HNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



' To3u iekapCcTBEH MPOAYKT IOUICKH Ha JOMBJIHUTEIIHO HaOoicHre. ToBa 111e 1M03B0Ju OBP30TO
YCTaHOBSIBaHE Ha HOBa MH(OpMAaIMs OTHOCHO Oe30macHOCTTa. OT METUITMHCKHUTE CIICIIHATTUCTH C&
M3KCKBA J]a ChOOIIABAT BCSIKA MTO03MpPaHa HeKeJlaHa peaknys. 3a HaunHa Ha ChOoOIaBaHe Ha
HEXXEJTaHW PEaKINK BIDKTE TOUKa 4.8.

1. HUME HA JTEKAPCTBEHMUS ITPOAYKT

Yesafili 40 mg/ml uHxeknoHeH pa3TBOp BHB (QIIaKOH

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB

1 ml nmxekunoneH pa3tBop cbabpxka 40 mg apnubepuenrt (aflibercept)*.

Enun ¢gnakon cpapprka usnoizsaeM ooem ot Haik-maiko 0,1 ml, orroBapsmu Ha Hai-Manko 4 mg
apmubepuent. ToBa ocurypsiBa U3Moa3BaeMO KOJMUECTBO 3a JOCTaBsIHE HAa eArnHNYHA J03a oT 0,05 ml,
chabpkaim 2 mg ahaudepienT.

*Dy31nOHEH MPOTEHH, ChCTABEH OT YaCTH OT U3BBHKJIETHYHHUTE JIOMEHHH Ha peuentopu 1 u 2 3a
YOBEIIKU ChJIOB eHI0TeeH pacTexeH Gaktop VEGF (vascular endothelial growth factor), cebp3anu ¢
Fc-uactra Ha yoBemku IgG1, u npousBenen B K1 kneTku ot situnuk Ha kutaiicku xamcrep (CHO)

upe3 pekomOnHanTHa JIHK TexHOMOTHS.

3a IBJIHUA CIIMCHK HA IIOMOIIHUTE BEIECTBA BIDKTE TOUuKa 6.1.

3. JIEKAPCTBEHA ®OPMA
WHxexmoneH pa3TBop (MHKEKIIHSA).

Buctwp, 6e311BeTeH 10 OJICTOKBAT U U300CMOTUYCH Pa3TBOP.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3ZAHUS

Yesafili e mokazan npu Bb3pacTHH 3a JIeUEHHE Ha

. HEoBacKyJapHa (BJakKHa) Bb3pacTOBOOOYCIIOBEHA JiereHepanus Ha makyiara (BJIM) (Bx.
Touka 5.1),
o 3PUTEITHO YBPEKIAHE, JBDKAIIO Ce HA OTOK Ha MaKyJiaTta, BCJICACTBHE Ha OKITY3Hs Ha

perunanHa BeHa (OPB) (oxmy3us Ha pa3kionenne Ha peruHainHna BeHa (OPPB) uimum oxmy3ust
Ha LeHTpanHara petuHanHa BeHa (OL[PB)) (Bxk. Touka 5.1),
. 3pUTEIHO YBPEKIaHe, IbDKAII0 ce Ha aruabeTeH MakyieH eneM (JIME) (Bx. Touka 5.1),
o 3PUTEITHO YBPESKIaHE, ABDKAIIO0 CE Ha MUOIIMYHA XOPOUAaTHA HEOBACKyIapu3aus (MUOITHYHA

XHB) (Bx. Touka 5.1)
4.2 Jlo3upoBKa M HAYMH HA NMPUJIOKEHHE

Yesafili e camo 32 UHTpaBUTPEATHO WHKEKTUPAHE.

Yesafili Tpi[6Ba Ja c¢ npujara camo OT JICKap CHCIUAJINUCT C OIMUT B MPUIIOKCHUCTO HA
HHTpaBUTPCATHN MHKCKIHU.



gO?»H[}OBKa

Braoscena BIIM
[Ipenopbunrennara no3a 3a Yesafili e 2 mg apnubepuent, orrosapsimu va 0,05 ml.

Jlegenneto ¢ Yesafili 3amouBa ¢ eHa HHKXEKIHUS MECEYHO B TPH TOCiIeoBaTeIHA J03HU. Ciien ToBa
WHTEPBATBT MEX/y MIPIIOKEHUATA CE YIbJDKaBa Ha JBa Mecela.

Bb3 ocHOBa Ha MpeleHKaTa Ha JIeKaps 3a 3pUTEIHH W/WIH aHATOMUYHU PE3YJITaTH, HHTEPBAIBT
MEXTy IPUIIOKEHUATA MOXKeE J1a ObJie TIOIbPKaH Ha J[Ba Mecela Win Aa 0bJie TOITbIHUTEIHO
YIABJIDKEH, KaTO CE U3M0JI3Ba JIEUECHUE U ITPOIBIDKABAHE HA CXEMaTa Ha IPUJIarade, Npyu KOETO
WHTEPBAIHNTE Ha NHXEKTUPAHE CE YABIKABAT C 0 2 WX 4 CeIMUIIU 0 JOCTUTAHE Ha CTaOMITHU
3pUTEITHN W/UIIA aHATOMUYHH PE3YJITATH.

AKO 3pI/ITeHHI/ITe I/I/I/IJ'II/I AHATOMHUYHUTC pe3y.IITaTI/I C¢€ BJIomIar, I/IHTepBaII’bT Ha JICUCHUC Tp;[63a aa
ObJ€ CHOTBETHO HAMAaJIEH.

Hsima n3nckBaHe 32 MOHUTOpUpPaHe MEXKy HHKeKIHUTe. Bb3 0CHOBa Ha MpelieHKaTa Ha JIeKaps,
rpauKbT Ha MMOCEUICHUAITA 32 MOHUTOPUPAHE MOXKeE J]a € Ha NI0-MaJIKi HHTEPBAJIN OT
HOCEIICHUSTA 32 MHKECKIIUH.

WHTrepBanym Ha eYeHUE, TIO-TOJIEMH OT YETUPH Mecela WU MO-MaJIKH OT 4 CeIMULIN MEXTY
WH)XEKIMHUTE, HE ca MPOoy4BaHH (BXK. Touka 5.1).

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

IMpenopwuntennara go3a Ha Yesafili e 2 mg adgumbeprent, orroapsium Ha 0,05 ml.

Cries mbpBaTa HHXKEKIIMS JICYUCHUETO CE MpHUIIara eXXeMeceqHo. IHTepBaIbT MeX/1y JABE 03H HE
TpsiOBa Ja Ob/Ie IO-KPaThK OT €UH Mecell.

Axo 3PUTCIIHUTEC U AHATOMUYHHUTE PE3YJITATHU MOKA3BaT, Y€ MAJUCHTHT HE CC IMOBJIMABA
TTOJIOKUTETHO OT MPOIbIDKaBaHe Ha JICUEHHETO, IIpriiokeHneTo Ha Y esafili TpsOBa nma ce
MIPEyCTaHOBH.

ExxemeceuHOTO JieueHre Mo IbJiKaBa JI0 JOCTUTaHE Ha MaKCHMaJIHA 3pUTENIHA OCTPOTA U/WJIH HE
ca HaJMIle IPU3HAIM 32 aKTUBHOCT Ha 3a0oisiBaHeTo. Moyke 1a ca He0OXOUMHE TPH WJIH ITOBEYE
IIOCJIEJOBATEIHN MECEUHN UHIKEKI[AH.

JledeHueTo MOXe J1a MPOABIDKH C MIOCTETIEHHO yIbIDKaBaHe Ha MHTEPBAINTE, 32 J1a CE IMOAIbPKAT
CTaOWITHY 3pUTEITHU W/WITH AaHATOMIYHH PE3YJITAaTH, BRIIPEKH Ye HAMa JOCTAThYHO JIaHHH, 32 J1a Ce
HAIpPaBU 3aKIIIOYCHHE 32 MPOABIDKUTEITHOCTTa HA HHTEPBAIIUTE. AKO 3PUTEITHUTE H/HITH
AHATOMUYHHTE PE3YNITATH Ce BIOIIAT, MHTEPBAIBGT HA JieueHNe TPsiOBa Ja Ob/Ie CHOTBETHO
HaMaJieH.

Fpa(l)I/IK’LT Ha IpOoCJICAABAHC U CXEMaTa Ha JICUHCHUC Tpﬂ6Ba Ja C€ OIPCACIIAT OT JICKYBalllUA JICKAp
BB3 OCHOBA Ha OTroBOpa Ha OTACIHUA ITAITUCHT.

IIpocneasBaHETO 3a AKTUBHOCT Ha 3a00JIIBAHETO MOYXKE Jla BKITIOYBA KITHHUYCH TPETIe],
u3cieBaHe Ha QyHKIIMOHATHUTE MOKa3aTeIM K O0pa3HU TEXHUKH (HAIp. ONTHYHA KOXEPEHTHA
toMmorpadus win (IyopeciieHTHA aHruorpadus).

Jluabemen maxynen edem
[penopbuntennara no3a Yesafili e 2 mg apnubepuent, eksuBaneHtau Ha 0,05 ml.

Jleuenwnero ¢ Yesafili ce 3amouBa ¢ €IHa MHXKXCKIKUA MCCCYHO 34 IICT IMOCJI€A10BATCIIHU JO3U, U CC
IIpoabJDKaBa C €JHa MHXKCKIUA Ha BCCKU Ba MECE1a.

B®3 ocHoBa Ha OLICHKAaTa Ha JICKApA HAa 3pUTCIIHUTC H/VIIH aHATOMUYHU PE3yITaTl, UHTCPBAJIBT
MCXKAY NPUIIOKCHUATA MOXKE Oa 6’[))16 3ara3eH Ha 2 MEcCla NI HHAUBUAYAJINU3UPAaH, KaTO



HAIPUMEDP C JICUCHHE U IPOIbIDKAaBaHE Ha CXeMaTa Ha IpujiaraHe, pu KOETO HHTEPBAIUTE Ha
JICUCHHUE CE yIbJDKABAT OOMKHOBEHO C 10 2 CEAMHUIIM 0 AOCTUTaHEe Ha CTAOMIHM 3pUTEIIHU H/HIIH
aHATOMUYHHU pe3ynTatd. FimMa orpaHuueHy JaHHY 32 UHTEPBATH MEXIY PUIOKCHHUATA, IT0-IBJITH
ot 4 mecena. AKO 3pUTEITHUTE W/WIA aHATOMHUYHUTE PE3yNITATH CE BIOIIAT, MHTCPBAIHT Ha
nedeHue TpsiOBa ga ObAe ChOTBETHO HaMaJIeH.

WHTepBanu MEKIAY NPUIOKCHHUITA HAa MHXKSKIIMUTE, ITO-KPATKU OT 4 CEIMUIIM, HE ca MPOy4BaHU
(Bk. Touka 5.1).

I'paukbT 32 MOHUTOpHpaHE TPIOBA Aa CE ONPEIENN OT JIEKYBAIIUS JIeKap.

B crydaii ye 3puTeTHUTE M AHATOMUYHUTE PE3YJITaTH COYAT, Ye MAIHCHTHT HIMA 10132 OT
MpoAb/DKaBaHe Ha JICYSHUETO, MPUIIoKeHHeTo Ha Yesafili TpsOBa 1ga ce nmpeyCcTaHOBH.

Muonuuna xopoudantna HeosacKyrapu3ay s

[Ipenopbuutennara no3a Yesafili e eqMHUYHA HHTpaBUTpeaTHA HHXKEKIUS Ha 2 mg adiuOepIerT,
exsuBanienTau Ha 0,05 ml.

Moxe Ja ce IPUIIOKAT JOIBIHATEIHH 031, aKO 3pUTCITHUTE W/ UM aHATOMUYHUTE PE3YIITATH
MOKa3Bart, ue 3a00JsBaHeTo epcuctupa. PeruanBute TpsOBa Ja ce mpueMar KaTto HOBa MposiBa Ha
3a00JIsIBAHETO.

I'paduxbT 32 HAOMOACHNE TPIAOBA JIa C€ ONPEACIH OT JICKYBAILUS JIeKap.

WHTEpBanbT MEX Iy IBE A03U HE TPsAOBA 1a OB/Ie MO-KPaThK OT €IUH Mecell.

CrelyaiHy MOmyIalin

Yeprodpobno u/unu 6vopeuno yspesxcoane
He ca mpoBexaHn KOHKPETHH MPOy4YBaHUs ¢ apauOepIienT NPy MalMeHTH ¢ YePHOAPOOHO W/HiTH
OBOpeYHO yBpEKAaHE.

HanmunuTe nanHy He mpemosaraT Hyk/Ja OT KOpeKIus Ha go3arta Ha Y esafili nmpu Te3n manueHTn
(Bk. Touka 5.2).

THonynayus 6 cmapuecka 8v3pacm
He ca neobxoaumu criennaiHu CboOpakeHus. ViMa orpaHideH OMUT MPHU NAITMEHTH Ha B3PAcT HaJ
75 roqunu ¢ JIME.

IHeouampuuna nonyrayus

bezomacHoctTa 1 ehrkacHOCTTa Ha adaUOEpIIeNT IpH AeTa U FOHOIIHN He ca yCTaHOBeHH. Hsama
ChOTBETHA yroTpeba Ha admubepIienT B neauaTpuyHaTa MOIyIanus 3a oka3aHuaTa Biaxkaa BJIM,
OIIPB, OPPB, IME u muonuyna XHB.

Hauun Ha OPHUITOKCHUC

WuTpaBuTpeanHuTe HHXEKIUU TPsIOBa J1a ce U3BBPIIBAT ChITIACHO MEJIUIIMHCKUTE CTAaHIAPTH U
MIPUJIOKUMUTE PHKOBOCTBA OT JICKap CIEIMAIUCT C OMUT B MPUIOKEHUETO HA HHTPABUTPEATHU
umkekiun. [lo mpuHIUN TpsOBa 1a ce OCUTypH aJIcKBaTHA aHECTE3HS U aCENTHKA, BKIIOYUTEITHO
JIOKAJTHO MHPOKOCTIEKTBPHO MUKPOOHUIIMTHO CPEICTBO (HAIP. TIOBUIOH HOJI, HAHECEH BHPXY KOXKaTa
OKOJIO0 OYHTE, KJICTIAYUTE ¥ OYHATA MOBBPXHOCT). [IpenopruBar ce Xupypruyna ae3uHpeKus Ha
pBIIeTe, CTEPUITHN PHKABHIN, CTEPIITHA TIOKPUBKA M CTEPHJICH CIIEKYIIyM 3a Kiernadyn (Win
S€KBUBAJICHT).

WuxeknmonHaTa uria TpsoBa 1a ce BbBege 3,5 - 4,0 mm 3a7 1uM0a B CTHKIIOBHIHOTO TSUIO, KaTo Ce
n305TBa XOPU3OHTAIHIS MEPHIMAH U C€ HacOYBa KbM IIEHThpa Ha ouHara ss0bika. Torasa ce BbBEXKIa
UHKEKITHOHHUAT 00eM oT 0,05 ml; mpu nocieaBaiinTe HHKEKIUNA HHKEKIIMOHHOTO MSCTO Ha
CKJIepaTa TpsiOBa J1a ce CMEHs.



HenocpencteeHo ciiei MHTpaBUTPEATHO HHKEKTUPAHE MAIllHeHTHTE TPSOBa J1a ce CIEIT 32
MIOBUIIIABAHE HA BRTPEOYHOTO HaJsATaHe. [1oxoas1oTo npociensBane Moxe 1a BKIIOYBA
poBepsiBaHe Ha Nepdy3usaTa Ha ONTUYHUS JUCK WU TOHOMEeTpus. TpsOBa 1a MMa Ha pa3IoIoKeHHS
CTEPIITHO 00OpyABaHE 3a MapaIreHTe3a Mpyu He0OX0IUMOCT.

Cren MHTpaBUTpEATHO HHXKEKTHPaHE MallMeHTUTE TPSIOBa Jja ce MHCTPYKTUPAT J1a ChOOIIaBaT
He3a0aBHO 32 BCSIKAKBU CUMIITOMH, HACOYBAIIU KbM eHJ0(TanmMuT (Harp. 60JIka B OKOTO,
3auepBsiBaHe Ha 0KOTO, (POTOHOOHUS, 3aMBIJICHO 3PCHUE).

Bcexn q)HaKOH Tpﬂ6Ba Ja C€ M3II0JI3Ba 3a JICUCHUEC CaMO Ha €HO OKO. MHOFOKpaTHO npujiaraHe Ha
J03U OT €IUH Q)HaKOH MOXE J1a YBCIIUYHM PUCKA OT 3aMbpPCABAHE U MOCJICABalIa I/IHq)eKHI/ISI.

OakoHBT CHIBPIKA OBEUE OT NPENOPBUNTENHATA 1032 2 mg adunbepuenT (SKBUBAJICHTHU Ha

0,05 ml uHKeKIIMOHEH pa3TBOp). M3noa3BaeMusaT 00eM Ha (IaKOHBT € KOJIMYECTBOTO, KOSTO MOXKE Ja
ce JIOCTaBH OT Hesl, ¥ He € TpeIHa3HaveH Jia ObJie M3M0JI3BaH HabIHO. 3a (rakona ¢ Yesafili
usnomBaeMuaT odem e Haii-manko 0,1 ml. (U31uIIHOTO KOJIHM4eCcTBO TPSAOBA /1a ce OTCTPaHU
Nnpeau HHKEeKTHPaHe Ha NMPeNnopbYuTeIHATA 103a (BX. ToUKa 6.6).

UmxekTupaneto Ha 1enaust o0eM Ha (prrakoHa MOKE J1a I0BeJIe 10 IpeAo3upaHe. 3a 1a ce OTCTPaHsT
BB3JIyLIIHUTE MEXypUeTa 3ae/THO C U3JIUIIHUS JICKAPCTBEH POIYKT, 0aBHO HATHCHETE OYyTalIoTo,
JI0KaTO OCHOBAaTa Ha CBOZA Ha OyTaJIOTO ce U3paBHU ¢ JIMHUATA 3a fo3upaHe ot 0,05 ml Ha
cnpuHIloBKaTa (ekBuBasieHTHO Ha 0,05 ml, T.e. 2 mg admubepuent) (Bxk. Touka 4.9 u 6.6).
Cren MHXEKTHPaHEe HEU3IOI3BAaHHUAT MPOIYKT TPSIOBA Ja ce U3XBHPIIH.
3a paboTa ¢ JIeKkapCTBEHMsI MTPOAYKT MIPEIN MPUIIOKEHHE, BIKTE TOUKA 6.6.
4.3 IIpoTuBomoOKa3aHUA

e  CBpPBXYYBCTBHUTEIHOCT KbM aKTUBHOTO BEILIECTBO WM KbM HSAKOE OT IOMOLIHUTE BEIIECTBA,

n30poeHu B Touka 6.1.

e AKTHBHA OYHA WJIM OKOJIOOYHA I/IH(l)eKI_II/IH WM CbMHCHHC 3a TaKaBa.
e AKTHBHO TEXKO BBTPCOYHO BB3IAJICHUC.

4.4 Chenuananu npeaynpeskaeHus: U NpeANa3sHl MePKH PU ynoTpeda

IIpocnenumoct

3a Ja ce HOI[O6pI/I MMpoCICAMMOCTTA Ha OHOJIOTUYHUTE JICKApPCTBCHU MMPOAYKTHU, UMCTO U MAPTUAHUAT
HOMCP Ha MPUIIOKCHUA ITPOAYKT Tp$16Ba SICHO Ja C€ 3aIlicCBar.

I/IHTDaBI/ITDCaJ'IHI/I PCAKIIMHK, CBbP3aHH C MHXXCKIMATA

HHTpaBUTpeaHUTE HHKCKIHUH, BKIIOUYUTEIHO Te3U ¢ a(auOepIienT, ce CBbP3BaT ¢ eHA0(TAIMUT,
BBTPEOYHO BB3MaJICHUE, PErMATOICHHO OTJICIIBAHE HAa PeTHHATA, pa3KbCBAaHE HAa peTHHATA U
SITPOTEHHA TpaBMaTU4YHA KarapakTa (Bxk. Touka 4.8). [Ipu nmpunarane Ha adgnubepient BUHaru TpsoBa
Jla C€ U3IOJI3BAT MOAXOAIIN aCeITUYHN TEXHUKHM HAa MH)KEKTUPaHe. B MonbiHeHHE NAl[MeHTUTE
TpsiOBa Ja ce MpOCIIeAsIBaT MPe3 CeAMHUIIATA CJIe HHKEKTUPAHETO, KOETO OU ITO3BOJIMIIO PAHHO
JIeYeHue, ako Bh3HUKHE nHpekus. [lauentrure TpsOBa na ObAaT MHCTPYKTHPAHH J]a ChOOIIIaBaT
He3a0aBHO 32 BCAKAKBU CUMIITOMH, HACOYBAIIY KbM €HAO(TAIMHT WX HIKOE OT IOCOYCHHUTE TI0-TOPe
chrouTHS.

®DakoHBT CHABPIKA TIOBEUE OT MPENOPhUNTENIHATA 1032 2 mg admubeprient (€eKBUBaJICHTHH Ha
0,05 ml) M3nuiHOTO KOJIMYECTBO TPSOBA J1a C€ OTCTPAaHHU HPEIH MPHIIoKeHue (BXkK. Touka 4.2 1 6.6).
IToBumenus Ha BRTPEOYHOTO HAJIATAHE ca HaOM01aBaHu B paMKHUTE Ha 60 MUHYTH Clie
WHTPABUTPEATHO WHKEKTHPaHEe, BKITOYUTETHO ¢ apmubeprent (Bxk. Touka 4.8). Cnerpanau



MIpeAIa3Hu MEPKHU ca HEOOXOUMU TIPH TTAlMEeHTH ¢ HenoOpe KOHTPOIUpaHa riiaykoMa (1a He ce
umxkektupa Yesafili, qokato BeTpeouHoro Haysrane € > 30 mmHg). ETo 3amo npu Bcuuku cirydan
Tps0Ba J1a ce MPOCIIEABAT U Ja CE JICKYBaT 110 TIOIXO/SI] HAYWH KaKTO BETPEOYHOTO HAJISATaHe, TaKa
u niep(y3usnTa Ha ONTUYHUS JVCK.

HmyHorenHoct

Toit KaTo € TepaneBTHICH MPoTeHH, TIpH Y esafili chimecTByBa BEpOSITHOCT 32 UMyHOTEHHOCT (BK.
Touka 4.8).

[TaruenTure TpsOBa 1a ObJAT MHCTPYKTUPAHU J1a ChOOIABAT 32 BCAKAKBU MTPU3HANN WIA CUMIITOMHU
Ha BBTPEOYHO Bh3IMAICHUE, HAITP. 00JKa, POTOPOOUS UK 3aUepBsiBaHE, KOSTO MOXKE J1a € KIIMHUYCH
NPU3HAK, 00SICHUM ChC CBPBXYYBCTBUTEIHOCT.

Cucremun edektn

CHCTeMHU HeXeJaH! ChOUTHS, BKITIOYUTEITHO U3BHHOUYHU KPHBOU3IMBY U apTEPUATTHU
TPOMOOEMOOIMYHYU CHOUTHS, ca CHOOIIABAHM CJIE]] MHTPABUTPEATHO HHKCKTUPAHE HA MHXUOUTOPH Ha
VEGF u nma TeopeTndeH puck, 4e Te¢ MOXe Ja ca CBbp3aHu ¢ maxubupaneto Ha VEGF. lma
OTpaHWYCHH TaHHU 332 0€30MacHOCTTA IpH JieueHue Ha manuentu ¢ OLIPB, OPPB, /IME wiu
muonryHa XHB ¢ aHamMHe3a 32 MHCYNT W MPEXOIHN UCXEMUYHU aTakK, KaKTo U 32 HH(ApKT Ha
MHUOKap/ia B paMKUTE Ha TocieaHnuTe 6 Mecena. TakuBa manueHTH TpsiOBa Ja ce JISKyBaT C MOBUILIEHO
BHUMAaHUC.

ﬂpyru

Kaxro npu npyrure uatpaButpearau antu-VEGF neuenus 3a B/JIM, OLIPB, OPPB, IME u
muonnuHa XHB, B cuia ca 1 ciieIHUTE MONOKESHUS

o BesonacHoctTa 1 eukacHOCTTa Ha JEYEHUETO C adIuOepLenT, Mpuiarad eAHOBPEMEHHO U Ha
JIBETE OYH, HE Ca MPOYYBAHA CHCTEMATHIHO (BXK. TOUKa 5.1). AKo OMIaTepasHOTO JICYCHUE Ce
NPOBEKA MO €IHO U ChILO BpeMe, TOBA MOKE JIa IOBEZE /10 OBUILIEHA CUCTEMHA €KCIIO3UIIUS,
KOETO MOJKE J1a TIOBUILY PUCKA OT CHCTEMHHU HEXellaHW ChbOUTHSI.

. EnnoBpemenna ynotpeba ¢ apyru antu-VEGF (cbioB ennoTenen pactesxxeH (akrop).
Jlurcear naHHM 32 €JHOBPEMEHHOTO H3MOJ3BaHe Ha adubepuent ¢ npyru anTu-VEGF
JIEKapCTBEHHU MPOJYKTH (32 CHCTEMHO WJIM BTPEOUHO MPUIIOKEHHE).

o PuckoBure QakTopu, CBbp3aHU C Pa3BUTHUETO HA pa3KbCBAHE HA TUTMEHTHUS €IIUTEN Ha
perunara cien autu-VEGF tepamnus 3a Bnaxkaa B/IM, BkimrouBaT 00MIKMPHO W/WIK BUCOKO
OTJICTIBaHE HA IIMTMEHTHHUS CTUTEI Ha PETHHATA.

[pu 3anouBane Ha Tepanus ¢ adIUOepIenT € HEOOXOMMO IMOBHILICHO BHUMAHHE TIPU
MAIMEHTH C T€3U PUCKOBHU (aKTOPH 32 pa3KbCBaHE HA MUTMEHTHUS €ITUTEN HA pETHHATA.

o JleuenneTo TpsOBa A2 ObJE MPEyCTAaHOBEHO MPH MAIIMEHTH C PETMAaTOreHHO OTJICTIBAaHE Ha
peTuHaTa Wid cTaauil 3 win 4 MaKkyiIHU TyIKU.

