KPATKA XAPAKTEPHCTHUKA HA IMPOAYKTA



1. HMME HA JIEKAPCTBEHHUSA ITPOIYKT

Merocran CR 23,75 mg Tabnetku ¢ yabkeHo 0cBOGOK1aBaHe
Mertoctan CR 47,5 mg TabneTky ¢ yabIKeHO 0CBOOOKIaBaHe

Metoctan CR 95 mg Tabnerku ¢ yabpkeHO 0cBo6OXk1aBaHe —n—g TEKAPCTBAT Aﬂl

Metostad CR 23,75 mg prolonged-release tablets “Kpamka xapak [/DZ\S'J/SK? /jﬂ 6' 0 ...........
Metostad CR 47,5 mg prolonged-release tablets | ,,,, pgs, N A0/ BL%RE 20022 L
Metostad CR 95 mg prolonged-release tablets - é / /L7 W /7 / -'J” / 7 /
Metostad CR 190 mg prolonged-release tablets paapeLueHUS Nb A2ttt e 310 -
................ T e
NVOBPEHUE NS wovenneresm e s

2. KAYECTBEH U KOJIMYECTBEH CBCTAB

Meroctan CR 23,75 mg Tabnerku ¢ yab/okeHO 0CBOGOKIaBaHE :

Besika TabneTka ¢ yasmkeHo ocBoGoXkaBaHe chabpxka 23,75 mg METOMNPOIOJIOB CYKIIHHAT
(metoprolol succinate) (Ph.Eur.), eksuBanenTen Ha 25 mg METOMNpPOJIOJIOB TapTapat (metoprolol
tartrate).

Metocran CR 47,5 mg TabneTku ¢ yabikeHo 0CBOGOXKIaBaHE :
Beska Tabnerka ¢ yabmkeHo ocBoO0Xk/1aBaHe ChIbpika 47,5 mg METONPOIONOR cykuuHat (metoprolol
succinate) (Ph.Eur.), exBuBanenten Ha 50 mg MeTONpoOONOB TapTapar (metoprolol tartrate).

Merocraa CR 95 mg TabneTku ¢ yabmkeHo ocro60K1aBaHe
Besika Tabnerka ¢ yasinkeHo 0cBOGOKIaBaHE ChABPXka 95 mg METONPOJIONIOB cykuuHat (metoprolol
succinate) (Ph.Eur.), exuBanenren Ha 100 mg MeTonpononos Taprapar (metoprolol tartrate).

Metocran CR 190 mg Tabnerku ¢ yabbkeHO 0cBOGOKIaBAHE
Beska Tabnetka ¢ ynsmikeHo ocBoGoxkiaBane cuabpika 190 mg MeTonpononos CyKuuHaT (metoprolol
succinate) (Ph.Eur.), exBuBanenren Ha 200 mg MeTONnpononos Taprapar (metoprolol tartrate).

[loMOLIHM BelecTBa ¢ H3BECTHO ACHCTBHE:

Besika Tabnetka ¢ yasmkeHo ocBoboXKAaBaHe ChAbpika MakcHMyM 1,84 mg 3axaposa.
Beska Tabnerka ¢ yab/keHo ocBofoXKIaBaHe ChAbpka MAKCUMYM 3,68 mg 3axaposa.
Beska Ttabnerka ¢ yawmkeHo ocBobosk1aBaHe Chabpka MakCUMyM 7,36 mg 3axapoza.
Besika TabneTka ¢ ynbmkeHo ocBoG0XKAaBaHe Chabpxka Makcumym 14,72 mg 3axaposa.

3a [IBbJHKUSA CITUCHK Ha MOMOLLHMTE BELECTBA BIKTE TOYKa 6. 1.

3. JIEKAPCTBEHA ®OPMA
Tabnetka ¢ yapmkeHo ocB0OOK1aBaHe.

Meroctan CR 23,75 mg tabneTku ¢ yabnKeHo 0cBOO0XK/1aBaHe |

beny 10 nouty Gem, NpoaBATOBaTH, JBOWHOU3IbKHANM, GHIMHpPAaHH TaGIeTKH ¢ AenHTeNHA yepTa
OT ABeTe cTpaHu. [Ib/bkuHaTa Ha TabneTkara e mexay 9,0 1 9,4 mm, a mupuHaTa € Mexay 4,0 u
4.4 mm.

Tabnerkara moxxe na 6b/ie pasaeneHa Ha JIBe paBHH JI03H.

Meroctan CR 47,5 mg tabnetku ¢ yabmkeHo 0cBOOOKIaBaHE };/ WMo
benu no nmouru 6enu, NpoABATOBaTH, ABOMHOM3ILKHATH, (DHIMHPAHH TaGIETKH C I ity
OT ABeTe CTpaHu. /Ib/bkuHaTa Ha TabneTkara e mexxay 12,0 u 12,4 mm, a mnpnuafa@ CHAY S5 ¥
5,9 mm. | 3 [l s
TabnerkaTa Moxke na 6be pasaeneHa Ha JIB€ paBHM JI03H. V0 -




Metoctan CR 95 mg tabnetku ¢ yab/pkeHo 0cBOO0XK/1aBaHe:

benu 10 noyty Genu, MpoabLAroBaTH, TBOHHOU3MBKHAH, DUIMHUpPaHH TabJETKHU ¢ AeTHTENHA YepTa
OT ABeTe CTpaHH. [Ib/knHaTa Ha TabnetkaTa € Mexay 15,0 u 15,4 mm, a wvpunara e mexay 7,0 u
7,4 mm.

Tabnerkara moxxe na 6bae paszneneHa Ha ABE PaBHU J03M.

Merocran CR 190 mg Tabnerku ¢ yabpkeHO ocBobOK1aBaHe:
benu 1o nouyry 6enu, NpoabJroBaTH, BOMHOM3ITBLKHAITH, ¢HIMupaHu TabNeTKy ¢ IeTUTeTHA YepTa

OT ABeTe cTpaHH. [IbjukiHaTa Ha TabnerkaTa e Mmexxay 19,0 u 19,4 mm, a wmpusara e mexcay 9,0 u
9.4 mm.

Tabnerkara Mmoxe 1a Oblie pa3nesieHa Ha IBe paBHH J103H.

4, K/IMHUYHHU JAHHH

4.1 TepaneBTHUYHH NOKA3AHHSA

Memocmao CR 23,75 mg mabaemxu ¢ yovaxceno oceoboacoasane]

Bw3pacmnu.

MerocTtan CR e nokasaH npu Bb3pacTHH 3a JIEYEHHE Ha

— CrabunHa XpoHHYHa JIeKa 710 yMEPEeHa Chp/ieYHa HeJOCTATYHOCT C HApYIIEHa JIeBOKAMEpHa
¢ynkums (ppakima Ha usTnacksase < 40%) — B nobaeka kbM OOMuYaiiHaTa CTaHAApTHA
Tepanus ¢ ACE HHXHOMTOPH K AMYPETHIIM U, aKO € HeOOXOAMMO, ChP/IEYHH IIIMKO3H/IHM (3a 110-
noapoOHa HHpOpMaLIUA BXK. TOUKa 5.1).

[Memocmao CR 47,5 mg/ 95 mg/ 190 mg mabnemxu c yowvaxceno oceoboxrcoasane]
Bw3pacmuu:

Metoctan CR e nokasan npu Bb3pacTHH 3a JIeYEHHE Ha

- XHUNepToHus

~ CreHokapaus

- TaxukapAHH apUTMHMH, NO-KOHKPETHO HaJKAMEepHa TaAXHKAP 1

— [Noureprkaiua Tepanus ciaen UHGAPKT Ha MHOKap/ia

— XUNEepKMHETUYEH ChP/ICYEH CHHAPOM

— [IpodunakTuka Ha MHrpeHa

- CrabunHa XpoHu4Ha JieKa /10 yMEpeHa ChpJie4Ha HeIOCTAaThYHOCT ¢ HapyIeHa JIeBOKaMepHa
$ynxums (ppakums Ha usTaackpane < 40%) — B noGaBka KbM 06MuaiiHaTa CTaHAAPTHA

Tepanus ¢ ACE HHXHOMTOPH M IMYpPETHLIM U, aKO € HEOOXOIMMO, ChPAEYHH TIIMKO3HIM (32 T10-
noapobHa uHdopmalua Bx. Touka 5.1).

Heya u wonowu.

Merocran CR e nokasaH npH Je1ia ¥ I0HOLIM Ha BB3pacT oT 6 10 18 roauuu 3a neueHue Ha
- XHIEPTOHMS.

