KPATKA XAPAKTEPUCTHKA HA IMTPOAYKTA

1. HUME HA JTEKAPCTBEHMUS ITPOAYKT e AR P Y- /62
Kapaurpber 25 mg ¢punmupanu TabneTku
Carditrust 25 mg film-coated tablets ; Sosy-& 01-10- 2026

Kapaurpber 50 mg ¢punmupanu tabneTku
Carditrust 50 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Bcesika Tabnerka cuabpaka 25 mg eruiepeHoH (eplerenone).
Bcesika Tabnerka cwabpka S0 mg eruiepeHoH (eplerenone).

[1OMOLIIHO BELIECTBO C U3BECTHO AE€HCTBHE:
Bceska Tabnerka ot 25 mg cbabpka 38 mg n1akTo3a MOHOXM/IpAT (€KBUBAJICHTHU Ha 36 mg j1akTo3a)

(BK. TOuka 4.4).
Bcsaka Tabnerka ot 50 mg cvabpxka 76 mg 1akTo3a MOHOXH/ApAT (EKBHBAJIEHTHH Ha 73 mg JIaKTO3a)

(BkK. TOYKa 4.4).

3a NMbJIHUA CITUCHK Ha NMOMOLIIHUTE BELIECTBA BHXKTE TOYKA 0.1.

3. JIEKAPCTBEHA ®OPMA

duimMupaHa TadseTka

25 mg XKbATH, pPOMOOBHIAHH, ABOMHOM3ITBbKHANW (PUIMHPAHH TA0JIETKH C LUMPUHA NTPHOJIM3HUTEITHO
6,4 mm u ab/pkuHa 7,4 mm, rpasupanu ¢ ,,E25% o1 eqHaTa cTpaHa M I1aJIkM OT Jpyrara.

50 mg KbaTH, pOMOOBUIHK, ABOMHOU3NMBbKHAJIM (PUAMHpPaHH TAaOJIETKH C LUIMPHHA NMPHUOITU3UTEITHO
8,0 mm M abpKkMHA 9,5 mm, rpaBupaHu ¢ ,.ES0™ OT eaHaTa cTpaHa M rjajiky ot apyrara.

4. KJHUHHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3ZAHHS
EnnepeHoH € nokasas:

- KaTo JIONbJIHEHHE KbM CTaHJAapTHA Tepanus, BKatouBala 6era-010kepH, 3a HamassBaHe Ha
PUCKa OT CHP/IEYHO-CH0BA CMBPTHOCT M 3a00/1€BAEMOCT MPH NALIMEHTH B CTAOUIH3HPAHO
cbeTossHME ¢ neBokaMepHa auchyHkuus (LVEF < 40%) v k1MHUYHK J0Ka3aTelIcTBa 3a
ChpJ€YHA HEJIOCTATBYHOCT CJIeJl HACKOPO npekapaH HH(apKT Ha MHOKap/a.

- KaTo JIOMbJIHEHHE KbM CTaHAAPTHA ONTUMAJIHA TEpalMs, 3a HaMaJIABaHE Ha PUCKA OT CbPAEYHO-
CbhJ0BA CMBPTHOCT M 3a00J1I€BAEMOCT NPH Bb3PACTHH MALMEHTH CbC Chbp/I€YHAa HEJAOCTATBYHOCT
knac Il (xpoununa) no New York Heart Association (NYHA) u neBokamepHa CHCTOJTHA

auchynkums (LVEF <30%) (Bxk. Touka S.1).

4.2 Jl03HpPOBKA H HAYHH HA NPHJIOKEHHE

J1o3upoBKa

3a na ce aaanTupa HHAMBU/YAJIHO /103aTa, Ca HAJIMYHHU KOHUEHTpauUMuHu ot 25 mg U 50
MakcumaiHaTa JHeBHa j103a € 50 mg.
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Hpu nayuermu cbc copoeuna nedoCcmameyHOCm CAe0 UHapKIm Ha Muoxapoa.

[IpenoprunTensaTa nogAbpKallia 4032 efuiepeHoH € 50 mg BeaHbX qHeBHO. Jleuennero TpsabBa aa
3aMoYKe ¢ 4032 OT 25 Mg BEAHBK AHEBHO, KOATO Ja ¢ TUTPHMpPa A0 NpHLIeNHaTa aAo3a oT 50 mg
BEIHEXK NHEBHO, 3a NPEeANOUMTAHE B PAMKKTE Ha 4 CEOMMLIK, KaTO C& KMAT NPEABHA CTOHHOCTHTE Ha
Kanuii B cepymMa (Bxk. Tabnuua 1). Tepanuara ¢ eriepeHoH 0OHKHOBEHO TpAOBA Ja 3an0YHe B paMKHTe
Ha 3-14 nHM ciel OCTBP MHOKApAeH HHQApKT.

ITpu nayuenmu cvc covpoeuna neoocmamoyunocm kaac I no NYHA (xponuvna):

I1pu naumeHTH ¢ XpoHHYHA chpaeuHa HegocTaTbuHOCT Kiac H mo NYHA, neuennero tpabsa na
3aMOMHE C A03a 0T 25 mg BeAHbXK AHEBHO, KOATO Ja ¢€ TUTPHpa A0 NMpHULenHa A03a oT S0 mg BeAHDbXK
JAHEBHO, 3a NMPeANOYHTaHEe B paMKUTE Ha 4 CeIMHLIM; KaTO C€ HMAT NPEABHI CTOHHOCTHTE Ha KaJIHi B
cepyMa (Bx. Tabnuna | ¥ Touka 4.4).

[Ipy NauMeHTH ChC CTOHHOCTH Ha CepyMHUs Katuh > 5,0 mmol/l ue Tpabea na ce HazHauaBa e4CHHE
C eruiepeHoH (BX. Touka 4.3).

CepyMHHAT Kannii Tpa0Ba 1a ce onpeaesis Npeay HAYI0TO Ha TEPANMATA C CILIEPEHOH, Npe3 TLPBAaTa
ceAMHLIA H €JHH Mecell C/IER HaYAJIOTO Ha JICHEHHETO WIH [IPH KOPHrHpaHe Ha no3ara. Cnex Topa
CepyYMHUAT Kanui Tpadea Qa ce OueHABa NEPUOAUUHO, NP HEOOXOIHMOCT.

Crnea Ha4anoTo Ha TepanuaATa, 103aTa TpaOBa Ja c€ KOPHTHpa Bh3 OCHOBA HA CTOMHOCTHTE Ha
CEpYMHMA KaJIW#i, KaKTO € noka3aHo B Tabnuua 1.

Tabnuua 1: Tabnuia 3a KopurupaHe Ha 403aTa cJiel 3anouyBaHe Ha JieyeHHe
lelicTBHE KOPHrHEpaHe HA J03aTA

5,0

[lopHiiaBaHe Ha no3ata 25 mg npes JieH A0 25 mg BEAHBXK JHEBHO

25 mg BeAHBX AHEBHO 10 50 mg BeAHbXK

3,0-5,4 [TonabpkaHe Ha ao3aTa He e HeoOxoaHMa KOpEKLIMA HA RO3aTa
,9-5,9 [lonr)kaBaHe Ha Ao3aTta (0 mg BeAHBX AHEBHO A0 25 mg BEOHDBK

THCBHO
25 mg BEAHBK AHEBHO A0 25 mg npe3 ACH

25 mg npe3 JeH A0 BpeMEHHO NPEKpaTABaHe
Ha JICYEHHETO

BpeMeHHO npekpaTasaHe Ha  [Hempunoxumo
e4YE€HHETO | |

Cnen BpeMEHHO NPEKpaTABaHE Ha JIEUEHHETO ¢ EIUIEPEHOH NOopady JOCTHIaHE Ha CEpYMHKA KajHii 10
CTOHHOCTH > 6,0 mmol/], neveHneTo ¢ erUiepeHoH MoXke Aa ce Bb300HOBH € A03a 0T 25 mg npe3 AcH,
KOraTo cToliHocTHTE Ha KanHii cnagHar noxa 5,0 mmol/l.

i

ITeouampuuna nonynayus
be3zonacHocTTa ¥ €PUKACHOCTTA Ha €INIEPEHOH NPU AeLia K I0HOLUH He ca YCTaHOBeHH. HanuuHuTe
NoHAacCTOALLIEM JAHHH Ca ONMHCAaHH B TOUKH 5.1 u 3.2

11 ayuermu 6 cmadpiecka gov3pacm

CTapyecKa Bb3PacT PUCKDBT OT XHIEpKaTHEMHA € NOBUILEH, NOpaaH 00yCIOBEHOTO
HamansBaHe Ha 6BOpeuHaTa GyHkuMa. To3U pHCK MOXe 1a ObJE JOMBIHHTEIHO Y]
HAJTHYHETO Ha ChITBTCTBALLH 3a00nsaBaHMA, CBLP3aHH € MOBHILEHA CHCTEMHA €KC
CNICLIMAJTHO MPH JICKA 0 YMEpPEHa CTeleH Ha yepHoapobHo yspexaaHe. [Tpenopbyt
NpocieagBaHe Ha CTOHHOCTHTE Ha CEPYMHHs KanuH (BXK. Touka 4.4).
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bvbpeuno yepexcoane
[Tpn naupeHT! ¢he cabo u3paseHo HBOpeuno yBpeXKaAaHe HE C¢ HINCKBA KOPEKI[HA HAa HayalHaTa
nosa. IlpenopbuBa ce NepUOAHYHO NPOCNEAABAHE HA CTOHHOCTHTE HA CEPYMHHA KANTHA C aflanrHpaHe

Ha go3aTa cnopea Tabnuua 1.