. B cityuaii Ha pa3kbCBaHE Ha peTUHATA, IPUIIOKEHUETO Ha [103aTa TpsiOBa 1a Obie MPeKpaTeHo u
JIeUCHUETO He TPAOBa Ja ce Bh30OHOBsIBA MPEH a/ICKBaTHO BH3CTaHOBSBAaHE HA PAa3KbCBAHETO.

. Jozara He TpsiOBa a ce mpuiara u JISYeHHEeTo He TPsiOBa Jla ce Bb30OHOBSBA MTO-PAaHO OT
CJIEIBALIOTO TUIAHUPAHO MPUJIOKEHUE B CITy4ai Ha:

o HaMaJIsiBaHE Ha Hail-noOpe kopurupanara 3puteina octpora (BCVA) ¢ > 30 6yksu B
CpaBHEHHE C MOCJIeJHATa OLIEHKA Ha 3pUTEIHATa OCTPOTa

o cyOpeTHHaIHa XeMOoparus, BKIIOUBaIla IIEHTHpa Ha (oBesiTa, HilH, ako pa3MepbT Ha
KpbBOU3/MBa € > 50% 0T 001mus pa3mep Ha JIe3usTa.

. Jlo3aTa He TpsIOBa /1a ce Mpuiiara B paMKUTe Ha MPEAXOJHUTE WM cienBanuTe 28 THU B CIlydai
Ha M3BBHPILICHA W IJIAaHWPaHa BbTPEOYHa XUPYPrudHa HHTCPBEHIINS.

. Ad¢nubeprienT He TpsOBa /1a ce U3IMON3BA 110 BpeMe Ha OPEeMEHHOCT, OCBEH aKo IMOTEHIIHATHATA
T0JI3a HE HAIXBBPJISI MOTCHITUAIHUS PUCK 32 I1oja (BXK. Touka 4.6).



o JKenu ¢ neTeponieH noTeHMan TpsOBa a M3MOI3BAT €PEKTUBHA KOHTPALICIIIHS 110 BpeMe Ha
JIeYeHne W Hal-MaJIko 3 Mecela Clie]] IMOCIeAHOTO HHTPABUTPEATHO HHKEKTUPaHE Ha
admubepient (BX. ToUka 4.6).

. Mma orpaHnyeH OIMHUT ¢ JieueHHeTo Ha manueHTy ¢ ucxemuyna OLIPB u OPPB. IIpu manuentn ¢
KJIMHUYHY TPU3HAIY Ha HeoOpaTuMa UCXEMHUYHA 3ary0a Ha 3puTeIHaTa GyHKIHS JICUSHUE He
ce MpenopbyBa.

Tlonynanuu ¢ orpaHUYEHU JaHHU

Mma orpannyeH omuT ¢ jieueHneTo Ha manuentu ¢ JIME BcneacTeue Ha muadet v 1w mpu
nanueHTn ¢ quabet ¢ HbAlc Hag 12% wnu nponudepaTrBHa uabeTHa peTHHONATHSI.

Admubeprient He € MPOyYBaH NPY NAIMESHTU C aKTUBHU CUCTEMHHU MH(EKITUY WK MTPY MAIUSHTH ChC
CBHITBTCTBAIIM OYHU HAPYIICHHS, KaTO OTJICIIBAHE HA PeTHHATA WK MaKyiHa Aynka. OCBeH ToBa HAMa
OIIUT ¢ JIeYeHUE ¢ aQIuOepIenT MpU MAUEHTH C THa0eT C HEKOHTPOJIMPaHa XUMepToHus. Tasu umrca
Ha uH(pOpMaIus TpIOBa a ce MMa MPEIBU OT JIEKaps IPH JICUCHUE HAa TAKWBA TAIIUEHTH.

Hsima onut nipu neuenne Ha muonmuHa XHB ¢ adumbeprient npu narueHTH, KOUTO He ca OT a3UaTCKH

MIPOU3XO0/I, MAIMECHTH KOUTO IPEIH ca OMJIU MOJI0KEHH Ha JieueHre Ha MuonuuHa XHB u namuenTn ¢
ekcTpadoBeaTHH JIE3UH.

Hudopmariys 3a MOMOIIHATE BEIIECTBA

To3zu nekapcTBEH MPOAYKT ChABPXKA Mo-Maiko oT 1 mmol Hatpwmii (23 mg) Ha 1030Ba eqUHHUIIA, T.C.
MOXeE J]a ce Kake, 4e IPAKTUUECKU HE ChAbprKa HAaTpuil.

4.5 B3amMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH MPOAYKTH M APYTrH (JOPMH Ha B3auMoelicTBHe
He ca npoBexxaanu npoy4yBaHus 32 B3aUMOJICHCTBUSATA.

EnHoBpemeHHOTO npuiiokeHne Ha potoauHamuyna tepanus (PDT) ¢ Beprenopdus u adubdepient
HE € TIPOYYBAaHO U 110 Ta3W MPUYNHA HE € YCTAHOBEeH Npodui Ha 6€301MacHOCT.

4.6 DepruauTeT, PEMEHHOCT U KbPMeHe

Kenwu ¢ gereposieH NoTeHIIAaI

JKenwnre ¢ nerepoyeH moTeHIMaN TPIOBa Jla U3MON3BaT ehEeKTUBHA KOHTPAIICTIIHS TI0 BpeMe Ha
JIeYCHIE W Hali-MaJIKo 3 Mecelia CJIe]T OCICAHOTO HHTPABUTPEATHO HHKEKTUPaHe Ha admoOepIienT
(BXk. Touka 4.4).

BpemenHocT

JluricBaT naHHu 3a ynoTpebaTa Ha adhauOepUenT IpH OpEMEHHH JKEHH.
IIpoyuBaHusATa TP JKMBOTHHU TTOKa3BaT eMOpHO-(peTaHa TOKCHIHOCT (BK. ToUKa 5.3).

Brnpeku de cucteMHaTa eKCIIO3UIUS CIIe/] OYHO MPHIIOKEHUE € MHOTO HUCKA, auOeprientT He
TpsiOBa Jja ce U3IOJI3Ba [0 BpeMe Ha OpEeMEHHOCT, OCBEH aKO MOTEHIHATHATA [10J13a HE HaIXBbPIII
MOTEHITHATHUS PUCK 3a TUIOAA.

Kopmene

He e u3BecTHO Jajin a(l)J'II/I6CpLICHT CC CKCKPCTHUPA B KbpMarta. He moxe Ja CC U3KJII0YU PHUCK 3a
KbpMaucTO.

Adnubeprent He ce mpernopbyBa Mo BpeMme Ha kbpMeHe. TpsOBa j1a ce B3eMe pellieHHe JTaln Ja ce
NpeyCTaHOBU KbPMEHETO, WK 1a HE Ce MPHJIOKHK Tepanus ¢ adaubepIenT, KaTo ce B3eMaT MPeaBU
1oJ3aTa OT KbPMEHETO 3a JICTETO U 10J13aTa OT TeparnusITa 3a JKeHara.



DepTunuTer

Pesynrarute oT mpoy4YBaHHUATA TIPU KUBOTHHU C BUCOKA CHCTEMHA €KCIIO3UIIUS TIOKa3BaT, e
admubepienT MoXKe J1a HapyIu GepTUINTETa U IPU MBKKUTE, U TIPH JKEHCKUTE (BXK. Touka 5.3).
[Tomo6uM edexTr HEe ce OYaKBaT CIIe] OYHO MPHIIOKEHUE C MHOTO HACKA CUCTEMHA €KCIO3HIINA.

4.7 EdexTH BbpPXYy cCI0COOHOCTTA 3a mogupaHe U padoTa ¢ MAIIMHH

HuxexTupaHeTo ¢ aguOeplenT MOBIKsIBa B MaJIKa CTEIIEH CIIOCOOHOCTTA 3a modupaHe u padora c
MAIIMHU TIOPaJId B3MOKHU BPEMEHHU 3PUTEITHA CMYIICHHUS, CBbP3aHH WIH C MHKEKIIUATA, UK C
ounwus nipernen. [laimenture He TpAOBa na MoGUpaT WK 12 PadOTIT C MAlIMHU, JOKATO 3pUTEITHATA
UM (QYHKIIHS HE C€ Bb3CTAHOBH B JOCTaThYHA CTEIICH.

4.8 Hexenanu JexkapcTBeHH peaKINU

Pesrome Ha mpoduia Ha Oe30macHOCT

[Tonynanusra 3a 6e30macHOCT B oceMTe npoyuBanus ¢asza Il ce cberoun ot 0610 3 102 naruentu. Ot
Tx 2 501 manueHTy ca JeKyBaHU ¢ IPENOPbUUTENIHATA 1032 OT 2 mg.

Cepuo3HH OUHM HEXKENAaHU PEAKIIMU B U3CIIEIBAHOTO OKO, CBbP3aHH € IIPOLEAYypaTa Ha HHXXEKTUPAHE,
ca Bb3HUKHAIIM MPH Mo-Maiiko oT 1 Ha 1 900 uHTpaBUTpeasIHn HHKEKIMH Ha adIuOeplenT 1 ca
BKJIIOUBAJIM CJICNIOTA, EHIO(TAIMHUT, OTJICTIBAaHE HA pETHHATA, TPAaBMAaTUYHA KaTapaKTa, KaTapakra,
KPBHBOM3IINB B CTHKIOBUIHOTO TSUTO, OTIIEMBAHE HA CTHKIOBUIHOTO TSJIO U TIOBHUIIIEHO BHTPEOYHO
HamsraHe (BX. Touka 4.4).

Haii-gecto HabmojaBaHUTE HEXKETIAHH JICKAPCTBEHU peakuu (IIpu Hal-Manko 5% OT HmalMeHTuTe,
JIeKyBaHM ¢ auInOepIenT) ca KOHIOHKTHBaIHA XeMoparus (25%), perunanna xemoparus (11%),

HamasieHa 3putenHa octpora (11%), 6onka B okoto (10%), kaTapakra (8% ), MOBHIIIEHO BETPEOYHO
Hansrane (8%), oTJenBaHe Ha CTHKIOBHIHOTO TS0 (7%) M MBTHUHH B CTHKJIOBUAHOTO TUIO (7%).

CouchbK Ha HEXEITAaHUTE JICKapCTBCHU PCAKIIUN B TabIuYeH BU

JlarHuTE 3a 6€30MaCHOCT, ONMMCAHU TI0-JI0TY, BKIIFOUBAT BCUYKH HEKEJIAHH JICKAPCTBEHU PEaKIMU OT
ocemte npoyuBanus (asa Il nmpu mokazanusaTa Biaxxkna BJIM, OLIPB, OPPB, JIME u muonmuaa XHB
C TIPUEMIIMBA BEPOSATHOCT 3a MPUYMHHO-CIIEICTBEHA Bph3Ka C POIlelypaTa Ha HHXXCKTHPAHE WK
JIEKapCTBEHUS MPOAYKT.

Hexenanute nexkapcTBEHU peakivu ca M30POSHU 10 CUCTEMO-OPTaHEH KJlac U YeCTOTa C M3MOI3BaHe
Ha CIIe/IHaTa KOHBEeHIMs: MHOTO YectH (> 1/10), wectu (= 1/100 no < 1/10), Heuectn (> 1/1 000 no
< 1/100), peaxu (> 1/10 000 xo < 1/1 000).

B pamMkuTe Ha BCSIKO TpyNHpaHe MO YECTOTA, HEXKEIAHUTE JIEKAPCTBEHU PEAKINU ca MPEACTABECHU B
HU3XOJISI PEJI 110 OTHOIIICHHUE Ha TAXHATA CEPHUO3HOCT.



Taoauna 1: Becuuku CBBP3aHU C JICUHCHUETO HEKECJIAHU JICKAPDCTBCHU PeaKIui, CHOOIIABAHU npu

nanueHTH B mpoyuBanusi ¢asa III (coopHu nanuu ot npoyuBanusn ¢a3za III 3a

noka3zanusita Baaxkia BIAM, OLIPB, OPPB, IME u muonuuna XHB) niau no Bpeme

Ha MOCTMApPKETUHIOBOTO Ha0II01eHHe

Cucrenmo- MHoro yecTu Yectu Heuectn Penxu
OpraHeH KJjaac
Hapymienns Ha CBpBX4yBCTBHTEIHOCT*
HMYHHATA ok
cucremMa
Hapymenust Ha | HamaneHa pa3KbCBaHe Ha engodraaMuT™**, CIIeToTa,
ouuTe 3pUTETHA TMUTMEHTHHUS CTUTEN OTJICTIBaHE Ha TPaBMaTHYH
OCTpOTa, Ha peTuHaTa*, peruHara, a
peTuHaiIHa OTJICIIBaHE Ha pa3KbCBaHE Ha KaTapakTa,
XeMmoparus, NUTMEHTHUS eIUTEN Ha peTHHAaTAa, BUTPEHT,
KOHIOHKTHBAJTH peTHHAaTa, UPUT, XHIIOTTUOH
a xemoparus, JiereHeparys Ha YBEUT,
0o0JIKa B OKOTO peruHara, UPUIOIUKITHT,
KPHBOU3JIMB B MOMBTHSIBaHE Ha
CTBKIJIOBHTHOTO TSIIIO, jemara,
KaTapakra, IeeKT Ha ernuTena
KOpTHKATHA Ha POTOBHUIIATA,
KaTapakra, Ipa3HeHe Ha
HyKJIeapHa KaTapakTa, MSCTOTO Ha
cyOkancynmapHa WH)XCKTUPAHE,
KaTapakra, HeoOnyaiHo
KOpHEeaJHa epo3us, yceliaHe B OKOTO,
KOpHeasHa abpasus, Jpa3HeHe Ha
MOBUILIEHO BBTPEOYHO Kiernaua,
HaJlsiraxe, TMOJIOKUTEJICH
3aMBIIICHO 3pEHUE, Turpgan B mpegHaTa
MBTHUHH B KamMepa,
CTBKIIOBHTHOTO TSUIO, OTOK Ha POTOBUIIATA.
OTJICTIBaHE Ha
CTBKIIOBHTHOTO TSUIO,
0oJKa Ha MSICTOTO Ha
WH)XEKTUPAHE,
yCellaHe 3a 4yxJI0
TAJIO B OYHUTC,
IIOBHIIICHA
JIaKpUMaIus,
OTOK Ha KJIeTaya,
XeMoparust Ha
MSCTOTO Ha
WHXKEKTUpPaHE,
TOYKOBHU/ICH KEPATHT,
KOHIOHKTHBaJTHA
XHUIEepeMus,
OYHa XUIIEPEMUS
* Hapymenus, 3a KOHTO € U3BECTHO, Ue ca CBbp3aHH ¢ BiakHa BJIM. HabmogaBanu ca camMo B Ipoy4BaHHUS IIPHU BIaXKHA

BJIM.

**  Kynrypa-moJjoXHUTeNeH U KyJITypa-OTpHLATeNIeH eHA0(PTaIMHUT
***  Tlo BpeMe Ha IOCTMAaPKETHHIOBHUS MEPHOJI, CHOOILEHHUS 38 CBPBXIyBCTBUTEIHOCT BKIIOYUTEIHO OOPHB, ChPOSK,
YPTUKApUs U OTJETHH CIy4Yan Ha TEKKH aHa()UIaKTHYHH/aHAQUIAKTOMIHY PEaKIHH.

Onucanue Ha I/I36DaHI/I HCXKCIaHH JICKAPCTBCHHU PCAKITMNA

B npoyusanus ¢aza Il npu Bnaxkaa BJIM, ce Ha0O/01aBa MOBHUIIIEHA Y€CTOTA HAa KOHIOHKTHBAIHA
XeMOparus Ipy NalueHTH, IPUEMAId aHTUTPOMOOTHYHH cpecTBa. Ta3u MOBHUINIEHA YECTOTA €
CpaBHUMA MEXIY MAIUEHTUTE, ICKYBaHU ¢ paHUON3yMad 1 adubepIient.




Aptepuaaute TpoMOboembomunn crouTHst (ATC) ca HeXkellaHu CHhOUTHSI, KOUTO ¢a IMMOTEHITHAITHO
CBBP3aHU ChC CUCTeMHO nHXuOupane Ha VEGF. ChIiecTByBa TEOPETHUEH PHCK OT apTepHUaTHU
TPOMOOEMOOIMYHU CHOUTHS, BKIIOYUTEITHO HHCYIT U MH(APKT HA MUOKAP/Ia, CIIE HHTPABUTPEATHO
npuioxxenue Ha naxuouropn Ha VEGF.

Huchk nporeHT Ha 3a00J1eBaeMOCT OT apTepHaIHUd TPOMOOEMOOIUYHN CHOUTHS € HaOJII0JaBaH B
KJIMHAYHUTE U3MUTBaHus ¢ apnubepuent npu nauueHTtu ¢ BJM, IME, OPB u muonuuna XHB.
Cpen nmokazaHusTa He € HabJIo1aBaHa ChIECTBEHA Pa3lInKa MEXTy IPYIUTE, JIEKYBaHU C
a(aulepuent 1 ChOTBETHUTE CPABHUTEIHH TPYTIH.

Kakro npu Bcuuku TepaneBTHUHH MpoTenHy, npu Y esafili chliecTByBa BEpOSATHOCT 3a
MMYHOT€HHOCT.

C’B06H_IaBaHC Ha 1OJ03MpPaHy HCXKCJTaHU PCAKITNH

Cp0o011aBaHETO HA MOI03UPAHN HE)KEIAHN PEaKIIMU CIIE] pa3pellaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BakKHO. ToBa MMO3BOJIsIBA Ja IPOIBIDKH HAOIIOICHUETO Ha ChOTHOIIICHUETO I0JI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTICTIHAIMCTH CE M3UCKBA J1a ChOOIaBaT BCsAKa
[0I03UPaHa HeXKEIaHa Peakiys Ype3 HAIMOHAIHA CUCTEMa 3a ChOOIaBaHe, IOCOYCHA B

IIpunoxxenue V.

4.9 Ilpeno3upane

B xIMHWYHY W3MUTBAHUS ca U3ITOJI3BAHM JI03H JI0 4 Mg HA €THOMECCYHH MHTEPBAIH U ca
Ha0JIF0JaBaHU U30JIMPAHU CITyYad Ha MIPEIO3upaHe ¢ 8§ mg.

[Ipeno3upaneTo ¢ mo-roisaM o0eM Ha WHKEKTUpaHEe MOXKE Ja MMOBHUIIM BbTPEOYHOTO HamsArane. [1o
Ta3u MPUYMHA B CIy4yail Ha peo3upane TpsiOBa 1a ce Clien BbTPEOUYHOTO HAJISTAHE U Ja Ce
3aIroyHe MOJIXO/IAIIO JICYEHHE, aK0O CE CUETE 32 HEOOXOMMO OT JIEKYBAIIHUs Jiekap (BXK. Touka 6.6).
5.  ®APMAKOJOTMYHU CBOMCTBA

5.1 ®apmakoguHAMHYHH CBONCTBA

dapmakoTepaneBTHuHa rpymna: OGTaaIMOJOTHYHU CPEACTBA, AHTUHEOBACKYJIAPH3UPAIIH CPEICTRA
ATC xox: SO1LAOS

Yesafili e OnosornyHo mo00eH JekapcTBeH npoaykT. [logpoOHa uHdopmalms e npeaocTaBeHa Ha
yeOcaiita Ha EBporeiickara areHuus mo jekapcrsara http://www.ema.europa.cu.

Adnubeprent e pekOMOMHAHTEH (PYy3UOHEH NMPOTEHH, ChCTABEH OT YaCTH OT U3BHHKJICTHUHHTE
JIOMeIHYU Ha perenTopu 1 1 2 3a YOBEIIKY ChI0B eHmoTeNeH pacTexkeH paktop (VEGF), cebp3anu ¢
Fc-yactTa na yoBemku IgGl.

Admubepuent e npousseaeH B K1 kieTku ot siuHuK Ha kuTaiicku xamctep (CHO) upes
pexombOunanTHa JIHK TexHomorus.

Adnubeprient feicTBa KaTo pa3TBOPUM PELEHTOP — ,,IpUMaMKa‘, KoiTo ce cBbp3Ba ¢ VEGF-A u
PIGF ¢ no-Bucok aiHHTET, OTKOIKOTO €CTECTBEHUTE UM PELISIITOPH, KaTO 110 TO3M HAYWH MOXKE J1a

MHXUOUpa CBBP3BAHETO U aKTMBHPAHETO Ha Te3H cxoanu peunentopu Ha VEGEF.

MexaHu3bM Ha JIEHCTBUE

CopoBust ennoreneH pactexeH gaktop A (VEGF-A) u mnanentnust pacrexxe ¢akrop (PIGF) ca
yieHoBe Ha cemeiicTBoTo Ha VEGF anrnorennute pakropu, KOMTO MOrat Aa ASHCTBAT KaTO MOIIHU
MUTOTEHHH, XEMOTaKCUYHH U BIUSCIIN BEPXY CHOBUS MEPMEaOUIUTET (PaKTOPH 3a CHIOTEITHUTE

10


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc
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kietkn. VEGF netictsa upes nBe perientopau THpo3uH kuHaszu, VEGFR-1 u VEGFR-2, na
MOBBPXHOCTTA Ha eHaoTenHute kietku. PIGF ce cepp3sa camo ¢ VEGFR-1, koiiTo ce HamMupa chIio
U 110 IOBBPXHOCTTA Ha JeBKonUTUTE. [IpekoMepHOTO akTHBHpaHe Ha Te3u penentopu or VEGF-A
MOXe€ J]a JOBEZE A0 MaTOJIOrMYHa HEOBaCcKyIapH3alus U IPeKOMEpHa ChJ0Ba NponmycKiIuBocT. PIGF
Moke na Obne cuaepruct Ha VEGF-A B Te3m mporiecu, a OCBEH TOBa € M3BECTHO, Ue CrioMara 3a
JICBKOLIUTHATA MHOUITPAIHS U ChJIOBOTO Bh3NAJICHHE.

dapMakoAMHAMUYHU ePEKTH

Bnraosxena BIIM

Brnaxxnata BJIM ce xapakrepu3upa ¢ maToJoruyHa XxopougaiHa HeoBacKynapuzanus (CNV).
W3tnyaHeTo Ha KpbB M TEUHOCT OT IIATOJIOTMYHATa XOpOUJaJIHa HEOBACKyJIapu3alus MOXKe Ja
NPUYMHY 3a]1e0esiBaHe UM OTOK Ha PETHHATA W/WIK cyO/MHTpapeTHHAIHA XeMOpars, BoJgea 10
3ary0a Ha 3puTesHa OCTPOTA.

[pu nanpenTy, nexkyBanu ¢ agumbdepuenT (e1Ha HHKEKIIUS MECEYHO 3a TPH MOCIIeI0BATEIIHN MECEIIa,
MOCIIEZIBAHO OT €JIHA MHXKEKIMS Ha BCEKH 2 Mecela), AedenrHara Ha neHTpannara peruHa [CRT]
HaMaJIABa CKOpPO CJIE/ 3aI04BaHe Ha JISYEHUETO, a CPeIHUAT pa3Mep Ha je3usita ¢ CNV HamamsiBa B
CHOTBETCTBUE C PE3yITaTHTE, HAOIIOJaBaHU MPH JIeUeHHE ¢ parnOu3ymad 0,5 mg Bceku Mecell.

B npoyusanero VIEW1 uma cpeanu namanenust Ha CRT npu onTHyHO-KOXepeHTHa ToMorpadus
(OCT) (cpotBetHO - 130 1 - 129 MukpoHa B ceMuIIa 52 3a TpyNUTE Ha JiedeHue ¢ aguubepuent

2 mg Ha BCeKH J1Ba Mecela 1 pannousymad 0,5 mg Bceku mecen). U B 52-ta cenmuna B Mpoy4yBaHETO
VIEW?2 uma cpennu Hamanenus B CRT npu OCT (cpotBeTHO - 149 1 - 139 MukpoHa 3a rpynute Ha
nedenue ¢ adaubOepiient 2 mg Ha BCEKH J1Ba Mecela U paHnOuzymab 0,5 mg Bceku Mecerr).
Hamanenunero Ha pasmepa Ha CNV u Ha CRT o0OunyaifHo ce 3aappiKar U Ipe3 BropaTa rojiMHa Ha
NPOY4BaHUITA.

IIpoyuBanero ALTAIR e nmpoBezeHo npu MalveHTH SMOHIM ¢ HelleKyBaHa BiaxHa B/IM u mokaspa
noJ00HM Pe3yNTaTy ¢ Te3u OT npoyuBanusiTa VIEW c npunarade Ha 3 mbpBOHAYaTHH €KEMECCUHH
MHKEKUIUH admubepuent 2 mg, IOCcAeABaHU OT €AHA HHXEKIHA CIIeH OLle 2 Mecela U CIIel] TOBa
MpOoABbIDKaBaHE C PEXXUM Ha JIeUeHHE U YABDKaBaHEe C IPOMEHIMBY UHTEPBAIH (2-CeAMUYHU UITH 4-
CeMMYHH KOPEKIUH) 10 MaKCUMYM 16-ceMUYeH HHTEpPBaJ ChITIaCHO MPEABAPUTEIIHO ONPEeIeHU
kputepun. B cemmuna 52 nma cpeiHO HaMmareHne Ha febenuHara Ha nenTpanHara peruHa (CRT) mpu
OCT c - 134,4 u - 126,1 MukpoHa CbOTBETHO 3a rpymnaTa Ha 2-ceIMUYHa KOPEeKIHs U 3a Tpymnara Ha 4-
ceamuuHa kopekius. [IpoueHTsT Ha manuenTuTe 6e3 TeuHocT npu OCT B ceamuia 52 € ChOTBETHO
68,3% u 69,1% B rpynure ¢ 2- u 4-cenmuunu kopekunu. Hamanennero na CRT B moseuero ciayvan
ce 3alas3Ba U B IBETE paMEHa Ha JIeueHue pe3 BTopara roguHa Ha npoyuyBaneto ALTAIR.

