MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



vTO3I/I JIEKapPCTBEH MPOAYKT TOJUICKH Ha JOIIBIHUTEIHO HaOMoeHre. ToBa 11e mo3Boiu 0bp30To
yCTaHOBSIBaHE Ha HOBa MH(OPMAITHS OTHOCHO Oe30macHOCTTa. OT MEIUITMHCKUTE CIICITHAICTH Ce
M3KCKBa Jla ChOOIIaBaT BCsKA MOI03MPaHa HeXKEIaHa peakiius. 32 HauMHa Ha ChoOIlaBaHe Ha
HEXKEeJIaHU PEaKlMK BIKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Rimmyrah 10 mg/ml HHXEKIIMOHEH pa3TBOP

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
Enun ml ceappika 10 mg panubuzymad (ranibizumab)*. Beeku ¢uiakon cbabpxa 2,3 mg
paun6uzymab B 0,23 ml pa3tBop. 1o To3u HAUMH ce OCUTypsiBa HEOOXOIUMOTO KOJTHYECTBO,

nmocrassamio eaunangHa 103a 0,05 ml, ceappikamia 0,5 mg pannOuzymad Ha BB3PACTHU MMALMEHTH.

*PannOu3ymab e pparMeHT OT XyMaHU3UPAHO MOHOKIOHAIHO aHTUTSIIO, TIOJYYEHO B KIETKH Ha
Escherichia coli upes pexombunanTaa JJHK TexHOIOTHS.

3a IIBJIHMS CIIMCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXKXTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

MHXeK1MOHEeH pa3TBOP

bucTbp 10 Jieko onanecueHTeH, Oe31BETeH 10 KadeHHKaB CTEpUiIeH BojieH pa3teop, pH 5.2 — 5.8,
ocmomanuret 240 mo 378 mOsmol/kg.

4, KJIMHUYHU JAHHHU

4.1 TepaneBTHYHU NOKA3AHMSA

Rimmyrah e moxasan npu Be3pacTHH 3a:

o Jleuenue Ha HeoBacKyapHa (BJIakHa) Bb3PacTOBOOOYCIIOBEHA ACTEHEepaIis Ha MaKyJiaTa
(BAM)

. JleueHne Ha 3pUTEIIHU HAPYILIEHHS, ABJDKAIIY ce Ha AuadeteH mMakyieH eaeM (IAME)

. Jleuenne Ha nponudeparuBHa nuadetna perunonatus (I1J1P)

. Jleuenue Ha 3pUTETHN HApYLIEHU, AbDKAIIM C€ HAa MAKyJIEH €/1eM BCIIEICTBUE Ha BEHO3HA
oKJTy3usl Ha petuHara (kyioHoBa BOP wnu uentpanna BOP)

. JleueHre Ha 3pUTEIIHU HAPYILEHUS, IBJDKALIM C€ HAa XOpouAaiHa HeoBacKyapusauus (XHB)

4.2  Jlo3upoBKa U HAYMH HA MPUJIOKEHHE

Rimmyrah tpsi6Ba ma ce mpuara ot KBarupHUIEpaH 0()TaIMOJIOT C OIIUT B HHTPaBUTPEATHUTE
NHXXCKIINU.

ﬂO3H[20BKa

[IpenoppunTenHaTa 103a Ha paHUOU3yMad npu Bb3pacTHH € 0,5 mg, IPUIIOKEHH KaTO eTHOKpaTHa
MHTpaBHUTpeanHa nmxekuus. Toa cpoTBercTBa Ha 0,05 ml 00em 3a umkekTrpane. IHTEpBanbT
MeXy HHKeKTHPAHETO Ha JIBE JJO3U B €IHO U CHILO OKO TPsiOBa Aa Objie IOHE YETUPU CEIMHIIN.



JleueHreTo pu BB3pACTHU 3al04YBA C €/IHA HHXKEKIHS MECEYHO /10 TOCTUTaHE HA MaKCUMaJlHa
3pUTEIHA OCTPOTA W/HIIH JI0 JIUIICA Ha MPU3HAIM Ha aKTUBHOCT Ha 3a00JIIBaHETO, HATIP. JIUTICA Ha
MIPOMSTHA B 3pUTEIHATA OCTPOTA U B APYTH MPHU3HAIM U CUMIITOMH Ha 3a00JIIBAHETO B X0/1a Ha
neuyennero. [Ipu nanuentute ¢ Biaxkna BJIM, JIME, I1/IP u BOP mspBoHauamHO MOXe J1a ca
HEOOXOJUMHY TPH WJIH MTOBEYE TOCIESIOBATEIIHN HHKEKITUH, TPIIIOKEHHU BEIHBHXK MECEUHO.

Cren ToBa nexapsT Tpa6Ba Jja OIpeeN HHTEPBAIbT Ha IIPOCiIesIBaHe U Ha NIpUIaraHe Ha JICUCHUETO
Bb3 OCHOBA Ha aKTHBHOCTTA Ha 3a00JsIBAaHETO, OLICHEHA Ype3 3pUTENHATa OCTPOTA U/HIN aHATOMUYHH
napameTpH.

AXO 110 MHEHME Ha JICKaps, 3pUTCIIHUTC 1 aHATOMUYHUTC MMapaMCTPU IOKa3BaT, 4€ IIpU MalfuCHTa
HsMa MoJ3a OT NpOABJIKABAHC HA JICUCHUCTO, TOBA JICKAPCTBO Tpﬂ6Ba Ja ce CcIpe.

[pocnensBaneTo 3a aKTUBHOCT Ha 3a00JISIBAHETO MOXKE Ja BKIIIOUBA KIIMHUYEH MPETJIe],
(hyHKITMOHATHO W3CIIC[IBAaHE WM U300PA3UTEIIHU TEXHUKH (HAIP. ONTHYHA KOXEPEHTHA TOMOTpadus
nin (pIryopeciienHOBa aHTHOTpadus).

AKO MalyeHTUTe Ce JIEKYBaT M0 cXeMa “JeUeHHEe-U-TIPOIbIKABAHE HA JICUCHUETO , IPU TOCTUTAHE Ha
MaKCHMaJTHa 3pUTETTHA OCTPOTAa W/WIIM JIUIICA Ha TIPU3HAIM HA aKTUBHOCT Ha 3a00JISIBAHETO,
WHTEPBAIMTE HA TIPHJIaraHe Ha JICYCHUETO MOTAT ITOCTETICHHO Ja C€ YBEIMYAT J0 MOBTOPHA TOsBA Ha
IMpU3HallM Ha aKTUBHOCT Ha 3360JI$IB3HGTO WJIW 3pUTCIIHU HAPYIICHUA. TepaHCBTI/I‘IHI/ITC HWHTCPBAJIU HE
TpsiOBa Ja ce yIbJKABAT ¢ TIOBEYE OT JIBE CEJIMUIIM HaBeIHBK Mpu BiaxkHa BJIM u morar na ce
yabIDKaT ¢ 10 exuH Mecell HaBeaabx mpu JJME. Ipu [1/IP n BOP tepaneBTHIHUTE HHTEPBAIN CHIIO
MOraTt noCTCIICHHO Ja C€ YABJDKAT, BBIIPEKHU Y€ JIMTICBAT JOCTATHbYHO JaHHU, KOUTO Ja ONPCACIIAT
MIPOBIDKUTEIHOCTTA HA Te3U UHTepBaiu. [Ipu moBTOpHA IMOsIBa HA aKTUBHOCT Ha 3a00JISIBAHETO,
TEPaNeBTUIHNTE MHTEPBAIN TPSIOBA CHOTBETHO /1A CE€ CKBCAT.

Jleuenuero Ha 3pUTENHUTE YBPEKIaHus, Abkamu ce Ha XHB, TpsiOBa na ce onpexnens
WH/IMBH/TyaJTHO 3a BCEKU MAIMEeHT Bh3 OCHOBA HAa aKTUBHOCTTA Ha 3a00JsiBaHeTO. Hsikon maruenTn
MOTaT JIa Ce HyXKIasAT caMo OT elHa MHXKEKITHS TIpe3 IbpBHUTE 12 Mecela; Ipyrd MoraT J1a ce HyKIasT
OT IM0-Y€CTO MPOBEXKIaHE HA JICUCHHE, BKIIFOUUTEITHO €KEMECEUHO MpuIarane Ha HHkekius. [lpu
XHB Bcnencreue Ha natonorudna muomnus (IIM) mpu MHOTO OT MalIMEHTUTE MOKE J1a € Heo0XoIuMa
caMo eIIHa WM JIBE WHKEKIIMH TIpe3 IIbpBaTa roanHa (Bx. Touka 5.1).

Parnubuszymab u nazeprna pomorxoazynayus npu JIME u maxynen edem ecredcmeue na KBOP

Vma u3BecTeH ONMT C MPHIIaraHeTo Ha paHuON3yMal CHITBTCTBAIIO C JIa3epHa (POTOKOATryIaAIHs (BXK.
touka 5.1). Koraro ce npuiara B chims feH, paHuOn3ymad TpsOBa 1a ce npuiioxu none 30 MunyTH
cien na3epHara goTtokoaryianus. PaHnOn3zymad Moske Jia ce mpuiiara npH MaueHTH ¢ IpeIiecTBaa
nazepHa GoToKoaryamys.

Panubuzymab u pomodunamuuna mepanus ¢ eepmenopgpun npu XHB ecreocmeue na I[IM
Hsma ot ¢ chIIbTCTBAIIOTO MPHUIIATaHE HA PAaHUOU3yMal U BEpTEHOPQPUH.

Cneuuafmu nonyaayuu

Yeprodpobro yspescoane
Parnbnzymad He € mpoydyBaH MpH MAMEHTH ¢ YePHOAPOOHO yBpexkaane. [Ipu tasu rpyma, obade,
HSIMa JOIBIIHUTEIIHU ChOOpaKEHUSI.

bvopeuno yspescoane
He e HeoOxomuMo KOpUrHpaHe Ha J03aTa IpU MAIlMeHTH ¢ 0bOpeuHo yBpekaaHe (Bxk. Touka 5.2).

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



THeouampuuna nonynayus

bezomnacHocTTa M e(hrkacHOCTTa Ha TOBA JIEKAPCTBO TIPH JIeTa ¥ FOHOIIX Ha BB3PAaCT 1oy 18 roauan He
ca ycTaHOBeHU. HanwuHrTe JaHHY IMPH IOHOIIH HA BB3pacT oT 12 10 17 roauHu ChC 3pUTEITHA
yBpexaanus, 1pJpkanm ce Ha XHB, ca onmcanu B Touka 5.1, HO IpenopbKY 3a TO3UPOBKATa HE MOTaT
a OpJaT JageHu.

Haunnx Ha npuinoxxenue

®drakoH 3a CAHOKpAaTHa yHOTpC6a CaMoO 3a UHTPABUTPCAITHO MTPUIIOIKCHUC.

Tbi KaTo KOJIMYECTBOTO, ChABPKAIIO ce BbB (hiakoHa (0,23 ml), e mo-roisiMo OT NpenopbUYUTEIHATA
no3a (0,05 ml 3a BB3pacTHH), 9aCT OT ChIBPIKAIIOTO C€ BHB (UIaKOHA KOIUYECTBO TPSOBa 1a ce
HU3XBBPIIH MPEIH MPUIIOKEHHUE.

[Mpenn nmxextupane Rimmyrah TpsoBa na 0bae MpoBepeH BU3yaIHO 32 MBTHHHU WM IPOMSIHA B
LBETA.

[Ipoueaypara no MHXEKTHPAHETO TPSAOBA /1A CE MPOBEXK/Ia B ACCIITUYHH YCIOBHS, KOETO BKIIIOYBA
XUpyprudHa Ae3uH(eKIrs Ha phIeTe, CTEPIIHN PhKAaBHIIN, CTEPHIIIHA IIOKPUBKA U CTEPIIICH
CIEKYyJTyM 3a KilenaunTe (MM eKBHBAJICHT) M BH3MOXKHOCT 3a CTEpHIIHA TTaparieHTe3a (ako e
HeoOxoaumo). [Ipenn mpoBexkIaHeTo Ha HHTpAaBUTpeaHaTa npoleaypa TpsiOBa BHUMATEIHO J1a ce
OIICHM aHaMHe3aTa Ha MalMeHTa 332 PeaKIK Ha CBPBXYyBCTBUTEIHOCT (BXK. Touka 4.4). [Ipenn
MIPIJIATaHETO Ha MHXKEKIUATA TPSOBaA [1a ce MPUIIOKAT aJeKBaTHO 00e300JIIBaHe W ITHPOKOCIIEKThPEH
JIOKaJIeH IPOTUBOMUKPOOEH Tpernapar, 3a Ja ce Je3nH(peKTHpaT KoxkKaTa OKOJIO OKOTO, KilenaJa 1
MOBBPXHOCTTA Ha OKOTO, B ChOTBETCTBHUE C JIOKATHATA MPAKTUKA.

IIpu BB3pacTHN MHKEKITMOHHATA WTJIa TPsOBa 1a ce BuBenae 3,5-4,0 mm 3a7 1uMOa B CTHKIOBHIHOTO
TSJI0, KaTO Ce M304TBa XOPU30HTAITHUS MEPUINAH U C€ HACOYBa KbM IIEHThpa Ha OYHATa IOBJIKA.
Toraga ce mocras nwxeknus ¢ ooem 0,05 ml; mpu mocenBamy HHXEKITUH, HWHXEKIIHOHHOTO MSCTO
Ha CKJiepaTa TpsOBa Ja ce CMCHS.

3a yKa3aHusl OTHOCHO MPUTOTBSIHETO HA JIEKAPCTBEHUS MPOAYKT NMPEAU NPUIIOKEHUE, BUKTE
TOouKa 6.6.

4.3 IIporuBomoka3aHus

CBp’bX‘IyBCTBI/ITeHHOCT KBbM aKTHBHOTO BCIICCTBO MJIN KbM HIKOC OT IOMOIIHUTEC BCIIICCTBA,
n30poeHu B ToukKa 6.1.

[ManmeHTH ¢ akTUBHA WJIM TIOI03MpaHa WHQEKIHs Ha OKOTO WM MEPUOKyIapHaTa 00JIacT.
[ManmeHTH ¢ TeXKO aKTHBHO BHTPEOYHO BB3MAICHHE.

4.4  CroeuuaJHH NpeIynpeRIeHus U MPeIna3sHl MepKH NMPH ynorpeda

IIpocaenumoct

3a n1a ce mogO0pH MPOCIEAUMOCTTa HAa OMOJIOIMYHUTE JIEKAPCTBEHU MPOAYKTH, UMETO U HAPTUIHUAT
HOMEp Ha MPUIIOKEHHSI MPOIYKT TPsiOBa SICHO Jja ce 3aIuCBar.



Peaknuu, cCBbp3aHU ¢ HHTPABUTPECATHOTO IPUIIOKCHHUE

WHTpaBUTpeaTHUTEe WHXEKIIHH, BKIIOYUTETHO Te3U C paHHON3yMal, ce CBBP3BAT ¢ eHA0(PTAIMUT,
BBTPEOYHO BB3MAJICHNE, PErMaTOT€HHO OTJIENIBaHEe Ha PeTHHATa, Pa3KbCBaHE HA peTUHATa U
STPOreHHa TpaBMaTH4YHA KaTapakTa (BK. Touka 4.8). [Ipu npunoxeHnero Ha paHnOU3ymMal BUHATH
TpsiOBa Ja ce M3MOJI3Ba MTPABHITHA aCENTHYHA TEXHUKA Ha WH)KEKTHpaHe. B nombiHeHne, MalueHTnTe
TpsiOBa Ja ObAT MpOCIeAIBaHM B CEIMHUIIATA CJe]l MHKEKIHATA, KOETO OM IMTO3BOJIMIIO PAHHO JICUYEHHE,
ako HacTbiM HHQekuus. [lanuenture TpsOBa 1a ObAAT HHCTPYKTUPAHU HEe3a0aBHO J1a ChOOIaBaT
BCHYKH CHMITTOMH, HACOYBAIIY KbM €HIO(TAIMHT WIIA KbM BCSIKO OT IIOCOYSHHUTE TIO-TOpe
CHCTOSTHHSL.

IloBumraBane Ha BBTPCOYHOTO HAIATAHE

[Ipu BB3pacTHH B paMKUTE HA 60 MUHYTH OT MHXEKI[MATA HA paHUOU3yMal ¢ HaOJII0JaBaHO TIPEXOIHO
IoKa4BaHe Ha BbTpeoyHoTo HasraHe (BOH). HaGmronaBaHo e chIo Taka U TpaiftHO MOBUIIIABaHE Ha
BOH (Bx. Touka 4.8). BeTpeounoro Hansrane u nepdys3usaTa Ha 3pUTEITHAS HEPB TPsAOBa 1a ce
MIPOCIIEIBAT U JIa C€ TPETUPAT 110 TOIXOSII HAuKH.

[MaruenTure TpsiOBa na ObAAT HHGOPMHUPAHU 33 CHMIITOMHTE Ha TE3H Bh3MOXKHU HEKEIIAHH PEaAKIUH
1 1a ObJaT MHCTPYKTHUPAHU J1a CE CBBPIKAT C TEXHMS JICKYBalIl JIEKap, ako MOoJIydaT CUMITOMH KaTo
00JIKa B OKOTO WJIM TIOBHIIICH TUCKOM(OPT, MO-CUITHO 3a4CPBSIBAHE HA OKOTO, 3aMBIJIIBAHE HITU
HaMaJIsIBaHE Ha 3PEHUETO, TIOBUIIAaBaHe HA OPOS HA MBTHUHHUTE B 3pUTEITHOTO I10JIe WK TIOBHIIIEHA
YyBCTBUTETHOCT KbM CBETIMHA (BXK. TOUKa 4.8).

JIeueHue 1 Ha JIBETE 0YH

OFpaHquHHTe JaHHU OTHOCHO ITPUJIOKCHUCTO Ha paHI/I6I/I3YMa6 CIHOBPEMECHHO U Ha IBETC OUU
(BKJ'IIO‘H/ITCJ'IHO IMPUIJIOKCHUC B C/IUH U ChIIU I[eH) HC mpeamnojarat HaJIn4nue Ha MOBUIIICH PUCK OT
BB3HUKBAHC HAa CUCTCMHU HCXKCIJIAHU PCAKIUU CIIPAMO MPUITIOKCHHUETO CaMO Ha €AHOTO OKO.

HmyHoreHHocr

IIpu parnOr3ymMad uMa BB3MOXKHOCT 32 IMYHOTEHHOCT. Thii kaTo npu nanuentute ¢ JIME
ChIICCTBYBA Bb3MOXKHOCT 3a MMOBUIICHA CUCTEMHA CKCIIO3UIHA, HE MOKE a C€ U3KJIIOUU HAJIUYHUECTO
Ha TIOBHIIICH PUCK OT Pa3BUTHE Ha CBPHXUYYBCTBUTEIHOCT B Ta3W MAIIMEHTCKA MOy A,
[TarmenTure TpsOBa ChINO Taka 1a ObAAT HMHCTPYKTHPAHU J1a CHOOIABaT B CIyYaid, Y€ BETPEOIHOTO
BB3MAJICHHE CTaHE TTO-TEXKKO, KOETO MOKe Jia OhJie KIIMHWYCH OeJier, 00sSICHSBAII C€ C BBTPEOTHO
(dhopmupane Ha aHTHTENA.

CerprerBamia yrnorpeba ¢ apyru antu-VEGF (cpa0B enoreneH pacrexeH hakTop)

Pann6u3ymab He TpsiOBa aa ce mpuiiara eqHOBpeMeHHO ¢ apyru anTu-VEGF nekapcTBeHr mpoayKkTu
(cUCTeMHM WITH BETPEOYHH ).

CHI/IDaHG Ha DaHI/I6I/I3VMa6 IIpH BB3pacTHHU

IIpunoxenueTo Ha qo3aTa TpsIOBa Aa OBE MPEKPATEHO U JICUCHUETO HE TPsIOBa fa OBbJe MOTHOBSIBAHO
MO-PaHO OT CIIEIBAIIOTO MJIAHUPAaHO NPUIIOKEHHE B CITydaii Ha:

o MOHW)KaBaHe Ha Hall-moOpe-kopurupanara 3putenna octpora (BCVA) ¢ >30 Oyksu npu
MOCJIETHOTO ONpeAessIHEe Ha 3pUTEIHATa OCTPOTa;

. BBTpEOYHO Hajsirane >30 mmHg;

o HapylllaBaHe Ha [eJOCTTa Ha peTHHaTa!

o cyOpeTHHaNHA XeMOparus BKIIIOYBaIlla [IEHTbpa Ha (oBesTa WM aKo pa3Mepa Ha XeMoparusiTa
e >50% ot o0mus pa3mep Ha Je3usTa;

o W3BBPIICHA WK IUIAHUPaHa BbTPEOYHA XUPYPIUIecKa HHTEPBEHIMS [IPe3 U3MUHAINTE UK B

clieaBaImre 28 qHU.



Pa3kbcBaHE Ha IUTMEHTHHUS €UTEN HA peTUHATA

Puckosure (axropu, CBbp3aHH € IOIy4aBaHETO HA Pa3KbCBAHE HA IIMTMEHTHUS €IIUTEN Ha peTUHATa
cien npuiarane Ha aHTu-VEGF 3a neuenne na Bnaxxaa BM/] u eBeHTyanHo npu apyru GopMu Ha
XHB, BKJIIOYBAT OOIIMPHO W/WIIM BUCOKO OTJICNIBAHE HA MMTMEHTHUS €NUTeN Ha peTuHaTa. [lpu
3aIl0YBaHe Ha Tepanus ¢ paHMOM3yMad € Heo0X0ANMO MOBUIIIEHO BHUMAHUE IIPU ALUEHTH, IPH
KOHUTO CBHIIECTBYBAT PUCKOBHU (haKTOPH 32 pa3KbCBAaHE Ha MMTMEHTHUS €MHUTEN Ha PeTUHATA.