4.2 Jlo3MpOBKA H HAYHH HA NPHIOKEHHE

03UPOBKA
Jlosara TpsbBa na ce KOpPUrupa B CbOTBETCTBHE CHC CIIEHHTE YKA3aHHS:

- Cmabunna xponuuna 1exa 00 ymepena copoeuna HedoCmansyHOCM ¢ HAPYUeHd N1e60KaMepPHa
dyHkyus
Jlozata MeTonposion cykurHaT TpabBa a ce KOpUrupa MHAMBH/LYAIHO 3a NMALMEHTH Che
cTabWIHa CHMIITOMAaTHYHA ChPAEYHA HEIOCTATLYHOCT, KOMTO NOIy4YaBaT Apyra Tep
CbpAeYHa HEAOCTAaTbYHOCT. [IpenopbunTenHaTa HayaTHa 1034 3a [ALMEHTH Chi
HeaocTaTb4HOCT OT Kiaac Il mo NYHA (New York Heart Association, Hlolmp'
acoumaums) e 11,88 mg MeTonposon cyKuMHaT BEIHBK JHEBHO NPe3 MMbpBa

OT TEpanuvATa.



[IpenopbunTentaTa Hataina 4032 3a NALVMEHTH CbC CHPIEYHA HEROCTATHYHOCT OT Kiac I1 no
NYHA e 23,75 mg MeTONpOmnoNnoB CyKLMHAT BEIHEK AHEBHO [Ipe3 MPBHTE ABE CEIMHIIH.
Cnen mepBHTE ABE CEIMMILIM C€ NMpeNopbYBa yABOSBaHE Ha f03aTa. JlosaTa ce yIBOABA Npe3
ceamMuila A0 MakcumyM 190 mg MeTonpononos cyKiMHAT JHEBHO WA 10 Hali-BMCOKATa 4034,
[IOHacsAHa OT NauueHTa. [Ipy npoasmKkHTENHa Tepanus nenTa TpsOBa ga Obe NHEBHA 1034 OT
190 mg MeTOnpoRONOB CYKLMHAT MK Hali-BUCOKATa 1034, TIOHACAHA OT TIALHEHTA.
JlexyBamuaT nekap TpaOBa 1a MMa OIMUT NPH NEYESHUETO Ha CTAOHIHA CHMITOMATHYHA
ChpZIeYHa HeAOCTAaTHhYHOCT. (e BCAKO NOBHILCHHE Ha X03aTa ChCTOAHHETO Ha NALMEHTA
TpA0Ba 1a ce Habnrogapa BHUMarenHo. [Ipu craj Ha KPBEBHOTO HanATaHe MOYKE 12 Ce HAJTOKH
NOHHKABAHE HA JO3HTE HAa €THOBPEMEHHO NPHEMAHHKTE eKkapcTBa. CnageT Ha KPLBHOTO
HAJIATAHE HE MPEACTaB1ABAa HENPEMEHHO NPeYKa 3a MPOAB/DKUTENHA TEpAnya ¢ METOTPOJION, HO
Ao3aTa TpAOBA 3 ce MOHIDKH, I0KATO ChCTOSHHETO HA MALMEHTa ce CTaGHITH3HpA.

Lonvanumenrnu mepaneemuunu noxasanus 3a Memocmao CR 47,5 mg/ 95 mg/ 190 mg mabnemxu ¢
YOBIACEHO 0CRODOINCOABAHE.

- Xunepmonus
47,5 mg METONposoNnoB CyKUMHAT BeIHBXK JHEBHO MPU NALMEHTH C JIEKa 10 YMEepeHa
XHIEPTOHHA. AKo € HeoOXonuMo, n03aTa Moxke Aa Obae NosMIeHa A0 95 ¥ 10 190 mg nHEBHO
WM KBM TEpanusaTa fa 6bae 1o6aseHO APYro aHTUXHNEPTEHIUEBHO CPEACTEO.
- Cmenoxapous
47,5 mo 190 mg MeTonpoONOB CYKUHHAT BEIHLK THEBHO. AKo € HeoBXoauMo, B 06aBKa
MOJXKE fa c€ TIPHEMA H JPYT JICKAPCTBEH NPOIYKT 34 JICYCHHE Ha HCXEMHYHA GOECT Ha ChPLIETO.
- Taxuxaponu apummuu
47,5 po 190 mg MeTOnpoIONOR CYKLIMHAT BEJHBK JHEBHO.
- Hodovpocawa mepanus creo ungpapkm na muoxapoa
95 no 190 mg MeTONnpoNoNIOB CYKIHHAT BEAHDK JHEBHO.
- Xuneprunemuen copoeuen CUROPOM
47,5 1o 190 mg MeTonpoNONIOB CYKIMHAT BEAHLXK JHEBHO.
- llpogunakmuxa na muzpena
95 no 190 mg MeTonpoooB CyKUMHAT BeAHbA AHEBHO. OOLIO B3€TO, MPHIOKEHHETO HA
95 mg MeTONpOJIONIOB CYKUMHAT BeAHEXK JHEBHO € JOCTATHYHO. B 3aBHCHMOCT OT
HHIHBHJYaJTHHA OTTOBOP JA03aTa MOKE Aa CE IMPOMEHA B paMKHTE Ha FOPENOCOUYEHHS AUana3oH.

Yepeoena 6vbpeuna hynxyus
He e HeoOxoauma Kopekiing Ha 103aTa.

Vepeoena ueprnoopobra gynxyus
IIpu maHeHTH ¢ TeKKa YepHOAPOOHA HELOCTATHYHOCT, HAIP. NNPH JICUeHHETO Ha HALHEeHTH C
MOPTOKABATICH LIHHT, TPAOEa na ¢e o6MucIH NOHWKaBaHe Ha fo3aTa (BxK. TO4Ka 5.2).

Hayuenmu 6 cmapuecka gvapacm

HsMa noctaThbuHo HAMHYHH JaHHH NPH NaiHeHTH Han 80-roqumua se3pacT. ETo 3amo e HeoGXoaumMo
CNEeLHATHO BHHMAHHE, KOraTo Ce MOBMINABa J03aTa NPH Te3H NalUEHTH.

Ieouampuuna nonyrayus
[IpenopbunTenHaTa HauaIHa 1034 TPH XMIIEPTEH3WBHH HauMeHTH > 6 roguas ¢ 0,5 mg/kg Metocran
CR (0,48 mg/kg METONPOIOIOB CYKUHHAT) BEJHEXK IHEBHO. [IpHnoKeHHETO Ha OKOHYATEHATA 1034
B MHUrpaMHu TpAdGBa xa Obze Hak-ronsamoro NpunmkeHne 10 u3uncaeHaTa Jo3a B mg/kg. Ipu
NalHeHTH, HeoTroBapamu Ha 0,5 mg/kg, nosara Moxke na ce noeuiH mo 1,0 mg/kg (0,95 mg/kg
METOMPOJIONOB CYKLHHAT), Oe3 Aa HaasHuaea S0 mg (47,5 mg MeTonpononos cykuuHaz). Tipa—--.
nauneHTy, HeoTroBapamM Ha 1,0 mg/kg, mozaTa MoXe 1a ce MOBHIIK 40 MAKCHMAJ aﬂ’éﬁ &Qa;:»& "\
2,0 mg/kg (1,9 mg/kg meronpononor cykuunar). Hosure rax 200 mg (190 mg M - €2
CYKLIHHAT) BeJIHBK NHEBHO He Ca NMPOYYBAHM NPH JELa H IOHOLLH. o\
be3onacHocTTa ¥ €QHKacHOCTTa IIPH Aclia Ha BB3PacT < 6 rOAHHM HE ¢a YCTAHO
Meroctan CR He ce mpenopbuBa npu Ta3H BH3pPacTOBa I'PYIIA.
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Kopuzupane na 0ozama wunu npexpamasane Ha ReYeHuemo

Besiko npekpatsBaHe Ha IEYEHHETO HIIH KOPHTHPaHE Ha 103aTa TpAOGBa 1a CTaBa CAMO O JIEKAPCKH
¢bBeT. [IpOABIDKATEIHOCTTA Ha IUEHHETO Ce ONPEAEIA OT JIEKyBall[HA JIEKap.