IIpoyuBanero ARIES e npennazHadeno na u3ciensa He Mo-MaikaTa e(hUKacHOCT Ha JIEYeHHUE U
IpOABJDKaBaHE HA CXeMaTa Ha Ipuiiarade Ha adulepuent 2 mg, 3a1104HaTO BEHAra Clel| IpujlaraHe
Ha 3 IbpBOHAYAIHU MECEUHHN MHKEKLIUHU U €JHa JOITBIHNUTEIHA HHKEKIMA ClIe] 2 Mecela CIpsIMO
JIeYeHHUe U MPOABIHKaBaHEe Ha cXeMaTa Ha Mpuilarate, 3all04YHaTO CJIe]] €THOTOJUIIIHO JIeYeHue. 3a
HAIMEHTH, KOUTO Ce HYXAasAT OT IIpUiIaraHe no-4ecto oT Q8 moHe BeJHBX B X012 Ha IPOYYBAHETO,
CRT octaBa mo-Bucok, Ho cpeanoto Hamanenue Ha CRT ot nzxonnoro HuBO 10 ceamuna 104 e

- 160,4 MmukpoHa, mog00HO Ha MAIUCHTUTE, JICKyBaHU HA Q8 WM MO-PEeIKK WHTSPBAIH.

Omox na maxynama ecreocmsue na OL[PB u OPPB

[Tpu OLIPB 1 OPPB ce nony4aBa ricxemust Ha peTHHATA U TSI JJaBa CUTHAJI 32 OCBOOOKIaBAaHETO Ha
VEGF, koiiTo Ha CBOM pex MecTabmIn3upa 30paBUTe BPB3KH U CTUMYJIHpa IpordepanusTa Ha
ennorenHu kiaetku. OcBoboxaaBaneTo Ha VEGF e cBbp3aHo ¢ yCioKHEHUS KaTo HapyIIaBaHe Ha
KPBbBHO-PETHHHATA Oapuepa, yBeJIHUeH ChJI0B MepMeadMINTET, OTOK Ha PEeTUHATA U
HEOBaCKyJapu3aLusl.

[Ipu manueHTH, IEKyBaHHU ¢ 6 TOCIEI0BATEIHN MECCYHN UHKEKIMU adubepuent 2 mg e

HaOJIr01aBaH ChOTBETCTBAIL, ObP3 M CHUIIEH MOP(HOJIOTHYEH OTIOBOP (KOETO € OTYETEHO C MOJ00peHHS
B cpeanara CRT). B cenmuma 24 nmonmxerneTo B CRT e craTucTHdecKy MPeBb3X0KIAI0 B
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cpaBHeHUe ¢ KoHTponara u B Tpute npoyuBanus (COPERNICUS mpu OLIPB: - 457 cpemry - 145
mukpoHa; GALILEO mpu OLIPB: - 449 cpemty - 169 mukpona; VIBRANT npu OPPB: - 280 cpenry
- 128 mukpona). ToBa HamaneHnue oT n3xoaHoTo HUBO B CRT ce moaabpika 10 Kpasi Ha BCSIKO
npoyuBane, cenmuiia 100 8 COPERNICUS, cenmuna 76 B GALILEO u cenmuna 52 BB VIBRANT.

Jluabemen maxynen edem

JlnabeTHUAT MaKyJeH eieM € CIISACTBHE OT AuadeTHaTa PEeTUHOIATHS U CE XapaKTepu3upa ¢ MOBHUIIEH
ChHJIOB MEpMEaOMIINTET U YBPEXKJIaHEe HA PETUHHUTE KAIMWISPH, KOETO MOXe Jia JIOBEJIe JIO 3aryda Ha
3pUTEIHA OCTPOTA.

[Ipu manmenTw, ekyBanu ¢ ahpaudepIienT, IOBEYETO OT KOWTO ca OMITH KJIacU(UITUPaHU KATO
narueHTy ¢ nuaodet tum I, ce HabmronaBa ObP3 U CTA0KMJICH OTIOBOP IO OTHOIIIEHUE HAa MOPGOJIOTUsITA
(CRT, amBo o DRSS).

B npoyusanusra VIVIDPME g VISTAPME ¢ gaGnronaBano cTaTvcTHUECKH 3HAUMMO TI0-TOJISIMO CPEIHO
Hamayiende B CRT oT U3X0AHHUTE CTORHOCTH 10 ceaMHUIIa 52 TpHU NAllMEeHTH JIEKyBaHH ¢ adubepient
B CPaBHEHUE C JIa3€PHO KOHTPOJIMPAHHUTE, CHOTBETHO - 1924 u - 183,1 MukpoHa 3a rpynure ¢
admubepuent 2Q8 1 CHOTBETHO - 66,2 U - 73,3 MUKpOHA 32 KOHTpOJIHUTE TpynH. B cenmuira 100
HaMaJICHUETO € MOoAIbprkaHo ¢ - 195,8 u - 191,1 MukpoHa 3a rpynute ¢ adubdepuent 2Q8 u ¢ - 85,7 u
- 83,9 MUKpOHA 3a KOHTPOJIHUTE TPYIIH, CLOTBETHO B mpoyuBanusta VIVIDPME gy VISTAPME,

HampaBena e orenka, mokassaira momobpenue ¢ > 2 crpiku B DRSS mo npeasapurento yrouneHn
naunn BbB VIVIDPME g VISTAPME, Crenenra na nmpomsna B ckopa o DRSS e usmepena mpu 73,7%
ot nanuentute 6B VIVIDPME i1 98 3% ot nanuentute 6B VISTAPME, B cenqmuna 52, 27,7% u
29,1% ot rpynure ¢ apuubdepuent 2Q8, u 7,5% u 14,3% oT KOHTPOIHUTE TPYIH Ca UMAIIH
nmogobpenwe ¢ > 2 creiiku B DRSS, B cenvuma 100 croTBeTHHTE TipotieHTH ca 6w 32,6% u 37,1%
ot rpynure ¢ apmubdepuent 2Q8, u 8,2% u 15,6% OT KOHTPOITHHUTE TPYIIH.

IIpoyusanero VIOLET cpaBHsBa Tpu pa3IndyHA CXEMH Ha MpHiIaraHe Ha aguuoeprent 2 mg 3a
nedenue Ha JIME ciien Hali-Manko e/iHa TO/IMHA JISYeHHE ¢ (PUKCUPAHU MHTEPBAIIU, KAaTO JICUCHUETO ©
3aI0YHATO C 5 MMOCIIEAOBATEIIHA MECEUHH JI03H, TTOCIIEABAHN OT MIPHJIaraHe Ha Bceku 2 mecena. B
ceamutia 52 u cenmuia 100 ot mpoydBaHEeTO, T.€. BTOpPA U TPETa TOAMHA OT JICUCHUETO, CPEITHATE
npomernn B CRT ca kmuHUYHO 1TO00HM 3a JieueHue u npoabiikaBane (2T&E), ciopen Hy)aute (pro
re nata (2PRN)) u 2Q8, crotBeTHO - 2,1; 2,2 u - 18,8 MukpoHna B ceqmuna 52, u 2,3; -13,9 u -15,5
MuKpoHa B ceammuiia 100.

Muonuuna xopoudanina HeogacKynapu3ayus

MpuonuuHara XxopouaanHa HeoBacKyaapuzanusa (Muonnyna XHB) e yecta npuunna 3a 3ary0a Ha
3peHHe MPH Bb3PACTHH C MATOJIOTUYHA MUOTHSL. 151 ce pa3BUBa KaTO MEXaHMU3bM 3a 3apacTBaHE Ha
paHH, BCIEACTBHE Ha PyNTypu Ha MeMOpaHata Ha Bruch u npencraBnsiBa Hali-uecToTO CHOUTHE,
3acTpallaBallo 3pEHUETO, TP MATOJIOTUYHA MUOTIHS.

[Mpu manmenty, nexyBanu ¢ apmubepuent B npoyuBaHeto MYRROR (eqHa uHKEKIMs, TPUIIOKEHA B
HA4aJI0TO Ha TEPANusATa, C JOMBIHUTEIHN HHXEKIUY, IPUIaraHy B cliydail Ha MEPCUCTUPAHE Ha
3a0onsiBaneTo Wi penuanB), CRT HamamsiBa ckopo clies 3aroyBaHe Ha JICUYCHHUETO B 10J3a Ha
apmubepuent B cenmuna 24 (- 79 MUKpoHa u - 4 MUKPOHA, ChOTBETHO, 33 TPyTIaTa 3a JICUCHHUE C
apnubepuent 2 mg 1 3a KOHTPOJIHATA IPyIa), KaTo ce 3ama3Ba 10 ceamuna 48. B nonbiaHeHue,
cpeanusT pasmep Ha XHB ne3usa namansisa.

Knnanuna edukacHocT 1 0€300aCHOCT

Bnaowcna BI[M

be3zonacHocTTa U ehukacHOCTTa Ha aIMOEpIIEeNT ca OIICHEHH B JIBE PAHIOMHU3UPAHH,
MHOTOIICHTPOBH, IBOMHO-CIICITH, AKTHBHO-KOHTPOJIMPAHH ITPOYYBaHUS NPY NAIMESHTH ¢ Biaxkna B/IM
(VIEW1 u VIEW2) ¢ o6mio 2 412 nanuenTa JieKyBaHU | OllcHsBaHH 3a eukacHocT (1 817 ¢
admubepiient). Br3pacTTa Ha ManueHTUTE Bapupa Mexay 49 u 99 rogunu, cpeaHo 76 ronuau. B Te3n
KIIMHUYHYU TIpoy4BaHwust, npuommsutenso 89% (1 616/1 817) oT nanueHTHTe, paHAOMHU3UPAHH 32
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neueHue ¢ adubepenT ca OUiK Ha Bh3pacT 65 TOAWHU WIH NO-BBb3PACTHHU, U PUOIH3UTENHO 63%
(1 139/1 817) ca Ouu Ha BB3pacT 75 FOJUHM WM [TO-Bb3pacTHH. BB BCAKO MpOyUBaHEe MAI[MCHTUTE
ca paHaoMusupany B cboTHomeHue 1:1:1:1 Ha 1 ot 4 cxemu Ha npuiarase:

1)  Aduaubepuent, npuiaara 1mo 2 mg Ha BCEKH 8 CEAMHUIIM ClIel 3 IbPBOHAYAIHU SKEMECCUHU
no3u (adubepuent 2Q8);

2)  Adnubepuent, npuiarat no 2 mg Ha Bceku 4 cenmunu (adaubepuent 2Q4);

3)  Aduubepuent, npuiarad o 0,5 mg Ha Bceku 4 cenmuiu (adudepuent 0,5Q4); u

4)  panuOuzyma0, npuiaras no 0,5 mg Ha Bceku 4 ceamuiiy (panuOuzymad 0,5Q4).

Hp€3 BTOpaTa roaAvHa Ha NPOYy4YBAHUATA, NATUCHTUTC NPOABIDKABAT [1d TOJy4YaBaT IIbPBOHAYAIHO
paHaoMusMpaHarta 103a, HO 110 MOZII/I(l)I/IIII/IpaHa CXEMa Ha IIpujiaraHe, BOJCHa OT OILICHKAaTa Ha
PE3YITATUTEC 110 OTHOMICHUC HA 3PCHUCTO U aHATOMHUYHATA HaXOJKa C ,Z[e(i)I/IHI/IpaH I10 MPOTOKOJI
MaKCHUMAaJICH MHTCPBAJI HA IMpUJIarane OT 12 CCAMUIIN.

U B nBeTe mpoy4BaHus MbPBUYHATA KpaliHa TOYKA 332 €PUKACHOCT € MPOIICHTHT MAIUCHTH B
MOMYJIALHATA 110 IPOTOKOJI, KOUTO MOATBPIKAT 3peHHe, T.€. KaTo 3aryda Ha mo-Majko ot 15 Oyksu ot
3pUTENIHATa OCTPOTA B CEAMHUIIA 52 CIIPSAMO U3XOTHOTO HUBO.

B npoyusane VIEW1 B cenmuna 52, 95,1% ot nanuenTture B rpynara ¢ agundepuent 2Q8
NOJABPXKAT 3pEHUETO B cpaBHEHME C 94,4% oT mauumeHTuTe B rpynara ¢ pannousymad 0,5Q4. B
npoyuBane VIEW?2 B cenmuria 52, 95,6% ot naruentute B rpynata ¢ agumoeprent 2Q8 moaabppxar
3peHueTo B cpaBHeHUE ¢ 94,4% ot manuenTuTe B rpynarta ¢ panuOuzymab 0,5Q4. B nsete
npoyuBaHus, adpuOeplentT e J0Ka3aH KaTo He M0-MaJKo e(pUKaceH U KINMHUYHO CKBUBAJICHTEH Ha
rpymara ¢ panubuzymat 0,5Q4.

[MoapoOuu pe3ynratu OT KOMOMHUpAHHUS aHAIU3 HA JJBETE MIPOYYBAHMS € OKa3aH B Tabiauua 2 u
¢durypa 1 no-momy.

Ta6auna 2: Pe3ysiraTtu 3a epuKkacHOCT B ceqMua 52 (IbPBUYEH aHAJIN3) U ceMuUna 96;
KOMOMHMPAHH JaHHM oT npoyuBanusita VIEW1 u VIEW2D

Pesyararu 3a Adaudepuent 2Q8 Y PannGusyma6 0,504
epuxkacHocT (admbepienT 2 mg Ha BCEKH
(parmbu3ymab 0,5 mg Ha BCEKn
8 cenmunu cien 3 HavaIIHA
4 cenMuIIn)
€XKEeMECEUHH JI03H1) (N = 595)
(N =607)
Cenmmura 52 Cenmuma 96 Cenmuna 52 Cenmuma 96

Cpenen Opoit HHKEKITUH 7.6 112 123 16,5
OT M3XOQHOTO HUBO
Cpenen Opoit HHKEKITUH 42 47
ot ceamuna 52 no 96
[IporeHT nanueHTH Cbe
3ary6a < 15 6yKkBu OT 95,33%"P 92,42% 94.,42%" 91,60%
H3XOJHOTO HUBO (PPSA))
Pa3muxa® 0,9% 0,8%
(95% JmD (- 1,7,3,5% (-2,3,3,8)"
CpenHa npoMsiHa B
BCVA, usmepena upes
OIICHsIBaHE Ha OYKBHUTE IO 8,40 7,62 8,74 7,89
ETDRS? OT H3X0IHOTO
HHBO
Pasnuka B LSY cpenna
npoMsiHa (OYKBH 11O -0,32 - 0,25
ETDRS)® (- 1,87, 1,23) (- 1,98, 1,49)
(95% D
IIpoueHT nanuenTu ¢
nogobpenue > 15 OykBu 30,97% 33,44% 32,44% 31,60%
OT M3XOJAHOTO HUBO

13




PesysraTn 3a Adumubepuent 2Q8 Y
e(pUKacHOCT (achnmmbepuent 2 mg Ha BCEKU Panndusyma6 0,5Q4
8 CeNMHIL CIIeM 3 HAAHH (parnbu3ymab 0,5 mg Ha BCEKH
€KEMECEUYHH JI03H1) 4 Ce)iMHHH)
(N = 607) (N =1595)
Cenmuua 52 Cenmuua 96 Cenmuna 52 Cenmuua 96
Pasnuka® -1,5% 1,8%
(95% J1)" (- 6.8,3.8) (-35,7.1)

A) BCVA: Haii-06pe KopUripaHa 3puTe/IHa OCTPOTa
ETDRS: IIpoyusane Ha paHHO JieueHue Ha nuaberHa perunonatus (Early Treatment Diabetic Retinopathy Study)
LS: Cpennara paznuka Ha Hali-MankuTe KBajgparty, noxydeHa or ANCOVA
PPS: no nportokon
5 Ananus na usnara nonynauus (FAS), npeHacsse Ha JaHHUTE OT nocieanoto Habmoaenue (LOCF) 3a Bcuuky aHanusu ¢
U3KIIIOUEHNE Ha MIPOLIEHTA MAI[MEeHTH, MOAbPIKAIIN 3pUTENTHA OCTPOTa B CeMUIIa 52, KoeTo npeacrasisasa PPS
B) Paznikara € croiiHOCTTa 3a rpynara ¢ aduuOepUenT MUHYC CTOMHOCTTa 3a rpynaTa ¢ paHubusymad. Ilonoxurenna
CTOMHOCT ¢ B 10J13a Ha admbepIent.
D Jlosepurenen unrepsain (W), uuuciex upe3 HOPMATHO NPHUOIIHIKEHUE
A Crie 3am0uBaHe Ha JICYEHHUE C TPH €KEMECETHH JI03H
E) IloBepuresen UHTEpBA, JiekKall U3LsI0 Hax - 10%, mokassa He mo-maika epukacHoCT Ha adaubeprent CrpsaMo
paHn6uzymad

®urypa 1: CpeaHa npoMsiHA B 3pUTEJHATA OCTPOTA OT U3XOHOTO HUBO /10 ceAmMuna 96 3a
KOMOMHHMPAHUTE TaHHM OT Mpoy4yBaHusATa Viewl u View2

e
1

CpepHa npomsiHa B
3puTenHata octpota (6ykBm)
}1
@
®
®
@

]
é
l

=
T

un
T

n [ L i i i i i 1 L L i i L 'l i 1 L 'l i L L i 1 L i

4 B 12 16 20 24 28 32 36 40 44 48 52 56 60 64 08 V2 76 B0 B4 BE 92 96

Ceomuup

—a— Adnubepuent 2 mg Q8 o— PaHnbusymat 0,5 mg Q4
ceaMuLM ceaMuLM

IIpu komOuHMpaHn ananu3 Ha qaHauTe oT VIEW1 u VIEW2, adaubepuent nokassa KITMHUIHO
3HAQYUMHU TIPOMEHH OT U3XOJJHOTO HMBO B MPEIBAPUTENHO JAeUHUpAHATA BTOPUYHA KpaiiHa TOYKA 3a
e(UKaCHOCT, I3MEPEHHU Upe3 BHIPOCHHUK 3a 3puTenHata GyHkius Ha Harmonamaus odraiMonornueH
uHctuTyT (National Eye Institute Visual Function Questionnaire (NEI VFQ 25)), 6e3 kJIMHHYHO
3HAYMUMH PA3JIMKHU ¢ paHnOnU3yMad. BenuunHata Ha Te3u MpOMEHH € 1MoJ00Ha Ha HaOJIr0/JaBaHaTa B
nyOJIMKYBaHU TPOYYBAHHS, KOSTO ChOTBETCTRA Ha MOA00PSIBAHE HA 3pCHUETO ¢ 15 OYKBH NpH Hali-
nmobpe kopurupana 3putenna ocrpora (Best Corrected Visual Acuity, BCVA).

[Ipe3 BTOpaTa roguHa Ha NPOYYBAHHATA, €PUKACHOCTTA KATO IISUTO C€ TMOABPIKA JI0 TOCIESTHOTO
olleHsIBaHE B ceamuua 96, kato 2-4% OT NalUEeHTUTE ca C€ HY>KIAEIU OT BCUUKU MHXXEKLUU Ha
MecevHa 0a3a, a 1/3 OT manueHTHTe ca ce HYXKIaeau Hali-MaJIKoO OT €IHA MHXKEKIIMS C MHTEPBaJl Ha
JIeYeHue OT CaMo SUH Mecell.

HamanenueTro Ha cpefHaTa 1ol Ha XOpOUJaJIHa HEOBACKYJIapHU3aLlus € BUAUMO BbB BCUUKH J1030BU
TPYIIH U B JBETE IIPOYYBAHHUS.
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Pesynrarure 3a eukacHOCT BbB BCHUKH OIICHSIBAHU TOATPYIH (HATIP. BB3pAcT, I0JI, paca, 3puTeliHa
OCTpOTa Ha M3XOJIHO HUBO, BUJ] HA JIE3UATa, pa3Mep Ha JIe3usiTa) BbB BCAKO MPOYUBAHE U TIPU
KOMOWHUPAHUS aHAIHU3 Ca B CbOTBETCTBHE C PE3YJITATUTE B IEIUTE TOITYJIAINH.

ALTAIR e 96-ceqMuIHO MHOTOIIEHTPOBO, PAHIOMHU3UPAHO, OTBOPEHO IMPOYyUYBaHe Ipu 247 ManueHTH
STIOHIIM C HeJIeKyBaHa BiaxkHa BJIM, npenHa3HaYeHO 1a OLIEHH €(PUKACHOCTTA U OE€30I1aCHOCTTA Ha
aaubeprent ciiel] [Be pa3InYHA KOPEKIIMHA Ha HHTEpBasia (2-ceMUYHA U 4-CEIMUYHA) TPU PEXKUM
Ha JIeYeHNE U yObJDKaBaHe.

Benuky nanueHTH noigydaBaT MECEUHH 1034 aduinbepuent 2 mg B Npoab/DKEHHE Ha 3 Mecela,
MOCJIEABAHO OT €1HA MHXKEKLUSA CIIe]] TOMBIHUTENIEH 2-MeceueH nHTepBal. B cenmuna 16 manuenture
ca pangoMusupanu 1:1 B 1Be rpynu Ha neueHue: 1) adpaubeprent, ieueHne U yabDKaBaHe ¢ 2-
CeIMUYHU KOpeKuuu u 2) apaudepLent, JiedeHHe U YabKaBaHe ¢ 4-CeAMUYHN KOPEKIHH.

VY abmKaBaHETO WM ChKpAIlaBaHETO HAa MHTEPBAJIa HA JIEUEHHUE € ONPEAETIEHO Bb3 OCHOBA Ha
3pUTETHH W/WITH aHATOMHYHU KPUTEPUH, OTIPEJICIICHH C IIPOTOKOJ, C MAKCUMAJICH HHTEPBa OT

16 ceqmuIy 3a ABETE TPYIIN.

[IbpBUYHATA KpaifHa TouKa 3a erukacHOCT e cpenHaTa npomsiHa B BCVA oT U3X0THOTO HUBO JI0
cenmuta 52. Bropuunute KpaliHi TOYKH 32 €)UKACHOCT ca MPOICHTHT Ha MAIIMEHTHUTE, TP KOUTO
HsIMa BJIOIIaBaHe ¢ > 15 OyKBU, U NPOLEHTHT HA MALUEHTHUTE, IPH KOUTO UMa MOI00pEHHUE C Hal-
Manko 15 6ykeu mpu BCVA oT U3X01HOTO HUBO 70 cenMuIa 52.

B ceamuna 52 nmanueHTUTE B paMOTO Ha JICUCHHE U yIbJDKaBaHe ¢ 2-CeIMHYHHI KOPEKLUH [10ydaBatT
cpenHo 9,0 OyKBH OT U3XOHOTO HUBO B CpaBHEHHE ¢ 8,4 OyKBH 3a Te€3H B rpynara ¢ 4-CeIMUIHH
kopekiuu [LS cpenna paznuka B 0yksure (95% [AN): - 0,4 (- 3,8,3,0), ANCOVA]. IlponieHTHT Ha
MalMeHTUTE, IPYU KOUTO HIMa BIIOIIaBaHe ¢ > 15 OykBH, B BETE paMeHa Ha JieueHue e cxojeH (96,7%
B Ipynara ¢ 2-ceAMUYHU Kopekiuu u 95,9% B Tazu ¢ 4-cenmMuunu Kopekuuu). IIponeHTsT Ha
NalKUeHTUTE, IPY KOUTO UMa nogodpenue ¢ > 15 Oyksu B cenmuua 52, € 32,5% B rpynara c 2-
ceqmuyan Kopekiu u 30,9% B Tazu ¢ 4-cemMUYHN KOPeKIuu. [IpoIeHTHT Ha MAIUEHTUTE C
MHTEpBaJia Ha JIeYeHUe, yAbKeH 10 12 ceaMuiy nnu noseue, € 42,3% B rpynara ¢ 2-CeIMUYHH
Kopekuun u 49,6% B Tasu ¢ 4-ceqmuyuan Kopekuuu. OCBeH TOBa, B TpynaTa ¢ 4-ceIMUYHN KOPEKIIUN
40,7% oT manMeHTUTe ca ¢ HHTepBaJl, yIBKEH 10 16 cemqmuiiu. [Ipu nmocinenHoTo mocemenue 10
ceamuna 52, 56,8% u 57,8% OT maliMeHTUTE CHOTBETHO B TPYIUTE C 2-CEIMUYHU U 4-CEAMUYHU
KOPEKLHUH ca C IUIAHUpaHa CJIeABAaIa HHXKEKI B MHTEPBal OT 12 ceqMuLu Uil OBEYeE.

[Ipe3 BTOpaTa roJuHa OT MPOYYBAHETO, CPUKACHOCTTA B IMMOBEUSTO CIIyYaH Ce 3ama3Ba JIo MOocieHaTa
OIIEHKA B CeAMHUIIA 96 BKIIIOUHUTEITHO, ChC CPEAHO TOAOOpEHNE OT U3XOAHO HUBO 7,6 OyKBH 3a rpymnara
¢ 2-ceIMUYHH KOpEKIH 1 6,1 OykBu 3a rpymnata ¢ 4-ceaMuyaHu Kopekiun. [IporeHTsT Ha
MAalMEeHTUTE C MHTEepBaJia Ha JIEUCHUE, YIbJDKEH A0 12 ceamuIy wiu noseue, € 56,9% B rpynara ¢ 2-
ceaMuaHH Kopekiun u 60,2% B Tasu ¢ 4-cemMUIHN KopeKnny. [Ipy mocinemHoTo mocemeHmne mpean
ceamua 96, 64,9% u 61,2% OT manmeHTHTE B TPYNHUTE C 2-CEAMUYHHU U 4-CEIMUYHN KOPEKIIUHU ca
CHOTBETHO C IUIAHUPAHA CJICBAIla WHKEKIIMS B UHTEepBa OoT 12 cenmuniu wim nosede. [Ipe3 BTropara
TOJIMHA OT JICYCHUETO NMAIMEHTUTE B TPYIHUTE C 2-CEAMUYHH U 4-CEIMUYHH KOPEKIIMH MOJTy4aBaT
CBOTBETHO cpeaHo 3,6 u 3,7 umkeknuw. [Ipe3 2-roauimHus epuo Ha JICUSHUE TAIIHCHTHTE
nosrydaBaT cpefiHo 10,4 nmxeknuu.

3pUTETHUTE U CHCTEMHHTE TTpodruii Ha 6€30MacHOCT ca oI00HN Ha Oe30macHOCTTa, HabJIro/1aBaHa B
ocHopHHTE npoyuBanus VIEW1 u VIEW2,

ARIES e 104-ceqMUIHO MHOTOIICHTPOBO, PaHIOMHI3UPAHO, OTBOPEHO, AKTUBHO KOHTPOJIUPAHO
mpoy4BaHe npu 269 marnueHT ¢ HeleKyBaHa BiakHa B/IM, npeanasHaueHo Aa OIeHH He IMOo-Majlkarta
e(hMKacHOCT, KaKTO U O€30IIaCHOCTTA Ha JICUSHUE U NPOIBIDKABAHE HA CXeMaTa Ha MpuiiaraHe,
3alI0YHATO clie] 3 MOCIE0BATEIHA MECEUHH 1031, TOCIEABAHU OT YABKABAHE 10 ABYMECEUEH
WHTEPBAJ HA JICUCHHUE CTIPSMO JICUSHUE U MMPOAbDKaBaHE Ha cXeMaTa Ha Ipujlarane, 3armoIHaTo Cie/
IbpBaTa TOJMHA OT JICYCHUETO.

