KPATKA XAPAKTEPHCTHKA HA IPOAYKTA
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Hpaberop 5 mg hrumvupan tabnerky 35//‘7 M//'
Ivabenor 5 mg film-coated tablets paspauere N 2L S
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1. UME HA JEKAPCTBEHEA IPOJAVKT

Ktz Pea 142 e

Hpabenop 7,5 mg ¢punmupanu tabreTku
Ivabenor 7,5 mg film-coated tablets

2. KAYECTBEH H KOJTHYECTBEH CHCTAB

Heabenop 5 mg dumupann TaGnerku

Beaka ¢unvapana Tabnetka chaepka S mg wsaGpasun (ivabradine) (exeuBaneHTHO Ha 5,390 mg
uBabpagMH XuapOXIOopH.).

Homowno gewgecmeo ¢ uzgecmuo deiicmeue:

Besika umupana rabnerka ot 5 mg CBABPXKA 50 mg NakTo3a MOHOXMAPAT.

Heabenop 7.5 mg hunmupanu Tabnerkn

Besaka ¢umvmpana Tabretka chabpika 7,5 mg usabpaaun (ivabradine) (exeupanenTHo na 8,085 mg
HBaGpaTIHH XHAPOXIOPH).

HHomowmo gewpecmeo ¢ uzsecmuo deticmeue:

Besxa ¢prnmupana Tabretxa or 7,5 mg chabpxa 75 mg 1aKTo3a MOHOXHAPAT.

3a TBJIHHA CIMCHK Ha TIOMOLUHHTE BELIECTBA BHMKTE TOUYKA 6.1,

3. JIEKAPCTBEHA ®OPMA
DunMupana TabneTka

Hpaberop 5 mg dunmupany Tabnetkn

Benn, oBanuu, NBOAHON3ILKHANE (UIMHPAHH Ta6NETKH ¢ NeNHTERHA Yepra M rpaBupaHd ¢ “5” or
CAH4Ta CTpaKa W rIafKu OT Jpyrara CTpaHa, ¢ AbxHHa 8,6 mm 1 mHpuHa 4,5 mm. Tabnerkara Moxe
Za 6blie pasfeneHa Ha 1B PABHM AOGH.

Hpabenop 7.5 mg dunMupann Tabaeten

Benn kprrom, mBoiiHoW3mbKHANM, (unmMupann TaGheTky, rpasapann ¢ “7,5” oT egHaTa CTpaHa H
THanKy OT IpYraTa CTpaHa, ¢ AMaMeThp 6,3 mm.

4. KIMHHYHH JAHHU
4.1. TepanesTHYHN NOKAIaRAL

CHMIOTOMATHYHO JIeUEHHE HA XPOHKHYHA cTabITHa CTEHOKAD Ak

yrapa B MuHyTa. HeaGpaaun ¢ nokaszau:

- [IpH BB3PACTHH, KOMTO HMAT HEMOHOCHMOCT HITH IIPOTHBONOKA3AHHE KbM GeTa-6710 eizu 5

- UM B KOMOHHALKA C GeTa-GI0KepH NPH NALMEHTH, HEANCKBATHO KOHTPOIHPAHH C oMM



no3a Beta-Gnokep.

JleueHHne Ha XpOHHYHA ChPIEYHA HEROCTATHYHOCT

Hpabpansy e nokazan npH XpoHHUHA Chpheana HepocTaTeuHocT Kiac [ o TV no NYHA cbe cucToNHa
IOHCGYHKLHA PH BE3IPACTHH BAUHEHTH B CHHYCOB PHTEM, TPH KOWTO ChpAEHHATA HecToTa ¢ > 75 ynapa
B MHHYTa, B KOMGHHALHA CBC CTAHAAPTHA Tepanui, BIUIFOYBalla Jiederne ¢ Gera-Bnokep HiM Korato
Jievenneto ¢ Gera-diokep & NPOTHRCMOKAZAHO HITK HE Ce IFOHACH (BK. Touka 5.1).

4.2 IosHpOBKA M HAMHH HA NPAIOKEHME

Ho3uposka

Cumnmomamuuno ASYEHUE HA XPOHUYHT cmaﬁmna CmeHOKaP@M

Hpenop'lﬂsa C€ PCIIEHHMETO 3a 3aM0YBAHE HA NCYSHHE WITH 34 'm'rpnpane Ha A03aTa 0a ¢¢ H3BBPUIIH IpH
HANHYAESTO HA NIOPEAHIA OT W3MEPBAHNA Ha chpaeyHara uccrora, EKT wmm amGynaropHo 24-yacoBo
npocnenasane. Hauannara noza Ha upabpanuH He TpAGBa Oa NpepumiaBa 3 mg ABa ITETH JHEBHO MpH
NaUMEHTH Nop 75-roauiina Be3pact. CIe TpH B0 YETHPH CEAMMIIH JIEYEHHE, AKO MALHEHTET BCS O1IC
HMA CHMITOMM, aKO HAYAITHATA J02a C& TIOHACH A00pe H aKo ChpASYHATA YECTOTAa B MOKOK OCTaBa Haj
60 yZmapa B MHHYTa, 503aTa MOE Ja C€ YBENMUHM 10 C/ICABAIIATa M0-BUCOKA 034 MpPH HallHEHTH,
npHeMamM 2,5 mg A3 METH JHEBHO WM 5 mg Apa MbTH AHeBHo. [Toaxspkaiara fo3a e Tpabsa 1a
NpeBHINAEa 7,5 mg ABa IETH AHEBHO.

Ako HaMa noaobpenie Ha CHMITTOMMTE Ha CTEHOKAPAMA clel 3 Mecena OT HAYANOTO Ha JIEYSHHETO,
AezeHmere ¢ upabpanny Tpabea Ba ce NPEKpaTy.

B nomenaeHAe, IIPEKpaTARaHe HA JIEIEHHETO TPAORA Aa ce 0OMUCITH, B CTy4all Ye HMa caMmo orpaHiteH
CHMIITOMATHYCH OTrOBOP H KOTAaTO HAMA KIIHHHYHOQ 3HAYMMO HaMaNABaHe Ha CHPHCYHATA yecToTa B
TOKOH B PAMKHTE Ha TPH Mecela.

AKO 7O BpeMe Ha JICYCHHETO, CHPACYHATA YeCTOTa B NMOKOH ce noHwxH mof 50 ynapa B MuHYTa
(yoapa/min) Wi NaLHEHTHT, MOMYYH CHMITOMH, CBBpP3aHH ¢ GpaaHkapaHd, Karo CBETOBBPTEK,
YMODPHEMOCT WIH XHNOTOHMA, J03aTa TpAGBa jAa Obae MOCTENEHHO HAMATEHA, BIUIOMHTEHO [0 Haii-
HHCKATA AOTYCTHMA 11033 0T 2,5 Mg JBA [TETH JHERHO {0 TONIOBHH TaGNETKA OT 5 Mg ABa ITHTH AHEBHO).
Crien HaMANARAHE Ha AOZATA, CHPACHHATA YecToTa TPAORA /12 ce npocneasea (px.To4ka 4.4). Jledennero
Tpafea fa OBAC NPEKPATEHO, aKO CHPASYHATA YECTOT# 0CTaHe moa 50 yaapa/min WAy npy TpaiHH
NpoABA Ha OpaJMKapaua BhAPeKH HAMAIBAHETO Ha K03aTa.

Jevetine Ha XPOHWIHAG COPOCUHE HEOOCHAMBYHOCT
Jleuennero TpAOBa Aa ce 3amOYHE CAMO MpPH MALMEHTH CBC cTalHIHA CHPACYHA HEAOGCTATBYHOCT.
TMpenopBUNTENIHO € NeKyBalIMAT JIEKAp Ja MM ONHT B JIEUEHHETO Ha XPOHMYHATa CHpAeUHA
HEZIOCTATEYHOCT.

OOuualiHaTa OPENOPBHYWTENHA HavalHa 7oza HAa WBabpaaWH ¢ 5 mg Apa mbTH Ouepno. Cnea ase
CeIMHLIH NCYEHRE, NO3aTa MOXKE [1a C€ YBEIHYH 10 7.5 mg ABa TETH QHEBHO, aKe ChpACcYHATa HECTOTa
B TI0KOH € TpaifHo Haj 60 ynapa B MHHYTAa WIH Ja C€ HAMAITH 10 2,5 mg [Ba OBTH JHEBHO (MONOBHH
TabneTka OT 5 mg JBa MBTH AHEBHO)), KO CHPACYHATA YECTOTA B NOKOi € Tpalino noa 50 ynapa B MHHYTa
HIH B CAy4ad, e ce MOSBAT CHMITOMM, CBEP3aHu ¢ Gpalkkapans, Karo 3amailiBane, ymopa WIH
XHNOTCHHA. AKO CBpICUHATA YeCToTa ¢ Mexkay 50 u 60 yaapa B MaHyTa, TpaOea 1a ce nogaspxa 1o3ara
OT 5 mg Apa NBTH AHEBHO.

AKO TIO BpeMe Ha JIedeHHeTo, CHPIEYHATA YeCTOTa Ce NOHIDKH Tpaiino nod 50 yAapa B MMHYTA B IOKOH
WITH AKO MAIHEHTDLT IONYYH CHMIITOMH, CBbp3aHH ¢ Opamukapams, Aosarta TpabBa na ce TMTpHpa ¢
NIOHIKABAHE AQ CNEIBAIIATA N0-HHCKA J03a NpH MALKEHTH, TPEeManty 7,5 mg ABa ILTH JHEBHO HIH 5
mg ABa TETH AHEBHO, AKO ChpAE4YHATA YECTOTA HAPAcHE TPaiiHo Hax 60 ymapa B MUHYTAa B NOKOii,
[I03aTA MOKE A Ce THTPHpa OO CeIBAIaTa NO-BHCOKA A033 MPH [MALMEHTH, NpHeMaiH 2,5 mg ABa
TTETH JIHEBHO MWK 5 mg ABa ITFTH AHEBHO,

Jleuenvero TpaOea ma ce cmpe, ako ChpaeuHaTa HecToTa ocrasa noa 50 ynapa B MMHYTa WITH
CHMITTOMHTE Ha DpajukapauaTa NepcHCTApaT (BX. Touka 4.4).
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Cmapuecka gu3pacm

[Tpu nauMeHTH Ha BB3PACT 75 WM HOBEYe rOAMHH TpabBa Ia ce HMA MPEABHJ NO-HHCKa HAYAIHA 1032
(2,5 mg mBa ITETH AHERHO, T.€. NOJOBKHK TableTka oT 5 Mg ABa MBTH AACBHO) NPEIH YBEIHYaBaHE Ha
A03aTA, AKO TOBA CC HANArA.

Bebpeuno yepexcoane

He ce n3nCKBa KOpEKlMA HA A03aTa NpH NAaUHEHTH ¢ OBOpeqHa HENOCTATHUHOCT H KpPeaTHHHHOB
KMpBHC HaA 15 ml/min (Bk. Touka 5.2).

JluncBar JaHHM NpH MAUHEHTH ¢ KPEATHHAHOB KIMpLHC nof 15 ml/min. Crenosatento, cpea Tasu
niomynauHs eabpaguH Tpadea na ce ynoTpedssa ¢ MOBHIIEHO BHUMaHUe.