[Tpu naumeHTH ¢ ymepeHo 6b6peuno yspexaane (CrCl 30-60 ml/min) neyennero Tpabea aa 3arnouxe
¢ 21033 OT 25 mg npe3 JeH U 103aTa Aa CE KOPHTHPa Bb3 OCHOBA HA CTOMHOCTHTE Ha KAJTHH (BXK.
taGnuua 1). IIpenoprysa ce NEPHOAHYHO NPOCIEASBaHe HA CEPYMHMS KaTHi (BXkK. Touka 4.4).

Hsama onut npx nauueHTH ¢ CrCl <50 ml/min ¢be chpaeyHa HEAOCTATLYHOCT, HACTBITHIA ClIEA
HuHpapKT Ha MHOKapaa. U3non3BaHeToO Ha EMIEPEHOH NPH TE3H NALIMEHTH TPAOBa Zia C€ U3BBPIIBA C
nosuiuedo BuumanHue. Ilpu naupwenT ¢ CrCl <50 ml/min He ca npoy4yBaHH OHECBHH 103U, KOUTO

HaJBMILIABAT 25 mg.

[Tpu naupenTn ¢ Texko 6udpeuno yspexaane (CrCl <30 ml/min) ynotpebaTa Ha €TuIEpeHOH €
NPOTHBONOKAa3aHa (BXK. Touka 4.3). ErniepeHoH He ce AHaTH3Hpa.

Hepnoopobuo yepescoane

[IpH nauMeHTH ¢ JeKa A0 YMEpeHa CTeNeH Ha 4epHOoApoOHO yBpeKJaHe He Ce Hanara KopeKkLus Ha
HayaiHaTa J03a. [Iopaan NoBHiICHa CHCTEMHA €KCMO3ULIMA Ha EIUIEPEHOH NPH NMALMEHTH € N€KO A0
YMEPEHO YepHOAPOOHO yBpEKAaHE, MPH TE3H NALMEHTH Ce NpenopbyBa 4eCTO H PCAOBHO
NpocegBaHe HA CEpYMHHA Kanuit, oco0eHO KOraTo ¢a B CTapyecka Bb3pacT (Bx. Touka 4.4).

Cenvmcmeanyo aeyedue

[lpu eaHoBpeMeHHO NeueHHe ¢ ek 1o yMepeHH CYP3 A4 uuxuburopu, Hanp. aMHOJapoH,
AUIITHA3EM W Bepanamui, IEUeHHETO Moxke J1a 3aMoMHE ¢ 103a OT 25 mg BeAHbK AHeBHO. Jlo3arta He
TpAOBa fa HaABHIIABA 25 mg BEAHBK AHECBHO (BXK. TOYKa 4.5).

Ha4ynH Ha NpUIoXKeHHE

[lepopanHo npriIOKEHHE

Tabnetkure TpadOBa Aa ¢ NOrNLILIAT LEH, C BOAA.

EnnepenoH MoxXe Ja ce mpwiara ¢s¢ WM 6e3 XpaHa (BX. ToO4Ka 5.2).

4.3 IIpoTHBONOKA3ZAHHS

- CBphLX4yBCTBUTE/IHOCT KbBM 8KTHBHOTO BELLECTBO WIH KbM HAKOE OT ITIOMOLIHHTE BELECTBA,
H30poeHH B TOUKa 6.1.

— [TauueHTH ¢ H3XOAHHM CTOMHOCTH Ha cepyMHHA Kanmii > 5,0 mmol/];

—  TMaumenTH ¢ Texxxa 6p6peuna HenoctaTbuHocT (€GFR < 30 ml/min/1,73 m?);

- ITaumeHTH ¢ Texka yepHoapodHa HepoctarsuHocT (kiac C mo Child-Pugh);

— [laLHeHTH, KOUTO NMpHEMAT KaJHH-ChXpaHABAIM AMYPETHLIH WX MOLIIHH HHXHOMTOpPH Ha
CYP3 A4 (Hanp. ATPaKkoHa3071, KETOKOHA30/1, PUTOHABHP, HEI(DUHABHD, KIAPHTPOMHLIHH,
TENUTPOMHULIMH M Heda3oaoH) (Bxk. Touka 4.5);

= KoMOuHHpaHeTo HA HHXHOMTOP Ha AHTHOTEH3HH-KOHBEPTHpaus ¢H3uM (ACE) u
aHrHOTeH3HH-perenTopeH 0nokep (APB) ¢ ennepeHoH.

4.4 CnenHaJ Hu NPeAYNPeK/IcHES H NpeAna3HE MEPKE npH ynorpe6a

Xunepxanuemus
ITopanu MexaHM3Ma Ha ACHCTBUE Ha EIUICPEHOH NPHU yNnoTpedaTa My MOXKe Ja Bb3HHE
xunepkanuemus. [Ipy scuuku naumeHTH TpaOBa Aa ce HabmoaaBaT cepyMHHTE £
HaYaJI0TO Ha JIEYESHHETO U NPH MPOMAHA Ha Ao3ata. Cnea TOBa C€ NpEnopryBa
MOHUTOpHpaHe, 0OCOOEHO NMPU NaLMEHTH C PHCK OT NMOSBA HA XUIICPKATTHEMHA,
CTap4yecKka Bb3pacT, MalMeHTH ¢ OpOpeuHa HenOCTAaTEYHOCT (BXK. TOYKa 4.2) v N§
ce npenopb4ea ynorpedara Ha KanueBU N00aBKH Ciiell 3an04YBaHe Ha TEPAIHA C ¢
MOBHILICH PUCK OT XHnepKanueMus. [JokaszaHo €, 4ye MOHWKaBaAHETO Ha A03ATa Ha ¢
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HaMaJIfBa CEPYMHHUTE CTOMHOCTH Ha Kanus. B enHo npoyuBaHe € 10Ka3aHO, Y€ NPHOABIHETO Ha
XHAPOXJIOPOTHA3H KbM TEPAINATA C EIUIEPEHOH KOMIEHCHPA NOBHILABAHETO HA CEPYMHRA KANHH.

PHUCKET OT XurnepKanHeMHs MOXE J1a C€ YBE/IM4H, KOraTo €IUIEPEHOH c€ H3N03Ba B KOMOHHaLMA ¢
ACE waxuturtop w/unn APB. Kom6unaimsta ot ACE uixuburop u APb ¢ ennepeHoH He TpaOBa aa
ce U3non3pa {BikK. TOUKH 4.3 1 4.5).

Bvbpeuno yapescoane

. MpH nauuenTH ¢ yBpeaesa 6p0peusa GpyHKUMA, BKIIOUKTETHO AHabeTHa MHKpOoanOyMHHYPHS
CTOMHOCTHTE Ha Ka/Md TpA0Ba 1a ce MOHHTOPHPAT PEAOBRHO. PUCKLT OT XHIIepKanueMHs HapacTBa C
HaMaJABaHeTO Ha 616peuHaTa GyHKLUMA. BBripekH orpaHd4eHHTe AaHHH OT NPOYYBAHETO 34
edHKaCHOCT U TIPEXKUBAEMOCT TIPU MIPUIIOKEHHE Ha CIUIEPEHOH NMPH ChPIeYHA HEAOCTATBYHOCT CIIE]
ocThp MHOkapaeH HHpapkT (Eplerenone Post-acute Myocardial Infarction Heart failure Efficacy and
Survival Study (EPHESUS)) npu nauuenTy ¢ auaber Tun 2 1 MUKpoaibyMHHYPHA, TPH TO3H MAITBK
Opoii naumMeHTH ce HabmoaaBa NOBHLICHA YECTOTA HAa XUIIepKalHeMHA. Cle0BaTeNIHO, TE3H
natHeHTH TpAOBa na 6baaT NekyBaHHd ¢ MOBHIIEHO BHHMaHUE. ENNEpeHOH He ¢e AHaiH3Hpa.

