NPUJIOXKEHHUE |

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

SIMBRINZA 10 mg/ml + 2 mg/ml kankwu 3a o4u, cycrieH3ust

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

1 ml ot cycniensusra chapprka 10 mg 6punzonamus (brinzolamide) u 2 mg 6puMOHHUANHOB TapTapar
(brimonidine tartrate), eksuBanentan Ha 1,3 My OPUMOHHIHH.

IToMOIIIHO BEIIECTBO C U3BECTHO ACHCTBUE

Bcexu ml ot cycniensusita chappxa 0,03 Mg OCH3aIKOHUEB XJIOPHIL.

3a MBJIHUA CHUCHK Ha IMOMOIIHUTE BEIeCTBA BHKTE TOouKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Kamnku 3a oun, cycrieH3us (Kamku 3a 04u)

bsina mo mourtu 6sina enHopoHa cycneH3us, pH 6,5 (mpubim3uTenHo)

4. KJIMHUYHU JAHHHN

4.1 TepaneBTHYHU MOKA3AHUS

HamansBane Ha moBuieHoTo BbTpeouHo Hamsrane (BOH) npu Bp3pacTHN manueHTH ¢
OTKPUTOBI'BIIHA ITIayKOMa WM OYHA XUIIEPTEH3Us, IPU KOUTO MOHOTEpANUsITa HE OCUTYpsIBa
JocTaThyHO HamasiBane Ha BOH (Bxk. Touka 5.1).

4.2  Jlo3MpOBKA M HAYMH HA MPUJIOKEHHE

ﬂOBI/I[zOBKa

Ynompeba npu ev3pacmuu, KII0UUmMeENHo cmap4yecka 6b3pacm
[Ipenopwrunrtennara go3a ¢ enna kanka SIMBRINZA B 3acernaroro oko (o4m) JBa IbTH JHEBHO.

Ilponycnama 0o3za
AKO e mporycHara 1032, JICYCHUETO TPsiOBa Jia ce MPOIbJDKU ChC ClIe/BalllaTa IJIaHUpaHa J103a.

Yeproopobro u/unu 6wbpeuro vepesicoane
SIMBRINZA He ¢ u3nuTBaH pH MAIMEHTH C YEPHOAPOOHO YBPEXKIaHE U MIOPaIU TOBA CE
npenopbyBa MOBHUIIICHO BHUMAHHUE MPH Ta3u momynamus (Bx. Touka 4.4).

SIMBRINZA He e u3nuTBaH MpH MalMeHTH ¢ TeXKO 060peuno yBpexaane (CrCl <30 ml/min) wiu
NIPY TaKHMBa C XUIEPXJIOpEeMHYHA aruao3a. Tl karo OpuH3onamu B cberaBa Ha SIMBRINZA u
HETOBHAT META0OJIUT ce eKCKpeTHpar npeauMHo upe3 0p0penure, SIMBRINZA e npotuBonokaszan
npu TakuBa naiuenTy (Bx. Touka 4.3).

Heduampuuna nonyrayus
BbesomacHoctTa n ehukacHoctTa Ha SIMBRINZA nipu niena v toHOIIM Ha BB3pacT oT 2 10 17 ronuHu
HE ca yCTaHOBEHHM. JIUICBaT JaHHHU.




SIMBRINZA e npoTuBOIIOKa3aH IpyU HOBOPOACHH U KbpMadeTa Ha Bb3PACT MO 2 TOIUHU 3a
HaMmalsBaHe Ha MOBUIIEHOTO BhTpeoyHo Hamsrane (BOH) nmpu oTKpUTOBIBIHA TTIAyKOMA HITH OYHA
XUIEPTEH3US, P KOUTO MOHOTEPAITUsATa HE OCUTYPsIBa TOCTaThUHO HaMasiBane Ha BOH, mopanu
choOpakeHus 3a 6e30macHoOCT (BXk. Touka 4.3).

Hauun Ha npuitoxxeHue

3a 0YHO MPHIIOKEHUE.
[Naruenture TpsOBa 1a ObAAT HHCTPYKTUPAHH JIa pa3KIaiar 100pe OyTHIIKaTa npeau ynorpeoa.

Koraro ce mpuiara npuruckase Ha Ha30JaKpUMaTHUS KaHal M KJeaduTe ca 3aTBOPEHU 3a 2 MUHYTH,
cucTeMHarta abcopOuus ce HaMmasBa. ToBa MOXe J1a JOBe/ie 10 HaMallsiBaHe Ha CUCTEMHUTE
HE)KENIaHU PeaKLK ¥ 3aCHJIBaHE Ha JIOKAIHOTO JeiicTBre (Bxk. Touka 4.4).

TpsOBa m1a ce BHIMaBa Jja HE Ce IOKOCBAT KJIeTaduTe, 3a00UKalAIaTa T 001acT WK APYTH
MOBBPXHOCTH C BhPXa Ha OTKAMBaLIOTO YCTPOMCTBO Ha OYTHIIKATa, 3a 1a ce 30erHe 3aMbpCsIBaHe Ha
BbpXa Ha OTKAMBAIIIOTO YCTPOUCTBO U cycrieH3usITa. [lanuenTure TpsaoBa 1a ObAaT HHCTPYKTHPAHU J1a
ChXpaHsABaT OYTHIIKATa TUTBTHO 3aTBOPEHA, KOTATO HE CE M3IO3BA.

SIMBRINZA moxe na ce u3nos3Ba e IHOBPEMEHHO ¢ APYrd o) TaaIMOJIOTHYHY JIEKAPCTBCHU
MIPOJIYKTH 32 JIOKAITHO MPUIIOKEHHE 332 HAMAJISIBaHEe HA BHTPEOYHOTO HaJsiraHe. AKO ce U3Ioi3Ba
MoBeYEe OT €IMH OPTAIMOIOTHYCH JICKAPCTBEH MPOIYKT 32 JIOKATHO TPUIIOKEHHE, JICKAPCTBEHUTE
MPOAYKTH TpsiOBa Jia ce MpHUiIarar rpe3 MHTEpPBall OT OHE 5 MUHYTH.

4.3 IlporuBomokazanus

CBpBXUYBCTBUTEIHOCT KbM aKTUBHOTO(MTE) BEIIECTBO(a) MM KbM HAKOE OT IIOMOIIIHUTE BELIECTBA,
n30poeHu B Touka 6.1.

CBpBXUyBCTBUTEIHOCT KbM CyJipoHamMuIu (BXK. ToUKa 4.4).

[ManuenTH, MOTyYaBaIly JCUECHHE ¢ HHXUOUTOp Ha MOHOamuHOOKcHaazata (MAQ) (Bxk. Touka 4.5).
[TauyeHTH, TpUeMaIiy aHTUACTIPECAHTH, KOUTO MOBJIMSABAT HOpaIpeHepruyHaTa TpaHCMHUCHS (Hamp.
TPUIMKIMYHN aHTHICTIPECAHTH U MHaHCEepHH) (BK. Touka 4.5).

[ManmenTH ¢ TexXKO OBOpPEeYHO yBpeknaHe (Bxk. Touka 4.4).

[TaupeHTH ¢ XUIEPXIOpPEMHUYHA AII1034.

HoBopo/eHu u kbpMaueTa Ha Bb3pacT MO 2 TOANHHM (BXK. TouKa 4.4).

4.4 Chnenuananu nmpeaynpesxaeHus: U NpeAna3sHu MepKH NPU ynoTpeda

JlekapCTBEHUAT HPOIYKT HE TpsiOBa Ja ce uKekTupa. [lanuenture TpsOBa na ObIaT HHCTPYKTUPAHH
na e noreinar SIMBRINZA.

Ounu edekTu

SIMBRINZA ne e u3nuTBaH Mpy NalKMEHTH C TECHOBI'BIIHA TJIayKOMa U yHOTpedaTa My MpH Te3H
MAaIMEHTH HE Ce MPEnopbyBa.

Bb3MoxHUAT eheKT Ha OpUH30IaMKT BbPXY (QYHKIUITA HA POTOBHYHUS SHIOTE HE € U3CIIeBaH MPU
MAIUEHTH C YBpEJIeHa pOroBHIla (0COOCHO MPH MAMEHTH ¢ HUCHK Opoi eHioTenH: KieTku). [1o-
CITEIIMAaTHO, TTAIUEHTH, HOCEIITN KOHTAKTHH JICTITH HE ca W3CIIeIBAHN U TIOPaJH TOBA C€ MPETophuBa
BHUMATEITHO HAOJIOICHUE Ha T€3H MAIMESHTH NP yroTpeda Ha OpuH30JIaMuU/, ThH KaTo
WHXUOUTOPUTE Ha KapOOaHXH Ipa3aTa MOTaT Jla OKAXKaT BIUSHUE BbPXY POrOBHYHATA XUApATAIHS U
HOCEHETO Ha KOHTAKTHHU JICIIH MOXKE J]a YBEJIIMYHM PUCKA OT YBPEXKJaHEe Ha poroBuIara (3a
JIOTBJIHUTEITHY YKa3aHUs IIPU HOCEHE Ha KOHTAKTHH JICTITH BUXKTE TI0-J0JTy O] ,,beH3amkonuen
xynopua). [IpernopbuBa ce BHUMATEIHO HAOIOACHNE HA MAIMSHTH C YBPEKIaHE HAa POroBUIlaTa KaTo
MAIMEeHTH ChC 3axXapeH JAuadeT Wik JUcTpodust Ha pOrOBHUIIATA.



BprMOHHIMHOB TapTapaT MOXe /1a IPEAU3BUKA OUYHH AICPTHYHU peakluy. AKO ce HaOmoaaBaT
QJICPTUYHU PEaKINH, JEYCHUEeTOo TPsOBa 1a ce mpeycTaHoBH. MMa choOmeHns 32 OYHU peakIiy Ha
CBPBXUYBCTBUTEIHOCT OT 3a0aBeH TUII IIpH yrmoTpebda Ha OPUMOHUAMHOB TapTapaT, KaTo HIKOH ca
CBBbp3aHu ¢ noBHaBaHe Ha BOH.

He ca npoydvenu noreHrmanaute eheKTH ciiel] mpekparsBane Ha ieuenueto cbe SIMBRINZA.
Brnpeku e npoabKUTETHOCTTA Ha edekTa Ha moHmkaBaHe Ha BOH na SIMBRINZA ne e npoyuen,
edexThT Ha ToHIkaBaHe Ha BOH Ha OpuH301aMua ce ovakBa aa Mpoabnku 5-7 aau. EQexTsT Ha
nmoHmkaBaHe Ha BOH Ha OpuMOHMIMH MOXE 1a € TTO-IBJTBT.

Cucremuu edpektn

SIMBRINZA cvabprxa 6pun3onamun, cynadoHaMuIeH HHXUOUTOp Ha KapOoaHXuapas3ara, u
HE3aBUCHUMO OT TOBA, Ye ce MpHJjiara JOKajaHo, ce abcopOupa cucteMHo. CHITUST THIT HEXKEIaHH
JIEKapCTBEHU PEAKINH, KOUTO Ca XapaKTepHH 3a CyI(pOHaMHINTE, MOTAaT Jla ce HaOII0aaBaT pu
JIOKAJTHO TIPHIIOKEHHUE, BKIIOYUTEIIHO CHHAPOM Ha Stevens-Johnson (SJS) u TokcnduHa enuaepManta
Hekposmza (TEN). [Ipu npennuceane nanueHTuTe TPsOBa Aa ObAaT MHPOPMUpAHH 32 TIPU3HALIUTE U
CHMITOMHTE, U Ja ObIaT HaOII01aBaHU C TIOBHIIIEHO BHUMAHUE 3a KOXKHU peakuud. [Ipn mosiBa Ha
CEPHO3HU Peakliy WK CBphXuyBcTBUTETHOCT, SIMBRINZA TpsiOBa He3abaBHO 1a ce crpe.

Cobpaeyuy HapyIIEHUS

HabnronaBaHo e ciabo MOHMKEHNE HAa apTEepUATHOTO HaJIsITaHe MTPH HIKOW TAlMeHTH cIie]
npuinoxxenue Ha SIMBRINZA. TlpenopbuBa ce MOBUIIICHO BHUMaHUE NIPU yIIOTpeOa Ha JICKAPCTBEHU
NPOIYKTH KaTO aHTHXHUIEPTEH3UBHU CPEACTBA W/ WM ChPACYHH IITMKO3HUIH €THOBPEMEHHO ChC
SIMBRINZA, wnu nipu maneHTH ¢ TeXKKO WM HeCTAOUITHO M HEKOHTPOIHUPAHO ChPACYHOCHI0BO
3abonsBane (BX. Touka 4.5).

SIMBRINZA Tpsi6Ba na ce u3moin3Ba ¢ IOBHIIIEHO BHUMaHHE TIPH MAIIUSHTH C JISTPecus,
MO3BbYHOCH/IOBA WIIM KOPOHApHA HEOCTAThYHOCT, (heHOMEeH Ha Raynaud, oproctaTuvHa XUIIOTOHHS

WK O0JIUTEepHUpal] TPOMOAHTUUT.

HaDVH_IeHHSI HA aJIKATHO-KUCCIUHHUS 0allaHC

Nma cpo0mieHns 3a HapyIeHUs Ha aJIKaJTHO-KUCEIWHHNS OallaHC TIPH epOopaTHUTE HMHXHUOUTOPH Ha
kapooanxuapasara. SIMBRINZA ceabpxa OpuH301aMu, HHXHOUTOP Ha KapOboaHXUApazaTa u
HE3aBHCHMO OT TOBA, Y€ Ce IpuJIara JOKaJHo, ce abcopOupa cucteMHO. ChIIUAT THIT HEXKETaHH
peaKInu, KOUTO ca XapaKTepHU 3a MepopaTHUTe MHXUOUTOPY Ha KapOoaHxuapaszara (T.e. HapylIeHHs
Ha JIKAITHO-KHCEJIIMHHUS OaJlaHC), MOTarT Jia ce HaOJII01aBaT U IPH JIOKAITHO MPUIIOKEHUE (BIXK.

Touka 4.5).

SIMBRINZA TpsibBa na ce u3mosn3Ba ¢ OBUIIIEHO BHUMAaHKE NIPU TIAIIMEHTH C PUCK OT ObOpEeYHO
YBpEKIaHe MopaJd BE3MOXKHUS PUCK OT MeTabonuTHa anrao3a. SIMBRINZA e nmpoTtuBoriokaszas npu

HAIUCHTH C TeKKO ObOpEeYHO yBpekaaHe (Bxk. Touka 4.3).

YepHOapoOHO YBpEKIaHE

SIMBRINZA He e npoy4eH npu NalMeHTH ¢ Y4epHOPOOHO YBpEKIaHEe, HEOOXOIUMO € ITOBHIICHO
BHHMaHUE ITPY JICUCHNE Ha TaKMBa MAIIMEHTH (BXK. TouKa 4.2).

IIppraBuba Ha yma

[lepopanuuTe nHXMOUTOPH Ha KapOOaHXHUpa3aTa MOTaT Aa BJIOIIAT CIOCOOHOCTTA 32 M3ITBIHEHHE Ha
3aJ1a4M, U3MCKBAIIY ITbPraBiHAa Ha yMa W/HiH GU3nvecKa KOOPAMHAIMS MTPH MAlMeHTH B cTapyecKa
BB3pacT. SIMBRINZA ce abcopOupa CUCTEMHO U 3aTOBa € Bh3MOXKHO TOBA Jia Ce Ha0JIt01aBa U MPU
JIOKAJTHOTO My NIPUIIOXKEHHUE (BXK. Touka 4.7).