PermarorenHo otiienBaHe Ha peTUHATA WJIM MAKYJIHU IYIIKW IIPH BB3PACTHHA

Jleuenueto TpsOBa 1a ObJC MPEYCTAHOBEHO IMPU JIUIIA C PErMAaTOr€HHO OTJICIIBAHE HA PETUHATA WU
MaKyJHU OyIKH cTaguil 3 win 4.

HOHVHaIII/II/I IOpHy KOUTO UMA OI'PaHUYCHH JaHHU

CrInecTByBa OrpaHUYEH ONHUT B JiedeHneTo Ha nHauBuan ¢ JIME Bciencteue Ha nuabet tum 1.
paHuOu3yMad He € MPOyYBaH MPU MAI[MCHTH, IPU KOUTO ¢a OMJIU MPUJIaraHd HHTPABUTPCATHH
WH)XEKLUH, PU MalUeHTH ¢ aKTHBHU CHCTEMHU MH()EKIUH WX TPU MAUEHTH ChC CHITBTCTBAILO
CHCTOSIHUE HA OYMTE KAaTO OTJICTIBAaHE HA PETHHATA WIIM MaKyJIHa IynKa. FIMa orpaHHYeH OIuT B
JedeHueTo ¢ panndnzymab Ha nuaberuim ¢ HbAlc max 108 mmol/mol (12%) u numnicBa onuT npu
MAI[MEHTH C HEKOHTPOJIUpaHa XxurepTonus. Jluncara Ha nHdopMaius TpsOBa J1a ce UMa MPEIABU OT
JIeKyBaIlIys JIeKap Iy JIeYeHHE Ha TaKUBa MALMECHTH.

Vma HeoCTaTh4HO AaHHH, 3a /1a C€ HAIPaBH 3aKJII0YEHHE OTHOCHO edekTa Ha paHnOu3ymad npu
nanuenT ¢ BOP, ¢ mpusHanyu Ha HeoOpaTuMa uCXeMHUYHa 3ary0a Ha 3pUTenHaTa QyHKIHUS.

[pu nanmentute ¢ [IM nma orpaHHYeHN JaHHH 3a e)eKTa Ha paHUON3yMal NPy MAIUEHTH, IPH
KOUTO IPEJIM TOBA € MPOBECHA HeycIelHa (oToanHaMuyHa Tepamnus ¢ Beprenopdun (BO/T). Crino
Taka, Makap 4e ce HaOiroaBa TpaeH eeKT NPy HHIUBUANTE ChC CyO(OoBEaTHN 1 FOKCTaOBEaTHH
JIe3UH, UMa HEAOCTATHYHO JAHHM, 32 JIa CE HAIPaBH 3aKII0YCHUE OTHOCHO e(heKkTa Ha paHHON3yMao
npu uaauBHM ¢ [IM u ekcTpadoBeanHu ae3uu.

Cucremun epeKkTH Ciiel THTPABUTPEAIHO IPUIIOKEHNE

CroO11aBa ce 3a osiBaTa Ha CUCTEMHH HEXEJIaHU ChOUTHUS, BKIIOYUTEITHO HEOYHHU XEMOParuy U
apTepuaHi TPOMOOEMOOINYHU CHOUTHS, CIIe]] HHTPaBUTpeatHo nHxekTupane Ha VEGF
UHXUOUTOPH.

NMma orpaHnveHn JaHHU OTHOCHO 0€30macHOCTTa Ha JiedeHrneTo Ha manueHTH ¢ JIME, makynen enem
BeneacTeue Ha BOP u XHB BcnencTere Ha I1M, ¢ aHaMHe3a 3a HHCYAT WA TPAH3UTOPHU HCXCMHYHH
ataku. HeoOxouMo e MOBUIIICHO BHUMAHUE TIPY JICUCHHE HA TaKKMBa MalueHTH (BX. Touka 4.8).

45 BzaumopeiicTBHe ¢ IPYrd JeKaAPpCTBEHH MPOAYKTH U APYTru (pOpMH HA B3auMojaelicTBHE
He ca npoBexaanu oduira Il MpoyYBaHUs 3a B3aUMOJICHCTBUSITA.

3a gomrenHUTENHOTO Npritarane Ha BOT u pannOuzymad npu Biaxkaa BJAM u [IM, BmxkTe Touka 5.1.

3a ZOMBJIHMTENTHOTO IpUIIaraHe Ha JiazepHa QoTokoarynauus u pannouzymad npu JIME u KBOP,
BIKTe Toukn 4.2 u 5.1.

B knuHMYHM poy4YBaHUs 32 JIEUEHUE HA 3pUTEITHH Hapymenus Beaeactsue Ha JIME, pesynrature mo
OTHOLICHUE Ha 3pUTENIHATa OCTPOTA WM LeHTpanHaTta (oseiiHa nedenuna (L{P/]) mpu nauneHTrnTe Ha
JIeYeHHe ¢ paHMOU3yMal, He ce TIOBJIHSBAT OT ChITHTCTBAIIOTO JISYEHHE C THA3OIUINHINOHH.



4.6 @epTHanTeT, GPEMEHHOCT M KbPMEHe

Kenu ¢ ACTEPOACH HOTCHQI/IaH/KOHTQageHgI/IH 1Py JKCHU

Kennre ¢ ACTCPOACH MOTCHIHAIT TpSI6Ba Ja U3I10J13BaT e(i)eKTI/IBHa KOHTpauenmius 1mo BpeMe Ha
JCYCHUCTO.

bpemennoct

3a parnOu3ymal HsAMa KIMHUYHA JaHHU 33 €KCIO3UIHA 10 BpeMe Ha OpemeHHOCT. [IpoyuBanusTa
Y JIBJITOOMAIIATH MaKalld He MOKa3BaT MPEKU WM HENPEKH BpeaHU e(peKTH, CBbp3aHu C
OpeMEeHHOCTTa WM eMOpHOHAIHOTO/PeTanHo pa3BuTHe (BXK. Touka 5.3). CHcTeMHAaTa eKCIIO3ULUS Ha
paHnOu3yma0 cie O4HO NPUIIOKEHUE € HUCKA, HO IOPaal MeXaHU3Ma Ha AEHCTBHUE, KOWTO UMa
panuOu3yMab TpsiOBa Aa ce cYnTa 3a MOTEHIIMAIHO TepaToreHeH u eMOpuo-/deroTokcuueH. ETo 3amo,
pannbu3yMab He TpAOBa Ja ce M3IMO0JI3Ba IO BpeMe Ha OPEeMEHHOCT, OCBEH aKO O4YaKBaHaTa MoI3a
HaAXBbPJIs NOTEHLIUAIHUS PUCK 3a iofa. Ipu sxeHn, KouTo UcKat aa 3a0peMEeHEsIT U KOUTO ca OuiIH
JIEKyBaHM ¢ paHHOM3yMal, ce mpenopbuBa Ja 3YakaT IMoHe 3 Mecela clie]] MPUIaraHeTo Ha
mocjeqHaTa 103a paHnou3ymad npenu 3ad0peMeHsBaHe.

Kbpmene

BB3 ocHOBa Ha MHOTO OIpaHUYEHU JaHHU, IPH X0pa paHUOU3yMad MOXKe Ja ce eKCKpPEeTHpa B KbpMaTa
B MaJIK# KojndecTBa. EQEeKThT oT paHnOu3ymMad BbpXy KbpMEHOTO HOBOPOACHO/0e0e ¢ HEN3BECTEH.
Karo npeanasna Mspka, KbpMEHETO HE Ce MPEHOPbYBa M0 BPEeMEe Ha MPUIIOKCHUETO Ha paHUOU3yMao.

depruaurer

Jluncear JaHHU OTHOCHO BJIIMSIHUETO BHPXY (hepTriuTeTa.

4.7 EdekTn BbpXY CIOCOOHOCTTA 3a modupaHe U padoTa ¢ MAIIMHA

TepaneBTHYHATA MPOLIEAYpa MOXKE Ja TOBEJE 10 BpEMEHHH HAapYIICHHUS Ha 3PEHUETO, KOMUTO MOTaT Ja
MOBJIHSAT Ha CIIOCOOHOCTTA 3a modupaHe 1 padoTa ¢ MarmuHM (BXK. Touka 4.8). [laruedTn, KOUTO
UMaT TaKHBa CUMIITOMH, He TpsiOBa J1a modupat Uik Ja padoTAT ¢ MalllHHU, IOKATO T3 BPEMEHHH
HapYIICHUS B 3pCHUETO OTIIYMSIT.

4.8 Hexenanm JiekapcTBeHH peaKuu

O06006111eH1E Ha podia Ha OE30IIaCHOCT

[ToBeueTo cHOOILICHN HEKENIAHHU PEAKLIMH CJIe]] IpIiaraHe Ha paHnOu3ymab ca CBbp3aHH ¢
npoleypara Ha UHTPaBUTPEATHO WHKCKTUPAHE.

Haii-uecto choOIIaBaHUTE OYHH HEKEIIAHN PEAKIUK ClIe]l MH)KEKTHPaHe Ha paHuOu3ymab ca: 6osika B
OKOTO, OYHA XHUIIEPEMUs, TIOBHIIICHO BETPEOYHO HAJSITaHe, BATPECHT, OTJICIBAHE HA CTHKIOBUIHOTO
TSUT0, KPHBOM3IIMB B PETHHATA, 3PUTEITHO HAPYIIEHHE, MBTHHHHU B CTHKJIIOBHIHOTO TSLIO,
KOHIOHKTHBAJIEH KPBBOM3JIMB, ApasHEHe Ha OKOTO, YCEIaHe 3a Yy XK/I0 TAJIO B OUUTE, IIOBHUIIICHA
nakpumanus, 0jaedapur, Cyxo OKO U ChpOEK B OKOTO.

Haii-gecTo cpo0maBannuTe HEOUHN HEKENAHN PEAKIIUHU ca I1aBoOore, Ha30(papuHTUT U apTpaNTHsl.

HO—pH,I[KO C’bO6H_[aBaHI/I, HO MMO-CCPHUO3HU HCIKCIJIAHU PCAKIIUU Ca CH,I[O(i)TaJ'IMI/IT, cJeioTa, OTJICIIBaAHC
Ha pe€TrhHaTa, pa3KbCBAHC HAa PETUHATA U ATPOICHHA TPaBMaTHYHA KaTapaKTa (B)I(. TOYKa 44)

Hexenanute peakiyu, NOJyUYSHH CJIe]l pUaraHe Ha paHUOU3yMal 1o BpeMe Ha KIIMHUYHUTE
poy4YBaHus, ca 0000IIeH: B TabIuIIaTa mo-A0Iy.



CHuchbK Ha HEXKCIIAHUTE PCAKIIMH B TaOJIMYEH BI/II[#

Hesxenanute peakiiuu ca H30pOCHHU 110 CHCTEMO-OPTaHHH KIIACOBE U TI0 YECTOTA Ype3 M3IOJI3BAHETO
Ha CJIeJIHaTa KOHBEHIUs: MHOTO YecTu (>1/10), yectn (>1/100 no <1/10), neuectu (>1/1 000 o
<1/100), peaxu (=1/10 000 no <1/1 000), maoTO peaxu (<1/10 000), c Hen3BecTHA YecTOoTa (OT
HAJIMYHUTE JJAHHU HE MOXKe J1a Objie HarpaBeHa olleHKa). [Ipu Bcsiko rpynupaHe B 3aBUCHMOCT OT
YEeCcTOTaTa, HEXKEIAHUTE PEAKIIMU ca MPEICTABCHU B HU3XOIAIII PEJI IO OTHOIIICHUE HA TSIXHATA
CEpHO3HOCT.

Tabauna 1 CnuchbK HA HeXKeJAHUTE Peakiun

Nudexnun u nupecranumn

MHoro yectu Hazodapunrur

Yectu WHdexnus Ha MUKOYHHUTE MbTHIIA*
Hapymienusi Ha KpbBTa U JuM$HaATa cCUCTEMAa

Yectu | Anemus

Hapyumienusi Ha UMYHHATA cUCTeMA

Yectu | CBpBXYYBCTBUTEIHOCT
IIcuXxu4HM HAPYLICHHS

Yectu | TpeBoKHOCT
Hapymenusi Ha HepBHaTa cMCTEMa

MHoro dectu | ['maBoGosne
Hapymenus Ha ounTe

MHoro uectu Butpeur

OtnenBaHe Ha CTHKIOBUIHOTO TSIJIO
KppBouznusu B petuHaTa
3pUTENHN HapyIIEHUs

Bonka B okoTO

MBTHHHU B CTBKJIOBHIHOTO TSUIO
KoHioHkTHBajIeH KPHBOU3IINB
[pa3HeHe Ha OKOTO

VYcemane 3a 9yKJ10 TAI0 B OYUTE
IToBumeHa cirb3Ha cekpenus
Bnedapur

Cyxo oxo

O4yHa XHUIepemMus

CopOex B OKOTO

Yectn Jlerenepanys Ha peTHHATa
Hapyumienus Ha petunara

OTenBane Ha peTHHATA

Pa3kbcBane Ha peTHaTa

OTnenBaHe Ha TUTMEHTHUS €MTUTEN HA pETUHATA
PaskpcBane HAa MUTMEHTHUS EMUTEN Ha
peTuHaTa

Hamanena 3purenna octpora
KpbBOM3/IUB B CTHKIOBUIHOTO TSUIO
Boinectn Ha CTHKIOBHIHOTO TSJIO
YBeur

Uput

Hpunouuknur

Karapaxra

CyOxkancymnapHa KaTapakTa
ITombTHSABaHE Ha 3a/HaTa KarcyJa
ToukoB kepaTur

Kopneanna abpasust

CBeTJI0 IETHO B IIpeAHATa KaMepa
3aMBIIIEHO BHKIAHE




KpbBOM3IHB Ha MSICTOTO Ha HHXKEKTHpPaHE
KpbBOH31UB B 0KOTO

KoHroHKTHBHT

AnepruueH KOHIOHKTUBUT

OTxensiHe Ha CEKPET OT OKOTO, poTomncus
doTtododust

JuckomdopT B ounte

Enem Ha kinenaua

Bonka B knenaya

KoHIOHKTHBaJIHA XUIIEpEMUsL

Heuectu Cnenota

Ennodranmut

Xunonuox

Xudema

KeparonaTus

3anenBaHe Ha Uprca

Otnaranus B pOrOBHIIaTa

Enem Ha poroBunata

Kopueannu ctpun

Bonka Ha MSICTOTO Ha MH)KEKTHPaHE
Jpa3HeHe Ha MACTOTO Ha MH)KEKTHPaHe
HeoOuuaiiHo yceiane B OKOTO
JpazHene Ha Kkienaya

PecnupaTopHu, rpbAHN ¥ MeANACTHHAIHN HAPYIIEHUS

Yectn | Kanuuia

CTomMalIHO-YpeBHU HAPYIICHUSI

Yectu | lanene

Hapymiennsi Ha K0KaTa M IOJKOKHATA ThKaH

Yectn AnepruyHu peakiuu (00pHuB, ypTUKAPHS,

CBhpOeXK, EpUTEM)

Hapymemm HA MYCKYJHO-CKEJICETHATA CHCTEMA U CHhb¢AMHUTC/IHATA ThKAH

MHoro yectu | Aptpanrus
N3caensanus
MHoro uectu | [ToBuIIEHO BHTPEOYHO HAJISITAHE

#Hexenanute peakiuu ca JehHHUPAHH KaTO HeXeNnaHu choutHs (mpu noxe 0,5 mporeHTa ot
MAIUEHTHTE ), KOUTO BH3HUKBAT C IMO-BUCOKA Y€CTOTa (C IMOHE 2 MPOIICHTA) MPH MAIUSHTUTE, IPH
KOHWTO Ce MpuIara jeueHne ¢ pannonzymad 0,5 mg OTKOJIKOTO MPH TE3H, IPX KOUTO CE€ MpHIara
KOHTPOJIHOTO JieueHue (mnarebo win OJIT ¢ BeprenopduH).

* gabmogasar ce camo B nomynarusra ¢ JIME

Hexenanu peakIuu, CBbP3aHHU C JICKAPCTBCHUS KJIac

B npoyuBanusTa npu nanueHTtH ¢ Bnaxkaa BJIM ¢aza 111, obmarta yectotra Ha HEOYHUTE KPHBOU3IIUBH,
HEe)KeTIaHO CHOUTHE, TOTEHIIHATHO CBBP3aHO ChC CUCTEMHO npiiokenne Ha VEGF (cpaoB enmoTeneH
pacTexeH GpakTop) MHXUOUTOP, € ClIa00 TOBUIIICHA MTPH MAIIUCHTH JICKYBaHU ¢ paHuOu3ymad. Hiama
o0aue yCcTaHOBEHA 3aKOHOMEPHOCT IPH Pa3IUYHUTE KPbBOU3NKBU. ChIIECTBYBa TEOPETHYECH PUCK OT
apTepraIHu TPOMOOESMOOIMIHN CHONTHS, BKIIIOUATEITHO HHCYJIT U MHOKapACH HH(DAPKT, ClIeT
uHTpaBuTpeanHo npuwioxkenue Ha VEGF naxuburopu. [1o Bpeme Ha KIMHUYHUTE POYYBAHUS C
pannbu3ymMab ce HabIrOIaBa HUCKA YECTOTA Ha apTepUAIHU TPOMOOEMOOIMYHHN HHIUACHTH MIPH
nauuentu ¢ B/IM, IME, ITIP, BOP u XHB, kato HsiMa ChllleCTBEHA pa3IuKa MEKIY FPYIUTE,
JIEKyBaHU C paHUON3yMald 1 KOHTPOJIHUTE.



Cpo0111aBane Ha HOJ03UPAHH HEXKEIAHU DEAKIINT

Cro011aBaHeTo Ha TIOJO3MPAHU HEeXKEIIaH! PEeaklluy Cliel] pa3pelaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MIPOIYKT € BaKHO. ToBa IMO3BOJIABA [1a IPOABIKH HAOJIOIEHUETO Ha CHOTHOIIICHUETO TOJI3a/PHCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIIEIIUAIMCTH CE€ U3UCKBA Ja ChOOIIaBaT BCAKA
[10/I03MPaHa HeXXeJIaHa PeaKIls Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIaBaHe, TOCOYCHA B

[punoxenue V.

4.9 Ilpepo3upane

Crnyyan Ha peo3upaHe ca ChOOIIEHH NMPHU KINHUYHUTE TPOYIBAHUS MIPH MAlMEHTH ¢ BiaxkHa BJIM
Y TIPH TOCTMAPKETHHTOBY JTaHHU. HeskenaHuTe peakluuu, CBbP3BaHH C Te3H CHOOIICHH Cydau, ca
MOBHILEHO BTPEOYHO HAJSITaHE, IPEXO/IHA CIENO0Ta, HaMaJleHa 3pUTelIHa OCTPOTa, €1eM Ha
porosuiiara, KopHeanHa 6oska u 0oska B 0k0oTo. B cityuail Ha npeno3upane, BBTpEOYHOTO HaJsIraHe
TpsOBa J1a ce NpociesiBa U JIEKyBa 110 IpEeleHKa Ha JIeKyBalllus JIeKap.

5. ®APMAKOJIOTHYHU CBOMCTBA

51 ®apmakoguHAMHYHH CBOIicTBA

dapmakoTepanerTruHa rpymna: OpTaaMoIOTHYHY NpenapaTi, aHTHHEOPEBACKYIapU3HPAIIH
cpenctBa, ATC xon: SO1LAO4

Rimmyrah e 6uomorunyHo og00€eH eKapCcTBeH MpoayKT. IToapo6Ha nHGOpMAITHs € TIpeIoCTaBeHa Ha
yebcaiita Ha EBporeiickara arenius mo Jekapcrsara http://www.ema.europa.eu.

MexaHu3bM Ha IEUCTBUE

ParnOu3ymab e pparMeHT OT XyMaHU3UPaHO MOHOKJIOHATHO aHTUTSIIO, HACOUEH CPEIY YOBEIIKHS
cpa0B eHmoTteneH pactexkeH dhaktop A (VEGF-A). Toii ce cBbp3Ba ¢ Bucok adhuauteT kbM VEGF-A
uzopopmute (Hanp. VEGF 19, VEGF5; 1 VEGF1¢5) 1 10 TO3U HauuH npejna3pa CBbP3BaHETO Ha
VEGF-A xbM Herosute perientopu VEGFR-1 u VEGFR-2. Csp3sanero Ha VEGF-A ¢ Herosure
PENenTopy BOJIH 10 €HAOTEIHA KIeThYHa MPOoIuQepaIus i HeOBaCKyIapr3anus, ChII0 U 10 ChI0BO
W3THYaHEe, BCSIKO OT KOUTO CE CUMTA, Ye JOTPUHACS 3a MPOTrpecHsTa Ha HeoBacKynapHaTa Gopma Ha
BB3pacTOBO-00yCIOBEHa MaKyJIHa AeTeHepalus, narouoruunara Mmuonus 1 XHB win Ha 3putennu
HapyIICHUs, PEAU3BUKAHN OT TUA0ETHUS MaKyJIeH e/IeM FITU MaKyJIHUs efieM BclieacTere Ha BOP
NpY BB3PACTHHU.

Knnangna GQQI/IKaCHOCT 1 0€30MMacHOCT

Jleuenue na enasrcna BJAM

[Ipu Bnaxxaa B/IM xnmHn4HaTa 6€30MacHOCT U e(hUKacCHOCT Ha paHHOM3yMal e olleHeHa B TPpH
paHIOMU3UPaHU, TBONHOCIEIH, TUTAIe00 - WIIM KOHTPOJIMPAHHU C aKTUBHO BEIIECTBO MIPOYIBAHUS, C
MIPOJIBIDKUTEIHOCT 24 Mecella Py MalueHTu ¢ HeoBackynapua B/IM. B te3u npoyuBanus ca
BKItoueHn 00110 1 323 manuenTn (879 akTuBHO NeKyBaHu U 444 KOHTPOIN).