Ueprnoopobuo yapeacoane

[pu nauKeHTH C IEKO A0 YMepeHo YepHoapobHO yBpekaaHe (knac A u B no Child Pugh) He ce
HabmonaBsa NOBHIIABAHE HA cepyMHHA Kanui Hax 5,5 mmol/l. [1pu nauueHTH ¢ nexo Ao yMepeHo
4YepHOAPOOHO yBpekKIaHe TpAOBa Aa ce MpoCcnensBaT CTOMHOCTHTE Ha elneKTpoauTuTe. Y norpebara Ha
eNJIEPEHOH MPHU NMALHEHTH € TEXKO YePHOAPOOHO YBpeKAaHE He € OLIeHABAHA U TIOPAIH TOBA €
MPOTHBOMOKAa3aHa (BXK. TOUKH 4.2 u 4.3).

Huoyxmopu na CYP3A4
EtHOBpEMEHHOTO MPUIAraHe Ha €IUVIEPEHOH ¢ MOLHH HHAYKTOpK Ha CYP3 A4 He ce npenopbusa (Bx.

TouKa 4.5). |

[To BpeMe Ha neueHHe ¢ erulepeHOH Tpabea aa ce n3barea ynorpebara Ha aumutl, yuxrocnopus,
maxpoaumMyc (BX. To4Kka 4.5).

[ToMOLIHHK BeUIeCTRA
Jdaxmoza
To3u nexapCcTBEH NPOAYKT ChbABPXKaA J1akTo3a.IlauneHTH ¢ penku HacneACTBeHH NpobneMH Ha

HEMOHOCHMOCT KbM ranakTo3a, NbJIeH JaKTa3eH Ae(PULMT WM MIOKO30-TraNnakro3Ha Manadbcopdbums He
TpAOBA Aa NIPHEMAT TO3H JICKAPCTBEH MPORYKT.

Hampuii
To3un nekapcTBeH NMPOAYKT ChaAbpxka no-mManko or 1 mmol rarpuii (23 mg) Ha TabneTka, T.€. MOXE Aa
Ce€ KaKe, Ye MPaKTHYECKH HE ChABPIKA HATPHIA.

4.5 B3aaMoaeHcTBHE ¢ APYIH JeKAPCTBECHHE NPOAYKTH H APYrH OpMH HAa B3IaHMOJAEHCTBHE

(dapMakoJUHAMHYHH B3aHMOAEHCTBUA

Kanuii-coxpanssawu ouypemuyu u xaruesu oobaexu

[Topaau NOBHILLIEH PHCK OT XHNIEpKaaHeMHU, eTUIepeHOH He TpAbBa Aa ce npuiara NpH NAlMeRTH,
NpHeMaIli APYTH KaHi-ChXPaHABaLY AUYPETHLH H KalTUueBH 100aBkH (BXK. TouKa 4.3). Kanuii-
CbXPaHABALIUTE AHLYPETHLH MOTaT ChILO Ja TOTEHUMUPAT ACHCTBHETO HA AHTHXHUITEPTEH3HBHHTE

CpPEeACTBA U Ha APYTH AHYPETHLM.

ACE unxubumopu, APb |
PHCKBLT OT XHMnepKaJlHEeMHA MOXKE Ja C€ YBEJIWYH, KOraTo eIIepeHOH Ce M3MoM3Ba
ACE unxuburop w/nnu APD. IlpenopbuBa ce peAOBHO NMPOCCAIBAHE HA CEPYMH
OnOpeuHaTa pyHKLUHA, 0COOEHO MpPH NALIMEHTH C PUCK 3a YBpeXaaHe Ha OrOpeyHa
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HalnpHMep NaLMEHTH B cTapyecka Bb3pacT. TpoliHaTta koM6buHauHa ot ACE nuxuburop u APb ¢
eTUIepeHOH He TpaOBa Aa ce u3non3sa (Bx. Toukd 4.3 n 4.4),

Jumuii

He ca npoBexaaHyi Npoy4BaHHA 33 IEKAPCTBEHN B3aMMOAEHCTBHSA Ha €IUIEPEeHOH ¢ JINTHIA. Brnpekn
TOBA NPH NMALHEHTH, PHEMAILH JIHNTHIT eAHOBpeMEHHO ¢ AHypeTHUH H ACE-naXuOuTOpH ce
HabnloaaBa JINTHEBA TOKCHYHOCT (BaXK. TOYKA 4.4). ETHOBpeMEHHOTO NPUIIOKEHNE Ha eIUIEPEHOH H
nuTHii TpsOBa na ce u3darea. IlnasMeHHTE KOHLICHTPALHK Ha NHTUH TpAOBa Aa ce NpoCiCasBaT, ako €

HeoOXoaMMa ynotpebara Ha Tasd KOMOMHaLUA (BXK. Touka 4.4).

L{uxrocnopun, maxporumyc

[ [MKIOCTIOpHH M TAKPOJIMMYC MOTaT Aa OBEAAT A0 yBpexaaHe Ha OnbpeuHara PpyHKIMA H
NOBHLIABAHE HA PHUCKA OT XHNepKkaineMusa. EanHoBpemeHHaTa ynorpeba Ha €ruiepeHOH H
LIMKJIOCTIOPHH WIH TAKpOJIUMYcC TpaOBa Aa ce H30area. AKo € HeoOX0AHMO ce MpenoprYBa
BHHMATEJTHO NIPOC/iEAABaHE Ha CepyMHUA Kanui u 6b0peuHara QyHKUHS, KOraTo LMKIIOCTIOPHH H
TAKPONUMYC TPAOBA Ja CE MPUIArart no BpeMe Ha JICUCHHUE C eIUIEpEHOH (BX. Touka 4.4).

Hecmepouonu npomusoevsnasumennu cpeocmea (HCIIBC)

OcTtpa 0p0peyHa HEAOCTATBLYHOCT MOXKE 18 Bb3HHKHE NPH PHCKOBH MalHEHTH (Bb3PACTHH,
AeXHApPATHPAHW NaLHeHTH, PHeMAallid JHYPETHLH, ¢ yBpeleHa Ou0peuHa QpyHkiHa) nopagu
HaMareHa roMepy/iHa QuaTpauns (MHXHOMpaHe Ha Ba3OAWNATHPAIUHTE NPOCTATMAHIHHH OT
HCIIBC). Te3u edekt 00MKHOBeHO ca ofparuMHi. OCBEeH TOBa MOXE 12 HMa HAMAJISBaHE Ha
aHTHXMNepTeH3uBHUA edekT. XuapaTupaiite nauydenTa u Habmonapaiite Ob0peyHaTa PpyHKUMA B
HaYaJloTO Ha JIEYEHHETO U PEAOBHO MO BpeMe Ha KOMOMHHpaHaTa Tepanys (BXK. TOYKH 4.2 1 4.4).

Tpumemonpum
EqHOBpeMEHHOTO NPWIOKEHHE Ha TPUMETOIPUM € ETUIEPEHOH YBEHYABA PHCKA OT XHIICPKANHEMHA.

Tpabra na ce npocneasBaT CEpyMHUAT KanHit U 6b06peynaTa pyHKUMA, 0COOEHO MPH MALMEHTH C
6B0peuHO yBpeKAaHEe U MPH MNALMEHTH B CTAPYECKa BB3PacT.

Ancpa-1 broxepu (nanpumep npasosun, airghyzozun)

[Tpu koMOHHHpane Ha anda-1 6okepH ¢ eliepeHoH CBLIECTBYBA Bb3MOXKHOCT 33 3aCHJICH
XHMOTEH3UBEH e(eKT W/ WIH OpTocTaTHYHa XUAOTOHUA. [IpH eAHOBPEMEHHO NMPHWIOKEHHE ¢ andga-1
ONnoKepH ce nNpenopbLYBa KIMHHYHO MPOCJICOABAHE 3a MOSBA HA OPTOCTATHUHA XUNIOTOHMA.

Tpuyurnuunu avmudenpecanmu, Hegpoaenmuyu, amugocmun, baxrogen
EanoBpeMeHHOTO NpiiaraHe Ha Te3M NEeKapcTBa ¢ eIUIEPEeHOH MOXKE NOTEHIHAIHO 1a YCHIU

AHTHXHIICPTEHIHBHOTO JNEHCTBHE H PHCKA OT OpTOCTATHYHA XHIIOTOHHA.

I nioxoxopmuxoudu, mempaxo3axmuo _
EAHOBpEMEHHOTO NMPUWIOKEHHE HA TE3H JEKAPCTBEHH NPOAYKTH C eIUIEPEHOH MOXKe NMOTEHLIHAIHO Ja
HAMAJIK aHTUXMIIEPTEH3UBHOTO ACHCTBHE (3aApBiKKa Ha HATPHUH U TEYHOCTH).

DapMaKOKHHETHYHH B3aHMONCHCTBHA

[IpoyuBanms in vitro nokasear, 4ye ernnepeHoH He € HHXHOuTOp HAa CYPI A2, CYP2C19, CYPZCS‘,
CYP2D6 win CYP3 A4 uzoensumute. EnnepeHoH He € cybeTpaT Wi HHXHOMTOp Ha

P-rnukonpoTeuHa.

