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Emnepuym 25 mg dunmMupaHy Tabnerku
Eplerium 25 mg film-coated tablets

Erviepuym 50 mg puaMupanu Tabnerku
Eplertum 50 mg film-coated tablets

2. KAUYECTBEH H KOIMYECTBEH CbhCTAB

Besika duiiMupana TabneTka chabpika 25 mg ennepeHoH (eplerenone).
Beska dunmupana Tabnerka epabpka 50 mg ennepenoH (eplerenone).

IToMoruM BelecTBa C U3BECTHO ACHCTBYE:!
Ennepuym 25 mg duwmupanu mabremry. Bedka gunMupana tabnetka cpaspika 35,08 mg nakrosa

(kaTo nakro3a monoxuapat) H 0,3655 mg HaTpHid.

Enrepuym 50 mg Quamupanu mabaemxu: Beaxa ¢unmupada tabnerka ceabvpxka 70,10 mg nakrosa
(karo nakrosa MoHOXHApaT) M 0,731 mg HaTpuii.

34 MBJIHHA CIIMCBK Ha NOMOIIHATE BEIIECTRA BIDKTE TOUYKA 6.1.

3. JEKAPCTBEHA ®OPMA
OuaMupana tabnerka.

Ennepuym 25 mg dumupanu mabnemxu: bana wnu noutd Oana, Kperia, ABOMHOM3IMBKHaNa
¢dunMupana Tabnerka. Ha ennata n crpana e rpaeupano: ,,CG3”, Ha Apyrata CTpaHa HaMa
0DO3HAUYEHHA.

Ennepuym 50 mg uwwmupanu mabaemxu: bana unH noutv Oana, Kpbria, ABOHHOH3MBKHANA
¢unMepana tabnerka. Ha ennata & cTpaHa e rpasupano: ,,CG4”7, Ha apyrata C¢TpaHa HiAMa
0003HaueHNUA.

4, KJIHHHAYHHA JAHHH
4.1 TepaneBTHIHH NHOKA3AHNUS

EnnepeHoH e nokasaH:
- Kato gomrbaHeHHe KbM CTaHAapTHaA Tepafdf, BRIOYBAILa OeTa-ONOKEpH, 3a HaMA/lABaHE Ha

PHCKA OT CHhPAEYHO-CHAOBA CMBPTHOCT H 3a0/1eBacMOCT NpH CTaOMIUIUPAHH MALHECHTH C
nesokamepta pacyHkuma (LVEF < 40 %) v KIMHUYHH AaHHH 34 ChPASYHA HEAOCTATBYHOCT
cjieq CKOpPOIeH MHOKapAeH HHGAPKT;

- Karo gonmbiHeHue KbM CTaHIapTHA TEPanus 33 HAMANABAHEC HAa PUCKA OT CHPACHHO-CHAOBA
CMBPTHOCT MW 3a0ongBaeMocT TIPH  BE3PACTHH MAUMEHTH C (}{p{}HH
nenocTarbunocT Kiac I mo NYHA H neBokamepHa CHCTONMHA BUCHYHKLMS
(BHKTE TOUuKa 5.1).

4.2 Ho3upoBKa 1 HAYHH HA NPHIIOKEHHE
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3a HHOUBWAYAIHA KOpEKLMS Ha A03aTa ce mpemiarar tabnetku ot 25 mg v 50 mg. MakcumanHara
JHEBHa A03a ¢ 50 mg.

IIpu nayuenmiut cbc copoeuna HeQOCMAMBYHOCH Cled URPAPKM HA MUOKapod

Ipenoprpunrennara noaaspkaia Ao3a Ha emiepeHoH € 50 mg Beanwxk AHeHo (BJM). JleueHuero
TpAOBa 1a 3anouHe ¢ 25 mg BeAHDbK IHEBHO H Ta3W J03a Aa c€ TUTPHpa AC NMpHUenHaTa 103a oT 50 mg
BEAHDBXK AHEBHO, 3a MPEANOUMMTAHE B PAMKMTE HA 4 CEIMMIIM, KATO C€ B3EMAT MPEABHA CEPYMHHTE
HHBA Ha Kanmuii (K. Tabnuua 1). JleueHuero ¢ ennepeHOH OOHKHOBEHO TPAOBA Na 3aMIOUHE B paMKHTE
Ha 3 A0 14 AHM CNER OCTBpP MHOKApASH HHpapKT.

IIpu nayuenmu cec cvpoeyna nedocmamuunocm (xporuura) xknac I no NYHA:

[Tpy mauueHTHTE ¢ XpOHHUHA CbpAeuYHA HepocTarhbuHOCT Knac Il mo NYHA newennero Tpabsa aa
ObAe 3anmo4YHATO ¢ A03a 25 mg BeAHBXK JHEBHO W THTPWPAHQ A0 NpMUENHATa ao3a SO mg BeOHBK
OHEBHO, 3a MPEANOYMHUTaHe B PAMKHUTE HA 4 CEAMHLM, KATO CE€ B3eMAaT MPEABU KOHUCHTPALMHTE Ha
CEPYMHHUA Kamuii (BrokTe TabnHiia 1 ¥ Touka 4.4).

[py nauMeHTH, NPH KOUTO CEPYMHHAT Kanmuit e > 5,0 mmol/l He TpaOBa na ce 3anouBa JeucHUe C
emiepeHoH (Bxk. Touka 4.3). CepyMHUAT Kanyii TpaOBa aa ce H3MEpBa NMPEAH 3anoYBaHe Ha JICUCHHETO
C erNepeHoH, NMpe3 MbPRaTa CEAMHLIA U HA ITBPBUA MECEL] CIIEA 2ano4ysaHe Ha JICUSHHE WM KOPeKUUs
Ha gosara. Ciel ToBa, CepyMHMAT KaTui TpadBa Ja ce M3neAsa NepuoIHUHO NPH HEOOXOTHMOCT.
Cnep 3anoyBaHe Ha IEMEHUETO A03aTa Tpadea na 6bae KopUrHpa CApIMO HABOTO HA CepyMHHS KaJluid,
KakTo € nokazano B Tabnuua |.

Tabnuua 1: Tabnuua 3a KopurupaHne Ha 103aTa c/ie] 3aMno4UBane HA JIEYEHUETO

Cepymen Kaaui | NeitcreHe Kopexknus Ha no3ara

(mmol/l)

<5,0 [ToruilaraHe 25 mg INNO* no 25 mg B
25 mg BJf 1o 50 mg B

50-54 [lopaspkane bes xopeklMa Ha A03aTa

55-5,9 [TonuxapaHe 50 mg B oo 25 mg B

25 mg BJ1 no 25 mg ITO*
25 mg [1]1* no cnupade

> 6,0 BpEMEHHO  mpekpaTaeaHe | Henpunoxumo
Ha JIEYEHHETO

* I1d: npe3 nen; B/I: BeaHtk AHEBHO

Cnen BpeMeHHO MNpeKpaTABAHE HA MPHEMA HA CIUIEPSHOH Topagu cepyMeH kamui = 6,0 mmol/l,
NEYCHUETO ¢ ETITISPeHOH MOKE /1 3alOYHE OTHOBO ¢ J103a OT 25 mg npes AeH, KOraTo HHEaTa Ha Kanus
cnagHar noa 5,0 mmol/l.

IleaAnaTpHHA NONYAAUHSI
He e ycraHoBeHa 6e30macHOCTTa M €dHMKACHOCTTA Ha SIUIEPEHOH NpH Jeud H roHowM. HannuyHara
nHpOpMALIMF € TIpeAcTapeHa B Touka 5.1 U 5.2,

IIanHeHTH B CTAPYECKA BB3pPacT

IMpy nayyeHTH B CTapiecka BL3PACT HE CE& HAJlara KOpeKUHA Ha HavanHaTa Ao3a. Ilopaan Bb3pacToro
o0yCIoBeHO [MOHWKaBaHe Ha ObOpeuHaTa (QyHKIMA, NpH MALHEHTHTE B CTapyecKa BB3PacT
CbLIECTBYRA MO-BUCOK PHCK OT XHUMepKanueMus. JOMbIHHTENHO OBHILIABAHE HA PHCKA MOXKE Ja uMa
1IpH CHITBTCTEALO 3a00NABaHe, CBBP3aHO ¢ MOBHIUEHA CHCTEMHA €KCITO3HLMA, H MO-KOHKPETHO — IEKO
O YMepeHO HapyILCHHE Ha YyepHoApoOHara ¢yHkius. IIpenoprusa ce NEPHOAHYHO NPOC/ICAIBAHE HA

.,

CepPYMHHS Kanul (BXK. Touka 4.4). ~

bu0peuHo yspexaane




[Tpu marmeHTH € NEKO HapylleHHe Ha ObpOpeuyHaTa QYHKIWA HE Ce HAara KOpeKLHa Ha HadajiHara
nosa. [Ipenopreura ce nepHOAHYHO MPOCNeAABaHEe HAa CCPYMHUA KalHi (B, Touka 4.4) H KOpEKUHA Ha
A03UTE cnopes Tadauua 1.

