
3BMPEH M3BELLITAJ 3A OCOBMHMTE HA JIEKOT

1. UME HA JIEKOT

Eylea 40 mg/ml pactBop 3a WHjeKTMpatbe BO BHjaaa.

2. KBAJIMTATMBEH KBAHTMTATMBEH COCTAB

1 ml pactBop 3a WHjeKkTMpalbe cogpKn 40 mg abauGepuent*.

Equa Bijana CoAp>KU "3BNe4eH BOAYMeH Of Hajmasky 0,1 mL, EKBMBaeHTHO Ha Hajmanky 4 mg
adanGepuent. Osa npetcTaByBa AOBOJHO KOAUUeCTBO 3a AAMMHMCTpaunja Ha eAHa 403a 0, 0.05 ml LTO
cospKu 2 mg aprnbepuent.

*@y3V0HEH NPOTeMH WTO Ce COCTOM OF, AeAOBM Ha BOHK/NeTOUHU gomejHn Ha peyentopu 1u 204
UOBOHKM BaCKy/apeH eHAOTeUMjaneH daktop Ha pact (VEGF - Vascular Endothelial Growth Factor),
Bp3aH 3a Fc Aenot off, YoBeKOBUT IgG1 npovzsefen BO K1 KAeTKMTe OjajHnUM Ha KMHeCKH 'pyak
(CHO) co KopucTerbe Ha pekom6nHaHTHa AHK texHosornja.

3a uenoceH CIWCOK Ha CKCLMNKMEHTH BMAM BO AeNOT 6.1.

3. DAPMALIEBTCKA AO3MPAHA ®OPMA

PacTBop 3a WHjeKTHparbe (pactBop)

PactBopot e 6uctap, 6e360eH 40 6AeZOKOAT M W3OOCMOTCKM pacTsop.

4. KJ1MHMUKM NOAATOLIMN

4.1. Tepanestcky

Eylea e wHAMUMpaHa 3a BO3PaCHH, 3a NeKyBatbe Ha:
- HeoBackynapHa (B/laKHa) CEHWAHa Maky/apHa AereHepauyia (A (onde Tonia
~ BUBYe/HO OWTeTYBatbe Nopagn Maky/apeH efem, CeKyHAaPHO HC

(okny3uja Ha rpaHKa Ha peTMHa/Ha BeHa OFPB mau oKny3uja Ha We Teaaya OUPB)
ysnja

(Bugn ToUKa 5.1.)
- BU3YIEHO NOpagy AujaGetcku makyAapeH efem (ME) (B
- BA3YeHO OWTeTYBalbe NOPagn MWOTWUHQ XOpONAaNHa HeOBackyAapn3auMja (MMonMYHa XHB) (Buan
Touka 5.1)

Kup *

Nye
1
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4.2. Ho3npatbe Haun Ha ynotpe6a

Eylea e camo 3a MHTpaBuTpeaHO UHjekTMpatbe.

Eylea mopa Aa 6nge annnunpana camo og KBanudukyBaH eKap, KOj MMa MCKYCTBO BO AaBatbe Ha

VHTpaBUTpeanHn MHjeKUMM.

O3NDalbe

Baaxna CMA

Npenopayana 4o3a 3a Eylea e 2 mg adauGepuent, wto e esHakBo Ha 0.05 ml.

JlexyBatbeTo co Eylea 3anouHyBa Co efHa UHjeKUMja MECeYHO CO Tpu NocnegoBaTeAHU fo03u., Notoa,
MHTepBasloT Ha AeKyBatbe Ce NposOMKyBa Ha 2 MeceLa.
Bo 3aBUCHOCT Of NpOWeHKaTa Ha BOKTOpUTe, a BO COLNaCHOCT CO BU3YeNHUTe u/uau aHaTOMCKUTe

pe3y/iTaTu, TepaneBICKMOT MHTepBan Ha AeKyBalbe MOE Ala Ce OADKyBa Ha 2 meceua MAN NOAOATO

KOMPCTejKM [TO pExXMMOT Ha AO3Upatbe NekyBaj M nposyiowKn (treat and extend), Kage WTO MHTepBasuTe
Ha WHjeKTMpatbe/uHjekunuTe ce NposOMKyBaaT 3a 2-4 Heg@enn 3a OAKyBalbe Ha CTaGMAHM Bu3yeNHN
V/WAM aHaTOMCKU pe3ynTaTu. AKo BU3ye/HuTe M/MAM aHaTOMCKUTe pe3y/TATH Ce BNOUAT, TepanucKuTe
MUHTepBaN Tpe6a COOmBeTHO Aa Ce CKpaTa+.

Hema notpe6a of, MOHMTOpuHT Nomefy nHjekyMnTe. Bo cormacHOCcT CO NpOLeHKaTa Ha AOKTOpUTe,
dpekseHuvjata Ha MOHMTOPMHT TepMMHMTe MOKe Aa Gufe noyecta BO OAHOC Ha TePMMHuTe 3a

unjekuyja. He e ucnutyBaH Tepanuckn MHTepBan Nogosr of, 4 meceun nsM NoKpaToK of 4 HeAeny,
nomefy nHjekuuute. (nornegHete Bo gen 5.1)

Makynapeu edem cexyHoapuo Ha OPB (oxny3uja Ha fpanKa Ha PeTMHasHa BeHa MAM OKNY3Nja Ha

LeHTpasHa PeTMHa/Ha BeHa)

Npenopayana Ao3a 3a Eylea e 2 mg abanu6bepuent, wo e eAHakso Ha 0.05 ml.
No WHMuMjanHaTa MHjeKunja Tepanujata ce faba Mece4HO. UHTepBaAOT Nomery ABe He Tpeba fa
6uge NoKpaToK Of, Meceu.

AKO BU3YeNHUTe VM AHATOMCKM pesy/TATM yKaKyBaaT Ha TOa AeKa NALMeHTOT Hema KOPMCT Of,
KOHTMHYMpaHata Tepannja, Eylea Tpe6a fa ce npekuHe.

Meceunata Tepannja npofoskysa ce Ao4eKa He ce NOCTMrHe MakKCUMasiHa OCTpMHa Ha BMAOT U/MAN
HeMa 3Hauy Ha akTMBHa Gonect.Ke 6ugat noTpeGuu Tpu usin NoBeKke Mece4HM MHjeKUMH.

TpeTMaHoT noToa Moke Aa nposomKu CO pexKumoT "nekyBaj NposzOmMKu" (treat and extend), co
NOCTeNeHO NPOAOMKYyBatbe Ha TepanuckutTe MHTepBasn 3a OAPKyBalbe Ha cTa6unHM BusyenHu
aHaTOMCKM pe3yATaTH; HeMa AOBOJIHO nogaToun 3a Aa ce Ha OBMe

AKo MHTepBan
ng 6Tpe6a Aa ce cKpaTH

x
Bae yT crfat]Ha ekapoT Bp3w

5 5 vignat® *

Pacnopegot Ha MOHMTOPHHTlOT MU Ha Tepanujata, Tpeba Aa 6
OCHOBa Ha VHANBUAya/HNOT OfroBop Ha NaueHTor.
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Cnegetbe Ha aKTMBHOCTa Ha 6onecTa MOKe Aa BKNYYYBa KJ1WHWUKM Nperneg, PyHKUMOHAaAHH
MCNMTyBalba WIM TOXHWKM Ha C/IMKatbe (Ha NpMmep, ONTMYKa KOXepeHTHa TOMOrpaduja WAU

osyopecuMHcKa aHrMorpaduija).

Auja6emckumakynapeu edem (AME)

Npenopayana A03a 3a Eylea e 2 mg abanGepuent, eghakso Ha 0.05 ml.

Tepannjata co Eylea 3anounyBa Co esa MHjeKuUMja MeCe4HO BO Nepvod OF Net nocnegoBaTenHn f03n,
No WTO cnegn egHa NHjeKUMja Ha CeKON OBa Meceun.
, Bp3 OCHOBa Ha BU3yeAHMTe u/uau aHATOMCKUTe pesy/TaTH, AeKapOTMOE fa TO 3afpKU TepanucKnoT
MHTepBal Ha 2 MeceuY UNM Aa Ce VHAKBUAyaAusupa cnopeg pexumMoOT AekyBaj 11 NpoANOKu (treat and
extend), Kora TepanuckuTe HHTepBaNN O6MUHO ce ce NposONMKyBaaT 3a 2 HEAeNU 3a Aa ce OApKaT
cTa6vnHn BH3yeAHN U/unM aHaTOMCKH pesytaty; Mocrojat orpaHvyeHn nogaTouM 3a Tepanuckn
VHTepBaln Nogonry og 4 Meceun. Ako Bu3yeAHUTe M/MAM aHaTOMCKuTe pe3y/TaTu Ce BAOwWaT,

TepanuckuTe UnTepBasn TpeGa COOABeTHO fla Ce CKpataT. AHTepsann Ha TpeTMaH NOKpaTKH Of 4
Hegesn He ce npoyyeny (suau fen 5.1).

Pacnopegot Ha MOHMTOpUHrOT Tpeba ga Suge yTapAed Og cTpaHa Ha AeKapor.

AKO BU3Ye/HMTe AHATOMCKMTe pesy/TaTM YKaKyBaaT Ha TOa JeKa NAWMeHTOT HeMa KOPMCT OF,

KOHTMHYMpana Tepanuija, Eylea TpeGa fa ce npekuHe.

Muonuyna xopoudanna Heosackynapusauuja

Npenopauanata 3a Eylea e egMHeuHa MHTpaBuTpeanHa HHjekuMja og 2 mg abauGepuent, esHakBo
Ha 0.05 ml.

Moke ga ce aAMUHMCTpipaaT AONOAHUTENHM A03u ako BU3yeNHMTe U/MAK aHaTOMCKUTe pesysTaTu,
yKakyBaaT Ha TOa Aeka Gonecta npogomysa. Nostopysatbata TpeGa Aa Ce TpeTMpaaT KaKO HOBa

MaHndectaunja Ha Gonecta.

PacnopegoT Ha MOHMTOpUHT Tpeba fa Gude yTBpAeH OF cTpaHa Ha NeKapor.

VnTepsanot nomefy age 403u He cmee Aa 6uge NoKpaToK of, efeH Meceu.

Moce6Ha nonynaunia

Ne

Hapywena gyHkuuja Ha upHuom Opob u/unu Ha 6y6pezom
He ce HanpaBeHu KOHKpeTHU MCNUTyBatba Co Eylea Kaj NauMeHTM KOK MMaaT Hap

CerawHute nogaToun He yKasKyBaaT Ha nocToetbe Ha NoTpe6a of npuvnarofyBatbe Ha Ao3aTa Ha Eylea
Kaj OBMe NauMeHTH (BNgM TOUKQ 5.2.)

UpHuoT Apo6 Ha 6y6perot....,

flocmapu nuya
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He ce notpe6Hu noce6Hu npunaropAysatea. Moctou orpaHu4eHo MCKYCTBO Kaj NalMeHTN NocTapu of 75

rogunu co JME.

fledujampucka nonynauuja
Kaj Gela afonecueHTH He ce yTBpaeHn 6e36eaHocta u edukacHocta. He nocron notpe6a 3a ynotpe6a
Ha Eylea kaj neaujaTpucka nonyAaunja co WHANKALIMM BlayKHa CeEHMHa MakyfapHa AereHepaynja
(BCMA), okay3uja Ha ueHTpafHa peTHHasHa BeHa (OLIPB), okay3vja Ha rpaHKa Ha peTMHaHa BeHa

(OTPB) anjabetcku mMakynapeH egem (AME) muonuuna XHB.

Metoa Ha AaBatbe

VHTpaButpeasHute MHjeKUMM MOpa fla Ce AaBaaT OA CTpaHa Ha KBaMdukyBaH eKap KOj vMa MCKYCTBO
BO AaBalbeTo Ha MHTpaBUTpeaAHH MHjeKUMM, BO COMaCHOCT CO MeAMLUMHCKUTe CTaHAapAM M BaykKeuKnTe

ynatctBa. Bo ocHoBa, noTpe6Ho e fa ce O6e36enaT afekBaTHa aHectesnja u acenca, BKAYYUTEAHO u

AlOKa/IHO MUKPOGULMAHO cpeAcTBo CO WUpoK CnekTap (Ha NpMMep NOBUAOH jos HaHeceH Ha

nepvokyapHata KOKA, Ha OHMTe Kanaun UW Ha Oky/lapHaTa NoBpwnHa). Ce npenopayysa XUpypwka
Ae3svndekuyja Ha pauete, CTepvAHM pakaBuuW, cTepvAHa NOKpMBKa UM CTepUeH CNeKyAYM 3a OUHW

Kanauy (vv eKBMBaseHT).

Unjekunckata urna TpeGa aa ce BMeTHe 3,5-4,0 mm 3ag, pa6ot (limbus) Bo cTaknecTOTO Teno, CO WTO ce

w36erHyBa XOPUZOHTAaNHMOT MepnAMjaH M Ce HacouyBa KOH WEHTapOT Ha OUHOTO jaGounKo. Motoa ce

BOpu3ryBa MNHjEKUMCKMOT BONYMeH Of, 0,05 ml. 3a apyrn nocnegoBaTeNHNM MHjeKuMn Tpeba Aa ce
KOPMCTM pa3AVYHO MeCTO Ha CK/epata.

BegHal no WHTpaBuTpeanHata MHjekuMja NayWeHTMTe Tpeba Aa ce cnesaT 3a EBEHTYA/HO 3rOsEMyBalbe
Ha UHTpaOKyNapHMOT NpMTMCOK. BakBOTO cAefetbe MoKe Aa Ce COCTOW on, NpoBepKa Ha Nepdysuija Ha

OTTVUKMOT HepB WK TOHOMeTpHija. AKo e HeonxogHo, Ha pacno/faratbe Tpe6a a ce uma CTepunHa
onpema 3a NapaueHTe3a.

No WHTpaBuTpeanHata MHjeKuMja NayWeHTuTe Tpe6a Aa Guat MHCTpyvpann BegAHal Aa NpujaBat Guo
KaKBM CMMITOMM KON 6n ynaTysane Ha eHAOdTammuTic (Ha NpuMep: GosKa BO OKOTO, LPBEHM/O BO

oKoTO, dotoobyja, 3amaTeH BUA).

Cexoja Bujana Tpe6a Aa Ce KOPUCTH CaMO 3a AekyBatbe Ha e4HO OKO. ExcTpakuja Ha NoBekeKpaTHH
Of eAHa Bujana, mome Aa fo 3fONEMM Pu3UKOT Of, KOHTaMMHalYja M NOGOUHeKHa MHPeKUMja.

Bujanata coAp KM Noronemo KOAUYECTBO OTKO/KY NpenopayaHata A03a Of 2 mg abauGepuent
(ekBuBaneHTeH Ha 0.05 ml pactsop 3a MHjekTMpatbe), BonymeHOT WTO mMoKe Aa Ce NoBNeYe OF BUjanata
He Tpe6a fa ce KOpucTM WenocHo. BonymeHOT WTO Moke Aa ce u3BNeUe Of Eylea Bujanata, e HajManky
0,1 ml. Bonymenot Koj npetcrasyba BUWOK MOpa fia Ce OTCTpaHu Npeg fa NHjeKTMpatbe Ha

npenopayanata fo3a (aug Aen 6.6).

Unjektupatbeto Ha WenvoT BonymeH (Uenata 403
A03aTa, GaBHO ro npuTMcKame3a fa OTCTPaHUMe BOZAYWHUTe Meypuutea 3

KAMNOT TaKa WTO pa6 Ha KAWNOT Aa o3HayyBa 0,05 ml Ha
WIPMLOT (eKBUBaNeHTHO Ha 0.05 mI T.e. 2m 4.9 u 6.6)

No HanpaBeHoTo MHjeKTMpalbe Aa ce c BOdM.d

q 4
3
bronato™
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3a HQUMHOT Ha NOCTaNyBarbe CO eKOT BUM TOUKAaTA 6.6.

4,3. KoHTpanHaAnkaunn

XunepceH3MTMBHOCT Ha akTMBHaTa CyNcTaHuMja apubepuent Ha GUANO KOj EKCLUMNMEHT Of TOUKaTa
6.1.
AKTMBHa MAM CYCNeKTHa OKy/apHa MIM NepuvoKy/apHa MHPeRLMja.
AKTMBHO TeWKO VUHTpackysapHO BOoCcnaneHne.

