MNPUJIOKEHHE |

KPATKA XAPAKTEPUCTUKA HA ITPOJAYKTA



vTO3I/I JICKapPCTBEH IPOAYKT IOUICKH Ha JOMBJIHUTEIIHO HaOmoaeHe. ToBa 1i1e 03B0IH OBP30TO
yCTaHOBSIBaHE Ha HOBa HH(OpMaIns OTHOCHO Oe3omacHOCTTa. OT METUITMHCKUTE CIETIHATIICTH CEe
W3KCKBa JIa ChOOIIaBaT BCsAKA MMOI03UPaHa HeKelaHa peakifus. 3a HaurHa Ha ChOOIIaBaHe Ha
HEXEJIaHHU PEaKlMU BIKTE Touka 4.8.

1. HUME HA JIJEKAPCTBEHUS ITPOAYKT

Eyluxvi 40 mg/ml umxexitmoneH pa3TBop BBB (BIIAKOH.

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

1 ml MuTHIHTEP MHXEKIUOHEH pa3TBop chabpika 40 mg adgmubepuent (aflibercept)*.

Enun dhnakon chabpika u3nona3BaeM o0eM oT Hari-manko 0,1 ml, ekBUBaNeHTHU HA Haii-MaKo 4 mg
agubeprient. ToBa ocHTIypsiBa H3IOJI3BAEMO KOJMUECTBO 3a AOCTaBsHE Ha eauHu4Ha 1032 ot 0,05 ml,
chabpkaim 2 mg ahaudepienT.

*Dy3MOHEeH MPOTENH, ChCTABEH OT YaCTH OT M3BBHKIIETHYHHUTE JOMEHHH Ha perenTopu 1 u 2 3a
YOBEINKK CHJ0B eHpoTeneH pacrexen Gakrop VEGF (Vascular Endothelial Growth Factor), cebpzanu
¢ Fc-uactra Ha yoBemiku IgG1, u npoussenen B K1 kietku ot aiiuHuk Ha kutaiicku xamcrep (CHO)

upe3 pekombunanTHa JIHK TexHOomorus.

IToMOIIIHO BEIISCTBO C U3BECTHO ACHCTBHUC

Bceku ml umkexironeH pa3top cbabpxka 0,3 mg momrcopoat 20.
3a IBJIHUA CIIMCHK HA IIOMOIIHUTE BEIECTBA BIUKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

WmxexnmoneH pa3TBop (MHKEKITUS)

Pa3TBOpBT € OMCTBD, Oe31BETEH /10 OJICA0KBIAT U H300CMOTHYCH.
4. KJIMHUYHU JJAHHHU

41 TepaneBTHYHHU MOKA3AHUS

Eyluxvi e moka3zan npu Bb3pacTHH 3a JIeueHHE HA

e  HeoBacKylapHa (BIakHa) Bb3pacTOBOOOYCIIOBeHA ereHepanus Ha Makynara (BJIM) (Bxk.
Touka 5.1),

®  3PUTEITHO YBPEXKJIaHe, IhDKAIIO Ce HA OTOK Ha MakyJiaTa, BCISICTBIE Ha OKITYy3Usl Ha
perunanHa BeHa (OPB) (okmy3us Ha paskioHeHue Ha peruHaiHa BeHa (OPPB) unm oxirysust
Ha 1ieHTpasiHaTa petuHaiHa BeHa (OL[PB)) (Bx. Touka 5.1),

®  3PUTENTHO YBPEXIaHe, AbDKAIIO ce Ha nuadeteH makyseH exeM (JIME) (Bx. Touka 5.1),

®  3PUTENHO YBpEXkAaHe, IbKAIIO c€ HA MHOIIMYHA XOpOHJalIHa HEOBACKYIapU3aLHs
(muonmana XHB) (Bx. Touka 5.1).

42  Jlo3upoOBKa M HAYMH HA NPHJIOKEHHE
Eyluxvi e camo 3a uHTpaBUTpEaTHO HH)KEKTHUPAHE.

EleXVi ’I’p$[6Ba Ja CC Mpujiara caMo OT JICKAp CIICHUaJIUCT C OIUT B IIPUIJIOKCHUCTO HA
HHTpaBUTPCATHN MHKCKIWHN.



ﬂoe.npomca

Bnaswcna BIAM
IIpemoprunTtennara go3a 3a Eyluxvi e 2 mg adpnubeprent, exksusanenrau Ha 0,05 ml.

Jleuenneto ¢ Eyluxvi 3amouBa ¢ eHa HEKEKITUS MECEYHO B TPH IOCIenoBarenu qo3u. Ciel ToBa,
WHTEPBATBT MEXTy MIPIIOKEHUATA CE YIbJDKaBa Ha JBa Mecela.

BB3 ocHOBa Ha mpelieHKaTa Ha JIeKapsl 3a 3pUTCITHY W/WIH aHATOMUYHU PE3YITaTH, HHTEPBAIBT
MEXTy IPUIIOKEHUATA MOXKe J]a Ob/Ie IOJAbPKaH Ha [Ba Mecela WK Aa Ob/ie TOTbIHUTETHO
YIBIDKEH, KaTO CE U3IOJI3Ba JICUCHHUE U MPOIbKABAHE HA CXeMaTa Ha MpUiiaraie, mpu KOeTo
WHTEPBAJINTE HAa HHKCKTUPAHE CE YIBJDKABAT C 110 2 WU 4 CEIMUIH 10 JOCTUTaHe Ha CTA0OWIHU
3pUTEIHN W/WIIA aHATOMIYHH PE3YIITATH.

AKO 3pUTETTHUTE /WM aHATOMUYHHTE PE3YITATH Ce BJIOUIAT, HHTEPBAIBT Ha JIeUeHUE TpaOBa Ja Obje
CHOTBETHO HaMaJIeH.

Hsima u3uckBaHe 3a MOHUTOpHpaHe MEXAy MHKeKInuTe. B3 0OCHOBa Ha NpereHkara Ha Jekaps,
rpaduKbT Ha TIOCEIEHHUsATA 32 MOHUTOPUPAHE MOXKeE Ja € Ha [MO-MaJIKA HHTEPBAJIH OT ITOCCHICHUSTA 32
WHKEKIIWH.

I/IHTCpBaHI/I Ha JICYCHUC, IIO-TOJICMHU OT YCTUPHU MECCLia UJIX ITO-MaJIKU OT 4 CCAMUIIU MEKIY
WH)XEKINHUTE, HEe ca MPOy4YBaHH (BXK. Touka 5.1).

Omox Ha maxyrama écieocmesue Ha OPB (OPPB uau OL[PB)

[Npenoppunrennara g03a Ha Eyluxvi e 2 mg adsmbeprient, ekBuBanientnu Ha 0,05 ml.
Cren mppBaTa MHXEKIIUS JICUSHHETO Ce TIpUilara exxeMecedHo. MIHTepBabT MEXy JIBE 103U HE
TpsiOBa Jja Ob/ie TO-KPaThK OT €UH MEecell.

AKO 3pUTETHUTE U aHATOMUYHHTE PE3YJITATH IMOKA3BaT, Y€ MAIlMeHTHT HE CE TIOBIHSIBA ITOJI0KUTEITHO
OT MPOJb/DKaBaHEe Ha JICUCHUETO, IPUIIoKeHneTo Ha Eyluxvi Tps0Ba a1a ce npeycraHoBH.

E>xemecedHOTO JIeueHre IpoIbKaBa JI0 JOCTUTaHe Ha MAaKCHMAITHA 3pUTETHA OCTPOTA H/WIIH HE ca
HaJIMIIC TIPU3HALM 33 aKTUBHOCT Ha 3a00J1sBaHeTo. MOXKe J1a ca He0OXOAMMHU TPU HIIM TIOBEYE
IIOCJIEAOBATEIHN MECEUHN UHIKEKIIAH.

JleueHneTo Moxe Aa MpOoABIKH C IMOCTCTICHHO YAbJDKAaBAHE HAa HHTCPBAJINTEC, 3a 1a C€ MOAABbPIKAT
CcTa0MIHU 3PUTCITHU Y/WIIA aHATOMMYHHI PpE3YITATH, BHIIPECKHU Y€ HiAMA JOCTATHbYHO JJaHHH, 3a Ja CC
HallpaBU 3aKJIIIOYCHUC 3a MMPOABIDKUTCIIHOCTTA Ha UHTCPBAJIMTC. Axo 3PUTCIIHUTEC U /MY aHATOMUYHU
PE3yIaTaTu CC BJIOLIAT, MHTCPBAJla Ha JICHCHUCTO Tp}I6Ba CHOTBCTHO Ja C€ HaMaJlu.

rpa(l)I/IK’LT Ha IpOCICAABAHC U CXEMATa HA JICUCHUC TpH6Ba Ja C€ OIIPCACIIAT OT JICKYBalllKs JICKAP Bb3
OCHOBA Ha OTTrOBOpPa Ha OTACTIHUSA MAIITUCHT.

[IpocnensBaneTo 3a aKTUBHOCT Ha 3a00JISIBAHETO MOXKE J]a BKIIIOYBA KIMHUYEH ITPErje]], H3cIeIBaHe
Ha (PyHKIIMOHAJIHHUTE MOKA3aTEIN WM 00pa3HU TEXHUKH (HaIlp. ONTHYHA KOXEPEHTHA TOMOTpadust
i ¢GIryopecrieHTHa aHTuorpadus).

Luabemen maxynen edem

Ipemoprunrennata go3a Eyluxvi e 2 mg adbaubeprent, exsuBanentan va 0,05 ml.

Jleuenuero ¢ EleXVi C€ 3a1r104Ba C €AHAa HHXXCKIHA MECCYHO 34 IICT IIOCJICIJ0BATCIIHU A03U, U CC
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MPOIBIDKABA ¢ €HA MHXKEKITHS Ha BCEKU JBa MECeIIa.

BB3 ocHOBa Ha OlleHKaTa Ha JIeKaps Ha 3PUTEITHUTE W/UIU aHATOMUYHH PE3yJITAaTH, UHTCPBAIHT
MEXTy MPIIOKEHUATA MOXKE J1a ObJIC 3ala3eH Ha 2 Mecella ITU MHIUBUIyaJIM3UPaH, KaTo HAlpUMeEp C
JICUEHHUE ¥ MPOAb/KaBaHE HA CXEMaTa Ha IpuiiaraHe, IIpyu KOSTO HHTEPBAINUTE Ha JICUCHHUE Ce
yABIKaBaT OOMKHOBEHO C I10 2 CEIMUITH JI0 IOCTUTaHe Ha CTAOWIIHU 3PUTETHH W/WIA aHATOMUIHATE
pe3ynratu. iMa orpaHUYeHU TaHHU 32 HHTEPBAIN MESKIY MPUIOKEHUSITA, TIO-ABITH OT 4 Mecera.
AKO 3pUTEITHHUTE U/WIIM AHATOMUYHHTE PE3yITATH Ce BIONIAT, HHTEPBAIBT Ha JICUCHUE TPIOBa Ja Obje
CHOTBETHO HamaJleH. IHTepBaIu Mex 1y MPHIOKEHUSTA, TO-KPATKH OT 4 CeIMHIII, HE ca MPOYYBAHH
(Bk. Touka 5.1).

I'pacduxbT 32 MOHHUTOpHpaHe TPSOBA [1a CE OMPEAETH OT JIEKYBAIIXs JIeKap.

B ciyyaii 4e 3puTeTHUTE ¥ AHATOMUYHUTE PE3YJITATH COYAT, Y€ MAIMECHTHT HAMA I10J13a OT
MpoAbIDKaBaHe Ha JISYeHNETO, MpritokeHneTo Ha Eyluxvi TpsOBa fga ce mpeycTaHOBH.

Muonuuna xopouoanua Heo8acKyIapU3ayUsL

[penopbunrtennara qo3a Eyluxvi e enuHnYHa HHTpaBUTpeaiHa HEKEKIUS Ha 2 My adaubepient,
exsuBanentau Ha 0,05 ml.

Moske 1a ce IPUIIoKaT JAOIBIHUTEITHH I03H, aKO 3PUTEIHUTE H/WIM aHATOMUYHHUTE PE3yJITATH
MOKAa3Bart, ye 3a00JsIBAHETO NMepcucTrpa. PennanBute TpsaOBa Ja ce mpueMar KaTo HOBa MposiBa Ha
3a00JISIBAHETO.

I'paduksT 32 HaOMIOIEHUE TPSIOBA J]a ce OMPENeIH OT JeKyBAIIHUs JIeKap.

WHTepBanbT MeXay JBE 03U He TpsiOBa 1a ObJie MO-KpaThK OT SAMH Mecell.

CrernuansHu MoIyJIalin

Yeprnodpodno u/unu 6vopeuno yepedcoane
He ca npoBexJjaHN KOHKPETHH IPOYYBAHUS C aIMOSPIEIT TPU MAIMEHTH ¢ YePHOAPOOHO H/WITN
O0BOpEeUHO yBpEKIAHE.

HanuunuTte 1aHHU HE TPEAIonaraT HyK/1a OT KOpeKius Ha fo3ara Ha Eyluxvi npu Te3u naieHTn
(BX. Touka 5.2).

Ionynayus ¢ cmapuecka 8v3pacm
He ca HeoOXoaumu crieliuaiiu choOpaxeHus. MiMa orpaHryeH ONMUT MTPH NMAI[MEHTH Ha Bh3pacT Haja 75
roaunu ¢ JIME.

Ieduampuuna nonyrayus

be3omnacHocTTa 1 epukacHocTTa Ha Eyluxvi npu zetia v 1oHOIIM He ca ycraHoBeHU. Hsima choTBeTHA
ynorpeba Ha adrOepIenT B eAnaTpruYHaTAa TOITYJIAIUs 3a MoKazaHusaTa naxaa BJIM, OL[PB,
OPPB, IME u muonuuna XHB.

HauuH Ha npuioxxenue

WHTpaBUTpeaIHUTE HHKEKIIMK TPSIOBA Jla ¢ U3BBPILIBAT ChIVIACHO MEAMIIMHCKUTE CTAHIAPTH U
MIPUJIOKUMUTE PHKOBOZCTBA OT JIeKap CIEIHMAIUCT C OMUT B MPUIIOKEHUETO HA MHTPABUTPEATHU
umkekuy. [lo mpuHIU TpsOBa 1a ce OCUTypH aJIeKBaTHA aHECTE3HS U aCENTHKA, BKIFOYUTEITHO
JIOKAITHO MIMPOKOCIIEKTHPHO MUKPOOUITUIHO CPEICTBO (HAIp. TOBUIOH HOJI, HAHECEH BBPXY KOXKaTa
OKOJIO OYHTE, KJICTIAYUTE U OYHATa MOBBPXHOCT). [IpenopryBar ce Xupyprudyaa Ae3uHPEeKIus Ha
pblIeTe, CTEPUIIHU PhKABUIK, CTEPUIHA IOKPUBKA M CTEPUJICH CIICKYJIYM 3a Kiienadu (Hiu
CKBHBAJICHT).



MmkeKImmonHaTa uriia Tpsosa na ce BpBeae 3,5 — 4,0 mm 3ax mumba B CTHKIOBHAHOTO TSIIO, KaTO ce
n305TBa XOPU3OHTAIHHS MEPUIUAH U CE HACOYBA KbM IICHTHPA HA OYHATa sI0biKa. Torasa ce BbBEXKIa
WHXEKITMOHHUAT 00eM ot 0,05 ml; mpu nocneasamre HHXESKIUY, HHKEKIIMOHHOTO MICTO Ha
CKJIepaTa TpsIOBa Ja ce CMCHS.

HemocpeacTBeHo cie MHTPaBUTPEATHO HHXKEKTUPAHE AIIMEHTUTE TPSOBA 1a ce CIEIT 3a
MOBHIIIABaHE HAa BRTPEOYHOTO HaJsirane. [loaxoasamoro npociensBane MoXe 1a BKIIOYBa
MpoBepsiBaHe Ha nepdy3usaTa Ha ONTHYHUS TUCK MM TOHOMeTpus. TpsOBa 1a nMa Ha Pa3moI0KEeHHE
CTEpUIITHO 00OpY/IBaHE 3a MapareHTe3a Mpu HeoOXOAUMOCT.

Crnex MHTpaBUATPEATHO MHXKEKTHPAHE MAIIMEHTUTE TPAOBA J1a c€ MHCTPYKTHPAT Ja ChoOIIaBat
He3a0aBHO 32 BCSAKAKBU CUMIITOMH, HACOYBAIU KbM eHA0(TAIMHUT (HAIp. 00JIKa B OKOTO,
3a4yepBsiBaHe Ha OKOTO, POTO(HOOUS, 3aMBITIEHO 3PEHUE).

Bceku ¢nakon TpsOBa 1a ce U3MOI3Ba 32 JIEYEHUE CaMO Ha €IHO OKO. MHOTOKpaTHO MpuiiaraHe Ha
JI03H OT eIMH (DJIaKOH MOJKE J1a YBEJINYH PUCKA OT KOHTAMUHAIIWS U MOCIeBaIla HHPEKITHS.

®DakoHBT CHIBPXKA MTOBEUE OT MIpenopbunTenHara g03a 2 mg adbmubepuent (ekpuaneHTHH Ha 0,05
ml nHXKeKunoHeH pa3TBop). M3non3BaeMusT 06eM Ha (rakoHa € KOJIMUECTBOTO, KOETO MOXE J1a ce
JIOCTaBH OT HETO, M HE € TIpe/IHa3HaueH Ja 0b/e n3nona3Bad HanbiIHO. 3a Eyluxvi ¢makon
u3no3BaeMusAT 00eM ¢ Haii-manko 0,1 ml. M31MuHoTo KoJim4ecTBO TPAOBA /1a ce OTCTPAHU MpPeIu
HHJKEKTHPaHe HA NMPenopbLYUTEIHATA 1032 (BXK. Touka 6.6).

WmKeKTHpaHeTo Ha 1enus 00eM Ha (akoHa MOKe J1a TOBEIE 10 MpeIo3upaHe. 3a 1a ce OTCTPaHsT
BB3yIIHATE MEXypUeTa 3a¢THO C U3JIUIITHUS JICKAPCTBCH MPOIYKT, 0aBHO HATHCHETE OYyTaIo0TO,
JIOKATO TIOCKHS PhO Ha OyTANIOTO ce M3paBHU ¢ JuHusTa, 0Toes3Bara 0,05 ml, Ha cipuHITOBKaTa
(exBuBanentHo Ha 0,05 ml, T.e. 2 mg adnubepuent) (Bx. Touku 4.9 u 6.6).

Cren uHXeKTUpaHe HEU3TOI3BaHUS IPOAYKT TPsiOBa Ja ce N3XBBPIIH.
3a paboTa c JeKapCTBEHUs NPOLYKT HPEeAN NPUIIOKEHNE, BUXKTE TOUKa 6.6.
43 IIporuBomoxazanusi

CBpPBXUYBCTBHTEITHOCT KbM aKTHBHOTO BEIIECTBO ahauOepIenT Wik KbM HIKOE OT MTOMOIITHHUTE
BeIleCTBa, M30poeHU B Touka 6.1.

AKTHBHA OYHA WX OKOJOOYHA I/IH(beK]_II/IH NN CbMHCHUEC 3a TaKaBa.

AKTHUBHO T€XKKO BhTPEOYHO Bh3NAJICHHE.

44  CneumajH¥ nmpeaynpesxaeHus U Npeana3Hu MepKH MPH ynoTpeda

IIpocneanmoct
3a na ce mogoOpyM MPOCIEANMOCTTa Ha OMOJIOTHUHUTE JIEKapCTBEHH MPOAYKTH, IMETO U TAPTUIAHUAT

HOMCP Ha MMPUIJIOKCHUA TPOAYKT Tpﬂ6Ba SICHO Ja CC 3aI1McBar.

WHTpaBUTpeaHU PeaKIiy, CBbP3aHU C MHKEKINATA

WuTpaBuTpeanHuTe HHKEKIINH, BKIFOUUTEITHO Te3U ¢ aQiubepIienT, ce CBbP3BaT ¢ eHAOPTAIMHT,
BBTPEOYHO BH3MAJIEHUE, PETMATOI€HHO OTJICNIBAHE HAa PETHHATA, pa3KbCBAaHE HAa PETUHATA U
ATPOTEHHA TpaBMaTHYHA KaTapakTa (Bx. Touka 4.8). [Ipu npuarane va Eyluxvi BuHaru tpsioBa aa ce
W3M0JI3BAT MOJIXO/ISAIH aCeTITHYHY TEXHUKH Ha HHXEKTUpaHe. B JJonbIIHeHne, NalueHTuTe TpsioBa Jia
ce MPOCIIeAsIBaT NPE3 CEAMULIATA CIIEA WHKEKTUPAHETO, KOETO O MO3BOJIMIIO PaHHO JIeUEHHE, aKO
BBb3HUKHE nHPpekuus. [lanmenture TpsOBa Aa ObAAT MHCTPYKTHPAHHU J1a ChOOIIABAT He3a0aBHO 32
BCSIKAKBU CHMITTOMH, HACOYBAIIN KbM €HIO(TAIMUT WIH HIKOE OT TIOCOYEHUTE TIO-TOPE CHOUTHSI.

OnakoHBT ChABPIKA [TOBEYE OT MpenopbunTenHara 1o3a 2 mg agaubdepuent (exksuBaieHTHH Ha 0,05
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ml). U3IUIIHOTO KOJIMYECTBO TPSAOBA a e OTCTPAHHU IPEIU MPHIOKEHUE (BXK. TOUuku 4.2 U 6.6).
IToBumieHnst Ha BBTPEOYHOTO HAJIATaHE ca HaOIr0aBaHU B paMkuTe Ha 60 MUHYTH clief
WHTPABUTPEATHOTO UHXECKTHPAHE, BKIIFOUUTENHO ¢ adumbepuenT (Bx. Touka 4.8). Crienuanau
Mpea3Hu MEPKH ca HEOOXOIUMU MPH MALUEHTH ¢ HeoOpe KOHTPOIMpaHa riiaykoma (1a He ce
nmkekTrpa Eyluxvi, nokaro BpTpeounoTo Hamsrane € > 30 mmHg). ETo 3amo npu Bcudaku ciryvyan
TpsiOBa Jia ce MPOCIeABaT U Jia e JIEKYBaT IO MOIXO IS HAYMH KaKTO BPTPEOYHOTO HAIISATAHE, TaKa U
nepdy3usara Ha ONTUYHUSI JTUCK.

HmyHOoreHHoct
Toii KaTo € TepaneBTHYCH MPOTerH, pu EYIUXVI chlllecTBYBa BEpOSITHOCT 38 HUMYHOTEHHOCT (BK.

touka 4.8). [laruenture TpsOBa 1a ObAAT HHCTPYKTHPAHU JIa ChOOIIABAT 32 BCSIKAKBU TPU3HAIU WU
CHMITTOMH Ha BBTPEOYHO Bh3MaJIeHUE, Harp. 001Ka, (hoToPOoOHS MiIH 3adepBsIBaHe, KOETO MOXKE Ja €
KIIMHUYCH TIPU3HAK, 00SCHUM ChC CBPBXYYBCTBHTEITHOCT.

CuctemHuu edexTu

CucTeMHH HeXeJaH! ChOUTHS, BKIIIOUUTEIHO U3BBHOUHU KPBBOU3INBU U apTEPUATHU
TpoMOOEMOOIMYHH CHOUTHSI, Ca CHOOIIIABaHU CIIe]] MHTPABUTPEATHO WH)KEKTUpaHe Ha MHXHUOUTOPH Ha
VEGF u nma TeopeTnyeH pucK, 4e Te MOKe /1a ca cBbp3aHu ¢ naxuOupaneTo Ha VEGF. Mma
OTpaHHMYEHH JaHHH 3a Oe3omacHoCTTa TpH Jiederne Ha manueHT ¢ OLIPB, OPPB, JIME wmmu
muonuuHa XHB ¢ anamHe3a 3a MHCYAT WIK IPEXOJHA UCXEMHUYHH aTaKH, KaKTo U 32 HHPapKT Ha
MHOKap/ia B paMKHTE Ha TIOCIIeAHUTe 6 Mecena. TakuBa MalleHTH TpAOBa Ja ce JEKYBaT ¢ TOBUIICHO
BHUMAaHHUE.

ﬂpyrﬂ
KakTto npu npyrure unrpasutpeanau antu-VEGF nedenus 3a BJIM, OLIPB, OPPB, IME u
muormmuHa XHB, B cuia ca u ciiegHUTE ONIOKESHUS

o besomacHocTTa M e(h)MKACHOCTTA Ha JICYEHUETO ¢ auubepuent, Npuiarad eTHOBPEMEHHO U Ha
ZIBETE OYH, HE ca MPOYYBaHN CUCTEMATUYHO (BX. Touka 5.1). Ak0o OMIIaTepaIHOTO JIeYeHUE ce
MIPOBE’KA M0 €IHO U ChIIIO BpeMe, TOBA MOKE J1a IOBEJE JI0 TIOBUILIEHA CUCTEMHA €KCIIO3ULIHS,
KOETO MOJKE J1a TIOBHUIIIK PUCKA OT CUCTEMHH HEXKelIaHH ChOUTHSI.

e CowoprerBamia ynorpeba ¢ apyru aHTH-VEGF (cbroB enpoTesnen pactexeH (akTop).

