IMPHUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



vTosn JICKapCTBEH MPOAYKT TOJUICKU Ha JOMIBJIHUTEIHO HAOIIoIeHre. ToBa 111e 1mo3Boiu Obp30TOo
YCTaHOBSIBaHE Ha HOBa HH(OpMAaIUs OTHOCHO Oe30macHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH Ce
M3KCKBA J]a ChOOIIABAT BCSIKA MTOA03MpaHa HeKeJlaHa peaknys. 3a HaunHa Ha ChoOIaBaHe Ha
HEXXEJIaHW PEaKINK BIDKTE TOUKa 4.8.

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Vislyfa 10 mg/ml uHxeKoHeH pa3TBOp

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB
Enna ml ceabpixa 10 mg pannOuzymad (ranibizumab)*. Beeku diakoH chabpxa 2,3 mg
pann6uzymad B 0,23 ml pasrBop. Ilo To3u HauKH ce ocurypsiBa HEOOXOAUMOTO KOJIIMYECTBO,

nmocraamo eaunandHa 103a 0,05 ml, ceappkamnia 0,5 mg paHnOu3yMad Ha Bb3pacTHU MAIMECHTH.

*Pannbu3ymal e hparMeHT OT XyMaHH3UPaHO MOHOKIIOHATHO aHTUTSUIO, MOIYYCHO B KIICTKH Ha
Escherichia coli upe3 pekombunanTHa JTHK TexHoorus..

IToMoOIIHO BEMIECTBO C U3BECTHO ACHCTBUE

Enua ml ceappxka 0,1 mg momucop6at 20.

3a IIBJIHUS CHUCHK Ha IIOMOIIHHUTC BCUICCTBA BHXKTC TOYKaA 6.1.

3. JEKAPCTBEHA ®OPMA
MHXeKIIMOHEH pa3TBOP

BI/ICT'Lp J0 JICKO ONNaJICCIICHTCH, 663LIBCT€H a0 6J'I€I[OKa(1)€HI/IKaB BOJCH pa3TBOpP.

4, KJIMHWUYHU JAHHU
4.1 TepaneBTHYHHU MOKAZAHUS

Vislyfa e mokasan nmpu Bb3pacTHH 3a:

. JleueHne Ha HEOBACKYJIapHA (BIaXKHA) Bb3pacTOBOOOYCIIOBEHA JeTeHEepalts Ha MaKyJaTa
(BIM)

. JleueHne Ha 3pUTENHU HAPYIIEHUs], AbJDKALY ce Ha AuadbereH MakyJeH exeM (IME)

. Jleuenue na mponudeparnBra auadetHa peruronarus (I1J1P)

. JleueHue Ha 3pUTENHU HAPYILIEHUs, ABJDKALY CE€ Ha MaKyJIeH €/IeM BCIIECTBUE HA BEHO3HA
oKTy3us Ha petuHata (k1oHoBa BOP wnm nentpanaa BOP)

. Jledenue Ha 3pUTENTHU HApYIICHHS, ABJDKAIIH C€ Ha XOpouaaHa HeoBackynapm3anus (XHB)

4.2  J1o3upoBKa U HAYMH HA MPUJIOKEHUE

Vislyfa tpsioBa na ce mpuara oT KBaMpuuupan o()TaaIMoJIOr C OMUT B UHTPABUTPEATHUTE
WHKCKIINH.

AO?»PI[)OBKEI

[IpenopbuutenHaTta 103a Ha paHnOU3yMad npu Be3pacTHH € 0,5 mg, NpUIOKEeHH KaTo eANHINYHA
MHTpaBHUTpeaiHa nmkekua. ToBa croTBeTcTBa Ha 0,05 ml 06em 3a nmkektupane. aTepBatbT
MEXIY MHXEKTUPAHETO Ha JABE 703U B €HO U CHIIO OKO Tpsi0Ba a Ob/ie IIOHE YETUPU CEIMULIU.



JledeHueTo pu BB3PACTHH 3aII0YBa C €THA WHKEKITHSI MECEYHO JI0 TIOCTUTaHEe Ha MaKCUMaTHA
3pUTEIIHA OCTPOTA W/HITU JI0 JTUIICA HA TIPU3HAIM Ha aKTUBHOCT Ha 3a00JIIBaHETO, HATIP. JIUTICA Ha
MPOMSIHA B 3pUTEIIHATA OCTPOTA U B APYTH MPU3HAIM U CUMIITOMH Ha 3a00JIIBAHETO B X0/1a Ha
nederuneto. [Ipu mamuenture ¢ Bnaxkaa BJIM, JIME, ITJIP u BOP mspBoHaYamHO MOXeE 11a ca
HEOOXOAMMHY TPH WIIH TTOBEYE ITOCIICIOBATSITHN HEKECKIIHIH, IPIIIOKEHN BETHBK MECEIHO.

Cren ToBa nekapsT TpsiOBa Jia ONpeie MHTEPBaJ Ha MPOCIIe/siBaHe U Ha MpHIaraHe Ha JICUeHHETO
Bb3 OCHOBA Ha aKTHMBHOCTTA Ha 3a00JISIBAHETO, OLICHEHA Upe3 3pUTEHATA OCTPOTA U/MITH aHATOMUYHH
napaMeTpH.

AKO IO MHEHHE Ha JIeKapsl, 3pUTEIHUTE U aHATOMUYHUTE ITapaMeTpH MOKa3BaT, 4e MpU MaIieHTa
HsIMa M0JI3a OT MPoab/KaBaHe Ha JeueHuero, Vislyfa Tpsosa na ce crpe.

IIpocnensBaneTo 3a aKTUBHOCT Ha 3a00JIsIBAHETO MOXKE JIa BKIIFOUBA KJIMHUYCH IPETIIe],
(hyHKIIMOHAHO M3CJe[BaHE WM H300pa3UTEIHN TEXHUKH (HAIp. ONTHYHA KOXEPEHTHA TOMOTpadust
i (hayopeciienHoBa aHTHorpadus).

AKO ManMeHTUTe Ce JIEKYBAT 0 CXeMa “‘TiedeHUe-U-TIPOIhDKABaHe Ha JICUCHUETO , IPU JTOCTUTAHE Ha
MaKCHMAaJTHa 3pUTEITHA OCTPOTAa W/WIIH JINIICA Ha TIPU3HAIM HA aKTUBHOCT Ha 3a00IIBaHETO,
WHTEpBAJINTE Ha MPUJIaraHe Ha JICYEHUETO MOTaT IMIOCTEIIEHHO J]a Ce YBEJIMYaT JI0 TIOBTOPHA IT0sBa Ha
MpU3HAIM HA aKTUBHOCT Ha 3a00JIIBAHETO WM 3PUTEITHU HAPYIICHUs. TepareBTUIHUTE HHTEPBAIH HE
TpsiOBa Ja ce yIbDKaBaT C TIOBEUE OT JIB€ CEAMMUIIM HaBeIHBX IpH Biakaa B/IM u morat na ce
yOBJDKAT ¢ 10 eauH Mecell HaBegubx npu JAME. IIpu ITJIP u BOP TepaneBTHYHUTE UHTEPBAIIU CHIIO
MOTaT MOCTETNICHHO JIa Ce YABIIKAT, BHIIPEKH Ue JIMIICBAT TOCTAThYHO JTAHHU, KOUTO J]a ONPEACIIAT
MPOABIDKUTEITHOCTTA Ha Te3HW MHTepBaju. [Ipu MOBTOPHA MosiBa Ha aKTUBHOCT Ha 3a00JIIBaHETO,
TEPaNeBTUIHUTE UHTEPBAIH TPSIOBa CHOTBETHO /1a CE CKBCAT.

JleueHneTo Ha 3pUTEIHUTE YBpEXKIaHus, IbJbKam ce Ha XHB, Tps0Ba na ce onpenens
MHMBUYaJTHO 32 BCEKM IALlMEHT Bb3 OCHOBA HAa aKTMBHOCTTA Ha 3a0oisiBaHeTo. Hikou nanueHTi
Morar Jia ce Hy’>KAasiT caMo OT e/lHa MH)XEKLUs Mpe3 mbpBuTe 12 Mecena; Apyry MoraT Ja ce Hy>KIasT
OT TI0-YE€CTO MPOBEXKIaHE Ha JICUCHHE, BKIIFOYUTEIHO €KEeMECeUHO NpuilaraHe Ha MHXekuus. [Ipu
XHB Bcneacteue Ha nmatonornyna muonus (IIM) mpu MHOTO OT MAIMEHTHTE MOKE J1a € He0OX0JuMa
caMmo eHa WJIH JB€ MHXKEKIIMH Mpe3 IbpBaTa roanHa (BXK. Touka 5.1).

Panubdbuzymab u nazepra pomoxoacynayus npu JIME u maxynen edem ecreocmeue na KBOP

MMa u3BecTeH OMUT ¢ IpUJIaraHeTo Ha paHHOM3yMad CHITBTCTBAINO C J1a3epHa GOTOKOATYIAIHS (BXK.
touka 5.1). Koraro ce nmpunara B chuius JieH, paHuOn3zymad TpsOBa aa ce nmpuioxu none 30 MUHYTH
cien JiazepHaTa (hoTokoarynaius. PaHnOu3zymad Moxe Jja ce mpuiiara mpu NaIieHTy C
npe/ecTBala jazepaa GoToKoaryarms.

Panubuzymab u pomoounamuuna mepanus ¢ gepmenopghun npu XHB ecnedcmeue na 1M
Hsma omut ¢ ChIIBTCTBAIIOTO MPHUIaraHe Ha paHnOu3ymab u BeprenopduH.

Cneuuajmu nonyaauyuu

Yeproopobno yspedcoane
Pannbu3ymab He € MpoyYBaH MpH MAIUSHTH ¢ YePHOAPOOHO yBpekaane. [Ipu Tasu rpyma, odbaue,
HSIMa JTOMTBJIHUTEITHNA ChOOPaKCHUSI.

bvbpeuno yspeocoane
He e HeoOxonnmo KopurupaHe Ha J103aTa IIPH MAIMEHTH ¢ ObOPETHO yBpekKaaHe (BXK. ToUka 5.2).

Cmapuecka 6v3pacm
IIpu nanueHTUTE B CTapyeCcKa Bb3pacT HE CE€ Hajlara KOpurupasne Ha ao3ata. OnuThT OpU MALUEHTH C
JAME Ha Bb3pact HaJ 75 TOIMHYU € OTPAaHUYEH.



Ileduampuuna nonyrayus

besomacuoctra u edpukacHocTra Ha Vislyfa nmpu nena u roHomm Ha Be3pact mox 18 rogunu He ca
ycTaHOBeHU. HannyHuTe NaHHU U FOHOILIHU Ha BB3pacT oT 12 10 17 roguHu cbe 3pUTeIHU
yBpexkaanus, 1bokany ce Ha XHB, ca onmucanu B Touka 5.1, HO IPeNOpPBKY 3a JO3UPOBKATa HE MOTAT
Jla ObpJaT JajcHH.

Hauun Ha OPHUITOKECHUC

®dakoH 3a eTHOKpaTHA YIOTpeda camo 32 HHTPABUTPEATHO MPHIIOKEHHE.

Toii KaTO KOJTMUYECTBOTO, ChIBPIKAIIO ce BB (hakoHa (0,23 ml), e mo-rossMo OT IpernopbYUTEIHATA
no3a (0,05 ml 3a Bb3pacTHH), 4aCT OT ChABPIKAIIOTO C€ BbB (hIaKOHA KOJUYECTBO TPsIOBa Ja ce
U3XBBPIIU MPEIU MPUI0KECHUE.

IMpenn umxextupane Vislyfa tpsoBa na Ob/ie poBepeH BU3yaIHO 3a BUANMH YaCTUIM UITH [TPOMSIHA B
L[BETA.

[Ipouenypara mo WHXEKTHPAHETO TPSAOBA [1a CE MPOBEXK/Ia B ACEITUYHH YCIOBHS, KOETO BKIIOYBA
XUPYPTUYHA JIe3UHPEKINS Ha PhIETE, CTEPUIIHN PHKABHIIN, CTEPUIIHA IOKPUBKA M CTEPUIICH
CHEKYJIyM 3a KiernaynTte (WM eKBUBAJICHT) U Bb3MOXKHOCT 32 CTEPUIIHA ITapaneHTe3a (ako e
HeoOxonumo). Ilpean npoBexnaHeTo HA HHTPAaBUTpealiHaTa MpoLeaypa TpsiOBa BHUMATEIIHO J1a ce
OIICHM aHAMHEe3aTa Ha MMallieHTa 3a Peakii Ha CBPbXUyBCTBUTEIHOCT (BX. Touka 4.4). [Ipenu
NpUIaraHeTo Ha WHXKEKLUsTa TPSOBa Aa ce MPUIIoKaT aJeKBaTHO 00e300IsIBaHe U MIUPOKOCTIEKThPEH
JIOKaJIeH IPOTUBOMUKPOOEH Mpemnapar, 3a Jja ce Ie3UHQEKTUPAT KoXkKaTa OKOJIO OKOTO, Kiernada 1
MOBBPXHOCTTA Ha OKOTO, B ChOTBETCTBHUE C JIOKAJIHATA MTPAKTHKA.

[Ipu BB3pacTHN HHXEKITMOHHATA WUTJIa TPsIOBA a ce BbBee 3,5-4,0 mm 3ax muM0Oa B CTHKIOBHIHOTO
TSJI0, KATO Ce M30rBa XOPU30HTAIHUS MEPUINAH U C€ HACOYBAa KbM IIEHTHhpA Ha OYHATA SOBIIKA.
Torasa ce moctaBs nmxekius ¢ ooem 0,05 ml; mpu mocaeABaNy HHKXEKITUU, UHKEKITMOHHOTO MSCTO
Ha CKJIepaTa TpsiOBa Ja ce CMEHH.

3a yKa3aHHs OTHOCHO MPUTOTBSHETO Ha JIEKAPCTBEHUS MPOAYKT MpeaH MPHIIOKEHUE, BUKTE
TO4YKa 6.6.

4.3 TIlpoTuBOMOKA3aHHUS

CBpPBXYIyBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO MJIM KBM HAKOE OT IIOMOILITHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

[NanuenTy ¢ akTHBHA WJIH MTOJ03UpaHa MH(EKLUS Ha OKOTO WJIH MEPUOKYyIapHaTa 001acT.
[ManmenTy ¢ TeXXKO aKTHBHO BHTPEOYHO Bh3MAJICHUE.

4.4 CpoeuuajHu npeaynpe:RIeHUs] U NPeINa3Hu MePKH NPH yNoTpeda

IIpocnenumoct

3a f1a ce moo0pu MPOCIETUMOCTTa Ha OHMOJIOTHYHHUTE JIEKAPCTBEHH MPOIYKTH, UMETO U TAPTHIHUAT
HOMEp Ha MPIJIOKEHUS MPOIYKT TPSOBA SCHO JIa CE 3aI1CBaT.

PeaKgI/II/I, CBBbP3aHU C UHTPABUTPCATTHOTO MMPUITOKCHHUC

WHTpaBUTpeaTHUTE HHXCKITUH, BKIFOUUTEITHO TE3U C paHHON3ymMab, ce CBhP3BaT ¢ eHAO(TAIMHT,
BBTPEOYHO BB3MAJICHHE, PETMATOI€HHO OTJICIIBAHE HAa PETHHATA, pa3KbCBaHEe HAa peTHHATA U
STPOTEHHA TpaBMaTHYHA KaTapakTa (BX. Touka 4.8). IIpu mpmioxeHneTo Ha paHnON3yMa0 BUHATH
Tps0Ba Jla ce U3IOJI3Ba MTPABIITHA ACCTITUYHA TEXHUKA Ha HHXKEKTUpaHe. B mombiHeHne, MaueHTHTe
TpsOBa Ja OBAAT MPOCIEASIBAHN B CEJAMHMIIATA CIIE MHKCKIUATA, KOSTO OU TTO3BOJIMIIO PAHHO JICUCHHE,
ako HacThIM nHPeKknus. [larmenTuTe TpsOBa ma ObIaT HHCTPYKTHPAHU HE3a0aBHO J1a CHOOIaBaT
BCHYKHU CHMITTOMH, HACOYBAIY KbM €HIO(PTAIMHUT WA KbM BCAKO OT IIOCOYSHUTE TIO-TOPE



CbCTOSAHUA.

IloBumraBane Ha BHETPCOYHOTO HAJIATAHEC

IIpu BB3pacTHU B paMKuTe Ha 60 MUHYTH OT HHXKEKIIHSITA Ha paHHOM3yMab ¢ HaOIroaBaHo MIPEX0aHO
moKayBaHe Ha BhTpeodHoTo Haysrane (BOH). HabmromaBano € ChIo Taka ¥ TpaifHO IMOBUINIABaHE HA
BOH (Bx. Touka 4.8). BeTpeounoto Haisirane u nepdy3usTa Ha 3pUTEIHUS HEPB TPIOBa 11a ce
MIPOCIEABAT U J]a C€ TPETUPAT MO MOIXO/ISI HAuKH.

[ManuenTure TpsaOBa 1a ObaaT HHGOOPMUPAHU 32 CAMIITOMUTE HA T€3M BE3MOXXHH HEXKETIaHH PEaKIHH
U J1a ObJIaT MHCTPYKTUPAHU J1a C€ CBBPIKAT C TEXHHUS JICKYBaIIl JISKap, aK0 MOJIydYaT CUMITOMH KaTo
00JIKa B OKOTO MJIM MOBMIIIEH TUCKOM(OPT, MO-CHUITHO 3a4ePBABAHE HA OKOTO, 3aMbIJIIBaHE HIIH
HaMaJIsIBaHE HA 3PEHUETO, TIOBUIIaBaHe Ha OPOsi HA MBTHUHUTE B 3pUTEITHOTO I10JI€ WIIHM MTOBHUILIEHA
YYBCTBHUTETHOCT KbM CBETJIMHA (BXK. TOUKA 4.8).

JleyeHne U Ha ABETE OUYU

OrpanudeHuTe JaHHU OTHOCHO NMPUJIOKEHUETO HAa PAaHNON3yMad eTHOBPEMEHHO U Ha ABETE OYU
(BKITIOYUTETHO MPUIIOKEHHE B €IMH U CHIIH JI€H) HE MPEAToaraT Haln4die Ha IOBUIIEH PUCK OT
Bb3HUKBAHE HAa CUCTEMHU HEXEJaHU PEAKIUU CIPSIMO MIPUIIOKEHUETO CaMO Ha €THOTO OKO.

HmyHorenHoct

[Ipu panubuzymad uMa Bb3MOKHOCT 32 UMYHOT€HHOCT. Tbii kKaTo npu nanuenture ¢ JIME
CBIIECTBYBA Bb3MOXHOCT 3a IIOBHUIIIEHA CUCTEMHA €KCIIO3ULMS, HE MOJKE J1a C€ U3KJIF0UU HATUIUETO
Ha [TOBUIIIEH PUCK OT Pa3BUTHE Ha CBPbXUYBCTBUTEIHOCT B Ta3M NAllMEHTCKA IOMyIaLus.
[NanuenTure TpsOBa CHIIO Taka Aa ObAAT MHCTPYKTHPAHU J1a ChOOIIABAT B CIIydail, 4Ye BBTPEOYHOTO
Bb3NAJICHUE CTaHE MO-TEKKO, KOETO MOKE J1a ObJie KIIMHUYEH OeJier, 00sSCHsBAIL ce C BETPEOYHO
(dhopMupaHe Ha aHTUTEA.

CrerprerBania ynorpeda ¢ apyru autn-VEGF (cpoB eHjioTesieH pacTexeH hakrop) Tepannu

Pannbu3ymab He TpssOBa ma ce mpuiara eqHOBpeMEeHHO ¢ Apyru aHTu- VEGF nekapcTBeHN IPOAYKTH
(cucTeMHHU WU BBTPEOYHH).

Crunpase Ha paHuOu3ymMa0 IIpy Bb3PACTHH

[IpunoxxeHneTo Ha mo3aTa TpsiOBa JAa ObJie MPEKPATCHO U JICUSHUETO HE TPsIOBa 1a ObJIe IOJJHOBIBAHO
MO-PaHoO OT CIIEABAIIOTO INIAHMUPAHO MPIIIOKEHNE B CIydail Ha:

. NOHW)KaBaHe Ha Hall-IoOpe-Kopurupanara 3putenHa octpoTa (best-corrected visual acuity,
BCVA) c > 30 OykBH IIpu IOCJIEAHOTO ONpPENEIISIHE Ha 3pUTEIIHATA OCTPOTA;

. BBTPEOYHO HajsraHe > 30 mmHg;

. HapyIllaBaHe Ha [eJIOCTTa HA pEeTHHATA:

. cyOpeTHHaTHA XeMoparus BKJIIOYBAIIa IIEHThpa Ha (poBesTa WM ako pa3Mepa Ha XeMoparusra
e > 50% ot obmus pa3Mep Ha JIC3UTa,;

. U3BBPIICHA WM TUIAHUPAHA BETPEOYHA XUPYPrHYecKa HHTEPBEHIINS MPe3 U3MUHAITUTE W B

clenBamnuTe 28 qHu.

Pa3kbcBaHe Ha IMTMECHTHHS CIUTEN Ha pE€THHAaTa

PuckoBute akTopu, CBEp3aHH C OTYyYaBAHETO HA Pa3KhCBAHE HA MUTMEHTHHUS CITUTEI Ha PETHHATA
cnen npuinarade Ha aHTH- VEGF 3a nedenue Ha Bnaxxua BM/I u eBeHTyanHo npu apyru GopMu Ha
XHB, BkIIt0YBaT OOIIMPHO M/WJIK BUCOKO OTJICTIBAHE HA MMTMEHTHUS CIHUTE] Ha peTuHaTta. [Ipu
3aro4BaHe Ha Tepanus ¢ PaHUOU3yMad ¢ HeoOXOAMMO MOBUIIICHO BHUMAHUE TIPU TAIIUSHTH, TIPH
KOUTO CHIIECTBYBAT PUCKOBHU (haKTOPH 32 pa3KbCBaHE HAa MMTMEHTHUS CIUTE HAa peTUHATA.



PermaTorenHo oTienBaHe Ha peTUHATA WM MAKYJIHU IYIIKW IMPHU BE3PACTHA

JleuenueTo TpsOBa Aa ObAE MPEyCTAaHOBEHO MPH JIMLA C PETMATOTEHHO OTJIETIBaHE HA PETHHATA WIN
MaKkyJIHU AyIKU cTagui 3 uinn 4.

Honynagﬂn, IIPpY KOUTO MMa OT'PaHUYCHU JAHHU

ChlIiecTBYBa OrpaHHYCH OMMUT B JiedeHHeTo Ha uHAuBUaM ¢ JIME Beiencreue Ha auabet tai 1.
PannOu3ymab He e Mpoy4BaH P MAI[MEHTH, IPU KOUTO ca OWJIM MPHUIaraHd HHTPABUTPEATHU
WHKEKITUH, TIPU MAIUCHTH ¢ aKTUBHU CUCTEMHHU MH(OEKIHH WIN TP MAIMEHTH ChC CHITBTCTBRAIIO
CHCTOSIHHE HA OYMTE KaTO OTJICTIBAHE HA PETHHATA MIIM MaKyJIHa Jaynka. MiMa orpaHWyYeH OMUT B
JeueHneTo ¢ pannOm3ymad Ha auadberurm ¢ HbAlc vag 108 mmol/mol (12%) u nuncea onuT npu
MAIMEHTH C HEKOHTPOJIMPaHa XUnepToHus. Jlumncara Ha uHpopmarus TpsOBa 1a ce UMa PEBU OT
JICKYBAIIIWs JIKAp MPHU JICUCHHE HA TAaKWBA MAI[HCHTH.

Vima HeoCTaThYHO JaHHH, 3a /1a C€ HAalpaBH 3aKJII0YEHHE OTHOCHO edeKTa Ha paHnOn3ymal npu
nauueHT ¢ BOP, ¢ mpu3Hanu Ha HeoOpaTMa HCXeMHUYHa 3ary0a Ha 3pUTeNHaTa QyHKIUS.

[pu nanmentute ¢ [IM uma orpaHUueHH JaHHU 32 eeKTa HA paHUOM3yMal NPH MAIMEeHTH, TIPU
KOWTO TIPEIH TOBA € POBeIeHa HeycnentHa GporonuHamuynaa tepanus ¢ Beprernopdun (BO/T). Cpuio
Taka, Makap 4e ce HaOJro1aBa TpaeH e()eKT pU HHIAUBHINTE Che CyO(hoBeaTHH U IOKCTad)OBEATHH
JIe31H, Ma HEeJIOCTAThYHO JaHHHU, 3a JIa CE HAIpaBH 3aKII0YEHUE OTHOCHO e(eKTa Ha paHnOn3ymad
npu uHAuBHIM ¢ [IM 1 ekcTpadoBeatHu JIe3uH.

CucremMHHu ed)eKTI/I CIacJ MHTPABUTPCATTHO MMPUITOKECHHUEC

Cro0mraBa ce 3a mosiBaTa Ha CUCTEMHH HEXEJIaHU ChOUTHS, BKIFOUUTEITHO HEOYHH XEMOParuy U
apTepualHu TPOMOOEMOOIMYHN CHOUTHSI, CIIe]l MHTPaBUTpeaTHO nHkekTupane Ha VEGF
HHXUOUTOPH.

Wma orpannveHu JaHHM OTHOCHO 0€30MacHOCTTa Ha jedeHneTo Ha nauueHtu ¢ JIME, makynen exem
Bciencreue Ha BOP n XHB Bcnenctue Ha I1M, ¢ anaMHe3a 3a WHCYIT WM TPAH3UTOPHU MCXEMUYHU
ataku. Heobxoammo e oBHIIIEHO BHUMAaHWE TIPH JICUCHUE HA TAaKWBA MAMEHTH (BXK. ToUuKa 4.8).

Vislyfa ceabpika mommcopbar 20
To3su ekapcTBeH mpoaykT chabpxka 0,005 mg mommcopbar 20 BBB Besika mpritoxkena mgo3a ot 0,05 ml,
KoeTo ¢ ekBuBasieHTHO Ha 0,1 mg/ml. TTomucopbaTuTe Morar Aa MPUUKHST ATCPTHUHH PEAKIINH.

45 B3auMmopelicTBHe ¢ APYI'M JeKAPCTBEHH NPOAYKTH M APYru (hopMHU Ha B3auMoJelcTBHE
He ca npoBexnanu opuuyaiHy NpoyyBaHUs 3a B3aUMOICHCTBUSATA.
3a gompaauTenHOTO Nprtarane Ha BO/T u pannOuzymab npu Biaxkna BJIM u [1IM, BikTe Touka 5.1.

3a JOBIHUTEIHOTO MIPUJIaraHe Ha JiazepHa Gporokoarynanus 1 paanousymad npu [IME u KBOP,
BIKTe Touku 4.2 u 5.1.

B xuHMYHM npoy4BaHUs 3a JEUCHHUE HA 3pUTEIHU HapylieHus Beaeacteue Ha JJME, pesynrature no
OTHOIIICHUE Ha 3pUTENIHaTa OCTPOTa WK IIeHTpaiHaTa GoBeiina nedenuna (L{d/]) npu namueHTure Ha
JIedeHue ¢ paHnON3yMa0, He ce TIOBIHUABAT OT CHITBTCTBAIIOTO JICUSHUE C THAZOIUIAUHINOHU.

4.6 @epTuauTeT, GPEMEHHOCT U KbPMEHE

JKenu ¢ 1eTepoieH HOTEHIMAN/KOHTPALIEHIIHS [IPU YKEHU

JKenwnte ¢ geTepoaeH MOTEHITHAN TPSOBA J1a M3MOI3BaT e(hEeKTUBHA KOHTPAIICIIIIHS 110 BpeMe Ha
JIEUEHUETO.



BpemenHoct

3a pannbOu3ymal HsMa KIMHUYHU JaHHU 33 SKCIIO3UIHS 10 BpeMe Ha OpeMeHHOCT. [IpoyuBanusTa
NPY JIBJITOONAIIATH MaKaIli He ITOKa3BaT MPEKU MU HENPEKH BpeaHU eeKTH, CBhp3aHu C
OpeMEHHOCTTa HIM eMOPHOHAIHOTO/(peTaHO pa3BuTHe (BxK. Touka 5.3). CHUCTEMHATa SKCIO3MIINS Ha
paHuOu3yMab cies OYHO NPUIIOKEHHE € HUCKA, HO TIOpagl MeXaHh3Ma Ha JIeHcTBIE, KOMTO nMa
paHrOn3ymab TpsiOBa Aa ce cuuTa 3a MOTCHIIMAIHO TepaTOreHEeH U eMOpro-/peToTokcuueH. ETo 3arto,
paHnOmu3ymad He TpsIOBa Jja ce U3IOJI3Ba 10 BpeMe Ha OPEMEHHOCT, OCBEH aK0 OYaKBaHATa IoJi3a
HAJAXBBPIIS TOTSHIIMATHUS PUCK 32 TuTona. [Ipu skeHn, KOUTO UCKAT Ja 3a0peMeHesIT U KOUTO ca Onin
JIeKyBaHH ¢ paHMOM3yMab, ce mpenopbyBa Jja W34aKar IoHe 3 Mecela Clie/l IpuIaraHeTo Ha
MOCJIeTHATA 1032 paHHOM3ymMab npean 3a0peMeHsIBaHe.

Kopmene

BB3 ocHOBa Ha MHOTO OT'paHHUY€HHU JaHHH, IPU XOpa paHUON3yMad MOXKe Jja ce EKCKpEeTHpa B KbpMaTa
B MaJIKu KojuyecTBa. EQexThT OT pannOu3ymad BbpXy KbPMEHOTO HOBOPOJIeHO/Oe0e € HEen3BECTEH.
Karo npenmasna mMsipka, KbpMEHETO HE ce PENnopbhyBa M0 BpeMe Ha PUIOKESHHETO Ha paHuOU3ymao.

Peprunurer

JIuncBat JaHHU OTHOCHO BIMSHHETO BBPXY (QepTUINTETA.

4.7 EdexTu BBpXy cioco0HOCTTA 32 mIopupaHe u padoTa ¢ MALIUHA

TepaneBTuuHaTa NpoOLEAypa MOXKeE Ja JOBEJAE 10 BpEMEHHH HapyIlleHUs Ha 3p€HUeTO, KOUTO MOrar Jia
MOBJIHSAT Ha CHOCOOHOCTTA 3a modupaHe U padoTa ¢ MamuHy (Bk. Touka 4.8). [lanuenty, Kouto
UMaT TaKHBa CUMIITOMH, He TpsiOBa J1a odupaT UK Ja paboTAT ¢ MalllMHHU, JOKATO TE3H BPEMEHHH
HApYIIEHUS B 3pEHUETO OTIIYMSIT.

4.8 Hexenanu JiekapcTBeHH peaKUUH

O0600menue Ha npoduiia Ha 6E€30HaCHOCT

IToBeueTo chOOIIEHN HEXKEITAHN PEAKIIUY CJIE TpIIaraHe Ha paHnOM3yMal ca CBbpP3aHH C
npoIlelypata Ha HHTPABUTPEATHO WHKEKTHPaHE.

Haii-uecto choOIaBaHUTE OYHYU HEKEJIAHU PEAKLUK ClIe/l MHKEKTUpaHe Ha paHnOnu3yMao ca: 0oJka B
OKOTO, OYHA XHIIEPEMHS, IOBHIIEHO BbTPEOYHO HAJSraHe, BATPEUT, OTIICIIBAaHE HA CTHKJIOBUIHOTO
TSUT0, KPHBOM3IIUB B PETHHATA, 3PUTEITHO HApyLIEHNE, MbTHUHU B CTHKIOBHIHOTO TSUIIO,
KOHIOHKTHBAJICH KPbBOU3JIMB, JIPa3HEHE Ha OKOTO, yCEIaHe 3a YyKIO0 TSUIO B OYHTE, IIOBHUIICHA
nakpumarnus, oedapur, Cyxo OKO B CbpOexk B OKOTO.

Haii-uecto C’LO6I]_[aBaHI/ITC HCOYHHU HCKCJIAHU PCAKIIUH Ca FJ'IaBO6OJ'II/Ie, HaSO(bapI/IHFI/IT " apTparus.

HO'pSII[KO CTJO6IIIaBaHI/I, HO IMO-CEPHUO3HU HEKCJIaHU PCAKIIUUA Ca CHI[O(l)TaJIMI/IT, CJICIIOTa, OTJICIIBAHC
Ha peTruHAaTa, pa3KbCBAHC HAa PECTHUHATA U ATPOTCHHA TPABMATUYHA KAaTapaKTa (B)K. TOYKa 44)

Hexenanute peakiuu, MojaydeHH Cie puaaraie Ha paHuOM3ymal 1o BpeMe Ha KIIMHUYHHUTE
Mpoy4YBaHus, ca 0000IIeH: B TabIuIaTa mo-Aoiy.

CIHCBHK HA HEXKEJIAHUTE PEaKIIUU B TAOJWYCH BUT

Hexxenanute peakunu ca m30pOeHH O CHCTEMO-OPTaHHH KJIACOBE M M0 YECTOTa Ype3 M3IOJI3BAHETO
Ha ClielHaTa KOHBEHIMs: MHOTO yectH (> 1/10), wectu (> 1/100 no < 1/10), meuectu (> 1/1 000

1o < 1/100), peaxu (> 1/10 000 mo < 1/1 000), maoro peaxu (< 1/10 000), ¢ Heu3BecTHa YecToTa (OT
HAJIMYHUTE JaHHU HE MOXKe J1a ObJe HallpaBeHa oneHka). [Ipu Besko rpynupaHe B 3aBUCUMOCT OT



YecToTaTa, HEXCIIAHUTE PCaKIU Ca MPEACTaAaBEHNU B HU3XOAAML PE/I 110 OTHOIICHHUE HA TAXHATa
CECPUO3HOCT.

Undexnun u nndecranuu
Mnozo wecmu Hazodapunrut
Yecmu Wubekuns Ha TMKOYHUTE IbTUIIA*

Hapymiennst Ha kpbBTa ¥ IUMQHATA CHCTEMA
Yecmu Anemus

Hapymenus Ha IMyHHaTa cUCTEMa
Yecmu CBpPBXUYBCTBUTEITHOCT

[lcuxuuHu HapyEeHMs
Yecmu TpeBoxxHOCT

Hapymenns Ha HepBHaTa cucTemMa
Mmnoeo vecmu I'maBoOoine

Hapymienus Ha ouunte

Mmoo uecmu Butpeut, otiienBaHe Ha CTHKIIOBHIHOTO TSJI0, KPBBOU3JIMBU B
peTruHata, 3puTCIHN HAPYIICHUS, 6OJIKa B OKOTO, MbTHHHH B
CTBKIJIOBHUIHOTO TSJI0, KOHIOHKTHBAJICH KPHBOHM3IIUB, PAa3HEHE HA
OKOTO, YCeIllaHe 3a UyKJI0 TS0 B OUHTE, MOBUIICHA CITb3HA CEKPEIHS,
Osedapur, Cyxo OKO, OYHA XUIIEPEMHUS, ChPOSK B OKOTO.

Yecmu JlereHepanus Ha peTHHATA, HAPYIICHHUS HAa PETHHATA, OTJCIBAHE HA
peTrHaTa, pa3KbCBaHE Ha PETUHATA, OTJICTIBAHE HA ITMTMEHTHHUS
SIHTEN HA PEeTUHATA, Pa3KbCBAHE HA MUTMEHTHHUSI SITUTEN Ha
peTrHaTa, HaMalleHa 3pUTETHA OCTPOTa, KPHBOU3IIUB B
CTBKIIOBHJIHOTO TSJIO, HAPYILIEHUS HAa CTHKIIOBHHOTO TSJIO, YBEHT,
WPUT, UPUIOIUKIINT, KaTapakTa, CyOKarcylapHa KaTapakra,
MOMBTHSABAHE Ha 3a/HATA KAICyJIa, TOUKOB KEPaTHT, KOpHeaTHa
abpasusi, CBETJIO MIETHO B MpeIHATAa KaMepa, 3aMbIJICHO BIKIAHE,
KPHBOU3JIMB Ha MACTOTO HAa HHXKCKTHPAHE, KPHBOU3JIKB B OKOTO,
KOHIOHKTHBUT, alepruueH KOHIOHKTHBHUT, OTJCIMHE HA CEKPET OT
0K0TO, (poTorcus, porodobdus, quckoMOPT B OUUTE, €IEM Ha
KJierava, 00JIka B KJienaya, KOHFOHKTHBAIHA XUTICPEMUSI.

Hevuecmu Cirreriora, eHIO(MTaIMHUT, XUIIOIMHOH, XA(ema, KepaTonaTus,
3ajIeNBaHe HA UPHCa, OTJIAraHKs B POTOBHIIATA, €IEM HA POTOBHIIATA,
KOpHEAITH! CTPUH, OOJIKA Ha MSCTOTO HAa WHXKEKTHpaHe, Ipa3HeHe Ha
MSICTOTO Ha UHXKEKTHpaHe, HeoOOUJaliHO ycelane B OKOTO, Jpa3HeHe
Ha KJiernayva.

PecniupatopHu, rpbIHU U MEIMACTHHATHN HAPYIICHHS
Yecmu Kamnmmuna

CroMantHo-4peBHI HAPYIICHUS
Yecmu TI'anene

Hapymenns Ha KokaTa ¥ MOJIKO)KHATA ThKaH
Yecmu Aneprudnu peakuuu (00puB, ypTUKapus, ChpOexK, EpUTEM)

Hapymennsa Ha MyCKyJIHO-CKEJIETHATa CUCTEMA U ChEAMHUTENIHATA ThKaH
Mmnoeo wecmu ApTtpanrus

N3cnenBanud
Mmnoeo wecmu IToBHIIEHO BETPEOYHO HAJIATAHE



* HesxenanuTe peakuuy ca Ae(pUHAPAHH KaToO HexeNanu chouTHs (pu none 0,5 MpoueHTa ot
MAIIEHTUTE ), KOUTO BH3HUKBAT C ITO-BUCOKA YeCTOTA (C ITOHE 2 MPOIICHTA) IIPH MAIUECHTUTE, TIPU
KOUTO Ce Mpuiara jedeHue ¢ paanouzymad 0,5 mg OTKOIKOTO TpH TE€3H, MPH KOUTO CE MpHUiara
KOHTpOJIHOTO Jieuenue (ruare6o uau OT ¢ Beprenopdun).

* HaOyromaBaT ce caMmo B nomynanusaTa ¢ JIME

Hexenann PEAKIIMHU, CBBP3aHH C KjIaca JCKApCTBa

B npoyuBanmsTa da3za Il npu manuenty ¢ Biaxkaa BJIM, obmaTa gecToTa Ha HEOUHUTE KPBBOU3IUBH,
HEXKEJIaHO ChOUTHE, MOTEHIIUATHO CBBP3aHO ChC cucTeMHO npuioxenue Ha VEGF (cbnoB enporesneH
pactexeH GakTop) HHXHOUTOP, € ci1ado MOBHUILEHA P MAalUeHTH, JEKyBaHH ¢ paHuOn3ymad. Hsma
o0ade ycTaHOBEHA 3aKOHOMEPHOCT TIPH PA3INIHUTE KPHBOM3IUBHU. ChIECTBYBa TEOPETUUYECH PUCK OT
apTepUaNHu TPOMOOEMOOIMYHN CHOUTHS, BKIIIOYUTEIHO HHCYNIT K MUOKapieH HHAPKT, ce]
uHTpasuTpeanno npuioxenue Ha VEGF naxuburopu. Ilo Bpeme Ha KIIMHUYHUTE IPOYYBAHUS C
pannOu3ymad ce HaOJIrO/IaBa HUCKA YECTOTa Ha apTepUATHH TPOMOOEMOOTMYHH UHIIUICHTH TIPU
nanmenty ¢ BJIM, JIME, I1JIP, BOP u XHB, xato HsMa ChIIECTBEHA pa3inuKa MEXIy TPYITUTE,
JIeKyBaHH ¢ paHUOM3yMad U KOHTPOJIUTE.

Cpo011aBane Ha NOJO3UPAHU HEXKEIAHU DEAKIIU

Cro0mIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHU PEaKIIUU CIIS]] pa3peliaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BakKHO. ToBa MMO3BOJIsIBA Ja MIPOIBIKH HAOIIOICHUETO Ha ChOTHOIIICHUETO I0JI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTICTIHAIMCTH CE M3UCKBA J1a ChOOIaBaT BCsKa
MOT03UPaHa HEXKEIaHa PeaKIus Ype3 HAIMOHAIHA CUCTEMa 3a ChOOIaBaHe, IIOCOYCHA B

[punoxenue V.

4.9 Ilpeno3upane

CHy‘laI/I Ha Opeao3nupaHe ca C’BO6H_ICHI/I MpU KIIMHUYIHUTC MPOYUIBAHUA ITPU MMAOUCHTHU C BJIaKHA BHM
1 OT IIOCTMApPKETUHI'OBU TaHHU. Hexenanute p€aKuumn, CBbP3BaHU C TE3U C’bO6H_IeHI/I ClIydau, Cca
MOBUIICHO BBTPCOYHO HAJIATAaHE, MIPEXOAHA CJIICTIOTA, HaMaJICHA 3pUTCJIHA OCTPOTA, €ACM Ha
porosuiara, OonKa B poroBunara u 0oJka B 0K0TO. B cnyqaf/i Ha Opeao3nupaHe, BBTPCOUYHOTO
HaJIAraHe TpH6Ba Ja Cc€ MpocCiICadaBa U JICKyBa 110 IPCUCHKA Ha JICKyBallus JICKap.

5. ®APMAKOJIOTUYHU CBOMCTBA
51 d@apmakoaMHAMMYHHU CBOIiCTBA

®dapmakoTepaneBTHuHa rpymna: OGTaaMOIOTHYHY IperapaT, aHTHHEOPEBACKYIapU3HPallly
cpeacta, ATC xoa: SO1LA04

Vislyfa e 6uonornuno momoben gekapcTBeH npoAykT. [ToapodHa uHpopManus € mpeaocTaBeHa Ha
yeOcaiita Ha EBponeiickaTa areHius 1o jiekapcTraTa https://www.ema.europa.eu.