4.4. Noce6Hv npesynpesysatha M MepKu Ha NpetnasAMBoct npu ynotpe6a

PeaklMv NOBp3aHU CO ananukaunia Ha UHTpaBUTpeanHa MHjeKLiVja

UnTpasuTpeanHute UHjeKuWNH, BKNYYyBajKU rH OHMe co Eylea, 6une NoBp3aHn Co eHAOdTaNMUTHC,
UHTpaOkyNapHo BOcNaneHne, permatoreHa peTMHanHa abnalja, KMHetbe Ha peTHHaTa UM jaTporeHa
Tpaymatcka KaTapakta (Bua gen 4.8). Kora ce gasa Eylea cexorau! Tpe6a Aa ce npumenysaat
COOABETHM ACeNTHUHH TeXHMKH 3a MHjeKTHpalbe. Nokpaj Toa, NauWeHTUTe TpeGa Aa Ce CNesaT BO TEKOT
Ha Hefesata No UHjekuMja, 3a a Ce OBO3MOXM PaHO AekyBalbe ako Ce NojaBu uHpekuyja. Naunentute
Tpe6a fa Guat MHCTpyupaHu BeAHal Aa NpujaBat Guo KaKBU CMMITTOMM WTO ykakyBaaT Ha

eHgodTaAmutnc win 6us0 Koj of, ropeHaBefseHute HacTaHu.

Bujanata coapKu noBeke og npenopauanata f03a of, 2 mg abanG6epuent (eKBUBasEHTHO Ha 0,05 ml).
BMLLOKOT BOAYMeH MOpa fla Ce OTCTpaHn npeg agMuHucTpauyjata (BugM fen 4.2 nu 6.6).
3a6enekaHu Ce 3ronemyBatba Ha MVHTPaOKyAapHUMOT NPMTMCOK BO Nepuvog Ao 60 munyTu no

VHTPaBUTpea/HaTa UHjeKLYja, BKYYyBajkn ja OHaa co Eylea (Buu ToUKa 4.8.). Notpe6Ha e noce6Ha

NpeTnNa3AMBOCT Kaj NAUMEHTM CO HGAOBOJ1HO KOHTPONMpaH rnayKom (fa He ce NpaBu UHjeKTMparbeTo Ha

Eylea JofeKa UHTPaOKyNapHMOT NPUTMCOK U3HEcyBa 2 30 mmHg). Bo cekoj cnyyaj MHTpaoKkyNapHUoT
NpUTMCOK UM Nepdy3njata Ha ONTMYKMOT HepB TpeGa fla Ce ClefaT MU COOABETHO Ala Ce TpeTUpaa}.

UmyHoreHocr
Bugejku cranysa 360p 3a TepanestcKn npoten, Kaj Eylea nocron noTeHuyjan 3a AMYHOreHOcT (BuaN
TouKa 4.8.). Naumentute Tpe6a Aa GugaT MHCTpyupaHM BeQHal Ja npyjaBat Guo KakBM 3Hal\Y MAU

CAMNTOMM Ha UHTpaoky/apHo BOCNaNeHue Kako WTO ce Gonka, doTOPobuja UpPBeHMAO, WTO MOKe

Oa Guge KAMEN 3HaK KOj Ce ZOKU Ha XMNePCeH3MTMBHOCTa.

CUCTeMCKU edeKTu
No WHTpaBUTpeaAHOTO WHjeKTMpalbe Ha VEGF u Tey Fe Bo

oapefeHu cayyau ce 3a6eneKaHn
CMCTOMCKMW HeCaKaHH @ THNOT Ha H apTepucKn Tpom6boemonuckn

Ouuyjata Noctojat orpannyeHnHaCTaHW VU nocton TEOPeTCKK Pu3KK THe A co

noAaToun 3a 6e36eqHocT BO AICKYBakbe H PBSZOFPB, AME unv muonuuna XHB co
ucTopuja Ha Mo304eH yAap WIM TpaH3uT MMOKapfeH UHOapHT BO

nocneAHuTe 6 Meceun. Tpe6a Aa ce

* Sykup *

Xonue *

ro
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Kako "4 3a "pyrite MHTpaBuTpeaHu aHTH-VEGF Tepanun uv 3a CeHMAHa MakyfapHa ZereHepaunja (CMJ),
oKAy3vja Ha WEHTpaAHa peTMHaHa BeHa (OLIPB), okny3nja Ha rpaHKa Ha peTHHa/NHa BeHa (OFPB),
AujabetcKn makynapeH efem (JME) v Muonnuna xopougasyina HeoBackyAapn3auyja (mvonu4Ha XHB),
Baku cneAHOBO:

e He ce HanpaseHy cucTemaTcKu npoyyyBatba Ha 6e36eAHocTa M edbukacHOCcTa Ha Tepanvjata co
Eylea kora ce B6pu3ryBa MCTOBpeMeHO BO ABeTe o4n (Bugu TOUKa 5.1). AKo ce npaBu
6uAaTepaeH TpeTMaH BO MCTO Bpeme, OBa mone a DOBepe AO 3ronemMeHa CHCTeMCKa

M3/10)KEHOCT, WTO MOXG fa FO 3ronemMun OW3MKOT OF, CMCTeEMCKUY HeCcakaHn fejcTBa.
e WUctospemena ynotpeéa Ha Apyr aHTv-VEGF (BackynapeH eHAoTeneH dakTop Ha pact)

Hema pacnonoKansn nofsaTouN 3a UcTOBpemeuHa ynoTpeba Ha Eylea co apyrm aHTu-VEGF
MeQMUMHCKM Npon3Bogu (CMCTeMCKH MAM OKyAapHn).

e @aktopu Ha pu3nKK Nosp3aHu CO NOjaBa Ha paCKMHyBalbe Ha NUFMEHTHMOT enuTe/ Ha peTMHaTa
no aHTn-VEGF tepannja 3a BllaokKHa Popma Ha CeHM/AHa MakyfapHa AereHepaunja (CMJ),
BKAYUYBaaT O6eMHO u/MAn BMCOKO OfenyBalbé Ha NUrMeHTHMOT enter Ha peTuHata. Kora ce
3ano4HyBa Co Tepannja co Eylea notpe6Ho e va ce Guge npetna3auB Kaj NAWMeEHTH KOM TM MMaaT
OBMe PU3KK PakTOPH 3a PaCKMHyBalbe Ha NMUTMEHTHNOT enuTeN Ha peTMHaTa.

¢ Tpe6a fa ce npeknHe Co AeKyBatbe Ha nauMeHTu CO permaToreHo oanenyBatbe Ha peTHHaTa MIM

CO Maky/apHu AYTKM Of TpeT MM YeTBPTN CTaAnym.
e Bo cayyaj Ha nyKatbe Ha peTHHaTa AeKyBatbeTO TpeGa Aa ce npeKnHe u He Tpe6a ga NposomKU

cé JOAeKa TaKBOTO nyKatbe He 6uge COOABeTHO KOpurMpaho.
e flekyBatbeTo He Tpe6a 4a NposAOKM npea CNEAHMOT 3aKarKaH TpeTMaH BO C/legHuTe cayuan:

o Hamanysarbe Ha HajAo6po Kopurmpanata ocTpua Ha BugoT (BCVA) co 230 6yxKBn, BO

cnope6a co nocneaHata HanpaBeHa Npowepka Ha OCTpMHaTa Ha BUAOT;
o Cy6petuHanHo KpBapetbe BO KOe e 3adaTeH UeHTapoT Ha oBeaTa UM, AKO roneMMHaTa

Ha KpBapelbeTo é 250%, of, BKYNHaTa ronemuHa Ha Nesujata
e =Bo cayyaj Ha W3BPWeH WAM niaHnpan MHTpOKyAapeH XUpypluKK 3adaT Ao3aTa Tpeba fa Guge

NpeKMHaTa BO pamKuTe Ha NpeTXoAMHTe WAM CNeAHMTe 28 AeHa
e Eylea He Tpe6a fa ce KOpMCTK Bo TeKOT Ha 6pemeHocta OCBEH aKO NOTeHUMjaAHaTa KOpUCT e

noronema Of NOTeHLMjaNHAOT pu3snk 3a detycorT (Bugu ToUKAa 4.6).
e >KeHMTe BO penpoAyKTMBeH Nepvog MOpa Aa KOPUCTaT e@ukKacHa KOHTpauenuyja 3a Bpeme Ha

Tepanujata uv HajManky 3 meceun NO NOCNeAHOTO UHTpaBUTpeaNHO WHjekTHpatbe Ha

adan6epuent (Bun TouKa 4.6),
e Nocrou orpaHuyeHo MCKYCTBO BO NeKyBalbe Ha nauMeHTn CO McXxeMUYHa OLPB un OFPB. Kaj

NauMeHTH CO KAMHMYKU 3HaLiM Ha HeNOBpaTHa McXxemuuHa 3aryOa Ha BU3yeNHaTa PyHKUMja,
TpeTMaHOT He ce npenopayysa.

Nonyfaunn co orpaHvyeHn NosAaTOUN
NocTou camo orpaHw4eHo MCKYCTBO BO Tepannjata Ha NauMeHTuTe co JME nopaan aujaGetec tun nan
Kaj AujabeTu4HH nauMeHTu co HbAic Hag 12% uan co nponndepatusna AnjabetcKa peTuHonatuja.

«(Be k

Kaj NnauveHTH coEylea He e ucnuTyBaHa Ka nauweHTn CO aKTMBHM

ucToBpemeHn OUHM COCTOj6N KaKO WTO Ce peTHHaNHo O apHa gaynka. UcTo Taka
H@Ma MCKYCTBO BO AeKYBatbe Co Eylea Kaj aujabeTu4Hu HTM CO He MpaHa xunepTeH3yja
Osoj HeAOCTaTOK Ha MHopmauun TpeGa Aa ce 3eme eKapoT npu nexysatbe
Ha OBMe nauneHTn Sw
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Kaj MMOMMYHa XHB Hema MCKYCTBO Co Eylea BO TpeTMaHOT Ha He-a3MCKM NauMeHTM, NalMenTM KON
npeTxogHo 6une nosNoyKeHV Ha TpeTMaH 3a MMONMuHa XHB nalMeHTH CO eKcTpadoseaAHn ne3sun.

4.5. AdTepakuja co Apyrv eKoOBM u Apyrn BMOBM Ha MHTepakuyja

He ce HanpaBeHn UCTpakyBatba BO OAHOC Ha MHTepakunute.

He e HanpaBeHo UCTpaxkyBatbe 3a MCTOBpemedata ynoTpeba Ha bOTOAMHaMNHa Tepanuja (PDT) co
BepTenopdoun u Eylea u of The NPMYMHY He e yTBpgeH GesbeAHOcHHoT Npodws.

4.6. Nnoguoct, 6pemeHoct u goebe

Kenn BO PenposAYKTMBeH Nepvog
KenuTe BO penpogykTuBeH Nepnog Mopa Aa KOPUCTaT edukacHa KOHTpauenuvja 3a Bpeme Ha
Tepannjata uv Hajmanky 3 meceun NO NOCAeAHOTO MHTPaBUTpeanHo UHjekTMpatbe Ha abrubepuent
(BUM TOUKA 4.4).

B @MeHOCT
Hema nogatouy 3a ynotpe6ata Ha abauGepuent kaj 6pemenn XCHW
Victpa>kyBalbaTa Kaj KUBOTHM NOKaKyBaaT NojaBa Ha EMOpno-detanHa TOKCMUHOCT (BuAM ToUKa 5.3.).

Wako CUCTEMCKaTa NO BOPU3ryBalbeTO BO OKOTO @ MHOTY HUCKa, Cenak He Ce npenopauysa
ynotpe6ata Ha Eylea 3a Bpeme Ha 6pemeHOcr, OCBeH ako NOTeHUMjanHuTe GeHeduTn ce noronemn Of,
NOTEHUMjAAHMOT pusnk Bp3 derycor.

OCHA

Bp3 OCHOBa Ha MHOTY Mas 6poj Ha NogaToun Kaj yfe, abauGepuentmoe Aa ce u3/a4n BO MajHMHOTO
MAeKO BO Manu KonuuuHu. Adav6epuent e ronema npoTeuHcka monekyna M KO/JIMUUNHaTa Ha NeKOT KOj
ce ancop6upa of, AoeHyeTo ce ouekyBa Aa 6uge MnHMMasna. Edektute Ha abanGepuent Ha AoeHO
HOBOposeHye/Aoenve ce HeNosHaTu.

Kako Mepka Ha NpeTna3/MBOCT, He ce NpenopauyBa 3a Bpeme Ha ynoTpeGa Ha Eylea .

NnofsHoct
Pe3ynTaTuTe Of, UCTparkyBalba Kaj XMBOTHW CO BUCOKa CUCTEMCKa U3/OKEHOCT YKakyBaaT AeKa
adan6epuentMoe Aa ja Hapywn NNOgHOCTa Kaj MaWKUTe M KEHCKUTe GAWHKM (BUA TOUKa 5.3.). OBne
edeKTu He Ce O4eKyBaaT NO HaNpaBeHO B06puaryBatbe BO OKOTO CO MHOTY HMCKa CUCTEMCKa M30KEHOCT.

4.7. BaujaHue Bp3 cnoco6xHocTa 3a BO3erbe M KOopucTetbe Ha MalMHK

Vnjexunute co Eylea VMaat MUHOpHO BAUjaHne B Ta 3a BO3CHbe M KOPUCTetbeTO Ha

He He

KOM Ce NOBP3aHu wAM CO

VHjeKuYjaTa WIM CO NperneAOT Ha OKOTO. na
Aogeka HuBHaTa BU3yeNHa PyHKUMja Yenod

fig) o3aT Aa ce

4.8 Hecakann Aejctsa moao
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Pe3ume Ha 6be36enHOcHMoT Npodun

BxynHo 3102 naunentn ja counnyBane GesGeaHocHata nonynauyja BO ceaym cTygun og daza Il.
Og Hus, 2501 nauneHtu 6une TpeTupaHn Co NpenopayaHata 403a of 2 mg.

Cepvo3Hu OKy/apHu AejcTBa BO ACNUTYBaHOTO OKO NoBp3aHN CO noctankata 3a WHjekTHpatbe
ce cnyunfe Kaj nomanky of, 1 Ha 1900 uHTpaBuTpeanHn MHjekuMn co Eylea u BKnyYyBane Cnenusro,
eHAZObTaNMUTHC, OANenyBalbe Ha peTMHaTa, TpayMaTCKa KaTpakTa, KaTapakTa, KpBapetbe BO

CTaKAeCTOTO TeNO, OAenyBatbe Ha cTakNectoTo Te/10 HM 3rOIEMeH MHTPaOKky/apeH NPMTKCOK (BuaM AeA
4.4).

Hajuecto 3a6enexkaHn HecakaHy peakunn (Kaj HajManky 5% of, nauMeHTuTe TpeTupaHn Co Eylea) Gune
KOHjYHKTMBasIHa Xemoparnija (25%), peTMHanHa xemoparnja (11%), HamafeHa OcTpuna Ha Bu (11%),
6onka Bo ounTe (10%), KaTapakta (8%), 3ronemeH UHTpaokyNapeH NpuTHcok (8%), oANenyBatbe Ha

cTakfectoTo Teno (7%) " BUTpea/IHH OnauNTeTH (7%) .

Ta6enapeH npnka3 Ha HeCakaHuTe peakUMn

Nogatounte 3a 6e36enHocT HaBeAeHM NOAOAY rH COApPKaT cuTe HeCakaHM peakuNN Og ocymTe daza Ill

cTyauu 3a MHAMKauMnTe BhakHa CeHMAHa Maky/apHa AereHepaunja (CMA), okny3uja Ha UGHTpasHa
peTMHanua Bena (OLIPB), okny3uja Ha fpahKa Ha peTuHasHa BeHa (OFPB) gujabetckn makynapeH efem
(AME) 11 muvonuyua XHB co pa3yMHa NPHYWHCKO-nocnegu4na NOBP3aHOCT Co noctankata Ha

MVHjeKTMpatbe VAM CO Me@AYUMHCKMOT NpoN3Bo,.

HecakaHyTe peakunn ce npvkakaHn CNOpeg CUCTEMCKO-OpraHcKata KfNaca MW 3a4eCTeHOCT, CO

KOpMCTetbe Ha CleAHaTa KOHBEHUMja: MHOry YecTH (21/10), uectu (21/100 zo <1/10), HeBoo6u4aeHn
(21/1.000 go <1/100), petku (21/10.000 vo < 1/1.000 nauveHtn).