Heprodpobno yepexcoane

lNpu nauMeHTH ¢ Jeko YepHOAPOGHO YBpeXKIaHe He C& H3IMCKBA KOpEKIMA Ha Ao3ara. Heobxomumo e
NOBHIIEHO BHHMAHKE OpH yoTpeba Ha HpalpaauH MpH NaUMEHTH ¢ YMEPEHO JepHONpPOGHO yBpexaHe.
HeabpaauH € nIpOTHRONOKA3aH 32 yOTpeda NpH MALHEHTH C TEXKKA YepHOApoOHA HEOCTATBYHOCT, THH
KaTO HE € HIYYeH NPH Ta3H MOTYMALMA H ¢ OUAKEa MOIAMO HAPACcTBAHE Ha CHCTEMHATA EKCIO3HLIA
{Bxk. Toukd 4.3 1 5.2).

[eduampuuna nonyrayus

BezonmacHocTTa H edMKacHoCTT2 HA MBaGpaanH NPH AEUA Ha BB3pacT noJ, 18 roAHHA He ¢a YCTaHOBEHH.
HamuyHHTE KEM MOMEHTA JAHHH 3a JISYEHHE HA XPOHHYHA CHLPACYHA HENOCTATEIHOCT Ca ONUCAHH B
TOUKH 5.1 4 5.2, HO NPENOPEKH 33 JO3MPOBKATA HE MOTaT a ObJAT HANPABEHH.

Jluncear AaHHH 33 CHMITTOMATHYHO eueHHe Ha XPOHHYHA cTabHIHA aHrHHA.

Haywuu na npunokenue

Tabnerxure TpAGEa Na GbAAT NpUEMAHH MEPOPATHO ABA ITETH AHEBHO, T.€. BEANBK CYTPHH H BEIHRK
BEYED MO BPEME Ha XpaHere (B, Touka 5.2).

4.3. TporneonoxasaHHs

- CBpPEXUYBCTRBHTEIHOCT KbM aKTHBHOTO BEILIECTBO HAKCE OT NOMOINHHATE BemecTea (H20pocHH B
TOuKa 6.1);

- Cupaeuna uecTora B nokoli nox, 70 yaapa/min npeay Hauanoro Ha NeMeHHETO;

- Kapavorenen ok,

- OcTbp MHOKapaeH HHBAPKT;

- Temka xunoToHus (< 90/50 mm Hg);

- Texkxa 4epHOAPOHHR HEAOCTATEYHOCT,

- CHHIpoM HA OONIHMA CHHYCOB BE3EI;

- CHHo-arpHanes 6nox;

- Hecrabanna Wik ocTpa chpAedHa HENOCTATEIHOCT;

- 3aBHCHMOCT OT TielicMeifkbp (ChpIedHa HecToTa, ONpeAeieHa caMo OT nelicmelikbpa);

- Hectabunua crenokapis;

- AV 6nok HI crenen;

- KomOunnpase cbe cHnuM MHXHGUTOPH Ha nuToxpoM P450 3A4, xaTo 330M0BH AHTHMHKOTHLIH
{KETOKOHA30M, HTPaKOHA30J1), MAKPOIMIHH AHTHOHOTHIM (KNApHTPOMMIMH, EPHTPOMHLNH per
os, ¥osaMHIMH, Tenwrpomuumn), HEV mporeasns wrxuGuTopH (HendHHamup, pHTOHABHD) H
HedrazonoH (BK. TOUKH 4.5 1 5.2).

- KomOHHHpaHe ¢ BepanaMuI WiH uiiTHa3eM, KoHTO ca yMepeHH CYP3A4 uuxubHTOpH H HMAT
TIOHHKABAIIA CHPAEYHATA YECTOTA CBOHCTBA (BXK.TOVKA 4.5).

- BpeMeHHOCT, KepMeHe M XeHM ¢ AeTEPOAECH MOTEHUMAN, KOMTO HE H3INON3BAT NOJXOIALIH
KOHTPALENTHBHH MEpKH (BXK. Touka 4.6).

4.4. Cneumanny NpeaynpexIeHnsa H MPeANA3HH MEPKH NPH YNoTpeba




JIvnca Ha MON3W BBB BPBIKA ¢ KIHHWIHHA H3XOA TIDH HAUMEHTH ChC CHMITTOMATHYHA XPOHHYHA
cTa0HIHa CTeHOKApIMA

Heabpaons € nokazan caMo 3a CHMITTOMATHYHO NEYEHHE HA XPOHHUHA cTabwiHa CTEHOKapauA, Thil
KaTo HPaGpaTHE HE HOCH MOJI3H BBE BPb3Ka ¢ KIIHHHYHHS H3XOI 10 OTHOHICHHE Ha CHPACYHOChAOBATA
CHCTEMa Hallp. HH(apKT Ha MEOKAD/A HAM CHPAEYHOCHOBA CMEPTHOCT (BK. Touka 5.1).

H3amepraHe Ha CEpPAEUHATA YECTOTA
Tpenpnn TOBa, Ye CHPACYHATA YECTOTA MOXE 14 BapHpa 3HA4YMTENHO BHB BpeMeTo, Tpabea aa ce

OOMHCITH H3BBPIIRAHETO HA MOPEANLA HIMEPBAKHKS HA ChpAeuHara yectora, EKT 1w aMGynaropuo 24-
4acOBO MpocnefdpaHe, KOTaTo ¢e ONpeAeis ChLpACYHATa YecToTa B MOKOH, NpeiH 3anouBaHeTo
NevueHKETo ¢ HBaGpaaH W NpH NAUHEHTH Ha NeveHHe ¢ HBaGpafMH, KOraTo ce oOMHCIA THTpHpale Ha
Zo3ara. ToBa ce OTHACA H 33 NMALMEHTH C HUCKA CHPAEYHA MECTOTA, N0-CTIENAAHe KOTaTO ChpAEYHaTa
YecTOTA CE MOHHKK 1o 50 yaapa/min, WiM clief HAMANsBaHe Ha Jo3aTa (Bx. Touka 4.2).

Copaeudy apuTMuH

WeaGpanuH He e edpeKTHBSH IPH JIEISHHETO WIH MPEBEHUMATA HA CHPISYHH APHTMHAN H BEPOATHO IyOH
edeKTa CH NPH HACTRNBAHE HA TAXHApHTMEA (HaNp. KaMepHA WA HaAKAMEPHA TaXHKApAMA).
Cneporatenuo, Hpabpamis HE ce NpeNopsYBa NpPM NALMEHTH ¢ NPEeACHPIHO MBKICHE WIH IPYTH
CBPAEYHH APHTMMH, KOWTO NpeyaT Ha PYHKUHMATA HA CHHYCOBHS BB3EIL.

[Ipn napueHTH, NEXYBAHH ¢ ABAOPAOHH, e NOBHIIABA PHCKBT OT PA3BHBAKE HA NPEICHPOHO MEXKICHE
(Bx. Touka 4.8). [lpencbpIHOTO MBEXKAEHE € TO-Y€CTO TIPH NALMEHTH, H3MOMBBAIIH EIHOBPEMEHHO
aMHOJAPOH WIH MOIUHW AHTHAPMTMHYHM cpeactsa knac [ Ilpenoprdea ce PENOBHO KNMHHYHO
HaOMOACHHE HA NALMEHTH, IEKYBAIH Ce ¢ uBabpajiiH, 3a 1044 Ha NPeAChPIHO MEXEHE (TpaliHo Hiu
TIPUCTEIIHO), BKMFOUMTE/IHO TIPH KIMHHYHH nokazauus u EKDT mouuTopHpaBe (Hamp. B ciyvyail Ha
BJIOIIABAILA C& CTEHOKAPHA, NIAINIHTALHH, HEpaBHOMEpEH MysC),

TNaunenTrTe Tpabea aa ca HHEGOPMHPAHH 32 NPH3HALMTE K CHMITTOMHTE Ha NPEACHPAHO MbiACHE M 1a
6’5}1&T NOCHEECTBAHH Aa C¢ CBBPXKAT C TCXHHA JeKap, aKo T¢ CE€ IIOABAT.

AKO IO BpEeME Ha JIEYEHHETO HACTHOH NPEACHPOHC MBHACHE, CHOTHOIICHHETO TNON3a/pHCK 3a
NpoOIB/LKASAHE Ha TepanuaTa ¢ HpabpanmH TpabBa Aa ce 06CHIN BHUMATENHO.

MMausentnre ¢ XpoHWYHA CLPASYHA HEAOCTATHYHOCT, C ADEKTH Ha HHIPABEHTPHKYJapHaTa
npoBogHMocT (e GeapeH 6ok, mecer Geaped OM0K) ¥ ¢ BEHTPHKYIAPHA IMCCHHXPOHHA TpabBa Aa ce
Ha0JEOKaBAT BHHMATEITHO.

¥norpeda mpu naunenty ¢ AV 6nok 1T crenen
Hpabpananu He ce nmpenopraea mpH naumwentd ¢ AV 6nox II crenen.

Ynorpeba npy naigMenTy ¢ HUCKA CHPAEYHA YECTOTA
Heabpamin He Tpabpa ma ObOe 3anousan MpH TEUMEHTH CBC CHPACYHA HECTOTA B MOKOH mpenu

neuenueto noa 70 yaapa/e MaHyTa (yaapa/min) (exk. Touka 4.3).

AKO 10 BpEME Ha NIEYEHHETO CHPASYHATA YeCTOTa B MOKOH ce NIoHMAKH TpaliHo nox 50 yhapa B MUHYTA
(ymapa/min) WIM WAUWMEHTHT FONYYH CHMIITOMH CPBP3AHH ¢ OpafnKapaud, KaTo CBETOBbPTEK,
YMOPHEMOCT HIIH XHITOTOHHA, A03aTa TPAGRA NOCTENEHHO A3 OhAe HamMaNneHa HIH neveHHeTo Tps6Ba na
OBae NpEKPATEHD, aKO CHPASYHATA Y€CTOTa OCTaHe Tpaiiho noA 50 yaapa/min HNH HPH TpaiiHK NPOARH
Ha Opagvkapams (BX. Touka 4.2).

KoMOHHAINASA ¢ KannHeBH aHTArOHHCTH

EnvoBpeMeHHaTa ynoTpeba Ha MBaOpaaW# C NOHIDKABANIM ChPACYHATA 4YECTOTA KanlMeBH
AHTArOHHCTH, KATO BEPANAMHII HIH QHTTHA3eM, € [IPOTHBOIOKazaHa (BX. ToukH 4.3 u 4.5). Jlocera He
¢4 ONOBAMrAHH BBNPOCH OTHOCHC O€30macHocTTa Ra xOMOMHHpaRe Ha WBAaOpanMH ¢ HMIPATH M
JHXHAPCNHPHAHHOBH KANLMEBH aHTATOHHCTH, KATO aMIOAMIHH. He € ycraHOBeHa ACMBIHHTC/IHATA
edHkacHoCT Ha HBaOpanKkH B KOMOHHALMSA ¢ OUXHAPOMHPHAHHOBH KATIIMEBH aHTArOHHCTH (BXK. TOYKA
5.1).

XPOHUYHA ChPASYHA HEROCTATEYHOCT

Crpaeunara HEZOCTATEIHOCT TPAOBA Ja ¢ cTafHIHA, MPEAM A3 Ce MHCITH 3a NeucHHe ¢ uBabpaauH. .
Heabpaaun 1TpaGea pa ce HM3NOA3BA ¢ MOBWINEHC BHHMMAHME TNpPH NAUMEHTH ChC cspne'-g;a‘: g
HEAOCTATHYHOCT dyHKUMoHaneH knac IV nmo NYHA, nopaan orpaHHYeHO KOJIHYECTBO NaHHH 3a_._}rfa31g

:\‘ “}'};—,‘ L _‘7.:1 .
NGl



NoMyNanHs.