MexaHu3bsM Ha JIENCTBUE

Pannbuzymab e ¢pparMeHT OT XyMaHU3UPaHO MOHOKJIOHATHO aHTHUTSUIIO0, HACOYEH CPEIy YOBEIIKHUS
chI0B eHnoTelneH pactexeH pakrop A (VEGF-A). Toii ce cebp3Ba ¢ Bucok apuauteT kbM VEGF-A
nzodopmute (Harp. VEGF110, VEGF121 u VEGF165) 1 o To3u HaumH npeamna3Ba CBLP3BaHETO Ha
VEGF-A xbMm HeroBute peuentopu VEGFR-1 1 VEGFR-2. Cebp3saneto Ha VEGF-A ¢ nerosute
PEeLenTOpH BOIHU 10 €HAOTENHA KIeThUHa Mponudepanus 1 He0BaCKyJIapru3alus, CbII0 U O ChJOBO
W3THYaHe, BCSIKO OT KOWTO CE CUMTA, Ye JONPUHACS 32 MPOrpecHsTa Ha HeoBacKynapHaTa opma Ha
BB3PaCcTOBO-00yCIIOBEHA MAaKyJIHA JeTeHEpaIlis, maTojJornyHaTa muonus 1 XHB wumu Ha 3putennu
HapyUICHUs, IPEAN3BUKAHU OT TUA0CTHUS MaKyJieH eJIeM HIIH MaKyJTHUS eJieM BcieacTeue Ha BOP
MIPH BH3PaCTHU.


https://www.ema.europa.eu/en/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx
https://www.ema.europa.eu./

KinnnunyHa ehukacHOCT ¥ 0€30IacHOCT

Jleuenue na enaxcrua BJIIM

IIpu Bnaxxua BJIM knuHn4YHaTa 0€30MaCHOCT M e(h)UKACHOCT Ha paHHOMU3yMa0 € OlleHEHA B TPH
paHIOMHU3UpPaHH, TBOHHOCIEIH, IAe00 - WM KOHTPOJIUPAHU C aKTHBHO BEIIECTBO MMPOYYBAHUS, C
MPOABIDKUTENHOCT 24 Mecella Ipy MalueHTy ¢ HeoBacKynapHa B/IM. B te3n npoyuBanus ca
BruTroYeHH 00110 1 323 marmenTu (879 akTuBHO JeKyBaHU U 444 KOHTPOIIN).

B npoyusanero FVF2598g (MARINA), 716 manueHT! ¢ MUHUMAITHU KJIACUYECKH WITH OKYJITHH He-
KJIACHUYECKH JIE3UH ca PaHIOMU3UPaHU B choTHomIeHHe 1:1:1 1a moiyvaBaT exeMeceuHO HHKEKIH
pannbu3yma6 0,3 mg, parn6busymab 0,5 mg miu mianeoo.

B npoyusaneto FVF2587g (ANCHOR), 423 nanuenTu ¢ npeobnanasainy kiacuuecku XHB ne3un ca
paHIOMHU3UpaHu B choTHOIICHKE 1:1:1 1a mosrydaBat pannou3ymat 0,3 mg exxeMeceuHo,
pannbu3yma6b 0,5 mg exxemeceuno wim ®JIT ¢ BepTenopduH (B HA4aI0TO U HA BCEKH 3 Mecela Clie/
TOBa, aKo (IyopeclenHoBaTa aHrHorpadus MOKaxke NePCUCTHPAHE WIH PELIMINB Ha ChA0BO

WU3THYAHE).

OcHOBHHTE U3MEPHUTENHN Ha pe3ynraTure ca 0000menn B Tadbnuna 1 u durypa 1.

Ta6amua 1l Pesynararu Ha 12-Tud u 24-tus Mecen B npoyuBane FVF2598g (MARINA) u

FVF2587g (ANCHOR)

FVF2598g (MARINA) FVF2587g (ANCHOR)
N3mepuren Ha Mecen [Tnane6o | Panubusym | Bepremopdu | PanubOuzyma
pesynraTa (n=238) ab H QT 0

0,5 mg (n=143) 0,5 mg
(n = 240) (n=140)

3ary6a Ha < 15 OykBH Mecer 12 62% 95% 64% 96%
OT 3pUTenHaTa ocTpoTa | Mecer 24 53% 90% 66% 90%
(%)? (3ama3BaHe Ha
3pEHHETO, TLPBUYHA
KpaiiHa To4ka)
[MomoOpenue ¢ > 15 Mecen 12 5% 34% 6% 40%
OYKBH Ha 3pUTEIITHATA Mecen 24 4% 33% 6% 41%
octpota (%)?
CpenHa npomsiHa B Mecenr 12 | -10,5 (16,6) | +7,2 (14,4) -9,5(16,4) +11,3 (14,6)
3pUTEIHATA OCTPOTA Mecen 24 | -14,9 (18,7) | +6,6 (16,5) -9,8 (17,6) +10,7 (16,5)
(0yksn) (SD)?

2p<0,01
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®urypal CpeaHa npoMsiHA HA 3pPUTETHATA OCTPOTA CIPSIMO U3XOAHATA 10 24-THSI Mecell B
npoyuBanero FVF2598g (MARINA) u B npoyuBanero FVF2587g (ANCHOR)

Mpoyyeane FYF2598g (MARINA)
15
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Mecelu
MARINA ANCHOR
=~ Ranibizumab 0,5 mg (n=240) —& Ranibizumab 0,5 mg (n=140)
@ MMnauebo (n=238) *- Beprenopdimi ©OT (n=143)

Pesynrature OT JiBeTE M3NMUTBAHMS MTOKA3BAT, Y€ MPOIBIKUTEITHOTO JICYCHUE ¢ paHHOU3yMad MoXKe Jia
OBbJIe OT TOJ3a U MPH MAIUSHTUTE, KOUTO ca 3aryomiy > 15 OyKBH OT Hali-100pe KOpUrupaHara
3purenHa octpora (BCVA) npe3 mppBaTta roguHa OT JICUSHHUETO.

Kakro B MARINA, taka u B ANCHOR npu neuenue ¢ pannousymad ce HabIroAaBaT CTaTUCTHYECKH
3HAaYMMHU TI0JI3U TI0 OTHOIIEHHE Ha 3pUTeNaHaTa QyHKIHA, ChOOIIEHH! OT MAllMEeHTH, B CPaBHEHHE C
KOHTpOJIHATA Tpyma, KOeTo € OlleHeHO upe3 BrnpocHuka 3a 3purennata GyHkuua Ha Hannonamaus
odrammonoruueH uHCTUTYT (NEI VFQ-25).

B npoyusane FVF3192g (PIER) 184 marnuenTu ¢ Bcnuku Gpopmu Ha HeoBackynapHa BJIM ca
paHIOMHU3MPaHU B chOTHOIIEHKE 1:1:1 ;a momydaT Tpu nocieoBaTeTHA HHKEKIMH PaHuOn3ymMao
0,3 mg, paunbusymad 0,5 mg unm mianedo BeJHbX MECEYHO, MOCIEeIBAHO OT NPHIOKEHHUE Ha eHa
no03a Ha Bceku 3 mecena. Ot 14-Tust Mecell Ha MPOYYBAHETO € IOMYCKaHO MAIlMeHTH Ha manedo 1a
MIPEMUHAT Ha JICUCHUE ¢ PaHUOM3yMao, a oT 19™ Mecell ca Bb3MOXKHH [T0-YSCTH MPHUIOKEHHUS Ha
TepanusTa. [lanmenture, neKyBanu ¢ panubuzymabd B npoyusaneto PIER, ca momyunnu cpeano 10
MIPUIIOKEHUS Ha TepamnusTa.

Crren mbpBOHAYATHO TIOBHUIIIABAHE HA 3pUTETHATA OCTPOTA (CIIE] €XKEMECEUHO MPUIIOKEHNUE),
CpelHaTa 3pUTeNIHA OCTPOTA Ha MAIIMEHTUTE HaMaJlsiBa IPY MIPIJIaraHe Ha TPU Mecella U ce
BB3CTAHOBSIBA JIO U3XOTHOTO HUBO Ha 12-THs Mecel U To3u e(eKT ce 3ama3Ba 0 24-Thus Mecell pu
MOBEYETO MAIMEHTH Ha JieueHne ¢ pannonzymab (82%). OrpaHnveHuTe JaHHU OT MalMeHTUTE Ha
rrane0o, MpeMUHAIIM TIO-KbCHO Ha JISYeHUE ¢ paHHOM3yMa0, mpearoarar, 4¢ paHHOTO 3aII0YBaHE Ha
JICYCHUE MOXKeE J]a IOBEJIe 10 ChbXpaHsBaHE Ha 3pUTEITHATa OCTPOTA B TIO-TOJISIMA CTETICH.
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Hannute ot e mpoyusanms (MONT BLANC, BPD952A2308 u DENALI, BPD952A2309),
NPOBENICHH CIIE] pa3peliaBate 3a yrnorpeda, NOTBbpXKIaBaT ePUKaCHOCTTa Ha paHnOU3ymMa0l, HO He
MOKAa3BaT AOMBIHUTENCH eEKT OT EAHOBPEMEHHOTO Npriiarane Ha Beprenopdun (Visudyne ®/IT) u
paHrOM3yMab CpsMO MPUIOKEHUETO Ha paHHOM3yMad KaTo MOHOTEPAIIHSL.

Jleuenue na spumennu Hapyuienus, ovaxcawu ce na XHB scieocmeue na IIM

Knmmangnarta 6e30macHOCT ¥ epUKACHOCT Ha paHUON3yMal MpH MAIMEHTH ChC 3PUTEITHU YBPEIKIAHUS
Bceneacteue Ha XHB u I[IM ca ounenenu Ha 6a3aTa Ha JaHHUATE OT 12-MecedHO, JBOMHOCIIAIIO,
KoHTponmpano ocHoBHO npoyuBaHe F2301 (RADIANCE). B toBa nmpoyuBane 277 malueHTy ca
paHIOMM3UPAHH B CHOTHOIIEHHUE 2:2:1 B CIICTHUTE paMeHa:

. I'pyna I (panu6uzyma6b 0,5 mg, cxemaTa Ha puUjIaraHe ce onpeess N0 KPUTEpUUTE 3a
“cTabmHOCT”, neduHUpana KaTo nunca Ha npomsiHa B BCVA cripsiMo u3clieiBaHusITa OT
MIPEIXOTHAUTE JIBA MECeIia).

. I'pyna Il (panubuzymab 0,5 mg, cxemara Ha IpuiIarale ce OnpeAess 0 KpUTEPUUTE 3a
“aKTHBHOCT Ha 3a00JsiBaHeTO”, AcPUHUPaHA KaTO YBPEXKIaHE Ha 3PSHUETO, KOSTO CE IBJIKH Ha
HaJIM4Me Ha MHTPA-WIU CyOpeTHHATHA TEUHOCT WIIM HaJlMuUe HA aKTHBHO U3THYAHE BCIICACTBUE
Ha XHB 5ie3un, oneHeHn upe3 ONTHYHA KOXepeHTHA ToMorpadus u/umu (iayopecueHTHa
aHruorpagus).

. I'pyna I (B®AT — nanmeHTH, MPU KOUTO € TO3BOJICHO JIa Ce Mpuiiara paHnonzymad ot 3-us
Mecelr).

B I'pyna II, Ha xosITO ce mpuiara mpernopb4YuTeNHaTa T03UpoBKa (Bxk. Touka 4.2), mpu 50,9% ot
MAIMEHTUTE ca HeoOXxoaumu 1 wiu 2 urHkekuuu, npu 34,5% ca HeoOXOoAuMH 3 10 5 MHKEKIUU U MTPH
14,7% ca HeoOxoauMu 6 10 12 MHXKEKIMM B paMKUTE Ha 12-MecedHus nepuol Ha npoyusaneTto. [Ipu
62,9% ot nanenture B ['pyna I He e Omi10 HEOOXOIUMO MPHUIATaHETO HA MHKEKLUH 1IPE3 BTOPUTE

6 Meceria OT MPOYYBAHETO.

OcnoBaurte pesynratu oT RADIANCE ca 0600menn B Tabnwma 2 n @urypa 2.

Taoauna 2 Pesynratu Ha 3-ust u 12-us mecenr (RADIANCE)

I'pyna I I'pyna IT I'pyna III
Panu6uzymao Panu6uzymad B®T?
0,5 mg 0,5 mg
“cTa0MJIHOCT HA  “aKTHBHOCT HA
3peHuneTo” 3a00/19BaHeTO”
(n =105) (n=116) (n=55)
3-TH Mecel
Cpenna npomsina B BCVA ot 1-us no 3-us +10,5 +10,6 +2,2
Mecel] CIIPSIMO U3XOHOTO HUBO? (OYKBH)
[IporneHT nanueHTH, KOUTO Ca MOCTUTHAIIH:
> 15 OykBM WK ca MOCTUTHAIHN > 84 OyKBU 38,1% 43,1% 14,5%
B BCVA
12-Ti mecent
Bpoii Ha nHxeknuuTe 10 12-us Mecel:
Cpenna 4,6 3,5 N/A
Menuana 4,0 2,5 N/A
Cpenna npomsina B BCVA ot 1-us no 12- +12,8 +12,5 N/A
usl Mecel] CIIPSIMO U3XOAHOTO HUBO (OYKBH)
[IporeHT manueHTH, KOUTO ca MOCTUTHAIIH:
> 15 OyKkBH WM ca MOCTUTHAIHN > 84 OYKBU 53,3% 51,7% N/A

B BCVA

2 p<0,00001 mpu cpapaenue ¢ BOT koHTposiaTa
® CpaBauTeNHA KOHTpONA 10 3-us Mecell. I[lanuenTtn, pangomusupany Ha BOJT, mpu KOUTO €
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MO3BOJICHO Ja ce MpuJara jedeHne ¢ paanonzymao ot 3-us mecer (B I'pyna 11l mpu 38 maruenTu ce
npujiara paHuou3ymat ot 3-us Meceln)

®@urypa2  Cpeana npoMsiHa cnipsiMo u3xoaHo HMBO B BCVA BBB BpemeTo 10 12-usi Mecent

(RADIANCE)
201
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0 1 2 3 4 5 6 T 8 9 10 N 12
Mecen

PannGizymatd 0,5 mg I'pyna I SEn PannGirayma6 0,5 mg I'pyna II

npn ,crabnmsnpane” (n=105) npi .AKTIEHOCT Ha 3aboaaBaHeTo™

>re

- 0.5 ; -
wae Beprenopdus OIIT Tpyna I (0=55) a-A Paunbmzymab 0,5 mg/Beprenopdum D11
T'pyna III ot 3-H4 Mecell HATATBK (N=55)

ITooOpeHneTo Ha 3peHHETO € CHITPOBOJICHO OT HaMaJIIBaHe Ha LieHTpaiHaTa (oBeitHa nedenuHa.

CpoO1aBanuTe OT MAMEHTHTE IT0JI3H, HAOJII0JaBaH! B TEPANleBTUYHNUTE paMeHa ¢ paHuOn3ymao
cupsimo BO/IT (p-croitrocT < 0,05) ca cBbp3aHu ¢ MOJJOOPEHHUE B CHCTABHUS CKOP M HAKOJIKO
99 ¢

cyOckamu (“IsUTOCTHO 3peHue”, “ONMmM3Ku AedHOCTH, “TICHXUYHO 37paBe” 1 “3aBucuMocT’) Ha NEI
VFQ-25.

Jlewenue na spumennu Hapyuienus, ovaxcawu ce na XHB (kxosamo ne e secaedcmeue na IIM u enascua

BIM)

Knuangnarta 6e30macHOCT ¥ epUKACHOCT Ha paHUON3yMal MpH MAIMEHTH ChC 3PUTEITHU YBPEIKIAHUS
Bcaencteue Ha XHB ca onieHenn Ha 6a3ara Ha maHHUTE OT 12 Mecena oT ABOWHOCIATO, TUIanebo-
KOHTpoJHpaHo ocHoBHO npoyuBaHe G2301 (MINERVA). B ToBa npoyuBane 178 Bb3pacTHH
MAIEeHTH ca paHJAOMHU3UPaHU B ChbOTHOIIeHKE 2:1 1a moiyd4ar:

. parn6mu3ymad 0,5 mg Ha U3XOTHO HHUBO, MOCJIEIBAHO OT WHIMBUIyalIHA CXEMa Ha TPUIIaraHe B
3aBUCHMOCT OT aKTHBHOCTTA Ha 3a00JISIBAHETO, OTIpe/ieliceHa Bb3 OCHOBA Ha 3pUTEIIHATA OCTPOTA
W/WIM aHATOMUYHH TTapaMeTpy (Harp. BJOIIaBaHE HA 3pUTEIHATa OCTPOTa,
HMHTPa/CyOpeTHHAIHA TSYHOCT, XEeMOPArksl UM U3TUYAHE);

. HWHXEKIUS C TU1ane0do Ha U3XOIHO HHUBO, MOCJIEBAHO OT MHAWBU/yalTHA TEPAIIEBTHYHA CXEMa B
3aBUCHMOCT OT aKTHBHOCTTA Ha 3a00JISIBAHETO.

Ha 2- us Mecell BCHYKH MAIMEHTH IPEMUHABAT KbM OTKPHTO JICUCHUE ¢ paHHON3yMal cropen

HYXJUTE.

OcnoBHute m3Mepurenu Ha pesynrature oT MINERVA ca 0606mienn B Tabnumna 3 u @urypa 3.
Ha6mronaBa ce nmogoOpeHne Ha 3peHUETO, CHIIPOBOJICHO OT HaMaJIsIBaHE Ha [IEHTpaIHaTa (oBeiHa

ne0enrHa B paMKuTe Ha 12-MeceqHus mepuo.

Cpenuusat Opoit MHKEKITUH, IPUIOKEHH B IPOIbIDKEHNE Ha 12-Te Mecena, € 5,8 B paMOTO Ha
paHuOH3yMab crpsAaMo 5,4 pU Te3W NAUEHTH B Maned0 paMoTo, MOAXOISIIH Ja MOTyJYaBatT
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paHnOu3ymab cien 2-us mecell. B mianedo paMoto npu 7 oT 59 manueHTH He € MPHIAaraHo JICYCHUE C
paHrOn3yMad B IPOYYBAHOTO OKO IO BpeMe Ha 12-MeCeuHus MePHO/I.

Tab6auna 3 Pesyararu Ha 2-ust mecenn (MINERVA)

Panu6uzymad ILnane6o (n = 59)
0,5 mg (n =119)
Cpenna npomsiHa B BCV A Ha 2-us mMecen cripsiMo 9,5 OykBu -0,4 OykBu
W3XOJHOTO HUBO?
[IponieHT ManeHTH, KOUTO Ca TOCTUTHAIH > 15 34% 12,3%
OYKBH IOI00pEHUE CITPSIMO U3XOAHOTO HUBO WJIH Ca
nmocTurHaau 84 OyKBHU MoJ00peHne Ha 2-1s Mecell
[poreHT manueHTH, KOUTOo He ca 3aryowm > 15 92% 94,7%
OYKBH CIIPSIMO U3XOJHOTO HUBO Ha 2-Usl MECeIl
Hamanssane Ha LIO/I° cipsmMo u3XoaHOTO HUBO Ha 2- | 77 um -9,8 um
usi Mecelr

@ Enaoctpanno p< 0,001 npu cpaBHEHUE ¢ I1aie00 KOHTpoJiaTa

° [Id /I — uentpanna Qoseiina qebenuna

®@urypa 3
(MINERVA)

Cpenna npomMsina cnpsaMo u3xoaHo HuBo B BCVA BbB BpeMeTo 10 12-ust Mecent

154

10+

CpeaHa mposada 8 BCVA +/- 95% C]
I

DBORHOCAANG
PRHATANIMDAHT,
Panufinaymal cnpaso

T nwu I T T

OmBopeHs,
Panuluaymal & paapeises i B ABeTe
DaMess

0 | 2 3 4

Mewerme

—8— Pammbnyyuad 0.5 mg (N=119)

T i T ) I !

5 6 7 8 0 10

Mecen

Maameto (N=59)

* HabmonasaHata cpeima nposams 8 BOVA sose 1a ce pamwiasa o1 cpeamata BCVA onpepesena no seToms ua
Hafl-MATKNTE KBATPATH (PHIOKMMO CaMOo Ha -0 Mecel)

[Ipu cpaBHeHME HAa paHUON3yMal crpsMo ILTaledo Ha 2-Hsl Mecel], ce HaOIio1aBa KakTo OOl TpacH
TepaneBTHYeH e(eKT, Taka U TPAaeH TepaneBTHUYEH €(PEeKT B €THOJOTHIHUTE MOATPYIH Ha U3XOTHO

HHBO!

Tadauua 4 TepaneBTu4YeH eeKT - 001 U B €THOJIOTHYHHUTE MOATPYIH HA U3XO0THO HUBO

OO0 ¥ B eTHOJIOTUYHHATE MOATPYNH HA
M3XO0/IHO HHBO

TepaneBTH4eH eexT
CnpsaMo mianedo [0yksu|

Bpoii nauuenTu [n]
(1eyeHue +miane6o)

OO0y

9,9

178

AHTHOUIHU UBULIA 14,6 27
[Noctuadnamaropua peruHoxopougonarus | 6,5 28
[lenTpanHa cepo3Ha XOpHOPETHHONMATH 5,0 23
W anonaTiyHa XOpHOPETUHONIATHS 11,4 63
Jpyra etnonorus® 10,6 37

a 06XBaH_Ia Ppa3InYHu NPpUYUHU C HUCKA Y€CTOTAa HAa Bb3HUKBAHE, KOMUTO HE Ca BKIIFOYCHU B OCTaHAJIIUTC

MOATPYITH
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B ocHoBHOTO nipoyuBane G2301 (MINERVA) net roHOm® Ha BB3pacT oT 12 10 17 rogunu cbe
3pUTEIHU YBpEXKIaHUs, IbJkamy ce Ha XHB mony4aBar oTkpuTo jeueHue ¢ pannousymad 0,5 mg Ha
W3XO0JTHO HUBO, MOCIICBAHO OT HHIUBUAyaIHA TePalleBTUYHA CXeMa, KaKTo Npu Bh3pacTHute. BCVA
ce moo0psBa CIPsIMO U3XOTHOTO HUBO Ha 12-Msl Mecel] IPH BCUYKUTE MET MAIeHTH B UHTEpBaja OT
5 no 38 oyksu (cpeano 16,6 Oyksu). [TogoOpeHHETO HAa 3PEHUETO € CHIIPOBOICHO OT CTAOMIN3UPAHE
WJIM HaMaJIsIBaHEe Ha IeHTpaiHara (hoBeitHa nebenrHa B paMkuTe Ha 12-Meceunus nepuon. CpeqHusT
Opoii MHXKEKIINK paHuON3yMa0, IPUIIOKEHH B MIPOYIBAHOTO OKO mpe3 12-Te mecerna e 3 (MHTepBall OT
2 1o 5). Karo 151710, Jie4eHHETO ¢ paHnOM3yMabd € OHeCeHO q00pe.

Jleuenue na zpumennu HapyuieHus, ovaxcawu ce Ha JIME

EdwukacHoctTa 1 6e30macHOCTTa Ha paHUONU3yMab ca OIEHEHH B TPU PaHIOMHU3UPAHH, KOHTPOJIUPAHH
MPOYYBaHUS C MPOIBIDKUTEITHOCT moHe 12 Mecena. O6mo 868 manuenTu (708 Ha aKTUBHO JICUESHUE U
160 KOHTpPOIM) ca BKIFOYCHH B T€3H IMPOYUYBAHUS.

B npoyusanero D2201 (RESOLVE) ¢aza II 151 manuenTu ca iekyBanu ¢ panubuzymad (6 mg/ml,

n =51, 10 mg/ml, n = 51) unu mane6o (n = 49) upe3 exxeMeceUHH UHTPABUTPEATHN HHKCKIIHH.
Cpennara npomsina B BCVA ot 1-us 10 12-ust Mecelr cipsiMo U3X0HOTO HUBO € +7,8 (+7,72) OykBu B
rpyrnara Ha MaldeHTUTe Ha JiedeHre ¢ panuonuzymab (n = 102) copsamo -0,1 (£9,77) Oyksu mpu
NalnueHTUTE MoJTyyaBaiy mianedo, a cpenHara npoMsiHa B BCVA Ha 12-us mecer] cripsMo U3XOAHOTO
HUBO € Omna crotBeTHO 10,3 (£9,1) OykBu cpsimo -1,4 (£14,2) 6ykeu (p< 0,0001 3a TepaneBTHYHA
pasnuka).

B nmpoyusanero D2301 (RESTORE) da3a 111, 345 nanuenTn ca panqoMu3upanu B cboTHOImeHune 1:1:1
Jla UM ObJie Tpuiiarad paauOu3zymab 0,5 mg kaTo MoHOTepanus 1 iaiedo JiazepHa GpoTokoarymamus,
KoMOuHauus paHuou3ymad 0,5 mg u nasepHa (HOTOKOAryIALUS WM HHXKEKIHS Ha IU1anebo U 1a3epHa
¢doroxoarynanus. 240 nauueHTH, NPUKIIOYMWIN y4acTHEeTO cu B 12-meceunorto npoyyBane RESTORE,
ca BKJIFOYEHH B OTBOPEHO, MHOTOILIEHTPOBO 24-MeCeUHO MPOIBIKEHNE Ha OCHOBHOTO MPOYYBaHe
(mpoapmxenue Ha ocHOBHOTO npoyuBaHe RESTORE). [Taunenture ca sekyBanu ¢ panuonzymad

0,5 mg pro re nata (PRN) B cb1moTo oko, kakto B ocHoBHOTO npoy4Bane (D2301 RESTORE).

OcHoBHHTE U3MEPHUTENH Ha pe3ynraTute ca 0000menn B Tadbmuna 5 (RESTORE u npoabmkeHne Ha
ocHOBHOTO npoy4uBane) n Ourypa 4 (RESTORE).
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®urypa 4

BpeMeTo B mpoyuBaHe D2301 (RESTORE)

Cpem{a NMpoMsiHA B 3pUTE/IHATA OCTPOTAa CIPAMO U3X0AHOTO HUBO B TCUCHHE HA
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o 1 2 3 4 5 & F 8 9 10 mn -2
Meceu,
TepanestuyHa rpyna o566 Panubuaymab 0.5 mg (N = 115)
o o ® PaHubuaymab 0.5 mg + nasep (N = 118)
o a0 Nasep (N =110)

N3=u3xonH0 HUBO; CI'=cTaHmapTHa Ipelika Ha CpeHaTa CTOMHOCT
" Pasyvka B CpEJJHUTE CTOMHOCTH Ha Hall-MaJkuTe KBaapartu, p< 0,0001/0,0004 B3 ocHOBa Ha

neycrpaHer crpatuduiupan Cochran-Mantel-Haenszel tect

EdextsT Ha 12-1s1 Mecell € eIUH U ChIIl B IOBEYETO NOATPYIH. BhIpeku ToBa, MHIUBUAM C U3XOTHO
HuBo Ha BVCA > 73 OykBu U MakyJicH elieM ¢ LieHTpaiHa (oseitHa nedennna < 300 pm He u3riaexaa
Jla IMaT ToJ3a OT JICUSHHETO C PAaHNOM3yMal CpaBHEHO C Jia3epHaTa ()OTOKOATyIIAIHs.

Tadauua 5 Pe3syaratu Ha 12-us mecen B mpoyuBade D2301 (RESTORE) u na 36-ust mecen B
npoyuBane D2301-E1 (mpoabikenune Ha ocHOBHOTO npoyuyBaHe RESTORE)

W3meputenu Ha pesynTtatute Ha 12-us Panubuzymad Pannbuzymad Jlazep
Mecell CIIPSIMO M3XO0JHOTO HUBO B 0,5 mg 0,5 mg + Jlazep

npoyusane D2301 (RESTORE) n=115 n=118 n=110
Cpenna npomsiHa B BCVA ot 1-us no 6,1 (6,4) 5,9 (7,9)2 0,8 (8,0)
12-us1 mecena (£SD)

Cpenna npomsina B BCVA Ha 12-us 6,8 (8,3)? 6,4 (11,8)? 0,9 (11,4)
mecet (£SD)

[MomoOpenue ¢ > 15 OykBU win 22,6 229 8,2
BCVA > 84 6yksu Ha 12-us mecen (%)

Cpenen Opoit Ha umkeknuute (0- 7,0 6,8 7,3 (tutaie60)
11 mecem)

W3meputenu Ha pesyntatute Ha 36-us | IlpemmectBamo | Ilpemmecrsamo | IlpeamecTtsamo
Mecell CIPsAMO U3XOHOTO HUBO Ha JIEUCHHE C JIeYeHHe ¢ JIeYeHUE C Jazep
npoyusane D2301 (RESTORE) B pannbu3ymad pannbu3ymad

npoyusane D2301-E1 (nmpoabmkenue 0,5 mg 0,5 mg + nazep n=74

Ha ocHOBHOTO nipoyuBane RESTORE) n =83 n =83
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Cpenna npomsiHa B BCVA Ha 24-us 7,9 (9,0) 6,7 (7,9) 5,4 (9,0)
Mmecer (SD)

Cpenna npomsina B BCVA nHa 36-us 8,0 (10,1) 6,7 (9,6) 6,0 (9,4)
mecen (SD)

[Mopo6penwue ¢ > 15 OykBu win 27,7 30,1 21,6
BCVA > 84 oyksu Ha 36-us mecen (%)

Cpenen 6poit Ha nmxekmuute (12- 6,8 6,0 6,5
35 mecem)*

8p< 0,0001 3a cpaBHEeHHE HA paMEHaTa Ha JieueHHEe C paHnOU3yMal CIIpsIMO paMOTO Ha JICYEHHUE C
nasep.

n B D2301-E1 (mpogbmkenue Ha ocnoBHoTo npoyuBane RESTORE) e OposiT Ha manuenTure c
HAJIMYME Ha BU3UTA KakTo Ha u3xoaHo HuBo D2301 (RESTORE) (Mecer 0) Taka u Ha 36-us Mecell.
*[IporeHThT Ha MAIUEHTHTE, PU KOUTO HE Ce Hajara Jie4YeHre ¢ paHnOn3ymad B IpOABIKEHHUETO Ha
npoyuBaneTo € 19%, 25% u 20% CcbOTBETHO B IpyIUTE HA MPEIIECTBAIIO JIEYeHHE C paHHON3ymao,
NpeAIecTBaIIO JIeueHHe ¢ peHnOn3ymMad + a3zep U MpeIIecTBallo JIeUeHHe C Ja3ep.

HabmromaBat ce cTraTHCTHYECKH 3HAYMMH TIOJI3H 33 TIOBEYETO 3PUTEHN QYHKIUH, ChOOIICHH OT
nauueHTure, oueHenu upe3 NEI VFQ-25 npu neuenue ¢ panndusymad (cvc nim 6e3 Jasep) cupsmo
KOHTposHaTa rpymna. [Ipu octananure cyOckanu OT TO3U BRIPOCHUK HE Ca YCTAHOBEHH Pas3JIuKH,
CBBP3aHHU C JICUCHUETO.

Jbrrocpounusat npodui Ha 6€30MacHOCT Ha paHNON3yMal, HaOltoJaBaH 1Mo BpeMe Ha 24-MeCeYHOTO
MPOAB/DKCHUE Ha MPOYYBAaHETO, ChOTBETCTBA Ha TIO3HATHUS MPOQUIT Ha 0€30MaCHOCT HA paHUOM3yMao.

B npoyusanero D2304 (RETAIN) ¢aza I1Ib, 372 naumenTn ca paHqoMu3upaHu B cboTHoweHue 1:1:1
Jia ToJTyyaBar:

. panubuzymad 0,5 mg ChIbTCTBALIO C Jiazep POTOKOArYJIAIMsI 10 cXeMa “JIeueHue-1-
npoxbinkenne” (JIIT),

. pannbuzymab 0,5 mg xkato MmoHoTepanus mo cxema JII1,

. panubuzymab 0,5 mg kaTto MoHOTepamnus 1mo cxema PRN.

BbB Bcnuku rpynu paHnOM3yMab ce mpuiara exxeMecedHo 1o nmocrurane Ha BCVA, xosito ocrasa
HEIPOMEHEHA NPU TIOHE TPH HOceIoBaTeTHl Meceunu nperiena. [Ipu JIIT pannbOusymab ce npunara
Ha TepaneBTUYHU UHTEPBaJIU OT 2-3 Mecera. BbB BCHUKU IpyIu €KeMECEUHOTO JICUEHHE Ce
nmoTHOBsIBa pu HamansiBaHe Ha BCV A Bcnencteue Ha mporpecus Ha JIME u npoabmxasa 1o
MOCTUraHe OTHOBO Ha ctabuinHa BCVA.

bposT Ha nIaHUpaHUTE BU3NUTH, CBBP3aHHU C JICUEHHETO CJIE IIPUIaraHe Ha IbPBOHAYAIHUTE

3 umxekuuy, € 13 u 20 crorBeTHO 32 TepaneBTuuHUTe cxemu JIIT u PRN. Ilpu nBere TepaneBTuyHU
cxemu Ha JIIT moBeue ot 70% oT manuenture noaabppxkat cBosita BCVA cbe cpenHa yectora Ha
BU3UTHUTE > 2 Mecela.

OcCHOBHHTE U3MEPHUTENHN Ha pe3ynraTute ca 0000meny B Tabmuma 6.

Ta6auma 6 Pesyararu B npoyuBane D2304 (RETAIN)

Wzmepuren Ha JIIT pannoOuzymad JIIT pannouzymad PRN panunbuzymad
pe3yaTaTa CrpsMo 0,5 mg + nazep 0,5 mg caMOCTOATEITHO 0,5 mg
M3XOJHOTO HUBO n=117 n=125 n=117
CpenHa npomsiHa B

BCVA or 1-us 1o 12- 59(,5% 6,1 (5,7)¢ 6,2 (6,0)
us mecer (SD)

CpenHa npomsiHa B

BCVA or 1-us no 24- 6,8 (6,0) 6,6 (7,1) 7,0 (6,4)
ns mecet (SD)

CpenHa npomsiHa B

BCVA ta 24-us1 8,3 (8,1) 6,5 (10,9) 8,1(8,5)
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mecerl (SD)

IMomoOpenue ¢ > 15
OYKBHU WJIH

BCVA > 84 6ykBu Ha 25,6 28,0 30.8
24-us mecen (%)
Cpenen 6poit Ha
nmkeknuure (0- 12,4 12,8 10,7

23 mecerr)

ap< 0,0001 3a oreHsBaHe Ha HenHpepropHOCT cupsiMo PRN

B npoyuBanusita ¢ JIME, nonobpenunero na BCVA e cblipoBoeHO ¢ HaMalsiBaHe B TEUEHHE Ha
BpemeTo Ha cpenHaTa L{®/[ BB BCHUKH TEpaneBTUYHU IPYTIH.

Jleuenue na IJ[P

KnmmangnaTta 6e30macHOCT ¥ epUKaCHOCT Ha paHnOu3ymad mpu naruenTu ¢ [1JIP ca onenenu B
Protocol S, koiiTo olLieHsABa JIEYCHHETO ¢ paHNOK3yMad 0,5 mg UHTPABUTPEATHH HHKECKI[UH CITPSIMO
naHperuHaiHa Gporokoarynanus (PRP). [TepBuuHaTa kpaiiHa TOUYKa € cpeiHaTa MPOMsHA B
3pUTEIIHATA OCTPOTA Ha 2-Ta rojuHa. B nombiiHeHue, MpoMsHATa B TEXECTTa Ha quabeTHaTa
petunonarus (DR) e orieHeHa Bb3 0CHOBa Ha GoTorpaduu Ha QyHIyca KaTo € U3I0J3BaHa OIICHKA Ha
texecrra Ha DR (DRSS).

Protocol S e MHOTOIIEHTPOBO, PAHJOMU3UPAHO, KOHTPOJIMPAHO C AKTUBHO BEIIECTBO, MAPAIICITHO
rpynoBo, HenHpepuopHo npoyusane ¢asa Il ¢ Bxmoyenu 305 manuentu (394 npoydenu oun) ¢ [1/1P
cbe win 0e3 JIME Ha n3xoano HuBo. [IpoyuBaneTo cpaBHsaBa pannOu3zymad 0,5 mg uHTpaBUTpeaTHN
HUHKEKIUH CIIPSIMO CTaHAapTHO jieueHue ¢ PRP. O6mo 191 oun (48,5%) ca panmoMu3upaHu Ha
pannbu3yma6b 0,5 mg, a 203 ouu (51,5%) ca pangomusupanu Ha PRP. O6mio 88 oum (22,3%) ca
umanu Ha m3xoaHo HuBo JIME: 42 (22,0%) u 46 (22,7%) oun ChOTBETHO B IpyNHTE Ha paHUOU3yMab
u PRP.

B ToBa npoyuBaHe, cpeHaTa MpoMsiHA B 3pUTENIHATAa OCTPOTA HA 2-paTa roguHa € +2,7 OyKBH B
rpynara Ha paHuomu3yma0, B cpaBHeHue ¢ -0,7 OykBu B PRP rpynara. Pasnukara B cpeana cToHOCT
Ha Hai-MaykuTe KBajapartu ¢ 3,5 oyksu (95% CI: [0,2 1o 6,7]).

Ha 1-Bata ronuna 41,8% ot ounte nmat mogodpenue B DRSS > 2 cremku, xorato ca nekyBaHH ¢
panuouzymad (n = 189) cnpsmo 14,6% ot ounte, nekyBanu ¢ PRP (n = 199). U3uucnenara pasinuka

MeXy paHHOU3yMab 1 JiedeHueTo ¢ jiazep e 27,4% (95% CI: [18,9; 35,9]).

Ta6auna 7 IlogoOpenue win Biaomapane B DRSS > 2 win > 3 crbnku Ha 1-BaTa roguna B

Protocol S (LOCF meTon)

IIpomsina cipsimo Protocol S

H3X0IHOTO HMBO 110 Pannousymad 0,5 mg PRP IIponenTHa pa3inka

KATeropuu (N =189) (N=199) (%), CI

> 2 CTBIKHU NOJI0OpEeHNe

n (%) 79 29 27,4
(41,8%) (14,6%) (18,9; 35,9)

> 3 cTBHIKYU NOI00OpeHne

n (%) 54 6 25,7
(28,6%) (3,0%) (18,9; 32,6)

> 2 CTBHIKH BJIOIIABAHE

n (%) 3 23 -9,9
(1,6%) (11,6%) (-14,7; -5,2)

> 3 CTBIKH BJIOIIABAHE

n (%) 1 8 -3,4
(0,5%) (4,0%) (-6,3; -0,5)
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DRSS = ckop 3a Texect Ha TuadeTHATA PETUHOMATHS, N = OPO¥ MallUEHTH, KOUTO U3ITBIIHABAT
YCJIOBHETO TIpH BU3UTaTa, N = 0011 Opoi MPOYICHH OYH.

Ha 1-Bara ronuna B rpynara Ha jiedenue ¢ panubuzymad B Protocol S mogoOpennero > 2 cThIKH B
DRSS B ounre 6e3 JIME (39,9%) cproTBeTcTBa Ha ToBa ¢ JIME Ha u3xoano HuBO (48,8%).

AmHanu3 Ha JaHHUTE OT 2-Ta roauHa oT Protocol S mokasga, ue 42,3% (n = 80) oT ounTe B rpymnara Ha
JeyeHue ¢ pannOu3ymad uMat noxoOpenue > 2 crbnkd B DRSS crnpsiMo 13x0n1HOTO HUBO B
cpaBrenue ¢ 23,1% (n = 46) ot ounte B rpynara Ha PRP. B rpynara Ha neueHue ¢ pannousymad
nojjoopenue > 2 crbrku B DRSS crpsiMo n3xoH0TO HEBO ce HaOmoaasa pu 58,5% (n = 24) or
ounte ¢ IME Ha u3xomuo HuBo u 37,8% (n = 56) ot ounre 6e3 JME.

DRSS cb1110 € o1leHeH B TPH OTIEITHU, KOHTPOJIMPAHU C aKTUBHO BelecTBO npoyuBanus ¢asa 11 mpu
IME (panunbuzymab 0,5 mg PRN cnpsimo nasep), Bkirousaiy o01mo 875 naueHT, OT KOUTO
npubim3uTenHo 75% ca oT azuaTcku npousxol. B MeTaananus Ha Te3u npoyuBanus 48,4% ot

315 narmuenTn ¢ DRSS ckop, K0TO MOXeE J1a ce CTeTeHyBa, B OArpyIaTa Ha MalMEHTUTE C YMEPEHO
TEXKa WK o1e Ho-Texka HenponudeparusHa DR (NPDR) na uzxoano HuBO uMat nogoOpeHue B
DRSS > 2 crbnku Ha 12-ust Mecel, Korato ca JIeKyBaHu ¢ panuouzymab (n = 192) copsamo 14,6% ot
MAIMEeHTUTE, JIeKyBaHH ¢ jazep (n = 123). Uzuucnenata pasiuka MeXAy paHHON3yMal U JEUEHHETO C
nazep € 29,9% (95% CI: [20,0; 39,7]). IIpu 405 nmaruentu ¢ DRSS, ko#iTo MOXe 1a ce cTeneHyBa, ¢
yMepeHo Texka miu no-neka NPDR nogo6penne B DRSS > 2 crbnku ce Habmonasa npu 1,4% u
0,9%, CbOTBETHO B IPyIIUTE HA paHUOM3YMa0 U Ha JICYCHHUE C Jla3ep.

Jleuenue na spumentu HapyuieHus, OvJdIcauiu ce Ha makyien eoem ecieocmeue ha BOP

KnmangnaTta 6€30macHOCT ¥ €pUKACHOCT Ha paHUOM3yMal MMpH MAIMEHTH ChC 3pUTEITHN HAPYIIICHHUS,
IBIDKAIIN ce Ha MakyJieH efieM BeseacTue Ha BOP ca orieHeHH B paHIOMU3UpaHHU, IBOHHOCIIETIH,
koHTponmpanu npoyusanusi BRAVO u CRUISE, B kouTto ca Bkimrouenu nanuenta ¢ KBOP (n = 397)
u [IBOP (n = 392), crorBeTHO. M B ABETE MpOyUYBAHMS MPHU MAITUCHTUTE Ca MPHIIATaHd UWHKEKITUN C
pannbusymad 0,3 mg uau 0,5 mg wiu ¢ miane6o. Ciex 6 Mecela MalMEHTHTE OT KOHTPOJHHUTE
pameHa Ha riane0o NpeMuHaBaT Ha paHnOu3ymab 0,5 mg.