Maupenture ¢ yMepeno 6b0peuno yBpeskaane (kpeaTHHWHOB KiupkHe 30-60 ml/min) Tpabsa na
3aNOYHAT NEUCHUETO ¢ 25 mg Npe3 AeH W A03ara ga Ovae olpeneneHa Bb3 OCHOBA HA KOHUCHTPALUUTE
Ha Kanmua (ewk Tabauua 1). TlpenopbuBa ce mepHOAKUYHO MPOCNEAAIBAHE HA CEPYMHUA KalHUH (BUXK
TOYka 4.4).

HamMa onuT npy nalMeHTH ¢ KpeaTHHHHOB KIHpHHE Noa S0 ml/min v cbpacyHa HEAOCTATHLUHOCT CEA
MMOKapaeH MHQapkT. VYnoTpebata Ha ©IUIEPpEHOH NPM Te3H NAaUMEHTH TpAOBAa 1a c€ HM3BBLPWBA
BHHMATETHO.,

Jo3u Hap 25 mg AHEBHO HE ca MPOYYBaHW NpH MALMEHTH ¢ KPeaTHHHHOBR KIHpBHC noA 50 ml/min.
[lpunoxeHHeTo NPH MAUUMEHTH C TEKKC OLOpeuHO YBpexkaaHe (KpeaTUHHHOB KIMpBHC noa 30
ml/min) e nporuBonoka3aHo (Bxx Touka 4.3). EnnepeHoH He ¢ce qyanu3upa.

YeprOApOOHO YBPEOKAAHE

He € Heo0OXx0aAHMO kopUrHpaHe Ha HauaJaHATa J03a NPH NAUKMEHTH ¢ JIEKO A0 YMEPEHO HapyllIeHHe Ha
yepHOgpobHaTa Qyukuus. [lopagu noeullleHA CHCTEMHA €KCIMOZMLMS HA CIUICPCHOH MpH NAUHEHTHUTE
C NMEKO OO0 YMEPEHO HapylleHHe Ha 4epHOApoOHAaTa (PyHKUMA NPU TIX C€ NpefopbuBa UECTO W
PENOBHO NPOCIEAIBAHE HA CEPYMHHUS Kaluii, 0co0eHO aKo ca B CTapyecka BB3pacT (BX. TOUKa 4.4).

EAHORpeMEHHO NIPHIArane ¢ ApyrH JeKapcrea

B cayvaii Ha eaHOBpeMEHHO NeucHUe ¢be cnabu 10 yMepeHH uHxuburopu Ha CYP3A4, Hanpumep
aMHOZapOH, AMITHA3EM U BepanamMul, MOXE [1a Ce 3al04HE ¢ HAYAIHA 034 OT 25 mg BeAHBK JHEBHO.
Jo3ata He TpaOBa Aa HaaBULIABA 25 mg BeIH®X AHEBHO (BXK. TOUKA 4.5).

EnnepeHoH Moske Aa ce npujara ¢sC WiH 0e3 xpaHa (BXK. TOuka 5.2).

4.3 IIpoTuBonokazanus

. CBpBXYYBCTBUTEIHOCT KbM €TUIEPEHOH WIH KbM HAKOE OT MOMOUIHUTE BEIECTBA, H30POEH! B
Touka 0.1;

* [TanyeHTH ¢ HMBA HA CepyMHHA Kanui > 5,0 mmol/l npu 3amo4sane;

. [MaupenTtu ¢ Texkka 6u6peuna nepoerarbunoct {GFR < 30 ml /min/1,73 m 2);

. [TauneHTH ¢ TexKa YepHoApoOHA HexocTaTeHHOCT (Knac C no Child-Pugh);

» IMauueHTH, NpUeMalllH KandH-CbXPAaHABAIM JHYpPEeTHLH, KalnHEBH no0aBKM MU MOLIHH

uaxuoutopn nHa CYP3A4 (Hanp. HTpakOHA30M, KETOKOHA30J, PHWTOHABHDP, HEI(PHHABHUD,
KAAPHTPOMMLHH, TETUTPOMHLIMH U He(a30a0H) (BX. Touka 4.5);

. KomOunuMpane Ha HHXMOUTOP HA AHTUOTEH3WH KOHBepTHpamma eH3dM (ACE unxudurop) u
aHMHOTeH3UH peuentopeH dnokep (APB) ¢ ennepeHon,

44 ChnenuaiaHH npeAynpeKIeHHs H NPeINa3HH MepKH OpH ynorpeba

XHnepxanHeMus
B CchOTBETCTBME ¢ MEXaHM3MAa Ha ACHCTBHE Ha EIUICPECHOH, TIPU OpHEMa MY MOXKE Ja HaCcThIH
xunepxanveMus. [1py 3anoysaHe Ha NEUYEHHETO H MPH MPOMAHA HA ZO3HPOBKATA HUBATA HA CEPYMHHA
Kanuii Tpa6Ba aa ce MPOCTEAABAT PEJOBHO MPH BCHUKW NauueHTH. Cael TOBa ce MPEenopeHBa
MEPHOJUYUHO [IpochensBaHe, 0COOEHO NPH MALMEHTH ¢ PUCK OT PAa3BUTHE HA XHICPKANHEMUS, KATO
HanpHMep NaUMeHTH B CTapyecKa BH3pacT WM TakHpa ¢ OpOpeuHa HEAOCTATHYHOCT (B et
nauueHtTH ¢ JaHaGer. He ce npenopbuBa mpunarane Ha KajHEBH N00AaBKU CIIEf

NEeUeHHETO ¢ CIUIePeHOH, [OpaaH MOBHUISH PpHCK OT XHIOEPKaNHEeMHS. , H
HAMANABAHETO Ha [103aTa Ha EeIUIepeHOH ROAH 00 HAMalldBaHe HA HUBATa Ha CepyMEh

eIHO KITMHMYHO MPOYUYBAHE € YCTAHOBEHO €, ue A00ABAHETO HA XMAPOXIOPOTHA3 !

CINEPEHOH KOMIMISHCHpA MOBHILICHHETO HA HHBATA HaA CCPYMHHA KaJTUH.
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PUCKBT OT XHMepKadTHEMUs MOXKe a ce TOBHINH, KOraTo eljiepeHOH C€ M3MOoi3Ba B KOMOHHALMA C
MHXUOWUTOp HA aHTHOTEH3UH KoHBepTupalys enzuM (ACE) W/unu aHrMOTeH3UH peLenTopeH Onokep
(APB). KomOunaumsara Ha MHXHMOMTOpP Ha aHrMoTeH3MH KoHBeptupaiius eHsuM (ACE) wumm

AHTHOTEH3MH peuenTopeH Oiokep (APDB) ¢ enepeHoH He TpA6Ba Ja c€ U3MNON3Ba (BUKTE TOUKH 4.3 M
4.5).

Hapyvirena 60n6peuna dbyHkius
Hupara Ha kanuii TpadBa peAOBHO Aa Ce MNPOCISAABAT [PH NALMEHTH ¢ HapyleHa ObOpeuna

QYHKLHA, BKIIOYUTEIIHO TakuBa ¢ AHadeTHa MUKpoaIOyMUuHypHa. PUCKBT OT XUnepkaIueMus pacte ¢
HaMmandeaHe Ha OnOpedyHata QyHkuuA. Benpexku orpaHH4eHuTe NaHHM OT npoyusaHeTto EPHESUS
npd mauueHTH ¢ adaber tdan 2 M MHKpoanOyMHHYpHUA MMpH TO3H MalbK OpoK mMauHeHTH e
HA0MIOJABAHO MMO-YECTO BB3HWKBAHE HA Xunepkanuemus. [lopaau Toea, TAKHRA MaLMeHTH TpiaOBa na
OBAAT JIEKYRAHH ¢ MOBHLIECHO BHUMAHHE. ENNIEPEHOH He Ce OTCTpaHABa 4Ype3 XEMOAHANH3A.

Hapyutena uepHoapodHa GpyHKIuA

[Ipy nmauueHTH ¢ N€KO A0 YMEPEHO HapylleHHe Ha depHoApobHaTa ¢yHkuus (knac A W xnac B no
Child Pugh) se € HabmogapaHO NOBHIUABAHE HA CEpYMHHA Kanui Hajg 5,5 mmol/l. [lpu naumMeHTH ¢
AEKO A0 YMEPEHO HapyLICHHUE HAa YepHOAPoOHATa GYHKUHA € HeoOXoAUMO Aa ce Npoc/ieAIBaT HUBATA
Ha ENEKTPONIMTHTE. Y NOTpedaTa Ha eIUICPEHOH TIPY NMALMEeHTH ¢ TEXKKO HApPYUIEHHE HA YepHoaApoOHaTa
DYHKUHA HE € OLUSHABAHE ¥ Mopazd TOBa € [IPOTHRONOKAa3aHa (Bx. Touka 4.3).

