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1. UME HA JIEKAPCTBEHMUS ITPOAYKT

CYKLIHUITPOJI 47,5 mg TabneTku ¢ yab/HKEHO 0CBOOOK1aBaHe ?’ A boo~/
SUCCIPROL 47,5 mg prolonged-release tablets

CYKLHMITPOJI 95 mg TabneTku ¢ yAbDKEHO 0CBOOOMKAaBaHE
SUCCIPROL 95 mg prolonged-release tablets

2. KAYECTBEH A KOJIMYMECTBEH CbCTAB

Cykyunpon 47,5 mg mabaemxu ¢ YObIICEHO 0C60004c0aA6aHe
Enna Tabnerka ¢ yas/pkeHo ocBoOOk/1aBaHe chabpka 47,5 mg meTonpososioB cykuuHat (metoprolol
succinate) (Ph.Eur.), chorBercTBaim Ha 50 mg MeTonposionoB Taprapar (metoprolol tartrate).

[ToMOLIIHH BeleCTBA C U3BECTHO JIEUCTBHE
Enna Tabnerka ¢ yab/pkeHo ocBoOokaaBaHe chabpika D-rioko3a v makcumyM 3,68 mg 3axapo3sa.

Cykyunpon 95 mg mabiemxu ¢ yObiHCeHO 0C6000HCOA6UHE

Enna Tabnerka ¢ yab/bkeHo ocBOOOXK/1aBaHe ChabpKa 95 mg MeTonposioa108 cykuuHat (metoprolol
succinate) (Ph.Eur.), ceorBercTBaim Ha 100 mg meTonpononos taprapar (metoprolol tartrate).
[loMOLHM BeLIECTBA C U3BECTHO JEHCTBHE

Enna Tabnerka ¢ yabnkeHo ocBoOOXK1aBaHe chabpika D-riroko3a 1 MakcuMyM 7,36 mg 3axapo3sa.

3a MBbJIHUS CITUCHK HA NMOMOLIIHUTE BEllECTBA BUIKTE TOYKA 6. 1.

3. JJEKAPCTBEHA ®OPMA

Tabnerka ¢ yabmkeHo ocBOOOK/1aBaHe

Cykyunpon 47,5 mg mabiemku ¢ YObAACEHO 0C8000HCOABANE

bsina, npoabarosara, 1BOMHOM3MbKHAJIA TabNeTKa C IeJIMTE/IHA YepTa OT ABeTe cTpaHH, npuoi. 12 x 6 mm
(NIBJHKMHA Y LLIMPHHA).

Cykyunpon 95 mg mabdiemku ¢ YObAACEHO 0C68000A4COA8AHE
bsana, npoabarosara, 1BOMHOM3ITbKHAJIA TabNETKa ¢ JIe/IMTE/IHA YepTa OT JABETE CTpaHH, npudi. 15 x 7 mm

(AB/KUHA U LIIUPUHA).

Tabnerkara moxke na Ob/ie pa3aesieHa Ha IB€ paBHH J103H.

4. KJIUMHHUYHU JAHHHA

4.1 TepaneBTHYHH NOKA3ZAHHS

— CrabuiiHa, XpOHHYHA, JIeKa 10 YMEPEHa CbpAeUYHA HEIOCTAaTbYHOCT C YBpe/IeHa JIEBOKaMepHa
- pyukums (ppakums Ha uztnackpave < 40 %) — B 10NMbIHEHHE KbM 00MYaHHOTO CTAHAAPTHO JIEYEHHE
¢ ACE uHXMOHUTOPH U IMYPETHLIM H aKO € HEOOXO0IMMO CbPAEYHH ITTMKO3H/IH (3a noB
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—~ [TpodunakTKa HA MUIPEHA.

Heua y joHoIH 6-18 roaMuIHa BB3pacT
JleuyeHne Ha XHNEPTOHUA

4.2 Jo3npoBKa H HAYHH HA NPHJI0KEHHE

Cykuunpos Tpa6Ba aa ce nMpHUeMa efyH ITLT AHEBHO, 3a NPENOYMTaHe ChC 3aKyckaTa. TabneTkure TpabBa
7la ce MOrThIIAT LEIH Wi Aa ObAaT pasaeneHu, Ho He TpabBa aa ce AbBYAT H pa3rpouiaBat. TabneTkure
TpaOBa 1a ce npHeMar ¢ Boaa (Hali-MaiKo /2 yaiua).

Tosuposkara TpsaOBa ja Obae KOpUrHpaHa NpH Cra3BaHe Ha CeHHTE yKa3aHHA!

CrabuiHa, XpOHMUHA, IeKa 10 YMEPEHA ChpAeUHA HEAOCTATHYHOCT C YBPEAEHA JIEBOKAMEPHA (YHKIIHS
JlosupoBKaTa Ha METOMPOJIOJIOB CYKIIHHAT TpAOBa Aa ce KOPHIrHpa HHAMBHAYANHO 32 NALMEHTH ChC

cTabWwiHa CHMITTOMATHYHA ChpAEYHA HEAOCTATLUHOCT, KOWTO NOJIyYaBat ApYyro JeYCHHE 33 ChpAevHaTa
HeJocTaTh4YHOCT. IIpenopbhuMTeNHaTa HayanHa A03a 38 NAUMEHTH ChC Chp/eHa HeaoCcTaThuHoCT Kinac 111 no
NYHA e 11,88 mg MeTonposionoB CYKLIMHAT €AHH ITBT JHEBHO Npe3 MbpBaTa ceaMuua. Jlozara Moxe Ja
6bae yBennudeHa ao 23,75 mg MeTonpononoB CyKUMHAT AHEBHO Npe3 BTOPATa CEAMHLA OT JIEYCHHETO.

[MpenopbuMTeIHATA HaualiHa 1034 3a NalMeHTH ChC ChpJCUHa HeAoCTaThYHOCT knac [ no NYHA e

23,75 mg METONPOIONOB CYKUMHAT €HH ITBT AHCBHO [IPe3 ITbPBKTE JIB¢ CEAMMLIHA. Y IBOABAHE HA 03aTa Ce
NpefopbYBa Ciel MbpBUTE ABE ceAMHUM. [lo3aTa ce yapossa npe3 ceamulia 1o 190 mg meronposionos |
CYKLIMHAT AHEBHO HJIM A0 Haii-BHCOKaTa 4038, KOATO NAUMEHTHLT NoHaca. [Ipd npoABIKHTENHO IeUeHHe
LIeJITA € Aa c€ AOCTHTHE J0 A03a oT 190 mg MeTOnpo/ioNOB CYKIIMHAT HIIH Hall-BUCOKATa 21034, KOATO
nauMeHThT noHacs. JIekyBalMaT nekap TpatBa Aa HMa OIMT B JICUEHUETO Ha CTadKiiHa CHMITOMATHYHA
ChpAEYHA HeJ0CTaThUHOCT. Cliel BCAKO MOBHULIABAHE HA J03aTa CHCTOAHUETO Ha NallHeHTa Tpsbsa ja ce
HabnonaBa HempeKbcHaTo. B ciyyalt Ha cnagaHe Ha KPBLBHOTO HaNAraHe, MOXe Ja € HeoDX0AUMO
HaMa/iABaHe Ha NO3UTe Ha CHIPOBOXAALIOTO JeyeHHe. CnafaHeTo Ha KPBBHOTO HAIATaHe He €

3 BJDKMTETHO MPEYKa 3a MPOBEXAaHe Ha MPOABL/DKHTEIHO ICUEHHE C METOMPONION, HO 103aTa TpAOBa na
6bae HaMaeHa JOKATO ChCTOAHHETO Ha MaLMEeHTa € CTa0NIHO.

XHIIEPTOHHUA

47,5 mg MeTOMpPOAONOB CYKUMHAT €IMH T JHEBHO NMPH NAaLKEHTH C JieKa A0 yMepeHa XHITEPTOHHS. AKO €
HeoOX0AMMO, f103aTa MOXKe Ja 6bae yBenryueHa 40 95-190 mg aHeBHO WM KbM JieueHHETO 1a 6bae
npubaBeHO APYTo AHTUXHNEPTEH3IKBHO CPEACTBO.