JluricBat JaHHU 3a €JHOBPEMEHHOTO M3IoI3BaHe Ha adiubepuent ¢ qpyru anti-VEGF
JIEKapCTBEHU NPOIYKTH (32 CHCTEMHO MJIM BbTPEOYHO MIPUIIOKEHUE).

e PuckoBute pakTopH, CBbp3aHH C Pa3BUTHETO HA Pa3KbCBaHE HA MMT'MEHTHHS EIUTEN Ha
perunara cien antu-VEGF tepanus 3a Bnakna B/IM, BkinrouBaT 00OIIMPHO W/WIIH BUCOKO
OTJICTIBaHE HA MUTMEHTHUS eNUTeN Ha peTrHaTa. [Ipu 3amouBane Ha Tepamus ¢ adunOepIernT e
HE00XO0IMMO MOBHUILIEHO BHUMAHKE NPU MMALMEHTH C TE3H PUCKOBH (PaKTOpH 3a pa3KbCBaHE HA
MUTMEHTHUS €MUTEN Ha pETHHATA.

o JleueHnuero Tps0OBa 1a Ob/Ie NPEYCTAHOBEHO IIPH NALMEHTH C PETMATOr€HHO OTJICHIBAHE Ha
peTHHATa WM MaKyJHHU TyNKH cTaauii 3 uin 4.

¢ B cnyuaii Ha pa3KkbCcBaHE Ha peTHHATA, NPUIOKEHUETO Ha Jo3aTta TpsiOBa 1a Oblie MpeKpaTeHo
W JIeYeHUETOo He TpsiOBa Jia ce Bb30OHOBSBA MPEIU aJCKBATHO BH3CTAHOBSIBAHE Ha
Pa3KbCBAaHETO.

o Jlo3aTa He TpsOBa Ja ce Impuiara v JISUCHUETO He TPsOBa 1a ce Bb30OHOBSIBA [T0-PAHO OT
CJIEZIBANIOTO TUIAHUPAHO MPHJIOKEHUE B CITy4al Ha:

0 HamaJsiBaHe Ha Haii-o0pe Kopurupanata 3putenna ocrpora (BCVA) ¢ > 30 Oyksu B
CpaBHEHHE C MOCJIeJHATa OLICHKA Ha 3pUTEIHATa OCTPOTa;

0 cyOpeTHHaNHa XeMOparus, BKIIOYBalla HEHThpa Ha (OBesTa, WK, aKO pa3MepbT Ha
KpbBOM3uBa € > 50% OoT o0 pa3mMep Ha JIe3uATa.

o Jlo3ara He TpsOBa J1a ce MpuJiara B paMKHUTE Ha MPEAXOHUTE WK CieaBaiure 28 nHU, B
cilydyail Ha M3BBPILIEHA WM IJIaHUPaHa BETPEOYHa XUPYPruuHa HHTEPBEHILINUS.

o Adnubeprent He TpsOBa Ja ce M3MOI3BA IO BpeMe Ha OPEMEHHOCT, OCBEH aKO MOTEHIHaTHATa
M0J13a HE HaXBBPJIsl MOTEHIIMAIHUS PUCK 3a IU10/a (BXK. Touka 4.6).

¢ XeHnu c gereposieH NoTEHIMAN TPSOBA 1a U3MOJI3BAT €(DEKTUBHA KOHTPALIETILHUS 110 BpeMe Ha
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JIeYeHre M Hali-MaJIko 3 Mecela ciie]] IIOCIeTHOTO HHTPABUTPEATHO NH)KEKTHpaHe Ha
admubeprenT (BX. Touka 4.6).

¢ lIma orpaHudeH OmuT ¢ JeueHneTo Ha narueHTH ¢ ncxemuana OLIPB u OPPB. Ilpu namuenta
C KJIMHUYHY MTPU3HAIM HA HEOOpaTUMa NCXeMUYHa 3ary0a Ha 3puTeliHaTa (PyHKIUs JICUCHHE HE
ce MpenopbuBa.

Homynanyu ¢ orpaHHYCHU TaHHH

Nma orpanudeH onut ¢ yiedenunero Ha nanueHT ¢ JIME Bcaencreue Ha auadet tvn | wiu npu
naruenTu ¢ nuadet ¢ HbAlc nag 12% wmm nponudepaTiBHa quabeTHa peTHHOMATHS.

Adnubeprient He € MPOyYBaH MPU NANUEHTH C AKTUBHU CUCTEMHH WH(EKIIMU WITH TIPU TMAIUEHTH ChC
CHITBTCTBAIIM OYHU HAPYIICHUS KaTO OTJCIBAaHE HA PETHHATA WM MaKy/IHa Aynka. OCBeH TOBa HAMA
OIHT C JIedeHHe ¢ apaudepIent npu NaUeHTH ¢ TMabeT ¢ HEKOHTPOJIMPaHa XUIePTOHUs. Ta3u iurca
Ha nHpopManus TpsOBa 1a ce UMa PEABH/T OT JIeKapsl MPH JICUCHHUE HAa TAKMBA NMAIUEHTH.

Hswma onut npu neuenne Ha muonuuHa XHB ¢ adnmubeprent npu naueHTH, KOUTO HE ca OT a3UaTCKH
NPOU3XO0J, MAIIMEHTH KOUTO MPEH ca OWIIN MOJI0KEHH Ha JieueHne Ha MuonndHa XHB u manmentu ¢
ekcTpadoBeaTHH JIE3UH.

Wnudbopmarius 3a IOMOIITHUTE BEIIECTBA

To3u nexapcTBeH NPOAYKT ChIbpKa

- mo-masko ot 1 mmol Harpwii (23 mg) Ha 1030Ba EAMHHMIIA, T.C. MOXKE JIa CE Kaxe, 4e MPaKTHUCCKU
HE ChABpXKA HATPUIL;

- 0,015 mg momucop6bar 20 BBB Beska mo3a ot 0,05 ml, kourto ca ekBuBanenTan Ha 0,3 mg/ml.
[TonmmucopbaTuTe MOTAT J1a MPUYUHAT AJICPTUYHH PEAKITUH,

45 BzaumopeiicTBHe ¢ APYTH JeKAPCTBEHH MPOAYKTH U APYTru (OpMH HA B3auUMoJieiicTBHe
He ca mpoBexaanu npoyyBaHus 3a B3aMMOJEHCTBUSATA.

EnHoBpeMeHHOTO nmpuitoxkenue Ha potoanHamuuna tepamnus (PDT) ¢ Beprenopdun u adaubeprent
HE € TIPOYYBaHO U 10 Ta3u MIPUYMHA HE € YCTaHOBEH Mo Ha 6€30MaCHOCT.

46  @epTHIHUTET, O)PEMEHHOCT U KbPMeHe

JKeHu ¢ JieTepoieH IOTEHIIAAI

JKenute ¢ gerepoieH moTeHuan TpsioBa Aa U3noisear eheKTHBHA KOHTpAIISTIIHS 110 BpeMe Ha
JIeYeHUE U Hal-MaJKo 3 Mecelia CJie]] MOCIEAHOTO MHTPABUTPEATTHO HHXEKTHpaHe Ha adrbepuenT
(Bk. Touka 4.4).

bpemeHHOCT
JluricBaT maHHM 3a ynorpebara Ha adauOepuent npu OpeMeHHH KEHH.

[IpoyuBaHUATA IPH JKUBOTHHU MIOKA3BaT eMOpHO-(eTaniHa TOKCHIHOCT (BXK. ToUKa 5.3).

B’BHpCKI/I Y€ CUCTCMHATAa CKCIIO3ULUA CJIIC OYHO MMPUIIOKCHHUE € MHOT'O HUCKA, EleXVi HEC TpH6Ba Ja
CC€ M3II0JI3BA 110 BPEMEC Ha 6peMeHHOCT, OCBCH aKO IMOTCHIIMAaJIHATa 110JI3a HEC HAAXBBPJIA
MOTCHUIHAJIHUA PUCK 3a IUIOAA.

Kspmene
B®b3 0cHOBa Ha MHOTO OTpaHWUYEHH JJAHHU MPH X0pa, adInOepIIenT MOXKe JIa ce eKCKpeTHpa B KbpMarta

B HUCKM HUBA. AQnubepuent e rojismMa MpoTenHOBa MOJIEKYJIAa U KOJIMYECTBOTO Ha JIEKapCTBOTO,
abcopOupaHo MpH KbpMaYeTo, ce OYakBa Jia ObJie MUHHMaNHO. EdektuTe Ha adaubepuent BbpXy
KbPMEHO HOBOPOJICHO/KbPMAUYETO HE Ca U3BECTHHU.

Kato npeamna3na mMsipka, He ce penopbyuBa KbpMEHE 0 BpeMe Ha yrnorpedara Ha Eyluxvi.



DepTunurer
Pesynrarure OT IpoyYBaHHUATA TIPH )KUBOTHHU C BUCOKA CHCTEMHA €KCIIO3HIINS TIOKa3BaT, 4e

adubeprienT MoXke J1a HapyIiu GpepTUIUTETa U IPU MBXKHTE, ¥ P )KEHCKUTE (BXK. Touka 5.3).
[TonoOHM edekTH HE ce OUaKBaT cliell OYHO MPHIIOKEHUE C MHOT'O HUCKA CHCTEMHA €KCIIO3HIINSI.

4.7  EdexTu BbpXY cnoco0HOCTTA 32 mI0(pupaHe U padoTa ¢ MAIIMHA

HmxekTupaneTo ¢ adauOepIenT MOBIIHSIBa B MaJIka CTEIIEH CIIOCOOHOCTTA 3a modupaHe 1 padboTa ¢
MAIlluHH, TTOPaJX Bh3MOXHH BPEMEHHH 3PUTEITHU CMYIICHHUS, CBHP3aHU WITH C HHXKCKITUATA, WA C
ounwus npernen. [lanuenture He TpsiOBa Aa modupar win Aa paboTAT ¢ MAIlIMHU, JOKATO 3pUTEIHATA
UM (YHKIIHSI HE CE Bb3CTAHOBH B JOCTaThYHA CTEIICH.

48  Hexkenanu jeKapcTBEHH peaKkuu

Pesrome Ha mpoduna Ha 6€30HacHOCT

[Nomymnanusra 3a 6e3onacHoCT B oceMte npoyusanus ¢a3za Il ce ceerou ot 0610 3 102 naruentu. Ot
Tax 2 501 manueHTH ca JIeKyBaHU ¢ IPENopbUUTEIHATA 1032 OT 2 mg.

Cepuno3HM OYHH HEXKeJIaHU PEeaKIK B U3CJIEIBAHOTO OKO, CBbP3aHH C MPOLEAypaTa Ha MHKEKTHPaHe,
ca Bh3HUKHAIU MPH Mo-Maiiko oT 1 Ha 1 900 uHTpaBUTpeaTHn HHKEKIMH Ha adIuOepIenT u ca
BKJIIOYBAJIM CJICNIOTA, EHIO(TAIMUT, OTICTIBAHE HA PETHHATA, TPABMAaTUUHA KaTapakTa, KaTapakra,
KPBHBOU3IINB B CTHKJIOBUIHOTO TSUI0, OTJIEMBAHE HA CTHKIOBUIHOTO TSAJIO U TIOBUIIIEHO BTPEOYHO
HansraHe (BX. Touka 4.4).

Haii-gecTto HabmogaBaHuTe HEXETaHH JICKAPCTBEHH peaknuu (Tpu Hal-manko 5% oT maimeHTtuTe,
JeKyBaHu ¢ aduubeprent) ca KOHIOHKTHBaiHA xemoparus (25%), permnanna xemoparus (11%),
HamaJieHa 3puteniHa octpora (11%), 6onka B okoto (10%), karapakra (8%), MOBUIIIEHO BHTPEOUHO
nansarane (8%), oTenBane Ha CTHKIOBUAHOTO TsUIO (7%) ¥ MBTHHHHU B CTHKIOBUIHOTO Ts10 (7%).

CuchbK Ha HEXKEIIAHUTE JICKApCTBCHU PCAKIINHU B Ta0IMYEH BHUJL

JlanHuTe 3a 6€30MACHOCT, OMMUCAHU TIO-A0JY, BKIFOYBAT BCHYKU HEKEIIaHU JIEKAPCTBEHN PEAKIH OT
ocemte nipoyuBanus ¢aza 1l mpu nokazanusta Bnaxxua BJIM, OLIPB, OPPB, /IME u muonuuna XHB
C TIPUEMITHBA BEPOATHOCT 32 MPUYMHHO-CIIEICTBEHA BPBh3Ka C TPOIlelypaTa Ha WHKEKTHPAHEe WITH
JIEKapCTBEHUS IPOAYKT.

Hesxxenanurte jiekapCTBEHU PeaKIMK ca M30POSHU 10 CUCTEMO-OPIaHEeH KJIac ¥ YeCTOTa C M3I0JI3BaHe
Ha CJIEIHATAa KOHBEHIIV:

muoro vectu (> 1/10), vectu (> 1/100 mo < 1/10), Heuectu (> 1/1 000 g0 < 1/100), peaxu (> 1/10 000
10 < 1/1 000), ¢ Hen3BecTHA YeCcTOTA (OT HAIMYHUTE JAHHH HEe MOXKE J1a ObJic HAlpaBeHa OICHKA).

B PaMKHUTE Ha BCAKO I'pyIHpPaHE 110 YE€CTOTA, HEXKCIIAHUTC JICKAPCTBEHU PCAKIIUU Ca IPCIACTAaBCHU B
HU3XOAII pEa IO OTHOLICHUEC HA TAXHATA CECPUO3HOCT.



Ta6auna 1: Bcuukyn cBbp3aHHU € JeYeHHETO HesKeJIaHH JIEKAPCTBEeHU Peakuu, ChoOIaBaHU
MpH NalUeHTH B mpoyuBaHus (¢a3za I (c6opun nanHu oT npoyuBanus ¢a3za I1I 3a
noka3zaHusta Baaxkia BJAM, OLIPB, OPPB, IME u muonnuyna XHB) win no Bpeme
HA MOCTMAPKETUHIOBOTO HAOJIIOIEHUEe

CucremMo-opraseH KJjac YecrToTa Hesxenana peakunus
Hapymenus Ha Heuectn CBpBXUyBCTBUTEITHOCT***
HMYHHATa cHcTeMa
Hapyumenusi Ha ouute MHoro uectn Hamanena 3putenna octpora, Petunanna
xeMoparus, KontonktupainHa xemoparusi, boiika B
OKOTO
Yecru PaskbcBaHe Ha MUTMEHTHUS €MTUTEN HA peTHHATa™,

OtnenBaHe HAa MUTMEHTHUS €IIUTEN HA PETUHATA,
Herenepanus Ha petuHarta, KppBonsnus B
CTBHKIIOBUAHOTO Ts110, KaTapakTa, KopTukamua
karapakTa, Hykieapna karapakra, CyOkarcymnapHa
katapakTta, KopHeanna epo3us, Kopueanna
abpasusi, [loBuIIeHO BHTPEOYHO HANATAHE,
3aMBIIIeHO 3pC€HUC, MBTHHUHHU B CTBKJIOBUIHOTO
1510, OTIENBaHEe HA CTHKIIOBHIHOTO TS0, bonka
Ha MSCTOTO Ha MHXXEKTUpPaHe, Y celllaHe 3a 4yKJ0
TAJIO B OUYHUTEC, IToBumena JlJaKpuManus, OToK Ha
KJernaya, XeMoparusi Ha MsICTOTO Ha MHXXEKTHUPaHe,
ToukoBuaeH kepatut, KoHIOHKTHBATHA
xunepemusi, O4Ha Xunepemus

Heuectn Ennodranmut**, OTnenBaHe Ha peTHHATA,
PaskbcBane Ha petuHata, Mput, VYBeur,
Wpunonuknurt, [lombTHsABaHe Ha Jjiemiara, Jedext
Ha emUTela Ha poroBuIlaTa, JIpasHeHe Ha MICTOTO
Ha HHXeKTupaHne, HeoOnvaifHo ycelmaHe B OKOTO,
Hpa3uene Ha kienayva, [onoxxurenen Tunnan B
npeanara kamepa, OTOK Ha pOTOBHIIATA.

Penxu Crnemnora, TpaBmaTnuHa kaTapakTa, Butpewur,
Xunonuox

C nensBectHa | Cruepur****

YEeCTOTa

*  HapymieHusi, 32 KOUTO € U3BECTHO, Ue ca CBbp3anu ¢ Biaxuna BJIM. HabGnronaBanu ca caMo B poydYBaHUs MPH BIaXKHA

BAM.

** Kynrypa noJ0XKATeNeH U KyJITypa OTpHLATeNeH eHI0PTaIMHUT.

*** [1o BpeMe Ha MMOCTMAPKETUHTOBHS TIEPHOJ, CHOOIIECHHS 32 CBPHEXUYBCTBUTEITHOCT BKIIFOUUTEITHO OOPUB, CHPOECK,
YPTUKApHUs U OT/ESIHY CIyYan Ha TeXKH aHa(QUIakTHYHI/aHAQUIaKTOMTHU PeaKIHH.

**** OT MOCTMapPKETUHTOBHU CHOOIICHUS.

Onucanue Ha H36DaHI/I HCXCIIaHH JICKAPCTBECHHU PCAKITNH

B npoyusanus ¢asza |l npu Bnaxxna BJIM, ce HaOmronaBa nNoBHIIEHA YECTOTAa HA KOHIOHKTUBAJTHA
XeMOparus Npy MaueHTH, TpUeMaliy aHTHTPOMOOTHYHY cpelicTBa. Ta3n TOBUIIIEHa YeCTOTa €
CpaBHUMa MEXy TallUCeHTUTE, JIEKyBaHU ¢ paHUON3ymMald u aduudepuent.

Aprepuanaute TpomboeMoonnunu croutus (ATC) ca HexxenaHu CbOUTHSA, KOUTO Ca NOTEHIUAIHO
CBBp3aHU ChC cucTeMHO nHXxuOUpaHe Ha VEGF. ChinecTByBa TEOpEeTHYEH PUCK OT apTepHATHU
TpoMOOEeMOOIMYHN CHOUTHS, BKIIIOUUTETHO MHCYAT U MHPAPKT Ha MHOKapAa, cJie]l HHTPaBUTPEaTHO
npuioxxeHue Ha naxuouropu Ha VEGF.

Hucbk nporieHT Ha 3a001€BaeMOCT OT apTepUaTHU TPOMOOEMOOINYHN CHOUTHS € HAOII01aBaH B
KIMHAYHUTE U3MUTBaHus ¢ apnubepuent npu nauueHTtu ¢ BJM, IME, OPB u muonnuna XHB.
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Cpen nmokazaHusTa He ¢ HaOJIIo/[aBaHa ChIIIECTBCHA Pa3JinKa MEXTy TPYIUTE, IEKYBaHU C
aarbeprent M ChOTBETHUTE CPABHUTEITHH TPYIIH.

Kakro IIpr BCUYKU TCPAICBTUYHU ITPOTCHUHU, IIPU EleXVi CbIICCTBYBA BEPOATHOCT 3@ UMYHOI'CHHOCT.

CrpoOuaBane Ha HOAO3UPAHU HEXKEJIAHN PEAKIINHT

Cro01maBaHeTo Ha MOJI03UPAHU HEXETaH! PEaKIuy ciie]l pa3peliaBane 3a yrnorpeda Ha JeKapCTBEHUS
NPOAYKT € BaxkHO. TOBa MO3BOJISIBA J1a IPOIBIKH HAOIOICHHETO Ha ChOTHOIICHUETO TI0JI3a/PHUCK 32
JIEKapCTBEHUS NPOAYKT. OT MEIUIIMHCKUTE CIICITUAIMCTH CE U3UCKBA Ja ChOOIaBaT BCIKa
MOJI03UPaHa HEXKEIaHa PEeaKIus Ype3 HAIMOHAIHA CUCTeMa 33 ChOOIIaBaHe, MIOCOYCHA B

IIpunoxenne V.

49 Ilpemo3upaHe

B knMHMYHM U3NUTBaHMA Ca U3MOI3BaHU 103U 10 4 MY Ha €AHOMECEYHU MHTEPBAJIU U ca
Ha0JII01aBaHM M30JIMPAHHU CIydau Ha Ipefo3upaHe ¢ 8 mg.

[Tpeao3upaHeTo ¢ MO-TOJIAM 00eM Ha WHXKEKTHPAHe MOXe Ja TIOBUIIIA BTPEOYHOTO Hasrane. [To
Ta3u MPUYMHA B CIy4ail Ha IpeIo3upaHe TPsOBa Ja ce CICAN BbTPEOYHOTO HASATAHE U /1a Ce 3aII0YHE
MOIX OISO JICYCHUE, aKO CE CUETE 32 HE0OXOAMMO OT JICKYBaIHs JeKap (BxK. Touka 6.6).

5. DAPMAKOJOI'MYHUA CBOUCTBA

51 ®apmakoaMHAMHYHHU CBOIiCTBA

dapmakoTepaneBTuuHa rpyna: OTaiMoIornyHu CpeiCTBa, AHTHHEOBACKYIAPU3HUPAIIH CPECTBA
ATC xox: SO1LAOS

Eyluxvi e 6bromoruumo moao6eH rekapcTBeH mpoaykT. IToapo6Ha nHGOPMAITHS € TIpeI0CTaBeHa Ha
yebcaitta Ha EBporeiickara areHmus 1o jekapcTeara https://www.ema.europa.eu.

Adnubeprent e pekOMOWHAHTEH (Dy3UOHEH MPOTEUH, ChCTABEH OT YaCTH OT U3BHHKIICTHYHHUTE
JIOMENHM Ha perenTopH 1 v 2 3a 4OBEIIKH ChA0B eHnoTencH pactexer daxtop (VEGF), cesp3anu ¢
Fc-dacrra Ha yoBermku 1gG1.

Admubeprient e nponsseaeH B K1 kinetku ot situnuk Ha kuraiicku xamctep (CHO) upes
pexomOunanTHa JIHK TexHomorus.

Admubeprent feiicTBa KaTo pa3TBOPUM pelenTop - "mpuMamMka”, kKoiTo ce cebp3Ba ¢ VEGF-A u
PIGF ¢ mo-Brcok aUHHATET, OTKOJIKOTO ECTECTBEHUTE UM PELIETITOPH, KaTO MO TO3M HAYMH MOJKE J1a

MHXUOMpa CBBP3BAHETO U aKTMBUPAHETO Ha Te3W cxoaHu penentopu Ha VEGF.

MexaHu3bM Ha aelicTBUE

CobnoBust eHnoreneH pactexxeH pakrop-A (VEGF-A) u mnanentHust pactexer dakrop (PIGF) ca
yjieHOBe Ha cemeiicTBoTo Ha VEGF anrnorennute pakTopu, KOMTO MOrat Ja AeHCTBAT KaTO MOIIHU
MUTOTEHHH, XEMOTAKCHYHH U BIUSCIN BHPXY CHJOBHUS NMepMeaObUIUTET (HAKTOPH 3a SHIIOTEITHUTE
knetkn. VEGF neiictBa upes nse peuentopnu Tupo3ut kunasu, VEGFR-1 u VEGFR-2, na
MOBBPXHOCTTA Ha enpoTenuute KieTku. PIGF ce cBsp3Ba camo ¢ VEGFR-1, koiiTo ce Hamupa chImo u
M0 IOBBPXHOCTTA Ha JIEBKOIUTHTE. [IpekoMepHOTO akTHBHpaHe Ha Te3u perentopu ot VEGF-A
MOJKe J1a IOBEJIe JI0 TIaTOJIOTMYHA HEOBACKYIapH3alys M IPEeKOMepHa ChJ0Ba mporyckinBocT. PIGF
Moxe na 0bae cuHepruct Ha VEGF-A B Te3u nporecH, a OCBeH TOBa € U3BECTHO, Y€ criomara 3a
JIEBKOLIUTHATA HHPHUITPAIHS U ChJIOBOTO Bh3MAJICHHE.
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(DaDMaKO JVMHAMHUYHA ed)eKTI/I

Bnaswcna BIAM

Braxnara BJIM ce xapakrepu3upa ¢ naToJorndaa xopouaaana neopackymnapusamus (CNV).
H3TndaHeTo Ha KPBB ¥ TEYHOCT OT MATOJOTHYHATA XOPOHIATHA HEOBACKYIApU3aIis MOXKE Ja
MIPUYUHHY 33]1c0eIIIBaHe WM OTOK Ha PETUHATA W/WiIK CyO/MHTpapeTHHAIIHA XeMOparus, Bojieia 10
3ary0a Ha 3pUTelTHa OCTPOTA.

[Tpu manmenTy, nexyBaHu ¢ agaudepuent (e1Ha WHKEKIUSI MECEUHO 3a TPH MOCIeJ0BAaTEIHN MeCela,
MIOCJIC/IBAHO OT €/1Ha MHKEKIIUS Ha BCEKH 2 Mecella), aedennHara Ha nentpaiHara peruna [CRT]
HaMaJIsiBa CKOPO CJIEH 3aIll0uBaHe Ha JICYCHUETO, a CPeTHUAT pa3Mep Ha je3usaTa ¢ CNV nHamanssa B
CBHOTBETCTBHE C pe3yATaTUTE, HAOIOJaBaHU MPH JeUeHue ¢ pannouzymad 0,5 mg Bceku mecell.

B nmpoyuBanero VIEW1 uma cpeann Hamanenust Ha CRT mpu onTHYHO-KOXepeHTHA ToMorpadus
(OCT) (cpotBetHO -130 1 -129 MukpoHa B ceamuiia 52 3a rpynuTe Ha JedeHue ¢ adumbeprent 2 mg
Ha BCEKH JIBa Mecella U panuouzymab 0,5 mg Bceku mecen). M B 52-ta ceqmuiia B IpoOy4YBaHETO
VIEW?2 nma cpenan Hamanenus B CRT npu OCT (cwotBetHO -149 1 -139 MukpoHa 3a rpymnuTe Ha
nedenue ¢ admaubepuent 2 MJ Ha BCEKH JBa Mecena U paHnonzymad 0,5 mg Bceku Mecer).
Hamanenneto na pasmepa Ha CNV u Ha CRT o6uuaiiHo ce 3aabpKar U Ipe3 Bropara roJuHa Ha
[IPOYYBAHUATA.