B npoyusanero FVF2598g (MARINA), 716 naniueHTH ¢ MUHMMAJIHU KJIACUYECKH WIIM OKYJITHH He-
KJIACHYECKH JIE3UH ca PaHAOMHM3HMpaHU B choTHOLIeHue 1:1:1 1a moiaydaBaT exxeMecedHO HHKEKIIUH
parnou3ymab 0,3 mg, paandbusymad 0,5 mg wim miare6o.

B npoyusaneto FVF2587g (ANCHOR), 423 nanuenTu ¢ npeobnanaBaiy kiacuueckun XHB ne3un ca
paHmoMu3upaHu B choTHOIIEeHUE 1:1:1 ga momyuaBaTt panndmnzymab 0,3 mg exxemecedHo,
panubuszymad 0,5 mg exxemeceuno win ®JIT ¢ BeprenopduH (B Ha4aI0TO U HA BCEKH 3 Mecelia e/
TOBa, aKo (IyopeclenHoBaTa aHTHOrpadus MOKaKe MePCUCTHPAHE UK PELUINB 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/

OCHOBHHUTE U3MEPUTENIN Ha pe3ysiTaTuTe ca 00001enu B Taduna 2 u Gurypa 1.

Tabauua 2 Pe3yaratu Ha 12™ u 24™ mecen B npoyuBane FVF2598g (MARINA) u FVF2587¢g
(ANCHOR)

FVF2598g (MARINA) FVF2587g (ANCHOR)
N3mepuren Ha Mecen ITmame60o Pannbuzym | Beprenopdun | Pannbuzymad
pesyirata (n=238) a0 0,5mg | ®IT (n=143) 0,5 mg

(n=240) (n=140)

3ary0a Ha <15 OyxBU Mecery 12™ 62% 95% 64% 96%
OT 3pUTeNIHaTa OcTpoTa | Mecer 24™ 53% 90% 66% 90%
(%)
(3ama3BaHe Ha
3pEHHETO, TbPBUYHA
KpaiiHa TOuKa)
[Monobpenue ¢ Mecery 12™ 5% 34% 6% 40%
>15 OyxBU Ha Mecer 24™ 4% 33% 6% 41%
3pHUTEIHATA OCTPOTA
(%)
CpenHa npoMsiHa B Mecen 12™ | -10,5 (16,6) | +7,2(14,4) -9,5 (16,4) +11,3 (14,6)
3pHUTEIHATA OCTPOTA Mecer; 24™ | -14,9 (18,7) | +6,6 (16,5) -9,8 (17,6) +10,7 (16,5)
(6ykswu) (SD)?
4p<0,01

®urypal CpeaHa npoMsiHa Ha 3pUTETHATA OCTPOTA CIIPSIMO M3XO0AHATA 10 24™ Mecell B
npoyusaneto FVF2598g (MARINA) u B npoyuBanero FVF2587g (ANCHOR)

MpoyueaHe FVF2598g (MARINA)

g
ol _—
58
) -
o 5 +6,6 )

W
g +H
x © 0 B
s o B
§ § -5 b'bp - = +215
g -10 a 'b-b-b-‘pp.pb _ ‘
g s PPebpppb 149

0 2 4 6 8 10 12 14 16 18 20 22 24
Mecel]

© Mpoy4eane FVF2587g (ANCHOR)
2 _
E = g t107
£ &g )
g3 [
@ 0 ;\
29 7~ 4205
s 8 ARR ST _ »
g g -0 R e S R AR ST
5y
[=%
Q

0 2 4 6 8 10 12 14 16 18 20 22 24

mecey

MARINA
—®- Ranibizumab 0,5 mg (n=240)
~0- [nauebo (n=238)

ANCHOR
& Ranibizumab 0,5 mg (n=140)
~# Beprtenopdwd AT (n=143)

Pesynrarute oT ABeTE M3NMUTBAHMS MIOKA3BAT, Ye MPOABIDKUTEIHOTO JICUeHHE C paHNOU3yMab Moxke 1a
ObJe OT 1032 U NPH MALUEHTHTE, KOUTO ca 3aryounu >15 OykBu oT Hali-100pe KopurupaHara
3putenHa octpota (BCVA) npe3 mppBara rogrHa OT JI€YEHUETO.
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Kakto B MARINA, Taka u B ANCHOR nipu nedenue ¢ panuOuzymal ce HaOJIto1aBaT ce
CTATUCTUYCCKU 3HAYUMH TOJI3H MO0 OTHOIICHUE HA 3pUTENTHATA (QYHKIIUS, ChOOIICHU OT MAIUCHTH, B
CpaBHEHHE C KOHTPOJIHATA IPYIia, KOETO € OIIEHEHO upe3 BhrpocHuka 3a 3purenHaTa GyHKIUs Ha
Hanmonanuust opranmmosnoruuer uactutyt (NEI VFQ-25).

B mpoyuBane FVF3192g (PIER) 184 manmenTu ¢ Bcuuku Gpopmu Ha HeoBackymapaa B/IM ca
paHaOMH3UpaHu B choTHOMIEHKE 1:1:1 1a momydaT Tpu mociea0BaTeTHd WHKCKITUN
parn6usyma6 0,3 mg, pannouzymad 0,5 mg nim wiane0o BeAHBK MECEUHO, OCIEBAHO OT
MIPUJIOKEHHUE Ha eJHa 1032 Ha BcekH 3 Mecena. Ot 14™ mecell Ha IPOYYBAHETO € AOIYCKaHO
MAIMEeHTH, JIEKYBaHH ¢ IUIane0o0 JAa MPeMUHAT Ha JIeUeHHE ¢ paHnOu3ymao, a ot 19™ mecerr ca
BB3MOXHH TI0-4ECTH TPUIIOKEHHS Ha TepanusTa. [lanuenTure, 1eKyBaHu ¢ paHHOM3yMal B
npoyuBaHeTo PIER, ca momyunnu cpenno 10 npusoxeHus Ha TepanusTa.

Crnen mbpBOHAYAITHO TIOBUINIABAHE HA 3pUTEIHATA OCTPOTA (CIIe]] eXKeMECEUHO MPUIIOKEHHUE),
CpeAHaTa 3pUTEeIHa OCTPOTa Ha NalMEHTHUTE HaMallsiBa IIPH NpUilaraHe Ha TPU Mecela U ce
BB3CTAHOBSIBA JI0 U3XOIHOTO HUBO Ha 12™ Mecer i To3u e(eKT ce 3ama3Ba 10 24™ Mecelr mpu
MOBEYETO MAIMEeHTH Ha JeueHue ¢ pannouzymao (82%). OrpannyueHnTe JaHHU OT MAI[MEHTHUTE Ha
iane6o, MpeMUHAIN O-KbCHO Ha JIeueHHe ¢ paHnOu3yMa0, mpennosiarar, 4e paHHOTO 3alouBaHe Ha
JIeYeHUE MOXKE 12 IOBEJIE I0 ChXpaHsABaHe Ha 3pUTelTHaTa OCTPOTAa B TO-TOJISIMA CTETIEH.

Hannure ot ase npoyuBanus (MONT BLANC, BPD952A2308 u DENALI, BPD952A2309),
MIPOBEICHH CIIE]] pa3peliaBaHe 3a yrnorpeda, HOTBbpKIaBaT ePUKACHOCTTa Ha paHHON3yMal, HO He
MTOKa3BaT JAOIIBIHUTENEH €eKT OT CIHOBPEMEHHOTO pmiarade Ha Beprenopdur (Visudyne @JIT) u
paHuOH3yMab CpsMO IPUIIOKEHUETO Ha PaHUOM3yMal KaTo MOHOTEpAITusl.

Jlevenue na spumenuu Hapyuienus, ovcawu ce na XHB ecneocmeue na IIM

Knnandnata 6e30nacHOCT U e()UKACHOCT Ha paHHON3yMal MpH MAIUSHTH ChC 3PUTEITHU YBPEKIaHHSI
Bceneactsue Ha XHB u I[IM ca onieHeHn Ha 0a3aTa Ha JaHHUTE OT 12-MeceyHo, ABOMHOCIIAIIO,
KoHTposmpano ocHoBHO npoyuBane F2301 (RADIANCE). B toBa nmpoyuBane 277 HMallieHTH ca
PaHAOMHU3UPAHU B ChOTHOIIEHHE 2:2:1 B ClIETHUTE paMeHa:

. I'pyna I (paunbusymad 0,5 mg, cxemaTa Ha MpuUjlaraHe ce onpeesis 0 KpUTEpUHUTE 3a
“crabmrHOCT”, MehMHUpaHa KaTo Juica Ha mpomsiHa B BCV A cripsmo u3ciieIBaHuATa OT
MIPEIXOTHUTE JIBA MECEIa).

. I'pyna II (panubuzymab 0,5 mg, cxemara Ha IpUJIaraHe ce OnpeAesst o KPUTEPUUTE 3a
“aKTMBHOCT Ha 3a00yABaHeTO”, AehUHIpaHa KaTO YBPEKAaHe HA 3PEHUETO, KOETO €€ IBJDKU Ha
HaIA4He Ha MHTPa-UIN CyOpEeTHHATHA TEYHOCT WV HAJIMYUe Ha aKTUBHO M3THYAaHE BCIIEICTBUE
Ha XHB ne3uu, olieHeHH Ype3 ONTUYHA KOXEPEHTHA ToMOTpadus u/uiau GIyopecieHTHa
aHruorpadus).

. I'pyna III (B®AT — nauneHTH, NpH KOUTO € TIO3BOJICHO J1a ce Ipuiiara paHuOn3ymab ot
3-us Mecern).

B I'pyna II, Ha xosiTO ce mpuiara mpenopbUrTENHATa T03UPOBKa (BXK. Touka 4.2), ipu 50,9% ot
MarueHTuTe ca Heooxoaumu 1 w2 urkeknuu, npu 34,5% ca HeoOXoauMu 3 10 5 HHKEKIIUU U IIPH
14,7% ca HeoOxonuMmu 6 10 12 HHXKEKIIMU B paMKuTe Ha 12-MeceuHus mepro Ha npoyuBaHeTo. [Ipu
62,9% ot marmenture B ['pyna Il He e Ouo He06X0AMMO NMpUIIATaHETO Ha MHXKEKIIUU TPe3 BTOPUTE
6 Mecela OT MPOYYBAHETO.

Ocuosnure pezynratu o RADIANCE ca 0606menu B Tabmuna 3 u @urypa 2.
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Tabauua 3 Pesyaratu Ha 3-us u 12-us mecen (RADIANCE)

I'pynal I'pyna I1 I'pyna III
Panu6usymab Panuduzymad B®/IT
0,5 mg 0,5 mg
“cTaOMJIHOCT HA “aKTHBHOCT Ha
3peHneTo” 3a00J19BaHeTO”

(n=105) (n=116) (n=55)
3-TH Mecen
Cpenna npomsina B BCVA ot 1-us 1o +10,5 +10,6 +2,2
3-usg Mecell CIIPSIMO U3XOJHOTO HUBO?
(OyxBwu)
[IporeHT manueHTn, KOUTO ca MOCTUTHAIIH:
>15 OykBH WX ca TOCTUTHAIH >84 OYKBU B 38,1% 43,1% 14,5%
BCVA
12-; Mmecenn
Bpoit Ha mrxekmuuTe 10 12-ms1 Mecer:
Cpemna 4,6 3,5 N/A
Menauana 4,0 2,5 N/A
Cpenna npomstna 8 BCVA ot 1-us 1o +12,8 +12,5 N/A
12-us Mecer] CupsMo U3XOTHOTO HUBO
(OyxBwm)
[IponeHT manueHTH, KOUTO ca MOCTUTHAIIH:
>15 OykBH WK ca TOCTUTHAIH >84 OYKBH B 53,3% 51,7% N/A
BCVA

2 p<0,00001 npu cpasHenue ¢ BO/T koHTponaTa

6 CpaBauTenHa KOHTpoa 10 3-us Mecell. Ilanuentu, pangomusupany Ha BOJT, mpu KOUTO €
MIO3BOJIEHO Jla ce TpuJIara JiedeHre ¢ pannOnuzymab ot 3-us mecen (B I'pyma Il npu 38 manmentu ce
nmpuiara pannouzymad ot 3-us Mecen)

®@urypa 2 Cpeana npomsina cnpsiMo u3xoano HuBo B BCVA BbB BpemeTto 10 12-us Mecen
(RADIANCE)

8
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Cpenna npoMaza B BCVA cnipaMo I3XoIHo HiBo+ - SE (GyKe)
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Mecen
PannGmaymab 0.5 mg I'pyna | — Pannbmaymab 0,5 mg I'pyna II

npit , crabivmsipane” (n=105) Mpil . AKTHEHOCT Ha 3abonABaHeTo™

L

PannbGirzymab 0,5 mg/Beprenopdmm GIT

# a2 Beprenopdim ©IT Tpyna I (n=55) ddk
T'pyna III ot 3-ms Mecen HaTaThE (0=55)
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[Nomo6pennero Ha 3peHUETO € CHIPOBOACHO OT HaAMaNsBaHE Ha IeHTpanHaTa ¢oBeliHa nebennHa.

Cp001aBanuTe OT MAMCHTHTE TT0JI3U, HAOII0JaBaH! B TEPATICBTUIHHUTE paMeHa ¢ paHHON3yMao
cupsimo BO/T (p-croitHoct <0,05) ca cBbp3aHu ¢ TOAOOpPEHNE B CHCTaBHUS CKOP M HAKOIIKO
7 ¢

cyOckanu (“IsUIOCTHO 3peHue”, “ONM3KU NeHHOCTH, “NCUXUYHO 37paBe” U “3aBucuMocT”’) Ha NEI
VFQ-25.

Jleuenue na spumennu Hapywenus, ovicawu ce na XHB (koamo ne e scneocmeue na IIM u énaxcna

BIM)

Knuanynata 6e30macHoOCT U e(pUKacHOCT Ha paHHOM3yMal MpH MAMEeHTH ChC 3PUTEITHU YBPEKAaHHsI
BcneacTeue Ha XHB ca onenenn Ha 6azaTa Ha JaHHMATE OT 12 Mecela OT ABOMHOCIAINO, mIanedo-
KoHTponpaHo ocHoBHO mpoyuBaHe G2301 (MINERVA). B ToBa npoyusane 178 Bb3pacTHH
MAIMEeHTH ca paHIOMHU3UPaHU B ChOTHOIIEHKE 2:1 /1a modydvar:

. panubuzymab 0,5 mg Ha U3X0JHO HUBO, MIOCJICIBAHO OT MHIMBHUIyaJIHA CXEMa Ha MPUIaraHe B
3aBUCHMOCT OT aKTHBHOCTTA Ha 3a00JIIBaHETO, ONpe/ielicHa Bb3 OCHOBA Ha 3pUTEIIHATA OCTPOTA
W/WIA aHATOMUYHY NTapaMeTpu (Harp. Biuomasade Ha 30, HHTpa/cyOpeTHHaIHA TEYHOCT,
XeMOoparus Ui U3THUaHE);

. WHKEKIIMSI ¢ TUIale00 Ha U3XOIHO HUBO, MTOCIEABAHO OT MHINBUyaHA TEPAllEeBTUYHA CXeMa B
3aBUCHMOCT OT aKTHBHOCTTA Ha 3a00JIIBaHETO.

Ha 2- s mMecen BCHYKH NMAIMEHTH IPEMUHABAT KbM OTKPUTO JIEUEHUE C PAaHHOU3yMal criopen

HYKIHTE.

OcnoBuaute u3mepurenu Ha pesynrarure oT MINERVA ca 0606menn B Tabnuua 4 u @urypa 3.
Hab6mronaBa ce momoOpenue Ha 3peHUETO, CHIIPOBOICHO OT HaMaJIsIBaHEe Ha IIeHTpaTHaTa GoBeitHa
nebenrHa B paMKUTe Ha 12-MeceyHus IEPHOI.

CpemausaTt Opoil HHKEKITHH, PHUIIOKEHH B IPOABIDKeHNE Ha 12-Te Mecena, € 5,8 B paMoTo Ha
paHnOu3yMad crpsiMo 5,4 pu Te3u NalMEeHTH B IUIaned0 paMoTo, MOAXOISIIN Aa MOJydaBaT
panubu3ymab cien 2-us mecell. B mane6o pamoto npu 7 ot 59 manueHTH He € MPUIaraHo JICYCHHUE ¢
parOu3ymMad B IpOYyYBAHOTO OKO IO BpeMe Ha 12-MeceuHus mepuo.

Tabauua 4 Pe3syaratu Ha 2-ust Meceny (MINERVA)

Panubusymad Ilnanedo (n=59)
0,5 mg (n=119)
Cpenna npomsina B BCVA Ha 2-us mecen cupsimMo 9,5 OykBH -0,4 6yxBu
W3XOAHOTO HUBO?
[IpornenT manueHTH, KOUTO ca mocTuraanu >15 6yksu | 31,4% 12,3%
Mo J00peHue CIpsiMO U3XOTHOTO HUBO HIIH Ca
nmocTUrHaiu 84 OyKBU MOA00peHUE Ha 2-Usl Mecell
[IponeHT manueHTH, KOUTO HE ca 3aryomnu >15 Oyksu | 99,2% 94,7%
CIIPSIMO M3XOAHOTO HUBO Ha 2-Hsl Mecell
Hamanssane na I{®/I° cipssMo U3XOJHOTO HUBO Ha 77 pm -9,8 um
2-ug Mecer?

@ EngaoctpanHo p<0,001 mpu cpaBHEHHE C rm1ane0o KOHTpoJiaTa
6 II®]T — rienTpanHa ¢oBeitHa nebennHa
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®urypa3  Cpeana npoMsiHa cnpsiMo u3xoaHo HUBO B BCVA BBB BpemeTo 10 12-usi Mecen
(MINERVA)

104

Cpenna npomasa B BOVA +/- 95% CI

3 =
"
-
e
) [BOAHOCTAND OTeopemo,
PEHACMUIMDAHD., ParnGuiymal & paspeiseH u B 18eTe
_ Panubnaymal cnpaso namesa
» anaueto
T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12
Mecen
Jleuenne: —e— Panmomaymat 0,5 mg (N=119) --@-. [lianedo (N=59)

* Habmogasanata cpena nposana 8 BCVA smose 2a ce pavmaasa of cpexnara BCVA onpejenena no mMeToda Ha
Hali-MATKHTE KBATPATH (IPHIOKHMO CAMO HA 2—HA Mecel)

[Ipu cpaBHeHne Ha paHMOU3yMad crpsmMo ianedo Ha 2-us Mecell, ce HabJoAaBa KakTo 001l TpaeH
TepaneBTUYEH €(EKT, Taka U TPACH TEePANIeBTUYCH €(EeKT B €THOJIOTUUHUTE IIOATPYIIH Ha U3XOAHO
HUBO:

Tadnuua S TepaneBTu4eH eekT - 001 M B €THOJOTHYHHUTE MOATPYIIM HA U3X0AHO HUBO

OO01I ¥ B €eTHOJIOTMYHHUTE MOATPYIH HA TepaneBTHYeH eQeKT Bpoii nanuenTu [n]
H3XO0HO HUBO cnpsiMo 11anedo [0ykBu] | (Jiedenue +mianedo)
0061 9,9 178

AHIMOUIHN UBUAIA 14,6 27
[Moctuadnamaropua perunoxopougonarus | 6,5 28

LleHnTpanaa cepo3Ha XOpUOPETHHOMATHS 5,0 23

WpromaTiHyHa XOPHOPETHHOIATHS 11,4 63

Hpyra etnonorus? 10,6 37

@ o0xBalla Pa3IMYHHU IPUYMHYU C HUCKA YeCTOTa HA Bb3HUKBAHE, KOMTO HE Ca BKIIOUEHH B OCTAHAINTE
MOATPYIH

B ocnosnoto npoyuBane G2301 (MINERVA) net ronommm Ha Bb3pact oT 12 10 17 rogunu cbe
3pUTETTHU YBPEXKIaHM, IhDKany ce Ha XHB momydaBar oTkpuTo jedenue ¢ paandn3ymad 0,5 mg Ha
M3XO0JTHO HUBO, TIOCTIEIBAHO OT MHIUBUAyaJIHA TepaleBTHYHA cXeMa, KakTo Ipu Be3pacTHuTe. BCVA
ce mo100psIBa CIPsIMO U3XOJHOTO HUBO Ha 12-us Mecell pHU BCUYKUTE NeT NalMeHTH B HHTEpBaia OT
5 no 38 6yksu (cpexno 16,6 Oyksu). [lomodpeHneTo Ha 3pEHUETO € CHIIPOBOJEHO OT CTAOMITH3UpaHe
WM HaMaJIsIBaHe Ha IeHTpaHata ¢oBeiiHa JebenuHa B paMkuTe Ha 12-meceunus nepuoia. CpeHusT
Opoii MHKEeKIMK paHMON3yMal, IPUIIOKEHH B IPOYYBaHOTO OKO Tpe3 12-Te Mecena e 3 (MHTEpBai OT
2 o 5). Karo msno, iedernero ¢ paHnOu3yMad e MoHeceHo Jo0pe.