CreHokapaus |
47,5 no 190 mg MeTONMpoOOoOB CYKLHHAT €a4H BT AHEBHO. AKO € He0OX0AHMMO, MOXKe Ja ce MpHEMa H XpYT

NEKapcTBEH MPOAYKT 3a JieueHHe Ha KOpOHapHa chpacyHa OonecT.

| TaxykapnHa apUTMHs
47,5 no 190 mg MeTonpoJ0A0B CYKLIHHAT €AHH TLT AHEBHO.

[Moanbpxauio NeyeHne npv HHQapKT Ha MHOKApAA
95 no 190 mg MeTonposioNoB CYKLIMHAT €IHH ITBT RHEBHO.

XHNEPKHHETHYEH ChpACYeH CHHAPOM
47,5 no 190 mg MeTONpONOa0B CYKUMHAT €/IHH ITLT JHEBHO.

[IpoUNAKTHKA HAa MHIPEHA
95 no 190 mg METOMPONONIOB CYKUMHAT €AAHH MbT AHEBHO. KaTo udno, npuaoxeHneTo
METOMPONOJNIOB CYKLIMHAT €AKHH ITbT ZHEBHO € AO0CTATLYHO. B 3aBHCHMOCT OT HHOHB
A03aTa MOXKe /18 BapHpa B CIIOMEHATHTE NO-rope rpaHuliH.
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bubpeuHo yBpexaaHe
He ce nanara Kopekuis Ha no3ara.

YepHoapoGHO yBpexKaaHe

[py naLHeHTH ¢ TeKKa YepHOAPOOHA HEAOCTATBYHOCT, HAMP. NPH NieueHHe Ha NALMEHTH C OPTOKABaNeH
LWILHT TPAOBa Aa ce OOMHCIIY HaMalsBaHe Ha Jo3ara (BXK. Touka 5.2).

Crapyecka Bb3pacT
Hama gocTaTs4HO JaHHH 34 nanMesTH Ha Bb3pacT Haa 80 roauHu. Tlopanau ToBa e HeoOxoauMO CrieLHaNHO

BHUMAHHE, KOraTo no3ata € yBeJIH4yasa rnpH 1€3H NNallHCHTH.

[IeanaTpuyHa nomynaius
[TpenopruMTEIHATA HAYAIHA 103a NPH NALKMEHTH > 6 roMHK ¢ Xunepronnd ¢ 0,48 mg/kg MeTonpononon

CYKLMHAT BeAHBX AHesHo. [TocneanaTa npyeTa no3a B MUNMIrpaMH TpsaGea na 6bae Haii-61130 10
W3uKcaerara no3a B mg/kg. Ilpn nagneHTH, KOUTO He ce nosnuaBat or 0,48 mg/kg, nozara Moxe aa onae
ypennueHa 10 0,95 mg/kg MeTonpononos CyKLHHAT, HE noseye o1 47,5 mg METONPONONOB CyKUMHaT. I1pu
MauMeHTH, KOUTO He ce nosauseat ot 0,95 mg/kg, nosara Moxe na 6bae yBejIHUEHa 10 MAKCHMA/IHA NHEBHA
no3a ot 1,9 mg/kg meronpononos cykunHat. Ho3u Han 190 mg MeTonposionos CyKUHHAT BEAHBXK JHEBHO HE
¢a NpOoyuBaHK NPH Aelia U IOHOLLIH.

EdukacHocTTa M 6€30macHOCTTa NMpH Acua <6 roaHHy He ca npoyyeHH. [lopann Toea, Cykiumnpon He ce
NpenopbuBa MpM TasH Bb3PAacToBa rpyna.

- Kopexiiia Ha 103aTa WK CIIHPaHe Ha JICYCHHETO
Besiko npexkpaTaBaHe Ha ICUEHHUETO WIH KOPEKUMA Ha 03aTa TpAOBa Aa cTaBa caMO NO ChBETa Ha JieKap.

[TpOABLIDKHTENTHOCTTA Ha JICYEHHETO CE€ ONpeness OT JIEKYBALLNA JeKap.

AKO JleueHHeTo ¢ MeTonposion TpadBa na Obae NMpeKbCHATO HWIH CHPSHO (0CODEHO NPH NALHEHTH CbC -
CHPIACYHA HEAOCTATHYHOCT, KOPOHAPHA chpaeyHa 6onecT unH HHGapKT Ha MHOKApAa), TOBa BUHArH Tpadsa
fa ce nmpaBH 6aBHO Y NOCTENIEHHO, 32 NEPHOA OT HAH-MAIKO NBE CEAMMLIN, KaTo 03aTa C€ HaMaiaBa
HanONIOBHHA, IOKATO Ce NOCTHIHE Hal-MalkaTa J03a OT nonoBHH Tabnetka 23,75 mg MeTonposonios
cykuuHart. [Tocneanara no3a Tpa6Ba aa ce B3eMa Hali-MaJIKO YETHPH NHH NpeaH NPOAYKTLT Ag ObAe CnpsH.
AKO ce pa3sBHAT CHMITTOMH, npoLieckT TpAOBa aa Obae 3abaseH. BecAkakBo BHE3anHO CNHpaHe Ha JIEUEHHETO
MOKE [ia AOBEAE A0 BJIOLIaBaHe HA CbpAEYHATa HEAOCTATHYHOCT Ha MAUMEHTA € MOBHIIEH PHCK OT BHE3anHa
ChPJASYHA CMBPT HJIH CbpAe4Ha HeXeMHA ¢ 0BOCTpaHE Ha CTEHOKApAMATa MK HH(APKTa HA MHOKap/ia KK
NOBTOPHA MOABA Ha XUIMCPTOHHATA.

4.3 IIporuBonoxalaHuA

MeTtonposion € NpOTHBOIOKA3aH NPH:

— CBpPBbXUYBCTBHTENHOCT KBM aKTHBHOTO BELIECTBO, ApYrH GeTa-peuentopHH 610KepH WM HAKOE OT
NOMOLUHHTE BeleCTBa, H30pOeHH B To4ka 6.1

—~ 2P win 3™ crened AV 010K

- BucokocTeneHeH cHHoaTpnajeH 6nok

— ManudecTHa U KIMHHYHO 3HaYKMMa CHHYcOBa Opaaukapaus (cxpaeynHa yecrora < 50 yaapa/min)

— CHHApOM Ha GONHHA CHHYC, C H3KIIOYCHHE Ha MALMEHTH C TIOCTOSHEH NEHCMERKBD

- KapanoreHeH LIOK

- Texkn nepudepHH apTEPHATIHH UHMPKYIaTOPHH HapyLUIEHHA

— Xunorouns (cuctoanyHo < 90 mmHg) _

- HenexyBaH (GeOXpOMOLHTOM

— MetabGonuTha aLmao03a

— Texkka dopma Ha OPOHXHANIHA acTMa WIH XpOHHYHa oOCcTpYKTHBHA Genoapobua Sonecy

HEeJOCTATBUYHOCT C!
- HecTaOunHa, JeKOMIIEHCHpaHa ChpAeyHa HeAocTaThYHOCT (benoapoden oTok, X
XHITOTOHHUA ). |

' 3
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— MPOIBL/DKHTENHO WIH BPEMEHHO JIEYCHHE C MOJIOKHTEIHH HHOTPOINHH 0eTa CHMNAaTHKOMUMETHLIM.

— chbpAeyHa YecToTa < 68 yaapa B MHHYTa NPH NMOKOH NpeaH HaYaloTO Ha Tepanuira.

— MHOTOKPaTHH PELMANBH HA HHCKO KpbBHO Handraxe < 100 mmHg (npeau HayaioTo Ha JIeYeHHETo ce
M3UCKBA MOBTOPEH NMperuen).

MeTtonponon He TpA6Ba Aa ce yrnoTpebABa IpH MaLMEHTH CbC CYCTNIEKTEH OCThP MHOKapeH HHAPKT WIH
cbpaeuHa dYectoTa < 45 ynapa/min, PQ wHtepBan > 0,24 cexyHAH HIH CHCTOIM4YHO KPBBHO HaNAraHe
< 100 mmHg.

CLIpoBOXKAAIOTO HHTPABEHO3HO NPHIOKEHHE HA KAJILIMEBH aHTArOHHCTH OT BEpanaMHIIOB H TWITHA3EMOB
TMN WIH APYTH aHTHAPHTMHYHH NPOIYKTH (KaTO AW3ONHPAMHA) € NPOTHBOMOKA3AHO (M3KIOUEHHE!
JIEKAPCTBA 38 HHTEH3UBHO JICUEHHUE).