Jluzoxcun
CucremHara exkcno3uumsa (AUC) na aurokcus ce nosuinana ¢ 16% (90% CI: 4%-30%) npy
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Bapgapun
He ce HaGmonaBat KIHHHYHO 3HAYHMH (apMaKOKWHETHYHH B3aUMOCACTBUA C BapgapHH.
Heo6xoaumMo € noBHilleHO BHUMAaHHE, KOraTo BapgapHH ce npuiara B A03u, O1u3ku 10 ropHaTa

rpaHMia Ha TEpaneBTUYHHA HANA3O0H.

Cybcmpamu na CYP3A4
Pesynrature ot hapMakokHHeTHUHH npoy4ranus ¢ CYP3A4 Tecr-cyOcTparw, T.€. MHAA30/1aM H
LH3ANPH/, He TTOKA3BaT 3HAYMMH (apMaKOKHHETHYHH B3aUMOIEHCTBUA, KOraTo TE3H JIEKAPCTBEHH

NMPOAYKTH C€ NPUIAraT ¢AHOBPEMEHHO C EILUIEPEHOH.

Huxubumopu na CYP3A44

= Mougnu uHxuorTOpH Ha CYP3A4: korato ennepeHoH ce npuiara €JHOBPEMEHHO C
NIEKaApCTBEHH MPOAYKTH, KouTo HHXHOUpaT CYP3A4 u3oeH3nma, MOTaT Ja HACTHIAT 3HAYHMH
dapmakoKHHETHYHH B3auMoAeicTBua. Momnnar unxuburop Ha CYP3 A4 (keTokoHason
200 mg nBa nbTH AHeBHO) noBuinaBa AUC Ha emnepeHoH ¢ 441 % (Bx. Touka 4.3).
EnHospeMeHHaTa ynorpeba Ha eruiepeHoH ¢ MolHK HHXHOHTOpH Ha CYP3 A4, karto
KETOKOHA30J1, HTPAKOHA30J1, PHTOHABKP, HEIQHHABHD, KINAPHTPOMHLIMH, TEJIHTPOMHLIHH H
Heda3oa0H € IPOTHBOMOKA3aHa (BXK. TO4Ka 4.3). |

- Cnabu 1m0 yMepeHH nHxubutopu Ha CYP3A4: eAHOBPEMEHHOTO NMPHIOKEHHE C EPHTPOMHLIMH,
caxkBHHABUP, AMHOAAPOH, IHITHA3eM, BepanaMui WiH ¢ryKOHa30J1 BOAH 10 3HAYMMH
¢apMaKOKHHETHYHH B3auMoAcHCTBHA ¢ noBHuIeHHe Ha AUC ot nopaabka Ha 98% no 187%.
Ero 3a1110 npH €JHOBpPEMEHHO npuioxkeHHe Ha cnabu no ymepenn uHxubnropu Ha CYP3A4 ¢
eMiepeHOH A03aTa Ha CIUIePEHOH He Tpa6Ba Aa HaABUIIABa 25 mg AHEBHO (BK. TOUKA 4.2).

Hnoyxmopu na CYP3A4

EnHOBpeMEeHHOTO NMPHIOJKEHHE Ha BT KaHTapuoH (MoieH HRaykrop Ha CYP3A4) ¢ ennepeHoH
noumxasa AUC Ha erepeHoH ¢ 30%. TTo-n3paseHo noHwkeHHe Ha AUC Ha eruiepeROH MOoXe 1a
HaCTBITH NpH ynoTpebaTa Ha owe no-cuAHKM HHAYKTOpH Ha CYP3 A4, kato pudamnuumn. [Topagn
PHCK OT NMOHIDKEHA €(PUKACHOCT Ha €IUIEPEHOH, €AHOBPEMEHHATa ynoTpeba Ha MOLIHH HHIAYKTOPH Ha
CYP3 A4 (pudamnuumy, kapbamazenvd, peHUTOHH, PeHOOapOUTAN, HKBAT KAHTAPHOH) C EMNIEPEHOH
He ce Npenopb4Ba (BXK. To4Ka 4.4).

Anmuayuou
B13 ocHOBa Ha pesyartarure 0T GapMAKOKMHETHYHO KITHHHYHO MPOYYBAHE HE CE 04YaKBa 3HAYHMO

B3aUMOAEHCTBHE NPH €AHOBPEMEHHO NMPHIOKEHHE HA AHTHALMIH C CIUVIEPEHOH.
4.6 Depruanter, 6peMEHHOCT H KEPMEHe

bpeMEHHOCT
Hsama noctatsyHo NaHHH 3a ynorpedara Ha erniepeHOH npu OpeMeHHu keHU. IIpoyuBaHus BLpXY
»KMBOTHH He MOKA3BAT MPEKH WK HeMpeKH BpeaAHH e(eKTH M0 OTHOLICHUE Ha OpeMEHHOCTTA,

eMOPHOHATHOTO H QETANHOTO pa3BUTHE, PKIAHETO H NOCTHATATHOTO Ppa3BHTHE (BX. TOUKa 5.3).
UsnckBa ce NOBHILIEHO BHHMaHHE NMPH NMPeANHCBaHE Ha CTUICPSHOH Ha OPEMEHHH KEHH.

Knpmene
He e M3BECTHO AANH CNEA NMEPOPATHO MPHWIOKESHHE ETUIEPEHOH C€ EKCKPETHPA B KbPMATA NPH XOpa.
Bunpeky TOBa, NpeAKIHHHYHHTE JAHHH NOKA3BAaT, Ue EIUICPEHOH H/HIIK METAOOIHTHTE MY CE
OTKPHBAT B KbpMAaTa MPH ILTLXOBE U HOBOPOJECHUTE ILUTBXOBE, HIIOXKEHH Ha EILUIEPEHOH NO TO3H
HAYHH, € pa3BHBAT HOPMAIHO. Thi KaTO BEPOATHOCTTA 33 HEXEJIaHH JIEKAPCTBEHH PeaKiINH BbPXY
KbpPMayeTo He € H3BeCTHA, TpAOBa 11a C¢ B3CME PEIUCHHUE NAlH Jia Ce MPEeYCTAHOBH KbPMEHETO WIH Ja
C€ NMPEYCTAHOBH NMPUEMA HA JIEKAPCTBEHHA MPOAYKT, KATO C€ HMA Npe/IBHA 3HAYCHHUETO Ha
JIEKapCTBOTO 3a MaHKarTa.

Qeprunnrer
[Ipu xopa HAMA HANWYHUA JaHHH OTHOCHO QEpTWINTETA.
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4.7 EdexTH BbpXY cnocobnocrra 32 modupane  pabora ¢ MAINHHA

He ca npopexxganu npoyuBaHHs 3a eeKTa Ha EMUIEPEHOH BbpXy cnOCOOHOCTTA 3a InoQpHpaHe WNH
pabota ¢ MawlHHK. ErnnepeHoH He NpeAH3BHKBaA CHHIIUBOCT WiH BJIOUIABAHE HA KOTHHTUBHUTE
¢yHKUMH, HO NipH wodHpaHe uny paborta c MalIHHK TPAOBA Ja ce MMa NPEABKY, Y€ MO BPEME Ha

JCUYCHHCTO MOXKE Ja C€ NOABH 3aMaAHOCT.

4.8 Hexenand JJeKaAPCTBEHH peaKIHH

B nBe NpoyvBaHHA - NPOYyYBaHe, OLICHABALIO ¢(PUKACHOCTTA H NPEKHBIEMOCTTA CJI€]] NPUIOXEHHe Ha
EIUIEPEHOH MPH ChpAeYHa HeaocTaTbyuHocT ciie HHGapkT Ha Muokapaa EPHESUS u npoyusane,
OLIEHABALLO XOCMHTAIM3HPAHETO H NPEXKHBAEMOCTTA CJICA MPHIOKEHHE HA SIUICPEHOH NPH JIeKa
¢opma Ha cepacuHa HeaocTaTbuHoCT {Eplerenone in Mild Patients Hospitalization and Survival Study

in Heart Failure [EMPHASIS-HF]) ofuiara yecroTa Ha HexenaH! ChbOMTHA MPH NPHIOKEHHE Ha

erUiepeHOH e rmoaoOHa Ha Ta3H npH rauebo.

N36poeHnTe no-nomy HexeNnaHH CLOMTHR ca Te3H, NPH KOHTO C€ MOAO03HPA BPB3Ka € JICHCHHETO H
KOHTO Ca MOBeYe, OTKONKOTO NpH w1anedo WiK TakMea, KOHTO Ca CEPHO3HHM H 3HAYHTENIHO NTOBEYE,
OTKOJIKOTO MpH 1auedo win ca HabnioaaBaHH MO BPEME HA NMOCTMApPKETHHIOBO RaOMI0AEHHE.
HexxenaHure cuOUTHA ca H30POEHH M0 CHCTEMO-OPraHHU KJ1acoBe H o abcoMoTHa YecToTA.