OcHoBuute u3mepurenu Ha pesynrature oT BRAVO u CRUISE ca 06061ienu B Tabnuia 8 u durypu
5ub.

Ta6auua 8 Pesyararu Ha 6-ust u 12-us mecerr (BRAVO u CRUISE)

Ha 12-us mecerr (OykBH)
(SD)

BRAVO CRUISE
Inanedo/ Pann6uzymad Inanedo/ Pann6uzymad
Panu6uzymat 0,5 mg Pauu6uzymao 0,5 mg
0,5 mg 0,5 mg

(n=132) (n=131) (n =130) (n =130)
CpenHa nmpomsiHa B 7,3 (13,0) 18,3 (13,2) 0,8 (16,2) 14,9 (13,2)
3pUTEIIHATA OCTPOTA Ha 6-Hst
Mmecel® (0ykeu) (SD)
(TppBHUYHA KpaliHa TOUYKA)
Cpenna npomsina B BCVA 12,1 (14,4) 18,3 (14,6) 7,3 (15,9) 13,9 (14,2)

[Momob6penue ¢ > 15 OykBu
Ha 3pHTeIHaTa OCTPOTa Ha 6-
ns mecerr® (%)

28,8

61,1

16,9

47,7

[Momob6penue ¢ > 15 OykBu
Ha 3pHUTElIHATa OCTPOTa Ha
12-ust mecert (%)

43,9

60,3

33,1

50,8

[ponenT (%) npu Ko#TO €
Ousa mpuiIoKeHa

61,4

34,4

NA

NA
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peaHuMalMOHHA Tepamus ¢
Jlazep B paMKHTE Ha
12 mecena

8p< 0,0001 u 3a aBeTE MpOyUBaAHHSA

@urypaS  Cpeana mpomsina cnipsiMo U3xoaHo HUBo B BCVA BbB BpemeTo 10 6-usi u 12-us
mecenr (BRAVO)
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TepanesTudna rpyna === Mnauebo/pannbuaymalb 0,5 mg (n=132)
e Paunbuaymab 0,5 mg (n=131)
H3=m3xo1u0 HiBo; CI'=CTaHJapTHA TPelliKa Ha cpe/IHATA CTOIHOCT
@urypa 6 Cpenna mpomsina cnipsiMo U3xoaHo HUBo B BCVA BbB BpemeTo 10 6-ust u 12-us

mecen (CRUISE)

MnaueBo koHTpOMK | Mnauedo KOHTPONHO pamo,

Cpeana npomana g 30 cnpamo MC +- SE (Oykan)
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NPeMHHANM Ha paHUGu3ymat
+14,9

+13,9

| +0.8
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Mecey
TepanesTuuHa B-8-8 Mnaue6o/Pannbuaymab 0,5 mg (n=130)
mpyna Panwbuaymab 0,5 mg (n=130)

H3=mxoano HiBo; CI'=cTaHIapTHa Ipelllka Ha cpeIHATa CTOIiHOCT

B JABCTEC NNPOYyUBaHUMA HOI[O6pHBaHeTO Ha 3p€HUCTO € CHIIPOBOACHO OT MPOABJIKUTCIIHO U 3HAYUMO
HaMmaJIIBaHe Ha MaKyJIHHS €1eM, U3MEPEH upe3 LieHTpaiHaTa GoBeitHa aeOenuHa.

[Ipu manmenTn ¢ [IBOP (CRUISE u npoxbsmkenue Ha ocHoBHOTO npoyuBane HORIZON):
[ManuenTure Ha Tuanebo npe3 TBPBUTE 6 Mecela, KOUTO BIIOCIICCTBHE TOIy4aBaT paHuOu3yma0, He
ca MOCTUTHAJIM CPaBHUMO HapacTBaHE Ha 3pHTENHATa OCTpOTa Ha 24-Tu Mecel] (~6 OyKBH) COpsSMO
MAIUEHTHUTE, JIEKYBaHU ¢ PaHHON3yMad OT HA4alIo0TO Ha Mpoy4BaHeTo (~12 OykBH).
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HabmronaBaT ce cTaTUCTUUECKU 3HAYMMH II0JI3H, CBBP3aHU C aKTUBHOCT Ha OJIM3KO U JAJIEHHO
pascTosiHue B cyOcKanuTe, ChOOIeHH OT nanuenTure, onenero upe3 NEI VFQ-25 npu neuenue c
paHuOu3yMad cupsMO KOHTPOJIHATA TPpyIIa.

Jbiarocpounara (24 MecedHa) KIMHUYHA 0€30MIaCHOCT ¥ e(PMKACHOCT HAa paHHOM3yMal MPH MalUEHTH
ChC 3PUTEIIHN HapyLIEHUs, IbJDKAIM CE HA MaKyJieH efeM BcieAacTere Ha BOP, ca onieHeHu B
npoyuBanusita BRIGHTER (KBOP) u CRYSTAL (LIBOP). B nBete nmpoyuBaHUs y4aCTHUIIUTE
nony4vasar 0,5 mg paan6uzymab no cxema PRN, npuiarana criopes HHIMBUIYATHM3UPAHH KPUTEPUN
3a ,,ctabunHocT. BRIGHTER e pannomuszupano akTMBHO-KOHTPOJIMPAHO MPOYUYBaHE ¢ 3-paMeHa,
KoeTo cpaBHsBa 0,5 mg pannOu3yma0, npusarad KaTo MOHOTEPAITUS MM B KOMOMHALMS C
JOIIBITHUTEIHA JIa3epHa POTOKOATYIAINHS CIIPSIMO CAMOCTOSITETHOTO NPUIIaraHe Ha JIa3epHa
¢dorokoarynamus. Cien 6 Mecena, y4acTHULUTE B PaMOTO Ha JICUEHHE C Jla3ep MOTrarT J1a MoryyaT

0,5 mg pannbuzymab. CRYSTAL e mpoyuBane ¢ eqHo pamo Ha paHuOu3ymad 0,5 mg, mpunarad Kato
MOHOTEepaIusl.

OcnoBuaute m3mepurenu Ha pesynrature oT BRIGHTER u CRYSTAL ca npencrasenu B Tabnuua 9.

Tadonmuua 9 Pesynratu Ha 6-ust u 24-us mecerf (BRIGHTER nu CRYSTAL)

BRIGHTER CRYSTAL
Panu6uzymad Pauu6uzymao Jlazep* Panu6uzymad
0,5 mg 0,5 mg + Jlazep N =90 0,5 mg
N =180 N=178 N = 356
Cpenna
BOVA 1 ot +14,8 +14,8 +6,0 +12,0
Mecerr® (10,7) (11,13) (14,27) (13,95)
(6yksn) (SD)
Cpenna
BOVA ma 2. +15,5 +17,3 +11,6 +12,1
15t Mecer’® (13,91) (12,61) (16,09) (18,60)
(6yksn) (SD)
[MomoOpenue
c > 15 OykBu
Ha BCVA na 52,8 59,6 433 49,2
24-uga mMecel
(%)
Cpenen 6poii
Ha
WH)KEKLUHUTE (; léél‘) 11,3 (6,02) HeangomHM 13,1 (6,39)
(SD) (Meceun ’
0-23)
a

p< 0,0001 u 3a aBete cpapaermst B BRIGHTER Ha 6-us1 mecer: pann6uzymat 0,5 mg

capsimo Jlazep u pannbusymad 0,5 mg + Jlazep crpsimo Jlazep.

p< 0,0001 3a myneata xumnore3a B CRYSTAL, ge cpenHara mpoMsiHa Ha 24-1s1 Mecell

CIPSIMO HAYaJIoTO € HyJIa.

* [To3BoneHo e 3amouBaHe Ha JieueHUe ¢ paHnOn3ymad 0,5 mg Ha 6-ust Mecen (24 nauueHTH ca
JIEKYBaHHU CaMo C Jiazep).

B BRIGHTER pann6uzymat 0,5 mg ¢ TombIHATETHA Ja3epHa Tepalus JeMOHCTpUpa
HEUH(EPUOPHOCT CIPSIMO paHHON3yMad, IPUIIOKEH KATO MOHOTEPAIHS, OT HAYAIOTO A0 24-Hs Mecel]
(95% CI -2,8, 1,4).

B nBete npoyuBanus Ha 1-us Mecen ce HaOmogaBa ObP30 M CTATUCTHYECKH 3HAUNMO HaMaslsiBaHE Ha
neHTpanHara QoseiiHa gedenrHa cnpsMo u3xogHarta. To3u edekT ce 3amas3pa 10 24-1st Mecell.
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EdekTsT OT JIeueHneTo ¢ paHuOu3yMab € 1mo00eH, He3aBUCUMO OT HAJTMYHUETO Ha peTHHAIHA
ucxemust. B BRIGHTER nanuenture cbe (N = 46) unu 6e3 ncxemusi (N = 133), nexyBaHu ¢
paHuOu3yMad, IPUIIOKEH KaTO MOHOTEPAIIUs, UMAT CpeIHa MPOMSIHA Ha 24-1s1 Mecell CbOTBETHO OT
+15,3 u +15,6 Oyksu crupsamo uzxoauute HuBa. B CRYSTAL manuentute ¢be (N = 53) nwnu 6e3
ucxemus (N = 300), nekyBaHu ¢ paHHOU3yMa0, IPUIIOKEH KATO MOHOTEPAIIHs, KMAT CPeIHA TPOMSIHA
oT cboTBeTHO +15,0 1 +11,5 OyKkBU CcIIpsIMO M3XOAHUTE HUBA.

Edekr o oTHOIIEHHE HA 1T0I0OPSHUETO HA 3PSHUETO Ce HAOJIF01aBa MTPH BCUYKH MMAIUEHTH,
JIeKyBaHH ¢ paHnOu3ymab 0,5 mg, npuioKeH KaTo MOHOTEpanus, HE3aBUCUMO OT
MIPOABIDKUTEIHOCTTA Ha TAXHOTO 3a0oisBade u B ABete npoyusanust BRIGHTER u CRYSTAL. Ilpu
MAIMEHTHTE C POIBIDKUTEIHOCT Ha 3a00IIsBaHeTo < 3 Mecena, ce Ha0Ito1apa MOBUIIIaBaHE Ha
3puTenHaTa ocTpoTa choTBeTHO ¢ 13,3 1 10,0 OykBu Ha 1-us mecen u 17,7 u 13,2 OykBu Ha 24-us
mecer; cboTBeTHO B BRIGHTER 1 CRYSTAL. ChoTBeTHOTO NO/T0OpEHHE Ha 3pUTEITHATA OCTPOTA
NPY MALMEHTUTE C MIPOBDKUTEITHOCT Ha 3a00isiBaHeTo > 12 Mecena e 8,6 u 8,4 OyKBH B CHOTBETHUTE
npoyusanusi. TpssOBa na ce 0OMHUCIIN 3aM04BaHe Ha JIeYeHHE B MOMEHTA Ha MOCTAaBSIHE HA JMarHo3ara.

JBarocpouyHusaT npoduit Ha 0€30MacCHOCT Ha paHNOM3yMal, Ha0JIt01aBaH B 24-MECEUHHU POYYBaHUS,
€ B ChOTBETCTBHE C MO3HATHS MPOQuI Ha 0E€30MACHOCT Ha paHUOM3yMa0.

Ilenmarpuyna nomyJanus

EBpomneiickaTta areHIus 1o JieKapcTBaTa OCBOOOKIaBa OT 3aAbKEHUETO 32 MPEeIOCTaBsIHE Ha
pe3yaTaTuTe OT NPOyUBaHUTA C pepepeHTHHS JIeKapCTBEH MPOAYKT, ChAbpKall paHnOn3ymMad BbB
BCUUYKHU IOATPYIH Ha IleAUaTpUUHATA IOMyJIanus Npu HeoBacKyaapHa B/IM, 3purtennu HapymeHus,
neokan ce Ha JIME, 3putenHnu HapyIneHws, IbDKAITN ce Ha MaKyJieH eaeM Bcireacterue Ha BOP,
3pUTETHH HapylleHus, Apokamuy ce Ha XHB u quabetna petuHonaTus (Bx. Touka 4.2 3a
MHQOpPMAIUs OTHOCHO ynoTpeOa B eAUaTpHUsITa).

5.2 @apmakoKHHeTHYHH CBOWCTBA

Cren exxeMeceYHO WHTPABUTPEATHO MPIIIOKCHNE Ha paHHON3yMal MpH MAIMEHTH ¢ HEOBaCKyJapHa
BMJI, cepyMHUTE KOHIICHTPAIIMU HA paHUONU3yMab ca KaTo ISUI0 HUCKH, ¢ MaKcUMaITHU HUBA (Crmax)
KAaTo IISUI0 O] KOHIICHTpAaIUsATa Ha paHuOn3ymMa0, HeoOxoauMa J1a UHXUOUpa OHoIOTHYHATA
aktuBHOCT HA VEGF ¢ 50% (11-27 ng/ml, orieneno B in Vitro u3muTBaHus Ha KJIEThYHATA
nponudeparus). Cmax € 10303aBUCUM HaJ 1030Bus quana3on ot 0,05 1o 1,0 mg/oko. CepyMHUTE
KOHILIEHTpaIMK IpHu orpannieH Opoit nanuenty ¢ JIME nokaspart, ye He MOKe J1a ce U3KITI0UH JIEKO
MOBUINIABAHE HA CUCTEMHATA CKCIIO3UIIUS, CIIPSMO HAOIIOJaBAaHUTE MTPH MAITUCHTH C HEOBACKYJIapHA
BJIM. CepyMHHUTE KOHIICHTpAUX Ha paHrnOn3yMad npu nanueHty ¢ BOP ca mogo0Hu i Majiko mo-
BHCOKH OT HaOJFOIaBaHUTE MPH MMAIMEHTH ¢ HeoBacKynapHa BJIM.

Bb3 ocHOBa Ha aHAIIM3 Ha MOMYJIAMOHHA (PapMAKOKWHETHKA M N3Ye3BAHETO Ha paHHOM3yMab oT
cepyma IpH HarueHTH ¢ HeoBackynapua BJIM, nexkyBanu ¢ mo3a 0,5 mg, CpeTHUAT TOTY>KHBOT Ha
BUTpEAJTHO EJIMMUHUPaHE HA paHHOU3yMab e npubnmsutenHo 9 auu. [Ipensmwxkna ce, ye npu
€KEeMECEYHO HHTABUTPEAIHO MPUJIOKEHHE HAa paHnOu3yMad 0,5 mg/oko cepyMHHUAT Chax Ha
paHnOu3yMab, MoydeH MPUOIM3UTEIIHO 1 IeH Cliel IPUIIOKEHHUETO, /1a € B TpaHuiuTe Mmexay 0,79 u
2,90 ng/ml, u Cnin 12 € B pamxute Ha 0,07 u 0,49 ng/ml. [Ipensuxaa ce cepyMHUTE KOHIICHTPALIMH Ha
panubu3ymab aa ca npubiuzutento 90 000 mbTH MO-HUCKHU OT BUTPEATHUTE KOHLIEHTPALUU Ha
paHnOm3ymad.

[ManuenTn ¢ 6s0peuyHo yBpexkaane: He ca mpoBexaanu oGUIMATHN TPOYYBAHUS 32 OIICHKA
(hapMaKOKHMHETHKATa Ha paHHMOM3yMal Ipu MalMeHTy ¢ 0BOPeUHO yBpeXKaaHe. B momynaiuoneH
(hapMakOKMHETHYEH aHAITU3 MPH NMalMeHTH ¢ HeoBackynapHa BJIM 68% (136 ot 200) ot manueHTHTe
ca umainu 0b0peuHo yBpexaane (46,5% neka crenex [50-80 ml/min], 20% ymepena cremnen [30-

50 ml/min] u 1,5% Ttexka crened [<30 ml/min]). [Ipu manuent ¢ BOP 48,2% (253 ot 525) ca umanu
0b0peuno yBpexaane (36,4% nexo, 9,5% ymepeno u 2,3% texko). CHCTEMHUAT KIUPBHC € OUJI JICKO
3aHIKEH, HO TOBA HE € JIOCTUTHAJIO CTATUCTHYECKA 3HAYUMOCT.
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UepHoapo6Ho yBpexnane: He ca mposexnanu opuLinaniHy IPOyUYBaHUS C L)l 1a CE OLIEHU
(hapMakOKMHETHKATa Ha paHHON3yMal MpH MAHEeHTH C YePHOIPOOHO yBpEKIaHE.

5.3 IlpeakIWHUYHYU JAHHU 32 0€30MACHOCT

JIByCTpaHHOTO MHTPABUTPEATHO MPUIOKESHHUE Ha paHHON3yMal MpH JBITOOMANIATH MaKaIy B 03U
mexay 0,25 mg/oko u 2,0 mg/oKo BEAHBXK Ha BCEKH JBE CSIMHUIIM 3a MEPHO 10 26 CEIMHUIIU BOIH 10
JI0303aBUCHMH OYHU €(EKTH.

BbTpeouHo, nMa 10303aBUCHMO MTOBHIIABAHE HA KJIETKU B IIPeIHATa Kamepa 1 nosiBa Ha TuHaal
e(beKT C IIMK ABa AHU CJICA MHXKXCKIHATA. TexxecTTa HA BB3MAJIUTEITHUS OTTOBOP KaTo 510 HaMaJIABa
NpY TOCJIEABALINTE HHXEKIIUU WK 110 BpeMe Ha Bb3CTAHOBSABAHETO. B 3aqHMs cerMeHT nMa
MHQUATPAIMA Ha BUTPEATHH KJIETKH U MBTHHHH, KOETO CBILO € 10303aBUCUMO H CE 3a1a3Ba 0 Kpas
Ha TepaneBTHYHUS TIepHO. B 26-ceMUYHO MpOyYBaHe, TEKECTTa Ha BUTPEATHOTO Bh3MaJICHHE CE
yBenu4uaBa ¢ Opos Ha umkekuuute. Ciiel Bh3CTaHOBSIBaHETO, 00ade, ce HabmromaBar Oene3u Ha
00paTHO pa3BUTHE. XapaKTephbT U BPEMETO Ha B3HUKBAHE HA BH3MAICHUETO HA 3aJHUSI CETMEHT
nmpeamnojiaratT UMyYHHO-MCIUHUPAH XyMOpaJICH OTTOBOD, KOMTO € Bb3MOKHO Ja HiMa KJIIMHWYHa BPb3Ka.
I1pu HsAKOUM KUBOTHU ce HaOII0gaBa 0Opa3yBaHe Ha KaTapakTa CJie]l CPABHUTEIIHO IBJIBI IEPHOJ HA
MHTEH3MBHO BB3IMAJICHNE, KOETO Tpe/roiara, 4e M3MEHEeHHsITa B JICIIaTa Ca BTOPUYHH Ha TEKKOTO
BB3naneHne. Habmro1aBa ce mpexoaHo NoKauyBaHe Ha BETPEOYHOTO HAJIATaHE, OCIIE/IBAIIO0
WHTpaBUTpEaTHATa WHXEKIIHUS, KOETO HE 3aBUCH OT MPHIIOKEHATA J1034.

MHKpOCKOHCKI/I YCTaHOBUMHUTE OYHHU ITPOMEHU Ca CBbP3aHU C Bb3MAJICHUETO U HE YKa3BaT
ACTCHCPATUBHU ITPOLICCH. B ontuunus OYCK Ha HAKOU O4YM Ca YCTAHOBCHH I'PaHYyJIOMAaTO3HU
BB3MNAJIUTCIIHU ITPOMCHHU. Te3n IMPOMCHHU B 3aJHUA CCTMCHT HaMaJIdBaT U B HAKOU CiIydau O3JpaBsBaT
110 BpEME Ha Bb3CTaHOBUTECIIHUA IIEPUOI.

Cnen MHTPAaBUTPEATHOTO NPHIIOKEHHE HE CE€ YCTaHOBSBAT Oele3n Ha CUCTeMHA TOKCHYHOCT. B
HOATPYTIA OT TPETUPAHH )KUBOTHHU Ca YCTAHOBCHM aHTHTENA B CEPyMa M CTHKIOBHIHOTO TSUIO CPEIILY
paHnbuzymao.

Jlutniceat JaHHU 3a KaHIICPOTrCHHOCT UJIU MYTAar€HHOCT.

ITpu OpeMeHHM MaiiMyHH HHTPABUTPEATTHOTO TPETUPAHE ¢ paHHMOU3yMab, BOJCIIO 0 MaKCHMaTHA
cucteMHa excrosuis 0,9-7-mbTH HaIBUINABAIIO HAK-TOIINS CydYaid Ha KIMHUYHA CKCTIO3HUIINS, HE
IpEeIU3BUKBA CBBpP3aHa C PA3BUTHETO TOKCHYHOCT M TEPATOTEHHOCT ¥ HE ITOBIIHSABA TETTIOTO U
CTPYKTypaTa Ha IUIAIlEHTAaTa, BHIPEKH Y€ Bb3 OCHOBA Ha (papMaKoIOTHYHHUTE My ePEeKTH
paHnOu3ymab TpsiOBa Ja ce cuuTa 3a MOTCHIUAITHO TePAaTOreHEeH U eMOPHO-/PEeTOTOKCUYCH.

Jlumcara Ha MeqUIpaHu OT paHUON3yMal eheKTH BHpXy eMOpHo(eTaTHOTO pa3BUTHE BEPOATHO Ce
JUbJKU Ha HEBb3MOXKHOCTTa Ha Fab (parmenTa na npemunasa mpe3 miarneHrara. HezaBucumo ot TOBa,
¥Ma OIUCaH ciy4ail Ha BUCOKHM HMBa Ha paHMOM3ymab B Iuta3mara npu MaiikaTa v HaJIn4ue Ha
pannOu3ymMab B cepyma Ha eTyca, KOeTo Mpearoara, ¢ ChIeCTByBaT aHTH-PaHUOM3yMa0d aHTHTENa
(c Fc pernon), kourto feicTBaT KaTo OSNTHK HOCUTEI 32 PAHUON3yMa0, HAMAJISIBAMKY 110 TO3U HAYWH
CEepyMHUS KJIMPHHC Ha MaliKaTa U IMO3BOJISIBAT MPEMHUHABAHETO MYy Ipe3 IUIalleHTaTa. T'hil KaTo
W3CJIC/IBAHMATA HA BIUSHUETO BHPXY eMOHPO(DETAITHOTO pa3BUTHE ca MPOBEKIAHU TIPH 3]IPABU
OpeMeHHM KUBOTHH, a 3a00/sIBaHUATa (KaTO HAIpUMEp TUadeT) MoraT J1a MPOMEHST
MPOIYCKIIMBOCTTA Ha IJIAIICHTaTa 1Mo OTHoIeHue Ha Fab ¢parmenTa, pesynrature oT mpoy4BaHETO
TpsiOBa J]a ce MHTEPIPETUPAT C TIOBUIIICHO BHIMAaHHE.

6. DAPMAIIEBTUYHU JAHHHU
6.1 ChnucbK HAa IOMOLIHHUTE BelecTBa
0,0-Tpexano3a JUXUIPaT
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XUCTUIAMHOB XUIPOXJIOPU MOHOXUAPAT
XUCTUIUH

[omucop6ar 20

Bopa 3a nmxexkuun

6.2 HecnbBMecTHUMOCTH

IIpu nurica Ha Mpoy9IBaHUS 32 HECHBMECTUMOCTH TO3H JIEKAPCTBEH MPOIYKT HE TPSOBa J]a CE CMECBa C
JIPYTH JICKAPCTBEHH MPOTYKTH.

6.3 Cpok Ha rogHocT

3 roguHU

6.4 CroenuajHu yCJIOBHSI HA ChbXPaHeHHUe

Ja ce cpxpansBa B xnagmmHuK (2 °C - 8 °C). Jla He ce 3ampa3siBa.

CoxpansBaiiTe (1akoHa B KApTOHEHATa OMAKOBKa, 3a JIa ce MPEANasu OT CBETJINHA.

[Ipenu ynorpeba HEOTBOPEHUAT (hIIAKOH MOJXKE JIa Ce ChXpaHsIBa Ha cTaiHa Temneparypa (25 °C) no
24 yaca.

6.5 Bwuxu chabpkaHNe HA ONMAKOBKATA

OmnakoBka ¢ ¢GIaKoH

Enun daakon (cTekito tui 1) cbe 3amymanka (xa1opo0yTuiaoBa ryma), chaspikaii 0,23 ml crepuiicH
pasTBop.
He Bcuuku BUIOBE OMAaKOBKK MOTaT Ja ObJaT MyCHATH Ha Ta3apa.

6.6 CrhenuajJHu npeanasHu MEPKH NMPH U3XBBPJIsiHe U padoTa

OmnakoBka ¢ ¢JaKoH

®DakoHBT € caMo 3a eTHOKpaTHA yroTpeda. Ciell MHKEKTUPAHETO HEN3IOJI3BAHHUAT POAYKT TPIOBa
Jia ce M3XBBpiH. Beeku (hiiakoH, moka3Bail Mpu3HALM Ha TIOBpEJia WK OTBapsiHe, He TpsiOBa Ja ce
n3non3Ba. CTepHITHOCTTA HE MOJKE JIa C€ TapaHTHPa, aKO HE € 3ara3eHa [eI0CTTa Ha OMaKOBKaTa.

3a MOArOTOBKA M MHTPABUTPEATHO MHKEKTHPAHE ca HEOOXOAMMU CIICTHUTE MEIUITUHCKY U3ACIUS 32
€HOKpaTHA yroTpeoda:

5 um urna ¢ puntep (18G)

1 ml crepunna cripunioBka (¢ o3Havenue 0,05 ml) u nmxekponHa uria (30G X % nxya) 3a
BBb3PaCTHU MAI[UCHTH

Te3u MeIUITUHCKH U3/EIHS HE ca BKIIIOYCHU B OITAKOBKATA.

Mois, IpuabpIKaiTe ce KbM CIIeIHUTE yKa3aHus, 3a aa nmoarotsure Vislyfa 3a uarpasurpeanto
MPUIIOKEHUE MPH BH3PACTHH:

[Ipenu n3ternsHe Ha MPOJYKTa, OTCTPAHETE Kanavkara Ha (pJakoHa U MOYUCTETE 3amyniaaKaTa
(mammpumep ¢ TamiioH cbe 70% crupr).

Crno6ere 3aenHo 5 um uriaa ¢ Gpuwarbp (18G x 1% unua, 1,2 mm X 40 mm) cbe cripunioBka ot 1 ml
KaTo M3MOJI3BaTe acelTHYHA TeXHUKa. Bkapaiite urnarta ¢ puiThp ¢ ThII BPBX B LICHTHPA HA

3alrymiajikaTa Ha (I)J'IaKOHa, JOKaTo urijiara A0CTUIrHE IbHOTO Ha (I)J'IaKOHa.

Acnupupaiite I5710TO TEUHO ChIbP)KAaHUE Ha (piIakoHa KaTo IbP)KUTE (IakoHa B U3IPABEHO
II0JI0KEHUE, JIEKO HAKJIOHEH, 3a J1a C€ YJIECHU IIBJIHOTO U3TEIJISHE.
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VYBepere ce, ye OyTanoTo Ha CIIPUHIIOBKATA € U3TETJICHO JIOCTaThYHO HA3a]], KOTaTo M3Ipa3BaTe
(hakoHa, 3a J1a ce U3MPa3HH HAITBIIHO HTIIATa C (PHITHD.

Ocragete urnata ¢ GWITHP C THII BPbX BBB (PJIAKOHA U OTJEIICTE CIPUHIIOBKATA OT UTJaTa ¢ GUITHP C
ThI BpbX. Ciien acupupaHe Ha ChAbPIKAaHUETO Ha (yiakoHa uriata ¢ GUiIThp TPsOBa 1a Oble

M3XBBPJICHA U He TPsiOBa Ja Ob/ie U3IMOI3BaHa 32 MHTPABUTPEATHO HH)KEKTHPAHE.

AcenTH4uHO 1 3ApaBo npukpenere nmkeknuonHa urna (30G x 72 uava, 0,3 mm x 13 mm) kM
CTIPUHIIOBKATA.

Baumarensno OTCTPAHCTEC NPCANA3UTCIIAA Ha NHIKCKIITMOHHATA UTJIa 0e3 Ja pa3aciaiaTe HHXKXCKIWMOHHATa
Hrja oT CIIpUHIOBKAaTa.

Buumanue: XBanere Kpas Ha HHXXCKIWMOHHATA UI'Jjld, KOraTo OTCTpaHABATC NPCAIIa3UTCIIA.

BaumarenHo oTcTpaHeTe Bb3AyXa, 3a€JHO C U3JIMIIHMA Pa3TBOP U HarjaceTe 103aTa 0 O3HAYEHUETO
0,05 ml Ha cnpuHuoBKaTa. CIPUHLIOBKATA € TOTOBA 338 HHKEKTHPAHE.

Buumanue: He u30bpceBaiite MHKEKIIMOHHATA Uriia. He u3ternsiite Ha3zaa OyTanoTo.

Crnell ”HXXEKTUPAHETO, HE MOCTaBANTE OTHOBO KalayKara Ha CIIPUHIIOBKATa U HE sl OTACIANTE OT

urnara. 3xBepiieTe U3Mnoa3BaHaTa CIpUHIIOBKA 3a€THO C UTJIaTa B KOHTEHHEp 3a OCTPHU MPEIMETH, B

CHOTBETCTBHE C MECTHUTE NU3UCKBAHUS.

7. INPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Lupin Europe GmbH

Hanauer Landstralle 139-143

60314 Frankfurt

T'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/26/2047/001

9. JATA HA ITbPBO PABPEIIIABAHE/ITOJHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

[aTta Ha mBbpBO pa3pelaBaHe:

JlaTa Ha mocieHo MOAHOBSBAHE:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[TonpoGHa nHOpMaLKs 3a TO3M JICKApCTBEH MPOAYKT € MPeI0ocTaBeHa Ha yeOcaiiTa Ha EBpomneiickara
areHIus 1o JekapcTeata https://www.ema.europa.eu.
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vTosn JICKapCTBEH MPOAYKT TOJUICKU Ha JOMIBJIHUTEIHO HAOIIoIeHre. ToBa 111e 1mo3Boiu Obp30TOo
YCTaHOBSIBaHE Ha HOBa MH(OpMAaIUs OTHOCHO Oe30nmacHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH Ce
M3KCKBA J]a ChOOIIABAT BCSAKA MTOA03MpPaHa HeKeJlaHa peakiys. 3a HaunHa Ha ChoOIaBaHe Ha
HEXXEJTaHW PEaKINK BIDKTE TOUkKa 4.8.

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Vislyfa 10 mg/ml urxeKIoHeH pa3TBOp B IPEIBAPUTEIHO HAITBJIHEHA CIIPHHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Enna ml ceabpixa 10 mg pann6uzymad (ranibizumab)*. Enna npeaBapUTeTHO HAITbIHEHA
cnpuHIoBKa ceabpka 0,165 ml, croTBeTcTBamy Ha 1,65 mg pannOuzymab. M3nomn3saemust odem Ha
€/IHa TIIpelBapuTeNIHO HamrbyiHeHa cpuHioBKa € 0,1 ml. ITo To3u HaunH ce ocurypsiBa HEOOXOAUMOTO
KOJIMYECTBO 3a JOCTaBsiHE Ha eauHU4Ha 103a 0,05 ml, chappikaiia 0,5 mg paHuOuzymao.

*PannOu3ymab e pparMeHT OT XyMaHH3UPAHO MOHOKIIOHAIIHO aHTUTSLIO, TIOJYYeHO B KIETKH Ha
Escherichia coli upe3 pekombunanTHa JITHK TexHomorus.

TToMOIITHO BEMIECTBO C U3BECTHO JIENICTBUE

Enua ml ceappxka 0,1 mg momucop6at 20.

3a IIBJIHUSA COUCHK Ha IIOMOIIHHUTC BCUICCTBA BHXKTC TOYKaA 6.1.

3. JEKAPCTBEHA ®OPMA
MHXeKIIMOHEH pa3TBOP

Bucthp 110 JieKo omnanecieHTeH, Oe31BETeH 10 OieqokadeHUKaB BOJICH Pa3TBOP

4, KJIMHWUYHU JAHHU
4.1 TepaneBTHYHHU MOKAZAHUS

Vislyfa e mokasan npu Bb3pacTHU 3a:

. Jleuenue Ha HeoBacKysapHa (BlakKHa) Bb3pacTOBOOOYCIOBEHA JiereHepalus Ha MaKyjaTa
(BAM)

. JleueHne Ha 3pUTEIHU HAPYIIEHUs], AbJDKALIY ce Ha AuadbereH MakyJeH eaeM (IME)

. Jleuenue Ha nponudeparuBHa quabdetna perrHonatus (I1JIP)

. JleueHne Ha 3pUTENHU HAPYIIEHHS], AbJDKAILIY CE€ HA MaKyJICH €IeM BCIIeCTBHE HA BEHO3HA
oKTy3us Ha petuHara (kroHoBa BOP wnmm nentpanaa BOP)

. JleueHue Ha 3pHUTENHU HAPYIICHUS, JBIDKAIM C€ Ha XOpouaainHa HeoBacKyapu3anus (XHB)

4.2 Jlo3upoBKa M HAYUH HA MPHIOKEHHE

Vislyfa tpsi6Ba na ce mpunara oT KBaupuuupan o(hTaaIMoJIOr C OMUT B UHTPABUTPEATHUTE
WHKEKIHH.

20314[30131(21

[IpenopbuuTennara no3a Ha paHuOu3yMao e 0,5 mg, MpUIoKEHN KaTo €IMHUYHA HHTPABUTPEATHA
umxkeknms. ToBa croTBeTcTBa Ha 0,05 ml 06em 3a mmkekTHpaHe. MHTEpBATBT MEX Ty HHKEKTUPAHETO
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Ha JIBE JIO3W B €THO W CHITIO OKO TPOBA 1a ObJIC TIOHE YSTHPH CEIMUITH.

Jleyenueto mpu Bb3pACTHU 3aM0YBA C €IHA MHKEKIIUSI MECEYHO JI0 MOCTUTaHEe HA MaKCUMATHA
3pUTEIIHA OCTPOTA W/HITU JI0 JUIICA HA TIPU3HAIM Ha aKTUBHOCT Ha 3a00JIIBaHETO, HATIP. JIUTICA Ha
MIPOMSIHA B 3pHUTEIIHATA OCTPOTA U B APYTH IMPU3HAIIN U CUMITTOMH Ha 3a00JIIBaHETO B X044 HA
nederuneto. [Ipu mammenture ¢ Biaxkaa BJIM, JIME, I1JIP u BOP mspBoHaYamHO MOXeE 11a ca
HEOOXOMMH TPH WIIH MTOBEUE TIOCIIEI0BATETHI HHXEKIINH, TPUIOKEHH! BETHBK MECEUHO.

Cren ToBa nekapsT TpsiOBa Jia ONpeien HHTEPBaJ Ha MPOCIIe/siBaHe U Ha MpHiaraHe Ha JICUSHHETO
B3 OCHOBA Ha aKTHBHOCTTA Ha 3a00JIIBaHETO, OIICHEHA Ype3 3pUTETHATA OCTPOTA /MM aHATOMUYHH
napaMeTpH.

AKO 110 MHEHHE Ha JIeKapsl, 3pUTEIHUTE U aHATOMUYHHUTE TapaMeTpu MIOKa3BaT, Y€ pH MMallUeHTa
HsIMa M0JI3a OT MPoab/KaBaHe Ha JeueHuero, Vislyfa Tpsoa na ce crpe.

IIpocnensBaneTo 3a aKTUBHOCT Ha 3a00JIsIBAHETO MOXKE JIa BKIIFOUBA KJIMHUYCH HPETIIe],
(YHKIMOHAIHO HM3CJIEABaHE WM U300pa3UTEIHN TEXHUKHU (HAIp. ONTHYHA KOXEPEHTHA TOMOTpadus
Wy (hIyopeciienHoBa aHTHOrpadus).

AKO MalMEeHTUTE Ce JIEKYBAT 10 CXeMa “‘TIedYeHUe-U-IPOIbIKABAHE HA JICUCHUETO , PU AOCTUTaHE Ha
MaKCHMAaJTHa 3pUTETHA OCTPOTAa W/WIIH JINTICA Ha TIPU3HAIM HA aKTUBHOCT Ha 3a00IIBaHETO,
MHTEpPBAJINTE HA IPUJIAraHe Ha JICYEHUETO MOTaT IIOCTENEHHO /1a CE YBEJIMYAT JI0 IOBTOPHA MOSIBA Ha
MIPU3HAIA HA aKTUBHOCT HA 3a00JIIBAHETO WIIM 3PUTEITHH HApYIIeHHs. TepaneBTHYHUTE WHTEPBAIH HE
TpsiOBa Ja ce yIbJDKaBaT C TIOBEYE OT JIBE€ CEAMMUIIM HaBeIHBX IpH Biaxkaa B/IM u morat na ce
yaBIDKaT ¢ 10 enuH Mecell HaBequwk npu JIME. [Ipu IT1JIP u BOP TepaneBTuuHNTE HHTEPBAIU CHIIIO
MOraT MOCTENEHHO Jia C€ YJIbJKAT, BBIIPEKU Y€ JIUIICBAT HOCTAaThYHO JAaHHU, KOUTO Aa ONPEEIsAT
MPOABIDKUTEITHOCTTA Ha Te3: WHTepBaiu. [Ipu moBTOpHA MOsiBa HA aKTUBHOCT Ha 3a00IIBaHETO,
TEpaNeBTUIHUTE UHTEPBAIH TPSIOBA CHOTBETHO /1a CE CKBCAT.

JledenneTo Ha 3pUTETHATE YBpEXIaHusI, Ibhkany ce Ha XHB, TpsiOBa ma ce omnpenens
WHIMBHTyaJTHO 32 BCEKH MAIEHT Bh3 OCHOBA HAa aKTHBHOCTTA Ha 3a0omnsBaHeTo. Hskon mamueHTn
MOTraT Jia ce Hy»KJasT caMo OT €/IHa MHXEKLUs Ipe3 MbpBUTE 12 Mecela; Ipyru Morat Ja ce Hy X AasT
OT I0-4YECTO MPOBEKIaHE HA JICUEHNE, BKIIOUUTEIHO €KEMECEUHO NpHlarane Ha nHxeKkuus. [Ipu
XHB Bcnenctere Ha matonorudaa muomnus (IIM) mpu MHOTO OT mareHTHTe MOXKE Ja € Heo0XoauMa
camo eHa WX JIBe MHXKEKIMY Tpe3 TbpBaTta roauHa (Bx. Touka 5.1).

Panubuszymab u nazepra gpomoxoazynayusa npu JIME u maxynen edem gcreocmeue na KBOP

MMa u3BecTeH ONMUT ¢ IpUJIaraHeTo Ha paHHOM3yMad CHITBTCTBAIIO C J1a3epHa (GOTOKOATYIAIHS (BXK.
Touka 5.1). KoraTo ce npunara B chlius AeH, pannOu3ymad TpsioBa aa ce npuioku noHe 30 MUHYTH
cien nazepHaTa GoTokoarysanusa. PannOon3zymad Moxe 1a ce puiiara mpy MarueHTH C
npe/ecTBaIa jazepaa GoToKoaryarms.

Panubuzymab u pomoounamuuna mepanus ¢ epmenopgpun npu XHB ecnedcmeue na 1M
Hsima ommuT ¢ ChbITBTCTBANIOTO IIpHJIaraHe Ha paHuOM3yMabd u BepTernopduH.

Cneuuajmu nonyaauyuu

Yeproopobno yspedcoane
Pannbuzymab He € mpoydBaH MpH NAIMEHTH ¢ YepHOAPOOHO yBpexknane. Ilpu ta3u rpyma, obade,
HSIMA JIOMBITHUTEITHU ChOOPaKEHUS.

bvopeuno yspeacoane
He e HeoOxonnmo kopurupaHe Ha J103aTa IPH MAIMEHTH ¢ ObOPETHO yBpekKaaHe (BK. ToUka 5.2).

Cmapuecka 6v3pacm

IIpu marueHTUTE B CTapUYeCKa BB3PACT HE CE€ Hajlara KOpUTrupaHe Ha go3ata. OMUThT HpH MAIUEHTH C
JAME nHa BB3pacT HaJ 75 TOOUHU € OTpaHUYCH.
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Ileduampuuna nonyrayus

BesonacHoctTa u eduxacHoctTa Ha Vislyfa mpu nema u roHonm Ha Bb3pact moj 18 roauHu He ca
ycTaHOBeHHU. HanmnyHuTe NaHHU IpU FOHOILIU Ha BB3pacT oT 12 10 17 roguHu cbe 3pUTETHU
YBpEeXKIaHus, TbJDKay ce Ha XHB, ca onmcanu B Touka 5.1.

Hauun Ha OPHUITOKECHUC

[IpenBapuTenHO HAITBIIHEHA CIIPUHIIOBKA 33 €IHOKpATHA yroTpeda caMo 3a HHTPABUTPEATHO
npunoxenue. [IpenBaputenHo HabITHEHATA CIIPUHIIOBKA ChABPKA MOBEUYE OT MPEHOPhUUTETHATA
no3a ot 0,5 mg. He TpsiOBa n1a ce u3non3Ba HenusT U3noii3BaeM 00eM Ha MPeIBaAPUTEITHO HAITbTHEHATA
cupunioBka (0,1 ml). M3numHusT 00eM TpsOBa 1a ce U3XBBHPJIM IPEIAH MPHIaraHe Ha HHKCKIUATA.
[Ipunaranero Ha 1eNMs 00EM OT MPEABAPUTEITHO HATBITHEHATA CIIPUHIIOBKA MOXKE J1a IOBEE 10
npeo3upane. 3a 1a OTCTPaHUTE BB3IYIIHUTE MEXYpUeTa, 3a€HO C U3JIHIITHUS 00eM Ha JICKaPCTBEHHS
MPOAYKT, OABHO HATHCHETE OYTaI0TO, JIOKATO PHOBT MO CBOJIA HA T'yMEHaTa IJlaBa Ha OyTajioTo ce
W3paBHU C YepHaTa JUHMS 33 J03aTa Ha CIIPUHIIOBKATa (koeTto oTroBaps Ha 0,05 ml, t.e. 0,5 mg
panubu3ymao).