Hunykropu na CYP3 A4

He ce npenopbuBa €AHOBPEMEHHO NpHIAraHe Ha SIVICPESHOH ¢ MowHH UHAYKTOpH HAa CYP3A4 (B,
Touka 4.5).

Humusi, yuxnocnopur, maxporumyc TpA0OBa na ce U30ArBar 110 BpeMe Ha JICUEHHUETO C eIUIePeHOH (BXK,
Touka 4.5).

IToMoOIIIHYM BellecTBa
JlakTo3a

To3an NekapcTBeH NPOAYKT chAbpXKA NakTo3a. [lauueHTH ¢ peakd HAC/NEACTBEHH [POOIEMH HA
HEMOHOCHMOCT KBbM FAMAKTO34, [ThJICH JaKTaszed AcduidT HWIH FAIOKO30-TaTaKTo3Ha Manabcopbuus He
TpaOBa J1a NMPHUEMAT TOBa JEKAPCTRO.

Harpuii
To3u nekapcTeeH NPOAYKT ¢hAbpAKa no-Manko oT | mmol HaTpuii (23 mg) Ha TabneTka MOXe Ja ce
KaXe, Y& MPaKTHYESCKH HE ChAbpiKa HATPHH.

4.5 B3aumopelicTBHE ¢ APYrH JEKAPCTBEHH NPOAYKTH H APYrH /OpMH HA B3aHMOdeHCTBHE
dapMakoAHHAMHYHH B3AHMOACHCTBHA

Kanuti-cvxpanseawiu ouypemuyn ¥ xaauesy dobaexu: EnnepeHoH He TpabOea na ce Mpunara mpu
NAifMEHTH, MpUEMAlld KaTuif-ChbXpaHABAIM AMYPETHLH HJIH KanueBd N00ABKH, MOpajd MNOBUUIEH
PHCK OT xunepkajueMHsa (Bx. Touka 4.3). Kanuii-cpXpaHgBamuyre JUypETHIH MoraTr Aa NOTCHUHPaAT
edieKTa Ha AHTHXHIIEPTEHIUBHUTE CPEACTBA H APYTrH JMYPETHLIH.

ACE unxubumopu, anzuomensun peyenmopru baoxepu (APK)

Pucker OT XMIepKanueMus MOXe 14 C€ TNOBHIIH, KOraTo CMAePeHOH ¢€ U3NOM3Ba B KOMOMHALMKA ¢
MHXUOHUTOp Ha aHrHOTeHIHH KoHBepTHpaus ensuM (ACE) u/unu aHrHoTeH3nu peuentopeH Oyokep
(APB). [penoppyBa ¢€ CTPOTO MpoceaiBaHe Ha CepyMHHA KanuH H 6u0peunaTa QYHKIMA, 0cobeHO
NpH NAUMEHTH ¢ PHCK OT yBpeaeHa OBbOpedHa QyHKUHA, HAMPHMED MAaLMEHTH B CTAp4ecKa Bh3pacT.
Tpoiinata KOMOHUHAIMA OT HHXHOHTOP HA AHTMOTEH3HH KOHBepTHpaLHA €H3uM (ACE) ¥ aHrHOTeH3UH

JTumuii

He ca npoBexaaHK MPOYUBaHHA 32 JIEKAPCTBEHH B3aHMOAEHCTBUA HA eTUIEPEHOH
ce 00aue 3a JIMTHEBA TOKCHYHOCT MpPH MauWeHTH, MPHEeMally JHTHIH ¢AHOBpeMe
MHXHOHTOp Ha aHTMOTeH3WH koHBepTHpailks eH3uM (ACE waxuburopn) (BK. TOY




ce u3bArea eIHOBPEMEHHOTO IPHNATAHE HA CILTEPEHOH ¢ JUTHH. [IpH HeoOX0IUMOCT OT MPHIOKCHHES

Ha Ta3M KOMOMHalms, TpaGBa A4 ¢€ MPOCIEAABAT IUIa3MEHHTE KOHUCHTpaUMH Ha NUTHA (BXK. TOYKA
4.4).

Lluxnocnopun, maxpoaumye

[IMKOCTIOpUH ¥ TAaKpoOJMMMYC MoraT Ia AOBeAar A0 HapylleHHe Ha OvOpeunHara dyHkuus u
MOBMIUABEHE HA PHCKAa OT XUNepKanHeMuas. EQHOBpeMeHHOTO npHmaraHe HA CIUEPeHOH ¢
LHMKJIOCIOPHH ¥ Takponumyc Tpadea na ce u3barea. Ako € HeOOXOAMMO NPHJIATaHEe Ha UUKIOCTIOPHH
¥ TAKPOJTUMYC MO BPEME Ha JIEHCHUETO ¢ ETNIEPEHOH, NMPENOPRYBA C€ BHUMATETHO NPOC/ICAABAHE HA
CepyMHHA Kanui 1 ObOpeuHaTa QyHkMA (B, Touka 4.4).

Hecmepouonu npomusogvinarumentu cpeocmesa (HCIBC)

Jeuenuero ¢ HCIIBC Moxe aa nosene Ao ocTpa 6BOpeyHa HEAOCTATEYHOCT YPe3 AHPEKTHO JECHCTBHE
BHPXY FIOMEpyHaTa (unTpaiids, ocobeHo NMpH PHCKOBM mauUMEeHTH (B CTap4yecka BBL3PAacT W/HIH
nexugparHpadd naumedtH). IlaumeHture, npuemauwm emjiepeHoH u HCIIBC Ttpabsa na Obpar
aZleKRaTHO XHApaTHPaHH, OrOpedtaTa UM QYKIHA MPOBEPEHA MPEIH 3anovBaHe HA JICUEHHETO.

Tpumemonpum

EAHOBpEMEHHOTO MPUJIATAHE HA TPUMETONPUM C €TUIEPEHOH FOBHINABA PUCKA OT XWUMEPKAIHEMHA.
TpaGBa ma ce W3IBBpUIBA PEAOBHO MpocAeadaBaHe HA CepyMHHS Kanmud M ObOpeuHara QyHKUHS,
0co0eHO NMpH MallHEHTH ¢ HapyleHa Os0peuna pyHKUUA H [TPH TTAHEHTH B CTapUecKka Bh3pacT.

Ancpa-1 broxepu (vanp. npazozun, arghyzocun)

[Mpu koMmOuHupane Ha anda-1 Oaokepu ¢ €nnepeHOH CHIUECTRYBa MOTCHLMAN 33 MOBHIIABAHE HA
XMINOTeH3UMBHUA ebeKT WKWK 32 nocTypanHa XxunotoHud. [lo Bpeme Ha KoMOMHMpaHO TPHNAFaHE C
antda-1 6a0Kkepy ce NpenoppYBa KIHHUYHO NPOCJCAIBAHE 32 MOCTYPAIHA XHITOTORHUA.

Tpuyurnuynyu anmudenpecanmu, Heapolenmuyu, amugocmun, daxnogen
EnnoBpeMeHHOTO MpunaraHe Ha TE3H JIEKapCeTBa ¢ CINIEPEHOH MOKe MMOTEHLUMATHO A3 YBENHYH
AHTHXMNEPTEH3UBHUTE €(PEKTU W/ HIM PUCKA OT NOCTYPATHA XHMOTOHHS.

I'mokoxopmuxoudu, mempaxo3axmuo
EnnoppeMeHHOTO MNpHMAaraHe Ha TE3H JICKAPCTBA € CIUICPEHOH MOXE IOTCHUMANHO JIa HAMAaJTy
AHTHXHIIEPTEH3HBHUTE eeKTH (3aAPBIKKA HA HATPUH H TEMHOCTH).

dapMaKOKHMHETUMHH B3aUMOAECHCTBHUS
[IpoyuBaHusTa in Vilro NOKA3BAT, ue CIUEpeHOH He € wuHxubuTop Ha M3oeH3uMHuTe CYP1A2,

CYP2C19, CYP2C9, CYP2D6 u CYP3A4. Enaepenon He e cybeTpar uad WHXuOMTOp Ha P-
MHKOTPOTEHH.

Huzoxcun: CucreMuara ekcniosuiig (AUC) keM aurokcut Hapactea ¢ 16% (90% CI: 4% - 30%) npu
€NHOBPEMEHHO TpUIOKeHUe ¢ emnepeHOH. HeobxonuMo € NOBHIIEHO BHHMAHME MPH A03HpaHE Ha
JIAIOKCHH BJIM30 10 ropHaTa rpaHHuA Ha TeparneBTHYHUS AYUanasoH.