4.4 CoensajiHi OpeaAynpexIeHHs H NpeANA3HH MePKH NPH ynoTpeba

Bera-peuentopHuTe 610KkepH TPA6BA A4 Ce H3MOM3BAT BHUMATENHO NPH NalMEHTH ¢ aCTMa. AKO aCTMATHK
uinonsea Seraz-aroHueT (noa gopMara Ha TaONETKU WIH HHXaNaLMa), KOraro 3anoyHe JieYeHHE ¢
METOIPOJION A03aTa Ha Geraz-aroHUcTa TpA6Ba fa ce OLIEHH OTHOBO H KO € HeODXOAHMO — 1 C€ MOBHLLM,
Twii KATO MIA3MEHHTE KOHLEHTPALIMY ca YCTOHYMBH, edekTbT Ha CyKuMnpon TabneTkH ¢ yIsIDKeHO
ocBoGoKAaBaHE BbPXY O€Ta,-peLIenTTOpHTE € o-cab OT TO3H, MOCTHTHAT ¢ KOHBECHLIHOHANHHTE TabneTHH
¢opMH Ha ceneKTUBHHUTE OeTa;-peLienTOpHH ONoKepH.

MeTtonponon MOke 1a vMa e(eKT BbpPXY JIEUeHHETO Ha 3aXapeH AuabeT U MOXe Ja 3aMacKupa CHMITTOMHTE
Ha XHIOrMKeMHs. PUCKET OT Bb3zielicTBHE BBPXY MNIIOKO3HHA META00ONH3EM WIH MACKHPAHETO Ha
XHITOTJIHKEMHWYHH CHMIITOMH € no-Manbk npH Cykuunpon TableTky ¢ yIbHKEHO o¢BOOOXKaBaHe,
OTKOJIKOTO NIPH KOHBEHIMOHANHWTE TabneTHH (opMH Ha HeTa;-peLienTopHUTE HIIOKEPH W 3HAYUTEIHO NO-
HHCBK OTKOJIKOTO NPH HECENeKTHBHUTE peuenTopHH Onokepu. beta-610kepuTe MOTAT ZOIMBJIHHTENHO Aa
YBEMUAT PHCKA OT TEKKa XUMOTTTHKEMMS, KOraTo Ce€ H3NoA3BaT €AHOBPEMEHHO ChC cyndboHuTypeiiHy
npou3BoAHH. [laumenTure ¢ nuaber Tpabea na 6bAAT CHBETBAHH Aa CNEIAT BHHMATE/IHO HHBATA Ha
KpbBHaTa 3axap (BX. Touka 4.5).

HapyineHusTa Ha AV npoBOJHMOCTTa MOFaT MOHAKOra a ¢€ RIOLIAT NMPH JIeUEHHE ¢ METONPOION
(BB3MOKEH € aTPHOBEHTPHUKYJIapeH 010K).

AKO NMauMeHTHTE pa3BUBaT 3acHiBaila ce Opagukapansa, Cykuunpon Tabnerku ¢ yIDKEHO 0CBODOXKaBaHe
TpAOBA Ja ce MpWiaraT B NO-HUCKA 1032 WIH [TOCTENEHHO a C€ NPEeYCTaHOBAT.

[Mpu nauMenTy cbe cTrerokapaua sa [puHuMeTan 6eTa; -ceNleKTHBHH NpoLyKTH TpAdBa Na ce HINoa3BaT
BHUMATEJTHO.

MeTonposion Moxke J1a yCHWIH CHMITTOMHTE Ha NnepH(depHO LMPKYIATOPHO HapyLICHHE nopaau
aHTHXHIIEPTCH3UBHHA CH €(EKT.

AKO MeTonpoos ObJie H3NMKHCAaH Ha NnaLMeHT ¢ (eOXPOMOLIMTOM, TPAOBa Na ce M3NoN3Ba alda-peLenTopeH
Onoxep npeau U 110 BpeME HA JIEYUCHHETO C METOTIPOJION.

JleueHHETO ¢ METOMPOJION MOXE 12 3aMacKHpa CHMITTOMHTE Ha XHIIEPTHPEOHIH3IBM.

[Tpenu onepauus aHeCTE3HONOrLT Tpbsa fAa 6bae HHPOPMHUPAH, Ye NALUMEHTLT NpHeMa OeTa-penentopeH
6nokep. CnupaneTo Ha Heta-penerrropaus. 610xkep JOKATO Tpae ONEpalMaTa He ce Mpenopbupa.,

[TaLueHTH, NMOAIoKEHH HA XHPYPrUudHa Onepalus, KOsSTO HE 3acara ChbplieTo, He TpsaOea
MLPBOHAYATHO CNELIHO JIeYeHUEe C BACOKH JO3U METOIPOJIOI, Thil KATO TOBA € CBhP3aH
XMNOTOHHA H HHCYAT (BKJIIOUHTENHO ¢ aTaieH HIXoA) MNpH NALHEHTH ChC ChpAEYHO-C

(akTopu.

4 Ny e
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Jleuenuero ¢ Gera-peLerntopHu GnokepH He TpaOBa na ce npeKpaTABa pA3Ko. AKO JledyeHHeTo TpAbBa na
6bAe NPEKBCHATO, NPENOPBYMTENTHO € TOBA Ja CE€ MPaBH MOCTENECHHO 3a NEPHO OT Hal-Manko ABE CeAMHLA,
KaTo Ao3ara O1Ba HAMA/IABAHE HATIOJOBHHA, JOKATO CE JOCTHIHE Hali-MalikaTa J03a OT NOJIOBUH TabneTka
23,75 mg MeTonpononos cykuuHar. [Tocneanara no3a TpabBa na ce s3ema Hal-Manko YeTHPH RHHM Npeau
NIEYeHHETO Aa Ob/le HAITLIHO NPEKPATEeHO. AKO MALMEHTHT pa3BHe HAKAKBH CHMIITOMH, Ao03aTa TpAOBa aa ce
Hamansea no-GaeHo. Paskoro crimpade Ha Gera-peuenropHuTe GOKepH MOXeE Ia AOBEAE A0 BIOLIABAHE HA
Chpae4YHATa HEAOCTATBHHOCT H MOKE MOBHIIM PHCKa OT MHQAPKT Ha MHOKapAa B BHe3amnHa cbpeyHa
CMBPT.

MeTonponon MoXe Aa MOBHIIHK YyBCTBATEIHOCTTA KbM &JIEPreHH H TEKECTTA Ha aliCprH4iHHATE PCaKLiUH.
JleueHueTo ¢ aapeHaIMH HE BHHArd MMa XKeJlaHWs TepaneBTHYeH €QEKT NpH OTAEIHH NAUHEHTH, JIEKyBaHH C
Oera-peuienropHH O110KepH (BXK. ChILIO TOYKA 4.3).

Bera-penienrropiuTe 0/10KkepH MOraT ja BAOLUAT UK NPHYHHAT Pa3BUTHETO Ha NCOpHA3MC.

3acera HAMa MOJXOJALLH NPENOPbKH OTHOCHO YNnoTpedara Ha METONMPOIIONOB CYKLHHAT NIPH NaUHEHTH CbC

ChpAeYHa HEAOCTATBLYHOCT H HAKOE OT CJIEAHHTE CHIIPOBOXKAALIN ChbCTOAHUA!

- Hectabunxa cbpaeuHa HegocTaTbuHOCT (Kiac IV no NYHA)

— Octbp HHGpAPKT Ha MHOKAapAA WK HeCTaOWIHA CTEHOKapAHS B NOCNeAHKTE 28 AHM

— VYepenena 0u0peuHa pyHkiums

- VBpeneHa uepHOApoOHaA PYHKLIHA

— [TanueHTH Ha BB3pacT Han 80 roavHuU.

— [TaneHTH Ha Bb3pacT noa 40 roaAuHH.

— XeMOIHHAMHYHO 3HAYUMO KNAMnHO ChbpAEeYHO 3a00nsBaHe

— XuneprpoduuHa oOCTpYKTHUBHE KAPAHOMHONATHS

— Cnea WM Mo BpeMe Ha €NeKTHBHA ChpAcyHa onepauus 10 4 Mecella NpeaH 3anoyBaHe Ha JIEUEHHETO ¢
METONPOJIONOB CYKLIMHAT,

[TalMeHTH ¢ peaKH HacleACTBEHH NpoOJIEMH Ha PPYKTO3HA HENMOHOCUMOCT, IJIIOK030-Ta/IaKTO3HA
ManabcopOLKA WK CYKPO3HO-H30MANITa3Ha HEAOCTATLYHOCT He TpsOBa /1a MpHEMAT TOBA JIEKAPCTEO.