IMpenu umxextupane Vislyfa tpsoBa na Ob/e MpoBepeH BU3yaIHO 32 BUANMH YaCTUIM WU [IPOMSIHA B
1BeTA.

[Ipouenypara mo MHXEKTHPAHETO TPSAOBA J1a CE MPOBEXK/Ia B ACEITUYHH yCIOBHS, KOETO BKIIOYBA
XUPYPTrU4Ha e3uH(EKINs Ha PhLETE, CTEPUIHN PbKaBHLIM, CTEPUIIHA TIOKPUBKA U CTEPUIICH
CHEKYJIyM 3a Kiernayure (WM eKBUBAJICHT) U Bb3MOXKHOCT 3a CTEPUIIHA ITapaleHTe3a (ako e
HeoOxoaumo). [Ipenu npoBexagaHeTo Ha MHTpaBUTpeaTHaTa MPoIenypa TpsOBa BHUMATEIHO /1a Ce
OIIeHM aHaMHe3aTa Ha MMallieHTa 3a PeaKkii Ha CBPbXUyBCTBUTEIHOCT (BXK. Touka 4.4). [Ipenu
NpUIaraHeTo Ha MHXKEKLUsTa TPSOBa Aa ce MPUIIoKaT aJeKBaTHO 00e300IsIBaHe U MIHPOKOCIIEKTHPEH
JIOKaJIeH IPOTUBOMUKPOOEH Mpemnapar, 3a Ja ce Ie3uHQEKTUPAT KoXkKaTa OKOJIO OKOTO, Kilernayda 1
MOBBPXHOCTTA Ha OKOTO, B ChOTBETCTBHUE C JIOKAJIHATA MPAKTHKA.

WmxeximonHaTa urina TpsoOBa aa ce BbBene 3,5-4,0 mm 3ax muMOa B CTHKIOBHIHOTO TSJIO, KATO CE
n305TBa XOPU3OHTAIHYSI MEPHUIMAH M CE HACOYBA KbM IICHThPA HA OYHATa A0BIKA. ToraBa ce mocTaBsl
umkekius ¢ ooem 0,05 ml; mpu mocseaBany HHKEKIINN, HHKCSKIIMOHHOTO MSICTO Ha CKJIepaTa TpsioBa
Iia ce cMeHsl. Besika mpeBapuTeNTHO HAIThITHEHA CITPUHIIOBKA TPSOBa /1a Ce M3II0I3BA 32 JIEYCHUETO
CaMo Ha €JIHO OKO.

3a yka3zaHHs OTHOCHO IPUTOTBSIHETO Ha JIEKAPCTBEHUS MIPOIYKT IPEIH NPHIOKEHHE BIDKTE TOUKa 6.6.
4.3 TIIpoTuBONOKA3aHHUS

CBpPBXUIyBCTBUTEIHOCT KbM aKTHBHOTO BEIIECTBO WM KBM HAKOE OT IIOMOITHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

[NanuenTy ¢ akTMBHA WJIM MTOJ03UpaHa MH(EKLIUS Ha OKOTO WJIH MEPUOKYyIapHaTa 001acT.

[TanmenTy ¢ TeXXKO aKTHBHO BETPEOYHO Bh3MAJICHHE.

4.4 CpoeuuajHu npenynpe:XIeHUs! U NpeaNna3Hu MePKH NPH ynoTpeda

IIpocnenumoct

3a Ja ce HOI[O6pI/I MMpoCJICAMMOCTTA Ha OHOJIOTUYHUTE JICKApPCTBCHU MPOAYKTU, UMCTO U MMAPTUAHUAT
HOMCP Ha MPUIJIOKCHUA ITPOAYKT Tp$16Ba SICHO Ja C€ 3aIlicCBar.

PeaKgI/II/I, CBBbP3aHU C UHTPABUTPCATTHOTO IMMPUITOKCHHUC
I/IHTpaBI/ITpCaJ'IHI/ITC HMHXXCKIHMH, BKIIFOUHUTCIIHO TC3U C paHI/I6I/I3y'Ma6, CC CBBP3BAT C eH,Z[O(l)Ta.]'IMI/IT,

BBTPEOYHO Bb3NAJIEHUE, PErMAaTOI€HHO OTJIECIIBAaHE HA PETUHATA, pa3KbCBAHE HA PETHUHATA U
SITPOreHHa TpaBMaTH4YHa KaTapakTa (Bxk. Touka 4.8). [Ipu npunoxkeHueTo Ha paHuOn3yMad BUHATH
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TpsIOBa Ja ce M3MO3Ba NMpaBUIHA aCENITHYHA TEXHUKA Ha MHKEKTHpaHe. B nombHeHne, MallMeHTHTE
TpsiOBa Aa OBAAT MPOCICAIBAHA B CEIMUIIATA CJICT MHXKCKIIUATA, KOSTO OM TIO3BOJIMIIO PAHHO JICUCHHE,
ako HacThnu uH(peknus. [lanmenture TpsiOBa qa ObIAT HHCTPYKTUPAHHU HE3a0aBHO J1a ChOOIaBaT
BCUYKHU CHMITTOMH, HACOYBAIIY KbM CHIO(PTAIMUT WIA KbM BCAKO OT IIOCOYCHUTE MO-TOPE
CBCTOSIHHSL.

IloBumaBane Ha BHTPCOYHOTO HAJIATAHEC

B pamxuTe Ha 60 MEHHYTH OT HHXKEKIHSITa Ha paHUOM3yMab e HaOJro1aBaHo MIPEXOAHO TTOKaYBaHEe Ha
BbTpeouHoTo Hamarane (BOH). HabnronaBaHo e cpio Taka u Tpaiino nosumrasane Ha BOH (Bx.
Touka 4.8). BeTpeounoTo Hansirane u nepdy3usTa Ha 3pUTEIHUS HEPB TPsIOBa 1a ce MpoceasIBaT U 1a
ce TPEeTUpaT M0 MOIXOAAL] HAuuH.

[TanuenTure TpsaOBa 1a ObaaT HHGOOPMUPAHU 32 CAMIITOMHUTE HA T€3M BE3MOXXHH HEXKETaHH PEaKIHH
1 J1a ObJIaT MHCTPYKTHUPAHH J1a C€ CBBPIXKAT C TEXHHMsI JICKYBAIIl JIeKap, ako MoJydYaT CUMITOMH KaTo
00JIKa B OKOTO WJIM MOBMIIIEH TUCKOM(OPT, TO-CHUITHO 3a4ePBABAHE HA OKOTO, 3aMbIJIIBaHE HIIH
HaMaJIIBaHE Ha 3PEHUETO, IOBUIIIaBaHE HA OpPOsi HA MBTHUHHUTE B 3PUTEITHOTO ITOJIE MIIM TIOBUIIICHA
YyBCTBUTEITHOCT KbM CBETIIMHA (BXX. TOUKa 4.8).

Jledenue u Ha JABETC O4YH

OrpanudeHuTe JaHHU OTHOCHO NMPUJIOKEHUETO HAa PAaHNOM3yMad eTHOBPEMEHHO U Ha ABETE OYU
(BKITIOUMTETHO MPUJIOKECHHE B €IMH U CHIIY JICH) HE TPEATOoIaraT HATMYNE Ha TIOBUIIICH PUCK OT
Bb3HUKBAHE HAa CUCTEMHU HEXENaHU PEAKIUU CIPSIMO MPUIIOKEHUETO CaMO Ha €THOTO OKO.

HmyHorenHoct

[Ipu pannbuzymad uMa Bb3MOKHOCT 32 UMYHOT€HHOCT. Tbii KaTo npu nanuenture ¢ JIME
CBIIECTBYBA Bb3MOXHOCT 3a IIOBHUIIIEHA CUCTEMHA €KCIIO3ULHS, HE MOJKE J1a C€ U3KJIFOUU HATUIUETO
Ha MMOBHIIECH PUCK OT Pa3BUTHE Ha CBPbXUYBCTBUTEIHOCT B Ta3H NAlMEHTCKA MOMyIalusl.
[NanuenTure TpsOBa CHIIO Taka Aa ObAAT MHCTPYKTHPAHU J1a ChOOIIABAT B CIIydail, 4e BBTPEOYHOTO
Bb3IAJICHUE CTaHE I10-TEKKO, KOETO MOJKE J1a ObJIe KIIMHUYEH Oesier, 00ACHsBAlLl CE C BBTPEOYHO
(dhopMupaHe Ha aHTUTENA.

CeoprerBania ynorpeda ¢ apyru autu-VEGF (cb1oB eHoTeneH pactexes hakTop) Tepanuu

Pannbuzymab He TpsiOBa na ce mpuiiara eaHoBpeMeHHo ¢ npyru antu-VEGF nekapcTBenu npoaykTu
(cucTeMHHU WU BBTPEOYHH).

Cnupane Ha paHuOu3ymMao

IIpunokeHrero Ha mo3aTa TpsIOBa 1a ObJe MPEKPATCHO U JICUCHUETO He TpsiOBa /1a O'b/1e TTOTHOBSIBAHO
MO-PaHO OT CJIEBAIIOTO TIAHUPAHO NMPUIIOKEHHUE B CITydaid Ha:

. NOHW)KaBaHe Ha Hall-moOpe-Kopurupanara 3putenHa octpoTa (best-corrected visual acuity,
BCVA) ¢ > 30 OykBu npy IOCJIETHOTO OMPEENITHE Ha 3pUTEIIHATA OCTPOTA;

. BBTPe0YHO HajsraHe > 30 mmHg;

. HapyllIaBaHe Ha IIEJIOCTTa Ha peTHHATA!

. CcyOpeTMHaIHA XeMoparus BKJIIOYBAIIa IIEHThpa Ha (poBesTa WM ako pa3Mepa Ha XeMoparusara
e > 50% ot 001IMs pa3Mep Ha JIe3usTa,;

. U3BBPILICHA WM IUIAHUPAHa BETPEOYHA XUPYPrHYeCKa HHTEPBEHIIUS 1IPe3 U3MHHAIIUTE WK B

cleaBamnuTe 28 qHu.

Pa3kbcBaHe Ha IUTMECHTHHS SIUTEN Ha pEe€THHAaTa

PuckoBute akTopu, CBEp3aHH C IOTYyYaBAHETO HA Pa3KhCBAHE HA MUTMEHTHHUS CITUTEI Ha PETHHATA
cnen npuinarade Ha aHTH- VEGF 3a nedenue Ha Bnaxkua BM/I u eBeHTyanHo npu apyru GopMu Ha
XHB, BKITIOYBAT OOIIMPHO /WU BUCOKO OTJICTIBAHE HAa MMUTMEHTHUS eNUTEN Ha peTuHata. [Ipu
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3aroYBaHe Ha Tepanus ¢ paHnON3yMad e HeoOXO0JMMO TIOBUIIIEHO BHUMAHHE MPH MAIlEeHTH, IPU
KOHUTO CHIIECTBYBAT PUCKOBHU (haKTOPH 3a pa3KbCBaHE Ha MMTMEHTHUS EMHUTEN Ha peTHHATA.

Permarorenso otienBane Ha PE€THHATA WIHN MAKYJIHHW AYTIKHA

Jleuenueto TpsA6Ba Aa ObAE NPEyCTAaHOBEHO MPH JIMLA C PErMATOTCHHO OTJIENBAaHE HA peTHHATa WIN
MaKyJIHU AyIKU cTagui 3 uinn 4.

Honynagﬂn, IIPpY KOUTO MMa OT'PaHUYCHU JAHHU

ChIlleCcTBYBa OIpaHUYCH OIMUT B JiedeHHeTo Ha HauBHIM ¢ JIME BenenctBue va nuabdet tum 1.
PannOu3ymab He e Mpoy4BaH MPH MAIMEHTH, IPU KOUTO ca OMJIM MPHUIaraHd HHTPABUTPEATHU
WHKEKITUH, TIPU MAIUCHTH ¢ aKTUBHU CUCTEMHHU MH(OEKIUH WIN TP MAIMEHTH ChC ChITBTCTRAIIO
CHCTOSIHHE HA OYMTE KaTO OTJICTIBAHE HA PETHHATA WIIM MaKyJIHA Jaynka. MiMa orpaHuyYeH OMHUT B
neueHneTo ¢ pannOm3ymad na auaderurm ¢ HbAlc vag 108 mmol/mol (12%) u nunicBa onuT npu
MAIMEHTH C HEKOHTPOJIMpaHa XunepTonus. Jlurncara Ha nHGopMaius TpsOBa 1a ce UMa IPEIABUI OT
JICKYBAIIIHs JICKAP MPHU JICUCHHE HA TAKWBA MAI[HCHTH.

Vima He0CTaThYHO JaHHH, 32 /1a C€ HAalpaBH 3aKJII0YEHHE OTHOCHO eeKTa Ha paHnOn3ymal npu
nauueHT ¢ BOP, ¢ mpu3Hanu Ha HeoOpaTMa HCXeMHYHa 3ary0a Ha 3pUTelnHaTa QyHKIHUS.

[pu nanmentute ¢ [IM uma orpaHuueHH JaHHU 32 eeKTa HAa paHNOM3yMal MPpH MAIMEeHTH, TIPU
KOWTO TIPEIH TOBA € MPOBeIeHa HeycnentHa GporonuHamuyna tepanus ¢ Beprenopdu (BO/T). Cpuio
Taka, Makap 4e ce HaOJro1aBa TpaeH e()eKT IpU HHAUBHINTE Che CyO(hoBeaTHH U I0KCTa()OBEATHH
JIe3UH, Ma HEeJIOCTAThYHO JaHHU, 3a JIa Ce HAlpaBH 3aKII0YEHUE OTHOCHO e()eKTa Ha paHnOn3ymMad
npu uaauBKHIM ¢ [IM u ekcTpadoBeaiHu JIe3uu.

CucreMHH ePEKTH ClIe]l HHTPABUTPEAIHO IIPWIOKEHUE

Cro0mraBa ce 3a mosiBaTa Ha CUCTEMHH HEXEJIaHU ChOUTHS, BKIIOYUTEITHO HEOYHH XEMOParuu U
apTepuaHu TPOMOOEMOOIMYHN CHOUTHSI, CIIe]l MHTPaBUTpeaTHO nHxkekTupane Ha VEGF
HHXUOUTOPH.

Wma orpannvenu JaHHM OTHOCHO 0€30MacHOCTTa Ha jedeHneTo Ha nauueHtu ¢ JIME, makynen exem
Bciaencteue Ha BOP n XHB Bcnenctue Ha [1IM, ¢ anaMHe3a 32 WHCYIT WM TPAH3UTOPHU UCXEMUYHU
ataku. Heobxoammo € oBHIIIEHO BHUMAaHUE TIPH JICUCHUE Ha TAaKWBA MAMECHTH (BXK. TOUKa 4.8).

Vislyfa cuabspxka momucopbar 20
To3su ekapcTBeH mpoaykT chabpxka 0,005 mg mommcopbar 20 BBB Besika mpritoxkena go3a ot 0,05 ml,
KoeTo ¢ ekBuBasieHTHO Ha 0,1 mg/ml. TTonucopbaTuTe Morar Aa MPUUKHST ANCPTHUHH PEAKIINH.

45 B3auMmopelicTBHe ¢ APYI'M JeKAPCTBEHH NPOAYKTH M APYru (hopMHU Ha B3auMoJelcTBHe
He ca npoBexnanu opuuyainy NpoyyBaHUs 3a B3aUMOIEHCTBUSATA.
3a gompaauTenHOTO Npriiarane Ha BO/T u pannOuzymab npu Biaxsna BJIM u [1IM, BikTe Touka 5.1.

3a JOIBIHUTEIHOTO MpUIIaraHe Ha JiazepHa ¢orokoarynanus 1 pannousymad npu JIME u KBOP,
BrkTE Touku 4.2 u 5.1.

B xuHWYHM npoy4BaHUs 3a JCUCHHUE HA 3pUTEIHU HapylieHus BeaeacTeue Ha JJME, pesynratute no
OTHOIIICHUE Ha 3pUTelIHaTa OCTPOTa WK IIeHTpasiHaTa GoBelina nedenuna (L{d/]) npu namueHTure Ha
JiedeHue ¢ paHnOnu3yma0l, He ce TIOBIHUABAT OT ChIIBTCTBAIIOTO JeUeHHE C THA3OIUANHINOHH.

46 @epTuauTeT, )PEMEHHOCT U KbPMEHE

JKeHu ¢ eTepoieH HOTEHIMAN/KOHTPALIEHIIHS DU YKEHU
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JKenwnte ¢ geTepoaCH MOTEHITHAN TPSOBA J1a M3MOI3BaT e(heKTUBHA KOHTPAIICIIIIHS 110 BpeMe Ha
JIEUEHUETO.

BpemenHoct

3a panuOuzymad HAMa KIMHUYHM JaHHH 33 €KCIO3ULMS 10 BpeMe Ha OpemeHHocT. [IpoyuBanusita
IPH JBITOONAIATH MAaKally He TIOKa3BaT MPEKH HIIH HETIPEKU BpeTHH e(heKTH, CBbP3aHH C
OpeMEHHOCTTa MIM eMOPHOHAIHOTO/(peTalHO pa3BuTHe (BxK. Touka 5.3). CHuCTeMHATa SKCIO3MIINS Ha
paHuOu3yMab cies OYHO NPUIIOKEHHE € HUCKA, HO TIOpaJl MEeXaHU3Ma Ha JIeHCTBUE, KOMTO nMa
panu6u3ymMab TpsaOBa Ja ce cuuTa 3a MOTEHIHAJIHO TepaToreHeH u eMOpuo-/herorokcnueH. Eto 3aimo,
paHnOmu3ymab He TpsiOBa Jja ce U3IOJI3Ba 10 BpeMe Ha OPEeMEHHOCT, OCBEH aK0 OYaKBaHATa IoJi3a
HaJIXBBPJIS TOTCHIUATHHUS PUCK 32 ioAa. [pu skeHn, KonTo ucKat aa 3a0peMeHesIT U KOUTO ca OMIIH
JIeKyBaHH ¢ paHMOM3yMab, ce mpenopbyBa Ja n34akar oHe 3 Mecela clie/l IpuIaraHeTo Ha
MOCJIeTHATA 032 paHuOM3ymMab npean 3a0peMeHsIBaHe.

Kopmene

BB3 ocHOBa Ha MHOT'O OIpaHMYEHH JIaHHHU, IIPU XOpa paHUON3yMal MOXKE Jla ce eKCKpeTHpa B KbpMaTa
B MaJIKu KojuyecTBa. EQexThT OT pannOu3ymad BbpXy KbPMEHOTO HOBOPOJIeHO/Oe0e € HEen3BECTEH.
Karo npeamasna msipka, KbpMEHETO HE CE€ MPEeNnopbyBa M0 BpeMe Ha NPWIOKEHUETO Ha paHnOHU3ymao.

Peprunurer

JIuncBat JaHHU OTHOCHO BIMSHHETO BBPXY (QepTUINTETA.

4.7 EdexTu BBpXy cioco0HOCTTA 32 mIopupaHe U padoTa ¢ MALIUHA

TepaneBTuuHaTa NpoOLEAypa MOXKeE Ja JOBEJE 10 BpEMEHHH HapyIlleHUs Ha 3p€HUeTO, KOUTO MOrar Jia
NOBJHSAT Ha CHOCOOHOCTTA 3a modupaHe U padoTa ¢ MamuHu (Bk. Touka 4.8). [lanuenTty, Kouto
MMaT TaKHBa CUMIITOMH, HE TpsiOBa J1a odupaT uiK Ja paboTAT ¢ MalllMHHU, JOKATO TE3H BPEMEHHH
HApYIIEHUS B 3pEHUETO OTIIYMSIT.

4.8 Hexenanu JiekapcTBeHH peaKUH

O0600mmenue Ha npoduiia Ha 6E€30HaCHOCT

[ToBedeTo chOOIICHN HEXKETAHN PEAKIIMH CIIe]] TIpUIaraHe Ha paHuOM3yMal ca CBbp3aHHU C
MpoIeAypaTa Ha HHTPABUTPEATHO WH)KEKTHPaHe.

Haii-uecto choOIaBaHUTE OYHYU HEXKEJIAHU PEAKLUH ClIe/l MHKEKTUpaHe Ha paHnOnu3yMad ca: 0oJka B
OKOTO, OYHA XHIIEPEMHSI, IOBUIIIEHO BbTPEOYHO HAJSITaHe, BATPEUT, OTIICIIBAHE HA CTHKJIOBUIHOTO
T5J10, KPbBOM3JIMB B pETUHATA, 3pUTCIIHO HAPYIICHUE, MbTHUHU B CTBKIIOBUAHOTO THJIO,
KOHIOHKTHBAJICH KPBbBOU3JIMB, JIPa3HEHE Ha OKOTO, yCEIIaHe 3a Yy)KIO TSUIO B OYHTE, IIOBHUIICHA
nakpumarnus, oedapur, Cyxo OKO B CbpOexk B OKOTO.

Haii-uecto C’LO6I]_[aBaHI/ITC HCOYHHU HCKCJIAHU PCAKIINH Ca FJ'IaBO6OJ'II/Ie, HaSO(bapI/IHFI/IT " apTparus.

HO'pSII[KO CTJO6IIIaBaHI/I, HO IMO-CEPHUO3HU HEKCJIAaHU PCAKIIUUA Ca CHI[O(l)TaJIMI/IT, CJICIIOTa, OTJICIIBAHC
Ha peTruHAaTa, pa3KbCBAHC HAa PECTUHATA U ATPOTCHHA TPABMATUYHA KAaTapaKTa (B)K. TOYKa 44)

HesxenanuTe peakunu, MOJy4eHH ciie]l IpUiiaraHe Ha paHuOu3yMad 1o BpeMe Ha KIIMHUYHUTE
NpOYYBaHUs, ca 0000IICHN B TAOIUIIATA 1TO-/I0TY.

CrnchbK Ha HEXKEIIAHUTE PCAKIIH B TaOJIMYEH BI/II[#

Hexemanure pCaKknum ca I/I36p0€HI/I MO0 CUCTECMO-OpPraHHU KJIACOBE U MO YECTOTAa YPEC3 U3IOJI3BAHCTO
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Ha cjeaHaTa KOHBEHIMs: MHOTO Yect (> 1/10), uectr (> 1/100 mo < 1/10), meuectu (> 1/1 000

1o < 1/100), peaxu (> 1/10 000 mo < 1/1 000), muoro peaxu (< 1/10 000), ¢ Heu3BecTHa YecToTa (OT
HAJIWYHUTE JAHHU HEe MOXe Ja ObJie HanpaBeHa orieHka). [Ipu BCAKo rpynupaHe B 3aBUCHMOCT OT
YeCToTaTa, HOXKEIIAHUTE PEaKiMy ca MPEACTABCHH B HU3XO/IAII PEI IO OTHOIICHUE HA TSIXHATA
CEpPHO3HOCT.

WNudexnum u uHbecTaIumn
MHnoeo uecmu Hazodapuarur
Yecmu Wudekuns Ha nUKOYHUTE THTUIIA*

Hapyiienus Ha KpbBTa U TuMGHaTa CUCTEMA
Yecmu AHemus

Hapymenns Ha IMyHHaTa cucTeMa
Yecmu CBpPBXUYBCTBUTEITHOCT

IIcuxuynu HapylIeHHs
Yecmu TpeBoxxHOCT

Hapymenns Ha HepBHaTa cucTemMa
Mmuoeo vecmu I'maBoOone

Hapymienus Ha ouunTte

Mmnozco uecmu Butpeut, oTienBaHe Ha CTHKIIOBHIHOTO TSJIO, KPBBOU3IMBY B
peTruHaTa, 3puTCIHN HAPYIICHUS, 6OJIKa B OKOTO, MbTHHHH B
CTBKIIOBHUIHOTO TSJIO, KOHIOHKTHBAJICH KPhBOHM3IUB, JPAa3HEHE HA
OKOTO, YCeIllaHe 3a UyKJ0 TSAJIO B OUYNTE, TOBUIICHA CITh3HA CEKPEIIHs,
Osiehaput, Cyxo OKO, OYHA XUTIEpEMUsi, ChPOEXK B OKOTO.

Yecmu JlereHepaiivsi Ha peTUHATA, HAPYIICHHUS HA PETUHATA, OTJICTIBAHE HA
peTrHaTa, pa3KbCBaHE Ha PETUHATA, OTJICTIBAHE HA ITMTMEHTHHUS
CIIMTECJI HA pE€TUHATA, pa3KbCBAHC HA MMTMCHTHUA CTIUTCIT Ha
peTrHaTa, HaMalleHa 3pUTENHA OCTPOTa, KPHbBOU3IUB B
CTBKIIOBUIHOTO TSJIO, HAPYILICHHUS HAa CTHKIIOBUIHOTO TSJIO, YBEHT,
WPUT, UPUIOIUKIINT, KaTapakTa, CyOKarncyiapHa KaTapakTa,
MOMBTHSABAHE Ha 3a/HATA KAICyJia, TOUKOB KEPaTHT, KOpHeaTHa
abpasusi, CBETJIO TIETHO B TIpE/IHATA KaMepa, 3aMbIIICHO BHKIIAHE,
KPHBOU3JIMB Ha MSACTOTO HAa HHXKEKTHPAHE, KPHBOU3JIKB B OKOTO,
KOHIOHKTHBUT, aIepruueH KOHIOHKTHBHUT, OTJCIMHE HA CEKPET OT
okoTo, hoTorcusi, poTododus, AUCKOMPOPT B OUHTE, €AEM HA
KJeraya, 00JIka B KJienaya, KOHFOHKTHBAIHA XUTICPEMUSI.

Heuecmu Cnernota, eHA0(TATIMHT, XUIIOMHUOH, Xu(hema, KepaTonaTus,
3ajIenBaHe HA UPHCa, OTJIAraHus B POTOBHIIATA, IEM HA POTOBHUIIATA,
KOpHEAITHH! CTPUH, OOJIKAa Ha MSCTOTO HAa UHXKEKTHpaHe, Ipa3HeHe Ha
MSCTOTO Ha UHKEKTHpaHe, HeOOUUalHO ycelane B OKOTO, pa3HeHe
Ha KJiernayva.

PecniupatopHu, rpbIHU U MEAMACTHHAIHU HAPYIICHHS
Yecmu Kamnmmumna

CroMantHo-4peBHI HAPYIICHUS
Yecmu TI'agene

Hapymenns Ha xokaTa 1 MOJIKO)KHATa ThKaH
Yecmu Anepruunu peakuuu (00puB, ypTUKapus, ChpOexK, EPUTEM)

Hapyienns Ha MyCKyJIHO-CKEJIETHATA CUCTEMA U ChEIMHUTEIHATA ThKaH
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Mnozo wecmu ApTtpanrus

Wzcnensanus

Mmnozo uecmu [ToBuIIEHO BETPEOYHO HAJSITAHE

* HesxenanuTe peakuuy ca Ae(pUHAPAHH KaToO HexeNanu chouTHs (pu none 0,5 mpoueHTa ot
MAIIEHTUTE ), KOUTO BH3HUKBAT C IMO-BUCOKA YeCTOTA (C IMOHE 2 MPOIICHTA) IIPH MAIUCHTUTE, TIPU
KOUTO Ce Mpuiiara jedeHue ¢ paanouzymad 0,5 mg OTKOIKOTO IpH TE€3H, MPH KOUTO CE MpUiara
KOHTPOJIHOTO JieueHue (turane6o win OJIT ¢ Beprenopdun).

* HaOyromaBaT ce caMo B nomynanusaTa ¢ JIME

Hexenann PEAKIIMH, CBBP3aHH C Kjlaca JEKApCTBa

B npoyuBanusta daza Il npu naunentu c Bnaxkaa B/IM, o0miara yecToTa Ha HEOYHUTE KPHBOUBIIHBH,
HEXKEJIaHO ChOUTHE, MOTEHIIUATHO CBBP3aHO ChC cUcTeMHO npuiioxenue Ha VEGF (cbnoB enpoTesneH
pacTexeH (GakTop) HHXHOUTOP, € ¢J1a00 MOBUIIICHA ITPH MAI[MCHTH JICKYBaHU ¢ paHunOu3ymad. Hsama
o0aue yCTaHOBEHA 3aKOHOMEPHOCT IIPU Pa3InYHUTE KPbBOU3IKUBU. ChIIECTBYBa TEOPETUYEH PUCK OT
apTepUuaNHu TPOMOOEMOOINYHN CHOUTHS, BKIIIOYUTEIHO HHCYNIT K MUOKapieH HHAPKT, ce]
uHTpasutpearno npuinoxenue Ha VEGF naxuburopu. [1o Bpeme Ha KIMHUYHHUTE MPOYYBAHUS C
pannOmu3ymad ce HaOJIrO/IaBa HUCKA YECTOTa Ha apTepUATHN TPOMOOEMOOITHYHH UHIIUICHTH MIPU
nanuentu ¢ BIAM, JIME, I11P, BOP u XHB, xaTo HsiMa chleCTBEHA pa3iiuKa MEXy IpyIHTe,
JIeKyBaHH ¢ paHUOM3yMad U KOHTPOJIUTE.

Cpo0111aBale Ha HOJAO03UPAHU HEKEIAHU PEAKIIAI

Cro0IIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHU PEaKIIUU CIIE]] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BaykHO. TOBa IM03BOJIABA Ja MPOIB/KHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTICTIHAIMCTH CE M3UCKBA J1a ChOOIaBaT BCsKa
M0TO3UPaHa HEXKEaHa PEeaKIns Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIaBaHe, IIOCOYCHA B

[punoxenue V.

4.9 Ilpepo3upane

Crnyvan Ha ipezio3upaHe ca ChOOIIEHH MTPHU KIMHUYHUTE POYYBaHUs ITPH NAIUEHTH ¢ BiaxkHa B/IM
Y OT IOCTMAapKETHHTOBHU JaHHU. HexenanuTe peakiiuu, CBbP3BaHU C TE€3U ChOOIIEHH Cly4an, ca
MOBHIIIEHO BFTPEOYHO HaJISITaHe, MPEXO/IHA CIIENO0Ta, HaMaJleHa 3pUTelTHa OCTPOTa, €IeM Ha
poroswuiara, 00JIka B poroBuiiaTa u 60jka B OKOTO. B ciryuaii Ha rpeio3upane, BbTPEOIHOTO
HaJsTaHe TPsOBaA J]a ce MPOCIIe/sIBa U JICKYBa IO MPEIeHKa Ha JICKYBaIIHs JIeKap.

5. ®APMAKOJIOTUYHU CBOMCTBA
51 @apmakoguHAMUYHH CBOMiCTBA

®dapmakoTepaneBTHYHA Tpyma: OGTaIMOIOTHYHA IPENapaTy, aHTUHEOPEBACKYIAPU3HPAIIH
cpenctBa, ATC xox: SO1LAO4

Vislyfa e 6uonornuso nogobeH nekapcTBeH npoaykt. [logpobHa nHpoOpMaIHs € MpeaocTaBeHa Ha
yeOcaiita Ha EBporneiickara areHuus 1o jekapctsara https:// www.ema.europa.eu.

MexaHU3bM Ha IEWCTBUE

Pann6uzymab e gpparMeHT oT XyMaHN3UPaHO MOHOKJIOHAJTHO AHTUTSAJIO, HACOYCH CPEIy YOBEIIKUS
cha0B eHporeiicH pactexer paktop A (VEGF-A). Toii ce cebp3Ba ¢ Bucok apunurer kbM VEGF-A
n3zodopmute (Hamp. VEGF110, VEGF121 u VEGF165) u no To31 HauMH NpeAnasBa CBbP3BAHETO HA
VEGF-A xbMm HeroBute peuentopu VEGFR-1 1 VEGFR-2. Cebp3saneto Ha VEGF-A ¢ nerosute
peLenTopy BoIY O SHJI0TENIHA KJIeThYHa Ipoudepanus 1 HeoBaCKyapu3alys, ChII0 U 10 ChA0BO
M3THYaHe, BCSIKO OT KOUTO Ce CUMTA, Ye JONPUHACS 3a MPOrpecuaTa Ha HeoBacKynapHaTa opma Ha
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https://www.ema.europa.eu/en/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx
https://www.ema.europa.eu./

BBH3pPacTOBO-00yCIIOBEHA MaKyJIHA JereHepalius, maroaornyaara Muonus 1 XHB nin Ha 3putenHu
HapyIICHUs, TPEAN3BUKAHU OT NTHA0ETHUS MaKyJieH e/leM MM MaKyJTHUS efleM BcieacTsre Ha BOP
MIPH BH3PaCTHU.

KinununyHa ebukacHOCT ¥ 0€30IacHOCT

Jleuenue na enaxcrua BJIIM

[Ipu Bnaxxuna BJIM knuHn4YHaTa 0€301aCHOCT M e()UKACHOCT Ha paHHOMU3yMal € OlleHEHA B TPH
paHIOMHU3HpPaHH, JBOWHOCIENH, TU1ane0o - WM KOHTPOJIHMPAHU C AKTUBHO BEILIECTBO MPOYUBAHUS, C
MPOABIDKUTENHOCT 24 Mecella Ipy MalueHTy ¢ HeoBacKynapHa B/IM. B te3n npoyusanus ca
BruTroYeHH 00110 1 323 marmenTu (879 akTuBHO JeKyBaHU U 444 KOHTPOIN).

B npoyusanero FVF2598g (MARINA), 716 manueHT! ¢ MUHUMAITHU KJIACUYECKH WU OKYJITHH He-
KJIACMYECKH JIE3UH Ca paHAOMU3MpPaHU B choTHOmeHne 1:1:1 ma momydaBar eXXxeMeceqHo HHKEKINN
pannbu3yma6b 0,3 mg, paan6busymad 0,5 mg mnu mianeoo.

B npoyusanero FVF2587g (ANCHOR), 423 nanuentu ¢ npeoOnanaBamu kiacudecku XHB ne3un ca
paHIOMHU3UpaHu B choTHOIICHKE 1:1:1 1a moyrydaBat pannou3ymat 0,3 mg exxeMeceuHo,
panubusymadb 0,5 mg exxemeceuno unu O/IT c BeprenopduH (B HAYAIOTO U HA BCEKU 3 Mecela ciiel
TOBa, aKo (IyopeclenHoBaTa aHrHorpadus MOKaxke NEPCUCTHPAHE WU PELIMINB Ha ChA0BO
WU3THYAHE).

OcHOBHHTE U3MEPHUTENH Ha pe3ynraTure ca 0000menn B Tabnuna 1 u @urypa 1.

Ta6éamua l Pesynaratu Ha 12-Tud u 24-tus Mecen B npoyuBane FVF2598g (MARINA) u

FVF2587g (ANCHOR)

FVF2598g (MARINA) FVF2587g (ANCHOR)
N3mepuren Ha Mecen [Tnane6o | Panubuszym | Bepremopdu | PanubOuzyma
pesynraTa (n=238) ab H QT 0

0,5 mg (n=143) 0,5 mg
(n = 240) (n = 140)

3ary6a Ha < 15 OykBU Mecern 12 62% 95% 64% 96%
OT 3pUTeNHaTa ocTpoTa | Mecer 24 53% 90% 66% 90%
(%)? (3amma3Bane Ha
3peHHNeTo, MbPBUYHA
KpaiiHa To4kKa)
[MomobOpenue ¢ > 15 Mecen 12 5% 34% 6% 40%
OyKBH Ha 3pHTETHATa Mecen 24 4% 33% 6% 41%
octpora (%)?
CpenHa npomsiHa B Mecenr 12 | -10,5 (16,6) | +7,2 (14,4) -9,5(16,4) +11,3 (14,6)
3pUTETHATa OCTPOTA Mecern 24 | -14,9 (18,7) | +6,6 (16,5) -9,8 (17,6) +10,7 (16,5)
(oyksn) (SD)?

4p<0,01

®@urypa 1

Cpezma NMpoMsiHA HA 3pUTETHATA OCTPOTA CIIPAMO M3XoaHaTa 10 24-THs Mecell B

npoyuBanero FVF2598g (MARINA) u B npoyuBanero FVF2587g (ANCHOR)
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MARINA ANCHOR
=~ Ranibizumab 0,5 mg (n=240) —& Ranibizumab 0,5 mg (n=140)
@ [nauebo (n=238) *- BeprenopchwH ®OT (n=143)

Pesynratute OT nBeTe M3MUTBAHMS MTOKA3BAT, Y€ MPOIBIDKUTEITHOTO JICYCHUE C paHHON3yMabd MoXxe /1a
OBJIe OT MOJ3a ¥ MPH MAIUSHTUTE, KOUTO ca 3aryomiu > 15 OyKBH OT Hali-100pe KopUrupaHara
3purenHa octpora (BCVA) mpe3 mepBaTa roguHa OT JICUSHHUETO.

Kakro B MARINA, taka u B ANCHOR npu neuenue ¢ pannousymad ce HabromaBaT ce
CTaTUCTHYECKH 3HAYMMH TOJI3H 110 OTHOIIIEHHE Ha 3pHUTeNHaTa QYHKIINS, ChOOIEHH OT TAIMeHTH, B
CpaBHEHHE C KOHTPOJIHATA TPYyIa, KOETO € OIIEHeHO Ype3 BornpocHuka 3a 3putenHaTa QyHKIMS HA
Hanuonanuus odranmonoruyen unctutyT (NEI VFQ-25).

B npoyusane FVF3192g (PIER) 184 narnuenTu ¢ Bcnuku Gpopmu Ha HeoBackynapHa BJIM ca
paHIoOMHU3MpaHu B choTHOIIEHHE 1:1:1 ma momydaT Tpu HocnenoBaTeTHA HHKEKIMH PaHuOn3ymMad
0,3 mg, paun6busymad 0,5 mg uinn mianedo BeJHbX MECEYHO, MOCIeIBaHO OT NPHIOKEHHUE Ha eHa
no3a Ha Bceku 3 mecera. Ot 14-Tus Mecell Ha IPOyYBaHETO € JOMyCKAHO MAIMEeHTH Ha Iutare6o aa
MIPEMUHAT Ha JICUCHUE ¢ PaHUOM3yMao, a oT 19™ Mmecell ca Bb3MOXKHH [T0-YSCTH MPUIOKEHHUS Ha
TepanusTa. [lanuenture, neKyBanu ¢ pannbuzymabd B npoyusaneto PIER, ca momyunnu cpeano 10
NPUIOKEHUS Ha TePaIusTa.

Crnen mbpBOHAYATHO OBHIIIABAHE HA 3PUTEITHATA OCTPOTA (CIIE] ©XKEMECEHHO MPHIIOKEHUE ),
CpelHaTa 3pUTeNHA OCTPOTA Ha MAIIMEHTUTE HaMaJlsiBa IPY MPIJIaraHe Ha TPU Mecella U ce
BB3CTAHOBSIBA JIO U3XOJHOTO HUBO Ha 12-THs Mecel U To3u e(eKT ce 3ama3Ba 0 24-Thus Mecell pu
MOBEYETO MAIMEHTH Ha JieueHne ¢ pannonzymab (82%). OrpaHnveHuTe JaHHU OT NalMeHTUTE Ha
rrane0o, MpeMUHAIIM TIO0-KbCHO Ha JISYeHUE ¢ paHHOn3yMa0, mpearoarar, 4¢ paHHOTO 3aII0YBaHE Ha
JIeYeHIE MOXE J1a TOBEJE 10 ChXpaHsIBaHE Ha 3pUTEIHATA OCTPOTA B MO-TOJISIMA CTEIICH.

Jannawute ot ase npoyusanus (MONT BLANC, BPD952A2308 u DENALIL BPD952A2309),
MIPOBEJICHH CJIe]] pa3peliaBaHe 3a yroTpeda, MOTBhpKAaBaT eh)UKacHOCTTa Ha paHHOU3ymMal, HO He
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MOKa3BaT JONBJIHUTENICH eDEeKT OT eAHOBPEMEHHOTO IpuiaraHe Ha Beprenopdun (Visudyne ®/T) u
paHnOu3yMab CIIpsSMO IMPHUIOKCHUETO Ha paHHOM3yMad KaTo MOHOTEpAITHSL.

Jlewenue na spumennu napyuienus, oOviaxcawuy ce na XHB ecnedcmeue na IIM

Knmmangnarta 6e30macHOCT ¥ €pUKACHOCT Ha paHUON3yMal MpH MAIMEHTH ChC 3PUTEITHU YBPEIKIAHUS
Bceineacteue Ha XHB u I[IM ca onenenu Ha 6a3aTa Ha JaHHUATE OT 12-MecedHO, JBOMHOCIIAIIO,
KoHTpodmupaHo ocHoBHO mpoyuBade F2301 (RADIANCE). B ToBa mpoyuBane 277 malueHTH ca
paHIOMH3UPAHH B CHOTHOIIIEHHUE 2:2:1 B CIICTHUTE paMeHa:

. I'pyna I (panu6usymab 0,5 mg, cxemaTa Ha puUjIaraHe ce onpeess 0 KPUTEPUUTE 3a
“crabmHOCT”, neduHUpana KaTo nunca Ha npomsiHa B BCVA cripsiMo u3clieiBaHusITa OT
NpEeaXOTHHUTE J1BA MEcela).

. I'pyna Il (panubuzymab 0,5 mg, cxemara Ha IpuJIarale ce OnpeAessl 0 KpUTEPUUTE 3a
“aKTHBHOCT Ha 3a00JsiBaHeTO”, AcUHUPaHA KaTO YBPEKIaHE Ha 3PSHUETO, KOSTO CE IBJIKH Ha
HaAJIMYMe Ha MHTPA-WIU cyOpeTHHATHA TEUHOCT WIIM HaJlMYUe HA aKTUBHO U3THYAHE BCIICACTBUE
Ha XHB 5e3un, oneHeHn upe3 oNTHYHA KOXepeHTHA ToMorpadus u/umm (iayopecueHTHa
anruorpadus).

. I'pyna III (B®AT — nanmeHTH, MPH KOUTO € MO3BOJICHO JIa Ce Mpuiiara paHnonzymad ot 3-us
Mecelr).