[Mpoyusaneto ALTAIR e npoBeaeHo Mpy NAalMEHTH SIMOHIIM C HeJleKyBaHa BiakHa BJIM u nokassa
MoTOOHU pe3ynTaTy ¢ Te3u oT npoyuBanusTa VIEW, ¢ npunarane Ha 3 mbpBOHAYATHU €KEMECCUHU
MHKeKUIuH adpnubepuent 2 Mg, IOCcaeABaHU OT €HA MHXEKIHS CJIEH OLle 2 Mecela U CIel] TOBa
IPOABIDKABAHE C PEXHUM Ha JICUSHUE U yIb/DKaBaHe ¢ IPOMEHJIMBU HHTEPBAIN (2-CEAMUYHU UK 4-
CeMHMYHH KOPEKIUH) 10 MaKCUMYM 16-ceMUYeH HHTepBaJ ChITIaCHO MPEABAPUTEIIHO ONPEIeNIEeHU
kputepuu. B ceamuia 52 uma cpeqHo HamaneHue Ha nebenrHaTa Ha neHrpainnara peruda (CRT) mpu
OCT ¢ -134,4 u -126,1 MuKpOHA CHOTBETHO 3a TpyIaTa Ha 2-CeJMUYHA KOPEKIIMS U 3a TpymnaTa Ha 4-
ceaqmuyHa kopekmwst. [IporeHTsT Ha maruenTuTe 6e3 Teunoct mpu OCT B ceamuria 52 € ChOTBETHO
68,3% u 69,1% B rpynute ¢ 2- u 4-cenmuynn kopekimu. Hamanenuero Ha CRT B moBeueTo ciydau
ce 3ama3Ba M B JIBETE paMeHa Ha JIeueHHe Ipe3 BTopara roanHa Ha npoyuBaneto ALTAIR.

[Mpoyusaneto ARIES e npeanasHaveHo Ja u3cieaBa He Mo-Malkata epUKaCHOCT Ha JICUCHHE 1
MpoAbIDKaBaHe Ha cxemara Ha Ipuiiarane Ha adrmubdepiient 2 Mg, 3aro9HATO BeIHATA CIIel TpUlaraHe
Ha 3 ThPBOHAYAIIHA MECEUYHHU HHKEKIIUHU ¥ €JHA JIOITBIHATEIHA WHKEKIHSA CIIe]] 2 Mecela CIIpsiMO
JICYCHHUE W NIPOIb/DKABaHE HAa CXeMaTa Ha IpuiiaraHe, 3ali04HaTo CJie/ €AHOTOAMIITHO JIcUueHue. 3a
MAIMeHTH, KOUTO C€ HYXJIasAT OT MpuiiaraHe mo-4ecto oT Q8 moHe BeJHBXK B X0J1a HAa IPOYYBAHETO,
CRT ocraBa nmo-Bucok, HO cperHOTO Hamanenune Ha CRT ot u3xoaHoTo HUBO 10 ceamuma 104 e -
160,4 MukpoHa, 10/100HO Ha MAIIMEHTHUTE, JIeKyBaH! Ha Q8 WU MO-peIKu MHTEPBAJIH.

Omoxk na maxynama ecreocmeue Ha OLIPB u OPPB

IIpu OLIPB 1 OPPB ce mosrydaBa ucxeMusi Ha peTHHATA U TS JaBa CUTHAJ 32 OCBOOOKIABaHETO Ha
VEGF, xoiiTo Ha cBOii peJ JecTabuiau3upa 3paBUTe BPB3KU U CTUMYJIHpa MposndepanusiTa Ha
enporenHu knetku. OcBoboxnaBanero Ha VEGF e cBbp3aHo ¢ ycinokHEHUs KaTo HapyllaBaHe Ha
KpPBBHO-PETHHHATA Oapuepa, yBeIMUeH ChJIOB ITEpMeabUIINTET, OTOK HA PETHHATA
HEOBACKyJIapH3alsl.

[Ipu manmeHTH, JIEKyBaHHU ¢ 6 TIOCIEI0BATSITHI MECSYHN HMHXKEKIMU admubeprient 2 Mg e
Ha0JI0JaBaH ChOTBETCTBAII, ObP3 U CHIIEH MOP(OJIOTHYEH OTTOBOP (KOETO € OTYETEHO C MOA00peHus
B cpeqHara CRT). B cenmuiia 24 nmormkennero B CRT e ctaTucTHYeCKH MPEBH3X0KIAII0 B
cpaBHeHHE ¢ KOoHTpojarta u B Tpute npoyusanust (COPERNICUS npu OLIPB: -457 cpeunry -145
mukpona; GALILEO mipu OLIPB: -449 cpenty -169 mukpona; VIBRANT npu OPPB: -280 cpernry -
128 mukpona).ToBa HamaneHue ot u3xoaHoTo HUBO B CRT ce moaabpka /10 Kpasi Ha BCSIKO
npoyusane, ceamuima 100 8 COPERNICUS, cenqmuna 76 8 GALILEO u ceqmuna 52 see VIBRANT.
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Jluabemen maxynen edem

JlnabeTHUST MakyJIeH eieM € CJICJICTBUE OT Arna0eTHATa PETUHOIATHUS U CE XapaKTepU3Kpa ¢ OBHIIICH
CH/IOB TIepMEaOUIINTET U YBPEKJaHe Ha peTHHHHUTE KaIlWIIPH, KOETO MOKE /1a OBEJE 10 3ary0a Ha
3pHUTEITHA OCTPOTA.

IIpu manmenTH, 1eKyBaHu ¢ adhauOepIenT, TOBEYETO OT KOUTO ca Omin Kiracu(uIupanu KaTo

nanyeHTy ¢ nuadet Tum |1, ce HabmogaBa OBP3 U cTabMIIEH OTTOBOP IO OTHOIIICHNE HAa MOP(OIOTHATa
(CRT, nuBo mo DRSS).

B npoyusanusra VIVIDPME p VISTAPME ¢ maGmonaBano cTaTMCTHIECKH 3HAYMMO TTO-TOJISIMO
cpenno Hamasienue B CRT oT u3xomHuTe CTOMHOCTH 10 ceaMulia 52 npu NalueHTH JISKyBaHU C
a¢pubepuenT B CpaBHEHHE C JIa3epHO KOHTPOJIIMPAHUTE, ChOTBETHO -192.4 1 -183,1 MuKpoHa 3a
rpynute ¢ agmuodepuent 2Q8 u croTBeTHO -66,2 1 -73,3 MUKpOHA 32 KOHTPOJIHUTE TpyIu. B cemmuia
100 namanenuero e moaappkano ¢ -195,8 u -191,1 mukpona 3a rpynure ¢ adaudeprent 2Q8 u ¢ -
85,7 1 -83,9 MUKpOHA 32 KOHTPOJIHKUTE IPYIIH, CLOTBETHO B poyusanusra VIVIDPME y VISTAPME,

Hampasena e ornenka, mokaspaia nojgoopenue ¢ > 2 crpiku B DRSS no npensapurenno yrouneH
nauu BB VIVIDPME y VISTAPME, Crenenra Ha mpomsina B ckopa mo DRSS e usmepena npu 73,7%
ot nauuentute BbB VIVID PME 11 98 3% or nanmentute BBB VISTAPME B cenvmuna 52, 27,7% u
29,1% ot rpynure ¢ apnubepuent 2Q8, u 7,5% u 14,3% oT KOHTPOJHHUTE TPYIH Ca UMAIIN
nonoopenue ¢ > 2 crenku B DRSS. B ceamuia 100 choTBeTHUTE NporieHTH ca omm 32,6% u 37,1%
ot rpynute ¢ adnmbdepuent 2Q8, u 8,2% u 15,6% 0T KOHTPOIHUTE TPYITH.

[IpoyuBanero VIOLET cpaBHsBa Tpu pa3nudHN CXEMH Ha Mpuiiarane Ha adaubdeprent 2 mg 3a
nedenue Ha JIME ciien Hali-Maiiko eiHa roJiuHa jJeueHue ¢ PUKCUPAHU MHTEPBAIU, KaTo JICYCHUETO €
3all0YHaTo ¢ 5 mocje0BaTeTHH MECEYHH JI03H, TOCTIeIBaHN OT IpujlaraHe Ha Bceku 2 Mecena. B
ceamuna 52 u ceamuna 100 oT mpoy4YBaHETO, T.€. BTOPa U TPETa FOJMHA OT JICYCHUETO, CPEHNUTE
npomenu B CRT ca kimuHU4YHO 10100HH 3a JieyeHue U npoabipkaBane (2T&E), cnopen nyxaurte (pPro
re nata (2PRN)) u 2Q8, crotBeTHO -2,1; 2,2 11 -18,8 Mukpona B ceamuna 52, u 2,3; -13,9 m -15,5
mukpona B cenmuiia 100.

Muonuuna xopoudanna Heo8acKyIapu3ayus.

MuonmnyHara XopouaaiHa HeoBacKynapuszanus (MuonuyHa XHB) e yecta npuunaa 3a 3ary0a Ha
3peHre IPH Bb3PACTHU C TAaTOJIOTHYHA MUOMIHS. 151 ce pa3BHMBa KaTO MEXaHU3bM 3a 3apacTBaHE HA
paHu, BCIEACTBYE Ha PyNTypy Ha MeMOpanara Ha Bruch u mpejcraBisiBa Haii-4eCTOTO CHOUTHE,
3acTpalaBanio 3peHHeTo, PY MATOJIOTHYHA MUOTIHSL.

[Mpu nanmenty, nexyBanu ¢ apmubepuent B npoyuBaHero MYRROR (eqHa nHKeKIMs, TPUIIOKEHA B
HAyYaJIo0TO Ha TepanusTa, C JOIIBIHUTEIHN HHXEKINH, IPUIaraHy B clydail Ha MepCUCTUPaHe Ha
3abomsBaneTo Wiy peunans), CRT HaMansBa cKopo cieq 3armouBaHe Ha JICUSHHETO B 1107132 Ha
admubepient B ceamuria 24 (-79 MukpoHa u -4 MUKpOHA, CHOTBETHO, 33 TpyIlaTa 3a JICUCHUE C
adnubepuent 2 Mg 1 3a KOHTPOJIHATA IpyMa), KaTo ce 3ana3Ba 10 cenMuia 48. B nonbianenue,
cpeanusT pasmep Ha XHB ne3us namanssa.

Kinnnnuna edukacHocT 1 6€300aCHOCT

Bnaoswcna BIIM

BesomacHoctTa 1 ehrkacHOCTTa Ha ahaIUOEPIIENT Ca OIICHEHHU B JIBE PaHIOMHU3UPaHH,
MHOTOIIEHTPOBH, IBOHHO-CIICITH, AKTHBHO-KOHTPOJIMPAHU IIPOYYBAHUS IIPH MAIIMEHTH C BiakHa B/IM
(VIEW1 u VIEW2) ¢ o610 2 412 nanueHTa JeKyBaHH U oneHsBanu 3a eukacHoct (1 817 ¢
admubepiient). Br3pacTTa Ha manueHTUTE Bapupa Mexay 49 u 99 roaunu, cpeaHo 76 ronuHu. B Te3n
KIIMHUYHYU Tpoy4BaHwus, mpuommutenso 89% (1 616/1 8§17) oT nmanueHTHTe, paHIOMH3UPAHH 32
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sedeHue ¢ adauOepIenT ca OuiIn Ha Bb3pacT 65 roArHU WK [T0-Bb3PaCTHH, U MPHOIM3UTEIHO 63%
(1 139/1 817) ca Guut Ha BB3pacT 75 rOJMHHU WK M0-BB3pPaCTHU. BB BCSIKO MPOYyYBaHE MAIHEHTHTE
ca paHJoMU3upaHy B ckoTHOIIeHue 1:1:1:1 Ha 1 0T 4 cxemu Ha npuIarase:

1) adaubeprrenT, mprarad mo 2 My Ha BCeKX 8 CeIMMITHA ciiel] 3 MbPBOHAYATHN €KEMECETHHU TO3H
(adpmubepuent 2Q8);

2) a¢nubepuent, mpuiarad mo 2 mg Ha Bceku 4 ceamuim (apnudepuent 2Q4);

3) apmbepuent, npunaras 1o 0,5 Mg na Bceku 4 cemmunu (adaubeprent 0,5Q4); u

4) paunbuzymab, npuiarad o 0,5 mg Ha Bceku 4 cenqmuitu (pannduzymab 0,5Q4).

[Ipe3 BTOpaTa ronrHa Ha MPOYYBAHUITA, MALIMEHTUTE IPOIBIDKABAT Ja MOIy4YaBaT MojydaBaT
IPBOHAYATHO paHIOMHU3HUPAaHATa 103a, HO TI0 MOIU(UIpaHa cXeMa Ha MpujiaraHe, BOJAeHa OT
OIICHKATa Ha Pe3yJITAaTUTE 110 OTHOIICHHUE Ha 3pEHUETO U aHATOMHUYHATA HAXO/Ka ¢ Ie(UHUPaH 1o
MPOTOKOJ MaKCUMAJICH MHTEPBaJ Ha Mpujarane ot 12 ceaMuIu.

U B nBETE NpOYYBaHUS MBPBUYHATA KpaifHa TOYKA 32 €(UKACHOCT € POIICHTHT MAI[CHTH B
TMIOIYJIALIKATA 110 MPOTOKOJI, KOUTO MOAIbPIKAT 3pEHHE, T.€. KaTo 3aryda Ha Mo-Majiko oT 15 OykBu oT
3pUTENIHATA OCTPOTA B CEAMULA 52 CHPSIMO U3XOIHOTO HUBO.

B npoyusane VIEW1 B cenmunia 52, 95,1% ot naruentute B rpynara ¢ agubepent 2Q8
MOIAbPKAT 3peHneTo B cpaBHenue ¢ 94,4% ot nanuenTure B rpynata ¢ pannonsymab 0,5Q4. B
npoyusane VIEW2 B cenmuua 52, 95,6% ot nanuenTute B rpynata ¢ apaudepuent 2Q8 noaabpxar
3peHneTo B cpaBHeHue ¢ 94,4% ot nauueHTHTe B TpymnaTa ¢ panunousymad 0,5Q4. B aere
npoyuBaHus, ahauOepIenT e JoKa3aHa KaTo He M0-MaJIKo e(uKacHa U KIIMHIYHO EKBUBAJICHTHA HA
rpymnata ¢ paunousymat 0,5Q4.

[HompoGHM pe3ynTaTi OT KOMOWHUPAHUS aHAIN3 Ha JBETE MPOYYBaHUS € ITOKa3aH B Ta0mumna 2 u
¢urypa 1 mo-momy.
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Tab6auuna 2: Pe3yaraTu 3a epuKkacHocT B ceaMuia 52 (M>pBUYEH aHaAu3) U ceamuia 96;
KOMOMHMPAHH JaHHM oT npoyuBanusita VIEW1 u VIEW2D

PesyaraTu 3a epukacHocT

Aduaubepuent 2Q8%
(admbeprient 2 My Ha BCEKH
8 cenmuru cien 3 HaYATHU
©KEMECETHH JT03H1)

Panuouzymad 0,5Q4
(panu6bu3ymab 0,5 mg Ha
BCEKH 4 CEIMUITH)

(N =607) (N =595)
Cenmuiia 52 Cenmuiia 96 Cenmuna 52 Cenmuiia 96
Cpenen Opoit HHKEKITHH OT 76 11,2 123 165
W3XOJHOTO HUBO
CpeneH Opoit MHIKEKIIUU OT
ceamuna 52 no 96 4.2 47
ITpoIieHT NanueHTH Che
3aryba < 15 GykBu OT 95,33%" 92,42% 94,42% " 91,60%
13x0/1HOTO HUBO (PPSM)
Pazmmka® 0,9% 0,8%
(95% J)D (-1,7; 3,5)? (-2,3; 3,8)Y
Cpenna npomsina B BCVA,
M3MepeHa upe3 OlCHsIBaHe
na 6yksure no ETDRS? ot 840 7,62 874 789
N3XOAHOTO HUBO
Pasnmuka B LS? cpenna
npoMsiHa (OyKBH 110 -0,32 -0,25
ETDRS)® (-1,87; 1,23) (-1,98; 1,49)
(95% An)»
[IpouieHT manueHTy ¢
nonobpenue > 15 Oyksu ot 30,97% 33,44% 32,44% 31,60%
N3XOAHOTO HUBO
Pazmuka® -1,5% 1,8%
(95% JI)D (-6,8; 3,8) (-3,5; 7,1)

A) BCVA: Hait-no6pe KOpHTHpaHA 3pUTEIHA OCTPOTA
ETDRS: INpoyuBaHe Ha paHHO jieueHue Ha quabetHa peruHonarus (Early Treatment Diabetic Retinopathy Study)
LS: Cpentu CTOMHOCTH IO METO/Ia Ha Haii-MankuTe KBaapaTh, norydean or ANCOVA

PPS: no nporokon

b) [1anara ananusupana nonynauus (FAS), npenacsane Ha gaHHUTE OT nocaeanoto Habmoaenue (LOCF) 3a BCHUKM aHAIM3H
C M3KJIFOYEHHE Ha MPOLIEHTA MAIUESHTH, [TOIbPIKAIIH 3PUTENHA OCTPOTA B CeaqMHUIIa 52, KoeTo npeacrasissa PPS
B) Pasnukara e cToiHOCTTa 3a rpynaTa ¢ adpaubeplent MUHYC CTOMHOCTTA 3a IpyIara ¢ panuouzyma6. I[TonoxuTenna

CTOHHOCT € B 0J13a Ha aIuOepentT.

" Noseputenen unteppai (W), M34KMCIIEH Ype3 HOPMATHO IIPHOIIKEHHE
A Crnien 3amouBaHe Ha JICYEHHE C TPH €XKEMECEUHH [I03H
) JlosepuTenen nHTEpBA, JexKaIl U3Ls10 Hax -10%, moKka3Ba He mo-Manka epUKacHOCT Ha ahIUGEpLENT CpsIMO

paHubu3ymab
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®urypa 1. CpeaHa npoMsiHa B 3pHTETHATA OCTPOTA OT H3XOHOTO HUBO 10 ceqMuua 96 3a
KOMOWHHPAHHUTE JIaHHU OT nmpoyuBaHusTa Viewl u View2
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Ceamuiu
Admubepuent 2 mg Pann6uzymab 0,5 mg
Q8 ceqmuim Q4 ceqmunu

[Tpu komOnHMpaH ananu3 Ha AanAUTEe OT VIEW1 11 VIEW2, admmbeprienT moka3Ba KIMHUYIHO
3HAaYMMHU IMPOMEHHU OT U3XOJHOTO HUBO B IPCABAPUTCIIHO I[C(l)I/IHI/IpaHaTa BTOpHYHA KpaﬁHa TOYKa 3a
e(hMKaCHOCT, U3MEPEHH Ype3 BBIIPOCHHUK 3a 3puTeiiHaTa GpyHKIusa Ha HarmoHaHusS 0 TaIMOJIOTHYCH
uactuTyT (National Eye Institute Visual Function Questionnaire (NEI VFQ-25)), 6e3 kmuHIYHO
3HAUYMMH PA3JIMKU ¢ paHUMH3yMa0. BenmnunnaTta Ha Te31 MPOMEHH e 1o100Ha Ha HaOIIo1aBaHaTa B
nyOJIMKYyBaHU TPOYYBaHMsI, KOETO ChOTBETCTBA Ha MOA00psIBaHE HA 3pEHUETO ¢ 15 OyKBU Npu Hali-
nmoOpe kopurupana 3purenra ocrpora (Best Corrected Visual Acuity, BCVA).

I1pe3 Bropara rogrHa Ha IPOYYBAHUATA, €(PUKACHOCTTA KATO IIAJI0 C€ MOJABP:KA JI0 TOCIETHOTO
OIleHABaHE B ceaMuiia 96, kato 2-4% OT MaIMeHTUTE ca ce HY)KJIaelId OT BCUYKH WHKEKIIUU Ha
MecedHa 0a3a, a 1/3 oT marmeHTuTe ca ce Hy)KAaellu Haii-MaJIKo OT €HA MHXKEKIHs C MHTEpBaJl Ha
JIeYeHUE OT CaMO €IMH Mecell.

Hamanenuero Ha cpeaHaTa IUIOII Ha XOPOHIAJIHA HEOBACKYJIApU3aLisl € BUIMMO BbB BCHUKH J030BH
TPyIH{ U B IBETE NPOYYBAHHUSL.

PeSyJ’ITaTI/ITe 3a GQ)HKaCHOCT BBB BCUYKH OLCHABAHU IMMOATPYIIN (Hanp. BB3pPacT, II0JI, paca, 3puTCiIHa
OCTPOTa Ha U3XOAHO HMBO, BUJI HA JIC3UATA, pa3MEp Ha J'ICSI/ISITa) BBB BCAKO IIPOYYBAHC U IIPU
KOM6I/IHI/IpaHI/IH aHaJIN3 €Ca B CbOTBETCTBUC C PE3IYJITATUTC B LCIIUTEC MOITYyJIAlIUH.

ALTAIR e 96-ceqMU4YHO MHOTOLEHTPOBO, PaHAOMHU3UPAHO, OTBOPEHO MpOyUYBaHe Npu 247 nauueHTu
AMOHLM C HeJleKyBaHa BiakHa BJIM, npeanazHaueHo aa oueHH epUKacHOCTTa U 0€30MacHOCTTa Ha
apaubepient cies 1Be pa3TuvYHN KOPEKIINY Ha WHTEpBaja (2-ceqMuyYHa U 4-CeIMUYHA) IPH PEXKUM
Ha JIEYEHHE U yIbIDKaBaHE.

Bcuuky nanueHTH moaydaBaT MeCeuHH 1031 adraudeprent 2 mg B IPOABIDKEHUE Ha 3 Mecerla,
MTOCJICIBAHO OT €THA MHXKEKITUS CJIe]T JOITBITHUTENEH 2-MeceueH HHTepBall. B ceamuna 16 naruenTuTe
ca pangomusupanu 1:1 B 1Be rpynu Ha JiedeHue: 1) aguubeprient, JeueHHe U yIbDKaBaHe ¢ 2-
CEAMHMYHH KOPEKIUH 1 2) adiuOeplenT, JeUeHUE U yIbDKaBaHe ¢ 4-CEIMUYHN KOPEKIINH.

VY IbIDKaBaHETO WM ChKpaIlaBaHETO HAa MHTEPBAJIA HA JICUCHUE € ONPECIICHO Bh3 OCHOBA Ha
3PUTEITHU W/WIIM aHATOMUYHU KPUTEPHH, OTIPEICIICHHU C MIPOTOKOJI, C MAKCHMAJICH UHTEPBAI OT 16
CEMUIIM 32 JBETE TPYIIH.

[IppBHUHaTa KpaifHa TouKa 3a eprkacHOCT e cpenHaTa npomsiHa B BCVA oT U3X0HOTO HUBO 110
cenmuia 52. Bropuunute kpaliHi TOYKH 32 €UKACHOCT ca MPOLECHTHT Ha MAIlMEHTUTE, IPU KOUTO
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HsIMa BJIOIIaBaHe ¢ > 15 OyKBU, U IPOLEHTHT Ha NMALUEHTHUTE, IPH KOUTO UMa N10I00pEeHUE ¢ Hall-
Manko 15 6ykeu mpu BCVA oT m3x01HOTO HUBO A0 cenMua 52.

B ceamuiia 52 narnieHTUTE B paMOTO Ha JICYCHHE U YIB/DKaBaHE C 2-CCIMUYHH KOPEKIIMH MOJTydaBaT
cpenHo 9,0 OyKBH OT U3XOJHOTO HUBO B cpaBHEeHHE ¢ 8,4 OyKBU 3a T€3W B Ipynara ¢ 4-CeIMUIHH
kopeknuu [LS cpenna pasnuka B 6yksure (95% AN ): -0,4 (-3,8;3,0), ANCOVAL. IIpoueHTsT Ha
MalMeHTHTE, IPU KOUTO HsAMA BJOIIaBaHe ¢ > 15 OyKBH, B ABETE paMeHa Ha JieueHue e cxoaeH (96,7%
B TpyIara ¢ 2-CeIMUYHA Kopekunu 1 95,9% B Ta3u ¢ 4-cenMudaHn Kopekiyn). [IponeHTsT Ha
MAIMeHTHTE, IPH KOUTO UMa mofo0penue ¢ > 15 6ykBu B cenmuna 52, e 32,5% B rpymnara c 2-
ceqmuyan kopekiuu u 30,9% B Tazu ¢ 4-cemMUyHU KOpeKIuu. [IporeHThT Ha MAIUEHTUTE C
MHTepBaja Ha JIeYeHHe, yIbJDKeH 0 12 cenMuiu uinu noseue, € 42,3% B rpymnata ¢ 2-CeAMHUYHU
kopekrun 1 49,6% B Ta3u ¢ 4-ceqmuaHu Kopekimu. OCBEH TOBa, B TpymaTa ¢ 4-ceAMUYHU KOPEKITUN
40,7% oT malMeHTUTe ca ¢ HHTepBaJl, YIBKEH 10 16 ceqmuru. [lpu nmocnenHoTo mocemenue 10
ceamuna 52, 56,8% u 57,8% oT maiueHTUTE CHOTBETHO B TPYIUTE C 2-CEAMUYHU U 4-CEIMUTHU
KOPEKIINH ca C IJIaHUpaHa CieIBaIla NHXEeKIUI B HHTEPBAJ OT 12 ceIMUIIN HiTH MTOBEYe.