IIpoyuBanero ARIES u3cneaBa chio NpoleHTa Ha MALUEHTUTE, KOUTO C€ HY>KIASAT OT MO-YECTO
JiedeHNe, OTKOJIKOTO Ha BCEKU 8 CEIMHUIIN, Bh3 OCHOBA HA PEIICHUETO Ha u3cienosareis. Ot
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269 naruenT 62 MAMEHTH ca MOJIyYaBaJIH IT0-U4eCTO MpUjlarane MmoHe BEAHBK M0 BpeMe Ha
npoy4BaHeTo. TakuBa MAIIEeHTH OCTaBaT B IPOYYBAHETO M MOJTYyYaBaT JICueHHE CIIope] Hail-1o0para
KIIMHUYHA TIpElieHKa Ha U3CIIeI0BaTeNsl, HO HE ITO-YECTO OT BCEKHU 4 CEJIMUII M HHTEPBAIUTE UM Ha
JICYCHUE MOTaT Ja ObJIaT YABIDKEHU OTHOBO ciie]] ToBa. CpeTHUAT UHTEPBAJ HA JICUCHHUE CIIE]T
pereHneTo 3a mo-uecto jedeHue ¢ 6,1 ceqmurun. BCVA nHa cenmuria 104 e mo-HUCKa IIPpH MAIUCHTH,
KOHTO C€ HYXXJasT OT MO-MHTCH3UBHO JICUCHHE TIOHE BEJIHBK B X0J1a Ha TIPOYYBAHETO, B CPABHEHNUE C
MAIMEHTH, KOUTO HE Ce HYKasT, U cpeaHara mpomsiHa B BCVA oT U3X0AHOTO HUBO JI0 Kpas Ha
nmpoy4BaHeTo € + 2,3 £ 15,6 OykBu. OT marueHTuTe, JeKyBaHU MO-4ecTo, 85,5% momabppKaT 3peHue,
T.€. 3ary0BaT 1mo-Maiko ot 15 O0yksu, a 19,4% nony4asat 15 win nosede Oyksu. [Ipodgunbt Ha
0€301MacHOCT Ha MAlMEHTHTE, JICKYBAHU IT0-UYECTO OT BCEKH 8 CEMMIIN, € CPAaBHUM C JaHHUTE 3a
oe3omacHoct B VIEW1 u VIEW2.,

Omoxk na maxynama ecneocmesue na OL[PB

BezonacnoctTa u eduracHoCTTa Ha adIMOEPLENIT ca OLECHEHU B IBE PaHIOMU3UPaHH,
MHOTOIICHTPOBH, JBOHHOMACKHPAHH, IJ1a1le00-KOHTPOIMPAHN TIPOYYBaHUsI ITPH MAIIMEHTH C OTOK Ha
makynara Beneacteie Ha OL[PB (COPERNICUS u GALILEO) ¢ 0610 358 manpeHTH JeKyBaHu 1
MOJIXO/ALIN 32 OLeHKa Ha edukacHocTTa (217 ¢ adpmubepuent). Be3pactra Ha nmanyeHTHTE Bapupa OT
22 no 89 roaunu, cpeano 64 rogunu. B OLIPB npoyuBanusita, mpubiausutento 52% (112/217) ot
NalUeHTHTE, PAHJOMHU3NPaHH 3a JieueHue ¢ aduubeplient, ca OMIM Ha Bb3pacT 65 TOAMHU HITH 0-
BB3pacTHU U npudnn3utenHo 18% (38/217) ca 6unu Ha Bb3pacT 75 rOAMHU UIIH [IO-Bb3pacTHU. B
JBETE NPOYYBaHUs NMALMEHTUTE Ca Pa3NpeesieHH Ha CIy4aeH PUHLMI B CbOTHOLIEHKE 3:2 B Tpymnara
3a MHXeKTUpaHe Ha adubepiient 2 mg Ha Bceku 4 ceamunn (2Q4) nim B KOHTpOJIHATA TpyIa 3a
HWHXXEKLUH ¢ T1ane0o Ha BCeKU 4 ceIMHLH 3a 00110 6 MPHIIOKEHHUS.

Cnen 6 exxeMeceuHH MHXKEKIUH MALMEHTUTE ca MOTy4aBajil JIe4eHHe caMo aKo ca OTTOBapsUId Ha
NpeABapUTEIHO OTPEIEIeHH KPUTEPHH 32 JIeYeHHUE, C U3KITI0UEeHUE Ha MAICHTUTE B KOHTPOJIHATA
rpyna Ha mpoyuBaHeTo GALILEO, xouTto ca mpoab/DKUIIH J1a TOTydaBar mianedo (KOHTpoia Ha
KOHTpoJarta) 10 cenmuna 52. OT Ta3u BpeMeBa TOUKa, BCHUKH MAIMEHTH ca OMJIM Ha JIeYeHHe, aKko ca
OTTOBapsAIv Ha MPEABAPUTCIIHO ONIPEACIICHUTC KPUTCPUU.

W B aBeTe Mpoy4YBaHMs MbPBUYHATA KpaiiHa TOYKA 3a €hUKACHOCT € OHJI MPOIEHTHT MAIUEHTH, KOUTO
ca ce monooOpwiu ¢ moHe 15 0ykeu B BCVA Ha ceamuiia 24 B cpaBHEHHE C U3XOTHOTO HUBO.
Bropuunara npoMeHnBa 3a e(hUKaCHOCT € Onla MpOMsHA B 3pUTEIHATA OCTPOTA B CeaAMUIIA 24 B
CpaBHEHHE C U3XOTHOTO HUBO.

Paznukara Mexy TepaneBTHUHUTE TPYITH € OWla CTATUCTHYSCKY 3HAYMMa B T10J13a Ha adubepIient u
B JIBETE MPOYYBaHMsl. MaKCHMAITHOTO MOJOOpEHHE Ha 3pUTETHATA OCTPOTA € IOCTUTHATO Ha Mecel] 3 ¢
rocienBamo crabunusnpane Ha 3purenHata octpora 1 CRT mo mecer 6. CTaTHCTHYECKH 3HAYMMAaTa
pas3nuka e moaabpKaHa A0 ceamuua 52.

[TonpoOHU pe3ynTaT OT aHAIH3a Ha ABETE MPOYYBaHUS ca MMOKa3aHu B Tabnmma 3 u Ha ¢urypa 2 mo-
J071y.
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Ta6auua 3: Pesyararu 3a epukacHocT Ha ceamuna 24, cexvuna 52 u ceqvuua 76/100 (usiiara anamusupana rpyna ¢ LOCF®) B npoyuBanus

COPERNICUS u GALILEO
Pe3yarartu 3a COPERNICUS GALILEO
eduxacHocT 24 ceqMuIma 52 ceqMum 100 ceqMumm 24 cemMuIn 52 ceqMumm 76 ceqMuIIA
Adandepue | Koutpoa | Adaudepue | Kontpoa | Apaudepuent | Kontpoa | Adpaubepue | Konrpoa | Aduudepue Ko;l:po Aflibercept™ Kontpousa
nt 2 mg Q4 a 0T 2 mg a’® B2 mg a® b nt 2 mg Q4 a 0T 2 mg (N =68 )2 mg )
(N=114) | (N=73) | (N=114) | (N=73) | (N=114) | (N=73) | (N=103) | (N=68) | (N=103) : (N=103) | (N=68)
[IpoueHT
HALUEHTH C
nmojoopenue 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%
> 15 6ykBu oT
U3XOHOTO HUBO
Haziflfgﬁ’;?ﬂ) 44,8% 25,9% 26,7% 38,3% 27,9% (13,0, 28,0%
1(’9 <on 111 (33,0, 56,6) (11,8, 40,1) (13,1, 40,3) (24,4, 52,1) 42,7) (13,3, 42,6)
o p < 0,0001 p = 0,0006 p = 0,0003 p < 0,0001 p = 0,0004 p = 0,0004
p-cToifHOCT
Cpenna nmpomsiHa
B BCVAP),
u3MepeHa 1o
ETDRS® 17,3 -4,0 16,2 13,0 18,0 16,9 3,8 13,7 6,2
pesyaTar 3a (12.8) (18.0) 74y |[38A7D (17.7) LSATD g2y 330D 44 (18.1) (17.8) (17.7)
OyKBH OT
U3XOJHOTO HUBO
(SD)
Paznmxka B LS
cpenHa 21,7 12,7 11,8 14,7 13,2 7,6
croiinocTABIA | (17,4, 26,0) (1,7,17,7) (6,7,17,0) (10,8, 18,7) (8,2,182) ,1,13,1)
(95% JIN) p < 0,0001 p < 0,0001 p < 0,0001 p < 0,0001 p<0,0001 p = 0,0070
p-CTOMHOCT

A) Paznukara e adumbGepuent 2 mg Q4 ceMULM MUHYC KOHTPOJIA
b Paznukara u nosepurennuat unrepsai (1) ce nzuncnsasar, karo ce usnonssa tect Ha Cochran-Mantel-Haenszel (CMH), kopurupan 3a perion (AMepUKa CIpsMO OCTAHAJIATa 4acT OT CBETA 3

COPERNICUS u EBpomna crpsmo A3zusi/Tuxookeancku pernot 3a GALILEO) u nzxonna kareropust mo BCVA (> 20/200 u < 20/200)

B) BCVA: Haii-no6pe xopurupana spurenna octpora (Best Corrected Visual Acuity) ETDRS: Tlpoyusane ¢ panno jeuenue Ha quabetna perunonarus (Early Treatment Diabetic Retinopathy Study)
LOCEF: Ilpenacsize Ha qanuuTe oT nocneaHoto Habmoxaenue (Last Observation Carried Forward) SD: Crannaptho otkiioHenue LS: Cpennara pasnuka Ha Hail-MaJKuTe KBaJpaTH, MOJIy4eHa OT

ANCOVA

D) LS cpenna pasnuka u OBEpUTENCH HHTEpBaN Ha 6azata Ha Mogenl ANCOVA ¢ dakropu: Tpyma Ha JieueHue, PerdoH (AMepHKa CIpsMO OCTaHanaTa gacT ot ceeta 32 COPERNICUS u Espomna cripsimo
Asns/Tuxooxeancku pernoH 3a GALILEO) u n3xonna kareropus mo BCVA (> 20/200 u < 20/200)
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A B npoyusanero COPERNICUS naiueHTHTE B KOHTPOJIHATA IPYIIa Ca MOTIIM /I TI0Jy4aBaT abanbepLent npy Bb3HUKBAHE HA HY)K/a, C YECTOTA BEHBK HA BCEKH 4 CeMUIU OT ceamuua 24 10
CeaMHUIIA 52; MAlMEHTUTE ca UMAI BU3UTH Ha BCEKH 4 CEIMMUIIU.

B) B mpoyusaneto COPERNICUS KaKTo MAalMEHTUTE OT KOHTPOJIHATA IPYIIA, TaKa U NAMEHTHTe Ha aduubepuent 2 mg, ca nojyyasany aduubeplent 2 mg Npy Bb3HUKBAHE HA HYKJA C 4ECTOTA
BE/IHBXK Ha BCEKU 4 CEIMMUIIM OT ceaMuIia 52 1o ceamuia 96; manueHTuTe ca UMaiy 3a1b/DKUTETHA BU3UTH Ha 3 Mecella, HO € MOeJo Ja ObJAaT IMPerie:k1aHu U Ha BCeKH 4 CEZIMUIIN, aKo €
HEOOXOIUMO.

) B npoyusareto GALILEO KakTo TIalMeHTHTE B KOHTPOJIHATA TPYTIa, TAKA U TIAIMEHTHTE Ha aQuOepIent 2 mg, ca nojfyyaBaau aQuOepIent 2 mg MpH HyX/Ia, Ha BCEKU § CEIMUIM OT CEIMUIA 52
JI0 ceaMuna 68; MaUeHTHTe ca UM 3aIbJDKATETHN BU3HTH Ha BCEKU § CEIMHUIIIL.
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®@urypa 2: Cpeana npoMsiHa oT U3X0JHOTO HUBO 0 ceaMuua 76/100 B 3puTeiHATA OCTPOTA MO

CpeaHa npomsiHa B 3puTenHara

CpegHa npomsiHa B 3pUTenHata

ocTporta (0ykBu)

ocTporta (6ykBu)

rpynu Ha jJedenue 3a npoyuBanusata COPERNICUS u GALILEO (ussiaTta
aHaJM3MpPaHa rpyna)

COPERNICUS
20 - ;
+17,3
15 -
+13,0
10
dmKkcHpana PRN ¢ meceyHu PRN c yabmxeHu
MHTEpBanM Ha MHTEpBanu Ha
MeceyHa fo3a
5 MOHWUTOPUHT MOHUTOPUHT
+1,5
0
g = . -4,0
0 48 1216 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 BO 84 88 92 96 100
Ceamuum
0 o= : GALILEO
+18,0
|
15 = i
p +137
L ]
10 || dukenpana ! PRN c meceunu PRN ¢ yabnkenu
1« WHTepBanu Ha MHTEpBanu Ha
MeceyHa fo3a
1 MOHMTOPMHT MQ
+6,2
[ i
)
i
0 }
i
|
1
- - 1
D 4 B 121620 4 28 32 36 40 44 48 52 56 60 64 68 72 76
Cegmuum
—a—— Adnubepuent 2 mg —e— KoHTponHa rpyna

» Toka3Ba npeMUHaBaHeTO Ha KOHTposHata rpyna kbM PRN neuenue ¢ adnmbepuent 2 mg

B GALILEO, 86,4% (n = 89) ot rpynata Ha adaubepuent u 79,4% (n = 54) ot rpynata Ha mianedo
ca 6umu ¢ OLIPB nepdy3us Ha u3xonno HuBo. B ceqmuia 24, Tosa ca 6w 91,8% (n = 89) B rpynara
Ha admubepuent u 85,5% (n = 47) B rpynata Ha miane6o. Te3u mponopuuu ce Mo bpIKaT B
cenmutia 76, ¢ 84,3% (n = 75) B rpynara na agumudepuent u 84,0% (n = 42) B rpynara Ha 1uaine6o.

B COPERNICUS, 67,5% (n = 77) or rpynara Ha agymbepuent u 68,5% (n = 50) ot rpynara Ha
mtane6o ca ounu ¢ OLIPB nepdy3us Ha u3xonHo HuBO. B cenmuiia 24, Tosa ca ownu 87,4% (n=90) B
rpynara Ha adaubepuent u 58,6% (n = 34) B rpynata Ha miane6o. Te3u nponopuuu ce NoAIbpkar B
cenmuna 100 ¢ 76,8% (n = 76) B rpynata Ha adaubepuent u 78% (n = 39) B rpynata Ha miane6o.
[TanuenTHTe B Tpynara Ha miamnedo ca MMajI MPaBo Ja Mmojy4aBar aGuOeplenT oT ceamuiia 24.
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brnaronpustHUST eekT oT JeueHueTo ¢ apaudepent Bbpxy 3puTeHaTa QyHKIUS € MOJ00CH B
W3XOJIHUTE MOJTPYIH OT NanueHTu ¢ nepdysus u 6e3 nepdysus. EQekTnTte Ha TeueHHETO BHB BCHUKH
OIICHSIEMH TIOJTPYIH (HAIP. BB3PAcCT, MOJI, paca, 3pUTellHa OCTPOTA HA U3XOAHO HUBO,
npoabiokuTeTHOCT Ha OLIPB) BBB BCSIKO OT IMPOyYBaHUsTA ca OWIIM MPUHITUITHO ChOTBETCTBAIIH HA
pe3yiTaTUTe B OOMIUTE TOMYJIaIlUH.

[Ipu ananu3a va 0600mennte nanau ot GALILEO u COPERNICUS, adnubeprient mokaspa
KJIMHUYHO 3HAYUMH MPOMEHH OT U3XOAHOTO HUBO 3a ITPEIBAPUTEIHO ONpeiecHaTa BTOPHYHA KpaiHa
TouKa 32 epuKacHOCT. BbrrnpocHuk 3a 3putenHata Gyakmnus Ha Hanmonanaus odranMoiorndexH
uHctutyT (National Eye Institute Visual Function Questionnaire, NEI VFQ-25) Benuunnara Ha Te3u
MIPOMEHM € 1o1I00Ha Ha HAOJI0JaBaHaTa B MyOIMKYBaHUTE KIIMHUYHA IPOYYBAHUS, KOETO
CHhOTBETCTBA Ha IIpubaBsiHe Ha 15 OykBu B Haii-moOpe koHTponupaHa 3puTeiiHa octpoTa (Best
Corrected Visual Acuity, BCVA).

Omox Ha maxyrama ecreocmsue na OPPB

bezonacHocTTa 1 eukacHocTTa Ha a)IMOEPIICTIT Ca OLICHEHU B €IHO PaHJIOMHU3UPAHO,
MHOTOIIEHTPOBO, IBOMHOMAaCKUPaHO, aKTUBHO-KOHTPOJIMPAHO MPOYYBaHE MIPH MAIUSHTH C OTOK Ha
Makynata Beiencteue Ha OPPB (VIBRANT), koeTo BKIIOYBA XeMHUPETHHATHA OKITy3HUs Ha BEHA.
OO6m1o 181 manuenTy ca JIeKyBaHU ¥ ca OWIIM MOAXOSIIN 3a olleHKa Ha edukacHocTTa (91 C
admubepuent). Be3pacTra Ha manmenTuTe Bapupa ot 42 1o 94 roauHm, cpeqHo 65 ronunu. B
npoyusaneto 3a OPPB, npubausurenno 58% (53/91) ot nauneHTuTe, paHAOMHU3UPAHH 32 JIEYEHUE C
agubeprent ca OWIM Ha Bb3PacT 65 TOJUHY WM [TO-Bb3PACTHH, U Mpuoau3nuTenHo 23% (21/91) ca
OmIIM Ha BB3pacT 75 TOIMHM WIIH MO-BB3PACTHA. B IpoydYBaHETO MAIMEHTUTE Ca PAaHAOMHU3HUPAHH B
croTHOmeHue 1:1 B rpyma Ha adubeprienT 2 mg Ha BCEKH 8 CEAMUITN clie 6 HadallHd MECEUHHI
WHKEKIUH WIH Ha JTa3epHa (OTOKOoAryIalus, IPUIoKeHa Ha U3X0AHO HUBO (HapeueHa ,,Jiazep-
KOHTpoJiHa rpymna®). [lanuentuTe B 1a3ep-KOHTpOJIHATA TPpyIa MOTaT Ja MOJy4yaT JOMbIHUTEIHA
na3epHa (oToKoarynamus (HapeueHa ,,CriacuTeTHO Ja3epHO JieueHre ), 3armoyBaia B ceamumna 12, ¢
MUHHUMaJIEH HHTepBal oT 12 cenMui. B3 ocHOBa Ha MpeIBapUTENHO ONpeAeTIeHH KPUTEPHH,
NalMEeHTHUTE B IPyIIaTa ¢ Jla3ep MOrar Jia IoJIy4aT CIIAaCHTENIHO JiedeHue ¢ aguubdepuent 2 mg ot
ceaMmuua 24, npusjarasa Ha BCEKU 4 ceAMUIM B IPOABIDKEHUE Ha 3 Mecela, IOCIEIBAHO Ha BCEKU

8 cenMuLu.

B knmuanynOoTO MpoyuBane VIBRANT, mbpBuuHaTa KpaifHa TouKa 3a epUKacHOCT € OUI MPOLCHTHT
MAIMeHTH, KOUTO ca ce mogoopwmmu ¢ one 15 6yxsu B BCVA Ha cegmuia 24 B cpaBHEHHE ©
M3XOJHOTO HUBO, KaTO rpynara Ha agauOepuentT mpeBb3xok/aa Ta3u Ha JIa3epHUSI KOHTPOIL.

Bropuunara kpaitHa Touka 3a e(hUKacHOCT Oellre TPOMsHA B 3pUTETHATA OCTPOTA B ceamuIia 24 B
CpaBHEHHE C M3XOIHOTO HHUBO, KOSITO € OMJIa CTATHCTUYECKH 3HAYMa B TT0J13a Ha ahrubepiient B
npoyusaneto VIBRANT. [logoOpenue Ha 3puTenHaTa OCTPOTa € HACTHITUIIO OBbP30 U JOCTUTHATO HA
Mecel 3 ¢ ITOCIeIBaIo MoIbpikade Ha eekTa 1o mecer] 12.

B rpynata Ha na3epHo snedenue, 67 maueHTH ca MOIyYHIN CIIACUTEIHO JieueHHe ¢ aduinOepIenT,
3aroyBallo B cenMuIia 24 (aKTUBHA KOHTpOJa/Tpyna Ha adaubepuent 2 mg), KOeTo BOIHU 10

MOTO0PEHNME B 3pUTETHATA OCTPOTA C OKOJIO 5 OYKBH OT ceamuria 24 1o ceamura 52.

[TonpoOHU pe3ynTaT OT aHaNK3a Ha KTUHIUYHOTO npoyuBane VIBRANT ca noka3anu B Tabiuna 4 u
Ha ¢urypa 3 mo-momry.
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Tabauua 4: Pe3yaratu 3a epuxacHocT B ceqMuna 24 u ceqMuna 52 (usiata aHaJau3upaHa
nonyaamusi ¢ LOCF) B kiunu4yHoTo npoyuBane VIBRANT

Pe3syarartu 3a VIBRANT
epukacHocT 24 cenmuiu 52 cenMuuu
Adanbdepuent AKTHBHA Adanbdepuent AKTHBHA
2 mg Q4 KOHTPOJ1a (;1a3ep) 2 mg Q8 KOHTpOJIa
(N=91) (N=90) (N=91)D (1a3ep)/adnbdepue
ot 2 mgh
(IN=90)
IIpoueHT nanuenTu
¢ mooOpeHwne
> 15 OykBu OT 52,7% 26,7% 57,1% 41,1%
U3XOJHOTO HUBO
(%)
IIperernena 26,6% 16,2%
pasiuka®™ P (%)
(95% 1) (13,0, 40,1) (2,0, 30,5)
p-CTOHHOCT p =0,0003 p =0,0296
Cpenna nmpomsiHa B
BCVA, usmepena
gpe3 ETDRSC ckop 17,0 6,9 17,1 12,2
3a OyKBH, OT (11,9) (12,9) (13,1) (11,9)
U3XOJJHOTO HUBO
(SD)
Paznuka B IiS . 10,5 5.
cpeaHa cToMHOCT ™
B)
(7,1, 14,0) (1,7, 8,7)
(9% UIH/I) p <0,0001 p =0,0035%
p-CTOWHOCT

A) Pasznukara e aguGepuent 2 mg Q4 cenMHIIM MUHYC KOHTpOJa (J1azep)
b Paznukara u 95% nosepurennust uartepsan (JU) ce n34ucasBAaT, KaTo Ce U3nonssa Tect Ha Mantel-Haenszel, kopurupan

3a peruon (CeBepHa Amepuka cupsimo Snonus) u u3xozaHa kareropus mo BCVA (> 20/200 u < 20/200)

B) LS cpenna pasmuka u 95% noBepureneH uarepsan Ha 6asara na mogeia ANCOVA ¢ rpyna Ha JieueHue, U3X01Ha
xateropust mo BCVA (> 20/200 u < 20/200) u pernon (CeBepHa AMepuka crpsiMo SIIOHHS) KaTo ABJITOTpaiiHU e(heKTH 1
u3xonHa kareropus no BCVA kato koBapuara.
D Ot ceamuna 24 MHTEPBAILT HA JICUEHHE B IPyIaTa Ha JieueHue ¢ aubeplent € yIbIKEH 32 BCHUKK [AIMEHTH OT
4 ceamuiy Ha § ceaMuUIM npe3 ceamuua 48.
A B Ha4anoTo Ha ceqMuua 24 MaMEHTUTE B IPyIATa Ha JISYEHHE C JIA3€p MOTAT [ TONyYaT CIIACHTENHA TEPAIHUS C
adumbepLent, ako JOCTUTHAT IIOHE €AUH MPEBAPUTEIHO ONpeeNieH KpUTepui 3a mpuroaHocT. O0mmo 67 nauueHTy B Ta3u
rpyna ca HOJIy4HJIM CHACHTENHO Jedenue ¢ adunbepuent. PukcupaHaTa cxeMa Ha JiedeHue ¢ adaubdepuent e Tpu IbTH
admmbepuent 2 mg Ha BCEKH 4 CEMUIN, OCIEIBAHO OT WHXKEKIINH HA BCEKH § CEIMMUIIH.

E) Homunanua p-cToiHOCT
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®@urypa 3: Cpeana npomsina B BCVA, usmepena upe3 ckop 3a 6yksu no ETDRS ot u3xoanoro
HHUBO 10 ceAMUIIA 52 B KIMHUYHOTO npoyuBane VIBRANT

E 0 - VIBRANT
o +17,0
3 7,1
=
SR o
@ =
i) @ +22
E £ 10
o &
o =
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= 5 ]
o i
(]
o I
(&) [
0 Ay i i i i i L L L i i 1 i 'l
4 8 1216 20 24 28 32 36 40 44 48 52
Ceamuum
........ a— Adnubepuent 2 mg +— [lasepHo KOHTpOMHa rpyna

Ha u3x01H0 HUBO JebT HA MAIMEHTUTE ¢ iepdy3us B rpynara ¢ ahaudeplenT U rpynuTe Ha JICUCHHE
c nazep e crorBeTHO 60% 1 68%. B cemmuta 24 te3u aanose ca cboTBeTHO 80% 1 67%. B rpymara Ha
nedeHue ¢ ahauOepIenT NpoIeHThT Ha MAIMEeHTH C mepQy3us ce 3ama3pa jo0 ceamuna 52. B rpynara
Ha JIGYCHHE C JIa3ep, KbJETO MAIMEHTUTE ca OWIIHN ITOJXO SN 32 CIIACUTEITHO JISYeHHE ¢ auudeprenTt
OT ceaMuIIa 24, IeTbT Ha MAIUSHTUTE ¢ epdy3us ce ¢ yBenuumi 10 78% B cenmuna 52.