4.5 BsammoaelcTBHe ¢ APYrH JIEKAPCTBEHH NPORYKTH H APYrH GOPMH HA B3aHMOAeHCTBHE

PapMaKkOAHHAMHYHH B3aHMONEACTBUS

Kanyueeu aumazorucmu (6epanamus, OURMuUA3eMm), GHmuapummudsy 1eKapcmea

[MauxenTsT Tpa6Ba Aa 6bae HabNKOAABAH BHHMATETHO 32 HEFATHBHH HHOTPOITHH H XPOHOTPOMNHH €deKTH,
KOraTo METONPOJION Ce H3MOJ3Ba €AHOBPEMEHHO ¢ KA/ILIMEBH AHTArOHUCTH OT BEPANAMIWIOB HWIH
AWATHA3EMOB THIT HIH ¢ AHTHAPHTMHEYHH NPOAYKTH, Thit KATO MOXE Ja ce NPOSBH XHIIOTOHHS, Opaauxapaus
WM ApYTH ChPAECYHH apHTMHHM. KaJLlHeBH aHTArOHHCTH OT BEpanaMMiIoB THI He TpAOBa Aa ce aasar
MHTPABEHO3HO HA NAUMEHTH, KOMTO MOMy4aBaT 6eTa-peUenTOpHU OIOKEpH.

Knac | aHTHapUTMHUYHKE NPOAYKTH: AHTHAPUTMHYHHTE NPOAYKTH OT kiaac I n bera-penenropuure biiokepu
MMaT JOMTLIHUTENIEH OTPHLIATENEH HHOTponeH eekT, KOHTO MoXKe Ja A0Bee 10 CePHO3HH XeMOAHHAMHYHK
HeXeNlaHH peaKklMH NpH NalMeHTH ¢ HaManeHa nepokaMepHa dyHxkuus. KoMOHHHpaHeTo Ha Te3u
cheiMHeRHa TpaGBa Aa ce H3bArpa NpH NALMEHTH CbC CHHAPOM Ha DOIHHA CHHYC M 27 1 3™ ctenel AV
HapylueHHa Ha npooauMocTTa. Habmonasano € B3aUMOACHCTBHE B YACTHOCT ¢ IH30NHpaMH.

HCIIBC
Crnpoeoxaauiata ynotpeda Ha HHIOMETAUMH WIH ApYT HHXHOHTOP Ha NMpoCTarnaHMHOBaTa CHHTe3a,
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Aopenanun

AKO MNpH onpeaesieHH o6CTOSTENCTBA Ha NALIMENTH, KOMTO NMpHEMaT OeTa-petenTOpHH DNIOKEPH, Ce NPHIIOXKH
aJ[PEHATHH, KApJHOCEJICKTUBHUTE OeTa-peLienTepHH 610KepH WMAT 3HAUNTETHO TI0-HHUCKO Bb3AEHCTBHE
BBbPXY KOHTPOJIA HA KPBBHOTO HansiraHe, OTKOJIKOTO HECENEKTHBHUTE OeTa-peLenTopHH OIoKepH.

[Ipy nalUeHTH, KOMTO U3ON3BaT Oera-peuenTopHH OI0KepH e(PEeKThT OT aApEeHATHHA NPH JIEYECHHE Ha
aHa(HUIAKTHYHH Peakliu Moxke Aa Obae HapylIeH (BaK. ChILO TouKa 4.4).

Anecmemuyu

HMuxanalHOHHHTE AHECTETHIH MOBHUILIABAT KAPAHOAETIPECHBHUTE ePEKTH NPH TIALIHEHTH Ha JieueHue ¢ beTa-
peuenTOpHHU OJIOKEPH. |

AKoO He MOXKe n1a ObAie MPEKbCHAT METOMPOJION NMPEAH ONEpaLus Noj 0dLIa aHECTE3HR, AHECTE3NOIIOTBT
TpAGBa aa 6bae MHGOPMHPaAH 3a JICHEHHETO ¢ METOMPOJION.

Monoamunooxcudasnu unxubumopu

MAQO nuxudurop (¢ makmodeHHe Ha MAQO-B uHxuOHTOpH) HE TPAOBA Aa CE MPUNAraT €AHOBPEMEHHO ¢
MeTOTIponoN (BX. Touka 4.3). AKO NaLUMEHT noay4asa 610kepH Ha CHMNATHKYCOBHTE FaHIJIHH B
KOMOHHaUMs ¢ Apyru 6eTa-peuenTopHH 6iokepy (Hanp. ouHH Kanku) und MAO-B unxnbutops,
KIHHHYHOTO CBCTOAHHE Ha naldeHTa TpaOra aa ce HabnoaaBa BHUMATENHO.

Knonuoun
AKO CBHITPOBOXKAIIIO JIEYEHHE C KIIOHHAKH TpsAOBa Aa Obae cnpsHo, Oera-penenTopHUAT 610Kkep Tpadea na

ObJe CApAH HAKOAKO AHH NpeaH KNOHHAHHA.

CoupoeuHoCcv008uU AeKkapcmea (AHMuXunepmeH3ueHu)
Metonposion Moxe Ja yCuid edieKTa Ha ChbIPOBOXKAALIO KINON3BAHU CHEAHHEHHA 3a NMOHWXKABaHE Ha
KPBBHOTO HANIATaHE.

Cypoeunu eauxo3uou
ENHOBPEMEHHOTO NPHJIOKEHUE HA METONPOMO M ChPACYHH INTHKO3HAH MOXE Aa ZOBEIE A0 3HAUMTEIHO
HaMaJleHMe Ha ChPAEYHATA YECTOTa WiIH 0 3a0aBsHe B ChpleyHaTa MpOBOAHMOCT.

Cumnamomumemuunu cpeocmsa

EfHOBpEeMEHHOTO H3MOJ3BAHE HA METOTIPONOS H HOPAAPEHAIHH, AAPEHANME WIH JpYyTA
CHMITATHKOMHMMETHLHM MOX€E J1a HHAYLMPA 3HAYUTENHO NOBHILEHHE HA KPBBHOTO HAIAraHE.
EnHOBpeMEHHOTO M3MOJI3BAHE HA METOMPOJION H pe3epnuH, anda-MEeTHIAONA, KIOHHAKH H ryaHdariun
MOJKE 1d MPHYMHH 3HAYHMTEJIHO HaMalleHHE Ha ChbpACYHATa YecToTa U 3abaBsHe B ChpAEYHATA NPOBOAUMOCT.

Jlpyeu 6ema-peyenmopnu 6noxkepu
Heob6xonmMMo € HenpeKbCHATO Ha0MOACHHE Ha NALMEHTH, KOUTO €AHOBPEMEHHO CE JIEKYBAT M ¢ ApYyrH Oera-
peuenTTOpHH O6N10KEPH (HATIP. OYHH KanKH, ChALPAKALIH THMOIOJ).

Anmuouagbemno neyenue
JleyeHHEeTO ¢ METONPOJIONOB CYKLIMHAT MOXKE Oa OTCNa0d CHMITTOMHTE Ha XHIOTITHKEMHS, NO-CITELIHAIHO

Taxukapausa. bera-peuenropuure Gn0KkepH MOrat Ja NOTHCHAT OCBOOOKIABAHETO HA HHCYJIHH NPH
nauueHTH ¢ Auaber Tun 2. Hueara Ha KpbBHAa 3axap TpaAOBa Ja 6bAAT KOHTPOAHUPAHH PEAOBHO H JICUEHHETO
38 HAMAJISBAHE Ha KPbBHATA 3axap (MHCYJXH WIH NEPOPATHH aHTUAHAOETHHU NPOAYKTH) CHOTBETHO
KOPHUIHPaHO.

CenercTBalnaTa ynotrpeda Ha bera-610kepH Cbe CYIPOH ¢HHH NPOU3BOAHU MOXKE 8 MOBKILN PHCKE OT
TEXKKA XHUMOrMUKeMUg (BX. TOUKa 4.4).