Jleuenue na spumennuu Hapyuwernus, ovixcawu ce na JIME

EduracHoctTa 1 6€30macHOCTTA Ha paHNON3yMad ca OICHEHHU B TPH PaHIOMU3HPAHN, KOHTPOIMPAHU
NPOYYBaHUS C POIBIDKUTENHOCT 1oHe 12 Mecena. O6mo 868 nanuentn (708 Ha aKTUBHO JICYCHUE H
160 KOHTpOJIN) ca BKJIIOUEHH B TE€3U IPOYUYBAHUS.
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B npoyusaneto D2201 (RESOLVE) ¢aza II 151 manmentu ca nekyBanu ¢ panuouzymad (6 mg/ml,
n=51, 10 mg/ml, n=51) wnu mnamebo (n=49) upe3 exxeMeCeUHH HHTPABUTPEATHH UHKESKIIUH.
Cpemnara npomsiaa B BCVA ot 1-us 1o 12-us Mecer] crpsMo U3X0IHOTO HUBO € +7,8 (£7,72) OykBu B
rpymnaTa Ha MaueHTUTe Ha JedeHue ¢ panubuzymad (n=102) cnpsimo -0,1 (£9,77) Oykeu npu
MaIMeHTHTE ToTyYaBaly mamnedo, a cpeqHara npomsiHa B BCVA Ha 12-us Mmecel cipssMo HU3XOIHOTO
HUBO ¢ O6una cpoTBeTHO 10,3 (£9,1) OykBH cripsimo -1,4 (£14,2) 6ykBu (p<0,0001 3a TepameBTHIHA
pasnuka).

B mpoyusanero D2301 (RESTORE) ¢asza 111, 345 manuenTn ca pangoMu3upanu B chotHomeHue 1:1:1
Jla UM ObJie Ipuiiarad panuou3ymat 0,5 mg kaTo MOHOTEpaIus U Iianedo jazepHa (OTOKOAryIaIlus,
koMOuHanus paun6ousymad 0,5 mg u nazepHa (poToKoarynays WK HHXEKIHS Ha 1uianebo u 1azepHa
¢dorokoarynanus. 240 maueHTH, NPUKIIOYWIN y4acTHEeTO cu B 12-meceunoro npoyusane RESTORE,
ca BKJIFOYEHHU B OTBOPEHO, MHOTOLIEHTPOBO 24-MECEYHO IIPOABIKECHUE Ha OCHOBHOTO IIPOYYBAaHE
(mponbmxenue Ha ocHoBHOTO npoyuBaHe RESTORE). [Tauuenture ca iekyBanu ¢ paHuouzymad

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

OcHoBHHTE H3MepHUTENN Ha pesynratute ca 0000menn B Tadbnuma 6 (RESTORE u npoabmkeHne Ha
ocHOBHOTO npoyuBane) u @urypa 4 (RESTORE).

®urypa4 Cpeana npoMsiHa B 3pUTeJIHATA OCTPOTA CHPSIMO M3X0THOTO HUBO B TeYeHHE HA
BpemeTo B nnpoyuBaHe D2301 (RESTORE)

= 2
m
=
5
~ 10|
—
@)
¥ 8
g
8 +6.8/+6.4 ]
g 6
>
g
o
g 4 — +6.2/+5.4*
o
=]
(9]
o 2
o™
@ +0.9 _
g o
s
Q
5
S 2
=
&
8 -4 T T T T T T T T T T T T T
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Mecey,
TepaneBTMYHa rpyna 50— PaHnMbusymab 0.5 mg (N = 115)
Py PaHnbusymab 0.5 mg + nasep (N =118)
= Naszep (N =110)

N3=u3xonHo HuBo; CI'=cTanmapTHa rpeika Ha CpeHaTa CTOHHOCT
* Pasnuka B cpeiHUTE CTOMHOCTH Ha Hali-mankuTe kBajapatu, p<0,0001/0,0004 B3 ocHOBa Ha
nByctpaHeH crpatuunupan Cochran-Mantel-Haenszel tect

EdexrnT Ha 12-1s1 Mecell € €IH U ChII| B IOBEYETO MOATPYIH. BBIIpeku TOBa, MHIUBUIN C U3XOIHO

HuBo Ha BVCA >73 OykBU U MaKyJIeH eJieM ¢ ieHTpaiHa (GoseiiHa nedennna <300 um He u3riexaa
Jla IMaT T0J13a OT JICYCHUETO ¢ PAaHMON3yMal CpaBHEHO C Jia3epHaTa ()OTOKOAryJaIus.
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Ta6anna 6 Pesyaratn Ha 12-ust Meceny B npoyuBane D2301 (RESTORE) u na 36-us mecen B
npoyusane D2301-E1 (mpoabiskenne Ha ocHOBHOTO npoyuBaHe RESTORE)

W3mepuTenu Ha pe3ynTaTuTe Ha Pannbuzymab Pannbuzymab Jlazep
12-us Mecer cupsMO U3XOAHOTO HUBO 0,5mg 0,5 mg + Jlazep

B mpoyuBane D2301 (RESTORE) n=115 n=118 n=110
Cpemna npomstna 8 BCVA ot 1-us 1o 6,1 (6,4)? 5,9 (7,9)2 0,8 (8,6)
12-us mecer? (£SD)

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

[MomoOpenue ¢ >15 Oyksu miu BCVA 22,6 22,9 8,2

>84 O0ykeu Ha 12-us mecerr (%)

CpeneH Opoii Ha MHKEKITUUTE 7,0 6,8 7,3 (mnae6o)
(0-11 mecern)

W3mepurenu Ha pe3yaTaTUTE Ha IIpenmectBamo | IlpemmectBamo | IlpenmecrBario
36-ust Mecel] CripsSIMO U3XOJHOTO HUBO JIeUeHHe C JIeUeHHeE C JIeUCHHE C Ja3ep
Ha npoyyBane D2301 (RESTORE) B pannbu3ymad pannbu3ymad

npoyuBane D2301-E1 (mpoxbmxenue 0,5mg 0,5 mg + nmaszep n=74

Ha ocHoBHOTO npoyuBaHe RESTORE) n=83 n=83

Cpenna mpomsina B BCVA nHa

24113 mecer (SD) 7,9 (9,0) 6,7 (7,9) 5,4 (9,0)
Cpenna npomsina B BCVA nHa

36-us mecen (SD) 8,0 (10,1) 6,7 (9,6) 6,0 (9,4)
IMono6penue ¢ >15 6yxeu uiu BCVA

>84 6ykBu Ha 36-us mecerr (%) 20,7 30,1 21,6
Cpenen Opoii Ha HHKEKITUUTE

(12-35 mecem)™ 6.8 6,0 6,5

3p<0,0001 3a cpaBHEHHE Ha paMeHaTa Ha JeUeHHe C PaHNON3yMal CIIpsSIMO PaMOTO Ha JISYSHHE C

nasep.

n B D2301-E1 (mpoabsmkenne Ha ocHoBHOTO mpoyuBane RESTORE) e OposT Ha manuenTure c
HaJIM4YHe Ha BU3UTA KakTo Ha m3xoaHo HuBo D2301 (RESTORE) (Mecen 0) Taka 1 Ha 36-us Mecell.
*[IpoeHTHT Ha MAIUEHTHTE, TPH KOUTO HE Ce Hajara Jie4eHrne ¢ paHnOn3ymMad B IpOABIKEHUETO Ha
npoyuBaHeTo € 19%, 25% u 20% ChOTBETHO B IPyIUTE Ha MPEAIISCTRAIIO JICUCHUE C paHHONU3ymao,
MPE/IIECTBAIIO JICUCHHE ¢ peHUOM3yMab + Jla3ep U MPEIIIeCTBAIIO JICYSHHUE C JIa3ep.

HabiroaBaT ce CTaTUCTUYECKH 3HAYMMH IT0JI3H 33 MTOBEUETO 3PUTEIHU (PYHKINHU, ChOOIICHU OT
narentute, orieHeHn upe3 NEI VFQ-25 npu nedenue ¢ parnOuzymad (cbe wim 6e3 ma3ep) CupsMo
KoHTposHaTa rpyna. [Ipu octananute cyOckamy OT TO3W BBIIPOCHUK HE Ca YCTAHOBEHH Pa3JIHKH,

CBBpP3aHU C JICHCHUCTO.

JbarocpodHusT mpodui Ha 6€30MacHOCT Ha paHHUOU3yMal, HaOII0JaBaH MO BpeMe Ha 24-MECEYHOTO
MPOIBIDKCHHUE HA MTPOYIBAHETO, CHOTBETCTBA HA MTO3HATHSA PO HAa 6€30IacHOCT Ha paHHON3yMao.

B npoyusaneto D2304 (RETAIN) daza I1Ib, 372 naumnenTn ca pangoMu3upanu B cbotHomenue 1:1:1
Jla [oJTy4yaBar:

. parnbuzymab 0,5 mg chIIpTCTBAIIO C Ja3ep (PoToKoarymamnus mo cxeMa ‘‘JIedeHne-u-
npoabmkenue” (JIIT),

o panubuszymab 0,5 mg kato MoHoTepanus o cxema JII1,

o panuoduzymab 0,5 mg kato MmoHoTepanus o cxema PRN.
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BBB Bcuuku rpynu paHuOu3yMab ce mpuiiara exxeMecedHo J1o nmocturane Ha BCVA, kosiTo octaBa
HENPOMEHEHa NpHY TIOHE TPH TocienoBareaTHn Meceunu npernena. [Tpu JIIT paanOuzymab ce nmpunara
Ha TepaneBTHYHU HHTEpBaIN OT 2-3 Mecena. BbB BCHUKH IpyIH €KEMECEUHOTO JIEYCHHE Ce
nmoAHOBsBa npu HamassBane Ha BCVA BcienctBue Ha mporpecust Ha [IME u npoasmkasa 1o
IoCTUTaHe OTHOBO Ha cTabmiaa BCVA.

BposT Ha muTaHUpaHUTE BU3UTH, CBHP3aHU C JICUCHUETO CJIe MpIIaraie Ha IMbPBOHAYATHUATE

3 nnxexuy, € 13 u 20 croTBeTHO 32 TepaneBTuuHUTe cxemu JIII nu PRN. Ilpu aBere TepaneBTHUHN
cxemu Ha JIIT noeue ot 70% ot nmauueHTuTe noaabpxkat cBosita BCVA cbe cpenna yectora Ha
BU3UTUTE >2 Mecela.

OcCHOBHHTE U3MEPHUTENHN Ha pe3yaraTute ca 00o6meny B Tabmuma 7.

Tabauua 7 Pesyararu B npoyuBane D2304 (RETAIN)

Wzmepuren na JIIT parnbuzymabd JIIT parnbuzymabd PRN pannbuzymad
pe3yaTara crpsmMo 0,5 mg + nazep 0,5 mg caMoCTOATEITHO 0,5mg
HM3XO0JJHOTO HUBO n=117 n=125 n=117
Cpenna npomsiHa B

BCVA or 1-us 1o 59 (5,5)2 6,1 (5,7)2 6,2 (6,0)

12-us mecerr (SD)

CpenHa npoMsiHa B
BCVA ot 1-us o 6,8 (6,0) 6,6 (7,1) 7,0 (6,4)
24-us mecert (SD)

CpenHa npoMsiHa B
BCVA na 24-us Mmecen 8,3(8,1) 6,5 (10,9) 8,1(8,5)
(SD)

ITonoOpenmue ¢

>15 6yxeu wim BCVA
>84 OykBM Ha

24-us mecetr (%)

25,6 28,0 30,8

Cpenen Opoii Ha
WHXXEKIUUATE 12,4 12,8 10,7
(0-23 mecern)

8p<0,0001 3a ouensiBane Ha HenHpepuopHocT cipsimo PRN

B npoyusanusra ¢ JIME, nogo6pennero Ha BCVA e cpnipoBoeHO ¢ HamMalsiBaHe B T€UCHHE Ha
BpemeTo Ha cpeaHara L{dD/] BbB BCUUKU TEPANIEBTUYHU TPYTIH.

Jleuenue na IIJIP

Knuanynara Ge3omnacHocT U eukacHOCT Ha paHnOu3ymad npu nanuentu ¢ I1/IP ca oueHenu B
Protocol S, koiito oreHsiBa ieueHneTo ¢ pannduzymab 0,5 mg HHTpaBUTPEATHH HHKXEKIIUH CIIPSIMO
nanpernHanHa Gorokoarynanus (PRP). [TbpBuuHara kpaiiHa ToUYKa € CpeiHaTa MPOMsIiHA B
3pUTEIHATa OCTPOTa Ha 2-Ta roAUHA. B mombiiHeHKe, MpoMsIHaTa B TEKECTTa Ha AuabeTHaTa
peruHonarus (DR) e oueHena B3 ocHOBa Ha GoTorpadun Ha QyHIyCa KaTo € U3MOI3BaHa OLEHKA Ha
texectTa Ha DR (DRSS).

Protocol S e MHOroLEeHTPOBO, PaHAOMHU3UPAHO, KOHTPOJIUPAHO C AKTUBHO BELIECTBO, MapajleIHO
rpynoBo, HenH(pepuopHo npoyusane ¢aza Il ¢ Bxmouenn 305 manuentn (394 npoydenu oun) ¢ [1JIP
cbe win 6e3 JIME na uzxoano HuBo. [IpoyuBaneTo cpaBHABa pannOuzymad 0,5 mg WHTpaBUTpeaTHH
WHXXEKLUH crpsaMo cTaHgapTHo JedeHune ¢ PRP. O6mo 191 oun (48,5%) ca pannomMusupanu Ha
pann6uzymad 0,5 mg, a 203 oun (51,5%) ca pannomusupanu Ha PRP. O6mo 88 oun (22,3%) ca
uMany Ha n3xonHo HuBo JIME: 42 (22,0%) u 46 (22,7%) o4un chOTBETHO B TPyNHTE Ha paHHON3yMad
u PRP.
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B ToBa npoyuBaHe, cpeaHaTa MpoMsiHA B 3pUTeTHATa OCTPOTA Ha 2-paTa ToAnHa € +2,7 OyKBU B
rpynara Ha paHuOu3ymao0, B cpaBHeHue ¢ -0,7 OykBu B PRP rpymara. Pasnukara B cpegna cToiHOCT
Ha Haif-mMankute kBazaparu e 3,5 6yksu (95% CI: [0,2 no 6,7]).

Ha 1-Barta ronuna 41,8% ot ounte umat nogodpenue B DRSS >2 crenku, koraTto ca nekyBaHU ¢
parnbuzymab (n=189) crpsimo 14,6% ot ouute, nexyBanu ¢ PRP (n=199). N3uncnenara pasnuka

MeXIy paHubuzymab u jeueHueTo ¢ jasep e 27,4% (95% CI: [18,9; 35,9)).

Tadauua 8 IMogoOpenue uiu Biomasane B DRSS >2 uiu >3 crbnku Ha 1-BaTa roamHa B
Protocol S (LOCF meton)

[pomsina cnpsimo Protocol S
HM3XOTHOTO HHBO 1O Pannouzymad PRP IIpouenTHa pa3iuka
KaTeropuu 0,5mg (N=199) (%), CI
(N=189)
>?2 CTBIKHU NOJI00pEHHE
n (%) 79 29 27,4
(41,8%) (14,6%) (18,9; 35,9)
>3 CTHIKHU MOI00peHue
n (%) 54 6 25,7
(28,6%) (3,0%) (18,9; 32,6)
>?2 CTBIKH BJIOIIABAHE
n (%) 3 23 -9,9
(1,6%) (11,6%) (-14,7; -5,2)
>3 CTBIKU BJIOLIABAHE
n (%) 1 8 -3,4
(0,5%) (4,0%) (-6,3; -0,5)

DRSS = ckop 3a Texect Ha fuabeTHATA PETUHONATHS, N = OpO# MallMEHTH, KOUTO U3ITBIIHABAT
YCIIOBHETO TpH BU3UTaTa, N = 0011 Opoii MpoydeHH OYH.

Ha 1-Bata romuHa B rpynara Ha JiedeHue ¢ paHnOuzymad B Protocol S momoOpeHueTo >2 CThIIKU B
DRSS B ounre 6e3 JIME (39,9%) crotBeTcTBa Ha TOBa ¢ JIME Ha u3xomHo HUBO (48,8%).

AHanu3 Ha JaHHUTE OT 2-Ta roguHa oT Protocol S moka3ssa, ue 42,3% (n=80) ot ouuTe B rpynara Ha
JieyeHne ¢ paHnouzymad uMat nonodpeHue >2 crbiku B DRSS cnpsmMo H3X01HOTO HUBO B CpaBHEHHUE
¢ 23,1% (n=46) ot ounte B rpynara Ha PRP. B rpynara Ha neuenue ¢ pannousymad nogobpenne

>?2 cTenku B DRSS cnipsimo n3xogHoTO HEBO ce HaOmoaasa mpu 58,5% (n=24) ot ounte ¢ JIME Ha
u3x01HO HUBO U 37,8% (n=56) ot ouute 6e3 JIME.

DRSS cn1110 € OlIeHEeH B TP OTICITHH, KOHTPOJIUPAHK ¢ aKTHBHO BEIIECTBO MpoyuBanms ¢a3za I mpu
IAME (panu6uzymab 0,5 mg PRN cnpsimo nazep), BkitouBany o0mo 875 nanueHTH, oT KOUTO
npubIM3UTENHO 75% ca oT a3uarcku npousxoi. B Meraananus Ha Te3u npoyusanus 48,4% ot

315 nanuentu ¢ DRSS ckop, KOTO MOe Aa ce CTENEHyBa, B IOArpynaTa Ha MallUeHTUTE C YMEPEHO
TEXKa WK olie no-Texka HenpoiudeparneHa DR (NPDR) Ha n3x01HO HHUBO HMaT oo0peHue B
DRSS >2 crenku Ha 12-us Mecelr, Koraro ca JiekyBanu ¢ panuOuzymad (n=192) crpsimo 14,6% ot
HanKeHTUTe, JIeKyBaHH ¢ Jazep (n=123). M3uncnenaTa pasnnka Mex1y paHUON3ymMad U JIEYEHUETO C
nazep € 29,9% (95% CI: [20,0; 39,7]). IIpu 405 narmuenTu ¢ DRSS, ko#iTo MOXe 1a ce CTeneHysa, ¢
yMepeHo Texxkka uiu no-neka NPDR nmomo6penune B DRSS >2 crenku ce Habmogasa npu 1,4% u
0,9%, cbOTBETHO B rpynuTe Ha paHKONU3yMald 1 Ha JICUEHHUE C JIa3ep.
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Jleuenue na 3pumennu Hapyuienus, ()'bJZOfCCZWM C€ HaA MAKYJeH edem scneocmesue na BOP

KinmangnaTta 6€30macHOCT M epUKACHOCT Ha paHHOM3yMal MpH MAITUEHTH ChC 3pUTEITHN HAPYIICHHUS,
IBIDKAIIM ce Ha MakyJieH efeM BeiieacTBre Ha BOP ca onieHeHu B paHAOMH3HpaHH, IBOMHOCIICIIH,
koHTpoupanu npoyuBanust BRAVO u CRUISE, B kouto ca Bkimtouenu nanuenta ¢ KBOP (n=397) u
IIBOP (n=392), choTBeTHO. 1 B IBETE MPOYUBAHUS MIPH MANIMCHTHTE Ca TIPHJIAaTaHN HHXKESKITHH C
pannouzymad 0,3 mg uiu 0,5 mg win ¢ miane6o. Crex 6 Mecela MalUEHTUTE OT KOHTPOJIHUTE
pameHa Ha 1ane0o nIpeMuHaBaT Ha paHnOu3ymad 0,5 mg.

OcnoBaute m3meputenu Ha pesynrature oT BRAVO u CRUISE ca 0606menu B Tabnuma 9 u

Qurypu 5 u 6.
Tabauma 9 Pe3yaratu Ha 6-us u 12-us mecenr (BRAVO u CRUISE)
BRAVO CRUISE
ITnamedo/ Pann6uzymad IInanedo/ Pann6usymad
Panunounzymaé 0,5 mg Pannounzymaoé 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)
3pHUTEHATA OCTPOTA HA
6-us mecer? (Oykeu) (SD)
(TppBHYHA KpaliHa TOYKA)
Cpenna npomsina B BCVA 12,1 (14,4) 18,3 (14,6) 7,3 (15,9) 13,9 (14,2)
Ha 12-ug mecer (OykBH)
(SD)
[Monobpenwne ¢ >15 OykBu Ha 28,8 61,1 16,9 47,7
3pHUTEHATA OCTPOTA HA
6-us mecer® (%)
[Monobpenue ¢ >15 OykBu Ha 43,9 60,3 33,1 50,8
3pHUTEHATA OCTPOTA HA
12-ust mecerr (%)
[Ipouent (%) mpu KoMTO € 61,4 34,4 NA NA
Onia mpuIIoXKeHa
peaHnMAIIMOHHA TEPAITUs C
Jazep B paMKHTE Ha
12 mecena

4p<0,0001 u 3a nBETE MPOYUBAHUS
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®@urypa S Cpeana npomMsiHa cipsiMo U3X01HO HUBO B BCVA BBB BpeMeTo 10 6-us 1

12-us mecen (BRAVO)
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Mnayedo KOHTPONHO paMo,
MPeMUHANHN Ha PaHUGHIYMat
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MnaueBol/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 U3X01HO HUBO B BCVA BBB BpeMeTo 10 6-us 1
12-us mecen (CRUISE)

| Mnauefo koHTponHo pamo,

Mnaue6o koHTRONM MPEMHHANK Ha paHHMGHIyYMad

+149

o H {,}f}—* },} 139

+0.8
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CpeaMa npomaHa B 30 cnpamo WC +- SE (Gykau)

2 3 4 5 G 7 g

Mecey,
TepanesTiuHa e-e8-8 Mnauyebo/Paxnbuaymad 0,5 mg (n=130)
rpyna Panubuaymab 0,5 mg (n=130)

II3=m3xo1H0 HIBO; CI'=CTaHIapTHA IPellika Ha CpeIHaTa CTOMHOCT

B nBere npoyuBaHus MoJ0OPSBAHETO HA 3PEHHUETO € CHIPOBOICHO OT MPOIBIDKATEITHO ¥ 3HAYHMO
HaMmallsiBaHe Ha MaKyJIHHA €1eM, U3MEpEeH upe3 eHTpaiHaTta (oseiiHa nebennHa.