Juabemen maxynen edem

be3onacHocTTa 1 eukacHOCTTa Ha adIMOEPIICTIT ¢a OILICHEHHU B JIBE PaHIOMU3MPaHH,
MHOTOLIEHTPOBH, IBOMHO-3ACJICTIEHH, aKTUBHO-KOHTPOJIUPAHU [IPOYyYBaHUs IpU nauueHtu ¢ JIME
(VIVIDPME 4 VISTAPME), O6m10 862 nanmenTu ca OWIM JeKyBaHU U OLEHSIEMH 3a e(UKacHOCT, 576 ¢
apmubepuent. Br3pactra Ha nanuenTuTe Bapupa ot 23 10 87 roaunu, cpeano 63 ronusu. B
npoyusanusTa 3a JIME, npubnmsurenno 47% (268/576) ot manmeHTUTe, pAaHIOMU3UPAHH 32 JICUCHHE
¢ adpmubepuient ca OMITM HA Bb3pacT 65 TOJIMHU WU [TO-BBb3PACTHU, U IPUOIH3UTEINHO 9% (52/576) ca
OuK Ha Bb3pacT 75 FOAMHU WK MO-Bb3pacTHU. [loBeueTo manuenTy B ABeTE NpOyUBaHUs ca OMIIn ¢
nuabet tun I1.

B nBere npoyuBaHus NaeHTHTE ca OWIM pa3NpeaesieHd Ha Cy4YaeH MPUHLUI B chboTHOmEHHe 1:1:1

B 1 oT 3 cxeMu Ha nO3UpaHe:

1) agulepienT, npuiiara o 2 mg Ha BCEKU 8 CEAMMIIM CJIe]] 5 HaYaIHU KEMECCUHN MHXKEKIIUU
(admubepuent 2Q8);

2)  adnubepuenT, mpwiarad o 2 mg Ha Bceku 4 cenmunu (adaudepuent 2Q4); u

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

Karo ce 3anoune B cenMuna 24, maieHTUTE, OTTOBAPALIN HAa IPEABAPUTEIHO OIIPEIENICH Ipar Ha
3ary0a Ha 3peHHeTO, ca OWIIN MOIXO/IAIIH 32 IT0JTy4aBaHe Ha JOITBJIHUTEIIHO JICUCHUE: TAIIUCHTHUTE B
rpynure Ha ahauOepLenT e MOXKeNo Ja MoJIy4yaBaT JedeHHe C Ja3ep, a MallUeHTHTEe B KOHTPOJIHATA
rpyrna e MOKeJo Ja Moiy4aBaT aaudepuent.

B nBere npoyuBaHus OCHOBHATA KpaifHa TOUKA 332 €UKACHOCT € OHiia cpeiHaTa MPOMSHA OT U3XOJIHO
HuBo Ha BCVA B ceamuua 52 xato nBere rpynu adaubepuent 2Q8 u apnubepuent 2Q4
JIEMOHCTPHPAT CTATUCTUYECKA 3HAYUMOCT H TO ITO-BHCOKA OT Ta3H MPU KOHTPOJIHATA rpyma. Ta3n
nojisa e 3anasesa ao ceamuua 100.

[ToapoGHu pe3ynTaTu oT aHanu3a Ha npoy4sanusta VIVIDPME y VISTAPME ca nokasanu B Tabnua 5
u durypa 4 mo-moiy.
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Ta6auua 5: Pesyararu 3a epukacHocT Ha ceavuua 52 u ceqvuna 100 (usiaara anaausupana nonyaanus ¢ LOCF) B npoyysanust VIVIDPME y VISTAPME

PesyaTaTu 3a VIVIDPME VISTAPME
epukacHocT 52 ceqmunu 100 ceqvumm 52 cenmMunu 100 ceqvumm
AKTHBH AKTHMBH
AKTHBHA a AKTHBH a
Adaudepue | Adaundepu KOHTPO.T Adanbdepu Adaubepue | konrpo Adaudepue | Apaudepn | a Adaubdepn | Apandepu KOHTPO
nT 2 mg enT 2 mg a enT 2 mg nr2mgQ4 | aa nT 2 mg enT 2 mg KOHTPOJ | enT 2 mg enT 2 mg na
A A A A
Q8_ Q4_ (1a3ep) Q8_ (N =136) (1azep) Q8_ Q4_ a Q8_ Q4_ (na3ep)
(N =135) (N =136) (N = 132) (N =135) (N=13 (N =151) (N=154) (;1azep) (N=151) (N =154) (N=15
2) (N=154) 4)
Cpenna
poMsiHa B
BCVA,
U3MepeHa 1o
ETDRSA ckop 10,7 10,5 1,2 9,4 11,4 0,7 10,7 12,5 0,2 11,1 11,5 0,9
3a OyKBHU OT
U3XOJHOTO
HHUBO
Paznuka B LS
cpeznHa 9,1 9,3 8,2 10,7 10,45 12,19 10,1 10,6
croitrocT® B A (6,3,11,8) (6,5, 12,0) (5,2, 11,3) (7,6, 13,8) (7,7, 13,2) (9.4, 15,0) (7,0, 13,3) | (7,1,14,2)
(97,5% JAN)
[IpoueHT
MAIUEHTH C
noztoGpere 33% 32% 9% 31,1% 38,2% 12,1% 31% 42% 8% 33,1% 38,3% 13,0%
> 15 OykBu OT
U3XO/HOTO
HHUBO
Kopurupana 24% 23% 19,0% 26,1% 23% 34% 20,1% 25,8%
paznukal> B A (13,5,34,9) | (12,6, 33,9) (8,0, 29,9) (14,8, 37,5) (13,5,33,1) | (24,1,44,4) (9,6, 30,6) (15,1,
(97,5% JAN) 36,6)

A Criezt 3am0uBaHe HA JICUCHHUE C 5 €KEMECCUHU UHKEKLUH

5 LS cpenna croiiHOCT M n0BepuTeNeH uHTepBan Ha G6azara Ha Mojel ANCOVA ¢ BCVA onpenensHe Ha M3X0HO HUBO KaTo KoBapuaTa u (akTop 3a rpyna Ha jedenue. Ocsen ToBa 3a VIVIDDME
kaTo (akTop e BrimoueH pernoHsT (EBpoma/ABcTpanus cipsimo Snonus), a 3a VISTADME kato daxrop e Bitouena anamHesa 3a MU w/unmun CVA.

B Paznukara e rpynara ¢ adpuubeplent MUHyC IpyIara ¢ akTHBHATa KOHTpOJIa (J1azep)

I Paznukara ¢ noseputenen untepsain (JJA) M CTaTHCTHYECKH TECT CE€ M3UMCIIABAT, KATO Ce M3MO3Ba cxema Ha Mantel-Haenszel, kopurupana 3a peruon (EBpona/Asctpanus cupsMo Slnonus) 3a
VIVIDDME u anamuesa 3a MU n/umz CVA 3a VISTADME
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ABCVA: Haii-no6pe xopurupana 3purenta ocrpora (Best Corrected Visual Acuity)
ETDRS: IIpoyuBaHe ¢ paHHo jeueHue Ha auaberHa peruHonarus (Early Treatment Diabetic Retinopathy Study); LOCF: Ilpenacsine Ha nanaute ot nocieaHoto Hadmoaexue (Last Observation Carried
Forward); LS: Cpenna cToifHOCT 10 MeTOa Ha Hal-MaJIKUTE KBaJIpaTH, noiaydeHo or ANCOVA; [IU: JloBeputeneH HHTEpBaI
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®@urypa 4: Cpeana npomsina B BCVA, usmepena upe3 ckop 3a 6yksu 1o ETDRS ot uzxoano
HuBo 10 ceavuua 100 B npoyysanusita VIVIDPME y VISTAPME
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—a— Adnunbepuent 2 mg Q8 g  Acpnunbepuent 2 mg Q4
ceAmnumn —@— AxTnBHa KOHTpONa (nasep)

Edekture OT JIedeHHETO B OLICHIEMHUTE MOATPYIH (HAIp. Bb3pacT, o, paca, HbAlc Ha u3xomaHo
HUBO, 3pUTEITHA OCTPOTA HA U3XOJAHO HUBO, IpeaxoaHa antu-VEGF Tepamnus) BbB BCSIKO TpOydYBaHe
Y B KOMOWHUPAHUS aHAJIU3 KaTO 15710 ca OWIIM B ChOTBETCTBHE C PE3YJITATUTE B OOIIUTE MOITYJIAIUY.

B npoyusanusta VIVIDPME y VISTAPME crotBeTHO 36 (9%) 1 197 (43%) maiueHTy ca nosryyaBaim
npenxoaHa antu-VEGF Tepanus, ¢ 3 MecedeH wim no-abIbr epuos Ha ounctBaHe. Edekrute ot
JICUCHUETO B TIOATPYIIaTa MalMeHTH, KOUTO ca JekyBaHu ¢ naxubutop Ha VEGF, ca ounu mogo6Hu
Ha HaOJIF0IaBaHUTE MPH MALMCHTH, HeJIeKyBaHu ¢ nuxuoutop Ha VEGF.

[TanuenTrre ¢ OMnarepaiHo 3a0ojsaBaHe ca OmiIn nmoaxoasiy 3a antu-VEGF neyenne Ha npyroro
0KO, aKO TOBA € OMJIO OLIEHEHO KaTo HeOOX0auMO OT jiekaps. B npoyusanero VISTAPME 217 (70,7%)
OT MaIMeHTUTE Ha aIuOepIenT ca MoTydaBai ABYCTPAaHHU HHKEKIMH adauOepuent 1o

cenmuna 100; B mpoyusanero VIVIDPME 97 (35,8%) ot nanuentute Ha apaubeplent ca mnonyvaBaiy
pasnugHo anTu-VEGF nedenue B ApyroTo oKo.

He3zaBucumo cpaBautento npoyuBane (DRCR.net Protocol T) e uzmon3pano reBkaBa cxema Ha
nosupane, 6azupana Ha crpord OCT u 3pUTeIHN KPUTEPUH 3a TOBTOPHO JieueHue. B rpynara Ha
nedenue ¢ adaubepnent (n = 224) Ha ceaMuLa 52, TO3U PEKUM Ha JICUCHHE € 1ajl pe3yJiTaT pu
MAIMEeHTH, TIOTYYaBally CPEIHO 9,2 WHKEKIINH, KOETO € MOT00HO Ha IPUIIOKEHUsI Opoit 103U B
rpynara adantepuent 2Q8 B VIVIDPME gy VISTAPME nokaro obimara epukacHOCT B rpynara Ha
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neuenue ¢ apmubepuent B Protocol T e cpaBauma ¢ rpynata adumbepuent 2Q8 B VIVIDPME
VISTAPME, B Protocol T e naGionaBano cpeano nogodpenue ot 13,3 6ykeu kato 42% ot
HAlKMEHTUTE MOA00PSBAT 3PEHHUETO CU C Hall-MaJIKo 15 GyKBH CIPSIMO U3XOAHOTO HUBO. PesynTaTute,
CBBP3aHH ¢ 6E30MaCHOCTTA, IOKA3BAT, Ue 00IIaTa YeCTOTa Ha HEXEIaHH ChOUTHS KaKTO CBhP3aHu,
Taka ¥ HecBbp3aHu ¢ ounte (BkmounteaHo ATC), ca cpaBHIMH MEKTy BCUYKH TPYITH HA JICUCHHUE BHB
BCSIKO OT TIPOYYBAHUATA U MEXKTY TIPOYUBAHHATA.

VIOLET, 100-cemMuYHO MHOTOIIEHTPOBO, PAaHAOMU3UPAHO, OTBOPEHO, AKTUBHO KOHTPOJIHUPAHO
npoyusane npu naruenTs ¢ JJME, cpaBHsiBa Tpu pa3iuvHU CXeMH Ha Mpuiiarane Ha agumodepuenT

2 mg 3a neuenue Ha JIME cnen Haii-mMaiko efHa roguHa JiedeHue ¢ GUKCUpaHd HHTEPBaIH, KaTo
JIEYEHUETO € 3alI0YHATO C 5 MOCIEA0BAaTEHA MECEUHU JI03H, TOCIICABAaHM OT IIPHJIaraHe Ha BCEKU

2 mecera. [IpoydBaHeTo OICHSBA HE MO-MaJikaTa epUKacHOCT Ha adaubOepient 2 mg, MpuiIaraH mno
pexrMa JeueHne U MpoAbJbKaBaHe Ha cxemara Ha npunarade (2T&E, npu koeTo HHTEpBaIUTE MEXKAY
HMHXEKIUUTE ca MOAIbPKAaHU HAa MUHUMYM 8 CEIMULIM U ca yIbJKaBaHH ITOCTEIIEHHO Bb3 OCHOBA Ha
KJIMHAYHUTE 8 aHATOMUYHUTE Pe3ynTaTh) u agumbepuent 2 mg, npuiarad cropes Hyxaure (2PRN,
IPY KOETO MAIMEHTUTE Cca HAOII0aBaH! Ha BCCKH 4 CEIMUIIM U HHXEKTUPAHU MPH HEOOXOJUMOCT
Bb3 OCHOBA HA KJIMHUYHUTE U aHATOMHUYHHUTE Pe3yJTaTH), B cpaBHeHHUE ¢ apaubepuent 2 mg,
npusarad Ha Bceku § ceaqmunu (2Q8) mpe3 BToparta U TpeTata ToAMHA OT JICYEHHETO.

[IspBuuHaTa KpaiiHa Touka 3a eukacHocT (mpomsiHa B BCV A 0T M3X0THO HUBO 10 ceamuIa 52) e
ouna 0,5 + 6,7 OyxBu B 2T&E rpymara u 1,7 £+ 6,8 6yksu B 2PRN rpynara B cpaBHeHHE ¢

0,4 + 6,7 6ykeu B 2Q8 rpymnara, KaTo Ce MOCTUTa CTATUCTUYCCKU HE M0-MayiKaTa e()UKaCHOCT

(p <0,0001 3a gBeTe cpaBHEHWS; TpaHUIIA HA HE MMO-MankaTa edukacHoct 4 Oyksu). [Ipomenure B
BCVA ot m3xoxn0 HEBO 10 cenmuiia 100 ca Omnm KOHCHCTEHTHH C Pe3y/ITaTUTe Ha CeAMHUIIA 52:

- 0,1 +9,1 6yksu B 2T&E rpymara u 1,8 = 9,0 6yxsu B 2PRN rpymnara B cpaBHenue ¢ 0,1 + 7,2 OykBu
B 2Q8 rpynata. Cpeguusar Opoit nmxkekunu 3a 100 cemmumnu ca 6umu cpotBetHo 12,3, 10,0 m 11,5 3a
2Q8fix, 2T&E u 2PRN.

3pUTEIHNTE U CHCTEMHUTE MPOPIIN Ha 0€30MacHOCT BbB BCHUKH 3 TPYIH Ha JICUeHHE ca IOJJOOHN Ha
Te3n, HaOroaBanu B ocHOBHUTE nipoyuBanus VIVID u VISTA.

B 2T&E rpymnara, yBennyaBaHeTo 1 HAMAIISIBAHETO HA MHTEPBAINTE MEXITY MHXKEKIIMUTE ca OWITH 110
MIpelieHKa Ha U3CJIeI0BaTeNs; B MPOYUYBAHETO ca MPEMOPBHUBAHN YBETUUYEHHUS OT 2 CEAMMIIM.

Muonuuna xopoudanna Heosackyiapuayus

BezonacHoctTa n eukacHOCTTa Ha adIUOEPIENT ca OLEHEHU B PaHJOMU3UPaHO, MHOTOLIEHTPOBO,
JBOWHO-MAaCKHPaHO, IIane00-KOHTPOIMPAHO MPOYUBaHE MPH HEJIEKYBaHU TPEIN TOBA MAIMEHTH OT
aszuatcku npousxox ¢ muonmyaa XHB. O6mo 121 manueHTH ca JIeKyBaHU | Ca OLEHSIEMH 3a
epukacHoct (90 ¢ adpnmbepuenT). Be3pactTa Ha manueHTHTe Bapupa Mexay 27 u 83 TOAMHA, CPEIHO
58 rogunu. B npoyuBanero 3a muonnuna XHB, npubdmusurento 36% (33/91) ot nanuenrure,
paHIOMH3UpPaHH 3a JieueHHe ¢ aubepIienT ca OMiIM Ha BB3pacT 65 TOIWHU WIH MTO-Bb3PACTHH, U
mpubm3uTenHo 10% (9/91) ca 6mnm Ha BB3pacT 75 TOAMHM WIIH MO-BB3PACTHH.

[NaruenTure ca pasnpe/e/icHd Ha CIIy4YaeH MPUHIMI B ChOTHOIICHUE 3:1 /1a mony4asar win 2 mg
adumOepIenT HHTPABUTPEATHO, WITH HHXKEKIMH C II1ane0o0, Mpuiaranyd BeIHBbK B HAYAIO0TO Ha
MIPOYYBAHETO, C NOTBIHUTEITHA WHXCKIIVH, IPUIaraHu €KEMECEUHO B CITyYaii Ha MePCUCTUPAHE WITH
penuanB Ha 3a00JSIBAHETO, /IO CeAMHUIIA 24, KOraTo € OIICHeHA ITbPBUYHATA KpaiHa Touka. Ha
ceamuIia 24 marueHTuTe, paHIOMHU3UPAaHA ITEPBOHAYATHO Ha TUTane0o, ca OWIN MOIXO AN /1a
nmoJry4ar epBara jio3a adiudepnent. Cre TOBa, MAMEHTUTE U B JIBETE TPYIH Ca MPOIBIDKIIHN Ja
OBJIaT MOAXOIAIIN Ja TTOJTy9aBaT JOMBITHUTSIHN HHKCKITUH B CIy4ail Ha IepCUCTHPAHE WU PEIUIUB
Ha 3a00JsIBaHeTO.

Pasnukara Mexay rpynuTe 3a JIedeHUE € CTATUCTUYECKU 3HaYMMa B TI0J13a Ha adaubepuent 3a
I'bPBUYHATA KpaiiHa Touka (rpomsiHa B BCVA) u noTBspauTenHa BTOpUYHA KpaliHa TOYKaA 3a
epuKacHOCT (MMPOIEHTHT NAIMEHTH, KOUTO ca ce mooopwiu ¢ 15 6ykeu B BCVA) Ha cenmuna 24, B
CPaBHEHME C U3XOAHOTO HUBO. Paznukure 3a ABeTe KpailHU TOUKH ca ce 3ala3wiu 1o ceamuia 48.

26



ITonpoOHu pe3ynratu oT aHadu3a Ha mpoyuBaHeTo MYRROR ca nokaszanu B Tabiuina 6 u ¢urypa 5

O-TTOJTY.

Tabauua 6: Pe3yjaratu nmo oTHoumeHue Ha eUKACHOCTTA Ha ceAMULA 24 (IbPBUYEH AHAJIU3) U
ceamuna 48 B npoyusanero MYRROR (nbjen nagop 3a ananus ¢ LOCFY)

Pe3yaratu no orHomeHnue MYRROR
Ha e(UKACHOCTTA 24 ceaMUIH 48 cexMunu
Adaubdepuent Mnanedo Adaubdepuent Mnauedo/
2 mg (N =31) 2 mg Adaubdepuent
(N=90) (N =90) 2 mg
(N=31)

Cpenna npomsina B BCVAD),

OIICHKAaTa Ha OyKBUTE 12,1 -2,0 13,5 3,9

u3mepeHna upe3 ETDRS ot (8,3) 9,7 (8,8) (14,3)

u3xoHo HuBo (SD)P

Paznuka B cpeaHa cToitHOCT

na LSB >/ 14,1 9,5

(95% A1) (10,8, 17,4) (5,4, 13,7)

[poneHT nanueHTH ¢

noxobpenue > 15 OykBu oT 38,9% 9,7% 50,0% 29,0%

M3XO0J/IHO HHBO

IIpeternena pasmuakal® &) 29,2% 21,0%

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

A) LOCF: IIpenacsiHe Ha JaHHUTE OT HocaeanoTo Habmonenue (Last Observation Carried Forward)
5 BCVA: Haii-106pe kopurupana sputeina ocrtpora (Best Corrected Visual Acuity)
ETDRS: Ilpoy4BaHe Ha panHo Jieuenue Ha quaberna perunonatus (Early Treatment Diabetic Retinopathy Study)

SD: CrannapTHO OTKJIIOHEHHE

B) Cpenna LS: Cpenna Ha Haii-MaJIKMTE KBaapaTy, noiay4eHo ot moaen ANCOVA

D JIU: Jlosepurened MHTEPBAI

A LS cpenna pasnuka u 95% JIU na 6azata Ha Mmogenr ANCOVA ¢ rpyna Ha JiedeHHe U AbpikaBa (0003HAYEHUS 3a TbPIKABa)

kato ¢ukcupanu edexty, 1 BCVA Ha n3X0IHO HIBO, KaTO KOBapUaHTA.

E) Pasnukara u 95% JIU ce usuucnssar, kato ce usnoinssa tect Ha Cochran-Mantel-Haenszel (CMH), kopurupan 3a qspkasa

(0o603HaueHNS 32 IbpIKaBa)

®@urypa 5: Cpenna npoMsiHa 0T H3X0AHO HUBO 0 ceiMuUIa 48 B 3pUTeIHATA OCTPOTA MO rpyna
Ha JieueHue B mpoyuBanero MYRROR (mbjen nadop 3a ananus, LOCF)

MYRROR
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IlenuaTpuyHa momyaamus

EBporietickarta areHIus 1o JeKapcTBaTta 0CBOOOXKIaBa OT 3abJDKCHHUETO 32 MPEIOCTABSIHE Ha
pe3yiTaTuTe OT MPOy4YBaHUATA ¢ adIHOSPIENT BB BCHUKY NOATPYIN Ha MeUaTPUYHATA IOy IaIHs
mpu Biraxxaa BJIM, OLIPB, OPPB, IME u nonynaruu ¢ muonmuaa XHB (Bxk. Touka 4.2 3a
uHGOpMAIUSI OTHOCHO yIIOTpebaTa B EAHATPHITA).

5.2 ®apmakoKMHETHYHH CBOWCTBA

A(i)J'II/I6epLICHT CC Mnpuwjiara JMPEKTHO B CTBKIIOBUAHOTO TAJIO, 3a Ja OCBIICCTBU JIOKAJIHU e(i)eKTI/I B
OKOTO.

AOcopOuust/pasnpeneenne

Adaubeprent ce abcopOupa 0aBHO OT OKOTO B CHCTEMHOTO KPbBOOOPBILIAHKE CJIC]] HHTPABUTPEATHO
NPUIOKEHUE U ce HaOJIIo1aBa B CUCTEMHATA IIUPKYJIAIUs MPETUMHO KaTO HEaKTHBEH CTA0HIICH
komruiekc ¢ VEGF; o6aue camo cBoOoqHUAT adhaubepiienT uMa CliocOOHOCTTA Ja Ce CBhP3Ba ¢
enporennns VEGF.

B eqHO (hapMakOKMHETUYHO MOANPOYYBAHE MpH 6 MAMEHTH ¢ HeoBacKyiapHa Biaxkna BJ/IM c vecrto
B3eMaHe Ha MPoOH, MAKCHMATHUTE TUIa3MEHU KOHIIGHTPAIUU Ha cBOOOeH adaubepienT (cucTeMHa
Chax) Ca HECKH, ChC CpeaHa cTOMHOCT npudausuTento 0,02 mukporpama/ml (quamaszon ot 0 g0 0,054)
B paMKHUTE Ha | 710 3 JHM Clie]l MHTPaBUTPEATHO HHXKEKTUPaHE Ha 2 mg U ca HEOTKPHUBAEMU JIBE
CEIMMIIY CJIC]] TIOJTy4aBaHe Ha J103aTa IPH IMOYTH BCUYKH MAIUeHTU. AQIMOEpIenT He KyMyJrpa B
TuIa3MaTa Mpyu UHTPABUTPEATHO MPUIIOKEHHE Tipe3 4 CeIMUIIH.

Cpennara MakcHMallHa IJIa3MeHa KOHIEHTpalus Ha cBoboaeH adaubepuent e npudauzutento 50 1o
500 mbTH MO KOHLEHTpaLusITa Ha adinubeplent, HeoOXoauMa 3a HHXHOUpaHe Ha OMOJIOrHYHATa
aktuBHOCT Ha cuctemuus VEGF ¢ 50% B »xuBoTnHCKM Mojenu. [lpu TsX ca Habmo1aBaHu MPOMEHN
Ha KPBBHOTO HAJISITaHE CJIE/ KaTo HUBAaTa Ha CBOOOAEH aduubepuent B KpbBOOOPBILICHUETO ca
JocTurHany npubimsutenso 10 Mukporpama/ml ¢ BpblaHe 40 U3X0JHOTO HUBO ciie]l TaJjaHe Ha
HHUBaTa JI0 o1 npubam3utesHo 1 Mukporpam/ml. M3uncieHo e, 4e ciei HHTpaBUTPEaTHO
MIpUJIOKEHUE Ha 2 mg MpHU MAIMeHTH, CpeIHaTa MaKCHUMallHa Mjia3MeHa KOHIEHTpaIs Ha cBOOOIeH
apmubepuent e noseue ot 100 mbTH MO-HUCKA OT KOHLEHTpaLUATa Ha adubeplenT, Heo0Xoauma 3a
NOJTy-MaKcUMallHO cBbp3BaHe Ha cucteMuute VEGF (2,91 mukporpama/ml) nmpu npoy4BaHe che
3npaBu gooposonim. ClieoBaTeTHO ca MaJIKO BEPOSITHA CHCTEMHHU (papMaKoJMHAMUYHH e()EKTH KaTo
NPOMEHHU B KPBBHOTO HaJISITaHE.

B®B dapmakokuHeTHuHE noAnpoyuBanus npu nanuenty ¢ OLIPB, OPPB, JIME wnu muonnuna XHB
cpenHa Cmax Ha CBOOOCH adIuOEpIICTIT B IUIa3MaTa ca O CXOJIHU, ChC CTOMHOCTH B TUAria30Ha OT
0,03 no 0,05 mukporpama/ml ¥ UHAUBHTYaTHU CTOMHOCTH, KOUTO HE HAJBUIIIABAT

0,14 mukporpama/ml. Crez TOBa, IIa3MEHUTE KOHIICHTPALKUK Ha CBOOOIcH ad)IMOepIenT CraaaT 10
CTOWHOCTH TOJ MM OJM3KY A0 JAOJTHATA TPAHHIIA Ha KOJIHMYECTBEHO OTpeiesiHe OOMKHOBEHO B
paMKHTe Ha eHa CeJMHMIIA; HEOTKPUBAEMH KOHIICHTPAIIMH C€ JOCTHUraT MPEAU CICABAIIOTO
MIpUJIOKeHUe cien 4 CeAMUIIN, IPU BCHYKH MAI[UeHTH.