YecroTuTe ca aeHHUpaHH KaTo;

Mnozo yuecmu (21/10), Yecmu (=1/100 oo <1/10), Henvecmu (21/1 000 oo <1/100), Peoxu (=1/10 000
oo <1/1 000), Muozo peoku (<1/10 000), C neuzeecmua vecmoma (om Haiuunume OaHHU He Mooice 0a

b6v0e Hanpasena oyenka)

Tabnuua 2: Uecrora Ha HJIP npu ennepeHoH, aLebo KOHTPOIHpaHH NPOYYBaHHA

CacTeun-nPraﬂeﬂ Kjaac no MedDRA

HexenaHn peakunHH

Hndexnuy n uadecTallHu

Hevecmu NUENOHEPPHT, HHPEKLHSA, PapHHIHT
Hapymenns Ba KPLBTA B JHMPHATA CHCTEMA
Hevecmu €03HHODHIHS
Hapymennas 52 ¢eHIOKPHHHAATA CHCTEMa
Hewecrnu | XHIOTHPEOHAU3BM
Hapymenns na Merabonnsma H XxpaHeneTo
Hecmu XHNepKaniHeMHs (BXK. TOUKH 4.3 H 4.4),
XHIIEPXONECTEPONIEMHS
Hevecmu XUMOHATPHEMHS, ACXHAPATALHA,
| XHNepTPUrIHLepHAEMHA
IlcHXHYHA HApYIICHHA
Yecmu be3cpHHE
Hapymenns Ha HEpBHATA CHCTEMA
Hecmu CHHKOII, 3aMafgHOCT, r1aBodoiue
Heuecmu XHITOECTE3HA
Cunpaeunu HapymeHHus |
Hecmu NeBOKaMepHa ChpAeyHAa HeJOCTATHUYHOCT, NPEACHPAHO
_ MDBKICHE
Hevecmu TaXHKapans
Coua0BH HApYmeHns
Hecmu XHIIOTOHHUA
Heuecmu aprepHania TpoM003a Ha Kpajg IRTOSEATHYHA

XHINIOTOHHA

PecnHpaTOpHH, IPLAHE B MEARACTHHAJIHH
HApPYHICHHS
Yecmu

KallJiklia
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CToMamno-YpeBHA HAPYIIEHHSA ‘

Hecmu ANapHs, raaeHe, 3anek, NOBPhLIAHE

Heyecmu | ¢naryJieHIHs

HapymeHHS HA KOXKATA H NOAKOKHATA ThHKaH

Yecmu o0OpuB, ¢cbpbex

Heuecmu XHIEPXHAPO3a, AHTHOCAEM

Hapymienns Ha MYCKYJ/JHO-CKE/ICTHATA CHCTEMA H

CbeIHHANATE/IHATA THhKAH

Yecmu MYCKYJIHH criaaMH, Oonku B repba

Hevecmu ‘ MYCKYJIHO-CKEJIeTHH 60NKH

Hapymenus B5a 6n0pennTe H nHKOYHETE NHTHING

Yecmu OBOpeyHo yBpekaaHe (BXK. Toukd 4.4 1 4.5)

XenaToOH/IHAPAE HAPYIICHES

Hevecemu XONEUMCTHUT

HapymeHns HA BL3HPOH3IBOARTEIHATA CHCTEMA H

I'bpaaTa |

Heuecmu rMHEKOMACTHA

O6mu napylmennst A ¢peKTH HA MECTOTO HA

NpHACKEHHE

Hecmu ACTCHHA

Heuecmu | ob10 HepaznosiokeHne

Hichensanns

Hecmu YBEJIHYEHHE HA ypedaTa B KPBBTA, [TOBUIIEH KPeaTHHHH
B KPBBTa |

Heuecmu HAMAJICHA AKTHBHOCT Ha pellenTOpa Ha CIIMACPMAIHHA |
pacTexxeH $aKkTop, NOBHILIEHH CTOMHOCTH Ha IVIKOKO34 B
KpbBTA

B npoyuBanero EPHESUS, ca HabmoaapaHu YMCIeHO noBe4e Cnyyay Ha HHCYNT B rpynara Ha
NalHEeHTHTE B CTap4ecKa Bb3PacT (= 75 rOAHHH), HO CTATHCTHYECKH 3HAMHMA PA3ITHKA MEXITY
YeCTOTaTa Ha MHCYJIT B rpynara Ha eriepeHoH (30) B cpaBHEHHe ¢ rpynara Ha ruiauedo (22) He ce
Habmopaasa. B npoyusaHero EMPHASIS-HF, ciyyauTe Ha HHCYNT NIPH NAaLMEHTH B CTApYeECcKa
Bb3pacT (> 75 roguHu) ca 9 B rpynara Ha eIUIEpeHOH M 8 B rpyniarta Ha rutauedo.

Cpobuiapane Ha NoA03UPaHH HEXEIaHH peakLUHu

CrobuiasaseTo Ha MOAO3ZHPAHN HEXKECIIAHH PEaKiMHK cliel pa3pellapaHe 3a ynotpeba Ha 1eKapCTBEHUS
NPOAYKT € BXKHO. TOBa NO3BOJIABA Aa NMPOARDKHA HAGTIOACHHETO HAa CHOTHOLIEHHETO NMOM3a/PHCK 38
NeKapCTBEHHA MPOoAYKT. OT MEAHLMHCKHTE CMICLIHAJINCTH C€ M3HCKBA Ja ¢h00I1laBaT BCAKa
NoJO3MpaHa HeXeElaHa peakiHa upe3 M3nbnHUTENHA AreHUMA NO JeKapcTBara, ya. ,.Jlamau ['pyes”
Ne 8, 1303 Codus, Ten.: 02 8903417, yebeaitT: www.bda.bg.

4.9 IIpeao3npane

He ca choOLIaBaHu HEXENaHH CHOUTHA, CBBP3aHH ¢ NIPEAO3UpaHe Ha eINIepEeHOH TNPH xopa. Haii-
BEPOATHHTE MPOABH HAa NPEA03UPAHE NPH XOpa, KOUTO OMXa MOTTIH Ja Ce OYAKBAT Ca XHIOTOHHA WIH
XunepkanHeMua. EniepeHoH He moxe Z1a Obae OTCTpaHeH upes XxeMoananusa. JlokaszaHo €, ue

ENIEPEHOH C€ CBbP3Ba €KCTEH3UBHO C AKTHBEH BHIMIEH. I1pyn HacTLNBaHe HA CUMITTOMATHYHA
XHMOTOHUA, TPAOBA Ja ce NpoBee noaabpxallo neyenue. [1py nosea Ha xunepkanuemMHs ce

NMpoBEXKNa CTAaHAAPTHA TEPAIINA.

5. @GAPMAKOJIOrHYHM CBOMCTBA

5.1 ®PapmakoIHHAMHYHE CBOHCTBa

(dapMakoTepareBTHYHA rpyna: anaocrepoHosu aHtaroHucTH, ATC kon: CO3DA04
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MexaHH3bM Ha NeHCTBUE

CBBp3BAHETO Ha EIUIEPEHOH C PEKOMOMHAHTHHTE YOBELIKH MHHEPATKOPTHKOHWAHH PELENTOPH € C
OTHOCHTEJIHA CENIEKTHBHOCT, B CPABHEHHE CHC CBBLP3BAHETO MY ¢ PEKOMOMHAHTHHTE YOBELUKH
FTIOKOKOPTHKOMIHH, MPOr€CTEPOHOBH H aHAPOreHHH pelenTopH. ErepeHOR npeaoTBpaTaBa
CBLP3BaHETO HA &NIZI0CTEPOH, KIIIOYOB XOPMOH B PEHHH-8HIMOTCH3INH-A/I0CTEpOHOBATA-CHCTEMA
(PAAC), xOHTO y4acTBa B peryJJHPaHETO HA APTEPHATHOTO HANATAHE H NATOPHIHOIOTHATA Ha
CBPAECYHO-CHAOBHTE 3ab019BaHHUA.

(dapmMakoJHHAMHUYHHU eQEeKTH

Jloka3aHo €, 4e eIIepeHOH TPaifHO MOBHILABA MUTa3MEHUA PCHHH U CEPYMHHA allIOCTEPOH, KaTo
MHXHOMpA OTPHLATE/THATA PEryJIaToOpHa OOpaTHa BPb3K4, KOATO aJA0CTEPOH OKa3Ba BbPXY
ceKkpelsTa Ha peHHH. TloBuilieHUTe MO Ta3H NPHYHHA NNIa3MEHa PeHHHOBA aKTHBHOCT H
LHPKY/IHpalH CTOHHOCTH Ha aNJOCTEPOH HE OKA3BAT BNMsIHHE BLPXY JEHCTBHETO Ha €MJIEPEHOH.