IlenuaTpudHa momyJamnus

besonacnoctra u epukacnHocrra Ha SIMBRINZA nipu nenia u roHomum Ha Bb3pact ot 2 A0 17 rogunu
He ca ycTaHoBeHH. ChoOIIEHH ca CHMITOMH Ha MpeJo3upaHe Ha OPMMOHHUINH (BKJIIOYUTEIHO 3aryda
Ha Ch3HAHHE, XUIOTOHHS, XHIIOTOHYC, OpaJuKapaus, XUIIOTEpPMUS], IIMAH03a U altHes) IPH
HOBOPOJICHH ¥ KbpMaueTa, MOoTydaBanii OpIMOHUINH KallKH 32 OYM KaTO YacT OT MEIUKaMEHTO3HOTO
nedeHne Ha BpoaeHa riaykoma. [lopanu roa SIMBRINZA e npoTuBonokasan npu Jiera Ha Bb3pacT
moJ 2 roauaH (BK. Touka 4.3).

He ce npenopbuBa edeHne Ha ena Ha Bb3pacT 2 TOAWHH U ToBeue (0COOCHO MU Te3U BHB
BB3PacTOBHU rpaHHIM 2-7 TOIUHU 1/miu ¢ Terno <20 KQg), mopaau Bb3MOKHOCTTA 32 HEXKEIaHH

peaKInu, CBhP3aHu C IEHTpaHaTa HepBHa cucTeMa (BX. Touka 4.9).

ben3ankoHueB XJIOpUI

SIMBRINZA cpappika OCH3IKOHHEB XJIOPHI, KOUTO MOKE Jla TIPEIU3BUKA Jpa3HeHE HA OUHUTE U €
H3BECTHO, Y€ IMPOMCH IBETA HA MCKUTC KOHTAKTHH JICIIHN. KoHTaKTBT ¢ MEKH KOHTAKTHU JICIIH
TpsOBa na ce u3osrea. [larmenture TpsOBa Ma OBAAT UHCTPYKTHPAHH J]a CBAIISAT KOHTAKTHUTE JIETIH
npeau npunoxenueto Ha SIMBRINZA u na n3zvyakar nose 15 MUHYyTH npend Ja rd MOCTaBsSIT
oOpatHo.

3a OeH3aJIKOHUEBHS XJIOPHU ce ChOOIIaBa, ye MPUYMHABA APa3HEHE Ha OYUTE U CUMIITOMHU Ha CYXO
OKO ¥ MOJKE J1a OKa)Ke BIMSHIE BbPXY CIIb3HHS (UM U IOBBPXHOCTTA Ha poroBuniara. Tpsaosa na ce
M3II0JI3Ba C MOBUILEHO BHUMAHKE MU MAIUEHTH ChC CyXO OKO U MPU MAIUEHTH, IPU KOUTO
poroBuIiaTa MOXe Ja € HapymeHa. [lanuenture TpsOBa aa ObAaT NpocIeasIBaHU B CIIy4yai Ha
IPOABJDKHUTENHA YHOTpeoa.

45 BzaumoaeicTBHE ¢ APYTH JeKAPCTBEHH NMPOAYKTH U APYru GopMu HA B3auMo/elicTBHE
He ca npoBexnaHu KOHKpETHH Tpoy4BaHus 3a B3aumoercTeusITa cbe SIMBRINZA.

SIMBRINZA e npoTuBOITOKa3aH Mpy NAIMEeHTH, PUEMAaId HHXUOUTOPY HA MOHOAMHUHOOKCH 1a3aTa
Y TIPH NALMEHTH Ha JICYCHUE C aHTHCTIPECAaHTH, KOUTO MOBIHUIBAT HOPaApEeHEPTUIHATa TPAHCMHUCHS
(Hamp. TPUIUKINYHY aHTUIETIPECAaHTH U MUAHCEPHUH), (BK. Touka 4.3). Tpunukinnyaure
AQHTHUETIPECAHTH MOT'aT J1a IPUTBHILIT OTTOBOPA HA IIOHMKaBaHE Ha BbTPEOYHOTO HAJIATAHE Ha
SIMBRINZA.

HpenoquBa CC MMOBUIICHO BHUMAHUEC MMOpaAr Bb3MOXKXHOCTTA 3a aAUTUBCH WUJIN IMOTCHIMPAI] e(beKT Cc
nekapcta, kouto nmotuckar [{HC (ankoxon, 6apoutypatu, onuatu, CeTaTUBHU CPEICTBA WITH
AHECTETHIIN).

JlucBar naHHM 32 HUBOTO Ha MUPKYJIUpAIINTE KaTexonaMuHu cienx npuinoxeHue Ha SIMBRINZA.
Bripeku ToBa ce NMpenopbyuBa MOBUIIEHO BHUMAHKUE NP MAIUSHTH, TPUEMAIIH JTeKapCTBEHU
MPOAYKTH, KOMTO MOTI'aT Ja MOBJIUAAT METa00IM3Ma U bIITCHKA Ha IUPKY/IMPAIIUTE aMUHHU (HAIIP.
XJIOPIIPOMA3HH, METHI(EHUIAT, PE3SPIHH, MHXUOUTOPH Ha 0OPATHOTO 3axXBalllaHe Ha CEPOTOHUH-
HOpeNuHEPPUH).

Anda agpeHepruuHUTE aroHUCTH (KaTto Hanp. OpUMOHUIMHOB TapTapar), KaTto Kiiac, Morar Jia
TIOHMKAT ITyJica U apTepraaHoTo Hajsirane. HaGmonasano e ciabo noHmwKeHne Ha apTepHaIHOTO
HaJlsITaHe TPH HAKOM nanueHTu cien npmwiokenne Ha SIMBRINZA. TlpenopbuBa ce MOBHUIIIEHO
BHUMaHUE MpH yroTpeda Ha JIEKapCTBEHH MPOIYKTH KaTO aHTUXUIIEPTEH3UBHY CPEJICTBA 1/HIIH
CHpACYHHU TIUKO3UAM enHoBpeMeHHO cbe SIMBRINZA.

Hpenopqua CC IMOBUIICHO BHUMAHUC IIPU 3alI0OYBAHE (I/UH/I IIpoMsAHa Ha ,ZIO3aTa) Ha ChIIBTCTBAIIIU
JIEKapCTBEHHU MPOAYKTH 33 CHCTEMHO MPHIIOKeHHE (HE3aBUCUMO OT JieKapcTBeHaTa (hopma), KOUTO
Morar Ja B3auMOJEHUCTBAT C 0-aJpeHEPIrHYHH arOHUCTH WJIM J1a TIOBJIUSAT TAXHATA AKTUBHOCT, T.€.
AarOHMCTH WJIM AaHTAarOHUCTH HA aIPCHEPTUIHNATE PEICITOPH (HAIP. H30TPEHATNH, TPA303HH).



Bbpun3onamun e ”HXHOUTOP Ha KapOOaHXHpa3aTa ¥ HE3aBUCHMO OT TOBA, Y€ Ce MpHiIara JOKaJIHO ce
abcopbupa cucteMHo. MIMa choOIIeHHs 3a HAPYIICHHUS Ha allKaTHO-KUCEIMHHNS OalaHc mpH
NepOpaTHUTE MHXUOUTOPHU Ha KapOoaHXxuapa3zaTa. Br3aM0oKHOCTTa 3a TaKMBa B3aUMOJACHCTBUS TPsIOBa
Jla ce MMa TPeBU/ TPH NanueHTH, kouTo norydasat SIMBRINZA.

Hanwuie e nmoreHmuan 3a amuTiBeH e()eKT Ha M3BECTHUTE CUCTEMHU e(DeKTH Ha MHXUOHUpaHE Ha
KapOoaHXHIpa3aTa MpH MAIUEHTH, IPUEMAIITH TIepopalicH HHXHOUTOP Ha KapOoaHXHapa3aTa U
OpuH30IaMHU/ 3a JIOKAIHO mpuiokenue. EqHoBpemennoro npunokenne Ha SIMBRINZA ¢
MEPOPATHN MHXUOUTOPHU HA KapOoaHXHUApa3aTa He Ce MPenopbhuBa.

Mzoen3umute Ha uTOXpoM P-450, oTroBapsy 3a MeTaboan3Ma Ha OpUH30JIaMHU I, BKITIOYBAT
CYP3AA4 (ocHosen), CYP2A6, CYP2C8 u CYP2C9. [Ipeanonara ce, ue ”HXUOUTOPUTE HA

CYP3A4 kaTo KeTOKOHA30JI, HTPAKOHA30J], KJIOTPUMA30J1, PUTOHABHUP U TPOJICAHJOMUIIMH IIe
HHXHOUpaT MeTaboau3Ma Ha Opunzonamun upe3 CYP3A4. [IpenopbuBa ce BHUMAHKE IIPH
KoMOMHHpaHO npuioxkenne ¢ uaxuouropu Ha CYP3A4. Bee nak e Majako BEpOSITHO OpHH30IaMHK/I 1a
KyMYJIHpa, Thi KaTo ObOPEYHOTO eIMMUHUPaHe € OCHOBHHS IbT. BpuH3onaMu He € UHXOUTOp Ha
uToxpoM P-450 n3oenzumure.

4.6 @epTHANTET, OPEMEHHOCT H KbpMeHe

BpemenHoct

JluricBaT niM UMa orpaHuueHH AaHHU oT ynoTpedata Ha SIMBRINZA mpu 6pemMeHHU KeHH.
BbpuH3onaMun He € TepaToreHeH NpH IUIBXOBE U TIPH 3aHIH, CIIe/l CHCTEMHO MPHIIIOKEHHE (TIEPOpATHO
yrosiBane). [Ipoy4BaHusITa IPU KUBOTHH C MEPOpaIcH OPUMOHHU/IMH HE MMOKA3BAT IPEKH BPEIHH
e(eKTH M0 OTHOLICHUE Ha PENPOyKTUBHATA TOKCUYHOCT. [Ipy mpoy4dBaHusITa IPH JKUBOTHH,
OpUMOHHIIMH MPeMUHAaBAa Npe3 TUIAIICHTaTa U HAaBJIM3a BbB (DETATHOTO KPhBOOOpAIlleHHE B
orpannveHa cremneH (Bxk. Touka 5.3). SIMBRINZA He ce npenopbuBa 1o BpeMe Ha OpeMEHHOCT U TIPH
JKEHHU C JeTepPOIeH TTOTEHINAll, KOUTO HE M3MOI3BAT KOHTPALICTIIIHSI.

Kopmene

He e uzBectro ganu SIMBRINZA 3a noxanHo npuioxeHue ce eKCKpeTupa B KkbpMmarta. Hannaaure
(bapMaKoJMHAMUYHHI/TOKCUKOJIOTUYHY ITaHHH NP KUBOTHH ITOKAa3BaT EKCKPELUs HA MUHUMAaITHU
KOJIN4YeCTBa OpMH30JaMu B MIIIKOTO cJie]l IEPOPATHO MPHUIIoKEeHNe. BpUMOHUINH, TPUITIOKEeH
nepopaHo, ce ekckperupa B Mirsikoto. SIMBRINZA He TpsiOBa 1a ce M3M013Ba OT )KEHU, KOUTO
KBPMSIT.

Deprunurer

HexnuHnuHuTe 1aHHU HE MOKa3BaT eeKTH Ha OpUH30JaMU]] UM OPUMOHHUINH BBPXY (epTHIUTETA.
JluricBaT naHHU 3a edexTa BbpXy (PepTHIUTETA IIPHU X0Pa, IIPH JIOKAIHO OYHO NPHIIOKEHHUE Ha
SIMBRINZA.

4.7 EdexTtn BbpXy cnoco0HocTTa 32 o¢upaHe 1 padoTa ¢ MALIUHH
SIMBRINZA mnornusiBa B yMepeHa CTEIEH CIIOCOOHOCTTA 3a IodupaHe U paboTa ¢ MaIlHHH.

SIMBRINZA moxe na NpuIuHA 3aMastHOCT, YMOPA W/HITH CHHITUBOCT, KOUTO MOTAT Ja HapyIar
crmocoOHOCTTa 3a modupaHe Wik paboTa ¢ MaITUHU.

BpemeHHO 3aMBriIeHO 3peHUe WK APYTH 3pUTEIHN HAPYIIEHUS MOTaT Ja MOBIHSST CIIOCOOHOCTTA 32
nropupane win padoTa ¢ MalIMHU. AKO MTPH TIOCTABSHETO HA JIGKAPCTBEHHS TPOIYKT CE MOSBH
3aMbBIIISIBAHE HA 3PEHUETO, AMEHTHT TPIOBA Jla H3uaKa 3pEHHETo MY Jia Ce MPOSICHU TPeu J1a
modupa UK aa padoTH ¢ MALIMHU.



[epopananTe MHXMOUTOPH HA KapOOAHXUAPa3aTa MOTAT 1 BIOMIAT CIIOCOOHOCTTA Ha MALIMCHTHUTE B
cTapyecka Bb3pacT 3a M3IIBJIHEHUE Ha 33/1a4, N3UCKBAIIM ITbPraBUHA Ha yMa W/WIH (pU3NYecKa
koopauHanus (Bx. Touka 4.4).

4.8 Hexenanu JeKkapcTBeHU peakuu

O0600menue Ha npoduiia Ha 6€300aCHOCT

B knuHnyHKTe M3nuTBanud, BkiaouBamy SIMBRINZA, npuioxeH a8a IbTH JHEBHO, HAH-4ECTHTE
HEXEJIaHU PEaKIUK ca OYHA XUIICPEMUS U OYHU PEaKIUU OT aJICPTUUCH THII, HAOIIOaBaHu MIPH
MpUOIM3UTEITHO 6-7% OT MallUEHTHUTE, U TUCTey3us (TOPUHB UM HEOOWYACH BKYC B yCTaTa Cle]
NPUIIOKEHHUE), HAOII01aBaHa TPH OKOJIO 3% OT MaIMeHTHUTE.

Tabnuu"o 0000111eHNE HA HEXKEIAHUTE PEAKIINA

CrneHHTE HEXKETaHU PEaKIUU ca ChOOIICHH 10 BpeMe Ha KiIMHHYHUTE n3nuTBanus cb¢ SIMBRINZA,
IMPWJIOKCH JIBa ITbTHU IHEBHO, X 110 BpEME Ha KIIMHUYHUTC U3NTUTBAHHA U IIOCTMAPKETUHI'OBOTO
HaOJII0/IEHHE C OTACITHUTE ChCTABKU OpUH30JIaMU U OpUMOHKAKH. Te ca rpylnupaHu ChriIacHO
clleHaTa KOHBEHIUA: MHOTO decTH (>1/10), uectn (>1/100 mo <1/10), mewectu (>1/1 000 mo <1/100),
penxu (>1/10 000 mo <1/1 000), muoro peaxu (<1/10 000) uam ¢ HEU3BECTHA YeCTOTA (OT HATHIHUTE
JIAHHH He MOKe J1a ObJie HalpaBeHa oreHKa). [Ipy BCSIKO rpynupaHe B 3aBUCHMOCT OT Y€CTOTATa,
HEKCIIAHUTE JICKAPCTBEHH PEAKIIUK e H30POSBAT B HU3XOIAII PEJl IO OTHOIICHHE HA TIXHATA
CEpPHO3HOCT.