Bappapur: He ca nabnofaBaHH KIHHHYHO 3HA4YMMHM  (PapMaKOKHHETHYHH B3aUMONCHCTBHA ¢
Bapdapun. HeoGX0MMMO ¢ MOBHUIEHO BHMMAHHE, Korato BapdapHH ce npuiara B 5o3a, Onuska 1o
ropHaTa rpaHHLA HA TEPANCBTHUHUA IPO30pEL.

Cybcmpanmu na CYP3A44: PesynTature or HapMakOKHHETHYHATE NPOYYBAHHA C TeCT — CyOCTpaTH Ha
CYP3A4, Hanp. MHAaz0NIaM H LH3anpHI HE MOKA3BAT 3HAYHMH (APMAKOKHHETHYHH B3AMMOJCHCTBHA
Mpu NPHIAraHe Ha TE3H JIEKAPCTBA ChbBMECTHO ¢ EILICPEHOH.

Huxubumopu na CYP3A4: - Mownn uaxubutopu Ha CYP3A4: Tlpn cbBMeCTH
EMIEPEHOH ¢ NeKapeTrRa, KoWTo wWHxubOupar ensuma CYP3A4, morar ma H
dbapmakokuneTHuHH Biaumonelicrens. Eaun ot Mowmbure unxubutopu Ha CYP
200 mg [Ba MLTH AHEBHO) ¢ JoBen no nokaueane ¢ 441% na AUC Ha emepeHo
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EanospeMeHHaTa ynoTpeda Ha eIUiepeHoH ¢ MoifHu MHXUOHTOpH Ha CYP 3A4, kato Hanpumep
KETOKOHA30/1, HTPAKOHA30/1, PUTOHABHP, HenduHABUD, KIAPUTPOMHLIMH, TENUTPOMHULIMH U He(A3OA0H
¢ MPOTHBOMOKAa3aHa (BX. Touka 4.3).

- Cnabu go ymepeHrn uHxudbutopu Ha CYP3A4: CbBMECTHOTO MNOpuiaraHe ¢ e€pUTPOMHUHH,
CaKBHHABHpP, aMHOJapOH, MAWITHAa3eM, BepanaMMa H  (QUIykKoHa3ol BOAM A0  3HAYHMH
dapMaKOKMHETHYHH B3aMMOJECHCTBHA, KOMTO YBEIHYABaT ¢ 3HAUYMTENHO cTOHHOCTTA Ha AUC B
auariaszoHa oT 98% no 187%. INopaou ToBa, mpunaraHATe JO3H EMUIEPEHOH HEe TPAOBA Na Ha BHILABAT
25 mg, aKo eIUIEPEHOH C€ MPWIara ChbBMECTHO CBC CJIa0H 10 yMepeHO CHIHH HHXWOWTOPU Ha
CYP3A4 (Bx. Touka 4.2).

Huoyxmopu na CYP3A4: EAHOBPEMEHHOTO NPHIOKEHHE HA JKBJIT KAHTAPHOH (MOINEH UHIYKTOpP Ha
CYP3A4) ¢ ennepeHon npeaussHksa Hamanseane ¢ 30% Ha croitnoctra Ha AUC Ha eruepeHoH. [pu
no-cUMHH HHAYKTOpH Ha CYP3A4, kato HanpuMep puaMIMUMH, MOXe Aa HACTHIIH No-3a0enexuMo
HaManaBaHe Ha cToiHocTTa Ha AUC na ennepenon. [Topann puck oT noHwkeHa edHKACHOCT Ha
EMJIEPEHOH He ¢ NPernopbyBa ¢CLBMECTHA YNoTpelda Ha eMIepeHOH ¢ MOWHH WHAYKTOopH Ha CYP 3A4
(pudammuuuH, kapbaMasenuH, peHHToMH, PeHobGapOUTAalL, KEIIT KAHTAPUOH) (BXK. TOYKA 4.4).

Anmuayuou: Bb3 0OCHOBa Ha pe3ynTaTute oT PapMaKOKHHETHYHO KJIHHWYHO OPOYYBAHE HE ¢€ OYaKBa
3HAYMMO B3aMMOJACHCTBHE MIPH CHBMECTHO MPHIIaraHe Ha AHTHALMIHU ¢ €TIIEPSHOH.

4.6 @epTHANTET, GpEeMEHHOCT H KbpPMENHe

EBpemenrnocm: Jluncear aocTaTb4HO J2HHW OTHOCHO yNoTpedaTa Ha eMIepeHOH NpH OpeMEHHH JKEHH,
[IpoyupaHUATA NMPH KUBOTHH HE MOKA3BAT MPEKH HIM HEMPEKH HexeTaHH e(EeKTH Mo OTHOIIEHHE Ha
OpeMeHHOCTTa, eMOpHO(ETATTHOTO Pa3BUTHE, PAXKAAHETO H IOCTHATAIHOTO pa3BHTHE (Bk. To4Ka 5.3).
TpabBa na ce MOAXOXKAA ¢ NOBHUICHO BHUMAHHE MPH NPEANIMCBAHE HA EMNEPEHOH HA OPeMEHHH XKEHH.

Kvpmene: He e n3BecTHO 1anu clep nepopasHo NpUIN0KEHHE €TUIEPEHOH C€ €KCKPETHpa B MAHYMHOTO
MISKO MpH 4oBeka. [IpeaxnHHHYHMTE XaHHH ofade TOKa3eaT, 4Ye EIUIEPEHOH W/HAHW HETOBHTE
MeTa0OJUTH C€ OTKPHBAT B KBPMATA Ha ILTBXOBE, KAKTO W Y€ MAIKHMTE Ha IUTBXORETE C€ PasBHBAT
HOPMAJNTHO TipH ekcro3unud. [lopany HenspecTHMA MOTEHLHAN 33 HEXEJIAHW NEKapcTBEHH PEaKUHH
BLPXY KbpMAye€TO, TpaOBa fia ¢S B3eME pellicHWE AaiM Ja ¢e CIOpe KbPMEHETO MM Ja ce Chpe
MPUIATAHETO HAa JIEKAPCTBOTO, KATO CE BieMe APEABHA 3HAUSHHETO Ha JIEKAPCTROTO 32 MAHKATA.

Depmunumem: JIMNicBaT JaHHHW OTHOCHO (PEPTHINTETA [IPU XOpa.
4.7 EfdexkrH BLpXY ¢cnoco0HocTTA 32 miodHpaHe n paboTa ¢ MAUIMHK

He ca npoBexaaHH H3MMTBaHHS 32 BIHAHHETO HA CTUICPEHOH BbpXY CMOCOOHOCTTA 3a LIOpHpaHe U
pafota ¢ MamiMHH. EnmepeHOH HE MPHUYMHABA CBHAMBOCT MMM HapylleHHe HAa KOTHHTHBHMTE
QYHKLHH, HO npu wodHpaHe HA TIPEBO3HH CPEACTBA W MpH paGora ¢ MAlMHU TpabBa Ja c¢ UMa
NpeABH, Ye N0 BpEME HA JICUEHHETO MOKe 1a HACTBHITH 3aMalBaHe.

4.8 HexelaHH JiIeKaAPCTBEHH PeaKIHH

B aBe npoyuBaHus (mpoy4BaHe, OLEHABAUIO €hUKACHOCTTA H MPEKUBAEMOCTTA [PH NPHIOKEHHE Ha
eMIEPEHOH NIPH ChpAeYHa HeJOCTATHUHOCT cilel ocThp MHoKapaeH WHpapkr (Eplerenone Post-acute
Myocardial Infarction Heart Failure Efficacy and Survival Study -EPHESUS) u npoyusae,
OLCHABALLO XOCTIHTATH3IUPAHETO H TIPSKWBAEMOCTTa MMPH NPWIOXKEHHEe HAa €IUIepeHOH MpH JeKa
chpaedna Henoctareunoct (Eplerenone in Mild Patients Hospitalization and Survival Study in Heart
Failure - EMPHASIS-HF), obmara HECTOTa HA HEXMENAHH JEKAPCTBCHU peaKLIHH, choﬁmaﬂaﬂal TpH

[TocoueHUTe MO-A0AY HEXKENAHH peaKUMy ca TAKHBa, MPH KOHTO e NIOAO3HPa Bp
ca NoBeve, OTKOJIKOTO MpH fuialedo WIH ca cepHO3HH H 3HAYMTEHO NMoBeUe, OTKO
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WK ¢a HabnIoJaBaHu Mo BpeMe Ha MOCTMAPKeTHHroBHA nepuod. Hexenanure ce0HTHA ca H30pOEHH

Mo OpraHo-CHCTEMHH Kiacoee M no afcomoTHa 4ecrora. Yectoture ce AcuHMpAT 0O C/IeAHHA
HaumH: Yectd (>1/100 po < 1/10); meuectn (=1/1 000 po < 1/100); peaxm (=1/1 0000 no < 1/1000),

mHoro peaku (< 1/10 000).

