NNPUJIIOXKEHUE 1

KPATKA XAPAKTEPUCTHUKA HA ITIPOJAYKTA



vTosn JIEKapCTBEH MPOAYKT TOJIICKH Ha JOIBIHUTEIHO HaOMoqeHre. ToBa 11e mo3Boiu Obp30TOo
yCTaHOBSIBaHE HAa HOBA MH(OPMAITHS OTHOCHO Oe30mmacHOCTTa. OT METUITMHCKUTE CIICITHAICTH Ce
M3KCKBa Jla ChOOIIaBaT BCsAKa MOI03MPaHa HeXXeIaHa Peakiiys. 3a HaurHa Ha ChoOIaBaHe Ha
HEXEJIaHU peakluu BUKTe Touka 4.8.

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Rimmyrah 10 mg/ml umkeknpioHeH pa3TBOp

2. KAUYECTBEH U KOJIUYECTBEH CbCTAB
Enun ml chabpka 10 mg pannduszymadb (ranibizumab)*. Beeku ¢uiakon chabpxa 2,3 mg
parn6u3ymab B 0,23 ml pastop. 1o To3u HaUMH ce OCUTypsiBa HEOOXOTUMOTO KOJTHMYECTBO,

nocTasimo exnargHa 103a 0,05 ml, ceabpkama 0,5 mg pannOr3yMad Ha B3paCcTHH MAIUEHTH.

*Pannbu3ymMad e pparMeHT oT XyMaHH3UPAHO MOHOKJIOHATHO aHTUTSLIO, MOJTyYeHO B KIICTKH Ha
Escherichia coli ape3 pexomOunantaa JIHK texmomorus.

3a IIbJIHMS CIIMCHK Ha ITOMOIIMHUTE BEIICCTBA BUXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

MHxeKunoHeH pa3TBop

buctep 10 neko omaneceHTeH, 0e3BEeTeH 10 KadeHNKaB CTepUiIeH BoIeH pa3Teop, pH 5.2 — 5.8,
ocmonanureT 240 1o 378 mOsmol/kg.

4. KJIMHUYHU JAHHU

4.1 TepaneBTHUYHHU NOKA3aAHUSA

Rimmyrah e mokazan mpu Bb3pacTHH 3a:

o Jleuenune Ha HeoBacKyIapHa (BJIakHa) Bb3pacTOBOOOYCIOBEHA AeTEeHEepaIisl Ha MaKyiaTa
(BAM)

. Jledenue Ha 3pUTEITHU HAPYLICHHMS, b/DKAIIM ce Ha quabereH makyieH enaem (JIME)

° Jleuenne Ha nponudeparnBHa nuadetHa perunonartus (I[1J1P)

J Jleuenue Ha 3pUTETHU HapYLIEHUS, IbJDKAIIM CE€ HAa MAaKyJIeH €eM BCIIEeICTBUE Ha BEHO3HA
oKJTy3ust Ha petuHara (kioHoBa BOP winn uentpanna BOP)

. JleueHne Ha 3pUTEIHU HAPYIIEHUS, ABJDKALIN C€ HAa XOpouJainHa HeoBacKyapu3auus (XHB)

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

Rimmyrah Tps6Ba na ce nmpumara ot kBanuduiupan opTaaMOIIOT C OIUT B MHTPABUTPEATHNATE
HHKEKIUH.

ﬂOSI/IQOBKa

[IpenoppunTtennaTa 103a Ha paHUONU3yMald mpu BB3pacTHH € 0,5 mg, IPUIOKEHN KaTO eTHOKpaTHa
MHTpaBHUTpeanHa nHxeknus. Toa cpoTBeTcTBa Ha 0,05 ml o0em 3a umxkekTupane. IHTepBanbsT
MEXIY MHXEKTHPAHETO Ha ABE A03U B €JHO U CHIIO OKO TpsiOBa J1a ObJie MOHE YETUPU CEAMUIIH.



JleueHneTo pu BB3pACTHU 3al04YBA C €IHA HHXKEKLHS MECEYHO /10 TOCTUTaHE HA MaKCUMaJllHa
3pUTENHA OCTPOTA W/HJIH JI0 JIWIICA Ha MPU3HAIM Ha aKTUBHOCT Ha 3a00JIIBaHETO, HAIp. JTUTICA Ha
MPOMSIHA B 3pUTEIIHATA OCTPOTA U B APYTH MPHU3HAIM U CUMIITOMH Ha 3a00JIIBAHETO B X0/1a Ha
neuennero. [Ipu manuentute ¢ Bnaxkna BJIM, IME, I1/IP u BOP mspBoHauamHo MOXe J1a ca
HEOOXOAMMH TPY WM TIOBEUE MOCIIEIOBATEITHA WHKEKIINH, TIPUIOKESHH BEHBK MECEUHO.

Crien TOBa JIeKapsT TpOBa Ja ONpeelid HHTEPBAIBT Ha MPOCIIE/IIBAHE M HAa NIPUJIaraHe Ha JICYCHUETO
BB3 OCHOBA Ha aKTMBHOCTTA Ha 3a00JSIBAHETO, OI[CHEHA Ype3 3pUTETHATA OCTPOTA H/WIH AaHATOMUYHH
napameTpH.

AXO 110 MHEHHE Ha JICKaps, 3pUTCIIHUTC 1 aHATOMUYHUTC MMapaMETPU IOKa3BaT, Y€ IIpHU NaljucHTa
HsMa 1oJ3a OT NpOABJDKABAHC HA JICUCHUCTO, TOBA JICKAPCTBO TpH6Ba Ja ce cIpe.

[IpocrnensBaneTo 3a aKTUBHOCT Ha 3a00JIIBAHETO MOKE J1a BKIIIOUBA KJIMHUYCH MPETJIe],
(YHKIIMOHAHO M3CJIC/IBAHE HITH N300pPa3UTEIHN TEXHUKHU (HAMpP. ONTHYHA KOXEPEHTHA TOMOTpadus
WM QITyopeclienHOBa aHTHOTpadus).

AKO IallMeHTHUTE ce JIEKYBaT 110 cXeMa ‘“‘JiedeHne-u-MpoAb/HKaBaHe Ha JISYEHUETO , IPU TOCTUTaHEe Ha
MaKCHMaJIHA 3pUTeIHA OCTPOTa W/WIIU JINIICA Ha IPU3HALK Ha aKTUBHOCT Ha 3a00JsIBaHETO,
WHTEPBAJINTE Ha MPUJIaraHe Ha JICYEHUETO MOTaT IMOCTETIEHHO Jia C€ YBEJIMYaT /10 IIOBTOPHA MOsBa Ha
NpU3HAIM Ha aKTUBHOCT Ha 3a00JSIBAHETO WM 3pUTEITHH HapyIIeHus. TepaneBTUYHNTE HHTEPBAIN HEe
TpsOBa Ja ce yabJKaBar C MoBeye OT JBE CEAMUIM HaBeIHBXK NpH BiaakHa B/IM u morat na ce
yIBIDKAT ¢ 10 eauH Mecell HaBeaubx npu JIME. Tlpu ITJIP u BOP TepaneBTHUHUTE HHTEPBAIU CHIIIO
MOTaT IOCTETIEHHO Ja C€ yIBJDKAT, BBIIPEKH 4e JIUICBAT JOCTAThYHO JAHHU, KOUTO JIa OMPEENAT
NPOIBIDKUTEIIHOCTTA Ha Te3U HHTepBayu. [Ipu moBTOpHA NOsIBAa HA aKTUBHOCT Ha 3a00JIsIBaHETO,
TepaneBTUYHNTE HHTEPBAIU TPsIOBA CHOTBETHO Ja C€ CKbCAT.

JleuenueTo Ha 3pUTEHUTE YBpeXIaHus, AbbKaiy ce Ha XHB, TpsOBa na ce onpenens
HWHAWBUAYAITHO 32 BCEKH MAalMEHT Bb3 OCHOBA HA aKTMBHOCTTA Ha 3a0oisaBaneTo. Hakou nmanuenTu
MOTaT Jla Ce HyKJasT caMo OT eJHa WHXKEKIH 1pe3 IbpBuTe 12 Mecerna; Ipyru MOraT J1a e HyKIasaT
OT I10-4€ECTO IPOBEKIAHE HA JICUECHHE, BKIIFOUUTEIIHO €KEMECEUHO NpUIarale Ha nHxkekuus. 1lpu
XHB Bcneactue Ha natonornyna muonus (IIM) npr MHOTO OT MalMEHTHUTE MOJKE J1a € HeoOXoauMa
caMo €Ha WIN JIBE€ MHXEKLHUHY Ipe3 IbpBaTa roguHa (BK. Touka 5.1).

Panubuzymab u nazepra pomoxoacynayus npu JIME u maxynen edem éciedcmeue Ha KBOP

Vima w3BECTEeH OMHUT C MPUITaTaHEeTO Ha PaHNOM3yMal CHITBTCTBAIIO C JIazepHa poTokoaryianus (BK.
touka 5.1). Koraro ce npuiara B ceims aeH, paHnOn3ymad TpsOBa na ce mprioxu noxne 30 MunyTH
cien na3epHara goTtokoaryianus. PaHnOn3zymab Moske Jia ce mpuiiara npy MaueHTH ¢
MpeIecTBala Ja3epHa (GoToKoaryams.

Panubuzymab u pomoounamuuna mepanus ¢ eepmenopghun npu XHB ecreocmeue na I[IM
Hsma omuT ¢ ChIIBTCTBAIOTO MpHUJIAraHe Ha paHuOu3ymab u BepTenopduH.

Cneuuafmu nonyaayuu

Yeprodpobro yspescoane
Pannbn3zymad He € mpoydyBaH MpH MAIMEHTH ¢ YepHOAPOOHO yBpexkaane. [Ipu tasu rpyma, odaue,
HSIMA JIOTTBJIHUTEITHH ChOOPAXKCHHUSL.

bvopeuno yspescoane
He e neoOxonnMo KopurupaHe Ha [03aTa IpH MaldeHTy ¢ 0b0pedHo yBpexmaane (BXK. Touka 5.2).

Cmapuecka 6v3pacm
IIpu marueHTHTE B CTapyecKa BH3pacT HE c€ Hajara KOpurupane Ha jo3ara. OmuThT MPU TAITUEHTH C
JAME Ha Bb3pacT Haj 75 roIMHU € OrpaHUYEH.



Ileouampuuna nonynayus

BezonacHocTTa M eprkacHOCTTa Ha TOBA JIEKAPCTBO NPH Jela U IOHOIIN Ha BB3PacT noJ 18 roanHu He
ca ycTaHOBeHHU. HaquuHuTe TaHHM MpH IOHOIIN Ha BB3pacT OT 12 10 17 roguHM ChC 3pUTENTHU
yBpekaaHus, Abokamy ce Ha XHB, ca onucanu B Touka 5.1, HO penopbKH 3a JO3UPOBKAaTa HE MOrat
a ObHaT HaJICHU.

Hauwnu Ha npuinoxeHue

dnakoH 3a eJHOKpaTHA YIOTpeda caMo 3a HHTPABUTPEATHO MPHIIOKEHUE.

TBif KATO KOJMYECTBOTO, ChABPKAIIO ce BbB (haakona (0,23 ml), € mo-rojasiMo OT IpenopbUUTETHATA
no3a (0,05 ml 3a BE3pacTHH), 9aCT OT ChABPIKANIOTO C€ BB (hIIaKOHA KOJUYECTBO TPsiOBa 1a ce
HU3XBBPJIU PN IPUIOKCHHE.

[penu nmxextupane Rimmyrah Tps6Ba ga 6bae NpoOBEepeH BU3yaTHO 32 MbTHUHH WM IPOMSHA B
BETA.

[Ipouenypara mo MHXEKTUpaHETO TPsIOBa J1a ce MPOBEXk/Ia B ACENTUYHU YCIOBHSI, KOETO BKITIOUBA
XUpyprudHa Ae3nH()EKIHs Ha pBIETe, CTEPIIIHN PBKaBHIN, CTEPHITHA IIOKPUBKA U CTEPHIICH
CIIEKyJTyM 3a KJiemaunTe (MM eKBUBAJIEHT) M BB3MOXKHOCT 32 CTEPHIIHA IaparenTe3a (aKko e
HeoOxoaumo). [Ipenn npoBexaHeTo Ha HHTpAaBUTpealiHaTa npoleaypa TpsiOBa BHUMATEIHO J1a ce
OIICHU aHAMHEe3aTa Ha MalMeHTa 332 PeaKIMKi Ha CBPhXYYBCTBUTEIHOCT (BX. Touka 4.4). [Ipenu
MIPUJIAaTaHETO Ha MHXKEKIUATA TPSIOBaA J]a ce PUIIoKAT aJjeKBaTHO 00e300JIsIBaHe W ITHPOKOCTIEKThPEH
JIOKaJIeH IIPOTUBOMUKPOOEH Tpernapar, 3a Jia ce Je3nH(peKTUpaT Koxkara OKOJI0 OKOTO, KiieraJa u
MIOBBPXHOCTTA HA OKOTO, B ChOTBETCTBHUE C JIOKAITHATA ITPAKTHKA.

IIpu BB3pacTHU MHKEKITMOHHATA UTJIa TPsOBa na ce BuBeae 3,5-4,0 mm 3a7 1uM0Oa B CTHKIIOBHIIHOTO
TSJI0, KaTO Ce M304rBa XOPU30HTAITHUS MEPUINAH M C€ HACOYBa KbM LIECHTHpA Ha OUHATA I0BJIKA.
Toraga ce mocraBst uHxeknus ¢ ooem 0,05 ml; mpu mocieaBay WHXEKIIHH, HHXXEKIIMOHHOTO MSCTO
Ha CKJIepara TpsOBa 1a ce CMEHSI.

3a yKa3aHusl OTHOCHO MPUTOTBSIHETO HA JIEKAPCTBEHUSI MPOAYKT MPEAU MPUIOKEHUE, BUKTE
TouKa 6.6.

4.3 IIporuBomoka3zanus

CBp'bX‘IYBCTBI/ITeJ'IHOCT KbM aKTHBHOTO BCUICCTBO HJIN KBM HAKOC OT IIOMOIIHHUTC BCIIICCTBA,
n30poeHu B Touka 6.1.

[NanmenTH ¢ aKTHBHA WM NOJ03MpaHa MH(GEKIHUs HAa OKOTO WM NEpUOKyIapHaTa 001acT.
[TaneHTH C TEXKO aKTUBHO BHTPEOYHO BB3IIAJICHHE.

4.4 ChnenuajaHM mpeaynpeskKaeHUs] U MpeANa3sHil MePKH NIPH ynoTpeda

IIpocaeaumoct

3a 1a ce mogo0pyU MPOCIEANMOCTTa HAa OMOJIOTUIHUTE JICKAPCTBEHHU NMPOAYKTH, UMETO U MapTUIHUAT
HOMeEp Ha MPUIIOKEHHS MMPOIYKT TPsIOBa SICHO Jja ce 3alucBart.



Peaknuu, cBbp3aHU ¢ HHTPABUTPCATHOTO IPUIIOKECHHEC

WHTpaBUTpEATHUTE HHKCKIIMH, BKIIOYUTEIHO TE3U ¢ paHUON3yMa0, ce CBBbpP3BAT ¢ eHAO(DTAIMUT,
BHTPEOYHO BH3MAICHHUE, PETMATOT€HHO OTJICNIBAHE HA PETUHATA, pa3KbCBaHE HA PETUHATA U
ATPOTCHHA TpaBMaTHYHA KaTapakTta (Bk. Touka 4.8). [Ipu npunoxennero Ha paHHOM3yMad BUHATH
TpsIOBA J1a ce U3I0JI3Ba MTpaBUIHA aCENITHYHA TEXHUKA Ha HHKEKTHpaHe. B JombIHeHHe, TallHeHTHTE
Tpsi0Ba Ja OBbIAT MPOCICASIBAHU B CEIMHUIIATA CJIC] UHKEKIIUATA, KOSTO OU MO3BOJIMIIO PAHHO JICUCHHUE,
ako HacThu nH(peknus. [lanmentute TpsiOBa Aa ObIAT MHCTPYKTUPAHH HE3a0aBHO Ja ChOOIIaBaT
BCHYKH CHUMITTOMH, HACOUYBAITH KbM €HIO(TAIMHUT WX KbM BCSKO OT TIOCOYCHUTE ITO-TOPE
CBHCTOSIHUS.

IloBuimraBane Ha BHTPCOYHOTO HAIATAHE

[Ipu BB3pacTHH B pamMKkuTe HAa 60 MUHYTH OT MHXEKIIUSITa HAa paHUOU3yMal ¢ HaOIr0aBaHO MPEXOIHO
noKadBaHe Ha BbTpeouHoTo Hamsirane (BOH). HaGmogaBaHo e chIo Taka v TpaliHO MOBUIIIaBaHE Ha
BOH (Bk. Touka 4.8). BeTpeounoTo HansITrane u nepdy3usnTa Ha 3pUTEITHHS HEPB TPsOBa 1a ce
MPOCIIEIBAT U JIa C€ TPETUPAT 110 TOIXOSII HAuuH.

[MarnuenTure TpsiOBa 1a ObaAT HHOOPMHUPAHU 32 CHMIITOMUTE HA TE3H BH3MOXHH HEXKEJIaHH PEaKIIuH
1 J1a ObJaT HHCTPYKTUPAHU J1a CE CBBPIKAT C TEXHHUS JICKYBAII] JIEKap, aKO TOJIy4aT CUMIITOMH KaTo
00JIKa B OKOTO WJIM TIOBHIIICH TUCKOM(OPT, MO-CHUITHO 3aUSPBSIBAHE HA OKOTO, 3aMBIJISIBAHE HITU
HaMaJsIBAHE HA 3PCHUETO, MOBUIIIABAHE HA OPOS HA MBTHHHUTE B 3PUTEHOTO IMOJIC UM MOBUIIICHA
YyBCTBHUTETHOCT KbM CBETIMHA (BXK. ToUKa 4.8).

Jledyenue u Ha ABETC O4YH

OrpaHquHHTe JaHHU OTHOCHO IMPUJIIOKCHUCTO Ha paHI/I6I/ISYMa6 CIHOBPEMECHHO U Ha ABCTC OUU
(BKJ'IIO‘-II/ITCJ'IHO MPUJIOKCHUC B CIUH U CHIIU ,E[eH) HE ONpcanojaraT HaJIM4ue Ha IMOBUILICH PUCK OT
BB3HHUKBAHC HAa CUCTCMHU HCKCIIAHU PCAKIIUN CHPAMO MPUITOKCHUCTO CaMO Ha €AHOTO OKO.

HmyHoreHHoct

IIpu parnbOnzymMad nmMa BB3MOKHOCT 33 UIMYHOTEHHOCT. Thit kKaTo npu naruenTute ¢ JIME
ChbIICCTBYBA Bb3MOXKHOCT 3a MOBUIIICHA CUCTEMHA CKCIIO3UIHA, HE MOXKE a CC U3KJIIOUU HAJIMYHUECTO
Ha TIOBUIIICH PUCK OT Pa3BUTHE HA CBPBXUYBCTBUTEIHOCT B Ta3H MALIMEHTCKA MOITYIAIUS.
[TarmenTure TpssOBa CHINO Taka 1a ObAAT MHCTPYKTHPAHH J1a CHOOIABAT B CIy4ail, Ye BTPEOTHOTO
BB3MAJICHUE CTaHE MO-TEKKO, KOETO MOKe J1a ObJie KIMHUYCH OeJier, 00sCHsIBAI ce C BBTPEOYHO
(hopMupaHe Ha aHTUTEIA.

CrerprerBamia yorpeda ¢ apyru antu-VEGF (cpa0B eHyioreneH pacrexeH hakTop)

Pannbusymab He TpsiOBa J1a ce mpuiiara eiHoBpeMeHHo ¢ npyru anti-VEGF nekapcTBeHH MpoayKTH
(cucTeMHM WM BETPEOUTHH ).

CHI/IDaHC Ha DaHI/I6I/IBVMa6 IIpH BB3pacTHH

[IpunoxxeHueTo Ha n03aTa TpsiOBa aa ObJie MPEKPATCHO U JICUCHUETO HE TPsiOBa fa ObJie MOJHOBSIBAHO
MO-PaHO OT CJIEJBAIIOTO TUIAHUPAHO MPUIIOKEHUE B CiIyyail Ha:

. MOHW)KaBaHe Ha Hall-noOpe-kopurupanara 3putenna octpora (BCVA) ¢ >30 Oyksu npu
MOCJIEHOTO ONpEeIIsIHE Ha 3pUTEIHATa OCTPOTa;

o BBTPEOYHO Hassirane >30 mmHg;

o HapyIlIaBaHe Ha [eJIOCTTa Ha peTHHaTa:

. cyOpeTHHaIHa XeMOparus BKIIIOUBaIlla IEHTbpa Ha (OBEsTa WK aKo pa3Mepa Ha XeMoparusra
e >50% ot o0mus pa3Mep Ha JIe3usTa;

o W3BBPIICHA WM IUIAHUPaHa BbTPEOYHA XUPYPrUYecKa HHTEPBEHIMS [IPE3 N3MUHAINTE WM B

clieaBaIuTe 28 aHH.



PazkbcBaHe Ha NUTMEHTHUS €IUTEN HA peTUHATa

Puckosure paktopu, CBbp3aHH € TOTYyYaBAaHETO HA pa3KbCBAHE HA TUTMEHTHHUS SIIUTEN HA peTHHATA
ciex npuiarane Ha aHTu-VEGF 3a neuenne na Bnaxxua BM/] u eBeHTyanHo npu apyru gopMu Ha
XHB, BKJIIOYBAT OOIIUPHO W/MIIM BUCOKO OTJICIIBAHE HA MUTMEHTHUS €UTEN Ha peTuHara. [Ipu
3aIl0YBaHe Ha Tepanus ¢ paHUOM3yMad € Heo0XO0ANMO OBUIIEHO BHUMAaHHUE IIPY IALUeHTH, IIPH
KOHUTO CBHIIECTBYBAT PUCKOBHU (haKTOPH 32 pa3KbCBaHE Ha MMTMEHTHUS €MUTEN Ha peTHHATA.