AKO JICYEHHETO ¢ MeTONPONON TpAOBa Ja ce NPEKbCHE WITH NpekpaTH (0COOEHO MPH NALMEHTH ¢BC
ChPACYHA HEAOCTATHYHOCT, HCXEMUYHA OoNECT HA CHPLECTO WM HHAPKT Ha MHOKapaa), ToBa TPa0Ba
BHHArH J1a CTaBa 0aBHO U NOCTENEHHO 34 [IEPHO] OT HAH-MAJIKO JBe CEAMMIIH, KAaTO A03aTa Ce
HaMaJliBa CTHIIAJIOBHAHO HAMOJOBHHA, OKATO CE€ JOCTHIHE Half-MaJikaTa 1034 OT NONOBUH TabIeTKa
23,75 mg MeTonpononoe cykiuHar. IlocnenHara nosa Tpabea ga ce npHeMa 3a Hak-MalKo YeTHPH
JHH, NPSIH NPOAYKTEHT Ja OB crnpaH. AKo ce HOSBAT CHMITTOMH, TIPOLIECHT TPAOBa na ce 3a6apH.
Besxo psAsko oTTerngne Mosxke Ja A0BEE 10 BIOIIABAHE HA ChPJieYHaTa HEAOCTATEYHOCT HA MALHEHTA
C OBULICH PHCK OT BHE3alTHA ChbPACYHA CMBPT WIH CHPIEYHA UCXeMus ¢ 00OCTpsAHE Ha CTEHOKAp/H4,
HMH(APKT HA MHOKapAA WM MOBTOPHA NOABA HA XHIIEPTOHHS.

HauuH Ha npunoxeHHe
3a nepopaHoO NMPWIOKEHHE.

Merocrag CR TpsGBa n1a ce npHemMa BeAHBXK AHEBHO, 3a OpeANOYMTAHE ChC 3aKycKaTa. TabneTkuTe
Tps0Ba 12 Ce MONIBILAT LENH WM Ja CE pa3feliaT, HO He TPAORa 1a Ce ABBYAT HIIH PAa3TPOILABAT.
Tabnerkure TpaOBa Aa ce npHeMart ¢ Bozia (Haii-Mauko %2 yaina).

4.3 IlpoTRBonoKa3zanHs

MeTomnponon € NpoTHBONOKa3aH IIPH:

— CBPBXYYBCTBHTEIHOCT KBM AKTHBHOTO BellleCTBO, APYrH GeTa-penentopan Gnokepy HiH KBM
HAKOE OT [TOMOIIHHTE BELIECTEA, H30OpOeHH B TOuKa 6.1

— AV Onok OT BTOpa KM TpeTa cTeney

— CuHoaTpHaieH 010K OT BUCOKA CTETEH

— HenexyBana cpplieuHa HEAOCTATHYHOCT (Genoapoben OTok, HapyLIEeH KPHBOTOK WIH
XMIIOTOHHS ) 1 HENPEKBECHATO WIH NEPHOAWYHO JICYEHHE, BOJELIC A0 MOBHINEHA
KOHTPaKTHJIHOCT Ha CHPAEeYHHA MycKyan (beTa-peLenTopeH aroHH3EM )

— H3paseHa H KIHHHYHO 3HAYHMa CHHYcoBa Gpaaukapaua (chpaeuna yectota < 50 ynapa/MuH)

— CHHApOM Ha OOTHHA CHHYCOB BB3e

— Kapauorenet 1ok

- Texxxu cMynienns Ha nepuEpHOTO apTEPUANTHO KPBBOOOpalleHHE

— XHNOTOHHA {(cuetonHo < 90 mmHg)

—  HenekyBaH deoxpoMorrToM

— MeTtaboniTHa anpnos3a

~ Texxa gopma na OpoHxuanHa actMa MITH XpoHHYHA 00CTpYKTHBHA Genoapobha Gonect

- EnnospeMenHa ynotpeba Ha MAO nuxu6urtops (¢ m3wnoueHue Ha MAO-B uaxuburopn).

Meromnpornon He TpabBa na ce ynotpebssa Npy NALKMEHTH CBC CYCIEKTEH OCThP HHGApPKT Ha
MHOKap/ia HiTH ChpACUHA Y€CTOTa < 45 yaapa/min, PQ unTeppan > 0,24 cexyMau WIH CHCTONIHO
KpBBHO HangraHe < 100 mmHg.

Metonposnon He Tpabpa Aa ce ynorpebsasa ¥ NpH NALHEHTH Che CHPASYHA HEJOCTATHYHOCT U
MHOTOKPAaTHH CTOHHOCTH Ha CHCTONHOTO KpBEBHO Hansarade < 100 mmHg (npeaw 3anoupaHe na
NIEUEHHETO € HeOOXOAuM MOPEAEH Tperien).

EnnospeMeHHaTa MHTpaBeHO3Ha yNOTpe6a Ha KANLMEBH aHTarOHHCTH OT THIIA HA BEpanaMuI U
AUITHA3EM MIIH IPYrH AHTHAPHTMHLIH (KaTo AM3ONMPaME) € IPOTHROIMIOKA3aHO (M3KTIOYEHHE:

TIEKAPCTBO 38 HHTCH3HUBHH IPHAXKH).

44 Coeusa/jinu npeaynpexieHus ¥ Npeana3nH MEPKH NPH yooTpeda

Bera-peLienTopHuTe Gnokepu 1padBa aa ce ynoTpe6sasaT IpeamasMBO [Py ALy
NauHEeHT ¢ aCTMa ynotpebsasa Oetaz-aroHncT (og ¢opMaTa Ha TabIIETKH HITH up
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aroHHCTA H, aKO € HeOOXO0HUMO, T4 Ja ¢e NMoBHIIH. ITopany NOCTOSHHMTE MUIA3MEHH HHBA 06ade
edexTsT Ha Mertocraa CR Tabnetku ¢ yns/pkeHo ocroBoXkIaBaHe BLPXy 5eTa;-peLIeIITOPHTE € ITo-
MaTbK OT TO3H Ha KOHBEHIIMOHAJIHHTe TabNeTHH POPMH Ha CENEKTHBHUTE GeTa,-peLENTOpHH
bnokepu.

Metonpornon Mosxe Aa MOBTHAE KOHTPOIMPAHOTO JISUEHHE Ha 3aXapeH AHa0eT 1 MOxe Aa 3aMacKmupa
CHMINTOMHTE Ha XUMOINIHKeMHA. PHCKBT OT Bb3AeHCTBHE BhpXy MeTabonu3Ma Ha MIIOK03aTa WK
3aMacKHparHe Ha XUNOTIHKEMUYHHTE CHMOTOMH € IO-HHCEK IpH Metoctan CR TabeTkd ¢ yABDKEHO
OCBODOXKZABaHE, OTKOJIKOTO MPH KOHBEHUHOHANHHTE TabneTHH GOPMH Ha CeneKTUBHUTE Gera-

peuenTopHy OTOKEPH U 3abenexKUMO TTO-HHCHK, OTKOIKOTO MNPH HE-CEEKTHBHHTE PELIENTOPHH
6nokepH.

Hapywenusara Ha AV-npoBoauMOCTTa MOraT MOHAKOTa /1a ¢ BIOWIAT IO BPEME Ha JIEYeHHETO ¢
METOMPOJION (BE3MOXKEH € aTpHOBEHTPHUKYNapeH OI10K).

I1pu maumeHTHTe ¢ aHrunua Ha Prinzmetal Gera)-ceNeKTHBHUTE cpeacTRa TPIGBA A Ce M3MON3BAT
BHHMATEIHO.

Meromponon Moxe 1a 3aCHIH CHMIITOMHTE HA HAPYLICHHE HA TIEPH(PEPHOTO KPbBOOGpaLeHHe
NOPaNH CBOA AHTHXHIIEPTEH3HBEH eeKT.

AKO METOTPOIIOJ € NPEANKHCAH HA NALHEHTH ¢ (HEOXPOMOLIUTOM, NPEIH H N0 BPEME Ha TePAIMaTa ¢
METONporoa TpAdBa fa ce ynorpebasa anda-peuerntopen 610kep.

Tepamuara ¢ METOIPONON MOXKE A3 3aMacKHPa CHMIITOMHTE HAa XMIIEPTUPOMIU3BM,

[Tpean onepaTBHa HHTEPBEHLMS AHECTE3RONOTBT TpAbBA Aa Gbae HHPOPMUPAH, Ye NALIHEHTHT

npueMa 6eta-penentopen 6nokep. He ce mpenopsusa npexparspane Ha GeTa-peLenTopHus OJioKep no
BpEME Ha XHPYpPrUYHATA MHTEPBEHLHA.