Hacynr
Vnotpebara Ha wpabpagnH He Ce NPenophYBa HEMOCPEACTBEHC CICA HHCYAT, 3apagM JOHIEa Ha
EKCIIEPHMEHTAITHH KITHHHYHHA JaHHM NIPH TOBa ChCTOSHME.

3puTenna

HeabpannH noenuaBa QyHKuMATA Ha peTHuara. JIMNCBaT GOKA2aTeNCTBA 33 TOKCHYEH €(eEKT npu
IBITOCPOMHO NeveHwe ¢ MBalpanHH BLpXY petuuara (Bk. Touka 5.1). IIpu mossa HA HEodaKBaHO
BAOWIABAHE Na 3pHTenHata GyHKuua Tpadea na ce oSchay CnHpaHe Ha JeueHneTo ¢ ueabpamun. [Tpu
MALIHEHTH C ITHTMEHTO3eH PETHHUT € HY>XHO NOBHIIEHO BHHMaHHE.

IManHenTH ¢ XUNOTOHUA

JIaHHHTe TIPY NAHMEHTH C JICKa 10 YMEPEHA XHNOTOHHA CA OTPasHYeHH H CIIeNO0BATENHO, UBabpanuu
TpabBa A& Ce HINOA3BaH € ROBKIICHO BHEMAHHE NPH TIX. BabpanuH e BpOTHBONIOKA3AH IIPH NALHEHTH
€ TEXKKA XHIMOTOHUA {KPLEHO Hanarane < 90/50 mm Hg) (Bx. Touka 4.3).

TpeachpaHo MEkAEHE — CHPAEYHH APHTMHH
JIMncBaT NokA3aTeNncTBA 32 PUCK OT (TpexoMepHa) OpamMKapAMs TIPH BB3CTAHOBABAHE HA CHHYCOBHA

PHTEM, KOParo Tpd NalMEHTH, JNEKyBauM ¢ wWeadpanmH, ce npeAlpueMe (apMmakonoruiHa
KapauoBepcHa. Bee mak, AOpagH OTCHCTBHE HA AOCTATBYHO JAHHH, HECTEIIHA KapAHOBEPCHA C npas
TOK TpaGBa na ce Mpelpinkna 24 gaca ciel NOCIeAHUS MPHEM Ha HBabpaMH.

¥n 6a ipy marmenTH ¢ BponeH OQT-cH M WK NEKYBaHM © IEK HH NPOAYKTH H
QT

Ynotpebara Ha ppaCpannp nps naunenTH ¢ BpomeH QT cHHAPOM WIH JIEKYBaHH ¢ JekapCTBEHH
npoAyKTH yiasmkasaimi QT TpaGea na Obae nadsreana (ex. Touka 4.5). AKo KOMOHHALMATA CE CUCTE
3a HE0OXO0/IMMa, TOTABA CE HAIIATA YeCT KAPIHOIOTHYEH KOHTPOL,

HaManaBaHeTO Ha CLPAEUHUS PHTEM, IPHYHHEHO OT HBAGPAIHH, MOKE /1a YCHIH yIbIkapaHeTo Ha QT-
HHTEPRAJIA, KOETO € EbIMOMHO 1a JOBEAE A0 TEKKH apHTMUR, no-cnemmanto Torsade de pointes.

[lauMeHTH ¢ XUIIEPTOHHS, IPK KOHTO C& HANATA NPOMAHA B ISYEHHMETO HA KPLBHOTO HANATAHE

Korato ca HanpapeHH MPOMeHH B JICYCHUETO NPH NALMEHTH C XPOHHYHA CHPAEYHA HENOCTATEYHOCT,
TEKYBaHH ¢ HBaOpafMH, KPBEHOTO HalraHe Tpafea 1a ce MOHMTOPHPA Ha MOAXOAAIIM HHTEPBAH (BXK.
Touka 4.8).

IoMomHy BEIIECTRA

Tosk nekapcTBeH NMPOAYKT chAbpiKa NakTosa. [lalMeHTH ¢ peAkMTe HacnencTeeHd NpoblieMH Ha
HEMOHOCHMOCT KbM FAAaKTO34, ITLJIEH IAKTA3EH AeMIMT MM [IIOK030-TanakTosHa Manabeopbuna He
TpaOEa Aa NMPHEMAT TO3H NEKAPCTBEH TIPOIYKT.

4.5. BzanmopeiicTBHE ¢ APYTH NEKAPCTBEHH NPOIYKTH M APYTH GOPMH Ha B3aHMoaekicTRHe

DapmakoIHHAMHYHH B3aUMOQICHCTRHA

Eduospemenna ynompeba e ce npenopuyea

Jexapcmeenu npodvimu, Yovaxasawy OT

- CrpaeyHOCHAOBH NEKAPCTBEHH MPORYKTH yrwokasamu QT (Hanp. XHHHIMH, AH3OMHPAMKA,
Genpuann, coranon, MGYTHIHA, AMHOIAPOH).

- HecspaeunocnioBH nekaperseHd npoaykTH yaenkasamn QT (Hanp. mMMo3Hi, IRNPAIHAOH,
CEpTHHION, MedAoKHH, XanodaHTpun, MEHTAMMINH, ITH3ANPHA, HHTPABEHO3CH EPHTPOMHIHH
V).

Eownoepemenna ynompeba ¢ noguuieno suuMauie

Kanuti-usuepneauu ouypemuyy (mud3udni uri GpUMKosu Suypemuyu):
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XunokameMHATa MOXKE 12 yBENHUM pucka oT apuiMbd. Toil karo ueaGpannH Moxke fa MpenH3BHKA
6pagHKapans, KpaiHaTa KOMOKHALMSA OT XHNOKATHEMHS M GpaJHKap/Hd € npeApaznoarainy daxrop 3a
NOSBATA HA TEXKH APHTMHMM, OCOGEHO TIPH NALMEHTH CHC CHHAPOM Ha yAwmkeH QT-HHrepban,
HE3aBHCHMO J1a/l4 € OT KOHTEHHTANSH NPOH3XO0, HWIH NPeIH3BHKaH OT aKTHEHO BEINECTBO,

DapMaKOKHHETHIHH BIaHMOASHCTBHA

Vrabpaann ce merabonuaupa camo ot CYP3A4 e MHOro cnal MHXHOMTOP HA To3n uEToXpoM. Mma
JaHHH, y¢ RBabpagHH He NOBIHABA METAG0NH3MA U IUIA3MEHHTE KOHHCHTPaLHH Ha JpYTH cy(CTparH Ha
CYP3A4 (nexd, yMeperwn W ciine WAxuGHTOpH). HMuxn6utopure W mnaykropute Ha CYP3A4 ca
CKJIOHHH Ja B3arMofelicTsar ¢ MBabpaaiH # 1a AORIHIBAT HEroBHA MeTabonH3bM H HapMaKOKHHETHER
A0 KIHHHYHO 3HAYHMA CTENEH.

TMpy npoyuBaHus 3a B3aMMOfelcTBHA e ycTauoseHo, ue CYP3A4 HHXHOMTOpHTE NOBHINABAT
TUIa3MEHHTe KOHUEHTPAUMH HA HpabpaiiH, AOKaTO HHAYKTOPHTE TM ToHWapar. IlopwneHure
TTa3MeHH KOHLIEHTPALMH Ha HBAGPagMH MOTaT 1a GBAAT CEBP3AHH C PHCK OT NPEKOMepHA SpanuKapHs
{Bk. TouKa 4.4).

ITpomusonoxazauue 3a edHospemenna ynompeba

Mownu CYP3A4 unxuGumopu

EnnospeMennaTa ynorpefa Ha mowHH HAXuOHTOpH Ha CYP3A4, karo a300BH AHTHMHMKOTHLH
(keToKOHA30N, WTPaKOHA30M), MAKPOIHAHH AHTHOROTHLM (KNAPHTPOMMUMH, €PHTPOMHLHH per os,
HOZaMELKH, TENHTPOMUIMH), HHXuOWTOpM Ha HIV npoTeasara (HeI(UHABHp, DHTOHaBHD) H
He(hazo/I0H, € NPOTHBONOKa3aHO (mk. pasgen 4.3). Momunte CYP3A4 unxuburopy ketokonaszon (200
mg BeAHbXK JHEBHO) H Ho3aMHIHHK (1 g [Ba ITbTH AHEBHO) ¢a YBEMHIMAH OT 7- 10 8-KpaTHO cpeanaTa
NNa3MEeHa EKCIO3HLMA Ha uBabpanuH.

Yueperu CYPIAL unxubumopu

CrietmaM4HY HINHTBAHMA 32 B3AHMOAEHCTEHE IPH 3ApaBy A00POBOINH H TIALIHEHTH ca MOKATH, J¢
KOMOMHAIATA OT WBAaOpalHMH M cpencTBaTa, 3abaBAllM CHPIOEUHATA HECTOTA - AWITHAZEM HIH
BEpaIaMiUl, ¢ A0BENA 5O HAPACTBAHE HA EXCIOZHLUMATA HA HBadpannn (2- no 3-KpaTHO HapacTeaHe HA
AUC) H aomrsnnuTenso 3afaegHe Ha ChpAeuHaTa JeliHocT ¢ 5 yaapa/min. Ennospemenrara ynorpeba
Ha MBaOpalMH C TE3H JIeKaPCTBEHH NPOAYKTH ¢ NPOTHBOTIOKA3aHa (BK. Touka 4.3).

Eonospemenna ynompeba, koamo ne ce npenopuyea
ExcnozvliaTa HA MEGGPagHH HApacTBa JBYKPATHO CIE] eAHOBPEMEHHO NPHNOKEHHE CBC COK OT
rpelndpyT. CrieacsaTeHO IPHEMET HA COK OT rpeiindpyr TpadBa da ce u3bArea.

EdHospemenna ynompeba ¢ ROBUIEHO BHUMANNE

Yumepenu CYP3A4 unxubumopu

EanoepeMeHnata ynorpeba wHa weadpamun ¢ gpyrd ymepenH CYP3A4 wmuxwbwuropu (manp.
thrayxoRazon) Moxe Aa ce ofCEkK/a, MPY HavanHa moza 2,5 mg ABa MeTH OHCBHO H aKO CEPAEYHATA
4€CTOTA B HoKo# € Haxt 70 yaapa/min, ¢ MpocieIABaHe HA CBPAEYHATA 4eCTOTa.

CYP3A4 unoyxkmopu

Hnnykropure Ha CYP3A4 [manp. pudamnuunu, SapGurypars, ¢enwroms, Hypericum perforatum
(BT KanTap#oH)] MOTET Aa TIOHWXKAT EKCTMO3MUIMATZ Ha HealpanMH H HEroBOTO JCHCTBHC.
EnnoepeMennata ynotpeda Ha CYP3A4 vuayumpamy fekapCTBEHH HPOAYKTH MOXE A3 HANOKH
KOPEKIMA HA A03aTa Ha nabpaanu. Bewe nokazano, ue koMOuHallTa oT HeadpanuH 10 mg ABa ITbTH
OHEBHO C ABAT KaHTapuoH Hamansea AUC Ha uaOpaamH HanonopuHa. [lo BpeMe Ha JeqeHHE ¢
HBabpaaHH MPHEMEBT HA XWIT KAHTapHOH TPAGBa fa b orpaHHvIeH.