Tabnuua 2: YectoTra Ha HEKENAHUTE ICKAPCTBEHU PEAKLMH B UTaLeO0-KOHTPOMHPAHH IPOYUBaHHA C

efiepeHOH

MedDRA cHCTEMO-OPraHeH KJac

Hexe/1aKa JIEKAPCTBEHA PCARIHA

Nndgexinn u naPpecTaiun

Hevecmu MHETOHEPPHT,
HHpEKLUH,
ipapHHIHT.

HapymieHHus HA KPBBTA H JTEUMPHATA CHCTEMA

Heuecmu Eo3uHodunHs

Hapymenna HA eHIOKPHHHATA CHCTEMA

Heuecmu XUIOTHPEOU AU BM

Hapymenas na MeTaGo/H3Ma H XpaHEeHeTo

Yecmu XUTIEpKATHEMHA (B3K. TOUkH 4.3 U 4.4),
XHIIEPXOTECTEPONIEMHUA.

Hevecmu XHITOHATPHEMHA,
nexuapaTtarus,
XUOACPTPUrTHLUCPUACMHA.

[IcHXHYIHH RApPYDIEHHUA

Yecmu 0e3chHe

Hapymenus Ha HepBHATR CHCTEMA

Yecmu

Hevecmu

BaMagHOCT, CUHKOIM, CIaBodone

XHITOCTC3HA

IChpaevHn napymenus

Uecmiu JleBOKaMEpHA ChpASUHA HETOCTATHYHOCT,
MPEACHPAHO MBXKAECHE

Hevecmu TaXMKapIHAa

ICbaoBH HAPYWICHHS

Yecmu XHUIMOTOHHSA




Hevyecmu

ppTEpHanHa TpoMb03a Ha KpaHHUK

OPTOCTATHYHA XHIIOTOHHA

HAPYIICHHA

Yecemu

PeclIHpaTOPHH, TPHLAHH H METHACTHHATHH

‘KEIH_IJ'I HLAa

ICToMalIHO-"YpeBHH HAPYIICHHA

Yecmu Jluapus, rageHe, zanek, NOBPbIAHE,
Hevwecmu KpraTyaeHLMA

Xenaro0HIHAPHHE HAPYIICHHSA

Heuecmiu XOJIeHCTHUT

Yecmu

Heuecmiut

HapylleHHA HA KOKATA W MOJKOKHATA THKAH

06puB, MPYpPUTYC

XUIIEPXHAPO3a, AHTHOEAEM

Hapymenust Ha MyCKYTHO-CKeJIETHATA
ICHCTEMA H CHeANHHTEJIHATA ThKAH

Yecmu

Hevecmu

MyckysnHn cnazmu, 6onku B tbpda

MYCKYJTHO-CKEJIeTHH DOJIKH

Hapymenue na 6b0peuHTe H NHKOYHUTE
INETHIA

Yecmu

bbOpeuHo yBpexaane (Bx. Touka 4.4 1 4.5),

Hapymenusa Ha BL3OPOH3BOAHTETHATA
CHCTEMA H IbpAATa

[ MHEKOMACTHS
Hevecmu
O6mu HapymenHs U epeKTH HA MACTOTO HA
NPHJIOKCHHE
Hecmu
ACTeHUs
Heuecmu HepasnoaoKEHUe
M3cnenBanua
Yecmu [TosHIleHa ypes B KpBBTA, NOBHIUCH KPEATHHHH B
KpHBTA
[ToHH>KEeHA AKTHBHOCT HA peLenT
Hevecmu

eMHASpPMATHHA pacTexeH QaKTo
|1"JIIOI{03& B KPbBRTa




IMpu npoyusanero EPHESUS ca HabmoZaBaHH 4YHCNEHO MOBEYE CIy4ad HA MO3IBYEH HHCYIT B
rpynara Ha MalMeHTHTe B cTapyecka Be3pact (> 75-roHuiHa Be3pacT). Pasaukara mMexay 4ecToTata
Ha HACTbIIBAHA& HA UHCYJIT B Ipynata, JeKyrana ¢ emtepeHoH (3() B cpaBHeHUe ¢ rpynara, npyueMaina
mranebo (22) He e nokaszana cratucrhdecka sHauuMoct. B EMPHASIS-HF Oposar va cay4dauTte ¢
MHCY/IT NPy MAaLHEHTHTE B MHOIO HampeaHana Bu3pacT (= 75-roauinHa Bb3pact) € 0w 9 B rpynara ¢
ennepeHoH U 8 B rpynara ¢ mianedo.

Crobluasane HA NOJO3UPAHH HEXEIAHH PEAKLIMU
CrobmaBaHeTo HA MOAO3HPAHU HEXKENAHH PEAKIHH CNeA paspellaBaHe 3a ynotpeba Ha NeKapCTBEHUA

NPOAYKT € BakHO. TOBa MO3BONABA 14 MPOABIIKY HAGAKOAECHHETO HA CHOTHOLIEHHETO MOJ3a/PUCK 34
JIEKAPCTBEHUA NPOAYKT. OT MEAUIIMHCKHTE CNELHHAJIACTH C€ H3MCKRA Ja choOLaBaT Beaka
NOAO3UpaHa HekellaHa peakuus upes:

M3ibiHUTEHA areHIUA 110 JIEKApCTBATa

yn. ,,Jlamsan ['pyes” Ne§

1303 Codmusa

Tel.: +3592 8903417

yeOcaiiT: www.bda.bg

4.9 IIpeno3upane

He ca cpolieHy cnyuad Ha Npeno3dpaHe Ha eIUIepeHOH [IpH Xopa. Hali-BeposTHata OvakmraHa
MposBa Ha NPEAO3HPAHETO NPH YoBek OH OHIA XMIIOTOHUSA MM XHNEpKanHeMHuA. EnnepeHoH He Moxe
I CE€ OTCTpaHABA Ype3 XeMOJAHANHU3a. YCTAHOBEHO €, Y€ SIUJIEPEHOH CE CBbp3d BBB BUCOKA CTETIEH C
akTHseH BbINeH. IIpH eBeHTyanHa mofgBa Ha CHMNTOMATHYHA XHMOTOHHA TpAOBa ga ce 3anoyHe
NOAALPXKALLA TEPANUS, AKO C€ pa3BHE XUIIEpKaTMEMHA, TPaOBa fa Ce 3arouHe CTAaHAAPTHO JICHYEHHE,

5. GAPMAKOJOI'MYHU CBOUCTBA

5.1 OapMaKkoIHHAMHYHH CROHCTBA

dapmakoTepaneBTHYHA Ipyra; AHYpPeTHLH, AHTATOHUCTH Ha aN0CTEPOH,
ATC kon: CO3DA04

MexanHH3sM Ha ZEHCTBHE

EnnepeHod nposBsBa OTHOCHTENHA CEJNIEKTHMBHOCT TIPH CRBP3BAHE ¢ UOBELIKH PEKOMOHMHAHTHH
MHHEPAIKOPTHKOUIHH PELCTITOPH B CPABHEHHE CBHC CBBP3BAHETO MY € YOBEIIKH PEKOMOHHAHTHH
FMHKOKOPTHKOWIHH, NPOreCTEPOHOBH U AHAPOTEHHH peuentopd. Ennepenod Npeyn Ha CBbP3BAHETO
Ha aNJOCTEPOH — K/AKOYOB XOPMOH B CUCTEMATa PCHMH-aHIMHOTEH3MH-amocTepoH (RAAS), kouro
Y4aCcTEa B peryjvMpaHeTO Ha KPBBHOTO HAIAraHe M B NATOPHIUOMOrHATA HA CBPASYHO-CHAOBHTE
3aboNABaAHHNA.

dapMakoIHHAMHYHH edeKTH

YcTaHOBEHO €, He SINEpPeHOH MPEAXM3BUKBA TpaliHO MOBUINABAHE HA Ma3MEHHA PCHHH H HA CEPYMHHUA
ANJIOCTEPOH, KOETO CHOTBETCTBA Ha HHXMOHpaHe Ha HETaTHBHHA pPeryfatopeH €(eKT Ha alloCTEpPoH
[C MEXaHH3Ma Ha 0OpaTHA BPB3KA BBPXY CEKpeMATa HAa peHUH. [10IyUeHOTO B pesynTaT yBEIHYeHHE
HAa aKTHBHOCTTA Ha PEHMH B IIA3MATa M HA HUBATA Ha LHPKYJIHPAILIHA ATJ0CTEPOH He NMpeogo/isBar
epexTHTE Ha ETNIEPEHOH.