Cucremo-opransa

Hexenann peakuuu

KJIacupuranus
Undeximu u HeuecTtn: Ha30(apuHruT?, papuHIuT?, CAHY3UT?
uHdecTauu C HeM3BECTHA YECTOTA: PUHUT?

Hapyuienus Ha kpbBTa U
nuMHaTa cucremMa

Hevectn: HamansiBane Ha OGPOS HA YEPBEHUTE KPHBHH KJIETKH?,
yBEJIMYABaHe Ha XJIOPUIUTE B KPbBTa

Hapyuienus Ha uMyHHaTa
cucTeMa

Heuectu: cBpBX4yBCTBUTEIHOCT 3

[IcuxuuHN HApyILIECHUS

Heuectu: anatus?, nenpecus®>, 1enpecMBHO HACTPOEHHUE?, Oe3CHHME?,
HaMaJsBaHe Ha JIMOUI0TO%, KOIIMApH, HEPBHOCT?

Hapyuienus Ha HepBHaTa
cucTemMa

YecTH: CHHIMBOCT!, 3aMasHOCT®, AUCTEY3HUs®

Heuectu: rnasoGonue’, nuratenna qucdyHKIUL?, aMHE3HSAZ,
yBpEXk/IaHE Ha IAMETTA%, MapecTe3un?

MHOro0 peJKu; CHHKOI

C HeW3BECTHA YECTOTA: TPEMOP?, XUIIOECTE3MS, Arey3Hs>

Hapymienus Ha ounte

YecTn: 04Ha aneprust, kepaTut?, 6oska B 0koTo !, ouen muckompopr?,
3aMBIJIEHO 3peHne’, HapyIIEHO 3pEHHE’, OUHA XUIIEPEMHUS,
00e31BETABaHE HA KOHIOHKTUBATa®

Heuectu: epo3us Ha poroBuuara’, OTok Ha porosuuara, 6iaedapur?,
OTJIaraHusi No porosuiaTa (IIPELUIUTATH 10 POroOBHIATa)!, HapyIIeHHs
Ha KOHIOHKTHMBaTa (manuim) X, Gorodobdus, GoTorncus?, mopysane Ha
OKOTO?, OTOK Ha KJieradal, OTok Ha KOHIOHKTHBaTal, cyXxoTa B 0OKOTO?,
CeKpelHus OT OKOTO', HAMaJIeHa 3pPUTENTHA OCTPOTa?, YBEIMIEHO
cab300TAeaHe!, nTepurnym?, eputeM Ha Kienadal, MeiGoMuanuT?,
TUTLIONHS?, OTOISICHIN?, OUHA XUITOECTE3Us?, INTMEHTAINS Ha
CKJIepaTa’?, KUCTa Ha CyOKOHIOHKTUBATa?, a0HOPMHO YCENIaHE B OKOTO?,
acTeHoncHs!

MHoro peaku: yseur?, Mmuosa®

C HEeM3BECTHA YECTOTA: 3PUTEIHH HAPYIICHHSAZ, Maapo3a’

Hapymenus Ha yxoto u
naOupuHTa

HevecTn: CBETOBBPTEXK, IIyM B yIIUTE?




CbpaeuHy HapyIIeHUs

HeuecTy: KapAMOpeCIUpPaTOpeH AUCTPEC?, CTEHOKAPAUS?, ADUTMHUS’,

NaJNUTalMK>S, HEIPaBHUIICH CHPJCYEH PUTHM?, Opagukapaus’?,
TaxuKapaus®

Cp10BH HapyIIEHUS

Heuectu: Xunotonus®
MHOTr0 peJIKH: XUIEPTOHUS

PecniuparopHu, rpbaHu U
MEIUACTUHAITHU
HapyILIeHUs

HeuecTtn: qucnaes?, GpOHXHAIHA XUIIEPPEAKTHBHOCT?,
(apuHronapunreanHa 6onka, cyxoTa B rbpIaoTo, KauuuIa?,
€MUCTaKCHC?, KOHTECTUS HAa TOPHUTE AUXATEITHU IbTHUILNA?, HA3a]IHA
KOHT€CTHS', pUHOpPES?, IPa3sHEHE Ha IbPIIOTO%, CyXOTa B Hocal,
NOCTHA3a/IHA CeKpelys’, Kuxane?

C HeHM3BECTHA YECTOTA: aCTMa’

CromaiHo-4peBHI

Yecru: cyxora B ycraral

HapYIIECHHUS Heuectn: qucnencust, esodarut?, abgomunaneH 1uckoMpopT?, nuapus?,
NOBpbIIAHE?, rajieHe?, MoBUILIEHA IEPUCTANTUKA?, (IaTy IeHIUs?,
OpaJiHa XMIOECTe3us%, OpaHa IapecTe3us’”

XenatoOuIMapHu C HeM3BECTHA YeCTOTA: OTKIOHEHHS B YePHOIPOOHUTE (hyHKIMOHATHH

HapyHICHUS HOKa3aTelH>

Hapymenus Ha koxxara u
MOJKOYXKHATA ThKaH

HedecTn: KOHTaKTEH JIEPMATHT?, ypTHKApHsZ, 0OpHUBZ, MaKyJI0-
nanyo3eH oOpUBZ, reHepaanu3upan IPypUTYC?, aloNEnus?, CTAraHe Ha
KOJKaTa’

C Hem3BecTHa YecTOTa: CHHAPOM Ha Stevens-Johnson (SJS)/Tokcnuna
enuaepmanna Hekponusa (TEN) (Bk. Touka 4.4), 0TOK Ha JIMIETO?,
nepMatut>, epurema’®

Hapyuienus Ha
MYCKYJIHO-CKEJIeTHaTa
cucTema u
ChECIMHUTEIHATA ThKaH

Heuectu: 6Gonka B rbp0a’, MyCKyJIHH CIIa3MU2, MUAJITHS
C HeW3BECTHA YeCTOTa: apTpairus’, 6oika B KpaiHuure?

Hapyienus na
OBOpenUTe ¥ MMKOYHUTE
IITUILA

Heuectu: 6onka B 60penuTe?
C HEM3BECTHA YECTOTA: MOJAKHYPHSI>

Hapyumienus na
BB3NPOU3BOANTEIIHATA
CHCTEMa U I'bpaaTa

HeuecTtn: epekTuiiHa JUchyHKIMA

OO0y HapylIeHus 1
e(eKTH Ha MACTOTO Ha
NIPUIOKEHUE

Heuectu: 60onka?, muckoM(opT B 061aCTTa HA TPBIHKS KOIIIZ,
HEOOMUaHO ycelane?, ycemane 3a MaHuKa?, pa3apasHUTETHOCT?,
OCTaThK OT JIEKapCTBOTO!

C neusBecTHa 4ecTOTa: GOJIKA B IPBAHMS KON, IepuepeH OTOK>

! Hesxenmana peaxus, HabmogaBaHa cs¢ SIMBRINZA
2 IOIIbJHUTENHA HEXETIaHa PeaKilus, HaOJlroJaBaHa IPY MOHOTEPAIHs ¢ OPUH30JIAMM]L
% IONBIHMTENHA HeXKENIaHa PEAKIMs, HaOII0IaBaHa IPY MOHOTEPAIHs ¢ OPMMOHUIMH

Onucanue Ha I/136DaHI/I HEXCJIaHU pCaKnu

Jucreysus e Haif-uecTara CHCTEMHA HeXellaHa peakius, CBbp3aHa ¢ ynorpedara na SIMBRINZA
(3,4%). Ta3u peakuus BEpOsTHO CE IPHYMHSABA OT IIPEMUHABAHETO HA KAIKUTE 32 OYH IPe3
Ha30JIaKpUMAaITHUSI KaHall B Ha30(apuHKCa U c€ ABJDKH TJIaBHO Ha ChCTaBKaTa OpUH30JIaMUJ1 Ha
SIMBRINZA. Ha3zonakpiuMaaHOTO 3alylIBaHe WM JIEKOTO 3aTBapsiHE Ha KJlerayva clie/l MPUIOKEHHe
MOK€ JIa HaMaJIM TosiBaTa Ha Ta3u peakius (Bx. Touka 4.2).

SIMBRINZA cbabpika OpHH30IaMUJI, KOWTO € cyliOHAMIJIEH NHXUOUTOP HA KapOOaHXUIPa3ara ChC
crucreMHa abcopommsi. CTOManTHO-YpeBHUTE, CBBP3AHATE C HEPBHATA CHCTEMA, XeMaTOJIOTUIHUTE,
OBOpeyHNTE U META0OTUTHHUTE €PEKTH CE CBHP3BAT OOMKHOBEHO C HHXUOUTOPUTE Ha
KapOoaHXU/pa3ara 3a CUCTEMHO MprioxkeHue. [Ipu JokamHO mpHiIoKeHne MoraT Jla ce HaOIlto1aBaT
CBIIUTE HEXKEJIAHU PEaKIIMH, XapaKTePHH 3a IMePOpaIHUTe MHXMOUTOPH Ha KapOoaHXuapa3ara.



Hesxenanute peakinu, KOUTo 0OMKHOBEHO CE CBBP3BAT ChC ChCTABKATA OPUMOHUINH Ha
SIMBRINZA, BkitouBaT pa3BUTHE HA OYHU PEAKIUU OT aJIEPrUUCH THUII, yMOpa W/ WM ChHIIMBOCT, U
CyXOTa B ycraTa. Yrnorpebara Ha OpUMOHUIMH € CBbP3aHa ChC cl1abo MOHMKEHUE HA apTePHATHOTO
Haysirane. Hsakon nauuenTu, Ha kouto e npuinarad SIMBRINZA, ca monyunnu noHnxeHue Ha
apTepHaATHOTO HaJsATaHe, MOJ00HO Ha TOBa, HAOMI0aBaHO NpH yroTpedaTa Ha OPUMOHHUINH KaTO
MOHOTEpAITHSL.

Crpo0uaBane Ha HOAO3UPAHU HEXKEJIAHN PEAKIIHT

Cho0IIaBaHeTo Ha MOIO3UPAHU HEIKEIIAHU PEAKIIUU CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BaKHO. TOBa MMO3BOJISBA Ja MPOIBJKHM HAOIIOICHUETO Ha ChOTHOIIICHUETO IMOJI33/PUCK 32
neKapcTBeHUs MpoaAyKT. OT MEAUIIMHCKUTE CIICIIUAIMCTH CE M3MCKBA Ja ChOOIIaBaT BCAKa
MOJI03UPaHa HEXKEIaHa PeaKIus Ype3 HAIMOHAIHA CUCTEMa 33 ChOOIIaBaHe, IIOCOYCHA B

[puioxenue V.

4.9 Ilpemo3upane

[Tpu mpeno3upane cbc SIMBRINZA, neuennero TpsadBa qa 0b/1€ CHMITOMATHYHO U OB PIKAIIO.
Heobxoxnmo e 1a ce momabpKaT JUXaTeIHUTE MHTUIA Ha MAllUeHTa.

IMopaau chcraBkaTa Opun3onamug Ha SIMBRINZA, MoraT 1a HACTBIST €ICKTPOJIUTEH TUcOanaHe,
pa3BUTHE Ha AIl/103a U BE3MOXHU e(heKTH BhpXy HepBHATa cucteMa. Heobxommumo e ma ce cnemst
CEPYMHHTE CICKTPOJUTHYU HUBA (0COOCHO Ha Kayvsl) ¥ HUBOTO Ha pH Ha KpbBTa.

CrliecTByBa MHOTO OTpaHH4Ye€Ha HHPOpPMAIIHSI OTHOCHO chcTaBkara OpumonnauH Ha SIMBRINZA
IPH CITy4YaifHO MOTJTBINAHE TIPH Bb3pacTHH. ExnHCcTBeHATA, CHOOIIEHA IO MOMEHTA HEKeNaHa PeaKIys
e xunoTtoHus. ChOOIIEHO €, Ye eNU30IbT Ha XUIIOTOHHSA € TMOCIIeIBaH OT pUOAyH I XUIIEPTOHUSI.

Hma cpo01ieHus, ye nepopayHoOTO MPeao3upane Ha APYTrH a2 arOHUCTH MPEAU3BUKBA CUMIITOMU
KaTo XUIIOTOHUS, aCTCHUS, TOBPBIIAHE, JIETapTusl, cenanus, OpaTuxapaus, apuTMUHU, MU03a, aItHes,

XUIIOTOHYC, XUIIOTCPMUS, TIOTUCKAHE HA JUIIAHCTO U I'bPUYOBE.

[lemaTpryna momyJIamus

Nma cpoOmieHst 3a cepro3HU HEXKEIaHN Peaklny Ha cheTaBkaTa OpuMoHunnH Ha SIMBRINZA cnen
HEBOITHO TTOTJTBIAaHe OT NMEeANATPUIHHU NanueHTH. [laruenTrTe ca moryqnim CHMITOMH Ha TOTHCKAaHe
Ha [IHC, 0OMKHOBEHO BpeMeHHa KOMa MJIM HUCKO HUBO Ha Ch3HAHUETO, JICTAPTHUsl, ChHIUBOCT,
XUIOTOHYC, OpauKapIus, XUIoTepMusi, OJICTHOCT, MOTUCKAHE Ha JUIIIAHETO U alHEes, KOUTO ca
HAJIOKWJIU TIPUEMaHe B UHTEH3UBHO OTJIEJICHUE C MHTYOAIHs, aKo € MToKa3aHo. BCHUKky marueHTH ca
Ce BBh3CTAHOBUJIM HAIIBJIHO, OOMKHOBEHO B paMKHUTE Ha 6-24 yaca.

5. ®APMAKOJIOTMYHU CBOMCTBA
51 dapmakoaMHAMMYHU CBOiicTBa

®dapmakoTepareBTidHa Tpyna: OdTaaIMOIOTHIHN CPeaCcTBa, AHTUTIIAYKOMHH TIperapaTi i MHOTHITH,
ATC xoxa: SOLEC54.