PermarorenHo oTiienBaHe HAa PETHHATA VUIM MaKyJIHU TYIIKW IIPU Bb3PACTHU

Jleuenuero TpsiOBa 1a ObJe MPEYCTAHOBEHO IIPH JIUIIA C PErMATOTCHHO OTJICIIBAHE HA PETUHATA WIIH
MaKyJHU AyIKH cTaguil 3 win 4.

Ilonymaiyu, Ipu KOUTO UMa OrpaHUYCHU JaHHHU

CrlnecTByBa OTpaHUYCH OMHT B JiedeHHeTo Ha mHAuBUAM ¢ JIME BciiencTere Ha auadet Tum 1.
paHuOM3yMab He € MPOyYBaH NPU MAIlMEHTH, PH KOUTO ca OUJIM MPHJIaraHd HHTPABUTPEATHU
WH)KEKUUH, PU MalUeHTH ¢ aKTHBHU CUCTEMHHU MH(EKIUH WX TP MALUEHTH ChC CHITBTCTBAILIO
CHCTOSTHHIE Ha OYUTE KAaTO OTJICTIBaHE HAa PETHHATA WM MaKyJHa qynka. FimMa orpaHideH OmmuT B
JedeHneTo ¢ pannomuzymab na auaderunn ¢ HbAlc nax 108 mmol/mol (12%) u murcea onut mpu
NalnyeHT! C HEKOHTPOJIMpaHa XunepTonus. Jiumncara Ha napopmanus TpsiOBa 1a ce UMa IpeABH] OT
JIEKyBaIIUs JIEKap MU JIeYCHNE Ha TAaKUBA MAI[MCHTH.

Vima HeZoCTaTh4HO AaHHH, 32 J1a C€ HAIPaBH 3aKJII0YEHHE OTHOCHO edeKTa Ha paHnOu3ymal mnpu
nauuedty ¢ BOP, ¢ npu3Hanu Ha HeoOpaTHMa HCXeMHUYHa 3ary0a Ha 3purenHaTa QyHKUus.

[pu naumentute ¢ [IM riMa orpaHHYeHN TaHHH 32 eeKTa Ha paHUON3yMal MpH MAIUEHTH, IPH
KOMTO IIPeJH TOBa € MpoBe/AeHa HeycnemHa horonnHaMuuHa Tepanus ¢ Beprenopdun (BOAT). Coio
TakKa, Makap 4e ce HaOro/1aBa TpaeH epeKT Npu MHAMBUANTE ChC cyO(hoBeaIHn U I0KcTadOBEATHU
Je31H, IMa HeOCTaThuHO JIaHHU, 32 JIa C€ HAIlPaBHU 3aKJII0YEHHE OTHOCHO ehexTa Ha paHHOu3ymab
npu nHauBHIM ¢ [IM 1 ekctpadoBeanHu Jie3u.

CucteMHH e(eKTH ClieJI THTPABUTPEATHO MPUI0KECHUE

CroO1m1aBa ce 3a osiBaTa Ha CUCTEMHH HEXEJIaHU ChOWTHUS, BKIFOYUTEITHO HEOYHH XEMOPAriuy U
apTepraIHu TPOMOOESMOOINIHN CHOUTHS, CIIe]] MHTpaBUTpeaHo nmxektupane Ha VEGF
UHXUOUTOPH.

NMa orpaHnveHr JaHHU OTHOCHO 0€30MacHOCTTa Ha JiedeHneTo Ha manueHTH ¢ JIME, makynen eqem
Bcneacteue Ha BOP u XHB BciencTeue na I1M, ¢ anaMHe3a 3a HHCYAT WM TPAH3UTOPHU UCXEMHUYHU
ataku. HeoOX0IuMo € MOBHUIIICHO BHUMAaHKWE TIPH JICYCHHUE Ha TaKWBA MAIMCHTH (BXK. TOYKa 4.8).

4.5 B3aumojaeiicTBHe ¢ IPYrd JIeKAPCTBEHU NMPOAYKTH U APYyru (popmMH HA B3auMoJieiicTBUe
He ca npoBexnanu opuumaniHy Mpoy4YBaHuUs 3a B3aUMOJICHCTBUSATA.

3a nompiaauTenHOTO Npriiarane Ha BO/T u pannbuzymab npu Bnaxxkna BJIM u IIM, BrkTe Touka 5.1.

3a ZOMBJIHUTETHOTO pWIaraHe Ha JlazepHa QoTtokoaryiauus u pannouzymad npu IME u KBOP,
BHXKTE TOUKH 4.2 u 5.1.

B ximHUYHY npoyuyBaHU 32 JIEUEHUE HA 3pUTENTHU HapyieHus Beneactue Ha JIME, pesyararute mo
OTHOIIICHHUE Ha 3pUTETHATa OCTPOTA WM IeHTpanHata poseiina nedennaa (11d/]) mpu manueHTHTE HA
JieYeHre ¢ paHnOU3yMal, He ce TIOBJIUSABAT OT ChITBTCTBAIIOTO JICYEHHE C THA3OIUINHIUOHH.



4.6 dDeprHanTeT, OPEeMEHHOCT U KbPMeHe

Kenu ¢ nereposicH HOTeHIII/IaJI/KOHTDaHeHHI/ISI OpH KCHU

Kenure c ACTCPOJACH IMOTCHIHAIT TpH6Ba Ja U3I10J13BaT e(l)eKTI/IBHa KOHTpauenmus mo BpeMe Ha
JICYCHUCTO.

bpemenHoct

3a pannOu3ymal HsIMa KIMHUYHY JaHHU 32 eKCIO3MIIKA 1o BpeMe Ha OpemeHHOCT. [IpoyuBanusita
NP IBJITOOMNAIIATH MaKallk He MOKa3BaT MPEKU WM HENPEKH BpeAHU e(eKTH, CBbp3aHH C
OpeMeHHOCTTa WK eMOPHOHATTHOTO/PeTaaHo pa3BuTHe (BK. Touka 5.3). CucTeMHaTa eKCIIO3UIIUS Ha
paHnOu3yMa0 ciesl O4HO NPHIIOKEHUE € HUCKA, HO MIOpaal MeEXaHU3Ma Ha ACHCTBHE, KOWTO UMa
paHnOu3yMab TpsOBa Aa ce cuMTa 3a MOTEHIHUAIHO TepaTOreHeH u eMOpuo-/peroTokcuueH. Eto 3amo,
paHnOu3yma0 He TpsAOBa Aa ce U3I0JI3Ba 110 BpeMe Ha OPEMEHHOCT, OCBEH aKO OYaKBaHATa I10JI13a
HaAXBbpPJIs IOTEHIUATHYS PUCK 3a Tiofa. Ipu sxeHn, KouTo UcKat aa 3a0peMEeHesIT U KOUTO ca Ouiu
JIEKyBaHU ¢ paHUOM3yMal, ce MpenopbyBa /1a U34akaT IMoHe 3 Mecela clie] IPHJIaraHeTo Ha
mocjeaHara 103a paHnou3ymad npenu 3a0peMeHsIBaHe.

Kbpmene

B®3 0CHOBa HA MHOT'O OTpaHMYCHHU JIAaHHH, IIPH XOpa PAHUON3yMa0 MOXKE Jla e SKCKPETHpa B KbpMaTa
B MaJIKu KoimdecTBa. EQekThT oT pannOu3zymMad BbpXy KbpMEHOTO HOBOPOCHO/0e0e € HEeU3BECTEH.
Karo npeanasna mspka, KbpMEHETO HE CE MPEHOPHYBA 0 BPEME Ha MPUI0KCHUETO Ha paHUOU3yMao.

DeprrauTer

Jluncear JaHHU OTHOCHO BJIMSIHUETO BHPXY (DepTHIIUTETA.

4.7 EdexTu BbpXy crnioco0HOCTTA 32 mogupaHe U padoTa ¢ MAIIUHA

TepaneBTHYHATA MPOLIEAYpa MOXKE Ja TOBEJIE 10 BpEeMEHHH HapYIIeHUs Ha 3pEHUETO, KOUTO MOrar Ja
TIOBJIUSIAT Ha CIIOCOOHOCTTA 3a ImodupaHe U padoTa ¢ MamuHH (BK. Todka 4.8). [larmenTn, KouTo
UMaT TaKHBa CUMIITOMH, He TpsiOBa Jla modupat Uiy Ja padoTAT ¢ MalllHHU, TOKATO TE3H BPEMEHHH
HapyIICHHUS B 3pEHUETO OTLIYMSIT.

4.8 HexenaHu jJeKapcTBEHHM PeaKIUu

O0600611eH1Ee Ha podia Ha OE30IaCHOCT

[ToBeyeTo cHOOLICHN HEKENIAHHU PEAKLIUU CJe]] pHiaraHe Ha paHuOu3ymad ca CBbp3aHH ¢
npoueaypara Ha HHTPaBUTPEATHO HHXEKTHPAHE.

Haii-uecTo chOOIaBaHUTE OUHU HEXKEIAHU PEAKIIMU CJIe]] MH)KEKTUPaHe Ha paHuOu3yma0 ca: 00Jika B
OKOTO, OYHA XUIIEPEMUS, TOBUILIEHO BHTPEOYHO HAJSIraHe, BATPEHT, OTJIETBaHE Ha CTHKIOBUAHOTO
TAJIO, KPHBOM3JINB B PETUHATA, 3PUTEITHO HAPYIICHUE, MBTHHHU B CTHKJIOBHIHOTO TLIO,
KOHIOHKTUBAJICH KPBHBOU3JIMB, JJPAa3HCHEC HAa OKOTO, YCCIIAHE 3a YYXK/IO TAJIO B OYUTE, IOBHUIICHA
Jakpumanus, 6edapuT, Cyxo OKO U CbpOexX B OKOTO.

Haii-gecTo choOmaBaHnTe HEOUHN HEXEIIAHN PEAKITHH ca TI1aBo0oHe, Ha30(papuHTUT B apTPaTHSL.

[o-psiaKo chOOIIaBaHU, HO TIO-CEPUO3HH HEXKENaHU PEaKIUH ca SHAOPTAIMUT, CIEIOTa, OTICIBaHE
Ha peTHHATa, pa3KbCBaHE Ha PETHHATA U ATPOTCHHA TPaBMaTHYHA KaTapakTta (BX. Touka 4.4).

Hexenanute peakiyu, NOJyUYeHH Cie]l IpUaraHe Ha paHUOU3yMal 1Mo BpeMe Ha KIIMHUYHUTE
Mpoy4YBaHus, ca 0000IIeH: B TabIuIIaTa M0-10Iy.



CruchbK Ha HEXKCIAHUTE PCaAKII B TabIMueH BI/I,[[#

Hesxenanute peakiuu ca n30pOCHU 0 CHCTEMO-OPTaHHH KIIACOBE U TI0 YECTOTA Ype3 M3IMOJI3BAHETO
Ha CJIe/IHATa KOHBEHIIUsS: MHOTO YecTH (>1/10), yectu (>1/100 mo <1/10), vewectu (>1/1 000 mo
<1/100), peaxu (=1/10 000 go <1/1 000), maOTO peaxu (<1/10 000), c Hem3BecTHA YecTOoTa (OT
HAJIMYHUTE JaHHU HE MOXKe Jia ObJie HalpaBeHa orieHkKa). [Ipu Besiko rpynupaHe B 3aBUCHMOCT OT
YyecToTaTa, HeXEIaHUTE PEaKIni ca TPEJACTABEeHN B HU3XOISI PeJl 10 OTHOIIEHHE Ha TAXHATA

CCPUO3HOCT.

Tabauna 1 CnuchbK HA HeKeJAHUTE peakIiun

Nudexnun u nadecranumn

MHoro uectu

Hazodapunrur

Yectn

Wudeknus Ha NMKOYHHUTE TBTUIIAY

Hapymienusi Ha KpbBTa M JuM@pHATA cUCTEMA

Yectn

| AHemus

Hapyiienusi Ha MIMYHHAaTa cUCTeMa

Yectu

| CBpPBXUYBCTBUTEITHOCT

IlcuxuyHM HAPYLICHHS

Uectu | TpeBokHOCT
HapyiueHnusi Ha HepBHATa CHCTEMA

MHoro 4yecTu | [naBo6oune
Hapyumenus Ha ounTe

MHoro dectu Burpeur

OtnenBaHe Ha CTHKIOBUAHOTO TSUIO
KpbBouznusu B petuHaTa
3pUTENHN HapyIIEeHUs

Bonka B okoTo

MBTHHHHU B CTBKJIOBUIHOTO TSUIO
KoHroHKkTHBajeH KpHBOU3IIUB
Jlpa3HeHe Ha OKOTO

VYcemane 3a 4y10 TSI0 B OUUTE
IToBumieHa cirb3Ha cekpenus
Bnedapur

Cyxo oko

OudHa xumnepeMus

Cbpbex B OKOTO

Yectn

Jerenepanus Ha peTUHATA
Hapymienus Ha petunara

OTnenBaHe Ha peTHHATa

Pa3kwcBane Ha peTuHaTa

OTnenBaHe Ha MUTMEHTHUS €MUTEN Ha peTUHATA
Pa3kncBaHe Ha MUTMEHTHHUSI CTIUTET HA
peTuHaTa

Hamanena 3putenna octpora
KppBOu3IUB B CTHKIOBUAHOTO TSUIO
Bonectu Ha CTHKIOBUAHOTO TSIIO
YBeur

Hpur

Upupouuknur

Karapaxra

CyOxkancynapHa KaTapakra
[TombTHSIBaHE Ha 3aJHATa KarcyJia
ToukoB kepaTur

Kopueanna abpazus

CBeTJI0 IETHO B IIpEAHATa Kamepa
3aMBIIIEHO BIKIAHE




KpbpBou3nuB Ha MACTOTO HA MH)KEKTUPAHE
KppBOuznus B 0k0TO

KoHIOHKTUBUT

AneprudeH KOHIOHKTUBHUT

OTnensiHe Ha CEKPET OT OKOTO, (DOTOTICHS
dotohobust

Juckomdopt B ounte

Enem Ha kinemnauga

bonka B xitenaua

KoHIOHKTHBaITHA XUTIEPEMUS

Heuectu Cnemnota

Enmodranvur

XHWIMONUOH

Xudema

Kepatonatus

3anenBaHe Ha UpHUCa

OTtnaranus B poroBuIiaTa

Enewm Ha poroBumara

Kopueannu ctpun

Bosika Ha MACTOTO HAa HHXKEKTHPaHE
Jpa3HeHe Ha MACTOTO Ha MH)KEKTHPAHE
Heobuuaiino yceniane B 0KOTO
[pa3HeHe Ha KkJemnaya

PecnupaTopHu, TPHAHM M MEAMACTHHAJIHN HAPYLIEHUS

Yectu | Kanuuia

CToManiHO-YpeBHH HAPYIICHUSI

Yectu | T'anene

Hapymenusi Ha KoKaTa H NMOJKO0KHATA ThKaH

Yectu AnepruyHu peakiuu (00pHUB, ypTUKAPHS,

cbpbex, epuTeM)

Hapymienusi Ha MyCKYJTHO-CKeJIETHATA CHCTEMA M CheIHHUTETHATA ThKAaH

MHoro Jectn | ApTtpanrus
N3caensanus
MHoro uectu | [ToBuIlIEHO BHTPEOYHO HAJISITAHE

* Hexxenanute peakuuu ca AeGMHUPAHU KaTO HexelaHH chouTus (pu noHe 0,5 IpoleHTa oT
MAIMEHTUTE ), KOUTO BH3HUKBAT C [T0-BHCOKA YeCTOTa (C IMOHE 2 MPOLIEHTA) IPU NAIleHTUTE, ITPH
KOHWTO C€ MpuIIara jiedeHne ¢ pannonzymad 0,5 mg OTKOIKOTO MPH TE3H, PH KOUTO Ce TIpriiara
KOHTPOJIHOTO JieueHue (ruianedo mwim OJIT ¢ Beprenopdus).

* HaOJromaBaT ce caMo B nomyJamnusaTa ¢ JJME

Hexenanu peakuu, CBbP3aHHU C JICKAPCTBCHUS KJIac

B npoyuBanmsiTa mpu namueHTH ¢ Buaxxaa BJIM dasza 111, obmaTa gectoTa Ha HEOYHUTE KPHBOU3IUBH,
HEXXeJIaHO ChOUTHE, TOTEHINATHO CBBP3aHO ChC CUCTeMHO npmiokeHue Ha VEGF (chioB ennoTenen
pacTexeH GakTop) UHXHOUTOP, € ClIa00 TOBUIIICHA MTPH MAI[UCHTH JICKYBaHU ¢ paHuOu3ymad. Hsama
o0ade yCTaHOBEHA 3aKOHOMEPHOCT TIPU PA3IMYHUTE KPbBOM3IHBH. ChIIECTBYBa TEOPETUUCH PHUCK OT
apTepruaIHi TPOMOOESMOOINIHN CHONTHS, BKITFOUNTEITHO HHCYJIT U MHOKapIeH HH(MAPKT, CIIeT
uHTpaBuTpeanHo npuwioxenue Ha VEGF naxuburtopu. I1o Bpeme Ha KIMHUYHHUTE IPOYYBAHUS C
paHnOu3ymMab ce HaOIr0/1aBa HUCKA YECTOTa Ha apTepHaHU TPOMOOEMOOIMYHN UHIIHICHTH TTPH
nauuedTy ¢ BJAM, JIME, TI/IP, BOP u XHB, kaTo HsiMa ChIIIECTBEHA pa3jiMKa MEX]1y IPYIIUTE,
JIEKYBaHH C paHHOM3yMald U KOHTPOIUTE.




C’bO6H.[aBaHe Ha 11003 paHu HCXCIaHU PCAKIINHN

C’LO6HIaBaHeTO Ha MIOAO3UPAHU HECKCIIaHU PCAKIINU CJICA pa3pClllaBaHC 3a yHOTpe6a Ha JICKApCTBCHUS
IMPOAYKT € BAXKHO. Tora mo3BosBa Ja IpOABJIKA Ha6HIOI[eHI/IeTO Ha CbOTHOIICHHUECTO HOJI3a/pI/ICK 3a
JICKaAPCTBCHUSA TPOAYKT. Or MCIUIMHCKUTEC CIICHUAJINCTHU CC U3HMCKBA Ja C’BO6IIIaBaT BCsKa
IMOA03MpaHa HCXKCJIaHa peaKrd Ype3 HALlMOHAJIHA CUCTEMA 3a C’BO6H_IaBaHC, IIOCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

Crnyyan Ha pefo3upaHe ca ChbOOIIEHH NP KIMHUYHUTE MPOYYIBAHMS MPH MAIlMeHTH ¢ BiaxHa B/IM
Y TIPH TOCTMAaPKETHHTOBY TaHHU. HeskenaHuTe peakuuu, CBbP3BaHH C Te3H CHOOLICHH clydau, ca
MOBHIIEHO BBTPEOYHO HANSITaHE, IPEXOJIHA CIENO0Ta, HaMaJleHa 3pUTelIHa OCTPOTa, €1eM Ha
porosuiiata, KopHeaaHa 6oika u 0oJka B 0KoTo. B ciyuaii Ha ipeno3upane, BBTPEOYHOTO HAISATaHe
TpsOBa Ja ce mpociesiBa 1 JISKyBa 0 NpeleHKa Ha JIeKyBallus JeKap.

5. ®APMAKOJIOTTYHU CBOMCTBA
5.1 @apmakoaMHAMUYHU CBOICTBA

dapmakoTepaneBTryHa rpymna: OpTaaMoIOTHYHHN TpenapaTi, aHTHHEOPEBACKYIapU3UpaIu
cpenctBa, ATC xon: SO1LAO4

Rimmyrah e Ouosnornyno noa00eH aekapcTBeH npoaykr. [loapoOHa uHpopmalus e npeaocTaBeHa Ha
yeOcaliTa Ha EBpomneiickara areHius 1o JiekapcTara http:/ www.ema.europa.eu.

MexaHus3bsM Ha IEUCTBUE

ParnOu3ymab e hparMeHT OT XyMaHU3UPaHO MOHOKJIOHATHO aHTUTSIIO, HACOUYEH CPEIIy YOBEIIKHUS
chlI0B eHjoTeseH pactexer paktop A (VEGF-A). Toii ce cBbp3Ba ¢ BUcOK apunuteT kbM VEGF-A
uzopopmute (Harp. VEGF 119, VEGF 21 1 VEGF 165) 1 110 TO3u HauWH mpena3Ba CBbp3BaHETO HA
VEGF-A xbM Herosute penienropu VEGFR-1 n VEGFR-2. Cep3Baneto Ha VEGF-A ¢ Herosute
pEmenTopy BOIN 10 €HA0TEIHA KIEeThYHa MPOoauQepaIis i HeOBaCKyIapru3anus, ChIIO0 U 10 ChIOBO
W3THYaHEe, BCSIKO OT KOUTO CE CUMTA, Ye AOTPUHACS 3a MPOrpecHsiTa Ha HeoBacKynapHaTa opma Ha
BB3PacTOBO-00yCIOBEHa MaKyJiHa AeTeHepalus, narouoruanara Mmuonus 1 XHB wim Ha 3putennu
HapyIIeHUs, TPEAN3BUKAHN OT TMA0ETHUS MaKyJieH e/IeM FITH MaKyJHH efeM BcieacTeue Ha BOP
IpY BB3PACTHHU.

Kinununa edukacHocT 1 6€3001aCHOCT

Jleuenue na enasrcna BJAM

IIpu Braxkaa BJIM kimHrIHATa 0€30MMaCHOCT M €(PUKACHOCT HAa paHHOM3yMab € OIICHeHA B TPH
paHIOMU3UPaHU, TBOWHOCIEIH, TUIAIe00 - WM KOHTPOJIIUPAHHU C aKTUBHO BEIIECTBO MIPOYIBAHUS, C
MPOABIDKUATEHOCT 24 Mecella pH NMaIeHTy ¢ HeoBackynapaa B/IM. B te3u npoyuanus ca
BKItoueHn 00110 1 323 manuenTu (879 akTuBHO NeKyBaHu U 444 KOHTPOIIN).