I[pe3 BTOpaTa roquHa OT NPOYYBAHETO, EPUKACHOCTTA B IOBEUETO CIIyYaH ce 3amasBa J0 IMoclieIHaTa
OIIEHKA B CeAMHUIIA 96 BKIIFOUHUTEITHO, ChC CPEIHO TIOA0OpEHUE OT U3XOAHO HUBO 7,6 OYKBH 3a rpymnara
¢ 2-ceMUYHY KOpeKIu 1 6,1 OykBu 3a rpymnata ¢ 4-ceaMuuHU KopeKiun. [IporeHTsT Ha
MalMeHTUTE, KOUTO Ca YIBDKAIN HHTepBajia Ha JiedeHue 10 12 ceamuiy uiu noseue, € 56,9% B
rpynara c 2-ceiMu4HH Kopekuuu u 60,2% B rpynata ¢ 4-ceaMuuHu Kopekuuu. [Ipu mocneanoTto
nocereHue npeau ceamuna 96, 64,9% u 61,2% oT nanueHTUTE B IPyNUTE € 2-CEAMUYHH U 4-
CeJIMMYHH KOPEKIIMH ca ChOTBETHO C IJIaHMpaHa cie/Balla HHKEKIUI B UHTEPBaJ OT 12 ceqMUIM WK
noBede. [Ipe3 BropaTa roauHa OT JICYCHUETO MAIMEHTUTE B TPYIHUTE C 2-CEIMUYHU U 4-CEAMUYHU
KOPEKLHHU MOJIy4aBaT CbOTBETHO cpeHO 3,6 u 3,7 umwxekuuu. Ilpe3 2-roguinus nepruos Ha Je4eHne
MauueHTUTE noiydasat cpeano 10,4 umxexkuuu.

3pUTETHUTE U CUCTEMHHUTE MPOQIIN Ha 6€30MacHOCT ca MoJg00HU Ha 0e30MacHOCTTa, HaOI0AaBaHa B
ocHoBHUTe npoyusanusd VIEW1 u VIEW2.

ARIES e 104-cenMu4HO MHOTOIIEHTPOBO, PaHAOMHU3UPAHO, OTBOPEHO, AKTHBHO KOHTPOJIUPAHO
Mpoy4BaHe Ipu 269 nanueHTH ¢ HeJleKyBaHa BiaxkHa BJIM, npeaHa3zHayeHo Ja OLEHU He MO-MajKkaTa
e(hMKacHOCT, KaKTO U 0€30MACHOCTTA Ha JISYSHNE U TIPOIbDKaBaHEe HAa CXeMaTa Ha IpujlaraHe,
3aro4HaTo cie]l 3 moce10BaTeTHu MECEUHH JIO3H, TTOCTIEIBAHU OT yIbJKaBaHe /10 ByMeCeUeH
WHTEpBaJ Ha JISYSHHE CIIPSIMO JISYSHHE U TPOJIbIDKaBaHe HA CXeMaTa Ha IpuiIaraHe, 3all09HaTo CIie]
IbpBaTa TOIMHA OT JICUSHHETO.

IIpoyuBaneto ARIES u3cnezaBa chIo nporeHTa Ha NAaMeHTUTe, KOUTO ce HYXAasiT OT MO-4eCTO
JIieYeHHe, OTKOJIKOTO Ha BCEKU § CEIMUIIN, Bh3 OCHOBA HA PEIICHUETO Ha u3cienoBareis. Ot 269
MAIUeHTH 62 TAIMeHTH ca ToMyJYaBaJIH M0-4eCTO MPUIIaraHe MOHe BEHBXK 110 BpeMe Ha IMPOYYBAHETO.
TakuBa MalMEeHTH OCTAaHABAT B IPOYYBAHETO U MOJTy4YaBar JICYCHUE CIIOpe]] Hall- To0paTa KIMHUYHA
TIpelieHKa Ha M3CJIEZ0BATENs, HO HE MI0-4eCTO OT BCEKU 4 CEMUIIM U MHTEPBAIUTE UM Ha JIeUeHHE
Morar Aa ObAaT YAbIKEHH OTHOBO cjiell ToBa. CpeTHUAT MHTEPBAN Ha JICUCHHUE CJIE/] PELICHUETO 3a
no-uecto jeyenue e 6,1 ceamuiu. BCVA Ha cenmuna 104 e no-HucKa npu MalueHTy, KOUTO ce
HYXXJasT OT MMO-WHTEH3UBHO JICUEHHUE IOHE BEIHBK B X0a Ha IPOYYBAHETO, B CPABHEHNE C MMAIIUEHTH,
KOUTO HE c€ HYXIasT, U cpenHaTta npoMsHa B BCVA 0T n3X0JHOTO HHUBO /10 Kpas Ha MPOYYBAHETO €
+2,3 £+ 15,6 OykBu. OT manueHTHTe, JIEKyBaHH MM0-4e€CTO, 85,5% MO IbpKaT 3peHue, T.€. 3aryoBar mo-
Mayiko oT 15 Oyksu, a 19,4% nony4asar 15 win noseue Oyksu. [IpodunbT Ha O€30MaCHOCT Ha
MAIMEeHTHTE, IEKyBaHH [T0-YECTO OT BCEKH 8 CEIMHUIIU, € CPABHUM C TaHHUTE 3a 6€30MMacHOCT B
VIEWI1 u VIEW2.

Omox na maxynama écreocmaue na OL[PB

BesonacnoctTa n epukacHocTTa Ha aarOEpIEenT ca OLEHEHH B IBE paHIOMHU3UPaHHU,
MHOT'OCHTPOBH, )IBOI\/’IHOMaCKI/IpaHI/I, HHaHe60'KOHTpOJ'[I/IpaHI/I IIpOy4YBaHUs IIPU MAMUEHTHU C OTOK Ha
makynara Beseactsre Ha OLIPB (COPERNICUS u GALILEO) ¢ 0610 358 nanuenTy JTeKyBaH! U
MOJIXOIAIIN 32 OLleHKa Ha epukacHocTTa (217 ¢ adpnubepuent). Be3pacTTa Ha nanueHTHTE Bapupa OT
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22 no 89 romunwm, cpenno 64 roquan. B OLIPB npoyuBanusra, mpubimsutenHo 52% (112/217) ot
MAIIEeHTUTE, PAHIOMHU3HUPAHH 3a JIeueHue ¢ agubeprent ca OMim Ha BB3pacT 65 TOIUHU WA T10-
BB3pacTHH, ¥ pubnusutenno 18% (38/217) ca 6unu Ha BB3pacT 75 TOAMHU WM MO-BB3pacTHU. B
JBETE NPOYYBaHUS MAMEHTUTE ca pa3NpeelieHH Ha CIy4aeH MPUHIUI B CbOTHOILIEHKE 3:2 B Tpymnara
3a HHXeKTupaHe Ha adubepuent 2 mg Ha Bceku 4 ceamunu (2Q4), mim B KOHTPOITHATA TpyTIa 3a
WHKEKIINH ¢ T1arne0o Ha BCEKH 4 CEIMMUIIH, 332 00110 6 TIPIIIOKCHIS.

Cren 6 exxeMeceYHN MHXEKINH MMalMeHTUTE ca M0Iy4aBajy JEUeHNEe caMo aKo ca OTTOBapsUId Ha
IPEIBAPUTEIHO ONPENEICHN KPUTEPHH 32 JICUEHHUE, C N3KII0UEHUE Ha MALMEHTUTE B KOHTPOJIHATA
rpyna Ha npoyusaneTo GALILEO, xouTo ca mpoaBIKUIN Ja Mody4yaBar mianedo (KOHTposa Ha
KOHTposata) A0 ceamuua 52. OT Ta3u BpeMeBa TOUKa, BCHUKH MAIlMEHTH ca OMIM Ha JIeYeHHUE, aKo ca
OTrOBapsjIM Ha NMPEIBAPUTEIHO ONPEAETICHUTE KPUTEPHU.

U B nBeTe npoyuyBaHUs MbpPBUYHATA KpaliHa TOYKA 32 €()UKACHOCT € OUJI MPOIICHTHT MAI[UCHTH, KOUTO
ca ce moxobpmm ¢ moHe 15 6yksu B BCVA Ha ceamuna 24, B cpaBHEHHE C H3XOIHO HHBO.
BropuuHaTa npomeHrBa 3a eUKacHOCT ¢ Oniia MpoMsiHa B 3pUTEIHATA OCTPOTA B cCeMHUIIA 24 B
CpaBHEHHE C U3XOJHOTO HHUBO.

Paznukara Mexay TepaneBTHYHUTE TPYITH € OMila CTATUCTHYECKH 3HAYMMa B 10132 Ha adubdeprent u
B JIBETE MPOyYBaHHUA. MaKkCUMaTHOTO OA0OpEHNE Ha 3pUTENTHATA OCTPOTa € JOCTUTHATO Ha Mecell 3 ¢
MocJIeABaIo cTabuau3upane Ha 3putennHata octpota 1 CRTao mecen 6. CTaTUCTHYECKY 3HAYMMATA
pasiuKa € noAIbpKaHa 40 ceamuua 52.

[MonpoOHM pe3ynTaT OT aHAIKM3a Ha JABETE IPOYYBaHUS ca MOKa3aHH B Tadymia 3 ¥ Ha ¢urypa 2 mo-
JIOTTy.
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Ta6auua 3: Pesyararu 3a epukacHocT Ha ceamuua 24, cexvuua 52 u ceamuna 76/100 (Isuara ananusupana rpyna ¢ LOCF®) B npoyusanuss COPERNICUS

u GALILEO
Pesyararu 3a COPERNICUS GALILEO
eduxacHoct 24 ceqMuIM 52 cegMuIn 100 ceqmuum 24 ceqMuuu 52 ceqMuIH 76 ceqMuIH
Aduubepuent| Konrpona | Agaudepuent [Kourpona®| Adaudepuent™| Kourpo- |Adaudepuent| Kourpo- |AduuGepuent| Kourpo- |Adumbepuent™| Kourpo-
2mg Q4 2mg 2mg na’b) 2mg Q4 Jna 2mg Ja 2 mg aa®
(N=114) | (N=73) (N =114) (N=73) (N=114) (N=73) | (N=103) | (N=68) (N=103) | (N=68) | (N=103) | (N=68)
ITpoIIeHT MaIUEHTH ¢
noxobpenue > 15 GykBu 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%
OT M3XOJTHOTO HHUBO
IIperernena pasauka’5h 44,8% 25,9% 26,7% 38,3% 27,9% 28,0%
(95% AN) (33,0; 56,6) (11,8; 40,1) (13,1; 40,3) (24,4;52,1) (13,0; 42,7) (13,3; 42,6)
p-cToiiHOCT p <0,0001 p = 0,0006 p = 0,0003 p <0,0001 p = 0,0004 p = 0,0004
CpenHa mpoMsHa B
B
E%QS;I;ZZ;ES::;" 173 40 16,2 38 130 15 180 33 169 38 137 62
Syxan ot mavomnoro mmo | (129) (18,0) (17,4) 17,1) 17,7) 17,7 (12,2) (14,1) (14,8) (18,1) (17.8) 17,7)
(SD)
Pasmika B LS cpemna
N ABLD 21,7 12,7 11,8 14,7 13,2 7,6
?;ggzioﬂ% (17,4; 26,0) (7,7:17,7) (6,7;17,0) (10,8; 18,7) (8,2;18,2) (2.1,131)
p-cTofiHoCT p <0,0001 p < 0,0001 p <0,0001 p <0,0001 p <0,0001 p =0,0070

A) Paznukara e agmubepuent 2 mg Q4 ceaMUIM MHHYC KOHTPOJIA
B) Paznikara u noseputennuat untepsan (1) ce uzuncnspar, kato ce usnonssa tect Ha Cochran-Mantel-Haenszel (CMH), kopurupan 3a pernon (AMepyka CpsMo 0CTaHaIaTa 4acT OT CBETa 3a
COPERNICUS u EBpona cripsimo Aszusi/Tuxookeancku pernot 3a GALILEO) u uzxoana kareropus mo BCVA (> 20/200 u < 20/200)
B) BCVA: Haii-no6pe xopurupana 3putenna octpora (Best Corrected Visual Acuity)
ETDRS: TIpoyuBane ¢ panHo nedenne Ha quadbetna perunonarus (Early Treatment Diabetic Retinopathy Study)
LOCF: Tlpenacsine Ha nannuTe oT nocieanoto Habmoaenue (Last Observation Carried Forward)
SD: CrannapTHO OTKJIOHEHHE
LS: Cpenuu croifHOCTH IO METOa HA Haif-MankuTe kBaapaTd, noaydern ot ANCOVA
D LS cpenna pasnuka u 1oBeputesien unTepBai Ha 6asara Ha Moaead ANCOVA ¢ dakropu: rpyma Ha jieueHue, period (AMepHka crpsMo ocTaHaiara yact ot ceeta 33 COPERNICUS u Eppona cripsimo
Asust/Tuxookeancku peruos 3a GALILEO) u usxoana kareropus no BCVA (> 20/200 u < 20/200)
NHB npoyuBanero COPERNICUS nauueHTHTe B KOHTPOJIHATA TPyIa ca MOTJIM Ja ToJiydaBat agpauOepLent npy Bb3HUKBaHe Ha HYXK/a, C YeCTOTa BEJHBXK Ha BCEKU 4 CEIMHIM OT ceAMHIa 24 10 ceaMuIa
52; manMeHTUTE ca UMaJId BU3UTH Ha BCEKU 4 CEIMUIIN.
E) B mpoyusanero COPERNICUS KakTO MalMeHTHTE OT KOHTPOJIHATA IPyIa, Taka U MalueHTuTe Ha adgubeprent 2 mg, ca mony4dasain agaubepuent 2 mg NpH Bb3HUKBAaHE HA HYXK/a C YECTOTA BEIHBK
Ha BCEKH 4 CEIMHUIM OT cenMuIa 52 1o ceamuia 96; manueHTHTe ca MMM 3aIbJDKATEITHA BU3UTH Ha 3 Mecela, HO € MOKEIo Jia ObAaT MPETNIeKIaH! U Ha BCEKH 4 CEIMUIIH, aKO € HEOOXOIUMO.
) B npoyuaneto GALILEO KakTo maiueHTuTe B KOHTPOJIHATA TPYIa, TAKA U MalueHTuTe Ha aduubepuent 2 mg, ca nony4aaiu adguubeprent 2 mg Ipy HYK/a, Ha BCEKH 8 CEIMUIM OT CeAMUIa 52 10
cenMuIa 68; MAIMEHTHTE Ca UMAITH 3aIbJDKUTEITHA BU3UTH Ha BCEKH 8 CEIMHUIIN.
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@urypa 2: CpeaHa npoMsiHA OT U3XO0HOTO HUBO /10 cenqMua 76/100 B 3puTesiHaTa OCTPOTA MO
rpynu Ha jedenue 3a npoyuBanusitra COPERNICUS u GALILEO (sanara
aHAJIM3MpPaHa rpyna)

CpenHa mpoMsHa B 3pHTENIHATA

octpoTa (OykBH)

COPERNICUS

I
1
|
1 +13.0
I
i
I

duKcnpana : PRN ¢ meceunn PRN ¢ yapmxenn
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CenMuru
—&—— Adnubepuent 2 mg Kontponna rpyma

B GALILEO, 86,4% (n = 89) ot rpynara na adgiaudepuent u 79,4% (n = 54) ot rpynara Ha mianedo
ca 6wu ¢ OLIPB nep¢dy3us Ha usxonHo HuBO. B cenmuna 24, Tosa ca 6umu 91,8% (n = 89) B rpynata
Ha adubepuent u 85,5% (N = 47) B rpynara Ha miane60. Te3u MPOMOPIUH e TIOATBPIKAT B CEAMUIIA
76, ¢ 84,3% (n = 75) B rpynara Ha apumbepuent u 84,0% (n = 42) B rpynara Ha ruiane6o.

B COPERNICUS, 67,5% (n = 77) ot rpymnara ua apnubdepuent u 68,5% (n = 50) ot rpymnara Ha
tane6o ca 6w ¢ OIIPB nepdy3ust Ha u3xoaHo HEBO. B cenmuna 24, Toea ca ounu 87,4% (n=90) B
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rpymara Ha admubeprent u 58,6% (n = 34) B rpynara Ha miane6o. Te3u Nponopiuu ce NoAIbpPIKaT B
ceamuma 100, ¢ 76,8% (n = 76) B rpynata Ha admubepuent u 78% (n = 39) B rpynara Ha miane6o.
[NanuenTuTe B rpymnara Ha Tanedo ca UMaid MpaBo Ja noiydasaT adaudeprent ot ceamuia 24.

brnaronpusatausT edexr ot neuenuero ¢ apaubeprent BppxXy 3puTenHaTa GyHKIUS € MoJg00eH B
M3XOTHUTE MMOATPYIH OT MarueHTn ¢ nepdys3us u 6e3 nepdysus. Edexture Ha TedeHNETO BHB BCHUKH
OIICHSIEMU TIOJTPyTH (HAIp. Bb3PacT, MOJI, paca, 3pUTeliHa OCTPOTA HA U3XOJAHO HUBO,
npoabpkuteHocT Ha OLIPB) BBB BCsKO OT MpoyYBaHUATA ca OWIIN MPUHIIUITHO ChOTBETCTBAIIN Ha
pe3yJTaTUTE B OOMIUTE TIOMYJIaIlH.

[Tpu ananuza Ha o6o6menute nanau ot GALILEO u COPERNICUS aduubeprient mokaspa
KIMHIYHO 3HAYMMH IIPOMEHHU OT U3XOJHOTO HUBO 32 MPEIBAPUTETHO OIpe/ieieHaTa BTOPUYHA KpaifHa
TOYKa 3a ehuKacHOCT. BbIpocHuK 3a 3putenHaTa GpyHkims Ha Hanponannus odraamonornyeH
urctutyT (National Eye Institute Visual Function Questionnaire (NEI VFQ-25). Bennunnata Ha T€3u
IPOMEHH € ogo0Ha Ha HaOIo1aBaHaTa B Iy OIMKYBaHUTE KIMHUYHH IPOYYBAHUS, KOCTO
CHOTBETCTBA Ha IpubaBsiHe Ha 15 OykBu B Haii-moOpe koHTponmpaHa 3putenHa octpoTa (Best
Corrected Visual Acuity, BCVA).

Omox na maxynama ecnedcmeue Ha OPPB

bezonacHocTTa M eukacHOCTTa Ha a)IMOSPIICTIT Ca OLICHSHHU B €IHO PaHIOMHU3UPAHO,
MHOTOLICHTPOBO, IBOMHOMAaCKUPaHO, aKTUBHO-KOHTPOJIMPAHO MPOYUYBAHUE NIPH MALIUEHTH C OTOK Ha
makynara Beneactsiue Ha OPPB (VIBRANT), koeTo BKIFOUBA XeMHPETHHATHA OKITY3HsI HA BEHA.
O6mio 181 namuenTy ca JieKyBaHU ¥ ca OWIIM MOAXOASIIN 3a OLleHKa Ha epukacHocTTa (91 C
amubepuent). Be3pacTra Ha manpenTHTe Bapupa ot 42 o 94 roauHm, cpeaHo 65 ronuHu. B
npoyusaneto 3a OPPB, npubnusurenno 58% (53/91) ot naunenTute, paHAOMHU3UPAHHU 32 JICYEHUE C
aaubeprent ca OWIM Ha BB3PacT 65 FOJUHY WM MT0-BB3PACTHH, U puoau3uTeHo 23% (21/91) ca
OWM Ha BB3pacT 75 FOJMHU WM MO-BBb3PAaCTHU. B MpoyyBaHeTo NanyueHTUTe ca paHIOMUA3UPAHU B
crotHOomeHue 1:1 B rpyma Ha adrubeprient 2 mg Ha BCEKH 8 CEIMUITH cliel 6 Ha4allHH MECEUHH
WHXKEKIIUH, WK Ha JIazepHa GoToKoarysamnus, MpuaokeHa Ha N3X0IHO HUBO (HapeveHa ,,Jlazep-
KoHTposHa rpyna’). [lanueHTruTe B J1a3ep-KOHTPOHATA TPyIia MOTaT Jia TOIy4daT JOMbIHUTETHA
nazepHa (oTokoarynanus (HapeueHa ,,CIIaCuTEHO JIa3epHO JieyeHre ), 3armoysaia B ceamuua 12 ¢
MHUHHMMAaJIEH HHTEepBal oT 12 ceaMuiy. B3 ocCHOBa Ha MpeBapyUTENIHO ONPEACTICH! KPUTEPUH,
NalMEeHTHTE B IPyIIaTa ¢ JIa3ep MOrar Jia ToJIy4aT CIIACHTEINIHO JiedeHue ¢ agumbepuent 2 mg ot
cenMula 24, mpujaraHa Ha BCEKH 4 CEMULM B IPOABIDKEHUE Ha 3 Mecela, OCIEABaHO Ha BCEKH §
CEeIMUIIH.

B xnuanvHOTO poyuBane VIBRANT, mbpBuuHaTa KpaiiHa Touka 3a e(UKacHOCT € OWJI MPOIEHTHT
MAIMEeHTH, KOUTO ca ce mogoopwu ¢ oHe 15 6yksu B BCVA Ha ceqmuia 24 B cpaBHEHHE ©
M3XO0JTHOTO HUBO KaTO rpyrnara Ha adauOeplenT NpeBb3X0kKaa Ta3u Ha JIa3ePHUS KOHTPOJL.

Bropuunara kpaiiHa Touka 3a eukacHOCT Oelle MpoMsiHa B 3pUTeNIHaTa OCTPOTa B ceaMuLa 24 B
CpaBHEHHE € U3XOAHOTO HHUBO, KOSITO € OMila CTATUCTUYECKU 3HAUYMMa B T0J13a Ha adiubepuent B
npoyusaneTo VIBRANT. [Togo0peHne Ha 3pUTENHATa OCTPOTA € HACTHITIO OBbP30 U IOCTUTHATO HA
Mecel] 3 ¢ IOCIIeABAINO MOAIbpXKaHe Ha edekTa 10 Mecer] 12.

B rpynara Ha na3epeHo JieueHne, 67 ManyueHTy ca MOTyYHIN CIAaCUTENTHO JIeueHne ¢ agaudeprent,
3aIroyBaIlo B cenMuIla 24 (akTHBHA KOHTpoJa/Tpyna Ha admubeprient 2 mg), KOETO BOJIH JI0

notoOpeHre B 3pUTeTHATa OCTPOTA C OKOJIO 5 OyKBU OT ceamunia 24 o ceamumna 52.

[ToapoOHu pe3ynTaTH OT aHajKM3a Ha KIMHUYHOTO npoyuBane VIBRANT ca nokasanu B Tabiuiia 4 u
Ha ¢urypa 3 no-nmomy.
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Ta6auua 4: Pesyiararu 3a epuxacHoct B ceqmuna 24 u cenmuna 52 (Lsnara anaausupana
nonyJianusi ¢ LOCF) B kaunnunoro npoyuysane VIBRANT

PesyaraTn 3a VIBRANT
epukacHoCT 24 ceqmuin 52 ceqmuIn
Adaubdepuent AKTHBHA Adaubepuent AKTHBHA
2mg Q4 KOHTpoOJIa 2mg Q8 KOHTpoOJIa
(;azep) (/razep/Adiuodep
uent 2 mgh)
(N =91) (N =90) (N=91)P (N =90)
ITpoIieHT manueHTH ¢
noxo0pere = 15 52,7% 26,7% 57,1% 41,1%
OYKBH OT H3XOJHOTO
uuso (%)
IIperernena
26,6% 16,2%
paamixa™> (%) (13,0 40,1 (2,0 305)
0 ) ) i) ) 1) 1
(95% JH) b = 0,0003 0 = 0,0296
P-CTOMHOCT
CpenHa npomsiHa B
BCVA, m3mepena upes 170 6.9 171 122
ETDRSC ckop 3a ' . ' '
OYKBH OT H3XOJHOTO (11,9) (12,9) (13.1) (11.9)
HuBO (SD)
Paznuka B LS cpenna 105 59
croiinoct™? ; ’
(7,1; 14,0) (1,7, 8,7)
(QS%VHH) p <0,0001 p = 0,0035%)
p-cToiiHOCT

A Paznukata e agpau6epuent 2 mg Q4 ceaMMIIM MUHYC KOHTpoJIa (J1azep)

) Paznukara u 95% nosepurennust unrepsai (JIN) ce uzuucissar, kato ce usnonssa rect Ha Mantel-Haenszel, kopurupan
3a peruon (CeBepHa Ameprka cripsimo SImonust u n3xoaua kareropusi mo BCVA (>20/200 u < 20/200)

B) LS cpenna pasiuxa u 95% noseputenen uHTepBan Ha 6aszata Ha Monea ANCOVA ¢ rpyna Ha edeHne, H3XO0AHa
kareropust mo BCVA (> 20/200 u < 20/200) u pernon (CeBepHa AMepuKa crpsMo SIOHUST) KaTo IBIATOTpaliHu ePeKTH U
n3xoaHa kareropus mo BCVA karo koBapuara.

D Or cexmuiia 24 uuTEpBaa Ha JIeUEHHE B TPYNATa Ha JiedeHue ¢ adaubEpIENT € YABIDKEH 38 BCUUKH TALUEHTH OT 4
CeJMMIIM Ha 8 cenMUIIM rpe3 ceamuiia 48.