Bo pamkute Ha CeKoja rpyna, HeCakaHMTe peakunn Ce npukakaHn No pesocneg Ha HaMa/NyBatbe Ha

cepuosHocta.

Ta6ena 1: Cute HecakaHy peakunn nojaBeHH Of Tepannjata CO NeKOT Kaj NAUMEHTH Bo cTyAMN Of ga3a
Itl (CceskynHu nofaToun og daza Ill cryquuv 3a MHANKauMUTe BhakHa CMO, OUPB, OFPB, AME u

muonwdHa XHB) un 3a Bpeme Ha NOCTMaPKETHHWEKMOT Nepuog,

Cuctemcko- Muory 4ectm Yectn Hesoo6nuaeHn Petkn
oprancka KAaca

Topemetysatba Ha XUNepceH3UTMBHOCT
MMYHO/IOLUKMOT

PeTwHasHa petunata , BuTpuTic,

CUCTeM

CnenunoNopemetysatba Ha Hamayena PaCKMHYBalbe Ha Cp

OKOTO OCTpUHa Ha NUEMeEHTHUMOT Tpaymatcka
BUAOT, enutTen Ha KaTapaktTa,

a? viowat* *
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xemoparuja
KoHjyHKTMBHO
KpBaperbe,
Bonka BO OKOTO

xunepemyja,

xunepemnuja

Omnenysatbe Ha

NUrMeHTHMOT

enuten Ha

petunata ,
PeTMHasHa

Aerenepauyja,
Xemoparnja Bo
CTaKNeCTOTO TeNO

KaTapakta,
KoptukasHa
KaTapakTa
HykeapHa
KaTapakTa,
Cy6KancynapHa
KaTapaKTa,

Eposnja Ha

KopHéa,
A6pa3uja Ha

KOpHea,
3ronemeH

MUHTpaokyNapeH

NPUTUCOK,
3amateH Bud,
ButpeanHn
onautetn,
Oanenysatbe Ha

cTaknecToTo
TeNO,
Boska Ha

MeCTOTO Ha

UHjekTUpabe, _4

Uyecrso Ha

Enem Ha ou

Kanauu,
KpBapetbe Ha

MeCTOTO Ha

UHjeKTMpalbe,
Toukact
KepaTUTuc,
KoHjyHKTHBanHa

Oxynapua

KuHerbe Ha peTHHaTa,
Uputuc,
YBeNTHC,
UpugounKautuc,
3amatyBatbe Ha

nekata,
Hedext Ha enutenor
Ha KOpHeata,
Uputaunja Ha

MeCTOTO Ha

UHjekTuparbe,
A6HOpmanHO 4yBCTBO
BO OKOTO,

Uputaynja Ha OYHUTe

Kanauy,
Brecok Bo npegHa
KOMOpa,
KopHeanen efem

Xunonvow

NE DHE

TeNO BO OUNT, as
3roneMeHo ER

* SyKuP*
Konse
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* Coctoj6n To ce 3Hae "eka ce Nopp3aHn Co BhaKHa CMJ. 3aGenexkaHn Camo Bo CTYAWM CO BnaKHa CMA.
** KYATYPHO-NO3MTHBEH UW KY/ITYPHO-HeraTHBeH eHgodtanmutnc
*** 3a Bpeme Ha NOCTMAPKETMHUKMOT Nepvogd, npvjaBute Ha XMNepCeHCMTMBHOCT BKAyYyBake UCMN, YeWatbe, yTptukapyja
v3NoupaHy Cayyan Ha CepMo3Ha aHadunaktuuna / aHadunakTongna peakuwja.

Onuc Ha Hekou 00 HecaKaHume peakuuu

Bo ucTpakyBatbata of daga Ill 3a BraykKHa CeEHMHa MakyAapHa AereHepaunja (CMI) sa6eneaHo e
3rOseMeHa MHUMACHLa Ha KOHjYHKTMBHO KpBapelbe Kaj NalMeHTH KOM Npumane aHTUTpOMGOUNTHU
AeKoBU. Opaa 3ronemMeHa MHUMAeHUa Guna cnopesyinBa Nnomery NauMeHTuTe NeKYBaHN CO

panu6u3yma6 u Eylea.

ApTepnckute Tpomboembonnckn HactaHn (ATE) ce HecakaHn AejcTBa KOM Ce NOTeHUMjanHO NOBp3aHn Co
CMCTEMCKOTO MHXUGupatbe Ha VEGF. Moctou Teopetckn pu3nk of apTepucku TpomboembonucKn
HacTaHi NO UHTpaBuTpeanHa ynotpeba Ha VEGF nnxu6uTopute.

Hucka cranka Ha apTepuckn Tpomboembosnckn HacTaHn Gewe 3a6enekaHa BO KNVHMYKMTe cTyanu CO

Eylea kaj nayventn co CMJ, OME, OPB uv MMONNYHA XHB. Bo cuTe nHANKauUN He e 3a6eneKaHa BO

rpynata TpeTMpaHa co a6anGepuent uv coogBetHata rpyna KaKO KoMNapaTop.

Kako nu Kaj CuTe Apyru TepaneBTcKM NpoTeHM, M TyKa TOCTOM NoTeHUMjan 3a VMYHOreHNYHOCT Co Eylea.

Npnjasysawe Ha CYCNEKTHU HeCakaHM peakunn

Npujasysatbeto Ha CyCNeKTHM HeCakaHU peakynn No ofo6pysatbe Ha ACKOT e BaKHO. TOa OBO3MO)KyBa
KOHTUHYNpaHo Cilegerbe Ha OAHOCOT KOPMCT/pu3nK Ha AeKOT. 34paBcTBeHuTe paboTHNuN ce bapa Aa rn

npvjaByBaat CuTe COMHMTeENHM HecaKaHu PeakLMM Npeky HaLMOHAAHMOT cucTemM 3a NpHjaByBathe.
Hecakanmte peakunn of AeKoBMTe Moe Aa FM Npwjasute Bo HayMOHaHMOT WeHTap 3a

dapmakosnrnaanua npn AreHuyjata 3a AeKOBU M MeAMUMHCKH Cpegctsa (yn.Ce.Kupun wu Metoanj
6p.54 kat 1) wiv no enekTpOHCKH Nat Npeky Be6 cTpaHata Ha Arenunjata http://malmed.gov.mk/

4.9 Npegosupatbe

Bo KAMHMUKMTe MCNMTYBalba 6ea KOpMCTeHU AO3M JO 4 mg, BO meceYHun MHTepBann, M 3aGenexKaHn Gea
UZ0/AKpaHn cnyYan Ha npeAosupatbe co 8 meg.

Npegosupatbeto co noronem BosyMeH (403a) Ha MHjeKTMpalbe MOKe Aa FO 3TOJGMW UHTPackyNapHNOT
NPMTHCOK. Og oBNe NPUYMHH, AOKOJ1KY A0j4e 40 npefo3npatbe, noTpeGHo e fa ce cneau
UHTPaOKy/aPHMOT MPMTMCOK AKO € NOTPeGHO Aa Ce 3aNOYHE CO aMeKBaTeH TpeTMaH NO NpoueHka Ha

Nekapot (Bugy Aen 6.6).

5. PAPMAKO/IOLUKU CBOJCTBA
5.1. PapmakoguHamckn

rpyna
ATC koa: S01LA05 o> QO w
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Adan6epuent npetctasyBa pekom6uHaHTeH NpOTeUH KOj Ce COCTOW OF Ae0BN Ha

BOHK/ETOYHU AOMejHM Ha peyentopn 1 vu 2 Of, YOBeYKM BacKyNapeH EHAOTeAMjaeH akTOp Ha pact
(VEGF - Vascular Endothelial Growth Factor), Bp3aH 3a Fc genot of, yoBekoBnoT |gG1.

Adsn6epuent ce nponsseAysa Bo K1 KneTKuTe Of jajHuun Ha KMHeECKH 'pyak (CHO) co KOpUcTetbe Ha

TexHoNorja Ha pekOMG6uHaHTHa JHK.

Adan6epuent genyBa Kako pacTBOpANB peuentop - ,Mamka", Koj ce Bp3yBa 3a VEGF-A u PIGF co
TOBMCOK aPUHUTeET OTKOJ1KY HUBHMTE MpNpOAHM peuenTopy M nopagn Toa Moe Aa ro HHXUGupa
Bp3yBalbeTO UM AKTUBUparbeTO Ha OBNe CpoAHM VEGF peuentopu.

Mexann3am Ha JenyBatbe
BackynapHuoT eHAOTeNeH PakTop Ha pact-A (VEGF-A) u nnaueHTHMoT dakTop Ha pact (PIGF) npunafaat
Ha VEGF cemejcTBoTo Ha aHruoreHn dakTOpM KOM MOKe Aa AeNYBaaT KAKO MOKHU MMUTOFeHCKY,
X@MOTAKTUYHM VM dakTOpH Ha BackyNapHa NepmMeabuAHOCT Ha CHAOTEJIHMTe K/eTKH. VEGF fenysa npeky
ABe peuenTopHu THpO3MH KMHa3u, VEGFR-1 uv VEGFR-2, Kon Ce HaofaaT Ha NOBPWMHaTa Ha EHAOTeENHMTe
KneTKH. PIGF ce Bp3yBa Camo 3a VEGFR-1 koj ucTo Taka ce Haofa Ha NOBPWMHaTa Ha AeYKOUMTHTe.
NpekymepHa akTUBalija Ha OBMe peuentopu Of cTpaHa Ha VEGF-Amoe fa AoBese AO NaToNOWKa

HeoBackyAapn3auyja 11 Nperonema BackyNapHa NepmMeabusnHoct. Bo osue npouecn PIGF mome Aa ce

jaBu Kako cuHepruct Ha VEGF-A, a 3a Hero CTO Taka e NO3HATO aeka NOTTUKHYBa MHOUNTpaLYja Ha

NeyKOUMTUTe VM BACKy/APHO BOCNaeHne.

MapMakKOAMHAMCKH edeKTU

Baaxncna

BnakHaTa CeHWAHa MakyapHa JereHepauyja (CMJ) ce Kapaktepn3upa co naToNOWKa XxoponganHa
HeoBackyfapn3aunja (CNV). UctekyBatbeTo Ha KpB M TeYHOCT of, CNV Moke fa Npegu3enka
sane6enyeatbe nny efem U/ uu cy6-/MHTpa-peTMHanHo KpBapelbe, WTO npegu3zBukyBa ry6erbe Ha

OCTpUHaTa Ha BUOT.

Kaj nauwenTute nekyBaHu co Eylea (efHa UHjekuyja CeKOj Meceu, BO Nepvog Of Tpu NocnegoBaTenHn
MeCeLIM, NO WTO CAegAM eAHa UHjekuyja Ha CeKOK ABa MeceuM) AeGenuHaTa Ha peTMHaTa Ce HaMaNyBa
6p30 No 3anouHyBalbeTO Ha TpeTMAHOT, a Ce HaMayBa UM CpegHata ronemudHa Ha CNV ne3njata, WTO e
KOH3MCTCHTHO CO pe3yfTaTuTe 3a6eneKaHu CO NpuMeHa Ha 0,5 mg paHu6u3yma6 cekoj meceu.

Kaj VIEW1 ctyaujata umawe cpegHn HaMaslyBatba Ha ae6ennnata Ha peTuHata npn ONTHYKO-

KOXepeHTHa TOMorpadyija (OCT (-130 nv -129 mukpoun Bo 52-Ta Hegena CO KOpKCTetbe Ha 2 mg Eylea Ha

cekonu 48a MeceuM VM Ha 0,5 mg paHn6u3yma6 cekoj mecel, BO rpynute NauNeHTn Kon bea

npoyuyeaHn,coogBeTHo). Kaj VIEW2 ctygnjata ucto Taka Bo 52-Ta Hegena vmawe cpeAHAFe
Ha Ae6eannata Ha petuuata npu OCT (-149 un -139 mukpoHn co KopucTerbe Ha 2 mg nedHanexe
meceun Ha 0,5 mg pann6u3yma6 ceKoj Mecey Boj rpynuTe nauMeHTH kon 6ea np
cooABeTHO)

m X

3afpKyBaaT BO BTOpaTa FOANHa Of NpoyuyBatbata.
HamanyBatbe Ha ronemuHata Ha CNV u HamanyBalbeTo Ha AeGennHata Ha peTMHa o,

Nop
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Cryaujata ALTAIR wto 6uaa cnposegeda Kaj janoHcKM NauMeHTM co B/aKHa CMA Kou npeTxogHo He
6uAe nogiomKeHn Ha Tepannja Ha, nokakKasa CJ1MWUHW pesyéTaTH Kako CTyAnjata VIEW co KOPMCTetbe Ha

3 WHMUMajAHM MHjeKyNn Eylea of 2mg MeceyHO, NO WTO cAegM eAHa wHjekunja Nocne 2 meceua NoToa

NpofomKysajkn Co pexum NeKysaj M nposomKn (tread-and-extend) co Bapuja6uAHM MHTepBann Ha

Tepannja (2 wn 4-HegeAHO NpwnaropyBatbe) AO MakcumyM 16-HeseneH MHTepBaN, COrmacHo

npeTXOAHO YTBPAeH KpuTtepnym. Bo 52-Ta HeAeNa UMaNO CpeAHO HaMaslyBalbe Ha WeHTpasiHaTa
peTuHanHa Ae6enna Ha OCT0 -134,4 mukponn Kaj rpynata co 2-HegenHo npnnaropysate u -126,1
MUKPOHM kaj Fpynata co 4-HesenHo NpuarogyBatbe. COOAHOCOT Ha NauMeHTuTe 6e3 TEYHOCT Ha OCT Bo
52-Ta Hegena 6un 68,3% Kaj rpynata co 2-HegeNHo npufarofyBatbe u 69,1% kaj rpynata co 4-HegenHo
npunarofyBalbe. Hamanysatbeto Ha WeHTpaNHata peTHHasHa AeGesnHa reHepasHo e ogpkaHo fpu
ABaTa pekuma VM BO BTOpaTa roAMHa Og cTyaujata ALTAIR.

Cryqnjata ARIES Gewe cnpoBegena Aa ja ucTpamu He-nHdepnopHocta Ha peyKMMOT NeKysaj MY

npogomku (treat-and-extend) no 3 meceyHu nHjeKunu Ha Eylea of 2 mg, cnegeHa Co efHa
AononnutenHa UHjekuMja nocne 2 MeceuM, HACNpOTM pexKUMOT NekyBaj M NposomKn (treat-and-extend)
nocne esha roAvHa Of AeKky8albeTO. 3a NAWMeHTH KOM MMafe NoTpeba noYyecTo Q8 Ao3npatbe Gapem

BO TGKOT Ha cTyAujata, CRT ocTaHafa NOBMCOKa, HO CpeAHOTO HamasyBatbe Ha CRT Off NOUeTOKOT

40 104 Hegena Gewe -160,4 MukpoHH, CJMUHO Kako KM nauweHTutTe TpeTMpaHH BO Q8 MAN NopeTKU
MHTepBasin.

Makynapex edem cexyHoapuHo Ha OLPB u OFPB

Kaj OUPB u OTPB ce jaBysa peTMHanHa Ucxemuja CHrHanN3upa ocno6opysatbe Ha VEGF, WTO 3a

BO3BpaT ru Aecta6unusupa TeCHMTe BPCKM M npomosupa eHAOTeNMjanHa KNeTOUHA NpoNndepaupyja. Ao-
peryupatbeto Ha VEGF e noBp3aHo co pacnafatbe Ha KpBHaTa 6apuepa Ha MpeKHULaTa, a OBa

3rONEMYBalbe€ Ha BACKyNapHaTa MPOIYCTJ1MBOCT pe3y/TMpa CO peTMHaieH efem, CTMMysauyja Ha

KAeTO"eH PacT Ha CEHAOCTeENNYMOT UM HEOBackyapn3aunja.