Enumunupane

Toii kaTo admubeprienT e TepaneBTHYHO CPEICTBO HA OCHOBATA HA TIPOTEHH, HE ca MPOBEKIAHN
MPOYYBaHHUS 32 METAbOIM3MA MY.

CpobOoauust adaudepient ce cebp3Ba ¢ VEGF, kato o0pa3yBa ctabuiieH nHepTeH KoMinieke. Kakto

NPY JIPYTHTE MPOTEHHU C TOJIIMa MOJIEKYJIa, Ce 0YaKBa M CBOOOHHSAT, U CBbp3aHuAT aduubeprient aa
Ce CIIMMUHHUPAT Ype3 MPOTEOIUTHICH KaTaboIU3bM.
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brOpeuno yBpexaaHe

He ca npoBexaanu crienuanHy npoyyBaHus ¢ adauOepuent npu naueHTH ¢ Ob0peyHo yBpexaaHe.

DapMaKOKHMHETHYHUAT aHAIHN3 Ha MaleHTuTe B npoyuBaneto VIEW2, 40% ot kouto ca nManu
0B0peuHo yBpexaane (24% nexo, 15% ymepeno u 1% Texko), Toka3Ba JIMIca Ha Pa3iiuKy 1Mo
OTHOIIICHUE HA TUIA3MEHHUTE KOHIIGHTPAIUY Ha aKTHUBHOTO BEIIECTBO CJIC MHTPABUTPEATHO
MIPIIOKEHUE TIpe3 4 WK § CEIMMUIIH.

[HonoGHu pe3ynraTu ca HabmroaaBanu npu nauueHtu ¢ OLIPB B mpoyuBanero GALILEO, npu
nauuentu ¢ JIME B npoyusanero VIVIDPME 4 ipu naumentu ¢ muormuna XHB B npoyuBaneTo
MYRROR.

5.3 IIpeakJMHUYHU JaHHHM 32 0€30MACHOCT

[Ipu HEeKIIMHUYHKTE POYYBAHUS 32 TOKCUYHOCT P MHOTOKPATHO Npuiiarane eekty ca
HAOII0JaBaHU CaMO MPH CUCTEMHH €KCITO3UIINH, 32 KOUTO CE CUMTA, Ye 3HAYNTEITHO Ha/IBUIIaBaT
MaKCHUMAaJTHAaTa eKCIIO3UIIHS TIPH XOopa ClIe]] MHTPABUTPEATHO MPIIOKEHUE B IPEABUCHATA KITMHIYHA
J103a, KOETO MOKa3Ba MaJIKO 3HAUYEHHUE 32 KIIMHUYHATA YIIOTpeoa.

Epo3uu u ynanepauuu Ha pecnUpaTOpHUSI EUTEN B HA3aJJHUTE XOA0BE HA MaMyHH, JIEKYBaHHU C
aaulOepLenT HHTPABUTPEATHO, ca HAOJIF01aBaH! ITPU CUCTEMHHU S€KCIIO3UIIMH, HaIBUIIIABAIIN
MaKCHUMAaJIHaTa eKCIO3ULMs npu Xopa. CucteMHaTa eKCno3uus Bb3 oCHOBa Ha Crmax 1 AUC 3a
cBoOoeH adumbepenT € choTBeTHO 0K0J10 200 1 700 IIbTH MMO-BHCOKA B CPaBHEHHE ChC ChOTBETHUTE
CTOWHOCTH, HAOIIOIaBaHU TPY XOpa CJIe]] HHTPABUTPEATHO MPIIIOKEHUE Ha f03a oT 2 mg. [Ipu
HUBOTO Oe3 HaOmoaBanu Hexenanu edext (No Observed Adverse Effect Level, NOAEL) ot

0,5 mg/oko npu MaliMyHU CHCTEMHATa EKCITO3UIIMSI € ChOTBETHO 42 U 56 IhbTH MO-BUCOKA Bb3 OCHOBA
Ha Cmax 1 AUC.

He ca MPOBCKAAHU NTPOYUYBAHUA 34 MYTAr€HCH WJIW KAPIMUHOTCHCH NMOTCHIIUAT Ha a(l)J'II/I6€pLI€HT.

Ha6monaBan ¢ eekt Ha anOeplenT BbPXy BBTPEMAaTOUYHOTO Pa3BUTHE B IIPOYYBaHMS HA eMOPHO-
(heTaTHOTO pa3BUTHE IIPU OpEMEHHHM 3aiiiy ¢ MHTpaBeHO3HO (3 10 60 mg/kg), kakTo u noakoxHO (0,1
1o 1 mg/kg) npunoxxenne. NOAEL npu maiikute e npu go3a ot 3 mg/kg wim crorBetHo 1 mg/kg.
NOAEL 1o oTHOIIEHHE Ha TOKCHYHOCT 3a pa3BUTHETO He ¢ onpezeneHo. [Ipu go3a 0,1 mg/kg,
CHCTEMHUTE E€KCIIO3HUINA Bh3 0CHOBA Ha Cmax 1 KymysiaTuBHa AUC 3a cB0OOIeH adhaubepIienT ca
CHOTBETHO OKOJIO 17 1 10 IbTH MO-BUCOKH B CPaBHEHHE ChC CHOTBETHUTE CTOMHOCTH, HAOII0JaBaHH
IPY XOpa CJIe]] UHTPABUTPEATHO PUIOKEHHE Ha /1032 2 mg.

Edextute BEpXyY GepTuiinTeTa IpH MBKKH U KSHCKH KUBOTHH Ca OLICHSIBAaHH KaTo 4acT OT 6 MECEYHO
NpOyYBaHe MPH MAaHMyHH ¢ HHTPaBEHO3HO MpuiiokeHue Ha adaubepuent B 1o3u ot 3 1o 30 mg/kg.
HpI/I BCHUYKH JO30BH HHBA Ca Ha6HIOlIaBaHI/I JIMIICA HAa MEHCTpYyalus WK HEPECAOBHU MEHCTPYAITHH
IUKJIA, CBbP3aHU C IPOMECHU B HMBATa Ha )KCHCKUTE ITIOJIOBU XOPMOHHU, U ITIPOMCHU B Mop(bonorm{Ta u
MOJBIKHOCTTA Ha criepmaro3ouante. Be3 ocHoBa Ha Cmax 1 AUC 3a cBoOoIeH adimbepient,
Ha0JII0JaBaHH [IPH HHTPABEHO3HO MPHJIOKEHUE Ha 71033 3 mg/kg, CHCTEMHHUTE eKCIIO3UIIUH ca
c¢b0TBeTHO 0KOJIO 4 900 bTH 11 1 500 ITBTH TTO-BHCOKH OT €KCITO3UIINATA, HAOII01aBaHa IIPH X0pa
Clle/l MIHTPaBUTPEATHO MPHIOKEHHE Ha J103a 2 mg.
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6. ODAPMAIIEBTUYHHU JAHHHU
6.1 ChnmucbK Ha NIOMOIIHHUTE BelIECTBA
XUCTUIUH

XHUCTUIUH XUAPOXIOPUI MOHOXHIPAT
IMomucopbar 20 (E 432)

Tpexanosa guxuapar

Bona 3a unxeknun

6.2 HecbBMEeCTHMOCTH

[Ipu nunca Ha mpoy4YBaHMA 32 HECHbBMECTUMOCTH TO3H JIEKAPCTBEH MPOAYKT HE TPsiOBa J1a ce CMECBa C
JIpYyTH JEKapCTBEHU POIYKTH.

6.3 Cpox Ha roaHOCT
3 roauHU.
6.4 Chnenuananm yca10BHS HAa CbXpaHeHHe

Ha ce cbexpanssa B xnagmwiauk (2°C — 8°C). [la He ce 3ampa3ssipa.
Jla ce chXpaHsiBa B OpUTHHATHATA OMAKOBKA, 33 Ja Ce MPE/a3y OT CBETIIMHA.

HeoTBopeHHAT (h1akoH MOXKE J1a Ce ChXpaHsABa U3BbH XaauiHuK moja 25°C no 24 yaca. Cien
oTBapsiHE Ha (IaKoHA Ja ce padOTH B aCENITUYHU YCIIOBHSI.

6.5 Buau chabpkaHUue HA ONIAKOBKATAa

PastBOp BBB (prtakoH (cTHKIO THT [) Che 3amymanka (xJiopOyTrioBa ryma). Beekn ¢diakoH chabpxa
M3I10J13BaeM 00eM Haii-maiko 0,1 ml.

Yesafili ce mpennara B 2 pa3auyHu OMIAaKOBKU:
Enna omakoBka, chabpikaia 1 diakon u crepuwina uria ¢ Guithp 5 mukpona (18 G x1% uHua).

Enna onmakoBka, ceabpikaia 1 ¢uakon, crepuinHa urna ¢ puntep 5 mukpona (18 G 1% urua),
crpunioBka Tumn Luer-Lock ot 1 ml u nmkexmmonna urna (30 G x 2 uH4a).

He Bcuuky BUIOBE ONaKOBKM MOTraT a ObAaT MyCHATH Ha 1asapa.
6.6 CrnenuajaHu NpeanasHu MepKHU NMPH U3XBHPJIsiHEe H padoTa
DaKOHBT € 3a eJHOKpaTHA ynoTpeda caMo B €IHO OKO.

®D1akoHBT CHABPKA TIOBEYE OT MPENOPhUUTENIHATA 1032 2 mg admubeprient (€KBUBaJICHTHU Ha
0,05 ml). M31uH0TO KOJHYECTBO TPsIOBa Ja C€ OTCTPAHHU MPEAH MPUIOKEHHUE,

Hpe)m OPUITOKCHHUE, Pa3TBOPBHT TpH6Ba Ja C€ MPOBCPHU BU3YAJIHO 3a UYXKIU 4aCTULIHU W/ UIH MMpoMsdHa B
IBETa WJIN BCAKaKBa IIPOMsAHA BbB BbHIIIHUSA BUI. B cnyqaﬁ € CC Ha6.HI-OIIaBaT TaKWBa, JICKaAPCTBCHUAT

NPOJIYKT TPSIOBA J]a C€ U3XBBPIIH.

3a MPUrOTBSIHETO Ha HHTPABUTPEAITHATA WHIKEKIIMS ca HEOOXOIUMU CIIETHUTE METUIIMHCKH U3]IEITHS
3a eTHOKpaTHa yroTpeoa:
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HUrna ¢ duntep

BD Tbma crepunna urna ¢ GUIThp 5 MUKpOHa (3a U3TETIISIHE), HE € 32 MH)KEKTUPAHE B KOXKaTa.

He aBroxmaBupaiite BD Thnara urna ¢ Guntsp (3a u3TerisHe).

Urnara ¢ untep He e muporenHa. He 51 n3nonssaiiTe, ako HHANBHIyaJlHaTa OTIAKOBKA € ITOBPEICHA.
WzxBbpiere u3non3sadata BD Tena uria ¢ GuaTep (3a u3TerisHe) B 0100peH KOJICKTOP 3a OCTPU
MIpEeIMETH.

Buumanue: [ToBTOpHOTO H3MONI3BaHe HA UIJIaTa ¢ GUITHP MOXKE Jia JIoBeJe IO MHQEKIUS HITH JPYTo
3a00JIsIBaHe/yBpEKIaHE.

CHDI/IHHOBKa (K’BZ[CTO € HDCHOCTaBCHa)I

Copunnoska tun BD Luer-Lock ot 1 ml.

He aBroxmaBupaiite cnpuHuoBkaTa T BD Luer-Lock ot 1 ml.

CrpunnoBkara He € nmuporenHa. He s m3nomn3Baiite, ako MHAWBHyaTHATa OTMIAKOBKA € TIOBPE/ICHA.
WzxBbpiete u3non3sanara cupuiopka il BD Luer-Lock ot 1 ml ¢ npukpeneHa HHXEKIIHOHHA
uria, B 0J00peH KOJIEKTOp 3a OCTPH IPEAMETH.

Buumanue: [ToBTopHaTa ynmotpeda Ha CIIPUHIIOBKATa MOXKE Ja JOBEJIE 10 HHPEKIHS WIH IPYTO
3a00JIsIBaHe/yBpEKIaHE.

I/IH)KGKLII/IOHHa urjia (K'LZ[GTO € HDGI[OCTEIBCHEI)I

BD mmxkeknuonna nrita 30 G X % nH4Ya

He aBroxnasupaiitre BD nnxexknmnonnara urna 30 G x %2 unya.

HmKkeKImMoHHAaTa UTJIa He € MIpoTreHHa. He s n3mon3Baiite, ako MHANBUIyaTHATA ONIAaKOBKA €
MOBPEICHA.

Msxebpraete uznon3Banata BD umxkexuuonHa uria 30 G X %2 uH4a, mpUKperneHa KbM CIPUHLIOBKATA,
B 0JI00pEH KOJIEKTOP 32 OCTPU MIPEIMETH.

Buumanue: [ToBTOpHOTO M3M0/I3BaHe HA MHKEKIIHOHHATA MIJ1a MOYKE J1a IOBEAE 10 HHPEKIINSA UITH
Ipyro 3a0ossiBaHe/yBpeKAaHe.

3a UHTpPaBUTPEATHO WHXKEKTUpAHE TPIOBa Jla ce M3I0JI3Ba HHKeKIoHHa uria 30 G x V2 uHya.

* Yesafili ce mpenara B 2 pa3inyHH OTIAKOBKU

®durypa A: Onakoska ¢ 1 ¢uakon + 1 urna ¢ puarsp + 1 cnpunLioBKa + | HHXXEKIHMOHHA UTTIa

CTepunHa cnpvHUOBKa
T™n Luer-Lock ot 1 ml
(rpamyvpaHa 3a 44— OnakoH
u3mepBaHe Ha 0,05 ml)

=i
C—mn ¢

CTepunHa urna ¢ puntsbp

5 MUKpPOHHa
CTepunHa MHXEKLMOHHa (18 G x 1% nya)

urna
(30 G x %2 unya)
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®Ourypa b: Onakoska ¢ 1 ¢naxon + 1 urna c puntsp

>
_—
—_—
44— Dnakon
=—

T

CrepwiHa uria ¢ GuiIThp
5 mukpona (18 G x 12 unya)

Ykazanusa 3a ynompeoa

1. OTcTpaHeTe mIacTMacoBara Karavka u
ne3nH(peknupaiTe BHHITHATA YaCT HA T'yMeHaTa
3amymaika Ha giakoHa.

2. 3a u3TeriIsIHEe Ha JIEKAPCTBEHUS IPOIYKT OT
(hakoHa ce M3Mmo3Ba uria ¢ GUIThP 5 MUKPOHA
18 G x 1 % unua.

N3Bagete uriata ¢ GuiaThpa 5 MUKpPOHA

18 G x 1% unua u cnpuHLoBKarta ot 1 ml ot
onakoBkute uM. [Ipukpernere urnara ¢ GuUATHpP
KBbM CIIPUHIIOBKATA, KAaTO 5 3aBUETE BbPXY BbpXa
Ha cripuHioBkara Tun Luer-Lock.
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3. BpBenete uriara ¢ GuITHp B LEHTHPA HA
3amyIIankaTta Ha (JIakoHa, J0KaTo UIilaTa Bie3e
U3LSUI0 BBB (JIaKOHA U BEPXBT JOKOCHE ITBHOTO
WK I0JIHUS PBO Ha (IIaKkoHa.

4. Karo u3nos3BaTe aceNTHYHA TEXHHKA,
U3TETJIeTe IAJI0TO ChAbpKaHue Ha (hakoHa ¢
Yesafili B cnpuHIIOBKaTa, KaTO IBPKUTE
(y1akoHa B U3MPABEHO TOJIOKEHHUE, JIEKO
HAKJIOHEH C I1eJ1 YJICCHSABaHE Ha ITbJIHOTO
U3TETJsIHE. 3a [1a ce BB3MPENATCTBA HABIN3aHETO
Ha BB3J[yX CKOCCHUSAT BPBX Ha UIIaTa ¢ GUITHP
TpsiOBa J1a € MOTOIEH B TEYHOCTTA.
[IpoxwmxaBaiite 1a HaKJIOHSIBaTe (IaKoHA MO
BpeMe Ha U3TETIISIHETO, KaTO IbPXKUTE Kpast Ha
urnara ¢ QUIThp, MOTOIEH B TEYHOCTTA.

lacoueH Hagon!
CKOCEH BPbX Ha
vrnata

5. Koraro u3npasBare ¢uiakoHa, yBepeTe ce, 4e OyTaJoTo € U3TETIICHO JIOCTATHYHO Ha3al, 3a Jia
M3MPAa3HUTE HAITBIHO UTJIaTa ¢ PUIThpA.

6. OtcTpaHere Urinara ¢ GUITHP U S U3XBBPIICTE MO MPABUIICH HAYHH.

3abenexka: WUrnara ¢ (I)I/IJ'I’I"BP HC Tp$16Ba Ja CC U3IM0JI3Ba 3a UHTPABUTPCAIHO NMHIKCKTHPAHC.

7. YBeperte ce, 4ye MHXEKIIMOHHATa UTJia ¢
pasmepu 30 G x '; mHYA ce u3Io3Ba 3a
WHTPaBUTPEATHA HHKEKITHUS.

H3Bagere unxeknronnara uria 30 G X Y2 uxHua
OT HEHHATa OMMaKOBKA U C U3I0JI3BaHE HA
acenTHYHA TEXHHKA S 3aBHITE 37[paBO BBPXY
BbpXa Ha crpuHIoBKaTta Tuil Luer-Lock.

8. Korato cTe roToBH 3a NpujIoKeHUE,
OTCTpaHeTe IUIACTMACOBHUS IIPEAa3nuTeIl Ha
WrJiaTa oT Hed.

Kato appkute CipuHIIOBKAaTa C HACOYEHA
Harope WrJia, s IpoBepeTe 3a Halu4yue Ha
BB3IyIIHU MeXypueTa. AKO UMa Mexypuera,
BHUMATEJIHO [IOTYNAaNTe CIPUHILIOBKATA C NPBCT,
JIOKaTo Bb3AYIIHUTE MEXypueTa ce cbOepaT B
ropHara i 4acr.
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9. OtcTpaHeTe BCUUKHU BB3AYIIHA MEXypUeTa U
M3TJIACKANTE W3JIUITHUS JICKAPCTBEH IPOAYKT,

kato 0aBHO HaTUCKaTe OyTaraoTo, TaKa 4e gl =
IJIOCKHAT PH0 Ha OYTaNOTO J1a Ce U3PaBHU C <

nenenneTo, ooosnadasamo 0,05 ml na '
cpuHIOBKaTa. =

Pa3TBop cnep oTcTpaHsBaHe
Ha Bb3AYLWHUTE MeXypyeTa 1
M3MUIWHOTO NIeKapcTBO

TNunna 3a posupare 3a
0,05 ml

Mnockk pb6
Ha byTanoto

10. ®nakoHBT € caMo 3a eAHOKpaTHA yrnoTrpeda. MHOTOKpaTHO mpujiaraHe Ha JO31 OT eIuH (DIaKoH
MOJKE J]a YBEJIMYM PUCKa OT 3aMbPCSIBaHE U MOceBaila HHOEKIH.

Heusnon3panusr JICKApCTBCH NPOAYKT UK OTIIAABYHUTC MATCPUAJIU OT HCTO TpSI6Ba Ja Cce
HU3XBBPJIAT B CbOTBCTCTBUC C MCCTHUTC U3UCKBAHUA.

7. NNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited
Unit 35/36

Grange Parade,

Baldoyle Industrial Estate,

Dublin 13

DUBLIN

Wpnannus

D13 R20R

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/23/1751/001
EU/1/23/1751/002

9. JATA HA II'bPBO PA3ZPEIIABAHE/IIOJJHOBSABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[ata Ha ibpBO pa3pemanane: 15 centemBpu 2023 r.
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10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

IMoapoOHa HpopMalrs 3a TO3H JEKApCTBEH MPOIYKT ¢ MPEeI0CTaBeHa Ha yebcaiiTa Ha EBpomnelickata
areHIIUs 1Mo JIeKapCTBaTa
(EMA): http://www.ema.europa.eu
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IMPUJIOKEHHUE IT

MHPONU3BOJUTEJI HA BUOJOTNMYHOTO AKTUBHO
BEIIECTBO U ITPOU3BOJAUTEJL, OTTOBOPEH 3A
OCBOBOXKIABAHE HA ITAPTHU/IU

YCJI0BUSA UK OT'PAHUYEHHUA 3A JOCTABKA U
YIIOTPEBA

APYI'U YCJIOBUSA N UBUCKBAHUSA HA
PA3SBPEHIEHHUETO 3A YIIOTPEBA

YCJIOBUA NJIN OT'PAHUYEHUS 3A BE3OITACHA "

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUMA
IHPOAYKT
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A. NPOU3BOIUTEJ HA BUOJIOTNYHOTO AKTUBHO BEIIECTBO U
MNPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOX/JIABAHE HA ITAPTUIHN

Hme n aapeC Ha MPOU3BOAMTCIIA HA OMOJIOTUYHO AKTUBHOTO BCIICCTBO

WuXi Biologics Co. Ltd.
108 Meiliang Road,
Mashan, Binhu District,
Wuxi, Jiangsu 214092
Kuraii

Hme n aapeC HA MPOU3BOAMTCIIA, OTTOBOPEH 34 0CB060)KI[aBaH€ Ha NapTHUAUTC

McDermott Laboratories Limited T/A Mylan Dublin Biologics
Newenham Court, Northern Cross, Malahide Road

Dublin 17

Hpnannus

Mylan Germany GmbH

Zweigniederlassung Bad Homburg v. d. Hoehe, Benzstrasse 1
Bad Homburg v. d. Hoehe

Hessen, 61352

I'epmanus

[levaTHarta TMCTOBKA HA JIEKAPCTBEHHS MPOIYKT TPAOBA J]a ChIbpPKA UMETO U aJipeca Ha
MPOU3BOIMTEINS, OTTOBOPEH 32 OCBOOOKIaBAaHETO HA CHOTBETHATA MApTHIA.

b. YCJOBUS NN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA
JlexapcTBEHHUAT MPOYKT C€ OTITyCKa [0 OTPaHUYEHO JieKapcko nmpeanucanue (Bx. [punoxenwue I:
KpaTka xapakTepucTrka Ha IpOAyKTa, Touka 4.2).

B. JAPYI'M YCJIOBUSA U U3BNCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA

. IlepuoguyHu aKkTyaJau3npanm aokjaanau 3a oezonacuoct (ITAIB)

WzuckBanusra 3a nogaBane Ha [IAJIb 3a T0o3u JIeKapCTBEH MPOAYKT Ca MTOCOYCHH B CIHCHKA C
pedepentauTe natu Ha EBponetickus cpio3 (EURD cruchk), mpensuaes B wi. 1078, an. 7 ot

HupextuBa 2001/83/EO u BbB BCHUKU CIIEABAIIN aKTyaTH3aINH, TyOINKYBaH! Ha €BPOIIEHCKHUS
yeOmopTa 3a JeKapcTBa.

. YCJI0OBUA WIN OTPAHNYEHUA 3A BESOITACHA U EOEKTUBHA YIIOTPEBA
HA JJEKAPCTBEHUSA ITPOAYKT

. IInan 3a ynpasaenue Ha pucka (ITYP)

[IpurexatensT Ha pa3pemenueto 3a ynorpeda (IIPY) TpsOBa aa n3BbpIIBa U3UCKBAHUTE AEHHOCTH U

JIEACTBUS, CBBP3aHU C TIPOCIIeAsIBaHE Ha JIEKapCTBEHATa 0€30TacHOCT, TOCOYeHH B of00peHus [1VP,

npeactaBed B Moxyn 1.8.2 Ha pa3peneHreTo 3a yrnorpeda, KakTo U BB BCHUKH CJICIBAIIHA OJ00PECHH
akTyanusauuu Ha [TYP.
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Axryanmusupan [TYP Tpsa6Ba na ce monmana:

. o uckaHe Ha EBpornelickara areHIus mo JeKapcTBaTa;

. BUHATH, KOTAaTO CE U3MEHS CHCTEMAaTa 3a yIpaBJICHHE Ha PUCKA, OCOOEHO B Pe3yiTar Ha
MoJTydaBaHe Ha HOBa WH(OpPMAITHs, KOATO MOXKE Ja JOBEJIE 10 3HAYMMHU IIPOMEHH B
CHOTHOIIICHUETO ITOJI3a/PUCK, WITH CIIE/] TOCTUTAHE Ha BayKEH eTall (BbB BPh3Ka C MPOCIC/IIBaHE
Ha JIeKapCTBeHaTa 0€30MaCHOCT WITH CBEXKJIaHE HA PUCKA 0 MUHUMYM).

Axo nmatute Ha mogaBaneto Ha [TA/Ib n aktyanusupaneto Ha [IYP chBmagat, Te MoXke 1a ce mogagat
€HOBPEMEHHO.

Cucrema 3a JekapcTBeHa 0€30I1acHOCT

[IPY TpsabBa nxa rapanTHpa, 4e CHUCTEMAaTa 3a JeKapcTBeHa 0e30IacHOCT, mpecTaBeHa B Moy 1.8.1
Ha Pa3pemiennero 3a ynorpeba € BHeIpeHa U PYHKIIMOHHUPA MPEAH U TOKATO JIEKAPCTBEHUSAT MTPOIYKT
€ Ha rasapa.

o JIONIbITHUTETHA MEPKH 3a CBEXKAAHE HA PUCKA 10 MUHAMYM

[IPY ce cprinacu aa npeaoctaBu o0yunTeneH MaTepuai 3a Yesafili 3a Tepuropusita Ha EBponelickust
cpio3. [Ipean myckaHe Ha poOAyKTa Ha Ma3apa U B paMKHUTE Ha )KU3HEHUS My IIUKBJI BbB BCAKA
IbpxkaBa wieHka, [IPY me cperiacyBa okoHYaTeNHNS 00yYUTENIeH MaTepHrall C HallMOHATHHUTE
KOMIIETEHTHHU OpraHu.