[Ipu npoyuBaHHs RBPXY AHAMA30HA HA JO3HpaHe MPH XPOHH4HA ChPAEYHA HeAOCTaTRUHOCT (Knac [1-
IV no NYHA), no0apdHeTO Ha €MUIEPEHOH KbM CTAaHOAPTHOTO fICUEHWE € A0BENR0 A0 OH
0303aBHCHMO TMOBMLIABAHE HAa ANAOCTEPOH. AHAMOMMYHO, MPH KAPAUO-PEHANHOTO [197
kbM npoyusaHeTo EPHESUS, tepanuAra ¢ emiepeHOH ¢ NpeXM3BMKaNd 3HAYUMO J

TE3U NOIYMALHH.




Eriepetiod € H3cacaBaH B PAMKNUTE Ha NPOYYBAHETO 33 e(PHUKACHOCT H INPEKMBAEMOCT [IPH
NpUIOKEHHE Ha CIUIEPEHOH TMpPH ChpAeHHA HEAOCTATBHYHOCT CNeH OCTBP MHUOKAapAeH HHQApKT
(napeyeno cekpareHo EPHESUS). EPHESUS e ppoiiHo-cnano, nnaue0o-KOHTPOMHPAHO MpOoyYBaHE ¢
[POXLIKUTENHOCT 3 roguHy npu 6 632 mauMeHTH ¢ 0CThp MUOKapAeH nHdapkt (ML), nesokamMepHa
IMCYHKIHA (CMOpea AaHHH OT H3MepeHaTa jepokamepHa dpakumd Ha uzTnacksane (JIKDH) <40%)
W KIHHHYHHTE MPHIHALH 33 ChpASUHA HEAOCTaTBUHOCT. B paMkute Ha 3 10 14 nuHu (cpeaHo 7 AHW)
cneg octep MH B HONBIHEHHE KBM CTAHAAPTHOTO JIEYEHHE TALIMEHTUTE €A MONYYABAIH CIUIEPEHOH
WK nnaned0 B HAYATHA J03a 25 mg BeAHEBXK JHEBHO, KOATO ¢ OMNa TUTpMpaHa A0 LeneBata 103a Ot
50 mg BeAHEBX MHEBHO cNeM 4 CEAMULIM, IIPH YCIIOBHE Y€ CepyMHMAT Kanuii ¢ oun < 5,0 mmol/l. o
BpeMe Ha [POYYBAHETO HA [MALUMEHTHTE € MNpPHIaraHOo CTAHAapTHO Ne4YeHHe, BKIIOYBAINO
anetuncanuumosa kucenuna (92%), ACE uuxuouropu (90%), B-Gnokepu (83%), Hutpatu (72%),
bpumkosn guyperui (66%) wmi HHxuObuTOopH HAa HMG-CoA penykrazata (60%).

[1pu npoyusanero EPHESUS nbpBHuHHUTE KpaiiHU TOYKK ¢a OWIH CMBPTHOCT A0 BCUYKH NPUYMHH U
CbhecTaBHa KpaiiHa touka 3a CC (chppeuHo-cpaoBa) cmbpr und CC xocnuranuzauus; 14,4 % or
MaLMeHTHTE, MOMyYaBally eruiepeHoH H 16,7 % oT naudeHTHTe, Nnonyyaeany mwiauebo, ca NOYHHAMU
(no BcUYKH MPUUYHHHK), a 26,7 % OT nmauMeHTMTE, NOoMyvaBaiy eniepeHor H 30,0 % ot nauuenTure,
noayyapaitn naauebo, ca JOCTUrHANM [0 ChCTaBHaTa KpadHa touka 3a CC cMmMbppT WM
xocnuranHzauua. Cneposarenuo, npu npoyusaHero EPHESUS ennepeHon e mamamun pucka ot
CMBPT MO BCAKAKEH NpHuHuHH ¢ 13% (PP 0,85; 95% W, 0,75-0,96; p= 0,008) B cpaBHeHue ¢ nnauedo,
OCHOBHO Hpe3 HaMajigiBaHe Ha chpaeuHo-cbaoBaTa (CC) cMbpTHOCT. PucKkBT oT CC eMbpT wiH CC
xocnuTanuzauua e 6un no-mansvk ¢ 13% npu enmneperod (PP 0,87, 95% WU, 0,79-0,95; p=0,002).
AOGCONIOTHOTO HamangBaHe Ha PHCKa 3a KpaiHWTEe TOYKH 34 CMBPTHOCT IO BCHUKU MPUYHHH H
ChpAEYHO-CBA0RA CMBPTHOCT/XOCTIMTANM3AIIMA ¢ Oune cworBeTHo 2,3 % u 3,3%. KnuuuuHarTa
€(PMKACHOCT ce JeMOHCTPUpPA MPEIUMHO B CAYUYAHUTE, B KOMTO JICYEHHETO C eUIEPEeHOH € 3ano4HaTo
NpU MalMEHTH HA BB3pacT < 75 roguuu. [lon3ara or nedeHUeTo Mpd MAIMEHTH HAa BB3Pact Hang 75
roduHH ¢ HedAcHa. OyHKUWoHaNHMAT kjaac no NYHA ce nogobOpaea WM OCTaBa HENpPOMEHEH 3a
CTATHCTHYECKH 3HAYUMO TO-TOAAM ASN OT OAUMEHTHTE, MOMYYARANH EIUIEPSHOH, B CPABHEHHE ¢
maleHTHTe Ha mnauebo. Hecrorata Ha xunepkanwemus ¢ Ouna 3,4 % B rpynarta ¢ eMNEpeHOH, B
cpaBnenue ¢ 2,0 % npu nnaue6o rpynara (p < 0,001). Yecrorara Ha xunokanvemusa € ouna 0,5 % g
rpynara ¢ eriepeHoH, B cpaBHeHMe ¢ 1,5 % npu mnauedo rpynata (p < 0,001).

EnHomocouHn edeKTH Ha enjiepeHOH BBLPXY ChpAevHATa 4eCcTOTa, MpOABLKUTENHOCTTa Ha QRS
uHTepBana Wwid Ha PR wnu QT uHTepBanuTe He ca HabnoaasaHu Opu 147 3apaBH nuua, NMOMIOKEHU
Ha OLIEHKA 3a POMEHH Ha ¢JICKTPOKapAHOTpaMara B pPAMKHTE HA PapMaKOKHHCTHYIHH MPOYYBAHHA.

B npoyuBaHeTO, OLICHABAIID XOCIHTANHIHPAHETO H MPEKUBIEMOCTTA NPH NMPHIOKEHNRE HA eTUIEPEHOH
fIpH Jieka cepaeuHa HepoctathuHocT (Eplerenone in Mild Patients Hospitalization and Survival Study
in Heart Failure, EMPHASIS - HF) e npoyuean edekTbT Ha erepeHoOH, nodaBeH KbM CTaHAApTHA
TEPANMS, BbPXY KNMHHYHUTE CHOUTHUA MpH MALMEHTH CbC CHCTONIHUHA ChpIACYHA HEAOCTATHYHOCT H
neky cuMntomd (pykuuoHaieH kiac [ mo NYHA).

[lanmeHTUTE ca OMAM BKITFOMBAHH, aKo ca OWIM HAa BB3PACT MOHE 35 roauHu, HMallu ¢a JICBOKaMEpHa
dpaxuus ga watnackeaHe (LVEF) < 30% unu < 35%, B poneaHeHne KpM QRS npoAb/HKMTENHOCT OT
Haa 130 MuoHceKyHAH H ca OUNU WM XOCMHTAIM3HPAHU MOPajH ChpACYHO-CHACBH 3a00/aBaHHs 6
Mecela MpeAM BKIOUBAHE KbM [POYUBAHETO, HAM Ca MMAIM NNA3MEHHW HUBA HA HATPHYDCTHYCH
nerrrug B-tun (BNP) mose 250 pg/ml vnu niuasmenu Huea Ha N-tepmuHaned npo-BNP none 500
pg/m! opH MBke (750 pg/ml npu xeHu). JleueHHETO ¢ eMiepeHOn e OWIIO 3amoYHATO ¢ 1033 25 mg
BeIHBK AHEBHO, KOATO € Ouna nopuieHa cnelx 4 ceamuiy a0 50 mg BeAHBK AHEBHO, AKO CEPYMHHTE
HUBA Ha kanuii ca 6unu < 5,0 mmol/l. B cnyuait, ye usumcenara GFR e 6una 30-49 ml/min/1,73 m?,

NeveHHeTO ¢ EMIEPEHOH € 3ano4Bano ¢ 25 mg rpe3 AeH ¥ NOBHIISHO 10 25 Mg BEAHDBXK AHECBHO.
——
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O6wo 2737 nauueHTH ca OWNM paHAOMH3UpaHH (OBOHHO CJAINO) KbM JIEYEHHE C ‘_efgﬁim ﬂg\ﬁ.
nraneGo, BKMIOMBAILO NpeAXoAHa Tepanua ¢ auypetHun (85%), ACE wu ’*?‘.*-. A% N\ .‘
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MHIHCEKYHIH. [loedero or nauuenture (83,4%) ca OUNY XOCIIHTA/IM3UPAHH MPEAH TOBA B PAMKUTE
Ha 6 Mecela OT PaHIOMH3UPAHETO, MO ChPACYHO-CHAOBH APHUHHH Kato okomo 50% or Tax ca ce
ABUKaNH Ha ChbpAcYHA HeaoctaTb4yHOCT. Oxono 20% oT nanMeHTHTS ¢a HMamu HMITAHTHPAaHW
nedubpunatopu Wi ca GUMH Ha TEpamnud 3a ChpASUYHA PECHHXPOHH3ALIHA.