Ednospemenna ynompeba ¢ dpy2u cpedcmed

P

CreuwduiHE npoywsanus 3a B3aMMOACHCTBMA HE CA [OKAJAIM 3HAMMM OREKT HA CAEIHHTEY &

JIEKAPCTBEHH NpPOAYKTH BBPXY dQapMakoxuHeTdkara W (apMakoIHHAMHKaTa Ha uBabpagmr 35~
i



HHXHGHUTOPH HA NPOTOHHATA NoMna (OMenpason, JaHzonpason), cuiacHadn, naxuéuropy Ha HMG
CoA penykrazara (CHMBACTATHH), IMXMAPONMPHOHHOBH KamlHeBH AHTATOHHCTH (aMIOAHIHH,
NMAcHAMIHH), AMrokcud W Bapgapun. Oceen TOBa, HE € HACTBIIWI KIHHHYHO 3HagHM egext Ha
HBabpajuH BLPXY (apMAKOKHHETHKATA Ha CHMBACTATHH, aMIOJHITHH, JACHOMIHH, BLPXY
(hapMakoKMHETHKATA H papMaKOAHHAMHKATA Ha AWTOKCHH, BapdapuH H BBpXY (apMakoIHHAMHKATA HA
ACTIHpHH,

B xiMHMYHA W3mHTBaHKuA dasa (1] cnegHuTe nexkapceeHH POSYKTH ca 61 KOMOHAHPaHN PYTHHHO ¢
npabpammH, Ge3 nahak 3a npoOneMM, CEBP3aHH ¢ NISKAPCTBeHATA OE30MACHOCT: HHXHOHTOPH Ha
AHTHOTCH3MH-KOHBEPTHPALLMA €H3HM, AHTHOTEH3HH-pelenTopHu Gnokepn, GeTa-010KepH, THYpeTHLH,
AHTATOHHCTH HA ANJOCTEPOHA, KPAaTKO- ¥ AWToAelcTBAINM HHTpatH, “HXHOUTOpH Ha HMG CoA
peaykrazata, GAOpaTH, HHXHOHTOPH HA NPOTOHHATA NOMAA, OPAIHH NPOTHBOAHAOETHH CpPEICTRA,
aCIHPHH H IPYTH AHTHTPOMOOLIMTHH JIEKADCTREHH APOAYKTH.

Heouampuuna nonyrayus
ITpoyusakns 3a B3aUMOEHCTEUATA €A MPOBEKIAHH CAMO NIPH BbIPACTHH.

4.6. depranurer, HpeMeHHOCT H KEPMeHe

Xenu ¢ TeTepoaeH DOTEHIHAN
Henu c peTeponeH noTeHUMan TpLOBa a H3NON3BAT MOAXOAALIH KORTPALENTHEHH MEPKH N0 BEPEME Ha
NedeHneTo (B, Touka 4.3).

bpemeHHecT
Jluncear WM WMA OrpaHHYCHH JaHHH 33 ynoTpe0ata Ha uBaGpaguH NpH OpeMeHAHM KCHH.

TlpoyuBanusta Npy KHBOTHH 10KA3paT PeNpONYKTHRHA TOKCHYHOCT. Te3H MpoyIBaHus ca MOKasain
eMOPHOTOKCHUYEH H TepaToreHeH eekT (Bxk. Touka 5.3). IloTeHUHANHHAT PHCK 32 XOPATa € HEH3BECTEH.
[Nopaau ToBa HeabpanHH e IPOTHBOMOKA3aH No BpeMe Ha GpeMeHHOCT (BX. TOUKa 4.3).

Kbpmene

[Mpoy4BaBHATa NPH XHBOTHH IOKa3gaT, 4e HBaGpaaWH ce eKcKpeTHpa B Kbpmara. [lopamn ToBa,
uBaGpanyH e MPOTHBONOKA3aH MO BpeMe Ha KbpMeHe {BK. To4Ka 4.3).

JKeRH, KOHTO C& HYXKIAAT OT JieueHHe ¢ HealpaanH, TpaOBa Na cOpar Aa KbPMAT W Aa n3bepar ApyT
HAYHH 3a XPaHEHe Ha TAXHOTO JCTC.

deprunurer
{Ipoy4yBannsaTa MpH rrbXoBe He ca NMokazamM edekrT PBPXY PEPTUINTETA NPH MBKKHTE H MEHCKATE

HMHIOMEUIH (BXK. TOYKa 5.3)
4.7. EdexTa supxy cnocobnoctTa 32 IioduipaHe @ pabora ¢ MampHEH

HeabpamiH He NORIHABA WIH [IOBIIMIBA NPEHEOPEKAMO CEOCODHOCTTA 38 paBOTa C MANIHHH.

Cnennduano NpoyubaHe 33 OLEHKA HA BBIMOKHOTO BIMAHNHE Ha HBaOpamMH ELPXY cnocoDHOCTTA 33
modHpaHe NpH 34pasu N0OPOBOIM HE MOxa3a HApYINEHHA Ha cnocofHoCTTa 33 wogupare. Obave npu
TIOCT-MAPKETHHTOBKS OITHT, ¢a CHOGIIEHH CyYan HA HAPYIIEHa cocoGHOCT 3a wodupane, B pe3yIrat
Ha 3pUTENHH CHUMITOMH. HMBabpamyH moxe Ja NpeXH3BHKA MPEXOAHM CBETITHHHH BE3TPHATHA,
CECTOAIM ce rnasHo oT docdenn (Bx. Touka 4.8). Bbp3MoxkHaTa NMOSBAa HA NMOJOOHH CBETIHHHH
BBINpHATAS TPAOBA Ja ce HMa IpeIBHA NpH mModupane UM paoTa ¢ MAWKMHK B CHTYauMU, NPH KOUTO
MOYKE Aa HACTBIH BHE3aNHa NPOMAHA HA AHTCH3WTETA Ha CBETIIMHATA, 0CO0EHO MPH HOMIHO KOPMYBAHE.

4.8. Hexenann JeKapCeTBEHH PeaKIHH

O6oblieHe HA Npogmna 3a GezonacHocT

Haii-4ecTHTe HEXENaHH NIEKAPCTBEHN peakiMy ¢ MBabpanuH ca ceeTaHHHH denomenr (§ocdenn)
(14.5%) u Opaaukapans (3.3%). Te ca A0303aBHCHMH W ¢a CRBP3aHH ¢ GapMaKONOrHYHUA edexT Ha

JIeKapCTBERHSR MPORYKT.

CHRCEK HA HEOXENAHKTE peakliH B TaOIIHYeH BRI




CnennuTe HEXKENAHH peakUMH Wi CbOMTHA ce chobIaBaT Mo BpeMe Ha KIMHHYHH M3NMTBAHHA U Ce
KIacH(HUMpaT no cleaHaTa yectota: MHoro wectu (> 1/10); uectn (= 1/100 no < 1/10); HeuecT (=
1/1000 no < 1/100); peaxu (> 1/10 000 zo < 1/1000); muoro peaxu (< 1/10 000); ¢ HeH3BECTHA 4€CTOTA
(oT HaNHYHMTE NAHHH He MOXKe 1a O'blie HarmpaBeHa OLEHKa).

CHcTeMo-opraseH Kiac YecroTa IMpeanouyHTaAH TEPMHH
Hapywenns Ha kpeBTa W numdHara HeuectH EosuHobmmS

cHcTeMa

Hapywenns ©a wmerabonusma © HissoTa XHnepypHKemus
XpaHeHeTo

['naBoOonne, OOMKHOBEHO Mpe3 MbpBHA
Mecell OT JISYEHHETO

YectH
Hapywenus Ha HepBHaTa cHcTeMa 3amaiiBaHe, BEpOATHO  CBBP3AHO ¢
Opaaukapaus
HB‘IECTH* CHHKDH, BepOﬂTHU CBBp3aH c
Opanukapans

MHOro0 4ecTH Ceernninu peHomenH (pochenn)

Hapywenus Ha ouure Yectu 3aMBrieHo BUAKIAHE
HII0nuA
Heuectu* A
HapylieHue Ha 3peHHETO
Hapyuwienus Ha yxoto u nabupuHTa Heuectu CBeToBBpTEXK -
bpaankapaus
AV ©6nok 1 crenen (ymemkeH PQ-
Yectu untepsan Ha EKI')

KamepHH eKCTpacHCTONH
[TpencbpaHO MBKIEHE

CbpaeyHH HapylIeHHs IMannuraumn, HaaKaMepHH
Heuectn eKcTpacucTonH, yabmked QT wHTepBan
Ha EKI”
AV 6nox 1 crenen, AV 6nok Il crenen
MHoro penku
Cunzapom Ha GOIHHA CHHYCOR Bb3ell
YectH HekoHTponHpaHo KPbBHO HANAraHe
Cba0BH HapyILeHHs
i XWMNoTOHHSA, BEPOATHO CBbp3aHa ¢
Heuectu
Opanvkapaus
Pecnupatopuu IpbIHH H
PAROPHH, Py HeuecTtu JlucnHes
MeHACTHHATHH HapyLIeHUs
["anene
3anek
CTOMALLHO-4PEBHH HAPYLLIEHHS Heuectn Tnapus
Kopemua Gonka*
. AHruoenem
Hapywenus Ha  koskara  u | T1CHECTH O6pHe )
MOKOMHHATA ThKAH - i N
Penxu* Eputema sy "




Tipypuryc

Yprukapua
Hapymenns Ha MYCKYJIHO-
CKelleTHara CHCTEMA u | Heuectn MycKynHH cna3MH
ChEAUHHTENHATA THKAH
AcTeHuda, CBBpP3aHa  BEpOATHO  C
Heuecru* Opaaikap i
Obmp wvapymenns B edexTy Ha YMopa, cCBbp3aHa  BEPOATHO ¢
MACTOTO Ha NPHNOKEHHE OpanvxapaHa
Pemxi* IpuManspane, BepOSTHO CBLP3AHO C
Opanvkapnus

* Yecmoma Ha HeJCeRGHU CoDUMUA om CRONMGHEY OOKIGOU, UIHUCAEHA NPY KTUHIHHIIME UINUMBaHUS

Ormca_gue Ha Hﬁ@!ﬂ HEWENAHH NEKAPCTBEHH peaKIIMH
Ceeriiaiy (eHomenn {bocdenn) ca Sunm cnobuwens or 14,5% oT DAUMEHTHTE, OMUCBAT CE KATO

IPEX0HA YBe/IHUEHa APKOCT B OMPAHAYEHA 30HA OT 3PUTENHOTO Nlone. Te 0GHKHOBEHO C& MPOBOKHMpAT
OT BHE3ANMHY MPOMEHH B HHTCH3UBHOCTTA HA CEETIIHHATA, ©ocdeHHTe MOTAT CHINO A3 CE OTHMIAT KaTo
Opeon, pasnajiaNe Ha H3o0pwKeHHeTo (CTPOOOCKONCKH HIH KaneHAOCKONCKH ¢eKTH), LBETHR ApKH
CBETIHHH HITH JBOHHO BH#AaHe (peruHamHa nepckcreHupn). [Tossara Ha ocenn cTasa oGHKHOBEHO
TIpe3 IBPBMTE [Ba MECELla OT IEYEHHETO, CAE KOETO TE MOIaT A ¢6 ABABAT MHOTOKpATHO. B nosevero
cayuau ce cpo0laBa 3a hocdenn c gexa A0 yMepeHa HATEHSHBHOCT. BeHukn docdenn orssyyasar no
BPEME Ha WIH CNe NPeKPATABAHE HA TepallHATa, B [I0-TONIMATa cl YacT (77,5%) no BpeMe Ha JIEYEHHETO.
ITo-manko or 1% oT manHeHTUTE CA NMPOMEHWIH E€XCAHESBHUTE CH HABHLH HIM A NpeYCTRHOBHIH
TEPaNuATa BbE Bpb3Ka ¢ docdeHn.