MexaHu3bM Ha JIENCTBUE

SIMBRINZA cbabpika 1Be akTUBHU BelllecTBa: OpUH30JIaMUI 1 OPUMOHUIMHOB TapTapar. Te3u nBe
CBhCTaBKH IMOHMKaBaT BbTpeoyHOTO Haisarane (BOH) npu nanueHTH ¢ OTKPUTOBrBIIHA I1ayKOMa
OYHa XUIIEPTEH3Us Ype3 MOTUCKAHE Ha 00pa3yBaHETO Ha BhTPEOYHA TCUHOCT OT IMJIMAPHUS CIUTE B
0KOTO. BBrpeku ye u Opun3onamus v OpuMoHUIUH oHmkaaT BOH upe3 motuckane Ha
o0pa3yBaHETO Ha BbTPEOYHA TEUHOCT, TEXHUIT MEXaHU3bM Ha JICHCTBHE € Pa3JIniCH.



bpuHzomamu nelicTBa upe3 nHXHOMpane Ha eH3uma kapboanxuzapasa (CA-11) B riunmuapHus enuren,
KOETO HaMalIsiBa 00pa3yBaHeTO Ha OMKapOOHATHU HOHU C TTOCIIEBAII0 HaMaJsIBaHEe Ha TPAHCIIOPTa Ha
HATpHUH U QIynan npe3 UUIHapHUs eIUTeN, BOACIIO A0 HaMaleHO o0pa3yBaHe Ha BTPEOUHa TEYHOCT.
Bpumonunun, anda2 aapeHepriuueH aroHUCT, HHXUOUpa eH3MMa aIcHIIATIHKIIa3a U IIOTHCKa
3aBucHMOTO 0T HAM® 00Opa3yBaHe Ha BbTpeodHa Te4HOCT. OCBEH TOBa MPHIIOKEHHUETO Ha
OpUMOHHIIMH BOAH /10 [TOBUIIABAHE HA YBEOCKJICPAIHUS OTTOK.

®PapmMakoarHaMUYHH e(heKTH

Knunuuna ed)uKacnocm u bezonachocm

Monomepanus

B eano 6-MeceuHo, KOHTPOIMPAHO KIMHUYHO U3NHUTBAHE 33 MPUHOCA HA OTACTHUTE ChCTABKH,
BKJTI0UBAIO 560 MaleHTH ¢ OTKPUTOBI'bIHA TI1ayKoMa (BKIIOYUTEIIHO KOMIIOHEHT €
niceBIoeKc(OIHAIIS WM MUTMEHTHA JIUCTICPCHS) W/MIIH OYHA XUIIEPTEH3MS, KOUTO TI0 MHEHUETO Ha
M3CIIeIOBATENSI HE ca JOCTAaThYHO 100pe KOHTPOJIMPAHN C MOHOTEPAITUS WIIM BeYe ca Ha HAKOIIKO
nonmwkasamy BOH nekapcTBeHH MpoAyKTa, U KOUTO UMaT cpenHogHeBHO BOH Ha u3xomHo HUBO

26 mmHg, edexThT Ha moHMWKaBaHe Ha cpenHoaHeBHOTO BOH Ha SIMBRINZA, npunoxen n1Ba nbtu
JHEBHO € npubam3urenHo 8§ mmHg. HabmrogaBano € cTaTUCTUUECKH MO-TOMISAMO [TOHW)KaBaHEe Ha
cpennoaneBHoTo BOH cbe SIMBRINZA, B cpaBrenue ¢ Opunzoiaamun 10 mg/ml wiu 6pumonnans
2 mg/ml, npuno>xeHu Ba MbTH THEBHO NPH BCHYKHM BU3UTH 110 BpeMe Ha n3nurBaneto (Purypa 1).

®urypa 1. IIpomMsiHa OT U3XOHOTO HUBO B cpeaHo® nHeBHOTO (9 AM, +2 hrs, +7 hrs) BOH
(mmHg) — IlpoyuBaHe 3a NPUHOCA HA OTAEJTHUTE ChCTABKH

[0 SIMBRINZA | | bpunzonamuy [| BpuMoHHIHH
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2 CpeHM CTOWHOCTH 110 METO/Ia Ha Hal-MaJIKUTe KBaApaTH, MOJIYYEeHH OT CTATUCTHYECKH MOJIeN, KOMTO OTYNTA
LIEHTHPA Ha U3NUTBAHETO, CTpaTyM ¢ u3xoaHo BOH B 9 uaca cyTpunTa 1 kopenupanu uzMepsanus Ha BOH npu
JlaJIeH TallueHT.

Benuku pasnuku B steuenneTo (SIMBRINZA criipsiMo OTIe/THUTE ChCTABKU) Ca CTATUCTUYCCKH 3HAYMMHU C
p=0,0001 mim mo-mainko.
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CpennuTte CTOWHOCTH Ha MOHMKaBaHe HA BOH oT n3X0IHOTO HUBO BBB BCSIKAa BpeMeBa TOUKa IIPpU
BCsIKa BU3MTA ca mo-BUCOKH ¢be SIMBRINZA (6 1o 9 mmHQ), 0TKOJIKOTO IIpY MOHOTEPAITHS C
opunzonamu (5 1o 7 mmHQ) wim 6pumonnauH (4 10 7 MmHQ). CpeqHOTO MPOLICHTHO MOHM)KaBaHE
Ha BOH ot u3xonnoto HuBo che SIMBRINZA ¢ B muanazona ot 23 1o 34%. [IpoueHThT Ha
nanueHTuTe ¢ u3mepsane Ha BOH no-manko ot 18 mmHg e mo-ronsm B rpynara va SIMBRINZA,
OTKOJIKOTO B rpynara Ha OpuH3onamun pu 11 ot 12 omeHku npe3 6-us Mecell U € Mo-TOJIsIM B
rpynara Ha SIMBRINZA, oTkonkoTo B rpynara Ha OpMMOHHMIMH PU BCHYKH 12 oLleHKH mpe3 6-us
Mecell. BB BpemeBaTa Touka +2 4. (BpeMeTo, ChOTBETCTBAIIO Ha MAaKCUMAJIHATa €(hUKACHOCT CYTPHH)
3a IIbPBUYHATA BU3UTA 32 €(UKACHOCT Ha 3-Ms Mecel], IPOLEeHTHT Ha manueHTuTe ¢ BOH mo-manko ot
18 mmHg e 68,8% B rpynara na SIMBRINZA, 42,3% B rpynara Ha Opun3zoiamua u 44,0% B rpymnata
Ha OPUMOHUIVH.

B eano 6-mMeceuHo, KOHTPOIUPAHO KIMHUYHO U3MUTBAHE 3a HE MO-J0MIa eUKACHOCT, BKIIOUBAIIO
890 mauyeHTH ¢ OTKpUTOBIbIIHA TTIayKoMa (BKIIOUUTEITHO KOMIIOHEHT C MceBA0eKchonmanms uim
INUTMEHTHA JUCTIEPCHsl) W/WIN OYHA XUIIEPTEH3US, KOUTO I10 MHEHHETO Ha U3CJIEe0BaTeNs He ca
JOCTaTh4HO JOOpE KOHTPOIMPAHU C MOHOTEPAIINS WM BE4e ca Ha HAKOJIKO nmoHmwxasay BOH
JIEKapCTBEHU MPOJYKTH, U KOUTO UMaT cpenHoaHeBHo BOH Ha u3xoano HuBo ot 26 10 27 mmHg, e
JIeMOHCTpHpaHa He mo-yomra edukacuoct Ha SIMBRINZA B cpaBrenue ¢ 6punzoaamun 10 mg/ml +
OpuMoHKANH 2 My/M| mpuIokeHn eAHOBPEMEHHO, TPU BCHYKH BH3UTHU B X0/1a Ha M3ITHUTBAHETO 10
OTHOIIICHHE Ha TIOHIKaBaHe Ha cpeanoaneBHoTo BOH ot n3xoanoro HuBo (Tabmuma 1).

Tadonuua 1. CpaBHeHHe HA MPOMSIHATA OT H3XOJHOTO HUBO B cpeaHoaHeBHOTO BOH (MmMHQ) —
H3nuTBaHe 32 He M0-71011a e(pUKACHOCT

Busura SIMBRINZA | bpunzonamun + bpumonnaua | Paznuka

Cpemuo® Cpenno® Cpenno® (95% CI)
Ceamuna 2 -8,4 (n=394) -8,4 (n=384) -0,0 (-0,4,0,3)
Cenmuna 6 -8,5 (n=384) -8,4 (n=377) -0,1(-0,4,0,2)
Mecen 3 -8,5 (n=384) -8,3 (n=373) -0,1 (-0,5,0,2)
Mecen 6 -8,1 (n=346) -8,2 (n=330) 0,1(-0,3,0,4)
®CpenHu CTOMHOCTH 0 METO/Ia Ha Hall-MaJIKUTE KBaPATH, TIOTYYCHH OT CTATUCTHIECKH
MOJIeJI, KOWTO OTYHTA [IEHThPA Ha U3MUTBAHETO, CTpaTyM C u3xoaH0 BOH B 9 waca
CYTPHHTA U Kopenupanu uzmepsanus Ha BOH nipu najieH maiueHr.

Cpennure cToitHOCTH Ha oHMkaBaHe Ha BOH oT M3X0HOTO HUBO BBB BCSIKa BpeMeBa TOUKA MPU
Besika Bm3uTa cbe SIMBRINZA wnu ¢ oTnenHnTe ChCTaBKHU, MPUIIOKEHN €THOBPEMEHHO, ca MOJ00HH
(7 mo 10 mmHg). Cpenroto mporeHTHO oHmxkaBane Ha BOH ot nzxoxHoto HuBo ¢be SIMBRINZA
e B auamnasoHa ot 25 10 37%. [IpoueHTsT Ha manueHTuTe ¢ u3Mepsane Ha BOH no-manko ot

18 mmHg e cxo/ieH npu BCUYKY BU3UTH HA U3MMTBAHETO 3a €JIHA U ChIIla BpEMEBa TOYKA Ipe3 6-usi
mecer] B rpynute Ha SIMBRINZA u 6punzonamus + OpuMmonuanH. BBB BpemeBarta Touka + 2 .
(BpeMeTo, ChOTBETCTBAIIO HA MaKCUMallHaTa €()UKACHOCT CyTPHH) 3a IbPBUYHATA BU3UTA 34
e(pMKacHOCT Ha 3-Msl Mecell, MPOLEeHTHT Ha nmanuenTutTe ¢ BOH mo-mainko ot 18 mmHg e 71,6% u B
JIBETE TPYITH HA TTPOYYBAHETO.

Jlonvasawa mepanus

Kimanunante nanau 3a m3non3saneTo Ha SIMBRINZA kxato qombiiHeHHE KbM MTPOCTArIaHIHHOBH
anano3u (PGA) chio mokassar no-n1o0pa epuxacHocT 3a noHmxasane Ha BOH nmpu npuiioxxeHne Ha
SIMBRINZA + PGA B cpaBuaenue ¢ PGA camocrositento. B usnureane CQVJI499A2401,
SIMBRINZA + PGA (1.e. TpaBOnpocT, JIATAaHOITPOCT MK OUMATOIIPOCT) JEMOHCTPUPA MO-100pa
e(ukacHoCT 3a moHM*kaBaHe Ha BOH crpsiMo n3xoHOTO HUBO, cpaBHEHO ¢ Hocuten + PGA crien

6 ceaMuIIM Tepamus, ¢ pa3jiika MEXy TEPalMUTEe B CPEHATA KOPUTHPAHA 32 MOJIE/a IPOMSHA BbB
BOH 3a 24 vaca crpsimo n3xoau0T0 HEBO -3,44 mmHg (95% Cl, -4,2, -2,7; p-croitroct <0,001).
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KinuununuTe nanuu 3a u3noi3sadeTo Ha SIMBRINZA kaTo fgombiiHeHHEe KbM (DUKCHpaHa 1033
TPaBOIPOCT-TUMOJION MajieaT KaIlKH 3a O4H, pa3TBOP, CHIIO MTOKA3BaT M0-100pa e(pUKACHOCT 3a
nonmwkasane Ha BOH 3a SIMBRINZA + tpaBonpocT-TUMOJI0I MalieaT Kallky 3a 04U B CPaBHEHHE C
TPaBOMPOCT-TUMOJION MajieaT KalKH 3a 04u camocTosaTenHo. B m3nutBane CQVJI499A2402
SIMBRINZA + TpaBompoCT-THMOJIOJ MaJIeaT KallKy 3a 04YM JEMOHCTpHpa 1Mo-100pa e(hrKacHOCT 3a
noHmkaBaHe Ha BOH cripsiMo n3x0IHOTO HUBO, CPaBHEHO C HOCUTEI + TPABOIIPOCT-TUMOJION MaJieat
KaIlK{ 32 04M cliell 6 CeIMUIIY Tepamnus, ¢ pa3iiKa MEXIy TepanuuTe B CpeaHaTa KOpUTrupaHa 3a
mojena npomsiHa BsB BOH 3a 24 gaca cipsimo m3xomHoTo HEBO -2,15 mmHg (95% ClI, -2,8, -1,5; p-
croitroct <0,001).

[Mpodumst Ha 6e30nacHocT Ha SIMBRINZA kaTto mombiBaiia Tepanus € mogo0eH Ha TO3H,
HaomoaaBan cs¢ SIMBRINZA xato MoHOTEparmus.

Jlunceat naHHM 3a ePUKACHOCT U 0E30MaCHOCT KaTo JIOMBJIBAIA TePanys 3a MOBeYe OT 6 CeIMHUIIN.

Ilennarpuyna momyJianus

EBpomneiickara areHIys 1o JeKapcTBaTa 0CBOOOXK/1aBa OT 3aIbJDKEHHETO 33 TIPEIOCTaBSIHE Ha
pesynrarute ot npoyuBanusaTa cb¢ SIMBRINZA BBB Bcuuku MOATpynH Ha TeIHATpUIHATA
MOITyJIAIMS TIPH JICUeHHe Ha TJlayKoMa U OYHa XUTepTeH3us (BXK. Touka 4.2 3a uHpopManus 0OTHOCHO
ynorpeba B MeAuaTpusiTa).

5.2 @apmakoKMHeTHYHH CBOWCTBA

AGcopbums

Bpunzonamuz ce abcopbupa npe3 poroBuiaTa ciell JIOKaTHO O4YHO NMpUIIoKeHHe. BemecTBoTo ce
abcopOupa 1 B CUCTEMHOTO KPbBOOOpallleHHe, KbJIETO CE€ CBBP3Ba 3/IpaBo ¢ KapOboaHXHUIpasaTa B
yepBeHnuTe KpbBHU KieTkn (RBCS). [ImazmMenuTe koHIeHTpaImu ca MHOTo HUCKH. [Ipu xopa,
SITMMUHAIMOHHISIT MOTYXKUBOT OT IsIa KPBB € yAbIkeH (>100 mHu) mopaau CBbp3BaHE C
kapboanxupasata B RBC.

BpumMonuiH ce abcopOrpa 6bp30 B OKOTO CIIE]T JIOKATHO TpuiiokeHue. [1pu 3ai1y, MaKCUMAaTHUTE
KOHIICHTPAI[MK B OKOTO B IMIOBEYETO CAyYau C€ JIOCTHraT 3a [O-MajKo OT €uH Yyac. MaKCHMaJTHUTE
IU1a3MeHHU KOHIEHTpaIuuy npu xopa ca < 1 ng/ml u ce nocrurar B pamkure Ha < 1 yac. [Tnasmenure
HUBA HAMAJISIBAT C MOJTY>KUBOT NpHOIH3uTeNHO 2-3 yaca. [Ipyu npoabIKUTEITHO PUIIOKEHUE HE ce
Ha0Iro1aBa KyMyJIUpaHe.