B npoyusaneto FVF2598g (MARINA), 716 manueHTH ¢ MUHUMAaTHA KJIACUYECKU MU OKYJITHU He-
KJIACUYECKH JIE3UH ca PaHIOMU3HUPaHU B choTHomIeHue 1:1:1 ga moiy4aBaT exeMeceuHO MHKEKIHH
parnou3ymab 0,3 mg, paandbuzymad 0,5 mg wmm mianeoo.

B npoyusaneto FVF2587g (ANCHOR), 423 nanuenTu ¢ npeobnanasamy kiacuueck XHB nesun ca
paHIOMH3UpPAHU B chOoTHOMIEHHE 1:1:1 ma momywaBat pannousymad 0,3 mg exxeMecedHo,
panubuszymad 0,5 mg exxemeceuno win ®JIT ¢ BepTenopduH (B HAUAIOTO U HA BCEKH 3 Mecela Clie/
TOBa, aKo (IIyopeclenHOBaTa aHTHOrpadus MOKake MEPCUCTHPAHE WK PELUIUB Ha ChA0BO
HU3THYAHE).
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc
http://www.ema.europa.eu/

OcCHOBHHTE U3MEPHUTENHN Ha pe3ynraTutre ca 00o6menn B Tabnuua 2 u @urypa 1.

Ta6anuna 2 PesyaraTu na 12™ u 24™ mecen B npoyuBane FVF2598g (MARINA) u FVF2587¢g
(ANCHOR)

FVF2598g (MARINA) FVF2587g (ANCHOR)
N3mepuren Ha Mecern ITname60 Panubuzym | Beprenopdun | Panubusymad
pesyaTara (n=238) a0 0,5 mg | ®AT (n=143) 0,5 mg

(n=240) (n=140)

3ary0a Ha <15 OykBH Mecer 12™ 62% 95% 64% 96%
OT 3puTenHaTa octpora | Mecen 24™ 53% 90% 66% 90%
(%)
(3ama3BaHe Ha
3pEHUETO, TbPBUYHA
KpaifHa TOUKa)
[Momobpenwue ¢ Mecerg 12™ 5% 34% 6% 40%
>15 OyxBU Ha Mecern 24™ 4% 33% 6% 41%
3pHUTEIHATA OCTPOTA
(%)
CpenHa poMsiHa B Mecen 12™ | -10,5(16,6) | +7,2 (14,4) -9,5 (16,4) +11,3 (14,6)
3pUTeNHaTa OCTPOTa Mecen 24™ | -14,9 (18,7) | +6,6 (16,5) -9,8 (17,6) +10,7 (16,5)
(6ykswm) (SD)*
p<0,01

®@urypal Cpeana npomMsiHa Ha 3pUTETHATA OCTPOTA CIPSIMO M3XO0AHATa 10 24™ Mecen B
npoyusaneto FVF2598g (MARINA) u B npoyuBanetro FVF2587g¢ (ANCHOR)

15
10

Mpoyueare FVF2598g (MARINA)

 +6,6

0 “”n.
5 bbpb
-10

-15

octpota +SE (Bykew)
(3, ]

CpefiHa NpOMAHa B 3pUTenHaTa

0 2 4 6

8 10 12 14 16 18 20 22 24

Mecel

Mpoy4sane FVF2587g (ANCHOR)

.y +10.7

ocTpota +SE (Byken)

CpefiHa NpoMsHa B 3pUTenHata

AAAS ST s+ 98
-10 Pritiedssdrt O

0 2 4 6 8

MARINA

—=- Ranibizumab 0,5 mg (n=240)

©- Mnauebo (n=238)

10 12 14 16 18 20 22 24

MeceLl

ANCHOR

f pb-bbb-p},ppb -14,9

~ +215

+20,5

—#- Ranibizumab 0,5 mg (n=140)

~# Beprenopdud AT (n=143)

Pesyaratute OT 1BeTe M3MUTBAHUS MTOKA3BaT, Ye MPOIBIDKUTEIHOTO JICUSHUE ¢ paHHOu3yMad MoxKe 1a
OBJIc OT 10132 U MPH MAIMEHTUTE, KOUTO ca 3aryomnu >15 6ykBH OT Hali-100pe KOpUrupaHara
3putenHa octpora (BCVA) npe3 mepBaTa roauHa OT JICUSHUETO.
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Kakro B MARINA, Taka u B ANCHOR 1npu neuenue ¢ panndousymab ce HaOmronaBar ce
CTaTUCTUYECKU 3HAUYMMH TOJI3H 10 OTHOLICHUE HA 3pUTeNHaTa QYHKLUS, CHOOLICHU OT MAMEeHTH, B
CpaBHEHUE C KOHTPOJIHATa IPyMa, KOETO € OLIEHEHO upe3 BbrnpocHuKa 3a 3purenHaTa (yHKIUSA Ha
Hanmonanuus odranmonoruuen unctutyT (NEI VFQ-25).

B npoyuBane FVF3192¢g (PIER) 184 maruenTu ¢ Bcuuku popMu Ha HeoBackysiapHa BJIM ca
paHgoMu3upaHu B choTHomeHue 1:1:1 1a momydaT Tpu mociae0BaTeTHd WHXCKITUN
parubu3yma6b 0,3 mg, pannouzymad 0,5 mg nim mane0o BeAHHK MECEUHO, OCIEBAHO OT
MIPIIIOKCHIE Ha €Ha 1032 Ha Bceku 3 Mecera. Ot 14™ mecen Ha Tpoy9IBaHETO € JOIMYCKaHO
NalyeHTH, JIEKYBaHU ¢ TIIane0o Ja IpeMUHAT Ha JieueHHe ¢ paHnOu3ymao, a ot 19™ mecer ca
BBH3MOXHH T0-YECTH IPUIIOKEHHA Ha Tepanusra. [lanuenTure, 1eKyBaHu ¢ paHHOM3yMal B
npoyusaHeTo PIER, ca nomyunnu cpenno 10 npunoxeHus Ha TEpanusTa.

Cren mbppBOHAYATHO TOBUILIABAHE HA 3pUTEIHATA OCTPOTa (CIeN eXKEMECEUHO MPUIIOKEHHE),
cpenHaTa 3pHTelIHa OCTPOTA Ha MAMEHTUTE HaMaJlsiBa IPH NpUJIaraHe Ha TPH Mecella u ce
BB3CTaHOBSBA J0 W3XOJMHOTO HUBO Ha 12™ Mecerr ¥ To3u epekT ce 3amaspa 1o 24™ mecerl mpu
MOBEYETO MAIMEHTH Ha JIedeHue ¢ paHuonuzymao (82%). OrpaHnueHUTEe TaHHN OT MAlUCHTUTE Ha
wiane6o, MpeMUHAIN 0-KbCHO Ha JIeueHHe C paHnOu3yMa0, mpennoiarar, 4e paHHOTO 3alo4BaHe Ha
JedeHre MOXKe J1a I0BeJIe JI0 ChXpaHsIBaHe Ha 3pUTEITHATA OCTPOTA B MO-TOJISIMA CTETICH.

Hannute ot ase npoyusanust (MONT BLANC, BPD952A2308 u DENALI BPD952A2309),
MIPOBECHH CJIe]] pa3pelaBaHe 3a yrnorpeda, MoTBbpkKAaBaT e(pUKACHOCTTa Ha PaHUON3yMal, HO He
MTOKAa3BaT JOIIBIHUTENICH €EKT OT €MHOBPEMEHHOTO Npuiiarane Ha Beprenopdus (Visudyne ®JIT) u
paHuOM3yMab CrpsiMO TPUIIOKEHUETO HA paHUOU3YyMad KaTo MOHOTEPAIHSI.

Jleuenue na spumennuu Hapyuenus, ovacawu ce na XHB ecneocmeue na IIM

Knnandnata 6e30nacHOCT U e()UKaCHOCT Ha paHUOM3yMal MpH MAIMEHTH ChC 3PUTEITHU YBPEKIaHHS
Bceneactsre Ha XHB u I[IM ca onieHenn Ha 0a3aTa Ha JaHHUTE OT 12-MeceyHo, JBOMHOCIIAIIO,
KoHTposmpaHo ocHoBHO npoyuBane F2301 (RADIANCE). B ToBa npoyuBane 277 manyueHTH ca
paHIOMU3UPAHU B ChOTHOIIEHHUE 2:2:1 B CIIETHUTE paMeHa:

o I'pyna I (pann6uzymab 0,5 mg, cxemara Ha IpUIaraHe ce OMPE/eIs M0 KPUTCPHHTE 3a
“crabmrHOCT”, medhmHUpaHa KaTo Jurca Ha mpomsaa B BCVA cripsMo u3ciieIBaHuITa OT
MIPEIXOTHATE JIBA MECEIa).

. I'pyna II (parnbuzymab 0,5 mg, cxemara Ha IpUIIaraHe ce ONpeaes 0 KPUTSPHUTE 32
“aKTHMBHOCT Ha 3a00sIBaHeTO”, JeUHUpaHA KaTO YBPEKIAHE HA 3PEHUETO, KOCTO CE IBJIKH Ha
HaJIMYMe Ha WHTPA-MIH CyOpeTHHATIHA TeYHOCT WM HAJMYKe HA aKTUBHO U3THYAHE BCIIC/ICTBHEC
Ha XHB ne3uu, olieHeHH Ype3 ONTUYHA KOXEPEHTHA ToMorpadus u/uiu GiiyopeciieHTHa
aHruorpagus).

o I'pyna III (B®AT — nauuenTy, mpyu KOUTO € TMO3BOJICHO JIa ce MpHiiara paHuOn3ymad ot
3-us Mecern).

B I'pyna II, Ha xosiTO ce mpuiara npenopbUnuTeNIHATa T03UpOBKa (Bk. Touka 4.2), npu 50,9% ot
MAIMEeHTUTE ca HeoOxoanmu | mim 2 wrkeKuH, pu 34,5% ca HeoOXoauMu 3 10 5 MHKEKIUHN U TIPH
14,7% ca HeoOxoaumu 6 10 12 WHXKEKIIUU B paMKuTe Ha 12-MeceuHus mepro Ha poy4uBaHeTo. [Ipu
62,9% ot marmentute B ['pyna Il He e Ouo He06X0ANMO MPHIIATaHETO HAa MHXKEKIINU TPe3 BTOPUTE
6 Mecela OT MPOYYBAHETO.

OcnoBHute pesynrati oT RADIANCE ca 0606menu B Tabmuma 3 u @urypa 2.
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Tabauua 3 Pesyaratu Ha 3-us u 12-us mecen (RADIANCE)

I'pynal I'pyna II I'pyna III
Panuousyma6 Panu6uszymad B®T®
0,5 mg 0,5 mg
“cTaOMJIHOCT HA “aKTHBHOCT Ha
3peHuneTo” 3a00/19BaHeTO”

(n=105) (n=116) (n=55)
3-T Meceny
Cpenna npomsina B BCVA ot 1-us no +10,5 +10,6 +2,2
3-us Mecell CpsSMO M3XOJAHOTO HUBO"
(OyxBH)
[IpomeHT ManUeHTH, KOUTO Ca TTOCTUTHAJIH:
>15 O6ykBH WM ca nocTurHamm >84 OyKkBH B 38,1% 43,1% 14,5%
BCVA
12-Tt MeceIn
bpoii Ha urxexkuuute 10 12-ust mecerr:
Cpenna 4,6 3,5 N/A
Menauana 4,0 2,5 N/A
Cpenna nmpomsiaa B BCVA ot 1-us no +12,8 +12,5 N/A
12-us Mecer] CupsiMo U3XOJTHOTO HUBO
(OyxBwH)
[IpomeHT ManUeHTH, KOUTO Ca TIOCTUTHAJIH:
>15 O6ykBH wiu ca nocturHamm >84 OykBu B 53,3% 51,7% N/A
BCVA

# p<0,00001 nipu cparenue ¢ BO/T xoHTpoNaTa

® CpaBHHMTENHA KOHTpONA 10 3-nst Mecel. [lanuenTy, pangomusupany Ha BDJIT, mpu KouTo €
MO3BOJIEHO Jla ce TpuiIara JiedueHre ¢ paHnonzymab ot 3-us mecen (B I'pyna Il npu 38 manmentu ce
npuiiara panuouzymab ot 3-us Mecelr)

®@urypa 2 Cpeana npomsina cnpsiMo u3xoaHo HuBo B BCVA BBB BpeMeTo 10 12-us mecen

(RADIANCE)
201
g
@ i +14.4
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HOI[O6peHI/ICTO Ha 3pC€HUCTO € CHIIPOBOJACHO OT HaAMAaJIIBAHC HA HCHTpAJIHATa (l)OBeﬁHa ,E[C6CJ'II/IH3..

Cp001IaBaHuTe OT MAIMCHTHTE MTOJI3M, HAOIIOIaBaH! B TEPANICBTUIHUTE paMeHa ¢ paHuOu3ymMao
cupsimo BO/IT (p-croitHoct <0,05) ca cBbp3aHu ¢ 1MOI00PEHHE B ChCTABHUS CKOP U HIKOJIKO
99 ¢

cyOckanu (“IsUTOCTHO 3peHue”, “ONn3Ku NeHHOCTH, “NICUXUYHO 37paBe” U “3aBucuMocT”’) Ha NEI
VFQ-25.

Jleuenue na spumennu Hapywenus, ovixcawu ce Ha XHB (koamo ne e ecnieocmeue na IIM u enascna

BIM)

Knnandnata 6e30nacHOCT U e()UKAaCHOCT Ha paHUOM3yMal MpH MAIUEHTH ChC 3PUTEITHU YBPEKIaHHS
BcieacTeue Ha XHB ca onenenn Ha 6a3aTa Ha JaHHMATE OT 12 Mecela OT ABOMHOCIAINO, mIane0do-
KOHTpoJupano ocHoBHO npoyuBade G2301 (MINERVA). B tosa npoyusane 178 Bb3pacTHH
MAIMCHTH Ca PaHJIOMU3UPaHU B ChOTHOIICHUE 2:1 N1a moyyJar:;

. pannbuzymab 0,5 mg Ha U3XOHO HUBO, TIOCJICIBAHO OT MHAMBHIyallHA CXEMa Ha NpUjIaraHe B
3aBHCHMOCT OT aKTUBHOCTTa Ha 3a00IIIBaHETO, OTIpe/ie]ieHa Bh3 OCHOBA HA 3pUTENTHATa OCTPOTa
W/ aHATOMWYHY TapaMeTpH (Harp. Biomasane Ha 30, HHTpa/cyOpeTHHAIHA TEYHOCT,
XEMOparus Wiu U3THYaHE);

. HHXKEKIIMSI ¢ TUIale00 Ha U3XOIHO HUBO, ITOCIEABAHO OT MHANBUYaIHa TEPAIIEBTUYHA CXeMa B
3aBHCHMOCT OT aKTHBHOCTTA Ha 3a00JIIBaHETO.

Ha 2- us Mecelr BCHUKH IMAIIMEHTH TPEeMUHABAT KbM OTKPHTO JICUCHUE C paHUON3yMad criopen

HYKIHTE.

OcnoBuaute n3mepurenu Ha pesynrarure or MINERVA ca 0606menu B Tabnuua 4 u @urypa 3.
Habmronasa ce mogoOpenune Ha 3peHUETO, CHIIPOBOICHO OT HaMaJIsIBaHe Ha IeHTpaaHaTa GoBeitHa
nebenrHa B paMKHUTE Ha 12-MeceqHns nepro.

CpemausaT Opoit HHKEKINH, IPUIIOKEHHN B IPOAbIDKEHUE Ha 12-Te Mecera, € 5,8 B paMoTo Ha
paHnbu3ymMab crpsmo 5,4 mpu Te3u MANMEHTH B TUIae00 paMoTo, TTOIXOIAINH Ia MOTydaBaT
pannbu3ymad cien 2-us mecell. B mane6o pamoto npu 7 ot 59 manueHTH He € MPUIIAraHo JISYCHUE C
paHnOn3ymMab B MPOyYBaHOTO OKO 1O BpeMe Ha 12-MeceqHus epro/I.

Tabauua 4 Pesyaratu Ha 2-ust Meceny (MINERVA)

Panu6usymad IInanedo (n=59)
0,5 mg (n=119)
Cpenna npomsna B BCVA Ha 2-us mecen cupsaMo 9,5 OykBu -0,4 6ykBu
U3XOJTHOTO HUBO"
[IpornenT marueHTH, KOUTO ca mocturaanu >15 oyksu | 31,4% 12,3%
nmoo0peHne CupsaMo U3XO0AHOTO HUBO MIIM ca
nocturHany 84 6ykBu nmomoOpeHue Ha 2-Hs Mecel]
[IpoueHT manuenTH, KOUTO He ca 3aryomm >15 0yksu | 99,2% 94,7%
CIIPSIMO M3XOJHOTO HUBO Ha 2-Usl MEcell
Hamanssane Ha 1ID]I° cipsaMo M3XO0IHOTO HUBO Ha 77 pm -9,8 um
2-us mecelr”

* Emnoctpanno p<0,001 mpu cpaBHEHHE ¢ mianedo KOHTpoaTa
° [{®J1 — nenTpanHa poeiina nebenmHa
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®urypa3  Cpeana npoMsiHa cnipsiMo u3XoaHo HUBO B BCVA BBB BpemeTo 10 12-us1 Mecen
(MINERVA)

104

Cpenna npomana B BOCVA +/- 95% CI

[BORHOCNAND OTBOPEHO,
PAHIOMHIMPEHD. FaHnbnaymal e PAPELIEH B JBETe
PaunGnaymald cnpamo Damesa
nnlaueéu

T I L T I L T I T T
0 1 2 3 4 5 6 7 8 9 10 11 12
Mecen

Jleuenne: —e— Panmonaymat 0.5 mg (N=119) --@-- [l1anedo (N=59)
* Habmopasanata cpeana nposuana 8 BOVA mose 1a ce pasmuuasa ot cpexnata BCVA onpeaenena no metosa na
Haii-MaIKNTe KBAJpaTH ( IPHIOKHMO CAMO Ha 2—HA Mecew)

[Ipu cpaBHeHne Ha paHMOM3yMald crpsAMo Ianedo Ha 2-us Mecel], ce HabIoaaBa KakTo 001 TpacH

TepaneBTUICH e(eKT, Taka U TPaeH TeparneBTH4deH e(heKT B ETHOJIOTHIHUTE MOATPYIH Ha U3XOTHO
HUBO:

Taoauna 5 TepaneBTuveH eeKT - 001 M B €THOJOTMYHUTE MOATPYIIM HA U3XOHO HUBO

OO01I ¥ B eTHOJIOTHYHHUTE MOATPYIH HA TepaneBTHYeH eQeKT Bpoii nanuenTu [n]
HU3X0IHO HUBO cnpsiMo 1anedo [0ykBu] | (Jiedenue +mianedo)
006 9,9 178

AHTMOUIHHU UBUIA 14,6 27
[Moctundnamaropua peruHoxopougonarust | 6,5 28

IleHTpasiHa cepo3Ha XOPHOPETHUHOMATHUS 5,0 23

WaponaTuyHa XOpUOPETHHONATHS 11,4 63

Hpyra etronorus” 10,6 37

* 0OxBaIa pa3IMIHE IPUYUHA C HUCKA YECTOTa Ha BH3HUKBAHE, KOUTO HE Ca BKIIOYCHHU B OCTAHAIINTE
HMOATPYNH

B ocHoBHOTO ipoyuBane G2301 (MINERVA) niet roHOIHM Ha BB3pacT ot 12 1o 17 ronuHu cbe
3pUTEITHHU YBPEXKTaHM, ThDKany ce Ha XHB nomydaBar oTkpuTo jedenne ¢ paanduzymad 0,5 mg Ha
H3XOJIHO HUBO, NTOCIIEABAHO OT MHAMBUYaJIHA TEpalleBTUYHA CX€Ma, KaKTo MpH Be3pacTHUTE. BCVA
Cce MoA00psIBa CIIPSAMO M3XOAHOTO HUBO Ha 12-Ms Mecell Py BCHYKUTE TET MAalUeHTH B HHTEpBaja OT
5 mo 38 OykBu (cpenuo 16,6 Oyksu). [lomoOpeHneTo HA 3pEHUETO € CHIIPOBOACHO OT CTAOMITM3UPAHE
WM HaMaJIsIBaHe Ha [IeHTpaliHaTa (oBeiiHa aedenuHa B paMKuTe Ha 12-meceunus nepuo. CpeTHUsT
Opoii MHKEKIIMY paHHON3yMal, IPUIIOKEHH B IPOYYBAaHOTO OKO Tpe3 12-Te Mecena e 3 (MHTEpBai OT
2 o 5). Karo msiio, iedennero ¢ paHnOu3yMad e moHeceHo Jo0pe.

Jleuenue na spumennu Hapywenus, ovaxcawu ce na JIME

EdukacHocTTa 11 6€30MMacHOCTTa Ha paHHOM3yMal ca OICHEHHU B TPH PaHIOMU3HPAHN, KOHTPOIHPAHU
MIPOYYBAHUS C MPOIBIDKUTEIHOCT MoHe 12 Mecera. O6mo 868 manuentu (708 Ha aKTHUBHO JIEYEHHUE U
160 KOHTpOJM) ca BKIIIOYEHH B TE3W MPOYUYBAHMUSL.
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B npoyusaneto D2201 (RESOLVE) ¢aza II 151 manuentu ca iekyBanu ¢ pannouzymad (6 mg/ml,
n=51, 10 mg/ml, n=51) wnu mnanebo (n=49) upe3 exxeMeCeYHH WHTPABUTPEATHH WHKEKIIHH.
Cpennara npomsina B BCVA ot 1-us 10 12-ust Mecerr cipsiMo U3X0IHOTO HUBO € +7,8 (£7,72) OykBu B
rpyrnara Ha MaueHTUTe Ha JedeHue ¢ panubuzymab (n=102) cupsmo -0,1 (£9,77) OykBu npu
MAIMEeHTUTE MOTyYaBalu mianebo, a cpeanara npomsiHa B BCVA nHa 12-us mecel cipsMo U3XOTHOTO
HUBO ¢ O6muna croTBeTHO 10,3 (£9,1) 6ykBU cripsimo -1,4 (£14,2) O6ykBu (p<0,0001 3a TepameBTHIHA
pasnuka).