B I'pyna II, Ha xosTO ce mpuiara mpernopb4YuTeNIHaTa T03UpoBKa (Bxk. Touka 4.2), mpu 50,9% ot
MAIMeHTUTe ca HeoOxoanmu | nim 2 wrkeknuu, npu 34,5% ca HeoOXoaumu 3 10 5 WHKEKIUHU | TTPH
14,7% ca HeoOxoaumu 6 10 12 MHXKEKIMM B paMKUTe Ha 12-MecedHus nepuosl Ha npoyusaneTto. [Ipu
62,9% ot manuenture B ['pyna Il He e 6110 HEOOXOIUMO MPHUIATAHETO HA HHKEKIIUH 1IPE3 BTOPUTE

6 Meceria OT MPOYYBAHETO.

Ocnosaurte pesynratu oT RADIANCE ca 0600menn B Tabnwuma 2 n @urypa 2.

Ta6auna 2 Pesynaratu Ha 3-ust u 12-us mecern (RADIANCE)

I'pynal I'pyna IT I'pyna III
Pauu6uzymao Panu6uzymad B®T?
0,5 mg 0,5 mg
“cTa0MJIHOCT HA “aKTHUBHOCT Ha
3peHneTo” 3a00/19BaHeTO”
(n =105) (n=116) (n=155)
3-TH Mecel
Cpenna npomsina B BCVA ot 1-mst o 3-us +10,5 +10,6 +2,2
MecelI] CIPSIMO U3XOHOTO HUBO? (OYKBH)
[IporneHT manueHTH, KOUTO Ca MOCTUTHAIIH:
> 15 OykBM WK ca MOCTUTHAIH > 84 OyKBU 38,1% 43,1% 14,5%
B BCVA
12-Tn mecen
Bpoii Ha nHxekuuuTe 10 12-us Mecel:
Cpenna 4,6 3,5 N/A
Menuana 4,0 2,5 N/A
Cpenna npomsina B BCVA ot 1-us no 12- +12,8 +12,5 N/A
WS MECeII CITPSIMO M3XOTHOTO HUBO (OyKBH)
[IporeHT manueHTH, KOUTO ca MOCTUTHAIIH:
> 15 OykBM WK ca MOCTUTHAIHN > 84 OYKBU 53,3% 51,7% N/A

B BCVA

2 p<0,00001 mpu cpapaenue ¢ BOT koHTposiaTa

® CpaBauTeNHA KOHTpONA 10 3-us Mecell. [lanuenTtn, pangomusupany Ha BOJT, mpu KOUTO €
MI03BOJICHO JIa ce MpuJiara JeyeHue ¢ pannouzymad ot 3-ust mecer (B I'pyna Il npu 38 manuentu ce
nprIara paHuOn3yMad ot 3-us Mecelr)
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@urypa2  Cpeana mpoMsiHa cnipsiMo U3xoaHo HUBO B BCVA BbB BpemeTo 10 12-ust Mecent
(RADIANCE)
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Pannbuzymatd 0,5 mg I'pyna I s PannGiaymatb 0,5 mg I'pyna II

npn ,crabnmsnpane” (n=105) Mpil AKTHEHOCT Ha 3aboa1apaneTo™

>re

Paunfmraymab 0,5 mg/Beprenopdmm OJT

eracee Beprenopdms OIT Tpyna III (n=55)  aaa
T'pyma III ot 3-HA Mecell HATATBK (N=55)

[Momo6OpenueTo Ha 3pEHUETO € CHIIPOBOJICHO OT HAMAaJISIBaHE Ha IICHTpaIHaTa (hoBeiHa 1eberHa.

CooO11aBaHUTe OT MAI[MUEHTUTE MOJI3M, HAOJI0JaBaHH B TEPAIIEBTUYHHUTE paMeHa ¢ PaHHON3yMal
cipsimo BO/IT (p-croitrocT < 0,05) ca cBbp3aHu ¢ OJJOOPEHNE B CHCTAaBHUS CKOP M HAKOJIKO
99 ¢

cyOckamu (“IsUIOCTHO 3peHue”, “ONMmM3Ku AedHOCTH, “TICHXUYHO 37paBe” 1 “3aBucuMoct”’) Ha NEI
VFQ-25.

Jleuenue na zpumennu HapyuieHus, ovaxcawu ce Ha XHB (kosamo ue e gcnedcmeue na IIM u enaosicna

BIM)

Knmangnarta 6e30macHOCT ¥ epUKACHOCT Ha paHUON3yMal MpH MAIMEHTH ChC 3PUTEITHU YBPEKIaAHUS
Bcieacteue Ha XHB ca onenenu Ha 0asata Ha JaHHHUTE OT 12 Mecela OT ABOMHOCIISAIO, mialedo-
KOHTpoJHpaHo ocHoBHO npoyuBaHe G2301 (MINERVA). B Tosa npoyuBane 178 Bb3pacTHH
MAIMEeHTH ca paHJAOMHU3UPaHU B ChbOTHOIIeHKE 2:1 1a moiyyar:

. parubuzymad 0,5 mg Ha U3XOTHO HUBO, MTOCIIEABAHO OT HHIUBUAYyaIHA CXeMa Ha MPHUIaraHe B
3aBUCHMOCT OT aKTHBHOCTTA Ha 3a00JISIBAHETO, OTIpe/ielicHa Bb3 OCHOBA Ha 3pUTEIIHATA OCTPOTA
W/WIM aHATOMUYHH TTapaMeTpy (Harp. BJIOIIaBaHE HA 3pUTEIHATAa OCTPOTa,
UHTPa/CyOpeTHHAIHA TSYHOCT, XEeMOPATrusl UM U3TUYAHE);

. HWHXEKIUS C TU1ane0o Ha U3XOHO HHUBO, MOCJIEBAHO OT WHAWBU/yalTHA TEPAIIEBTHYHA CXEMa B
3aBUCHMOCT OT aKTHBHOCTTA Ha 3a00JISIBAHETO.

Ha 2- ust Mecell BCUYKH MMAIMEHTH TPEMUHABAT KbM OTKPHUTO JICUCHUE ¢ paHHOU3yMal criopen

HYXJUTE.

OcnoBHute m3mepurenu Ha pesynrature oT MINERVA ca 0606mienn B Tabnumna 3 u @urypa 3.
HaGmronaBa ce monoOpeHne Ha 3peHNETO, ChIPOBOJICHO OT HaMallsIBaHE Ha LIEHTpaiHaTa (GoBeliHa
nebennHa B paMKUTe Ha 12-MeceuHus MepHo/I.

Cpenuusat Opoit MHKEKITUH, IPUIOKEHH B IPOIBbIDKEHNE Ha 12-Te Mecena, € 5,8 B paMOTO Ha
parubu3yMab cripsmo 5,4 mpu Te3u MaIMeHTy B Tanedo paMoTo, MOAXOSIIH Ja MOTydaBaT
panubuzymab cien 2-us mecell. B miane6o pamMoTo npu 7 ot 59 naiMeHTH He € IPUIaraHo JICUYSHUE ¢
paHuOu3yMab B IPOYy4BaHOTO OKO 1O BpeMe Ha 12-MeceqHus epHo/I.
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Ta6auna 3 Pesynararu Ha 2-ust mecenr (MINERVA)

Pann6usymad Ilnamedo (n = 59)
0,5 mg (n =119)

Cpenna npomsina B BCV A Ha 2-us Mecelr Cripsmo 9,5 OykBH -0,4 6ykBu
W3XOJHOTO HUBO?
[IpouieHT manKueHTy, KOUTO Ca MOCTUTHAIH > 15 34% 12,3%
OYKBHU IOI00pEHUE CITPSIMO U3XOAHOTO HUBO WJIH Ca
nmocTurHaau 84 OyKBHU MoJ00peHne Ha 2-1s Mecell
[IporeHT manueHTH, KOUTOo He ca 3aryowmm > 15 92% 94,7%
OYKBH CIIPSIMO U3XOJHOTO HUBO Ha 2-Usl MECeIl
Hamanssane Ha LIO/I° cipsamMo u3XoaHOTO HUBO Ha 2- | 77 um -9,8 um
usi Mecelr

@ Enaoctpanno p< 0,001 npu cpaBHeHUE ¢ I1aie00 KOHTpoJiaTa
° [Id /I — uentpanna Qoseiina nebenuna

®urypa3  Cpeana mpomsiHa cnipsiMo u3xoaHo HuBo B BCVA BbB BpemeTo 10 12-usi Mecent
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* HabmonasaHata cpeima nposams 8 BOVA sose 1a ce pamwiasa o1 cpeamata BCVA onpepesena no seToms ua
Hafl-MATKNTE KBATPATH (OPHACKHMO CaMO HA -1 MeCeL)

[Ipu cpaBHeHMEe HAa paHUONM3yMal crpsMo ILTaledo Ha 2-Hsl Mecel], ce HaOIi01aBa KakTo OOl TpacH

TepaneBTHYeH e(eKT, Taka U TPAaeH TepaneBTHUYEH €(PEeKT B €THOJIOTHIHUTE MOATPYIH Ha U3XOTHO
HUBO:

Tadauuna 4 TepaneBTU4YeH e(eKT - 001 U B €THOJIOTHYHHUTE MOATPYIH HA U3XO0JHO HUBO

OO0 ¥ B eTHOJIOTUYHHATE MOATPYNH HA TepaneBTH4eH eexT Bpoii manmenTH [n]
HU3X0JHO HUBO crnpsaMo miaanedo [0yksu] | (Jieduenue +mianedo)
O6m 9,9 178

AHTMOUIHU WBHIN 14,6 27
[Noctuadnamaropua peruHoxopougonarust | 6,5 28

[leHnTpanHa cepo3Ha XOpHOPETHHONATH 5,0 23

W nnonaTuyHa XOpHOPETUHOMATHS 11,4 63

Hpyra etuonorus® 10,6 37

# oOxBama pa3IMYHN IPUYMHH C HUCKA YECTOTA HA Bh3HUKBAHE, KOUTO HE Ca BKJIIOYEHH B OCTAHAINTE
MOArpynu

B ocHoBHOTO mipoyuBane G2301 (MINERVA) net roHOm® Ha BB3pacT oT 12 10 17 roguHu cbe
3PUTEIIHN YBpPEXKIaHuUs, Ib/ikamy ce Ha XHB mony4aBat oTkpuTo jeueHue ¢ pannousymao 0,5 mg Ha
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W3XOJIHO HUBO, TIOCJIC/IBAHO OT WHIUBHIyaIHA TepAIleBTHYHA CXeMa, KaKTo npu Bh3pactHute. BCVA
ce moo0psBa CIPsIMO U3XOTHOTO HUBO HA 12-Ms Mecel] IPH BCUYKUTE MET MAIeHTH B UHTEpBaja OT
5 no 38 6yksu (cpenno 16,6 6yksu). [logoOpeHUETO Ha 3pEHUETO € CHIIPOBOJICHO OT CTAOMIU3UPAHE

WM HaMaJsIBaHe Ha IeHTpanHaTa (oBeliHa qedenruHa B paMkuTe Ha 12-meceunus neproa. CpeaHusT
Opoii MHKEKIINK paHNON3yMa0, IPUIIOKEHH B MPOYIBAHOTO OKO mpe3 12-Te mecena € 3 (MHTepBall OT
2 1o 5). Karo 1710, Ie4eHHETO ¢ paHHOM3yMab € MOHEeCeHO n00pe.

Jleuenue na spumennu napyuienus, ovcawu ce na JIME

EdwukacHoctTa 1 6e30macHOCTTa Ha paHMONM3yMab ca OIEHEHH B TPU PaHIOMHU3UPAHH, KOHTPOJIUPAHH
MPOYYBaHUS C MPOIBIDKUTEITHOCT moHe 12 Mecena. O0mo 868 manuenTu (708 Ha aKTUBHO JICUESHUE U
160 KOHTpPOIM) ca BKIFOYCHH B T€3H IMPOYUYBAHUS.

B npoyusaneto D2201 (RESOLVE) ¢aza II 151 manuenTu ca iekyBanu ¢ panubuzymad (6 mg/ml,

n =51, 10 mg/ml, n = 51) unu mane6o (n = 49) upe3 exxeMeceUHH UHTPABUTPEATHN HHKCKIIHH.
Cpennara npomsina B BCVA ot 1-us 10 12-ust Mecelnr cripsiMo U3X0HOTO HUBO € +7,8 (+7,72) OykBu B
rpynara Ha MalieHTUTe Ha jiedeHre ¢ panuonzymab (n = 102) copsamo -0,1 (£9,77) Oyksu mipu
NAIMEHTHTE MOJTyYaBaly miaiebo, a cpenHara npoMsina B BCVA Ha 12-ust Mmecel| cripsiMo U3XOJHOTO
HUBO € Omna crotBeTHO 10,3 (£9,1) OykBu cpsimo -1,4 (£14,2) 6ykeu (p< 0,0001 3a TepaneBTHYHA
pasnuka).

B npoyusanero D2301 (RESTORE) da3a 111, 345 nanuenTn ca panqoMu3upanu B cboTHOMmeHue 1:1:1
na uM Obze npunarad paanousymad 0,5 mg kaTo MOHOTEpamnus u manedo asepHa GoToKoaryIaus,
KoMOuHauus panuou3ymad 0,5 mg u nasepHa (HOTOKOAryIALMS WM HHKEKIHS Ha IU1anebo U 1a3epHa
(doroxoarynanus. 240 MalMeHTH, MPUKIIOYMINA y4acTHEeTO cu B 12-meceunoto npoyyBane RESTORE,
ca BKJIFOYEHH B OTBOPEHO, MHOTOILIEHTPOBO 24-MeCeUHO MPOIBIKEHNE Ha OCHOBHOTO TMPOYYBaHe
(npoapmxenue Ha ocHOBHOTO npoyuBaHe RESTORE). [Taunenture ca siekyBanu ¢ panuonzymad

0,5 mg pro re nata (PRN) B cpmoTo oko, kakto B ocHoBHOTO npoy4uBane (D2301 RESTORE).

OcHOBHHTE M3MEPUTENH Ha pesynratute ca 0606menu B Tabmuma 5 (RESTORE u npoxbmkenue Ha
ocHOBHOTO npoyuBane) 1 Ourypa 4 (RESTORE).
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®urypa 4

BpeMeTo B mpoyuBaHe D2301 (RESTORE)

Cpem{a NMpoMsiHA B 3pUTE/IHATA OCTPOTAa CIPAMO U3X0AHOTO HUBO B TCUCHHE HA

‘g‘ =
=
9
=
L&)
¥ = ] g
E - SN
5 /%_.::_ =i ::%:_ 'j:%—— +68/+64 7
: 6 =4 :
_z L]
A
%_ &  +62/+54
5
o 2 o
] fep o abrHERH
o d . — +0. B
= O é’ £ s \E/ = = - iz O
: .
. 5
E =
o 1 2 3 4 5 & F 8 9 10 mn -2
Meceu,
TepanestuyHa rpyna o566 Panubuaymab 0.5 mg (N = 115)
o o ® PaHubuaymab 0.5 mg + nasep (N = 118)
o a0 Nasep (N =110)

N3=u3xonH0 HUBO; CI'=cTaHmapTHa Ipelika Ha CpeHaTa CTOMHOCT
" Pasyvka B CpEJJHUTE CTOMHOCTH Ha Hall-MaJkuTe KBaapartu, p< 0,0001/0,0004 B3 ocHOBa Ha

neycrpaHer crpatuduiupan Cochran-Mantel-Haenszel tect

EdextsT Ha 12-1s1 Mecell € eIUH U ChIIl B IOBEYETO NOATPYIH. BhIpeku ToBa, MHIUBUAM C U3XOTHO
HuBo Ha BVCA > 73 OykBu U MakyJicH elieM ¢ LieHTpaiHa (oseitHa nedennna < 300 pm He u3riaexaa
Jla IMaT ToJ3a OT JICUSHHETO C PAaHNOM3yMal CpaBHEHO C Jia3epHaTa ()OTOKOATyIIAIHs.

Tadauua 5 Pe3syaratu Ha 12-us mecen B mpoyuBade D2301 (RESTORE) u na 36-ust mecen B
npoyuBane D2301-E1 (mpoabikenune Ha ocHOBHOTO npoyuyBaHe RESTORE)

W3mepurenu Ha pesynTtatute Ha 12-us Panubuzymad Pannbuzymad Jlazep
Mecell CIIPSIMO M3XO0JHOTO HUBO B 0,5 mg 0,5 mg + Jlazep

npoyusane D2301 (RESTORE) n=115 n=118 n=110
Cpenna npomsiHa B BCVA ot 1-us no 6,1 (6,4) 5,9 (7,9)2 0,8 (8,0)
12-us mecena (£SD)

Cpenna npomsina B BCVA Ha 12-us 6,8 (8,3)? 6,4 (11,8)? 0,9 (11,4)
mecet (£SD)

[MomoOpenue ¢ > 15 OykBU win 22,6 229 8,2
BCVA > 84 6yksu Ha 12-us mecen (%)

Cpenen Opoit Ha umkeknuute (0- 7,0 6,8 7,3 (tutaie60)
11 mecem)

W3meputenu Ha pesyntatute Ha 36-us | IlpemmectBamo | Ilpemmecrsamo | IlpeamecTtsamo
Mecell CIPsAMO U3XOHOTO HUBO Ha JIEUCHHE C JIeYeHHe ¢ JIeYeHUE C Jazep
npoyusane D2301 (RESTORE) B pannbu3ymad pannbu3ymad

npoyusane D2301-E1 (nmpoabmkenue 0,5 mg 0,5 mg + nazep n=74

Ha ocHOBHOTO nipoyuBane RESTORE) n =83 n =83
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Cpenna npomsiHa B BCVA Ha 24-us 7,9 (9,0) 6,7 (7,9) 5,4 (9,0)
Mmecer (SD)

Cpenna npomsina B BCVA nHa 36-us 8,0 (10,1) 6,7 (9,6) 6,0 (9,4)
mecen (SD)

[Mopo6penwue ¢ > 15 OykBu win 27,7 30,1 21,6
BCVA > 84 oyksu Ha 36-us mecen (%)

Cpenen 6poit Ha nmxekmuute (12- 6,8 6,0 6,5
35 mecem)*

8p< 0,0001 3a cpaBHEeHHE HA paMEHaTa Ha JieueHHEe C paHnOU3yMal CIIpsIMO paMOTO Ha JICYEHHUE C
nasep.

n B D2301-E1 (mpogbmkenue Ha ocnoBHoTo npoyuBane RESTORE) e OposiT Ha manuenTure c
HAJIMYME Ha BU3UTA KakTo Ha u3xoaHo HuBo D2301 (RESTORE) (Mecer 0) Taka u Ha 36-us Mecell.
*[IporeHThT Ha MAIUEHTHTE, PU KOUTO HE Ce Hajara Jie4YeHre ¢ paHnOn3ymad B IpOABIKEHHUETO Ha
npoyuBaneTo € 19%, 25% u 20% CcbOTBETHO B IpyIUTE HA MPEIIECTBAIIO JIEYeHHE C paHHON3ymao,
NpeAIecTBaIIO JIeueHHe ¢ peHnOn3ymMad + a3zep U MpeIIecTBallo JIeUeHHe C Ja3ep.

HabmromaBat ce cTraTHCTHYECKH 3HAYMMH TIOJI3H 33 TIOBEYETO 3PUTEHN QYHKIUH, ChOOIICHH OT
nauueHTure, oueHenu upe3 NEI VFQ-25 npu neuenue ¢ panndusymad (cvc nim 6e3 Jasep) cupsmo
KOHTposHaTa rpymna. [Ipu octananure cyOckanu OT TO3U BRIPOCHUK HE Ca YCTAHOBEHH Pas3JIuKH,
CBBP3aHHU C JICUCHUETO.

Jbrrocpounusat npodui Ha 6€30MacHOCT Ha paHNON3yMal, HaOltoJaBaH 1Mo BpeMe Ha 24-MeCeYHOTO
MPOAB/DKCHUE Ha MPOYYBAaHETO, ChOTBETCTBA Ha TIO3HATHUS MPOQUIT Ha 0€30MaCHOCT HA paHUOM3yMao.

B npoyusanero D2304 (RETAIN) ¢aza I1Ib, 372 naumenTn ca paHqoMu3upaHu B cboTHoweHue 1:1:1
Jia ToJTyyaBar:

. panubuzymad 0,5 mg ChIbTCTBALIO C Jiazep POTOKOArYJIAIMsI 10 cXeMa “JIeueHue-1-
npoxbinkenne” (JIIT),

. pannbuzymab 0,5 mg xkato MmoHoTepanus mo cxema JII1,

. panubuzymab 0,5 mg kaTto MoHOTepamnus 1mo cxema PRN.

BbB Bcnuku rpynu paHnOM3yMab ce mpuiara exxeMecedHo 1o nmocrurane Ha BCVA, xosito ocrasa
HEIPOMEHEHA NPU TIOHE TPH HOceIoBaTeTHl Meceunu nperiena. [Ipu JIIT pannbOusymab ce npunara
Ha TepaneBTUYHU UHTEPBaJIU OT 2-3 Mecera. BbB BCHUKU IpyIu €KeMECEUHOTO JICUEHHE Ce
nmoTHOBsIBa pu HamansiBaHe Ha BCV A Bcnencteue Ha mporpecus Ha JIME u npoabmxasa 1o
MOCTUraHe OTHOBO Ha ctabuinHa BCVA.

bposT Ha nIaHUpaHUTE BU3NUTH, CBBP3aHHU C JICUEHHETO CJIE IIPUIaraHe Ha IbPBOHAYAIHUTE

3 umxekuuy, € 13 u 20 crorBeTHO 32 TepaneBTuuHUTe cxemu JIIT u PRN. Ilpu nBere TepaneBTuyHU
cxemu Ha JIIT moBeue ot 70% oT manuenture noaabppxkat cBosita BCVA cbe cpenHa yectora Ha
BU3UTHUTE > 2 Mecela.

OcCHOBHHTE H3MEPHUTENHN Ha pe3ynraTute ca 0000meny B Tabmuma 6.

Ta6auma 6 Pesyararu B npoyuBane D2304 (RETAIN)

Wzmepuren Ha JIIT pannoOuzymad JIIT pannouzymad PRN panunbuzymad
pe3yaTaTa CrpsMo 0,5 mg + nazep 0,5 mg caMOCTOATEITHO 0,5 mg
M3XOJHOTO HUBO n=117 n=125 n=117
CpenHa npomsiHa B

BCVA or 1-us 1o 12- 59(,5% 6,1 (5,7)¢ 6,2 (6,0)
us mecer (SD)

CpenHa npomsiHa B

BCVA or 1-us no 24- 6,8 (6,0) 6,6 (7,1) 7,0 (6,4)
ns mecet (SD)

CpenHa npomsiHa B

BCVA ta 24-us1 8,3 (8,1) 6,5 (10,9) 8,1(8,5)
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mecer (SD)

IMomoOpenue ¢ > 15
OYKBHU WJIH

BCVA > 84 6ykBu Ha 25,6 28,0 30.8
24-us mecen (%)
Cpenen 6poit Ha
nmkeknuure (0- 12,4 12,8 10,7

23 mecerr)

ap< 0,0001 3a oreHsBaHe Ha HenHpepropHOCT cupsiMo PRN

B npoyuBanusita ¢ JIME, nonobpenunero na BCVA e cblipoBoeHO ¢ HaMalsiBaHe B TEUEHHE Ha
BpemeTo Ha cpenHaTa L{®/[ BB BCHUKH TEpaneBTUYHU IPYTIH.

Jleuenue na IJ[P

KnmmangnaTta 6e30macHOCT ¥ epUKaCHOCT Ha paHnOu3ymad mpu naruenTu ¢ [1JIP ca onenenu B
Protocol S, koiiTo olLieHsABa JIEYCHHETO ¢ paHNOK3yMad 0,5 mg UHTPABUTPEATHH HHKECKI[UH CITPSIMO
naHperuHaiHa Gporokoarynanus (PRP). [TepBuuHaTa kpaiiHa TOUYKa € cpeiHaTa MPOMsHA B
3pUTEIIHATA OCTPOTA Ha 2-Ta rojuHa. B nombiiHeHue, MpoMsHATa B TEXECTTa Ha quabeTHaTa
petunonarus (DR) e orieHeHa Bb3 0CHOBa Ha GoTorpaduu Ha QyHIyca KaTo € U3I0J3BaHa OIICHKA Ha
texecrra Ha DR (DRSS).

Protocol S e MHOTOIIEHTPOBO, PAHJOMU3UPAHO, KOHTPOJIMPAHO C AKTUBHO BEIIECTBO, MAPAIICITHO
rpynoBo, HenHpepuopHo npoyusane ¢asa Il ¢ Bxmoyenu 305 manuentu (394 npoydenu oun) ¢ [1/1P
cbe win 0e3 JIME Ha n3xoano HuBo. [IpoyuBaneTo cpaBHsaBa pannOu3zymad 0,5 mg uHTpaBUTpeaTHN
HUHKEKIUH CIIPSIMO CTaHAapTHO jieueHue ¢ PRP. O6mo 191 oun (48,5%) ca panmoMu3upaHu Ha
pannbu3yma6b 0,5 mg, a 203 ouu (51,5%) ca pangomusupanu Ha PRP. O6mio 88 oum (22,3%) ca
umanu Ha m3xoaHo HuBo JIME: 42 (22,0%) u 46 (22,7%) oun ChOTBETHO B IpyNHTE Ha paHUOU3yMab
u PRP.

B ToBa npoyuBaHe, cpeHaTa MpOMsIHA B 3pUTENIHATAa OCTPOTA HA 2-paTa rofuHa € +2,7 OyKBH B
rpynara Ha paHuomu3yma0, B cpaBHeHue ¢ -0,7 OykBu B PRP rpynara. Pasnukara B cpeana cToHOCT
Ha Hai-MaykuTe KBajapartu ¢ 3,5 oyksu (95% CI: [0,2 1o 6,7]).

Ha 1-Bata ronuna 41,8% ot ounte nmat mogodpenue B DRSS > 2 cremku, xorato ca nekyBaHH ¢
panuouzymad (n = 189) cnpsmo 14,6% ot ounte, nekyBanu ¢ PRP (n = 199). U3uucnenara pasinuka

MeXy paHHOU3yMab 1 JiedeHueTo ¢ jiazep e 27,4% (95% CI: [18,9; 35,9]).

Ta6auna 7 IlogoOpenue win Biaomapane B DRSS > 2 win > 3 crbnku Ha 1-BaTa roguna B

Protocol S (LOCF meTon)

IIpomsina cipsimo Protocol S

H3X0IHOTO HMBO 110 Pannousymad 0,5 mg PRP IIponenTHa pa3inka

KATeropuu (N =189) (N=199) (%), CI

> 2 CTBIKHU NOJI0OpEeHNe

n (%) 79 29 27,4
(41,8%) (14,6%) (18,9; 35,9)

> 3 cTBHIKYU NOI00OpeHne

n (%) 54 6 25,7
(28,6%) (3,0%) (18,9; 32,6)

> 2 CTBHIKH BJIOIIABAHE

n (%) 3 23 -9,9
(1,6%) (11,6%) (-14,7; -5,2)

> 3 CTBIKH BJIOIIABAHE

n (%) 1 8 -3,4
(0,5%) (4,0%) (-6,3; -0,5)
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DRSS = ckop 3a Texect Ha TuadeTHATA PETUHOMATHS, N = OPO¥ MallUEHTH, KOUTO U3ITBIIHABAT
YCJIOBHETO TIpH BU3UTaTa, N = 0011 Opoi MPOYICHH OYH.

Ha 1-Bara ronuna B rpynara Ha jiedenue ¢ panubuzymad B Protocol S mogoOpennero > 2 cThIKH B
DRSS B ounre 6e3 JIME (39,9%) cproTBeTcTBa Ha ToBa ¢ JIME Ha u3xoano HuBO (48,8%).

AmHanu3 Ha JaHHUTE OT 2-Ta roauHa oT Protocol S mokasga, ue 42,3% (n = 80) oT ounTe B rpymnara Ha
JeyeHue ¢ pannOu3ymad uMat noxoOpenue > 2 crbnkd B DRSS crnpsiMo 13x0n1HOTO HUBO B
cpaBrenue ¢ 23,1% (n = 46) ot ounte B rpynara Ha PRP. B rpynara Ha neueHue ¢ pannousymad
nojjoopenue > 2 crbrku B DRSS crpsiMo n3xoH0TO HEBO ce HaOmoaasa pu 58,5% (n = 24) or
ounte ¢ IME Ha u3xomuo HuBo u 37,8% (n = 56) ot ounre 6e3 JME.

DRSS cb1110 € o1leHeH B TPH OTIEITHU, KOHTPOJIMPAHU C aKTUBHO BelecTBO npoyuBanus ¢asa 11 mpu
IME (panunbuzymab 0,5 mg PRN cnpsimo nasep), Bkirousaiy o01mo 875 naueHT, OT KOUTO
npubim3uTenHo 75% ca oT azuaTcku npousxol. B MeTaananus Ha Te3u npoyuBanus 48,4% ot

315 narmuenTn ¢ DRSS ckop, K0TO MOXeE J1a ce CTeTeHyBa, B OArpyIaTa Ha MalMEHTUTE C YMEPEHO
TEXKa WK o1e Ho-Texka HenponudeparusHa DR (NPDR) na uzxoano HuBO uMat nogoOpeHue B
DRSS > 2 crbnku Ha 12-ust Mecel, Korato ca JIeKyBaHu ¢ panuouzymab (n = 192) copsamo 14,6% ot
MAIMEeHTUTE, JIeKyBaHH ¢ jazep (n = 123). Uzuucnenata pasiuka MeXAy paHHON3yMal U JEUEHHETO C
nazep € 29,9% (95% CI: [20,0; 39,7]). IIpu 405 nmaruentu ¢ DRSS, ko#iTo MOXe 1a ce cTeneHyBa, ¢
yMepeHo Texka miu no-neka NPDR nogo6penne B DRSS > 2 crbnku ce Habmonasa npu 1,4% u
0,9%, CbOTBETHO B IPyIIUTE HA paHUOM3YMa0 U Ha JICYCHHUE C Jla3ep.

Jleuenue na spumentu HapyuieHus, OvJdIcauiu ce Ha makyien eoem ecieocmeue ha BOP

KnmangnaTta 6€30macHOCT ¥ €pUKACHOCT Ha paHUOM3yMal MMpH MAIMEHTH ChC 3pUTEITHN HAPYIIICHHUS,
IBIDKAIIN ce Ha MakyJieH efieM BeseacTue Ha BOP ca orieHeHH B paHIOMU3UpaHHU, IBOHHOCIIETIH,
koHTponmpanu npoyusanusi BRAVO u CRUISE, B kouTto ca Bkimrouenu nanuenta ¢ KBOP (n = 397)
u [IBOP (n = 392), crorBeTHO. M B ABETE MpOyUYBAHMS MPHU MAITUCHTUTE Ca MPHIIATaHd UWHKEKITUN C
pannbusymad 0,3 mg uau 0,5 mg wiu ¢ miane6o. Ciex 6 Mecela MalMEHTHTE OT KOHTPOJHHUTE
pameHa Ha riane0o NpeMuHaBaT Ha paHnOu3ymab 0,5 mg.

OcHoBuute u3mepurenu Ha pesynrature oT BRAVO u CRUISE ca 06061enu B Tabnuia 8 u durypu
5ub.

Ta6auua 8 Pesyararu Ha 6-ust u 12-us mecerr (BRAVO u CRUISE)

Ha 12-us mecerr (OykBH)
(SD)

BRAVO CRUISE
Inanedo/ Pann6uzymad Inanedo/ Pann6uzymad
Panu6uzymat 0,5 mg Pauu6uzymao 0,5 mg
0,5 mg 0,5 mg

(n=132) (n=131) (n =130) (n =130)
Cpenna pomsiHa B 7,3 (13,0) 18,3 (13,2) 0,8 (16,2) 14,9 (13,2)
3pUTETHATa OCTPOTA HA 6-Us
Mmecel® (0ykeu) (SD)
(TppBHUYHA KpaliHa TOUYKA)
Cpenna npomsiHa B BCVA 12,1 (14,4) 18,3 (14,6) 7,3 (15,9) 13,9 (14,2)

[Momob6penue ¢ > 15 OykBu
Ha 3pUTEeITHATa OCTPOTa Ha 6-
ns mecerr® (%)

28,8

61,1

16,9

47,7

[Momob6penue ¢ > 15 OykBu
Ha 3pHUTeNIHATa OCTPOTa Ha
12-ust mecert (%)

43,9

60,3

33,1

50,8

[ponenT (%) npu Ko#TO €
Ousa mpuiIoKeHa

61,4

34,4

NA

NA

43




peaHuMalMOHHA Tepamus ¢
Jlazep B paMKHTE Ha
12 mecena

8p< 0,0001 u 3a aBeTE MpOyUBaAHHSA

@urypaS  Cpeana mpomsina cnipsiMo U3xoaHo HUBo B BCVA BbB BpemeTo 10 6-usi u 12-us
mecenr (BRAVO)
+18.3
20
- I
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Q5 | E ‘ Mnauedo koHTpONHO paMo,
.'_,-" MnaueGo koHTpONK NPeMUHANK Ha paHWGKUIymat
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/] 1 2 3 4 5 [ 7 8 g 10 11 12
Mecey
TepanesTudna rpyna === Mnauebo/pannbuaymalb 0,5 mg (n=132)
e Paunbuaymab 0,5 mg (n=131)
H3=m3xo1u0 HiBo; CI'=CTaHJapTHA TPelliKa Ha cpe/IHATA CTOIHOCT
@urypa 6 Cpenna mpomsina cnipsiMo U3xoaHo HUBo B BCVA BbB BpemeTo 10 6-ust u 12-us

mecen (CRUISE)

MnaueBo koHTpOMK | Mnauedo KOHTPONHO pamo,

Cpeana npomana g 30 cnpamo MC +- SE (Oykan)

ta

T S S

NPeMHHANM Ha paHUGu3ymat
+14,9

+13,9

| +0.8
III
| Es i _}———i
& 3, o
H
0 1 2 3 4 5 6 1 & 9 10 11 12
Mecey
TepanesTuuHa B-8-8 Mnaue6o/Pannbuaymab 0,5 mg (n=130)
mpyna Panwbuaymab 0,5 mg (n=130)

H3=mxoano HiBo; CI'=cTaHIapTHa Ipelllka Ha cpeIHATa CTOIiHOCT

B JABCTEC NNPOYyUBaHUMA HOI[O6pHBaHeTO Ha 3p€HUCTO € CHIIPOBOACHO OT MPOABJIKUTCIIHO U 3HAYUMO
HaMmaJIIBaHe Ha MaKyJIHHS €1eM, U3MEPEH upe3 LieHTpaiHaTa GoBeitHa aeOenuHa.

[Ipu manmenTn ¢ [IBOP (CRUISE u npoxbsmkenue Ha ocHoBHOTO npoyuBane HORIZON):
[ManuenTure Ha Tuanebo npe3 TBPBUTE 6 Mecela, KOUTO BIIOCIICCTBHE TOIy4aBaT paHuOu3yma0, He
ca MOCTUTHAJIM CPaBHUMO HapacTBaHE Ha 3pHTENHATa OCTpOTa Ha 24-Tu Mecel] (~6 OyKBH) COpsSMO
MAIUEHTHUTE, JIEKYBaHU ¢ PaHHON3yMad OT HAa4alIo0TO Ha Mpoy4BaHeTo (~12 OykBH).
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HabmronaBaT ce cTaTUCTUUECKU 3HAYMMH II0JI3H, CBBP3aHU C aKTUBHOCT Ha OJIM3KO U JAJIEHHO
pascTosiHue B cyOcKanuTe, ChOOIeHH OT nanuenTure, onenero upe3 NEI VFQ-25 npu neuenue c
paHuOu3yMad cupsMO KOHTPOJIHATA TPpyIIa.

Jbiarocpounara (24 MecedHa) KIMHUYHA 0€30MIaCHOCT ¥ e(PMKACHOCT HAa paHHOM3yMal MPH MalUEHTH
ChC 3PUTEIIHN HapyLIEHUs, IbJDKAIM CE HA MaKyJieH efeM BcieAacTere Ha BOP, ca onieHeHu B
npoyuBanusita BRIGHTER (KBOP) u CRYSTAL (LIBOP). B nBete nmpoyuBaHUs y4aCTHUIIUTE
nony4vasar 0,5 mg paan6uzymab no cxema PRN, npuiarana criopes HHIMBUIYATHM3UPAHH KPUTEPUN
3a ,,ctabunHocT. BRIGHTER e pannomuszupano akTMBHO-KOHTPOJIMPAHO MPOYUYBaHE ¢ 3-paMeHa,
KoeTo cpaBHsBa 0,5 mg pannOu3yma0, npusarad KaTo MOHOTEPAITUS MM B KOMOMHALMS C
JOIIBITHUTEIHA JIa3epHa POTOKOATYIANHS CIIPSIMO CAMOCTOSITETHOTO NPUIIaraHe Ha JIa3epHa
¢dorokoarynamus. Cien 6 Mecena, y4acTHULUTE B PaMOTO Ha JICUEHHE C Jla3ep MOTrarT J1a MoryyaT

0,5 mg pannbuzymab. CRYSTAL e mpoyuBane ¢ eqHo pamo Ha paHuOu3ymad 0,5 mg, mpunarad Kato
MOHOTEepaIusl.

OcnoBuaute m3mepurenu Ha pesynrature oT BRIGHTER u CRYSTAL ca npencrasenu B Tabnuua 9.

Tadonmuua 9 Pesynratu Ha 6-ust u 24-us mecerf (BRIGHTER nu CRYSTAL)

BRIGHTER CRYSTAL
Panu6uzymad Pauu6uzymao Jlazep* Panu6uzymad
0,5 mg 0,5 mg + Jlazep N =90 0,5 mg
N =180 N=178 N = 356
Cpenna
BOVA 1 ot +14,8 +14,8 +6,0 +12,0
Mecerr® (10,7) (11,13) (14,27) (13,95)
(6yksn) (SD)
Cpenna
BOVA ma 24 +15,5 +17,3 +11,6 +12,1
15t Mecer’® (13,91) (12,61) (16,09) (18,60)
(6yksn) (SD)
[MomoOpenue
c > 15 OykBu
Ha BCVA na 52,8 59,6 433 49,2
24-uga mecell
(%)
Cpenen 6poii
Ha
WH)KEKLUHUTE (; léél‘) 11,3 (6,02) HeangomHM 13,1 (6,39)
(SD) (Meceun ’
0-23)
a

p< 0,0001 u 3a aBete cpapaermst B BRIGHTER Ha 6-us1 mecer: pann6uzymat 0,5 mg

capsimo Jlazep u pannbusymad 0,5 mg + Jlazep crpsimo Jlazep.

p< 0,0001 3a myneata xumnore3a B CRYSTAL, ge cpenHara mpoMsiHa Ha 24-1s1 Mecell

CIPSIMO HAYaJIoTO € HyJIa.

* [To3BoneHo e 3amouBaHe Ha JieueHUe ¢ paHnOn3ymad 0,5 mg Ha 6-ust Mecen (24 nauueHTH ca
JIEKYBaHHU CaMo C Jiazep).

B BRIGHTER pann6uzymat 0,5 mg ¢ TombIHATETHA Ja3epHa Tepalus JeMOHCTpUpa
HEUH(EPUOPHOCT CIPSIMO paHHON3yMad, IPUIIOKEH KATO MOHOTEPAIHS, OT HAYAIOTO A0 24-Hs Mecel]
(95% CI -2,8, 1,4).

B nBete npoyuBanus Ha 1-us Mecen ce HaOmogaBa ObP30 M CTATUCTHYECKH 3HAUNMO HaMaslsiBaHE Ha
neHTpanHara QoseiiHa gedenrHa cnpsMo u3xogHarta. To3u edekT ce 3amas3pa 10 24-1st Mecell.
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EdekTsT OT JIeueHneTo ¢ paHuOu3yMab € 1mo00eH, He3aBUCUMO OT HAJTMYHUETO Ha peTHHAIHA
ucxemust. B BRIGHTER nanuenture cbe (N = 46) unu 6e3 ncxemusi (N = 133), nexyBaHu ¢
paHuOu3yMad, IPUIIOKEH KaTO MOHOTEPAIIUs, UMAT CpeIHa MPOMSIHA Ha 24-1s1 Mecell CbOTBETHO OT
+15,3 u +15,6 Oyksu crupsamo uzxoauute HuBa. B CRYSTAL manuentute ¢be (N = 53) nwnu 6e3
ucxemus (N = 300), nekyBaHu ¢ paHHOU3yMa0, IPUIIOKEH KATO MOHOTEPAIIHs, KMAT CPeIHA TPOMSIHA
oT cboTBeTHO +15,0 1 +11,5 OyKkBU CcIIpsIMO M3XOAHUTE HUBA.

Edekr o oTHOIIEHHE HA 1T0I0OPSHUETO HA 3PSHUETO Ce HAOJIF01aBa MTPH BCUYKH MMAIUEHTH,
JIeKyBaHH ¢ paHnOu3ymab 0,5 mg, npuioKeH KaTo MOHOTEpanus, HE3aBUCUMO OT
MIPOABIDKUTEIHOCTTA Ha TAXHOTO 3a0oisBade u B ABete npoyusanust BRIGHTER u CRYSTAL. Ilpu
MAIMEHTHTE C POIBIDKUTEIHOCT Ha 3a00IIsBaHeTo < 3 Mecena, ce Ha0Ito1apa MOBUIIIaBaHE Ha
3puTenHaTa ocTpoTa choTBeTHO ¢ 13,3 1 10,0 OykBu Ha 1-us mecen u 17,7 u 13,2 OykBu Ha 24-us
mecer; cboTBeTHO B BRIGHTER 1 CRYSTAL. ChoTBeTHOTO NO/T0OpEHHE Ha 3pUTEITHATA OCTPOTA
NPY MALMEHTUTE C MIPOBDKUTEITHOCT Ha 3a00isiBaHeTo > 12 Mecena e 8,6 u 8,4 OyKBH B CHOTBETHUTE
npoyusanusi. TpssOBa na ce 0OMHUCIIN 3aM04BaHe Ha JIEYEHHE B MOMEHTA Ha MOCTAaBSIHE HA JMarHo3ara.