[Tpu npoyuBaHKa ¢ pa3nUYHK JO3H NPH XPOHUYHA ChpACYHa HeaocTaTbuHOCT (Knac II-IV no NYHA),
A00aBAHETO Ha IUIEPEHOH KBbM CTaHapTHATa Tepanus BOAH 10 OYaKBAHO N032-3aBHCHMO
noBHINasaHe Ha anjocrepoH. [lo chinmus Hauun, B kapaHopenanHoTo noanpoyysaHe EPHESUS,
TEPaNnUATa ¢ CIUIEPEHOH BOAH JI0 3HAYHMTESIHO YBEAHYEHHE HA ATIAOCTEPOH. Te3n pe3ynTaTv
MOTBbpAAABAT OnoKanaTa Ha MUHEPAIKOPTUKOWAHHUTE PELENITOPU B TE3H MOITYJIaLIHH, |

EdHKacHOCTTa ¥ NPEeXXHBAEMOCTTA CJIEA MTPHIIOXKEHHETO HA €MIICPEHOH ca NPOYU€HH NPH NALUMEeHTH
ChC Chp/AEUHa HEAOCTATHYHOCT el OcThp HH(apKT Ha MHOKapaa B npoyysaseTo EPHESUS.
EPHESUS e asoiiHo-cnano, ranedo-KOHTPOIHPAHO MPOYYBaHe, C MPOSWDKHTEIIHOCT TPH FOAHHH,
MpoBeAEHO NpH 6 632 HHAHBMAM ¢ OCTHP MHOKapaeH uHpapkT (MI), neBokaMepHa JHCHYHKUHSA
(cnopexn u3MepeHara JeBokaMepHa ¢pakima Ha uatnackbase [LVEF] < 40%) u ¢ x1HHHYHK
IPH3HAIM Ha CBPISYHA HEAOCTaTh4HOCT. B paMkure Ha 3 nol4 KM (cpeaHo 7 AHM) CIEA OCTHP
HH(pAPKT Ha MHOKapAa, Ha HHANBUANTE ca TPHIOKEHHU €IUIEPEHOH HiH I1auebo B IONBJIHEHHE KbM
CTAHJAPTHOTO JleYeHHE B HAYaJTHA 1033 OT 25 mg BeaAHbXK AHEBHO, KOATO /el 4 CEIMHLH €
THTpHpaHa 10 MpHienHa 5o3a oT 50 mg BeAHBK AHEBHO, NPH YCIOBHE, Y€ CEPYMHATA KOHLIEHTPALIHS
Ha Kanuii e < 5,0 mmol/l. Ilo BpeMe Ha H3cneABaHETO HHAWBHAHWTE Ca MOIyYaBalii CTaHAaPTHO
JIe4CHHUE, BKIIOUMTEHO alleTHICANTHIWIoBa Kuceanna (92%), ACE-unxubnropu (90%), dera-
6nokepn (83%), nurpatu (72%), 6pumxoBu auypetuun (66%), wnu uexuouropn Ha HMG-CoA
peaykrasara (60%).

[TepBHyHKTE Kpalitin ToukH B npoyusaHeTro EPHESUS ca obwma cMbpTHOCT M mmﬁuuupaua KpaiHa
TOYKA 34 CbPAEYHO-CBAOBA CMBPT WK XOCIHTANM3aUUA NO ChpACYHO-CHAOBA MPHYHHA, NMOYHHAIIH Ca
14,4% OT UHAUBHUAMTE, NIPHEMANH eTiepeHoH M 16,7% ot nuauBnauTe Ha nnauedo (obua
CMBPTHOCT), IOKATO Nnpu 26,7% OT HHAHBHIUTE Ha NeueHHe ¢ erviepeHoH U 30,0% ot npueManure
nnatebo HacTeNBa KOMOMHHpaHa KpaliHa TOYKa, ChbPACHHO-CBAOBA CMBPT WIH XOCOHTANH3alHA. Taka
cniopen pesynrature oT npoyusaHero EPHESUS, ennepeHon HaMangpa pucka ot od1ua CMBbPTHOCT ¢
15% (RR 0,85; 95% CI, 0,75-0,96; p = 0,008) B cpaBHeRuUE ¢ IL1alebo, NpeAUMHO Ype3 HAMAIABAHE
Ha ChPACYHO-CHAOBATA CMBPTHOCT. EMIepeHOH HaMaIsIBa PHCKa OT ChpAeYHO-CBAOBA CMBPT WIH

' XOCIMTANN3aLMA MO ChpAeYHO-chAOBa npHuHHa ¢ 3% (RR (,87; 95% (I, 0,79-0,95; p = 0,002).
AGcomoTHATa peAYKLHA Ha PUCKA 3a KpalfHWTE TOYKH 3a 0011la CMBPTHOCT H CbpAEYHO-CHA0BA
CMBLPTHOCT/XOCTIHTANM3ALHA € ChOTBETHO 2,3 ¥ 3,3%. KnuHnuHa ePpUKaCHOCT ¢ AoKa3aHa MpeAHMHO
Mpy 3a7104BAHE Ha ieYEHHE ¢ eIUIEPEHOH NPH HHAUBHAM HA BB3pacT <75 roaAuHH. [lonsara ot
JIEYEHHETO NPHA HHAMBHKHK HA BB3PACT Had 75 roauHH € HescHa. ITpy CHrHHGHKAHTHO no-roaM Opoii
MHAMBHAH, NOTYYABAlIH eIUIepeHOH B CpaBHEHHE ¢ rtaledo dyHKudoHaTHUAT kiac no NYHA ce
noaoOpABa MK ce 3ana3pa crabuwieH. Yecrorara Ha xunepkaineMus € 3,4% 8 rpynara Ha eIUiepeHoOH
cnpamo 2,0% B rpynara Ha anebo (p <0,001). YecroraTta Ha xunokannemus € 0,5% B rp
eIJIEPEHOH, B cpaBHeHuUe ¢ 1,5% B mnauebo rpynara (p <0,001)

[lpu 147 3apaBu A0OPOBONLIH, OLEHEHH 32 €NEKTPOKAPAHOTPAQCKH NPOMEHH NO B
dbapMaKOKHHETHYHH NPOYYBaHHA He ca HabmoaaBaHy TpaHHH e(PeKTH Ha emepe
cepAeuHaTa yecToTa U AwbkuHaTa Ha QRS, PR wnu QT unreppanwure.
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B npoyuBanero EMPHASIS-HF, koeT0 olieHABa XOCIIUTAIIH3HPAHETO H NMPEKUBAEMOCTTa Clie]
NMPHJIOXKEHHE Ha eTIEPEHOH NpH cabo U3pa3eHa ChbPACYHA HEAOCTATHYHOCT € H3CNCABaH eEeKTHT Ha
eIUIEPEHOH BbpPXY KIMHHUYHHRA W3XOJ NPH HHAUBHIHU CbC CUCTONIHYHA ChPACYHA HEAOCTATHYHOCT U
cnabo uspazenu cuMnromu (Gynkimonaned knac I1 no NYHA) cnen no6assneTo My KbM CTaHZapTHA
Tepanus.

HUuanBuaK¥Te ca BKIIOYBAHHY B MPOYYBAHETO IPH YCJIOBHE, Y€ Ca HA BL3pacT IMOHE 55 roauHH, UMaT
LVEF < 30% wnnu <35%, B pormbnidHeHne KbM ALDKHHA HA QRS unrepsana > 130 MmunncexyHau u 6
Mecella MpeaH BKIIOYBAHE B MPOYYBAHETO ca OWIM XOCTTUTATM3UPAHH NMOPaaAH ChpPAEUHO-CBAOBH
ChOMTHA WK UMAT ILIa3MeHa KOHLIEHTpaLUHa Ha HaTpyyperuueH nemrua ot B-tun (BNP) noxe

250 pg/ml unu nnasmeHn KoHieHTpalMu Ha N-tepmuBaniug Pro-BNP none 500 pg/ml npu Mbxke
(750 pg/ml npu xxeHn). JleueHNETO ¢ eMNEpPeHoH € 3aMovHalIO € A03a OT 25 mg BEAHEX JHEBHO, KOATO
cnea 4 cenMHUH € noBuilieHa 10 S0 mg BEAHBX AHEBHO, [IPH YCIIOBHE, Y€ CTOMHOCTHTE HA CEPYMHHS
xanu#i ca 6unu < 5,0 mmol/l. AnrepHarieHo npu rnomepynHa durrpauus ( GFR) 30-49 ml/min/1,73
m? eYeHHETO ¢ EMUIEPEHOH 3aMouBa ¢ J03a OT 25 mg npes AeH, U ¢ NOBHILIABA A0 25 mg BeAHBXK

AHEBHO.