A) B HauanoTo Ha cenmuia 24 NaUEHTHTE B IPYIIATa Ha JIEYEHHE C JIa3ep MOTarT Ja MoJlydaT CIIaCUTEIHA TEPAIIUs C
anubepiient, ako JOCTUTHAT MOHE €WH MPEIBAPUTEIHO ONPEeNieH KpUTEpuit 3a mpuroaHocT. OOI10 67 MalUeHTH B
Ta3W TpyNa ca MOJYYIIN CIIACUTENHO JiedeHue ¢ adimbeprent. PuKkcupaHaTa cxema Ha JiedeHue ¢ apaubeprent e Tpu
mpTH aduubeprent 2 mg Ha BCEKH 4 CEAMUIH, TIOCIIEIBAHO OT HHYKEKIIUH Ha BCEKH § CEAMUIIH.

F) HomuuaHa p-cToiHoCT
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®urypa 3: Cpeana npomsina B BCVA, usmepena upe3 ckop 3a 0yksu no ETDRS ot uzxoanoro
HHMBO J10 ceMH LA 52 B KIMHUYHOTO npoyuBane VIBRANT

20 VIBRANT
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4 8 12 16 20 24 28 32 36 40 44 48 52
Cenmunu
—=a— Aduubepuent 2 mg —o— JlazepHO KOHTpONHA TpyHa

Ha n3xonHO HUBO €T Ha MaMEHTHTE ¢ TIepdy3us B rpymnara ¢ agpaudeplent u rpyniTe Ha JeUeHne
c nazep e cboTBeTHO 60% 1 68%. B cenqmuna 24 te3u nsamnose ca cboTBeTHO 80% 1 67%. B rpynara Ha
JiedeHue ¢ adauOepIenT NPoICHTHT Ha MAIMEeHTH ¢ epdy3us ce 3ama3Ba 10 ceaMuiia 52. B rpynara
Ha JICYEHHE C J1a3ep, KbAETO MAMEHTUTE ca OMIIM TOIXO SN 32 CIIACHTEITHO JiedeHue ¢ adumbepuent
0T cenMuIa 24, 1enbT Ha NauueHTuTe ¢ nepdysus ce e yeanuni 10 78% B cenmuna 52.

Juabemen maxynen edem

be3onacHocTTa 1 eukacHOCTTa Ha ad)IMOSPIICTIT ¢a OLICHEHU B JIBE PAHIOMU3HPAHH,
MHOT'OLIEHTPOBH, JIBOMHO-3aCJICTICHH, aKTUBHO-KOHTPOJIMPAHU [IPOYUYBAHUS ITPU NManueHTu ¢ JIME
(VIVIDPME i VISTAPME), 0610 862 nauuenTtr ca GWiId 1eKyBaHH M OLEHAEMH 3a e(PMKACHOCT, 576 ¢
apmubepuent. Be3pacrra Ha narpienTUTe Bapupa ot 23 10 87 ronuHu, cpenHo 63 roanan. B
npoyusanusta 3a JIME, npubnmsurenno 47% (268/576) ot manmeHTUTe, paHIOMHU3UPAHH 32 JICUeHHE
¢ admuOepuent ca 6uaM Ha Bb3pacT 65 FOJMHM MU 110- BB3PACTHH, U NpubIu3uTento 9% (52/576) ca
OmIIM Ha BB3pacT 75 TOIAMHU WK TT0-Bh3pacTHU. [loBedeTo manyeHTH B IBETE MPOYyIBAHUS ca OWIIH C
nuaber tam 1.

B nBete npoy4BaHus MAMEHTUTE ca OWJIM Pa3Mpe/IesieH! Ha CIyJYacH MPUHIUI B choTHOMmEeHue 1:1:1

B 1 oT 3 cxeMu Ha TO3HUpaHE:

1) adaubeprienT, mprIarad mo 2 mg Ha BCEKH 8§ CEAMUITM CIIE€] 5 HAYaTHH €KEMECETHN HHKEKIHH
(admubepuent2Q8);

2) a¢nmbepuent, nmpuiarad 1o 2 mg Ha Bceku 4 ceamuim (agumdepuent 2Q4); u

3) mazepHa ¢orokoarymaius Ha MaKyJara (aKTHBHA KOHTPOJIA).

Karo ce 3anoune B cenMuna 24, naiiueHTUTE, OTTOBApPALIN HA IPEBAPUTEIIHO OIIPEENIEH Ipar Ha
3ary0a Ha 3p€HHETO, ca OMIM MOIXO/ AN 32 TT0JTydaBaHe Ha JOITBJIHUTEIIHO JICUCHUE: TAIUCHTHUTE B
rpymnure Ha adauOepLenT e MOXKeNo Ja MoJTy4daBaT JedeHHe C Ja3ep, a MalUeHTHTEe B KOHTPOJIHATA
rpyIa e MOKeJo Jja Moy4yaBaT a(auOepuent.

B nBete npoy4BaHus OCHOBHATA KpaifHa TOYKA 332 €UKACHOCT € OHJIa CpeiHaTa MPOMSHA OT U3XOJIHO
HuBo Ha BCVA B ceamuna 52 xato asere rpynu adgnubepuent 2Q8 u apnubepuent 2Q4
JEMOHCTPHpPAT CTATUCTUYECKA 3HAUMMOCT U TO M0-BUCOKA OT Ta3M MPU KOHTpoOJIHATa Tpyna. Ta3u
noj3a e 3anasesa a0 ceamuna 100.
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[Moapo6Hu pe3ynTaTn OT aHann3a Ha npoyusanusaTa VIVIDPME y VISTAPME ca nokasanu B Tabmuma 5
u gurypa 4 no-moiny.
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Tabauua 5: Pesyarartu 3a epukacHoct Ha ceamuua 52 u ceqvuna 100 (Isuata ananusupana nonyaanusi ¢ LOCF) B npoyusanus VIVIDPME g VISTAPME

PesysraTu 3a VIVIDPME VISTAPME
euKacHoCT 52 cexmuim 100 ceqmunu 52 ceqvmuiu 100 cexmuu
Aduubepuent Agandepuent| AxruBHa |Adumdepuent Adamnbepuent| AxtuBHa | Adumbepuent Adaudepuent| AktuHa |AdumbepuentAdandepuent| AKTHBHA
2 mg Q84 2mg Q4 | koutposa | 2 mgQ8A 2mgQ4 | kourpoaa | 2 mg Q8A 2mgQ4 | koutposa | 2 mg Q8A 2mg Q4 KOHTPOJIa
(s1azep) (1azep) (s1azep) (;1azep)
(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 10,7 10,5 1,2 94 114 0,7 10,7 12,5 0,2 11,1 11,5 09
6yKBI/I OT U3XOJHOTO
HHUBO
ffgﬁi‘;i:;'gﬁ cpeaa 9.1 9,3 8,2 107 1045 12,19 10,1 106
(97,5% JTN) (6,3;118) | (65:120) (52;113) | (7,6;138) (7.7,132) | (94;150) (7.0,133) | (7.1;14,2)
[IpoueHT nauuenTu ¢
noztobpere 2 15 33% 32% 9% 31,1% 38,2% 12,1% 31% 42% 8% 33,1% 38,3% 13,0%
6yKBI/I OT U3XOJHOTO
HUBO
K;‘J’;fg}ﬁ;‘; 24% 23% 19,0% 26,1% 23% 34% 20,1% 25,8%
?97 59 1) (13,5; 34,9) | (12,6;33,9) (8,0;29,9) | (14,8;37,55) (13,5;33,1) | (24,1; 44,4) (9,6; 30,6) | (15,1; 36,6)

A Creq 3aro4BaHe Ha JICUEHHE € 5 eKEMeCeIHH HEKSKITHI

5 LS cpemna cTOHHOCT M IOBEpUTENEH MHTEpBal Ha 6aszara Ha Mogen ANCOVA ¢ BCVA onpenensHe Ha H3XOIHO HMBO KaTO KoBapuarta M (h)akTop 3a rpyna Ha jedenue. OcseH ToBa 3a VIVIDPME karo

¢axTop e BrioueH peruoHbT (EBpoma/ABctpanus ciupsmo Snonus), a 3a VIST

ADME

B Pasnmkara e rpymara ¢ adpumbepuent MUHYC TpyTiata ¢ akTHBHATa KOHTpOa (J1asep)
I Pasnukata ¢ noseputenen uatepsan (JIM) n CTaTHCTHYIECKH TECT CE H3UMCIIABAT, KATO CE U3MON3Ba cxema Ha Mantel-Haenszel, kopurupana 3a pernon (Espona/ABctpamus cipsamo SInonus) 3a

VIVIDPME i1 anamuesa 3a MU n/unmu CVA 3a VISTAPME
ABCVA: Haii-no6pe xopurupana 3purenna ocrpora (Best Corrected Visual Acuity)

ETDRS: TIpoyuBane ¢ panHo JeyeHue Ha quadetHa perunomnarus (Early Treatment Diabetic Retinopathy Study)

LOCF: Ilpenacsine Ha naHHute oT nocieanoro Hadomoaenue (Last Observation Carried Forward)
LS: Cpenna croifHoCT M0 MeToza Ha Haif-MankuTe KBagpary, nomydeHo or ANCOVA
JIN: loBepuTeseH HHTEpBa
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®urypa 4: Cpeana npomsina B BCVA, uzmepena upes ckop 3a 0yksu no ETDRS ot uzxoano
uuBo 10 ceavuna 100 B npoyusanusita VIVIDPVE y VISTAPME
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CenMuru

—8— Admmbepuent 2 mg Q8 cenmuin  ——— Admubepuent 2 mg Q4 cenmunm
— @ AKTHUBHA KOHTpoJa (J1a3ep)

Edexrute OT JieueHUETO B OLICHAEMHUTE MOATPYIH (HArp. Bb3pacT, 1o, paca, HbAlc Ha uzxomHo
HUBO, 3pUTENIHA OCTPOTA HAa U3XOAHO HUBO, peaxoaHa antu-VEGF tepanus) BbB BCAKO MPOydIBaHE U
B KOMOWHHPAaHHS aHAIN3 KATO ISUT0 ca OUITN B ChOTBETCTBHUE C PE3YJTATUTE B OOIIUTE ITOMYJIAIIHH.

B npoyusanusTa VIVIDPME yp VISTAPME croteTHO 36 (9%) 11 197 (43%) HMalmenTy ca moaydaBaiy
npenxoaHa antu-VEGF Tepanus, ¢ 3-MecedeH Wi Ho-AbIbl Iepuo] Ha ouncTBaHe. Edextute oT
JICYCHUETO B TIOJIrpyIiaTa MalueHTH, KOUTO ca JiekyBanu ¢ naxuoutop Ha VEGF, ca Omwnmm nogo0Hu Ha
HaOJI0JaBaHUTE MIPH MAIIMEeHTH, HeJleKyBaHu ¢ mHxuouTop Ha VEGF.

[NanuenTure ¢ 6unarepaiHo 3a0onsBaHe ca Ouny noaxoaauy 3a antu-VEGF neuenne na apyroro
OKO, aKO TOBA € OMJIO OLIEHEHO KaTO HEOOXO0AMMO OT Jiekaps. B mpoyusanero VISTAPME 217 (70,7%)
OT manueHTuTe Ha apaubeprent ca moiy4yaBaiy ABYCTPAaHHU HHXXEKIMH aQIuOeplent 10 CeMHIIA
100; B npoyusanero VIVIDPME 97 (35,8%) ot nanuentuTe Ha aduOepLenT ca nojly4aBaiu pasindHo
antu-VEGF neuenue B ApyroTo oKo.

He3zaBucumo cpaBauTenHo npoyusane (DRCR.net Protocol T) e nznon3Bano reBkaBa cxema Ha
no3upane, 6azupana Ha crporn OCT u 3puTenHr KpUTEpUH 3a MOBTOPHO JieueHHe. B rpynara Ha
neuenue ¢ admbeprent (n = 224) Ha ceqMuIa 52, TO3W PeXKUM Ha JICUCHHUE € Jajl Pe3yiTaT Mpu
NalMeHTH, OJIyYaBally cpeIHO 9,2 WHKEKIUH, KOETO € Mo100H0 Ha MPUIIOKEHUs Opoii 103U B
rpynara apau6epuent 2Q8 8 VIVIDPME y VISTAPME | okaro o6mara eukacHoCT B rpynara Ha
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neuenue ¢ apmubepuent B Protocol T e cpaBruMa ¢ rpynara admubepuent 2Q8 8 VIVIDPME y
VISTAPME, B Protocol T e mabmrogasano cpeaHo nopoopenue ot 13,3 6yksu kato 42% ot
NalUeHTHTe NOA00PABAT 3PEHUETO CHU C Hail-Masko 15 GykBH cpsMO U3XOJHOTO HUBO. Pesynrarure,
CBBP3aHM ¢ 6E30MaCHOCTTa, MOKa3BaT, e 00MIaTa YeCTOTa Ha HEXKEIAH! ChOUTHS KAKTO CBbP3aHH,
Taka U HecBbp3aHu ¢ ounte (BmouuTerHo ATC) ca cpaBHUMHU MeXy BCHUKHU TPYITH Ha JIEUYeHNE BbB
BCAKO OT IPOYYBAHUATA U MEXKILY POYYBAHUATA.

VIOLET, 100-cemMU4YHO MHOTOLIEHTPOBO, PAHAOMU3HPAHO, OTBOPEHO, AKTHBHO KOHTPOJIUPAHO
npoyuBaHe npu nanuenTty ¢ JIME, cpaBHsBa Tpy pa3NUdHN CXEMH Ha MpHiarane Ha adaudeprent 2
mg 3a nedenne Ha IME cnen nali-mMajiko efHa roJuHa JiedeHue ¢ UKCUPaHU HHTEPBAIHU, KaTo
JICUCHHUETO € 3all0YHATO C 5 TOCIEA0BaTeTHH MECEUHH 103H, IOCIIEABAHU OT MpHUIaraHe Ha BCEKU 2
Mecera. [IpoyuBaHeTo oreHsBa He MO-MaikaTa epUKaCHOCT Ha adrOepenT 2 mg, MpHIaraH mo
pekuMa JIedeHre 1 Ipoab/hkaBaHe Ha cxemara Ha npuinarade (2T&E, mpu koeto uHTEpBaIuTe MEKAY
WH)XEKLIUHUTE ca OANbPKaHU HAa MUHUMYM 8 CEIMHILIM H Ca YABIDKaBaHU MIOCTENICHHO Bb3 OCHOBA Ha
KITMHIYHUTE a aHATOMUYHATE pe3ynTaT) u aduubeprient 2 mg, mpuiarad cuopen Hyxante (2PRN,
MIPH KOETO MAIEeHTUTE ca HabIogaBaH Ha BCEKHU 4 CEIMUITN M WHXEKTHPAHH MPH HEOOXOTUMOCT
Bb3 OCHOBA Ha KJIMHUYHUTE U aHATOMUYHHTE Pe3yJTaTH), B cpaBHeHue ¢ apmubepuent 2 mg,
npuiarad Ha Bceku § ceqmunu (2Q8) mpe3 BTopara U TpeTara TOJAHHA OT JICUSHHETO.

[TepBUuHaTa KpaiiHa Touka 3a epukacHoct (mpomsina B BCVA oT nzxoaHo HUBO 10 ceamuna 52) e
ouna 0,5 + 6,7 6ykeu B 2T&E rpymara u 1,7 + 6,8 6yksu B 2PRN rpynara B cpaBHenue ¢ 0,4 + 6,7
OykBu B 2Q8 rpymara, KaTo ce MOCTHTa CTATUCTUYECKH He o-MankaTa epukacHocT (p < 0,0001 3a
JIBETE CpaBHEHHMST; TPAHUIIA Ha HE Mo-Mankara eukacHocT 4 Oykeu). [Ipomenute B BCVA oT u3xoaH0
HUBO 110 ceamuia 100 ca OMIM KOHCUCTEHTHU C pe3ysTaTute Ha ceamuiia 52: -0,1 = 9,1 Oyksu B
2T&E rpynara u 1,8 + 9,0 6yxBu B 2PRN rpynara B cpaBaenue c 0,1 + 7,2 6yksu B 2Q8 rpymnara.
Cpennusar 6poit nmkekimn 3a 100 ceqmunm ca Oun crorBetHO 12,3, 10,0 1 11,5 32 2Q8fix, 2T&E n
2PRN.

3pUTEIHNTE U CUCTEMHUTE PO HIN Ha 0€30MacCHOCT BbB BCHUKH 3 TPYNH Ha JeUeHUe ca IOA00HN Ha
Te3u, Habmro1aBaHu B ocHoBHUTE TipoyuBanus VIVID and VISTA.

B 2T&E rpynara, yBein4aBaHeTO U HAMAJISIBAHETO HA MHTEPBAJIUTE MEXYy HH)XEKLUHUTE ca OUIIH 10
NpEeLeHKa Ha U3CIIeI0BaTellsl; B IPOYYBAHETO ca IPENOPbYBAHH YBEIHMUCHHS OT 2 CEIMHIIM.

Muonuuna xopoudanina HeogacKyIapu3ayus

be3onacHocTTa M ehukacHOCTTa Ha aIMOEpIIENT ca OIICHEHH B PaHAOMHU3HPaHO, MHOTOIIEHTPOBO,
JIBOMHO-MaCKHpPaHO, TU1ane00-KOHTPOIMPAHO MPOYYBaHE TIPH HEJIEKYBaHU TPE/IN TOBA MAI[EHTH OT
asuaTcku npousxoz ¢ Muonmyaa XHB. O6mo 121 manueHTH ca JIeKyBaHU U Ca OLEHSIEMH 3a
epukacHoct (90 ¢ adnubepuenTt). Be3pacTra Ha manueHTHTE Bapupa MexAy 27 u 83 TOAUHU, CPEIHO
58 roguan. B npoyuBanero 3a muonmyna XHB, npubnusurenno 36% (33/91) ot nanueHTHre,
paHIOMU3UPaHH 3a JiedeHue ¢ aguudepuent ca Ouin Ha Bb3pacT 65 TOIUHM WM MO-BB3PACTHH, U
npubnuzutenaso 10% (9/91) ca 6unu Ha BB3pacT 75 rOAMHU UM O-BB3PACTHH.

[TanuenTrTe ca pasnpeeneHy Ha CIy4YaeH MPUHIUI B ChOTHOIICHUE 3:1 11a moiy4asar win 2 mg
aaubeprenTt MHTPABUTPEATHO, WITH WHKEKIUY ¢ TUIale0o0, Mpuiaraid BeHEXK B HAYAJIOTO Ha
MPOYYBAHETO, C IOMBIHUTEIHA HH)KEKIIUHY, TIPUJIaraHu €XXeMECEYHO B ClTydall Ha MePCUCTUPAHE HITH
peruanB Ha 3a00JIIBaHETO, 10 CeaMHUIIa 24, KOraTo € OIleHeHa IMbpBUYHATa KpaifHa Touka. Ha
ceaMuIia 24 ManueHTUTe, PAHJOMU3HPAHH ITHPBOHAYAIHO Ha I1are0o, ca OWiIH Mo IX O ISIIH Aa
moJiyyaT mbpBaTa jg03a adubepient. Ciel ToBa, MAMEHTUTE U B IBETE TPYIH ¢a MPOABDKUIM J1a
ObJIaT MOAXOIAIIM JIa TOJTy4aBaT JONBIHUTESIHN HHKEKIIMHU B CIy4ail Ha IEPCUCTHPAHE WIH PEIUINB
Ha 3a00JIIBaHETO.

Paznnkara Mexay rpynure 3a JICYCHHE € CTATUCTHYECKU 3HAaYMMa B T10J13a Ha adaulepiient 3a

IbpBUYHATA KpaitHa Touka (mpomsiHa B BCVA) 1 moTBbpauTETHA BTOPUYHA KpaifHa TOYKa 3a

e(rkacHOCT (IPOIICHTHT MAITUSHTH, KOUTO ca ce mogoopwn ¢ 15 Oyksu B8 BCVA) Ha ceqmuna 24, B
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CpaBHEHHE C M3XOTHOTO HUBO. Pa3znukuTe 3a qBETE KpaitHM TOUKH ca Ce 3aIta3iy 10 ceamuria 48.

[MoapoOHu pe3yntaTy oT aHanu3a Ha npoyuBaHeTo MYRROR ca nokaszanu B Tabnuua 6 u @urypa 5
I0- J0JLy.

Ta6auna 6: Pe3yJTaTn no oTHolIeHNe HA epUKACHOCTTA HA ceMULA 24 (MbPBUYEH AHAJIN3) U
ceqvuna 48 B npoyusanero MYRROR (IIbjien nadop 3a anaans ¢ LOCFY)

Pe3ysnraTu no MYRROR
epuxacHoct 24 cenMuuu 48 ceqMuIH
Adaudepuent Inauedo Adaudepuent Inanedo/
2mg 2mg Adaudepuent
2mg
(N=90) (N=231) (N=90) (N=31)

Cpenna nmpomsna B BCVADP,

OIIEHKaTa Ha OYKBHTE 12,1 -2,0 13,5 3.9

usmepena upes ETDRS or (8,3) 9,7 (8,8) (14,3)

U3X0/1HO HUBO (SD)P

E:ngi llls) cpeHa CTOMHOCT 1 {1,1 ?,5

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

IIpoueHT manueHTy ¢

noxo6penue > 15 6yksu ot 38,9% 9,7% 50,0% 29,0%

U3XOJIHO HHBO

IIperernena pasauka’? 29,2% 21,0%

(95% JI1) (14,4; 44,0) (1,9; 40,1)

A) LOCF: IIpenacsane Ha JaHHKTE OT HocienH0To Habmoaenue (Last Observation Carried Forward)

5) BCVA: Haii-no6pe kopurupana spurenta octpora (Best Corrected Visual Acuity)
ETDRS: IIpoyuBane ¢ parHO jedeHue Ha quabetHa perunonarus (Early Treatment Diabetic Retinopathy Study)
SD: CranmapTHO OTKIOHEHHE

B) Cpenna LS: Cpenna cToiHOCTH 110 MeTO/Ia HA Hali-MasIKuTe KBaapatu, nonydenn or ANCOVA

D IN: JloepuTenen uHTEpBA

M LS cpenna pasnuka u 95% JIU Ha 6a3ata Ha mozen ANCOVA ¢ rpyna Ha JiedeHHe U AbpikaBa (0003HAUEHHUS 3a IHPIKaBa)
kaTo dukcupanu edextn, 1 BCVA Ha U3X0JHO HHBO, KaTO KOBapHaHTa.

E) Paznukara u 95% JIU ce n3amcnsiBar, kato ce n3nonssa tect Ha Cochran-Mantel-Haenszel (CMH), kopurupaH 3a 1bprikasa
(06o3HaueHHS 32 TBPIKABA)

®urypa 5: CpeaHa npomMsiHa oT u3xoaHo HUBO 10 Ceamuna 48 B 3puTesIHAaTa OCTPOTA MO rpyna
Ha jJevyeHue B npoyysanero MYRROR (ITvsen Hatop 3a ananus, LOCF)
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IlegpmaTpuyHa mOITYJIAIAS

EBpormeiickaTa areHuus 1o JiekapcTBaTa 0cBOOO0KAaBa OT 3aIbJDKCHUETO 3a MPEOCTaBsSIHE Ha
pe3yNITaTUTE OT IPOYUYBAHUATA C pehepPEHTHHUS JICKAPCTBEH MPOAYKT, ChAbpxkKaI a(IuOepIienT, BbB
BCHYKH MMOATPYITH HA TIeuaTpUIHATA omyamnus npu Biaxsaa BJIM, OLIPB, OPPB, /IME u
nomysanuu ¢ muonuuHa XHB (Bxk. Touka 4.2 3a uHpOpMaIKMsS OTHOCHO yIOTpeOara B EAUATPUATA).

52 dapMaKkOKHHETHYHH CBOICTBa
AdmubeprienT ce mprara JUPEKTHO B CTHKIOBUIHOTO TSIO, 34 J1a OCHIIECTBH JIOKATHH eEKTH B OKOTO.

Abcopbuus/Pasznpenencaue

Admubepuent ce abcopbrpa 6aBHO OT OKOTO B CHCTEMHOTO KPBbBOOOPBILIAHHE CIIEl HHTPABUTPEATHO
NPUIOKEHUE U ce HaOMoJaBa B CUCTEMHATa IUPKYJIalus MIPeJUMHO KaTO HEaKTHBEH CTaOuJIeH
komruieke ¢ VEGF; o6adge camo cBoOogHUST adrbepenT nMa CriocoOHOCTTA /1a Ce CBBbP3Ba C
eunorenuns VEGEF.

B enHo (hapMakOKHMHETHYHO MOAPOYUBAHE MpH 6 MallMeHTH ¢ HeoBacKyIapHa Biaxkaa B/IM c decto
B3eMaHe Ha MPoOH, MAaKCHMATHHUTE TNIAa3MEHU KOHIIEHTPAllK Ha CBOOOAEH adiubeplenT (CHCTeMHa
Cmax) ca HUCKH, ChC cpeaHa cToiHocT npubmmuzuteado 0,02 mukporpama/ml (quanason ot 0 go 0,054)
B paMKuTe Ha 1 10 3 qHM clie MHTPABUTPEATHO HHXKEKTUPAHE HA 2 Mg U ca HEOTKPUBAEMH /IBE
CeIMUIIM CJIE MTOyYaBaHe Ha 103aTa IpH IMOYTH BCHUKY NanueHTH. Adaulepuent He KyMyiupa B
IJ1a3Mara Mpu HHTPABUTPEATHO MPHIIOKECHHE MPe3 4 CeIMMUIIN.