Bpaauxapma € 6mia cpobmena oT 3,3% OT naumeHTHTE O0cO0EHO Ipe3 mepeiTe 2 o 3 Mecelld oT
3arnodBane Ha TeucHueTo. 0,5% Ot nauMeHTHTe ca Nojy4HIH HipaseHa Gpanyvkapivd 40 wiH no-Manko
yiapa/min.

B npoyusanero SIGNIFY npencepamo Mexacue e HabmoaasaHo npu 5,3% OT MalHCHTHTE, MPHEMallH
npabpanuH, B cpasnenne ¢ 3,8% B nnaue6o rpynara. B cGopHM analH3M Ha BCHMKH JBOHHOCHENH
KOHTPO/IMpaHK® KIWHHYHH TpoyuBanus ¢azn IV ¢ mpoammkHTenHOCT OT Half-Manko 3 Meceua,
BKIIOYBAIM Tioneye oT 40 000 mauueHTH, YECTOTATA HA NMpenCchPOHO MBXaexe ¢ Omma 4,86% apu
ManMeHTHTe, NeKyBaHH ¢ uBabpanus, B cpakneHue ¢ 4,08% npu KoHTPONHTE, CHOTBETCTBAUIM Ha
koeHUeHT Ha puck 1,26, 95% CI [1,15-1,39].

[Tpu npoyqeanero SHIFT, noseveTo mauMeHTH ca MM&M €NHZOAM HA TIOBHIIEHO KPLBHO HAIAraHe,
Korarto ca GuiH nexysani ¢ npabpamu (7,1%6), B CpaBHEHRE ¢ MIALMEHTH, IEKyBaHH ¢ nuauebo (6,1%).
Te3n enuzomy ¢a ce NOABHNH Hai-4ecTO CKOPO cnell NIPOMAHA B TEPANHATA HA KPEBHOTO HAAraHe,
CHIIA ca NPEXOIHY K HE CA MOBJIHATH TEPaNeBTHYHHA ¢eKT Ha HBaOPAAHH.

Crolmakake Ha ION03MPAYH HEKENAHH PEAKIHY
CrpobmagaHeTo Ha NOJO3MpaHY HEXKENaHH JICKAPCTBEHN PeakliMA cilell paspelnaBane 3a ynotpeba Ha

JIeKapCcTBEHHA NIPOAYKT € eakuo. Topa MO3BOAARA Aa NPOABIKH HaOMOJEHHETO Ha CHOTHOIUEHHETO
110N12a/pHCcK 38 NEKAPCTEERAA MPOAYKT. OT MEAHLHHCKHTE CIICUMANTHCTH CE MIHCKES Ja Chof1iaBar BesKa
TIOO3HPAHA HEXKENAaHa PeaKuHA Upes:

H3rbnHNYENHA areHIMA 1o IEKapcTraTa.
¥y Jlaman [pyes” Ne 8

1303 Codua

Tem.: +359 2 890 34 17

yebcaifr: www.bda by
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4.9. Ilpexosupane

CuMirromMn
IpenosupaneTo MoXe A3 NoBeE A0 TEXKA H NPoTWbKHTENHA Gpannkapani (Bx. Todka 4.8)

Jleuenue

Texicara OpaaHkapaus TPAGEA 1a ce NSKYRa CHMITOMATHYHO B CHCLHANHINPaHH yeiorud. B cyvaid Ha
OpafuKapays © A0MA XeMOIHHAMHYNA TOHOCHMOCT MOXKE Jia Obae 00ChAEH0 CHMITTOMATHHHO TCUEHHE
BKJTIOYBAILC MHTPEBEHOIHH OETa-CTHMYJIHpAIW JICKAPCTBEHHM NMPOAYKTH, kate wionpesanud. [lpu
HYK[a MOJKE JA ce NPENNTPHEME BPEMEHHA ChpiieyHa &IEKTPOCTHMYIALNA,

5. @®APMAKOJIOTHYHM CBOHCTBA

5.1, (dapMaxonHHAMAYHNH CBOHCTEA
dapmakoTepaneETHYHA rpyna: Jledenye Ha ChpaeuHy 3a00A%BaHES, IpYT# CLPAETHH Npenapam, ATC
xoa: CO1EB17.

MexannssM Ha felicTrue

Haa(ipazmH € CPCOCTBO €OHHCTBCHO 3a [IOHMHKABAHE HA CHPACUHATA “ECTOTa, nelcTramo Ypes

CENEKTHBHA H crebnyHa HHXAOHIMY HA eNEKTPUIECKHd /f NOTOK Ha ChPACYHHA NEHCMEKEP, KOKTO
KOHTPOAHpa CNOHTAHHATA JHACTOMNMA ACMONPH3auyd B CHHYCOBHA BB3CN M PEryiMpa ChpAeqHaTa
yecToTa. Chpheunwre efextd ca crieumdrudM 3a cuUdycoBMS Bb3eN, Oe3 edeKkT BBpXy HHTIpa-
aTPHATHOTO, ATPHOBEHTPHKYJAPHOTO WIH MHTPABEHTPHKY/IAPHOTO NpPOBOMHO BPEME, HMTO BBDXY
MHOKAPJHHA XOHTPAKTWINTET HIH KaMepHATa penondpH3arHa.

Heabpanux Moxe fa B3aHMOACSHCTEA M € ENIEKTPHISCKHA /) MOTOK B PETHHATA, KOHTO € MHOTO CXOIEH

CBC CHpacUHHA ff. Tol yyacTsa B TEMIOPA/IMATA PE30TIONHA HA 3PHTETHATA CHCTEMA YPC3 CKBCABAHE
Ha PETHHANHHA OTTOBOP KM APKH CBETITHHHH CTHMYJH.

[pr nposokHpaluu oScToATENCTRA (HANP. GHP3H NPOMEHN B APKOCTTA) YACTHYHATA HHXHOHIHA Ha fh
OT HBaDpaAHH 3aCHABA CBETIMHHNTE BLINPHATHA, KOMTO MOTaT NMoHAKoTa jpa OBIar ycereHd oT
nauseHTaTe. CBeTIMHHMTE BE3MpHaTHA {(ocdeHn) ce ONMHCBAT KaTo MpexoHo yCHIBAHE HA APKOCTTA
B OrpaHWYEHa 30HA Ha 3PHTENHOTO TTone (. Touka 4.8).

bapmaxonuHaMHIRN edexmn

I'naguoTo (hapMakoIHHAMHMHO CBORCTBO Ha msaOpaIHH mpH 9OBeKa ¢ CNEMH(HIAO J03a-3aBHCHMO
TIOHIDKEHME Ha ChpASYHATA MEeCTOTA. AHANHIET HA PeIYKLIMHTE HA CHPASTHATA UeCTOTa ¢ 103H A0 20
mg JIBa ITETH THEBHO [I0KAa3Ba TEHACHLMA KEM IUaTo-efiekT, kofiTo OTroBaps Ha HAMATEH PHCK OT TEXKKA
Opagukapana mon 40 yaapa/min (Bx. Touxa 4.8),

Mpy obuuaiinire MpencpsIBaH A03H NMOHMKEHHETO Ha ChpAEYHATAa YeCToTa ¢ npubnusmTenno 10

yaapa/min B noxolt # IPH HHINYECKO YCHIHE.

Toea BONM 40 HaManABaHE Ha CBpEEYHaTa paboTa M KOHCYMALMATA HA KMCJIOPOA OT MMOKApAa.

Hpabpanwn He NOBMMABA WETPECHPOEUHATA TPOBOAMMOCT, KOHTPAKTHIMTETA (HAMA HEraTHpeH

HHOTpOREH eeKT) HITH KaMepPHATA PenoApH3aLis:

- B KIHHWYHH €NeKTpO(UIHONOrHMHH NpoyuBaHHA HBaCpaauH HE € nokasal edekT BHPXY
aTPUOBEHTPHKYJIAPHOTO HIH HHTPABEHTPHKYJIAPHOTO MPOBOIHO BPEME HAM KopHrupaHuTe QT-
HHTEpRAJIH;

- npH MaUMEHTH ¢ JesoKamepra auchyHkuusa [nesoxamepsa martnacksamma dpaxuna (LVEF)
mexny 30 4 45%] usabpanuH He ¢ uman Hebnaronpuater edext Brpxy LVEF.

Kauuuana edukacnoct u Gesonackoct o
AHTHaHTHHO3HATA H aHTHHCXEMHYHaTa ekacHOCT Ha HEabpanMH e npoyvena B NeT ABoHHOS gug?' 3
PalAOMM3IHPaHH NPOYYRAHUA {TPH CpaMo ITauelo U 10 €IHO CTIPAMO aTEHONON M AMIIORHIHEY. Q"(eg}r

e A0




NpOYYBaHMs Ca BKTIOYBAH o6imo 4111 natmenTn ¢ XpoHu4ka cTabMITHA CTEHOKApONs, OT KoHTO 2617
ca nomny4aBaTu uBaOpanuH.

Te noxa3ear, 4ye upabpagnH 5 mg ABa ITbTH AHEBHC OKa3Ba €PEKT BEPXY MIMMTBAHUTE MAPAMETPH NpH
HA4TOBapBaHe B pPaMKUTE Ha 3 no 4 CeMHLM CNeAl 3ancapale Ha JedeHneto. JlokasaHa € epukacnoct
ckC 7,5 mg Nea WHTH AHeBHo. JIOMEIHWTeNHATa NON3a CNpAMO 5 mg fApa ITbTH AHepHo e Ouna
YCTAHOREHA B CPABHHTENHO KOHTPONKPAHO NPOYYBAHE CIIPAMO ATSHONON: GOMIATA NPOTHLKHTEIHOCT
Ha (PH3WIECKOTO HATOBAPBAHE B MOMEHTA HA MHHUMAITHA NTA3MEHA KOHLEHTpALHA € HApacHasa ¢ OKOJIO
| MHHYTa clIe] eIHOMECEUHO JIedeHHe ¢ 5 mg ABa THTH JHEBHO K CE € HOJ06pHNa ¢ NoYTH 25 CeKyHAH
B PE3yJITaT HA JOMBJIHHTEICH 3-MECEYEH NEPHO HA ICUeHHE CIe AUPEKTHO IpeMHHABaHe Ha 7,5 mg
JABa IMBTH AHEBHO. Tosa npoyupaHe NOTBbPKGaBa aHTHAHCHMHO3HATA H AHTHHCXEMHYHATA TON3a OT
HBabpaMH NPH NAITHEHTH Ha BB3PACT 65 WA TOBEYE FONKNH,

EdmkachoctTa Ha 5 mg 1 7,5 mg ABa T6TH AHEBHO BHPXY NapaMeTpHTe Ha TECTA ¢ HaTORappaue (o6wa
NpOXWGKHTENHOCT Ha HATOBAPBAHETO, BpEMe [0 AOCTHIAHE HA TAMMTHPAILA CTEHOKapAua, BpeMe Ao
HAYa/no Ha CTEHOKapOMA H BpeMe 00 JocTHrane Ha ST-nenpecus oT 1 mm) € 6una NoTebpAcHa BhHB
BCHYKH MIPOYURaHUA A ¢ OHNA CRLP3aHA C HAMATABAHE HA HYECTOTATA HA AHTHHO3HHTES NPHCTBIH C OKONO
70%.