TIPY rapantupa, 1e ciea oOCHKIaHe U IOCTUTaHE Ha ChIIACHE C HAITMOHATHUTE KOMIICTCHTHH
OpraHu BB BCSIKa JIbp)KaBa WICHKa, KbJETO ce mpojasa Yesafili, O4HUTE KIIMHUKH, KBJETO CE OYaKBa
Yesafili na ce u3mon3Ba, ca cHaOAEHH ¢ aKTyalu3upaH HHPOPMALMOHEH MAKET 3a JIGKapH, ChAbPKaIll
CIIETHUTE €JIEMEHTH:

o Undopmanus 3a aexkapu

o Buneo Ha npoueaypata 3a HHTPaBUTPEATHO HHKEKTUPAHE

o [TukTorpama Ha mpoueaypara 3a HHTPAaBUTPEATHO HHKEKTHPaHe
o WNHpopMamoHH AKETH 32 MalUeHTH

I/IH(l)OpMaI_II/IﬂTa 3a JICKapu B OGy‘II/ITe.TIHI/ISI MaTtepuall CbAbprKa CJICAHUTC OCHOBHU CIICMCHTU:

. TexXHUKH 32 HHTPABUTPEATHO HH)KEKTHPaHe, BKIIOYUTETHO u3noia3eane Ha 30 G urna u
CHOTBETHUS BI'bJ1 HA HH)KEKTHPAHE

J [ToTBBpKICHHE, Ye (PIIAKOHBT € CaMO 3a €AHOKpaTHa yroTpeda

. HeoOxoxumocTTa 1a ce M3XBBPIIN U3HIIHUAT 00E€M OT CIIPHHIIOBKATa IPEIH Ja C& HHKEKTHpa
Yesafili, 3a 1a ce u3derHe npeno3upane

J HaGumonenye Ha mayieHTa ciiell HHTPaBUTPEaTHO HHXKEKTHPaHe, BKJIIOYUTETHO MPOCIIeasBaHe
Ha 3pUTeNHaTa OCTPOTa M MOBUIIABAHETO HA BETPEOUYHOTO HAJISITAHE CJie]] MH)KEKTUPAHETO

. OCHOBHM MPHU3HAIM U CHMIITOMH Ha HEeXEJaHW ChbOUTHUS, CBbP3aHU C MHTPABUTPEATHO

WHKEKTHPaHe, BKIIIOUUTETHO CHAO0(PTAIMUT, BBTPEOYHO BB3MAICHHE, IOBUIICHO BETPEOYHO
HaJITaHe, pa3KbCBaHE HA MMTMEHTHHS SIUTEI Ha PeTHHATA U KaTapakTa

o [TanmeHTKHUTE € AeTEPOIeH MOTEHINAT TPSAOBa Jla MpuiaraT e)eKTHBHA KOHTPALEIIIHS, a
OpeMeHHUTE >KeHH He TpsiOBa na u3monsBar Y esafili

NHopManmoHHUST MaKeT 3a MalUeHTa OT 00yYUTETHNS MaTepral BKIF0YBa HHOOPMAIIMOHHO

PBHKOBOJICTBO 32 MAIMEHTA ¥ HEroBara ayauo Bepcus. MHpOopMaMoHHOTO PEKOBOICTBO 3a MAIUCHTA

ChABPIKA CIICTHUTE OCHOBHH €JICMEHTH:

. JluctoBka ¢ uHpOpMaIys 3a NalueHTa

Koii TpsioBa na ce nekyBa ¢ Yesafili

Kak na ce moarorsure 3a ieuenue Yesafili

Kaxksu ca crerkure ciern ieueHue ¢ Yesafili

OCHOBHU IIPHU3HAIY ¥ CHMIITTOMH Ha CEPUO3HH HEXEJIAaHU CHOUTUS, BKIIOYUTEITHO

eH10()TAIMUT, BBTPEOYHO Bh3MAJICHUE, YBEIIMYaBaHE HA BBTPEOYHOTO HAJISIraHe, pa3kbCBaHE Ha

MMUTMEHTHUS CIIUTEN Ha peTUHATA U KaTapakTa

° Kora fa moThpcsT crieliHa moMoIil OT CBOs JIeKap

. [NarueHTKUTE ¢ AeTEPOICH MOTEHIIMAN TPsIOBa Ja mpujarat e)eKTHBHA KOHTPALICIIIHS, a
OpeMeHHUTE )KEeHH He TpsiOBa na u3nossar Y esafili
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ITPUJIOKEHHUE I1I

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA KAPTOHEHA
KYTHUA

daakoH

‘ 1. HNME HA JJEKAPCTBEHUA ITPOAYKT

Yesafili 40 mg/ml uHXEKIMOHEH Pa3TBOP BbB (IIaKOH

apmubepuent

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

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

‘ 3. CIIMCBK HA IOMOIIHUTE BEINECTBA

XUCTUANMH; XUCTHIUH XUAPOXJI0pua MoHoxuapat; monucopdat 20 (E 432); Tpexanosa nuxuapat; Bona
32 UHXKEKLIUY.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

MHXeKIIMOHEH pa3TBOp

1 dnaxon ceabpxka 4 mg agaudepuent B 0,1 ml pasrop (40 mg/ml).
4 mg/0,1 ml.

1 urna ¢ puntep 18 G X1 % nHua
1 urna ¢ punTep 18 G X 1% nH4a
1 copunnoska tun Luer-LockoT 1 ml
1 30 G x ¥, uHYa MHKEKIIMOHHA UTJIa

Hocrass 1 equanyHa 103a ot 2 mg/0,05 ml.

‘ 5. HAYYH HA ITPUJIOKEHUE N ITbT(MIIA) HA BBBEXKJIAHE

MHTpaBuTpeanHo NpuiioxKeHue

Camo 3a eTHOKpaTHa ynorpeoa.

[Ipenu ynoTpeba npoyerere JINCTOBKATA.

WznumHusaT o6eM TpsiOBa Ja ce OTCTPaHU MPeIu HHKEKTUPAHE.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXJIEHUSA, AKO E HEOBXOAUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce chxpaHsiBa B XJIaJMJIHUK. /|a He ce 3ampa3sBa.
a ce cbxpaHsiBa B OpUrMHANIHATA OMIAKOBKA, 3a J1a C€ MPE/INa3u OT CBETIMHA.
HeotBopenusr hakoH MoXe J1a ce ChXpaHsABa U3BBH XIaquiHUK o 25°C mo 24 vaca.

10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited
Unit 35/36

Grange Parade,

Baldoyle Industrial Estate,

Dublin 13

DUBLIN

Upnanaus

D13 R20R

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/23/1751/001 EU/1/23/1751/002

‘ 13. MAPTUJAEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

[Ipueto e ocHOBaHMeE J1a He ce BKItouM HH(popMarms Ha bpaiinosa a3oyka.
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‘ 17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JIByn3mepeH 6apKoJ1 ¢ BKIIFOUCH YHUKAICH HICHTU(DHUKATOP.

‘ 18. VYHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN

43



MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

diaakon

‘ 1. NME HA JIJEKAPCTBEHUSA INTPOAYKT U ITbT HA BBBEXK/JIAHE

Yesafili 40 mg/ml umkexius
apmubepuent
WHTpaBUTpEaHO NPUIIOKECHHE

‘ 2. HAYYH HA ITPNJIOKEHHNE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIN

Hsnonsaem o6em 0,1 ml

6. JIPYTO
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Bb. IUCTOBKA
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JlnucroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Yesafili 40 mg/ml nH:keKMOHEH pa3TBOP BbB (Pu1aKkoH
apmubepuent (aflibercept)

vTosn JICKApCTBEH MPOIYKT MOJICKH Ha JOMBIHUTENHO HabmoaeHre. ToBa 111e M03B0JIH OhP30TO
yCTaHOBSIBaHE Ha HOBA HH(OPMAIIUs OTHOCHO Oe30macHoCcTTa. MoXKeTe J1a 1ajieTe CBOs IPUHOC KaTo
CHOOIINTE BCSIKA HEXETaHa PeakIlys, KOATO CTE MOJTYYMIH. 3a HAYMHA Ha ChoOIIaBaHe Ha HEeXKETIaH!
peaKIMu BIDKTE Kpast Ha Touka 4.

IIpoyeTeTe BHUMAaTEIHO LAJIATA JUCTOBKA, Mpeau 1a Bu 0be NpUI0KeHO TOBA JIEKAPCTBO, Thil

KaTO TH ChAbPiKka BaxkHa 3a Bac nadopmanus.

- 3amnaseTe Ta3u JUCTOBKAa. Moxke 1a ce HaJIOXKU J1a s IPOUETEeTe OTHOBO.

- AKO MMaTe HIKaKBHU JOIBJIHUTCIIHU BBIIPOCH, nornuTanTe Bamus JICKap.

- AKO NOITy4YnTe HAKAKBU HEXEJIaHU JIEKAPCTBEHH PEAKIMH, yBenoMmeTe Bamms nekap. Tosa
BKJIFOUBA BCUYKH Bb3MOKHH HEOIIMCAHH B Ta3M JIMCTOBKA HEKENAHU peaklnu. Brkre Touka 4.

KakBo cbhabpika Ta3u JUCTOBKA

KakBo npencraensBa Yesafili u 3a kakBo ce U3M0I3Ba

Kakgo TpsiOBa 1a 3Haere, npeau Aa Bu 0b1e npuioxen Yesafili
Kak me Bu 0bae mpunaran Yesafili

BBb3M0OKHM HEXEIaHU pPEaKLUU

Kak na cexpansiBare Yesafili

ChbabpkaHue Ha OTIAKOBKATA U JIOMBIIHUTEIHA HH(POPMAIIUS

AR e

1. Kakso npencrasasipa Yesafili u 3a kakBo ce u3moJizBa

Yesafili e pa3TBoOp, KOHTO Ce MHKEKTHPA B OKOTO 32 JICUCHHE HA OYHH 3a00JIABaHUs IPU Bh3PACTHH,
HapeYeHH

- HEoBacKyJapHa (BJIakKHa) Bb3pacTOBOOOYCIIOBEHA JIereHepalns Ha MakyJiara (BiaxHa B/IM),

- YBpPEACHO 3peHHE, TBIDKAIIO CE Ha OTOK Ha MaKyJlaTa, BCJIIEACTBUE HA OKJIy3us (3alylIBaHe) Ha
petnHanHa BeHa (OPB) (oxiry3us Ha pa3kinoHeHne Ha pernHanHa BeHa (OPPB) wim oxmy3us Ha
neHTpanaara peruHanHa Bera (OLIPB)),

- YBpPEACHO 3peHHe, IBIDKAIIIO ce Ha AnadeTeH MakylieH oTok (AMO),

- YBpPEACHO 3peHHE, TBIDKAIIO c€ Ha MUOMTMYHA XOPOHIallHa HEOBaCKyIapu3aus (MHOTTMYHA
XHB).

Ad¢nubepuent, akTUBHOTO BemiecTBo B Yesafili, 6iokupa akTUBHOCTTa Ha Tpyna (pakTopH, W3BECTHU
KaTo chaA0B eHnotelieH pacrexeH ¢akrop A (VEGF A) u marnenten pacrexen dakrop (PIGF).

[Ipu naupentu ¢ naxkHa B/IM u muonnuna XHB, Te3u ¢akTopu, Korato ca B IPeKOMEPHO TOJIIMO
KOJINYECTBO, Ca CBbP3aHU C a0HOPMHO 00pa3yBaHe Ha HOBU KPBBOHOCHU ChI0BE B OKOTO. Te3u HOBU
KPBBOHOCHH CBJIOBE MOraT Ja MPUYUHAT U3THYaHE Ha KPBBHU KOMIIOHEHTH B OKOTO U €BEHTYAITHO
YBpEXKIaHE Ha OUHUTE ThKAaHU, OTTOBAPSIIU 33 3pEHUETO.

IIpu maruenTu ¢ OLIPB ce momy4aBa OJ0KHpaHe Ha OCHOBHHSI KPBBOHOCEH ChJI, KOHTO OTBEX A
KpBbBTa OT peTHHATa. B pe3ynrtaT Ha ToBa ce noBumasat HuBaTa Ha VEGF, koeTo npuumnHsBa
M3THYaHE Ha TEYHOCT B PETHHATA, BOACLIO 0 OTOK Ha MaKyJjara (4acTTa OT peTHHATa, OTTOBOPEHA 32
J0OpOTO 3peHHe), KOMTO ce Hapuya MakyJieH OTOK. [Ipn oToka Ha MakyJaTa, IIEHTPAITHOTO 3peHHe Cce
3aMBbIIISIBA.

IIpn manmentn ¢ OPPB, exHO nin moBeve pa3kiIOHEHUs Ha TJIABHUS KPHBOHOCEH Ch/l, KOWTO
TPaHCIOPTUPa KPBB OT peTUHATA, ¢ OiokupaHo. B pesynrar Ha ToBa ce moumasat HuBata Ha VEGF,

KOCTO MPUYHHABA U3TUYAHC HA TCUHOCT B pCTUHATA, BOACIIO 10 OTOK HAa MaKyJiaTa.
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JnabeTHUAT OTOK Ha MaKyJaTa IPeCTaBIsIBa OTOK HA pETHHATA, KOMTO Cce MOJTy4YaBa IMpH MaIUeHTH C
nuabeT, BCIICJACTBHE HA M3THYAHE HAa TEYHOCT OT KPHBOHOCHUTE ChJIOBE B Makyyara. Makynara e Ta3u
4yacT Ha PEeTUHATa, KOATO € OTTOBOpHA 3a 100poTo 3peHue. [Ipu oToka Ha Makyiara, IICHTPATHOTO
3peHue ce 3aMbIJIIBa.

JlokazaHo e, ye auubeplent crupa pacteka Ha HOBU aOHOPMHU KPbBOHOCHU CHJIOBE B OKOTO, KOUTO
YEeCTO BOJAT J0 U3THUYAHE HA TEUHOCT WU JI0 KbpBeHE. AdIubepIienT MoxKe Ja TOMOTHE 3a
cTadmmM3upane, a B MHOTO CITy4ad U Ja moao0pu 3arybaTa Ha 3peHne, CBhp3aHa ¢ Biaxkaa BJIM,
OIIPB, OPPB, IMO u muonuuna XHB.

2. Kakso Tps6Ba na 3Haerte, npeau Aa Bu 0bae npuitoxen Yesafili

Yesafili niama na Bu 0bae npusioxkeH

- aKo CTe aJlepruvHu KbM auubeplentT Win KbM HSIKOS OT OCTAHAIHMTE ChCTaBKH Ha TOBA
neKapcTBo (M30poeHH B TOUKA 6)

- aKo MMaTe aKTHBHA MH()EKIHsI WM CbMHEHHE 32 MHPEKIHsI B OKOTO WM OKOJIO HEeTo (04HA HITH
OKOJI0OYHA UH(EKIIs)

- aKO MMaTe TEeXKKO Bb3NaJCHNE Ha OKOTO (TIPOSBABAILO c€ ¢ OOJIKA WIIM 3a4ePBSBaHE).

Ipexynpexnenns: u NpeAna3sHu MepKU
I'oBopere ¢ Bamms nekap, npenu na Bu 0b11e npunoxen Yesafili:

- aKo MMaTe IiIayKoma

- aKo CTe MMaJIH CITy4yau Jia BIWKJAaTe NCKPU WIM MBTHUHU M TIPH BHE3AITHO YBEIMUCHUE HA
pa3mepa u Opos Ha MbTHUHHTE

- ako Bu e mpaBeHa uiu 3aruiaHyBaHa Orepalusi Ha OKOTO, B PAMKUTE Ha MPEIXOIHUTE UITH
CIIE/IBAIIUTE YSTUPU CEAMHUIIN

- ako nmare Texxka hopma Ha OLIPB nmn OPPB (ucxemmuna OLIPB unmun OPPB), He ce
npernopbuBa JeueHue ¢ Yesafili.

OcCBeEH TOBa € BaXKHO Ja 3HacTe, 4uc:

- Oe3omacHOCTTa U e(PUKACHOCTTA Ha apiubepIienT, KOraTo ce mpuiara B IBETE OUYH
€THOBPEMCHHO, HE ca U3CJIC/IBAHU U aKO C€ M3T0JI3Ba M0 TO3W HAYHMH, MOXKE J1a JIOBEJIE JI0
MOBHIIICH PUCK OT MOSIBA HA HEXEJIaH! PEaKIHH.

- HHKeKTHpaHeTo Ha Yesafili Mojke 1a mpen3BHKa MMOBHUINIABAHE HA OYHOTO HAJIATAHE
(BBTpEOYHO HaANATaHE) IPH HAKOM MAIMEHTH B paMKHUTE HAa 60 MUHYTH OT WH)KEKTHPAHETO.
Bammwsr siekap e clieiv ToBa cie]] BCIKa WHKEKITHSL.

- aKo pa3BHeTe MHOEKIUS WIN BB3MAJICHUE B OKOTO (CHI0(TAIMHUT) WK IPYTH YCIOKHEHNUS,
MOJKe JIa OYyBCTBATE OOJIKA WK TIO-CHJIEH TUCKOM(pOPT B OKOTO, BIIOIIABAIIO CE 3aUePBSIBAHE
Ha OKOTO, 3aMbIJICHO WM OTcIIa0EHO 3pEeHUE U TIOBUINIEHA YYBCTBUTEIIHOCT KbM CBETIIHHA.
BaxxHO € BCHYKH CUMITTOMH J1a ObJIaT JMArHOCTUIIUPAHN U JICKYBaHU Bh3MOXKHO Hal-CKOPO.

- Barusr siekap e mpoBepH Jaji UMaTe APYrH PUCKOBH (HAaKTOPH, KOMTO MOTAT J1a YBEIHYaT
BB3MOXHOCTTa OT pa3KbCBaHE MM OTJICTIBAHE Ha €JIUH OT CJIIOCBETE B 33/{HATA YaCT HA OKOTO
(oTyIenBaHe WK pa3KbCBaHE HA PETUHATA U OTIICTIBAHE WM Pa3KbhCBaHE HA MUTMEHTHHSI CITUTEN
Ha pEeTHHATA), B KOMTO ciydait adhaubeplient TpsAOBa Aa ce mpujara ¢ TOBUIIICHO BHUMaHHUE.

- Adnubeprent He TpsOBa Ja ce IMpujiara 1o BpeMe Ha OpeMEeHHOCT, OCBEH aKO MOTEHI[MaTHATa
0J13a He TIPEBUINAaBa MOTEHIIMAIHUS PUCK 3a IIIO/IA.

- JKEHHU C JICTePOJICH TOTECHIMA TPsOBa /1a U3MONI3BaT e)eKTHBHA KOHTPAIICTIIIUS [0 BpeMe Ha
JICUCHUETO U Hal-MaJIKO TpH Mecena cliel mocieanaTa nikekius Yesafili.

Cucremnara ynotpeba Ha uaxuouropu Ha VEGF, Bemiecta, mogo0HH Ha OHE3U, KOUTO C€ ChIbPKAT

B Yesafili, e moTeHIIMaIHO CBBP3aHa ¢ PUCK OT KPbBHU ChCHUPEIIH, 3aMyIIBAIIH KPHhBOHOCHHUTE CHJIOBE
(apTepuaiHu TPOMOOEMOOIMYHH CHOUTHS), KOSTO MOKE J1a JIOBEJC 10 ChpcUeH HHPAPKT WIH 10
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uHCYAT. ChIECTBYBA TEOPETUUCH PHCK OT TaKMBa CHOUTHUS Cliel HHKeKTHpaHe Ha Yesafili B okoTo.
Mma orpannyueHu TaHHM 32 0€3011acHOCTTA MpH JiedueHue Ha nanuerTn ¢ OLIPB, OPPB, /IMO u
muonryHa XHB, kouTo ca uManu WHCYNT WM MUHU UHCYINT (TIPEXOHA UCXEMUYHA aTaKa) WiH
ChpJIcUYeH MH(APKT B PAMKHUTE Ha MOCICAHUTE 6 Mecena. AKO HIKoe 0T U30poeHHTE ce OTHacs 3a Bac,
Yesafili 1ie ce npuiara ¢ MOBHUILICHO BHUMAaHHE.

NMa orpaHnYeH OMHT C JICYSHUETO Ha

- manpenTy ¢ JIMO BcneacTBre Ha AuadeT Tum 1.

- JMabeTHIM ¢ MHOTO BUCOKH CpeIHM HUBa Ha KpbBHa 3axap (HbAlc Hag 12%).

- nuabeTuIy ¢ 09HO 3a00IsIBaHe, MPUYUHEHO OT quabdera, HapeueHo nponudepaTrBHa qruadeTHA
peTHHOMATHSL.

Jlumca onuT ¢ JIedeHHe Ha

- MAIUEHTH C OCTPHU UHPEKITUH.

- MAIMEHTH C IPYT'H OYHU 3a00JIsIBaHUS KaTO OTJICIBAHE HA PETHHATA WIIM JyIIKa B MaKyJiaTa.

- JMa0eTUIN ¢ HEKOHTPOJUPAHO BUCOKO KPhBHO HaJSTaHE.

- MAlUEHTH, KOUTO HE Ca OT a3MaTCKU Npou3xoll, ¢ muonnyHa XHB.

- MalMEeHTH, JIEKyBaHU Npeny 3a muonuyHa XHB.

- MAIMCHTH C YBPEXK/IaHE U3BbH IICHTPAIHATA YaCcT Ha MaKyJiata (ekcTpadoBeaIHu JIe3UH) 3a
muormuaa XHB.

AKo HiIKOE OT m30pOeHHUTE Mo-rope ce oTHacs 3a Bac, BammsT nekap e B3eMe npeaBH L Ta3u JIUTica

Ha nHpopManus npu jgedenneTo Bu ¢ Yesafili.

Jeua u roHoumu

Ynotpebara Ha adauOepIICIT MPH JIela WK IOHOIIY Ha Bh3pacT moj 18 ronuHu He € Ouia npoy4BaHa,
3amoro BiaxHara B/IM, OLIPB, OPPB, IMO u muonuuna XHB ce cpematr oCHOBHO NpH Bb3pacTHH.
IMopanu ToBa HAMa CHOTBETHA YNOTpeOa B Ta3u Bh3PacTOBa rpyra.

JApyru gexapcerBa n Yesafili
Tps6Ba ga kaxere Ha Bamus nexap, ako U3M0JI3BaTe, HACKOPO CTE M3IOJI3BAIIM WIH € Bb3MOKHO /12
H3II0JI3BaTe APYTH JIEKapCTBa.

BpeMeHHOCT 1 KbpMeHe
Xenu ¢ nerepoaeH noTeHuan TpsOBa 1a U3MOI3BAT €PEKTUBHA KOHTPALEIILHS 10 BpeMe Ha
JI€YEHUETO U Hal-MaJKo TpU Mecela ciiel nocieaHaTa nHxkekus Y esafili.

Hsima omut B m3mon3BaneTo Ha adumbeprent npu OpeMeHHH sxeHH. Y esafili He TpsOBa ga ce n3moa3Ba
0 BpeMe Ha OPEMEHHOCT, OCBEH aKo MOTCHIIMAITHATA 1T0J13a HEe MPEBHUIIIABa MOTCHIMATHHS PUCK 32
m1oja. AKO cTe OpeMeHHa WK IUIaHupaTe OPEeMEHHOCT, TIOChBETBalTe ce ¢ Barms nekap npeau
nedenue ¢ Yesafili.

Yesafili He ce npenopbuBa 0 BpeMe Ha KbPMEHE, Thil KaTO HE € M3BECTHO Aanu aguudepuent
npeMuHaBa B KkbpMmarta. [lockBeTBaiiTe ce ¢ Bamms nekap, npeau aa 3anovynere jgeyenue ¢ Y esafili.

Hlodupane u padora ¢ MalIMHKA

Cren umxekuusara ¢ Yesafili Moxke 1a ©MaTe BpeMEHHH 3pUTETHN cMylueHus. He modupaiite u He
paboTeTe ¢ MalllMHU, JIOKATO TE Ca HAIHUIIE.

Baxna nndopmanust 3a HAKoH cheTaBkH Ha Yesafili

ToBa JlekapcTBO ChABPKA MO-MaKO OT 1 mmol HaTpwit (23 mg) Ha T030Ba EUHUIIA, T.C. MOXKE Ja Ce
KaXKe, Y€ MPAaKTUUYECKU HE ChIbpPKa HATPUM.

3. Kak me Bu 0bae npuiaran Yesafili

Jlexap c onuT B MpUJIaraHETO Ha OYHH WHXKEKLUH 11e nHkekTrpa Y esafili B okoto Bu B acentuunu
(YMCTH U CTEPUITHU) YCIOBUSI.
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[Ipenopbuntennara qo3a e 2 mg aduudepuent (0,05 ml).
Yesafili ce mpunara kaTo HHXEKLIHUS B OKOTO (MHTPaBUTpEaIHA HHKEKIIUS).

[penyn nmxekTupanero Bamuar ekap 1ie U3noi3ea Je3nH(DEKINPAIIo CPECTBO 32 BHUMATEITHO
MOYKCTBaHE Ha OKOTO BH ¢ 1en npeaoTBpaTsiBane Ha MH(EKIHs. Bamust iekap 1ie npuioku u
MECTHA yIOWKa, 3a J1a HaMaJli WU TIPEA0TBPATH BCsAKa O0JIKa, KOATO OMXTE MOTIIN J1a TIOYyBCTBATE
MIPH MHXKEKTUPAHETO.

Brasicna B/IIM

ITammmenTtn ¢ BnaxkHa BJIM mie 6b1aT JICKyBaHH C €HA HHXKEKITHS Ha MECEI] B IPOABIDKCHUE HA TPH
MOCJIETIOBATEIHU JI03U, IOCIAEABAHU OT APyra UHKEKIHUsI Cle]] NIOIIBIHUTEIHU IBa MEcela.

Cren ToBa Bamusat jiekap 1ie peliu, 1aaid HHTSPBAIbT MEXKIY HHKEKIIMUTE MOJXKE Ja ¢ MOAbpiKa Ha
JIBa Mecella WK IIOCTEIICHHO J1a Ce YABbJ/DKABa C 10 2 WK 4 CeIMUIIM, aKO ChCTOSHUETO Bu ¢
CTAaOMITHO.

Axo cecTossHTETO BH ce BJIONIW, UHTECPBAJIBT MEXK Y MHKCKIIUUTE MOXE J1a 61)216 CBbKpaTCH.