JleueHuero ¢ Gerta-penerrropan 6nokepu He TpAGBa Na ce MPEKPATABA PA3KO. AKO JICUEHHETO TpabBa
Ja ce NPeKPaTH, 3a NPEJINOYMTAHE € TOBA Ja CTaHE NMOCTENIEHHO 3a NEPHOA OT HaH-MAJIKO NBe
CCAMMIY, KaTO 103aTa C€ HaMaNsABd HAMOJIOBHHA, AOKATO CE JOCTHIHE Hal-MalKaTa 7103a OT NOJIOBHH
TabneTka ¢ yIhbkeHo ocBoGOXKAaBaHe ot 23,75 mg MeTonponosos CcyYKUuHHar. IlocnenHara no3za
TPAOBa a Ce NpHeMa 3a Hali-MaJIKO YeTHPH JHH, PE/IH JeHeHHETO Aa Gble CrIpSHO OKOHYATEITHO.
AKO NallMeHTHT Pa3BHe HAKAKBH CHMITTOMH, 103aTa TPAOBA 43 ce MOHMKABA M0-6aBHO. PA3K0TO
cnupaHe Ha OeTa-penenTopHATe 6I0KEPH MOXKE Ja OBEZIE O BAOIIARAHE HA ChPAeYHATA
HEJOCTATEYHOCT H MOXKE 112 IOBHIIH PHCKA OT MH(APKT HA MHOKapAa W BHE3AITHA ChP/IeYHa CMBPT.

MeTonposion MoXKe Aa MOBUIIH YYBCTBHTEIHOCTTA KbM ANEPreHH K TEKECTTA Ha AlCPrHHHUTE
peakimu. Tepanuara ¢ a/IpeHAIMH He BUHATH UM SKEJIaHKA TePaNeBTHYEH epeKT NpH MHAMBHIYaHH
ALMECHTH, JIeKyBaHH ¢ OeTa-penienTopHE GIOKepH (BX. ChLIO Touka 4.5).

bera-penentopHuTe G0KepH MOraT /a BIIOLIAT NICOPHA3MCA WM J1a NPHYHHAT PASBUTHETO MY.

[Tonactosiiem HAMa NOAXOAALLK PENOPBKH 32 YNoTpe(aTa HA METONPOIOIOB CYKIIMHAT IIPH

NAIHEHTH CBbC ChPACUHE HEAOCTATLYHOCT M HAKOE OT CIIEIHUTE CHITETCTBALIH 3a00/19BaHHA:

- Hecrabunna cepevna Hegocrarbunoct (kiac IV mo NYHA)

— OcTbp uHpapKT Ha MHOKapAa HITH HecTaGHIIHA CTEHOKapAMA [pe3 ocexHuTe 28 HH

— YepeneHa 6e0pedHa hyHKIMA

- YBpeaeHa uepHoapoObHa GyHKLMA

— ITanenTv Han 80-ropuuiza Be3pacT

— IMTangenTy noa 40-roguiiiHa BL3pactT

— XeMOIMHAMHYHO peNeBaHTHH 3a00NABaHHA HA CHPACUHHTE KianH

— XHneprpodu4Ha 00CTPYKTUBHA KAPIHOMHOTIATHS

- Crnen Wiy no Bpeme Ha NJIaHOBA ChpAEYHA ONEpaLs B PAMKHTE Ha 4 Mece
Ha NEYSHHETO ¢ METONPONOJIOB CYKIIMHAT.




ITanenTHTE C pekHTe HacIeACTBEHH NPObIeMU HEMOHOCHMOCT KbM dpyKTO3a, rMIOKO30-rAnaKTo3Ha
MaslabcopOLMs MITH CYKpa3a-H30MAJITa3HA HEOCTATHUHOCT He TPAGBa 14 TIPHEMAT TOBA JICKAPCTBO.

4.5 BiaumoneiicTBHE ¢ APYIH JeKAPCTBCHA HPOIYKTH H ApyYru @opMu Ha BIRHMOoZcHCTBHE

DapMaKOAHHAMHMYHHE B3aMMOACIHICTBHA

Kanyuesu anmazonucmu (8epanamun, Ouimuasem), GRmMuapummuusy Rexapcmea

[TamenTsT TpaGBa Aa Obae BHUMaTENHO HaGMOAABAH 33 HETATMBHH HHOTPOITHH H XPOHOTPOIIHH
€(EeKTH, KOraTo METONPOJIOI Ce YNOTpeOABA 3aeaHO C KANLIHEBH AHTATOHHCTH OT BHUIA Ha BEpallaMEl
WIH JWITHA3CM WIH ¢ aHTHAPHTMHLH, ThH KATO MOTaT A C¢ PA3sBHAT XHNOTOHMA, GpanuKapaus Wi
APYTH CbpACYHH apHTMHH. KanHeBHTe aHTArOHHCTH OT BHJAA HA BepanaMil He TpAOBa 1a ce
NpHNIAraT MHTPABCHO3HO Ha MALWEHTH, MOMyYaBallH OeTa-pelenTopHH GI0KepH.

AHTHapHTMHLM OT KIac |: aHTHapHTMULATE OT Kiac | beTa-penenTopHUTe 6JI0KEPH UMAT AIUTHBEH
HETATHBEH HHOTPOIEH e(eKT, KOHTO MOXKeE 12 I0Be/Ie O CePHO3HH XEMOIMHAMHYHH CTPAHHUHH
e(peKTH NpH NALHEHTH C NOHIDKEHA leBokaMepHa GYHKUwS., KomMOHHHpaHETO Ha TE3H BElLECTRA
TpsOBa a ce H30ATBA NPH MALIMEHTH ChC CHHIPOM Ha GonHKA CHHYCOB BB3€71 H HAPYUIEHH] Ha AV

NpOBOIMMOCTTA OT BTOPA M TPETA CTeneH. BaauMoneicTereTo ce Habmo1aBpa No-KOHKPETHO NpH
AU3OTIHPaMHI.

HCIHIBC

Ennospemennara ynorpe6a Ha UHAOMETALMH MM APYT WHXHOHTOp Ha NPOCTATTIAHAMH CHHTETa3aTa
MOXE 1a OTC/IA0H MOHHKABAIMS KPBBHOTO HanATaHe eekT Ha GeTa-peLieITTOpHITe Onokepw.

Adpenanun
AKo, npu onpeneneHH 06CTOATENCTBA, HA NIALMEHTH, KOMTO IPHEMAT Oeta-peuenTopHu 60KepH, ce
IPUNOKH ANPEHATIHH, KAPAHOCEICKTHBHHUTE GeTa-peenTopHE GlIo0KepH KMaT U3pa3eHo no-ciabo

BB3ACHCTBHE BBPXY KOHTPOIA Ha KPHBHOTO HANATAaHE, OTKOJIIKOTO HECEIEKTHEHHTE OeTa-pelenTopHu
O6nokepu,

Ipu nauments, kouTo M3non3BaT Gera-penenTopHy H6OKepH, ePEKTHT HA AlPpEHANIMHA [IPH JICYCHHETO
Ha aHa(HNAKTHYHH PeaKUMH MoXke fa Gblie HapyweH (Bx. ChIO Touka 4.4).

Anecmemuunu cpedcmsa
Huxanaiponnure aHecTeTHM YBENMYARAT KAPIHOKCTIPECHBHHTE ¢(PeKTH NpH MaLMEHTH, NEKYBAHU C
Oera-penienTopHH GJIOKEpH.

AKO METONPOJOI HE MOsKe 1a GbJe CIPAH NPeaH oneparis Mo 061 AHECTE3NS, AHECTEIHONOIbT
TpsaOBa fa 6b/ie HHGPOPMHPAH 3a JIEYEHHETO ¢ METOTIPONOI.

Monoamunoxcuoaznu unxubumopu

MAQO urxuburopn (c mskmodenne na MAO-B unxuburopn) He TpaOBa a ce npuiarar
CAHOBPEMEHHO ¢ METOMPONON (BXK. TouKa 4.3). AKo [jajieH aUMEHT Nomyuasa GlIoKepH Ha
CHMIIATHKOBHTE IaHTJIHH B KOMOMHAIHA C APYTH GeTa-penenTopHu 61okepH (Hamp. kanku 3a O4M)

i MAQO-B HHXuOUTOPK, KIMHHYHOTO CHCTOSHME HA MaLHEHTa TpabBa Ja ce HabMONaea
BHHMATEJIHO.,

Knonuoun

AKO eJHOBPEMEHHOTO JICUeHHE C KIIOHMIMH TpaOBa J1a ce cnpe, OeTa-peuenropuuat 6nokep TpaGea
Aa ¢ OTTETIIH HAKOJIKO JHH NpPead KIOHUIHHA.

Copoeuno-cv0o6u nexapemea (anmuxunepmensusiu cpedcmsa)
MeTonpoon Moxe a 3aciiH edekTa Ha eJHOBpPEMEHHO ynoTpeSsaBannTe Beime
Ha KPpbBHOTO HansraHe.

Cvpoeunu zruko3udu
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EfHOBpEMEHHOTO NPUIOKEHHE HA METONPOJION H CHPAEYHH MITHKOHIH MOXE J1a AOBEE 0 H3Pa3eHO
HamasABaHe Ha ChPACIHATA YECTOTa Wik A0 3a6aBiHe Ha IPOBORMMOCTTA Ha CHPIIETO.