[TepBMYHATA KpaliHa Tovuka, AedUHHpPAHA KATO CMBPT OT CbhpPACYHO CBJOBO CHOUTHE WIH
XOCMHTANH3ALHNS 34 ChPASYHA HeJOCTATHUHOCT € BPb3HMKHANA npyu 249 nauueHTtH (18,3 %) B rpynara
C eniepeHoH U 356 nauuenth (25,9 %) B rpynata ¢ mauedo (RR 0,63, 95% CI, 0,54-0,74; p<0,001).
EdexTiT Ha enniepeHoH BLPXY chOUTHATA OT MBPBUYHATA KpailiHa TOUKA € OHN €IHAKER BLE BCHUKH
npeABapUTEHO OnpeaesieHH TIOArpYIIi.

BropuuHata kpaitHa Touka, AedHHUpaHA KAaTO 00lAa CMBPTHOCT € Bb3IHMKHANMA NMpH 171 mauueHTH
(12,5%) B rpynata ¢ ennepedoH H 213 nmauuentu (15,5%) B rpynara ¢ mnaueb6o (RR 0,76; 95% Cl,
0,62 -0,93; p=0,008). CopaecuHo-cBA0Ba CMEPT € chodileHa npu 147 (10,8 %) nauMenT! B rpynara ¢
erepenoH W 185 (13,5%) nampientn B nnaueto rpynara (RR 0,76; 95% CI, 0,61-0,94; p=0,01).

Mo BpeMe Ha Mpoy4BaHeTO € ChOOIABAHA XUNepKanueMHa (CepyMHH HHMBA Ha Kamuhb > 5,5 mmol/l)
npu 158 maumentu (11,8 %) B rpymara ¢ ennepeHoH # 96 maumentw (7,2%) B mnauebo rpynara
(p<0,001). Xunokanuemuara, acpuHUpaHa KaTo cepyMHH HuBa Ha xanud < 4,0 mmol/l ¢ Ouna

CTATHCTHYECKH MO-HHUCKA MPH SIJICPCHOH B cpaBHEeHHE ¢ 11auebo (38,9 % za ennepeHoH B cpaBHEHUE
¢ 48,4% 3a mnauebo, p=0,0001).

[lenMarpryHa NOMyaaus
He ca npagesd npoy4BaHUsa ¢ SUIEPEHOH MPH JeLa ChC ChPACYHA HEAOCTATBUHOCT.

B eano 10-ceamMuuHO NpoyyuraHe ¢ MEAUATPHYHH MAKKHEHTH ¢ XUNEPTOHUA (Bb3PacToB AHAIA30H OT 4
no 17 rogunyd, n= 304), ennepeHoH, npunarad B a03d (ot 25 mg no 100 mg AHEBHO), MPH KOETO
EKCIO3HLHATA € NoJA0OHA HA Ta3W NPH Bb3PACTHH MALMEHTH, HE MNMOHHXABA ¢(PEKTHBHO KPBBHOTO
Hanarade. [Ipu ToBa nMpoyuBaHe v NpH ole | eIHOTOULIHO IMpOy4YBaHe 3a 0e30MacHOCTTa, MPOBEAEHO
¢he 149 nauuenrtn, npodunsbT Ha 6e30MacHOCT € Moao0eH Ha TOZH MPH BB3PACTHH. ENnepeHoH He e
NpOy4BaH NPH NALKHEHTH Noj 4-TOAWIITHA BH3PACT C XHUMEPTOHUA, 3aIOTC NIPOYUBAHETO ¢ TIO-rOJIEMH
neJHATPHYHH NAL{HEHTH He I0Ka3Ba epUKacHOCT (BIXKTE TOYKA 4.2).

He e npoyusaH edekT (B ABNTOCPOYEH ILU1AH) BbLPXY XOPMOHAIHOTO CHCTOAHHME MPH NMEAHATPU4HH
MALMEHTH.

3.2 PapMaAKOKHHEeTHYHH CBOHCTBA

Abcopbyun u paznpedenerue:

AbGcomoTHaTa GHOHATHYHOCT HA SIUICPEHOH € HEM3BECTHA. MaKCHMAJIHH M1a3MEHH KOHLICHTPALUH Ce
JOCTHraT cnel okomo 2 yaca. Kakto MakcHMaNHUTE mnasMend HuBa {(Cmax), Taka H 1ouTa mojg
kpuBaTa (AUC), ca nponopUHOHaJIHH Ha [03aTa B rpaHHLMTe Ha A034 oT 10 Ao 100 mg u mo-HHUCKH
OT MPOTNOPUMOHAJIHKMTE B MPAaHMUM Ha jgo3ara Haa 100 mg. PaBHOBecHe ce AOCTHIra B paMKHTe Ha 2
OHH. ABcopOuuaTa He ce BAHse OT XpaHa.

CBBLP3BAHETO Ha SILIEPEHOH ¢ MUIA3MEHHTE MPOTeHHU € okojo 50% ¥ e npeauMHo ¢ anda-1-kuceny
raakonporerHu. [IpUBHAHKAT 00eM Ha pasnpeac/ieHHe NPH PaBHOBECHO CBCTOAHUE C& M3UHCIABA Ha
50 (£7) L. EnnepeHoH He ce CBbp3Ba Nped)epeHUHAIHO C €PUTPOLIHTHTE.

Buompancopmayua u erumunupane
EnnepenoHn ce metabonuzupa npeaumMuo upez CYP3A4. B qopenikara rja3Ma He ca OTKPUTH aKTHBHH
META0OIUTH Ha eNIePeHOH,

[Mo-Manko oT 5% OT Ao3aTa Ha elyiepeHOH C€ OTKPHBA YpPHHATa M (EKaNIUUTE MOA
HenmpoMeneHo nexkapeTso. Criell NMpHNaraHe Ha €JHOKpaTHA [epopajiiHa Jo3a Ha ?
Oend3aHOTO JICKAPCTBO OKOMo 32% OT TasH 1034 €€ €KCKPETHpA B U3MPaKHEHUATA H
67% ce ekckpeTupa B ypuHaTa. EMMMHUHAUMOHHHUAT MOMYKHBOT Ha CINIEPEHOH € Mp
5 waca. [IpHBHAHKMAT [W1a3MEH KIHPBHC € npubausureaHo 10 I/h.
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CroeundaliHy Nomyaailu

Buvipacm, non u paca: HanpareHu ca npoy4BaHHA Ha papMaKOKUHETHKATA HA €MJIEPEHOH MPH 1034 OT
100 mg BelHBXK AHEBHO NPH XOpa B CTapyecka Bw3pacT (= 65 roluHH), pU MBKE H XKEHU H MpH
yepHOKOKH. (DapMAKOKWHETHKATA Ha eMUIEPEHOH NPHU MBXE H TPH KEHH HE MOKa3Ba 3HAMUMH
pazinyus. [IpH paBHOBECHO CHCTOSHUE MPH JHLATA B CTAPYECKA BE3PACT ¢€ YCTAHOBABA YBEJIMYEHA
Cmax (22%) u AUC (45%) B cpaBHEHHE ¢ NO-MJIaAH WHIWBHAM (Ha BB3pacT oT 18 mo 45 roauHu).
[pu pasHoBecHO crctosHre Cmax € 6una ¢ 19% no-uucka, a AUC e buna ¢ 26% no-HKcka NpH
HEPHOKOXKHU (BK. TOYKA 4.2)

[leauaTpHYHa NOMyNALHA
MapMakOKWHETHKATA HA KOHUSHTPAUMHMTE Ha CMICPCHOH TMpW Ta3H MOIy/laumd, AOKa3aHa MpH ABE