[Tpu eMHO KIMHUYHO MPOYYBAHE MPH JOKATHO OYHO MPUIIOKEHHE, CPABHSBAIIO CHCTEMHATA
¢dapmaxokuneTrka Ha SIMBRINZA, npuitoskeH /1Ba Wi TPY TTH JTHEBHO ¢ OPUH30JIAMUT 1
OpHMMOHM/TUH, IPUIIOKEHHU OTACIHO MPH ChINATA TO3UPOBKA, (hapMaKOKUHETHKATA HA OPUH30JIAMUJT U
N-1e3eTHIIOpHUH30IaMHU/I B CTAIIMOHAPHO CHCTOSIHUE B I5U1a KPBB € CXO/IHA MEXTy KOMOUHUPAHUS
MPOAYKT U OPUH30JIAMUJI, IPUIIOKEH caMocTosTeTHO. ChINo Taka, Tuia3MeHaTa (papMaKOKHHETHKA B
CTaI[MOHAPHO CHCTOSHUE Ha OPMMOHM/IUH OT KOMOWHAIIMATA, € CXOHA C Ta3u, HaOJII0jaBaHa 3a
OpYMOHHM/TUH, TIPUIIOKEH CAMOCTOSTEIIHO, C U3KITIOYCHHE Ha rpynara Ha jiedenne cbe SIMBRINZA,
TIPHUJIOKEH JIBa ITBTH JHEBHO, 32 KOATO cpemHaTa AUCo.12 aca € OKOJIO 25% IMO-HHUCKA OT Ta3H 3a
OpHMMOHM/IUH CAMOCTOSATEIIHO, TPHJIOKEH J1Ba IIBTH JHEBHO.

Pasnpenenenue

[IpoyuBaHusTa NPy 3aAIM IOKA3BAT, Y€ MAKCUMAJIHUTE KOHIIEHTPAI[MK Ha OPUH30JIaMUJI B OKOTO CJIe]I
JIOKAITHO TIPIJIOKEHUE ca B IIPEIHUTE ThKaHH, KATO POrOBUIA, KOHIOHKTHBA, BhTPEOYHA TEYHOCT H
UPHC-IIUIINAPHO TSUT0. 3aIbPXKAHETO B ThKAHUTE HAa OKOTO € YIBJDKEHO TIOPaid CBhP3BaHE C
KapOoanxuapaszarta. bpua3omaMus ce cBbp3Ba B yMepeHa cterneH (0ko1o 60%) ¢ 9oBEemKuTe
IJIa3MEHH [TPOTEHHH.
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BpI/IMOHI/I,Z[I/IH IIOKa3Ba a(I)I/IHI/ITCT KBbM IIUT'MCHTHUTC ThKaHU Ha OKOTO, 0CO0EHO HUpUC-LITUIIUAPHO TAIIO,
6naronapeH1/Ie Ha CBOUTC U3BCCTHU MCJIIAaHMH-CBBP3Ballln cBoiicTBa. KIIMHNYHHUTE M HEKJIUMHUIHUTE
JaHHU 3a Oe30macHoCT obaue IIOKa3Bar, 4c TOM € C zlo6pa IMOHOCHUMOCT U 0€30IMaCHOCT Inpu
MMPOABJKUTCIIHO IMMPUIIOKCHUC.

Buorpancdhopmars

BpuH3omamu ce MeTaboM3upa Ipe3 4epHoApoOHUTE ITUTOXPOM P-450 M30eH3UMH, TI0 CTICTIHAITHO
CYP3A4, CYP2A6, CYP2B6, CYP2C8 u CYP2C9. OcuoBHuAT MeTaboaut € N-
JIe3eTIIIOpUH30IaMuU]L, tocieaBad oT N-ge3merokcunponi U O-Ae3METHII METa0OTUTH, KaKTO U
anayior Ha N-portnoHoBaTa KucenuHa, 00pa3yBaH Ype3 OKUCIICHUE Ha cTpaHnyHara N-mporw Bepura
Ha O-me3meTtun OpuH30MaMu. bpuazonamun u N-1e3eTHIIOpHUH30IaMIT HE HHXHOUPAT IIUTOXPOM
P-450 uzoensumute B KOHIIEHTpaluu, Hail-manko 100 mbTu HaJ MaKCUMAaTHUTE CHCTEMHH HUBA.

BpumoHnnH ce MeTabomu3upa eKCTEH3WBHO OT YePHOAPOOHATA AJIEXUI0KCH Ia3a C 00pa3yBaHe Ha
2-0OKCOOPMMOHHUIUH, 3-OKCOOPUMOHUINH U 2,3-THOKCOOPUMOHUINH KATO OCHOBHH METa0OJIUTH.
HabnronaBa ce 1 OKUCIUTEHO pa3lienBaHe HA HMUAa30JIMHOBUS PBCTEH Ha 5-0pomo-6-
TYaHUTUHOXHHOKCAJTHH.

Enumunupane

BpuH30MaMu1 ce enMMUHAPa OCHOBHO HENIPOMEHEH B yprHaTa. [Ipu xopa, OpuH301aMuI 1
N-zme3eTnOpuH30IaMuU] B ypHUHATA MIPECTABISIBAT CHOTBETHO OK0JI0 60 1 6% oT mo3ata. JlaHHuTe
MIPH TUTHXOBE MOKa3BaT U3BECTHA OmimapHa exckperus (oxoso 30%), rimaBHo noj Gpopmara Ha
MeTaboNHTH.

BpuMoHHIMH ce eTMMUHIpa OCHOBHO B ypuHaTa noj ¢popmara Ha MetabonuTH. [Ipu mrbpxoBe u
MaliMyHH, METa0OJIUTHUTE B ypUHaTa npeacTasisaBaT 60 1o 75% ot nmepopaiHaTa WK HHTpaBEHO3HATa

J03a.

JIMHeHOCT/HETUHENHOCT

dapmakoKHHETHKaTa Ha OPHH30JIaMH/I TI0 CBOSITAa CHUIHOCT € HEIMHEHHA TOpay HACHUIIaeMO
CBBp3BaHe ¢ KapOOaHXUApa3ara B IsjIa KPbB U pa3IuyHy ThKaHu. Excrio3uiusra B cTallioHapHO
CBbCTOSIHUE HE C€ YBEIMYAaBa 110 J103a-IIPOINIOPLUOHAIIEH HAYHH.

OO0patHO, OpUMOHH/IMH NIOKa3Ba JIMHEIHA ()apMaKOKWHETHKA B KIIMHUYHO TEPAIEBTUUHUS JO30B
JMana3oH.

Bps3ka(n) dapMakokuHeTUKa-hapMaKoIMHAMHUKA

SIMBRINZA e npenna3HadeH 3a JIOKTHO JelcTBHE B 0KOTO. OIIEHKaTa Ha eKCIIO3UITUATa B OKOTO
npu xopa npu eeKTUBHU JI03HM HE € Bh3MOxHA. Bpb3kaTta papMakokuHeTHKa-(papMakoHHAMUKA TPU
xopa 3a noHmwkasane Ha BOH He e ycranoBeHa.

I[DVFI/I CricyaJIHy MOoNyJIalinn

He ca nposexxnanu npoyuBanus cb¢ SIMBRINZA 3a onpezenste Ha edekTUTe Ha Bh3pacTTa, pacara
1 OBOpPEeYHOTO MK YepHOAPOOHO yBpexkaaHe. [Ipoyusane Ha OprH30IaMU TIPU MIALIUEHTH OT
AMOHCKATA paca CIPsIMO TaKWBa, KOUTO HE ca STIOHIH MTOKa3Ba CXO/IHA CUCTEMHA (papMaKOKWHETHKA
MeXJy JIBeTe rpymu. B eqHo mpoyyBaHe Ha OpWH30JIaMUJ IIPH MAMEHTH ¢ OBOPEYHO YBpEKIaHe, €
JeMoHcTpupaHo 1,6 110 2,8-kpaTHO yBenUUEHHE Ha CUCTEMHATa eKCIIO3ULIUS Ha OPHUH30IaMUI U
N-zne3eTmiiOpuH30IaMK] MEX Ty AMEHTH C HOpMaliHa U YMEpPEHO yBpeaeHa Ob0peuHa (pyHKIHS.
ToBa yBenuyeHue Ha cTalioHapHHUTEe KOoHIeHTpau B RBC Ha cBBp3aH ¢ BEIIeCTBOTO MaTepuai He
nHXUOMpa kapOoanxuapasHara akTuBHOCT Ha RBC 710 HHBa, KOUTO ca CBBP3aHH ChC CHCTEMHU
HE)KEeJIaHU peakunuu. Berpekn ToBa KOMOMHUPAHHUAT NPOLYKT HE CE MPETOpbUBa IIPH NALUEHTH C
TEIKKO OBOPEYHO yBpexknaHe (KpeaTHHUHOB KiaupbHC < 30 Ml/muH).
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Crmax, AUC ¥ eTMMUHAITMOHHUSAT TIOTY>KUBOT Ha OPUMOHHIIUH ca 1OI00HH MPH NMAIUEHTH B cTapyecKa
BB3pacT (>65 roguinHa Be3pacT), B CpaBHEHUE C MIIaAW Bb3pacTHU. He ca oueHsBaHu edekTuTe Ha
0BOpevHO 1 YepHOJOOHO YBpEXKIaHe BPXY CHCTeMHaTa (hapMaKOKHMHETHKa Ha OpuMonuauH. Karo ce
¥“Ma TpeABH/I HUCKATa CHCTEMHA eKCITO3UIHS Ha OpUMOHUINH CJIe]T JIOKaJTHO OYHO MPHUIIOKEHHE, Ce
OYaKBa, 4e MPOMEHHUTE B IJIa3MEHATa eKCIIO3HIIHS HE Ca OT KIIMHUYHO 3HAYCHHE.

Ilennarpuyna momyJianus

CucreMHara (bapMaKOKI/IHeTI/IKa Ha 6pI/IH3OJ'IaMI/II[ nu 6pI/IMOHI/II[I/IH, CaMOCTOATCIIHO UJIN B KOM6I/IHaHI/IH
HE € U3CJICABaHa IpH NEAUATPUYHHA MTALIUCHTH.

5.3 TlpeakJIuHUYHYU TaHHH 32 0€30MACHOCT

Bpunzonamun

HexnuHuuHWTE JaHHY HE MMOKa3BaT 0coOeH PHCK 3a Xopa Ha 06a3aTa Ha KOHBEHIIMOHATHUTE
(bapMaKoJIOrMYHM NPOYUBaHUS 32 OE30MACHOCT, MPOYYBAHUS 32 TOKCHYHOCT NPH NPUIIOKEHUE Ha
€AMHUYHA [103a, TOKCUYHOCT IIPY MHOTOKPATHO NpUiIaraHe, FeHOTOKCUYHOCT U KaHLIEPOT'€HEH
MOTEHIHAIL.

[Ipy HEKIIMHUYHUTE TIPOYUYBAHUS 32 PETIPOAYKTHBHA TOKCHYHOCT H TOKCHYHOCT 33 Pa3BUTHETO CaMO
NIPY EKCIIO3UIIHMH, 32 KOUTO CE CUUTA, Ue ca B IOCTAThYHA CTETCH MO-TOJIEMH OT MaKCHUMaJlHATa
eKCIIO3HMLU [IPU XOpa, ce HabmoaBaT e(heKTH, KOUTO MOKa3BaT MAJIK0 3HaYCHHUE 3a KIMHUYHATA
ynotpe6a. [Ipu 3aiiiy, epopajHiTe, TOKCHYHM 3a Maikara 1034 OpuH3omamua 10 6 mg/kg/mHeBHO
(261 mbTH penOphUMTENIHATA JHEBHA KJIMHUYHA 1032 OT 23 Ug/KQ/mHeBHO) He MOKa3BaT eheKT BbpXy
¢eranHoTO pasutue. [Ipu mrbxose, 1o3u ot 18 mg/kg/nueBno (783 mbTH NpenopbyMTEIHATA THEBHA
KJIMHUYHA /103a), HO He 6 MQ/KQ/mHEeBHO, BOAAT 110 JISKO HaMalieHa ocH(UKAIIUs Ha Yeperna u
NPUMOPANATHATE CTEPHAIHN CETMEHTH TIPH 3apoaummTe. Te3n HaXoIKu ca CBbp3aHU C METa0OIUTHA
alua03a ¢ HaMaJeHo HaJJlaBaHe Ha TEerJIo MpU MallkuTe U HaMaJeHo Teryo Ha mozaa. CBbp3aHo ¢
Jl03aTa HAMaJICHUE B TETJIOTO HA IIJI0/1a € HAaOJII01aBaHO IPU MAJIKUTE Ha MalKH, TOJTy4aBaiu 2 J10

18 mg/kg/nueBHo. [To Bpeme Ha J1akTalyms, HUBOTO Ha J03ata, P KOETO He ce HaOIro1aBaT
HEeXXeJIaHU PEaKIuy B TOTOMCTBOTO € 5 mg/kg/mHeBHO.

BpuMoHuanH

HexnuHuaHUTE JaHHY HE MOKa3BaT 0coOEH PUCK 3a XopaTa Ha 0a3aTa Ha KOHBEHIIMOHAIHUTE
(apMaKoJIOTHYHH U3NMUTBaHUs 32 OE30MACHOCT, MPOYYBAHHS 32 TOKCUYHOCT MMPH MHOTOKPATHO
[IpUIaraHe, TeHOTOKCUYHOCT, KAPLMHOTEHEH IIOTEHLINAN, PEPOLYKTUBHA TOKCUYHOCT U TOKCUYHOCT
32 pa3BUTUETO.

6. OAPMAIIEBTUYHU JAHHU
6.1 Cnucbk HAa MIOMOIIHHUTE BELIECTBA

benzankoHues xjaopu

IIponmienriaukon

Kapbomep 974P

BopHa kucenuHa

ManwuTon

Hatpues xsopug

Tunokcanon

XJI0pOBOAOPOIHA KUCETMHA/HATPHEB XUAPOKCH] (3a Kopekius Ha pH)
IIpeuncrena Boga
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6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

2 TOOVHU

4 cepMuIM Clel IBPBOTO OTBAPSIHE

6.4 ChenmnaJHM ycJI0BHUS HA ChbXpaHeHHUe

To3u nekapcTBeH MPOAYKT HE M3UCKBA CICIUAIHY YCIOBUS Ha ChbXpaHEHHUE.

6.5 Buau chIbpiKaHHE HA ONIAKOBKATA

Kp®briu, Henpo3paynu OyTHIKH OT mosMeTuiieH ¢ Hucka mbTHocT (LDPE) ot 8 ml, ¢ Bpbx Ha
OTKArmBamioTo yctpoiictBo ot LDPE u Gsiia kanayka Ha BUHT OT MOJMIPOITHICH, Chabpkaiy 5 ml
CYCIICH3HSL.

KapTonena kytus, chappkama 1 win 3 OyTHIIKH.

He Bcnuky BUioBE OMAKOBKK MOTaT a ObAaT MyCHATH Ha Masapa.

6.6 CrhenuajaHu NMpeINa3sHu MEPKHU MPH U3XBbPJIsIHE

Hsama CIIelMaJiIH U3MCKBAHU 3a USXBBPJIAHE.

7. MHNPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Upnannus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/14/933/001-002

9. JATA HA TbPBO PASBPEINIABAHE/IIOJJTHOBSABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

[laTa Ha ippBO paspemaBane: 18 romau 2014 r.

Hara Ha mocnenno monHossBane: 20 dhepyapu 2019 1.