B npoyuBanero D2301 (RESTORE) ¢a3za III, 345 manuenTy ca paHqoMu3upadu B cboTHomenue 1:1:1
Jla uM ObJie mpuiiarad panuonsymab 0,5 mg kaTo MOHOTEpanus U Iianedo jazepHa (OTOKOATyIaIns,
koMOuHanus pann6ousymad 0,5 mg u nazepHa (poToKoarynays WIK HHXEKIXs Ha 1uianeo u azepHa
¢doroxoarynanus. 240 mauueHTH, NPUKIIOYMWIN y4acTHeTo ¢ B 12-meceunoro npoyuBane RESTORE,
ca BKJIFOYEHHU B OTBOPEHO, MHOTOLIEHTPOBO 24-MECEYHO NPOABIKEHHE Ha OCHOBHOTO IIPOYYBaHE
(mponbmxenue Ha ocHoBHOTO poyuBaHe RESTORE). [Taunenture ca nexkyBanu ¢ paHuonuzymad

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

OcHoBHHTE H3MEpHUTENHN Ha pesynratute ca 0000menn B Tadbmuma 6 (RESTORE u npoabmkeHne Ha
ocHOBHOTO npoyuBane) u durypa 4 (RESTORE).

®urypa4 Cpeana npoMsiHAa B 3pUTEJIHATA OCTPOTA CHPSIMO M3X0ITHOTO HUBO B TeYEHHE HA
BpemeTo B nnpoyuBane D2301 (RESTORE)
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o 27
o
m +0.9 .
£ 0
s
Q
o
= 2
<
o]
2
O -47 T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12
Mecey,
TepaneBTu4yHa rpyna oo PaHnMbusymab 0.5 mg (N = 115)
> PaHnbusymab 0.5 mg + nasep (N = 118)
= Nasep (N =110)

N3=u3xoaH0 HUBO; CI'=cTanjapTHa rpenika Ha cpeJiHaTa CTOMHOCT
* Pasnuka B CpeHUTE CTOMHOCTH Ha Hail-majakuTe kBaapaTh, p<0,0001/0,0004 B3 ocHOBa Ha
nByctpaHeH crparuduimpan Cochran-Mantel-Haenszel Tect

EdexTpT Ha 12-15 Mecell € eIMH U ChIII B TIOBEYETO MOATPYNH. BhIpekn ToBa, WHANBHIU C U3XOTHO

HuBO Ha BVCA >73 OykBU 1 MaKyJieH elleM ¢ nieHTpaitHa (oseitHa nedenmnaa <300 um He u3riexaa
Jla IMaT 10132 OT JICYCHUETO C paHHON3yMal CpaBHEHO C Jia3epHaTa (DOTOKOATYIIAIHS.
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Ta6anna 6 Pesyarartn Ha 12-ust Mecen B npoy4Bane D2301 (RESTORE) u Ha 36-ust Mmecen B
npoyusane D2301-E1 (mpoab/skenne Ha ocHOBHOTO nmpoyuBaHe RESTORE)

WzmepuTenu Ha pe3ynTaTuTe Ha Pannbuzymab Pannbuzymab Jlazep
12-us1 Mmecelr CrpsMO U3XOTHOTO HUBO 0,5 mg 0,5 mg + Jlasep

B ipoyuBane D2301 (RESTORE) n=115 n=118 n=110
Cpenna npomsiaa B BCVA ot 1-us no 6,1 (6,4)* 5,9 (7,9) 0,8 (8,6)
12-ust mecerr” (£SD)

Cpenna mpomsina B BCVA nHa 6,8 (8,3)" 6,4 (11,8) 0,9 (11,4)
12-us mecer (£SD)

[Momobpenue ¢ >15 Oyksu mim BCVA 22,6 22,9 8,2

>84 6yksu Ha 12-us mecert (%)

Cpenen Opoii Ha HHKEKIIUNATE 7,0 6,8 7,3 (mnare6o)
(0-11 mecem)

N3MepuTenu Ha pe3yaTaTUTE Ha IMpenmectBamo | IlpeamectBamo | Ilpenmectrario
36-us1 Mecel] cripsMO U3XOHOTO HUBO JIeUeHHeE C JIeUeHHeE C JICYeHHE C Ja3ep
Ha npoyuBane D2301 (RESTORE) B pannbu3ymad pannbu3ymad

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

Ha ocHOBHOTO npoyuBaHe RESTORE) n=83 n=83

Cpenna npomsina B BCVA nHa

24-15 mecent (SD) 7,9 (9,0) 6,7 (7.9) 5,409,0)
Cpenna mpomsia B BCVA nHa

36-us mecer (SD) 8,0 (10,1) 6,7 (9,6) 6,0 (9,4)
[Mono6penue ¢ >15 6yksu niu BCVA

>84 6ykBu Ha 36-us mecer (%) 27,7 30,1 21,6
Cpenen Opoii Ha HHKSKITUUTE

(12-35 mecem)™ 6,8 6,0 6,5

p<0,0001 3a cpaBHEHHE HAa paMeHaTa Ha JICUCHHE C paHHOM3yMalb CIIPSMO PaMOTO Ha JICUEHHUE C

nazep.

n B D2301-E1 (mpoabmkenne Ha ocHOBHOTO npoyuBane RESTORE) e OposiT Ha manueHTure ¢
HaJgu4#e Ha BU3UTa KakTo Ha m3xoxHo HuBo D2301 (RESTORE) (Mecer 0) Taka u Ha 36-ust Mecerl.
*[IpoLeHTHT Ha MALMEHTUTE, TIPU KOUTO HE CE Hallara JIeYeHUe ¢ paHHON3yMad B IPOIBIDKEHUETO Ha
npoyuBaneTo € 19%, 25% u 20% cbOoTBETHO B rpylHTE HA IPEANIECTBAILO JeYCHUE ¢ PaHUONU3yMao,
MPE/IIECTBAIIIO JICUCHUE ¢ peHNOM3yMa0 + Ja3ep U MPEIIIECTBAIIO JICUSHHE C Jla3ep.

HabnronaBat ce craTHCTHUECKH 3HAYHMHU TT0JI3U 32 MIOBEYETO 3pUTEITHH (DYHKIINH, CHOOIEHU OT
naruenTute, oneHenn upe3 NEI VFQ-25 npu neyenne ¢ pannduszymab (cbe wim 0e3 Jtazep) CrpsiMo
KOHTpOJHaTa rpyna. [Ipu ocrananurte cyOCKaiM OT TO3M BBIIPOCHHUK HE Ca yCTAaHOBEHH PA3JIHKH,

CBBpP3aHU C JICYHCHUCTO.

JbarocpodHusT mpodui Ha 6€30MaCHOCT Ha paHHOU3yMal, HaOII0JaBaH MO BpeMe Ha 24-MECEYHOTO
MIPOIBJDKCHUE Ha MPOYYBAHETO, CHOTBETCTBA HA MO3HATHUS MPOQUIT Ha 0€30MaCHOCT HA paHUOU3YMa0.

B mpoyuBanero D2304 (RETAIN) ¢dasza Illb, 372 manuenTn ca paHqoMu3upanu B choTHOmeHue 1:1:1
Jla [0JTy4yaBar:

. parnOu3ymab 0,5 mg CHIIBTCTBAIIO C Jia3ep (PoToKoaryIamus Mo cxema “‘JIeUCHHe-H-
npoabmkenue” (JIIT),

. panubu3yma6b 0,5 mg karo MmoHoTeparnus o cxema JII1,

. parn6u3ymab 0,5 mg xkato MmoHOTepanus o cxema PRN.
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B®B Bcruku rpynu panubuzymad ce npuiiara exxemeceqHo 1o nocrurane Ha BCVA, kosito octaBa
HEeTpOMEHEHa MPH MOHE TPH NocienoBaTenHu Mmecednu nperiena. [Ipu JIIT parnbusymab ce nmpumara
Ha TeparneBTUYHN UHTEPBAIH OT 2-3 Mecena. BB BCHUKH IPyIIH €KEeMECEYHOTO JICUEHHUE ce
noJIHOBsIBa Npu HaMassiBaHe Ha BCV A Bcnencteue Ha nporpecust Ha IME u npoasixkasa 10
NOCTHTaHe OTHOBO Ha ctabuinna BCVA.

Bbpost Ha nnaHupaHUTE BU3UTH, CBBP3aHU C JIEUEHHETO Clie] MTpUiarane Ha IbpBOHAYAIHUTE
3 unxexuy, € 13 u 20 croTBeTHO 3a TepaneBTuuHUTE cxeMHu JIIT u PRN. Ilpu nBere TepaneBTHUHU
cxemu Ha JIII moBeue ot 70% ot marmenTuTe moaabpkaT cBosita BCVA cbe cpeqHa yectoTa Ha

BU3HUTHUTE >2 Mecela.

OcHOBHHTE U3MEPHUTENHN Ha pe3ynraTure ca 00o0menn B Tabnuma 7.

Ta6anna 7 Pesyaratn B mpoyusaHe D2304 (RETAIN)

N3mepuren Ha
pe3ynraTa CrpsiMo
H3XOAHOTO HUBO

JIIT parnbnzymad
0,5 mg + mazep
n=117

JIIT parnbuzymad
0,5 mg caMoCTOATEITHO
n=125

PRN pannbuzymad
0,5 mg
n=117

Cpenna npoMsiHa B
BCVA or 1-us no
12-us mecerr (SD)

5,9 (5,5)*

6,1 (5,7)*

6,2 (6,0)

Cpenna npomsiHa B
BCVA or 1-us no
24-us mecert (SD)

6,8 (6,0)

6,6 (7.1)

7,0 (6,4)

Cpenna npoMsiHa B
BCVA na 24-us mecenn
(SD)

8,3 (8,1)

6,5 (10,9)

8,1 (8,5)

ITonoOpenue ¢

>15 6yksu umu BCVA
>84 6ykBH Ha

24-us mecetr (%)

25,6

28,0

30,8

Cpenen Opoit Ha
WHKEKITUUTE
(0-23 mecern)

12,4

12,8

10,7

*p<0,0001 3a onensaBane Ha HenHpeprHOpHOCT crpsimo PRN

B npoyusanusra ¢ JIME, nogo6pennero Ha BCVA e chipoBosieHO ¢ HamalsiBaHe B T€UCHHE Ha
BpemeTo Ha cpeaHara L{D/] BB BCHUKY T€PaNeBTUYHU TPYIIH.

Jleuenue na IIJIP

Kimananara 6e3onacHOCT 1 eukacHOCT Ha paHnOnu3ymab mpu narwientu ¢ [1/IP ca onienenu B
Protocol S, koiiTo oreHsBa JIeUeHUETO ¢ paHON3yMad 0,5 mg MHTPABUTPEATHN HHXKEKIIHH CIIPSIMO
nanperuHanHa porokoarynanus (PRP). [TepBuuHara kpaliHa ToUYKa € cpeiHaTa MPOMsIHa B
3pUTEIHATa OCTPOTa Ha 2-Ta roJUHA. B mombiHeHne, MpoMsiHaTa B TEKECTTa Ha AuabeTHaTa

perunonarus (DR) e oneHena Bb3 ocHOBa Ha poTorpadun Ha GyHIyca KaTo € U3MOI3BaHa OlCHKA Ha
texectTa Ha DR (DRSS).

Protocol S e MHOTOLIEHTPOBO, PaHIOMHU3UPAHO, KOHTPOJIMPAHO C AKTUBHO BEIIECTBO, MAPaJIEIHO
rpymoBo, HenH(pepropHo npoyusane dasa III ¢ Bkmrouenu 305 manuentn (394 npoyuenu oun) ¢ [1JIP
cbe wi 6e3 JIME Ha nzxoaHo HuBoO. [IpoyuBaneTo cpaBHsBa paHuOn3ymab 0,5 mg MHTpaBUTpEATHU
WHKEKIIMH CIIPSIMO cTaHaapTHO jeueHue ¢ PRP. O6mo 191 ouwm (48,5%) ca pangomusupanu Ha
parnbuzymab 0,5 mg, a 203 oun (51,5%) ca panmomusupanu Ha PRP. O6mmo 88 oun (22,3%) ca
umanu Ha u3xoaHo HuBo JIME: 42 (22,0%) u 46 (22,7%) o4n CHOTBETHO B IPyNHTE HA paHHONU3yMal
u PRP.
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B ToBa npoyuBaHe, cpeaHaTa MpoMsiHa B 3pUTENIHATA OCTPOTA Ha 2-paTa roAnHa e +2,7 OyKBU B
rpynara Ha paHuOuzyma0, B cpaBHeHue ¢ -0,7 OykBu B PRP rpymara. Pasnukara B cpeana cToiHOCT
Ha Haili-mankuTe kBagparu e 3,5 oyksu (95% CI: [0,2 no 6,7]).

Ha 1-Barta ronmuna 41,8% ot ounte umat nogpodpenune B DRSS >2 crenku, koraTo ca JIeKyBaHH €
parnbuzymab (n=189) cripsimo 14,6% ot ouute, nexyBanu ¢ PRP (n=199). U3uncnenara pasnnka
MeXIy panubusymab u jedenueto ¢ jgasep e 27,4% (95% CI: [18,9; 35,9]).

Taoauna 8 Ionodpenue uiau Biaomasane B DRSS >2 nian >3 crbnkn Ha 1-BaTa roauHa B
Protocol S (LOCF meTon)

IIpomsina cipsimo Protocol S
HM3XO0/IHOTO HUBO 110 Paun6uzymad PRP IIpouenTHa pasiuka
KATEeropuu 0,5 mg (N=199) (%), CI
(N=189)
>2 CTBIKU NOJ00peHue
n (%) 79 29 27,4
(41,8%) (14,6%) (18,9; 35,9)
>3 cTBIKU NOJ00pEeHUE
n (%) 54 6 25,7
(28,6%) (3,0%) (18,9; 32,6)
>?2 CTBIIKH BIOIIABAHE
n (%) 3 23 -9,9
(1,6%) (11,6%) (-14,7; -5,2)
>3 CTBIKU BIOLIABAHE
n (%) 1 8 -3,4
(0,5%) (4,0%) (-6,3; -0,5)

DRSS = ckop 3a Texect Ha tuabeTHATA PETHHONATHS, N = OpOil MaIUeHTH, KOUTO H3IMBIHIBAT
YCJIOBHETO IpH Bu3uTaTa, N = 0011 OpOoii TPOYICHH OYH.

Ha 1-Bata romuHa B rpynara Ha JiedeHue ¢ paHnOuzymab B Protocol S momoOpenueTo >2 cThIKU B
DRSS B ounre 6e3 JIME (39,9%) crotBeTcTBa Ha ToBa ¢ JIME Ha m3xomHo HHUBO (48,8%).

AHanu3 Ha JaHHUTE OT 2-Ta rojauHa oT Protocol S mokassa, ue 42,3% (n=80) ot ouunTe B rpymnara Ha
JeueHue ¢ paHnOu3ymad umar nojgoopenue >2 crbnku B DRSS cripsiMo n3xo1HOTO HUBO B CpaBHEHHE
¢ 23,1% (n=46) ot ounre B rpynara Ha PRP. B rpynara na nedenune ¢ paanbuzymad nogoOpenne

>2 crenku B DRSS cnipsimo n3xomaHoTO HUBO ce HabmoaaBa mpu 58,5% (n=24) ot ounte ¢ JIME na
n3xosiHO HUBO 1 37,8% (n=56) ot ounte 6e3 JIME.

DRSS cb1110 € OlIeHEeH B TPH OTACIIHA, KOHTPOJINUPAHU ¢ aKTUBHO BEMECTBO mpoyuBaHus (aza 111 npu
JIME (pann6uzyma6 0,5 mg PRN cnpsimo nazep), BkitouBaniy o010 875 nanueHTH, OT KOUTO
npubnusuTenaHo 75% ca ot a3uatcku npousxol. B Meraananus Ha Te3u npoyusanus 48,4% ot

315 mauuenTu ¢ DRSS ckop, koiiTo MOXke Aa ce CTeneHyBa, B MoJrpynara Ha HalueHTUTE C YMEPEHO
TeXKa WK olle no-texka HenponudeparnsHa DR (NPDR) Ha u3xoaH0 HUBO MMaT o1o0peHue B
DRSS >2 crpnku Ha 12-us Mecel, Korato ca JieKyBaHu ¢ panuouzymad (n=192) cupsimo 14,6% ot
MalMeHTHTE, JeKyBaHH ¢ Jasep (n=123). M3uncnenaTa pa3nuka Mex1y paHuOn3ymad u JIEUEHUETO C
nazep € 29,9% (95% CI: [20,0; 39,7]). Ilpu 405 maruent ¢ DRSS, ko#iTo MOXe /1a ce CTeneHyBa, ¢
yMepeHo Texka mim no-neka NPDR nogo6penune B DRSS >2 crenku ce nHabmonasa npu 1,4% u
0,9%, cbOTBETHO B rpynHTE Ha paHMOM3yMald 1 Ha JIEUCHHUE C Jazep.
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Jleuenue na 3pumenny Hapyuienus, a‘b]lOfCClWM C€ HA MAKYJEeH edem scnedcmsue na BOP

KnangnaaTta 6e30macHOCT U e(hUKacHOCT Ha paHHOM3yMad NPy MaleHTH ChC 3pUTEITHN HapyIICHUS,
JIBJDKAILM ce Ha MaKyJIeH efieM BciieAcTBHe Ha BOP ca onieHeHu B paHAOMU3UPAHHU, ABOHHOCIEIH,
koHTponupanu npoyuBanusi BRAVO u CRUISE, B kouto ca Bxmouenn naunentu ¢ KBOP (n=397) u
IIBOP (n=392), choTBeTHO. M B IBETE MPOYyUIBAHUS IIPH IMAIIMCHTHUTE Ca TPHUIATaHA HHKEKITHH C
panubuszymad 0,3 mg wiu 0,5 mg wiu ¢ miane6o. Ciex 6 Mecela MaUEeHTUTE OT KOHTPOJIHUTE
pameHa Ha mane0o nNpeMuHaBaT Ha paHuOu3ymMad 0,5 mg.

OcnoBuute m3mepurenu Ha pesynrarure oT BRAVO u CRUISE ca 0606menu B Tabiuma 9 u

Q@urypu 5 u 6.
Ta6auna 9 Pesyararu Ha 6-us u 12-us mecenr (BRAVO u CRUISE)
BRAVO CRUISE
IInamedo/ Pann6usymad IInanedo/ Pann6usymad
Paun6uzymad 0,5 mg Pannouzymad 0,5 mg
0,5 mg 0,5 mg
(n=132) (n=131) (n=130) (n=130)
Cpenna mpoMsiHa B 7,3 (13,0) 18,3 (13,2) 0,8 (16,2) 14,9 (13,2)
3pUTEIHATa OCTPOTA Ha
6-us mecen” (Oykeu) (SD)
(TppBHYHA KpaliHa TOYKA)
Cpenna npomsiara B BCVA 12,1 (14,4) 18,3 (14,6) 7,3 (15,9) 13,9 (14,2)
Ha 12-us mecer (OyKkBH)
(SD)
[Momobpenwne ¢ >15 OykBu Ha 28,8 61,1 16,9 47,7
3pUTENIHATa OCTPOTA Ha
6-us mecen” (%)
[Monobpenwne ¢ >15 OykBu Ha 439 60,3 33,1 50,8
3pUTeNHaTa OCTPOTa Ha
12-ust mecerr (%)
[ponenT (%) npu KoiTo € 61,4 344 NA NA
Oniia mpuIIoKeHa
peaHMMaInOHHA TePaITHs C
Jla3ep B paMKHUTE Ha
12 mecena

p<0,0001 u 3a ABETE MPOYUBAHUS
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®urypa S Cpeana npomMsiHa cipsiMo U3X01H0 HUBO B BCVA BBB BpeMeTo 10 6-us1 1

12-us mecen (BRAVO)
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MnaueBo/paHnBuaymab 0,5 mg (n=132)
Panubuaymab 0,5 mg (n=131)

13=m3x0mHo HUBO; CI=CcTaHIapTHA TPeIIKa HA CPeIHATA CTOIHOCT

®urypa 6 Cpeana npomMsiHa cnpsiMo U3X01H0 HUBO B BCVA BBB BpeMeTo 10 6-us1 1
12-us mecen (CRUISE)

| Mnauefo koHTponHo pamo,

Mnaue6o koHTROMM MPEMHHANK Ha paHHMGnIYMal
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TepanesTiuHa e-e-8 Mnauyebo/Paxnbuaymad 0,5 mg (n=130)
rpyna Panubuaymab 0,5 mg (n=130)

II3=m3xo1H0 HIBO; CI'=CTaHIapTHA IPellika Ha CpelIHaTa CTOHOCT

B nBere npoyuBaHust OJ0OPSBAHETO HA 3PEHUETO € CHIPOBOACHO OT MPOIBIIKUTEIHO U 3HAYMMO
HaMaJsiBaHe Ha MaKyJHHA €/1eM, U3MEepeH upe3 HeHTpaiHaTta (oBeiiHa nebennHa.