Cumnamomumemuunu cpedcmea

EnnoBpemenHara ynoTpe6a Ha METONpoIoN U HOPaAPEHATHH, aNpeHaNHH WIH APYTH
CHMITATOMHMETHLIA MOXKE [a HHAVIMPA M3Pa3eHO NOBUIIEHHE HAa KPBLBHOTO HAJISraHe.
EnnoBpemennara ynorpeba Ha METONPONO/ H Pe3epITHH, anha-MeTHIONA, KIIOHHAUH H ryaHbaLyH
MOX€ Jia IpHIMHA W3Pa3eHO HAMATIABAHE HA CEPACYHATA YECTOTA M 3a0apAHE Ha ChpaeuHaTa
NPOBOAMMOCT.

[pyeu 6ema-peyenmopnu 6roxepu

[Ipu naupeHTHTE, KOMTO Ce JIEKYBAT €IHOBPEMEHHO C APYIH bera-peuenropru GrokepH (Hanp. ouHH
KankH, ChaBbPIKAIE TUMOJIOI), C€ M3HCKBA BHHMATEIHO MEIHLMHCKO HaG o AeHHe.

IIpomueoduabemna mepanun

MeToMnponoIoB CyKIMHAT MOXe A2 HAMAJIM CHMITTOMHTE HA XHIOTTTHKEMMS, I0-KOHKPETHO
TaxukapauarTa. bera-penenropante 6nokepH Morar na HHXHOMpaT OCBOGOKAABAHETO Ha HHCYITHH IIpH
MauKeHTH ¢ Juader TN 2. HuBara Ha kpbBHaTa 3axap TpabBa na ce KOHTPOJIMPAT PEAOBHO H
TCpanuiTa 33 NIOHIKaBaHE Ha KPbBHATA 3aXap (HHCYIIHH Y NEPOPANTHM aHTHAHAGETHIH) CLOTBETHO 1A
CE KOPUrupar.

DapMakOKHHETHYHH B3aHMOACHCTRHSA

Cybempamu na CYP 2D6

Meronponon cmyxH Kato cyberpar Ha CYP 2D6, usoeHsum Ha uHToxpom P 450.
ExsuM-aHAyLHpaIiTe U eH3UM-MEXHOHPAIIUTE BELLECTRE MOTAT 1A TIOBAMAAT Na3MeHATa
KOHICHTPAlHA Ha MeTonponon. PudaMmiiyH NoHMkaBa IU1a3MeHaTa KOHUESHTPALAS HA METOTIPOJION.
[TuMeTHIMH, AMKOXOM M XMAPATIA3MH MOTAT Aa MOBHINAT MIA3MEHATa KOHUEHTPALMs Ha METOMPOJIOIN.
Meronponon ce MeTaGonu3upa raBHO, HO He M3KITIOUYHTETHO, Upe3 YEPHOAPOOHUA eH3UM LHTOXPOM
CYP 2D6 (ex. cbilo Touka 5.2). Bemectea, kouTo uMmat HHXHOMTOpeH edekT Bhpxy CYP 2D6,
HanpHMEp CECKTHBHH HHXHOMTOPH Ha 06paTHOTO 3axBallaHe Ha CEPOTOHMHA KATO [ApPOKCETHH,
$hnyoxceTun w ceprpaiun, KaKTo M AHQEHXHAPAMEH, XHIPOXJIOPOKEHH, LIeNeKOKCHO, TepGuHaduH,
HEBPONENTHIH (HAMp. XN0PIPOMasiH, TPHAITYIPOMASHH, XITOPIIPOTHKCEH), AHTMXUCTAMMHEH H
€BEHTYATHO NPOnageHOH, MOTaT /1a YBE/THYAT IUIa3MeHATa KOHLCHTPALHA Ha METONPOJION.

HMuxuburopen edext rpxy CYP 2D6 ce chobiiaga chujo npu aMHOIAPOH H KBUHHIKH
(aHTHAPHTMHIH).

Merornponon Moxe 1a HOHMKH ENTHMHHHPAHETO HA JPYTH J€KAPCTREHH NPOAYKTH (Hanp. THICKAaHH).
4.6 DepTHIHTET, GPEMEHHOCT H KbpMeHe

bpeMennocT

Tl KaTo IUNCBaT NOGpe KOHTPONHPaHK TPOY4BaHKA 3a ynoTpe6aTa Ha METOTIPOJION NpH OpeMeHHH
KECHH, METOMPOIOT MOXKe Ja C€ H3NON3RA IIPH OPEMEHHOCT caMO aKo NoN3arTa 3a MaiikaTa HATBHIIABA
pHCKa 33 eMOpHOHa/deTyca.

bera GnokepuTe npuuMHABAT HaManeHa nepdy3us Ha TUIALEHTATA ¥ MOTAT Na NPUYHHAT deTalHA
CMBPT H NPEHKICBPEMEHHO paxkaane. Ciiell IpOABIKMTENHO NPHIOKEHHE HA OPEMEHHH XKeHH C JIeKa
H YMEpEHa XHTICPTOHHA Ce HabmoNaBa BETpeMaTouHo 3abapsHe Ha pacrexa. Chobiana ce, ve OeTa
OoxepuTe MPHUMHABAT NPOISL/DKHTENHO pakIaHe B GpaguKapaus npH deryca u HOB
CrobmaBa ce cbINO 32 XMNOITTHKEMHS, XHIIOTOHMUS, MOBHILICHA OrTHpYOHHEMHS H

M3YHCICHNS TEPMUH HA PAOXKAHE. AKO TOBa € HEBB3MOXKHO, HOBOPOAEHOTO TPS
HabyuozeHne 48 — 72 yaca ciesl paknaHeTo 32 IPH3HALKM M CUMITTOMM Ha OeTa-
CBPICYHH B 6€IOAPOOHH YCIOXKHEHHS).
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beta 6nokepuTe He MOKa3BaT TEpaTOreHeH MOTEHIHAJ IPH JXUBOTHUTE, HO TIOKA3BAT HAMA/IEH

YMOHJIHKAJICH KPbBOTOK, 3a0aBSHE HA PacTeXka, IOHIDKeHa OCHOHMKALIMA H YBEIHYEHR CTy4aH Ha
¢deTanHa ¥ NOCTHATAJIHA CMBPT.

KnpMeHe

MeTonposion ce KOHUEHTPHPA B KbPMATa B KONHYECTBA, TIPUOTH3HUTENHO TPH ITTH [0-BHCOKH OT TE3H
B MaiyHHATA I1a3Ma. BurpekH Ye pHCKBT OT HeXenaH! peakiyy 3a KbPMaueTo H3rexaa HUCHK cliel
TepanesTHYHH JO3H OT aKTHBHOTO BEIIECTBO (OCBEH IIPH DaBHWTE METAOONMH3ATOPH), KEPMAYETO
TpabBa Aa ce HaOmoaBa 3a npu3HalH Ha OeTa-6nokana.

4.7 EQeKTH BbpPXY cnocobuoerTa 32 modHpane H padoTa ¢ MamuAR

MeTonpoioN NOBIHABA B MaJIKa CTENEH CNIOCOOHOCTTA 3a WodHpaHe ¥ paboTa ¢ Maluey.

[lpenu wodupane unk paboTa ¢ MAIIMHK NMalHEHTHTE TPsOBA Na ca YBEJOMEHH, Ye N0 BPEME Ha
JIEYSHHETO ¢ METONPOJIOT MOTAT Ja C€ MOABAT 3aMaiiraHe H yMOpa. ToBa ce OTHacH TO-CIELMAIHO 34
KOMOHHALHATA C aJIKOXOJ MITH KOTATO 103aTa METONPOJIO ce MOBHILARA.

4.8 Hexenanu JeKAPCTBEHH PeaKIHH

OueHkaTa Ha HEXETAHUTE PEAKITHH € 5a3HpaHa Ha CJISIHHTE YECTOTHU:

Muoro yecTr 1/10)

YectH (=1/100 no <1/10)
Heuectn (=1/1000 po <1/100)
Penkn (=1/10 000 oo <1/1000)
MHoro peaks (<1/10 000)

C HeH3BeCTHa 4€CTOTa (OT HAIMYHMTE JaHHU HE MOXe Aa GbAe HanpaBeHa OLIEHKA 32 4eCTOTATA)

Hapywenun na xpvema u aumghnama cucmema
MHoro peaku: TpombouuToneH:, JIEBKONIEHUA

Hapywenus na endokpunnama cucmema
Penku: Brnolmasase Ha NaTeHTeH 3axapeH auaber

Hapywenua na memabonusma u xpanenemo

Heuectu: IloBHIEHHE Ha TErIOTO

Hcuxuynu napyuenus

Heuectu: Henpecus, cMyleHus B KOHLISHTPAlUATA, CEHIHBOCT HITH 5€3CHHME, KOLIMAPH
Peaxu: HepeBHocT, TpeBOXKHOCT

MHoro penxu: Pa3cesHOCT WK HapyHIEHHE Ha MAMETTa, OOBPKBaHe, XAMOLUHHALUY, JUYHOCTHH

H3MEHEeHHs (Hanp. MPOMEHH B HACTPOEHHETO).