Kaj nauyneHtute TpeTupann co Eylea (equa MHjekuyja ceKoj Meceu, 3a WecT MeceLM) MMano AOCNeEZeH,
6p3 CUNeH ogroBop. BO mopdonornjata (UeHTpanHa peTuHasHa AeGennHa [CRT]. Bo 24 Hegena
HaMa/lyBalbeTO Ha UeHTpasHa peTuHasHa AeGenuna [CRT] 6una ctaTMcTM4KH CynepnopHa BO OfHOC Ha

KOHTPO/IHaTa rpyna BO cute Tpn cTyanu (-457 MMKpOHU HacnpoTn -145 mukpoHu BO COPERNICUS; -449
MWKPOHM HacnpoTu -169 mMuKpoHH BO GALILEOn

VIBRANT kaj OTPB -280 mukponu HacnpoTn -128 mukKpoHn). OBa HaMa/yBalbe BO OAHOC Ha NoveTHaTa
coctoj6a ce ofpKyBaso Ao Kpaj Ha cTygujata, 100 Hegena BO COPERNICUS, 76 Hefena Bo GALILEO u 52
Heflena Bo VIBRANT .

AlujaGemcxu makynapeH edem

Auja6etckvoT makynapeH efem ce KapakTepu3npa Co 3rofemeHa BasOnepmMeaGuUAHOCT M OLUTeETYBalbe
a Ha BUAOT.Ha Kanusapunte Ha peTMHaTa, WTO mone Aa pe3sy/TUpa CO ry6etbe ERC Ca

Kaj nauweHtute TpeTupann co Eylea, of Kou noBekeTo 6un Auja6etec tun
6un 6p3 BO ae6ennHa

[CRT], HABOTO Ha DRSS)
2 >
Ow

bp 7INAPON
*

12



Bo VIVID-DME u VISTA-DME cTyauute umano cpeaHu HaMmasyBatba Ha peTMHasHata AeGennna Ha
OMTMUKM KOXepeHTHa TOMOrpaduija (OCT) Bo 52-Ta Hegena 6une (-192,4 u -183,1 mukpoun 3a Eylea 208
rpynute uv -66,2 -73,3 MUKPOHM 3a KOHTPOAHMTe rpynu, CoogBeTHO). Bo 100-Ta Hesena
HaMasIyBalbeTO e OfpKaHo Co -195,8 uv -191,1 mukponn 3a Eylea 208 rpynute nu -85,7 nu -83,9 MAKpOHH
3a KOHTponHute rpynu, Bo VIVID-DME u VISTA-DME cryquute, coogsetHo.

Nogo6pysatbe 2 2 HuBOa BO DRSS 6uno OueHeTO Ha OAHanped OnpefeneH Haun BO VIVID-DME u
VISTA-DME. Pesyntatot Ha DRSS 6un cnopegnnue Kaj 73,7% of, nauneHtuTe Bo VIVID-DME u 98,3% on,
nauneuTute Bo VISTA-DME. Bo 52-Ta Hegena, 27,7% u 29,1% og Eylea 2Q8 rpynute nu 7,5% u 14,3% og
KOHTpOAHMTe rpynu MMane Nnogobpysatbe 2 Ha 2 yeKop Bo DRSS. Bo 100-Ta HeAena, CooABeTHUTe
npoueHTn 6une 32,6% u 37,1% og Eylea 2Q8 rpynute u 8,2% uv 15,6% off KOHTpONHUTe rpynn.

Cryanjata VIOLET ucntysafa Tpu pa3sM4Hu pexumu Ha AO3Npatbe Ha Eylea 2 mg 3a TpeTMaH Ha DME no
Hajmanky eAda roguna TpeTMaH CO MUKCHH WHTepBasN, No yAapHute 5 MeceYHU A03u npocnegeHo Co
AO3uparbe Ha ceKon 2 meceun. Bo 52-Ta Hegena u 100-Ta Hegena Of CTYAKjaTa, T.e. BTOpaTa 11 TpeTaTa
rOAvHa Of TpeTMaHOT, NpoceYyHuTe NpomeHn BO CRT bea KAMHMYKM CAMUHH 3a TepanucKuTe pexkumu
treat-and-extend (2T&E), pro re nata (2PRN) u 2Q8, coosBeTHo, -2,1, 2,2 un -18,8 muKpoHn Bo 52-Ta
Hefena 2,3, -13,9 uv -15,5 MMKPOHM BO 100-Ta HeAena.

Muonuyna xopoudanna Heosackynapusauuja

Muonuyna xopoupanna HeoBackyAapn3auyja (mvonuuna XHB) e yecta Npuunna 3a ryGerbe Ha BUACT kaj
BO3pacHM CO NaTONOWKa Muonyja. Taa ce pa3BUBa KAKO mMexXaHu3am Ha 3a3ApaByBalbe Ha Pada,
nocnegoBaTenho Ha packuHyBatee Ha Bruch-opata MemOpana M NpetcTaByBa HaCTaH HajonaceH 3a
BUYAOT, Kaj NaTONOWKaTa MMONHja.

Kaj nauweHtn TpeTupaHu co Eylea Bo ctyqujata MYRROR (eana uHjekuja Gafena Ha NOYeTOKOT Ha
Tepanujata, CO AONOAHMTeAHH MHjeKUMN AafeHH Bo cAyyaj Ha NepsncTeHuvja Ha Gonecta van Hej3nHo
noBTopyBatbe), He6enunata Ha peTuHata Guna HaMaseHa BEAHaul NO NOYeTOKOT Ha TpeTMaHOT WY Gune
BO KOpUCT Ha Eylea Bo 24 Helena (-79 muKpoHu -4 MUKpOHH 3a rpynata TpeTMpana co Eylea 2 mg u
KOHTposHaTa rpyna, Coo""BeTHO). HamaslyBalbeTO BO OAHOC Ha NoveTHaTa cocToj6a Ha AeGennHata Ha
peTuHata Bo rpynata co Eylea 2 mg ce ofp)kana 80 TeKOT Ha 48 Hegenu. UctoppemeHo 6una HamaneHa
vu Ae3njata Ha CNV.

KauHuuKka edukacHocr u 6e36eAHOCT

Brnanna CMA

Be36egnocta edukacHocta Ha Eylea 6ea OWeHeTM BO ABe paHAOMUsupaHn, MYATH-LEHTPMYHH,
ABOjHOCAeNny, aKTMBHO KOHTPOAMpaHH CTVAMM Kaj nauweHTn CO BNaKHa CEHMAHA Maky/lapHa
AeTenepauyja (CMA). Bo asete uctpaxyBatha (VIEW1 u VIEW2) 6une neKys BaNyupaHn BKYNHO

6ea n36upaHn2.412 naynentu, (1.817 anua nekysann co Eylea). Bo cekoe of oBne c

ano cnyuaeH u360p BO CoogHoc 1:1:1:1 Ha 1 of 4 pexumn Ha Bo3upa deeWAVE 0Ne

1) 2 mg Ha Eylea aasanu Ha ceKou 8 HepenM NO TPM NpBM4HN Mecet
2) 2 mg Ha Eylea gasann Ha cexon 4 Hegenn (Eylea 2Q4);
3) 0,5 mg Ha Eylea gaBann Ha cexon 4 Hefenn (Eylea 0,504); u
4) 0,5 mg Ha paHu6u3yma6 faBaH Ha ceKon 4 Hegesnn (paHn6u3yma

3
62,

or,
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Bospacta Ha NauMeHTuTe Bapupana of 49 Ao 99 roguHa (cpegHa Bo3spact: 76 rognnn).

Bo BTOpata rogMna Of UCcTpakyBatbata NauMeHTuTe NposomKuNe Aa ja npwmaat MO3aTa KOH Koja THe

NpBUYHO 6une paHSomu3upaHn HO Bp3 OCHOBa Ha moguduunpan pacnopeg 3a AO3upatbe KOj bun
YTBpAyBaH COMacHo npoueHKata Ha Bu3yenHuTe UM AHQTOMCKM pe3y/TaTy, npu LITO Ce NMas0 BO

npeaBug, 1 MaKCMMaNHKOT MHTepBaA 3a AO3upatbe of, 12 Hefenu YTBPAeH CO NPOTOKOA.

Vi kaj ABeTe UcTpaKyeatba NPUMapHaTa KpajHa Wen Ha e@uKacHOcT 6ewe NPOLEHTOT Ha nauneHTn BO

nonyfauyjata cormacHo npoToKonoT (Per protocol set) Kou ro 3a4yBane BUAOT, LITO ce Ae@unupa Kako
ry6etbe Ha nomasky of, 15 6yKBu Of OCTpuHaTa Ha BMAOT BO 52-Ta HEAeNa, cnopegzeHo co NOYeTHOTO
HUBO.

Bo VIEW1 uctpakysatbeTo, Bo 52-Ta Hegena BKyNHO 95,1% of, nayMeHTuTe Bo rpynata NeKyBaHa CO

Eylea 208 ro 3agpKane BuAOT, ChopeseHo co 94,4% of nalWeHTuTe BO rpynata AeKyBaHa CO

paHn6u3yma6 0,504.
Bo VIEW2 uctpaxkyBatbeTo, BO 52-Ta Hefena BKYIIHO 95,6% o4 nalWMeHTHTe BO rpynata AeKyBaHa CO

Eylea 208 ro 3agpKaa BUAOT, CnOpeAeHo co 94,4% of naueHtute BO rpynata NeKyBaHa CO

panu6u3yma6 0,504. V Bo aBete cTyqun, AeKyBatbeTo Co Eylea ce nokaka KaKO He MHepuopHo u

KAMHMYKM @KBUBa/ICHTHO Ha rpynata eKkyBaHa CO paHv6u3ymab 0,504.

Aetanyn pesyatatn of 3aegHuukata aHanu3a Ha ABeTe MCTparkyBatba Ce AafeHu Bo Ta6enata 2 u

rpadukoHoT 1 nogony.

Ta6ena 2: EbukacHoct Bo 52-Ta Hegeya (NDUMapHa aHan3a M BO 96-TaTa HeAena: 3aeAHMUKU
e3yrtatu of VIEW1 u VIEW2 uctpaxyBatbata 8)

EdukacHoct Eylea 208 © Panu6u3yma6 0,504
(2 mg Eylea Ha ceKOU 8 Hegenn, (0,5 mg paHn6usyma6 Ha
NO TPM NPBYYHK mMece4YHu 403n) cekon 4 Hefenn)

(N =607) (N =595)
52 Hegena 96 Henena 52 Henena 96 Henena"

Cpened 6poj Ha unjekunu of 7,6 11,2 12,3 16,5
NOYeTOKOT

Cpegeu 6poj Ha UHjeKUNn BO 4,2 4,6
BTOpata roguHa (of, 52 Ao 96-Ta
Hefena)
MpoueuT Ha NauneHTu Kon ja 95,33%" 92,42% 92,42%") 91,60%
3afpKane OCTpUHaTa Ha BMAOT
(sary6a Ha <15 6yKBu BCVA *)

(cornacHo npotokonoT)
Pasnuka" 0,9% 0,8%
(95% cl)" (-1,7; 3,5)" (-2,3; 3,8)"
Cpeana npomeua Kaj BCVA 8,40 7,62 74
U3mMepeHa COrMacHO OLIEHYBalbeTO

7,89
yevE M So

Ha 6yKBuTe cnopeg ETDRSA) ZN
noyeTHOTO HWBO

Ne
Ka Ls') aw
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Cpeava npomeua (6yKBu cnopes (-1,87; 1,23)" (-1,98; 1,49)"
ETRDS)*
(95% Cl)?!
NpoueHT Ha NauMeHTu Kon 3a 15 30,97% 33,44% 32,44% 31,60%
6yKBU ro NogoGpuze BuAOCT of,
FIOLIBTHOTO HMBO

Pasjvkac) -1,5% 1,8%
(95% Cl)" (-6,8%; 3,8%) (-3,5; 7,1)

BCVA = Best Corrected Visual Acuity (Hajqo6po Kopurupara octpuna Ha Bug0T)
ETDRS = Early Treatment Diabetic Retinopathy Study (ctyauja 3a paHo ACKYBatbe Ha ANjabeTcKa peTuHonatuija)
LS = Cpeanna of, HajManuTe KBagpaTHN BpeAHocTn, u3BeAeHO of ANCOVA

PPS: nep NpoTOKOA ceT
Ananuaa Ha uenata nonynayyja (FAS), npeHecysatbe Ha pesy/TaTuTe of NocnegHata oncepsaunja (LOCF) 3a cute

aHa/M3u OCBeH Kaj OHO] Aen of NalWeHTHTe Kou ja 3a4p»Kane OCTpuHaTa Ha BMAOT BO 52-Ta HeAeNa, CoracHo
npotokosot (PPS)
Pasankata e BpegHocta Ha rpynata co Eylea muHyc BpeAHocTa Ha rpynata co paHu6u3yma6. MosutusHata

BpeAHOCT oau BO KOpKcT Ha Eylea.
A UtTepsan Ha A0Bep6a (Cl) npecmetaH co HOpMasiHa npu6nwxkHoct
No 3aNO4HYBalbeTO Ha TPeETMAaHOT CO Tpn MeceYHU 403K

*)
WnTepsan Ha 4oBep6a Koja e UeNOCHO Hag -10% yKakyBa "eka Eylea He e Nomanky edukacHa BO OAHOC Ha

paHn6usyma6

A)

5)

E)

Cauka 1, CoefHa npomeda Ha OCTpMHaTa Ha BMAOT Of, NOYeTHAaTAa BpeAHOCT AO 96-Ta HeAeNA, co
3aeQHUYKU NoAAaTOWM Of, UCTpaxysatbata VIEW! u VIEW2.

>
15

3z
67

3 10k

8
Ess]

23

oo i i i f i i i i i i i £ f

a

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

(Bo Hesenn)
EYLEA 2 mg Q8 Hefenn -o- paHubusyma6 0,5 mg Q4 Hegenn"

* *

Kom6unupauata aHann3a Ha NOsAATOWMTe Of VcTparkyBatbata VIEW1 u VIEW2 nokakysa sexa Eylea
npeanzanka KAVHUYKM 3HavajH NPOMEHM OF NOYETHOTO HMBO BO

>
MPETKOAHO yTBpAeHaTa CekyHAapHa

uen 3a e (UKaCHOCT U3MepeHO CO NpawaNHUKOT Ha Hauno IPTaAMonoWKn MHCTMTYT 3a

BusyenHa dyHkuyja (National Eye Institute Visual Funct ionngife> El VFQ-25)) Tonemunata Ha
Ha OHaa Kaj Ha

Ko peru Tp a BugoT (Best CorrectednoAo6pysareto Ha BuA0T 3a 15 GyKBn Kaj Hajao6p
z aVisual Acuity - BCVA) a? NV £ Oj
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Bo sTopata roqnHa Of UCTpaKyBalbaTa eduKaCcHOCTa WeNOCHO Gewe Of1p»KaHa AO NocneAHOTO
OWeHYyBatbe koe Gewe HanpaBeHo BO 96-TaTa HegAena u 2-4% of nauneHtuTe umaa NoTpeba og cute
MHjekunn Ha MeceuHa OCHOBa AofeKa 1/3 of nalMeHTHTe Mmare noTpeba Og Hajmanky egHa NHjeKUMja
CO MHTepBas Ha ACKYBatbe Off CAMO effeH MeceL.

Kaj cute rpynn Bo apete UCTPaKyBatba Gee 3aGenexaHo HaMa/lyBatbe Ha CpeAHata ronemuna Ha

xopovfaHata HeoBackynapn3aunja (CNV).

Pe3yntaTute 3a eukacHocta Kaj CuTe OeHyBaHM Nogrpynu (noosa pacHa NpMnaAHocT, OcTpuHa Ha

BMAOT Ha NOYETOKOT, THN Ha Aesuja, FONeMMHa Ha Aesvja) BO CeKOe MCTpakyBalbe BO KOM06uHMpaHata
aHanu3a OffoBapaaT Ha pesyATaTuTe Bobvenn 3a UeAata nonynaupyija.

ALTAIR e MyATMUHeETpN4Ha, OTBOpeHa cTyAMja CnpoBegeHa BO Nepuog of 96 HeAenn
Ha 247 cnyyajHo u36paHy janouckn NalMeHTH Co BNaKHa CMA, Kou NpeTxogHo He Gune TpeTupann,
Ausjadupana Co Wen Aa mr yTBpAN edukacHocta 6e36egHocta Ha Eylea nocne aba pasAM4HN
MHeTpBaAN Ha npunaroAysatbe (2-HeAeNeH M 4-HeAeNeH) Ha peKMMOT NeKyBaj NpoAOAMu (treat-and-
extend).