IIpu marmuenTu ¢ [IBOP (CRUISE un nponsmkenne Ha ocHOBHOTO mpoyuBane HORIZON):
[NanenTuTe, TEKyBaHM ¢ TIae00 Npe3 MbpBHUTE 6 Mecella, KOUTO BIOCIEACTBUE MOTyYaBat
pannbu3yma0b, He ca MOCTUrHaIM cpaBHUMO HapacTBaHe Ha 30 Ha 24-Tu Mecel (~6 OYKBH) CIIPSIMO
MMallHEeHTHUTE, JICKYBaHH ¢ paHUOM3yMab OT HaYajaoTO Ha MpoydBaHeTo (~12 OyKBwH).
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HabnronaBaT ce craTHCTHUECKH 3HAYMMU TIOJI3H, CBBP3aHU C aKTUBHOCT Ha OJIM3KO U JallequHO
pa3cTosiHUE B CyOCKaIINTE, ChOOMIeH! OT narnuenTuTe, oneneHno upe3 NEI VFQ-25 npu neuenne ¢

paHnOM3yMab CrpsMO KOHTPOIHATA TPyTIa.

Ibarocpounata (24 MeceyHa) KINMHUYHA 0€30MIACHOCT U €()UKACHOCT Ha paHHOM3yMad NpH MalUeHTH
ChC 3pUTEJIHU HapyILEHUs, AbJDKALIM C€ HAa MaKyJeH eneM Beiencrsue Ha BOP, ca onienenu B
npoyuBanusita BRIGHTER (KBOP) u CRYSTAL (LIBOP). B nBere npoy4BaHus y4aCTHUIIUTE
nony4asart 0,5 mg pannbusymad no cxema PRN, npunarana cnopes nHANBUAYATU3UPAHN KPUTEPHN
3a ,,ctabunHocT”. BRIGHTER e panmomMu3npaHo akTHBHO KOHTPOJIMPAHO MPOyYBaHe ¢ 3-paMeHa,
KoeTo cpaBHsBa 0,5 mg paHuOn3yma0, npuaarad KaTo MOHOTEpAIHs UM B KOMOMHALIUS C
JOITBITHUTEINHA Jla3epHa (OTOKOAryIalus CIpsiMO CAMOCTOSTETHOTO IIPUIIaraHe Ha Jla3epHa
¢orokoarynanus. Cnen 6 Mecena, y4aCTHULUTE B paMOTO Ha JICUCHHUE C JIa3ep MOraT Ja Mojaydar

0,5 mg paanbm3ymad. CRYSTAL e npoyduBane ¢ eqHO pamo Ha parnOn3ymad 0,5 mg, mpuiarad Kato

MOHOTEpanus.

OcnoBaute m3meputenu Ha pesynrataure oT BRIGHTER u CRYSTAL ca npencraBenu B Tabmmma 10.

Tabauua 10 Pe3yaratu Ha 6-ust u 24-us mecent (BRIGHTER u CRYSTAL)
BRIGHTER CRYSTAL
Paun6usyma6 0,5 mg | Panubuzymat 0,5 mg Jlazep* Pann6usymab 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? (20,7 (11,13) (14,27) (13,95)
(6yxsu) (SD)
Cpenna
BOVA . +15,5 +17,3 +11,6 +12,1
24t Mecer (13,91) (12,61) (16,09) (18,60)
(oyxsu) (SD)
[Monobpenwue ¢
>15 GyxBU Ha
BCVA na 52,8 59,6 43,3 49,2
24-usa Mecer|
(%)
Cpenen Opoii
Ha 11,4
HHKEKIIUUTE ’ 11,3 (6,02) Henpunoxumo 13,1 (6,39)
(SD) (5,81)

(Mecemu 0-23)
a

p<0,0001 u 3a nBete cpaBHenus B BRIGHTER Ha 6-us mecen: pannousymab 0,5 mg cnpsimo Jlazep
u panubusymat 0,5 mg + Jlazep cnpsimo Jlasep.
p<0,0001 3a nyneBata xunoreza B CRYSTAL, ue cpennara npomsiHa Ha 24-ust Mecell CrpsMo
Ha4aJoTo € HyJa.
[To3BoseHo e 3amouBaHe Ha JedeHue ¢ pannOu3ymad 0,5 mg Ha 6-ust Mecer] (24 maIeHTy ca
JIEKYBaHH CaMo C Jiazep).

B BRIGHTER panunbuzymab 0,5 mg ¢ 1ombIHUTENHA JIa3epHa TepaIusl 1eMOHCTPHpa

HeMH(PEPHUOPHOCT CIPAMO paHNON3yMab, TPUII0KEH KATO MOHOTEPAITHSA, OT HA4alIo0ToO 10 24-Hs Mecel]

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

B aBere npoyuBaHust Ha 1-Hs Mecel] ce HaOoqaBa ObP30 U CTATHCTHYECKH 3HAYMMO HAMAJISIBAHE Ha
neHTpanHara ¢poseiiHa gedenmHa cpsaMo u3xomuara. To3u eekT ce 3amaspa 10 24-1s Mecetl.
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EdextsT 0T NeueHneTo ¢ paHubuzymMad e nojjo0eH, He3aBUCUMO OT HAJIMYUETO Ha pETHHATHA
ucxemus. B BRIGHTER manuentute cbe (N=46) unu 6e3 ucxemus (N=133), nexyBanu ¢
paHnOu3yMal, MPUIIOKEH KaTO MOHOTEPAITHS, UMaT CpeIHa MTPOMSHA Ha 24-1s Mecell ChOTBETHO OT
+15,3 u +15,6 O6yksu crpsimo u3xogaute HuBa. B CRYSTAL nauuentute cbe (N=53) unu 6e3
ucxemus (N=300), nekyBaHu ¢ paHION3ymMal, MPUIOKEH KaTO MOHOTEPAITUs, HMAaT CpeHa MTPOMSIHA
oT ¢choTBeTHO +15,0 1 +11,5 OyKBH CIIpsSIMO M3XOTHUTE HUBA.

EdexT mo oTHOmIEHNE Ha TOZOOPEHNETO Ha 3PEHUETO ce HaOJIoJaBa Py BCHYKH MallUCHTH,
JIeKyBaHH ¢ paHnOu3ymab 0,5 mg, mpuiIokKeH KaTo MOHOTepanHsi, He3aBUCHMO OT
MIPOABIDKATEHOCTTA Ha TAXHOTO 3a0oisBane u B aBete npoyuBanusd BRIGHTER u CRYSTAL. Ipu
NalMEHTHUTE C TPOIBIDKUTETHOCT Ha 3a00isBaHeTo <3 Mecena, ce Ha0JlloJaBa NOBUIIaBaHE Ha
3puTenHaTa ocTpora choTBeTHO ¢ 13,3 u 10,0 OykBu Ha 1-us mecen u 17,7 u 13,2 OyxBu Ha

24-us mecent croTBeTHO B BRIGHTER 1 CRYSTAL. ChoTBeTHOTO MMOAOOPEHIE HA 3pUTETHATA
OCTpOTAa MPH MAIMESHTUTE C IPOJABIDKUTEIIHOCT Ha 3a00sisiBaHeTo >12 Mmecera ¢ 8,6 u 8,4 OykBu B
CHOTBETHHUTE NpoyuBaHus. TpsOBa ga ce 0OMHUCIH 3arI0YBaHe Ha JICUCHHE B MOMEHTA Ha IOCTABSHE Ha
JyarHosara.

HdbarocpounusT npodus Ha 6e30nacHOCT Ha paHUON3yMal, HaOMro1aBaH B 24-MeceuHH MPOYyYBaHuUs,
€ B CbOTBETCTBHE C MO3HATHA Npodui Ha 0€30MacHOCT Ha paHUOU3yMad.

IleqnaTpuuHa momyJianus

EBpomneiickara areHmus 1o JiekapcTBaTa 0CBOOOXIaBa OT 3aIBDKCHUETO 3a TIPEIOCTaBsIHE Ha
pe3yJITaTUTE OT MPOYYBaHUsATA ¢ pehepeHTHHUS JIEKapCTBEH MPOIYKT, ChAbPIKAIl paHHON3yMal BbB
BCUYKHM MOATPYIH Ha MEeAUaTpUYHATA MOIYyJIalus Npu HeoBacKynapHa B/IM, 3putennu HapyuieHus,
nbipkany ce Ha [IME, 3putenHu HapylieHus, IbJKally ce Ha MaKyJieH efeM Beieactue Ha BOP,
3pUTENHN HapymeHus, Ipihkany ce Ha XHB u nuabetHa pernHonarus (Bxk. Touka 4.2 3a
uH(pOpMaIls OTHOCHO yIOTpeda B e UaTpusTa).

5.2 dapMakoKMHETHYHM CBOIiCTBA

Crnen exxeMeceqHO MHTPABUTPEATHO MPUIIOKEHUE Ha PaHHON3yMal MpH MaIMeHTH ¢ HEOBacKyIapHa
BM/I, cepyMHHTE KOHIICHTPAIIMK HA paHHOU3yMal ca KaTo IS0 HUCKH, ¢ MakcUMamH HUBA (Cayx)
KaTo ISUI0 MO/ KOHIICHTpaIusaTa Ha paHuOn3ymab, HeobxoauMa ja THXuOupa OUoIoruaHaTa
aktuBHOCT HAa VEGF ¢ 50% (11-27 ng/ml, otieHeno B in Vitro u3nuTBaHus Ha KJIeThUHATA
nposmmdeparnyst). Cnay € 10303aBUCHM Haf 1o3oBus quamna3oH ot 0,05 go 1,0 mg/oko. CepymanTe
KOHIICHTpAINK NpH orpannyeH 0poit manuenTn ¢ JIME nokasBar, 4e He MOXe J1a Ce N3KITIOYH JIEKO
MOBUILIABAHE HA CUCTEMHATA CKCIIO3UIIUS, CIIPSMO HAOJI0JaBAaHUTE MIPH MAI[UCHTH C HEOBACKYJIapHa
B/IM. CepyMHUTE KOHLIEHTpaMu Ha paHuOn3ymad npu nauueHty ¢ BOP ca mogoOum mim mMajiko mo-
BHCOKH OT HAaOJII0JaBaHUTE TIPH MMAIIMEHTH ¢ HeoBacKyapHa B/IM.

BB3 ocHOBa Ha aHaIKM3 HA MOMYJIAMOHHA (hapPMAKOKHMHETUKA U M3UYE3BaHETO HA PAaHUOM3yMald OT
cepyMa IpH NalMeHTH ¢ HeoBacKynapHa BJIM, nekyBanu ¢ no3a 0,5 mg, cpeqHUAT NOTYKUBOT Ha
BUTPEATHO eJIMMUHUpPaHe Ha paHnOu3ymMal e mpubnusutento 9 nuu. [IpeaBuneHo e npu exxeMecedHo
WHTaBUTPEAIHO MPUWIOKEHUE Ha pannOu3ymad 0,5 mg/oko, cepyMuust Cpa, Ha paHHON3yMa0, OTy4YeH
npuOIM3UTENHO | JeH cien npuiioxkeHneTo, Aa € B rpanunute Ha 0,79 u 2,90 ng/ml, u Cp, na e B
pamvkute Ha 0,07 u 0,49 ng/ml. IIpenBumeHo e cepyMHHUTE KOHIICHTPAIIMU Ha paHNOM3ymMal na ca
npubmmzuteaso 90 000 TbTH MO-HUCKU OT BUTPEATHUTE KOHIICHTPAIIMN HAa PAaHUOU3yMao0.

BbrOpeuno yBpexaane

He ca npoBexnanu opuuuainy Mpoy4YBaHus 3a OLCHKa (papMaKOKHMHETHKATa Ha paHHON3yMal mpu
marueHTy ¢ 0bOpeyHo yBpexaane. B nonynannoneH GapMakOKUHETHYCH aHAIN3 TP MAIUCHTH C
HeoBackynapHa BJ/IM 68% (136 ot 200) ot narenTuTe ca uMaian 0s0peuno yBpexmaane (46,5% jexko
[50-80 ml/min], 20% ymepeno [30-50 ml/min] u 1,5% Texko [<30 ml/min]). [Tpu naruentu ¢ BOP
48,2% (253 ot 525) ca umanu 660peuHo yBpexaane (36,4% nexo, 9,5% ymepeno u 2,3% Texko).
CHCTEeMHUSIT KIMPBHC € OWII JIEKO 3aHIDKEH, HO TOBA HE € JIOCTHTHAJIO CTATHCTUYECKA 3HAYMMOCT.
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LIC’DHO,Z[DO6HO YBPCXKIAAHC

He ca npoBexnanu opuimaiHy Mpoy4YBaHUs C LEJ Ja ce OleHN (papMakOKMHETUKaTa Ha
paHnOu3yMab npu MaueHTH ¢ YepHOAPOOHO YBPEXKIaHE.

5.3 IlpeakaMHUYHM JAHHU 32 6€30MACHOCT

JIByCTpaHHOTO MHTPABUTPEATHO IPUIIOKEHNE Ha paHHON3yMal MpH JBITOOMAIIATH MaKaIy B 103U
Mmexay 0,25 mg/oko u 2,0 mg/oKo BEHBXK Ha BCEKH JBE CEIMHUIIM 32 MEPHOA 10 26 CEIMUIIU BOIH J10
JI0303aBUCHMH OYHHU €(PeKTH.

Brrpeouno, nma 10303aBUCHMO [TOBUIIIABAHE HA KIETKU B IIpeHATA Kamepa U nosisa Ha Tuxpan
e(eKT ¢ MK JBa JTHH CJICA WHKEKIUATA. TexXecTTa Ha Bh3MaIUTEIHHS OTTOBOP KaTo LSUI0 HaMallsiBa
MIpH NTOCJIEABAILUTE HHKEKIIUHN UITH 110 BpEME Ha Bb3CTAHOBIBAHETO. B 3a1HUsA cerMeHT UMa
HHOUATPALMS Ha BUTPEAIHU KJIETKH U MBTHHHH, KOETO CBIIO € 0303aBUCUMO U C€ 3aIa3Ba a0 Kpas
Ha TeparneBTHYHH neproj. B 26-cenMuyHO poyyBaHe, TE)XXECTTa Ha BUTPEATHOTO Bh3IAJICHUE Ce
yBenuuaBa ¢ Opos Ha nHxekuuurte. Cresr Bb3CTaHOBSIBaHETO, obaue, ce HabmoaaBar Oeae3n Ha
00paTHO pa3BuTHE. XapaKTepbT U BPEMETO HAa Bb3HUKBAHE HAa BH3NAJCHUETO Ha 3aJHHUS CETMEHT
MpearnoaaraT IMyHHO-MEINMpPaH XyMOPAJIEH OTTOBOP, KOMTO € Bb3MOXKHO /1a HMa KIMHUYHA BPB3Ka.
[Ipu HsIKOUM )KUBOTHU ce HaONII0JaBa o0pa3yBaHe Ha KaTapaKTa cje]] CPaBHUTEIHO ABIBI IEPHUO Ha
HWHTEH3MBHO Bbh3NAJICHUE, KOETO Mpearnosara, 4¢ U3MEHEHUATA B JIeIaTa ca BTOPUYHH HA TEXKKOTO
Bb3naneHue. HabmonaBa ce nmpexonHo MoKayBaHe Ha BbTPEOYHOTO HAATAHE, TOCIIE(BAILO
WHTpPaBUTpEaTHATa MH)KEKIHA, KOETO HE 3aBHCH OT MPUJIOKEHATA J03a.

MI/IKpOCKOHCKI/I YCTaHOBHUMHUTE OYHHU IIPOMEHU Ca CBbP3aHN C BH3MNAJCHUETO U HE YKa3BaT
ACTCHCPATUBHU ITPOLECCH. B onrrnunms JUCK Ha HAKOH O4YM Ca YCTAHOBCHHU I'PaHYyJIOMAaTO3HU
BB3NAJTUTCIIHU ITPOMCHHU. Te3n MMPOMCHU B 3a/IHUA CCTMCHT HaMaJIdBaT U B HAKOU CiIydau O03paBsiBaAT
10 BpEMC Ha Bb3CTAHOBUTCIIHUA IICPUOA.

Cren MHTPaBUTPEATHOTO NPUIIOKEHHE HE CE YCTaHOBABAT Oese3n Ha CUCTEMHA TOKCHYHOCT. B
MOATpYyNa OT JIEKyBAaHUTE )KMBOTHH Ca YCTAHOBEHH CEPYMHH U BUTPEATTHH aHTHUTEIA CPEIIy
paHnOm3yMad.

Hsama panuyau 1aHHM 3a KaHICPOIrCHHOCT WJIN MYTAar¢HHOCT.

ITpu OGpeMeHHM MaliMyHH HHTPABHUTPEATHOTO JICYCHUE C paHHON3yMal, BOJICIIO 10 MaKCUMAaITHa
cucteMHa excriozunus 0,9-7-mbTH HAJABUIIABAIIO HAN-JIOMIMS CITy4ail Ha KIMHUYHA €KCIIO3UIINS, HE
IPEIM3BUKBA CBBP3aHa C Pa3BUTHETO TOKCUYHOCT M TEPATOTCHHOCT U HE MOBJIHUSIBA TETJIOTO U
CTPYKTypaTa Ha IUIalleHTaTa, BBIIPEKH Y€ Bb3 OCHOBA Ha (hapMaKOJIOTHYHHUTE MYy €(EeKTH
panuOu3yMab TpsiOBa Ja ce cYnTa 3a MOTEHIIMATHO TePAaTOreHEeH U eMOpro-/(heTOTOKCHYEH.

Jlumcara Ha MeuHEpaH OT paHNON3yMab e(eKTH BhpXy eMOpHO-(EeTATHOTO pa3BUTHE BEPOSTHO Ce
JIBJIXKHM Ha HEBBb3MOXKHOCTTa Ha Fab (hparmenTa na npemunaBa mpe3 miarenrara. HezaBucumo oT ToBa,
¥Ma OIMCaH Cy4yail Ha BUCOKM MalYMHU TUTa3MECHU HUBA HAa PaHUOM3yMal ¥ HAIH4YuC Ha
pannOu3ymMad BbB GeTaTHUS cepyM, KOETO MpeAroara, 4e ChbIiecTByBaT aHTH-paHHON3yMa0
anTutena (¢ Fc pernoH), KouTo MeicTBaT Karo OEIThK HOCUTEN 32 paHHOM3yMa0, HaMasIBAHKH 110
TO31 HAYMH CEPYMHUA KIIMPBHC HA MaiKkarta M I03BOJISIBaT MPEMUHABAHCTO MY IIPE3 IJIaAllCHTATA. Toit
KaTo M3CJICIABAHUITA HA BIIMSIHUETO BHPXY eMOUPO-(hETATHOTO pa3BUTHE Ca IIPOBEKAAHU NIPH 3][PaBH
OpeMEHHHM KUBOTHH, a 3a00JIsIBaHUATA (KATO HAIPUMEP TUA0ET) MOTaT JIa IPOMEHST
NPOITYCKJIMBOCTTA Ha IUIalleHTaTa o OTHoLIeHne Ha Fab ¢parmenra, pesyarature oT mpoy4YBaHETO
TpsiOBa J]a ce MHTEPIPETUPAT C MOBUIIICHO BHUMaHUE.
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6. DAPMAIIEBTUYHU JAHHHAU
6.1 Chnucbk Ha NIOMOLIHHUTE BeleCTBA
Tpexano3za nuxumapar

XHUCTUIUH XHIPOXIOPHI, MOHOXHIAPAT
XHUCTUINH

[Momucopbar 20 (E432)

Bopa 3a nmkexknmn

6.2 HecspBMecTHMOCTH

[Ipu nunca Ha MpOyYBaHUS 32 HECHBMECTUMOCTH TO3H JIEKapCTBEH MPOIYKT HE TPSIOBa /1a CE CMECBa C
JIPYTH JEKapCTBEHHU NMPOIYKTH.

6.3 Cpok Ha rogHoOCT

3 roguHU

6.4 CnenuajJHu ycJa0BHsI HA CbXpPaHeHHE

Ha ce cexpansiBa B xsnaamiHuk (2°C - 8°C).

[a He ce 3ampa3sssa.

CoxpansBaiiTe prakoHa B KapTOHEHATa OTIAKOBKA, 33 J]a ce MPe/a3u OT CBETINHA.

IIpenn yrmoTpeba HEOTBOPEHUAT IIAKOH MOXKE J1a C€ ChXpaHsABa Ha cTaitHa Temmepatypa (25°C) mo
24 yaca.

6.5 Buau chabpKaHue HA ONMAKOBKATA

OnakoBKa- caMo (hJ'IaKOH

Enun dnaxon (cTekio tun 1) cbe 3amymanka (xmopoOyTuiosa ryma), ceabspikai 0,23 ml crepuien
pasTBoOp.

OmakoBka ¢GiaakoH + uria ¢ QUWITHP

Enun ¢nakon (crprito tun I) cbe 3anymanka (xaopodyTtuioBa ryma), cbabpikain 0,23 ml crepusiexn
pa3tBop u 1 wrma ¢ puntep ¢ T BpBX (18G x 172 nHUa, 1,2 mm x 40 mm, 5 pm).

He Bcuuky BUoOBe ONaKOBKH MOrat Aa ObAaT IyCHATH Ha Ma3apa.
6.6 CnenuajHu npeanasHu MepKH NPH U3XBbPJIsIHE U padoTa

OnakoBKa- caMmo (bJ'IaKOH

OnakoHBT € caMo 3a efHOKpaTHa ynorpeba. Ciell HHKEKTUPaHEeTO HEU3MOI3BAaHHUAT MPOJIYKT TPpsiOBa
Iia ce M3XBbpiU. Beekn ¢makoH, mokaspall MpU3HAIM Ha MOBPEAa WK OTBapsiHe, He TpsIOBa 1a ce
n3non3Ba. CTEpUIHOCTTA HE MOXKE 1a CE FapaHTUPa, aKO HE € 3alla3eHa LEeJIOCTTa Ha OIIaKOBKaTa.