(dapMaKOXHHETHYHH B3aUMONAECHCTBHA

Cybcmpamu na CYP2D6
MeTtonponon e cybcrpar Ha CYP2D6, unroxpom P 450 uzoeH3uMm.
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HHayuMpaui ¥ NOTHCKALIK €H3UMHUTE ChbeAMHEHHR MOTAT 1@ MMAT €QeKT BbpXY NJIA3MEHATa KOHLICHTPailus
Ha MeTonponoi. PudaMnuumny Hamansasa ruia3MeHaTa KOHLEHTpaLHs Ha MeTonponoil. LiMMeTnauH, ankoxon
M XHApana3siH MOraT Aia NOBHIIAT IUTa3MeHaTa KOHLIEHTpala Ha MeTonposioia. Meromnponon ce
MeTabO0IM3HPa OCHOBHO, HO HE H3KIIOUHTENHO, OT YepHoApoOHUA eH3uM uuToxpoM CYP 2D6 (Bx. chilo
Touka 5.2). CheauHeHua, xouTo UMat noTuckaul edext Bppxy CYP 2D6, xaTto Hanp. CeJleKTMBHH
HHXMOMTOPH Ha OOPATHOTO NPHEMaHE Ha CEPOTOHHHA KATO NAPOKCETHH, (ITYOKCETHH H CEPTPANHH, KaKTO H
AHdEeHXHAPAMHH, XHAPOXIOPOXHH, LienekokcHb, TepOuHaduH, HeBpONeNTHUM (HAMp. XNOPIpOMa3HH,
TpHGIYyNpoMaskH, XJOPNPOTHKCEH), AHTHXHCTAMHMHH H BB3MOXKHO nponadeHoH, MOraT a NOBHLIAT
J1a3MEHATA KOHLEHTPALMSA Ha METONpoJION.

Huxuburopen edekt Bopxy CYP 2D6 e 6w oTyeTeH U nipH aMHOAApOH ¥ XHHHAHMH (AHTHADUTMHYHU
CPEACTBA).

MeTonpoao MoXe a HaMajli €TMMHHHPAHETO Ha APYTH JIEKAPCTBEHH MMPOAYKTH (Hanp. IHAOKaHH).

4.6 OepTAAHTET, OpEeMEHHOCT H KbpMeEHe

bpeMeHHOoCT | ]
Tsii kaTO NUNCBAT A0Ope KOHTPOIHPaHH MPOYUYBAaHUR BBPXY ynorpedara Ha METOTIPONOI MPH OpeMeRHH

KEHH, METONPOJIOJI MOXKE J1a Ce H3MOJI3BA NPH OPEMEHHOCT CaMo aKo 1o3aTa 3a MakkaTa HaJlBHILABa PHCKA
3a eMOpHoHa/TLTIOAA.

Bera-6nokepurte MpHYUHABAT peAyLHpaHe Ha NEPPy3HATA HA ILIALIEHTaTa U MOTAT 3 NPHYHHAT CMBPT Ha
nnoza, aopT 1 npexaeBpeMeHHo paxaaHe. 3a6apaHe Ha BETPEMATOYHHS PacTex € HaGIoNaBAHO clie]
NPOAB/DKUTEHO NMPHIOKEHHE NPH OPEMEHHM XKEHH C JIEKa H YMEpEHa XunepToHHa. Uma crobuienns, ue
Geta-GnoKepHTE MOTAT Ja MPHYHHAT YAb/DKaBaHe Ha pakaaHeTo ¥ Opaaukapand Ha 1U10aa, HOBOPOAEHOTO H
KbpMaueTo. UMa ChLIo ChOOLIEHNS 32 XHIIOTIIHKEMHS, XHMOTOHHS, NoBHLIeHa GWIHpyOHHeMHs W 3aTpyAHEH
OTTOBOP MPH AHOKCHA NpH HOBOpoAEeHOTO. MeTtonposion Tpabsa na 6uae crnipaH 48-72 yaca npeau
04aKBaHOTO paXKJaHe. AKO TOBA HE € Bb3MOXKHO, HOBOPOACHOTO Tpsabea aa 6bae Habmoaasano 48-72 uaca
cAe/l paxJaHeTo 3a NPOABH W CHMITTOMH Ha 6eTa-60k (Hanp. cbpaeuHH B 6en0ApOOHH YCIIOKHEHHS).

Bera-6nokepHTe He MOKA3BAT TEPATOTEHEH NOTEHLIMAN NPH )XHBOTHH, CaMO HaMalleH yMOWTHKaeH
KPBBOTOK, 3a0aBsAiHe Ha pacTexka, peAyluupaHa ocHPUKAUNA M NOBHILICHA YECTOTA Ha deTanHaTa U
NOCTHATAJIHATA CMBPT.

KbpMeHe .
MeTtonponon He TpabBa a ce W3MOA3RA 10 BPEME Ha KbPMEHE, OCBEH aKO HE € CUHTa 38 HEODXO0IUMO.,

MeTtonponon € KOHUEHTPHPaH B KbpMaTa B KOJIWYECTBA, NPUOIH3HTENHO TPH ITLTH NO-TOJIEMH OT
OTKpHBAHHTE B IU1a3MaTa Ha Maiikata. Makap uye pUCKBT OT HEXElaHH PeaKiMH 3a KbpMaieTo NnpH
TepaneBTHYHHM A03H HAa AKTUBHOTO BELECTBO € HUCHK (OCBEH Npy OGaBHO MeTabOH3HPALIMTE), KbPMAYeTO
TpabBa na 6bae HabmoagasaHo 3a NposABH Ha bera-60kana.

4.7 Ed¢exTn BLpxy cnocobnocTTa 32 mModnpane u pabora ¢ MAIARA
MeTonposion uMa MajIko Bb3AeHCTBHE BBPXY CMOCOOHOCTTA 34 LogHpaHe y paboTaTa ¢ MalllHHH.

lNpeawn na modupaT wiH paboTaT ¢ MalLIMHK, NALMEHTHTE TP2OBa N4 3HAAT, Y€ MPH JCUYECHHE ¢ METONMPONON
MOJKE [1a C€ MOABAT 3aMagHOCT H YMOpa. ToBa Baku 0COOEHO 38 KOMOMHALIMA € ATKOXOJ WIH NpH

MOBHLIABAHE HA J03aTa Ha MCTOIPOJION.

4.8 HexeraHn JeKAPCTBeHH PeaKnHH

OleHKaTa Ha HEXENAHHTE PEAKLIMH € Ha OCHOBATa Ha CJICIHUTE 2eCTOTH! % < __,_._:%--..._\,%f \
MHoro dyectH (> 1/10) ( f, ST *"“‘#r S f;;, \

LT e Tl ¥
Yectu (> 1/100 po <1/10) o, K 'fjg.:;;fg;i-;??ﬁ:._ifu;ﬁ; } e ;I'
Heuectu (> 1/1 000 no <1/100) \ S NN S
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Peaxu (= 1/10 000 no <1/1 000)

MHoro peaku (<1/10 000),
C HeuspecTHA 4yecTOTa (OT HAJIHYHMATE AaHHH He MOXKe Na ObJie HanpaBeHa OLeHKa).

Hapywenua na xpvema u 1umpnama cucmema
MHoro peaxu: TpombounroneHus, NeBKOMICHHA

Hapywenun na enooxpunnama cucmema
Penku: BroularaHe Ha naTeHTEH 3axapeH aHader

Hapywenua na memabonuzma u xpanenemo
Heuectni: [TosHiIaBaHe HA TErIOTO

Heuxwunu napyuenun
HeuecTn: Henpecus, HapyllieHa KOHLUEHTPAallHg, CHHIHBOCT WiIH O€3CbHHE, KOLIMAapH

Peaxu: HepBHOCT, TPEBOKHOCT
MHuoro peaku: 3abpapsse Wi yBpeAcHa NaMeT, 00bPKaHOCT, XaMOUMHALIMH, IPOMEHH B JINYHOCTTA (Hanp.
MPOMEHH B HACTPOEHHETO).