Cute nauneHT Ao6uBane meceyHa 403a Ha Elyea of, 2 mg BO Nepvog of 3 Meceu, Na noToa no eAHa
wHjekuyja Ha ceKon 2 meceumM. Mocne 16-TaTa Hegena, NayneHTuTe 6ue Nog"eneHn Bo ABe rpynu no
cayyaen u36op 1:1: 1) nexysaj npogomKn (treat-and-extend) co Eyelea co 2-HegeneH NHTepBal Ha
npunaropysatbe, 2) nexysaj u npogsosKn (treat-and-extend) co Eyelea co 4-HegeneH MHTepBaA Ha

npunaropysatee. 3a npogomkyBatbe UNM KpaTete Ha TepanuckoT MHTepBan Gun o"NyyyBaHo Bp3 6a3a
Ha BU3yeNHMTe U/MAM aHATOMCKM KPUTepYyMN Aedunupann Of, MPOTOKOJ1OT CO MaKCUMa/HHUOT
Tepanucky UHTepBan Of, 16 Hegenn 3a ABeTe rpynu.

Npumapuata Wen Ha eduKacHocta 6una cpeAHa npomena Ha BCVA of noueToKoT 40 52-Ta Hefena.
CexyHaapHuot uen Ha edukacHocta 6111 NpOUeHTOT Ha NalMeHTUTTEe KON He u3ryOune 215 6yKBu M

OHMe NauMeHTH KON AOGmAe Hajmanky 15 6yKBn of, BCVA of noYeTOKOT Ao 52-Ta Hegena.

Bo 52-Ta Hegfena, NaWMeHTMTe BO pexKMMOT NeKyBaj M npogomKu (tread-and-extend) co 2-He"enHo
npwsaropyBbatbe AoGune 3sHaunTenHn 9,0 6yKBu Of NOYeTOKOT Ha TPETMAHOT, BO OAHOC Ha 8,4 6yKBH Kaj
OHMe Of rpynata Co 4-HeAeNHo NpuAarogyBatee [LS O3Ha4yBa CpeAHa Npomena BO 6yKen (95% Cl): -0.4
(-3.8.3.0), ANCOVA]. NpoueHtoT Ha nalyeHTHte Koe He u3ry6une 15 6yKen BO ABeTe TpeTUpaHu
rpynaunn 6un caver (96,7% Bo rpynata co 2-HegenHo 95,9% Bo rpynata co 4-HeAenHo
npunarofysatee. MpoueHToT Ha NauMeHTuTe KOU AO6une 215 6yksu BO 52-Ta HeAena 6un 32,5% Kaj
rpynata co 2-HegenHo vu 30,9% Kaj rpynata co 4-HegenHo npunarosyBatbe. MpoueHTot Ha nayMeHtuTe
KOU ro 3roneMMAe TepaNUCKMOT MHTepBas Ha 12 WJ1M noBeKe HeAenn bun 42,3% Kaj rpynata co 2-
HegenHo u 49,6% Kaj rpynata co 4-HefenHo npunarogyBatoe. NoHatamy, BO rpynata co 4-HefenHO
npunarofyBatee, Kaj 40,7% of nauMeHtuTe MHTepBanoT 6un npofosKer Ha 16 Hegenn. Npu
nocnegHata BU3MTa, AO 52-Ta HeAeNa, 56,8% of rpynata co 2-HefenHo u 57,8% og rpynata co 4-

ja Of, 12
Hegen. Okynapuute cuctemckute 6e36eAHOcHU Npodun

VIEW1 nu VIEW2

rz
Bo BTopata roquna of cTyAMjata, ebuKacHocta reHepa ja nocneaHata

aNIpOLeHKa BO 96-Ta HeAeNa, co cpegHa AO6uBKa Of 7,6 egenno 6.1-6yKsa
BO rpynata Co 4-HegeNHO npusarosyBatbe. MpoueHTot OAMKUNe
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TepanucknoT MHTepBa AO 12 Hegenn wan Nogonro bun 56,9% Bo rpynata co 2-HefenHo
npunaropyBate u 60,2% Bo rpynata co 4-HegenHo npuAarogysarbe. Ha nocneguata Bu3nTa npeA I6Ta
Hegena, 64,9% uv 61,2% of nauventute Bo 2-Hefenna M 4-HegenHa rpyna 3a NpuAaropysBatee ja BoOune
HMBHaTa CegHa AHjeKUMja 3akaKaHa BO UHTepBa of, 12 Hegenu M Noseke. Bo TeKOT Ha BTOpaTa
rOAnka Of TpeTMaHOT, NaWMeHHMTe VM BO 2-HeAeNHa UW 4-HeAeNHa rpyna 3a NpuNaropyBathe go6une
npoceyHo 3,6 uv 3,7 HHjeKLNM, COo"BeTHO. Bo TepanucKnoT nepvog of, 2 rognMHu nauneHtute Ao6une
npoceyHo 10,4 unjekunn.

Cryanjata ARIES e 104-HefenHa MyATULEHTPKYHa, PaHAOMU3UpaHa, OTBOPEeHa, AKTUBHO-KOHTPO/MpaHa
CTyAuja Kaj 269 nauWeHTn 3a TpeTMaH Ha NalMeHTH CO BAaKHa CMD, Kou NpeTXoAHo He Ouse NeKyBaHu,
Av3ajHupada Aa ja NPOUeHK He-MHepnoOpHoOcta BO OAHOC Ha eduKacHocTa, Kako 6e36emHocTa co
AO3HMOT pexkum TpeTUpaj UW NposOMKU NocNe 3 yAapHU MeceyHH 403" CefeHAa CO CO NPOAONMKYBatbe
Ha 2 MECe4HM MHTepBaAN HacnpoTu pexKumoOT NekyBaj M NpoAosKu (treat-and-extend), 3anouHaTo
nocne npBata roAuna Off TpeTMAaHOT.

Cryanjata ARIES, ucto Taka, fo uCTpaKyBa NpoueHToT Ha NauMeHTH Kon Gapaat nouecTo AekyBalbe of 8
Hegenn, BP3 OCHOBa Ha O/YKaTa Ha UCTpaxKyBayoT, O" 269 nauueHTu, 62 nauMeHTn npumune noyectn
40311 6apem egHal BO TeKOT Ha CTyAMjata. TakBuTe NalMeHTM OCTaHae BO CTyAMjaTa MW npumane
TpeTMaH cnopeg Hajfo6pata KIMHMYKa NpOLeHKa, HO He noYecTo og 4 HeAeNV VW HUBHMTE MHTepBasn 3a

AeKYBatbe NOTOa MOMKee Aa Ce NPOAOMKAT NOBTOPHO. NpoceyHnoT UHTepBas Ha AeKyBatbe NO

3a NOYECTO NekyBalbe Guna 6,1 Hegenn. BCVA Bo 104 Hegena 6una Nomaaa Kaj NauNeHTM KOU

6apane NOWHTEH3MBeH TpeTMaH GapeM BO TEKOT Ha CTyAMjaTa BO cnope"6a co nauMeHTuTe KOU

Hemasie noTpe6a MW NpoceyHata Npomena BO BCVA of noueTOKOT 40 KpajoT Ha cTyQujata Guna +2,3 +

15,6 6yKeu. Mefy naunweHtute Kou 6une TpeTHpaHu noyecto, 85,5% ro ofpKyBane BUAOT, OAHOCHO

usry6une nomanky og 15 6yksn, a 19,4% AoGune 15 6yKBu WAM NoBeke, Be36eqHocHuot Npogus Ha

NauMeHTM TpeTHpaHy NouecTo of cekon 8 HegZeAN Gewe cnopegyinB co 6e36eqHocHuTe NOsAAaTOLIM BO

VIEW 1 VIEW 2.

Makynapeu edem cexyHdapno Ha LPBO

be36eqHocta uv edukacHocta Ha Eylea 6ea OWeHeTH BO ABe paHAOMU3upaHy, MYATH-LEHTPMYHH,
ABOjHOCAeNy, a>KHO-KOHTPOAMpaHH CTVAMM Kaj NalWeHTM CO Maky/apeH egem cekKyH4apHo Ha UPBO
(COPERNICUS v GALILEO ). BkynHo 358 nauweHTu 6une TpeTMpaHn M OWeHeTH 3a eduKacHoct (217 co

Eylea),. Bospacta Ha NauMeHTUTe Bapupaya Of 22 AO 89 roaMHu co CpeAHa BpegHocT og, 64 rogunn. Bo
cTyauute co UPBO, npu6aukHo 52% og nayuentute (112/217)kon 6une paHsOmusupaHn Bo rpynata co

Eylea6une Ha Bospact of 65 roguHu noctapn, u oKony 18% (38/217)6une Ha Bo3pact of, 75 un
nocrapn,
Bo apeTe CTYAWM Ha NauMeHTuTe no clyyaeH "360p uM Guo AosAeNeHO BO OAHOC 3:2 unn 2 mg Eylea Ha

cekon 4 Hegenu (2Q4) wv KOHTpONHaTa rpyna Ao6uAa AaKHM MHjeKuMN CekoH 4 Hegesu, BKYNHO 6

VHjeKLMU.

No 6 meceyHn WHjeKuMN, nauneHTuTe AOOune Tepanuja, camo ako ru UcnonHMAe Npes-ospeAeHuTe
KpuTepvyMi 3a NOBTOPeH TpeTMaH, OCBCH 3a NaliMeHTMTe HaTa rpyna Bo GALILEO
KOU NposOAKUNe fa NpumaatNaka Tepanyja (KOHTp Henena.

ho @Ha ru vcnonnysane npeg
ogpeAeHute Kputepuymu.

eSEf
*oKup * 3783

17



Bo ABeTe cTyqNu NpuMapHa Wen Ha emuKacHoct Guna 6pojoT Ha nauMeHTH Kon AOGune Hajmanky 15
6yKBn Kaj BCVA 60 24-Ta Hefena Bo cnopeaba co noYeTHOTO HuBO. CekyHAapHata Wen 3a eduKacHOCT
6una Npomeda Ha BUAHaTa OCTpMHa BO 24-Ta Hegesa BO ChopeAGa CO NOYeTHOTO HMBO.

Pa3nkaTa nomery aBeTe TpeTMpaHn rpynn CTaTMCTMYKH 3HaYajHa BO KOpUCT Ha Eylea Bo "BeTe
cTygun. Bo aBeTe KNYYHM CTYAMM MakcuManHoTo noCbpysBalbe Ha BU3YeNHaTa OCTpMHa ce NocturHana
BO 3-OT MeceL, co nocnepoBaTenHo cra6unu3npatbe Ha eeKTOT Ha BUZYEAHA OCTpUHa UV LEHTpanHa
peTuHanHa feGenuna 70 ERG: CTMYKM 3HadajHa Ce BO TEKOT Ha 52-Ta

ce BO Ta6enaTa 3 CAMKaTa 2 nogfony
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Ta6ena 3: EdukacHoct 80 24-Ta Hefena, 52-Ta Hegena wu 76/100-Ta Hegena (ueNoceH CeT Ha aHanu3a co LOCF™) Bo ctyauute GALILEO u

COPERNICUS

Edwkacuoct COPERNICUS GALILEO

24 Hegenu 52 Hegenn 100 Hepenn 24 Hegenu 52 Hegenn 76 Hegenn

Control Eylea Control" Eylea Control Eylea 4) Control Eylea Control Eylea Control n Eylea n

2 mg Q4 2mg 2 mg 2 mg Q4 2mg 2mg
(N=73) (N=114) (N=73) (N=114) (N=73) (N=114) (N=68) (N=103) (N=68) |(N=103) (N=68) |(n=103)

Tpouext Ha NayNeHTu Kou Aobune

cnopegba co noweTHOTO HUBO

CpeaHa npomena Bo BCVA mepeua
cnopeg, ETDRS" CKafa Ha 6yKen BO -4.0 17.3 3.8 16.2 1.5 13.0 3.3 18.0 3.8 16.9 6.2 13.7

cnopegéa co ocHoBHoTO HuBo (SD) (18.0) (12.8) (17.1) (17.4) (17.7) (17.7) (14.1) (12.2) (18.1) (14.8) (17.7) (17.8)

Paannka Bo cpegua LS") 21.7 12.7 11.8 14.7 13.2 7.6
(95% Cl) (17.4, 26.0) (7.7, 17.7) (6.7, 17.0) (10.8, 18.7) (8.2, 18.2) (2.1, 13.1)

oct p<0.0001 p< 0.0001 p<0.0001 p<0.0001 p<0.0001 p=0.0070
4 SP

12% 56% 30% 55% 23.3% 49.1% 22% 60% 32% 60% 29.4% 57.3%Hajmanky 15 6yKen Kaj BCVA BO

Pasnuxa*®) 44.8% 25.9% 26.7% 38.3% 27.9%
28.0%(95% Cl) (33.0, 56.6) (11.8, 40.1} (13.1, 40.3) (24.4, 52.1) (13.0, 42.7)

(13.3, 42.6)
p-BpeaHOcT

p<0.0001
p-0.0003

p<0.0001 p = 0.0004 p=0.0004= 0.0006

lea 2 mg Q4 Hegenn MuHyc KOHTpona
Tepsanor Ha A0Bep6a (Cl) ce npecmeTaHu co ynotpe6a Ha Cochran-Mantel-Haenszel (CMH) tect, agantupaH 3a pernon (Amepnka HacnpoTucc

3a COPERNICUS nu Espona HacnpoTw Asuja/ Naynouk 3a GALILEO) 11 ocHosHata BCVA (> 20/200 u s 20/200)
est rected Visual Acuity (Hajgo6po Kopurupana octpuHa Ha BUAOT)

bservation Carried Forward (npeHeceno nocnegaHo HabspyAyBalbe)
ETDS RacyAreatment Diabetic Retinopathy Study (ctyania 3a paHo nekysatbe Ha anja6etcka petuHonatnja)

ard deviation (ctaHgapaHa Aesnjaunja)
: Cpegnua of HajManute KBagpaTHH BpeAHocTu, u3zBeAeHO of, ANCOVA

Ais Cpeanua pa3znka uv MHTepsa Ha A0Bep6a (Cl) cnopea Mogen ANCOVA co ¢axtopn Ha Tepanucka rpyna, 3a pervon (AMepnka HaCnpoTn OCTaTOKOT of,
cBeToT 3a COPERNICUS u Espona Hacnpotu A3uja/ Naunduk 3a GALILEO) ocHoBHata BCVA kateropnia: (> 20/200 n < 20/200)
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Bo cTyanja COPERNICUS koHTpoaHata rpyna Ha NauWeHTH MoxKena fa GO6ne Eylea no notpe6a, HajkpaTKo Ha ceKon 4 Hegenn of 24-Ta Hegena Ao 52-Ta
Hefena; NalMeHTH vmasie MOceTM Ha cekou 4 Hegenn.
"Bo cryauja COPERNICUS uv KoHTposaHata rpyna u rpynata Koja npumana Eylea 2 mg go6usane Eylea 2 mg no notpe6a HajkpaTKo Ha ceKon 4 Hegenu
noynysajku og 52-Ta Hefena Ao 96-Ta Hegena; NauMeHTM MMaNe 3a00/KUTENHM KBapTaNHM NOceTu, HO MO>Ke fa MMane noyectu NOCeTM Kako Ha CeKon 4
Hegenn BoKonky 6uno notpebro.
"Bo ctyanja GALILEO u K

E)

yma u rpynata Koja mpumana Eylea 2 mg go6usane 2 mg Eylea no notpe6a Ha cekou 8 Hegenn nounyBajku of 52-Ta
HeAena 68 74 nocetu Ha cekon 8 Hegenn

m A
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Canka 2: Cpeava npomedHa Ha OCTpMHaTa Ha BMAOT Of NoYeTHaTa BpeAHOcT 40 76/100-Ta HeAena no

Tepanncka rpyna 3a cTyauntTe GALILEO u COPERNICUS (uenoceH ceT Ha aHanu3a)

COPERNICUS
20

+13.0

+15

M
ea
n
Ch

an
ge

in
Vi
su
al
Ac
ui
ty

(le
tt
er
s}

Weeks

417.3

fixed monthly PRN with monthly PRNwith extended
dosing monitoring intervals monitoring intervals

+
ay

15

JO

4,0

48 12 16 20 24 28 32 36 40 44 48 52 56 GO 64 68 72 76 82 86 88 92 96100

GALILEO
20

&
3 15

413.7

§ 10 fixed monthly

4)

Weeks 4%

1418.0

t PRN with monthly PRN with extended
dosing monitoring intervals monitoring intervals

¥ 4.3.3 OOOO)

+

t

73

+6.2
§

wave On

§ x
0 4 8 12 16 20 24 28 32 36 40 44 48 $2 56 60 64 68 72 76

mo

EYLEA 2 mg e
Onse

X Indicates the switch of the control group to PRN treatmentwith EYLEA 2mg

21



Npoueutot Ha nepdy3upanHn nauneHTn co OLPB Bo ctyanjata GALILEO Bo rpynata co Eylea 6un 86,4 %,
(n = 89) n 79,4% (n = 54) Bo rpynata co nnauebo. Bo 24-Ta Helena Bo rpynata co Eylea 6una 91,8%(n=
89) nu 85,5 % (n = 47) Bo rpynata co nnaue6bo. MauneHTuTe BO ronema Mepa 6une BO MO)KHOCT Aa ro

3a4pKaT CBOjoT Nepdy3MoHeuH cTatyc go 76-Ta Hepena 84,3% (n= 75). Bpojot Ha nepby3snpaHnu
NauWeHTH KOM 3anouHase Co NakHa Tepannja 6uA 79,4% (n = 54) Hanoyetoxor. Nepdysujata Bo 24-Ta
Hegena Kako npumapua uen Guiza 85,5 % (n = 47). Naunentute BO rpynata ce npedpiune Ha

Eylea cnopeg ofHanpeg yTBpAeHu KpuTepnymn Bo 52-Ta Hesena, 83,7% (n = 41) 6une nepdy3upann Bo
Toa Bpeme. OBaa nponopunja buna 3aapKaHa AO 76 Hegena co 84,3 % (n = 42) Bo rpynata co Eylea u

84% (n = 42) Bo rpynata co nnaye6o.