Tpn aByKpaTen qHepeH npueM HBaGpaIMH UMa NOCTOAHHa 24-yacoBa ePHKACHOCT.

B pangommsipanc mpaueGo KOHTpOIMpaHo mpoyusaHe ¢ 8§89 nauveHTH msaGpanmu, nofaBeH KbM
aretonon 50 mg eAROKPATHO AMEBHO, TOKA3EA JOITBIHATENHA epHKACHOCT NPH BCHYKY NapaMeTpH Ha
CTpec-TeCTa B Kpad Ha AO30BHA HHTEPBA HA NeKapCTaeHa akTHeHaCT (12 Yaca cliefl IEpopaieH npyem).

B panaomusHpatoe niauefo KOHTPOIAPaHO NPOYIBaHe CbC 725 NauHeHTH HBabpalHH HE € I0Ka3an no-
ronaMa eduKacHoCT cnen npudasaHe KBM amnoaunuH 10 mg BeAHBAK QHEBHO NPH MHHHMYMa Ha
nekapcTBeHaTa akTHBHOCT (12 waca cnen mepopalneH NPHEM), NOKA3al € No-ronaMa epuKacHoCT npH
nHKa (3-4 vaca cnen mepopancH fpuem).

B paRmoMH3HpaHO IIALEG0-KOHTPOMMPAHO NpoyYBaHe MpH 1277 nauneHTn HBabpaaeH, No6ageH KeM
aMJIOZHITHH 3 Mg eAHOPKATHO AHEBHO WK Huemumuu GITS 30 mg eaAHokpaTHO AHEBHO, € HOKazan
CTATHCTHYECKH 3Ha4YHMa AOIBIHHTENHA ©hHMKACHOCT IO OTHOIICKHE HA OTTOBOPA KBM JICUEHHETO
(nedHHHpaH KaTo HAMANEHHE ¢ HAl-MANKO 3 AHTUHOZHH NIPHCTHIA 33 CEIMMIIA H/HWTH YBETTHYSHHE HA
BpeMero io ST-menpechs ot 1 mm ¢ Haii-manxo 60 s no BpeMe Ha CTPec-TecTa ¢ OArama MbTeKa) npH
Hali-HHCKaTa JleKapCcTeeHa akTMBHOCT (12 uwaca cien NepopaneH npHeM Ha weaGpafuu) cnen 6-
ceaMuueH nepuoa Ha aeuenuwe (OR = 1,3; 95% CI [1,0-1,7]; p = 0,012). Hpabpaaus He ¢ noxkasan
JOMMLJIHHTENHA ebNKACHOCT BEPXY BTOPWYHHTE KpaiiHH TOUKH HA [IAPAMETPHTE HA CTPEC-TECTa NpH
Hali-HHCKATA NIEKAPCTBEHA AKTHRBHOCT, FBIPEKH 96 € IOKA3A JOMWIHHTE/Ha ediKacHocT npu maKa {3-
4 yaca c/ie, iepopased NpHeM),

EdukacHocTTa Ha MBabpajaMH ce 3ana3pa HAIMLIHO Npe3 LEmHs 3- HiH 4-Meceden NepHON Ha eveHHe
npy mpoydBaHMATa 3a edkacHocT. JlumcpaT AaHHM 3a (apMakonorhueH TOIEpaHc (3aryfa Ha
epeKTHBHOCT), BLIHHKBAIL 1O BpEME HA JIEYECHHE, KAKTO M 33 peDayHI eexT cuen paikKo CIHpaHe Ha
JIEYEHUETO. ANTHAHTMHOZHUTE H AHTHHCXEMHYHH eekTH Ha HBaOpamHH Ce CBBP3BAT C J03a-3aBHCHMO
TIOHHXKEHHE HA CHPACMHATA YecToTa M ChC 3HAYWMO HAMANCHHE HA NPOH3BEICHHETC HA YecToTa H
HA/Arase (CbpaAetiHa YeCTOTA X CHCTONMHO KPBBHO HANAraHe) B MOKOH W Mo BPEME HA HATOBapBaHe.
JefcTBHETO BBPXY KPBBHOTO HuIArAHE H Nepr(epHOTO ChAOBO CHIPOTHRICHHE € NPeHebpeUMo H
HAMA KIHHHYHO 3HAYEHUE.

Tpaino noHsxkedHe Ha CbpOeYHATA 4ecToTa € OHIO JCMOHCTPHPAHC NPH NAUMEHTH, JIEKyBaHH C
HeabpanuH MUHUMYM caHa rogusa (n = 713), He ce nabmoaasa BMAHHE PLPXY KPBEHATA 3AXap HITH
NMHOADHAA META0ONHIEM.

AHTHAHTHHO3HATA H AHTHHCXeMAYHATA eMKACHOCT Ha HBAGPaNMH CE € 3anazumna npH fHabeTuns (n =
457) npu npodas Ha 6€30NaCHOCT, CPABHUM ¢ TO3H B 00LIATA MOMy/IalHA.




nedeHHe, karo 86,9% or namHenTuTe ca nomyvasanH Gera-Onokepn. OCHOBHMAT KPHTEpHH 3a
ehHKACHOCT & KOMOHHALMATA OT ChPAEYHO-CHAOBA CMBPT, XOCITHTANH3ALMA NPH OCTLP MH(APKT Ha
MHOKapAa MAM XOCIUTATHIALKA ROPAgHM HOBOBRIHMKHANA HWIH BIOINABAMNA C€ ChpAeyHa
HEJIOCTATEYHOCT. [IPOYUBAHETO He [IOKAZBA PA3VIHKA B MPOLEHTA TIPH ITEPEHYHAA KOMOMHHpaH KpacH
Pe3yNITAT B IPYNATA HAa MALMEHTHTE, JleKYBaHH ¢ WpabpaiuH, B CpapHeHMe ¢ mmanebo rpynara
(penaThBeH puck mpaSpanun: mnauebo 1,00, p = 0,945).

[Tpr post-hoc moarpyna NauHeHTH CHC CHMITTOMATHYHA CTEHOKAPHA N0 BPEME Ha paHAoOMH3auusTa (n
= 1507) He e naeHTHdUIMPaH CHIHAN BBB BPb3Ka ¢ 6e30nacHOCTTA N0 OTHOMIEHHE Ha CHPAEYHO-CHA0BA
CMBPT, XOCIHTANTHIALHES MPH 0CTHP HAGAPKT HA MMOKAPAA HITH CHPAESHA HEIOCTAThYHOCT (HEabpanui
12,0% cpemy mnaneto 15,5%, p = 0,05).

IMTpoeeneno ¢ MamabHO NPOYYBAHE MO CTHOMEHAE BA H3XxofAa, SIGNIFY, opu 19102-ma nanueHTH ¢
HexeMiHa GoNecT Ha ChpUETO W O3 KIMHHYHA chpaedna HepocTarbunocT (JIKOU > 40%) ua dona
Aa ONITHMANHO OCHOBHO JieueHne. M3nonssana e Gina mo-BHCOKA TEpaneBTHYHA cXeMa OT ofobpenara
JO3HpOBKA [Havanua nosa 7,5 mg Ba OBTH AHEBHO (5 mg OB& WETH AHERHO, aKQ EB3pAcTTa € = 75
roHHM) A THTpHpaHe 00 10 mg npa muTH AHEBHO]. OCHOBHMAT KpHTEpHH 3a edHkacHOCT ¢ Gun
KOMOHHANKATA OT CEPACYHOCHAORA CMBPT HAH Hedararnen undapkT Ha MHokapna. IIpoyasanero He
N0Ka3Ba padiHKa B NPOLEHTa NPH ITHPBWYHATA CheTasHA xpaiina Touka (IICKT) B rpynata Ha
NaUHEHTHTE, JieKyBaHH C HWeaOpanWH, B cpasHeHue ¢ Mnauebo rpymara (OTHOCHTENEH PHCK
upabpamin/mnaneto 1,08, p = 0,197). Crobuwiena e Gpagukapans npH 17,9% B rpynata Ha NAUMCHTHTE,
nexyeanu ¢ upabpanud (2,1% e nnanebo rpynara). Bepanamun, murmvazem unu momad CYP 3A4
HHXHGHTOPH ca Gl npHeManu ot 7,1% OT nauMeHTHTe No BpeMe Ha POy TBAHETO,

Manko cTaTHCTHYECKH 3HATHMO yBeiueHHe Ha TICKT ¢ nabmonaBaHo B NpeABApHTENHO ONpeaeneHa
NOArpyTa HAMEeHTH ¢he creHoKapmua knac Il mo CCS miy mo-Brcok Npu BKmoupaneTo (n = 12049)
(vectoTa HA modea 3,4% cpewy 2,9% roammHo, OTHOCHTENEH puck Heabpami/mnauelo 1,18, p =
0,018), Ho He W B NOArPYNaTa OT LANATA MOMyMAlud CBC CTeHoKapans knac = 1 no CCS (n = 14286)
(oTHOCHTEIEH pHCK WBabpamquH/mnanebo 1,11, p=0,110).

IMo-eHcokata oT onofpeHaTa A03a, H3MON3BAHA B POYYBAHETO, HE OOACHABA HAITLIHO TE3H H3BOIH.

ITpoyusamero SHIFT € rosaMo, MAOTOHEHTPORO, MEKIYHAPOIHO, PAHAOMHIHPAHO, KBOHHG CIANO, ©
anefo-KOHTPONAPAHH Pe3YNITATH M3NMTBAHe, NpoRedeHO IpH 6505 KRIPACTHH NAHMEHTH CBC
crafunHa xponnada 3CH (za > 4 cenmuum), ot 11 ao IV kinac no NYHA, ¢ HamaneHa JIEBOKaMEPHa
dpakiua Ha wrrnackeane (JIKOGM < 35%) H cnpaeuHa uecrtora B moko#t > 70 yhaapa B MHHYTA.
[TauMeHTHTE Ca nNONYYaBANM CTEHAAPTHO fAeueHHe, BKmousamo Oera-Onokepn (89%), ACE
HHXHONTOPH #WHAH anrdoTensuH Il anraronucTs (91%), owyperHun (83%) H aHTarOHMCTH Ha
anpocrepona (60%). B rpynara va uBaGpaann 67% OT nallBeHTHTE ca JIEKyBaHH Cb¢ 7,5 mg Ba ITbTH
IHeBHO. Meavanara Ha DPONLDKHTENHOCTTa Ha mepHola Ha mpocaenssade e Guna 22,9 Mecema.
Jleuennero ¢ upabpaauH e GHI0 CELP3aHO ¢ HAMaJARAHE HA CHPAETHATA YECTOTA CpeAHO © 15 yaapa B
MHHYTA OT M3XOumHaTa croliiocT OT 80 ynapa B MMHYTA. PainMkara B CbPAEUHATA 9ECTOTA MEKTY
upabpanuy u nranebo-rpynwte e Guna 10,8 ynapa 8 MmuwyTta Ha 28 men, 9,1 ynapa 8 MHHyTa Ha 12 mecen
u 8,3 ynapa B MuHyTA HA 24 Mecel.