Hapywenun na nepsnama cucmema
YecTH: 3amMagHOCT, rmaBobonme

HeuecTu: [lapectesus

Hapywenua na ovume
Penxu: 3puUTeHH HapYLUEHHA, CYXH WIH pa3ipasHeHH OYH, KOHIOHKTHBHT

Hapywenun na yxomo u nabupunma
MHoro peakn: THHMTYC, CIIyXOBH HApyLICHHS

Cvpoevnu Hapywenun

Yectu: bpanukapaus, HapylleHO paBHOBeCHE (MHOTO PSIKO CBbP328HO ChC CHHKOM), NANHTaUKH

HeuecTn: [TpexoaHo BiiCIDaBaHE HA CHMATOMMTE Ha CbpAEYHA HEAOCTATLYHOCT, 1™ cTeneH AV 0J10K,
KapAMOTEHEH WOK NPH MalMEeHTH ¢ OCThP MHOKapAeH HHGapKT, NpexopAHanHa Gonka

Penxu: OYHKLIHOHAIHN ChpAeYHH HapYUIEHHR, aPHTMHH, HApYLIEHHA Ha MPOBOAMMOCTTA

Cvoo8u napywenus

Mmuoro yectH: M3paseHo MOHMXKEHHE HA KPbBHOTO HANIATaHE H OPTOCTATHYHA XHIIOTOHHA, MHOTO PAAKO
CBIIPOBOXKAaHA ChC CHHKOIN |

YecTu: CryaeHH pole M XooHNa

Muoro peaku: Hekpo3a npy NalMEHTH ¢ TEXKH NepHPEpHY UHPKYIATOPHH HapyLUEHHA NPEeay JeUeHue

C meuspectHa BromaBaHe Ha MHTEPMHTEHTHO K/IayAMKaLMO WIH CHHAPOM Ha Pefito

4YECTOTa:

Pecnupamopnu, 2pvORU u MECUACMUHATHY HADYWLER U

YecTu: 3angyx fpH HaTOBApRaHE
Heuectn: bpoHxocnasmm
Peakn: PuHuT

Cmomatuno-upeenu Hapyuenun

Yectu: ["aneHe, kopeMHa bonka, 1Mapui, 3anexk
Heuectn: IToBpbinaHe
Penxu: Cyxora B ycTaTa

Muoro peaku: HapyiieHusa Ha BKyca
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Xenamobunuapru HapyeHus
Penxw: AHOMANIHH B H3C/IEABAHUATA HA YepHOAPOOHATA QYHKUMS (BOBHUIABAHE Ha

TPaHCAMMHA3ZHUTE)
MHoro peaku: Xenatur

Hapywenua na xodxcama u noOKoxcHama movKan

Heuectu: O6puB (ncopHasHPopMeHa YPTHKAPHA U JHCTPOPHUUHH KOXKHH JIE3HH ), MOBHIIEHO NOTEHE

Penku: Anoneuuns

MHoro peaky: ®oroceHcuOnnu3aiKs, BOLUIABAHE HA NICOPHA3KC, HOBA TOABA Ha NICOPHA3MC,
NcopHa3sH(POPMEHH KOXKHH NPOMEHH

Hapywenua #@ MyCKyIHO-CKeIeMHama CUCMEMA U CbeOURUMERHAMA MbKaK
HeuecTi: MycKkynHH CnasMu
 MHoro peaxu: ApTpanrus, MycKyJiHa cnabocT

Hapywenus na év3npoussodumenrnama cucmema u 2spoama |
Penxy: UMIIOTEHTHOCT ¥ APYTH NOJIOBH CMYLIEHHA, IUTACTHYHA HHOYpaLus Ha neHuca (bonecr Ha
Peyronie)

Obwu HapywieHus u erexmu Ha MACMOMO HA RPUIONCERUE
MHoro yectu: YMopa
Heuectn: O1ok

CrobuiaBaHe Ha IOAO3HPAHN HEXKENAHH PEakLHWH
CrobuiaBaHeTo Ha NOJO3HPaHK HeXKeJIaHH peakLMH Cliel pa3pellaBase 3a ynorpeba Ha IeKapCTBEHHA

NpoAYKT € BaxHo. ToBa Mo3BONABA Aa NPOAL/DKH HabI0AeHHETO Ha ChOTHOLLEHHETO 110/13a/PHCK 3a
NexapcTBEHH MPoayKT. OT MERMLIMHCKHMTE CIIELHATTHCTH Ce M3UCKBA ia chobLIAaBaT BCsika Noa0o3HpaHa
HexenaHa peakilna upe3 M3mwanurenna areHuMa 1o JieKapeTeara, yi. ,,Jlamau I'pyes” Ne 8, 1303 Codms,
Ten.: +359 2 8903417, yebGeaiiT: www.bda.bg.

4.9 Ilpemosmpane

CHMIOTOMH

KnuHuuyHATA KApTHHA Ce XapaKTepH3Mpa OCHOBHO ChC CHMMITTOMM OT CTpaHa Ha chpAeyHO-cbhaoBata H LUHC
B 3aBUCHMOCT OT CTElEeHTAa Ha HHTOKCHKAaLUMATA. CHMITTOMHTE H3 NpeAO3HpaHe MOTAT Ja BKTIOYBAT
XHITOTOHHA, OpanHKkapaMa A0 ChPACYEH apecT, OpaaHapHTMH, HAPYIUEHRHA Ha ChpAeYHaTa MPOBOJAHMOCT,
CbpJAEYHA HEAOCTATBYHOCT, OPOHXOCNA3BM U KapAUOreHEH oK. OCBEH TOBA MOraT Ja ce MOoABAT
3aTPYAHEHHS B AUIIAHETO, NOBPBIIAHE, HAPYLLEHO CH3HAHKHE W NMOHAKOra FreHePaNIH3vpaHy NpUnagbily.

JleueHue
[NauueHTHT TpabBa Aa O6bae NeKyBaH B 34PaBHO 3aBeleHHE, KbOETO MOXKE 1a CE MPoBeae HeobXO0AUMOTO
NOAABPAKALLO JIeUeHHE, HAOIIOACHHE H TPOCNEAsBaHe.

MeULIMHCKH BBIJIEH H, aKO € HE0OX0AHMO CTOMALLEH JIABaX, B CIYYaH, 4e JICKAPCTBOTO € IPHEMAHO CKOPO.
B ciyu4aii Ha TeXKa XHMOTOHKSA, OpalHKapaus WU 3alUlalliBalla CEPACYHA HEAOCTATBYHOCT, NALIHEHTBT
TpaOBa na noayyu 6era;-aroHHCT (Hanp. NPEHATTEPO WiH 100yTaMHH) HHTPABEHO3HO NPE3 HHTEPBAIH OT
2-5 MHHYTH WIH KaTo MPOTL/DKHTENIHA HHY341a 10 NOCTHraHe Ha KeNaHHA edexT. AKO HAMa Ha
pasnonoxeHHe 6eTa)-aroHHCT, MOXKeE Ja € H3MOI3Ba U JonaMdH. ATponuHoB cyadar (0,5 no 2 mg
MHTPABSHO3HO) CHLIO MOXE Aa Ce NMPWIoKH 3a O10KHpaHe Ha Baryca.

WJIH HOpaApPEHaJIHH.

[TausieHTHT MOKE Aa noayyuu 4 1-10 mg rmokaroH. Moxe aa ce Hanoxu JieueHue C
NPeBEHLMA Ha OpOHXOCMNAa3bM, Ha MALMEeHTa MOXKE 1 C€ MPUIIOKH HHTpaBeHJ3HO
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3abenexka
Jlo3HpOBKaTa 3a ieueHHe Ha NpeAO3UpaHe € MHOTO NMO-BHCOKA OT 06HUYaiinUTE TEPANIEBTHYHH J03H, Thi KaTO

OeTa-penienTopautre OnokepH ca 6nokupany dera-peLENTOpUTE.

5. ®OAPMAKOJOI'NYHHU CBOHCTBA

5.1 ®apMaxkoAHRAMHYHH CBOHCTBA
dapMakoTepanesTHYHa rpyna: 6era Gnoxupaiu cpeacrea, cenektusHH, ATC koa: CO7TABO2.

Metonponon e cesieKTHBeH 6eTa;-peLientopen 6n10kep, T.€. Toi Onokupa OeTa;-peLeTOpPHTE B CHPLIETO NPH
003H, KOHTO ¢a 3HAYMTETHO NO-HUCKH OT HeOOXOANMHTE 3a OokMpaHe Ha OeTaz-peLenTOpHTE.,

Meronponon npuTexasa He3HauUNTeNleH MeMOpaHocTabuaK3Kpalll ePpeKkT H HAMa HHKaKbB arOHHCTHYEH
e(deKxT.