ITpu mamuentu ¢ [IBOP (CRUISE u npoasmkenne Ha ocHOBHOTO nmpoyuBane HORIZON):
[NanmenTuTe, TEKyBaHU ¢ Iane0o Npe3 MbpBUTE 6 Mecela, KOUTO BIOCIEACTBUE MOyyaBat
paHnOu3yMma0b, He ca MOCTUrHaIN cpaBHUMO HapacTBaHe Ha 30 Ha 24-Tu Mecel (~6 OYKBH) CIIPSIMO
MMalAeHTHUTE, JICKYBaHH ¢ paHUOM3yMad OT HauajaoTo Ha mpoy4yBaHeTo (~12 OykBwH).
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HabnronaBaT ce craTHCTHUECKH 3HAYMMU TIOJI3H, CBBP3aHU C aKTUBHOCT Ha OJIM3KO U JajieuHO
pa3cTosiHUE B CyOCKaIInMTe, ChOOIIeH! OT nanueHTuTe, oneneHo upe3 NEI VFQ-25 npu neuenne ¢

paHuOM3yMab cpsiMO KOHTpPOJIHATA Tpya.

Jpnrocpounara (24 MecedHa) KIMHUYHA 0€30IIACHOCT M e(pUKacCHOCT Ha paHUOM3yMal MpH MalueHTH
ChC 3pUTEJIHU HAPYyIIEHHs, IBJDKALIM C€ HAa MaKyJeH eneM BeieacTsue Ha BOP, ca onieneHu B
npoyuBanusita BRIGHTER (KBOP) u CRYSTAL (LIBOP). B nBere npoy4uBaHus y4acTHUIIUTE
nonyuasat 0,5 mg pannbuszymab mo cxema PRN, npunarana copes MHIUBH LY aTH3UPAHA KPUTEPUU
3a ,,crabmaHocT. BRIGHTER e pangomu3upano akTHBHO KOHTPOJIUPAHO IPOyYBAHE ¢ 3-paMeHa,
KoeTo cpaBHsiBa 0,5 mg paHrOn3yma0, npusarad KaTo MOHOTEpAKs UM B KOMOMHALIUS C
JOIBITHUTEINHA Jla3epHa (OTOKoaryIanus CrpsiMo CaMOCTOSATETHOTO pUIIaraHe Ha Jla3epHa
¢doroxoarynanus. Cnen 6 Mecena, y4acTHULUTE B paMOTO Ha JICYCHHUE C JIa3ep MOraT Ja nojayqar

0,5 mg paanbu3ymad. CRYSTAL e nmpoyuBaHe ¢ e1HO pamMo Ha pannOn3ymad 0,5 mg, mpuiaran Kato

MOHOTEpanus.

OcnHosuute m3meputenu Ha pesynrarute or BRIGHTER n CRYSTAL ca npencraBenu B Ta6muma 10.

Tabauna 10 Pe3yaratu Ha 6-us u 24-us meceny (BRIGHTER u CRYSTAL)
BRIGHTER CRYSTAL
Pann6usymab 0,5 mg | Panubuzymat 0,5 mg Jlazep* Pann6uzymab 0,5 mg
N=180 + Jlazep N=90 N=356
N=178
Cpenna
BOVA +14,8 +14,8 +6,0 +12,0
6-151 Mecer® (10,7) (11,13) (14,27) (13,95)
(6yxsu) (SD)
Cpenna
BOVA +15,5 +17,3 +11,6 +12,1
24-us51 Mecer® (13,91) (12,61) (16,09) (18,60)
(6ykem) (SD)
[TomgoGpenwe ¢
>15 GyxBU Ha
BCVA Ha 52,8 59,6 43,3 49,2
24-usa Mecer
(%)
Cpenen Opoii
Ha 11,4
WHKXEKITAUTE ’ 11,3 (6,02) Henpunoxumo 13,1 (6,39)
(SD) (5,81)

(Mecenu 0-23)

p<0,0001 u 3a nBete cpaBHenus B BRIGHTER Ha 6-us mecen: paan6uzymab 0,5 mg cripsimo Jlazep
u paanom3ymab 0,5 mg + Jlazep cipsmo Jlazep.
p<0,0001 3a nyneBata xunoreza B CRYSTAL, ue cpennara npomsiHa Ha 24-us Mecell CIIpsIMO
HAYaIoTo € HyJa.
* ITo3BosieHO € 3amouyBaHe Ha JiedeHue ¢ paHnom3zymad 0,5 mg Ha 6-us Mecer] (24 mMaueHTy ca

JIEKYBaHH CaMoO C Jiazep).

B BRIGHTER paan6uzyma6 0,5 mg ¢ mombIHUTETHA Ja3epHa Teparus IeMOHCTPHpa

HEenH(PEPUOPHOCT CIPSIMO paHHON3yMal, IPHUITOKEH KaTO MOHOTEpAIHs, OT HA4aJIOTO A0 24-1s Mecell

(95% CI -2,8, 1,4).

B nBete npoyuBanus Ha 1-us Mecel| ce HaOMI01aBa OBP30 U CTATHCTHYECKU 3HAYMMO HaMaJlsIBaHE Ha
HeHTpaigHara GoseiiHa nebenrHa crpsMo u3xoaHara. To3u eeKT ce 3amaspa a0 24-usi Mecell.
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EdexThT 0T neuenneTo ¢ pannouzymad e moao0eH, He3aBUCUMO OT HATMYHETO Ha PeTUHAIHA
ucxemus. B BRIGHTER manuenture cbe (N=46) ninu 6e3 ucxemus (N=133), nexyBanu ¢
paHnOu3yMal, MPUIIOKEH KaTO MOHOTEPAIHs, UMaT CpelHa TPOMSHA Ha 24-1s MeCel] ChOTBETHO OT
+15,3 u +15,6 6ykBu crpsimo u3xogaute HuBa. B CRYSTAL nauuentute cbe (N=53) unu 6e3
ucxemus (N=300), nekyBaHu ¢ paHUOM3yMa0, IPIIIOKEH KaTO MOHOTEpAI¥si, UMaT CpeTHa IPOMHA
oT choTBeTHO +15,0 1 +11,5 OyKBH CIIPSIMO U3XOTHUTE HUBA.

EdexT mo oTHOmIEHNE HAa TOZOOPEHUETO Ha 3PEHUETO ce HaOJII0JaBa PY BCHYKH MAlUCHTH,
JIeKyBaHU ¢ paHuOu3yMab 0,5 mg, mpuioxeH KaTo MOHOTEpaIus, HE3aBUCHMO OT
MPOABIDKATENHOCTTA Ha TAXHOTO 3a0oisBane u B aBete npoyusBanusd BRIGHTER u CRYSTAL. Ipn
NalnyueHTUTE ¢ TPOIBIDKUTETHOCT Ha 3a00msiBaHeTo <3 Mecena, ce Ha0JoaBa NOBUIIaBaHe Ha
3puTenHaTa ocTpora ¢choTBeTHO ¢ 13,3 1 10,0 OykBu Ha 1-us mecen u 17,7 u 13,2 OyxBu Ha

24-us mecert cboTBeTHO B BRIGHTER 1 CRYSTAL. ChoTBETHOTO MMOAOOPECHIE HA 3pUTETHATA
OCTPOTA MPH MANUESHTUTE C IPOABIDKUTEIIHOCT Ha 3a00iisiBaneTo >12 mecera ¢ 8,6 u 8,4 Oyksu B
ChOTBETHHUTE NpoyuBaHus. TpsOBa na ce 0OMHUCIH 3a1I0YBaHE Ha JICUCHHE B MOMEHTA Ha ITOCTaBsSHE Ha
JMarHos3ara.

JdbarocpounusT nmpodui Ha 6e30macHOCT Ha paHHOM3yMal, HaOmo1aBad B 24-MeceYHH MPOYYBaHUs,
€ B ChOTBETCTBHE C ITO3HATHS MPOQIIT Ha O€30IMACHOCT Ha paHNON3yMao.

HCI[I/IaTDI/I'-IHa IomnyJianusa

EBponeiickara areHuus 1o JiekapcTBaTa 0CBOOOK1aBa OT 3aIbJDKEHUETO 33 IPEAOCTaBIHE Ha
pe3yaTaTUTe OT NPOYUBaHUTA C pepepeHTHHS JIeKapCTBEH MPOAYKT, ChABbpPXKAI paHHON3yMad BbB
BCHYKHU MOATPYNH Ha NeuaTpruyHaTa IMoMmyIaus npu HeoBacKyaapHa B/IM, 3puTenHu HapymeHus,
Jnuxany ce Ha JIME, 3puTenHu HapyleHus, IbJDKaIY ce Ha MaKyJieH ejieM BeieacTBue Ha BOP,
3pUTENHU HapyUICHUsI, AboKamy ce Ha XHB n nnabetHa peruHonarus (Bx. Touka 4.2 3a
MHQOpPMAIHs OTHOCHO yroTpeba B eAUATPHUATA).

5.2 ®apmakokMHETUYHHU CBOHCTBA

Cren exxeMeceduHO HHTPABUTPEATHO MPUIIOKEHHE Ha paHHOM3yMal IpH MAEeHTH ¢ HEOBACKyJIapHa
BM/I, cepyMHHTE KOHIICHTpAIMH Ha paHUOM3yMab ca KaTo ISUT0 HUCKH, ¢ MaKcHUMaTHU HUBA (Cumax)
KaTo LSJI0 0] KOHIIEHTPAIlKATa Ha PaHUOM3yMal, HeoOXouMa Jla HHXUOUpa OUOJIOTHYHATA
aktuBHOCT Ha VEGF ¢ 50% (11-27 ng/ml, onleHeHO B in vifro N3MUTBaHUS HA KJIeThYHATA
npordepartis). Cmax € J0303aBUCHM HaJ 1030BUsA Auana3oH ot 0,05 mo 1,0 mg/oko. CepyMHUTE
KOHIIEHTpaIMK Npu orpannyer 6poit manuentu ¢ JIME nokassar, 4e He MOXe J1a ce M3KIIIOYH JIEKO
NOBHUIIIaBaHE HA CUCTEMHATa EKCIIO3UIIHS, CIIPSIMO HAaOI0AaBaHUTE NPH MMALUCHTH ¢ HEOBACKyJIapHa
B/IM. CepyMHHTE KOHIIEHTpaUX Ha paHrnOu3ymad npu nanuenty ¢ BOP ca momo0HM witn Mako rmo-
BHCOKH OT HaOJII0JaBaHUTE IIPH MMAlIMEeHTH ¢ HeoBacKyapHa BJIM.

BB3 ocHOBa Ha aHaNHM3 HA MOMYNAMOHHA (hapMaKOKMHETHKA M U3U€3BaHETO HA paHUOM3yMal OT
cepyMa Ipu NalMeHTu ¢ HeoBackynapHa BJIM, nekyBanu c¢ go3a 0,5 mg, cpeTHUSIT NOJyKUBOT Ha
BUTpPEAJHO eIMMUHUpaHe Ha paHnOu3ymad e npubiausutento 9 nuu. [IpeaBuaeHo e npu exxeMecedHo
HWHTABUTPEATHO NPUIIOKeHHE Ha pannouzymad 0,5 mg/oko, cepyMHUS Ciax HA paHHOM3YMa0, MoTyueH
npuOMM3UTETHO | JIeH cien npuiioxkeHneTo, Aa e B rpaaunute Ha 0,79 u 2,90 ng/ml, u Cin 12 € B
pamkute Ha 0,07 u 0,49 ng/ml. [IpensuaeHo € CEpyMHHUTE KOHIICHTpAIMK HA paHUOM3yMal Ja ca
npubmuzutenHo 90 000 mbTH MO-HUCKHM OT BUTPEATHUTE KOHIICHTPALMHN HA paHHON3yMao.

BbrOpeuno yBpexaane

He ca npoBexianu oQUIHATHE MTPOYYBAHUS 32 OIICHKA (hapMaKOKMHETHKATA Ha paHHOU3yMal mpu
NanueHT! ¢ ObOPEYHO yBpexkIaHe. B momynanuoHeH hapMaKOKHHETHUYCH aHAM3 MIPH MAIUEHTH C
HeoBackyiapHa BJ/IM 68% (136 ot 200) ot naruenTure ca uMainu 0s0pedno yBpexaane (46,5% jexo
[50-80 ml/min], 20% ymepero [30-50 ml/min] u 1,5% Texko [<30 ml/min]). [Tpu nanuentu ¢ BOP
48,2% (253 ot 525) ca umanu 660peuHo yBpexaane (36,4% nexo, 9,5% ymepeno u 2,3% TexKo).
CHUCTEeMHUSIT KIMPBHC € OHJII JIEKO 3aHIKEH, HO TOBA HE € JJOCTHI'HAJIO CTATHCTUYECKA 3HAYMMOCT.
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YepHOoAPOOHO YBpEXKIAHE

He ca npoBexnanu opuunaiHy MpoyyBaHus C LeJI Aa Ce OLeHH (papMakOKMHETUKATa Ha
paHnOu3yMal IpH MaUEeHTH C YePHOAPOOHO YBpEKIAHE.

5.3 IlpeakJMHUYHU JAHHHU 32 0€30MACHOCT

JIByCTpaHHOTO MHTPABUTPEATHO TPUJIOKEHNE HA paHHON3yMa0 TIPH IBITOOITAIIATH MaKaIld B 03U
Mexay 0,25 mg/oko u 2,0 mg/oKo BEAHBXK HAa BCEKU JBE CEMHUIIM 33 IEPHUOJ J0 26 CEIMHUIU BOIH JI0
JI0303aBUCHMHU OYHU €(PEKTH.

BwTpeouHo, nMa J10303aBUCHMO MTOBHIIIABAHE HA KJICTKU B MPeHATa Kamepa U mosiBa Ha Tuaaan
e(eKT C MUK J[Ba JIHU CJIe]] MHXKEKIUATA. TekKeCcTTa Ha Bh3MAIUTEIIHUS OTTOBOP KaTo IsUI0 HaMaJisiBa
NPY TOCIIEIBANIMTE MHKEKIIMU HJIH 110 BPeMe Ha Bb3CTAHOBSBAHETO. B 3a/jHUs CETMEHT MMa
UHQUITpAIYS Ha BUTPEATHH KJIETKH U MBbTHUHH, KOETO ChIIO € JI0303aBUCHMO U CE 3ama3Ba JIo Kpas
Ha TeparneBTUYHUs nepuoi. B 26-ceIMUYHO TPOyYBaHEe, TSKECTTa Ha BUTPEAITHOTO Bh3IMAJICHUE CE
yBenuyara ¢ Opost Ha umxkekiuure. Ciel; Bb3CTaHOBSABAaHETO, 00ayde, ce HaOoqaBaT Oeye3n Ha
o0paTHO pa3BuTHe. XapakTephT H BPEMETO Ha Bh3HUKBAHE HA BH3MAJICHUETO Ha 3aJJHUSI CETMEHT
IpeoaraT MMyHHO-MEIUUPAH XyMOPAJICH OTIOBOP, KOMTO € Bb3MOXKHO J1a HsiMa KJIMHUYHA BPb3Ka.
[Ipu HsaKOM KMBOTHU ce HaOIOaBa 0Opa3yBaHe HA KaTapaKTa CJIe]] CPABHUTEIHO ABIbI TIEPUO]T Ha
HWHTEH3MBHO BB3MAJICHUE, KOETO MPEIoiara, 4¢ H3MCHCHHSTA B JICI[aTa ca BTOPHYHH Ha TEKKOTO
Bh3nasicHre. HabmoaBa ce mpexoHo MOKauyBaHe Ha BhTPEOYHOTO HAJISITaHe, TTOCIIEIBAI0
MHTPAaBUTPEATHATA HHIKEKIHSI, KOSTO HE 3aBUCH OT MPHUJIOKEHATA J103a.

MWUKpOCKOTICKH YCTAHOBHUMHUTE OYHH MTPOMEHH Ca CBbP3aHHU C BH3MAJIEHHETO U HE YKa3BaT
JIETCHEPATUBHH IPOIIECH. B ONTHYHMS TUCK HA HAKOW OYH Ca YCTAHOBEHH IPAHYJIOMATO3HH
BB3MAIUTEIHN MPOMEHH. Te31 MPOMEHH B 33 JHUSI CETMEHT HaMaJsiBaT U B HAKOU CIIy4Yau O3/IpaBsSBaT
10 BpeMe Ha Bh3CTAHOBHUTEIHHS MTEPHO/.

Cren MHTPaBUTPEATHOTO PUIIOKEHHE HE Ce YCTaHOBSABAT Oesie3n Ha CHCTEMHA TOKCHYHOCT. B
MOArpyIa OT JEKyBaHHUTE KUBOTHH Ca YCTAHOBEHH CEPYMHHU M BUTPEATHN aHTHTEJA CPEILLy
pannbuzyma0.

Hsama maauuau JaHHHU 3a KaHICPOITCHHOCT WX MYTAarcHHOCT.

ITpu 6peMeHHN MaiiMyHM HHTPaBUTPEATHOTO JICUCHHE C PaHHON3yMab, BOIEIIO 10 MAaKCHMaJTHa
cuctemMHa excriozunus 0,9-7-mbTH HAJABUIIABAIIO HAN-JIOMIMS CITydail Ha KIIMHUYHA KCIIO3UIUS, HE
MPEIU3BUKBA CBBP3aHa ¢ PA3BUTHETO TOKCUYHOCT M TEPATOTCHHOCT U HE MOBJHSIBA TETJIOTO U
CTPYKTypaTa Ha IUIaleHTaTa, BBIPEKH Y€ Bb3 OCHOBA Ha (hapMaKOJIOTHYHUTE MY e(heKTH
pannOu3ymMab TpsiOBa aa ce cumTa 3a MOTCHIIMAIHO TePATOreHEeH U eMOPHO-/(eTOTOKCHYCH.

Jlurcara Ha MeguHUpaHU OT paHHON3yMab e(eKTH BhpXYy eMOpHO-(ETATHOTO pA3BUTHE BEPOSTHO CE
IBJDKH Ha HEBB3MOXKHOCTTa Ha Fab ¢parmenTa na mpemunaBa mpe3 miarenTara. Hesasucumo ot ToBa,
¥Ma OIMCaH Cly4yail Ha BUCOKM Mal4MHU TUIa3MCHU HUBA HAa PAHUOM3yMal ¥ HAIMYUE Ha
paHnOn3yMab BB (eTallHUs CepyM, KOSTO Iperoiara, 4e ChIIeCTBYBaT aHTH-PaHUON3YMa0
aaTutena (¢ Fc pernon), KouTo MeicTBAT KaTo OEITHK HOCHTEN 33 paHHON3yMa0, HaMaJITBaKH 110
TO3U HAYMH CEPYMHUS KIMPHHC HA MaiKaTa U MI03BOJISIBAT MPEMUHABAHETO MY Ipe3 IuianeHTara. Thit
KaTo M3CIICABAHUSTA Ha BIIUSIHUETO BHPXY eMOUPO-(DETATHOTO pa3BUTHE Ca MTPOBEKIAHU TIPH 3PaBU
OpeMeHHH KUBOTHH, a 3a00JIsIBaHusATa (KaTo HarrpuMep nruadeT) Morar aa MpoOMeHsT
MPOITYCKJIMBOCTTA Ha IIJIalleHTaTa 110 OTHOIIeHHe Ha Fab ¢parmenTa, pe3ynrature ot mpoy4uBaHETO
TpsiOBa Ja ce MHTEPIPETHPAT C MOBUILICHO BHUMAHHUE.
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6. DAPMAIIEBTUYHU JAHHHU
6.1 CHoucbk Ha IOMOLIHHUTE BelleCTBAa
Tpexamo3za nuxumpar

XHUCTUIUH XUIPOXIOPHUI, MOHOXUIAPAT
XHUCTUINH

[omucopbar 20 (E432)

Bopa 3a mHxxexmnun

6.2 HecbBMECTHMOCTH

[Ipu nunca Ha MpoyYBaHUS 32 HECHBMECTUMOCTH TO3H JIEKapCTBEH MPOIYKT HE TPSIOBa /1a CE CMeCcBa C
JPYTH JEKapCTBEHH MPOIYKTH.

6.3 Cpok Ha rogHoCT

3 roguHU

6.4 ChenuanHu yca0BHA Ha CbXpaHeHUe

a ce cpxpansiBa B xmaqmrHuK (2°C - 8°C).

Ha He ce 3ampassBa.

CoxpansBaiiTe prakoHa B KapTOHEHATa OTIAKOBKA, 32 J]a ce Mpera3u OT CBETINHA.

IIpenn ymoTpeba HEOTBOPEHUAT IIAKOH MOXKE J1a C€ ChXpaHsABa Ha cTaitHa Temmeparypa (25°C) no
24 yaca.

6.5 Buau cbabp:kaHue HA ONMAKOBKATA

OnakoBka- caMo d)J'IaKOH

Enun ¢naxon (ctekio tun ) cbve 3amymanka (xi10po0yTuioBa ryma), ceabpxait 0,23 ml crepunen
pasTBoD.

OmnakoBka (uiakoH + uria ¢ GUITHP

Enun dnakon (ctekio tun 1) cve 3anmymianka (xa0po0yTuinoBa ryma), ceabpxat 0,23 ml crepunen
pa3tBop u 1 wrma ¢ puntep ¢ T BpBX (18G x 172 nHUa, 1,2 mm x 40 mm, 5 pm).

He Bcruky BuioBe ONTAaKOBKM MOTarT Jia ObJIaT IyCHATH HA ra3apa.
6.6 CrnenuajaHu npeana3Hu MepKH NPH U3XBbPJIsiHE U padoTa

OmnakoBka- camo QIaKkoH

D1aKOHBT € CaMo 3a CIHOKpaTHa yrIOTpe6a. Cnen HWHKCKTUPAHCTO HCU3MOJJI3BAHUAT MPOAYKT Tp}l6Ba
Ja CC U3XBDbPJIN. Bcekn (l)J'IaKOH, IMMOKa3Ball NpU3HalM Ha MMOBpEaa NI OTBApPSAHE, HC TpSI6Ba Ja c¢
H3II0JI3BA. CTepI/IJ'IHOCTTa HE MOXKCE€ Oda C€ rapaHTHpa, ako HE € 3al1a3cHa ICJIOCTTa Ha OITaKOBKaTa.