3a IOAroTOBKA U MHTPABUTPEAHO HH)KEKTHPAHE ca HEOOXOIUMH CIIEAHUTE MEAUIMHCKN M3ACHS 32
€IHOKpaTHa yrorpeba:

o 5 um urna ¢ puirbp (18G x 1% unua, 1,2 mm x 40 mm)
. 1 ml crepuiina cipunIioBKa (¢ o3Haderne 0,05 ml) n nmkexknnonna urna (30G x 2 nH4a)

Te3n MCIUIIMHCKHU U3ACJIHUs HE Ca BKIIFOYCHH B OIIaKOBKara.
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OmnakoBka (uiakoH + uria ¢ GUIThp

®D1akoHBT U UTJIaTa ¢ GUITHP ca caMo 3a eHOKpaTHA ynoTpeda. [loBropHaTa ynorpeda Moxe na
JoBeJie 10 MHMEKIMs Wik Jpyro 3adosiBaHe/yBpekaaHe. BCUUKM KOMIIOHEHTH ca CTepuiIHH. Beeku
KOMITOHEHT C OTIaKOBKa, TIOKa3BaIla MPU3HAIM Ha TIOBPE/a WK OTBapsHE, HE TPsOBa J1a Ce M3II0I3Ba.
CTepuITHOCTTa HE MOXKE JIa Ce TapaHTHpa, aKo HE € 3ara3eHa 1eJI0CTTa Ha OMaKOBKaTa Ha ChOTBETHUS
KOMIIOHCHT.

3a MoroToBKa M MHTPABUTPEATHO HHKEKTUPAHE Ca HEOOXOIMMH CICIHUTE MEIUIIMHCKI U3/IeTHS 3a

eIHOKpaTHa ynoTpebda:

o 5 pm urna ¢ puntsp (18G x 1% naua, 1,2 mm x 40 mm, npegocTaBeHa)

o 1 ml crepuiina cnipuntioBka (¢ o3Hadenue 0,05 ml, He e BKJIIOYEHA B ONTAKOBKATa) U
nmwkekuoHHa uria (30G x % uHYa He e BKIII0UeHa B OIIAKOBKATa)

Moutst, mpugbpKaiiTe ce KbM CIESTHUTE YKa3aHuUs, 3a Ja MOATOTBUTE TOBA JIEKAPCTBO 32
WHTPABUTPEATHO MPUIOKEHUE TIPU B3PACTHU:

1. Rimmyrah tpsioBa ia ce mpoBepy BU3YyalHO, 3a Ja CTE CUTYPHH, Y€ HSIMa BHIMMH YaCTHIIH,
IMpoOMsAHa Ha OBE€Ta UK APYTU ITPOMEHU NPEIAU NPUITOKECHUECTO. Axo ce Ha6J'HO):[aBaT BHIUMHU
YaCTHUIY, TPOMSIHA Ha [BETA WU JAPYTH MPOMEHH , (DIAKOHBT TPSAOBA J1a CE U3XBBPIH CHITIACHO
MECTHUTE Pa3nopendu 3a U3XBhPIISHE.

2. [Ipenu n3rerisiHe Ha JIEKapCTBOTO BHHINHATA YacT HA TyMeHaTa 3amylianka TpsOBa Ja ce
ne3nHpekTupa (HanpuMep ¢ TaMIIoH ¢be 75% crupr).

3. Crno6ere 3aeano 5 um urna ¢ puithp (18G x 1% uHua, 1,2 mm x 40 mm) cbC CHPUHIIOBKA OT
1 ml kato u3Mmoa3BaTe acenTHYHA TeXHUKA. BKkapaiiTe uriata ¢ GUATHP C ThI BPHX B LIEHTHPA
Ha 3aIyInagkaTa Ha (JiaKkoHa, JIOKaTo WriiaTa JOCTHIHE IHHOTO Ha (hIaKoHa.

4. AcnupupaiiTe Is10TO TEYHO ChAbpKaHHe Ha (piIakoHa KaTo AbPKUTE (IIakoHA B M3MPABEHO
MOJIOKEHUE, JIEKO HAKJIOHEH, 3a J1a C€ YJIECHH IIBJIHOTO U3TETIISIHE.

5. YBepeTe Cce, uc 6YTaJIOT0 Ha CIIpUHIOBKATa € U3TETJICHO JOCTATHhYHO Ha3a/l, KOraTo Uu3rpa3BaTe
(bHaKOHa, 3a [1a CC U3IpPAa3HU HAIIbJIHO UIJIaTa C (bHHT’Bp.

6. OcraBete urnara ¢ QUITHP C THII BPbX BHB (JIAKOHA U OTJEIIETE CIPHHIIOBKATA OT MIJIATa C
¢unTep ¢ THI BpbX. Cliea acnupupane Ha ChIbPKAHUETO Ha (JIaKOHA UIJIaTa ¢ QUATHDP TPAOBa
na ObJe N3XBBpIICHA U He TPsAOBa Aa ObJe N3I0I3BaHa 32 HHTPABUTPEAITHO HH)KEKTHPAHE.

7. AcenTHuHO U 37paBo Npukpenere nHxekuronHa uraa (30G x 2 nuxua, 0,3 mm x 13 mm) kM
CIPUHIIOBKATA.
8. BHuMaTenHO oTCTpaHeTe MpeAnasuTeNs Ha MHKEKIMOHHATa UrJia 0e3 [a pasaensre

WHXXCKIIMOHHATA Urjia OT COPpHUHIIOBKATA.
Baumanmne: XBaHere Kpasd Ha MHXXCKIIMOHHATA HIJjia, KOraTo OTCTpaHABATEC MPECAIIa3UTCIIA.

9. BHuMaTenHo oTCTpaHeTe Bb3AyXa, 3a€IHO C U3JUIIHHS Pa3TBOP M HArJIaceTe 103ata J1o
o3nauenueto 0,05 ml nHa cmpuHnoBKara. CIpUHIIOBKATa € TOTOBA 32 MH)KEKTHPaHe.

Buumanue: He n30bpceBaiiTe nHXKeKIIMOHHATA Uita. He u3Ternsiite Hazam OyTanoTo.
Cren MHXKEKTHUPAHETO, HE ITOCTaBANUTE OTHOBO KallayeTo Ha CIIPUHIIOBKATA M HE S OTACITISHTE OT

urjarta. I/ISXB’LPHCTC H3M0JI3BaHaTa CIPUHIIOBKA 3a€AHO C UIJjlaTa B KOHTCfIHCp 3a OCTpHU NpEAMCTH, B
CBHOTBCTCTBUC C MCCTHUTC U3MCKBAHUA.
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7. IMPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

QILU PHARMA SPAIN S.L.

Paseo de la Castellana 40,

planta 8

28046 Madrid,

Ncmanusa

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/23/1779/001

EU/1/23/1779/002

9. JATA HA ITBPBO PA3ZPEINABAHE/IIOJJTHOBSABAHE HA PASPEILIEHUETO 3A
YIIOTPEBA

[ata Ha mbpBo pa3zpemaBane: 5 sayapu 2024 r.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

[MonpoGHa uHbOpMAaIKs 3a TO3M JIEKAPCTBEH MPOIYKT € MpeocTaBeHa Ha yeOcaiita Ha EBpornelickara
areHIus 1o JiekapereaTa http://www.ema.europa.eu.
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INPHJIOKEHHE 11
MNPOU3BOJUTEJ HA BUOJOI'MYHO AKTUBHOTO
BEIIECTBO U ITPOU3BOJAUTEJL, OTTOBOPEH 3A
OCBOBOXKJIABAHE HA ITAPTUIHN

YCJIOBUA NJIN OTPAHUYEHUS 3A TOCTABKA U
YIIOTPEBA

APYI'N YCJIOBUS N UBUCKBAHUSA HA
PA3SPEHIEHUETO 3A YIIOTPEBA

YCJIOBUSA NJIN OT'PAHUYEHUSA 3A BE3OITIACHA 1
EDOEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA IMTPOAYKT
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A.  MPOU3BOAUTEJ HA BUOJOI'NYHO AKTUBHOTO BELIECTBO U
IMPOU3BOJUTEJIL, OTTOBOPEH 3A OCBOBOXIABAHE HA ITAPTUIN

HNme u aJpeC HAa MMPOU3BOAUTCIIA HA OHOJIOTHYHO AKTUBHOTO BCOICCTBO

Qilu Pharmaceutical Co., Ltd.
8888 Lvyou Road

High Tech Zone

Jinan

Shandong

250104

Kurait

Hme n aJp€C HA MPOU3BOAUTECIIA, OTTOBOPEH 34 OCBO60)K}_'[aBaHe Ha IapTuauTe

KYMOS, S.L.

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

08290

Hcnanus

b. YCJI0BHYA NN OIT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOIYKT c€ OTITyCcKa 10 OrpaHMYEHO JieKapcKo npeanucanue (Bx. [Ipunoxenue I:
Kpatka xapakTepucTika Ha MpOAyKTa, Touka 4.2).

B. APYI'H YCJIOBUSA N U3UCKBAHUSA HA PASPEHHIEHUETO 3A YIIOTPEBA
. IMepuoauynm akTyaJau3upanu aoxkjaaau 3a oezonacuoct (ITAIIB)

W3uckBanusra 3a nogasane Ha [TAJIb 3a To3u lekapcTBeH MPOAYKT ca IOCOYEHU B CITUCHKA C
pedepentHuTe Hatn Ha EBpomnetickus cpro3 (EURD criucek), npensuaex B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BB BCHUKH CIIeIBAIIN aKTyalIU3aliH, yOJIHMKYBAaHA HA €BPONIEHCKUS
yeOropTa 3a JeKapCcTBa.

I'.  YCJIOBUSA NI OTPAHUYEHUS 3A BE3OIIACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA TPOAYKT

o Ilaan 3a ynpaienue Ha pucka (ITYP)

[purexaTtensaT Ha pasperieHueTo 3a ynorpeda ([IPY) TpsbdBa na u3BbpIIBa H3UCKBAHUTE JCHHOCTH U
JEeUCTBUS, CBBP3aHH C IPOCIIEsIBaHE HA JIEKapcTBEeHaTa 0€301MacHOCT, HocoyeHu B ogoopenus 11YP,
npenactased B Moy 1.8.2 Ha pa3pemnieHneTo 3a ynorpeda, KakTo ¥ BbB BCHUKHU CJIEBAIIN 0JI00peHH
akTyanusauuu Ha ITVP.

Axtyanmusupan I[TYP TpsiOBa na ce momana:

. 1o uckaHe Ha EBpomneiickaTta areHIus 1o JeKapcTBara;

o BHHArH, KOTATO C€ M3MEHs CHCTEMAaTa 3a yIpaBJiIeHne Ha PIUCKa, 0COOEHO B pe3yiTar Ha
MoJiyyaBaHe Ha HOBa MH(GOPMAITHS, KOSTO MOXE JIa JOBEJIE 10 3HAYUMH IMPOMEHU B
CHOTHOIIICHUETO IT0JI3a/PUCK, WU CIIE] JOCTUTAHE Ha BaXKEH eTall (BB BPh3Ka C MPOCIEIIBaHE
Ha JIeKapcTBeHaTa 0€30IacHOCT WM CBEXKAAaHE Ha PUCKA 10 MUHIMYM).
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L IJ:[Ol'["l).]'lH](ITe.J'[HI/I MEPKH 3a CBCKAAaHE HA PUCKA 10 MUHUMYM

IIpenn myckaHe Ha MMazapa, BbB BCsAKa AbpykaBa wieHka [IPY TpsOBa ma ceritlacyBa ¢ HaIlMOHATTHUTE
KOMIICTCHTHH BJIACTH TOCJICHHS O0YUUTEICH MaTepHUall.

IIPY TpsibBa ma rapaHTHpa, 4e cjex 00ChKIaHe U ChIIIaCyBaHe ¢ HAIIMOHAIIHUTE KOMIIETCHTHU BIaCTH
BBB BCAKa AbpiKaBa wieHKa, B KosTo Rimmyrah e mycHat Ha ma3apa, npu ImycKaHe Ha masapa u Cliej
ITyCKaHETO Ha Ma3apa, BCHYKH O(TAIMOJIOTUYHH KIIMHUKH, KBJIETO CE OYaKBa JIa CE U3I0JI3Ba
Rimmyrah, 1ie 6b1aT cHabeH! ¢ aKTyann3upaH HHOOPMAIIHOHEH MAKeT 3a MallieHTa.

WupopMamoHHHUAT TaKeT 3a MaueHTa TpsioBa 1a ObJie MpeoCcTaBeH, KakTo oA popmara Ha
MH(QOPMALIMOHHN OpOLIypH, Taka 1 1o GopmMaTa Ha aynuo-CD, KOUTO Ja ChIBbPKAT CICAHUTE
KIIFOYOBH €JIEMEHTH:

. JIucroBka 3a marueHTa
o Kak ma ce moaroreure 3a geuerne ¢ Rimmyrah
o Kaksu ca cremkure cien gedenue ¢ Rimmyrah KiirouoBu mpusHamy 1 CHMIITOMH Ha CEPUO3HH

HCXCIIaHU C'b6I/ITI/I$1, BKJIFOYUTEIHO MOBUILIECHO BHTPCOYHO HAJIATAHE, BBTPCOYHO BH3MAJICHHUC,
OTJICIBAHC HAa PETHHATA U PA3KbCBAHC HA pCTUHATA U I/IH(I)GKI_II/IOB»GH eHI[O(l)TaJ'IMI/IT
L4 Kora Ja €€ ThbPCHU CIICIIHO KOHCYJITallud ¢ MCAUIIMHCKHN CIICIUATIUCT
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MNNPUJIOKEHHUE 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA 1A CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUsA

OITAKOBKA - CAMO ®JIAKOH

1. HMME HA JIEKAPCTBEHMUSA TPOAYKT

Rimmyrah 10 mg/ml nHXeKuuoHeH pa3TBop
parnOu3ymMab

2. OBSABSBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Enua ml ceappka 10 mg parnubuzymad. dakoH, ceabpikai 2,3 mg paHuou3ymao.

3. CHHUCBK HA MIOMOIIHUTE BEHIECTBA

ChI110 ChIbpKa: TpeXano3a AUXUAPAT; XUCTHIUH XUAPOXIOPH]], MOHOXHUIPAT; XUCTUIIH,
niorcop6ar 20 (E432); Boma 3a HHKEKITHN.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

MHxekiroHeH pa3TBop

1 x 0,23 ml ¢akon
Ennangna no3a 3a Be3pactan: 0,5 mg/0,05 ml. U3numrausT o6eM aa ce oTCTpaHu.

5. HAYMH HA NPUWJIOXEHHUE U IbT(MIIA) HA BbBEXKJIAHE

HHTpaBUTpeaTHO NPUIOKECHUE
3a emHOKpaTHa yIioTpeoa.
[penu ynotpeba nmpovereTe TMCTOBKATA.

6. CIIEHUAJIHO NPEAYINPEXIEHUE, YE JTEKAPCTBEHUSAT INPOAYKT TPSABBA
JA CE CBXPAHSIBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA IELA

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

| 7. JAPYI'M CIIEMAJIHU NTPEAYIIPEXJAEHUS, AKO E HEOBXOAUMO

| 8. JATA HA U3THYAHE HA CPOKA HA T'OJAHOCT

T'onen no:

9. CIHIEHUAJIHU YCJIOBUS HA CbXPAHEHHUE
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Jla ce cpxpaHsBa B XJIAHITHUK.
Ha He ce 3ampassiBa.
CoxpaHnsiBaiiTe (1akoHa B KapTOHEHATa OMAKOBKa, 3a JIa ce Mpena3y OT CBETIUHA.

TAX, AKO CE U3UCKBAT TAKHUBA

10. CIHEIIMAJIHU ITPEAITA3HU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTU WJIN OTHHAABYHU MATEPUAJIN OT

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

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

Hcnanus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/23/1779/001

13. TAPTUJIEH HOMEP

ITapTunen Ne

| 14, HAYMH HA OTITYCKAHE

| 15. YKA3AHWUs 3A YIIOTPEBA

| 16. MH®OPMALIMSI HA BPAIJIOBA A3BYKA

[Ipuero e ocHOBaHUe /1a He ce BKIOUYH nH(popMarus Ha bpaitioBa a3oyka.

| 17. YHUKAJIEH WAEHTUO®UKATOP — JIBYU3MEPEH BAPKO/]

JBym3mepeH 0apKo[ C BKIFOYEH YHUKAICH HACHTU(UKATOD

| 18. YHUKAJIEH UAEHTUPUKATOP — JTAHHHU 3A YETEHE OT XOPA

PC
SN
NN

34



MHUHUMMYM JAHHH, KOUTO TPABBA JA CbABPXKXAT MAJIKUTE EJUHNYHHU
II'bPBUYHU OITAKOBKH

ETHUKET

OJIIAKOH

1. HMME HA JIEKAPCTBEHMUS TPOAYKT U ITbT(MIIIA) HA BbBEK/IAHE

Rimmyrah 10 mg/ml uHXEKIIMOHEH pa3TBOP
paHnOU3yMab
MNHTpaBUTpEaIHO IPUIIOKEHHE

| 2. HAYMH HA INTPUWJIOKEHUE

| 3. JATA HA U3THYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTHUJAEH HOMEP

Lot

5. CBABPKXAHHUE KATO MACA, OBEM WJIN EJUHULIN

2,3 mg/0,23 ml

| 6. IPYTO
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JAHHU, KOUTO TPABBA 1A CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUsA

®JIAKOH + UT'JIA C PUWITHP

1. HMME HA JIEKAPCTBEHMUSA TPOAYKT

Rimmyrah 10 mg/ml nHXeKuuoHeH pa3TBop
parnOu3ymMab

2. OBSABSBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Enua ml ceappka 10 mg parnubuzymao.
®dakoH, chABpXKAIT 2,3 Mg paHuON3yMad.

3. CIHHUCBK HA IOMOIIHUTE BEHIECTBA

ChIIo ChIbpKA: TPEXano3a JUXUAPAT; XUCTHIUH XUPOXIOPUI, MOHOXHUPAT; XUCTH/IVH;
nosmcopOar 20 (E432); Boga 3a HHKEKITUH.

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

HMHxex1noHeH pa3TBop

®nakon 1 x 0,23 ml, 1 urna ¢ puntep.
Ennanuna qo3a 3a se3pactau: 0,5 mg/0,05 ml. MsnumausT 06em 1a ce OTCTpaHHu.

5. HAYMH HA NIPWJIOXKEHUE U ITbT(MIIA) HA BbBEXKJIAHE

MHTpaBUTpEaIHO IPUIIOKEHHE

3a egHOKpaTHA ynoTpeoda.

Ipenu ynotpeda npoyereTe TUCTOBKATA.
Urnara ¢ puiatsp He € 3a HHKEKIINH.

6. CIHELHUAJIHO NPEAYNPEXIEHHUE, YE JIEKAPCTBEHUSAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT IIOTI'JIEJA 1 JOCEI'A HA JELIA

Ja ce cexpaHsBa Ha MSICTO, HEAOCTHITHO 32 JICIIA.

| 7. JAPYT'U CHEINUAJIHM ITPEAYIPEXKIAEHUA, AKO E HEOBXOIUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:
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| 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cpxpaHsBa B XJIaAHITHUK.
a He ce 3ampassiBa.
CoxpansBaliTe prakoHa B KapTOHEHATa OMAKOBKa, 32 Jla C€ Pe/a3y OT CBETIUHA.

10. CHELUAJIHU ITPEANTAZHU MEPKHU ITPU U3XBDBHPJSIHE HA HEU3IMOJI3BAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU WJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HMME U AJPEC HA IIPUTE/KATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

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

Hcnanus

12.  HOMEP(A) HA PAPEHIEHHUETO 3A YIIOTPEBA

EU/1/23/1779/002

13. TAPTHUJIEH HOMEP

ITapTunen Ne

| 14, HAYMH HA OTIIYCKAHE

| 15.  YKA3AHMS 3A YIIOTPEBA

| 16. HWH®OPMAIUA HA BPAMJIOBA A3BBYKA

[Ipuero € ocHOBaHUE 1a He ce BKIYM nHpopMaIus Ha bpaitiosa a30yka.

| 17. YHMKAJIEH HAEHTH®UKATOP — JIBYU3MEPEH BAPKO/

JBynaMmepeH 0apKoJ C BKIIOUEH YHAKAICH HICHTH(HUKATOD

| 18. YHMKAJIEH WJEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMMYM JAHHH, KOUTO TPABBA JA CbABPXKXAT MAJIKUTE EJUHNYHHU
II'bPBUYHU OITAKOBKH

®JIAKOH + UI'JIA C PUITHP

1. NME HA JIEKAPCTBEHUSA IMPOAYKT U TbT(MIIA) HA BBBEXK/IAHE

Rimmyrah 10 mg/ml uHXeKIMOHeH pa3TBop
paHubu3ymab
WHTpaBUTpEaTHO MPUIOKEHHE

| 2. HAYUH HA ITPUJIIOKEHUE

| 3. JATA HA T3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IMAPTUJEH HOMEP

Lot

| 5. JPYIroO

2.3 mg/0.23 ml

| 6. JPYIrO
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b. JUCTOBKA
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JIucroBka: uHopManus 32 NaHeHTa

Rimmyrah 10 mg/ml uH:keKIMOHEH Pa3TBOP
pann6mu3ymad (ranibizumab)

vTo31/I JISKaPCTBEH MPOAYKT TOJUICKH Ha JOMBIHUTEIHO HAOM0eHHe. ToBa 11e mo3Boiu
OBP30TO yCTAaHOBSIBAaHE HAa HOBA MH(OPMAIHI OTHOCHO Oe3omacHocTTa. MoeTe fa najere

CBOSI IPUHOC KAaTO CHOOIINTE BCSIKA HEKEIIaHA PEAKITHS, KOSTO CTE TOTYIHIIN. 32 HadMHa Ha
ChOOINaBaHEe HAa HEXEJIAaHU PEAKIUK BIDKTE Kpast Ha TOYKa 4.