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

IToapoOHa uHoOpMalKs 3a TO3M JEKapCTBEH MPOAYKT € MpeIocTaBeHa Ha yeOcaliTa Ha EBporneiickara
areHIus 1o Jiekapceraata http://www.ema.europa.eu/.
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MNPUJIOXKEHHUE |1

MPOU3BOAUTEJI(M), OTTOBOPEH(HU) 3A OCBOBOXJIABAHE
HA ITAPTHU AN

YCJIOBUA NJIN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUSA U U3BUCKBAHUSA HA PASPEHIEHUETO 3A
YIIOTPEBA

YCJIOBUSA WJIN OT'PAHUYEHMUSA 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A.  NIPOU3BOIUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOX/IABAHE HA ITAPTUIN

HwMe u afipec Ha TPOU3BOIUTENS, OTTOBOPEH 3a OCBOOOKIaBaHE HA MAPTHIUTE

Novartis Farmacéutica, S.A.

Gran Via de les Corts Catalanes, 764
08013 Barcelona

Ucmanns

Novartis Manufacturing NV
Rijksweg 14

2870 Puurs-Sint-Amands
benrus

Novartis Pharma GmbH
Roonstralle 25

D-90429 Nuremberg
I'epmanus

Siegfried EI Masnou, S.A.
Camil Fabra 58

El Masnou

08320 Barcelona
Ucnanus

Novartis Pharma GmbH

Sophie-Germain-Strasse 10

90443 Nurnberg

I'epmanus

[TeuaTHaTa JIMCTOBKA HA JIEKAPCTBEHUS MPOAYKT Tp>16Ba Jla cbabpiKa UMETO U ajJpeca Ha
MMPpOU3BOAUTCIIAA, OTTOBOPCH 34 OCBO60)K,Z[aBaH€TO Ha CbOTBCTHATA IIapTHJA.

b. YCJI0OBHUA NWJIN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT IIPOLYKT CE OTIIyCKa IO JIEKAPCKO IPEIIUCAHUE.

B. JAPYI'U YCJIOBUSI U UBUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJau3npanu aokjaanau 3a 6ezonacuoct (IIALB)

W3uckBanusTa 3a nonasane Ha [TIAJ[b 3a To3u iekapCTBEH MPOIYKT Ca TIOCOYEHU B CITUCHKA C
pedepentauTe natu Ha EBpomeiickus cpro3 (EURD criuchk), npensuaes B wi. 1078, an. 7 oT

Hupexrtusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBALIM aKTyaJIN3alllH, ITyOJUKYBaHU HA €BPOIEHCKUS
yeOropTai 3a JeKapcTBa.
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I  YCJIOBUs NN OT'PAHUYEHUS 3A BE3OITACHA U E@OEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHHUA ITPOAYKT

. Ilan 3a ynpaBienue Ha pucka (ITYP)

Iputexarenst Ha pasperieHueTo 3a yrnorpeda (ITPY) tpsOBa 1a U3BBPIIBA H3UCKBAHUTE JACHHOCTH U
NIeHCTBHS, CBBP3aHU C TIPOCIIeasIBaHe Ha JIEKapCTBeHATa O€30TacHOCT, TOCOYeHH B ofo0peHus [1VP,
npeactaBed B Moayn 1.8.2 Ha pa3pemieHueTo 3a ynorpeda, KakTo U BbB BCHUKH CIICABALIHA 0JJ00PEHH
akTyanu3auuu Ha ITYP.

Axryanusupan [IYP tps6Ba na ce moaasa:

. 1o uckane Ha EBponelickaTta areHIys 1o jJeKapcTBara,;

. BHMHATH, KOTAaTO ce M3MEHS CHCTeMaTa 3a yIpaBJjeHHe Ha PUCKa, 0COOEHO B Pe3yiTaT Ha
NoJy4aBaHe Ha HOBa HH(pOpMaIKs, KOSTO MOXeE Ja AOBEAE 10 3HAYNMHU IIPOMEHH B
CHOTHOIIIEHUETO TTONI3a/PUCK, MM CIIE]] TOCTUTaHEe Ha BayKEH eTarl (BbB BPB3Ka C
npociieisiBaHe Ha JIeKapCTBEHATa 0e30MaCHOCT MIIM CBEXIaHE HA PUCKA 0 MHHUMYM).
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NPUJIOXKEHHUE Il

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS 3A 5 ml BYTUJIKA

1. HNME HA JIEKAPCTBEHUA TPOAYKT

SIMBRINZA 10 mg/ml + 2 mg/ml kamku 3a 04, CyCreH3us
OpuH301aMuU 1/ OPUMOHUIUHOB TapTapat

2. OBSIBABAHE HA AKTUBHOTOMTE) BEHHIECTBO(A)

1 ml ot cycniensusra cbabpka 10 mg OpuH3onamug u 2 Mg OpUMOHUIMHOB TapTapaT.

3. CIIMCBK HA ITIOMOIIHUTE BEIMECTBA

OCH3AJIKOHUEB XJIOPHI, IPOIHJICHTIINKOJ, KapooMep 974P, OopHa KUCeInHA, MAHUTOJ, HATPUCB
XJIOPHI, TUIIOKCAITOJI, XJIOPOBOIOPO/IHA KMCEINHA U/UITH HATPUEB XUAPOKCH T (3a Kopekuusa Ha pH) u
MpeYrCTeHa BoJa. 3a moBeue HH(OopMaIys BUKTE TUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Kanku 3a oun, cycneHsus

1x5ml
3 x5ml

5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEX/IAHE

Pazknarere nobpe npenu ymorpebda.
[Ipenu ymoTpeba nmpoyeTere JINCTOBKATA.
O4yHO NpuIIOKEHNE

6. CHELIHUAJIHO NPEAYHNPEXIAEHUE, YE JIEKAPCTBEHUAT NIPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 3a JCTA.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

Jla ce u3XBBpIH 4 CEIMUIIN CIIET TBPBOTO OTBAPSHE.
OTBOpEH Ha:

OtBopeH Ha (1):

OtBopeH Ha (2):

OtBopeH Ha (3):

9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CHEIMAJIHU ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnannus

12.  HOMEPA HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/14/933/001 1x5ml
EU/1/14/933/002 3x5mil

13. TAPTHUJAEH HOMEP

ITapt. Ne

14. HAYMUH HA OTIIYCKAHE

.HeKapCTBeHI/IHT MMPOAYKT C€ OTITYCKaA I10 JICKAPCKO NPCAIINCaHUC.

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAJIOBA A3BBYKA

Cumb6purH3a

‘ 17. YHUKAJIEH UAEHTUO®UKATOP — JIBYUSMEPEH BAPKO/

JByn3mepeH 0apKo/i C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD
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18. YHUKAJIEH WIAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CBABPXAT MAJIKUTE EJUHUYHHN
II'BPBUYHH OITAKOBKH

ETUKET HA BYTHJIKA

1. HUME HA JIEKAPCTBEHMSA NTPOAYKT U I'BT(MIIA) HA BBBEKJIAHE

SIMBRINZA 10 mg/ml + 2 mg/ml kankwu 3a o4u, cycreH3ust
OpuH301aMuU 1/ OPUMOHUIMHOB TapTapaT

OuHo MMPUIIOKCHUC

‘ 2. HAYUH HA ITPUJIOKEHHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA T'OJHOCT

EXP

4. ITAPTUJEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

5ml

| 6. JIPYTO
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b. IUCTOBKA
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JlncroBka: undopmanus 3a norpeduTeNs

SIMBRINZA 10 mg/ml + 2 mg/m| kanku 3a o4u, cycrneH3ust
opunzonamua/OpumonnanHoB Taptapar (brinzolamide/brimonidine tartrate)

IIpoyereTe BHUMATEIHO LAJIATA JUCTOBKA, NPEAH 1A 3alI04YHETE 1A H3110J13BaTe TOBA

JIEKapCTBO, Thil KaTO TS ChABP:KA BaxkHa 3a Bac nndopmanus.

- 3amaseTe Ta3u JUCTOBKAa. MOXKe 1a ce HaJIOXKH Ja g IPOYEeTEeTe OTHOBO.

- AKO MMate HIKaKBH JIOMbIHUTEIHE BBIPOCH, ONUTalTe Barust nexap, onToMeTpuct (ONTHK)
iy GapMareBT.

- Toga sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcrsnBaiite Ha npyru xopa. To moxe
Jla UM HaBpeIy, He3aBUCHMO Y€ IPU3HAIMTE Ha TSIXHOTO 3a00JisiBaHe ca chluuTe KaTo Bammure.

- AKXO NOJTyunTe HAKAKBU HEXKXEIIAHU PEaKlnK, yBegoMeTe Bamus iekap, onToMeTpucT (ONTHK)
wnn ¢papmaneBT. ToBa BKIIOUBA M BCHUKH BH3MOXKHU HEXEJAHU PEaKH, HEONHCAHH B Ta3H
nucroBka. Bikre Touka 4.

Kakso CbABbPiKa Ta3u JIMCTOBKA

Kakso mpencrasmsaBa SIMBRINZA u 3a xakBo ce u3mnomn3Ba
Kakgo TpsiOBa ga 3Haere, npeau Aa usnonssare SIMBRINZA
Kak na usnonssare SIMBRINZA

BBb3MOXXHU HEXKETaH! PeaKIiu

Kak na cexpansBare SIMBRINZA

ChbabpkaHue Ha ONIAKOBKATa M JOMBIIHUTEIHA HHPOPMALIUS

I

1. Kaxso npeacrasasisa SIMBRINZA u 3a kakBo ce u3noJs3Ba

SIMBRINZA cpabprka ABE aKTHBHH BellecTBa, OpUH30JIaMHI U OPIMOHUAMHOB TapTapar.
BpunzonaMua npuHaIeKd KbM IpyTia JIEKapcTBa, HapeueH! HHXUOUTOPH Ha KapOoaHXuIpasara, a
OpUMOHHUIMHOB TapTapaT NPUHAIISKN KbM IpyIia JIeKapCTBa, HapeueHu anda2 aapeHepruaHu
pELEeNTOPHN aroHUCTH. /IBeTe BelecTBa IeicTBAT 3aeIHO 3a IOHM)KaBaHE Ha OYHOTO HaJIATaHe.

SIMBRINZA ce u3nosn3Ba 3a moHW»xaBaHe Ha OYHOTO HaJISITaHe MPU Bb3PACTHU MalueHTH (Ha
BB3pacT 18 ToAuHM 1 TI0-TOJIEMH), KOUTO UMAT 3a00JIIBaHUS HA OUNTE, U3BECTHU KATO TJIAyKOMa WA
OYHA XUTIEPTEH3US, M YUETO BUCOKO OYHO HANIATAHE HE MOXE J1a ce KOHTporpa e(heKTUBHO CaMO OT
€/THO JIEKapCTBO.

2. Kakgo TpsoBa 1a 3Haete, npenu aa usnoassare SIMBRINZA

He u3noa3Baiite SIMBRINZA

- aKo CTe aJIePTUYHH KbM OpUH30JIaMUJI WM OPUMOHHIMHOB TapTapar, WA KbM HIKOS OT
OCTaHaJINTe ChCTABKHU HA TOBA JIEKAPCTBO (M30pOEHH B TOUKA 6)

- aKo CTe AJIEPTUYHH KbM CyIdoHaMuau (IPUMEPHUTE BKIIOYBAT JICKApCTBa, U3IOI3BAaHU 32
JicueHre Ha AuabeT U WHGPEKIMH, a ChIIO0 TaKa U TUYPETUIM (OTBOJHSIBAIIM TAOICTKH))

- aKo TpuemMare HHXHOUTOpH Ha MOHOaMHuHOOKcHaa3aTa (MAO) (mpumepuTe BKIFOYBAT
JISKapCTBa 3a JICUCHHUE Ha Jerpecus WK 0ojecT Ha [IapKUHCOH) WIIM HIKOM aHTUACITPECAHTH
TpsioBa na yBenomute Bammis nekap, ako npuemare HIKaKBH aHTHUACTIPECAHTH

- aKo MMaTe TeKKH ObOpeyHH MpodiieMu

- aKo MMaTe IpeKajeHa KMCEIMHHOCT Ha KPbBTa (ChCTOSHUE, HAPSUCHO XUIIEPXJIOPEMHUYHA
anuI03a)

- npu Oedera 1 MaJKu Jiela Ha Bh3pacT o] 2 TOUHH.
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IlpenynpesxxaeHus ¥ npeanasHd MepKU

T'oBopeTte ¢ Barus jekap, ONTOMETPUCT (ONTHK) MK (papMaleBT, IPEIN J1a U30I3BATe

SIMBRINZA, ako uMaTe B MOMEHTA UM CTE€ UMAJIA B MUHAJIOTO:

- po0JIeMH C YepHUS APo0

- 3a00IIBaHe C BUCOKO OYHO HAJSITaHE, HAPEYEHO TECHOBI'BITHA TIIayKoMa

- CyXO0Ta B OKOTO HJIM TMPOOJIEMH C POTOBHIIATA

- UCXEMUYHA OOJIECT Ha CHPIIETO (CHMITOMHUTE MOXKE Jla BKJIFOUBAT OOJIKA UJTH CTATAHE B
ThpANTE, 33AyX WIH 3aIylIaBaHe), ChpAedHa HEJOCTATHhUYHOCT, BUCOKO MIIH HICKO KPHBHO
HaJsiraHe

- JIeTIpecust

- HAPYIICHO WM HEeJOCTaThYHO KPhBOCHAOIsIBaHe (KaTo Oosect Ha Pelino, cunipom Ha PeitHo,
WITH MO3BYHOCH/I0BA HETOCTATHYHOCT)

- aKO HIKOTa CTE UMaJId Te)KBK KOKEH OOpHB MM OeJieHe Ha Koxkara, 00pa3yBaHe Ha MEXypH
W/WM paHu B yctata ciea usnoiiBane Ha SIMBRINZA wim npyru nogo0HM JeKapCTBa.

OO0BpHeTE cnienuanrHo BHUMaHue rpu yrnorpebdara Ha SIMBRINZA:

CroOl1aBaHu ca CepUO3HU KOXHH PEaKIUK, BKIIOYUTEIHO CUHIPOM Ha CTHBBHC-/[P)KOHCHH U
TOKCHYHA enujepMaliHa HEeKpoJin3a BbB Bpb3Ka ¢ JieueHue ¢ Opun3onamuy. Crpere ynorpedara Ha
SIMBRINZA u He3a6aBHO IOTHhpCETe METUITHCKA ITOMOIII, aKO 3a0eJIeKUTe HIKOW OT CHMITTOMUTE,
CBBP3aHM C TE3U CEPUO3HU KOXKHU PEAKIIMU, OITUCAHH B TOUKa 4.

AKo HOCHTEe MEKH KOHTAKTHH JICIIH, HE U3ITOJI3BAalTe KAaIIKUTE, JOKATO JICHIUTE ca B ounuTe Bu. BiokTe
pazzen ,,Hocene na kontaktau jemy — SIMBRINZA cvabppxa GeH3aIKOHUEB XJIOPUA”’, TIO-I0TY.