NpoueHtoT Ha nepdy3npaHn nauneHTn co OLPB Bo rpynata co Eylea Bo ctyaujata COPERNICUS Ha

noyeTokoT 6un 67,5 % (n = 77) u 68,5 % (n = 50) Bo rpynata co nnauebo.. Nepdysujata Bo 24-Ta Hefena
6una 87,4 % (n = 90) Bo rpynata co Eylea nu 58,6% (n = 34) Bo rpynata co nnaye6o.. Osve nponopunu
6une 3afpKann Ao 100-Ta Hegena co 76,8% (n = 76) Bo rpynata co Eylea u 78% (n = 39) Bo rpynata co
naaye6o. Nauventute Bo nnaue6o rpynata vmane npaBo Aa npumaat Eylea og, 24-Ta Hefena.

KopucHnor edert Ha Tepannjata co Eylea Bp3 Bu3yenHata PyHKuUMja Gun cAMYeH BO OCHOBHUTe

nogrpynu Ha nepdy3npanu uv He-Nepdy3npaHn NauMeHTH. Tepannckute edektn BO Apyrute eBanynpann
noarpynn (np.Bo3pact, Nov, paca, novetHa OCTpPHHa, Tpaetbe Ha OL\PB) Bo cekoja og cryauute
Oune reHpasIHO KOH3MCTEHTHM CO pe3y/TaTMTe Of CeBKYNHaTa NonyAauyja.

Bo Kom6uHmMpana aHasn3a Ha NOAaTouMTe Bo cTyAuuTe GALILEO uv COPERNICUS, Eylea nokaka
KAMHUYK 3HaYajH npomeHun Of, OCHOBHOTO HMBO BO Npes-onpeseneHata CeKyHAapHa Len Ha

e@UKaCHOCT Ha npawasHAKOT 3a BU3yeNHa oyHKuyja Ha HaunoHanHvoT O4eH MHCTMTYT (Nei VFQ -25).
TonemuHaTa Ha OBMe NpomeHy Bua cAM4Ha Ha OHaa BUZeHa BO ObjaBeHuTe cTyAun, KOU
cOOgseTcTByBaaT CO AO6uBKa Of, 15 6yKBn Kaj Hajgo6po Kopernpana octpuna Ha BugzoT (BCVA).

Makynapeu edem cexyHdapHo Ha OFPB

Bes6eqnocta u eduxacHocta Ha Eylea 6une oyeHeTu BO paHAOMU3ipaHa, MY/ATH-LEHTPMUHa, ABOjHO-
cena, AKTABHO-KOHTpoAMpana CTyAnja Kaj NMaUMeHTM CO MakynapeH efem CekyHAapHo Ha OFPB
(VIBRANT ctyquja) wo BKAyYyBaf0 XeMu-peTMHaNHa BeHCKa OKAYy3Mja. BkynHo 181 nauneHtu 6une
TpeTMpaHu M BKYYeHU BO aHasIM3aTa 3a edukacHoct (91 co Eylea). Bospacta Ha NauMeHTuTe ce
AByxkea Of, 42 Ao 94 romMHy Co CpesHa BpeAHOcT of 65 roqnun. Bo cTyanjata 3a OFPB, oKony 58%
(53/91) Kon 6une paHgomus3upako Bo rpynata Ha Eylea 6une Ha Bo3pact of 65 roguHn man noctapu u

okony 23% (21/91) 6une Ha BO3pacT Of, 75 rogMHu MAK noctapu. Bo cTyanjata, naynexntuTe co
pakAomu3auyja BO OAHoc 1:1 6une NoAeNeHn BO rpyna Ha KOM uma Onna AaBaHa 2 mg Eylea Ha ceKon 8
HeAenv no 6 MHMUKjanHn MeceYyHM MHjeKUMM UM Aacepcka PoTOKOarynauyja Jagena Ha NOYeTOKOT

KOM Chegene MHjeKUMM Ha CeKou 8 Hegenn.

(nacep KOHTponHa rpyna) BO OfHOC 1:1) KOHTpO/HaTa rpyna co nacep
moKese fa foOnjaT AononnutTenHa MacepcKa poToKoar TpeTmaH 3a

cnacyBatbe ) Ha noYveTOKOT Ha 12-Ta Hesena, CO MMHK efenu. Bp3 OcHOBa Ha

momene Aa Dobujatnpe-cneunduunpann KpuTepvymn nauMeHTute BO rp
TpeTmaH 3a cnacyBatbe co Eylea2mg,0424Hefena, 4 nog, of, 3 Meceun, no

2
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Bo VIBRANT ctyaujata, npumapHata KpajHa Wen Ha eduKacHoctT buna 6pojot Ha NauwMeHTM Kou AObune
Hajmanky 15 6yKBu Bo BCVA Bo 24-Ta Hefena BO OAHOC Ha NOYeTOKOT pynata co Eylea 6una
CyNepvopHa BO OAHOC Ha KOHTpOs/HaTa rpyna Koja fo6una Aacep.

CekyHgapHa Wen Ha e@ukacHoct Bo cTyqvja VIBRANT 6una npomenata Ha BU3yenHaTa OCTpUHa BO 24-Ta
Hegfena, Koja Guna cTaTMCTU4KM 3HadajHa 80 KOpNcT Ha Eylea. Bu3yenHoto nogobpysatbe 6uno 6p30 uu

MaKCUMa/HO NosAObpyBatbe 6uNO TOCTMTHQTO BO 3-OT MECEL, CO OAPKyBatbe Ha EdeKTOT AO 12-OT
meceu.Bo rpynata co nacep 67 nalweHTM npumune TpeTMaH 3a cnacyBatbe co Eylea Ha NOYETOKOT Ha 24-
Ta Hegena (akTUBHa KOHTponHa/ Eylea 2 mg rpyna) Koja gosena Aonopobpysatbe Ha BUAHAaTA OCTpUHa
3a okony 5 6yKBu of 24-1a Ao 52-Ta Hegena.

AleTannn pe3yntatu of aHanuvsata Ha VIBRANT ctyqujata ce npvka>kaHu Bo Ta6ena 4 u cauka 3 nofony.

Ta6ena 4: EgukacHoct Bo 24-Ta 52-Ta Hegena (WeNoceH CeT Ha aHasu3a Co LOCF) Bo cryanjata
VIBRANT

Edukacnocr VIBRANT
24 Hepenn 52 Hegenn

Eylea AKTMBHa Eylea AKTMBHa
2 mg Q4 KOHTposia 2 mg Q8 KOHTpO/la

(nacep) (nacep)/
(N=91) (N=90) (N=91)" Eylea2 mg"

(N=90)
NpoueuT Ha NauMeHTu Kon BoGuse 52.7% 26.7% 57.1% 41.1%
Hajmanky 15 6yKBu Ha BCVA Bo

cnopef6a co noYeTHOTO HMBO

Pasnuka'" 26.6% 16.2%
(%)
(95% Cl) (13.0, 40.1) (2.0, 30.51)
p-BpeaHocT p=0.0003 p=0.0296
Cpeaua npomena Kaj BCVA u3mepena 17.0 6.9 17.1 12.2
cornacHo ETDRS CKaflatTa of noveTHOTO (11.9) (12.9) (13.1) (11.9)
HuBo (SD)
Panna Kaj cpeana LS" 10.5% 5.2%

(95% Cl) (7.1, 14.0) (1.7, 8.7)
p-BpeaHocr p<0.0001 p=0.0035")
Pagnukata e Eylea 2 mg Q4 Hegenn munyc Aacep KOHTpona

5) pagnukata u 95% Cl ce npecmetysa Co KOpUCTetbe Mantel-Haenszel TexnHcKa Wema, afantMpaH 3a perMoH
(CesepHa Amepuka Hacnpotu JanoHnja) u BCVA kateropyja Ha noyetoKoT (> 20/200 u < 20/200)
C) Cpeana pasauka kaj LS u 95% Cl, sp3 ocHoBa Ha MogenoT ANCOVA co Tepannckata rpyna, BCVA kKaTeropuja Ha

noyetoKor(> 20/200 u < 20/200) u peruonot (Cesepna Amepnka HacnpoTn Janounja) Kako edextn
OCHOBHaTa BCVA kako KoBapujaHTa 'OGK
D) On 24-Ta Hefena TepanuckuoT MHTepBan BO rpynata co Eylea 6un npofomxKen 3a cuTe

Me

Ha 8-Ta Hefenna AO 48-Ta HegAena. Tw Sf
E) Ha nouerok og 24-Ta Hegena cy6jekTuTe Bo Nacep rpynata moxene fa npumat Cave
ako vcnosHyBae Gapem efeH ofhanpeg Aeunnpan Kputepuym. BkynHo 67 cy6jektu Bd OBda rpynag e
cnacyBayki TpeTMaH Co Eylea. ®uKcHuor cnacyBa4kh PeKUM 3a Eylea 6ua tpunatu 2 mg CeKO!
cneAHO Co MHjeKUMH Ha CeKON 8 Hegenn
F) HomvHanna p-BpeaHoct Kup

JE
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Canka 2: CoeaHa npomeda Off OCHOBHOTO HuBO BO BVCA ao 52-Ta Hesena, MepeHa co ETDRS ckanata Ha

6ykBY Bo cTyAnjata VIBRANT

VIBRANT
+17.0
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- Eylea 2 mg ame ame Laser Control Group

Ha noyeToKoT, npoueHTOT Ha Neppy3upaHy nauweHTn Bo rpynata co Eylea u nacep rpynata 6un 60% u

68%, coofBeTHo. Bo 24-Ta Hefena OBue NponopuNn Sune 80% u 67%, coogBeTHo. Bo rpynata co Eylea
NpoueHToT Ha Nepoy3snpaHn NalWeHTH ce ogpxyBa Go 52-Ta HeAesa. Bo Aacep rpynata, Kage
nauweHtute 6une npudatansu 3a cnacyBaKn TpeTMaH Co Eylea of 24-Ta HefeNa, NPOWeHTOT Ha

nepdysupaHy ce 3ronemnus Ha 78% Ao 52-Ta Hefena.

Aluja6emckumakynapex edem

Be36eaHocta u edukacHocta Ha Eylea Gune oueHeTH BO ABE paHAOMU3NpaHy, MYATH-LeEHTPUYHH,
ABOjHOCAeNN, aKTMBHO-KOHTpomnpadn cTyaun Kaj nauweHtn co AME (VIVID™ VISTA™®), BkynHo 862
PaHAOMU3U paulA MV TpeTMpaHy nauweHTu Guise BKAYYeHH 3a NPOLeHKa.3a edukackocta, 04, HMB, 576 co

Bo aBeTe cTyquu nauMeHTute 6use u36paHn No cnyyaeH u36
Ha A03upatbe:
1) 2 mg Eylea AaBaHun Ha ceKon 8 Hegenn no 5 noyweTHY mecey

A, 3-Te pexumu

24

15

+122

5

0

OcT of 63 roguHy.Eylea Bo3pacta Ha nauMeHTuTe ce AByKena Of 23 AO 87 roANnHu co
Bo AME ctyauute , oxony 47% (268/576) payazomu3vpann Ha Tp qob ce Bylaa'6vyteHa Bo3pactT off 65
rOAMHM MAM NocTapH M OKO/IY 9% (52/576) 6une Ha BOspacT O

Aes Of, NaWWEHTMTe BO ABeTe cTyanu uMane Aujabetec Tun Il

16678 Noronemuot

H

uuu (Eylea 2



2) 2 mg Eylea jaBaHn Ha cekon 4 Hegenn (Eylea 204) u

3) MakyfapHa Nacepcka hotoKoaryAauyja (aKTHBHa KOHTpona).
Bo 24-Ta Heflea, NAWMeHTHTe KOU WcnonHyBa/e OAKanpea yTepAeH Npar 3a ryGetbe Ha BMAOT MOKENe
fia npumat AoNoAHUTeNeH TpeTMaH: NauMeHTuTe Bo Eylea rpynata MooKene Aa BOGujat nacep u

nauWeHTuTe BO KOHTPO/IHaTa rpyna fa HObujat Eylea.
Bo aBeTe cTyAnu npumapHata Yer Ha edukacHoct buna cpesHata NPOMeHa OF, OCHOBHOTO HWBO Ha

HajQo6po kopermpana BYAHa ocTpuHa (BCVA) Bo 52-Ta Hegena, uv aBete rpynu co Eylea 208 n Eylea
204 npukamane Aeka UMaat EQUKACHOCT WTO 6una CTaTHCTMYKM 3HaYMTes/IHO CynepvopeHa BO OAHOC
Ha KOHTpOsiHaTa rpyna. Osaa npugo6uska 6una ofpkyBaHa BO Q0-Ta HeAenNa.