Hapywenun na nepenama cucmema
Yectu: 3amaiiBaHe, IJIaBODOIIHE
Heuecrn: [Tapecresus

Hapywuenus na ovume
Penxu: CMyIlEeHHS B 3pEHHETO, CYyXOTa HTH Pa3IpasBaHe Ha OYHTE, KOHIOHKTHBHT

Hapywenws na yxomo u nabupunma

MHoro penxu: THHHTYC, HapYLIE€HHUA Ha cTyXa

Copoeunu napywenun

Yecn: bpanuKapaus, HapyIIeHO PaBHOBECHE (MHOTO PALKO aCOLMMP
cupuebucHe
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HeuecTu: [IpexoaHo BnoimapaHe Ha CHMITTOMHTE Ha ChPJeYHA HEAOCTATHLUHOCT, AV 670K
ITbpBa CTENEH, NpeKopaUanHa Honka

Penxu: OyHKIHOHANHH HapyIIEHHA Ha CHPLETO, apUTMHH, HapyiIeHUs Ha
IIPOBOAMMOCTTA

Cwoo6u napyuienus

MHoro uectu: H3pasen cnajg Ha KPBBHO HAIAraHE H OPTOCTATHYHA XMITOTOHHUS, MHOTO PAIKO
NPUAPYKABRAHA OT CHHKOT

YecTu: CTyneHH pblE H CTRIANA

MHoro penku: Hexposa npH manueHTH ¢ TexkH nepudepHy HapylieHus Ha KPHBOOGPAIEHHETO
Npeau JICYCHHETO, BIIOIIaBaHe HA HHTCPMHTCHTHO KiIayAMKalH#O H/IH CHHAPOM Ha
Raynaud

Pecnupamopnu, 2po0nu u MeOUGCIMURQIHY HAPYERW

YecTn: Jucnnes npH GU3MUEcKO YCHITHE

Heuectn: bpouxocnazmu

Peaxu: PHHHT

Cmomaumno-ypesHy HapyiieHus

Yect: ['agene, kopeMHa 00/1Ka, AHAPHS, 3aNEK
HeuecTu: [ToBprinane

Penxu: CyxoTa B ycrara

MHoro peaku: HapyileHus Ha BKyca

XenamoburuapHy Hapywenus

Penxu: OTKJIOHEHHA B H3C/ICIBAHUATA HA YepHOAPoOHATa GyHKIMs (IOBUIIEHHE Ha
TpaHCAMHHA3HTE)
MHuoro peaxu: XenaTur

Hapywenuna na xoocama u nookoxcnama mvkan

Heuectu: O6puB (ncopHaTHYHA YPTHKAPHA M AMCTPOPHIHH KOKHHU JIC3HH ), YBETHYEHO
H3OTABAHE

Penxu: Anonenus

Mmuoro peaxu: OoTOYYBCTBHTENIHOCT, BIOLIABAHE Ha IICOPHA3MCa, HOBA NMOSBA Ha NICOPHa3uC,

NCOPUATHYHH KOKHH H3MEHCHUA

Hapywuenun na MyCKyIHO-CKeRemHama CUcCmema 1 CheQUHUMERHAMA MuKaH
HeyecTn: MyCKYIHA KpaMIiH
MHoro penku: ApTtpanrus, MycKynHa cnaboct

Hapyvuuenua na 6b3npouseocumennama CUCemMa i 2ospoama

Penxu: MMIIOTEeHTHOCT B ApYTH CEKCyallHM HapyIeHUs, IIACTHYHA HHAYPALMA Ha NIEHUca
(bonect Ha Peyronie}

Obwgu napyuieHua ¥ epexmu Ha MACMOMO HA NPUROICEHUE
MHOro yectu: YMopa
Heuectu: OTtok

CrobiaBane Ha nOKO3MpaH HEXKETAHH PEaK1HK
Crobmaganeto Ha NONO3MPAaHH HEXENAHH PEAKIIHH Clie]] pa3pelllaBaHe 3a yroTpeda Ha JIeKaPCTBEHNAS
IIPOAYKT € Ba)KHO. TOBa M103BOJBA Aa NPOARILKH HaOFOAEeHHETO Ha CROTHOIIEHHETO T10 '

MOAO3HMPAaHa HEXEIIAHA PEaKiMg Upes HAIHOHAMHA CHCTEMa 3a Cho0masaHe:
HanenHUTEHA ATEHUHA 110 JIeKapCcTBaTa
yi. ,,JlamgH [ 'pye” Ne 8
1303 Coguia
Ten.: +359 2 8903417
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4.9 Ilpenozupane

CHMITTOMH

[Ipenoanpadero ¢ METOMPONOI MOXKE A3 JOBeE A0 TEXKKA XMIIOTOHMA, CHHYCOBa Opagukapaua, AV
010K, ¢bpaeyHa HEOCTATHYHOCT, KApAHOTeHeH MOK, ChpPIACUYEH apecT, OpoHxocnasMu, 6e3chaHaHue
(nopu Koma), ragcHe, NOBPbIIAaHe H HHaHO3a. EaHoBpeMeHHaTa ynoTpeba Ha anxoxon,
AHTHXHUTIEPTEH3HBHH CPEACTBA, KBHHUAMH WK OapOUTypaT MOXe 13 BIIOLIK TE€3M CHMIITOMH,

[1bpBHTE NpHU3HALM HA NPEAO3UPAHE BEIHMKBAT OT 20 MUHYTH 10 2 yaca ciiell PHEeMa Ha NPOIYKTA.

JleueHue

MeaULMHCKH BBITIEH H, MpH HEOOXOAHMOCT, CTOMALIHA NIPOMUBKA, aKo JIEKapCTBOTO € IPHIOKEHO
HeoTaaBHa. B cnyuaii Ha Te)xka XMIOTOHHA, OpaAuKapiusa WIIH 3alallBallia ChpacyHa
HEJIOCTATEYHOCT Ha MaiyenTa Tpabea na Obae npunokeH DeTa;-aroHUCT (HaNp, NpeHaTTEpoIl WK
100yTaMHH) HHTPaBEHO3HO Ha KHTEPBAJIH OT 2-5 MUHYTH HJIH KaTO HEMpexbeHaTa HHGY3HA, JOKATO
ce NOCTHrHE XKENaHUAT edeKT. AKO He © HaueH OeTa;-aroHuceT, MOXKE Ja ce U3NOoN3BA U JOTIAMHH.
Moske n1a ce NPWIOKH H aTponHH cyndar (o1 0,5 Ao 2 mg WHTpaBeHO3HO), 34 Aa ce GIOKHPa BaryCHMs
HEpPB. AKO He OBbc NOCTHrHAT KEMaHUAT eheKT, MOXKE A3 C€ H3INOA3BA APYLO CHMIATOMHMETHYHO
CPCACTEO, HAINP. adp€HATHH WIH HOpaaApCHaIHH.

Ha naimenTta Moke CElI0 Aa ce qaae 1-10 mg rmrokaroH. Moske aa ce Haloxu Tepanus ¢

NEHCMEHKED. 3a ia c€ NpeRoTBpaTAT OpOHXOCHa3MH, MALMEHTHT MOXKE [1a NOMYYH HHTPABEHO3HEH
OeTas-arOHMCT.

benexka
JO3HTe 3a NeyeHHUe Ha MPeo3UPaHe Ca MHOr'O NMO-BUCOKH OT 00HYalHUTE TEPANeBTHYHH A03H, Thil
KaTo OeTa-penenTopHUAT Gnokep € Onokupan Gera peuentopure.

5.  ©®APMAKOJIOTMYHH CBOHCTBA
5.1 PapmMaxogHHAMHMHH CBOHCTEBA

(dapMaxoTepaneBTH4YHA rpymna: bera-6nokupamu cpeacrsa, celeKTHBHH
ATC kon: CO7ABO2

Metonponon € cenekTHBeH 6eTa,-perenTopes Onokep, T.€. Toii Onokupa OeTa-peLerITopHTE B
CBPLETO IPH AO03H, KOUTO ca 3HAYHTEIHO MO-HUCKH 0T HeoOxoaumMuTe 3a Onoknpane Ha Oeta;-
peuenTopure.