Jleua u roHOIIHN

SIMBRINZA He e moka3an mpu Jie1ia 1 IOHOIIN Ha BB3pacT 1o 18 roanHu, 3ammoTo He € IPOoyYeH B
Ta3u Bb3pacToBa rpyna. Oco0eHo BaXKHO € JIEKapCTBOTO Jla HE ce U3MOJI3Ba MPH JAela Mo 2-TOAUIIHA
BB3pacT (BWKTe pasaen ,,He usznomnspaiite SIMBRINZA” no-rope), 3a1oro ¢ Majiko BEpOSTHO J1a €
Oe3omaceH.

Jpyru gekapcra u SIMBRINZA
TpsiOBa a kaxxere Ha Bamms nekap, ontoMeTpucT (ONTHK) WK GapMaleBT, ako mprUeMare, HaCKopo
CTe TPHEMAaJIH WK € BE3MOXKHO JIa TIpHeMare JIpyTH JeKapCTBa.

SIMBRINZA moxe na noBnusie win Aa 0b/ie TOBIUSH OT JPYTH JIEKapCTBa, KOUTO WU3IIONI3BATE,
BKJTIOUHTEITHO JIPYTH KAIKH 32 OYH 3a JICUCHHE Ha TJIayKOMa.

Kaxxete Ha Bamms nexap, ako rnpremare Win UMaTe HaMepeHHe Ja puemMare HIKOe OT CIIeIHNUTE

JIeKapcTBa:

- JIeKapcTBa 3a MOHWKaBaHe Ha KPbBHOTO HAJIATaHE

- JIEKapCTBa 3a ChPIIE, BKIIOUUTEHO TUTOKCHH (M3IOJI3BaH 3a JICUEHUE Ha ChbPACUHU
3a00JITBaHNS)

- JpYyTH JIKapCTBa 3a JICYCHUE Ha IJIayKOMa, KOUTO CBILO CE U3I0JI3BAT 3a JCUCHUE Ha
BHCOYMHHA 0OJIECT, M3BECTHH KAaTO arleTa30IaMH]], METa30JIaMU/ U T0P30JIaMHT

- JIeKapCcTBa, KOUTO MOTaT J1a TOBJIMAAT MeTaboIu3Ma, KaTo XJIOPIpOMasiH, MEeTUI()EeHNIAT 1
pesepuH

- aHTUBHUPYCHH, aHTHUPETPOBUPYCHHU JIEKapCTBa (BH/ JIEKAPCTBA, M3IIOJI3BAHHM 3a JICUCHHE MPU
BUpYC Ha yoBemkusa umyHonedunut (XVB)) wnu aHTHOHOTHITH

- JIeKapcTBa MPOTHUB I'bOMYKH WM APOKAN

- MHXHOUTOPH Ha MOHOaMHHOOKcH 1a3aTa (MAOQO) niu aHTHIETTPECaHTH, BKIIFOUYUTEITHO
AMUTPHIITHIINH, HOPTPUIITHIINH, KJIOMUIIPAMHH, MUAQHCEPHH, BeHJIa(haKCUH U JTyJIOKCETHH

- AQHECTETULIN

- YCIIOKOWUTENIHH, OTIHATH Wi OapOuTypaTH

Tps6Ba ceio Taka ga nHbopMuparte Bamms nekap, ako Jo3ara Ha HIKOE OT HacTosmuTe Bu
JIEKapcTBa € MPOMEHEHa.
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SIMBRINZA ¢ ajakoxoJ

AKO pPeIOBHO KOHCYMHUPATE aJIKOX0JI, 00bpHETE ce KbM Bariius Jiekap, onTOMETPUCT (ONTHK) UK
(hapMareBT 3a ChBET Mpe/u Jia u3noia3sare ToBa iekapctBo. SIMBRINZA moxe na ce mosnusie ot
ynorpebaTa Ha aJIKOXOJI.

bpemeHHoOCT U KbpMeHe

AKko cTe OpeMeHHa, cMsTaTe, 4ye MOKe Jla cTe OpeMeHHa WITH IIaHupaTe OpEMEHHOCT, TOChBETBANTE
ce ¢ Barmms nekap, onToMeTpucT (ONTHK) Wi (hapMalieBT peau ynorpedara Ha TOBa JEKapCTBO.
JKennre, KOUTO MOTraT Jja 3a0peMeHesT, TpIOBa Jia U3MoN3BaT e(DeKTUBHA KOHTPALIEIIINS 10 BpeMe Ha
nedenue cbe SIMBRINZA. Ynorpebara na SIMBRINZA He ce nmpenopruBa 1o Bpeme Ha
opemennoct. He m3nonspaiite SIMBRINZA, ocBeH ako He € M3pHuHO NpeAnucaH oT Bamus nexap.

Axo kppmute, SIMBRINZA moxe na mpemune B kbpMmara. Ynorpebara Ha SIMBRINZA ne ce
NpenopbYBa Mo BpeMe Ha KbpMEHe.

Ilodupane u padoTa ¢ MAIIMHH

Mosxe fa ycTaHOBUTE, Ue 3peHHeTo By € 3aMbriieHo WM MPOMEHEHO 3a U3BECTHO BpeMe
HernocpencTBeHo cien noctaBsHeto Ha SIMBRINZA. SIMBRINZA mosxe cpio na mpean3Buka
3aMastHOCT, CHHJIMBOCT WJIM yMOpa IPU HAKOH MAI[HEeHTH.

He mogupatite u He paboTETe ¢ MAIIMHU, JOKATO CUMIITOMHUTE HE OTIIYMSIT.
Hocene na konraktau jgemu — SIMBRINZA cbabp:ka 6eH3aiKkoHHeB XJIOPH/

Toga nekapcTBo chabpika 0,15 Mg OeH3aIKOHUEB XJIOPHUT BB BCEKH 5 M|, KOUTO ca eKBUBAICHTHHU Ha
0,03 mg/ml.

BeHzankoHUEB XJIOpH MOXKeE Jla ce aOCopOrpa OT MEKUTE KOHTAKTHH JICIIM U MOXE JIa TIPOMEHH I[BETa
Ha nrerure. TpsOBa /1a cBaTuTe KOHTAKTHUTE JICTIU TIPEIN yIIoTpedara Ha TOBa JIEKapCTBO U J1a
M34yakaTe moHe 15 MUHyTH NpEeAn J1a TH MOCTaBUTE OTHOBO. beH3amIKoOHNEB XJIOPHT MOXKE CHIIO Ja
MIPUYHMHHU Jpa3HeHe Ha OYUTE, 0COOCHO aKo MMaTe ,,CyX0 OKO** MM HapyIIeHHEe Ha POTOBUIIATa
(TIpo3pauHus CIoi B IIpeHaTa YacT Ha OKOTO). AKO MMaTe HEOOMYaifHO ycelaHe B OKOTO, KaTo
napeHe win 0oJKa cies yroTpedara Ha TOBa JIEKapCTBO, TOBOpeTe ¢ Bamms iexap.

3. Kax na uznonzeare SIMBRINZA

Bunaru u3nosn3Baiite ToBa JIeKapCTBO TOYHO KakTo Bu e kazan Bammsr nekap, onToMeTpucT (ONTHK)
i dapmaneBT. AKO HE CT€ CUTYPHH B HEIlO, nonuTaiTe Bamms nekap, ontoMeTpucT (ONTHK) HITH
(hapmarieBT.

Uznomseaiite SIMBRINZA camo 3a Bamute oun. He ro mormelaiite mim uHXeKTHpanTe.

IIpenopbunTeTHATA /1032 € €/IHA KAIlKa B 3aCErHATOTO OKO MJIM OYH, [IBa IIbTU JHEBHO. M3nomn3Baiite
IO €/IHO U CBIII0 BPEME BCEKH JIEH.
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Kak na u3noasBare

W3muiite ppueTe CH, IPEAU [a 3alI0YHETE.

Paskmarere mobpe nmpean ymotpebda.

OtBbpTeTe Kanaukara Ha OyTuikara. Ciies KaTo KarmaykaTa € CBaJIeHa, aKo 3alllUTHUST IIPBCTEH €
xJ1a0aB, MaxHeTe ro, IPEeIH JIa U3MO0JI3BATE JIEKApCTBOTO.

He noxocsaiite oTKanBamoTo ycTpoiicTBO ¢ MPBCTUTE CH, KOTAaTO OTBAPSITE U 3aTBapsTe OyTUIKAaTa.
ToBa MOke Ja 3aMbPCH KallKUTE.

JpbxTe OyTHIKaTa, HacOUYeHa HAJI0IIy MEXy Najielia i MPbCTHTE.

Hakiionere riaBara cu Hazan.

JpwItHETEe HAZOMY HONHUS CH KJIETIad C YHCT MPBCT, 3a JAa ce 00pazyBa “mKo0” MEeXIy HETO B OKOTO.
Kamnkara 1ie momajaHe TO4HO Ha ToBa MsCTO (¢wur. 1).

[Mpubnmxkere Bpxa Ha OyTHIIKaTa O1M30 10 0KOTO. HanmpaseTe ToBa npen ornieaano, ako me Bu
YIIECHH.

He noxocaiite okoTO, Kienaynre, 3a00MKaSIIIUTE TH 00JaCTH WM APYTH IOBBPXHOCTH C BbpXa Ha
OTKaNBalllOTO YCTPONCTBO. Bb3MOXKHO € KalKuTe Ja Ce 3aMbpCST.

BHumarenHo HaTHCHETe OCHOBaTa Ha OyTHIiKara, 3a Aa u3nycHe eana kanka SIMBRINZA

He ctuckaiite OyTnikara: T4 € crieqUajIHo KOHCTPYUpaHa Taka, 4ye € He0OX0AUM caMo JIEK HaTHCK MO
IbHOTO (¢ur. 2)

3a ;1a ce HaMaJIM KOJIMYECTBOTO Ha JIEKapCTBOTO, KOETO MOJKE J1a IOTa{HE B OCTAHAIaTa 4acT Ha
TSUTOTO CIIe]T IPHJIaraHe Ha KalKHUTe 32 OYH, 3aTBOPETE OKOTO M HATHCHETE JIEKO C MPBCT B BI'BIYETO
Ha OKOTO OJIN30 JI0 HOCA MOHE 32 2 MUHYTH.

AKO U3M0/I3BaTe KANMKUTE U 32 IBeTe 04YH, [IOBTOPETE CTHIIKKTE U 3a APYroTo oko. He e
HEO00XO0IMMO J1a 3aTBapsITe U pasKiialiaTe OyTUIIKATa IPeIH Ja OCTaBUTE KallkaTa B JPYroTO OKO.
3arBopete 100pe OyTHIIKaTa BeJHAra cien yrnorpeoa.

AKo n3no3Bare Apyru Kanku 3a oun ocBen SIMBRINZA, u3uakaiite moHe 5 MHHYTH MEXIy
nocraesaero Ha SIMBRINZA u npyrure kanku.

AKO KammKaTa He NMoNajgHe B 0KOTO, OIIUTAiTE OTHOBO.

AKO cTe U310J13BaJIM 1oBeye oT HeoOxoaumara p03a SIMBRINZA
H3miakHeTe OKOTO CH ¢ Toria Boaa. He mocTaBsiiTe moBeye Karku, JTOKATO HE CTAHE BpEMe 3a
clle/IBalaTa J103a.

HpI/I BB3PAaCTHU, KOUTO cnyqaﬁHo Ca NMOrbJIHAJIU JICKApCTBa, ChbAbpPiKallln 6pI/IMOHI/II[I/IH, ce Ha6mo;[aBa
HaMaJICHa CbpJACYHa YCCTOTA, IOHUKCHO KPBbBHO HAJIATAHC, KOCTO MOKE Aa CC MOCICABAa OT ITOBUILICHO
KPBbBHO HAJIATraHE, ChbpA€YHAa HEAJOCTATBbYHOCT, 3aTPYAHCHO JUITAHE U e(i)eKTI/I OT CTpaHa Ha HEpPBHATa
cucreMa. AKo ToBa ce CJIIy4H, CBbPKCTEC CC He3abaBHO ¢ Barus JICKap.
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Nma cpoOmieHus 3a cCepro3HN HeXKETIaHW PEaKIINH MPH JeTla, KOUTO CIyYaifHO ca MOT'hIHAIN
JIEKapCTBa, ChIbPKaIIK OpuMoHWIKH. [Ipr3HAIIUTE BKIFOYBAT CHHIUBOCT, OTITYCHATOCT, HUCKA
TeJlecHa TeMIeparypa, 0JeTHOCT U 3aTpyJHEHO JUIaHe. AKO TOBa c€ CIY4H, CBBP)KETE ce He3a0aBHO
¢ Bamms nexap.

Axo SIMBRINZA ce norsine cny4aiino, TpsiOBa Ja ce CBbpIKeTe He3a0aBHO ¢ Bamust nekap.

AKko cTe nponycHanu 1a u3noassare SIMBRINZA

TIpoabmxeTe chbe clieniBaliara 103a, KakTo € mianupano. He mocrapsiiTe ABoiHa 103a, 3a 1a
KOMIIeHCHpaTe npomycHaTata. He u3mon3BaiiTe moBeye OT e1HA KalKa B 3aCETHATOTO OKO (04M) /1Ba
II'bTU JHEBHO.

AKko cte cnpenu ynorpedara na SIMBRINZA

He cnmpatite ynorpebata Ha SIMBRINZA 6e3 na cte ce koHcyntupanu ¢ Bamus nexap. Ako cripete
ynotpebara Ha SIMBRINZA, nansranero BpB Bamiero oko HsiMa j1a Objie KOHTPOIUPAHO, KOETO MOXKE
Jia ToBeie 7o 3ary0ba Ha 3peHUeTo.

AX0 MMaTe HAKaKBH JOIBIHUTEIIHN BBIIPOCH, CBBP3aHH ¢ yHOTpeOaTa Ha TOBa JISKapCTBO, HONHUTANTE
Bamus nekap, onToMeTpucT (ONTHK) Win (hapMaieBT.

4. Bb3MOKHHN HeKeTaHU PeaKIuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPECAMN3BHUKA HEKCIAaHU PCaKIIUH, BBIIPEKU Y€ HC
BCCKH T'Y ITOJTy4aBa.

AKO TIOJTyYHUTE HSAKOS OT CJIICIHUTE HEXKEIaHH PEaKII|K, MOJIS CIIPETe yIoTpedaTa Ha JISKAPCTBOTO U
MOThPCeTe He3a0aBHO MEUITMHCKA ITOMOIII, Thil KATO TOBA MOXE JIa ca MPU3HAIIM Ha PEaKIus KbM
JeKapcTBOTO. YecToTara Ha aNepriudHu peakluy KbM JIEKAPCTBOTO € HEM3BECTHA (OT HATUIHUTE NaHHU
HE MOJKe J1a ObJie HallpaBeHa OIICHKa).

. TexKu KOXKHH peaklny, BKIIOYHTEITHO 0OpUB HIIH 3a4epPBsBaHE, WM ChPOEXK MO TIIOTO WU
O4YHUTEC

. 3aTpyIHEHO AMIIAHE

U Bonka B rbpauTe, HENPABUIIEH CHPJACYEH PUTHM

CB’Lp)KeTe ce He3abaBHO ¢ Bamms JICKAp, aKO MOJYYUTC U3pa3cHa yMopa UJin 3aMasAHOCT.

Crnennanre HexXenaHu peaknuu ca HabmonaBanu cs¢ SIMBRINZA u npyru nekapcta, cbabpxamin
OpUH30IaMU/I WK OPUMOHUIMH CAMOCTOSITEITHO.