Bo taGenata 5 u

cauKata 4 nogony.
AetanHy pesytatTu of, aHann3ata Ha VIVIDDME

uv VISTADME

ut
ro EG ae mA
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Ta6eyia 5: Ebukacuoct 80 52-Ta Hefena u 100-Ta Henena (uenoceH CeT Ha aHanu3a co LOCF) Bo cryanute VIVID uv VISTADME

VIVIDDME VISTAEdunacnoct
52 Hegenn 100 Hegenu 52 Hegenn 100 Hefenu

AKTMBHa AKTMBHa AKTMBHa AKTMBHAaEylea Eylea Eylea Eylea Eylea Eylea Eylea Eylea
2mg 2mg KOHTpona 2mg 2 mg Q4 KOHTpoOsla 2 mg Q8 2mg Q4 KOHTpoia 2 mg Q8 2 mg Q4 KOHTposia
Qs Q4 Qs (nacep) (nacep) (nacep)(nacep)

(N=132) (N=136) (N=132) (N=151) (N=154) (N=154) (N=135) (N=136) (N=132)
(N=135) (N=136) (N=135)

Cpeana
npomeda Bo
BCVA 10.7 10.5 1.2 9.4 11.4 0.7 10.7 12.5 0.2 11.1 11.5 0.9

mepeHa
cnopeg,
ETDRS
CKaNa Ha

6yKBM BO

cnopez6a
co
MOo"eTHOTO

HMBO

Pa3nka BO 9.1 9.3 8.2 10.7 10.45 12.19 10.1 10.6
cpegna LS (6.3 (6.5 (5.2 (7.6 (7.7 (9.4, (7.0 13.3) (7.1, 14.2)

11.8) 12.0) 11.3) 13.8) 13.2) 15.0)

Kou A06u 233 22%,? 9% 31.1% 38.2% 12.1% 31% 42% 8% 33.1% 38.3% 13.0%sa
HajManky 4
6yKBH Kaj =

>

BCVAso se t

cnopesba *
*"

Ry 9
co C HyKup +> 40% 7

noveTHOoTO

HMBO

Agantupaha 24% 23% 19.0% 26.1% 23% 34% 20.1% 25.8%
pa3anka

AGE (13.5 (12.6 (8.0 (14.8 (13.5 (24.1 (9.6, 30.6) (15.1
(95% Cl) 34.9) 33.9) 29.9) 37.5) 33.1) 44.4) 36.6)

A

A A

B,CE

(95% Cl)
Npoueut Ha

z

Xons *
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"Tlocne VHMUMjanHuoT TpeTMaH CO 5 MeCeYHM MHjeKWMM
*Ls ul cnopeg, Mogen ANCOVA Bo cnopegéa co ocHoBHaTa BpegHoct Ha BCVA kako KoBapyjaHta M akTOpo Ha

Tepanncka rpyna. Nokpaj Toa, pernoHoT (Espona/Asctpanuja Hacnpotn Janonuja) Gun BkNyYeH Kako pakTop 3a
viviD. uw uctopnjata og MI u/uan CVA Kako daktop 3a visTApME
© Pasnuxata e rpynata co Eylea MMWHYC akTUBHaTa KOHTpOsHa (Aacep) rpyna
4 Pagnukata CO MHTepBaa Ha AOBepba (Cl) u craTucTuuKn TeCT e npecmetaHa co ynotpe6a Ha Mantel-Haenszel
wema Ha TeKnWHa npunarogena cnopeA perMoHor (Espona/Asctpannja Hacnpotu Janonyja) 3a VIVID
MeAMUMHCKa McTopyja Ha MI van CVA 3a VISTADME
* BVCA: Best Corrected Visual Acuity (Hajao6po Kopurupana ocTpuva Ha Bug0T)
ETDRS: Early Treatment Diabetic Retinopathy Study (ctyanija 3a paHo AeKyBalbe Ha AnjaGeTcka peTuHonatHija)
LOCF: Last Observation Carried Forward (npeHeceHo nocneaHo HabsyayBathe)
LS: Cpeanua of, HajManu KBaApaTHU BpeAHocTH, u3sBeAeHO of, ANCOVA
Cl: UnTepsan Ha AoBepba

OME

MEX
Canka 4: Cpeava npomena Ha BVCA of NOYeTOKOT Ao 100-Ta Heze
6ykeu Bo cTyAMuTe VIVIDDME vu VISTA'E

EID ata Ha

$o
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fi- Eylea 2mg Q8 weeks ae Eylea 2mg Q4 weeks
Active Control (laser)

Tepanuckute BO aHaaM3npannte nogrpynn (Ha npvmep, BO3pacr, NOM, paca, OCHOBHO HBO Ha

HbAic, npeg aHtv-VEGF tepanuja) Bo cekoja cryavja 11 BO KOM6uHupanata aHasua3a, raBHo 6use BO

COrmacHOCT CO pe3y/ITaTMTe OF, BKYNHaTa NonyNauvja.

Bo VIVID™ VISTA™ ctyauute, 36 (9%) 11 197 (43%) og nauneHTuTe npeTxogHo npumane aHtu-VEGF
Tepanuja, COOMBETHO, CO 3-meceyeH UK NoOgOAr nepnoa 6e3 Tepannja. Tepanuckute edektn BO

nogrpynata Ha NaLMeHTM KOU NpeTXOAHO Sune TpeTMpaHn co VEGF nHxn6uTop, npeg yuectBoTo BO

cTyavjata, Gune CAMYHM Ha OHMe 3a6eneKAHN Kaj NAUMeHTMTe KOU NPeTXOAHO He Gune TpeTMpaHn Co
VEGF nuxn6utop npeg yuecTBoTo Bo cTyAnjata.

co 6unatepanHa 6onect 6une nogoGHu Aa npuMat aHTu-VEGF
ako 6us0 YTBPAeHO Of CTpaHa Ha NeKapoT AeKa e NoTpebHo. Bo VISTAD™®

O,

Eylea nauveHTuTe npumune 6unatepannn Eylea nHjekunu 100 Hefena;
(35.8%) og Eylea nauweHtuTe npumune pasnnuna aHTu-VEGF Tepanuja Bo

HpTO

2 vionas> *es 4
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Bo He3aBUuCcHa KOMNapab6unna cTyauja (DRCR.net Protocol T) KopncteH e dnekcu6ueH f03eH pexkKum

Bp3 OCHOBa Ha OCT u BMAHM pe-TpeTMaH KpuTepuymn. Bo rpynata co abanbepuent (n=224) Bo 52

Hefena, OBO1 TepanuckM pexkumM AoBeN AO cpegeH 6poj Ha nHjeKUNN Of 9,2 Koj e cAMYeH Ha

aAMUHUcTpupaHnot 6poj Ha 40311 co Eylea 208 rpynata Bo VIVID VISTA™, nomeka ceskynHata
eUKaCHOCT BO rpynata co apauGepuent Bo Protocol T 6un KOMNapaTMBeH Co Eylea 208 rpynata BO

VIVID" uv VISTA™... CpegHnot 6poj Ha Ao6uenn GyKBn 6un 13.3 a 42% of, naunenTuTe AOGune
Hajmanky 15 6yKBu BO Cnope"ba Co NOYeTHOTO HWBO Bo Protocol T . Bes6egHocHuTe pe3yaTaTu NoKaKaa
Aleka Ce@BKyNHaTa MHUMAeHLa Ha OKy/apHu VM Heoky/lapHn HeCaKaHn pfejctBa (BKAyYyBajku ATE) Gewe
cnopesyiuBa Bo cute rpynu Ha TpeTMaHN BO CekOja Of cTyAuuTe Nomefy cTyannute.

VIOLET, 100-HegenHa My/ATMLEHTpM4Ha, pPaAHAOMU3MpaHa, OTBOpPeHa, aKTMBHAa KOHTpo/IMpaHa CTyANja
Kaj nayweHTu co DME cnopegu Tpu pa3su4nn peKumn Ha AO3suparbe Ha Eylea 2 mg 3a TpeTmaH Ha DME
no Hajmanky €AHa roavna OF, TPeTMAHOT BO UKCHM MHTepBanM, Kafe WTO TpeTMaHOT 6un 3anouHaT CO

5 yAapHu meceyHu AO3M NpocneseHy CO AOsuparbe Ha CeKon 2 Meceun. Ctyanjata ja eBanyupatwe He-

undepnopHocta Ha Eylea 2 mg Ao3vpaHa cnopeg pexim Ha treat-and-extend (2T&E kage uHTepBanuTe
Ha UHjeKuMnTe ce ofpKyBaa Ha MWHWMYM 8 Hegenn MW NocTeneHo ce nposomkyBaa BP3 OCHOBa Ha

KAMHUYKNTe VM aHaTOMCKuTe pesytatn) vu Eylea 2 mg go3upana no notpe6a ( 2PRN Kage WTO

nauvenTute 6une Ha6spyayBaHn Ha CeKON 4 HEAeNM Ce WHjekTupaat Kora @ NOTPEGHO Bp3 OCHOBa Ha

KAMHMYKMTe M aHaTOMCKuTe pe3y/Tatn), cnopeseHo co Eylea 2 mg go3upaHa Ha cekon 8 Hegesnn (2Q8)
3a BTOPaTa M TpeTaTa roauka Of TpeTMaHOT.

Npumapuata KpajHa Wes Ha edbukacHoct (npomeHa Ha BCVA of ocHOoBHaTa AMHUja AO 52-Ta Hegenna)
6ewe 0,5 + 6,7 6yKBu BO rpynata 2T&E u 1,7 + 6,8 6yKBU Bo rpynata 2PRN Bo cnopesba co 0,4 + 6,7
6yKBM BO rpynata 208, nocTurHyBajku cTaTucTuyka HedepuopHoct (p <0,0001 3a aBete cnope,6y; NI

Mapruna og 4 6yKBn). Mpomennte Bo BCVA of, ocHoBHaTa /IMHMja OO 100-Ta Hegena Gea KOH3MCTeHTHU

co pe3ysTaTuTte of 52-Ta Hegena: -0,1 + 9,1 6yKBn Bo rpynata 2T&E uv 1,8 + 9,0 6yKBu BO rpynata 2PRN
Bo cnopeg6a co 0.1 + 7.2 6yKBU BO rpynata 2Q8. MpoceyHuot 6poj Ha wHjeKuMn BO TeKOT Ha 100 Hegenn
6ewe 12,3, 10,0 u 11,5 3a 2Q08fix, 2T&E u 2PRN, coosBetHo.

OkynapHute cuctemcknte 6e36eAHocHu Npoduan Bo cuTe 3 rpynu Ha TpeTMaHu Gea CAMYHM Ha OHNE

3a6enekaHn Bo raBHute ctyann VIVID u VISTA.

Bo rpynata 2T&E, 3ronemyBatbaTa MU HaMaslyBatbaTa 3a VHTepBasMTe Ha WHjeKTMpatbe Gea Ha

AMcKpeuyja Ha MCTpakyBa4oT; BO CTyAMjaTa ce npenopayaHn 3ronemyBalba Of 2 HEME.

Muonuyna xopoudanna Heoeackynapu3auuja

Be36eauocta u edukacHocta Ha Eylea 6une OeHeTH BO paHAOMU3MpaHa, MYATMLUEHTPMY4Ha, ABOJHO
cflena, laxKHO-KOHTpoaMpana CTyAnja, Kaj a3MCKM NAaUMeHTH KON He Aobuse npeaxofen TpeTMaH CO

mvonuuna XHB. BKynHo 121 nauneHTu 6une AeKyBaHM BKAYYEHM 3a NPOWeHKa 3a edukacuocta 90 (co
Eylea). HHBHaTa BO3pacT Ce asyrkKena Of 27-83 roMHu Co cpeaHa BpegHocT og 58 roguunn. Bo crygnjata
3a MMonMuHa XHB, oKONy 36% (33/91) paHygomu3upaHn Ha TpeTMaH co Eylea 6ue Ha BospacT og 65

roAMHU MAK NocTapH OKony 10% (9/91) 6une Ha BO3pacT of 75 rOoAMHH MAM NocTapu.

GHTpAeNTPeaAHO WANMauventute 6une paHAomu3upaHu BO coogHoc 3: 1 ga npumat nan Eylea 2

nHjeKunn (naaue6o rpyna) eAHaW Ha NOYeTOKOT Ha CTyAMjaTa, Co A

6una oueHeTa NpumMapHata Len. Bo 24-Ta Hefena, NalMeHTuTe npBobuT 86
KOraAafeHu MeceuHo BO CAy4aj Ha NOCTOeHe Ha 6onecta un Hej3uHo nosTop

29
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njaye6o rpynata umane npaBo Aa ja go6ujat npsata fo3a Ha Eylea. No oBa, nayMeHTuTe BO ABeTe
rpynu npofomkune Aa Gugat npudatansn 3a QONONHMTeNHM MHjeKUMM BO CAYYaj Ha noctoetbe Ha

6onecTa usu Hej3MHO NoBTOpyBalbe.

Pa3nukata Mery TpeTMpaHnte rpynu Gua CTaTMCTMYKH 3HayajHa BO KOpMCT Ha Eylea 3a npumapuHata ues
(npomena Ha BCVA) uv noTBpAyBatbe Ha CeKYHAapHata We Ha eduKaCcHOCT (npoueHt Ha nauMeHTuTe KON

ce fo6une 15 6yksu Kaj BCVA) Bo 24-Ta Hegfena BO OAHOC Ha NoveTHaTa cocToj6a. Pasnukute 3a "Bete
uean 6ufe OApKaHH Bo TeKOT Ha 48-Ta HeAena.

Aetanun pesyAtatu of aHanu3ata Ha cTyAMjata MYRROR ce fpnkakaHn Bo Tabena 6 u Canka 5 nogony.

Ta6ena 6: EqukacHocT 80 24-Ta Hefena (nNpuMapHa aHau3a) u 48-Ta Hefena BO CTyAMjata MYRROR
(enoceH ceT Ha aHa/n3a co LOCF"))

EdukacHoct MYRROR
24 HefAenu 48 Hegenn

Eylea 2 mg Jlayua Eylea 2 mg Nawna/
(N=90) (N=31) (N=90) Eylea 2 mg

(N=31)
CpeqHa npomena kaj BCVA" M3mepeHa 12.1 -2.0 13.5 3.9
cornacHo ETDRS ckafaTa 04 NnoYveTHOTO (8.3) (9.7) (8.8) (14.3)
HMBO (SD)®
Pa3nnka Kaj cpeaua LS 14.1 9.5
(95% Cl} (10.8, 17.4) (5.4, 13.7)

NpoueHT Ha NauneHTu Kon Bobune
Hajmanky 15 6yKBu) Bo cnopez6a co 38.9% 9.7% 50.0% 29.0%
NOYeTHOTO HMBO

Pasnuka™™ 29.2% 21.0%
(95% Cl) (14.4, 44.0) (1.9, 40.1)

*) LOCF: Last Observation Carried Forward (npeHeceHo nocnegHo Ha6sbyAyBalbe)
5) BVCA: Best Corrected Visual Acuity (Hajao6po kopurMpaHa ocTpnna Ha BYA0T)
ETDRS: Early Treatment Diabetic Retinopathy Study (ctyauja 3a pao ACKYBalbe Ha AujabetcKa petnHonatyja)
SD: Standard deviation (cTaHgapana gesnujauyja)
'Ls: Cpeguua of Hajmanute KBagpaTHH BpegaHocty, n3sBegeHo of, ANCOVA mogen
4) cl: Confidence Interval! (uHTepBan Ha JoBep6a)
Coeana pa3anka Kaj LS u 95% Cl, Bp3 ocHoBa Ha MOgenoT ANCOVA co Tepannckata rpyna 11 3eMjata (O3HaKM Ha

3emjaTa) KaKO QUKCHK edekTH MU OCHOBHaTa BCVA Kako KoBapujaHta
*) pasnukata nu 95% Cl ce KankyAupaHn co Cohran-Mantel-Haenszel (CMH) Tec rOaeH Ha 3eMjata (o3HaKV
Ha 3emMjata)

Canna 5: CoegHa npomeua Ha BU3E/IHaTa OCTpKHa Of, OCHOBHOTG Hew Kaj
TpeTMpadata rpyna Bo cTyaujata MYRROR (skyneH cet Ha aHan
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Neavjatpucka nonynauyia
Esponckata areHuvja 3a 1eKOBU ja yKNHa o6spckata 3a DOCTaByBalbe Ha pe3y/TaTuTe of,
UCTpakyBalbaTa co Eylea 3a BfakHa CeHUHa MakyfapHa JereHepauyja (CMJ), okny3uja Ha WeHTpanHa
peTuHafHa BeHa (OLIPB), okny3vja Ha fpaHka Ha peTMHasHa BeHa (OFPB), aujabeTcKu MakyNapeH efem
(AME) 4 mnonnyna xopoufanna HeoBackyAapu3zaunja (MuonuuHa XHB) Kaj cute nogzrpynu Ha

neavjatpucka nonynauyja (Bua ToUKa 4.2. 3a NoBeKe UHhOpMaLMN OKOJ1Y NegAMjaTpucKaTa ynoTpeGa).

5.2. @apmakokuHerckn CBOjcTBa

Eylea ce faBa ANPeKTHO BO CTaKECTOTO Teo CO LIE NPeANZBUKYBatbe Ha OKA/IHM edextu BO OKOTO.

Ancopnunija/ auctpu6yunja
Adsubepuent 6aBHo ce ancop6upa Of OKOTO BO CUCTeMCKaTa UMpkynalyja no MHTpaBUTpeanHOTO
AjaBalbe MW BO CUCTEMCKaTa uupkynauyja NpBeHcTBeHO ce 3a6eeKyBa KAKO HeEATMBeH, CTa6uneH
KomnneKc Co VEGF. Cenak, camo cno6oAHnoT adanu6epuent uma cnoco6HocT Aa ce Bp3yBa 3a

eHgorenuot VEGF.