3a MOArOTOBKA ¥ MHTPABUTPEATHO HHKEKTHPAHE Ca HEOOXOIUMHU CIICAHUTE METUITUHCKHU H3/ICTH 32
eIHOKpaTHa ynoTpeda:

. 5 pm urna ¢ puntsp (18G x 14 uHya, 1,2 mm x 40 mm)
. 1 ml crepuina cipuamoBka (¢ o3Hadenne 0,05 ml) u umkekmonna uria (30G x 2 nH4a)

Te3u MCIUIIMHCKU U3CJIHs HE Ca BKIIFOYCHH B OIIaKOBKaTa.
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OmakoBka haakoH + urna ¢ GWITsD

®DIakoHBT U UTJIaTa ¢ PUITHP ca caMo 3a eNHOKpaTHa ynoTpeba. [ToBTopHaTa ynorpeba Moxe a
JoBezie 10 MHMEKIUS WK APYTo 3a00saBaHe/yBpexaaHe. BCHUKH KOMIIOHEHTH ca CTepHIHH. Beeku
KOMITOHEHT C OTTaKOBKa, TTOKa3Ballla MPU3HAIM Ha MTOBPE/IA WITH OTBAapsIHE, HE TPSAOBA Ja ce U3IMOJ3Ba.
CreprIIHOCTTa HE MOXKE JIa ce TapaHTHpa, aKo HE € 3aIa3eHa IeJI0CTTa Ha OMaKOBKaTa Ha ChOTBETHUS
KOMIIOHCHT.

3a IOAroTOBKA U MHTPABUTPEAIHO MHKEKTHPAHE Ca HEOOXOIUMH CIICAHUTE MEIULIMHCKU U3AENIHUs 3a

eIHOKpaTHa ynotpebda:

. 5 um urna ¢ punTep (18G x 1% nnua, 1,2 mm x 40 mm, npegocraBeHa)

o 1 ml crepunna cnipunnoBka (¢ o3nadenue 0,05 ml, He e BKIIIOYCHA B ONIAKOBKATa) U
nHxeknroHHa urna (30G x 2 uHYa He e BKJII0UYEHa B ONTaKOBKATa)

Moutst, mpuabpKaNTE ce KbM CISAHUTE YKa3aHUs, 33 Ja MOATOTBUTE TOBA JIEKAPCTBO 32
WHTPaBUTPEATHO NPUIIOKEHUE TIPU Bb3PACTHU:

1. Rimmyrah Tps6Ba na ce mpoBepu BU3yaIHO, 33 1a CT€ CUTYPHH, Y€ HAMA BUIUMH YaCTHIIH,
IIpoMAHa Ha BE€Ta UKW APYTHU IMIPOMEHU NPECIAU NPUITOKECHUETO. AKo ce Ha6J'IIO}Z[aBaT BHUIANMHU
YaCTHIIU, TPOMSIHA Ha LBETA WIN APYTH IPOMEHH , (JIAKOHBT TPSIOBa J1a c€ U3XBBPIH CHIIIACHO
MECTHUTE Pa3nopeadH 3a U3XBHPIISHE.

2. [Ipenu n3TerisiHe Ha JIEKapCTBOTO BHHINTHATA YACT HA TyMEHaTa 3alyllanka TpsoBa aa ce
nesuH(pexTupa (HanpuMep ¢ TaMIIoH ¢b¢ 75% cruprT).

3. Crno6ere 3aeano 5 um urina ¢ puitsp (18G x 1% naua, 1,2 mm x 40 mm) ¢bC CHPUHIIOBKA OT
1 ml xaTo U3MoN3BaTe aceNTUYHA TeXHUKA. Bkapaiite urnara ¢ GuiThp ¢ THII BPBX B IEHTHpa
HA 3amylIaikara Ha (JIakoHa, TOKATO UTjlaTa IOCTUTHE IBHOTO Ha (IIaKOHA.

4. AcnupupaiiTe IsI0TO TEYHO ChAbpKaHue Ha (hIakoHa KaTo AbPKUTE (IIaKOHA B U3IPABEHO
MOJIOXKEHUE, JIEKO HAKJIOHEH, 3a J1a C€ YIECHH IIBJIHOTO U3TETIISHE.

5. VYBepere ce, 4e OyTaJoTo Ha CHPUHIIOBKATA € U3TErJIEHO JOCTAThYHO Ha3al, KOraTo H3Ipa3BaTe
(bnmakoHa, 3a J1a ce U3MPa3HU HAITBIHO UriaTa ¢ QUITHP.

6. OcraBere uriara ¢ GUITHP C THII BPbX BBB (PJIaKOHA U OT/IEJIETE CIIPUHIIOBKATA OT WUIJIaTa C
¢untwp ¢ TN BpBX. Clie aciupupaHe Ha ChIIbPKAHUETO Ha ()JIaKOHA UrjiaTa ¢ QUITHp TpsOBa
na ObJic U3XBBPIICHA U HE TPAOBA Ja ObJiC U3MOJ3BaHA 32 HHTPABUTPCATHO UHKEKTHPAHE.

7. AcenTuyHO U 371paBo npukpernere umxekinonHa uria (30G x % unya, 0,3 mm x 13 mm) kM
CIIPUHIIOBKATA.
8. BHumarenHo otcTpaHeTe npeanazuTess Ha MHKEKIIMOHHATA Urila 0e3 Ja pa3jiensire

HWHKCKIIMOHHATA Urjia OT CIIPUHIIOBKATA.
Branmanne: XBanere Kpas Ha MHXCKIOMOHHATa UIjla, KOrato OTCTpaHABaTe NpeaArna3uTeiis.

9. BHuMaTeHO OTCTpaHeTe Bh3/yXa, 3a¢/IHO C U3JIUIIHMS Pa3TBOP M HArJlaceTe J103ara 10
o3Hauenuero 0,05 ml Ha cpuanoBKaTa. CIpUHIIOBKATa € TOTOBA 32 WH)KEKTHPaHe.

Buumanue: He n3bbpceBaiite nmkexnuonHara uria. He usrernsiite Hasan OyranoTo.
Crnen MH)XEKTHPAHETO, HE TIOCTaBsAHTEe OTHOBO KaladeTo Ha CIIPUHIIOBKATA M HE S OTACISHTE OT

urijaarta. I/ISXB’BpJ'ICTC H3MO0JI3BaHaTa CIIPUHIIOBKA 3a€AHO C UIJjlaTa B KOHTCfIHGp 3a OCTpHU NPpEAMCTH, B
CHOTBCTCTBUEC C MCCTHUTC U3MCKBAHUA.
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7. INPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA
QILU PHARMA SPAIN S.L.

Paseo de la Castellana 40,
planta 8

28046 Madrid,

Hcnanus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/23/1779/001

EU/1/23/1779/002

9. JATA HA ITBbPBO PA3PEINIABAHE/ITIOJJHOBSIBAHE HA PAZPEILIEHUETO 3A
YIIOTPEBA

Jlata Ha TEPBO pa3pelniaBaHe:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

ITonpo6Ha mHGOpPMAITHS 32 TO3U JIEKAPCTBEH MPOAYKT € MpeIocTaBeHa Ha yeOcaiita Ha EBponelickara
areHIus 10 JiekapcTBaTa http://www.ema.europa.eu.
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INPUJIOKEHHUE I1
MNPOU3BOJUTEJ HA BUOJOTI'MYHO AKTUBHOTO
BEIIECTBO U ITPOU3BOJUTEJL, OTTOBOPEH 3A
OCBOBOXKJIABAHE HA ITAPTUHN

YCJIOBUA NJIX OTPAHUYEHMUSA 3A TOCTABKA U
YIHOTPEBA

APYI'N YCJIOBUS 1 UBUCKBAHUSA HA
PA3SPEIIEHUETO 3A YIIOTPEBA

YCJIOBUS WJIK OT'PAHUYEHMUSA 3A BE3OITACHA U
E®OEKTHUBHA YIIOTPEBA HA JIEKAPCTBEHUA ITPOAYKT
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A. TIPOU3BOJIUTEJI HA BUOJIOI'MYHO AKTUBHOTO BEIIECTBO U
IMPOU3BOJUTEJIL, OTTOBOPEH 3A OCBOBOXIABAHE HA ITAPTUIN

HMe u aapec Ha IPOU3BOAUTEIS Ha OMOJIOTUYHO aKTUBHOTO BCIICCTBO

Qilu Pharmaceutical Co., Ltd.
8888 Lvyou Road

High Tech Zone

Jinan

Shandong

250104

Kwuraii

Me 1 ajipec Ha IPOU3BOAUTENSL, OTTOBOPEH 34 OCBOOOX1aBaHE HA MTAPTUINTE

KYMOS, S.L.

Ronda De Can Fatjo 7 B
Parc Tecnologic Del Valles
Cerdanyola Del Valles
Barcelona

08290

Hcnanus

b. YCJI0OBHMA NN OI'PAHUYEHUA 3A JOCTABKA 1 YIIOTPEBA

JlexapcTBEHUAT MPOIYKT c€ OTITyCKa 110 OrpaHUYEHO JeKapcKo npeanucanue (Bx. [Ipunoxenue I:
Kpartka xapakTepucTika Ha MpoAyKTa, Touka 4.2).

B. APYI'H YCJIOBUSA N U3UCKBAHUSA HA PASPEHHIEHUETO 3A YIIOTPEBA
. IMepuoanynm akTyaauupanu aoxkjaaau 3a o6ezonacuoct (ITAIB)

MsuckBanusTa 3a nogaBane Ha [TAJIb 3a To3u eKapCcTBEH NPOAYKT Ca MOCOUYEHU B CIIUCHKA C
pedepenTauTe naty Ha EBponetickus cvio3 (EURD cnucek), npeasuaeH B wi. 1078, an. 7 ot
HupexruBa 2001/83/EO, 1 BbB BCHUKH CIIeIBAIIN aKTYIU3AIMH, ITyOJMKYBaHH HA €BPOICHCKHS
yeOropTain 3a JeKapCcTBa.

. YCJI0BUSA NWJIN OT'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA TPOAYKT

. Ilnan 3a ynpasienue Ha pucka (ITYP)

[purexatensat Ha pa3pemieHuero 3a ynorpeda ([IPY) tpsabdsa na u3BbpIIBa H3UCKBAHUTE ACHHOCTH U
JEeHUCTBY, CBBP3aHU C IPOCIEAsBaHE HA JIeKapcTBeHaTa 0€3011acHOCT, MocoueH! B ogoopenus 11YP,
npeactaseH B Moy 1.8.2 Ha pa3perieHneTo 3a ynorpeda, KakTo ¥ BbB BCHUYKH CIIEABAIIN OJJOOpPEHU
akTyanusauuu Ha ITYP.

Axrtyammsupad [1YP Tpsa6Ba na ce momaBa:

. 0 WicKaHe Ha EBpomefickaTa areHIus 1Mo jJeKkapcTBaTa;

. BMHATH, KOTATO C€ M3MEHs CHCTEMAaTa 3a yIpaBJiIeHrne Ha PIUCKa, 0COOEHO B pe3yiTaT Ha
MoJTyyaBaHe Ha HOBa MH(GOPMAIHS, KOSTO MOXKE Ja JJOBEJIC 10 3HAUUMU MPOMEHHU B
CHOTHOIIICHUETO I0JI33/PUCK, WITU CIIE/ JOCTUTAHE Ha BayKEH eTall (BbB BPh3Ka C MPOCIC/IIBaHE
Ha JIeKapcTBeHaTa 0€30MacHOCT WITH CBEXKIAaHE Ha PUCKA IO MHHUMYM).
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L I[OH'I)JIHHTCIIHI/I MEPKH 32 CBECKAaHE HA PUCKA 10 MUHUMYM

[penu myckane Ha ma3apa, BbB Besika AbprkaBa wieHka [IPY TpsiOBa a ceriacysa ¢ HAIMOHAIHUTE
KOMIIETEeHTHH BJIACTH MOCIeIHMs 00yUUTeIeH MaTeprall.

[PV tpsibBa ;ia rapaHTHpa, Ye clie]l 00ChKIaHe U ChIacyBaHe C HAIIMOHATHUTE KOMIICTCHTHHU BJIACTH
BBB BCSAKa Abp)KaBa WICHKa, B KoATo Rimmyrah e mycHaT Ha ma3apa, Ipu IyCcKaHe Ha rmaszapa ¥ Cjej
MYCKaHETO Ha MMa3apa, BCHYKH O(TATIMOTIOTUYHN KIMHUKH, KBICTO CE OUaKBa Jia Ce H3MOJI3Ba
Rimmyrah, me 0paaT cHaOACHY ¢ aKTyaTu3upaH HHPOPMAITMOHEH TTaKET 3a MaI[ieHTa.

WHpopMamoHHHUAT MaKeT 3a MaueHTa TpsioBa na ObJie MpeoCcTaBeH, KakTo moj popMara Ha
MHQOPMAIIMOHHM OpOLIypH, Taka 1 1oJ GopmMaTa Ha aynuo-CD, KOUTO a ChbaABPKAT CICAHUTE
KITIOYOBH €JIIEMEHTH:

. JlucToBka 3a nmanueHTa
. Kak ma ce moarorBute 3a JieueHue ¢ Rimmyrah
. Kaxksu ca cTenkute cief iedenue ¢ Rimmyrah KirouoBu nmpu3Hany u CAMITOME Ha CEPUO3HU

HCXCIIaHU CT)6I/ITI/I$1, BKJIFOUUTCIIHO MOBUILICHO BHTPCOYHO HAJIATAHE, BBTPCOYHO BH3MAJICHUC,
OTJICIBAHC HAa PETHHATA U Pa3KbCBAHC HA PCTUHATA U I/IH(l)CKLII/IOSeH CHZ[O(l)TaJ'IMI/IT
L4 Kora Ja €€ ThPCH CIICIIHO KOHCYJITAallusd ¢ MCAUIIMHCKU CIICHUATIUCT
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NMPUJIOXKXEHUE I1I

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. IJAHHHA BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

OITAKOBKA - CAMO ®JIAKOH

1. HUME HA JIEKAPCTBEHUSA TPOAYKT

Rimmyrah 10 mg/ml unxekunoHeH pa3TBop
paHnOu3ymMad

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Enna ml ceappka 10 mg pannbuzymad. @nakos, chabpkaimi 2,3 mg paHuOuzymao.

3. CIIMCBK HA IOMOIIIHUTE BEHIECTBA

ChINo ChabpKA: TPEXAn03a IUXUAPAT; XUCTHIUH XUIPOXIOPUI, MOHOXHIPAT; XUCTUIVH;
nosicopbat 20 (E432); Boaa 3a HHKEKITHH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

MHxeKuroHeH pa3TBop

1 x 0,23 ml ¢nakon
Enmamdana no3a 3a Be3pactau: 0,5 mg/0,05 ml. MzmumausaT o6eM aa ce OTCTpaHu.

5. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXJIAHE

HaTpaBuTpeasHo NpuiioxKeHue
3a enHokpaTHa ynoTpeoa.
[Ipenu ynoTtpeba mpoverere IMCTOBKATA.

6. CIIEHUAJIHO ITPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBbXPAHSBA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTHIIHO 34 ACIIA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ce cpxpaHsBa B XJIQAMITHUK.
Ja He ce 3ampassiBa.
CoxpaHnsiBaiiTe (1akoHa B KapTOHEHATa OMAKOBKA, 32 JIa e MpeJlna3u OT CBETIHHA.

10. CHELOUWAJHU NPEAITA3ZHU MEPKU ITPU U3XBBHPJISAHE HA HENU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

‘ 11. HUME U AJPEC HA IIPUTE/KATEJISAA HA PASPEIIEHUETO 3A YIIOTPEBA

QILU PHARMA SPAIN S.L.
Paseo de la Castellana 40, planta 8
28046 Madrid

Wcnanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/23/1779/001

13. MNAPTHUIEH HOMEP

ITaptunen Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

[Ipueto e ocHOBaHHKE N1a HE ce BKIOUM nH(opManus Ha bpaiinosa a30yka.

‘ 17. YHUKAJIEH UAEHTUOUKATOP — JIBYU3MEPEH BAPKO/I

JBynsmepeH 0apKoza ¢ BKIIIOYECH YHUKAJICH HICHTU(DHUKATOP

‘ 18. YHUKAJIEH UAEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMUMYM JAHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EJUHNYHU
ITbPBUYHU OITAKOBKH

ETHUKET

DJIIAKOH

1. NME HA JIEKAPCTBEHMUS TPOAYKT U ITbT(MIIA) HA BBBEX/IAHE

Rimmyrah 10 mg/ml nHXxexIuoHeH pa3TBop
paHnOu3yMab
WnTpaBuTpeasno npuioxeHne

‘ 2. HAYHNH HA ITPUJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

5. CBbABPKAHUE KATO MACA, OBEM NJIN EJIMHULIN

2,3 mg/0,23 ml

6. JPYTO
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JAHHU, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA
KAPTOHEHA KYTHUS

®JIAKOH + UT'JIA C PUWITHP

1. HUME HA JIEKAPCTBEHUSA TPOAYKT

Rimmyrah 10 mg/ml unxekunoHeH pa3TBop
paHnOu3zymMad

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Enna ml ceappxka 10 mg pannOuzymao.
®dakoH, ChABPKAIT 2,3 mg paHHON3yMao.

3. CIIUCBK HA IOMOIIIHUTE BEIIECTBA

ChIIo ChIbpKA: TPEXano3a JUXUAPAT; XHCTHIUH XUIPOXIOPU, MOHOXHUIIPAT; XUCTU/IVH;
nosmcopbar 20 (E432); Boga 3a HHKEKITUH.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJHA OITAKOBKA

HMHxeKunoHeH pa3TBOp

®makon 1 x 0,23 ml, 1 urna ¢ puirsp.
Enunnyna no3a 3a pe3pactau: 0,5 mg/0,05 ml. M3nuimHusaT odeM 1a ce OTCTpaHu.

5. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXKJIAHE

MHTpaBUTpEAIHO NIPUIIOKEHHE

3a enHOKpaTHA ymoTpeoa.

[Ipenu ynotpeba npodereTe TMCTOBKATA.
Urnara ¢ puntsp He € 3a NHKEKLUY.

6. CIHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOI'VIEJA 1 JOCEI'A HA JEIA

Ja ce cexpansiBa Ha MSICTO, HEJOCTHITHO 32 JEIIa.

‘ 7. APYI'N CHEONUAJIHU NPEAYHPEXJIEHUA, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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‘ 9. CIIEHMAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ce cpxpaHsaBa B XJIaAWITHUK.
a He ce 3ampa3siBa.
CoxpansBaliTe prakoHa B KApTOHEHATa OMIAKOBKA, 32 Jla Ce Mpe/na3u OT CBETINHA.

10. CHELUWAJIHU HNPEAITA3HU MEPKU ITPU U3XBBPJISIHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTH UJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

QILU PHARMA SPAIN S.L.
Paseo de la Castellana 40, planta 8
28046 Madrid

Hcnanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/23/1779/002

13. NAPTHIEH HOMEP

ITapTunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAIJIOBA A3BBYKA

IIpueTo e ocHOBaHME /1a HE Ce BKIIOYN HHGopManus Ha bpaiinoBa a3z0yka.

‘ 17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/I

JBynsMmepeH 0apKoJ ¢ BKIIOUEH YHUKAICH UACHTH(DHUKATOP

‘ 18. YHUKAJIEH UWAEHTUOUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMUMYM JAHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EJUHNYHU
ITbPBUYHU OITAKOBKH

®JIAKOH + UI'JIA C PUITHP

1. NME HA JIEKAPCTBEHUS NIPOAYKT U ITBT(MIIA) HA BBBEK/IAHE

Rimmyrah 10 mg/ml uHXeKInOHEH pa3TBOP
paHnOu3ymad
WHTpaBUTpEa Ho NpUIOKEHHE

‘ 2. HAYUH HA ITPUJIIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

5.  JIPYTO

2.3 mg/0.23 ml

6. JIPYTO
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b. JUCTOBKA
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JIucroBka: uH(popManud 32 NaHEHTA

Rimmyrah 10 mg/ml nH:kekuoHeH pa3TBOpP
pann6mu3ymad (ranibizumab)

vTOSI/I JIEKapCTBEH MPOJAYKT MOJICKH Ha AOIBIHUTENHO Habmoaenre. ToBa 1ie mo3Bon
OBP30TO YCTAaHOBSIBaHE HA HOBA MH(pOPMAIIHSI OTHOCHO Oe30macHoCcTTa. MOoXeTe 1a Aanere

CBOSI IPUHOC KATO CHOOIIUTE BCSIKA HE)KENaHA PEAKIIUs, KOSTO CTE MOJydYnIn. 3a HauMHa Ha
ChOOINaBaHEe Ha HEXEJIAaHU PEaKI[UK BIDKTE Kpast Ha TOYKa 4.

IIpoyeTeTe BHUMATEIHO ISJIATA JUCTOBKA, Mpeau 1a Bu 0bae npujioxkeHo ToBa JeKapcTBO, Thil

KaTo T ChAbP:Ka Ba:xkHa 3a Bac nndgopmanus.

- 3anaszere Ta3u JUCTOBKA. MoOXe /1a ce HAIOXKH J1a 51 IPOYETETe OTHOBO.

- AKo0 uMate HIKaKBU JON'BIHUTEIHU BBIIPOCH, TonuTaiTe Bamms nexap.

- Axo IMMOJIYYUTEC HAKAKBU HCXKCIJIAHU PCAKIIUHN, YBEIOMETEC Bamns JICKap. ToBa BkIIOYBa U
BCUYKH Bb3MOXHHU HEKEJIaHU pCaKlIMK, HCOIMMCAaH! B Ta3U JINCTOBKA. BuxTe Touka 4.