MeTonpornon noHwxasa uax GOKHpa CTUMYIUpaLKA €PEKT BbPXY ChPLIETO HA KATEXOJaMHHHUTE (KOMTO Ce
ocBOOOKIABAT Hali-Beye MpH PUIMHECKH B NCHXHYECKH cTpec). MeTonponon Hamansgsa TaXxHKapansTa, '
MOBHIIIABA CHPACYHHA JeOUT U NOBUILIABA CHPACYHATA KOHTPAKTHIHOCT, KOUTO OOHKHOBEHO ca pe3yJiTaT oT
'PA3KOTO MOBHILIABAHE HA KAaTEXO/JIaMHHMTE, KaTO ChLIO HAMAaIABa KPbBHOTO HanaraHe. [liasMenara
KOHLIeHTpauus H epukacHocT (6era)-610kana) Ha Cykuunpos TabneTkH ¢ yabKeHo ocBoboXKaaBaHe ca Mno-
yCTONYMBH 3a NEpHOA OT 24 yaca B CpaBHEHHME ¢ MOCTHIAHMTE OT KOHBECHLUMOHA/IHATA TabneTHa popma Ha
CEeJICKTUBHHTE OeTa)-peLenTopHy Or0KEpH.

Toii KaTO IU1a3MEHHUTE KOHIIEHTPALIMK Ca YCTOHYHBY, KIMHMU4HAaTa 6eTa)-CeNeKTHBHOCT € no-106pa ot
NOCTUraHaTa ¢ KOHBEHLJHOHANIHHUTE TaONeTHH (pOpPMH Ha CeNeKTHBHH Hera)-peLienTopHHTe OnokepH. OcBeH
TOBa, PUCKBT OT HEXKENaHU peakiii, CBbP3aHH C NUKOBE B KOHUEHTpauusiTa (kato Opanukapaus u cnabocr
Ha KpalHKULHTE), € MUHHMAJIEH. AKO € Heo0X0AMMO, METONPOJIOT MOXE Ja CE M3MOI3Ba 3a€AH0 c HeTas-
ArOHHCT MPH NAL{MEHTH ChC CHMITTOMH Ha 0OCTpyKTHBHa OenogpobHa bosecr.

Edext npy cbpeuHa HEAOCTATLYHOCT

B npoyursasero MERIT-HF (3991 naumeHTH ¢ XpOHH4YHaA ChpPACYHA HEAOCTATLYHOCT, Knac II-IV no NYHA
1 ppakins Ha u3Tnacksane < 40 %) meronponon € KOMOMHHpPAH ChC CTRHAAPTHO JIEMEHHE 3a Chp/IEUHa
HELOCTATHUYHOCT, T.€. AnypeTHK, ACE HHXHOHTOD MM XxHapana3uH, ako HMa HenoHocuMocT KeM ACE
MHXUGKTOpPA, HUTPAT C MPOABDKHTETHO JCHCTBME WM aHMMOTEH3UH-II-AHTArOHKCT U NPH HEOGXOAWMOCT -
cbpaeyeH ruxo3uia. OCBEH OCTAHAIIUTE Pe3y/ITaTH, MMPOYUBAHETO MOKa3Ba CHIDKEHHE Ha oDliaTa CMBPTHOCT
B cpaBHenHe ¢ mnauebo ¢ 34 % [p=0,0062 (kopurupana); p= 0,00009 (HomuHanHa)]. 145 nauueHTH ot
rpyfiaTa Ha METONPOIO Ca NOYHHAIH (CMBPTHOCT 7,2 % Ha NMalMeHT rogudHa B MNepHoa Ha npocieaspaHe) B
cpaBrenne ¢ 217 (11,0 %) B rpynara Ha wiauebo ¢ orHocHTeneH puck ot 0,66 [95 % C1 0,53 - 0,81].

B npoyusane B Kutaii ¢ 45 852 nauueHTn ¢ octbp HHdapKT Ha Muokapaa (npoyusane COMMIT)
KapAKOreHeH LIOK ce NOoTyvaBa 3HaUuTeAHO no-4ecto (5,0 %) npu neueHue ¢ METONMPOOS B CpaBHEHHE €
maue6o (3,9 %). To3un edekT e ocobeHo BHANM NMPH CICAHKTE MPYNH NaLHEHTH:

OTHOCHTE/THA YeCTOTa Ha KapAMOTEHEH IIOK B CHOTBETHHTE IPYNH NalUMeHTH B npoyusaHero COMMIT:

JleuebHa rpyna
MeTtonponon

XapaKTepHCTHKH HA MalMeHTa

Boipact > 70 roaHHH
| KpbBHO Hansrane < 120 mmHg

Copaeuna yectora >110/min
Killip-knac I1]

7,8 % 5,4 %
14,4 % 11,0 %
15,6 % 9,9 %
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[leguaTpyuHa nonynalus ]
[Mpu 144 negnaTpuuny nauueHTH (6 A0 16-roauiHa BB3pacT) NPeAUMHO C eCEHLIHANIHA XHNEPTOHMS, B

4-ceIMHUYHO TIPOYYBAHE € JOKa3aHO, Y€ METONPOJIO/ HAaMaNABA CHCTONHYHOTO KPbBHO HANAraHe C

5,2 mmHg npu ao3a 0,2 mg/kg (p = 0,145), 7,7 mmHg mpu 1,0 mg/kg (p = 0,027) n 6,3 mmHg npu

2,0 mg/kg (p = 0,049), npn MakcumanHa xo3a 200 mg AHeBHO B cpapHeHHe ¢ 1,9 mmHg 3a nnanebo. 3a
JHACTONMHYHOTO KPBBHO HalAraHe, ToBa Hamanesue ¢ cporBeTHO 3,1 (p = 0,655), 4,9 (p = 0,280), 7,5
(p=0,017) n 2,1 mmHg. He ca HabmozxaBanu 0UeBHIHH PAIHKH B NOHHKABAHE HAa KPBBHOTO HaJIAraHe Mo
OTHOLLECHHE Ha BB3PACT, CKana Ha TaHep WiIH paca.

5.2 @apmakoKHHETHYHH CBOHCTBA

AOcopOiiua ¥ pasnpeneneHue
Crnen nepopanHo NpUIKeHHe MeTonponon ce Metabonusupa HambaHo. [lopany HipaseHus MeTaboNNIbLM

NpH MBPBO MPEMHUHABAHE, HAMHYHOCTTA C/IEA €AMHHYHA NepopaliHa J03a € npubnansuTentHo 50 %.
BuoxHannuyHOCTTa Ha TabneTkuTe ¢ yabDkeHo ocBoboxaasaHe € npubdnusurenHo 20-30 % no-uucka or Tasu
Np¥ KOHBEHLIHOHANBUTE Tabnerku. Topa obave HAMA KAHHHYHO 3HAYUM €eKT, TbH KaTO CTONHOCTHTE Ha
AUC (mync) ca KaTo npH KOHBeHUHOoHanHUTe TabneTku. CaMo Manka 4acT OT METONpPOJIO, MPHOIHIHTETHO
5-10 %, ce cBBp3Ba C 1IA3MEHHTE NPOTEHHH.

Bcsaxa TabaeTka ¢ yanmkeHo ocsoboxaapaHe CyKUMNpOn chabpxka ronsM Opoi neneTH ¢ KOHTPOIHPaHoO
oceoOoXknaBane. Bedka nenera e NoKpUTa ¢ nonuMmMeped PriM, KOWTO KOHTPOJIHpa CKOPOCTTA Ha
ocBOOOXKIABAHE HA METOTIPOOI.

Tabnerxure ¢ yawDkeHO ocBoO0OXKIaBaHe ObP30 Ce pasrpa)kaar H rpaHyJIHTE CE€ pa3npbeBaT B CTOMALITHO-
YpeBHHA TPAKT, KbAECTO METOTNIPOJION ¢¢ 0cBOO0KAaBa NMPOALIDKHTENHO 38 nepHoA oT 20 yaca. IlonyXMBOTLT
Ha eNTMMHHHpAHE Ha METOMPOSON € cpeaHo 3,5 yaca (BX. ,,MeTaGonuabm M enumunupane”). Cea -
€IHOJHEBHO NMPWIOXKEHHE, TOCTUIHATATA MAKCHMAJIHA IJ1a3MEHA KOHLIEHTPALIHA Ha METOTIPOJION €
npuBAH3UTENHO ABA MHTH NO-BHCOKA OT MHHHMAJTHOTO MJ1A3MEHO HHBO.