O61mo 2 737 HHAHBHAN €& PAHAOMH3IHUPAHK (ABOHHO-CIAMN0) KbM NleUeHHe ¢ efUIepeHOH MITH Muiauebo,
BKJIIOYBALIO NpeaxoaHa Tepanmua ¢ auypetHH (85%), ACE unxuburopu (78%), anrnoreHsuH Il
peuentophu 6nokepu (19%), 6eta-6nokepn (87% ), anturpoMboTHUHH cpeacTBa (88%),
NHMHAOTIOHIDKABALU CpeacTra (63%) u AUruTanucoBH raUKo3uaHn (27%). Cpeaunar LVEF e ~ 26%
H cpeaHaTa Ab/hkHHa Ha QRS unrepnana ¢ ~ 122 msec. [loseyero ot nuansuamre (83,4%) ca 6uin
XOCIIHTAIM3HPAHH NIPEAK-TOBA B PAMKUTE Ha 6 Mecela ciie]l paHAOMH3aLHATA 110 ChPAEYHO-ChOBH
NpuuHBEH, 0k0J10 50% OT KOWTO Nopaan cuvpacyHa HeAoCTaTbuHOCT. Okono 20% oT HHAUBHAHTE Ca
MMAJIH MMILTAHTHPYEMH AehUOpHIaTOPH WIH Ca NPOBEKAANHN NCHEHHE 32 ChPACHHA

PECHHXPOHM3ALINA.

[IepBHuHaTa KpafiHa Touka, Ae(pMHHUPAHA KATO CMBPT N0 CHPACHHO-CHAOBH IIPHYHHH WIH
XOCNHTAIH3ALHA NTOPaAK ChpIACUHA HEAOCTATEYHOCT, HacTbNBa npH 249 (18,3%) uHaAUBHAM OT
rpynara Ha emiepeHoH u 356 (25,9%) unanBuau ot rnaiedo rpynara (RR 0,63, 95% Cl, 0,54-0,74;
p <0,001). EdpexTbT Ha erviepeHOH BbpXY CHOMTHATA OT IMbPBUYHATA KpaiHa TOYKA € €AHAKbB BbB
BCHYKH NPEABAPUTEITHO ONPEACIEHHU MOArPYTIH.

BropuuHaTa kpaiHa To4ka, acpuHMpaHa KaTto obwa cMbpTHOCT HacTenBa fipu 171 (12,5%)
MHIMBHOM B rpynara Ha erepeHoH U 213 (15,5%) unaueuay B ruianebo rpynara (RR 0,76; 95% Cl,
0,62-0,93; p = 0,008). 3a cMBPT NO CLPACHHO-CHAOBK NPHYHHH ce crobinasa npu 147 (10,8%) or
HHIMBHAWTE B rpynara Ha eruiepeHoH U 185 (13,5%) or nnausuante B muiauebdo rpynara (RR 0.76;
95% C1, 0.61-0.94; p = 0,01).

[To BpeMe Ha NpPOYYBAHETO 38 XHNICPKAJIHEMHA (CTOWHOCTH Ha CepyMHHs Kanuit > 5,5 mmol/l) ce
crobwasa npu 158 unausram (11,8%) or rpynara Ha ennepenon u 96 (7,2%) nuauBuam or nnauebo
rpynarta (p <0,001). XunokanueMHaTa, onpeaenceHa KaTto CTOMHOCTH HAa CEPYMHHS KallMH

< 4,0 mmol/l, € cTaTHCTHYECKH NMO-HUCKA C EIUVIEPEHOH B cpaBHeHHE ¢ ruauebo (38,9% 3a erepeHoH
8 cpasHeHue ¢ 48,4% npu anebo, p <0,0001). |

[leaMaTpyuyHa NOMYJIALIKA:
EnnepeHoH He € npoyyBaH NMpH NeaHaTPUYHH UHIUBHIAH CBC CHPACYHA HEAOCTATHLUYHOCT.

B npoyuBaHe npu neaHaTpUyHU HHAUBHANW C XHIEPTOHHUA (Ha BB3pacT oT 4 10 16 roaunu, n = 304) ¢
NPOABLBKHTENHOCT OT 1) ceaMULN, eniepeHOH B AHEBHM A03H o1 25 mg ao 100 mg, kouTo BOAST AC
EKCMO3HLMA, CXOIHA ¢ Ta3M MPU Bb3PaCTHU HHAUBHAHM HE MMOHIDKABA e(PEKTHBHO apTEPHANTHOTO
HanaraHe. B Topa npoy4BaHe ¥ B | -TOAHMILHO NEJHATPHYHO NPOYy4YBaHe 3a 6e30nacHoCT
149 uuauByaM (AMana3oH Ha Bb3pacT oT S fo 17 roaMHu), npopuwisT Ha 6e30nacH
TO3H, HabIONaBaH NpH BB3IPACTHU NalUeHTH. ETUepeHOH He € MPOoyYBaH MpH M
XHUINEPTOHUA Ha BB3PACT MOA 4 FOAHHH, T KaTO NPH NPOYUYBAHE NMPH NO-TOJIEMH
HHIAMBHIAM ce Habmoaasa JHNCca Ha ePUKACHOCT (BXK. TOUKa 4.2).
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EdexrbT BbpXY XOPMOHAIIHHA CTATYC NPH Jela CJICA MPOABIDKHUTENHO NPHIIOKEHHE HA eTUIEPEHOH He
€ NPOYUEH.

5.2 PapMaAKOKRHETH'IHH CBOHCTBA

Abcopbumus
A6conoTHaTa GHOHAIHYHOCT Ha erepeHoH € 69% clien nepopaiiHo npuiarale Ha Tabnerka ot

100 mg. MakcuManHa IasMeHa KOHLEHTpaLMa ce AoCTHra el npubnusurentol,5 ao 2 yaca.
MakcuManHaTa IUIa3MeHa KOHUeHTpalMa (Cnax) ¥ IUTOLUTA MO KPHUBATA IUIa3MEHa
koHleHTpauma/Bpeme (AUC) ca nponopumoBaiHu Ha fo3ara npu 4034 oT 10 mg no 100 mg u no-
caabo nponopLKoOHaIHH npu 103K Haxa 100 mg. PaBHOBECHH KOHLICHTPALMK C€ JOCTHIaT B paMKHTe
Ha 2 NHU. AGcopOimATa He ce NOBIMABA OT XpaHaTa.

PasnpeaeneHue
Cpbp3BaHeTo HA eIVIEPEHOH ¢ IUTa3MEHHMTE NPOTeHHH € okolo 50% u e npeauMHo ¢ anda 1-kucenure

rAMKonpoTeHHH. [IpMBHAHKAT 0GeM Ha pasnpeneneHie B pABHOBECHO ChCTOSHUE Ce M34MCIABA Ha 42-
90 1. EnnepeHoH He c€ CBbP3Ba € NMPEAHMCTBO ¢ EPUTPOLIMTHTE.

buotpaHchopmanus
MeTabonu3MbT Ha €IUIEPEHOH ¢e ochlecTBABa npeaumMHo upe3 CYP3A4. He ca uaentuduumpann
aKTHBHU MeTabOoJINTH Ha eILUIEPEHOH B IUIa3MaTa NpH Xopa.

EnuMuHupatHe
IMo-manko ot 5% ot npuacKeHaTa 4034 €IUIEPEHOH C€ OTKpPHBA B HENMPOMEHEH BX/ B YPHHATA H

¢eneca. Cen npunaraHe Ha €IHOKpaTHA NEpopalHa 1034 PaJiHOAKTUBHO Dend3aH nexapcTBeH
npoaykT, npubausurenHo 32% oT no3ara ce ekckpeTHpa ¢ deueca n npubnusurento 67% ce
eKCKpeTHpa B ypHHaTa. EMHMHHALKORHHAT NOMYKMBOT HA CIUIEPEHOH € Npudnu3nTenHo 3-6 vaca.
[IpHBHAHKAT IIa3MeH KIUpBHC e npubausurenso ¢ 10 Huac.