KakBo cbabp:ka Ta3u JHCTOBKA

KakBo npencrasnsBa Rimmyrah u 3a kakBo ce U3non3Ba

Kakso Tps0Ba na 3naere, npeau aa Bu 0b1e npunoxen Rimmyrah
Kak ce mpunara Rimmyrah

Bb3MOXKHM HEXEJIaHH PeaKiluu

Kak na cexpanssare Rimmyrah

ChbabpkaHue Ha ONIAaKOBKATa M JOMBIHUTENHA HHPOPMAITUS

AN

1. Kaxkgo npeacraBasasa Rimmyrah u 3a kakBo ce n3noJspa

Kakso npeacrapiasgsa Rimmyrah

Rimmyrah e pa3TBop, KOHWTO ce HHXEKTUPa B OKOTO. Rimmyrah npuHamiexu KM rpymna JeKkapcTsa,
Hape4yeHH aHTHHEOpeBacKyIapu3upany cpeacrsa. CbIbpika aKTUBHO BEILECTBO, HAPEUEHO
paHnom3ymao.

3a kakBo ce u3noJ3Ba Rimmyrah
Rimmyrah ce npumnara npu Bb3pacTHH 3a JeUeHHE Ha HIKOJIKO OYHH 3a00JIIBaHNUs, TIPEAN3BUKBAIIIH
YBpEXJaHE Ha 3pEHUETO.

Te3u 3a00sIBaHUs BE3HUKBAT B PE3YJITAT HA YBPEKIAHE HA peTUHATA (CBETIOUYBCTBUTEIIHHUS CIION B

3aJ{HaTa 4yacT Ha OKOTO), MPUYUHEHO OT:

- PaspacTBane Ha HeoOMUYaiiHM KPFBOHOCHHU CHAOBE C NIOBHUIIIEHA MTponycKiInBocT. Habmonasa ce
npu 3a00BaHKS KATO BB3PACTOBOOOYCIOBEHA MaKyHa AereHepanus (BJAM) u
npommdeparnsaa quadetHa perunonarus (I1J1P, 3a06omnsBane, KOeTo ce IBIKU Ha AUAOET).
Mosxe chIIo Taka Jia € CBbP3aHO ¢ XopouaaaHa HeoBackynapusanusa (XHB), apmxamia ce Ha
narosiornuHa Muomnus (IIM), anrnonjHA MBULIK, LIEHTPAIHA CEPO3HA XOPHOPETHHOMATHSI WIIH
Bb3nanuTenHa XHB.

- MakyneH efeM (OTOK B IEHTHpa Ha peTHHaTa). To3M OTOK MOXKe Aa ce JbJKU Ha Anader
(3abonsiBane, HapeYeHO auabeTeH MakylieH eneM (JIME)) unu Ha 3amymBaHe Ha BEHUTE Ha
peTrHaTa (3a0o0IsBaHe, HApEeUYEeHO BeHO3HA OKITy3us Ha peruHara (BOP)).

Kak peiictea Rimmyrah

Rimmyrah cneunduyuno pasno3Hasa u ce CBbp3Ba ¢ OEITHK, HAPEUCH YOBELIKU ChAOB CHIOTENCH
pactexer pakrop A (VEGF-A), Hamupani ce B okoto. Korato e B usnumek, VEGF-A npuunnsasa
HEEeCTECTBEHO pa3pacTBaHE Ha KPHBOHOCHM CHJIOBE H OTOK B OKOTO, KOUTO MOTaT Jia I0BEAAT 10
HapylaBaHe Ha 3peHueTo npH 3adonsBanus karo BJAM, IME, I1/1IP, BOP, IIM u XHB. Cebp3Baiiku
ce ¢ VEGF-A, Rimmyrah moxe na 61okupa 1edCTBUETO MY U J1a IPEJOTBPATH HEECTECTBEHOTO
paspacTBaHe Ha KPbBOHOCHH CBHIOBE U OTOKA.
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[Ipu Te3u 3abonsBanus, Rimmyrah Mosxe 1a moMorHe aa ctabuin3upa U B MHOTO CITydau Jia TIoJ00pu
3peHueTo Bu.

2. KaxBo Tpsn6Ba n1a 3Haete, mpeau Aa Bu 0nae npuioxken Rimmyrah

He TpsaoBa na Bu 0b1e npunaran Rimmyrah

- AKoO cTe anepruuHy KbM paHMOM3yMald WK KbM HSKOSI OT OCTaHAJIMTE ChCTaBKU Ha TOBA
JieKapcTBO (M30pOeHH B TOUKa 6).

- AKo nMaTe UH(EKIXs BbB WIH OKOJIO OKOTO.

- AKko nMaTe 00JIKa WK 3aUepBABaHe (TEKKO BHTPEOYHO BH3MAICHUE) B OKOTO CH.

IIpenynpexnenust U NpeANasH MePKH

I'oBopere ¢ Bamus nekap, npenu na Bu 0b1e npuioxxen Rimmyrah.

- Rimmyrah ce npunara mog ¢popmMarta Ha HHKEKITHSA B 0KOTO. [loHsIKOTa, Clles TedeHue ¢
Rimmyrah morar ia HacThIAT HHGEKIHS HA BHTPEIIHATA YaCT Ha OKOTO, OOJIKa WIIH
3a4yepBsBsiHE (Bb3MaJCHUE), OTJICNIBAHE WM pPa3KbCBaHE HA e1HA OT OOBUBKUTE B 3aJHATa YacT
Ha OKOTO (OTJIETIBaHE MIIM pa3KbhCBaHE HA PETHHATA M OTJICTIBAHE FITM pa3KbCBaHE Ha
MATMEHTHUS eTUTEN Ha peTUHATA), WM IOMBTHSABAaHE Ha Jiemara (karapakra). BaxHo e TakaBa
MH(EKIYs WU OTIEeNBaHEe HAa PETHHATA J]a C€ YCTaHOBSABAT M JIEKYBaT KOJIKOTO € BB3MOXHO I10-
paHo. Mo, yBenomere Bammust nexap He3a0aBHO, aKO HACTHIIAT CUMIITOME KaTo OOJIKa B
OKOTO WJTH YBEJIMYaBAaIll ce TUCKOM(OPT, BIOMIABAIIO CE 3a4ePBSIBAHE HA OKOTO, 3aMBIJICHO U
HaMaJIeHO 3peHHe, MAJIKH YaCTHYKU MJIM TOYKH B 3pUTEITHOTO B moJie uim nmoBuieHa
YYBCTBUTEIHOCT KbM CBETJIHHA.

- [Ipu HsKOM MallMEHTH 3a KpaThK MNEPUO, BEIHAra CJIE HHKEKIHUATA, MOXKE /1a C€ NOBUIIH
BBTPEOYHOTO HAJISTAHE.

- ToBa e cbcTosiHHE, KOeTO Bue OuxTe MOrM Ja He yCceTHuTe, €To 3a1io Bammsr iekap Moxe Ja
MIPOCIJIETN 3a HETO CJIE]] BCSIKA MHXKEKLIUS.

- Wndopmupaiite Bamms nexap, ako cTe UMaH MpeaiiecTBaly 3a00IBaHNs Ha OYUTE M
JIeYeHUE Ha OUUTE, WM aKO CT€ MPEXUBENIN HUHCYIT, WIK CTe UMAIH TPAaH3UTOPHU CUMIITOMH Ha
MHCYINT (C1a0d0oCT WK Mapanu3a Ha KpalHULIUTE WK JIMLETO, 3aTPyIHEH TOBOP WM pa3OupaHe).
Ta3u napopmanys e Ob/e B3eTa MPeABH/I TP TpereHKaTa qand Rimmyrah e moaxoasmoTo
nedeHue 3a Bac.

Mo, BrokTe Touka 4 (,,BB3MOXKHN HeKeTTaHH peaKIiu ‘) 3a MoBeue HHPOPMAIIHI OTHOCHO
HEXEJIAHUTE PEaKIIii, KOUTO MOTAT J]a HACTHIIAT 10 BpeMe Ha JedeHnero ¢ Rimmyrah.

Jeua u ronomm (moa 18 ronnmHa Bb3pacr)
[Ipunoxxenuero Ha Rimmyrah mpu fnema v 10HOIN HE € YCTaHOBEHO M 3aTOBa HE CE MPETNopbhYBa.

Jpyru nexapcrBa u Rimmyrah
Tps6Ba na kaxere Ha Bamus nekap, ako npreMaTe, HaCKOpo CTe MPpUeMaIi WM € Bb3MOXKHO A2
mpreMarte JIpyrH JeKapcTBa.

BbpeMeHHOCT U KbpPMeHe

- Ha >xennre, Mpy KOUTO CHINECTBYBA BH3MOXKHOCT 3a 3a0peMeHsIBaHe, ce PernopbhuBa aa
M3M0J3BaT e()eKTHUBHA KOHTPAIEIIUS 110 BpeMe Ha JICUSHHUETO U B IPOIbIDKEHUE Ha TIOHE TPU
Mecela ciell pujiarade Ha rnocjenHara Hxekusa Rimmyrah.

- Hsma omut ¢ mpunoskennero Ha Rimmyrah npu 6pemennu xxenn. Rimmyrah He TpsioBa na ce
W3I0JI3BA 110 BpeMe Ha OPEMEHHOCT, OCBEH aKO NOTEHIIMATHUTE TIOJI3H HE ITPEBUIIIABAT
MOTEHIUAIHUTE PUCKOBE 32 HEPOJCHOTO JieTe. AKO cTe OpeMeHHa, cMsITaTe, Y€ MOXKe Ja CTe
OpeMeHHa WM IUTaHupaTe OPEeMEHHOCT, MOJIsl 00ChAeTe TOBa ¢ Bamms nekap npean JieueHneTo
¢ Rimmyrah.

- Manku xonuuectBa Rimmyrah morat na nmpeMuHar B KbpMara, 3aToBa Rimmyrah He ce
npenopbyBa Mo BpeMe Ha kbpMmene. [loceBeTBaiite ce ¢ Bamus nekap win ¢papManeBT npean
nedenne ¢ Rimmyrah.
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Ilo¢pupane u padora ¢ MAIIUHU
Cnen nedenunero ¢ Rimmyrah Moxxe 1a nMaTe BpeMEHHO 3aMbIJIIBaHE Ha 3peHUETO. AKO TOBA ce
Cllyud, He modupaiiTe U He paboTeTe ¢ MAIIMHHU, TOKATO TOBA HE OTIIYMH.

3. Kak ce npuiaara Rimmyrah

Rimmyrah ce npunara kato eJHOKpaTHA UHXKEKIHSI B OKOTO OT Bamust oueH jekap, moJ; MecTHa
ynorika. O0uyaitHara 103a, KoaTo ce umkekrupa, € 0,05 ml (kouro chappxar 0,5 mg pannduzymao).
WHTepBanbT MeX Iy MPUIIATAHETO HA JIBE JI03H, MHKCKTHPAHU B €JIHO U ChIIIO OKO, TPsOBa J1a Obie
MOHE YETHPH CEAMUIIM. Berukn nHxkeknuu e Bu 0b1aT npuioskeHu ot Baius odeH ekap.

IIpenn npunarane Ha UHXKEKIUATA, BalmusT iekap BHUMATEIHO IIe TpoMue okoTo Bu, 3a na
MPeI0TBpaTH Bh3HUKBAHETO HAa WH(eEKIUs. BamusT nekap, cbiio taka, e Bu npunoxu mectHa
VIIOMKa, 3a J1a HaMaJlk WM JIa TIPEIOTBPATH BCsSIKa 00JTKA, KOSATO OWXTE MOTJIM J]a M3ITUTATE TI0 BpeMe
Ha MHIXKEKIHATA.

JleuenneTo 3armoyuBa ¢ MpuiIaraHe Ha eIHa WHKeKnnsa Rimmyrah Mmeceuno. Bammsr iekap me
MIPOCTIEAsIBA ChCTOSIHUETO Ha OKOTO BY M B 3aBUCHMOCT OT TOBA, KaK C€ TOBJIMSBATE OT JICUSHUETO, IIe
MIPELICHY, TAJIA U KOTa € He0OX0IMMO J1a CE MPOIBJIKH JICUCHUETO.

[TonpoOHM yka3aHWs OTHOCHO HAYMHA HA TIPUJIOKEHHE ca JIaJIeHN B Kpasl Ha JINCTOBKATA.

Crapuecka Bb3pacT (Ha 1 Hax 65 roaunm)
Rimmyrah Moxe na ce mpuiara rmpu narieHTH Ha Bb3pacT Ha M Hax 65 ronuHu 0e3 Aa € HeoOX0aruMo
KOpUTHpaHe Ha J103aTa.

IIpeau 1a 0bae npeycTaHoBeHo JiedueHueTo ¢ Rimmyrah

AKo oOMHCIIATE a TIPEeyCTAaHOBUTE JieueHHeTo ¢ Rimmyrah, MOJIS OTHIETE HA CIICABAIIMS 3aITUCaH
yac u o0chaeTe ToBa ¢ Bamms nekap. BammsT nekap me Bu nochBeTBa 1 1€ penn KOJIKO IBITO €
HeoO0X0IUMO J1a ce JeKkyBare ¢ Rimmyrah.

AKO MMaTe HIKaKBH JOIBIHATEIHN BBIPOCH, CBBP3aHHU C yIoTpedaTa Ha TOBA JIEKapCTBO, MOMMUTANTE
Bammus nekap.
4. Bb3MOKHM HeKeTaHW peakuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Ja MPCAN3BHKA HCKCIIAHU PCaKIINH, BBIIPCKHU Y€ HC
BCCKHU I' I1IOJTy4aBa.

Hexxenanurte peakuuu, cCBbp3aHy ¢ puiaraneTo Ha Rimmyrah, ce apkaT nin Ha caMOTO JIEKapCTBO,
WM Ha TPOIIeTypaTa Ha MH)KEKTHpaHe, M Hali-9ecTo 3acAraT OKOTO.

Haﬁ-CepI/IO3HHT€ HCXKCJIaHU PCAKIIUHU Ca OITMCAHU MTO-A0JIY:

YecTH cepro3HU HeKeJaHHM peakuuu (morat ga 3acertar go 1 Ha 10 gymm):

- OTJICTIBAHE WJIM Pa3KbCBAHE Ha CJI0s, KOMTO ce HaMupa B 3a/iHaTa 4acT HA OKOTO (OTJICIIBaHE
WIN pa3KbCBaHE HAa PETHHATA), KOETO BOJM [0 IOSBaTa HA CBETKABULIM U MBTHUHH, KOETO MOXKeE
Jla IIporpecupa 10 BpeMeHHa 3ary0a Ha 3peHHeTO WM IOMbTHIBAHE Ha Jleniara (KaTapakTa).

HeuyecTu cepuo3nn HeKedaHU peakiuu (MoraT na 3acerHat 1o 1 Ha 100 mymm):

- cienora, HHGEKIHs Ha O9HATa I0BJIKA (SHIO(PTAIMHAT) ¢ BH3IIaJeHUE Ha BBTPEITHOCTTA Ha
OKOTO.

42



CI/IMHTOMI/ITC, KOHTO MOKE€ Ja IMOYYyBCTBATE, Ca 00JIKa MU TOBUIIEH ILI/ICKOM(I)OpT B OKOTO, IIO-CUJIIHO
3a4YCPBABAHC HA OKOTO, 3aMbIJIIBAHC UJIM HAMAJIIBAHC HAa 3pCHUCTO, ITIOBUIIIABAHC Ha 6p0$[ Ha
MBTHUHUTE B 3pUTCIIHOTO IIOJIC NJIU MOBUIIICHA YyBCTBUTCIIHOCT KbM CBETJIMHA.

Mouisi, unopmupaiite He3a0aBHO Bamus Jiekap, ako MoJly4nTe HAKOS OT H30poeHnTe
HeKeJIaHHM PeaKIUu.

Haii-gyecto C’bO6HIaBaHI/ITG HCXKCJIaHU PCAKIIUU Ca OITMCAHU MMO-I0JTY:

MHoro 4ecTH HesKeJIaHM peaknMu (Morat Aa 3acerrar noseue ot 1 Ha 10 xymm)
Hexenanu peakiuu, CBbp3aHH ChC 3PEHUETO:

- Br3nanenne Ha OKOTO

- KbpBeHe B 3a1HaTa 9acT Ha OKOTO (KPHBOM3JIMB B PETHHATA)
- 3pUTENHN HapyIIEHUS

- Bonka B okoTO

- Mauku 9aCTUYKH WM TIETHA B 3pUTETHOTO T0JIe (MBTHIHH)
- KbpBsicBane Ha OKOTO, Apa3HEHE B OKOTO

- VYcemane 3a 4yKJ10 TAJIO0 B OKOTO

- [loBumeHo oTnensiHe Ha CHI3U

- Br3manenne nnm nHEKINSA Ha KpauliaTa Ha KJIenadnTe

- CyxoTa B OKOTO

- 3ayepBsiBaHE WIN CHPOEK B OKOTO,

- [ToBumeHo BFTPEOYHO HAJSTAHE

Hexxenanu peakiyu, HECBbP3aHU ChC 3PEHUETO:
- Bb3naneno repio

- 3amymeH HoC

- XpeMma

- I'maBoGomme

- Bonku B cTaBuTe

[o-momy ca onucanu Opyry HEXeJIaH! peaky, KOUTO MOTaT J1a Bb3HUKHAT CJIe]] IpujlaraHe Ha
Rimmyrah:

YecTu HexeTaHU peakuuu (Moxe Aa 3acerHar o 1 Ha 10 mymm)
Hesxenanu peakunu, CBbp3aHU ChC 3pEHUETO:

- Hawmanena 3purenna octpora

- [ToxyBane Ha 9acT OT OKOTO (04YHa SIOBIKA, POTOBHIIA)
- Br3nanenue Ha porosunara (IpeaHaTa 4acT Ha OKOTO)
- Marnku neTbHIA BEPXY HOBBPXHOCTTA Ha OKOTO

- 3aMBbIJIEHO 3peHHe

- KbpBeHe 0T MACTOTO Ha MOCTaBIHE HA MHKEKIUATA

- KbpBene B okoTo

- OTnensiHe Ha CEKPET OT OKOTO ChC ChpPOex

- 3auepBsBaHe U MO {yBaHe (KOHIOHKTHBHT)

- UyBCTBUTENHOCT KbM CBETJIMHA

- Huckompopt B okOTO

- ITonyBane Ha kienaga

- boiika B kiienaua

Hexenann peaknmu, HECBBP3aHU ChC 3PCHHUETO:

- Wudeknurs Ha MTMKOYHUTE THTULIA

- HamansBane Ha Opost Ha YepBEHHUTE KPHBHU KJIIETKH (CHC CHMIITOMHU KaTo yMOpa, 3a1yX,
3aMasHOCT, 0JIes1a KOXa)

- TpeBoxxHOCT

- Kamnmmnmna

- lanene
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- AJIepruYHY peakluu KaTo 0OpHUB, ypTHKApHs, CbpOEX U 3auepBsBaHe HA KOXKaTa

HeuecTn He:kenanu peaknuu (Moxe aa 3acersat g0 1 va 100 gymmm)
Hexenanu peakiiuu, CBbp3aHu ChC 3pEHUCTO:

- Br3naneHue U KbpBEHE HA NPEHATA YaCT HA OKOTO

- OrTnarane Ha THOHM B OKOTO

- [IpoMenu B LIEHTpaIHaTa YacT Ha OYHATA MOBBPXHOCT

- Bornka vy Bp3manieHue B MACTOTO Ha WHKCKTUPAHE

- Heobwuaiino ycemnane B OKOTO

- Br3nanenue Ha kiemaya

Chol0maBaHe Ha HeJKeJIAHM PeaKINU

AKO TIOJTyuHTe HIKaKBH HEXeJlaHH JIEKAPCTBEHU peakIny, yBegomere Bamms nexap. ToBa BKIrouBa
BCHYKU Bb3MOKHU HEONMCAHU B Ta3M JIMCTOBKA HEXEJaHW peakuu. Mo)keTe ChILo Ja ChoOLHuTe
HEe)KeTIaHH PeakIiy JUPEKTHO Ype3 HallMOHATHATA CUCTEMa 3a ChOOIIaBaHe, IOCOYCHA B
IIpunoxenune V. Kato crobmaBare HexXeIIaHT Peakiliy, MOKETE Ja MajeTe CBOS MPHUHOC 3a
nojy4yaBaHe Ha rmoBeue HH(opMalus OTHOCHO 0€301MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansBare Rimmyrah

- [a ce chxpaHsBa Ha MCTO, HEJJOCTHITHO 32 JIeTa.

- He m3non3BaiiTe TOBa IEKapCTBO ClIe]] CPOKA HAa TOAHOCT, OTOENA3aH BhPXY KapTOHEHATa
omakoBka u etukera cien ['ogen 10:/EXP. CpokbT Ha TOAHOCT OTroBapsl Ha MOCIEAHUS JIEH OT
MMOCOYEHUS MECEII.

- Ja ce cexpanssa B xmammrauK (2°C — 8°C). [a He ce 3ampassiBa.

- [Ipenu ynorpeda HEOTBOPEHUAT PJIAKOH MOXKE Jla ce ChXpaHsBa Ha cTaliHa Temmeparypa (25°C)
10 24 4gaca.

- CoxpansBaiiTe prakoHa B KApTOHEHATa OMIAKOBKA, 33 J]a C€ MPEe/a3u OT CBETINHA.

- Jla He ce M3MoI3Ba MOBpEIcHa OMMaKOBKA.

6. Cbabp:xaHue HA ONAKOBKATA M TONBJIHUTEIHA HH(OpMALUS

Kakgo cpabp:ka Rimmyrah

- AKTHBHO BemiecTBo: pannOuzymad. Beekn ml cpappika 10 mg parnbuzymad. Beexu durakon
cpabpka 2,3 mg parn6msymad B 0,23 ml pasreop. [1o To3u HaUMH ce ocurypsiBa HEOOX0IUMOTO
KOJIMYECTBO, TOCTABSIIO0 eauHnyHa 03a 0,05 ml, ceappikama 0,5 mg paHuou3ymao.

- Jpyru cbCcTaBKH: Tpexano3a AUXUAPAT; XUCTHIUH XUAPOXIOPH]I, MOHOXHUIPAT; XUCTHU/IIH,
noscopdar 20 (E432); Boaa 3a HHKEKITHH.