MeTabonu3sM H €NIMMHHUpPAHE
Meronposnon ce MeTabonu3upa B UepHHA apod upes okcnaaums. TpHTe OCHOBHH MeTabosIuTa He NoKa3BaT

KTHHHYHO 3Ha4uM Onokupalll edekT BepXy OeTa-peLenropure.

MeTonponon ce MeTabonu3Hupa OCHOBHO, HO HE H3KJIIOYHTETHO, OT YEPHOAPOOHHA eH3UM LiHToXpoM CYP

2D6. IMopaau noaumopduzem Ha CYP 2D6 rena, chbillecTBYBaT MEXTYHHAWBHAOBH GayKTyauuu B
cKopocTTa Ha MeTabonnima ¢ 6aBHO MeTabonuznpaluyre (mpudnnsurento 7-8 %), KOUTO NoOKa3BaT no-

BHCOKH IUTa3MEeHH KOHLIEHTPALIMK H No-0aBHO elTHMHHHMpaHE OT O0Bbp30 MeTabonu3upawvTe HHAUBHAH. [pH
OTJZI€/IHHTE NMalKUeHTH obaue IUa3MeHHTE KOHLUEHTPALIMH ca CTAOWIHH H BE3NPOH3BOIHMH.

Moseuye oT 95 % oT nepopanHaTa 103a ce eKcKpeTHpa ¢ ypuHata. [Ipubausurento 5 % or gozara, B
H3onupaHy cimyuan ao 30 %, ce ekckpeTupa HenpoMeHeH. [1nasMeHHAT €ETMMHHALIMOHEH TIOJTYXHBOT Ha
METONPOJIOJ € cpeiHo 3,5 yaca (aMana3oH: 1-9 yaca). O6mraT KiHpBHC € 1 /min.

(dapMaKkOKHHETHKATa Ha METONPOJIOJ NPH MAUMEHTH B HanipeAHAaIa Bb3PacT HE CE Pa3IHYaBa 3HAYMMO OT
Ta3H NPH NO-MNAJAKTE NaUHEHTH. CHCTEMHATA HANMHYHOCT H €JTAMHHHAPAHE HAa METOMPOJION C& HOPMATHH NPH
nauxeHTH ¢ 6x6peuHa HenocTaTeuHOCT. EnnMunupaneTo Ha metabonurure obaye e basHo. [1pu nalMeHTH
cbC CKOpocT Ha raoMepyiaHa ¢wirpauus (GFR) moa 5 ml/min, ce Habmonasa 3HaAYHTETHO HATPYNIBAHE HA
meTaboaurure. Tora obaue He BOAM AO HapacTBaHE Ha OJOKMpallHsa edeKT Ha METOMNPOJION BEPXY Oera-
PELETITOPHTE.

NPH NALMEHTH € TEXKKO YBPeAeHa 4epHOAPOoOHa (PYHKLMA HIH fIOPTOKABANECH LITBLHT.
MOPTOKABANEH LIHHT OOLIMAT KAHpBHC AocTura npubmausurentHo 0,3 I/min, a cTo#H
NPUOAUIUTENHO LIECT MHTH NMO-BUCOKH OT TE3W NPH 3ipaBH HHAHBHAH.
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[leapaTpyUula nonmynaiug
dapMaKOKHHETHUHHAT MPO¢HA Ha METOTIPOION NPH NEAHATPUYHH NALKMEHTH C XMIIEPTOHHA Ha Bb3pacT 6-

17 roauHu e moaobHa Ha GapMaKOKMHETHKATa, ONMCaHa M0-rope NpH Bb3PaCTHH. ATIAPEHTHUAT NepopalieH
KIHpBbHC Ha MeTorponon(CL/F) ce nopHiiiaBa TMHEHHO C TEJIECHOTO TEIIO.

5.3 IlpeaxnurH9HE NAHHH 33 Oe30NaCHOCT

HekN¥MHHYHATE JaHHH OT KOHBEHLHOHANHH NIpOy4YBaHKud Ha dapmakonoruyHara 6€30macHoCT,
TOKCHYHOCTTA MTPH MHOTOKPATHO J03UPaAHE, TEHOTOKCHUYHOCTTA WIH KAPUMHOTE€HHHA MOTCHUHAN, HE
pasKpUBaT cneunduuHK pHCKoBeE 3a XopaTta. Kakro ocrananure B-6nokepH, MeTonponos npH4HHABA
TOKCHYHOCT NPH MaiikaTa (HaMaleH NpHeM Ha XpaHa W HaMaJeHO TEJIECHO TErNo) H eMOpHodeTanHa
TOKCHYHOCT (TIOBMLLIEHA YECTOTa HA Pe30pOLIHA, HaMaNeHO TErNIO Ha HOBOPOAECHOTO, 3abaBeHO PU3HYECKO
pa3BHTHE) BbB BUCOKH J03H, HO HE € TEPAaTOT€HEH.

6. GAPMAIEBTHYHH JAHHH

6.1 CoHcBK HS DOMOIIHHTE BeOleCTRA

CoupueBnHa Ha Taberkara:
3axapo3a

LlapesH4yHO HuLLIECTE

Makporon 6000

[TonuakpunatHa aucnepcus 30%

Tank

[Tosunon K90

MukpokpHCTanHa Leya03a

Marnesnes creapar (Ph. Eur.)
CynuupeB AHOKCHA, Koo aeH Oe3BojeH
D-rntoko3a

OOBMBKA HA TabneTKATA:
XurmpoMenosa

Tank
Makporon 6000
TuranoB aHokceua (E171)

6.2 HecbBMECTHMOCTH
HenpunoxxuMo

6.3 Cpok ma roguocTt
3 roavHH

HDPE 6yTunku: Manonssaiire 10 6 Meceua ciefl OTBapsHe,

6.4 CpnennajnH yCI0BHS HA ChXPAHECHHE

Jla ne ce cbxpaHaBa Haj 25°C. o
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3a Cykuunpon 95 mg Tabnerku ¢ yA/DKEHO 0CBOOOKAABAHE €A HAIHYHH H KAJICHAapHH OIaKOBKH ¢ 14, 28
H 98 TabneTKH ¢ yALIDKEHO OCBOOOXKAaBAHE.

HDPE 6ytunku ¢ PP kanauku tan “twist-oft”
Onaxkosku ¢ 30, 60, 100, 250 u 500 TabneTkHu ¢ yab/bkeHO 0cB0OOKIABaAHE,

He BcHuKM BUIOBE ONAKOBKKH MOrar aa Obaart ITyCHATH Ha rasapa.
6.6 CpnenHaaHH NpeANa3HH MEePKH IPH HIXBLP/ISHE H paboTa
Hsama cneunansHy H3HCKBAHHA.

Heu3non3BaHUAT 1I€KaPCTBEH NMPOAYKT WIH OTTaAbYHHTE MATCPHANIH OT Hero TpAOBa 1a ce U3XBLPAAT B
ChOTBETCTBHE ¢ MECTHUTE H3HCKBAHMA.

7. IMPUTEXATEJI HA PAZPELLIEHHUETO 3A YIIOTPEBA
TevaB.V.

Swensweg 5, 2031 GA Haarlem

Huaepnanaus

8. HOMEPA HA PAZPEIIEHHUETO 3A YIIOTPEBA

Per. Ne 20130400 (Cyxuunpon 47,5 mg TabneTk ¢ yAnDKEHO 0cBOGoXK 1aBaHe)
Per. Ne 20130401 (Cykumnpon 95 mg Tabnerku ¢ yILKEHO 0CBOOOK/IaBaHE)

9, JATA HA ITHPBO PASPEIIABAHE/MMOAHOBSBAHE HA PAZPEMNIEHHUETO 3A
YIIOTPEBA

JlaTa Ha mepeo paspemasaHne: 06 Hoemepn 2013 r.
JaTa Ha nocneaHo noaHosABaHe: 22 AekemepH 2016 .

10. JATA HA AKTYAJIMN3UPAHE HA TEKCTA

23.02.2026
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