JBparocpouHusaT npoduit Ha 0€30IaCHOCT Ha paHNOM3yMal, Ha0JIt01aBaH B 24-MECEUHHU POYYBaAHUS,
€ B ChOTBETCTBHE C MO3HATHS MPOdu Ha 0€30MACHOCT HA paHUOM3yMa0.

Ilenmarpuyna nomyJianus

BesonacnoctTa n edukacHocTTa Ha pannOu3ymad 0,5 mg B peABapUTEIHO HAITBIHEHA CIPUHIIOBKA
HE ca MPOYYBaHM MPU NEeIUATPUIHN TaLUEHTH.

EBporeickara areHIust 1o JeKapcTBaTta 0CBOOOXK1aBa OT 3abJDKEHHUETO 3a MPE0CTaBIHEe Ha
pe3yiTaTuTe OT MPOyYBaHUATA ¢ pepepeHTHHS JICKAPCTBEH MPOIYKT, ChABPKAIL paHHON3yMal BbB
BCUYKHM MOATPYNH Ha MEeaUaTpUYHATA NOMyNalus npu HeoBacKynapHa B/IM, 3putenHu HapylieHus,
neiokan ce Ha JIME, 3putennu HapyIeHws, TBDKAIN ce Ha MaKyJieH eaeM Bcieacteue Ha BOP,
3pUTEIHU HapyIleHus, Ibibkamy ce Ha XHB u muabetHa peruHonaTus (Bxk. Touka 4.2 3a
MH(OpPMAIUs OTHOCHO ynoTpeda B IeAUaTpHUsITa).

5.2 dapmakoKHMHeTHYHH CBOWCTBA

Cren exxeMeceYHO HHTPABUTPEATHO MPHIIOKEHUE HA paHHON3yMad MpY MAlMeHTH ¢ HEOBaCKyJIapHa
BMJI, cepyMHUTE KOHIIEHTPAIIMU HA paHMON3yMab ca KaTo LsUI0 HUCKH, ¢ MaKcuMaITHU HUBA (Crax)
KaTo ISUI0 [OJ] KOHIEHTpaLUsITa Ha paHnOn3yMad, HeoOXoIuMa Ja MHXMOUpa OMOIoTHYHAaTa
aktuBHOCT Ha VEGF ¢ 50% (11-27 ng/ml, orieneHo B in Vitro n3nuTBaHus Ha KJIEThYHATA
nponudeparus). Cmax € 10303aBUCUM HaJ 1030Bus quama3on ot 0,05 1o 1,0 mg/oko. CepyMHUTE
KOHILIEHTpaIMK IpHu orpannieH Opoit nanuent ¢ JIME nokaspart, ye He MOKe J1a ce U3KITI0UH JIEKO
MOBHUIIIABaHE HA CHCTEMHATa €KCIO3UIMS, CIIPSMO HaOII0JaBaHUTE MIPU HalMEHTH C HEOBAaCKyJapHa
BJIM. CepyMHHUTE KOHIICHTpaUX Ha paHrnOn3yMad npu nanueHtyd ¢ BOP ca mogo6Hu v Majiko 1mo-
BHCOKH OT HaOJII0/JaBaHUTE TIPH MMAIIMEHTH ¢ HeoBacKymapHa BJIM.

Bb3 ocHOBa Ha aHAIIM3 Ha MOMYJAMOHHA (PapMAKOKWHETHKA M N3YEe3BAHETO Ha paHHOM3yMab oT
cepyma IpH HarueHT ¢ HeoBackynapua BJ/IM, nexyBanu ¢ mo3a 0,5 mg, CpeTHUAT MOTY>KHBOT Ha
BUTpPEATTHO eIMMUHUpPaHe Ha paHuOu3ymab e npubnusutenno 9 nau. [Ipeasmwkaa ce, ue npu
€KEeMeCEUHO UHTABUTPEAITHO MIPUIOKEHHE Ha paHnOom3yMao 0,5 mg/oko cepyMHUS Cax Ha
paHnOu3yMa0b, MoTydeH MPUOM3UTEIIHO 1 IeH Cliel IPUI0KEHHUETO, 1a € B TpaHuiuTe Mmexay 0,79 u
2,90 ng/ml, u Cnin 12 € B pamkute Ha 0,07 u 0,49 ng/ml. [Ipensuxaa ce cepyMHUTE KOHIICHTPALIMH Ha
parubu3ymad na ca npubmmsutreaHo 90 000 mbTH MO-HUCKU OT BUTPEATHUTE KOHIICHTPAIIMK Ha
paHnOm3ymad.

[NanuenTu ¢ 6B0peuHo yBpexkaane: He ca mpoBeskaanu opUIHATHY IPOYyYBAaHHSA 32 OLEHKA
(hapMakoKHMHETHKAaTa Ha paHUOK3yMal npH manuueHT ¢ 0bO0peyHo yBpexnane. B monynaunonex
(hapMakOKMHETHYEH aHAITU3 MPH NMalMeHTH ¢ HeoBackynapHa BJIM 68% (136 ot 200) ot maruenTHTe
ca umainu 0b0peuHo yBpexaane (46,5% neka crenen [50-80 ml/min], 20% ymepena cremnen [30-
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50 ml/min] u 1,5% texka crener [<30 ml/min]). [Tpu nammentn ¢ BOP 48,2% (253 ot 525) ca umanu
0B0peuHo yBpexaane (36,4% nexo, 9,5% ymepeno u 2,3% Texko). CHCTEMHUSAT KIUPBHC € OWI JIEKO
3aHIKEH, HO TOBA HE € JIOCTUTHAJIO CTATUCTHYECKA 3HAYUMOCT.

UepHonpo6Ho yBpexnane: He ca mpoBexxaanu ohUIIaTHN MPOYIBAHUSA C II€JT 1a CE OLEHU
(hapMakOKMHETHKATa Ha PaHUOU3yMal MPH MAIMEHTH ¢ YePHOIPOOHO yBpEKIaHE.

5.3 IlpeakIuHUYHHU JaAHHU 32 0€30MACHOCT

JIByCTpaHHOTO WHTPABUTPEAITHO NMPUIOKEHHUE Ha paHHON3yMal MpH JBITOOMNANIATH MaKaIy B 103U
mexay 0,25 mg/oko u 2,0 mg/oko BEAHEXK HAa BCEKH JBE CEIMUIIM 3a MIEPHOA 10 26 CEIMUITU BOIH 10
JI0303aBUCHMH OYHU €EKTH.

BbTpeouHo, nMa 10303aBUCHMO MTOBHIIABAHE HA KJIETKU B IIPeIHATa Kamepa 1 nosiBa Ha TuHaal
e(heKT C MK J1Ba JHM CJIe] MHXKEKIMATA. TeKecTTa Ha Bh3MAIUTEIHUS OTTOBOP KaTo 1510 HaMaJlsiBa
IIpU NMOCIACABAINTE MHKCKIIUN WJIN 110 BpEME Ha Bb3CTAHOBABAHCTO. B 3aJHUS CETMEHT UMa
UHOUITpAIMS Ha BUTPEATHH KICTKH U MBTHHHH, KOETO CBILO € J0303aBUCHMO U CE 3ama3Ba J0 Kpas
Ha TepaneBTHYHHS NIepHo. B 26-ceMUYHO MpOyYBaHe, TEKECTTa Ha BUTPEATHOTO Bh3MaJICHHE Ce
yBenu4aBa ¢ Opos Ha nmxekuuute. Ciiel Bb3CTaHOBSIBAHETO, 00ade, ce Habmro1aBar Oene3u Ha
00paTHO pa3BUTHE. XapaKTepbT U BPEMETO Ha B3HUKBAHE HA BB3MAICHUETO HA 3aJHUSI CETMEHT
IpeanoiaraT UMyHHO-MEIMHPaH XyMOpPaJIeH OTTOBOP, KOWTO € BE3MOXKHO Ja HsMa KIIMHUYHA BPB3Ka.
I1pu HsAKOU KUBOTHU ce HaOII0JaBa 0Opa3yBaHe Ha KaTapaKTa Cle]l CPABHUTEIIHO JBJIBI IEPHOA HA
MHTCH3MBHO BB3IAJICHNE, KOETO Tpe/Ioiara, 4¢ M3MEHEHHTa B JICIIaTa Ca BTOPUYHH Ha TEKKOTO
BB3naieHne. HabmroaBa ce mpexoaHo MoKayBaHe Ha BETPEOYHOTO HAIATAHE, OCIIEIBAIIO0
WHTpaBUTpEaTHATa WHXKEKLHUS, KOETO HE 3aBUCH OT MPHIIOKEHATA J103a.

MI/IKpOCKOHCKI/I YCTaHOBUMHUTE OYHHU ITPOMEHU Ca CBbP3aHU C Bb3MAJICHUETO U HE YKa3BaT
ACTCHEPATUBHU IIPOLICCH. B onrtnuHMS 1rCK Ha HAKOU OYH ca YCTaHOBCHU I'PaHYJIOMATO3HU
BB3NAJIUTCIIHU ITPOMCHU. Te3n IMPOMCHHU B 3a/IHUA CCTMCHT HaMaJIdBaT U B HAKOU CiIydau O03JpaBsABaT
110 BpEME Ha Bb3CTaHOBUTEIIHUA IIEPUOI.

Cnen UHTPAaBUTPEATHOTO NPHIIOKEHHE HE CE€ YCTaHOBSBAT Oele3n Ha CUCTeMHA TOKCUYHOCT. B
MOATpyIa OT TPETUPaHH )KUBOTHH Ca YCTAHOBEHU aHTUTENA B CEPyMa M CTHKIOBUAHOTO TSJIO CPEIILy
pannbu3zymao.

Jluniceat JaHHU 3a KaHIICPOTrCHHOCT UJINW MYTAarcHHOCT.

IIpu OpemeHHN MaliMyHU HHTPAaBUTPEATHOTO TPETHPAHE C PAaHNON3yMal, BOACIIIO O MAKCHMATHA
cucteMHa excrozuius 0,9-7-mbTy HaABUILIABAILO HAM-TOIMINS clydaid Ha KIMHUYHA CKCIIO3ULINS, HE
HpeN3BUKBA CBBP3aHa C PA3BUTHETO TOKCHYHOCT M TEPATOTEHHOCT U HE MOBJIHSABA TETIIOTO U
CTPYKTypaTa Ha IUIaIleHTaTa, BBIPEKH Y€ Bb3 OCHOBA Ha (papMaKoIOTHIHHUTE My eeKTH
panuOu3yMad TpsOBa Jja ce CYMTA 3a MOTEHIMAIHO TePATOreHEeH U eMOpHO-/(heTOTOKCHYEH.

Jlumnicata Ha MemuUpaHu OT paHUOM3yMad e(heKTH BHpXY eMOpHO(ETaATHOTO pa3BUTHE BEPOSITHO Ce
JUBJKU Ha HEBB3MOXKHOCTTa Ha Fab (parmenTa na npemunapa mpe3 miarneHrara. HezaBucumo oT TOBa,
¥Ma OIKCaH Ccy4ail Ha BUCOKHM HHMBa Ha paHMOM3yMab B Iuta3Mara npu MaiikaTa v HaJIn4ue Ha
paHrOn3ymad B cepyMa Ha ¢eTyca, KOeTo MMPearoiara, 4e ChbleCTBYBaT aHTH-PAaHUON3yMal aHTHUTENA
(c Fc pernon), kouTo meicTBaT Kato OEITHK HOCUTEI 32 paHHOM3yMab, HaMaIsIBalKu 110 TO3W HAYWH
CEepyMHUS KJIMPHHC Ha MaliKaTa U MO3BOJISIBAT MPEMHUHABAHETO MYy Ipe3 IUIalieHTaTa. T'hil KaTo
W3CJIeIBaHMATA HA BIUSHUETO BbPXY eMOMPO(ETATHOTO pa3BUTHE Ca ITPOBEXKAAHU MPH 3APaBU
OpeMeHHM KUBOTHH, a 3a00JsBaHuATa (KaToO HAllpUMep TUabeT) MoraT Ja MPOMEHST
MPOIYCKIIMBOCTTA Ha IJIAIleHTaTa 10 OTHoIeHue Ha Fab ¢parmenta, pesynraTture oT Mpoy4BaHETO
TpsOBa J]a ce MHTEPIPETUPAT C MOBUIIICHO BHUMAaHUE.
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6. OAPMAIIEBTUYHU JAHHU
6.1 Cnucbk Ha MIOMOIIHHUTE BELIECTBA

0,0-TpeXano3a JUXHIPAT

XHUCTHIWHOB XHIPOXIOPUIT MOHOXUIPAT
XUCTUIUH

ITomucop6at 20

Bona 3a umkeknun

6.2 HecbBMecTHMOCTH

[Ipu nunca Ha mpoyyBaHMA 32 HECHbBMECTUMOCTH TO3H JIEKAPCTBEH MPOAYKT HE TPsiOBa 1a ce CMecBa C
JIpYyTH JIEKApCTBEHU NPOIYKTH.

6.3 Cpok Ha romHocT
1 roguna
6.4 CneuuajJHM ycJI0BHUS HAa CbXpaHeHUe

Ja ce cbxpansiBa B xnaquiHuk (2 °C — 8 °C). Jla He ce 3ampa3ssiBa.

CoxpaHsBaiiTe peABAPUTEITHO HATBIIHEHATA CIIPUHIIOBKA B HEMHUS 3areyaran OnmcTep, B
KapTOHEHATa OMAKOBKA, 3a JIa CE MPEAa3H OT CBETIIHHA.

IIpenu ynmorpeda HEOTBOPEHUAT OIMCTEP MOXKE Ja C€ ChXpaHsBa Ha craiiHa Temmeparypa (25 °C) no
24 gaca.

6.5 Bwunau chabp:kaHNe HA ONAKOBKATA

0,165 ml cTepuien pa3TBOp B IIpeIBapUTEITHO HATBIIHEHA CIIPUHIIOBKA (IIUKIIO0IE(PHHOB TIOJINMED) C
rJ1aBa Ha OyTaloTO OT XJIOpOOYTHIIOBA TyMa ¢ i-coating™ (ToKpUTHE OT CHITMKOHOBA CMOJIA) U
Karayka Ha CIIPHHIIOBKATA C MOIYIPO3padeH, 3allUTEeH OT OTBApsHE TBBHPJ 3aledyarBal] NpbCTEeH U
Karayka OT XJIOpOOYyTHIIOBA TyMa, ¢ HAKpaltHUK THII JIyep-JoK. [IpeaBapuTeHo HaIrbIHeHATA
CIPUHIIOBKA MMa CTHOJI0 Ha OyTaJOTO M MACTO 3a IMOCTaBsSHE Ha MPBCTHUTE, U € OIIAKOBaHa B
3amevaran onmcrep.

OnakoBKa C e/1Ha IPEABAPUTETHO HAITbJIHEHA CIIPUHIIOBKA.
6.6 CnenmuaJnu npeanasHu MEPKH NP U3XBBPJIsiHE U padoTa

Hpe)_'[BapI/ITeJ'IHO HaITbJIHCHATA CIIPHUHIIOBKA € CaMO 3a CAHOKpAaTHa yHOTp€6a. Hpe,I[BapI/ITeJ'IHO
HaIlTbJIHCHATa CIIPUMHIOBKA € CTCPUIIHA. He n3non3paiite IMPOAYKTa, aKo ICJIOCTTa Ha OITIaKOBKaTa €
HapymicHa. CTepI/IHHOCTTa Ha IpeABapUTCIIHO HAIIbJIHCHATA CIIPUHIIOBKA HE MOXE Jia C€ rapaHTHupa,
aKo 6J'II/ICTep’LT He ¢ 3ancyaTtaH. He n3non3Baiite MNPCABAPUTCIIHO HAITBJIHCHATA CIIPUHIIOBKA, aKO
Pa3TBOPHT € C MPOMCHEH UBAT, MBTCH WU ChbAbpPiKa BUIUMH YaCTHUIH.

[IpexBapuTenHO HAaITBIHEHATA CIIPUHIIOBKA ChABPIKA IIOBEYE OT MperopbunuTeaHaTa go3a ot 0,5 mg.
W3nomsBaemusT 00eM Ha peIBapUTEITHO HamrbiiHeHaTta cipuHioBka (0,1 ml), He TpsiOBa na ce
U3M0J3Ba HenuatT. 3numHuaT obeM TpsiOBa Jja ce OTCTpaHU MPe/u MpHUiaraHe Ha WHKEKIUTA.
WmkekTrpaHeTo Ha 1eust 00eM Ha MPeABAPUTEIHO HAIThJIHEHATA CIIPUHIIOBKA MOXKeE /1A JIOBEJIE J10
npenosupane. 3a Ja OTCTPaHUTE BB3AYLIHUTE MEXypUeTa, 3a¢JHO C U3JIMIIHUSA 00eM Ha JIEKapCTBEHUS
NPOJIYKT, 0aBHO HATHCHETE OyTano0To, JOKATO PHOBT MOJ CBOAA HA T'yMeHAaTa T'yMeHaTa riiaBa Ha
OyTasoTO ce M3paBHHM C UepHaTa JIMHUS 3a J103aTa Ha COpUHIIOBKaTa (Koeto otrosaps Ha 0,05 ml, T.e.
0,5 mg parnbuzymao).

[Ipy MHTPABUTPEATHO MHKEKTUPAHE TPIOBa Ja ce u3nonssa crepuwina urina 30G x .
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3a na moarorsute Vislyfa 3a unTpaBuTpeanHo mpuaoKeHue, MOJIsI, IPUIbPKANUTE Ce KbM yKa3aHHSATA

3a yrmoTpeoa:

BuBenenue

1. IIpeaBapuTEIHO HATBIHEHATA CIIPUHIIOBKA € CTCPUITHA M € CaMO 3a MPHIaraHe Ha
eanHUYHA 103a. He u3nos3Baiite MpoayKTa, ako [eI0CTTa Ha ONaKOBKATa € HapyIlIeHa
Wi uMa Oeie3u Ha OTBapsiHE.

2. 3a na moarorsute Vislyfa 3a uatpaBuTpeanto npuioxeHue, Cna3BaiTe Te3u yKa3aHusl
3a ynotpeda. [IpoueTere BHUMATEITHO BCUYKH YKa3aHUS, IPE/IU J1a U3II0I3BATE
MPEIBAPUTEITHO HAITBIHEHATA CIIPUHIIOBKA.

3. OTBapsiHETO HA 3alleyaTaHus OJMCTEP U BCHYKH CIICBAIIN CTHIIKU TPSAOBA 1a ce
M3BBPILBAT PU ACEIITUYHH YCIIOBHSL.

4. Tlpu MHTPABUTPEATHO UHXXEKTHPAHE TPIOBA Ja Ce U3IOJI3BA CTEPUIIHA UTJIa C pa3Mep
30G x % nHYA, KOATO HE € BKJIIOUCHA B OMTAKOBKATA.

3abeaexka: /lozara TpsaéBa aa ce naraacu na 0,05 ml.

Onucanue Ha
MIPEIBAPUTEITHO
HaITbJIHEHATA
CIPUHIIOBKA

MscTo 3a
Kanauga ma  Mapxuposka Ha NPECTHTE
cnpuHuoBkata Aoz 0,05 ml

N
WG mh=

Jlyep-nox  I'ymeHa 3anywiaika

Byrtano

®urypa 1 Hiaroctpanus Ha Vislyfa npeasapure/iH0 HAbJHEHA CHPHHIIOBKA

Crpnka 1

HNOAT'OTOBKA:

VYBepere ce, ue BamaTta onakoBka ChAbpKa: CTEPUIIHA MPEIBAPUTEIHO HATBJIHEHA
CIIPMHIIOBKA B 3alleyaTaH OJucTep.

OTtcTpaneTe 3ame4aTBanioTo MOKPUTHE Ha OIMCTepa Ha CIIPHUHIIOBKATA U Upe3 acenTHIHA
TEXHHKA U3BAICTE CIIPHHIIOBKATA.

Crbnka 2

ITPOBEPKA HA
CINPUHIIOBKATA.:

1. Pa3TBOpBHT Ha
PAHUBU3YMAB tpsiOBa na e
OUCTBP JI0 JICKO OTAJIECICHTEH,
Oe31BeTeH 710 OienokapeHnKaB
Ha LBST.

2. He u3noJ3Baiite
NpeABAPUTETHO HATBJIHEHATA
CIIPHHIIOBKA, aKO:

- Karaykara Ha CIIPHHIIOBKATa €
OTJIeJIeHA OT JTyep-JIoKa;

- CIIPUHIIOBKATA € ITOBpPE/ICHA;

- UMa BUIMMM YaCTHUIIH,
MOMBTHSBAHE WU MPOMSHA Ha
LBETA.

3. AKO Hemo OT OIMKMCAHOTO MO-
rope He € BApHO 3a Baara
MPEIBAPUTEIIHO HAITBIHCHA
CHpI/IHHOBKa, I/I3XB'I)pJ'IeTe an
H3II0/I3BaliTE HOBA.
3a0eaexka: 3a 1a ce nu3doerne
KOMIIpOMEeTHpPaHe Ha
CTEPUJIHOCTTA HA MPOAYKTA, He
U3TerJsiiTe Ha3aa 0yTaao0To.

®@urypa 2 Vislyfa 0,5 mg npenBapureno
HA'bJIHEHA CHIPHHIOBKA € 0 MSICTO 32 MPBCTUTE B
0s10.
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Crpnka 3

CBAJISIHE HA KAITAYKATA
HA CIIPUHIIOBKATA:
CBasieTe KanaykaTa Ha
CHPHHIOBKATA Ype3 3aBbPTaHE 110
1OCOKa, oOpaTHa Ha
YaCOBHUKOBATAa CTpeJKa (BXK.
®durypa 3).

3adenexka: Kamaukara Ha
CIIPUHIIOBKATA TPsAOBa Ja ce
CBaJIU, KOTATO MOTPEOUTEJISIT €
roTOB /12 MOCTABH HHKEKIHUATA.
Bennn:ik cBajieHa, KamayKaTa
He Tpsi0Ba 1a ce MOCTaBs
0THOBO. CIpHHIIOBKATa TpsAOBa
J1a ce U3XBbPJIH, aKO
TMOTPEONTEJISIT HE € TOTOB /12
TMOCTABH MHKEKIHATA.

®@urypa 3 CBajisiHe Ha pe300BaHATA Kamayka

Cronka 4

MNPUKPENIBAHE HA
UTJIATA:

1. Tlpukpernere 34paBo CTEPUITHA
nmxekiuonna uria 30G x Y2
MHYa KbM CHPUHIIOBKATA, KATO 5
3aBHeTE IUTHTHO KbM JIyep-JIoKa
(Bx. Ourypa 4).

2. BHuMartenHo oTcTpaHeTe
KaraykaTa Ha Urjiata, Kato s
U3bpIAaTe.

3aoenexka: Huxora ne
ObpuieTe urJara.

aTa

Crbnka 5

OTCTPAHSIBAHE HA
BB3AYUIHUTE
MEXYPYETA

1. JIpmKTe CIpUHIIOBKATA C
HACcOYeHa HAarope Mria.

2. AKO Ma HSIKaKBHU BB3AYLIHU
MeXypueTa, BHUMATEIHO
MOYyKalTe CIPUHIIOBKATA C
MPBCT, IOKATO MEXypUeTara ce
u3kayat Harope (k. @urypa 5).

®urypa 5 OrcTpaHsiBaHe HA Bb3AyLIHUTE
Mexypuera

Crenka 6

MN3BEXXJAHE HA Bb3IYXA
N HATJIACSIBAHE HA
JO3ATA HA
JEKAPCTBOTO

1. 3agpbxKTe CIIpUHIIOBKATa Ha
HHUBOTO HA OYUTE CH U
BHUMATEIIHO HATHCHETE
OyTanoTo, JOKaTO PHOBT IOA
CBOZIA Ha T'yMEHATa IJIaBa Ha
OyTanoTo ce M3paBHU C
MapKHpOBKaTa 3a Jj03aTa ¢
0,05 ml (Bx. @urypa 6).

3abenexka: CTh0,10TO Ha
0yTaJ0TO € NPUKPENneHo KbM
ryMeHaTa 3amyliajka, 3a 1a ce
u30ertHe u3TerJsine Ha Bb3AyX.
He u3rerJsiiiTe Ha3aJ 6yTaJIOTO.

®urypa 6 HarnacsaBane Ha n03aTa
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Crbnka 7 NHXEKTUPAHE:

1. [IponienypaTa Ha MHXKEKTUPAHE TPSAOBA J]a CE U3BBPILHU IPU ACEHTHYHH yCIOBHS.

2. NmxeknnoHHaTa uria TpsioBa aa ce BpBeae 3,5-4,0 mm 3a7 mumOa BbB BUTpeaIHaTa
KyXHHa, KaTo ce M30srBa XOPU30HTAHIS MEPHUIUAH U CE HACOYBA KbM IICHThpA HA OYHATA
SIOBIIKA.

3. UmxkekTupaiite 6aBHO, JOKaTO F'yMeHATa I1aBa Ha OyTalo0TO JOCTUIHE AHHOTO HA
CIPUHIIOBKATA, TocTaBsiiku ooem ot 0,05 ml.

4. Crieq MHOKEKTHPAHETO He TTOCTABSITe OTHOBO KalavkaTa Ha CIIPUHIIOBKATA U HE s
oTHeNsAiTe OT uriara. 3xBbpiieTe H3MOI3BaHaTa CIIPUHIIOBKA 3a€THO C UTJIaTa B
KOHTEHHEp 32 OCTPH MPEAMETH MITH ChIVIACHO MECTHUTE M3UCKBAHMS.

7. HOPUTEXKATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Lupin Europe GmbH

Hanauer Landstrale 139-143

60314 Frankfurt

I'epmanus

8. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/26/2047/002

9. JIATA HA ITbPBO PABPEITIABAHE/INIOJHOBSIBAHE HA PASPEIHIIEHUETO 3A
YIHHOTPEBA

Jarta Ha mbpBO pa3pellaBaHe:

Jara Ha mocneTHO TIOTHOBSIBAHE:

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

[TonpoOHa wH(pOpMAanHs 3a TO3H JeKapPCTBEH MPOAYKT € MpelocTaBeHa Ha yebcalita Ha EBponeiickara
areHIus 1o JieKapcTBaTa https://www.ema.europa.eu.

51


https://www.ema.europa.eu./

IMPUJIOKEHHUE IT
MHNPOU3BOJUTEJ HA BUOJOT'MYHO AKTUBHOTO BEIIECTBO
N IMPOU3BOJAUTEJI, OTTOBOPEH 3A OCBOBOXJIABAHE HA
IHAPTUIN
YCJIOBUSA UK OT'PAHUYEHNUSA 3A JOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA U UBNCKBAHUSA HA PASPEHHIEHUETO 3A
YINOTPEBA

YCJIOBUA NJIN OT'PAHUYEHNUS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. NPOU3BOIUTEJI HA BUOJIOTNYHO AKTUBHOTO BEIIECTBO U
MNPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOX/JIABAHE HA ITAPTUIHN

Hme n aapeC Ha MPOMU3BOAMTCIIA HA OMOJIOTUYHO AaKTUBHOTO BCIICCTBO

Lupin Limited (Biotech Division)

Gat No. 1156-1160, Village: Ghotawade,
Taluka Mulshi, District: Pune - 412 115,
Mabharashtra

Nuanus

Hwme 1 agpec Ha MpOM3BOANTENS, OTTOBOPEH 32 003060>1<z[aBaHe Ha IIapTHuaAUTC

Hormosan Pharma GmbH
Hanauer Landstrafle 139-143
60314 Frankfurt

I'epmanus

b. YCJI0OBUA NWIN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUSAT MPOYKT C€ OTITyCKa IO OTPAaHUYEHO JIeKapcko npeanucanne (Bx. [punoxenwne I:
Kpartka xapakrepucTuka Ha IpoayKTa, Touka 4.2).

B. JAPYI'M YCJIOBUSA U U3UCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. Ilepuonnvnu akTyaJau3upaHu JokJjaaau 3a oesonacHocr (ITA/IB)

UznckBanmsrta 3a nonasane Ha [IAJIb 3a To3u JlekapcTBEH MPOAYKT ca MIOCOUYEHH B CIIMCHKA C
pedepentnute natu Ha EBponeiickus cpio3 (EURD cnucsk), npenBuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIIH aKTyJIM3aIMH, TTyOJIHUKYBaHH Ha €BPOIEHCKHS
yeOropTa 3a JeKapcTBa.

. YCJI0OBUsA NJIN OT'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUA ITPOAYKT

. Ilnan 3a ynpasJjenue Ha pucka (ITYP)

[Ipurexarensat Ha pa3pemenunero 3a ynorpeda (IIPY) TpsOBa na n3BbpiIBa N3UCKBaHUTE NEHHOCTH H
JeMCTBUS, CBbP3aHU C TIPOCiIesIBaHe Ha JIeKapcTBeHaTa 6e301acHOCT, mocoueHu B 000penus [TYP,
npezactaBeH B Moayn 1.8.2 Ha pa3pelieHueTo 3a ynorpeda, KakTo U BbB BCUUKH CIISIBAIIH 0JJOOpeHH
aktyanuzauuu Ha ITYP.

Axtyanmsupan [IVP Tpa6Ba na ce monasa:

. o uckane Ha EBpornelickaTa areHuus o JIeKapcTBaTa;

. BHHAru, KOraTo ce U3MeHs CUCTeMaTa 3a YIIPaBJIeHUE Ha pUCKa, 0COOEHO B pe3yiTaT Ha
noJly4aBaHe Ha HOBa MH(OpMaIus, KOSTO MOXKe Ja JOBeAe A0 3HAYMMHU POMEHH B
CHOTHOILEHUETO MOJI3a/PUCK, WK CIIE AOCTUTAaHE HAa BaXKEH eTal (BbB BPb3Ka C IPOCiICIsIBaHe
Ha JIEKapCTBeHAaTa 0€30M1aCHOCT WM CBEXIAaHE Ha PUCKA 0 MUHUMYM).

. JonmbJHUTETHN MEPKH 32 CBe:KIaHe HA PUCKA 10 MUHHUMYM
[Ipenn myckane Ha mma3apa, BbB BesKa abpykaa wienka [IPY TpsOBa ma cerilacyBa ¢ HAIMOHATHUTE

KOMIICTCHTHH BJIACTHU IMOCJICAHUSA 06y‘lI/ITeJ'IeH Marcpual.
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ITPY tps6Ba na rapaHTHpa, Y€ ciie 00CHKIaHe U ChITIACYBAHE C HAIIMOHAIHUTE KOMIIETEHTHH BIIACTH
BBB BCsAKa IbprKaBa dieHka, B Kosato Vislyfa e mycnar na masapa, nipu rmyckane Ha masapa H Cliejl
IIyCKaHETO Ha Masapa, BCHYKH 0(TaIMOJIOTMYHN KIMHUKH, KBJIETO ce 0OYaKkBa Ja ce usnonssa Vislyfa,
1ie ObaT CHAOIEHH C aKTyaln3upaH HHGOPMAIIMOHEH MMAKET 3a MalueHTa.

HHpopMallmOHHUAT MAaKeT 3a MalMeHTa TpsOBa 1a ObJie MPeA0CTaBeH, KaKTo o opmara Ha
nHGOPMAITMOHHU OpoITypH, Taka U moja Gopmata Ha ayiuo-CD, KouTo na ChIbpxKaT CISTHUTE
KITIOYOBH €IEMEHTH:

JlucToBka 3a nmanueHTra

Kak na ce moarotsure 3a neuenue ¢ Vislyfa

Kaksu ca crerkute cien aedenue ¢ Vislyfa

KiTio9oBH MpH3HAIM U CUMIITOMH Ha CEPHO3HH HEKETaHU CHOUTHS, BKIIOUHNTETHO IIOBUIIICHO
BBTPEOYHO HAITAHE, BHTPEOYHO Bb3MAICHHE, OTIICIIBAHE HA PETHHATA U Pa3KbCBAaHE Ha
peTuHaTa U MHPEKIHO3eH eHI0()TaTMUT

Kora ma ce ThbpCH CHENTHO KOHCYITAIUS ¢ MEIUIIMHCKH CIIEI[HATHCT
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ITPHUJIOKEHHUE III

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUA C ®JTAKOH

1. HMME HA JIEKAPCTBEHUA IPOAYKT

Vislyfa 10 mg/ml umKkekImoneH pa3rBop
paHnou3ymMab

2.  OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Enua ml ceappka 10 mg pannbusymad. OmakoH, chabpxkani 2,3 mg paHuOn3ymao.

3. CHHUCBHBK HA IOMOIIHUTE BEHIECTBA

IToMomnTHM BemiecTBa: o,0-TpeXaio3a JUXUAPaT; XUCTUANHOB XUAPOXJIOPHIT MOHOXUIAPAT; XUCTHIHH;
nonucop6at 20; BoJia 3a MHKEKIINH.

4.  JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

HHxeKImoHeH pa3TBop

1 x 0,23 ml daakon
Enunnuna no3a 3a ep3pactau: 0,5 mg/0,05 ml. MznuimHusaT o6eM 1a ce OTCTpaHH.

5. HAYHH HA NPUWJIOXKXEHUME U IbT(MIIA) HA BBBEXJIAHE

MHTpaBuTpeanHo NpuiioxKeHue
®dirakoH camo 3a eTHOKpaTHa yrmoTpeoa.
[Ipenu ynotpeba npoyerere JINCTOBKATA.

6. CIHEIOUMAJIHO NPEAYNPEXIEHUE, YE JEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7.  JAPYI'M CIEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

T'onen mo:

‘ 9. CHEIMAJIHH YCJOBHSA HA CbXPAHEHUE

Ja ce chxpansBa B xnaquiHuk (2 °C — 8 °C).
a ue ce 3ampassna.
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CroxpansBaiiTe (1akoHa B KAPTOHEHATa OMAKOBKa, 32 JIa ce MPEJNasu OT CBETIINHA.

10. CHEIWMAJIHU NIPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA
11. HUME UM AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA
Lupin Europe GmbH
Hanauer Landstrae 139-143
60314 Frankfurt
I'epmanus
12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA
EU/1/26/2047/001
13. TMAPTHUJAEH HOMEP
[Taptunen Ne
‘ 14. HAYMH HA OTIIYCKAHE
‘ 15. YKA3AHUNA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAJIOBA A3BYKA

[puero e ocHOBaHMeE /1a HE ce BKIIIOYM HH(pOpManus Ha bpaiinosa a30yka.

| 17,

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JBynsmepeH 0apKoJ ¢ BKIIOYCH YHUKAIECH HACHTU(DHUKATOD

| 18,

YHUKAJIEH WAEHTUO®UKATOP — TAHHU 3A YETEHE OT XOPA

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

ETUKET HA ®JJAKOH

1. HWME HA JIEKAPCTBEHUS NPOAYKT U ITbT(UIIA) HA BbBEKJIAHE

Vislyfa 10 mg/ml umKkekimoneH pa3rBop
paHubu3ymad
WHTpaBUTPEATHO MPUITOKECHHE

‘ 2. HAYHMH HA TIPUJOKEHHUE

‘ 3.  JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. TAPTHUIEH HOMEP

Lot

5. CBABPKAHHUE KATO MACA, OBEM WIHU EJUHUIA

2,3 mg/0,23 ml

| 6. JPYIO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUA C HPEABAPUTEJIHO HAITBJIHEHA CIIPUHLHOBKA

1. HMME HA JIEKAPCTBEHUA IPOAYKT

Vislyfa 10 mg/ml nHKeKIMoHeH pa3TBOp B MPEIBAPUTENHO HAITBIHEHA CIIPUHIIOBKA
paHrOu3ymMad

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEUIECTBO(A)

Bcsika npeaBaputentno HamrbiaHeHa cipuHIioBka ¢ 0,165 ml pa3teop ceabpxa 1,65 mg pannOouzymad
(10 mg/ml).

‘ 3.  CIIMCBK HA IOMOIIHUTE BEHIECTBA

IToMomiHu BemiecTBa: o,0-Tpexano3a JUXUAPAT; XUCTUANHOB XUAPOXJIOPHUI MOHOXUAPAT; XUCTUINH;
nosucop6at 20; BoJia 3a MHKEKIINH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B E/JIHA OITAKOBKA

HHxeKImoHeH pa3TBop

1 npensapuTenHo HambiIHeHa cpuHiioBka ¢ 0,165 ml. Equanuna nosza 0,5 mg/0,05 ml.
WznumiausaT obem TpsOBa 1a ce OTCTPaHM MPEIU MpUIaraHe Ha MHKEKIIUATA.

5. HAYUH HA IIPUJIOKEHME U ITT(MIIA) HA BBBEKJAHE

Camo 3a enHokparHa ynorpeba. Ciies; oTBapsiHE Ha 3anieyaTaHust OJIMCTEP MPOABIDKETE PU
ACENTUYHU YCIIOBHSI.

Harnacere mo3ara Ha nmuHusATa 3a 103a 0,05 mg.

[Ipenu ynoTpeba npoyerere JINCTOBKATA.

WHTpaBUTpeaTHO MPHIITIOKEHHE.

6. CIEOUAJHO NPEAYNOPEXIEHUE, YE JEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICHa.

‘ 7.  JAPYI'M COEUUAJHU NPEAYIPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

T'onen mo:
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‘ 9. CHEIMAJIHU YCJIIOBUSA HA CbXPAHEHHUE

Ja ce chxpanspa B xnaguiHuk (2 °C — 8 °C).

[a He ce 3ampa3siBa.

CoxpaHsBaiiTe MpeABAPUTEITHO HATbJIHEHATA CIIPUHIIOBKA B 3allevaTaHus OJIUCTEp, B KAPTOHCHATA
OMAaKOBKa, 33 Jia CE MPE/Ma3u OT CBETIIMHA.

10. CHEHUAJIHU ITPEAITIAZHU MEPKU 11PU U3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. UME U AAPEC HA IIPUTEXXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Lupin Europe GmbH
Hanauer Landstrafe 139-143
60314 Frankfurt

I'epmanus

12. HOMEP(A) HA PABPEHLIEHUETO 3A YIIOTPEBA

EU/1/26/2047/002

13. HAPTUJEH HOMEP

[Taptunen Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. AH®OPMAILIUA HA BPAMJIOBA A3BBYKA

[puero e ocHOBaHMeE /1a HE ce BKIIIOYM HH(pOpManus Ha bpaiinosa a30yka.

‘ 17. YHUKAJIEH TJEHTUO®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIIOYCH YHUKAICH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH NJEHTUO®UKATOP — TAHHU 3A YETEHE OT XOPA

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

BJIMCTEPHO ®0OJIMO HA ITPEJIBAPUTEJIHO HAITBJIHEHA CIIPUHIIOBKA

1. HWME HA JIEKAPCTBEHUS NPOAYKT U ITbT(UIIA) HA BbBEKJIAHE

Vislyfa 10 mg/ml nexeKIMoHeH pa3TBOp B IPEIBAPUTENHO HAITBIHEHA CIIPUHIIOBKA
paHubu3ymad
WHTpaBUTPEaTHO NPUIIOKEHHE

2. HUME HA ITPUTEXATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

Lupin Europe GmbH

‘ 3.  JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

EXP

4. TIAPTUJIEH HOMEP

Lot

|5.  JPYTO

0,165 ml
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

ETUKET HA ITPEJABAPUTEJ/IHO HAITBJIHEHATA CIIPUHIIOBKA

1. NME HA JIEKAPCTBEHUA IMTPOAYKT U ITbT(MIIA) HA BBBEXKJIAHE

Vislyfa 10 mg/ml nexeKIMoHeH pa3TBOp B IPEIBAPUTENHO HAITBIHEHA CIIPUHIIOBKA
paHubu3ymad
WHTpaBUTPEaTHO NPUIIOKEHHE

‘ 2. HAYUH HA ITPUJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4, INAPTUJIEH HOMEP

Lot

|5.  JPYIO

0,165 ml
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Bb. IUCTOBKA
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JlucroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Vislyfa 10 mg/ml un:kexkunoneHn pasTsop
pannbu3yma6 (ranibizumab)

vTosn JICKapCTBEH MPOIYKT MOJICKH Ha JOMBIHUTEHO HabmoeHre. ToBa 11e mo3Bou 6bp30TO
yCTaHOBSIBaHE Ha HOBA MH(POPMAIIUS OTHOCHO Oe3omacHocTTa. MoXeTe /1a iajieTe CBOs PHHOC KaTo
CHOOIIUTE BCSIKA HEXKETaHa PEaKIys, KOSTO CTe MOMyUYH/IH. 3a HAaYWHA Ha ChOOII[aBaHe Ha HEXETaH!
peaxIiu BIXKTE Kpasi Ha Touka 4.

IIpoyeTeTe BHUMAaTEIHO LAJIATA JUCTOBKA, Mpeau 1a Bu 0be NpuiI0:keHo TOBA JIeKAPCTBO, Thil

KaTO TH CbAbpPika BaxkHa 3a Bac nadopmanus.

- 3amasere Ta3u JUCTOBKA. MoJke 1a ce HaJIOkKH J1a sl POYETETE OTHOBO.

- AKO MMaTe HAKaKBU JONBJIHUTEIHU BBIPOCH, oNUTainTe Bammus ekap.

- AKO IIOJTy4YuTE HIKAKBU HEXKEJIAHU PEeaKLuu, yBeromere Bamus sekap. Tosa BkirouBa U
BCHUYKH Bb3MOYKHU HEXEJIAaHU pPEaKLiy, HEONMCAH! B Ta3M JUCTOBKA. BrkTe Touka 4.

Kakso CbABbpPiKa Tadu JIMCTOBKA

1. Kakso nipesicrasisiBa Vislyfa u 3a kakBo ce usmnosnssa

2. KakBo Tps0Ba a 3Haere, npeau aa Bu 6b1ae nputoxen Vislyfa
3. Kak ce npunara Vislyfa

4, Bb3M0XHU HEKETaHU pEeaKLUU

5. Kaxk na cexpansiBate Vislyfa

6. CpabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

1. Kakso npeancrasasiBa Vislyfa u 3a kakBo ce usnosssa

Kakso npeacraBiasBa Vislyfa

Vislyfa e pa3rBop, koiiTo ce urxektHpa B okoto. Vislyfa npunamiexxu kbM rpyma jgekapcTea,
HapeueHN aHTHHEOPEBACKYIapu3upaniu cpeacta. Chabpika akKTHBHO BEIECTBO, HAPEUCHO
panubuzymao.