Cpennara MakcHMMalTHa I1a3MeHa KOHIIEHTpaIus Ha cBo0oaeH adumbeprienTt e mpubmmuterso S0 1o
500 mpTH MO KOHIIEHTpanKATa Ha adaudepIient, HeooxoauMa 3a HHXHOUpaHe Ha OMOIOTHYHATA
aktuBHOCT Ha cucteMuust VEGF ¢ 50% B sxuBoTuHCKHM Moienu [Ipu Ts1x ca HabnMrogaBaHu MPOMEHHU
Ha KPbBHOTO HAJIsIraHE CJIE KaTo HUBAaTa Ha cBOOOAEH adaubepLent B KpbBOOOPBLICHUETO ca
JocTUrHamy npubimsutenHo 10 Mukporpama/ml ¢ BpbliaHe 40 U3XOJHOTO HUBO ciie]l aJaHe Ha
HUBaTa JI0 1o npubiam3uresHo 1 Mukporpam/ml. M3uncieHo e, 4e cies MHTpaBUTPEaTHO
NPUIOKEHUE HA 2 Mg NPU MAllUeHTH, CPeJHATa MaKCUMallHa TuIa3MeHa KOHIIEHTpalHs Ha CBOOOIeH
apmubepuent e noseue ot 100 mbTH MO-HUCKA OT KOHLEHTpauusATa Ha adaubeprent, HeoOxoauma 3a
MOJIy-MaKCUMAJTHO CBbp3BaHe Ha cuctemMuuTe VEGF (2,91 Mukporpama/ml) rmpu nmpoyuBaHe cbe
3apaBu 100poBoiy. Clie0BaTEHO ca MaJIKO BEPOSITHU CUCTEMHH (papMaKkoANMHAMUYIHN €EKTH KaTo
NPOMEHH B KPBBHOTO HaJISITaHE.

B®B dapmakokuneTnynu noanpoyuBanus npu mamuentu ¢ OLPB, OPPB, IME wnu muonuana XHB
cpenna Cmax Ha cB00OO/IeH aduOepIIenT B I1a3MaTa ca OMITM CXOJTHHU, ChC CTOMHOCTH B JMaria3oHa
ot 0,03 mo 0,05 Mukporpama/ml 1 MHAMBHYaTHN CTOMHOCTH, KOUTO He Haaumasat 0,14
mukporpama/ml. Ciiezi TOBa, MIa3MEHUTE KOHIICHTPAIMK Ha CBOOOICH adIuOepIenT craaaT 10
CTOMHOCTH TIOJT WU OJTM3KH JI0 JOJTHATA TPAHMIIA Ha KOJTUIECTBEHO OTpe/IesTHE OOMKHOBEHO B
paMKHTE Ha €[HA CEIMULIA: HEOTKPUBAEMHU KOHIEHTPALNU C€ JOCTUTAT MPEIH CIECABALIOTO
MIPIIOKEHUE CIIe]] 4 CEMUITH TP BCUYKH MTAIHCHTH.

Enumunupane
Tbit kato adguubeprenT e TepaneBTHYHO CPEJICTBO HA OCHOBATA HA MPOTEHH, HE Ca MPOBESKIAHH

MPOYYBaHUS 32 METa0OIU3Ma MY.

Cobonnust agumbepuent ce cbp3Ba ¢ VEGF, kato oOpasyBa crabuieH nHepTeH komiuiekc. Kakro
NIPY IPYTHTE MPOTEHHU C TOJIIMa MOJIEKYJIa, Ce 0YaKBa M CBOOOHHSAT, U CBBP3aHUAT adaubeprient aa
ce eJIMMUHUpPAT Ype3 MPOTEOIUTHYEH KaTaboIn3bM.

brOpeuHo yBpexmaHe
He ca mpoBexxmanu CierMaHy MpoydIBaHuUs ¢ aIuOepIienT Mpy MaIUeHTH ¢ OLOpEeYHO YBPEKIaHe.
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DapMaKOKHHETHYHUAT aHAIHN3 Ha MaleHTuTe B mpoyuBaneTo VIEW2, 40% ot kouTo ca nManu
0n0peuno yBpexmane (24% nexo, 15% ymepeno u 1% Texko), moka3Ba JIMIICa Ha Pa3INKH 110
OTHOIIICHUE HA TIa3MCHHUTE KOHIICHTPAIUY Ha aKTHUBHOTO JICKAPCTBO CJIC]] HHTPABUTPEATHO
MPUIOKEHUE Tpe3 4 WK § CeIMMUIIN.

[Tomobum pesynTaru ca HabmonaBanu npu manueHTH ¢ OLIPB B npoyuBanero GALILEO , mpu
nauuentu ¢ JIME B npoyusanero VIVIDPME y ipu naumentu ¢ muonuuna XHB B npoyusaneTo
MYRROR.

53 IlpeakJIuHWYHY JaHHH 32 0€30TMACHOCT

[Ipn HEKTMHUYHNTE MPOYYBAHUS 32 TOKCHYHOCT IIPU MHOTOKPATHO IpujiaraHe eexkTn ca
HaOJI0JaBaHU CaMO MPH CUCTEMHH €KCITO3UIINH, 32 KOUTO CE CYMTA, Ye 3HAYUTEITHO HaJIBUIIIABAT
MaKCHUMAaJIHaTa EKCIO3UIIMS MPU X0pa Clie]] MHTPABUTPEATHO MPUIIOKEHUE B IPEBUICHATA KIMHIUYHA
J103a, KOETO MOKa3Ba MaJIKO 3HAUYEHHUE 3a KIIMHUYHATA yIIoTpeoda.

Epo3un u ynuepanuy Ha pecCliipaTOPHUS €IUTEN B HA3AJIHUTE XOI0BE HA MalIMyHH, TPETUPAHU C
adnubepuenT MHTPAaBUTPEATIHO, ca HAOMIOAABaHU MIPH CUCTEMHH €KCIO3UIINH, HaJBUILIABAIII
MaKCUMAaJIHAaTa EKCIO3ULM pu Xopa. CucteMHaTa eKcrno3uuus Bb3 ocHoBa Ha Cmax 1 AUC 3a
cB0OOCcH aduubepienT € choTBeTHO 0K0J10 200 1 700 IIbTH 1MO-BHCOKA B CPAaBHEHHE ChC ChOTBETHUTE
CTOHHOCTH, HaOIIIOJaBaHu MIPH XOpa CJliel MHTPABUTPEAIHO MPUIIOKEHUE Ha o3a oT 2 mg. [Ipu
HUBOTO Oe3 HaOmoaBanu Hexenanu edextu (No Observed Adverse Effect Level, NOAEL) ot 0,5
mg/0KO IpY MaMyHHU CUCTEMHATa eKCIIO3UIIHS € ChOTBETHO 42 M 56 THTH 1M0-BUCOKA B3 OCHOBA Ha
Cmax u AUC.

He ca npoBexnanu mpoyyBaHus 3a MyTareHEH WM KapLUHOT€HEH MOTEHIMal Ha adauepLent.

HabnronaBan e edekt Ha adubeplenT BbpXy BbTPEMAaTOYHOTO pa3BUTHE B TIPOYYBaHUsI HA eMOpPHO-
(eTaHOTO pa3BUTHE TPU OPEMEHHHM 3alln ¢ HHTPaBeHO3HO (3 mo 60 mg/kg), kakro u moakoxHo (0,1
1o 1 mg/kg) npunoxenne. NOAEL npu maiikute e npu n103a ot 3 mg/kg wim crorBeTHo 1 mg/kg.
NOAEL 1o oTHOIIEHHE Ha TOKCHYHOCT 3a pa3BUTHETO He ¢ onpezeneHo. [Ipu go3a 0,1 mg/kg,
CHCTEMHHTE €KCIO3UIIMU B3 OCHOBa Ha Cmax u kymynatuBHa AUC 3a cBoOoeH adumbeprent ca
CHOTBETHO OKOJIO 17 1 10 TbTH MO-BUCOKH B CpaBHEHHE ChC CHOTBETHUTE CTOMHOCTH, HAOJII0JaBaHH
NIpY XOpa cjie]] HHTPABUTPEaTHO TIPUIIOKEHHE Ha 1032 2 mg.

Edexrure BEpXY QepTHinTeTa MPU MBXKKH U KEHCKH )KUBOTHH Ca OICHSIBAaHH KAaTO 4acT OT 6-
MECEYHO MPOYyYBaHE MPU MaiMYHHU ¢ MHTPABEHO3HO TPHIIOKeHHE Ha adumbepuent B 1034 oT 3 1o 30
mg/kg. [Tpu BcUYKH JTI030BM HMBA Ca HAOJIIOIaBaHU JIMIICA HA MEHCTPYaIIUs WA HEPEJOBHU
MEHCTpYyaJIHU [IUKIIH, CBbP3aHH C TPOMEHH B HUBATa Ha KEHCKHUTE MOJIOBH XOPMOHH, X IPOMEHH B
MOpQOJIOTHATA U TIOABIXHOCTTA Ha criepMaTo3ouante. B3 ocHoBa Ha Cmax u AUC 3a cBoOoieH
agubepiient, Ha0JII01aBaHU MPU MHTPABSHO3HO MPUIIOKEHUE Ha J03a 3 mg/kg, cucTeMHUTE
eKCIo3uIMHU ca ¢cboTBeTHO 0K0I0 4 900 mbTH 1 1 500 ITbTH MO-BHCOKHU OT €KCITO3UIIUATA,
Ha0JI0JaBaHa MPU X0pa CIie/l MHTPaBUTPEATHO NPUIIOKEHHE Ha 103a 2 mg. Bcuuku nmpomeHu ca oumu
obpaTummu.

6. DAPMAIEBTUYHU JAHHHA
6.1 CunmcbK Ha IOMOLIHUTE BElIeCTBA
L-xuctuana

3axapo3a

[omucop6ar 20

XJI0pOBOJOPOAHA KUCETHHA (3a KopeKuus Ha pH)
Bona 3a umkeknun
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6.2 HecnbBMecTHMOCTH

[Tpu nunca Ha Mpoy4BaHUs 32 HECHBMECTUMOCTH TO3H JICKAPCTBEH MPOJYKT He TPsIOBa /1a ce cMecBa ¢
JIPYTH JEKapCTBEHU MPOTYKTH.

6.3 Cpok Ha rogHoCT
3 roguHU
6.4 CneuuanaHu ycja0BHUSI HA CbXpaHeHHe

ITa ce cexpansBa B xnaquwiauk (2 °C — 8 °C).
Jla He ce 3ampa3siBa.
CoxpansBaiiTe (1akoHa B KapTOHEHATa OMAKOBKa, 3a JIa ¢e TPe/Ina3u OT CBETIHHA.

HeotBopeHuAT (riakoH MoXe Ja ce ChXpaHsABa H3BBH XJIaquHUK 1o 25 °C mo 24 waca. Cnen oTBapsiHe
Ha (pylakoHa J1a ce paboTH B aCENITHYHU YCIIOBUSL.

6.5 Bwuawu cbabp:kaHue HA OMAKOBKATA

PastBop BBB (makoH (cTwkio tun 1), cbe 3anymanka (Oytunkayuyk) u 18G ¢unrepHa urna. Beexu
(h1aKoH ChIbprKa H3MOI3BaeM 00eM oT Haii-mainko 0,1 ml. OnakoBka ot 1 dnakon + 1 ¢unTepHa
uria.

Eyluxvi e HanwueH B omakoBKa, chabpikamia 1 ¢irakoH u CTepuiIHa S-MUKpOHHA (QGUITHPHA WUTIIa
(18G x 1Y% unua).

6.6 Cneuuannu npeanasHu MepKHU NPH U3XBbPJIsHE U padoTa
OakoHBT € caMo 3a eIHOKpaTHa yrorpeda B €IHO OKO.

@D1akOHBT CHIBbPKA OBEYE OT NPENopbUMTENHATa 103a 2 mg agnubepuent (exBuBageHTHHU Ha 0,05
ml). M31IuImHOTO KOJIM4eCTBO TPsiOBa 1a ce OTCTPaHHU NPEAH NPUIIOKEHHE.

IIpeau npunoxeHue, pa3TBOPHT TPSAOBA Aa ce MPOBEPH BU3YAIHO 32 UY>KAM YaCTHLU H/UIM IPOMSIHA B
[IBETA WJIM BCSIKAKBa IIPOMsIHA BbB BRHIUHUS BUJ. B cityyaii ye ce HabronaBaT TakuBa, JIEKapCTBEHUST
NPOJAYKT TPSIOBa J1a C€ U3XBBPIIH.

dunrepHa urna:

Urna Blunt Filter (Fill), He e 3a urkekTHpaHe B KoXkKara.

He aBroknasupaiite urnarta Blunt Filter (Fill).

OunrhpHaTa WA € anuporenHa. He st n3mosn3Baiite, ako HHIAMBUIyaTHATA ONTAKOBKA € ITOBPEJICHA.
WzxBwpnere u3non3sanara urna Blunt Filter (Fill) B oqoOpen koHTelHEDP 32 OCTPU MPEAMETH.
Buumanue: [ToBTOpHOTO M3M0/13BaHe Ha QUITHPHATA UTJIa MOXKE Ja IOBEIE 10 MHMDEKIIMSI WK IPYTro
3a0oJIBaHe/HapaHsSIBaHE.

3a MHTpaBUTPEATHO HHXKEKTHPaHe TpsiOBa ja ce u3noissa 30G x %2 uxua (13 mm) umKeKIMOHHA
uria.
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Ykazanusa 3a ynompeoa na ¢praxona:

1. OrcTpanere miacTmacoBara Kanauka v
ne3uH(eknrpalTe BbHIIHATA YacT Ha TyMeHaTa
3armynrainka Ha (rakoHa.

2. 3akpemnere S5-MukpoHHaTta puiaThpHa uria 18G,
IpeocTaBeHa B KapTOHEHATa OMTaKOBKa, KbM CTEPHITHA
CIPHUHIIOBKA JIyep-7I0K ¢ obem 1 ml.

w

BbBenere ¢puntbpHaTa uria B eHTHPa Ha 3amyniajaKaTa
Ha (hJIaKoHa, I0KaTo UIJIaTa Biie3e H3ISUI0 BbB (hIakoHa

1 BBPXBT JIOKOCHE JIbHOTO MJIM JOJHUS PbO Ha (hjIakoHa.

4. Karo usnon3Bare acenTUYHA TEXHUKA, U3TETIIETE
ISUIOTO ChAbpKaHKe Ha (uakoHa ¢ Eyluxvi B
CIIPUHIIOBKATA, KaTo IbPKUTE (pIrakoHa B M3MPaBEHO
MOJIOKEHUE, JIEKO HAKJIOHEH C LIeJ YJIECHSIBaHE Ha
ITBTHOTO M3TETIISTHE. 32 11a Ce BB3MPETSITCTBA
HAaBJIM3aHETO Ha BB3yX, CKOCCHUST BPbX Ha
(unTepHaTa uraa TpsAOBa Ja € MOTONEH B TEYHOCTTA.
[IpoabikaBaiiTe Aa HakJIOHsABaTe (hJIaKOHA IT0 BpEME Ha
W3TETJISTHETO, KaTO IBPIKUTE CKOCECHHUS BPBX Ha
(unTepHaTa Uria, MOTONECH B TEYHOCTTA.

Q
PasTBop HacoueH Hagony

CKOCEeH BPbX Ha urnara

5. Koraro H3Ipa3Bare (bHaKOHa, YBEPETE CC, Ue 6YTaJ'IOTO € U3TCTJICHO JOCTATHhYHO Ha3a/ld, 3a Ja

HBIPA3HUTE HAIIBJIHO q)HHT’LpHaTa uria.

6. OrcrpaHeTe GUITHPHATA UIJIA U 1 M3XBBPJICTE 110 MIPABUJICH HAYKH.
3abenexka: GunTepHaTa UTa HE TPSAOBA Ja CE M3MOI3BA 32 MHTPABUTPEATHO WHIKESKTHUPaHE.
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7. V3non3Bailiky acenTHYHA TEXHUKA, 3aBUITE IUIHTHO
UHKEKIHOHHaTa uria ¢ pasmep 30G x ¥2 uH4Ya KbM
Jyep-JIOK BbpXa Ha CIPUHIIOBKATA.

8. Karo appkuTe CIpUHIIOBKATA C HACOUEHA HATOPE UIJIa,
sl IPOBEpETE 32 HAIMYUE HA BB3AYIIHU MeXypueTa. AKO
“Ma MexXypdeTa, BHUIMATEIHO TOTYyMalTe CIPUHIIOBKATa
C TIPBCT, JOKATO MEXypUeTaTa ce U3JUTHAT JI0 TOpHaTa
1 4acT.

9. OrcrpaHere BCHUKM MEXypUeTa U U3TJIACKAWTe U3IUIIHUS JIEKapCTBEH MPOAYKT, KaTO OaBHO
HaTHCKaTe OyTaNo0TO, TaKa 4Ye ITOCKUAT PO Ha OyTanoTo Ja ce OAPaBHU C IEIEHUETO,
o6o3nauasamio 0,05 ml Ha cripuHIIOBKaTA.

PasTsop cnej oTCTpaHABaHe Ha|

NuHuA 32 go3upane 3a BB3AYLWHUTE MEXYPHETA M|
W3NULLHOTO NEKapCTBO)

Mnocek pub
Ha BvTanoto

10. ®naxoHBT € caMo 3a eAHOKpaTHA yrnoTpeda. MHOTOKpaTHO MpuiiaraHe Ha J03H OT eIuH (IIaKkoH
MOJKE J]a YBEJIMYU PUCKa OT 3aMbPCIBAHE U MOCTIEABAIIA HHPEKIHS.
HewunsnonsBanusT JeKapcTBEH NPOAYKT WM OTIAABYHUTE MaTEPUaIN OT Hero TpsOBa a ce
M3XBBPIAT B ChOTBETCTBUE C MECTHUTE U3MCKBAHUS.

7. NPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA
Biolitec Pharma Limited Zweigniederlassung Jena
Otto-Schott-Str. 15

07745 Jena
T'epmanus
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8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA
EU/1/25/1972/001

9. JATA HA IT'bPBO PA3BPEINABAHE/IIOJJHOBSIBAHE HA PASPELHIEHUETO 3A
YIIOTPEBA

Jlata Ha MBPBO pa3pelaBaHe:
10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

ITonpoOHa nH(OpMAaITKs 32 TO3M JIEKAPCTBEH MPOAYKT € IpeocTaBeHa Ha yebcaiita Ha EBponeiickara
areHIusl Mo JekapcTaaTa https://www.ema.europa.eu.
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MNPUIOXKEHHUE II

MPOU3BOJUTEJ HA BHOJIOTUYHO AKTUBHOTO
BEILECTBO U IPOU3BOJUTEJ, OTTOBOPEH 3A
OCBOBOJKJIABAHE HA APTHUIN

YCJIOBUA NJIK OTPAHUYEHUA 3A TOCTABKA U
YIIOTPEBA

APYI'U YCJIIOBUSA N U3BNCKBAHUSA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUA NN OTPAHUYEHUA 3A BE3OITACHA U

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHMSI
MPOJIYKT
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A.  IIPOU3BOIUTEJI HA BUOJOI'MYHO AKTUBHOTO BEIIECTBO U
INPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITAPTUIN

HMe 1 agpec Ha IPOU3BOAUTEIS HA OMOJIOTMYHO AKTHUBHOTO BCHICCTBO

STgen Bio Co. Ltd.
45, Jisikgiban-ro
Yeonsu-gu, Incheon,
Pemry6muka Kopes

HMe 1 agpec Ha IPOU3BOAUTENS, OTTOBOPEH 3a OCBO60)KI[aBaHC Ha IMapTHAUTC

Almac Pharma Services Limited
Seagoe Industrial Estate
Craigavon, Northern Ireland
BT63 5UA

O0eaHEeHOTO KPaJICTBO

IleuaTHaTa TMCTOBKA Ha JIEKAPCTBEHUs MPOLYKT TPsAOBa Aa ChAbPKa UMETO U ajpeca Ha
IPOU3BOJUTEIS, OTTOBOPEH 32 OCBOOOKIaBaHETO Ha ChOTBETHATA MAPTH/IA.

b. YCJIOBHUA NN OI'PAHUYEHUA 3A TOCTABKA U YIIOTPEBA

JlexapCTBEHUAT MPOLYKT CE OTIYCKa I10 OTPaHUYEHO JIeKapcKo npeanucanue (Bx. Ilpunoxenue |:
KpaTka xapakTepucTrka Ha IpoAyKTa, Touka 4.2).

B. JAPYI'MYCJOBUSA U UBUCKBAHUS HA PABPEHLIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaau3upaHu qokaaau 3a 6ezonacuoct (I1AJIB)

NzuckBanwmsra 3a mogaBane Ha [IAJIb 3a T0O3u JIeKapCTBEH MPOAYKT Ca MTOCOYCHH B CIIHCHKA C
pedepentaute natu Ha EBponetickus c¢bio3 (EURD cruchk), npensuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCHUKH CIIeIBAIN aKTyalU3alMH, IyOINKyBaHU Ha €BPOIICHCKUS
yeOropTai 3a JexapcTBa.

I  YCJIOBUSA NJIN OT'PAHUYEHUSA 3A BE3OITACHA 1 EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITPOAYKT

o Ilnan 3a ynpapjienue Ha pucka (ITYP)

[IputexarensaT Ha pa3zpemenuero 3a ynorpeda (IIPY) tps0Ba ga n3BbpiiBa N3NCKBaHUTE JEHHOCTH U
JIeCTBUS, CBBP3aHU C TPOCiIe/siBaHe Ha JIeKapcTBeHaTa 0€301acHOCT, MocoueHH B 07100penus [1YP,
npezacraBed B Moxyn 1.8.2 Ha pa3penieHueTo 3a ynorpeda, KakTo U BbB BCUUKH CJI/IBAIIH 0JO0pEeHH
akTyanu3auuu Ha [TYP.

Axrtyanuzupas [1YP tps6Ba na ce mogasa:
e 110 UCKaHe Ha EBporielickaTa areHuus 1o JeKapcTBara;
¢ BHHAarMW, KOraTo c€ M3MEHs CHCTEMaTa 3a yIpaBiieHHe Ha prcKa, 0COOEHO B pe3yaTar Ha
NoJy4aBaHe Ha HOBa MH(pOPMaLKs, KOSITO MOXKE /1a I0BeJIe 10 3HAYMMHU IPOMEHH B
CHOTHOIIIEHUETO TOJI3a/PUCK, WK CIIE]T JIOCTUTaHE Ha BaKEH eTar (BbB Bpb3Ka ¢ IPOCIIe/sIBaHe
Ha JIeKapCTBeHATa 0E30MACHOCT MITH CBEXKJIAaHE Ha PHCKA JI0 MHHUMYM).

Axo nonaBanetro Ha [TAJIb u aktyanusupanero Ha I[TYP chBnagar, Te Moxe a ce nogaaat
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€ITHOBPEMEHHO.

Cucrema 3a JJeKapcTBeHa 0e30ImacHOCT

ITPY TpsabBa na rapaHTupa, ye cUCTeMaTa 3a JIeKapcTBeHa Oe30macHoCT, npeacraBeHa B Moayn 1.8.1
Ha Pa3pemiennero 3a ynotpeba e BHeApeHa v GyHKIHUOHHUPA MPEIH U JOKATO JIEKapCTBEHUST IPOIYKT €
Ha Trasapa.

o IlOH'bJIHI/lTeJIHl/I MEPKH 3a CBEKIAHE HA PUCKAa 10 MUHUMYM

IIPY ce cwprimacsiBa 1a mpegoctaBu o0yduTeneH Mareprai 3a Eyluxvi 3a Teputopusita Ha EBponeiickust
cbro3. [Ipem myckaHe Ha IPOYKTa Ha 11a3apa U B pPAaMKUTE Ha )KU3HEHUS MY ITUKbBJ BbB BCSIKA
I'bpkaBa wieHka, [IPY mie chriiacyBa OKOHUATEIHUS O0YUYUTENICH MaTepHUall ¢ HAIMOHATHUATE
KOMITETCHTHHU OpPTaHH.

[PV rapanTHpa, 4e ciies 00ChkKAaHe U TIOCTHIaHE Ha ChIUIACHe C HAIIMOHATHUTE KOMIIETEHTHH OPraHu
BBB BCAKA AbpIKaBa WiCHKA, KBAETO ce mpoaaBa Eyluxvi, ounure KIMHUKH, KBAETO ce odakBa Eyluxvi
Jla ce U3I0JI3Ba, Ca CHA0ICHHU C aKTyaln3upaH HH()OPMAIMOHEH TaKeT 3a JISKAPH, ChIbpPIKaIIl
CJICJTHUTE €JICMCHTH:

. WNudopmarnus 3a gekapu

. Buzeo Ha npoueaypaTa 3a MHTPaBUTPEATHO WHKEKTUPAHE

. [Mukrorpama Ha IpoIeypaTa 32 HHTPaBUTPEATHO HHKEKTHPaHEe
. NudopmManoHHn NaKeTH 3a HalUeHTH

Wudopmarnusita 3a nekapu B 00yUUTEIHUS MaTepHall ChIbpKa CJIEIHUTE OCHOBHH €JIEeMEHTH:

. TexHUKH 32 HTHTPABUTPEATHO HHXEKTUPaHe, BKITFOUNTENHO n3non3Bane Ha 30G urna u
CBHOTBCTHUSA BI'bJI HA MHKCKTUPAHE

. [MoTBbpKICHHE, Ye (IAKOHBT € caMo 3a eTHOKpaTHA yHoTpeda

. HeobxoanmocTTa 1a ce M3XBBPIIN U3IHIIHUAT 00EM OT CIIPHHIIOBKATA IPEIH Ja C& HHKEKTHPa
Eyluxvi, 3a 1a ce nzberne mpeao3upane

. Habnronenue Ha manueHTa ciiejl HHTPaBUTPEaTHO HHKEKTUPAHE, BKIFOYHTEIIHO MPOCTIe/IBaHEe
Ha 3pHUTEITHATa OCTPOTA U TIOBHUIIIABAHETO HAa BETPEOYHOTO HAJSATAHE CIIE HHKEKTUPAHETO

. OCHOBHY IIPU3HALIM ¥ CHMIITOMH Ha HEKEJIAaHW ChOUTHS, CBBP3aHU C MHTPABUTPEATHO

WHXXEKTUpPaHE, BKIIOYUTEIHO €HI0(QTAIMUT, BETPEOUHO Bh3MANCHHUE, IIOBUILIEHO BHTPEOYHO
HaJlsiTaHe, Pa3KbCBaHE HA MMTMEHTHUS SMUTEll Ha PeTHHATA U KaTapakTa

. [TanmeHTKUTE ¢ IeTepo/IeH MOTEHINAN TPIOBa J1a mpuiaraT epeKTUBHA KOHTPAIEeTIIHS, a
OpeMeHHUTE )KeHU He TpsOBa na m3nomssar Eyluxvi

I/IH(i)OpMaLII/IOHHHSIT IMaKEeT 3a NManucHTa OT 06yLIPITCJ'IHI/I$I MaTepuall BKIKOYBa I/IH(i)OpMaL[I/IOHHO
PBKOBOACTBO 34a MALIMCHTA U HErOBaTa ay/IMO BEPCHUs. I/IHq)OpMaLII/IOHHOTO PBKOBOACTBO 34 MalflMCHTA
ChbAbpiKa CIICAHUTE OCHOBHU CJICMCHTU!