MPOyYBaHHA ¢ YUacTBaNH 5| MeAMATPHYHW MALWEHTH C XWAEPTOHMA HA BBH3PAcT Mexay 4 u 16
FOAMHH, CO4H Y€ TEJECHOTO TErIO HMA CTATHCTHYECKH 3HAa4YHM edeKT BbpXY 00eMa Ha pasnpeiencHue
Ha eIICPeHOH, HO HE M BbpPXY HErosHA KIHpbHC. O0EMBT Ha pasnpeeAcHHEe Ha €UICPEHOH H
HeroBaTa MMKOBA CKCMO3MULMA MPH TIO-TEXKH MEAUATPHYHM NAaLHMEHTH ce ovakBa fa O6baaT nogobHu
Ha TE3H MpPK BH3PACTHH MALMEHTH CBC CXOAHO TejecHO Teriio. [Ipu mauueHTy mon 45 kg obeMbT Ha
pasnpenencHue € 40% mo-maneK U NUKOBATA SKCIO3HIMA Ce OYAaKBa Ja OBJE MO-BUCOKA, OTKOIKOTO
MpH BB3PACTHH WHAMBUAH. JIedeHHETO ¢ €NNepeHOH MPH MEJHAaTPHYHN MALMEHTH € 3aMOoYHANo ¢ 25
Mg HAYaNHA 1033 €AHOKPaTHO AHEBHO, KOATO € MOBHIIEHa A0 25 mg Asa MbTH QHEBHO ciel 2
ceqMULM U €BEeHTYAIHO MoBHIIaRaHa no 50 mg ARa MBETH AHEBHO, AKO € KIMHUYHO MokazaHo. [lpu
Te3u OO03M, HAli-BHCOKATA KOHIEHTPAUMA HA SIUIepeHOH MpH MeHATPUYHM MALMEHTH He € Ouna
3HAYMTENHO MO-BHCOKA OT Ta3W MPH BB3PACTHH TAIHEHTH ¢ HavanHa Tepanud ot 50 mg erepeHoH
BEeIHBK AHEBHO.

bv6peyna nedocmamwvunocm: HanpabeHa € oueHka Ha (papMakOKHMHETHKATa Ha CIUIEPEHOH NpH
MALMEHTH C pa3nu4Ha crened Ha ObOpeyHa HEXOCTATHYHOCT, KAKTO U MPH MAaLHECHTH HA XCMOAHANH3a.
B cpaBHeHHe ¢ KOHTPOIHH AHIA, ¢cToiHocTHTe Ha AUC 1 Cmax npH paBHOBECHO CBCTOAHHE ca OWiH
MO-BHCOKH CHOTBETHO ¢ 38% M ¢ 24% NpH MALMEHTHTE ¢ TEKKO HapylleHHe Ha OvOpeuHaTa QyHKIHs
1 ca OMNH MO-HUCKH CHOTBETHO ¢ 26% W 3% npu naumeHTHTe Ha XemoAauanuia. He e HabmonapaHa
KOpEIalmsa MeKAY TUIa3MEHHA KIHPBHC Ha eIEpeHOH B KpeaTUHHHOBHA KiupeHC. Entepeton He ce
OTCTpaHSBa 4pe3 XxeMoaHanu2a (BXK. Touka 4.4).

Yeprodpobua neoocmamvyrocm. Hscnenpana e ¢apMakoKkdHeTHKaTa Ha eriepenod 400 mg npu
NALMEHTH C YMEPEHO HapyLueHHe Ha YyepHoapoOHaTa Pyukuua (iac B mo Child Pugh) v € nanpaeeHo
CpaBHEHME Che 3npapy HHAHBUAM. [Ipu paBHOBecHO cheTosHHe Cmax H AUC Ha eniepeHOH ca OHin
choTReTHO ¢ 3,6% U 42% mo-sHcokH (Bx. Touka 4.2). Trit ynorpebara Ha enepeHOH Mpy NAlMEeHTH ¢
TEKKO HapylleHHe Ha depHOoApoOHaTa (YHKUHA HE € H3C/IEBaHa, MPUIaraHeTo MYy TIPH Ta3uW rpyna
NAaLHEHTH € NPOTHROMOKAa3aHO {BX. To4Ka 4.3).

Cupdeuna nedocmamvunocm: Hanpasena e oleHka Ha (apMakOKHHETHKATa Ha emnepeHoH 50 mg
MpH NMalHEHTH ChC ChbpAeuHa HeaocTarbuHOCT (wiac II-IV mo NYHA). B cparHeHue Che 3apaBH
YHACTHMUH, CBOTBETCTRALIM MO BB3PAacT, TENECHO TErJ0 H MoJ, CTOHHOCTHTE MpH PaBHOBECHO
cneroguie Ha AUC u Cmax npH MatpedTHTe ¢h¢ CHPASYHA HEAOCTaTRUHOCT ¢a OMIH ChoTBeTHO 38%
u 30% ro-BUCOKH. B CHOTBETCTBHE ¢ TEIN PEIYITATH, MOMYNALHOHHHAT (PapMaKOKHHETHUCH aHAITH3
HA CIUICpeHOH Ha 6a3ata Ha moArpyna oT mauueHTd B npoyusaHeto EPHESUS nokasea, ue
KIUPBHCHT HA €TUIEPEHOH MpH [alMEHTH CBC ChPACHHA HEAOCTATHUHOCT € DUN cXO/leH Ha TO3H MpH
YYACTHHLIMTE B CTAPYECKa BH3PacT,

3.3 IpeakTHHAYHH JAHHH 32 0€30MACHOCT

[IpenknMHHYHKATE NPOYYBAHMA 3a (papMmakosoryuHa 6e30macHOCT, reHOTOKCHYHOCT, KaHUCPOreHeH
NOTEHLHAN W PENpPOIAYKTHBHA TOKCHYHOCT He Ppa3KpHBaT ocoleHa OMACHOCT NpHZRep:
NpOy4BaHHs 33 TOKCHUYHOCT 1IPY MHOTOKPATHO MpIIOKEHHE ¢ HaGmoaagaHa aTpod) Egd'l 7 X
[IpH IUTLXOBE M KYYeT4 NPH HHBA HA €KCIO3MLHA, KOMTO ca OWiM Maiko Mo-BHg
KTHHWYHA eKcnosHuwA, IIpocTarHHTe MpOMEHH He ca OMAH CBDP3aHH C HEX
nocheacTsua. KIMHHYHOTO 3HAYEHHE HA T€3H AAHHH € HEU3BCCTHO.
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6. OPAPMAILIEBTHUYHH JAHHH
6.1 CnHcBhbK HA IOMONHHATE BEeIIeCTBA

Cvpyesguna na mabaemxama.

JlakT0o3a MOHOXHAPAT

Lienynosa, MukpokpucTanya (tun 101)
KpockapMenosa HaTpui
Xunpomenosa (tun 2910)

Llenynoza, MukpokpucTanna (tun 102)
Hatphes naypuicyngar

Tank

Maruesues creapar

Obsusxa na mabaemxama:
JlakTo3a MOHOXHApPAT
Xwunpomenosa (tun 2910)
Turanos auokcun (E171)
Makporon 4000

6.2 HechBMeCTHMOCTH

Henpuinoxkumo.

6.3 Cpok HA roanocT

3 ronvHH

6.4 CnenuajHu YCI0BHA HA ChXpaHeHHE

To3u nexkapcTREH MPOAYKT HE HIUCKBA CIICLIMATHH YCJIIOBHA HA ChXPaHEHHE.

6.5. BHA H cHLALPKAHHE HA 0NAKOBKATA

ErutepuyM punmupanu TabieTku ca onakoBaHH B §ucrep ot PVC/anyMuHHIL.

BnucTepuTE Ca ONakoBaHW B KAPTOHEHH KYTHH, KaTC BEB BCAKA KYTHA € MPUITOKEHA H JINCTOBKA.
Pasmep Ha onakoskara: 30, 50, 60 u 90 punMupanu TabneTkH.

He BcHukH BUIOBE ONAKOBKK MOTAT A4 6B/1aT MycHaTu B npoaaxda.

6.6 Croenna/MH NpeanasHd MepKH NPH H3XBLPJIAHE H padoTa

HeusnonsBaHUAT MPOAYKT WIH OTNAJABYHHTE MATEPHANH OT Hero TpAOBa Ja CE€ M3XBBPAT B

CHOTBCTCTBHE C MCCTHHTC H3MCKBAHHA.

7. IMPHTEXATEJI HA PABPEIIEHHETO 3A YIIOTPEBA
STADA Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

['epmanua

8. HOMEP HA PA3SPEIIIEHUETO 3A YIIOTPEBA

Ennepuym 25 mg dunmupanu Tabnetku - Per. No: 20160234
Ennepuym 50 mg dbunmmupanu tabnetky - Per. Ne: 20160285
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9, JIATA HA IIBPBO PA3PEIIABAHE/MIOAHOBABAHE HA PAZPEHNIEHHETO 3A
YIIOTPEBA

JTaTa Ha mepBO pazpeinapane: 01.09.2016

10. JATA HA AKTYAJIUSUHPAHE HA TEKCTA

03/2020
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