Crpere ynotpe6ara nHa SIMBRINZA u He3abaBHO MOThpCceTe METUIIMHCKA ITOMOIII, aKO 3a0eNeKuTe

HSIKOM OT CJIEIHUTE CUMIITOMHU:

o YepBEHHUKABH IUIOCKH, TIOZOOHN HA MUIIECHA WJIM KPBIJIM IIETHA MO TOPCa, YECTO C MEXYPH B
[IEHTbpa, OesleHe Ha KO)KaTa, SI3BU B yCTaTa, I'bPJIOTO, HOCA, TeHUTAINHUTE U o4uTe. Te3n
CEPUO3HU KOXKHH 0OpHBHU MOTaT Jia ObJIaT MPE/IIIECTBAHU OT BUCOKA TEMIIEPATypa U
rpUNoNnog00HH CUMIITOMH (CHHAPOM Ha CTHBBHC-J[KOHCHH, TOKCHYHA eNHepMaiHa
HEKPOJIN3a).

Yectn (Moxe na 3acernar 1o 1 va 10 aymm)

o OuHM HEeXKETTAHU PEaAKIMU: aJIepTUUeH KOHIOHKTHBUT (OYHA ajeprus), Bb3MaJeHHe Ha OYHATa
HOBBPXHOCT, 00JIKa B OKOTO, O4€H JUCKOM(OPT, 3aMBIIICHO WM HApyLICHO 3pEHHE,
3auepBsIBAHE Ha OKOTO

L O6H_II/I HEXCIIaHU PCAKIUU. ChHIMBOCT, 3aMasiHOCT, JIOII BKYC B yCTara, CyX0oTa B yCTaTta
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HeuecTn (Moxe ma 3acerdar g0 1 na 100 mymrm)

o OyHH HeXEIIaHU PEaKIUK: YBPESKIaHEe HA OYHATA TOBEPXHOCT ChC 3ary0a Ha KIIETKH,
Bh3MAlICHUE Ha KJIeNaya, OTJIaraHus 10 OYHATa OBBPXHOCT, YYBCTBUTEIHOCT KbM CBETIIMHA,
HO/lyBaHE Ha OKOTO (3acsraiio poroBuiaTa Wiy Kiernaya), CyXoTa B OKOTO, OT/IC/ISTHE Ha CEKPET
OT OKOTO, CBhJI3CHE Ha OUYHTE, 3a4epBsABaHE Ha KJlenaya, HeoOMYaiiHO WM HAMAJICHO yCellaHe B
OKOTO, YMOPEHHU OYH, HAMAJICHO 3PEHUE, JBOWHO BIDKAAHE, YACTHUIIH OT JIEKAPCTBOTO B OUHTE.

o OO01IM HEeXKETaHHU PEAKIMU: TOHMKEHO KPBBHO HAJIATaHe, 00JIKa B I'bPIUTE, HETPABUICH
ChpJIeYeH PUTHM, 3a0aBeHa HITH YCKOPEHa Chp/IeYHa YeCTOTa, ChplieOneHe, Mpo0IeMH ChC ChHS
(6e3chHHME), KOMIMapH, Aenpecus, odma cnadocT, riaBodosne, 3aMmaiiBaHe, HEPBHOCT,
pa3IpasHUTEIHOCT, 00II0 HEPA3MOJIOKEHHE, 3ary0a Ha MaMeTTa, 3a]{yX, aCTMa, KbPBEHE OT
HOCA, CHMIITOMH Ha HACTWHKA, CyX0Ta B HOCA MJIM I'bPJIOTO, OOJIKU B I'BPJIOTO, JPa3HEHE B
bPJIOTO, KAIUTKIA, XPEeMa, 3aIyIIeH HOC, KUXaHe, MH(EKIUI Ha CHHYCUTE, 3aCTOM B OPOHXUTE,
IIyM B yIIUTE, HAPYIIEHO XPAaHOCMUIIAHE, Ta30BE B yepBaTa Win 00JIKa B cCTOMaxa, rajicHe,
Japusl, TOBPBIIaHe, HEOOMUYAHO yCelllaHe B yCTaTa, 3aCHIIBaHE Ha aJIepTUYHUTE CUMIITOMH 110
KO)kaTa, 00OpuB, HEOOMUYAIHO ycelane Mo Koxarta, Kocomna, ChpOesk Mo ISUI0TO TUIO,
MIOBHUIIIEHU HUBA HA XJIOPUINTE B KPHBTA UIIM HaMaJIeH Opoii Ha YepBEHUTE KPbBHH KIICTKH TPU
W3cJe/IBaHe Ha KpbBTa, 00JKka, O0yka B I'bp0a, MyCKyITHa OOJKa K CTIa3MH, OOJIKHU B
0B0pennTe, KaTo HampuMep O0JIKa B KPBCTa, HAMAJIEHO JIHOUI0, 3aTpyJHEHA CEKCyaTHa
(GYHKLUS IPH MBIKETE.

Mpuoro peaku (Moxe aa 3acerrat 10 1 va 10 000 myrmu)
. O4YHU HEXEeNaH! PEaKIUH: CBUTH 3CHHUIH
. OO HeKENaH! PEaKIMK: TPUIIAIBK, TOBUIICHO KPHBHO HAISITAHE

C Hen3BecTHA YecTOTa (OT HAIMIHUTE JAHHU HE MOXKe J1a ObJie HalpaBeHa OIeHKa)

. OuHu HEXKENaHU PEAKIUU: HAaMaJICH PacTe)X Ha MUTJINTE

. OO01M HEeKETaHU PEAKIIMU: TPeIIepeHe, HaMajieHa YyBCTBUTEIIHOCT, 3ary0a Ha BKyca,
OTKJIOHEHHS B YepHOIPOOHNUTE (YHKITMOHATHN TIOKA3aTe! P H3CIIeBaHe Ha KPHBTA,
MOJIyBaHe Ha JIUIETO, OOJIKK B CTABUTE, YECTO YPUHUPAHE, OOJIKa B I'bPANTE, IIOyBaHE HA
KpalHUIIMTE, YePBCHUKABH IIJIOCKH, TIOJI0O0OHM HAa MUILIEHA WJIU KPBIJIM TIETHA 10 TOPCa, Y€CTO ¢
MeXYpH B IIEeHTHpa, OelleHe Ha KOXKaTa, sI3BU B yCTaTa, I'bPIIOTO, HOCA, TCHUTAINNTE U OUUTE,
KOUTO MOTaT Jia O'bJaT MPe/IIecTBaHU OT BUCOKA TEMIIEpaTypa U TPUTIONIOI00HN CUMITTOMH.
Te3u ceprno3HU KOXKHU OOPUBH MOTAT Ja ObJIaT MOTSHIMAIHO )KMBOTO3acTpalaBamy (CHHIPOM
Ha CtuBbHC-JP)KOHCHH, TOKCUYHA eNHUIepMaliHa HEKPOIIn3a).

Chol0maBaHe Ha HesKeJIAHH PeaKINu

Axo IMOJIY4YUTE HAKAKBH HCXKCJIaHU JICKAPCTBCHU PCAKLINU, YBCIOMETC Bamns JICKap, ONITOMETPUCT
(ontuk) un apmareBt. ToBa BKIFOYBA BCHUKH BH3MOXKHH HEOMMUCAHU B Ta3W JIMCTOBKA HEKEIAHH
peakiy. MoxeTe ChII0 a ChOOIIUTE HEeXKENaHU PEeaKIUU JUPEKTHO Ype3 HAllMOHAJIHATA CHCTEMa 32
cbo0mmaBane, nocoueHa B [Ipunoxenue V. Karo cro0maBare HexeaHn peakliuy, MOKETe J1a JaJieTe
CBOSI IPHHOC 3a MOJTyYaBaHe Ha OBeYe HH(POPMAIMS OTHOCHO 0€3011aCHOCTTAa HA TOBA JIEKAPCTBO.

5. Kak na cexpansisate SIMBRINZA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 32 JCTIa.

He u3non3Baiite TOBa JIEKapCTBO CJE]l CPOKa Ha TOHOCT, OTOENA3aH BbPXY OyTHIIKATA M KyTHATA
caen ,,EXP“ u ,,l'onen no:*. CpokbT Ha TOJHOCT OTIOBaps HA MOCIEAHUS ICH OT OCOUYECHHUS MECEIL.

ToBa JieKkapcTBO HE U3HMCKBA CIEIUATHU YCIOBHSI HA ChXpaHEHHUE.
M3xBbpaere OyTikaTa 4 ceMUITA CIIe]] TBPBOTO OTBApsHE, 3a Ja ce n30erHaT eBeHTYaTHN NHEKITHH,

M U3M0JI3BaiiTe HOBA GYTI/IHKa. Harmmmrere JlaTaTa Ha OTBApsAHE Ha O3HAYCHOTO 3a TOBA MSACTO BbPXY
KapTOHCHATa KyTH.
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He uzxBbpIsiiTe nekapcTBaTa B KaHATU3AIUATa WIM B KOHTEHHEpa 3a JOMAITHHI OTIIaIbITH.
ITonmraiite Bammsa onromerpuct (onTrk) win ¢papManeBT Kak Ja H3XBHPISATE JIeKapcTBaTa, KOUTO
Beue He u3nossBate. Te3u MepKu I1ie CIIOMOTHAT 3a OMa3BaHe Ha OKOJIHATA Cpela.

6. Cobabp:kaHne HA ONIAKOBKATA M IOMbJIHUTEIHA HHpopManus

Kakso cboabp:ka SIMBRINZA

- AKTHBHUTE BELIECTBA ca OPHH30JIaMUI M OPMMOHUINHOB TapTapar. EAuH MUTHINTED OT
cycrnensusita cpabpka 10 mg Opunzonamun u 2 mg OpUMOHUAMHOB TapTapaT, eKBUBAJICHTHU
Ha 1,3 mg OpUMOHHINH.

- Hpyrure cberaBku ca O€H3aIKOHHUEB XJIOpU] (BIKTe Touka 2 ,,HoceHe Ha KOHTAaKTHH JISIIH —
SIMBRINZA cbabprka OeH3aIKOHHEB XJIOpUL ), MPOMMIESHIIUKOI, Kapoomep 974P, 6opHa
KHCEJIMHA, MAHUTOJ, HATPUEB XJIOPU, TUIOKCATION, XJIOPOBOJOPOAHA KUCETMHA W/IITH HATPUEB
XHUIPOKCHUJT ¥ IPEYUCTEHA BO/IA.

JloGaBeHU ca 1 MHOT'O MaJIKA KOJIMYECTBA XJIOPOBOJIOPO/IHA KUCEIIMHA U/UIH HATPUEB XUIPOKCH]T 3a
MOIbPIKaHe HAa HOPMAaJTHO HIUBO HAa KUCENMHHOCT (HUBOTO Ha pH).

Kaxk m3rnexxna SIMBRINZA n kakBo cbabpika onmakoBKaTa
SIMBRINZA xanku 3a oun, cycrieH3ust € Te4HocT (0si1a 10 mouTH OsiJ1a CyCTIeH3HsI) U ce A0CTaBs B
OIaKOBKa, ChIbprKallla eIHa WIIK TPU IUIACTMACOBH OYTHJIKH OT 5 Ml ¢ Kamayka Ha BHHT.

He BcuukH BHIOBE OMAKOBKH MOTaT Ja ObJAT MyCHATH B IPOAKOA.

IIpuTexaTes HA pa3peLIeHUETO 32 ynorpeda
Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Wpnanpus
IIpousBoaguren

Novartis Farmacéutica, S.A.

Gran Via de les Corts Catalanes, 764
08013 Barcelona

Ucnanus

Novartis Manufacturing NV
Rijksweg 14

2870 Puurs-Sint-Amands
benrns

Novartis Pharma GmbH
Roonstrale 25

D-90429 Nuremberg
T'epmanus

Siegfried ElI Masnou, S.A.
Camil Fabra 58

El Masnou

08320 Barcelona
HUcmanns
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Novartis Pharma GmbH
Sophie-Germain-Strasse 10
90443 Nirnberg
I'epmanus

3a momreTHATENTHA WHPOPMAIIHSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JTOKATTHHS
MIPEJICTABUTEI HA MTPUTEKATEIS Ha Pa3pelIeHHeTo 3a yrnorpeoda:

Belgié/Belgique/Belgien
Novartis Pharma N.V.
Tél/Tel: +32 2 246 16 11

bbarapus
Novartis Bulgaria EOOD
Ten.: +359 2 489 98 28

Ceska republika
Novartis s.r.o.
Tel: +420 225 775 111

Danmark
Novartis Healthcare A/S
TIf: +45 39 16 84 00

Deutschland
Cranach Pharma GmbH
Tel: +49 40 3803837-10

Eesti
SIA Novartis Baltics Eesti filiaal
Tel: +372 66 30 810

E\\aoa
Novartis (Hellas) A.E.B.E.
TnA: +30 210281 17 12

Espafia
Novartis Farmacéutica, S.A.
Tel: +34 93 306 42 00

France
Novartis Pharma S.A.S.
Tél: +33 155 47 66 00

Hrvatska
Novartis Hrvatska d.o.o.
Tel. +385 1 6274 220

Ireland
Novartis Ireland Limited
Tel: +353 1 260 12 55

island
Vistor hf.
Simi: +354 535 7000
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Lietuva
SIA Novartis Baltics Lietuvos filialas
Tel: +3705 269 16 50

Luxembourg/Luxemburg
Novartis Pharma N.V.
Tél/Tel: +322 246 16 11

Magyarorszag
Novartis Hungéria Kft.
Tel.: +36 1 457 65 00

Malta
Novartis Pharma Services Inc.
Tel: +356 2122 2872

Nederland
Novartis Pharma B.V.
Tel: +31 88 04 52 111

Norge
Novartis Norge AS
TIf: +47 23 05 20 00

Osterreich
Novartis Pharma GmbH
Tel: +43 1 86 6570

Polska
Novartis Poland Sp. z 0.0.
Tel.: +48 22 375 4888

Portugal
Novartis Farma - Produtos Farmacéuticos, S.A.
Tel: +351 21 000 8600

Romania
Novartis Pharma Services Romania SRL
Tel: +40 21 31299 01

Slovenija
Novartis Pharma Services Inc.
Tel: +386 1 300 75 50

Slovenské republika
Novartis Slovakia s.r.o.
Tel: + 421 2 5542 5439



Italia Suomi/Finland

Novartis Farma S.p.A. Novartis Finland Oy

Tel: +39 02 96 54 1 Puh/Tel: +358 (0)10 6133 200
Kvbztpog Sverige

Novartis Pharma Services Inc. Novartis Sverige AB

TnA: +357 22 690 690 Tel: +46 8 732 32 00

Latvija

SIA Novartis Baltics
Tel: +371 67 887 070

JlaTa Ha moc/1eIHO Mpepa3riiexKaaHe Ha JIUCTOBKATA
Apyru n3rouHuuu Ha uHpopMmanus

INonpoOHa nH(popMaITUs 3a TOBA JICKAPCTBO € IPeA0CTaBeHa Ha yeOcaiita Ha EBponelickaTa areHius
o JiekapcrBata http://www.ema.europa.eu/.
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