CrneupanHy nonyiaaiuy

Bw3pacm, non, paca

(dapMaKOKMHETHKATA Hd SIUIEPEHOH, MPHWIoKeH B AHEBHA A03a oT 100 mg BeaAHDbX JHEBHO €
H3C/ICABaHA TPH NMALMEHTH B CTapUEcKa BB3pAcCT (2 65 ToAHHH), MPH MBXKE H )KEHH H NIPH YEPHOKOXH.
(dDapMaKOKHHETHKATa Ha EIUIEPEHOH He Ce paljiivaBa CTAaTUCTHUYCCKH 3HAYHMO ITPH MBXKE H JXKEHH. B
paBHOBECHO CHCTOAHHE, MTPH NALIHEHTH B CTapuecka Bp3pacT ce¢ Habmoaapa nosuiliapaHe Ha Cuax
(22%) u AUC (45%) B cpaBHeHHe ¢ no-MiaaauTe HHAHBUAM (18-45 roannu). B pasHOBeCRO
CHCTOAHHE Crax € ¢ 19% mo-Hucka H AUC e 26% no-Hucka npy YePHOKOXKH NAaLHEHTH (BX. TOYKA
4.2). '

Heouampuuna nonysrayus
[TonynaudoOHHHMAT (apMaKOKHHETH4YEH MOJE Ha KOHLECHTPALMHTE HA EMUIEPEHOH OT ABE MPOYYBaAHHA
npu 51 neagnaTpyuHU MHAUBKAM C XHNEPTOHHUA Ha BB3pacT 4 1016 roaHHH, yCTaHOBABA, Y€ TENECHOTO
Terno Ha NMalHEHTa HMa CTATHCTHYECKH 3HA4YMM eeKT BhpXy 00eMa Ha pasnpeicieHUe Ha
eIUIEPEHOH, HO HE H BbPXY KIHPBHca My. OOeMbBT Ha pa3npelcieHHe Ha CIUIEpEHOH H MaKCHMATHATa
eKCINO3HLIMA NTPH NEHATPHYHH NMAIMEHTH ¢ MO-BUCOKO TErJIO ce OYaKBa Aa Obaat nogoOHH Ha Te3u
NpY BL3PACTHH NAUMEHTH ¢ NOAOOHO TENECHO TEr0; MPH NMAaLMEHTH ¢ Terno noa 435 kg obeMbT Ha
pasnpeaeneHue e okoso 40% no-HUCHK U ce OYaKBa MaKCHMATHATa eKCNOo3HLUATA Aa 6bae no-BHCOKa
B 'CpaBHeHHe ¢ oOH4aiiHuTe npy Bb3pacTHU. TIpH neaHaTpHyHK NAUHEHTH IEYEHHETO C CIUIEPEHOH €
3aMoYBaIo ¢ 25 mg BeAHbK AHEBHO M cJied 2 CeAMHULM € NMOBHLIABAHO 00 25 mg XBa ITbTH JHEBHO H
eBeHTYanHo 0 50 mg ABa MbTH JHEBHO, AKO € UMAJIO KTHHHYHHU nokasaHus. I1pu Te3n 1o

Bvbpeuno yspexcoane
DapMaKOKHHETHKATA Ha EIUIEPEHOH € OLICHEHA NPH NAalMeHTH ¢ paljiHiHa CTenek
HEAOCTATBYHOCT M MNPH NALMEHTH Ha XeMoAHaIW3a. B cpaBHEeHHe C KOHTPOJIHATA
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PaBHOBECHO CHCTOAHHE C€ yBENMMUaBaT CHOTBETHO ¢ 38% 1 24% npu nauKeHTH ¢ Texko 6B6peuno
yBpexKaaHe H-HaMasaBaT ChOTBETHO ¢ 26% u 3% npH naimMeHTH Ha XeMoaManmsa. He ce Habmonaga
KOpenaLua Mexay nnasMeHHs KIHPBLHC Ha €IUIEPEHOH U KPEaTHHHHOBHS KITHPBHC.

EnnepeHoH He ce oTCcTpaHABa Ype3 XeMoaHanu3a (BXK. Touka 4.4).

Yeprodpobro yepesxcoane |
(DapMakOKHHETHKATA Ha €MIEPEHOH CJIeA NpHuiarate Ha Ao3a ot 400 mg e u3ceaABaHa NP NALHEHTH
¢ ymepeto (knac B no Child-Pugh) yeproapoGHo yBpesxaaHe 1 e cpaBHeHa ¢ Ta3M NpH 3ApaBH
nobposonuu. PasHoBecHHTe Cinax 1 AUC Ha eruiepeHOH ce YBeNHUaBaT ChOTBETHO ¢ 3,6% U 42% (B,
To4Ka 4.2). T'bi KaTO ETUIEPEHOH HE € H3CEABAH ITPH MALHEHTH € TEXKO YEPHOAPOGHO yBpeKAaHe,
yrnorpebara Ha eIulepeHOH € MPOTHUBOINOKAa3aHa NPU Ta3u Ipyma nanHeHTH (Bx. Touka 4.3).

Cypoeuna HedocmamvyHoCH

(DapMaKOKMHETHKATA Ha ETUIEPEHOH CJIe] NMpHIaraHe Ha 403a OT 50 mg e oliSHeHa PH MALMEHTH CRC
CbpAeqHa HeaocTaTh4HOCT (kac [I-1V no NYHA). B cpaBHenue cbe 3apasu qo6posonuu, nogbpasu
CHOTBETHO N0 BB3pacT, Tero U nost, AUC H Crax B paBHOBECHO CECTOSHME ca ¢ 38% U 30% mo-
BHCOKH INPH MAaLHEHTH CbC ChpACYHA HEAOCTATHYHOCT. B ChIIacHe ¢ Te3u pesynTaTH,
NOMyJNALHOHHUAT (PapMaKOKHHETHYEH aHANK3 HA €ILIEPEHOH, H3BBPLIEH Bb3 OCHOBA HA JaHHHUTE NpH
NoArpyna naudeHTy ot npoy4sanero EPHESUS nokasea, ye KIMPHLHCBT Ha eMUIEPEHOH TIPH
NALKEHTH CBC CHPACUHA HEAOCTATHYHOCT € NONO0EH Ha TO3H NpPU 3ApaBH JOOPOBOMLM B CTapyecka
BB3pacT.

5.3 IlpeAKITHHHYHH JaHHBA 33 0e30MaACHOCT

HexnuHHYHUTE JAHHH HE NOKa3BaT 0cobeH pHCK 3a Xopa Ha 6a3aTa Ha KOHBEHLHOHAHHUTE
(papMaKo/IOrHYHH NMPOyYBaHHA 3a 6€30MacCHOCT, FeHOTOKCHUHOCT, KAPLIMHOTEHEH NMOTEHLIHAN U
pENPORYKTHBHA TOKCHYHOCT. |

IIpy npoyuBaHHs 3a TOKCHYHOCT CJIed MHOTOKpATHO npuiarade c¢e Habmonaea aTpodHs Ha
NpoCTaTaTa Nnpy MIbXOBE W Ky4eTa NpH CTOHHOCTH Ha €KCMO3HLMA MaJIKO HaJ CTOHHOCTHTE MpH
KNMHWYHA eKcno3vuus. IIpoMEeHHTe B NpocTaTaTa HE ca CBbp3aHH ¢ HeXeNaHd PYHKUHOHAIHM
nocneanun. KnHHAYHOTO 3HaUeHHE Ha Te€3W AaHHM He € U3BECTHO.

6. DAPMAIEBTHYHU JAHHM

6.1 CnHcLK HA NOMOIIHHTE BellleCTBA

Aopo na mabnemxama
JlakT03a MOHOXMApAT
MukpokpucTanHa nenynosa
KpocrnosuacH (Tun A)
Hatpues naypuncyndar
Tanx (E553b)

Marnesues cTeapat

Obeuexa na mabremxama

[Tonu(BuHnnos ankoxon) (E1203)

Turanos auokcua (E171)

Makporon 3350 (E1521) -

Tank (E553b) *
Kont xenesen okcun (E172)

YepaeH xxeneszed okcua (E172)

6.2 HecnBMeCTAMOCTH

HenpunoxuMmo
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6.3 Cpox ma rogaoCT

2 TOAUHY

6.4 CnennanHm YCIOBHA HA ChbXpAHEHHE

To3u nekapcTBeH MPOAYKT HE H3HCKBA CNIELIMANIHH YCIIOBHA HA ChbXpaHEHHe.

6.5 Bua g coabpKAREE HA ONAKOBKATA

PVC/PVAC/Al baucrepn:

10, 14, 20, 28, 30, 50, 56, 60, 84, 90, 98 wau 100 Tabnerku

PVC/PVdC/Al nepdopupany 6nucTepH ¢ eGUHHYHK AO3U;
10x1,14x1,20x1,28x1,30x1,50x1,56x1,60x1,84x1,90x 1,98 x 1 unu 100 x 1
Tabnerku.

He BcHUKM BHIOBE ONaKOBKH MOraT Aa 6baT NyCHATH Ha nasapa.

6.6 CrnennaJHA NpeANasHA MePKH NPH H3XBLPJISHE

 Hsama cnieunansy U3UCKBaHUA 38 H3XBBPIISHE.

7. IIPHTEXATEJI HA PAZPENNIEHMETO 3A YIIOTPEBA

Teva B.V.

Swensweg 5

2031 GA Haarlem

Huaepnaunns

8. HOMEP HA PASPEHIEHHETO 3A YHIOTPEBA

Kapaurpser 25 mg dunmupanu tabnerku — per. Ne 20150106

Kapantpber 50 mg ¢punMupanu tabaetku — per. Ne 20150107

9. JOATA HA ITBPBO PA3ZPEIMIABAHE/TIOJHOBSIBAHE HA PASPENIEHMETO 3A
YIIOTPEBA

Jarta Ha mbpBO paspeinaBase: 31.03.2015 r.

Hata Ha nocnegHo noaHoesaeane: 03.05.2017 r.

10. JATA HA AKTYANM3UPAHE HA TEKCTA
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