MeTonposon vMa caMo He3HauuTeNnen MeMOpaHO-cTaOMIHIHpaI e(eKT H He [TOKa3Ba HUKAKLB
aroHUCTHUYEH edeKT.

Mertonposon HamanAsa ik GIoOKKpa CTHMYJTHpaIHg €pEKT BbpPXY CHPIIETO Ha KATEXONAMHHHKTE
(koMTO Cce 0cBOOOKAAaBAT 0cOOCHO TTPH PHIHUECKH H YMCTBEH c1pec). MeTomponon peaylimpa
TAXUKAPAHATA, YBEIHYCHHS ChpAcUeH OeOUT M yBeJIM4eHaTa Chp/ledHa KOHTPAKTHIHOCT, KOHTO
OOHKHOREHO c€ MPUUYMHABAT OT PA3KOTO YBeJIHUEHHE Ha KATEXOMIaMHHHTE, H MOHWKABA KPEBHOTO
HamsiraHe. [ iasMeHaTa KOHUEHTpalus ¥ ehukacHOCT (beta;-610Kana) Ha METONPONON B Taﬁnerlm c
YABIKEHO 0CBODOKIaBaHe ca No-CTabUIHM B NpoAk/LKeHHe Ha 24 yaca, OTKOJIKOTO 10C '
NOCPEACTBOM KOHBEHUHOHANHH TabneTHH ¢opMH Ha CeleKTUBHH OeTai-pelentopHH 6

Tvit KaTO IIA3MEHHUTE KOHLICHTPAILHH ¢a CTA0WIHH, KIMHHYHATA 0eTa|-CeIeKTHBHO
NOIYYEHATA ¢ KOHBEHUHOHaHH TabneThy GopMH Ha CeNleKTHBHH OeTa;-peLienTop
TOBA PHCKBT OT HEXEJaHU edeKTH, KOMTO ce aCOLHHPAT ¢ IHKOBE HA KOHLIEHTPAIl
Opanvkapaua 1 cnabocT B KpalHMIMTE ), € MHHHUMAaJIEH. AKO € HeoOXOAHMO, METOIIP
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yHnoTpeOH 3aeaHo ¢ 6eTa;-aroHUCT pU NALMEHTH ChC CUMMTOMM Ha 00CTpyKTHBHA GenopobHa
bonecr.

Edexr npu chpaevsa HeROCTATBYHOCT:
B npoyuranero MERIT-HF (3991 naumenTH ¢ XpoHH4Ha cbpAedHa HeAocTaTRuHOCT, Kiac [I-IV no

NYHA u dpakums Ra marnacksate < 40%) Metonponon e koMOMHHpaH CHC CTAHAAPTHA TepanHi 3a
ChpIeYHA HEOCTATHYHOCT, T.€. JHypeTHK, ACE nHxuburop win xuapanasu, ako ACE uaxuburopsT
HE ¢e MOoHAacH, MPOABLIDKHTEIHO ASHCTBAL HUTPAT HAH AHTHOTEH3IUH-1[-aHTArOHMCT H, NpH
HEOOXOAHMOCT, CHPACUCH IMHKO3H . OCBEH OCTAHANMTE PE3yITATH, IPOYHYBAHETC MOKA3BA
MOHHYKEHHE Ha 0011jaTa CMBEPTHOCT B cpaBHEHHME ¢ Ianueto ¢ 34% [p=0,0062 (kopurupaHo);
p=0,00009 (HomuHanHO)]. OT rpynaTa Ha MeTONPONIoN YmMupar 145 naumentu (cMBpTHOCT 7,2% Ha
NalHEeHTO-TOANHA B NiepHoa Ha Mpocneadsane) B cpasHenue ¢ 217 (11,0%) ot rpynara ua mwauebo ¢
oTHOcHTENEH puck 0,66 [95% CI1 0,53 - 0,81].

B enno KuTalCKO NpoyyBase ¢ yyacTieTo Ha 45 852 naupeHTH ¢ OCTHp HHEPKT Ha MHOKapAa
(npoyusaHeTro COMMIT) kapauoreneH 110K BL3HHKBA 3HAYMMO TIo-uecTo (5,0%) npu Tepanus ¢

METONPONIOI, OTKONKOTO ¢ mnauedo (3,9%). Tozw edekt e ocobeHo OYeBHAEH NPH CIEIHMTE TPYIIH
MalHeHTH:

OTHOCHTENHA 4ecTOTa Ha KapAHOTCHEH 0K B KOHKPETHHTE IPYITH MALHEHTH B IPOYYBAHETO
COMMIT:

XapaKTepHCTHKH Ha I ['pyna 3a Tepanus
NALHEHTHTE Metonponon | Ilnauebo
Bxapact > 70 ronunu 6,1%
KpwBHo nanirane 5,4%
< 120 mmHg
Copaeyna yectora > 110/min 11,0%
Killip-knac III 9,9%

IlenuaTpuyHa nomyaalysg
IIpu 144 neaMaTpH4HH NalMEHTH (Ha BB3pacT oT 6 1o 16 roauuu) ¢ npeIMMHO eceHIHATIHA

XHIIEPTOHHA B €HO 4-CEAMHYHO NPOYYBAHE € MOKA3aHO, Y& METOIPOJION HAMAIABa CHCTOIHOTO
KPBBHO Hamsrase ¢ 5,2 mmHg npu 0,2 mg/kg (p=0,145), cbe 7,7 mmHg npu 1,0 mg/kg (p=0,027) u ¢
6,3mmHg npu no3u ot 2,0 mg/kg (p=0,049) ¢ maxcumym 200 mg/neH B cpasrenue ¢ 1,9 mmHg npu
1ane6o. [IOHMKEHHETO Ha IMACTOHOTO KPBBHO HaAraHe e ¢hoTBeTHO 3,1 (p=0,655), 4,9 (p=0,280),
7,5 (p=0,017) n 2,1 mmHg. He ce Hab:Ti0naBaT SBHH PalTHUHSA B IOHIKEHHETO Ha KPBBHOTO
HaJIfiraHe Bb3 OCHOBA HA BBL3PACTTA, cTagHs o Tanner wam pacoBata NpHHALNEKHOCT.

3.2 DapMaKOKHHETHYHH CBOHCTBA

AbcopOums U pa3npeneiIeHue
MeTonposon ce abcopbupa HarbiaHO clief nepopanHo npunoxenue. [lopaau m3pazeH MeTaboIH3BM

[IPM [TbPBO NpeMHHABAaHe HATHYHOCTTA ClIe/l €AHOKpATHA NEpopaliHa 033 Bh3IM3a HA IPHOIU3HTENTHO
50%. bHOHaNM4YHOCTTA Ha TAbNETKHTE C YABIDKEHO OCBOGOKAABaHE € MpHOIH3KHTENHO ¢ 20-30% I1o-
HHCKA, OTKOJIKOTO Ha KOHBEHITHOHATHHUTE TabneTki. Tora obave HiMa KIMHHYHO 3HAYHM eEeKT, Thil
Karo croiHocTutTe Ha AUC (TIyJIic) ca ChILMTE, KAKTO U 38 KOHBEHIIMOHANHHTE TabeTkH. CaMo eHa
MaJIka 4acT OT MeTonpono, npudbnusurento 5-10%, ce cebp3Ba ¢ I1a3MEHHUTE IPOTEHHH,

Bceska Tabnetka ¢ yab/bkeHo 0ocBoG0xIaBaHe CHABPKA rofiaM Gpoii MeNeTH ¢ KOHTPONMpPaHO
ocsoOoxIaBane. Beska nenera € 0GBHTA ¢ MOTHMEPEH QHIM, KOHTO KOHTPOIHPA CKOPOC
OCBOOOXKIaBaHEe HA METOIIPOION.

Tabmetkara ¢ ynnmkeHo ocBofoxaBaHe ce paznana Gbp3o W rpaHyIHTe Ce pasNphe
CTOMALIHO-YeBHHUA TPAKT, KBAETO METONIPOJION C€ OCBOOOKIABA HENIPEKBCHATO B II
20 yaca. EnMMUHaIMOHHHAT MOJYKHBOT HA METOMPOION BL3JIM3a Ha cpeaHo 3,5 yaca
»MeTabonuzsM u enuMuHupane’). Cnen NPHIOKEHUE BEAHBK JHEBHO JIOCTHIHATATA
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[UiasMeHa KOHLUCHTpANWA Ha METONMPONION € HpHﬁJ’lHBHTﬂI[HO ABa ITBETH ITO-BHCOKA OT MHHHMAJIHOTO
INIA3MECHO HHBO.