3a kakBo ce u3nonassa Vislyfa
Vislyfa ce npunara npu Bb3pacTHH 3a JICUCHHE Ha HAKOJIKO OYHH 3a00JIIBaHMS, TPEAN3BUKBAIIH
yBpEeXIaHE Ha 3pCHUETO.

Tesu 3a001s1BaHUS] BB3HUKBAT B PE3YJITAT Ha YBPEKAaHEe HA peTHHATA (CBETIIOUYBCTBUTEIHHS CIIOH B

3a/{HaTa 9acT Ha OKOTO), MPUYNHEHO OT:

- PaspacTBane Ha HeecTeCTBEHH KPHBOHOCHH CHIOBE C TIOBUIIIEHA MpommyckinBocT. Habmogasa
ce npu 3a00NIsABaHUs KaTo Bb3pacToBOOOYCIOBeHa MaKyHa nereHepanus (BJAM) u
nponudepatuBHa nuaberna perunonarus (I1P, 3abonsBane, KoeTo ce IBIDKK Ha AUAOET).
Mosxe ChIO Taka J1a € CBhP3aHo ¢ XopouaanHa HeoBacKynapusanws (XHB), mpimkama ce Ha
narosiornana muonus ([IM), aHrHOMITHN WBUIIH, LICHTPAIHA CEPO3HA XOPHOPETUHOATHS HITH
BB3nanurenHa XHB.

- MakyneH exeM (OTOK B IICHThpa Ha peTuHaTa). To31 OTOK MOXE J1a ¢€ ABJIKU Ha THa0eT
(3abonsBane, HapedeHO AuabeTeH MakyieH eaem (JIME)) wim Ha 3amymBane Ha BEHUTE Ha
peTtuHaTta (3a0o0nsBaHe, HAPEUEHO BEHO3HA OKITy3Hs Ha petuHara (BOP)).

Kak neiicTBa Vislyfa

Vislyfa cnenmduano pazno3zHaBa u ce CBbp3Ba ¢ OSNTHK, HApPEUSH YOBEUIKH ChIOB CHIOTEIICH
pactexen dpakrop A (VEGF-A), Hamupair ce B okoto. Koraro e B m3numrsk, VEGF-A npuunasBa
HEECTECTBEHO pa3pacTBaHe HA KPHBOHOCHH ChIOBE M OTOK B OKOTO, KOUTO MOTaT JIa IOBEAAT A0
HapyIlaBaHe Ha 3peHueTo MpH 3adomsaBanus kato BJIM, JIME, I111P, BOP, [IM u XHB. Cebp3Baiiku
ce ¢ VEGF-A, Vislyfa moxe na 610Kupa IeiCTBUETO My U Ja IPEAOTBPATH HEECTECTBEHOTO
pa3pacTBaHe Ha KPbBOHOCHH CBHIOBE M OTOKA.
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Ipu Te3u 3abomsBanms, Vislyfa moxke ma momorse ma crabuiamsmpa ¥ B MHOTO CIIy4YaH Ja mogoopu
3peHueTo Bu.

2. KakBo TpsioBa 1a 3HaeTe, npeau 1a Bu 0bae npuiioxen Vislyfa

He Tps6oBa 1a Bu 6bae npuanaran Vislyfa

- Axo cte AJICPTUYHU KbBM paHI/I6I/ISyMa6 WJIN KbM HAKOSA OT OCTaHAJIUTE CbCTaBKH HA TOBA
JeKapcTBo (M30pOEHU B TOUKA ).

- AKko nMaTe HH(EKINS BbB WIH OKOJIO OKOTO.

- Ako nMaTe 0OJKa WK 3a4epBABaHe (TEKKO BbTPEOYHO BH3MAJICHUE) B OKOTO CH.

[pexynpesxaeHus u npeanasHu MepKu

T'oBopere ¢ Bamus nekap, npeau na Bu 6bae npunoxken Vislyfa.

- Vislyfa ce npunara nmoa gopmara Ha uHKeknus B okoto. [loHskora, cien iedenue ¢ Vislyfa
MOrar Jia HacThIIAT MH(EKIU Ha BETPENTHATa YacT Ha OKOTO, OOJIKa MITH 3a4epBSBSIHE
(BB3MaseHue), OTJICNBaHE WM pa3KbCBaHE HA €1HA OT OOBUBKUTE B 3aJJHATA YacT Ha OKOTO
(oTyienBaHe WM pa3KbCBaHE HA PETUHATA U OTIICTIBAHE WM Pa3KbCBaHE HA MUTMEHTHHSI EMTUTEN
Ha peTWHaTa), WM IOMBTHIBAaHE Ha jeniara (karapakra). BakHo e TakaBa HHGEKIHS WK
OTJICTIBAaHE HA PETHHATA Ja CE YCTAHOBSABAT M JIEKYBaT KOJIKOTO € Bb3MOXHO I0-paHo. Mo,
yBenoMete Bamus nekap He3a0aBHO, aKo ce Pa3BUAT CUMIITOMH KaTo 0OJIKa B OKOTO MU
yBEJIMYaBalll ce AUCKOM(OPT, BIOIIABAILO CE 3aUePBABaHE Ha OKOTO, 3aMBITIEHO MJIM HAMAJICHO
3peHHe, yBEJIN4eH Opoil MaNKy YaCTHYKY WJIM TOYKU B 3pUTEIHOTO Bu mosne nim noBuieHa
YYBCTBHUTEIHOCT KbM CBETJIHHA.

- [Tpu HAKOM MALIMEHTH 32 KpaThK MEPUO/I, BEAHATA CIIE/ MHXKEKIUITa, MOXKE J1a C€ TIOBUIIN
BBTPEOYHOTO Haisrane. ToBa € ChCTOSTHHUE, KOETO Bue OMxTe MOTIIN J1a He YCEeTHTE, 3aTOBa
Bamusr nexap moxe na Bu u3cnenBa 3a Hero cien BCsiKa HHKEKLIUS.

- Wudopmupaiite Bammst nexap, ako cTe IMali MPEANIIECTBAIIN 3a00SIBAHAS HA OYNTE WITH
JieueHHEe Ha OYUTE, HITH aKO CTe MPEKUBETH WHCYIIT, WM CTe UMAJIM MIPEXOJHN CUMIITOMH Ha
WHCYAT (CNabO0CT WM Tapain3a Ha KPaHUIINTE WITH JTUIETO, 3aTPYyTHEH TOBOP WM pa30upaHe).
Tasu undopmarus e Obj1e B3eTa npeaBu/I mpu oreHkara ganu Vislyfa e moaxossmoro
nedeHue 3a Bac.

Mons, BuxTe TouKa 4 (,,BE3MOKHM HexenaHu peakyu‘®) 3a noBede HHGpOpMaIys OTHOCHO
HEKENIAHUTE PeaKlny, KOUTO MOTaT Jia HACTBIIAT 1o BpeMe Ha sieueHueTo ¢ Vislyfa.

Jeua u ronomu (moa 18 roaumHa Bb3pacr)
IMpunoxenunero Ha Vislyfa mpu geria u FoHOIIM HE € YCTAHOBEHO M 3aTOBA HE CE MPENOphYBa.

Jpyru nekapcerBa u Vislyfa
Tps0Ba na kaxere Ha Bamms nekap, ako nmpueMare, HaCKOpo CTe MPUEMaH WITH € Bb3MOXKHO J1a
npreMare JIPyTH JISKapCcTBa.

BpeMeHHOCT U KbpMeHe

- Ha sxeHuTe, P KOUTO CHIIECTBYBA BH3MOXKHOCT 3a 3a0peMeHsIBaHe, ce MPEenopbhuBa aa
U3M0J13BaT e()EKTHBHA KOHTPALICTIIHS 110 BPEME Ha JICYCHHETO U B MPOIBIDKCHHE HA TIOHE TPU
Mecela ciejl IprIarale Ha rmociaeanara umkekius Vislyfa.

- Hsma ommmr ¢ mpuioskenunero Ha Vislyfa npu 6pemennn sxenu. Vislyfa ne ps6sa ma ce
U3I10J13Ba 110 BpeMe Ha OPEMEHHOCT, OCBEH aKO MOTECHIUATHHUTE MOJI3U HE MPEBUILIABAT
NOTEHIMATHUTE PUCKOBE 32 HEPOJICHOTO JeTe. AKO cTe OpeMeHHa, CMsITaTe, 4e MOXKeE Jia CTe
OpeMeHHa WK TUTaHupaTe OpEeMEHHOCT, MOJISI 00ChIeTe TOBa ¢ Bammmwist tekap mpenu JeUeHHeTo
c Vislyfa.

- Manku konmmuectBa Vislyfa morar na npemuHar B kbpmara, 3atoBa Vislyfa ve ce npenopbusa
1o Bpeme Ha kbpMeHe. [lochBeTBaiiTe ce ¢ Bamus jiekap win GpapMaleBT npean JeUeHUe ¢
Vislyfa.
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lodupane u paéoTa ¢ MAIIMHH
Cren neuennero ¢ Vislyfa moxe na nmare BpeMeHHO 3aMbITISBAHE Ha 3PEHUETO. AKO TOBA CE CIIYYH,
He modupaiite 1 He paboTeTe ¢ MAIIMHK, JOKATO TOBA HE OTIIYMH.

ToBa jilekapcTBO ChAbpP:ka nosaucopdat 20

Tosa nmexapctBo chappika 0,005 mg morcop6ar 20 BB Besika qo3a 0,05 ml, KoeTo € eKBUBAIIEHTHO
Ha 0,1 mg/ml. ITonmucopbaTuTe Morar J1a MPUYMHAT ajepruuHu peakimu. TpsoBa na kaxere Ha Bamus
JieKap, ako UMaTe YCTAaHOBEHU allepTyu.

3. Kak ce mpuiiara Vislyfa

Vislyfa ce npunara kato eJMHIYHA HHXKEKIHS B OKOTO OT BamusT o4yeH jekap, Mo MeCTHa YHoiKa.
Obwnyaiinara 103a, KOSTO ce HHKekTHpa, € 0,05 ml (kouto cpappxkat 0,5 mg panuOuzymao).
HuTepBanbT MEXIy PUIIATaHETO Ha JIBE 103U, MHXKEKTHPAHH B €ITHO U CBINO OKO, TpsiOBa 1a Obie
MIOHE YETHPH CeIMUIM. Beruku nrxkeknuu e Bu 0b1at npunoskenn ot Bamms oden nekap.

IIpenu npunarane Ha MHXEKLIUATA, Bamusar nekap BHUMATENHO 1€ TpoMKe 0KoTo By, 3a na
Npe0TBpaTH Bh3HUKBAHETO Ha MHGEKIMs. BammsT nekap, cbiio Taka, e Bu npuinoxu mectHa
ynoiika, 3a 1a HaMaJIy WU J1a IPeJOTBPATH BeAKa O0JIKA, KOATO OMXTE MOIJIM []a H3IIUTATE 110 BpEMe
Ha WHXKEKLUATA.

JleyenueTo 3armoysa ¢ npuiarane Ha eana umkekims Vislyfa meceuno. Bammst nekap mie npociensisa
CBHCTOSTHUETO Ha OKOTO BU M B 3aBHCHMOCT OT TOBa, KaK C€ MOBIUSIBATE OT JICYCHUETO, II1€ TIPEIIeHH,
JIAJIA ¥ KOora € He00X0JUMO J1a Ce MPOIBIDKH JICUCHHUETO.

[MonpoOHu yKka3aHus 3a yrnorpeba ca IaJieHn B Kpasi Ha JINCTOBKATa B pasneia ,,[I0roToBka u
npunoxenue Ha Vislyfa mpu Bb3pactau®.

Crapuecka Bb3pacT (Ha ¥ Haj 65 roauHu)
Vislyfa moxe s1a ce mpuara nmpu NaldeHTH Ha Bb3pacT Ha U HaJ 65 roauHu 6e3 1a € Heo0X0auMO
KOPUTHpaHe Ha /103aTa.

IIpenu 1a 0bAe MpeycTaHOBEHO JieueHUeTo ¢ Vislyfa

Axo oomucisTe 1a npeycranoBute seueHneto ¢ Vislyfa, Momst otunere Ha crneqBamiys 3anucan yac u
oOcpaete ToBa ¢ Bamms nekap. Bamust nekap me Bu nocbBeTBa H 11e pemy KOJIKO IBITO €
HeoOxomumo 1a ce siekysare ¢ Vislyfa.

AKO UMaTe HIKaKBH JIOMBIHUTEITHA BBIIPOCH, CBBP3aHU C YIIOTpeOaTa Ha TOBA JICKAPCTBO, MMOMUTANTE
Bamusa nekap.

4, Bb3MO:KHU HeKeJIAaHH peakunu

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKC [1a MPCAN3BUKA HCIKCIAaHU PCAKIIUH, BBIIPCKU Y€ HC
BCCKH T' TIOJTy4aBa.

HesxenanuTe peakunu, CBbp3aHu ¢ npriaranero Ha Vislyfa, ce meimkar mim Ha caMoTO JIeKapCTRO,
WK Ha MPOIieypaTa Ha MHKEKTHPAHE, U Hal-4eCcTo 3acsaraT OKOTO.

Haii-cepro3nuTe HexellaHU peakiiy ca OMKUCAaHU MO-J0JIY:

YecTH cepHO3HU HeKeJIAaHU peakuuu (Morat Ja 3acerHat 70 1 Ha 10 xymm): oTinenBaHe uin
pa3KbCBaHE Ha CJIOsI, KOMTO ce HaMHUpa B 3aJHATAa YacT Ha OKOTO (OTJIENIBaHE WM pa3KbCBaHE Ha
peTrHaTa), KOeTO BOJY A0 MOsABaTa Ha CBETKABUIIM M MBTHUHH, KOETO MOXKE J1a TIPOTPECHpa JI0
BpeMeHHa 3ary0a Ha 3peHHeTO UM MOMBTHABAHE Ha Jiemara (KarapakTa).

HeuecTu cepno3Hu He:keJIaHU peakuuu (Morat Aa 3acerHat o 1 Ha 100 gymm): cienora, HHQEKIus
Ha o4HaTa s0bJIKa (CHIO(PTAIMUT) C Bh3NaJICHHE Ha BHTPEITHOCTTA Ha OKOTO.
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CuMmnToMHTE, KOUTO MOXKE J1a TIOUYBCTBATE, ca OOJIKA WM TIOBUIIIEH TUCKOM(POPT B OKOTO, ITO-CUITHO
3auepBsABaHE HA OKOTO, 3aMbBIIIIBAHE WM HAMAJSIBAHE HA 3PDCHUETO, MTOBUIIIABAHE HA OpOs Ha
MBTHUHHTE B 3pUTEITHOTO TOJIC WJIH MMOBUIIICHA YyBCTBUTEIHOCT KbM CBeTNIMHA. Mo,
undopmupaiite He3adaBHo Bammus Jiekap, ako MOJy4YHuTe HIKOS OT H30POEHUTE HeKeJTaHU
peaKiuu.

Haii-guecTo ch00IIaBaHNTe HEXENAHU PEAKIIUHU Ca OTIMCAHU T10-/10JTY:

MHoro 4ecTH HeskeJJaHH peaKMu (Morat Ja 3acerrar nosede ot 1 Ha 10 xymm)

Hexenanu peakuuu, CBbp3aHH ChC 3pEHUETO: Bh3NAJIEHNE Ha OKOTO, KbPBEHE B 33/1HAaTa YacT Ha
OKOTO (KpBhBOU3JIMB B PETUHATA), 3pPUTEIIHN HAPYILEHHs, 00JIKA B OKOTO, MaJIKi YaCTUYKH WM TIETHA B
3pUTENHOTO ToJie (MBTHUHH), KbPBSICBAaHE HAa OKOTO, pa3HEHE B OKOTO, YCEIIaHe 3a Uy>KJI0 TSAJIO B
OKOTO, TIOBUILICHO OT/AEISHE Ha ChJI3H, Bh3NAJCHUE MM WHPEKIHS Ha KpaullaTa Ha KJeTavynTe,
CyXOTa B OKOTO, 3a4€PBsIBaHE WM CHPOEK B OKOTO U MOBHUILICHO BHTPEOYHO HAJSTaHE.

Hexenanu peakunu, HeCBbP3aHH ChC 3PEHUETO: BB3MAIECHO I'bPJI0, 3aIMyIIeH HOC, XpeMa, IJ1aBobome
1 OOJIKH B CTaBUTE.

[To-moiy ca onvicaHu JpyTH HEXEJTaH! peakiiy, KOUTO MOTaT Jia Bh3HUKHAT CJIE] IpUIarane Ha
Vislyfa:

YecTH HeKeJIAHU PeaKUnu

Hexxenanu peakiuu, CBbp3aHU ChC 3pEHUETO: HaMaJleHa 3pUTeNIHa OCTPOTa, NOAYBaHE Ha 4acT OT
OKOTO (Ch/I0Ba OOBMBKA, POrOBHUIIA), Bh3IMAJICHNE Ha pOroBULaTa (IIpeHaTa yacT Ha OKOTO), MaJIKH
NETHHIIA BbPXY MOBBPXHOCTTA HA OKOTO, 3aMbBIJICHO 3pEHUE, KbPBEHE OT MACTOTO Ha IIOCTABSIHE HA
MHKEKLUSTA, KbPBEHE B OKOTO, OTIEJISIHE HA CEKPET OT OKOTO ChC ChPOEK, 3aUepBsIBaHE U IOAyBaHE
(KOHIOHKTHUBHT), YyBCTBUTEITHOCT KbM CBETIMHA, TUCKOM(DOPT B OKOTO, TIOAyBaHEe Ha Kiernaya, 60ika
B KJIETIaYa.

Hexxenanu peakuuu, HeCBbP3aHH CbC 3PEHUETO: MH(MEKIUS HAa MMKOYHUTE TbTUILA, HAaMaJIsiBaHEe Ha
Opos Ha YepBEHUTE KPBBHU KJIETKH (CbC CUMIITOMH KaTO YMOPa, 33AyX, 3aMassHOCT, OJie/1a KoxXa),
TPEBOKHOCT, KallTUIIA, TaJCHE, aJIEPTUYHU PEaKINU KaTo 0OpHB, YPTUKAPH, ChPOEK U 3a4epBsBaHE
Ha KOXarta.

HeuecTn HexeJ1aHU peaKkuuu

Hexenanu peakium, CBbp3aHU ChC 3PEHUETO: BH3MAJICHUE U KbPBEHE Ha IIPEIHATA YacT Ha OKOTO,
OTJIaraHe Ha THOW B OKOTO, IPOMEHH B IIEHTPATHATA YacT Ha OYHATA MMOBBPXHOCT, OOJIKA MITH
BB3MAJICHUE B MSCTOTO HA MH)KEKTUPAaHEe, HEOOMUYATHO ycelllaHe B OKOTO, Bh3IAaJICHUE Ha KIlenava.

Cpo0maBaHe Ha HesKeJIaHU peakIun

AKO TIONTyYnTe HAKAKBU HEXEJIAaHU JICKAPCTBCHH peakiiuu, ypenomere Bams nexap. ToBa BkiltouBa
BCUYKH BH3MOXKHU HEOTIMCAHH B Ta3H JINCTOBKA HEXKENIAaHHU peakni. MoxeTe ChIo Ja ChoOIuTe
HEXKEJIaHU PEaKIuy TUPEKTHO Ype3 HAllMOHATHATA CUCTEMa 3a ChOOIaBaHe, IOCOUYCHA B
[punoxxenne V. Kato cho0Im1aBare HexXETaHH PEaKIMH, MOXETE Ja JaJIeTe CBOS IMTPUHOC 3a
NoJy9YaBaHe Ha ToBede MH(GOpMAIIHs OTHOCHO 0€301acHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak 1a cbxpansiBate Vislyfa

- [a ce cpxpaHsiBa Ha MSCTO, HEIOCTBITHO 32 JAeLa.

- He u3nosn3Baiite ToBa 1eKapcTBO Ciie] CPOKa Ha TOAHOCT, OTOEIsI3aH BbPXY KapTOHEHATa
ornakoBka u etukera ciesn ['onen 10:/EXP. CpokbT Ha TOAHOCT OTroBapsi Ha MOCJEAHNUS JIEH OT
MOCOYCHHS MECELL.

- Ja ce cpxpansiBa B xnammHuK (2 °C — 8 °C). Jla He ce 3ampassiBa.

- [penu ynotpeda HEOTBOPEHUSIT (IIAKOH MOKE JIa C€ ChXpaHsBa Ha CTaiiHa TeMIeparypa
(25 °C) o 24 gaca.

- CoxpansBaiiTe (1akoHa B KapTOHEHATa ONAKOBKa, 3a J1a ce IPEAINa3u OT CBETJIMHA.

- Jla He ce U3M0I3Ba MOBpEICHA OMAKOBKA.
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6. Cumpmarme Ha OnMaKoBKaTa U J0ONIbJHUTEC/IHA I/lll(l)OpMalII/lﬂ

Kakspo ceabpixa Vislyfa

- AKTHUBHO BelecTBO: paHnOu3ymad. Beeku ml cpabpika 10 mg panubuzymad. Beexu dnakon
ceabpxa 2,3 mg pann6uzymad B 0,23 ml pasteop. I1o To3n HaYMH ce ocUTypsiBa HEOOXOIUMOTO
KOJIMYECTBO, TOCTABAIIO eaquauyHa n03a 0,05 ml, ceappikamia 0,5 mg paHuOu3ymao.

- Hpyru cbCcTaBKU: 0,0-Tpexano3a AMXUIPAT; XUCTUAMHOB XUAPOXJIOPUA MOHOXHUIPAT;
XUCTHIUH; norcopOart 20; Bo1a 32 HHIKEKIINH.

Kak m3rnexna Vislyfa u kakBo cbabpika onnakoBKarta
Vislyfa e umkekunoneH pas3rsop BbB ¢uakos (0,23 ml). Pa3tBOpbT € OUCTBP 0 JIEKO OMAaleCLCHTEH,
Oe31BeTeH 10 0yiefiokadeHUKaB BOJACH Pa3TBOpP.

Vislyfa ce npemiara B onmakoBka ¢ €MH CTHKIICH (IaKOH, ChABPIKAIL paHHOU3yMab ¢ XJII0poOyTHIIOBa
ryMeHa 3anymianka. OiakoHbT € caMo 3a €JHOKpaTHa ynoTpeoa.

IIpuTexaTes Ha pa3peLIeHUETO 32 yoTpeda
Lupin Europe GmbH

Hanauer Landstrafle 139-143

60314 Frankfurt

I'epmanus

IIpousBoaguren

Hormosan Pharma GmbH

Hanauer Landstralle 139-143

60314 Frankfurt

T'epmanus

3a AomBIHKUTENTHA HHPOPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
NpeICTaBUTEN Ha MPUTEKATEIIS Ha Pa3perieHreTo 3a yrnorpeoa:

AT, BE, BG, CZ, CY, DE, DK, EE, EL, ES, FI, FR
HR, IE, IS, IT, LV, LT, LU, HU, MT, NL, NO,

PL, PT, RO, SI, SK, SE
Lupin Europe GmbH Laboratoires Biogaran
Tel: +49 69 96759087 Tel: +33 (0) 800 970 109

I[ara Ha MOCJICAHO MpepasrjacKaaHe Ha JUCTOBKaTa

JApyru u3rouHuum Ha uHGopMauus
ITonpoOHa uHOpMaLKs 3a TOBA JIEKApCTBO € IpeaocTaBeHa Ha yeOcaiiTa Ha EBpornelickara areHIus
10 JIeKapcTBaTa https://www.ema.europa.cu.
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IMMOCOYEHATA MO-10J1Y HHPOPMAINA E ITPEJTHAZHAYEHA CAMO 3A
MEJIANWHCKHA CIIENUAJMCTH:

Mouns, BIKTE ChINO Taka Touka 3 “Kak ce mpumara Vislyfa”.

[ToaroroBka u mpuioxkenue Ha Vislyfa

®dnakoH 3a eTHOKpaTHA yHOTpeda caMo 3a MHTPABUTPEATHO MTPHIIOKECHUE

Vislyfa tpsi6Ba na ce mpunara oT KBampuuupan ohTaaIMoJIOr C OIUT B UHTPABUTPEATHUTE
WHXKEKLIUH.

IIpu Bnaxna BJAM, npu XHB, npu I1IP u npu 3putennu Hapymenus, Abhkany ce Ha JIME nnu Ha
MakyJieH ezieM BeieacTBre Ha BOP, npenopwsuntennara no3a Ha Vislyfa e 0,5 mg, npuinoxxenn karo
eIMHUYHA UHTpaBUTpeaiHa uHkekius. ToBa crorBeTcTBa Ha 0,05 ml 06eM 3a HHKEKTHpaHe.
MHTEpBanbT MEX/Iy HHKEKTUPAHETO Ha JIBE 03U B €HO U CHIIO OKO TPsOBa a ObJe MOHEe YeTHPH
CEIMHUIIH.

JleyenueTo 3amoysa ¢ €1Ha MHXEKIHS MECEYHO 10 MIOCTUIAHE HA MAKCUMAaJIHA 3pUTEIHA OCTPOTa
W/WIH JI0 JINTICA Ha TPU3HAIM HA aKTUBHOCT Ha 3a00JIIBaHETO, HAIIP. JTUTICA HA TIPOMSIHA B 3pUTEITHATA
OCTpOTa M B IPYTH MPHU3HAIA U CHMIITOMH Ha 3a00JISBAaHETO B X0/1a Ha JiedeHueTo. [Ipu manueHTure ¢
Bnaxxua BJIM, JIME, I1/IP u BOP nspBoHa4YaiHO MOXKE a2 ca HEOOXOAUMH TP WU TIOBEYE
MOCJIEIOBATEIHU HHKEKIIUH, IPUIOKEHN BEAHBK MECEUHO.

Cnen ToBa nexkapsT TpsiOBa Ja OIpe/eNn MHTEePBal Ha IPOCIeAsBaHe U Ha MIPUJIaraHe Ha JIeYeHUETO
Bb3 OCHOBA Ha AKTUBHOCTTA Ha 3a00JISIBAHETO, OLICHEHA Ype3 3pUTeSIHATa OCTPOTA W/UIM aHATOMHYHU
napamMeTpH.

AKO 110 MHEHHUE Ha JIeKapsi, 3PUTEIHUTE U aHATOMUYHHUTE TAPAMETPH MOKa3BaT, Y€ MPH MalHeHTa
HsIMa T10J13a OT IPO/IbDKaBaHe Ha jieueHueTo, Vislyfa Tpsosa na ce crpe.

[IpocneasBaHeTO 3a aKTUBHOCT Ha 3a00JIIBAHETO MOJKE J]a BKJIIOUBA KJIMHUYEH Tperie],
(hYyHKIIMOHAIHO M3CJeBaHe WM 00pa3HHU TEXHUKH (HAIp. ONITHYHA KOXEPEHTHA TOMOTpadusl WiH
(hmyopectienHoBa aHTHOTpadwIs).

AKO MaIMEeHTUTE Ce JIEKYBAT M0 CXeMa ‘‘TedeHue-u-IpoIbbKaBaHe Ha JICUSHUETO , IPU JOCTUTaHEe Ha
MaKCHMAaJTHa 3pUTeNTHa OCTPOTAa W/WIIH JINTICA Ha IPU3HAIM Ha aKTUBHOCT Ha 3a00IIBaHETO,
WHTEpBAJINTE Ha MpUJIaraHe Ha JICYEHHETO MOTaT IMIOCTETIEHHO J]a c€ YBEeJINYaT JI0 TIOBTOPHA TT0sBa Ha
MPHU3HAIA HA aKTUBHOCT HA 3a00JIIBAHETO WM 3pPUTEITHU HApyIIeHHs. TepaneBTHYHUTE UHTSPBAIH HE
TpsiOBa Ja ce yIbJDKaBaT C TIOBEYE OT /IBE€ CEAMMIIM HaBeIHBX IpH Biakaa B/IM u morat na ce
yabKar ¢ 1o enud Mecer] HapequbxK npu JAME. IIpu I1/IP 1 BOP tepaneBTrnyHITE HHTEPBAIH CHIIO
MOTaT MOCTENEHHO JIa Ce YABIIKAT, BHIIPEKH Ue JIMIICBAT JOCTAThYHO JTAHHU, KOUTO J]a ONPEACIIAT
MPOABIDKUTEITHOCTTA Ha Te3U WHTepBaiu. [Ipu moBTOpPHA MosiBa Ha aKTUBHOCT Ha 3a00JIIBAHETO,
TepaneBTUIHUTE HHTEPBAIIN TPSIOBA CHOTBETHO 1A CE CKBCHT.

JledeHueTo Ha 3pUTENHU YBpexKAaHus, IbJnkaiu ce Ha XHB, TpsOBa na ce onpeaens MHIUBUIYaTHO
3a BCEKU ITal[MEHT Bb3 OCHOBA Ha aKTHBHOCTTA Ha 3a00JsaBaHeTo. HaKkou maipeHTH Morar jia ce
HY>KJIasT CaMo OT eHa MHKEKITUS TIpe3 MbpBUTEe 12 Meceria; ApyTu MoraT J1a Ce HyXKIasT OT JICUCHUE
M0-Y€CTO, BKIIOYUTEIHO eXeMeceuHo npuiarane Ha umkekuus. [Ipu XHB Bcneactsue Ha
natoyiormaHa Muonus (IIM) mpu MHOTO OT MANIMEHTHTE MOXKE J1a € HE00X0[uMa caMo eIHa WIIH JIBE
WHKEKIINH TPe3 IThpBaTa TOANHA.

Panubuzymab u nazeprna pomoxoazynayus npu JIME u maxynen edem ecreocmeue na KBOP Vima
M3BECTCH OITUT C MPUJIAraHeTO Ha paHNOMU3yMad ChIIBTCTRAIIO C J1a3epHa horokoarymaims. Korato ce
Tpujiara B ChIUS JIeH, paHHOn3ymMab TpsiOBa aa ce mpuinoxu more 30 MUHYTH clies1 Ja3epHaTa
(oTokoarynamus. paHHOM3yMa0 MOXe Ja ce IpHiiara Ipy MalyueHTH ¢ IPe/IecTBalla Ja3epHa
¢doTokoarynaus.
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Panubuzymab u pomoounamuuna mepanus ¢ éepmenopgpun npu XHB ecnedcmesue na IIM
HsMa omut che CHITBTCTBAIIOTO NpUJIaraHe Ha PAaHUON3yMal M BEpTEHOPQUH.

IMpenn umxextupane Vislyfa tpsoBa na Obe mpoBepeH BU3yaTHO 32 BUAMMH YaCTHIH U TPOMSHA B
I[BETA.

[Ipouiegypara mo WHXEKTHPAHETO TPSAOBA J1a CE MPOBEXK/Ia B ACEITUYHH yCIOBHS, KOETO BKIIOYBA
XUPYPTUYHA JIe3UHPEKIHS Ha PhIETE, CTEPUIIHN PHKABHIIN, CTEPUIIHA IIOKPUBKA M CTEPUIICH
CHEKYJIyM 3a KilernaynTte (WM eKBUBAJICHT) U Bb3MOXKHOCT 3a CTEPUIIHA ITapaleHTe3a (ako e
HeoOxonumo). [lpenn npoBexnaHeTo HA MHTPABUTpealiHaTa NpoLeaypa TpsiOBa BHUMATEIHO J1a ce
OIICHM aHaMHe3aTa Ha MMallMeHTa 3a Peakiiy Ha CBPbXUyBCTBUTEIHOCT. [Ipenu npunarane Ha
MHKEKLUATA TPSAOBa Aa ce MPUJIoXKaT aleKBaTHO 00e300 sIBaHE M LIMPOKOCTIEKTHPEH JIOKAIECH
AHTHCENTHK, 32 [1a ce Ae3UH(PEKTHPAT KO’KaTa OKOJIO OKOTO, KJIenaya U MOBbPXHOCTTA Ha OKOTO, B
CHOTBETCTBHE C JIOKaJHATa MPAKTHKA.

DakoHBT € caMo 3a eTHOKpaTHa yrnotpeda. Cre HHKEKTHPAHETO HEU3IMOA3BAaHUAT MPOIYKT TPAOBA
Ja ce U3XBbpiH. Beeku (hiakoH, moka3Bail Mpu3HAIK Ha TIOBpE/ia WK OTBapsiHe, He TpsiOBa 1a ce
n3non3sa. CTepUIIHOCTTA HE MOXKE JIa CE TapaHTUPa, aKo HE € 3ala3eHa [eJI0CTTa Ha OTlaKoBKaTa. 3a
MOJIrOTOBKA M UHTPABUTPEATHO WH)XEKTUPAHE Ca HEOOXOAUMH CIICTHUTE MEMIIMHCKY U3JICITHS 32
eIHOKpaTHa yrnotpeoba:

- 5 pm wurna ¢ puntep (18G x 1% unua, 1,2 mm x 40 mm)

- 1 ml crepunnHa cripuanoBKa (¢ 03HaveHue 3a 0,05 ml)

- nmxekiuonHa urna (30G x Y2 nava).

Te3u MeAUITMHCKH U3EHS He ca BKIIIOYeHH B onmakoBkara Vislyfa.

3a na moarorsure Vislyfa 3a unTpaBuTpeanto npuaoKeHue Mpyu Bb3PACTHH MMAIHEHTH, MOJIS,
cria3Baiite CIEHHUTE YKa3aHUS.

[Ipenu n3rernsHe Ha pa3TBOpa Ae3WH(EKINPANTE BHHITHATA YacT Ha
ryMEHATa 3aIyIiajka Ha (akoHa.

[pukpenere urna ¢ puithp S5 um - (18G x 1% nHYa) KbM CIPHUHIIOBKA
1 ml tun yep 70K, KaTo M3MOI3BATE ACENTUYHA TEXHUKA.

Bkapaliite urnara ¢ puiaThp B IEHTHpa Ha 3amyliajgkara Ha (DJaKoHa,
JTOKATO UTJIaTa JOKOCHE JTOJTHUS Kpai Ha (riakoHa.

AcnHpupaiite 1sI0TO TEYHO ChIbpiKaHue Ha (BIaKoHa, KaTo AbPKHUTE
(bakoHa B U3MPABEHO MOJIOKEHNUE, JIEKO HAKIIOHEH, 32 J1a Ce YJIECHU
ITBJIHOTO U3TETIISHE.

VBepere ce, ye OyTaroTO Ha CIIPUHIIOBKATA € U3TEIJIEHO 0CTaThuHO
Ha3aJ, KoraTo n3mnpassare (hIakoHa, 3a 1a ce M3MPa3HH HAITbJIHO MIJIaTa
¢ GuaTsp.

Urnara c puntsp TpsOBa Aa ce U3XBBPIIN clie]l U3TETIITHETO Ha
ChIBPXKAHUETO Ha (IIaKOHA U HE TPAOBa Ja ce M3I0JI3Ba 32
WHTPaBUTPEATHO HHXEKTHPAHE.

[pukpenere 3apaBo 30G X Y2-uHYaA CTEpUIIHA HHKEKIIMOHHA UIJIA KbM
CTIPUHIIOBKATA, KaTo Sl 3aBHETE TUTBTHO KbM JIyep JIOKaA.

BHuMatenHo cBajieTe Kamavkara Ha Urjiara ¢ u3abprsade. B HuTo equx
MOMEHT He TpsAOBa J1a ObpIICTe UIJIaTa .

3abenexka: XBaHeTe Kpas Ha MHXXCKIIMOHHATA HrJja, Korato
OTCTpPaHABATC KalladykaTra.
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JpbKTe COpUHIIOBKAaTa C HACOUEHA HAarope uria. AKo uMa Bb3AYyIIHU
MexXypueTa, BHUMATEIHO IMOYyKaiTe CIPUHIIOBKATA C TIPBHCT, TOKATO
MeXypueTaTa U3ILTyBaT Ha MOBbPXHOCTTA.

3abenexka: He m30wpcBaiite mHkeKInoHHaTa urina. He nsrerisiite
Hazaja OyTaJoTo.

JIpBKTE CIPUHIIOBKATA HA HUBOTO HA OYUTE U BHUMATEITHO HATHCHETE
OyTayoTo, TOKaTO KpasT Ha OyTaJIoTO ce u3paBHu ¢ MapkupoBkara 0,05
ml BBpXy CIIPHUHIIOBKATA.

0,05 ml m=p

WHxeKImoHHAaTa UIJIa TpsiOBa 1a ce BbBene 3,5-4,0 mm 3a1 1uMOa B CTHKIOBHIHOTO TS0, KATO CE
1305ArBa XOPU3OHTAIHMS MEPHINAH M C€ HAaCOYBa KbM IICHThPA Ha OYHaTa s0baKa. ToraBa ce mocTaps
umkekus ¢ ooem 0,05 ml; mpu mocneaBany HHXEKIIUN HHXEKITMOHHOTO MCTO Ha CKIlepaTta TpsioBa
Jla C€ CMCHSL.

CJ'IC,Z[ WHXCKTHUPAHCTO, HC IIOCTaBSiTEe OTHOBO KalaykaTa Ha Mrjiata u He s OTILCJ’IHﬁTe oT

CIIpUHIIOBKATaA. I/IBXB’LpJ'IeTe H3M0JI3BaHaTa CIOIPHUHIIOBKA 3a€IHO C UI'JlaTa B KOHTeﬁHep 3a OCTpH
mpeaAMETH, CHITIACHO MECTHUTC N3MCKBAHM.
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JlucroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Vislyfa 10 mg/ml un:keKuMoHeH pa3TBOp B NPeABAPUTEHO HAITbJIHEHA CIIPUHIIOBKA
pannOu3yma6 (ranibizumab)

vTosn JICKApCTBEH MPOIYKT MOJICKH Ha JOMBIHUTEIHO HabmoieHre. ToBa 11e mo3Bou 6bp30TO
yCTaHOBSIBaHE HA HOBA MH(POPMAIIUs OTHOCHO Oe30macHocTTa. MoeTe /1a iajieTe CBOsl PHHOC KaTo
CHOOIIUTE BCSIKA HEXKETaHa PEaKIHs, KOSTO CTe MOMyUYH/IH. 3a HAaYWHA Ha ChOOII[aBaHe HAa HEXETaH!
peaxIiu BHXKTE Kpasi Ha Touka 4.

IIpoyeTeTe BHUMATEIHO LAJIATA JUCTOBKA, Mpeau A1a Bu 0be NpuiI0:keHo TOBA JIeKaAPCTBO, Thil

KaTO T CbAbpPika BaxkHa 3a Bac nadopmanus.

- 3amasere Ta3u JUCTOBKA. MoJke 1a ce HaJIOXkKH J1a sl POYETETE OTHOBO.

- AKO MMaTe HAKaKBU JONBJIHUTEIHU BBIPOCH, oNUTaiTe Bammus ekap.

- AKO INOTy4YuTE HIKAKBU HEXKEJIAHU PEeaKLuu, yBenromere Bamus sekap. Tosa BkiIrouBa U
BCHYKH Bb3MOKHU HEXEJIaHU pPEaKLiy, HEONMCAaHU B Ta3M JUCTOBKA. BrkTe Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

1. Kakso nipeyicrasisiBa Vislyfa u 3a kakBo ce usmnosnssa

2. KakBo Tps0Ba a 3Haere, npeau aa Bu 6b1ae nputoxen Vislyfa
3. Kak ce npunara Vislyfa

4, Bb3M0XHU HEKETaHU pEeaKLUU

5. Kaxk na cexpansiBate Vislyfa

6. CpabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

1. Kakso npeancrasasiBa Vislyfa u 3a kakBo ce usnosssa

Vislyfa e pa3rBop, koiiTo ce urxektHpa B okoto. Vislyfa mpunamiexxu kbM rpyma jgekapcTea,
Hape4eHN aHTHHEOPEBACKYIapu3upaiiu cpeacTa. Chabpika aKTHBHO BEIECTBO, HAPEUCHO
panubu3ymao.

3a kakBo ce u3noua3sa Vislyfa
Vislyfa ce npuara npu Bb3pacTHH 3a JICUCHHE Ha HAKOJIKO OYHH 3a00JIIBaHMS, TPEAN3BUKBAIIH
yBpEkKAaHE Ha 3pEHUETO.

Te3u 3a001s1BaHMSI BB3HUKBAT B PE3YJTAT HA YBpPEXKJaHE HA peTHHATA (CBETIIOUYBCTBUTEITHHS CIOH B

3aJHATa YacT Ha OKOTO), MPUYUHEHO OT:

- PaspacTBane Ha HeecTeCTBEHH KPBFBOHOCHU CHOBE C TIOBUIIIEHA MTpommyckinBocT. Habmogasa
ce Tpu 3a00IsIBaHAS KaToO Bb3PacTOBOOOyCIIOBeHa MaKyHa aererepanus (B/IM) u
nponudepaTuBHa quaderHa perunonarus (I1JIP, 3a0onsaBaHe, KOETO ce IbJKU HA AUA0ET).
Moske ChIIO Taka Jia € CBbP3aHO ¢ XOpouaaiHa HeoBackynapuzanus (XHB), apmkaria ce Ha
naTtojorugna muomnus (I1IM), aHrHONIHN UBHUIH, IEHTPAIHA CEPO3HA XOPUOPETHHONATHS WITH
BB3nanurenHa XHB.

- MakyneH eneM (OTOK B IIGHThpa Ha peTHHATA). TO3HM OTOK MOKE Jia C€ IJKU Ha AHa0eT
(3abonsBane, HapedeHO AuabeTeH MakyieH eaeM (JIME)) wim Ha 3amymBane Ha BEHUTE HA
petuHaTa (3a00JsBaHe, HApeUCHO BEHO3HA OKITy3us Ha peTuHaTa (BOP)).