IIpoyeTeTe BHUMATEJIHO HSJIATA JUCTOBKA, Ipeau 1a Bu 0bae npujioxkeHo ToBa JeKapcTBO, Thil

KaToO TH ChAbp:Ka Ba:xkHA 32 Bac nundgopmanus.

- 3ana3zere Ta3u JUCTOBKA. MoXke J1a ce HAJIOXKH J1a 51 IPOYETETe OTHOBO.

- AKO UMaTe HAKaKBH JONBIHUTEIHH BBIIPOCH, TonuTaiiTe Bamus nekap.

- Axo IMOJIYYUTC HAKAKBU HCXKCJIAaHU PCAKIIUN, YBEIOMETC Bamms JICKap. Tosa BxII0YBa U
BCUYKH Bb3MOXKHU HEXEJIAHU PEaKLUU, HEOMCAHU B Ta3H JIUCTOBKA. BixkTe Touka 4.

KakBo cbabp:ka Ta3u JHCTOBKA

Kakso npencrasissa Rimmyrah u 3a kakBo ce n3nonssa

KakBo Tps0Ba na 3Haere, npeau na Bu 0bae npunosxen Rimmyrah
Kak ce mpmmara Rimmyrah

BB3M0XHM HEXKENaHU pEeaKkLuU

Kaxk na cpxpansBate Rimmyrah

ChabpikaHue Ha ONIAaKOBKATa M JOMBIHUTEIHA HHPOPMAITUS

oarLNE

1. Kakso npeacraBasiBa Rimmyrah u 3a kakBo ce u3noj3Ba

Kakso npeacrasiasiBa Rimmyrah

Rimmyrah e pa3tBop, KoiiTo ce uHKeKkTupa B 0KoTo. Rimmyrah npunamiexu KbM rpyma Jekapcrsa,
Hape4yeHH aHTHHEOPEeBacKyIapu3upamy cpeacTsa. ChIbpika aKTHBHO BEIECTBO, HAPECUCHO
panuOu3ymao.

3a kakBo ce u3mo/3Ba Rimmyrah
Rimmyrah ce npuara npu Bb3pacTHH 3a JEYCHUE HA HIKOJIKO OYHM 3200 ISIBAHHS, TIPEIM3BUKBAIIN
YBpEXKIaHE Ha 3PCHUETO.

Te3u 3a00siBaHUS BR3HUKBAT B PE3YJTAT HA YBPEXKJaHE HA peTHHATA (CBETIIOUYBCTBUTEITHHS CIIOH B

3a/{HaTa 4yacT Ha OKOTO), MPUYHUHEHO OT:

- PaspacTBane Ha HeoOMUaiiHM KPFBOHOCHHU CHAOBE C TIOBHUIIIEHA MTponycKiInBocT. Habmonasa ce
mpu 3a00JIIBaHUS KaTO BB3PacTOBOOOYCIIOBEHA MaKyIHa fnereHepanus (BJAM) u
nponudeparuBHa nuabderna perunonarus (I[1J1P, 3abonsBane, KO€TO ce IBIKU Ha 1UAOET).
Moske ChIIO Taka Jia € CBbP3aHO C XOpouaaaHa HeoBackynapusanus (XHB), nemkania ce Ha
natojorugHa muonus ([IM), aHTHOMIHY UBHUIH, IEHTPATHA CEPO3HA XOPHOPETHHONATHS WK
Bb3nanuTeaHa XHB.

- MakyeH enieM (OTOK B IEHThpa Ha peTHHATa). TO3M OTOK MOXKe Ja ce IbJKU Ha AuadeT
(3abomnsiBaHe, HapeyeHo nuabeTeH MakyiieH eneM (JIME)) uinu Ha 3anmyniBaHe Ha BEHUTE Ha
petuHaTa (3a001BaHe, HApEUCHO BEHO3HA OKITy3us Ha petuHata (BOP)).

Kak nefictBa Rimmyrah

Rimmyrah cnennduyno pasmno3HaBa u ce CBbp3Ba ¢ OEJITHK, HAPEUEH YOBCIIKH ChIOB CHIOTEICH
pactexen paxtop A (VEGF-A), namupair ce B okoto. Koraro e B uznuinsk, VEGF-A npuunnsea
HEEeCTECTBEHO pa3pacTBaHE Ha KPHbBOHOCHM CHJIOBE M OTOK B OKOTO, KOUTO MOTaT Jia I0BEAAT 10
HapyllaBaHe Ha 3peHueTo npu 3adbomasanus karo B/IM, JIME, I1/1P, BOP, IIM u XHB. Cebp3Baiiku
ce ¢ VEGF-A, Rimmyrah mosxe na 6;10Kkupa AeHCTBHETO My H Ja IIPEJOTBPATH HEECTECTBEHOTO
paspacTBaHe Ha KPbBOHOCHH CBHJIOBE U OTOKA.
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ITpu Te3u 3abonsBanus, Rimmyrah Moske 1a moMorse a CTabUIM3Upa ¥ B MHOTO CIIy4YaH 1a Moao0pu
3peHueTo Bu.

2. Kaxso TpsnoBa n1a 3HaeTe, mpeau Aa Bu 0bae npuiioxken Rimmyrah

He TpsoBa 1a Bu 0b1e npuiaaran Rimmyrah

- AXo cTe aJepruyHy KbM paHHOM3yMald WM KbM HSKOS OT OCTaHAINTE ChCTaBKU HA TOBA
JeKapcTBO (M30pPOEHH B TOUKA 6).

- Ako nMaTe UH(EKUHUs BbB WK OKOJIO OKOTO.

- Axo nmaTte 0oJTKa WM 3a4epBsiBaHe (TEKKO BETPEOYHO BB3MAICHHE) B OKOTO CH.

IIpenynpexnenust u NpeanasHu MepKH

I'oBopete ¢ Bammst nekap, npeau na Bu 0b1e npuinoxen Rimmyrah.

- Rimmyrah ce npuiara mox ¢popmara Ha HHXEKIHs B OKOTO. [ToHSIKOTa, Cie/ JIeYeH e C
Rimmyrah mMorar n1a HacTBIAT HHEKIKS HA BPTPEUIHATA YacT Ha OKOTO, 0OJIKA HITH
3ayepBsBsHE (Bb3MaJeHNE), OTICNBAHE WM Pa3KbCBaHE Ha €HA OT OOBUBKHTE B 3aJHATA YACT
Ha OKOTO (OTJIETIBaHE WM pa3KbhCBaHE HA PETHHATA M OTJICTIBAHE HIIU pPa3KbCBaHE Ha
MMATMEHTHUS STUTEI Ha peTUHATA), FJIM TOMBTHSIBaHE Ha Jiemara (karapakra). BaxxHo e TakaBa
MH(EKIYs WK OTIENBaHE Ha PETHHATA J]a C€ YCTaHOBSIBAT U JIEKYBAT KOJIKOTO € Bh3MOYKHO I10-
paHo. Mo, yBenmomere Bamms nexap He3a0aBHO, aKO HACTHIIAT CHUMIITOMH KaTo 0OJIKa B
OKOTO WJTH YBEJIMYaBAaIll ce AUCKOM(OPT, BIOMIABAIIO CE 3a4epBsIBaHE HA OKOTO, 3aMBIIICHO MIIH
HaMaJIEHO 3peHHe, MaJIKH YaCTUYKH WM TOYKU B 3pUTEIHOTO Bu mosne uinu noBuiieHa
YYBCTBHTEJIHOCT KbM CBETIIHHA.

- [Ipu HAKOW MAMEeHTH 3a KPAaThK NEPHOI, BEIHATA CJIe]l MHKEKIUATA, MOXKE J]a C€ TTOBHIIHN
BBTPEOYHOTO HAJISTAHE.

- ToBa e cbeTosHue, KoeTo Brue Ouxte MOTim Aa He yceTUuTe, €To 3aio Bamusr nekap Moxe na
MIPOCJIETN 32 HETO CJIE]| BCAKA MHKEKIIUS.

- HNudopmupaiite Bamms 1ekap, ako cTe UMajIy Ipe/IecTBAIN 3a00/IBaHUS HA OUUTE WITH
JIeYeHUE Ha OYUTE, WM aKO CTE MPEXKHUBENIN UHCYIT, WIN CT€ UMM TPAH3UTOPHU CUMIITOMH Ha
MHCYIT (C1aboCT WK Mapanu3a Ha KpalHULUTE WK JIMLETO, 3aTPyIHEH TOBOP WIH pa3OupaHe).
Tasu uHopmalus e ObIe B3eTa PeIBU I P IpeleHKaTa qaau Rimmyrah e moaxozasmoro
nedeHue 3a Bac.

Mous, BukTe TOUKa 4 (,,BB3MOXKHI HEXeNlaH! peakui‘‘) 3a moBeue HH(popMaIs OTHOCHO
HEXKEJTAHUTE PEaKIluK, KOUTO MOTaT Jla HACTBILAT M0 BpeMe Ha JieueHueTo ¢ Rimmyrah.

Hdeua u ronomm (mox 18 ronnmHa Bb3pacr)
IMpunoxenuero Ha Rimmyrah mpu gema u roHOIIM He € YCTAHOBEHO M 3aTOBA HE CE MPETOpPhUBa.

Jpyru aekaperBa u Rimmyrah
TpsioBa na kaxxere Ha Bamms nekap, ako npuemaTe, HACKOPO CTe MPUEMAITH HIIH € Bb3MOXKHO J1a
npreMare JIpyru JeKapcTaa.

BpeMeHHOCT 1 KbpMeHe

- Ha sxeHuTe, pH KOUTO ChHINECTBYBA BH3MOXHOCT 3a 3a0peMeHsIBaHe, ce MPEnophyBa jaa
H3I110J13BAaT e(beKTI/IBHa KOHTpAaLCIIH1A 10 BpEME Ha JICHCHUCTO U B IPOABJIKCHUE HA ITOHE TPpU
Mecela Clie]] puiiarane Ha rocjeaHara urmkekius Rimmyrah.

- Hsma ommr ¢ mpunoskenrero Ha Rimmyrah mpu 6pemennn xenn. Rimmyrah we tps6sa na ce
U3II0J13BA 110 BpeMe Ha OPEMEHHOCT, OCBEH aKO MOTEHIIHAIHUTE MOJI3U HE MPEBUIIABAT
HNOTEHIUATHUTE PUCKOBE 3@ HEPOJICHOTO JieTe. AKO CTe OpeMEeHHa, CMSITaTe, Y€ MOXKeE J1a CTe
OpeMeHHa WM TUIaHupaTe OPEeMEHHOCT, MOJIsl 00Ch/IeTe ToBa ¢ Barus ekap npeau JIeueHUeTo
¢ Rimmyrah.

- Manku konryectBa Rimmyrah morat na npemuHar B kbpmara, 3atoBa Rimmyrah we ce
HpernopbyBa Mo BpeMe Ha kbpMmeHe. [lochBeTBaiite ce ¢ Bamms nekap win gpapmaieBT npean
neuerne ¢ Rimmyrah.
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lodupane u padora ¢ MalIUHU
Crnien neyenuero ¢ Rimmyrah moxe 1a iMaTe BpeMEHHO 3aMBbIJIsIBAHE HAa 3pEHUETO. AKO TOBa Ce
cllyud, He modupaiTe U He paboTeTe ¢ MAIlIMHHM, TOKATO TOBA HE OTIIYMH.

3. Kak ce npuiara Rimmyrah

Rimmyrah ce npuiara kato eIHOKpaTHa HHXXEKIUS B OKOTO OT BalusT oueH Jiekap, moJi MeCcTHa
ynoiika. O0uyaiiHara 103a, KoATo ce umkekrupa, ¢ 0,05 ml (kouro crappxar 0,5 mg paHuOuzymao).
WHTepBanbT MeX Ty NMPUIIATAHETO HA JIBE JIO3H, MHKCKTHPAHU B €THO U ChIIO OKO, TPsOBa J1a Obie
TIOHE YETHPH CEIMUIIM. Beruku uHxeknuu e Bu 0b1aT npunoskeHu ot Baius oveH nekap.

IIpenn npunarane Ha UHXEKIMATA, BammusT iexkap BHUMATEIHO IIie TpoMue okoTo Bu, 3a na
MIPEIOTBPATH BH3HUKBAHETO Ha MH(EKIUs. Bammsr iekap, chIno Taka, e Bu npunoxku MectHa
yHOMKa, 3a 1a HaMalld WK J1a IPEeOTBPATH BCAKa 0OJKa, KOSITO OMXTe MOTIIH J]a M3IHUTATE 110 BpeMe
Ha MHIKEKIIHATA.

Jledenuero 3arouBa c npujiaraHe Ha €IHa MHKCKIUA lemyrah MeceuHo. Bamusar JICKap e
nmpociieasaBa CbCTOAHUETO HA OKOTO Bu u B 3aBHCHMOCT OT TOBA, KaK CC€ MOBJIHUABATEC OT JICUCHHUECTO, IIC
MMpeucHU, JajJIh U KOoTra € HCO6XOZII/IMO Ja Cc€ MPOAbJIZKA JICUCHUETO.

[TonpoGHM yka3aHWs OTHOCHO HAYMHA Ha TIPUJIOKEHHE ca AJeHN B Kpas Ha JINCTOBKATA.

Crapuecka Bb3pacT (Ha 1 HaaA 65 roaunm)
Rimmyrah moxe 1a ce mpuiara npy MayueHTH Ha Bh3PACT Ha M Hal 65 TouHu 0e3 1a ¢ HeoOX0auMO
KOpHUTHpaHe Ha J03aTa.

Ipeau 1a Obae NpeycraHoBeHo JiedeHneTo ¢ Rimmyrah

AKo oOMHCIISITE 1a IPeyCTaHOBHTE JIeueHneTo ¢ Rimmyrah, Mosist oTuaeTe Ha ciie/iBalys 3aucan
yac 1 o0chaeTe ToBa ¢ Bamus nekap. BamusaT nexap e Bu mochBeTBa U 1m1e penin KOJIKo JIBJITO €
Heo0XxoauMo Jia ce JekyBare ¢ Rimmyrah.

AKO UMarte HIKaKBH JOMBIHUTEIHHA BBIPOCH, CBBP3aHU C YIIOTpebaTa Ha TOBa JIEKAPCTBO, MOMUTANTE
Bamws nekap.
4. Bb3MOKHM HeKeTaHW peakiuu

KakTro Bcuukmu JICKapCTBaA, TOBA JICKAPCTBO MOXE Jia IPECAU3BHUKA HEXKECIIaHN pCaKINU, BBIIPEKU Y€ HE
BCCKM I' I10JTy4aBa.

HesxenanuTe peakiuu, CBbp3aHu ¢ MpUiiaraneto Ha Rimmyrah, ce rbiokaT Wik Ha caMOTO JIEKapCTBO,
WM Ha TIpolieypaTa Ha HHXKEKTUPaHe, M Hali-uecTo 3acAraT OKOTO.

Haﬁ—CepHOSHHTe HEXCJIaHU PCAKIUU Ca OITMCAHU ITO-A0JTY:

YecTH cepro3HU HeKeJIAHM peakuuu (Morat ga 3acerHar fo 1 Ha 10 xymm):

- OTJICTIBaHE WJIM PAa3KbCBAHE Ha CJI0s, KOMTO ce HaMupa B 3a/lHaTa 4acT HA OKOTO (OTJIENBaHEe
WIN pa3KbCBaHE Ha PETUHATA), KOETO BOJM JI0 MOSABATa HA CBETKABUIIM U MBbTHUHH, KOETO MOKE
Jla IIporpecupa 10 BpeMeHHa 3ary0a Ha 3peHMeTO WM IOMbTHIBAHE Ha Jiellara (KaTapakTa).

HeuvecTu cepuo3Hu HexkeJIaHU peakiuu (MoraT na 3acerHat a0 1 Ha 100 xymm):

- ciernoTa, MHPEKIUsI Ha o9HaTa S0BJIKa (€HI0(PTAIMHUT) C BH3MAJIEHNE Ha BRTPEITHOCTTA Ha
OKOTO.
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CI/IMHTOMI/ITC, KOHMTO MOKE€ Ja MMOYYyBCTBATE, Ca 00JIKa WU MOBUIIIECH HI/ICKOM(I)OpT B OKOTO, IIO-CHUJIHO
3a4YCPBABAHC HA OKOTO, 3aMbIJIIBAHC UJIM HAMAJISIBAHEC Ha 3pCHUCTO, ITIOBUIIIABAHE Ha 6p0$[ Ha
MBTHUHHUTE B 3pUTCIIHOTO I10JIC UJIW IMOBUIICHA YyBCTBUTCIIHOCT KBbM CBCTJIIMHA.

Mousi, nHopMupaiiTe He3a0aBHO Bamms jekap, ako noy4nrTe HAKOSI OT H30pOEHUTE
HexKeJIaHH PeaKIuu.

Haii-gyecto C’LO6H_IaBaHI/IT€ HEXKCJIaHU PCAKIUU Ca OITMCAHU ITO-A0TY:

MHoro 4ecTH He:KeJIaHM peakuu (Morar fa 3acerHar moseue ot 1 Ha 10 xymm)
Hexenanu peakiuu, CBbp3aHH ChC 3PEHUETO:

- Br3nanenue Ha 0KOTO

- KbpBene B 3aaHaTa YacT Ha OKOTO (KPHBOU3JIUB B PETHHATA)
- 3puUTeNHN HapyIIEHUs

- Bonxka B okoTo

- Maiky 9aCTHYKH WM [ETHA B 3pUTEIHOTO 1oJie (MbTHUHH)
- KbpBsicBane Ha OKOTO, Tpa3HEHE B OKOTO

- VYcemane 3a 4yXJ10 TAI0 B OKOTO

- [loBu1iIeHO OTHEINISIHE HA CHI3H

- Brananenue wim nHOEKINS HAa KpanliaTa Ha KIICadyuTe

- Cyxota B OKOTO

- 3ayepBsiBaHE WM CHPOEK B OKOTO,

- [ToBuiIeHO BETPEOYHO HAJISTaHE

Hexxenanu peakiuu, HECBbP3aHU ChC 3PEHUETO:
- Bb3naneHo repio

- 3amymieH HoC

- XpeMma

- I'naBoOoine

- bonku B cTaBuTe

HO—I[OJ'Iy Ca OMUCAaHU APYTH HEKECIaHNU PCAKIIUU, KOUTO MOT'aT a Bb3HUKHAT CJIC NPpHUJIaraHe Ha
Rimmyrah:

YecTu HeKeJTaHU peakuuu (Moxke 11a 3acernat 1o 1 Ha 10 gymm)
Hexxenanu peakunu, CBbp3aHu ChC 3pEHUETO:

- Hamanena 3purenHa octpora

- ITomyBaHe Ha yacT OT OKOTO (04YHa sIOBJIKA, POTOBHUIIA)
- Bpananenue Ha porosunara (IpeaHaTa 4acT Ha OKOTO)
- Maiiky neTpHIA BBPXY TOBBPXHOCTTA HA OKOTO

- 3aMBbITIEHO 3peHHe

- KbpBeHe 0T MACTOTO Ha MOCTaBSIHE HA HHXKEKIUATA

- KbpBene B okoTO

- OTxensiHe Ha CEKPET OT OKOTO ChC ChPOexK

- 3ayepBsiBaHE U MOAyBaHE (KOHIOHKTHBUT)

- YyBCTBUTEIHOCT KbM CBETIMHA

- Juckomdopt B 0KOTO

- ITonyBane Ha Kienaua

- Bbonka B kinemnaua

Hexenanu peakiiuu, HECBbP3aHU ChC 3PEHUETO:

- Wndexnus Ha MMKOYHUTE TBTHILA

- HamansBane Ha Opost Ha YepBEHUTE KPBBHH KIETKH (ChC CHMITOMH KaTO yMOpa, 3a1yX,
3aMasiHOCT, OJiea Koxa)

- TpeBokHOCT

- Kamunia

- T'anene
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- AJIepruYHU peakuy KaTo 0OpHUB, ypTHKApHs, CbpOek U 3auepBsBaHe Ha KOXKaTa

HeuecTn Hexke1aHu peakuuu (Moxke aa 3acerHar o0 1 Ha 100 mymmm)
Hexenanu peakiiuu, CBbp3aHu ChC 3PEHUETO:

- Br3nanenue v kbpBeHE Ha MPEJHATA YACT HA OKOTO

- Ortiarane Ha THOM B OKOTO

- HpOMeHI/I B HeHTpaJIHaTa qacT Ha O4YHaTa HOB’prHOCT

- Boka wiu Bp3nalieHUe B MACTOTO Ha MHKCKTHPAHE

- HeoOuuaiiHo ycemane B OKOTO

- Br3nanenue Ha kiemaya

Chol0maBaHe Ha HeJKeJIAHM PeaKINU

AKO NoJTyyHTe HIKaKBU HEXXEIAaHU JICKapCTBEHU peakiuy, yBeaomere Bamms nexap. Tosa BkirouBa
BCUYKU Bb3MOKHU HEOIHCAHH B Ta3H JINCTOBKA HEXKEJIaHH peakuuu. MoxkeTe ChIIo Ja ChoOLuTe
HEe)KEJIaHU PeaKklMu IUPEKTHO Ype3 HAlMOHATHATA CHCTEMa 32 ChOOIIaBaHe, IIOCOYEHA B
punoxenue V. Karo cpobmiaBare HexenaHu peakLyuy, MOXKETE J1a JaeTe CBOSI IPUHOC 3a
IOJIy4aBaHe Ha IoBeue UH(pOopMaLus OTHOCHO 0€3011acCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cbxpansaBate Rimmyrah

- [a ce cpxpaHsiBa Ha MsICTO, HEIOCTBITHO 32 JIela.

- He u3nosn3paiiTe TOBa I€KapcTBO ClIe] CPOKA HA TOAHOCT, OTOEINA3aH BbPXY KapTOHEHATa
ornakoBka u etukera cien ['ogen n0:/EXP. CpokbT Ha TOAHOCT OTrOBapsl Ha TOCIEAHUS JIEH OT
MOCOYCHHS Mecel.