IMpoyueaneTo JEMOHCTPHPA KIIHHHYHO M CTATHCTHUECKH 3HAYHMO HAMANECHHE HA OTHOCHTENHHA PHCK
¢ 18%, Ha 9ecTOTaTa HA MBPEHYHATA CHCTABHA KpaiHA TOYKA Ha CHPACYHOCHAOBA CMBPTHOCT M
XOCOHTaNM3alMA, MOpadd BAOLUIaBaHE HAa CLPAEYHATa HeqocTaThYHOCT (KoedHumeHT Ha preka: 0,82,
95% CI [0,75;0,90] —p < 0,0001), ycTaHoBeHO A0 3 Mecela cAeH 3al104BaHe Ha ICYCHHETO, Pefyknmsara
Ha acomoTHua prck e 4,2%, Pesyntarure no MbpBHYHATA KpaiiHa TOUKA 2 H3BEJCHH INTABHO upes
KpaiHHTE TOYKHM CHPIECYHATA HEAOCTATHYHOCT, XOCTIHTANM3AUMA MOpajH BAOUIABAHE HA ChPACYHATA
HegocTareunocT (abcomoTeH puck, HamaneH ¢ 4,7%) H CMBPT NOpPalH CBPASYHA HEACCTATHUHOCT
(abcomoTeH puck, Hamane ¢ 1,1%).

Edext or neuennero BBPXY MBPBHYHATA CbCTaBHA KpaliHa ToWka, HEHHHTE KOMIOHEHTH
H BTOPHUHKTE KpaHHH TOUKH
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HBabpanan ILnanebo Koegumumeny  na [p-croiitocr
(N=3241) (N =3264) PHCKA
n (%) n (%) [95% CT]
[Tepeusna — cvemasna | 495 (34 47y 937(28,71) | 0,82[0,75;0,90] | <0,0001
Kpauna mouka
Komnonenmu:
- ChpIedHO-CHAOEA CMBPT
- Xocnvmanusams Mopagu | 449 (13,85) 491 (15,04) | 0,91[0,80;1,03] |0,128
rnomagane Ha CH
514 (15,86) 672(20,59) |0,74[0,66;0,83]1 | <0,0001
Apyeu  emopusnu  Kpaiinu
mouxu:
- O6ma cMBpPTHOCT 503 (15,52) 552 (16,91) 0,90 [0,80; 1,02] 0,092
- CmepT 0T CH 113 (3,49) 151 (4,63) 0,74 [0,58,0,94] 0,014
- Obm 6poii
XOCTIHTATH3AIHH 1231 (37,98) 1356 (41,54) 10,89 [0,82;0,96] 0,003
- XocnHTANH3aAA NopaTH
CHPOEUHO-CHIOBH NPHIHHA 977 (30,15) 1122 (34,38) P,85[0,78; 0,92] 0,0002

Hamanasanero B MepBAMHATA Kpalina Ien ¢ HabmoaapaHe TOCTOAHHO, HE3ABUCHMO OT M0JIa, KIIAca 1o
NYHA, ucxeMirdHaTa WiH HEHCXEMHYHATA ETHOJNIOMMA HA CBPJISYHATA HEAOCTATRYHOCT H aHAMHE3a 32
CBITBICTBAIL AHA0ET WIH XMNEPTOHUA.

B monrpynara mauMEHTH ChC¢ CHPAEYHA YecToTa > 75 yaapa B munyTa (n = 4150) e naGmoaasado no-
FOJAMO HAMATTBAHE HA TTHPEUYHATA CHCTARHA KPaiiHa TouKa OT 24% (koebHuuenT a pHeka: 0,76, 95%
CI [0,68; 0,85] — p < 0,0001) u na ApYTHTE BTOPHUHH KpaHHW TOUKH, BRIFOYHTENHO 06113 CMBPTHOCT
(xoednument Ha pueka: 0,83, 95% CI [0,72; 0,96] — p = 0,0109) ¥ CBpIeuHO-CHAOBA CMBLPT
(xoedrument Ha pucka: 0,83, 95% CI [0,71; 0,97] — p = 0,0166). [lpa Ta3u noarpyna NaUHEHTH
npodwrsT Ha Ge20MACHOCT Ha HBAOpaaHH CLOTBETCTEA ¢ TO3N Ha 0OWIATa NOMYNalHA.

Habmoaasan ¢ 3HayMTeleH edeKT BBPXY MBPBHYHATA CbhCTaBHA KpaliHa Touka nps ofwiara rpyna
MAUMEHTH, PHEMALLH TeueRne ¢ Seta-GnokepH (koeduuueHT Ha pucka: 0,85, 95%C1[0,76;0,94]). Fpu
TIOATPYNAaTa NAlMeHTH, ChC CHPIeYHA MECTOTa > 75 yAapa B MHHYTA H Ha NPETIOPBYATEIHATA TAPreTHA
Ao3a Ha Dera-Onokep, He ¢ Ouna HaOMONaBaHa CTATHCTHYECKH 3HAYMMA TON3a BhpXY NMEPBHYMHATA
CBCTaBHa KpaifHa TouKa (KoeduiMeHT Ha pucka: 0,97, 95%CI [0,74; 1,28]) u Bupxy ApPYruTe BTOPHYHH
KpaiHy TOYKH, BRIUHTEIHO XOCIIMTANK3A1MS opans Bnowapane Ha CH (koeduumeHT Ha pucka: 0,79,
95%CI [0,56; 1,10]) mam cmepT OT ChpAEYHa HEAOCTATHUHOCT (KoeduiMenT Ha prcka: 0,69, 95%Cl
[0,31; 1,53]).

WMa 3HaunTenno noaobperme na knaca mo NYHA, cipaMo nocnemHara ordetena crofinoct: 887 (28%)
OT TANMEHTHTE Ha MBa0paauy ca UMand nogoSpeHHe, B cpasHeHne che 776 (24%) OT MaudeHTHTe Ha
mnanebo (p = 0,001).

ITpu paHOOMH3MpaHO IUTANEGO-KOHTPOIMpaHO NpoydBaHe ¢ 97 nalHeHTH AaHHUTE, COpaHH N0 BpeMe
Ha clienudmHETE O TAMONOTHYHH NPOYYBAHNS, LIELINH A0KYMEHTHpaHe Ha dyHKIIKHATA Ha CHCTEMMTE
OT MPBUALH U KOAGHYXH ¥ HA BBL3XOAALIMA 3PUTENCH IFBT (Hamp. SICKTPOPETHHOrPAMA, CTATHYHH U
KHHETHYHH 3PHTEIHH MOJIETa, UBETHO BIDK/AHe, 3PHTEJIHA OCTPOTAa) IPH NAUHEHTH, JEKYBAaHH C
1BabpanMH 3a XPOHHIHA cTA0MIINA CTEHOKAPAHS, B NPOALIDKCHHE HA MOBEYE OT 3 NOMMHI, HE Ca NOKa3any
PETHHANHA TOKCHYHOCT.

[ennarpuyna nomynarus

[Tpoeeneno € paHaOMEzHPaHO, JBOHHOCHANO, IIALCG0-KOHTPOIMPAHO NPOyYBaHe chC 116 NeAHATPHYHH, .. .

naument {17 Ha BB3pact 6-12 mecena, 36 \a euspact 1-3 roamsu w 63 Ha ppapact 3-18 roml}i;r) c
XPOHHYHA CEPAESYHA HENOCTATEYHOCT M JHIATATHBHA KapauomuonaTas {DCM) ra dona va o ’
OCHOBHO NieveHue. 74 ca nonyuund weabpaaus (croTHomeHye 2:1). Havamiata gosa e 0,02




['ETH GHEBHO BBB BBIPACTOBATA Moarpyna 6-12 meceua, 0,05 mg/kg, Asa msTH gHerHo npu 1-3 roanHu
# 3-18 roaunn <40 kg, 1 2,5 mg nsa msTH AHEBHO TipKA 3-18 roauuA v >40 kg. Josara e anantupana B
3ABHCHMMOCT OT TepaleBTHUHIA OTTOBOP ¢ MAKCHManHiH 034 ot 0,2 mg/kg mea eTH auerno, 0,3 mg/kg
[Ea IETH AHEBHO H CLOTBEHO 15 mg aea nsTH nHeeHo. B ToBa Mpoydpake upaGpanann e Gl npHAmKeH
WIK KaTO MepopaiHa TeuHa $Hopma, WM Karo Tabnerka nBa OBTH AHEBHO. JIMmcaTa Ha pasnuka BB
dapmakoxHHETHKATA MEXKIY TE3H nBe GOopMH e GHNa MOKA3aHA B OTKPHTO PAHAOMH3HPAHO KPBCTOCAHO
Npoy4Bane ¢ ABA NEPHOAA NPH 24 3APABH BB3PACTHH JOOPOBOIILH.

Ilpn 69,9% oT nanMeHTHTe B rpynarta Ha usabpaanH € OHNO TIOCTHTHATO HaMAIABAHE HA ChpJevYHaTa
gecToTa ¢ 20% Ges dpapnkapaus cnipamo 12,2% B nnaeGo rpynara no Bpeme Ha NEpHOJA HA THTPHPAHE
0T 2 A0 8 ceamMuiH (CEOTHOIIEHAS Ha waHcosete: E = 17,24, 95% CI [5,91; 50,30]).

CpenHyre 8031 HBabpaIHH, KOHTO MO3BOMABAT Ja ¢€ NOCTHTHE HaMalsdpaHe Ha ChpPASYHATA YeCTOTa C
20% ca cvoteetHO 0,13 + 0,04 mg/kg apa meTH auesHo, 0,10 + 0,04 me/kg nea msTH anesHo 1 4,1 £ 2,2
mg ABa THTH GHEBKO BbB BB3PacTOBMTE NOArpynH 1-3 rogusi, 3-18 rogunu u < 40 kg, 1 3-18 roauHu u
> 40 kg.

Cpennara JIKOH e Hapacnana ot 31,8% 1o 45,3% Ha M012 B rpynara Ha ueaGpaauH cnipamo 35,4% oo
42,3% B npauebo rpynata. Uma momobpenne no NYHA mpu 37.7% or maunesTHTe, NPHEMAIIM
uBabpagun, cnpaMo 25,0% B nnane6o rpynara. Te3H Nogo0peHHA He ¢a GUNH CTATHCTHYECKH 3HAUHMH.
IMpohureT Ha Ge30NacHOCT, ¢nen 1 roAHHa, ¢ 61 oae0eH HA TO3H, OTHCAH NPH BB3PACTHH NaIMEHTH C
XPOHHMYHA CHPICYMA HEACCTATHUHOCT,

Junrocpounnte ekt Ha WBaGpanwH BHPXY pacTexa, myOepTeTa W o0WOTO PasBHTHE, KAKTo U
OBIrocpoYHATa €pHKACHOCT Ha JIeUeHHeTO ¢ HBadpajJMH B JETCKa Bb3pacT 3a HAMansBaHe Ha
CHPACTHOCBHAOBATA 3a00/IAEMOCT H CMBPITHOCT HE Ca MPOYYBaHH.

Epponeiickata ar¢HUMs o nekapcrsara ocBo0okAaBa OT 3a0b/DKEHHETO 3a MPEAOCTABAHE Ha
pe3yTaTHTE OT NMpoyuYBaHHATA ¢ FsabeHOp BBB BCHUKH MOATPYIH HA NEAHATPHYHATA NOMyJalli B
TIEYEHHETO HA CTCHOKAPAHA.

EpponefickaTa areHuMa Io JiekapcTsata OcBOOOKAABA OT 3aMWDKEHHETO 34 MPENOCTABAHE HA
pe3yIITaTHTe OT Npoy4BaHUAT: ¢ Heabenop npu aeua Ha BB3pacT o1 0 A0 6 Meceua 3a JICICHHETO Ha
XPOHHYHA CHPAEYHA HEACCTATBYHOCT.