MeTabonusbM 1 eNMMUHHMpaHE
MeTomnponon ce merabonusupa nocpeCcTBOM OKCHAUpaHe B YepHusi Apod. Tpure u3BecTHH

MeTaboIiTa He NOKA3BAT KIMHMYHO 3Ha4YuM Onokupaiy OeTa-pelenTopuTe eheKT.

Metonposon ce meTaGonu3upa rMaBHO, HO He H3KJIFOYATENHO, OCPEACTBOM YEPHOAPOOHHS €H3HM
uproxpom CYP2D6. [lopaau nonumopdmuzma Ha rena CYP2D6 chlecTBYBAT MEKIYHHIUBHAYATHH
Pa3JIMKH B CTeneHTa Ha MeTabonuamMa ¢ 6aBau Metabonmzaropu (npubausurento 7-8%), KOUTO
NOKA3EaT NO-BHCOKH IUIa3MEHH KOHLIEHTPAIHH H 10-0aBHO eIMMHHHpAaHe OTKONKOTO OBp3uTe
meTabonnzatopu. [IpH oTaemHITE MAUMEHTH 00ave MTa3MEeHHTe KOHLIEHTPALIMH ca CTabGHWIHH W
BB3IIPOH3BOIHMH.

[Ioeue or 95% ot eqHa nepopanHa no3a ce ekckperupar c ypuHara. [Ipubmisurento 5% ot no3ara, B
OTACHHH cirydaH 10 30%, ce eKckpeTHpar HenpoMeHeHH. [LiasmeHuaAT enuMHHALIMOHEH MOTY)KHROT
Ha METOIMPOJIOI Bb3JIK3a CpeAHO Ha 3,5 yaca (auanazoH: 1-9 yaca), O6muar kixdpbHe € 1 1/min.

DapMaKOKMHETHKATA Ha METOTIPOJIOI TIPH HALIMEHTH B CTAPYECKA BB3PACT HE CE Pa3ivuaBa
3HAYHTEIIHO OT Ta3H NMpH NMO-MIAAK NauueHTH. CHCTEMHATa HAUTHYHOCT M eIMMHHHPAHETO HA
METONPOJION ¢a HOPMAaJIHUA NIpH NaleHTH ¢ 6p0peuna HeocTaTbuHoCT. EnMMHUHHpaneTo Ha
meTabonuture obaye e no-6asxo. IIpu mameHTH CBC CKOpPOCT Ha roMepynHa ¢untpanus (GFR) noa
5 ml/min ce Habmonapa 3HAYMMO KYMY/IHpaHe Ha Metabonurure, Topa oOaue He ROOM A0 NOBHLIEH
e(eKT Ha OJ10KHpaHe Ha OeTa-pelienTOpUTE OT METONPONOIL,

IlIpu nampenTH ¢ yepHoapoOHa 1Mpo3a GHOHATTHYHOCTTA Ha METOMIPOION MOKE 1A CE YBENHYH, 4
OOIIMAT KIIMPEHC MOXKE Ja C€ [IOHIKH, Y BeJIMUEHHETO Ha OHOHAMHYHOCTTA odaue ce cMATa 3a
KITHHHYHO 3HAYMMO CaMO [pH MAaLHEHTH ¢ TeXKKO YBpexaaHe Ha YepHoapoOHaTa QYHKLHNA WM
MOpTOKaBajieH IBHT. [IpH MauMerTH ¢ NOPTOKaBaJIeH IIBHT OOLIMAT KIIHPHHC Bh3NH3a Ha
npHbauzuTento 0,3 I/min u croiiHocTute Ha AUC ca npHOIH3MTENHO IIECT ITHTH MO-BHCOKH
OTKOJIKOTO IIpH 3PABH NHLA.

IleAnaTpuyHa norynauns

(DapMakOKHMHETHIHHAT MPOQIIT HA METOTIPONON MPH NeJHATPHYHY XUINEPTEHIUBHU NAIHEHTH Ha
Bb3pacT ot 6-17 roaunu e nogo0eH Ha (papMaKOKHHETHKATA MPH BB3PACTHH, ONHCAHA IIO-TOpe.
OueBHIHHAT nepopaneH KnupbHC Ha metonponola (CL/F) ce yeenuuara JTHHEHHO ¢ TEAECHOTO TETO.

5.3 TIlpeaxkanHHYHM AaHHH 32 OezomacHOCT

Hek/TuHUYHITE NaHHH HE NOKA3BaT 0COOEH PHCK 32 X0pa Ha 0a3aTa Ha KOHBEHIIHOHATTHHUTE
apMakonoruyHK Npoy4YBaHUs 3a 0€30MaCHOCT, TOKCHYHOCT IIPH MHOTOKPATHO NPHIATAHE,
F€HOTOKCHYHOCT HITH KapuuHoreHed roreHuman. Ilono6Ho Ha npyru B-6noxepu MeTonponon
IPpHYHHABA TOKCHYHOCT Ha Malikara (HaMaJIeH [IPHEM HA XpaHa H NOHIKEHO TENeCHO TETIO) H

eMOpuoHanHa/deTanHa TOKCHYHOCT (TIOBHIIIEHA YECTOTA Ha Pe30pOLMH, MOHHKEHO TETTIO HPH
paxJaHe HA MATKHTE, 3a0aBeHO PU3MYECKO Pa3BUTHE) IPH BUCOKU AO3H, HO HE € TEPATOTCHEH,

6. @®APMAIEBTUYHW JAHHU
6.1 Coacbk Ha NOMOINMHATE BeIIIecTBA

Copyeguna na mabnemrama
3axaposa

llaperruHO HHLIECTE
Maxporon 6000

[Tormakpunarua agucnepens 30%
Tanx
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[Topuaon K

MuKpoOKpHCTanHa uenysio3a

Marne3ues creapat (Ph. Eur.)
Konounen cunuuues auokcua, 6e3soeH

Obeuexa na mabaemkama
Xurnpomenosa

Tank

Maxkporoa 6000

TuranoB auokcun (E171)

6.2 HecnbBMeCcTHMOCTH
Henpunoxumo.

6.3 Cpok Ha rogHocr
3 rOAMHH.

byruika or nonuerunex ¢ Bucoka mrsTHOCcT (HDPE): [la ce u3nonsea B pamkuTe Ha 6 Mecena ciep
OTBapsSHETO.

6.4 Crhenua/iHH YC/JIOBHSl HA ChXPAHEHHE

Ja He ce cpxpansasa Hajg 25°C.
p

6.5 Bwuau cbabpxKaHHE HA OMAKOBKATA

ANTyMUHHH/aTyMHHKEB OnucTep

23,75 mg /47,5 mg /95 mg /190 mg

Onakosku ¢ 10 x1, 14 x1, 20 x1, 28 x1, 30 x1, 50 x1, 60 x1, 90 x1, 98 x1 u 100 x1 Tabnerku c
YABIDKEHO OCBODOXKJaBaHe.

95 mg/190 mg
Kanennapuu onakosku ¢ 14 x1, 28 x1 u 98 x1 Tabnerku ¢ yab/keHO 0cBOOOKIaBaHe.

bytunku or HDPE ¢ kanauku Ha BUHT OT nonumnponuieH (PP)
23,75 mg /47,5 mg /95 mg /190 mg
Onaxkosku ¢ 30, 60, 100, 250 u 500 TabneTku ¢ yab/KEHO 0CBOOOK1aBaHE.

He Bcuuku BMOBE ONAakoBKM MoraT Aa 6baT mycHaTH B npoaaxoa.

6.6 CunennanHu npeaAnasHH MepPKH NPH H3XBLpJisAHE H paboTa

HsmMa cnenMasHA U3MCKBAHMA.

Heusnon3saHusT ieKapCcTBEH NMPOAYKT WM OTNAJIbYHUTE MaTEPHATH OT HEro TpAOBa J1a ce U3XBBPIAT
B CbOTBETCTBHE C MECTHHUTE M3MCKBAHH.

y i IPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel,
['epmanus
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8. HOMEP(A) HA PASPEINEHHUETO 3A YITIOTPEBA

Merocran CR 23,75 mg - Per. Ne: 20160257
Metoctan CR 47,5 mg - Per. Ne: 20160258
Merocran CR 95 mg - Per. Ne: 20160259
Meroctan CR 190 mg - Per. Ne: 20160260

9. JAATA HA ITbPBO PA3PEIIABAHE/IIOAHOBSIBAHE HA PAZPENNIEHHUETO 3A
YIHOTPEBA

Harta Ha mepeO paspemaane: (09.08.2016

10. JATA HA AKTYAJIN3HPAHE HA TEKCTA

02/2017
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