He ce nmanara Ja 11occiaBare Bamms JICKap MCXKAY OTACIIHUTC MHKXCKIUH, OCBCH aKO UMATC HAKAKBU
Hp06HeMI/I WIIH CTE TTIOCHhBETBAHU OT Barms JICKap.

Omok na maxynama ecreocmeue va OPB (OPPB unu OL[PB)

Bamusar nekap 1iie onpeaenu Hal-noaxoasiaTa cxema Ha jieueHue 3a Bac. Bue e 3anounere
JICYCHUE ChC CepUs OT SKEMECESYHN WHXKeKImHu ¢ Y esafili.

WHTepBanbT MEXIy IBE HHXKEKIMK HE TPsOBa Ja ObJIe I0-KbC OT €IUH MECEII.

Bammusar nexap moxe Ja pemu Aa cipe edeHuero ¢ Yesafili, ako ceerostHueTo Bu He ce mopoOpu npu
IPOIBbJKABAHE HA JICYEHUETO.

Bamero neueHue 1ie npoIbiKe ¢ ©XKeMECESYHN WHKEKIIUH, IOKATO ChCTOSHIETO Bu cTaHe cTabuitHO.
Moske 1a ca HEOOXOIUMU TPH HJIU TMOBEYE SKEMECCUHH MHKCKITUH.

Bammsar JICKap LIC mpociicasBa Bamms OTTOBOP Ha JICUCHUCTO U MOKC [a MMPOABIIKU JICUCHUCTO YPEC3
IMMOCTCIICHHO YBCIIMYAaBAHC HA UHTCPBAJIa MCIKAY MHXCKIIUUTEC, 3a Ja CC MOAAbpiKa CTaOHITHO
ChCTOSIHHE. AKO ChCTOSIHMETO Bu 3amoune Jia C€ BJIOIIaBa MpH MO-AbJIBI' UHTCPBAJI HA JICUCHUC,
Bammsar JICKap I HaMaJIM CbOTBETHO MHTCPBAJIA.

B®3 ocHOBa Ha Bamms otroBop Ha JiedeHHeTo, BammsT nekap e pemm Kakb J1a € Tpa@uksT Ha
IperjienuTe 3a NpociesiBaHe U cXeMara Ha JICUeHHe.

JHuabemen maxyaen omok (IMQO)

HaLII/IeHTI/I (¢ HMO Tp}16Ba Ja CC JICKYBAT C €iHa MHXKXCKIHUA MCCCUYHO 3a MBbPBUTC IICT NOCICIOBATCIIHN
J03H4, IMOCJICABAHN OT €AHa MHXKCKIMA Ha BCCKH JIBa MCCCILIa CJIC TOBA.

I/IHTepBaJ'IT:T Ha IpujiaraHe MOKeE /1a €€ 3ama3n BEAHBIK Ha BCCKU JIBa MCCCLIa WJIN [a CC aJlaliTUpa Bb3
OCHOBA Ha IIpCrjicaa Ha Bamus JICKap. Bammsar JICKAp 1IC pCIlIr KaKbB [1a € Fpa(l)I/IK’BT 3a

mpociieadaBaniu nmperican.

Bammsar JICKap MOKEC a pCuIr Jia CIpe JICUCHUCTO C Yesafili ako ce YCTaHOBH, Y€ HAMATC I10J13a OT
MIPOABIIZKHUTEIIHO JICUCHHC.
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Muonuuna XHB

IManuenTn ¢ muonnuaa XHB 11e 0b1aT IeKyBaHU caMo ¢ €1HAa WHXKEKIHS. J[ObIIHUTETHN HHKEKITUU
e Bu ce mocTaBsaT camo ako mperiiequTe pu Bammus nekap mokaxar, 4e ChCTOSHHETO Bu He ce e
O T00PHITO.

I/IHTepBaJ'I’BT MCKAY ABC MHKCKIIUU HC TpSI6Ba Ja 6’LZ[C IIO-KBC OT €AMH MCECCII.

AKko 3a0oss1BaHeTO Bu OTIIlyMsIBa M ciie/l TOBA ce BpbIia, BauusT jekap Moxe J1a OJHOBH
JIeYeHUEeTO. Bammsar jiekap 1e penry KakbB J1a € rpauKbT 3a IpoCiIeAsSBaIly IPETIeIn.

Ako cte nponycHaan Yesafili
3anuiiere ce 3a HOBO MOCEIICHUE 3 MPETIe U HHXEKIU.

AKko cte cnpeau npuema Ha Yesafili
Koncynrupaiite ce ¢ Bammst nekap mpean Ja Cupere JIeUeHUeTo.

AKO UMaTe HAKaKBH JIOMBIHUTEIHA BBIIPOCH, CBBP3aHU C YIIOTpebaTa Ha TOBa JIEKAPCTBO, MOMUTANTE
Bamus nekap.

4. Bb3MOKHH HeKeJIaHU peakuuuun

Kakro Bcuuku JIEKapCTBa, TOBA JICKAPCTBO MOXKE Jia MPECAN3BUKA HEXKECIIAHU PCaKIIUU, BBIIPEKU Y€ HE
BCCKH I' ITOJTy4aBa.

[lorennmanHo MoraT Jja Bb3HUKHAT aJIePrUYHM peakuuM (peakiuy Ha CBPbXUyBCTBUTETHOCT). Te
Morar Ja 0bJaT CePUMO3HU U /12 HAJIAraT Ja ce CBbp:keTe He3a0aBHO ¢ Bammus gexap.

[Mpu npunoxerneTo Ha adIMOEPIENIT MOTaT J1a ce Pa3BUAT HAKOW HEXKEIAHH PEaKIH, 3acsraliy
OYHTE, KOWTO CE€ IBJDKAT Ha IpolLielypaTa Ha HHKeKTHpaHe. Hakou ot TaX MoraT 7a Ob/1aT cepHo3HH
Y BKJIIOYBAT CJI€MOTA, CEPHO3HA MH(EKIMS WIH Bb3NaJeHne HA 0KOTO (eHA0PTaIMHUT),
oTJienBaHe, pa3KbCBaHe WM KbpPBeHe Ha CBETJIOUYBCTBUTEHHS CJI0i B 32lHATA YACT HA OKOTO
(oTnemnBane WK pa3KbCBaHE HA peTHHATA), MOMbTHSIBaHe Ha JelaTa (KaTapakTa), KPbBOU3JINB B
OKOTO (KPBHBOM3NUB B CTHKJIOBHIHOTO TSJIO), OTJIENBAHE HA MO00HOTO HA KeJie BelleCTBO BbB
BBTPEIIHOCTTA HA OKOTO OT peTHHATAa (OTJICNBaHE Ha CTHKIOBUAHOTO TSUIO) U MOBUIIABAHE HA
HAJISITAHETO B OKOTO, BIDKTE TOUKa 2. Te3u Cepro3HN HeXKETaH!U PEeaKIUy, 3acsralld OYHTe, ca ce
pa3BuiH 1pH 1mo-Maiko oT 1 Ha 1 900 umKkeKknuy B KIMHAYHATE TIPOYYBaHUS.

CB’bp)KeTe ce ¢ Bamus JeKap He3aﬁaBHO, aKoO IMOJYYUTE BHE3AITHO HAMAJICHUE Ha 3pEHUETO, UIIU
3acHjIBaHe Ha OojkaTa u 3a4CPBABAHC HA OKOTO CJIE] MHKCKIHUATA.

CHuCBhK HA HEXKeJIaHU peaKuuu

CrenBa ciuchbK Ha HEXXETAHUTE PEAKLIUHU, KOMTO Ca ChOOIaBaHU KaTO BEPOSITHO CBBbP3aHU C
npoleaypara Ha HHXKEKTHPaHe WM ¢ JIeKapcTBOTo. Moiis, He ce 6e3mokoiite, Bue Moxe na He
NOJYYHUTE HUKOS OT TsX. BuHaru o0chxknaiTe BCIKAKBYU MMOI03MPaHH HEXKEJIaHU peakuuu ¢ Bamms
JeKap.

MHOro 4ecTH He:KeJAHHU PEAKIUHU (Mo2am Oa 3aceeHam noseve om 1 na 10 oyuu):

- BJIOIIIABAHE HA 3PEHUETO

- KPBBOM3IIMB B 3a/HATA YaCT HA OKOTO (KPHBOM3IIUB B PETHHATA)

- KPBBSICBAaHE HA OKOTO, MPUYUHEHO OT KbPBEHE OT MAJIKHUTE KPHbBOHOCHHU ChJIOBE BbB BHHIITHHUTE
CJIOCBE HA OKOTO

- 00JKa B OKOTO
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YecTH HexKeJIAHU PeakUuu (mozam oa 3aceenam 0o 1 na 10 oywu):

- OTJICTIBaHE WM Pa3KbCBaHE HA €IMH OT CIIOEBETE B 33IHATA YacT Ha OKOTO, KOETO BOJH 0
MPOOIIACHIM ¢ MBTHUHH, TMIOHSIKOTa IIPOTPECHpPAIIHX J0 3ary0a Ha 3peHHneTo (pa3KbhCBaHE Ha
PETHUHAITHUS MUTMEHTEH SNUTE*/0TIICBAaHE, OTJIEIBAHE HA PETUHATA/pPa3KbCBaHE)

- JleTeHepanus Ha peTuHaTa (IPUYUHSBAIIA HAPYIICHO 3PCHIE)

- KPBBOU3IIMB B OKOTO (KPHBOH3IIUB B CTHKIIOBHTHOTO TSJIO)

- HSKOU ()OPMH Ha 3aMbIIIsIBaHE HA Jienara (KaTapakra)

- yBpEeXKJIaHe Ha MPETHHS CJIOW Ha OYHaTa S0BJIKa (pOroBUIaTa)

- MOBHILICHUE HA HAJIATAHETO B OKOTO

- JIBUKEIIN CE METHA B 3pUTEITHOTO TM0JIe (MBTHUHH)

- OTJIENIBaHE Ha MOJJOOHOTO HA JKEJIe BEIIECTBO BhB BHTPEIIHOCTTA HA OKOTO OT PeTHHATA
(oTienBaHe Ha CTHKIOBHIHOTO TSJIO, BOJIEIIIO JI0 MPOOISCHIIN ¢ MbTHHHH)

- yCelllaHe, 4e UMa Helllo B OKOTO

- MTOBUINIEHO 00pa3yBaHe Ha ChI3U

- MOJlyBaHe Ha Kienada

- KbPBEHE Ha MACTOTO Ha MHKCKTHUPAHE

- 3a4epBABAHE HA OKOTO

* ChCTOSIHUS, 32 KOUTO € U3BECTHO, Y€ Ca CBhP3aHu ¢ BiakHa BJIM; HabmoqaBaHu caMo mpu
MmanyeHTyu ¢ Bnaxkaa BJIM.

HeuecTH HexkeJIaHU peaKunu (Mocam oa 3acezham 00 1 na 100 oywu):

- ANePTUYHH peakiuy (PeaKkiuy Ha CBPbXIyBCTBUTEITHOCT)**

- CEPUO3HO Bh3MAJCHHE WM HH(EKIUSI BbB BTPEITHOCTTA HA OKOTO (€HIO(PTAIMHUT)

- Bb3NaJICHUE Ha UPUCA WIH APYTH YaCTH HA OKOTO (MPUT, YBEUT, HPUIOIHUKINT, OJTOKHUTEIICH
Tungan B mpeaHara kamepa)

- HeOoOWYaifHO ycelaHe B OKOTO

- Jpa3HeHe Ha Kiiermavya

- MO/IyBaHE HA MIPEHUS CJIOW Ha O4HAaTa S0bJKa (POrOBHIIATA)

** JIma chOOIIEHNS 32 alepTUYHN peakIny KaTo 00puB, ChpOex (IpypUTycC), KOTIPHUBHA TPECKa
(YpTuKapus), KakTO U HIKOJIKO CIy4ad Ha TEXKH aJlepruyHy (aHadWIakTHIHN/aHa()UIIaKTOUTHHN)
peaxuuu.

Penku HexeaHu peakuuu (mozam 0a 3aceenam 0o 1 na 1 000 oywu):

- crernora

- MOMBTHsIBaHE Ha JIeIIaTa Mopajn TpaBMa (TpaBMaTH4Ha KaTapakTa)

- Bh3MaJCHHE Ha TTO00HOTO Ha XKeJIe BEIIECTBO BB BHTPEITHOCTTA HA OKOTO
- THOM B OKOTO

B knmMHUYHATE N3MTUTBAHUS ce HAOJI0/[aBa MOBHIIICHA YECTOTAa HA KbPBEHE OT MAIKHTE KPhbBOHOCHU
CHJIOBE BbB BHHIITHUTE CJIOCBE HA OKOTO (KOHIOHKTUBAJICH KPHBOU3IURB) MPH MAIUEHTH C BIIAXKHA
BJ/IM, npuemaiiu JiekapcTpa 3a pa3pexaaHe Ha KpbBTa. Ta3u MOBHIIIEHA YECTOTA € CPABHUMA MEKTY
TAIIACHTHUTE, JICKYBaHH ¢ paHUOM3yMabd u aIuOepIIetIT.

Cucremnara ynotpeba Ha uaxuouropu Ha VEGF, BemecTBa, mogo0HN Ha OHE3U, KOUTO C€ ChIIbPKAT
B Yesafili, e moTeHIMANIHO CBBbpP3aHa C PUCK OT KPBBHH ChCHUPEITH, 3aMyIIBAIN KPHBOHOCHHUTE ChOBE
(apTepuanaE TPOMOOEMOOTHYHH CHOUTHS ), KOETO MOXKE Ja TOBEJE 10 ChbpAcUYCH HH(DAPKT WITH 10
nHCYNT. ChIIECTBYBa TEOPETUYCH PUCK OT TAKMBA CHOUTHS CIIE]] HHXKCKTUpaHe Ha adiaubepiient B
OKOTO.

Kakro mpu Bcuky TepaneBTHYHH NPOTEWHH, TIPH NpuiioxkeHrneTo Ha Yesafili ceiiecTByBa
BB3MOKHOCT OT UMyHHa peakuus (00pa3yBaHe Ha aHTHTEIA).

Chol0maBaHe Ha HeKeJJAHH pPeaKINu

AKO MONy4YuTe HIKAKBU HEXKEJIAHU JICKapCTBEHU peakiuu, yBegomere Bamus nekap. Tosa BkitouBa
BCUYKH BH3MOXKHU HEOIIMCAHU B Ta3H JIMCTOBKA HEXEJIaHU peakiiui. MOoKeTe ChIIO J1a ChOOIIUTE
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HE)KEJIaHU PEaKIii TUPEKTHO Ype3 HallMOHAJIHATA CUCTEMa 33 ChOOINaBaHe, MOCoYeHa B [IpuiokeHne
V. Kato crobmiaBare HeXeIaHA PEakIlny, MOXKETE JIa aZeTe CBOS MPUHOC 3a TOJIy4YaBaHe Ha TTOBEYEC
nH(pOpPMAIUSI OTHOCHO 0€30MMaCHOCTTa Ha TOBA JIEKapPCTBO.

5. Kak 1a cbxpansiBate Yesafili
o ChxpaHsBaiiTe TOBa JIEKAPCTBO HA MSCTO, HEJOCTHITHO 32 JIeIa.
o He u3non3Baiite TOBa JIEKapCTBO CJE] CPOKa Ha TOHOCT, OTOENA3aH BbPXY KapTOHEHATa

OITaKOBKa M eTHKeTa ciexn ,,J oneH 10:“/,,EXP“. CpokbT Ha FrOJJHOCT OTrOBaps Ha MOCJICIHUS JICH
OT IIOCOYEHMS MECEII.

Ja ce cexpanssa B ximagmiauK (2°C — 8°C). [la He ce 3ampassiba.

HeoTBopeHUAT (hi1akoH MOXKe J1a ce ChXpaHsaBa M3BBH XJIaquIHUK 1o 25°C no 24 daca.

Ja ce cpxpaHsBa B OpUrHHAIHATA OMIAKOBKA, 32 J1a Ce TPE/IIa3y OT CBETIIMHA.

He u3xBbpisiiTe JekapcTBaTa B KaHAIU3ALMATA WM B KOHTEHEPA 32 IOMAIIHU OTHAbIIH.
[lommraiite Bamms dapmaneBT Kak ga U3XBHPIATE JIeKapCTBaTa, KOUTO BeUe HE U3ITOJI3BATE.
Te3u MepKH 1€ CHOMOTHAT 3a OIa3BaHE Ha OKOJHATa cpefa.

6. ChabpikaHHe HA ONIAKOBKATA M JONBJIHUTEJIHA HH(pOpMALHS

KakBo chabpxa Yesafili

- AKTHBHOTO BeliecTBo e: ahmubdeprient. EnuH ¢uiakoH chIbppika U3MOI3BaeM 00eM OT Haii-
Mmanko 0,1 ml, orroBapsiny Ha Hal-manko 4 mg adguubeprent. Enun ¢uiakoH 10cTaBs 103a OT
2 mg adaubepuent B 0,05 ml.

- Jpyrurte cbcTaBKH ca: XUCTUIWH; XUCTUANH XUIPOXIOPUI MOHOXHIPAT; TToucopdar 20
(E 432); Tpexano3a TUXuapaT U BOJA 32 HHKEKIINH.

Kak u3rne:xxna Yesafili u kakBo cbabpika onakoBkara

Yesafili e nmkeKInOHEH pa3TBOp (MHKEKIWsI) BbB (1akoH. Pa3TBOPBHT € 6e31BETEeH A0 OIET0KBIT.
Yesafili ce mocraBs B omakoBKy, chabpxamy 1 ¢iaakoH u 1 uria ¢ GuiarTsp uiu B OMaKOBKHY,
coabpkany 1 ¢makon, 1 urna ¢ puntsp, 1 cipuHOBKa U 1 MHKEKIIMOHHA UTJIA.

IIpuTexaTes Ha pa3pellleHHETO 32 ynoTpeda
Biosimilar Collaborations Ireland Limited
Unit 35/36

Grange Parade,

Baldoyle Industrial Estate,

Dublin 13

DUBLIN

Upnangus

DI3 R20R

IIpounsBoauten

McDermott Laboratories Limited T/A Mylan Dublin Biologics
Newenham Court,

Northern Cross,

Malahide Road

Dublin 17

Hpnannus
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc
http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

Mylan Germany GmbH

Zweigniederlassung Bad Homburg v. d. Hoehe, Benzstrasse 1
Bad Homburg v. d. Hoehe

Hessen, 61352

T'epmanus

JlaTta Ha nocJieAHO npepasriie:kaaHe Ha JHCTOBKAaTAa
JApyru n3rouyHunu Ha nHpopmanus

ITonpo6Ha nH(pOpManKs 3a TOBA JIEKApCTBO € MpeocTaBeHa Ha yeOcaiiTa Ha EBporetickara areHIus
o Jexapcreara: http://www.ema.europa.eu

ITocouenara mo-a0J1y I/lH(l)OpMaIll/Iﬂ € NMpeaAHasHaYeHa caMo 3a MCAUIIUHCKHU CIICIMUAJIUCTH.
DaKoHBT Tpﬂ6Ba Ja C€ U3I0J3Ba CaMoO 3a JJ€4YECHHE HA ¢IHO OKO.

OakoHBT ChIIbpPKA MOBEYE OT MPENOPBUUTENHATA J103a 2 mg adumbeprenT (SKBUBAIICHTHH Ha
0,05 ml). M31umH0TO KOAMYecTBO TPAOBa 1a c€ OTCTPAaHU MPean NMPHIOKEHHE.

[penu nmpunoxeHue, pa3TBOPHT TPSOBA Ja ce MPOBEPU BU3YAITHO 32 Uy KU YACTUIIH U/UITU MPOMSHA B
[[BETA WJIM BCSIKAKBA ITPOMSIHA BbB BRHINHUS BU. B cityuaii ye ce Habmro1aBaT TakuBa, JIEKapCTBEHUST
NPOLYKT TPIOBa Ja ce U3XBBPIIH.

HeotBopenusT h1akoH MOXeE J1a C€ ChXpaHABa U3BbH XIaauiHuK moja 25°C no 24 yaca. Cien

oTBapsiHE Ha (IaKoHA Aa ce padOTH B aCENITUYHH YCIIOBHS.
3a UHTPaBUTPEATHO WHXKEKTHUpaHe TpsAOBa fa ce n3nonssa 30 G X %2 nHYa MHKEKIMOHHA UIJIa.
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http://www.ema.europa.eu/

Ourypa A: OnakoBka ¢ 1 ¢uakon + 1 urna ¢ puarep + 1 cnpuHLoBKa + | HHXXEKIHMOHHA UTTIa

CTepunHa cnpuHLOBKa
Tin Luer-Lock ot 1 ml
(rpapyvpaHa 3a

n3mepBaHe Ha 0,05 ml)

CtepunHa urna ¢ puntbp
5 MukpoHa

CTepunHa MHXEeKLMOHHa Urna (18 G x 1% nnya)

(30 G x %2 uHya)

®durypa b: Onakorka ¢ 1 guakon + 1 uria ¢ Gpuntsp

4 D1aKkoH

CrepunHa urna ¢ GuiIThp
5 mukpona (18 G x 12 unuya)

54



Ykazanusa 3a ynompeoa

1. OtcTpaneTe mIacTMacoBaTa Karadka u
ne3nH(peknupaiTe BHHITHATA YaCT HA TyMeHaTa
3amynranka Ha (iakoHa.

2. .3a u3TernsHe Ha JICKapCTBEHUS TPOYKT OT
(hakoHa ce M3Mo3Ba uria ¢ GUIThP 5 MUKPOHA
18 G x 1 ¥ nnHua.

W3Bajere urnata ¢ GUITHPa 5 MUKPOHA

18 G x 1% unHua u cnpunnoBkara ot 1 ml ot
omakoBkute uM. [Ipukpenere urnara ¢ GuiaThp
KBbM CIIPHHIIOBKATA, KATO s 3aBUETE BBPXY BbpXa
Ha crpuHIioBkaTa tun Luer-Lock.

3. BpBenete uriara ¢ GuITHp B LEHTHPA Ha
3amyIIankaTta Ha (JIakoHa, JI0KaTo UIilaTa Bie3e
M3IUI0 BBB ()JIAKOHA U BBPXBT JJOKOCHE TBHOTO
WK A0JIHUS PBO Ha (IIaKkoHa.

4. Karo u3nosi3BaTe acenTUYHA TEXHUKA,
U3TETJIeTe IAJI0TO ChAbpKaHue Ha (hIaKoHa ¢
Yesafili B cipuHIlOBKaTa, KaTO IBPKUTE
(1akoHa B U3MPABEHO MOJIOKEHHE, JIEKO
HAKJIOHEH C LIeJI YJIECHABAHE HA ITbIIHOTO
M3TETJIAHE. 3a 1a ce BB3MPENATCTBA HABIN3aHETO
Ha BB3J[yX CKOCCHHUST BPBX Ha UIJaTa ¢ PUITHD
TpsiOBa J1a € MOTOIEH B TEYHOCTTA.
[Ipoxwmkagaiite 1a HAKIOHSIBaTe (IIaKOHA IO
BpEME Ha U3TEIVISIHETO, KaTO JIbPKUTE Kpas Ha
uraara ¢ QUIThP, MOTONEH B TEYHOCTTA.

5. Koraro u3npa3Bare ¢uiakoHa, yBepeTe ce, 4e OyTaJoTo € U3TETIICHO JIOCTATHYHO Ha3al, 3a Jia
M3MPa3HUTE HAITBIIHO HTIIaTa ¢ PHITHpaa.

6. OTCTpaHCTe urjaarta c (bHJ'IT’Bp " A U3XBBPJICTEC IO IMMPABUJICH HAYHMH.

3abenexka: WUrmara ¢ (I)I/IJ'I’I"Bp HC Tp$16Ba Ja CC U3IM0JI3Ba 3a UHTPABUTPCAIHO MHIKCKTHUPAHC.
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7. YBepere ce, ue MH)XCKIIMOHHATA UTJIa C
pasmepu 30 G x 5 mHYA ce U3IoI3Ba 3a
WHTPaBUTPEATHA HHKEKITUS.

WsBanere nmwkeknmonnara uria 30 G X % nHya
OT HeiHaTa OTMIaKOBKA M C U3IMOJI3BaHE Ha
acenTHYHa TEXHHKA S 3aBHUTE 31PaBO BHPXY
BbpXa Ha cripuHIioBkara tun Luer-Lock.

8. Korato cTe roToBH 3a NpUjI0OKEHUE,
OTCTpaHeTe IUIAaCTMACOBHUS IIPEANa3nuTeIl Ha
WrjaTa oT Hes.

Karo nppxute cripyuHIIOBKaTa ¢ HacOUeHa
Harope WrJia, s IpoBepeTe 3a Halu4yue Ha
BB3JIyIIHU MeXypueTa. AKO UMa Mexypuera,
BHHMATEIIHO MOTYIANTe CIIPUHIIOBKATA C MPBCT,
JIOKATO BBb3YIIHUTE MEXypueTa ce ch0epar B
ropHara i 4acr.

9. OtcTpaHeTe BCUUKHU BB3AYIIHU MEXypUeTa U
M3TIacKaiTe W3TUIIHUS JIEKapCTBEH MPOIYKT,

kato 0aBHO HaTUCKaTe OyTaaoTo, TaKa 4e -
IJIOCKHAT PH0 HAa OYTaNOTO J1a Ce U3PaBHU C

nenenneTo, obosnadasamo 0,05 ml na
CnpuHIOBKaTa. =

N

M\ i
Il
.

X
\
\!

0.

Pa3TBop chep
OTCTpaHsABaHe Ha
Bb3AyWHUTe
Mexvpyeta u

TNunna 3a posupane 3a
0.05ml

Mnocsk pb6
Ha GyTanoro

10. ®nakoHBT € caMo 3a eAHOKpaTHA yrnoTrpeda. MHOrOKpaTHO mpujaraHe Ha JO31 OT eIuH (DIaKoH
MOXe€ J1a YBEIIMYH PHUCKA OT 3aMbPCSIBAHE U TTOCTEBAINA HHPEKIIHS.

Heusnon3panusr JICKApCTBCH NPOAYKT WX OTIIAABYHUTC MATCPUAJIU OT HCTO TpSI6Ba Ja ce
U3XBBHPJAT B CbOTBETCTBUC C MECTHUTE U3UCKBAHUS.
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