Kak neiicta Vislyfa

Vislyfa cieruduano pasmo3HaBa u ce CBbp3Ba ¢ OENTHK, HApeYeH YOBEIIKH ChIOB €HIO0TEIEH
pactexen pakrop A (VEGF-A), Hamupair ce B okoto. Koraro e B m3numrsk, VEGF-A npuunasBa
HEEeCTECTBEHO Pa3pacTBaHe Ha KPbBOHOCHH ChIOBE U OTOK B OKOTO, KOUTO MOTAT Ja JOBEAAT /10
HapyIllaBaHe Ha 3peHUETO MpH 3adomsaBanus kato BJIM, JIIME, I111P, BOP, [IM u XHB. Cebp3Baiiku
ce ¢ VEGF-A, Vislyfa moxe ia Gokupa AefCTBUETO My U Jia IPEIOTBPATH HEECTECTBEHOTO
paspacTBaHe Ha KPbBOHOCHU CHJIOBE U OTOKA.

Ipu Te3u 3abomstBanms, Vislyfa moske ma momorse mga crabuiam3upa ¥ B MHOTO CITy4YaH Ja moaoopu
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3peHueTo Bu.

2. Kakso Tps06Ba na 3Haete, npeau Aa Bu 0bae npuitoxen Vislyfa

He TpsoBa n1a Bu 6b1e npusaran Vislyfa

- AKO cTe aJepru4Hu KbM paHHON3yMad MM KbM HAKOS OT OCTaHAJIUTE ChbCTaBKH HA TOBA
JeKapcTBO (M30pOEHU B TOUKA ).

- Ako umare nHEeKIns BbB HWIN OKOJO OKOTO.

- AKo nMaTe 0OJIKa WK 3a4epBABaHe (TEKKO BbTPEOYHO BH3IMAJICHUE) B OKOTO CH.

[pexynpe:xaeHns u npeanasHu MepKu

T'oBopere ¢ Bamrus nekap, npeau na Bu 6bae npunoxken Vislyfa.

- Vislyfa ce npunara o gopmara Ha urxekims B okoto. [Tonsikora, ciex neuenue ¢ Vislyfa
Morart Aa HaCThbIIAT I/IH(i)EKIH/IH Ha BbTPCIIHATA 4aCT Ha OKOTO, GOHKa HJIN 3a4YCPBABAHE
(BB3MaseHue), OTJICNIBaHE WK pa3KbCBaHE Ha €/IHA OT OOBUBKHUTE B 3aJJHATA YacT Ha OKOTO
(oTyienBaHe WM pa3KbCBaHE HAa PETUHATA U OTIICNIBAHE MM Pa3KbCBaHE HA MUTMEHTHUS EIUTENT
Ha peTWHaTa), WM IOMBTHIBAaHE Ha jenlara (karapakra). BaxHo e TakaBa HHGEKIHS WK
OTJICTIBaHE HA PETHHATA Ja CE YCTaHOBSBAT M JIEKYBaT KOJIKOTO € Bh3MOXHO MO-paHo. Mots,
yBenoMere Bammus nekap He3a0aBHO, aKo ce Pa3BUAT CUMIITOMH KaTo 0O0JIKa B OKOTO MK
yBeJIUYaBalll ce JUCKOM(OPT, BIOLIABALIO CE 3a4ePBsIBAHE HA OKOTO, 3aMbIJICHO WM HAMAaJICHO
3pCHUC, YBCIINYCH 6p0ﬁ MaJIK YaCTHYKHU WJIN TOYKHU B 3pUTCITHOTO Bu nmone niu noBuIeHa
YYBCTBHUTEIHOCT KbM CBETJIHHA.

- [Ipu HsIKOM MALMEHTH 3a KPaThK NEPUOJ], BEAHATA CJICA MHXKEKLUATA, MOXKE /1 CE TIOBUILIN
BBTPEOYHOTO Haisrane. ToBa e ChCTOSTHHUE, KOETO Bue OMxTe MOTIIN J1a He YCeTHTeE, 3aTOBa
Bammsar nexap moxe na Bu uscnenBa 3a Hero ciiel BCsAKa HHKEKIUS.

- Wudopmupaiite Bammst nexap, ako cTe UMalii MPEANIECTBAIIN 3a00SIBAHIS HA OYNTE WITH
JIeYCHHUE Ha OYMUTE, UJIH aKO CTE MPEXHUBETH HHCYIIT, WIH CT€ UMAJIH [IPEXOAHN CUMITOMH Ha
UHCYAT (CNabOoCT WK Napain3a Ha KPaAHUIIUTE WU JIUIETO, 3aTPYTHEH TOBOP WJIH pa30upaHe).
Tasu undopmarus e Obje B3eTa npeaBu/I mpu oreHkara ganu Vislyfa e moaxossimoro
nedeHue 3a Bac.

Mous, BikTe TOUKA 4 (,,BB3MOXKHHU HE)KETaHH PEakiMu‘) 3a MoBeUe HH(OPMAIIUSI OTHOCHO
HEKEJIAHUTE PEaKIlny, KOUTO MOTAT Jia HACTHIIAT 1Mo BpeMe Ha sieueHueTo ¢ Vislyfa.

Jena u ronomm (moa 18 roquimna Bb3pacr)
IMpunoxenunero Ha Vislyfa mpu geria u FOHOIIM HE € YCTAHOBEHO M 3aTOBA HE CE MPENOphYBa.

Jpyru nexapcrtBa u Vislyfa
Tps6Ba na kaxere Ha Bammus nekap, ako npueMare, HaCKOpo CTe NPUEMANIU WIIH € Bb3MOXKHO Ja
npuemMare Apyry JIeKapcTBa.

BpemMeHHOCT M KbpMeHe

- Ha »xeHuTe, Mpu KOUTO CHIIECTBYBA BH3MOXKHOCT 3a 3a0peMeHsIBaHe, Ce MPernophuBa 1a
U3M0J3BaT e(hEKTHBHA KOHTPALCTIIHS 110 BPEME Ha JICYCHHETO U B MPOIbIDKEHHE HA TIOHE TPU
Mecelia Cliel puiarane Ha nocjieanara urmkekius Vislyfa.

- Hsma ommmr ¢ mpuinoskenunero Ha Vislyfa npu 6pemennn sxenn. Vislyfa ne tpsoBa ma ce
U3I10J13Ba 110 BpeMe Ha OPEMEHHOCT, OCBEH aKO MOTCHIIMAIHUTE MOJI3H HE MPEBHIIIABAT
NOTCHIMATHUTE PUCKOBE 32 HEPOJCHOTO AeTe. AKO CTe OpeMeHHa, CMsTaTe, 4e MOXKE Jia CTe
OpeMeHHa WK TUTaHupaTe OpEMEHHOCT, MOJISI 00CHIeTe TOBa ¢ Bammwst iekap mpenu Je9eHHEeTO
¢ Vislyfa.

- Manku konmmuectBa Vislyfa morar na npemuHar B kppmara, 3atoBa Vislyfa ve ce npenopnusa
10 BpeMe Ha KbpMmeHe. [TochBeTBaiiTe ce ¢ Batius iekap win papMareBT Npean JeUeHHe ¢
Vislyfa.
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lodupane u paéoTa ¢ MAIIMHH
Cren neuennero ¢ Vislyfa moxe na nmare BpeMeHHO 3aMbITISBAHE Ha 3PEHUETO. AKO TOBA CE CIIYYH,
He modupaiite 1 He paboTeTe ¢ MAIIMHK, JOKATO TOBA HE OTIIYMH.

ToBa JekapcTBO ChaAbp:Ka moJjucopodat 20

Tosa nmexapctBo chappika 0,005 mg morcop6ar 20 BB Besika qo3a 0,05 ml, KoeTo € eKBUBAIIEHTHO
Ha 0,1 mg/ml. ITonucopbaTuTe Morar J1a MPUYMHAT aJlepruuHu peakimu. TpsoBa na kaxere Ha Bamms
JieKap, ako UMaTe YCTAaHOBEHU allepryu.

3. Kak ce mpuiiara Vislyfa

Vislyfa ce npunara kato eJMHIYHA HHXKEKIHS B OKOTO OT BamusT o4yeH jekap, Mo MEeCTHa YHo#Ka.
Obwnyaiinara 103a, KOSITO ce HHxKekTHpa, € 0,05 ml (kouto ceappxkat 0,5 mg panuOuzymao).
[IpenBapuTenHo HaTbIHEHATA CIIPUHIIOBKA ChABPIKA MOBEYE OT MpENopbUYHTeNHATa 1032 oT 0,5 mg.
W3nom3BaemusT o0em He TpsOBa J1a ce u3noi3Ba Henuat. M3numauar odem TpsaoBa 1a ce OTCTpaHu
Hpenu Mpuiiaraie Ha MHKeKIusITa. VHKeKTupaHeTo Ha HeausaT o0eM Ha IpeIBapUTeIHO HaIlbIHEHATa
CIIPHHIIOBKA MOXeE Ja JI0BEJE A0 NMPea0o3UpaHe.

I/IHTepBaJ'I’BT MCKAY IpUJIaraHeTo Ha ABC AO3U, NHKCKTHUPAHU B €IHO U CHIIO OKO, TpH6Ba Ja 6’[:,[[6
IMOHC YCTUPHU CCAMUIIU. Benukn MHXXCKIWHN 1IC Bu 6’L,I[aT MPUIIOKCHU OT Bamms ouen JICKap.

[Ipenu npunarane Ha WHXKEKIHATA, Bammar iekap BHUMATEIHO IIe TpoMue 0KOoTo B, 3a na
MIPEeIOTBPATH BH3HUKBAHETO HAa WH(EKINs. Bammar nekap, chIno Taka, me Bu nmpunoxxu MectHa
yIOlKa, 3a J1a HaMaJId WK JIa IPE0TBPaTH BCsKa 00JIKa, KOSITO OUXTE MOTJIM Jla U3IUTATE 110 BpeMe
Ha WHXXEKIUATA.

JleyenueTo 3armoyBa ¢ npuiarane Ha eana umkekims Vislyfa meceuno. Bammst nekap mie nmpociensisa
CHCTOSIHMETO Ha OKOTO B 1 B 3aBHCHMOCT OT TOBA, Kak CE MOBIHSBATE OT JICYUCHUETO, 1€ MIPCIICHH,
JaJTi ¥ KOTa € HeOOXO/IMMO [1a C€ MPOIBIDKH JICICHHUETO.

IMonpoOHu yka3aHus 3a ynorpeda ca 1aJieHH B Kpasi Ha JINCTOBKATa B pasjeia ,,[loarotoeka u
npunoxenue Ha Vislyfa®.

Crapuecka Bb3pacT (Ha U HaJA 65 roguHu)
Vislyfa moxe na ce nmpuiara npu NalMeHTH Ha Bb3pacT Ha U HaJ 65 roauHu 6e3 1a € Heo0X0AUMO
KOpPHUTHpaHe Ha 03aTa.

IIpenu na 0bae npeycTaHoBeHO JieueHueTo ¢ Vislyfa

Axo obmucisTe 1a npeycranoBute siedenueto ¢ Vislyfa, Mmosst otumere Ha creqBaniys 3anmucan yac u
ob6chaeTe ToBa ¢ Bamms nekap. Bammst nekap me Bu mockBeTBa M 1€ eIy KOJIKO JBJITO €
HeoOxoauMo 11a ce siekyBare ¢ Vislyfa.

AKO UMaTe HAKaKBH JIOMBIHUTEITHA BBIIPOCH, CBBP3aHU C YIIOTpebaTa Ha TOBA JIEKAPCTBO, MTOMUTANTE
Bamus nekap.

4, Bb3MoOKHU HesKeJTaHU pPe€aKkuumn

KaxkTo Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXKCIAHN pE€aKIIUH, BBIIPEKU Y€ HE
BCCKM I' ITOJTy4aBa.

Hesxenanute peakimu, cBbp3anu ¢ npuwiaranero Ha Vislyfa, ce mbikar wim Ha caMOTO JIEKapCTBO,
WM Ha TIPOIIelypaTa Ha MHKEKTHPaHe, M Hali-4ecTo 3acsAraT OKOTO.

Haii-cepno3nute HeKeIaHU PEaKUHU Ca OMMCAHU TO-I0Jy:
YecTH cepuo3HU HE:KeJIaHU peakiuu (MoraT aa 3acersat a0 1 va 10 qymu): otienBane uin
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pa3KbCBaHe Ha CJI0s, KOWTO ce HaMMpa B 33JHaTa yacT Ha OKOTO (OTJICIIBAHE UJIM Pa3KbCBaHE Ha
peTuHarta), KOeTo BOAM /10 [10sIBaTa Ha CBETKABUIM X MbTHHHHU, KOETO MOXKE J1a IIporpecupa J1o
BpEeMEeHHa 3ary0a Ha 3peHHEeTO WU IOMBTHIBAHE Ha JielaTa (KaTapakTa).

HedecTn cepuo3nu HexeNdaHu peakuuu (MoraT aa 3acersat 1o 1 Ha 100 qymm): cienora, HHPEKIHS
Ha oYHaTa S0BJIKa (EHIOPTAIIMHT) C BB3IAJICHUE Ha BETPEITHOCTTA HA OKOTO.

CumnromMuTe, KOUTO MOXKE J1a TIOUYBCTBATE, ca 0OJIKa WM TOBHUILEH TUCKOM(OPT B OKOTO, TO-CHUIIHO
3a4CPBABaHC HA OKOTO, 3aMBIJIABAHE WM HaMaJIIBaHEC Ha 3pC€HUECTO, ITIOBUIIIABAHE HA 6p0$1 Ha
MBTHHUHHUTE B 3pUTCIIHOTO I10JIC UJIN MMOBHUIICHA YYBCTBUTCIIHOCT KbM CBCTIIMHA. MOJ'Iﬂ,
uH(popMupaiiTe He3a0aBHO Bamms nexkap, ako moJiyduTe HAKOS OT H30POEHUTE HelKeJIaHU
peaKuuu.

Haii-yecto cpobu1aBaHNTE HEXKENAHN PEAKLIUH Ca OMUCAHU MO-I0IY:

MHoro yecTd HeKeJaHH Ppeakuu (MoraT Ja 3acerHat rnoseye ot 1 Ha 10 gymm)

Hexenanu peakiuu, CBbp3aHU ChC 3PEHUETO: Bh3IAJICHUE HA OKOTO, KbPBEHE B 3a/IHATA 4acT Ha
OKOTO (KPHBOU3JIHMB B PETHHATA), 3pPUTEITHN HAPYIICHHs, 00JIKA B OKOTO, MaJTK YaCTUYKH WY TIETHA B
3PUTETHOTO 1oJie (MbTHUHH), KbPBSICBAHE HAa OKOTO, IPa3HEHE B OKOTO, YCELIaHe 3a YyXI0 TSUIO B
OKOTO, TIOBUIIIEHO OT/ICIISIHE HA CHJI3H, Bh3NAJICHUE WM WHPEKIHS Ha KpauilaTa Ha KIIeTavynTe,
CyXOTa B OKOTO, 3a4€pBsIiBaHE MM CHPOEK B OKOTO U IMOBHIICHO BHTPEOYHO HAJISITAHE.

Hexxenanu peakuyu, HeCBBbP3aHHU ChC 3PEHUETO: BB3MAIEHO I'bPJIO, 3aIlyIIEH HOC, XpEMa, IJIaBO0OIIHE
1 OOJIKU B CTaBHTE.

[To-momy ca onmcaHy Ipyru HEKENAHN PEaKIUK, KOUTO MOTAaT Jla Bb3HUKHAT CIIe]I IPHIaraHe Ha
Vislyfa:

YecTH HEXKeTAHHN PeaKIUu

Hesxenanu peakuuu, CBbp3aHU ChC 3pEHHETO: HaMaleHa 3pUTelIHa OCTPOTa, IIOAyBaHEe Ha YacT OT
OKOTO (CBhI0Ba OOBMBKA, POTOBHUIIA), BH3MAIICHNE HA POrOBHIIaTa (IIPEeIHATA YacT Ha OKOTO), MK/
HETHHIA BbPXY MOBBPXHOCTTA HA OKOTO, 3aMBIJICHO 3peHUE, KbPBEHE OT MSCTOTO Ha IIOCTaBsIHE Ha
WHKEKIUATA, KbPBEHE B OKOTO, OT/IEJISIHE HA CEKPET OT OKOTO ChC ChPOEIK, 3aUepBsBaHE U ITOAyBaHe
(KOHFOHKTHBUT), 9yBCTBUTEITHOCT KBM CBETIMHA, AUCKOM(OPT B OKOTO, TIOTyBaHE Ha Kiieraya, OoiKa
B KJIETIaYa.

Hexenanu peaKknumn, HECBbP3aHU CbC 3PCHUCTO! I/IH(I)CKHI/ISI Ha IIMKOYHUTC IIbTUIIIA, HAMAIsIBAHC Ha
Opos Ha YepBEeHHUTE KPbBHH KIETKH (ChC CHMIITOMH KaTO YMOpa, 3ayX, 3aMastHOCT, 0JieZia KOXKa),
TPEBOXHOCT, KallUTNIA, Ta/ICHEe, AJIEPTHYHN PEaKInuH KaTo 0OpHB, YpPTHKApHs, CbpOSK U 3aUuepBsSBaHE
Ha KOXara.

HeuecTn HexeJIaHU peakuuu

Hexenanu peakunu, CBbp3aHH ChC 3PEHUETO: BH3MAJCHNE M KbPBEHE Ha MIPeIHaTa YacT Ha OKOTO,
OTJIaraHe Ha THOW B OKOTO, IPOMEHH B IIEHTPATHATA YaCT Ha OYHATA MOBBPXHOCT, OOJIKA WITN
BB3MAJICHUE B MSCTOTO HA MHYKEKTHPaHe, HEOOMJaitHO ycelane B OKOTO, Bh3IaJIeHNe Ha KIlenaya.

Cpo0laBaHe HA He:KeJIAHU peaKlun

AKO TToTyuuTe HIKAKBU HEXKEJIAH! JICKaPCTBEHHU peaKIuy, yBenqoMere Bammst mekap. ToBa BKiIroUBa
BCUYKHU BH3MOXKHU HEOTIMCAHU B Ta3W JTUCTOBKA HEXKEJIaHH peakiuu. MoxeTe ChIIo J1a ChOOITUTE
HE)KEJIaHU PEaKIuK TUPEKTHO Ype3 HallMOHAJIHATA CUCTeMa 3a ChOOIaBaHe, IOCOUYCHA B
IIpunoxenwne V. Kato cro01maBare HexXeIaHA PEaKIMH, MOXKETE Jla TaJICTe CBOSI IIPUHOC 3a
MoJTyJaBaHe Ha MoBeue MH(POpPMAIIHI OTHOCHO 0€30MaCHOCTTA Ha TOBA JICKAPCTRO.

5. Kak na cexpansiBate Vislyfa

- Jla ce chXpaHsBa Ha MSCTO, HEJOCTBITHO 3a JIeTia.

- He u3nosn3BaiiTe TOBa JIEKApCTBO CIIE/ CPOKA HA TOTHOCT, OTOEIISI3aH BhPXY KapTOHEHATa
OMAaKOBKa Ha MPE/IBAPUTEIIHO HAMBIHEHATA CIIPHHIIOBKA U eTukeTa cien ['oxen 1o:/EXP.
CpOKbT Ha TOJTHOCT OTTOBApS Ha MOCICTHUS JCH OT TIOCOYCHHS MECEII.

- Ja ce cbxpansipa B xnagmiHuk (2 °C — 8 °C). Jla He ce 3ampa3ssiBa.

- Ipenu ynoTpeda 3aneyataHusT OJHCTED MOXKE Ja CE ChXPaHABA HA CTalfHA TeMIIepaTypa
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(25 °C) o 24 gaca.

- ChxpaHsBaiiTe peABAPUTEITHO HATBITHEHATA CIIPUHIIOBKA B HEOTBOPEHHUSI OJICTED, B
KapTOHEHaTa OMaKOBKa, 3a Jla C€ Mpe/na3y OT CBETIINHA.

- Jla He ce u3Moa3Ba MOBPE/ICHA OMAKOBKA.

6. ChabpikaHue HA ONMAKOBKATA U JOMBJIHUTEIHA HHGOpManus

Kaxkso cpabpaka Vislyfa

- AKTHUBHO BellecTBO: paHnOu3ymad. Beexku ml cbabpixa 10 mg panuduzymab. Enna
MIpeJBapUTEIIHO HAIIbJIHEHA CIPUHIIOBKA chbpka 0,165 ml, exkBuBanentHu Ha 1,65 mg
panu6u3ymMadb. [1o To3u HAUMH ce OCUTYpsIBA H3IOJI3BAEMO KOJIUYECTBO, OCHTYPSIBAIIIO
eannnyHa 1o3a 0,05 ml, ceappxama 0,5 mg paHnOuzymao.

- Hpyru cbCTaBKU: 0,0-Tpexano3a AMXUIPAT; XUCTUANHOB XUAPOXIOPUA MOHOXHUIPAT;
XUCTHIUH; nonrcopOat 20; Boj1a 32 HHIKEKIINH.

Kak usrnexna Vislyfa n kakBo ¢babp:ka OnakoBKaTa

Vislyfa e uHxeKIIMOHEH Pa3TBOP B MPEBAPUTEIIHO HAITBIHEHA CIIPUHIIOBKA. [IpeiBapuTeHO
HaIThJIHEHATa CIPUHIIOBKA ChIbpka 0,165 ml cTepuiien, OUCTHP 70 JIEKO OmajeclieHTeH, Oe3BETEH
1o 6nenokadeHukaB BoJeH pa3TBop. [IpenBapuTenHo HambiIHEHATa CHIPUHIIOBKA ChABPXKA [TOBEYE OT
npenopbunTensaTa go3a ot 0,5 mg. He Tpa6Ba na ce u3mon3Ba HENUT U3M0I3BaEM 00EM.
NznumausT o6eM TpsiOBa 1a ce OTCTpaHM MPEAH NpUilaraHe Ha MHKeKIUsTa. MHKeKTUpaHeTo Ha
HenusT 00eM MOJKe J1a TOBeZe 0 Ipeio3upaHe.

OmnakoBKaTa ChABpPIKA €HA MPEABAPUTEIIHO HAITBIHEHA CIIPUHIIOBKA, OITAKOBAHA B 3areyaTaH
omuctep. [IpenBaputenHo HaTbJIHEHATA CIIPUHIIOBKA € CAMO 3a €JJHOKpaTHa yrnoTpeoa.

IIpureskaTesn HAa pa3pelIeHUETO 32 ynorpeda
Lupin Europe GmbH

Hanauer Landstrafle 139-143

60314 Frankfurt

I'epmanus

IIpousBoauTe

Hormosan Pharma GmbH
Hanauer Landstrafle 139-143
60314 Frankfurt

TI'epmanus

3a momrbHATENHA HHPOPMAIHSI OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPYKETE CE C JIOKATHHS
MIpeICTaBUTEI Ha MIPUTEXKATEIs Ha pa3pemeHueTo 3a yrnorpeoba:

AT, BE, BG, CZ, CY, DE, DK, EE, EL, ES, FI, FR
HR, IE, IS, IT, LV, LT, LU, HU, MT, NL, NO,

PL, PT, RO, SI, SK, SE
Lupin Europe GmbH Laboratoires Biogaran
Tel: +49 69 96759087 Tel: +33 (0) 800 970 109

I[ara Ha MOCJICAHO MpepasrjaeKaaHe Ha JUCTOBKaTa

JApyru u3rouHuum Ha uHGopMauus
[Honpo6bna nndopmanys 3a ToBa JEKapCcTBO € MpeAocTaBeHa Ha yeOcaiita Ha EBpomnelickara areHuus
10 JIeKapcTBaTa https://www.ema.europa.cu.
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IMMOCOYEHATA MO-10J1Y HHPOPMAINA E ITPEJTHAZHAYEHA CAMO 3A
MEJIANWHCKHA CIIENUAJMCTH:

Mous, BiKTe b0 Taka Touka 3 “Kak ce mpumara Vislyfa”.
IToaroroBka u mpuioxkeHue Ha Vislyfa

[IpenBapuTenHO HAIIBIIHEHA CIIPUHIIOBKA 32 €IHOKpATHA yroTpeda caMo 3a HHTPaBUTPEATHO
MIPUIIOKEHHE

Vislyfa tpsioBa na ce npunara ot kBanuduippan ohTaIMOIOT C ONUT B HHTPABUTPCATHHUTE
WHKEKIIUH.

IIpu Bnaxuna BJAM, npu XHB, npu I1IP u npu 3puTtennu Hapymenus, Abhkany ce Ha JIME nnu Ha
MakyJieH ezieM BeneacTBrue Ha BOP, npenopwsuntennara no3a Ha Vislyfa e 0,5 mg, npusioxeHu kato
eIMHUYHA UHTpaBUTpeaiHa uHkekius. ToBa ceorBeTcTBa Ha (0,05 ml 06eM 3a HHKEKTHPaHE.
WnTepBanbT MEXIy HHXEKTUPAHETO Ha JBE 03U B €JHO U CHIIO OKO TPsiOBa Aa Obje MOHE YeTUpU
CEIMMIIH.

JledenueTo 3amouBa ¢ e1Ha HHXKEKIIUS MECEYHO J0 TIOCTUTaHe Ha MaKCHMalTHa 3pUTeITHa OCTPOTa
W/WITH JI0 JINTICA Ha TPU3HAIM HA aKTUBHOCT Ha 3a00JIIBAHETO, HAIIP. JTUTICA HA TIPOMSIHA B 3pUTEITHATA
OCTpOTa U B IPYTH IIPU3HAIM ¥ CUMIITOMH Ha 3a00JIIBAaHETO B X0Ja Ha JiedeHueTo. [Ipu manuenture ¢
Bnaxkaa B/IM, IME, I1/IP u BOP mspBOoHagamHo Moke Aa ca HEOOXOIUMH TPH HITH TIOBEYE
TOCIIEIOBATEITHN MHXKEKIIAH, IPUIIOKEHN BEAHBX MECETHO.

Crient ToBa NeKapsT TPsIOBA 1a ONPE/IesIM HHTEPBAN Ha IPOCIIEASBAHE U Ha NPHJIaraHe Ha JICYCHHETO
Bb3 OCHOBA Ha aKTUBHOCTTA Ha 3a00JISIBAHETO, OLICHEHA Ype3 3pUTENTHATA OCTPOTA W/MIIH aHATOMHUYHU
HapaMeTpH.

AKO 110 MHEHHE Ha JIeKapsi, 3pUTEITHATE U AHATOMHYHHTE TApaMETPH TTOKA3BaT, Y€ TIPH MAI[HeHTa
HsIMa T10J13a OT TPO/IbJDKaBaHe Ha jieueHueTo, Vislyfa Tpsosa na ce crpe.

[IpocnensBaHeTo 3a aKTUBHOCT Ha 3a00JIsIBAHETO MOXKE J1a BKIIFOUBA KIMHUYEH Nperie],
(hyHKITMOHATHO M3CIEeBAaHE WM 0Opa3HU TEXHUKH (HAIpP. ONITUYHA KOXEPEHTHA TOMOTpadusl HiTN
¢iyopecuenHoBa aHrHorpadus).

AKO TIaIeHTHUTE ce JIEKYBaT 10 cXeMa “‘JIedeHHne-N-IPOoAbIhKaBaHe Ha JICYeHUETO , TIPU JIOCTUTaHe Ha
MaKCHUMaJTHa 3pHUTEeTHA OCTPOTA W/WJIH JIUTICA Ha TIPU3HAIIM Ha aKTUBHOCT Ha 3a00JIIBaHETO,
WHTEPBAJINTE HA IPUJIAraHe HA JICUEHUETO MOraT IIOCTENEHHO /1a CE YBEJIMYAT 10 NOBTOPHA MOSIBA Ha
TIPU3HANN HAa aKTHBHOCT Ha 3a00JIIBAHETO WIIHM 3PUTEITHN HApYIICHH. TepaneBTUIHUTE HHTEPBAIH HE
TpsiOBa Ja ce yIbJDKaBaT C TIOBEUE OT /IB€ CEAMMIIM HaBeIHBX IpH Biakaa B/IM u morat na ce
yaBIDKAT ¢ 10 enuH Mecell HaBequBk npu JIME. [Ipu ITJIP u BOP TepaneBTuuHNTE HHTEPBAIU CHIIO
MOraT NOCTENEHHO Ja CE€ YIbJKAT, BBIIPEKU Y€ JIMIICBAT HOCTAThYHO AAHHU, KOUTO Aa ONPEIEIAT
MPOIBIDKUTETHOCTTA HA Te3W MHTepBasd. [Ipy MoBTOpHA MMOsIBa HA aKTHUBHOCT Ha 3a00JIIBAHETO,
TEPANeBTUYHUTE UHTEPBAIH TPIOBa CHOTBETHO J1a CE CKBCAT.

JledeHneTo Ha 3pUTEIHA YBPEXKIaHUA, IbJDKay ce Ha XHB, TpsOBa na ce onpeens HHANBUIYATHO
3a BCEKH MallMeHT Bb3 OCHOBA Ha aKTHMBHOCTTA Ha 3a0omsBaneTo. Hikon manueHTH Morar aa ce
HY>XJIaiT caMo OT €Ha UHXKEKIUS Ipe3 mbpBUTE 12 Mecena; Apyru MoraT Jia ce HyKIasT OT JICUCHUE
M0-4€CTO, BKIIOUUTEIIHO €XEMECEUHO Npuiarane Ha unxekuud. [Ipu XHB Bciencteue Ha
natoyiormaHa Muonus (IIM) mpu MHOTO OT MANIMEHTHTE MOXKE J1a € He00X0[uMa caMo eIHa WIIH JIBE
WHXEKIUH NPe3 IIbpBaTa roANHA.

Panubuzymab u nazepna pomorxoazynayus npu JAME u maxynen edem écreocmeue na KBOP Vima
W3BECTEH OITUT C MPUJIAraHeTO Ha paHHUOM3yMal ChITBTCTBAIIO C JlazepHa GoTokoarynamus. Koraro ce
npuiiara B ChIIUs JIeH, paHuOn3yMa0 TpsiOBa 1a ce nprioxu noHe 30 MHHYTH ClIeJT Jla3epHarta
(doTokoarynamus. paHHIOU3yMad MOXKe Jla ce Mpuiiara mpy MalMeHTH ¢ IpeIIecTBalia Ja3epHa
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(hoToKOarymamus.

Panubuzymab u pomoounamuuna mepanus ¢ epmenopghun npu XHB ecnedcmeue na 1M
Hsma omuT ¢he ChIBTCTBALIOTO MPUIATaHe HA pAaHHONU3YyMal 1 BepTenophuH.

IMpenn umxextupane Vislyfa tpsOBa na Ob/e poBepeH BU3YaIHO 3a BUAUMH YaCTUIM UITH [TPOMSIHA B
LBETA.

IIporiemypata 1Mo MHXEKTUPAHETO TPsiOBaA J1a CE MPOBEXk A B ACEITUYHHU YCIIOBUS, KOETO BKIIFOYBA
XUPYpPrudHa Ae3uH(EKIHs Ha PBhIETe, CTEPUIHN PHKAaBUIM, CTEPIITHA IIOKPUBKA U CTEPHIICH
CIIEKYJIyM 3a KIIeNaunTe (MM €KBUBAJICHT) U Bh3MOXKHOCT 3a CTEpUIIHA MaparieHTe3a (aKko e
HeoOxoaumo). [Ipenu npoBexagaHeTo Ha MHTpaBUTpeaTHaTa Mpoleaypa Tpa0Ba BHUMATEIHO J1a Ce
OIICHU aHaMHe3aTa Ha MallMeHTa 3a PeaKIMU Ha CBPbXUyBCTBUTEIHOCT. [Ipeau npunarane Ha
WHXKEKIMATA TPsIOBa 1a e MPUIIOKAT aJIeKBAaTHO 00€300IsIBaHe U IMIUPOKOCTIEKTHPEH JIOKAJICH
AHTHCENTHK, 32 JIa ce Ie3NHPEKTHPAT KOKaTa OKOJIO OKOTO, KJlerada U MOBbPXHOCTTA Ha OKOTO, B
CHOTBETCTBHUE C JIOKaJHATa MPaKTHUKA.

[IpeaBapuTeIHO HATbJIHEHATA CIIPUHIIOBKA € CaMO 3a eHOKpaTHa ynoTpeba. [IpeasapureiHo
HaITbJIHEHATA CIIPUHIIOBKA € cTepriiHa. He u3nosn3Baiite npoaykra, ako 1eJI0CTTa Ha OMAaKOBKAaTa €
Hapymena. CTepUITHOCTTa Ha TPEIBAPUTEIHO HAITBIHEHATA CIIPHHIIOBKA HE MOXKE JIa C€ TapaHTHPa,
aKo OJMIMCTEPhT He ¢ 3aneyatad. He n3nomn3saiite npeBapuTEIIHO HATBIHEHATA CIIPUHIIOBKA, aKO
Pa3TBOPBHT € C MPOMCHCH LBAT, MbTCH WJIN CbAbpiKa BUAUMHU YaCTULIU.

[IpenBapuTenHo HarbJIHEHATA COPUHIIOBKA ChABPIKA [TOBEYE OT MpenopbUMTeNHaTa 103a oT 0,5 mg.
He tps6Ba 1a ce u3nomn3Ba HEIHAT U3II0I3BaeM 00eM Ha MPeABapUTEIHO HAITbJIHEHATa CIIPUHIIOBKA
(0,1 ml). UznumHuaT o6eM TpsiOBa Aa ce OTCTpaHH MPey Mpruilarane Ha MHKEKIHATA.
WmxeKkTupaHeTo Ha HEeIUIT 00eM Ha IIPeJBapUTEIHO HAITbJIHEHATa CIPUHIIOBKA MOJXKE J1a IOBEIE 110
npenosupase. 3a Ja OTCTPaHUTE BB3AYLIHUTE MEXypUeTa, 3a¢JHO C U3JIMIIHUSA 00eM Ha JIEKapCTBEHUS
HpPOJYKT, 0aBHO HaTHCHETE OyTalI0To, JOKATO pOBT MO CBOJA HAa T'yMEHaTa IJ1aBa Ha OyTanoTo ce
M3paBHU C YepHaTa JIMHU 32 [103aTa Ha CIIpUHIIOBKATa (koeto oTroBaps Ha 0,05 ml, T.e. 0,5 mg
pannOuzymao).

I[1pu UHTPABUTPEATHO MHKEKTUPAHE TPAOBA JIa ce n3mon3Ba crepwina urna 30G X .

3a na nogroreute Vislyfa 3a uHTpaBUTpeanHO NpUIOKEHHUE, MOJISL, IPHIbPKANUTE CE KbM yKa3aHHSATA
3a ynorpeoa:

BoBenenue 1. [IpegBapuTETHO HATBIHEHATA CIIPUHIIOBKA € CTCPUIIHA M € CaMO 3a MpHUIaraHe Ha
enMHUYHA 03a. He m3mossBaiite mpoayKTa, ako I[eJI0OCTTa Ha OMAKOBKATa ¢ HapyIlIeHa
WK uMa Oeie3u Ha OTBapsiHE.

2. 3a na moarorsute Vislyfa 3a uaTpaBuTpeanto npuioxeHue, Cna3BanTe Te3u yKa3aHust
3a ynotpeba. [Ipouerere BHUMATEIHO BCUYKH YKa3aHMUs, IPEAN J1a U3MI0I3BATE
MIPEABAPUTEIIHO HAITBIHEHATA CIIPUHIIOBKA.

3. OTBapsHETO Ha 3amedaTaHus OJUCTEp U BCUYKH CIIEABAIIN CTHIIKH TPSAOBaA J1a ce
M3BBPILBAT [PU ACCIITUYHH YCIOBHSL.

4. Tlpu MHTPABUTPEATHO UHXXEKTHPAHE TPIOBA Ja Ce U3IOJI3BA CTEPUIIHA UTJIa C pa3Mep
30G x % nHYa, KOATO HE € BKJIIOUSHA B OMAKOBKATA.

3abeaexka: /lozara TpsaéBa aa ce Haraacu na 0,05 ml.
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Omnucanue Ha
MPEIBAPUTEITHO
HaIlbJIHEHATA
CIPUHIIOBKA

MacTo 3a
Kanauka na  Mapkuposka Ha MPEGTHTS
cnpuHnoBkata  203a 0.05 ml

Jyep-nox  T'ymeHa 3anyianea
bytano

®urypa 1 Wmoctpanus Ha Vislyfa npeaBapuTe/iHO HAMbJIHEHA CIPHUHIIOBKA

Crbnka 1

HOATOTOBKA:

YBepeTe CC, uc Bamara omakoBka CbAbpiKa: CTCpUIIHA IPCABAPUTCIIHO HAITBJIHCHA
CIIPUHIIOBKA B 3ari€4aTaH 6J'II/ICTep.

OTCTpaHGTe 3arnevyaTBalloTo NOKPUTHUC HaA 6J'II/ICTepa Ha CIIPpUHIIOBKAaTa U 4Ype3 acCuTUIHa
TEXHHKA M3BAJICTC COPHUHIIOBKATA.

Crpnka 2

IMPOBEPKA HA
CIIPUHIIOBKATA.:

1. Pa3TBOpPBT Ha
PAHUBU3YMAPB TpsiOBa na
OWCTBP JI0 JIEKO OTaJIeCIICHTEH.
2. He u3noJj3Baiite
NpeABAPUTEIHO HATBJIHEHATA
CIIPUHIIOBKA, aKO:

- Karaykara Ha CIIPHHI[OBKATa €
OTJIENICHA OT Jyep-JIOKa;

- CIIPUHIIOBKATA € [TOBPE/ICHA;
- UMa BUJWUMHU YaCTHIIHU,
IIOMBTHSIBAHC UJIN HpOM)IHa Ha
LBETA.

3. AKO HENIo OT OIMMCAHOTO I10-
rope He € BApHO 3a Bamara
MIpeIBapUTEITHO HAITBIHEHA
CIIPUHIIOBKA, U3XBBPIIETE I U
H3II0/I3BaliTE HOBA.

3a0eaexka: 3a 1a ce n3derne
KOMINPOMeTHPAaHe Ha
CTEPHJIHOCTTA HA MPOAYKTA, He
u3TersiiTe Ha3ajg 0yTaja0To.

®@urypa 2 Vislyfa 0,5 mg npenBapuresHo
HaI'bJHEHA CIPUHIOBKA ¢ MACTO 32 PBLCTHUTE B
051710,

Crpnka 3

CBAJISIHE HA KATTAUKATA
HA CIIPUHIOBKATA:
Cpanere Kanaykara Ha
CHPHUHIIOBKATA Ype3 3aBbPTAHE 10
Mocoka, oOpaTHa Ha
YaCOBHHMKOBATa CTpelka. (BXK.
®durypa 3).

3aoeaexkka: Kamaukara Ha
CIIPUHIIOBKATA TPsAOBa a ce
CBaJIH, KOTATO MOTPEOUTEIISAT €
rOTOB /12 NOCTABH HHIKEKI[UATA.
Beanb:x cBajleHa, KalavKaTa
He TPsi0Ba J1a ce MOCTaBs
0THOBO. CIpHHIIOBKATa TpsAOBa
Ja ce U3XBbPJIH, AKO
NMOTPeOUTEISAT He € TOTOB J1a
MOCTABY MHIKEKIMSATA.

®@urypa 3 CBajisiHe Ha pe300BaHATA Kamayka

Crbnka 4

NPUKPEIIBAHE HA
UTJIATA:
1. Tlpukpenere 3paBo CTEPUIIHA
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nnxekuuonna uria 30G x 72
WHYa KbM CIIPHUHIIOBKATA, KATO 5
3aBHETE IUTHTHO KBbM JIyep-JIOKa
(Bx. @urypa 4).

2. BHumarenHo oTcTpaHeTe
Karaykarta Ha Urjata, Kato s
HU3IbpHaTe.

3aoeaexka: Hukora ne
ObplIeTe UrJarTa.

aTa

Crbnka 5

OTCTPAHSIBAHE HA
Bb3AYIIHUTE
MEXYPYETA

1. /IpbKTe CIpHHIIOBKATa C
HACcOYEHa Harope Uria.

2. AKO MMa HSIKaKBHU BB3AYLIHU
MeXypueTa, BHUMATCITHO
MOYyKalTe CIPUHIIOBKATA C
MIPBCT, JOKATO MeXypUeTaTa ce
n3kayat Harope (Bx. @urypa 5).

®urypa 5 OTcTpaHsiBaHe Ha Bb3yIIHUTE
Mexypuera

Crenka 6

MN3BEXJIAHE HA BB3YXA
N HATJIACSABAHE HA
JO3ATA HA
JEKAPCTBOTO

1. 3aapmKTe CIpUHIIOBKATA Ha
HHABOTO HA OYMTE CH U
BHUMATEITHO HATUCHETE
OyTasioTo, JOKAaTO PHOBT MO
CBOJIa HAa TYMEHATAa ri1aBa Ha
OyTaJoTO ce M3PaBHU C
MapKHpOBKAaTa 3a J103aTa OT
0,05 ml (Bx. ®urypa 6).

3abenexka: CTh0,10TO Ha
0yTaJ0TO € NPUKPENneHo KbM
ryMeHaTa 3amyliajka, 3a ia ce
u30erne u3TersiHe Ha Bb3AyX.

He u3rerJsiiiTe Ha3aJa 6yTaJIOTO.

®urypa 6 HarnacsaBane Ha no3aTa

Crbnka 7

NHXEKTUPAHE:

1. Tlpouenypara Ha MH)KEKTHPaHE TPsIOBA Jia Ce U3BBPILH [IPHU ACENTUYHHU YCIOBHSL.
2. BeBegere uriiata B MACTOTO Ha HHYKEKTHPAHE.

3. UmxkekTupaiiTe 6aBHO, JOKATO F'yMeHATa I1aBa Ha OyTaloTO JOCTHIHE AHHOTO HA
CIPUHIIOBKATA, TocTaBsiiku ooem ot 0,05 ml.

4. Cnell MH)KCKTUPAHETO He IMOCTABANTE OTHOBO KamaykaTa Ha CIIPUHIIOBKATA U HE 5
OTJIeNIANTE OT Uriara. MI3XBepiieTe U3noi3BaHaTa CIPUHIIOBKA 3a¢/IHO C UrjiaTa B
KOHTEWHEP 32 OCTPHU MPESAMETH WM ChIIIACHO MECTHUTE U3MCKBAHUSL.
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