. JlucroBka ¢ nH(pOpMAIKs 32 MAIUCHTA

. Koii TpsibBa na ce nekysa ¢ Eyluxvi

. Kak nia ce moarorsute 3a jgedenue Eyluxvi

. Kaksu ca crpnkute cien jieuenue ¢ Eyluxvi

. OCHOBHY IIPU3HALIU ¥ CUMIITOMH Ha CEPUO3HU HEKEJIAHU ChOUTHS, BKIFOUUTEITHO

eHI0TaIMUT, BRTPEOYHO Bh3NANICHHUE, YBEIMYaBaHE Ha BBTPEOYHOTO HAIATAHE, Pa3KbhCBaHE
Ha MMTMEHTHUS eIUTEI Ha peTHHATA U KaTapakTa

. Kora ga noTepcsT cnenisa moMoni oT CBOs JieKap

. [lanueHnTKUTE C NETEpOACH NOTeHIMA TpsiOBa 1a npuiiaraT eeKTUBHA KOHTpaLenus, a
OpeMeHHUTE )KeHU He TpsiOBa a m3nomssar Eyluxvi
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NPUJIOXKEHHUE |11

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CbABbP/KA BTOPUYHATA OITAKOBKA
KAPTOHEHA KYTHUA

dakon

’ 1. HWME HA JIEKAPCTBEHUS ITPOAYKT

Eyluxvi 40 mg/ml unxekunoHeH pa3TBOp BbB (QJIaKOH

admmbepient

| 2. OBSIBIBAHE HA AKTUBHOTO(MTE) BEIIECTBO(A)

1 dnakon ceappxka 4 mg apaudepuent B 0,1 ml pasrop (40 mg/ml).

’ 3. CIHHUCBK HA IOMOIIHUTE BEHIECTBA

INomommawm BemectBa: L-xuctuany, 3axaposa, momucopdar 20, XJI0poBOAOPOIHA KHCETHHA (32
Kopekuusi Ha pH), BoJa 3a HHXKEKILUH.

’ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

NHxeKunoHeH pa3TBOp

1 ¢pnakon cpabpxa 4 mg adpmaubepuent B 0,1 ml pazrBop (40 mg/ml).
18G ¢untbpHa urna
Enuangna no3a ot 2 mg/0,05 ml.

| 5. HAYMH HA IPMJIOKEHME M ITbT(MIIIA) HA BBBEXIAHE

WHTpaBUTpeaIHO IPUIIOKEHNE

Cawmo 3a emHOKpaTHA ynoTpeoa.

[Ipenu ymorpeba mpoverere TUCTOBKATA.

WznumausT o6em TpsOBa 1a ce OTCTpaHU IPer HHKEKTHPAHE.

6. CHEIOUAJIHO NPEAYNOPEXIEHUE, UYE JEKAPCTBEHUSAT INPOAYKT
TPABBA A CE CbXPAHSBA HA MsACTO JAJIEYE OT IOI'VIEJA U TOCET' A

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 3a AC1A.

’ 7.  JAPYI'M CHEHUAJIHU NPEAYIIPEXKAEHUS, AKO E HEOBXO/JIUMO

’ 8. JATA HA UI3STUYAHE HA CPOKA HA TOJHOCT

T'onen mo:
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’ 9. CHEIMAJIHU YCJIOBUSA HA CbXPAHEHUE

Ila ce chxpaHsBa B XA MIIHHK.
Ja He ce 3ampa3siBa.
CroxpansBaiiTe (1akoHa B KApTOHEHATa OMAKOBKa, 3a Jia c€ MPEJINa3u OT CBETIIMHA.

10. CIHEUOUMAJIHU NPEANNA3HU MEPKHU TPU N3XBBHPJISAHE HA
HEU3IIOJI3BAHA YACT OT JIEKAPCTBEHUTE NPOAYKTH NJIN
OTHHAABYHU MATEPHAJIN OT TAX, AKO CE U3BUCKBAT TAKHUBA

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

Biolitec Pharma Limited Zweigniederlassung Jena
Otto-Schott-Str. 15

07745 Jena

I'epmanus

12. HOMEP(A) HA PASPELIEHUETO 3A YIIOTPEBA

EU/1/25/1972/001

13. NAPTHUJAEH HOMEP

[TapTupa:

’ 14, HAYHMH HA OTITYCKAHE

’ 15. YKA3AHMUJ 3A YIIOTPEBA

’ 16. MH®OPMAIMAA HA BPAHJIOBA A3BBYKA

[Ipueto e ocHOBaHME Aa He ce BKIOUM nHpopmarus Ha bpaiinosa a30yka.

’ 17. YHUKAJIEH UWIEHTU®UKATOP — IBYU3MEPEH BAPKO/J

JByn3MepeH 0apKoJi ¢ BKIIIOYESH YHUKAJICH WICHTU(DHUKATOP.

’ 18. YHHUKAJIEH HIEHTU®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EAMHNYHU
ITbPBUYHU OITAKOBKHN

ETHUKET

dakoH

| 1. MME HA JIEKAPCTBEHUSI MPOAYKT U ITbT(MIIIA) HA BbBEXKIAHE

Eyluxvi 40 mg/ml nmxekuus
admmbepient
MHTpaBuTpeanHo npuioxeHue

’ 2. HAYHH HA TPWJIOKEHUE

’ 3.  JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. TIAPTUJAEH HOMEP

Lot

5.  CBABPKAHHUE KATO MACA, OBEM WJIN EAUHUIIN

4 mg/0,1 ml

6.  JPYTO
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b. IUCTOBKA
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JlucToBKAa: PlH(l)OpMalII/Ifl 34 NMalMeHTAa

Eyluxvi 40 mg/ml nn:kexknnoHeH pa3TBop BbB (pJ1akoH
admubepuent (aflibercept)

vTozn JIEKapCTBEH MPOAYKT MOJUICKH Ha JOMBIHUTENTHO HabmoaeHre. ToBa 11e mo3Boau 0Bp30To
YCTaHOBsIBaHE Ha HOBa MH(OpMAaIMs OTHOCHO Oe30macHOCTTa. MoXkeTe Ja JajieTe CBOs MPUHOC KaTo
CHOOIINTE BCSAKA HEXKETaHa PeaKIHs, KOSTO CTe MOMyYMId. 3a HAaurHa Ha ChOOIIaBaHe Ha HEXeJIaH!
peakIuy BIDKTE Kpas Ha TOUuka 4.

IIpoyeTeTe BHUMATEIHO LAIATA JIMCTOBKA, NIpeau a2 Bu 0b/1e NPUI10:KeHO TOBA J1€KAPCTBO, Thil
KaTo T4 ChAbpPKa BaxHa 3a Bac undgopmanms.
- 3anasere Ta3u JUCTOBKA. MOe a ce HAJIO0XKH Ja S MPOYETETE OTHOBO.
- AKO UMaTe HAKaKBU JOIMBIHUTEIHH BBIIPOCH, MOMUTaTe Bammms nekap.
- AKO TIONy4YHTe HAKaKBH HEXEJIAaHU JIEKaPCTBEHH peaKin, yBegomere Bamms nexap. Tosa
BKJIFOYBA ¥ BCYKH Bh3MOXKHU HEXKEJIAHHW PEAKIINH, HEOMTMCAH! B Ta3W JINCTOBKA. Binkre
Touka 4.

Kakso CbAbpPiKa Ta3u JUCTOBKA

Kaxkso npencrasisisa Eyluxvi u 3a kakBo ce u3nonspa

KakBo Tps0Ba 1a 3Haere, npeau na Bu 6bae nputoxen Eyluxvi
Kax e Bu 6b1¢ npuarad Eyluxvi

BB3MOXHM HEXENaHU pPEaKLUU

Kax ce cexpansisa Eyluxvi

ChbappikaHue Ha OMTAKOBKATA U JOMBJIHUTEIHA HH(POPMALIHS

Sk~ w

1. Kaxkso npencrasisBa Eyluxvi u 3a kakBo ce u3nos3sa

Eyluxvi e pa3tBop, KoiiTO ce MHXEKTHpa B OKOTO 3a JIeUeHHE Ha OYHH 3a00JISIBAHUS TIPH BH3PACTHH,
Hape4yeH!

- HEeoBacKyJlapHa (BJIa’KHa) Bb3pacToBOOOYCIIOBEHA JereHepalysl Ha MaKyJata (BnaxxHa BJIM),

- YBPEIEHO 3peHHE, AbJDKAILO CE Ha OTOK Ha MaKyJjlaTa, BCJICIICTBIE HA OKITy3H (3allyllBaHe) Ha
perunanza BeHa (OPB) (okimy3ust Ha paskioHenue Ha perrHaiHa BeHa (OPPB) v okmysust Ha
LeHTpayiHaTa peTuHanHa BeHa (OLIPB)),

- YBpEIEHO 3peHHe, TbDKAIO ce Ha quabeTeH MakyJieH oTok (IMO),

- YBpEZIEHO 3peHHe, TbDKAI0 ce Ha MUOITMYHA XOpOUIaJiHa HeoBacKyapu3anus (MuoruuHa XHB).

Adnubeprent, akTUBHOTO BemiecTBo B Eyluxvi, 6okupa akTHBHOCTTa Ha Tpyna (hakTopH, U3BECTHH
KaTo ChJIOB eHyoreneH pacrexeH Gakrop A (VEGF-A) u mnanenren pacrexen gakrop (PIGF).

[Ipu nauuentu ¢ Bnaxkna B/IM u muonnuna XHB, Te3u ¢akropu, Korato ca B IpeKOMEPHO TOJIIMO
KOJIMYECTBO, Ca CBbP3aHN ¢ aOHOPMHO 00pa3yBaHEe Ha HOBU KPBBOHOCHH CHJIOBE B OKOTO. Te31 HOBH
KPBBOHOCHHM CBJ/IOBE MOTaT Ja NPUYMHAT U3THYaHE Ha KPBbBHU KOMIIOHEHTH B OKOTO M €BEHTYaJIHO
YBpEKJaHe HAa OYHUTE ThKaHH, OTTOBAPSIIHN 32 3pEHHUETO.

IIpn marmenTn ¢ OLIPB ce momy4aBa Goknpane Ha OCHOBHHUS KPHBOHOCEH ChJI, KOWTO OTBEX/IA
KpBbBTa OT peTHHATa. B pe3ynraT Ha ToBa ce noeumasat HuBaTa Ha VEGF, koeTo npuumnsssa
M3THYaHE Ha TEYHOCT B PETHUHATA, BOJEIIO 10 OTOK Ha MaKyJjara (4acTTa OT peTUHaTa, OTTOBOpPEHA 3a
J00poTO 3peHne), KOITo ce Hapuya MaKyJieH OTOK. [Ipu oToka Ha MakyJsara, HEHTPATHOTO 3pEHHUE ce
3aMbIIISABA.
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IIpu maruentu ¢ OPPB, eqHo nin moBede pa3kiIOHEHUS Ha TIaBHUS KPHBOHOCEH Ch, KOUTO
TpPaHCTIOPTHPA KPBB OT peTHHATa € O10KkupaHo. B pesynrar Ha ToBa ce moBumasaT HuBaTa Ha VEGF,
KOETO MPUYUHSIBA U3THYAHE HA TEUHOCT B PETUHATA, BOJICIIO IO OTOK Ha MaKyJara.

I[I/Ia6eTHI/I$IT OTOK Ha MaKyJiaTa nNp€AcTaBjisiBa OTOK Ha p€TUHATA, KOMTO ce IojrydaBa Ipy MMalluC€HTHU C
I[I/Ia6eT, BCJICACTBUEC HAa N3TUYAHE HA TEYHOCT OT KPbBOHOCHUTE CHJOBC B MaKyJiaTa. MaKynaTa € Tasu
4acCT Ha pE€TUHATa, KOATO € OTTOBOPHA 3a I[O6p0TO 3pCHUC. Koraro MaKyJiaTa €€ noay< OoT TCUYHOCT,
LHEHTPAIIHOTO 3pE€HUEC CE 3aMbIJIABA.

JokazaHo e, ye aduubeprent crnupa pacteka Ha HOBU aDHOPMHU KPbBOHOCHU ChJIOBE B OKOTO, KOUTO
4eCTO BOJAT /IO U3THYAHE HA TEYHOCT WU JIO KbpBeHE. AuOeprientT Moxe Ja MOMOTHE 32
cTabunm3upane, a B MHOTO CITyYad U Jia ogo0pu 3arybaTa Ha 3peHne, CBbp3aHa ¢ Biaxkaa B/IM,
OIIPB, OPPB, IMO u muonuuna XHB.

2. Kakso TpsioBa 1a 3Haete, npeau 1a Bu 0bae npuiioxken Eyluxvi

Eyluxvi Hama n1a Bu 6b/1e npujioxkeH

- aKO CTC aJICPTUYHU KbM a(bJII/I6CpHCHT WJIN KbM HAKOSA OT OCTaHAJIUTE CbCTaBKH HA TOBA
JIeKapcTBO (M30pOEHU B TOUKA 6).

- aKo UMAaTe aKTHBHA MH(EKIHS WM CbMHEHHE 32 MHPEKIUS B OKOTO MK OKOJIO HEero (OYHa HiIH
OKOJIOOYHA UH(EKITHUS).

- aKO MMaTe TEeKKO Bb3MaJIeHNEe Ha OKOTO (IIPOSBSBAILO ce ¢ O0JIKA MK 3aUepBsBaHe).
IpenynpesxaeHus u npeana3Hu MepKu

T'oBopere ¢ Bamus nekap, npeau aa Bu 6616 npunoker Eyluxvi:

- aKO UMaTe riiaykoma.

- aKo CcTe UMaJi CITydyau Jia BHKJIaTe UCKPU WM MbTHUHH U TIPU BHE3AITHO YBEJIWYEHHUE Ha
pasmepa u 6posi Ha MbTHHUHHUTE.

- ako Bu e mpaBeHa wim 3arutaHyBaHa omnepaiis Ha OKOTO, B PAMKHUTE Ha TPEANIECTBAIINTE HITH
CJIeIBAIIIATE YCTHPHU CEIMHUIIH.

- ako umare texka popma Ha OLIPB nnn OPPB (ucxemuuna OLIPB unu OPPB), He ce
npernopbyBa jedenue ¢ Eyluxvi.

OcBeH TOBa € BaXKHO J1a 3HAcCTE, 4

- 0e30IMacHOCTTa U eq)HKaCHOCTTa Ha a(an/I6epuenT, KOrarto Ce mnpujara B ABE€TC O4n
C€IHOBPEMECHHO, HE Ca U3CJICABAHN U aKO CC M3I10JI3Ba 110 TO3W HAYMWH, MOXKE 1a 1OBEAC 10
TMOBHUIICH PUCK OT MOABA HA HCXKCIIAHU PCAKIUU.

- uHKeKTHpaHeTo Ha Eyluxvi moxe na mpean3Brka MoBUIlIaBaHE Ha OYHOTO HAJISATaHEe
(BBTpEOUHO HaJsIraHe) PH HAKOM MAlMEeHTH B paMKuTe Ha 60 MUHYTH OT HHXKEKTUPAHETO.
Bamusr nekap e ciaenm ToBa Cilell BCIKa MHKEKIUS.

- aKo pa3BHeTe HHPEKIHSI WK Bb3MAJCHUE B OKOTO (€HA0(TAIIMUT) UK JAPYTH YCIOXKHEHUS,
MOKE J]a TIOYyBCTBATe OOJIKA WM TTO-CUJIEH AUCKOM(OPT B OKOTO, BIIOIIABAIIO CE 3aYepPBSIBAHE
Ha OKOTO, 3aMbBIJIEHO WIIN OTcIIa0EHO 3peHue U TOBHUILIEHA YyBCTBUTEIHOCT KbM CBETIIHHA.
BaxxHO € BCUYKH CUMITTOMH J]a ObJIaT AUATHOCTUIIMPAHU U JIEKYBaHH Bh3MOXKHO Hal-CKOPO.

- Bamusit nexap e npoBepu aiu UMaTe IPyrd PUCKOBH (DaKTOpH, KOUTO MOTAT Jia yBeINJatT
BB3MOYKHOCTTa OT pa3KbCBaHE WU OTJICTIBAHE HA €IMH OT CIIOEBETE B 3aJ[HATA YACT HA OKOTO
(oTnenBaHe WM pa3KbCBaHE HA PETUHATA U OTJICTIBAHE MITH Pa3KbCBAaHE HA TUTMEHTHHS SITUTEI
Ha peTHHaTa), B KoiTo ciyuait Eyluxvi Tps6Ba ma ce mpuiara ¢ moBMIIIEHO BHUMaHKE.
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- Eyluxvi ue TpsiOBa na ce npuiara mo Bpeme Ha OpeMEHHOCT, OCBEH aKO IMOTEHIIMAIHATA 032
HE MpeBHIIaBa NOTCHIUAIHUS PUCK 32 IUIOJA.

- JKEHHU C JICTEPOJICH MOTCHIIMAN TPsiOBa Ja N3Mo3BaT e(heKTHBHA KOHTPAIICIIIIUS TI0 BpeMe Ha
JICUEHNETO U Hali-MaJIKO TPH Mecella Cliel Tocieanara nmkekuus Eyluxvi.

Cucremnara ynorpeba Ha uaxuouropu Ha VEGF, BeniecTBa, mogo0Hu Ha OHE3H, KOUTO CE ChIIbPIKAT
B Eyluxvi, e moTenmmanHo cBbp3aHa ¢ pUCK OT KPbBHH ChCHPEIIH, 3aIyIIBaIi KPhbBOHOCHHUTE ChIOBE
(aprepuanHu TPOMOOEMOOIMYHY CHOUTHS ), KOSTO MOXKE Ja JIOBEJIE /IO ChpJcueH HH(APKT WU 10
uHCynT. ChIECTBYBA TEOPETHUYCH PUCK OT TAKMBA CHOMTHS ciiel HHKeKTHpaHne Ha Eyluxvi B okoTo.
Mma orpaHnueHn TaHHM 32 0€30IMacHOCTTA IMpH JiedeHne Ha nmaruerTn ¢ OLIPB, OPPB, /IMO u
muonuuHa XHB, KOUTO ca UMay WHCYNT WK MAHU WHCYIT (MIPEX0HA UCXEMHUYHA aTaKa) HITH
ChbpAedeH HH(APKT B paMKUTE Ha MOcIeIHUTE 6 Mecena. AKo HsKoe oT M30poeHnuTe ce oTHacs 3a Bac,
Eyluxvi me ce mpuiara ¢ MoOBHIIEHO BHUMAHUE.

Mma orpaHuyeH ONMT ¢ JICYSHUETO Ha
- maruenty ¢ JIMO BenencTBue Ha AuadeT Tu |.
- nanabeTUIIM ¢ MHOTO BHCOKH CpeTHH HUBA Ha KpbBHA 3axap (HbALc nan 12%).

- mrabeTuIy ¢ 09HO 3a00IIABaHe, MPUYMHEHO OT 1radeTa, HapeueHo nponndepaTruBHa TnadeTHa
PETUHOIIATUA.

JlumcBa onuT ¢ nedeHne Ha

- MAIUEHTH C OCTPU WH(PEKITHIH.

- MAIUEHTH C APYTH OYHH 3a00JISIBAaHUS KaTO OTJICTIBAHE HA PETUHATA WIIM AYIKa B MaKyJiaTa.
- Ta0eTUIN ¢ HEKOHTPOJIMPAHO BUCOKO KPHBHO HAIIATAHE.

- MalKeHTH, KOUTO HE ca OT a3UaTCKU npousxo, ¢ MuonuyHa XHB.

- MalMEHTH, JIEKyBaHU Npeau 3a MuonnyHa XHB.

- MAIUEHTH C YBPEXK/IaHE U3BBH IIEHTPAIHATA YaCT Ha MaKyJiata (ekcTpadoBeaHH JIC3UH) 3a
muonnyHa XHB.

Axo HsIKOE 0T H30pOeHHTE MO-rope ce OTHacs 3a Bac, Bamusit nekap 1ie B3emMe MpeBy/I Ta3u JIUIca
Ha uHpopManus npH jJeueHenTo Bu ¢ Eyluxvi.

Jlena v roHOIIIH

VYnorpebara Ha Eyluxvi mpu nena nin roHOIIM Ha Bb3pacT 1o 18 ronunu He e Ouiia npoyyBaHa,
3amoro BinaxHata BJIM, OLIPB, OPPB, /IMO u muonnuyna XHB ce cpemaTt 0CHOBHO NPH BE3pacTHH.
ITopanu ToBa, HsIMa CbOTBETHA yNOTpeOa B Ta3W Bb3pacToBa rpyma.

Hpyru aexkapcrBa u Eyluxvi
TpsioBa na kaxete Ha Bamuust iekap, ako U3M0J3BaTe, HACKOPO CTE U3IOJI3BAIH HJIH € Bh3MOXKHO /13
M3I0JI3BATE JAPYTH JIEKapCTBa.

BpemeHHOCT U KbpMeHe

- XKenu ¢ gerepoieH MOTEHIMAT TPIOBA a N3MO3BaT e(hEKTUBHA KOHTPALIEIIINS 10 BpEME Ha
JICUEHNETO W Hal-MaJIKO TPH Mecelia Cliel Tocieanara nmkeknus Eyluxvi.

- Hsama ot B n3non3Baneto Ha Eyluxvi mpu 6pemennu sxern. Eyluxvi e TpsoBa aa ce
M3I0JI3Ba 110 BpeMe Ha OpeMEHHOCT, OCBEH aKO MOTCHIMAIHATA 110J13a HE MTPEBHUIlIaBa
MOTCHIIMATHUS PHCK 32 IuIoJa. AKO cTe OpeMeHHa WU TUIaHUpaTe OPEMEHHOCT, TIOChBETBaTEe
ce ¢ Bamms niexap npenu steuenue ¢ Eyluxvi.

- Mauku konuuectBa EyluXvi Mmoxke 1a mpeMuHAT B kKbpMaTa. EdekTuTe BbpXy KbpMEHUTE
HOBOpPOJICHH/KbpMaueTaTa He ca u3BecTHH. EYluXvi He ce mpenopsuBa 1mo BpemMe Ha KbpMEHe.
Axo cTe KbpMauKka, 00cheTe ToBa ¢ Bamus sekap npeau siedenue ¢ Eyluxvi.
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Ilodgupane u padboTa ¢ MAIIIMHUA
Cunen umxeknusta ¢ Eyluxvi moske 1a umate BpeMeHHH 3puTeliHu cMyieHus. He mogwupaiite u He
paboTeTe ¢ MalIMHU, JOKATO T€ Ca HAIHUIIE.

Eyluxvi ceabpaka

- no-manko ot 1 mmol Harpuit (23 mQ) Ha 1030Ba eAMHHIIA, T.€. MOXKE /1A CE KaXkKe, ue
MIPaKTUYECKU HE ChAbP)Ka HATPUIL.

- 0,015 mg momucop6ar 20 BbB Besika mo3a ot 0,05 ml, kouto ca exuBamentnu Ha 0,3 mg/ml.
[TonmucopbaTuTe MOTAT Aa MPUIHMHAT aJepTUIHHN peaknnu. TpsOBa ma kakete Ha Barmus ekap,
aKo MMaTe YCTaHOBEHHU aJIepruu.

3. Kak me Bu 6bae npuiaran Eyluxvi

Jlekap c onuT B MPHJIAraHETO Ha OYHH MHXXEKIUH e nHkekTrpa Eyluxvi B okoto Bu B acentuanu
(4HCTH ¥ CTEPUITHA) YCIOBUS.

[Ipenoprunrennara go3a e 2 mg agmmodeprent (0,05 ml).
Eyluxvi ce mpunara kaTo HHXEKIUSA B OKOTO (HHTPaBUTPEATHA HHKEKITHS ).

[Mpeau nHxekTHpaHeTo BammsT nekap e u3monissa Ae3uH(EKIUpaIo CpeCTBO 38 BHUMATEIHO
MOYMCTBaHe Ha OKOTO B ¢ 11en npenoTeparsBane Ha HHEKIHs. BammsaT nexap e mprioxku u
MECTHA YIIOHKa, 3a a HaMaJIi WX IPEIOTBPATH BCsIKa 0O0JIKA, KOSTO OMXTE MOTIIHM J1a TIOYyBCTBATE
MIPU UHXKEKTUPAHETO.