Bo eAHO dapmakuHeTMYKO NO"-UcTpaxysatbe Kaj 6 nauMeHtn CO HeOBaCky/apHa B/akKHa CMJ co 4ecTO
3EMabbe Ha NPUMepouN, MaKCMMaNHMTe nna3sma KOHLEHTpalnn Ha cno6ofeH adauGepuent (cuctemcku
Cmax) 6a HUCK, CO CpeAHa BpeAHOCT Of OKONy 0,02 muKkporpamnu/ml (Bo ondat of 0 A0 0,054) Bo
nepvog of, 1 Ao 3 AeHa No B6pusryBatbeTo Ha 2 Mg MHTpaBUTpeasna UHjeKUMja McTVTe NoBeKe He ce
AeTeKTUpaHH Ape HeAe/M NO AaBalbeTO Ha A03aTa Kaj peuncu cuTe NaWMeHTH. AdnGepuent He ce
akymysupa BO NNa3MatTa KOra ce AaBa WHTPaBUTPeaNHO Ha CeKON 4H

10

4 8

28
2.0

Ha ony 50 Ao 500NE DHE »
Ha abauGepuent Heonxo Ha ONOWKaTa

AKTUBHOCT Ha CMCTEMCKMOT VEGF 3a 50% kaj Mogenu Ha npomeHute
Ha KPBHMOT MPMTMCOK OTKaKO HUBOaTa Ha abnnGe dear urHaa oKony 10
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muKporpamu/ml uv ce BpaTHe Ha OCHOBHMTe BPeAHOCTH Kora HMBOAaTa NagHane nog npuGawxKno 1

MUKporpamu/ml. Ce npoueHyBa Beka NO MHTpaBuTpeanHa aAMMHMCTpauMja Ha 2 Mg Kaj NauMeHTuTe,
cpegHata MaKCMMa/iHa KOHWeHTpaunja Ha cno6ogeH adanGepuent Bo na3mata e noBeke of 100 natu
nomana OTKOJ1KY KOHUeHTpauMjata Ha abanGepuent HeonxoAHa 3a NOsY-MaKCUMa/HO Bp3yBalbe Ha

cucremckute VEGF (2,91 mukporpamn/ml) kaj 3apasu go6posonun. Nopagy toa, cucremcKku

dapMaKkOAMHAaMCKN edeKTK KaKO NPOMEHM BO KDBHMOT MPUTMCOK, Ce HeBepojaTHu.

Bo dapmMakoKuHeTcKnTe NoA-cTyAnu Kaj naunweHtu co OLUPB, OFPB, AME uan muonuyna XHB cpeaHute
Cmax Ha cno6ofeH abanG6epuent Bo nna3mata Gune CAM4HM CO BpeAHOCTH Bo oncer of, 0,03 fo 0,05
mukporpamu/ml 11 MHAKBMAyaHMTe BpeAHOCTH He HagmMuHyBasie 0,14 mukporpamn/ml. Notoa, naasma

KOHUEHTpaumnte Ha cno6o,eH adanGepuent ce CUMHase 40 BpeAHOcTH nog Mau 6ancky 40 AOAHaTa
rpaHuua Ha ogpeAyBatbe O6MUHO BO POK OF eAHa HEAeNa; HeAeTeKTMPAaHN KOHWeHTpauWn Gune

AOCTMrHaTH NpeA CneAHOTO AaBatbe Nocre 4 HefeNM Kaj CUTe NauUNeHTH.

Enumunauyija
Co orneg, Ha Toa gexa Eylea e nek Ha NPOTeMHCKa OCHOBa, He Ce HaNpaBeHN MCTparKyBalba Ha

MeTaG6oM3MOT.

Cno6ogHnot adanGepuent ce Bp3ysa 3a VEGF u dopmupa cra6mien, MHepTeH KOMMeKC. Kako u

Apyrvte npoTenun co ronema Moseky/a, nu CJ1O6OAHMOT UM BP3aHNOT adanGepuent ce ovekysa Aa Guat
eAUMMHMpaHH Npeky npoTeosutcku KaTabonn3am.

Ocna6ena byHkunja Ha 6y6pe3ute
He ce HanpaBeHM KOHKpeTHH MCTpadkyBalba Kaj NAUMEHTH CO OcNaGeHa Ha 6y6pesnte co Eylea.

MapMakOKHHeTCKaTa aHasM3a Ha naunveHTuTe BO VIEW2 nuctpakyBalbeTo, of, Kou 40% MmMase ocnabena
6y6pexHa dyHKunja (24% ymepena, 15% cpeana u 1% Tewika) nokaka Aeka He NOCTOjaT pa3ANKu BO

KOHLEHTpalMjata Ha AKTMBHMOT JeK BO NNa3MaTa NO AaBalbeTo Ha MCTMOT MHTPaBUTpeaNHo Ha ceKon 4
van 8 Hegenn.

Cruynu pe3yntatv Gune 3a6enexaHn Kaj NauweHTuTe co CRVO Bo cTygnjata GALILEO, kaj nauneHtute
co AME so ctyanjata VIVIDDME Kaj NaWWMeHTMTe CO MMOonM4Ha XHB Bo cTygujata MYRROR.

5.3. TperkanHn4Kn NogsaToun 3a GesGenHoct

Edextute Kaj HGKJ1MHMHKMTO MCTpakyBatba 3a TOKCMUHOCT npu MHOryKpaTHO AO3upatbe Sune
3a6eseKaHU Camo MPM CMCTEMCKa M3/10)KEHOCT 3a KOM Ce CMeTa AeKa 3HAYMTeENHO ja HAQMMHYBaaT
MaKCUMasHaTa M3/1OKeHOCT Kaj JlyfeTO NO MHTPaBMTpeaNHOTO AaBatbe Ha npeAsugenata KAMHMUKa

4030, Koe "Ma Ma/o 3Hauetbe 3a KAMHMUKa ynoTpeba.

Epo3uute u ynuepaunnte Ha pecnupaTOpHHoOT ennTen BO Ha3asIHuTe Kaj majmyHute AekyBaHu
UHTpaBuTpeanHo co adanGepuent Gea 3a6ene>KaHn npu cuctemc
MakKCUMasiHata W3/10KeHOCT Kaj Ayfeto. Cuctemckata M3JTOXGH9

KOU ja HagMUHyBaaCy

CO Kaj No
cno6ogeH adanGepuent 6une npuGAMKHo oKOny 200 T.e.700 THO BO cnopeg6a

a of 2 mg. Ha
HuBoTO 6e3 HabyAyBaHu HecakaHn edektu (At the No Effect La NOAEL) 04, 0,5

Oo 7
3244
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mg/OKO, CACTEMCKaTa N310>KEHOCT Ha MajMyHuTe 6una 42 uv 56 natu noronema Bp3 OCHOBa Ha Cmax M

AUC, coogBeTHo.

He ce HanpaBeHu MCTparkyBatba 3a MYTareHMOT MAM KapuMHOreH NOTeHUMjan Ha abanGepuent.

EdektoT Ha adanGepuent 8p3 WHTpayTepuMHuoT pa3Boj Gu npukakan BO CTVAWM Ha embpno-detaneH
pa3Boj Kaj 6pemenn 3ajaun co MHTpaBeHcka (3-60 mg/kg), Kako HW NoTKOMKHa (0,1 40 1 mg/kg)
agmunnctpauyyja. Kaj majkute NOAEL 6117 Bo A03a of 3 mg/kg 1 mg/kg, coomBeTHO. PasBOjHNoT
NOAEL He 6u1 ngZeHTHpUKyBaH. Bo A03a of 0,1 mg/kg, cucremcKaTa ekcnosnuyja Bp3 OCHOBa Ha Cmax 11

KyMyfaTMBHUOT AUC 3a cno6ogeH adanb6epuent 6una oKony 17 - uv 10-naTH NoBucoKa, COOABeTHO, BO
cnopea6a co coogseTHUTe BpeAHOcTn 3a6eneKann Kaj AyfeTO NO MHTpaBuTpeanHa fo3a Of 2 mg.

Bavjanujata Bp3 NNOAHOCTa Kaj MalwkuTe KEHCKMTe EANHKM Gewe npeamet Ha UCNUTyBalbe BO

PaMKMTe Ha WeECTMECEYHO UCTpakyBalbe Kaj MajMYHU Kaj KOU € NPUMEHETA UHTPaBEHO3HO BHECYBalbe
Ha adanG6epuent Bo 403n of 3 go 30 mg/kg. Kaj cute HuBOa Ha e 3aGenemaHo e OTCYCTBO Ha

MeHCTpyalivja UN HepeZOBHU MeHCTpya/IHM unKaycu, NOBP3aHO CO NPOMeHa Ha HMBOTO Ha KEHCKUTE
NOOB XOPMOHN UM NpomeHH BO MOpdonornjata un NOABMYKHOCTa Ha ChepMaTo3ouanTe. Bp3 ocHOBa Ha

Cmax AUC 3a cno6ogeH adanGepuent, Npv UHTpaBeHO3HO AaBalbe Ha f03a Of 3 mg/kg, 3a6enerKana e
NOBUCOKa CUCTEMCKUTE M3NOKEHOCT 3a OKONY 4.900 uv 1.500 natn, COOABeTHO, OTKOJ1KY U3/0KEHOCTA
3a6enexana Kaj nyfeTo No npeTxogHo Aagena UHTpaBuTpeanna f03a of 2 mg. Cute npomenn bea
pesep3v6unHn.

6. DAPMALIEBTCKV NOAATOLLN

6.1. Cnucok Ha ekcuMnMeHTH

Nonucop6at 20
Hatpuym AnxuAporendocdat, MOHOXUApaT (3a Kopekunja Ha pH)
A\uvatpuym xugporenpochat xentaxngpat (3a Kopekuyja Ha pH)
Hatpuym xnopua
Caxapo3a
Boga 3a MHjeKuMN

6.2. HexomnaTn6uAHoct pVE

Bo OTCYCTBO Ha CTYA1MM Ha KOMNATMOMAHOCT, O8Oj NeK He Cmee fa Ce Me ,
npov3Bo0an. ww Saye
6.3. Pok Ha ynotpe6a

»

2 rognHu

6.4. Noce6Hn ycnosn 3a 4yBalbe

fla ce uyBa Bo bpwKugep (2°C no 8°C).
fa He ce 3amp3HyBa.
Bujanata 4a ce 4yBa BO HafBOpewWHaTa amOanama 3a fia C€ OF CBET/AUHa.
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Mpeg ynotpe6a HeoTBopeHata Bujana Ha Eylea Mome wa ce uyBa Ha co6Ha Temnepatypa (nov 25°C)
HajMHory go 24 yaca. OTKako BYjafata Ke ce oTBOpU, Aja ce paboTn BO acenTMYHH ycnoBn.

6.5. Bug M COmpKuHa Ha NakyBalbeTo

PacTBop Bo Bujana (cTakno Tun |) co cronep (enactomepxa ryma) u 18 G buatep urna. Cekxoja Bujana
COAP)KU BOAYMeH oO Hajmanky 0,1 mi wTo moe Aa ce u3B/eue. Nakysarbeto cogpKu 1sujanau1
oustep uraa.

6.6. Noce6Hn MepKN Ha Npetna3znnsoct npn un pabotetbe

Bujanata e camo 3a eAHOKpatHa ynoTpeba BO GAHOTO OKO.

Bujanata coapKn noBeke o4, NpenopayaHata Ao3a og 2 mg adanGepuent (ekBuBaNeHTHO Ha 0,05 mi).
BMLLIOKOT BOAYMeH MOpa fia Ce OTCTpaHM npew aAMUHNcTpauyijata.
Npeg ga 6uge Bagena Ao3ata, pactBopot Tpe6a Bu3yeNHO Aa ce NpoBepn 3a eBeHTYa/HO NpucycTBO Ha

Tyfu YecTM4KH W/ WK Npomeda Ha Gojata, wn 6uAO KakBa pa3/inka BO Pu3znyKKOT N3re. Bo cnyyaj Aa
ce yTBpan 6uno Koja of, oBve pa6oTu, npon3Bog0T Tpe6a ga ce pau.

BD Blunt unter (Fill) urna, He ce ynotpe6ysa 3a MHjekTUpalbe BO KOKA.

fa He ce asToKNaBupa BD Blunt duatep (Fill) uraata.
®uatep urvata e He-nuporena. fla He ce KOPMCTM AOKOJ1KY YHAMBUAYA/HOTO NakyBalbeTO e OLITETEHO.

®pnete ja ynotpe6enata BD Blunt @untep (Fill) vraa Bo cneunjaneH KOHTejHep.
Npeaynpeaysatbe: Ynotpe6ata Ha MCKOpMcTeHa urna Moe Aa HOBege BO uHdeksunn uv Apyru
6onectn/nospean

3a WHTpaBUTpeanHa NHjekuYja Tpe6a fa ce KopucTu 30 G x % MHYHa MHjeKUMCKa MrAa.

Ynamcmeo 3a ynompe6a Ha eujanama:

1. OtcTpaHeTe ro NNacTUYHOTO Kanaye Ae3MHhuuUNpajte rv HaABOpeWHUTe AeNOBU Of ryMeHUOT
cTonep Ha Bujanata.

NE MJEK
Ac

2. Npukayete ja 18 G neTmuKpoHckaTa duntep ura, compKa
Jlyep-nok wnpnu.

crepuAHKOT
w

fa 1
o
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3. NputucHete ja @untep urnata BO WeHTapoT Ha CTONepoT Ha BUjanata, ce BOseKa UrNatTa WeENOCHO He
Bre3se BO BHaTpeWHocta Ha BUjalata M BPBOT OF Wrnata He fo AoNpe AHOTO AOJ1HMOT pab Ha

Bujasata.

4. Kopnctejku adtvcentwuHa TexHuka u3BeueTe ja Lenata COApKMHa Ha BYjanata co Eylea wnpuuor,
apKejku ja Bujanata ucnpaBeHo MW cocema Manky HaBeAHaTa HacTpana, CO We NOeAHOCTaBHO
V3BeKYBatbe. 3a fa Ce OHEBO3MO)KM B/1e3 Ha BO3AYX NOTPeGHO e KpajoT Ha duntep Urata Aa e
noToneH BO TeYHOCTa. NposomKeTe Co 3aKOCyBatbe Ha Bujanata BO TeKOT Ha M3B/IEKYBalbeTO CO Ue
KpajoT Ha dustep uraata noctojaHo Aa 6uge noToned Bo TeYHOCTAa.

SS

me

Needle Bevel
Pointing Down

Solution

)

5. Bogete cmetka KAMnoT fa 6uge AOBOJHO NoBeYyeH Ha3av Kora ja npasHuTe en
KOMMAeTHO Aa ja UcnpasHuTe duntep urnata.

6. U3sagete ja duntep urnata vu ppiete ja Ha COOMBeTeH Hau.
3abenewka: PusTep urnata He Tpe6a fa Ce KOPUCTM 3a MHTpaBUTpeanHo =

7. Kopuctejku aHTMcenTuyHa TexHiKa uUBpCTO HasprTete ja 30 G x % MHUHa

Jlyep-OK BPBOT OF, LUINPULOT.. 4&
Ko nye
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8, LUnpuuoT Apxete ro co urnata Harope npoBepeTe Aanu uma Meypulitoa BHaTpe. AKo uma

Meyp4ltba HE>KHO MOTYYKHETe FO WRPWLOT FOAeKa MeypuuitbaTa He Ce UCKaYaT Hajrope.

os

9, 3a a rv OTCTpaHnTe cuTe MeypuMbba, a 3a fa FO U3BaAMTe BMLIOKOT Of 4O3aTa, 62BHO NpuTMCHeTe
rO KAMNOT CO Le ey) AMHAPMYHaTa OCHOBa Ha PaMHMOT CBO Ha KAMNOT Aa Ce vzeaHaun CO AMHMjaTa
Koja o3HauyBa 0,05 ml Ha wnpuuoT.

Solution after
expelling air bubbles

Dosing Line and excess drugfor 0.05 ml

Flat
Plunger
Edge

0

0
ve MERE ON

So

o w

10. Bujanata e camo 3a eAHoKpatHa ynotpe6a. Exctpakuyja Ha nose ite en Bujana,
MOKe 4a fo 3FOAeMM OW3MKOT Of, KOHTaMMHalyja MW NOAOUHeKHa/,

7

36ve vrunda>



Uennot HEMCKOPHCTeH WAM OTNageH MaTepujan Tpe6a Aa 6ugat dpnenn Bo cornacHocT co
NOKaAHUTe NpaBuna.

7. HOCMTEJ1 HA OAOBPEHMETO 3A CTABAHE HA JIEKOT BO TPOMET
Bayer doo Ljubljana, NpetctasHuwtso CKonje
Ya. AHTOH Tonos 6p.1, AOK. 4/me3./nam.2, 1000 Ckonje

8. BPOJ HA OAOBPEHUETO 3A CTABAHE HA JIEKOT BO TPOMET
11-2184/3

44

pRNAVE OMe
9. ATVM HA OfOBPEHMETO 3A CTABAHE HA JIER
04.01.2019

10. AATVM HA NOC/IEAHA PEBM3MJA HA TEKCT
05.2024

4%

avy
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