Kak m3rae:xxna Rimmyrah n kakBo cbabpika onmakoBKaTa
Rimmyrah e umkekmoned pasteop BB diakoH (0,23 ml). Pa3TBopsT € OUCTBp 110 JIeKO
oTiaJIeCIieHTeH, Oe31BEeTeH 10 KaeHNKaB CTEPIIICH BOACH Pa3TBOP.

Ipennarat ce aBa pa3IMyHKA BUAA OTTAKOBKH:
OnakoBka - camo (pJIakoH

OmnakoBKa, chABpIKAIa €IUH CTHKICH (UIAaKOH ¢ paHHOM3yMad ¢ XJI0poOyTHIIOBA TYMEHA 3aIlylIaiKa.
DakoHBT € caMo 3a eJHOKpaTHa ynorpeoa.

OmaxoBka (yakoH + uria ¢ GUITEp

OmakoBKa, ChIIbprKalla ¢IUH CTHKICH (IIaKOH ¢ paHNOM3yMab ¢ XJIIOpOOYTHIIOBa TyMeHa 3aITyIIaika
U enHa uria ¢ ¢puntsp ¢ Thi BpbX (18G x 1% unya, 1,2 mm x 40 mm, 5 MUKpOMeTpa) 3a U3TETTITHE Ha
ChIbPKAHUETO Ha (paKoHa. BCHYKYM KOMITOHEHTH ca caMo 3a €HOKpaTHa yrnoTpeoa.
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IpuTexkaTes HAa pa3pelIeHUETO 3a ynoTpeda
QILU PHARMA SPAIN S.L.

Paseo de la Castellana 40, planta 8

28046 Madrid

Hcnanus

IIpoussoaureJ

KYMOS, S.L.

Ronda De Can Fatjo 7 B
Parc Tecnologic Del Valles
Cerdanyola Del Valles
Barcelona

08290

Hcnanus

3a JOITBJIHUTCIIHA I/IHCI)OpMaHI/ISI OTHOCHO TOBaA JIEKApCTBO, MOJId, CBBPKETE CC C JIOKATTHUSA

Npe/ICTaBUTEN Ha MPUTEKATEIS Ha pa3pelIeHUETO 3a yoTpeoa:

Belgié/Belgique/Belgien
Qilu Pharma Spain S.L.
Tél/Tel: + 34911 841 918

bbarapus
Qilu Pharma Spain S.L.
Tem.: +34 911 841918

Ceska republika
Qilu Pharma Spain S.L.
Tel: +34 911 841 918

Danmark
Qilu Pharma Spain S.L.
TIf: +34 911 841 918

Deutschland
Orion Pharma GmbH
Tel: +49 40 899 689-0

Eesti
Qilu Pharma Spain S.L.
Tel: +34 911 841 918

EALGoa
Orion Pharma Hellas M.E.IL.E
TnA: +30 210 980 3355

Espaiia
Orion Pharma SL
Tel: +349 159 9 86 01

France
Orion Pharma
Tél: +33 (0) 1 85 18 00 00
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Lietuva
Qilu Pharma Spain S.L.
Tel: +34 911 841 918

Luxembourg/Luxemburg
Qilu Pharma Spain S.L.
Tél/Tel: + 34911 841 918

Magyarorszag
Qilu Pharma Spain S.L.
Tel: +34 911 841 918

Malta
Qilu Pharma Spain S.L.
Tel: +34 911 841 918

Nederland
Qilu Pharma Spain S.L.
Tel: +34 911 841 918

Norge
Qilu Pharma Spain S.L.
TIf: +34 911 841 918

Osterreich
Qilu Pharma Spain S.L.
Tel: +34 911 841 918

Polska
Orion Pharma Poland Sp. z 0. o.
Tel.: +48 22 833 31 77

Portugal
Qilu Pharma Spain S.L.
Tel: +34 911 841 918



Hrvatska

Qilu Pharma Spain S.L.

Tel: +34 911 841 918

Ireland
Qilu Pharma Spain S.L.
Tel: +34 911 841 918

island
Qilu Pharma Spain S.L.
Simi: +34 911 841 918

Romaénia
Qilu Pharma Spain S.L.
Tel: +34 911 841 918

Slovenija
Qilu Pharma Spain S.L.
Tel: +34 911 841 918

Slovenska republika
Qilu Pharma Spain S.L.
Tel: +34 911 841 918

Italia Suomi/Finland

Orion Pharma S.r.L. Qilu Pharma Spain S.L.

Tel: +39 02 67876111 Puh/Tel: +34 911 841 918

Kvnpog Sverige

Qilu Pharma Spain S.L. Qilu Pharma Spain S.L.

TnA: +34 911 841 918 Tel: +34 911 841 918

Latvija United Kingdom (Northern Ireland)
Qilu Pharma Spain S.L. Orion Pharma (Ireland) Limited

Tel: +34 911 841 918 Tel: +353 1 428 7777

JlaTa Ha mocjeHO MpepasrJie;KaaHe HA JTUCTOBKATA
JApyru u3rouyHuuy Ha nHGopManus

IToapo6Ha wHGOpPMAITHS 32 TOBA JIEKAPCTBO € IIpeIocTaBeHa Ha yeOcaiiTa Ha EBporneiickaTa areHnus
1o JIeKapcTBara http://www.ema.europa.eu.
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INOCOYEHATA IIO-10J1Y HTH®OPMALUA E IIPEJJTHASHAUYEHA CAMO 3A
MEJNIIUHCKHU CHEHUAJUCTU:

Mo, BuKTe cbio Taka Touka 3 “Kax ce mpunara Rimmyrah”.
@dnakoH 3a €JHOKpaTHA yIOTpeda caMo 3a MHTPABUTPEATHO IIPUII0KEHHUE

Rimmyrah Tpsi6Ba 1a ce npuiara oT KBanuQUIUpPaH 0PTaIMONOT C ONUT B HHTPABUTPEATHUTE
WHXKCKIIH.

ITpu Bnaxxna BJIM, npu XHB, npu I1/IP u npu 3purennu HapyuieHus, gbjokamu ce Ha JIME nnu Ha
MakyJieH eaeM BeaeacTsue Ha BOP, npenopbsunTennara no3a Ha Rimmyrah e 0,5 mg, npunoxxeHu
KaTo €IHOKpaTHA WHTpaBUTpeaTHa HHKeKIus. ToBa croTBeTcTBA Ha 0,05 ml 06eM 3a HHKEKTHpaHE.
WHTepBanbT MKy HHXEKTHPAHETO Ha JIBE 03U B €HO U CHIIO OKO TpsiOBa a ObJie MOHE YETHPU
CEIMUIIN.

JleueHneTo 3arouBa ¢ €1Ha MHXXEKLUS MECEYHO JI0 IOCTUTaHE Ha MAaKCHUMAJIHA 3pUTEIHA OCTPOTa
W/WJIH JI0 JIWIICA Ha MTPU3HAIM Ha aKTUBHOCT Ha 3a00JIIBaHETO, HAIIp. JIUTICA HA MIPOMSIHA B 3pUTEIIHATA
OCTpOTa ¥ B JPYTH IPHU3HALN ¥ CHMIITOMH Ha 3a00II1BaHETO B X0Ja Ha iederneTo. [Ipu manuenTure ¢
Brnaxkaa BJIM, JIME, I1JIP u BOP mppBoHagatHO MOeE J]a ca HEOOXOAMMH TPH WIIH ITOBEUE
MOCEA0BATEIHN UHKEKIUHU, TPUIOKEHHU BEIHBK MECEUHO.

Crnen ToBa JeKapAT TpsOBa /1a ONIpeIer HHTEPBATBT Ha MPOCTeNsIBaHe U Ha IIPUJIaraHe Ha JeUYeHHEeTO
BB3 OCHOBA Ha aKTMBHOCTTA Ha 3a00JIIBAHETO, OLIEHEHA Ype3 3pUTEIHATA OCTPOTA W/UITU aHATOMHYHH
MapaMeTpH.

AKo 1o MHEHHE Ha JICKaps, 3pUTCIIHUTEC 1 aHATOMUYHUTE IMapaMETpU IIOKa3BarT, 4€ MpH MalueHTa
HsIMa T10J13a OT MPOIbJDKaBaHe Ha JiedeHnero, Rimmyrah Tps6Ba na ce crpe.

[TpocnensBaHeTo 3a aKTUBHOCT Ha 3a00JIIBAaHETO MOJKE J]a BKIIIOYBA KIIMHUYCH TIPETIIe],
(YHKIMOHAIHO W3CIICABaHE MM 00pa3HU TEXHHUKH (HAIp. ONTHYHA KOXEPEHTHA TOMOTpadus Win
¢dyopecuenHoBa aHTuorpadus).

AKO TTallMeHTUTE Ce JIEKYBaT 110 cXeMa “‘JIeUeHHUe-U-TIPOAbJDKaBaHEe Ha JICUCHUETO , TIPH TOCTUTAaHEe Ha
MaKCHMAaJTHa 3pUTEITHA OCTPOTA W/WJIH JIMIICA Ha MIPU3HAIM HA aKTUBHOCT Ha 3a00JIIBAHETO,
MHTEPBAJINUTE Ha MIPUJIaraHe Ha JIEYEHUETO MOTaT MOCTENEHHO Ja C€ YBEINYAaT JO IOBTOPHA MOsIBA Ha
MIPU3HANN Ha aKTUBHOCT Ha 3a00JITBAHETO WIIA 3pUTEITHN HAPYIICHUS. TeparneBTUIHUTE HHTEPBAIHA HE
TpsiOBa Ja ce yIbJIXKABAT C TIOBEYE OT JIBE CEIMUIU HABEIHBXK Npu BiakHa BJIM u morar 1a ce
yabiKaT ¢ 10 eauH Mecel] HaBeAHBK npu JJME. IIpu [1/IP u BOP TepaneBTHYHUTE UHTEPBAIU CHIIO
MOTaT MOCTENEHHO Ja C€ YABJIKAT, BBIPEKH Y€ JIMIICBAT 1OCTAThYHO JaHHU, KOUTO J1a OTPEIEIIAT
MPOIBDKATETHOCTTA HA Te3W UHTepBaid. [Ipy moBTOpHA MOsBa HA aKTUBHOCT Ha 3a00JISIBAHETO,
TEPANEeBTUYHUTE UHTEPBAIU TPIOBA CHOTBETHO J1a CE CKbBCHT.

JledenneTo Ha 3pUTEITHN YBPEKIaHUS, ThbKamy ce Ha XHB, Tps0OBa na ce onpenens HHANBUITY AITHO
3a BCEKHM MAIMEHT Bh3 OCHOBA Ha aKTMBHOCTTA Ha 3a00siBaHeTo. HsikoM manuenTy Morar Jia ce
HYKIa4T caMo OT e€Ha MHXKEKIIUS npe3 mbpBUTe 12 Mecena; Apyru Morat Jia ce Hy>KIasT OT JIeUeHue
M0-4Y€CTO, BKIFOUUTEIIHO €XKEMECEUHO NpuiaraHe Ha unxekius. [Ipu XHB Bcnencreue Ha
natojoruuna muonus (I[IM) npu MHOTO OT MAalIMEHTHTE MOXKE JIa € HEOOX0[UMa CaMo €/IHA WJIH JIBES
WHKEKIMHU NIpe3 IbpBaTa rOJNHA.

Panubusymab u nazepna pomoxoazyrayus npu JIME u maxynen edem ecieocmeue na KBOP
Mma u3BeCTeH ONUT C MPUIIaraHeTo Ha paHUOM3yMal ChITBTCTBAIIO C JiazepHa (POTOKOAryIausl.
Korato ce npunara B chIlus JeH, paHnOu3ymMa0 TpsOBa aa ce mpuioxu noHe 30 MUHYTH clie
nazepHaTa (GOTOKOATryJIaIlis. paHHON3yMa0 MOJKe Ja ce MpuIara IIpu MaueHTH ¢ IpeaecTBaa
na3zepHa (HOTOKoaryaius.

47



Panubuzymab u pomodunamuuna mepanus ¢ eepmenopghun npu XHB ecreocmeue na IIM
HsiMa onuT ¢hC CHITBTCTBAIIIOTO MPUIIAraHe Ha paHUOU3yMal U BepTernopuH.

[Ipenu npunarane Rimmyrah TpsiOBa ga Oblie TPOBEPEH BU3yalIHO 32 BUJUMHE YaCTHIIU, IIPOMSIHA B
[[BETA WK IPYTU MPOMEHH. AKO ce HaOII01aBaT BUANMH YaCTHUIIH, IPOMSHA Ha I[BETa WK JIPYTH
NpoMeHH, (hIIaKOHBT TPsOBa Jia ce U3XBBPIU ChIIIACHO MECTHUTE Pas3opeion 3a U3XBBPIISHE.
[Ipoueaypara mo MHXEKTHUPAHETO TPSAOBA JIa CE MPOBEXK/Ia B ACCIITUYHH YCIIOBHS, KOETO BKIIIOYBA
XUPYpPruvHa Ae3uH(EKIMS Ha PBIETe, CTCPUIHU PHKABUIIU, CTCPHUIIHA IIOKPUBKA U CTEPIIICH
CIIEKYIIYM 3a KJIeTaunTe (MM EKBUBAJICHT) U BH3MOXKHOCT 3a CTCPHITHA MTaparieHTe3a (ako ¢
HeoOxouMo). [Ipenn mpoBexkIaHeTo Ha HHTpAaBUTpealiHaTa Mpoleaypa TpsiOBa BHUMATEIHO J1a ce
OLICHU aHaMHE3aTa Ha MallUCHTAa 3a pCaKIIMU Ha CBPBbXY1YBCTBUTCIHOCT. Hpeﬂl/l npujiaraHe Ha
UHKEKIUSITA TPSOBA /1a e MPUIIOKAT aIeKBATHO 00€300sIBaHE U [IIMPOKOCTIEKTHPECH JIOKAICH
AHTHUCENTHK, 32 J]a ce IE3UHPEKTUPAT KOXKaTa OKOJIO OKOTO, KJlerada ¥ MOBbPXHOCTTA Ha OKOTO, B
CHOTBETCTBHE C JIOKAIIHATA MPAKTHKA.

OmnakoBka - caMo (JIakoH

®dJ1akoHBT € caMo 3a eIHOKpaTHa yrnorpeda. Cie; MHKEKTUPAHETO HEU3IOA3BAHUAT POAYKT TPsAOBa
Jia ce u3xBbpiau. Beeku (hnakoH, moka3Balil Mpu3HAIK HA TIOBPEia WM OTBapsHe, He TPsOBa Ja ce
n3non3Ba. CTEPUIIHOCTTA HE MOJKE J1a CE TapaHTHPa, aKO He € 3ara3cHa [eJ0CTTa Ha OMTaKOBKaTa.

3a MoArOTOBKA M MHTPABUTPEATHO UHIKEKTUPAHE Ca HEOOXOIUMU CIICTHUTE METUITMHCKH U3/ICTHS 32
eIHOKpaTHa ynoTpeba:

- 5 um urna ¢ puntsp (18G % 14 wHya, 1,2 mm x 40 mm)

- 1 ml crepunua cupunioBka (¢ oznadenue 3a 0,05 ml)

- nmkeknnonHa urna (30G x Y2 uH4a).

Te3u MEIUIIMHCKHU M3/Ie/IKs He ca BKIIFOUEHHU B OnakoBkaTa Rimmyrah.

OmnaxkoBka dyiakoH + uria ¢ GuiaTep

Bcuuky KOMIIOHEHTH ca CTEPHIIHU M caMo 3a eHOKpaTHa yroTpeda. Bceku KOMIIOHEHT ¢ OIIaKOBKa,
MoKa3Ballla MpU3HaIlK Ha MOBPeia UM OTBapsHe, He TPsAOBa Ja ce u3non3pa. CTEPHITHOCTTa HE MOXKE
Jla ce rapaHTHpa, aKo HE ¢ 3ara3eHa [eI0CTTa Ha OMaKOBKaTa Ha ChOTBETHHSI KOMIOHEHT. [loBTOpHAaTa
yrotpeba MoXe Ja ToBeAe 10 HHPEKIUS WU APYTO 3a00JIIBaHe/YBpEKIaHE.

3a NOAroTOBKA U MHTPAaBUTPEATHO HHXKEKTHPAHE ca HEOOXOJUMH CIICAHUTE MEIUIIMHCKN H3ENHUs 3
eIHOKpaTHa ymoTpeda:

- 5 um urna ¢ puntep (18G x 1% unua, 1,2 mm x 40 mm, npegocraBeHa)

- 1 ml crepunna cnipunoBka ( ¢ ozHaueHue 0,05 ml)

- nmkeknnonHa urna (30G x 2 nHYa) (He ce mpeaocTaBs B onakoBkaTa Rimmyrah)

3a na noarorBute Rimmyrah 3a vHTpaBUTpeaTHO NPUIIOKEHNE IPH BB3PACTHH MAMEHTH, MOJIS,
CIa3BaiTe CIEIHUTE YKa3aHUS.

IIpocaeaumoct

3a na ce mogo0OpyU MPOCIEANMOCTTa Ha OHOJIOTUIHUTE JICKAPCTBEHHU NMPOAYKTH, UMETO U MapTUIHUAT
HOMeEp Ha MPUIIOKEHHS MMPOIYKT TPsIOBa SICHO Jja ce 3alucBar.
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0,05 ml

[penu npunoxennero Rimmyrah TpsioBa ga ce mposepu
BU3YaJlHO, 3a Ja CE YBEpUTE, Y€ HsAMa BHIUMH YaCTHIIH,
MPOMSIHA Ha [[BETA WU JIPYTU POMEHH. AKO ce
HaOIr01aBaT BUAMMH YaCTHULH, TPOMSIHA Ha [[BETA MU
JPYTH POMEHH, (IIAaKOHBT TPsiOBa Ja Ce U3XBBPIIU
CBITIACHO MECTHHUTE Pa3NopeIOn 3a H3XBBPIISHE.

[Ipenu n3TernsHe Ha pa3TBOpa BHHIHATA YacT Ha
TyMeHara 3amyInaika Ha rakoHa TpsoBa aa ce
ne3nHpeKupa (Hamp. ¢ TAMIIOH, HalloeH ¢be 75%
CIHPT).

Crnoxete 5 um urna ¢ puntep (18G x 1% nnua,

1,2 mm x 40 mm) KbM clipuHIIOBKa ¢ 0b6eM 1 ml, kato
M3I0JI3BaTe aCeNTHYHA TeXHUKa. BkapaiiTe urmnara c
GUATHP C THI BPBX B IIEHTHPA HA 3aIlylIajiKaTa Ha
(rakoHa, JIOKaTo WIilaTa JOCTHTHE JOJIHUS Kpail Ha
¢nakona.

Hzternere OJI0TO KOJTMYECTBO TCYHOCT OT q)HaKOHa,
KaTO o AbPKUTC B U3NIPABEHO I10JIOKCHUC, JICKO
HAKJIOHCH, 3a [a CC YJICCHU IIBJIHOTO U3TCIJIAHC.

VYBepere ce, 4e OyTaaoTo Ha CHPUHIIOBKATA €
JOCTAaTBhYHO MU3TETJICHO Ha3aJ1, KOraTo U3Mpa3BaTe
(bnakoHa, 3a 1a ce U3MPa3HH HAITBIHO UTJIaTa C GUITHP.

OcraBete uriara ¢ GUITHP C THII BPbX BbB (JIAKOHA H 5
oTAesnere cipuHUoBKara. Cien acnupupaHe Ha
CBABPKAHUETO Ha (IaKoHA UriaTa ¢ GUITHP TPSAOBa 1a
Obe U3XBBpIIcHA U He TpsAOBa 1a ce U3MoI3Ba 3a
WHTPaBUTPEATHO HHKEKTUPAHE.

AcCenTU4HO U 3ApaBo NPUKpPETNeTe HHKEKIIMOHHATA UTJIa
(30G % %2 nHua, 0,3 mm x 13 mm) KbM CPHUHIIOBKATA.

Baumarenno OTCTPAHCTE Kalla4y€TO Ha MHKCKIIMOHHATa
uria 6e3 Ja OTACIIATC MHXKCKIIMOHHATAa urjia oT
CIIpUHIIOBKATa.

Buumanue: XBaHeTe Kpasi Ha HH)KEKLIMOHHATA UIJIa,
KOraTo OTCTPAHSBATE KaIlayero.

Baumarenno OTCTPAHETE Bb3yXa U U3JIMIIHUA Pa3TBOP
OT CIIPUHLIOBKATa U HarJaceTe 103aTa 0 03HAYEHUETO
0,05 ml Ha cpunIoBKaTa. CIIpHHIIOBKATa € TOTOBA 3a
WHXXEKTUPAHE.

Buumanue: He n3obpcBaiite nHXkeKIIMOHHAaTa uria. He
M3TETJIITE Ha3ad OyTaoTo.

WuxeknuonHaTa urna TpsoBa na ce BpBee 3,5-4,0 mm 3a1 iuM0ba B CTHKIOBUIHOTO TSUIIO, KaTO Ce
M304TBa XOPHU30HTATHHS MEpHUIUAH M e HacOYBa KbM IICHThpA Ha oyHaTa S0bIKa. ToraBa ce mocraBs
umkeknus ¢ ooem 0,05 ml; mpu mociieqBaIy HHXKEKITUN HHXXEKITMOHHOTO MACTO Ha CKJIepara TpsoBa

Ja CC CMCH.

49



CHGZ[ HWHKCKTUPAHETO, HE MOCTaBAITEe OTHOBO KaIllaueTo Ha UrjaTa U He 5 OT,I[GJ'DII\/'ITC oT
CIIPUHIIOBKATa. I/I3XB’BpJ'ICTe H3I0JI3BaHaTa CIIPUHIIOBKA 3a€AHO C HUIJlaTa B KOHTeﬁHep 3a OCTpH
nmpeaMETH, CbIJIaCHO MECTHUTC U3UCKBAaHUA.
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