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

- IIpenn yroTpeba HeoTBOPEHUAT IIAKOH MOXKE JIa C€ ChXpaHsABa Ha cTaitHa Temmeparypa (25°C)
1o 24 gaca.

- CoxpaHnsBaiiTe (akoHa B KapTOHEHATa OMAKOBKA, 3a J1a CE MpeAna3y OT CBETIHHA.

- Jla He ce U3MoII3Ba OBPENICHA ONIAKOBKA.

6. CbabpxaHue HA ONMIAKOBKATA M JOIIbJIHUTEIHA UHPopMaus

Kakso cbabpixa Rimmyrah

- AKTHBHO BelecTBo: pannOuzymad. Becexn ml cpabppika 10 mg parnbuzymad. Beexu durakon
cpabpka 2,3 mg pann6msymad B 0,23 ml pasteop. [1o To3u HaUMH ce ocurypsiBa HEOOXOIUMOTO
KOJIMYECTBO, TOCTABAIIO0 eauHnyHa j103a 0,05 ml, ceappxkamia 0,5 mg paHuou3ymao.

- Jpyru cheTaBKU: Tpexano3a JUXUAPAT; XUCTHINH XUIAPOXJIOPUA, MOHOXUIPAT; XUCTUINH;
noscopbar 20 (E432); Boaa 3a HHKEKITHH.

Kak m3raexxaa Rimmyrah n kakBo chabp:ka onaKkoBKaTa
Rimmyrah e umxkeximonen pa3tsop BbB (urakoH (0,23 ml). Pa3TBOpsT € OGUCTHP 10 JIEKO
oTajieclieHTeH, Oe31BETeH 0 KaQ)eHUKAB CTEPUIICH BOJICH Pa3TBOP.

IMpearar ce aBa pa3IMYHU BHIA OMTAKOBKH:
OmnakoBKa - camo (puIaKkoH

OmnakoBKa, ChABpIKAIA eHH CTHKJICH (UIAKOH C paHHON3yMad ¢ XJI0poOyTHIIOBa I'yMEHa 3allylIajiKa.
@DakoHBT € caMo 3a eJHOKpaTHa ynoTpeoa.

OmakoBka GaakoH + urna ¢ GWITsD

OmnakoBKa, ChABPIKAIlA €UH CTHKJICH (UIAKOH ¢ paHHON3yMab ¢ XJI0poOyTHIIOBa 'yMEHA 3aIylIaiKa
u enHa uria ¢ Gpuntsp ¢ Thi BpbX (18G x 172 uHya, 1,2 mm x 40 mm, 5 MUKpoMeTpa) 3a U3TETIITHE Ha
ChIBbpKaHUETO Ha (prakoHa. BcHUKM KOMIIOHEHTH ca caMo 3a eTHOKpaTHa yHnoTpeba.
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IIpuTe:kaTes1 Ha pa3pelIeHHETO 3a yNOTpeda
QILU PHARMA SPAIN S.L.

Paseo de la Castellana 40, planta 8

28046 Madrid

Hcnanus

IIpousBoaure

KYMOS, S.L.

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

08290

Hcnanus

3a JOITBJIHUTCIIHA I/IH(bOpMaHI/IH OTHOCHO TOBa JICKapCTBO, MOJIsA, CBBPIKETE CE C JIOKATIHUS

MPEICTaBUTEN HA MIPUTEXKATENS Ha Pa3pelIeHUETO 3a ynoTpeda:

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

Buarapus
Qilu Pharma Spain S.L.
Ten.: + 34 911 841 918

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

Danmark
Orion Pharma A/S
TIf: +45 8614 00 00

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

Eesti
Orion Pharma Eesti OU
Tel: + 372 66 44 550

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

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

France
Orion Pharma
Tél: +33 (0) 18518 00 00
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Lietuva
UAB Orion Pharma
Tel: +370 5 276 9499

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
Orion Pharma BV/SRL
Tel: +32 (0)15 64 10 20

Norge
Orion Pharma AS
TIf: +47 4000 42 10

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

Polska
Orion Pharma Poland Sp. z 0. o.
Tel.: + 48228333177

Portugal
Orionfin Unipessoal Lda.
Tel: +351 211 546 820



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

Italia
Orion Pharma S.r.l.
Tel: + 39 02 67876111

Kvzpog
Qilu Pharma Spain S.L.
TnA: + 34911 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: + 34911 841 918

Suomi/Finland
Orion Pharma
Puh/Tel: +358 10 4261

Sverige
Orion Pharma AB
Tel: + 46 8 623 6440

Latvija United Kingdom (Northern Ireland)
Orion Corporation, Orion Pharma parstavnieciba ~ Orion Pharma (Ireland) Limited
Latvija Tel: +353 1428 7777

Talr. +371 20028332

JaTa Ha mocJeaHO mpepasriexaaHe HA JUCTOBKATA
JApyru u3rouHunu Ha uHopmanus

Ho;[po6Ha I/IH(l)OpMaLII/ISI 3a TOBA JICKAPCTBO € MMPEAOCTABCHA HA ye6ca171Ta Ha EBpOHCI;'ICKaTa arcHuusA
1Mo JiekapcTBara http://www.ema.europa.eu.

46


http://www.ema.europa.eu/

INOCOYEHATA ITO-10J1Y UH®POPMALIUA E IIPEJTHASHAYEHA CAMO 3A
MEJNIUHCKHU CHEHNUAJINCTUA:

Mounsi, BuKTE ChIl0 Taka Touka 3 “Kak ce mpuiara Rimmyrah”.
drakoH 3a eJHOKpaTHA yrnoTpeda caMo 3a HHTPABUTPEATHO MIPUIIOKEHUE

Rimmyrah tps6Ba na ce npuiara ot kBaaudUIMpaH 0PTAIMOJIOT C OITUT B MHTPABUTPEATTHUTE
HWHXXEKLUH.

IIpu Bnaxxna BJIM, nmpu XHB, nipu I1/IP u nipu 3purenHu Hapyuenus, Abjpkany ce Ha JIME ninu Ha
MakyJieH efieM BenescTBre Ha BOP, mpenopbunrennara noza va Rimmyrah e 0,5 mg, npuinoxesn
KaTo €HOKpAaTHA WHTpaBUTpeaTHa HHKeKInsA. ToBa croTBeTcTBa Ha 0,05 ml 06eM 3a HHKEKTHpaHe.
UuTepBanbT MeXAy HHKEKTHPAHETO Ha JIBE 03U B €JHO U CHIIO OKO TpsiOBa Jia ObJie MOHE YeTHPU
CEIMHULIH.

JleyenueTo 3amouBa ¢ €1Ha MHXEKLUS MECEYHO J10 IOCTUTAHE Ha MAaKCUMAaJIHA 3pUTEIHA OCTPOTa
W/WJIM JI0 JIWIICA Ha MPU3HAIM Ha aKTUBHOCT Ha 3a00JIIBaHETO, HAIIP. JIUTICA HA TIPOMSIHA B 3pUTEITHATA
OCTpOTa U B IPYTH MIPU3HALIA U CHMIITOMH Ha 3a00JISIBAHETO B X0/1a HA JedeHnero. [Ipu manueHTrnTe ¢
BnaxHa BJAM, JIME, I1JIP u BOP mppBoHadaiHO MOKeE Ja ca HEOOXOAMMHY TPH WIIH TTOBEUE
MOCJIEA0BATENHN UHKEKIUHU, TPUIIOKEHHU BEAHBK MECEUHO.

Cren ToBa JekapAT TpAOBa /1a OTIpeIer HHTEPBATbT Ha MPOCTEeIIBaHe U Ha TIpHUJIaraHe Ha JeUYeHHUEeTO
Bb3 OCHOBA Ha aKTHBHOCTTA Ha 3a00JIsIBAHETO, OLIEHEHA Ype3 3PUTEHATA OCTPOTA U/MITH aHATOMHYHH
rapaMeTpH.

AKO 110 MHEHHE Ha JIeKapsi, 3pUTEITHUTE U AHATOMUYIHUTE TTApaMeTpH ITOKa3BaT, Y€ MpH MalueHTa
HsIMa 0JI3a OT MPOABIDKaBaHe Ha JieueHneTo, Rimmyrah tpsoBa na ce cnpe.

[TpocnensBaneTo 3a aKTUBHOCT HA 3a00JIIBAHETO MOKE J]a BKIIIOYBA KIMHIYCH TIPETIIET,
(YHKIMOHAHO W3CIIeIBAaHE MU 00pa3HH TEXHHUKH (HAIlp. ONTHYHA KOXEPEHTHA TOMOTpadusl WiH
¢yopecuernHoBa aHTHOrpadus).

AKO ManiueHTUTe Ce JIGKYBAT 0 CXeMa “JICUCHHUE-U-TIPOIBIDKABAHE HA JICUSHUETO , IPH TIOCTUTAHE Ha
MaKCHMaJHa 3pUTeNIHA OCTPOTA W/WIIH JIUIICA Ha MPU3HAIM Ha aKTUBHOCT Ha 3a00JIIBaHETO,
WHTEPBAINUTE HA IIPUJIaraHe Ha JICYEHUETO MOraT IIOCTENEHHO Ja C€ yBEIUYaT A0 MOBTOPHA MOsIBA HA
MIPU3HAIM HA aKTUBHOCT Ha 3a00JIIBAHETO WM 3PUTEITHA HAPYIICHU. TeparneBTHYHUTE HHTEPBAIHA HE
TpsiOBa Jia ce yIbJIXKABAT C TIOBEYE OT JIBE CEJIMUIIM HaBEeIHBK NpH BiaxkHa BJIM u morar na ce
yabIKaT ¢ 10 enuH Mecel HaBeaubx pu JME. Ilpu [1/IP u BOP tepaneBTHYHUTE UHTEPBAIU CHILO
MOraT MOCTENEHHO Jia C€ YABIXKAT, BIIPEKH Y€ JIUIICBAT JOCTAThYHO JaHHU, KOUTO J]a ONPEeNsT
MPOIBIDKATETHOCTTA HA Te3U MHTepBai. [Ipu moBTOpHA MMOsiBa HA AKTUBHOCT Ha 3a00JIsIBAHETO,
TEPANEeBTUYHUTE MHTEPBAIU TPIOBA CHOTBETHO JIa CE CKBCAT.

JleyenneTo Ha 3pUTEITHN YBPEKIaHUs, Thbkamy ce Ha XHB, TpsiOBa na ce onpenens WHIUBUTYaITHO
3a BCEKH IAIIMEHT Bb3 OCHOBA Ha aKTUBHOCTTA Ha 3a00aaBaHeTO. HAKOM malMeHTH MorarT Ja ce
HY>KJIaAT caMO OT €IHa MHXKEKLMs pe3 MbpBUTEe 12 Mecena; Apyru MOrat Ja ce Hy X AasT OT JICUEHUE
MO-4€CTO, BKIIIOUUTEIIHO €XEMECEUHO Mpuiarane Ha uHxekus. [Ipu XHB Bcnencteue Ha
naTojoruuHa muonus (IIM) nmpu MHOTO OT MAalMEHTUTE MOXKE J1a € HEOOX0IMMa CaMo €THA UJTH JIBS
HWH)KEKLIHUHU [IPE3 I'bpBaTa roiHHAa.

Panubuzymab u nazepna pomoxoacynayus npu JIME u maxynen edem écreocmeue na KBOP
MMa u3BecTeH ONUT ¢ MpUiIaraHeTo Ha paHuOU3ymMal ChITBTCTBAIIO C JIa3epHa (OTOKOATYIAIIHS.
Koraro ce mpunara B cbius eH, paHnOnzymad TpsiOBa aa ce npuinoxu more 30 MUHYTH cliejt
nazepHara (oTOKoarynamnys. paHuOn3ymad Moxe Ja ce Impujiara IpH NanrueHTH C Mpe/ecTBaa
na3epHa (HOTOKOATYIALMSL.
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Panubuzymab u pomoounamuuna mepanus ¢ eepmenopgun npu XHB ecneocmeue na [IM
HsiMa onuT ¢hC CHITBTCTBAIIIOTO MPUIIAraHe Ha paHUOU3yMab U BepTenopuH.

IMpenn npunarane Rimmyrah Tpsi0Ba na Ob1e MPOBEepeH BU3YAITHO 32 BUAUMH YaCTHUIIH, TPOMSHA B
[IBETa WK APYTH MPOMEHU. AKO ce HaOII01aBaT BUAUMHU YaCTHUIIH, TPOMSHA Ha [[BETA UM IPYTH
poMeHH, (hIaKOHBT TPSOBA [1a € U3XBBPIH CHITIACHO MECTHUTE pa3nopeadu 3a N3XBBPIIIHE.
[ponenypara mo HHXEKTUpaHETO TPsIOBa J1a ce TPOBEXk/1a B ACENTUYHU YCIOBHSI, KOETO BKITIOUBA
XUPYpPruvHa Ae3uH(EKIHs Ha PBhIETe, CTCPUIHU PHKABHIIN, CTEPUIIHA IIOKPUBKA U CTEPIIICH
CIEKYyJTyM 3a KilenaunTe (MM eKBHBAJICHT) U BH3MOXKHOCT 32 CTEpPHITHA TTaparieHTe3a (ako e
HeoOxoanmo). [Ipenu mpoBexaneTo Ha MHTpaBUTPEaTHATA TIPOoIleypa TpsAOBa BHIMATEIHO /1a Ce
OLIEHU aHaMHe3aTa Ha MalMeHTa 3a peakluy Ha CBPbXUyBCTBUTEIHOCT. [Ipenu npuiarane Ha
WH)KEKIHATA TPIOBA /1a Ce MPHUIIOKAT aIeKBaTHO 00e300IIIBaHe U MIUPOKOCTIEKTHPEH JIOKaJIeH
AHTHCETITHUK, 32 J1a ce Ie3nH(EKTUPAT KOXKaTa OKOJIO OKOTO, KJleTada v MOBBPXHOCTTA Ha OKOTO, B
CHOTBETCTBHE C JIOKAJTHATA MPAKTHKA.

OmnakoBKka - caMo (pJ1akoH

®dJ1akoHBT € caMo 3a eIHOKpaTHa yrnorpeda. Ciiell MHKEKTUPAHETO HEU3IOI3BAHUAT IPOAYKT TPsOBa
Jia ce u3xBbpian. Beeku (hakoH, moka3Ball NpU3HALY Ha MMOBPE/Ia WK OTBapsiHe, He TPsOBa Ja ce
u3noi3ea. CTEpUITHOCTTA HE MOJXKE JIa Ce TapaHTHpa, aKO HE € 3ama3eHa IeJI0CTTa Ha OMAaKOBKaTa.

3a MOArOTOBKA U MHTPABUTPEATHO HHIKEKTHPAHE ca HEOOXO UMM CIIEAHNUTE MEAUIIHHCKY H3AETHS 32
eIHOKpaTHa ynoTpeba:

- 5 um uraa ¢ puaTep (18G X 1% muua, 1,2 mm x 40 mm)

- 1 ml crepuna cipuHIoBKa (¢ o3HauerHwue 3a 0,05 ml)

- nmkekironHa urina (30G x Y2 uH4a).

Te3n MeIUIIMHCKY M3/EHs He ca BKIIIOYEHH B OITakoBKaTa Rimmyrah.

OmakoBka (GhaakoH + uria ¢ GUITEP

Bceniky KOMITOHEHTH ca CTEPUITHU B CaMo 3a eJHOKpaTHa yrnorpeba. Bcekn KOMIOHEHT ¢ OMaKoBKa,
MoKa3Ballla Mpu3HaIlM Ha MOBPEeJia WM OTBapsHe, He TPsOBa Ja ce u3noiizpa. CTEPHITHOCTTA HE MOXKE
Jla ce TapaHTHpa, aKo He € 3alla3eHa IIeJI0CTTa Ha OITaKOBKaTa Ha ChOTBETHHUS KOMIIOHEHT. [loBTOpHAaTa
ynorpeba MoXxe Ja ToBe/Ie A0 MHQEKIH Wil IpyTo 3a00sIBaHe/yBpeKIaHe.

3a IOAroTOBKA U MHTPABUTPEAHO HHKEKTHPaHE ca HEOOXOIUMH CIIEAHUTE MEAUIMHCKY M3ACHS 32
eIHOKpaTHa ynorpeba:

- 5 pm urna ¢ puntsp (18G x 1% nxua, 1,2 mm x 40 mm, npegocTaBeHa)

- 1 ml crepuina cipuanoBka ( ¢ oznayenue 0,05 ml)

- umkekionHa uria (30G x ¥ uH4a) (He ce mpeaocTaBs B onakoBkata Rimmyrah)

3a nma moaroreure Rimmyrah 3a uHTpaBUTpEaTHO MPHUIIOKEHHUE TIPU Bb3PACTHU MAIIMEHTH, MOJIS,
CrIa3BaiiTe CIEIHUTE YKa3aHHUS.

IIpocaenumoct

3a n1a ce mogO0pH MPOCIEAUMOCTTa HAa OMOJIOIMYHUTE JIEKAPCTBEHU MPOAYKTH, UMETO U HAPTUIHUAT
HOMEp Ha MPUIIOKEHHSI MPOIYKT TPsiOBa SICHO Jja ce 3aIuCBar.
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0,05 ml

[Mpenn npunoxxennero Rimmyrah tpsOBa 1a ce npoBepu
BHU3YaJIHO, 3 JIa C€ YBEPHUTE, Y€ HIMA BUAUMHU YaCTHUIIH,
NPOMSIHA Ha IBETa WJIM IPYTH IPOMEHHU. AKO ce
HaOJII01aBaT BUANMHU YaCTHUIIM, TPOMSIHA HA [[BETA HJIH
JpYTH IPOMEHH, (IIaKOHBT TPsiOBa Ja Ce U3XBBPIIU
CBIJIACHO MECTHHTE PA3NopeI0H 3a H3XBBPIISHE.

[Ipenu u3ternsHe Ha pa3TBOPA BHHIIIHATA YACT Ha
ryMeHara 3amymanika Ha (iakoHa TpsOBa na ce
nesuHpexnupa (Hamp. ¢ TAMITOH, HaItoeH ¢hC 75%
CIIUPT).

Crnoxete 5 um urina ¢ uarep (18G x 1% uHua,

1,2 mm x 40 mm) kbM cnpuHIioBKa ¢ o6em 1 ml, kato
U3II0NI3BaTe acenTHYHA TeXHUKa. Bkapaiite urnata ¢
GUATHP C THI BPBX B IIEHTHPA Ha 3aIlynIajKara Ha
(rakoHa, JIOKaTo WIJIaTa JOCTHTHE JAOJHUS Kpail Ha
¢makoHa.

W3Ternere ms10TO KOJIHYIECTBO TSYHOCT OT (l)HaKOHa,
KaTo o AbPKUTC B U3NPABECHO MOJIOKCHHUEC, JICKO
HAKJIOHCH, 3a a CC YJICCHU IIBJIHOTO U3TCIJIAHC.

VBepere ce, ue OyTal0TO Ha CIIPUHIIOBKATA €
JIOCTAThYHO M3TETJIEHO Ha3aj, KOraTo U3MpasBare
(makoHa, 3a 1a ce U3NPa3HU HAIIBIHO UIJIaTa C QUITHD.

OcraBete urnara ¢ QUITHP C THII BPbX BBB (JIaKOHA U 5
oTzeneTe crpuHIoBKara. Cies acnupupaHe Ha
CBABPKAHUETO Ha (yIaKoHa uriaTa ¢ GuaThp TpsAOBa 1a
ObJic U3XBHPJICHA U HE TPsIOBa /1a ce U3MOJ3Ba 3a
HHTPaBUTPEATHO HHKEKTUPAHE.

AcenTH4YHO U 37]paBo MPHKPEHETe HHKEKIIMOHHATA UIJIa
(30G x %2 uHua, 0,3 MM x 13 mMmM) KbM CHPHHIIOBKATA.

Baumarenno OTCTPAHCTEC Kalla4€TO Ha MHKCKIIMOHHATa
uria 6e3 Ja OTACTIATC MHXKCKIIMOHHATA urja oT
CIIPUHIIOBKATa.

Buumanue: XBaHeTe Kpas Ha MHXXEKLIMOHHATA UTJa,
KOraTo OTCTpaHsBATe Karayero.

BHuMaTeTHO OTCTpaHEeTe Bh3yXa U U3JIHUIIHUS Pa3TBOP
OT CIIPUHIIOBKATa M HArjaceTe 103aTa JI0 03HAYCHHUETO
0,05 ml Ha cipunIoBKaTa. CripuHIIOBKATa € TOTOBA 3a
HMHXEKTHPAaHE.

Bunmanue: He n30bpcBaiiTe HHXEKIIMOHHATA Uriia. He
M3TETIIIHTE Ha3a OyTalioTo.

WuxexmonHaTa uria TpssoBa na ce BbBefe 3,5-4,0 mm 3ax muMOa B CTHKIOBHIHOTO TSJIO, KATO CE
n30sTBa XOPU30HTATHUSA MEPHUIMAH U Ce HacOYBa KbM IICHThpA Ha OYHaTa S0BIKa. ToraBa ce mocTaBs
umkekius ¢ 0oem 0,05 ml; npu mocaeaBaIM HHKESKIUH HHXCSKIIMOHHOTO MSICTO Ha CKJIepaTa TpsiOBa

Ja CC CMCH:I.
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CHC}I HWHKCKTHUPAHETO, HE MOCTaBATEe OTHOBO KaIlaueTo Ha Urjara 1 HE 5 OT,E[GJISIP'ITC OoT
CIIpUHIIOBKATa. I/I3XB’LpJ'I€Te H3MO0JI3BaHaTa CIIPUHIOBKA 3a€AHO C UIJlaTa B KOHTefIHGp 3a OCTpH
npeaMETH, CbIJIaCHO MECTHUTC U3UCKBAHUS.
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