Bnaowcna BJIM

[NarmenTtu ¢ BmaxxHa BJIM me Ob1aT J1€eKyBaHU C €THA HHXKEKIINS Ha Mecel] B MPOIbIDKEHHUE Ha TPU
MOCIIEIOBATEIHH JI03H, TIOCIICIBAHH JIPyTra WHKEKIHS CJIe]T JOMIBIIHUTEIHH JIBa MECeIla.

Crnen ToBa BammsT nekap 1me pemm Jaind HHTEPBAThT MKy HHKEKIIMUTE MOXKE J1a Ce TIOIThbpKa Ha
JIBa MECella UK MOCTENICHHO JIa e YABJKaBa C 1Mo 2 WK 4 CEIMUIIM, aKO ChCTOsTHUETO Bu €
CTAaOMITHO.

Axo cecTossHEeTO BH ce BJIOIINW, UHTCPBAIIBT MCKAY MHKCKIITUUTC MOXKE J1a 6”[»,[[6 CBbKPATCH.

He ce namara mga mocemnraBate Bammms nekap Mex Iy OTIETHUTE HHXKEKITUH, OCBEH aKO UMATe HIKAKBU
MPOOJIEMH WK CT€ IOCHBETBaHU OT Bamms siekap.

Omok na maxyrama ecneocmeue na OPB (OPPB uau OLIPB)

Bammsar JICKap LIC onmpeacin Haﬁ-HOI[XOZ[HHIaTa cxema Ha jJedeHue 3a Bac. Bue 1€ 3aII04YHETE
JICYCHUC CHC CCPUA OT CIKECMECCCUHU MHIKCKIIUU C EYIUXVi.

I/IHTepBaﬂ’LT MCKAY ABC MHKCKIUU HC TpSI6Ba Ja 6’5,[[6 IIO-KBC OT €AHMH MCCCII.

Bammwsr siekap Moxe Ja pemu Ja cnpe sedenrero ¢ Eyluxvi, ako cberostHuero Bu He ce momoOpu npu
IPOABIDKABAHE HA JICYEHUETO.

Bamrero nedenue 1mie npoabDKY ¢ €KEMECETHH HHKEKITHH, JJOKAaTO ChCTOSIHIETO BH cTaHe cTabmiTHO.
Moske fa ca HEOOXOIMMU TPH WJIU ITOBEYE €KEMECCUHH HHKCKIUHU.

Bamusat nekap mie npocinesssa Baiivs oTroBop Ha JI€UEHUETO U MOXKE J1a MTPOIBIKY JIEUSHHUETO Upe3
MTOCTETICHHO yBEIMYaBaHE Ha MHTEPBAIA MKy HHKEKIIMHATE, 33 J]a CE MOTbpP)Ka CTA0OHUITHO
CBhCTOSIHUE. AKO ChCTOSIHMETO B 3amouHe fa ce Biomiasa npu No-IbJIbI' KHTEPBAI HA JICUCHUE,
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Bammst JICKap i€ HaMaJii CbOTBETHO MHTEPBaJa.

B®3 ocnopa Ha Bamius OTTOBOP HaA JICUCHHUCLTO, Bamusar JICKap 1€ peIIr KaKbB [1a € Fpa(bI/IK’BT Ha
MMpEerjicanuTe 3a MpoCJICAsIBaAHC U CXEMaTa Ha JICUCHHUC.

Huabemen maxyaer omok (IMO)

[MammenTn ¢ JIMO TpsiOBa n1a ce IeKyBar ¢ eIHa MHKEKINS MECEUHO 3a ITbPBUTE TIET MOCIIeI0BATEIHN
JI03H, ITOCJIEABAaHM OT €IHa MIIKEKIIMS Ha BCEKH JIBa Mecella CJIel TOBA.

WuTepBanbT Ha mpUilaraHe MOXKE J1a Ce 3ara3u BeAHBK Ha BCEKH JIBa Mecella WM Jla Ce alalThpa Bb3
OCHOBA Ha mperJena Ha Bamms nexap. BammmsT nekap mie pemy KakbsB Aa € TpapuKbT 3a
MIPOCIESBAIIU PETJICIH.

BammsT nexkap Mmoxke fa pemu aa crpe jgedeHnero ¢ Eyluxvi ako ce yctaHoBu, 4e HsIMare mojiza ot
MPOIABIDKUTEITHO JICUCHHE.

Muonuuna XHB

[TanimenTtu ¢ Mmuonmuna XHB 11e 6b1aT IeKyBaHU camMo ¢ €Ha MHXKEKIHS. JJOTbIHUTETHI HHXESKITII
e Bu ce nmocraBat camo, ako nperiaeauTe npu Baius iekap nokaxar, 4e CbCTOSIHUETO Bu He ce e
mo100pHIIO.

HHuTepBanbT MEXIy 1BE MHXKEKIIMU HE TPSOBa 1a ObJie O-KbC OT SIUH MECEIL.
Axo 3a0onsBaHeTO BU OTIIYMSIBa M CJIe/ TOBA CE BPBINA, BalusT iekap MOKe Jia TIOJHOBH JICUCHHUETO.
Bamust nekap 1ie onpezenu rpaguka Ha IperyieIuTe 3a MPOoCieIsIBaHe.

AKo e mpomycHara g03a Eyluxvi
3anuiere ce 3a HOBO MOCEIICHHE 3a MPErJie/l K HHKEKIHS.

AKko cTe cnpesin mpuema Ha Eyluxvi
Koncynrupaiite ce ¢ Bamms nexap npeny ga crpeTe JICUSHUETO.

AKO UMare HIKaKBH JIOTBIHUTEITHA BBIIPOCH, CBBP3aHH C YIIOTpeOaTa Ha TOBa JIEKAPCTBO, IIOMUTANTE
Bammus nekap.

4, Bb3MOKHU HeXKeJTaHU peakuuuun

Kakro Bcuuku JICKApCTBaA, TOBA JICKAPCTBO MOXKEC 1a NPECAN3BHUKA HCIKCIIAHU PCAKIIUU, BBIIPEKU Y€ HC
BCCKH I'l TIOJTy4aBa.

[lorennmanHo MoraT Ja Bb3HUKHAT aJIEPrHYHM peakuuM (Peakluy Ha CBPbXUyBCTBUTENTHOCT). Te
MOraT Ja 0bJaT CePHO3HM M 1A HAJIATaT Ja ce CBbpaKkeTe He3a0aBHO ¢ Bamms Jekap.

[Tpu npunoxxenuero Ha Eyluxvi Morar ja ce pa3BHsIT HIKOU HEeXellaHH PEAKIIUH, 3acsrallld OYHTE,
KOHTO C€ IbJDKAT Ha NpolleAypaTa Ha HHXEeKTHpaHe. Hskou ot Tsx mMorat 1a Ob1aT CepUO3HU U
BKITIOYBAT CJIENOTA, cepro3Ha HHpeKIus Win Bb3NajleHnue HAa 0KOTO (eH10(TaIMUT), OT/IENBaHe,
pa3sKkbcBaHe HJIM KbPBeHe Ha CBETJIOYYBCTBUTEJHUSA CJI0H B 32IHATA YACT HA OKOTO (OTJIEeNBaHE
WIN pa3KbCBaHE Ha PETUHATA), MOMBTHSIBaHE HA JelaTa (KaTapakTa), KpPbBOU3JIUB B OKOTO
(KpBBOM3IHB B CTHKIOBUIHOTO TAJI0), OTJIeNBAHE HA MOJ00HOTO HA Kejle BelleCTBO BbB
BBTPELIHOCTTA HA OKOTO OT peTHHATA (OTJIeNBaHEe HA CTHKIOBUIHOTO TSUJI0), M MOBUIIABAHE HA
HAJIATAHETO B OKOTO, BIOKTE Touka 2. Te3u cepro3Hu HeXXeIaHu peaklvH, 3acaraliy OuuTe, ca ce
pa3Buiy npu no-mManko ot 1 Ha 1 900 nHxekuny B KIMHUYHUTE IPOYYBAHUS.
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Cebpixere ce ¢ Bamus nexap He3a0aBHO, aKO MOYYHTE BHE3AITHO HAMAaJICHUE HA 3PEHHUETO, MU
3acUiIBaHe Ha OOJIKATa U 3aYepPBsABAHE HA OKOTO CJIE/] MHKEKIIUATA.

CnucbK HA HEXKEJTAHU peakiun

CrenBa CIMChK Ha HEXKENIAHUTE PEAKIMU, KOUTO ca ChOOIAaBAaHN KaTO BEPOSTHO CBhP3aHH C
MpoleAypaTa Ha MHKCKTUPAHE HITH ¢ JICKapCcTBOTO. Mols, He ce Oe3mnokoiite, Bue Moxe na He
MOJYYHUTE HAKOS OT TsX. BUHArH 00CHXKIaliTe BCAKAKBY MMOIO3UPAHH HEXKENAHU peakiuu ¢ Bamms
neKap.

MHoro 4yecTH He:KeJIaHu Peakuu (Moeam 0a 3acecnam noseve om 1 na 10 oyuu):
- BJIOILIABAHE HA 3PEHHETO
- KPHBOU3JIMB B 3a/IHATA YaCT HA OKOTO (KPHBOU3IINB B PETHHATA)

- KPBBACBAHC HAa OKOTO, MIPUYUHCHO OT KbPBCHE OT MAJIKUTC KPBbBOHOCHH CH/JOBC BbB BHHIIIHUTC
CJIOCBC Ha OKOTO

- 00JIKa B OKOTO

YecTu He:KeJaHU peakuuu (mozam oa 3aceenam 0o 1 na 10 oywu):

- OTJICTIBAHE WIIM Pa3KbCBaHE Ha EMH OT CJIOEBETE B 33/IHATA YaCT Ha OKOTO, KOETO BOJIU JI0
MPOOISCHIN ¢ MBTHHHH, TOHSKOTa MPOTPECHPAIH JI0 3ary0a Ha 3peHHETO (pa3KbhCcBaHE Ha
PETUHAITHUS MUTMEHTEH SIUTEN*/0TIIeIBaHe, OTICIIBAHE HA PETUHATA/Pa3KbCBAHE)

- JeTeHepalys Ha peTHHaTa (IPUYUHIBA HAPYIIEHO 3peHHE)

- KPBBOM3IIUB B OKOTO (KPHBOU3IHUB B CTHKIIOBUIHOTO TSJIO)

- HsIKOW (hOPMU Ha 3aMBIJIIBAHE HA JienaTa (KaTapakTa)

- yBpeXKJIaHe Ha MPEHHs CIIOW Ha ouHaTa s0bJIKa (pOroBUIIaTa)
- MOBHIIIEHUE HAa HAJIATAHETO B OKOTO

- JIBIKEIH C€ METHA B 3pUTEITHOTO 1MoJie (MbTHUHN)

- OTJICIIBAHEC Ha HOILO6HOTO Ha 7KCJIC BEIIECTBO BB BHTPCIIHOCTTA HA OKOTO OT pE€TUHATA
(OTJ'IeHBaHC Ha CTBKJIOBUIHOTO TsAJI0, BOACIIO A0 HpO6J'I$IC’LI_II/I C M’LTHI/IHI/I)

- ycelaHe, Y€ MMa HEII0 B OKOTO

- IIOBHIICHO 06pa3yBaHe Ha CbJI3H

- IoAyBaHE Ha KJICriada

- KbPBCHC HAa MACTOTO Ha MHXXCKTHPAHC

- 3auepBsBaHe Ha OKOTO
* CbCTOSIHMSI, 32 KOMTO € U3BECTHO, Ue ca CBbp3aHH ¢ BiaxxHa BJ/IM; HaOt01aBaHu caMo IpH
IMaIeHTy ¢ Braxkaa BJIM.

HeuecTu Hexenanu peakium (mozam oa 3aceenam 0o 1 na 100 oywu):
- aNepTUYHM peakuy (peakyuy Ha CBPhXUyBCTBUTEIHOCT)**
- CEpUO3HO Bh3MaJieHNe WM HHPEKINS BHB BBTPEIIHOCTTA HA OKOTO (€HAO(TAIMUT)

- BB3MAJICHUE HA UPUCA WU IPYTH YacTH Ha OKOTO (MPUT, YBEHT, UPUIOLUNKIIUT, THHAAT B
npegHara Kamepa)

- HEOOWYaifHO yCelllaHe B OKOTO
- Jpa3HEHe Ha Kjernaya

- MoJ{yBaHe Ha MPEJHHS CJIOH Ha OYHATa 0BIKa (POrOBULIATA)

** Jima choOIIeHHS 32 aJIepTUYHM PeaKIMK KaTo 00puB, ChpOexk (IPYPUTYC), KOTIPUBHA TPECKa
(ypTHKapus), KAKTO ¥ HSIKOJIKO CIIyYad Ha TeXKH aepruuHy (aHa(UIaK THIHHI/aHADUITAKTOWTHH )
peaKImu.
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Penxu Hexxesanm peakuuu (mozam oa 3aceenam 0o 1 na 1 000 oywu):

- crernora

- MOMBTHSABAHE Ha JICIATa MOPaIy TpaBMa (TpaBMaTHYHA KaTapakTa)

- BB3MAJICHHE Ha MOJ00HOTO Ha JKEJIe BEIIECTBO BHB BHTPEITHOCTTA HA OKOTO

- T'HOH B OKOTO

C HeHM3BeCTHA YecToTa (0T HATMYHUTE JaHHH HE MOYXKe Ja Objie HalTpaBeHa OIEHKA Ha YeCTOTaTa):

- Bb3MAJICHUE Ha OsJ1aTa yacT Ha OKOTO, CBBP3aHO ChC 3a4epBsBaHE U OOJIKa (CKIICPHT)

B ximHWYHATE M3NUTBaHUA ce HaOIr0/1aBa MOBHUIIIEHA YECTOTA Ha KbPBEHE OT MAIKUTE KPHBOHOCHH
ChJIOBE BB BBHHITHUTE CJIIOCBE Ha OKOTO (KOHIOHKTUBAJICH KPHBOM3IIUB) MPH MALMEHTH C BIaKHA
B/IM, npuemaiiy JeKkapcTBa 3a pa3pek1aHe Ha KpbBTa. Ta3u MOBUILIEHA YECTOTA € CPABHUMA MEKIY
MAIMEeHTHTE, IEKyBaHH C pPaHHOM3yMal u adarnOeprernT.

Cucremnara ynotpeba Ha uaxuouropu Ha VEGF, Bemectsa, mogoOHu Ha chappkaniure ce B Eyluxvi,
€ MOTCHIUAITHO CBhP3aHa C PUCKA OT KPhBHH ChCHUPEIIH, 3aITyIBAIIU KPHBOHOCHUTE ChIOBE
(aprepuaiHu TPOMOOEMOOTMYHY CHOUTHS), KOSTO MOKE J1a JIOBEJIC 10 ChpIcUeH UH(PAPKT WIH 10
uHCynT. ChIeCTBYBa TEOPETHUYCH PHUCK OT TaKMBA CHOMTHS ciie HikeKkTupane Ha Eyluxvi B 0koTo.

KakTo mpu BCUUYKH TEepareBTHYHH MPOTEUHH, TIPH MPHUIIOKEeHUETO Ha Eyluxvi chiecTByBa
BB3MOXKHOCT OT UIMyHHA peakiiusi (00pa3yBaHe Ha aHTUTENIA).

Cpo01aBaHe HA He)KeJIaHU peakunu

AKO NoNyunTe HIKaKBU HEXKEJIaHU JIEKapCTBEHU peakluy, yBenoMere Bamms nexap. ToBa BKitouBa
BCHYKH BB3MOKHH HEOTIHCAHH B Ta3W JICTOBKA HEKEJIaHW peakiyu. Mo)keTe ChIIo Ja ChoOIurTe
HEXeJIaH! peaklUy UPEKTHO Ype3 HalMOHAIHATA CHCTEMa 3a ChoO1IaBane, mocodeHa B Ilpunokenue V.
Karo cro011aBate HeXxenaHu peakiuy, MOXKeTe 1a JaJeTe CBOsI IPUHOC 3a MOJTy4YaBaHe Ha IIOBeYe
uH(OpMAIINS OTHOCHO OE30MACHOCTTA Ha TOBA JIEKAPCTBO.

5. Kak ce cbxpansiBa Eyluxvi

. Jla ce cbxpaHsiBa Ha MSICTO, HEJIOCTBITHO 3a Jiella.

. He u3non3BaiiTe TOBa JIGKAPCTBO CJIE]] CPOKa HA TOAHOCT, OTOCIISA3aH BbPXY KapTOHEHATa
OIIaKOBKa M e€THKeTa ciexn ,,[ oneH 10:“/,,EXP“. CpokbT Ha FOJTHOCT OTIOBAPs HA MOCIICIHUS
IIEH OT IIOCOYEHHS MECELI.

. [a ce cpxpansiBa B xnaamwiHuk (2°C - 8°C). la He ce 3aMpa3ssiBa.

. HeoTBopeHuUAT (h1akoH MOXe Jia Ce ChXpaHsaBa U3BBH XJauiIHUK 1o 25°C 10 24 daca.

. CoxpansBaiiTe (1akoHa B KApTOHEHATa ONIAKOBKa, 3a J1a C€ IpeAa3u OT CBETIHHA.

. He u3xBbpisiiTe nekapcTBaTa B KaHAIM3aLUATa WM B KOHTEHHepa 3a JOMAIIHU OTHaIbIIH.

[Momnuraiite Bamust hapMarieBT kak Jia U3XBBPIISATE JEKApCTBATa, KOUTO BEYe HE M3I0JI3BATE.
Te3n MepKkH IIe CITOMOTHAT 3a OITa3BaHE HAa OKOJIHATA CPENa.

6. C'b}l'bp)l(aHI/le Ha OIMMAKOBKAaTa U J0IIbJIHUTEJIHA l/lH(l)OpMaIl](lfl

KakBo cbabpaxa Eyluxvi

- AxkTtuBHO BemecTBo: admaubepuent. Enun ¢uiakoH cbabpika H3M0I3BaeM 00eM OT Hali-MaJiko
0,1 ml, exBuBaneHTHH Ha Haii-manko 4 Mg adpuubeprent. Enun guakoH chabpika 103a oT 2 mg
admubepuent B 0,05 ml.

- Hpyru cberaBku: L-xuctumus, 3axapo3a, monucopoar 20, XJI0pOBOIOPOIHA KHUCEIHHA (3a
Kopekius Ha pH) 1 BoJIa 32 HHKEKITHH.

Bmxre ,,Eyluxvi ceappxa® B Touka 2 3a moBede HH(OPMAITHSL.
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Kaxk u3raexxaa Eyluxvi m kakBo cbabpika 0IaKOBKATa
Eyluxvi e mmxekunoHeH pa3rBop (MHXeKus ) BbB (piakoH. Pa3TBOpBT € Oe31BeTeH 10 0JIe/10 KBIT.
OmnakoBka ot 1 ¢uakon + 1 ¢punTbpHa Uria.

IpuTexaTes Ha pa3pelieHHeTO 32 ynoTpeda

Biolitec Pharma Limited Zweigniederlassung Jena
Otto-Schott-Str. 15

07745 Jena

I'epmanus

IIpousBoauTen

Almac Pharma Services Limited
Seagoe Industrial Estate
Craigavon, Northern Ireland
BT63 5UA

O06eqHEHOTO KPaJICTBO

JaTa Ha mocjenHo npepasriexaane Ha gucrtokata MM/I'TTT.

JApyru u3TouHnuu Ha uHPoOpMaUMs

IHonpo6Ha nH(popMAaIHs 3a TOBA JIEKApCTBO € MPeI0CcTaBeHa Ha yeOcaliTa Ha EBporelickara areHIus
1o JiekapcTBaTa: https://www.ema.europa.eu.

ITocouenara mo-aoJay HH(l)OpMaIII/Iﬂ € nmpeaHasHavdeHa caMmo 3a MEIUIMHCKHU CIIEUAJTUCTH.
D1aKoHBT TpH6Ba Ja C€ U3110J13Ba CaMO 3a JI€YCHHUE HA €¢JHO OKO.

DakOHBT CHIBPKA OBEYE OT MPENopbUMTeNHATa 103a 2 mg agnubepuent (exBuBageHTHHU Ha 0,05
ml). M31uImH0TO KOJIM4ecTBO TPsiOBa Aa ce OTCTPaHHU NPEAH NPUIIOKEHHE.

Pa3TBOpBT TpsiOBa Aa ce MPOBEPH BU3YAITHO 32 YUY KM YaCTHIIM H/WMJIM MPOMSIHA B [IBETA WIIH BCSIKAKBA
MpOMSIHA BBB BHHIITHHSI B/ IPEAN MPIIIOKeHUe. B cirydaii 4e ce HaOIro1aBaT TakuBa, IEKapCTBEHUST
MPOAYKT TPSIOBa J1a C€ U3XBBPIIH.

HeoTtBopenusr ¢akon Moxe Ja ce ChXpaHsBa Ha U3BbH XJIalwIHUK nox 25°C no 24 vaca. Cnen
oTBapsiHE Ha (IakoHa padoTeTe B ACENTUYHU YCIOBHSL.

3a MHTpaBUTPEATHO HH)KEKTHPaHe TpsiOBa ja ce u3noissa 30G x %2 uxya (13 mm) umKeKIMOHHA
uria.
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Ykazanusa 3a ynompeoa na ¢praxona:

1. OrcrpaHere muacTMacoBaTa Kanauka 1
ne3nH(pekunpaiTe BHHIIHATA YacT Ha TyMeHaTa
3amymranka Ha (prakoHa.

2. 3akpemnere 5-mMukpoHHaTa GuiaThpHa uria 18G,
npeocTaBeHa B KApTOHCHATA OITAKOBKA, KbM CTEPUITHA
CIIPUHIIOBKA JTyep-JIoK ¢ obem 1 ml.

3. BwbBenere punTbpHaTa UTJa B IEHTHPA Ha 3aMylIajiKara
Ha (JIakoHa, JOKATO MIJIaTa BJIE3€ U3III0 BB (IlakoHa
U BBPXBT JIOKOCHE JTbHOTO HITH JIOJTHHS PhO Ha
(nakoHa.

4, Karo usnonssare aceNTUYHA TEXHUKA, U3TErIIETe
IIOTO ChABPKaHKe Ha ¢akona ¢ Eyluxvi B
CTIPUHIIOBKATA, KaTO IbPXKHTE (PIIaKOHA B U3MIPABEHO
MOJIOKEHHUE, JICKO HAKIIOHEH C 11871 YJICCHIBaHE Ha
MBJIHOTO M3TETJISTHE. 32 J1a ¢e BB3MPEISITCTRA
HABJIN3aHETO HA BB3IyX, CKOCEHUAT BPhX Ha
¢bunThpHaTa Uria TPsIOBA J1a € MOTONEH B TEYHOCTTA.
IMpoanmkaBaiitTe na HaKIOHABaTe (piIakoHa MO BpeMe Ha
M3TETJISTHETO, KaTO 3aMa3BaTe CKOCEHUS BPhX Ha
(uIThpHATA WIJIA, IOTOIIEH B TEYHOCTTA.

.\ (/
Pa3stBop
HacoueH Hapony
CKOCEeH BDbX Ha urnarta

5. Koraro n3npasBate q)HaKOHa, YBEpPETE CC, 4Uc 6YT3.J'IOTO € U3TCTJICHO JOCTAaTh4YHO Ha3a/, 3a Ja
HU3MPAa3HUTC HAITBJIHO (bHH’I"LpHaTa urija.
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6. Ortcrpanere pUATHPHATA UIJIA U 51 U3XBBPIICTE MO MPABHUIICH HAYHH.
3abenexka: PunThppHaTa UIJIA HE TPAOBA Ja ce U3IT0JI3BA 32 HHTPABUTPEATHO HH)KEKTHPAHE.

7. HW3mon3Baiiku acenTHYHA TEXHUKA, 3aBUITE TUIHTHO
HHXKEKIMOHHaTa uriia ¢ pasmep 30G X Y2 uHua KbM
Jyep-JIOK BbpXa Ha CIIPUHIIOBKATA.

8. Kato nppknTe CIpHHLIOBKATa C HACOUEHA HArOpe UIa,
s IPOBEPETE 3a HAIMYKME Ha BB3AYLIHU MeXypueTa. AKO
uMa MexypdeTa, BHUMATEIHO MOTYNaNTe CIPUHIIOBKATa
C MPBCT, JOKATO MEXypueTara ce U3AUrHAT 10 TOpHaTa
1 Jacr.

9. OrcrpaHeTe BCHUKH MEXypUeTa U U3TJIaCKalTe M3IUIIHUS JEKaPCTBEH MPOIYKT, KaTO GaBHO
HaTHCKaTe OyTaloTo, Taka 4e IIIOCKHUAT ph0 Ha OYTAIOTO J1a Ce MOIPaBHU C JIMHUATA,
o6o3nauasaria 0,05 ml Ha cupuHIIOBKATA.

Pa3TBOp Cnej OTCTPaHABaHe Ha
Bb3AYLUHUTE MEXypHeTa 1
U3NUWHOTO NeKapcTBo;

JlMHKA 3a qo3upane 3a

Mnocuk puo
Ha 6vTanoTo

10. ®nakoHBT € caMo 3a eIHOKpaTHa yHnoTpeda. MHOTOKpaTHO IpHIaraHe Ha JJO3U OT eAUH (JIaKOH
MOJKE JIa YBEIIMYH PUCKA OT 3aMbPCSBAHE U MMOCeBaIa HHDEKITUS.
Hewsnon3BaHusT JeKapcTBEH MPOJAYKT WM OTHAILYHUTE MaTEPUAII OT HEro TpsiOBa Jia ce
M3XBBPIAT B CBOTBETCTBUE C MECTHUTE N3UCKBAHUS.
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