5.2, DapmMakOKHHETHYHH CBOHCTRA

TMpr ¢uzsonorH4HM ycaoBHA weabpanuH ce oceoboxnaBa Gvpso oT TabneTkHTe W HMa BHCOKA
BoAopazTBOpUMOCT (> 10 mg/ml). HeaGpaaun npencraBnABa S-eHaHTHOMEP, KOHMTO HE NMpPETHPIABA
OHOKOHBEPCHA in vive. N-Ie3MeTHIHPGHHAT ZeprBaT Ha HBaObpamHH Oetile naeATRHUNPAH KATO MaBeH
AKTHBCH METAGONHT NpH YoBEKa,

AGcopOuma u GnonanHIHOCT

HpaGpaaun ce abcopOHpa OBbp20 ¥ MOUTH HAITEIHO cnied MEPOPATHO NPWICKEHHE ¢ AOCTHIaHE HA
MaKcHMalha MUa3MeHa KOHUEHTpamMs cled okono | yac npd OpHem Ha rianHo. AfcomoTHard
OHoHanMMHOCT Ha (dHIMApPaHHTe TabneTkn ¢ okono 40%, mopann edexra Ha THPBO NMPEMHHABAHE B
YEpBaTa M YCPHUA Apob.

Xpanata 3abaes abcopGumara ¢ mpunusurenno ! yac W yBenMvama ekcnoszdiiATa ¢ 20 o 30%.
[Tpmembr Ha TabneTkaTa No BpeMe Ha XpaHeHe C€ TPENOpBYBA, 34 Ja C€  HAMAajAT
HHTPAHHAHBHIYANTHHTE IPOMEHH B SRCMO3HLMATA (BAK. ToUka 4.2).

P eheaeHHe

Hpabpannn ¢ nprGnusuTenHo 70% cPBp3aH ¢ [UIAIMEHMTe GeNThUM H CTalHOHAPHMAT ofeM Ha
pasnpeneneHHe NpH nauHenTH € Gnuzpk go 100 | MakcHMmanHara nja3MeHa KOHLEHTpalMs crnef
XPOHHYHO TIPHIIOKEHHe B MPENOPEYBGHATA 032 OT 5 mg apa mbTH Anepno e 22 ng/ml (CV = 29%).
Cpeanara cTanHoHapHa IiasMena kosneHTpalma e 10 ng/ml (CV = 38%),

buorpanchopm
Hsabpannn ce MeTaGonH3Mpa rnaBHO OT HepHHA JPod H YepBaTa CaMO YPE3 OKCHAALMA C LHTOXPOM
P450 3A4 (CYP3A4). TnasAngT akTHBeH MeraGonuT e N-gesmerwIupanusT gepHBar (S 18982),c

€KCIO3HNIHA OKI0 40% OT TAa3H Ha U3XOAHOTO BellecTrO. MeTabOMH3MET Ha TO3H aKTHBEH Meraﬁg/ﬁﬁr %*

ceio Bumouea CYP3A4. HeaGpaqun uma Hucok adwnurer keM CYP3A4, He BOAW A0 KM t;gio e




3HaYMMAa HHOYKNEA WaH WHXHOuMa wa CYP3A4 M cIeioBaTe/THO € Malko BCPOSTHO Ja NPOMEHH
METaloNH3Ma MM IUTA3MCHATA KOHLEHTpauud Ha cyOcTpatwre Ha CYP3A4. Hanporws, MolIHMTe
HHXAGHTOPH M HHAYKTOPH MOTAT 3HAYMTETHO [a 3ACETHAT IVIAIMEHITe KOHLEHTPAHH Ha Heabpanvu
(Bx. Touka 4.5)

EnuMuHupane

HpabpanuH ce eIMMHHEPA ¢ OCHOBEH NOMYXHBOT 2 yaca (70-75% ot AUC) B nasmara d egekTHBSH
nony-xueot 11 waca. Totankret wmMpsHe € nogt 400 mY/min, a 6s0pegHMAT KIHPBHC € okono 70
ml/min. Exckpenyara #a MeTaDONHTHTE C€ OCBIECTBABA B CXOAHA CTENEH UPe3 MINPAKHEHHATA H
ypuHarta. Oxono 4% ot opaiHara J03a ce eKCKpeTHpa B HENpoMeHeH BHI B ypHHATA.

Jynetinoct/AenyHeiiHocT
Kunernkara Ha nsalpaxiH MMa fIHHeeH XapakTep B HanasoHa Ha opanHo gosupate 0,5-24 mg.

Cneupanas nomy 1anyuy

Cmapuecka ev3pacm:
- He ca uabnionasanu papmakoxuneTHyHH paanik (AUC 1 Crax} MEXIY N0-BB3PAcTHH (= 65 TOAHHN)
HIH MHOTO FB3pacTHH NalMeHTH (> 75 ronvan) 1 obuara nomysauqa. (x. Touka 4.2),

bubpeuno yepexcoane:

- Bnnanuwero Ha GuOpeyHaTa HeMOCTATHYHOCT (KPEeaTHHHHOB KIHPBHC oT 15 mo 60 ml/min) BBPXY
(hapMakOKHHETHKATa Ha MEAGpaIHH € MEHHMANHO BBB BpB3Ka C HHCKHA NpPHHOC Ha OnOpeuHMa
knupeHC {OKono 20%) ¥bM oflaTa €NMMMHAIIAA KakTO HA uBaGpamHH, Taka H Ha [NABHHS My
Merabonut S 18982 (Bk. Touka 4.2).

Yeprodpobro yepexcoane:

- Ilpn naument ¢ nexo yepHoapobuo yepexaane (Child Pugh ckop no 7) AUC Ha HecBBp3aHus
WRAGPAIHH U TIABHHA aKTHBEH MeTa0ONUT ca 6umn ¢ okono 20% no-BHCOKH, OTKOIKOTO TIPH JIKLA ¢
HopManka vepHoapoOHa ¢yhkmua. JaHHATe ca HEOOCTATHYUHM, 3d4 Ja ¢ HANPABAT M3BOOH NpPH
NALMEHTH ¢ YMEPEHO YEPHOAPOGHO YBpEKAaHe. JIMIICEAT JAHHH NPH NAIHEHTH ¢ TEXKa YeprOApoGHa
HEAOCTATBHYHOCT (BK. TOKH 4.2 1 4.3).

Heduampuuna nonyaayus:

- QapMaKOKHHETHUHUAT Npodin Ha usabpagvH NpH NeHATPUMHHTE NAIHEHTH C XPOHHYHA CBPACYHA
HeOCTATBYHOCT HA BBIPACT OT 6 Mecena no no-mManko or 183 rommuu e noaobeH Ha
(papMaKOKMHETHKATA, OITHCAHA NPH Bb3PACTHM, KOTATO CE pH/IAra CXeMa 3a THTPHPAHE Ha /034Ta,
6asupaHa OT BBIpacT W TErO,

Bpwaka drapmaxoxnnetuka/hapmakonnnamukal @K/ O}

AHanm3eT Ha oTHomeHHeTo GK/GJ] nokazea, ye ChpACHHATA YECTOTA HAMAIABA NOYTH JIMHEHHO C
HapacTBaHe Ha IUTA3MEHMTE KOHLEHTPAUMH Ha Heabpamu u § 18982 3a nosu go 15-20 mg apa netH
aneeno. [Tpn No-BHCOKH A03M NOHIDKEHHETO Ha CHP/ACUHATA YECTOTA Bede HE € MPOTIOPLMOHATHO HA
IJIa3MEHATE KOHIEATPALHH Ha MBalpaanH W NOKa3ea TEHNEHLHS KBM JOCTHraHe Ha Iato. BHCOKHTe
EKCMO3UUHH Ha HBADPAIHH, KOMTO MOFST 14 HACTRIAT, KOTaTo HBaGpaTHH ce MPHIOKH B KOMOHHALINS
¢be canad CYP3A4 wuxuOuropu, Morar fa JOBedaT A0 NPEKOMEPHO MOHIDKEHHE Ha ChpASYHATA
YECTOTA, EBIPEKH U€ TO3W PUCK HaManasa npi yMepeHW CYP3A4 unxuGuroph (XK. Toukd 4.3, 4.4 1
4.5). Bpn3kata OK/OJl na wpabpaguH NpH negHaTpHMHHTE WAUMEHTH C XPOHHYHA CHPAEYHA
HEIOCTATBYHOCT Ha BBIPACT OT 6 MEcella 10 10-Malko oT 18 roaunn e nonodHa Aa spbakata @K/AD]],
OTEHCAHA IPH BL3PACTHH,

5.3. TIpenxIaHHYHH JAHHH 34 Ge30MACHOCT
HeknHHMYHHTE FaHHH HC NoKa3ear OcoDEH pucK 3a Xxopa Ha 0a3ara Ha KOHBEHIIHOHATMMT

(hapMaKONOrMMHM HINHTBAHHA 32 0$E30MacHOCT, TOKCHYHOCT MPH MHOTOKpaTHO npugﬁfﬁié,,
TEHOTOKCHYHOCT, KapuuHoreMeH noTeHuuan. [Ipoyupanmnata 3a penpoayKTHBHA Toxcméb@‘/zﬁ :
] -




Nokasan Tunca Ha eekt Ha HBAOPanuH BHPXy (epTHIHTETA NpPH MEXKH H KeHCKM mTexoBe. Korato
OpemeHHH nabopaTopHu XUBOTHH ca GHIH TPETHPaHH MO BPEMEe HA OPraHOTeHEe3aTa C €KCIIO3HLMH,
OJIHM3KH 0 TepaneBTHYHHTE 7034, ¢ HaOmoOpmaBaHa TO-BHCOKA YeCTOTA Ha beTycH cBC CHPICYHH
Ae)EKTH TIPH TUTEXO0BE M MATBK GPoii (eTyCH ¢ eKTPONAKTIAKS NPH 3aiilfH.

ITpa kyuera, Ha KoHMTO € AaBaH uBabpagun (go3u or 2, 7 win 24 mg/kg/neH) 3a egua rozuHa, ca
HabnofaBaHH 0GPaTHMH POMEHH Ha ($YHKUMATA Ha PETHHATA, HO Te He ca OIH CBBP3aHH C YBpexIaHe
Ha OUHHTe CTPYKTYpH. TesH NanHH CHOTBETCTRAT Ha GAPMAKONOrHIHHA eexT Ha HBaGpanKH, CBBEP3aH
¢ B3AMMOZIEHCTBHETO MY C XHIEPNONAPH3ALHORHO-aKTHBHpAHATe Iy TOKOBE B peTHHaTa, KOHTO ca
MHOTO CXO[IHH ¢ Ir Toka Ha ChpaeuHus nelicMeiKEp.

HApyra gearocpounu npoydsanus ¢ MHOTOKPaTHH AO3H H NPOYYIBAHHA 33 KAPIHHOTEHHOCT HE CA NOBEJTH
A0 PasKPHBAHE HA KITHHHYHO 3HAYHMH NPOMEHH.

OlieHKa Ha PHCKA 3a OKOHATA cpena (ERA)

OnenkaTa Ha pHCKa 3a OKOJTHATA Cpefla OT HBaGpagyH ¢ MpOBE/CHA B CHOTBETCTBHE ¢ €BPONEHicKOTO
peROBOACTBO 32 ERA.

Pesynrature oT Te3u npoyusanus TIOAKPETIAT AUICATA HA PHCK 33 OKOJHATA Cpeja OT HBaGpaauH H
HBaGpaAHH HE MPECTABNABA 3AILNAXA 32 OKOIHATA cpena.

6. @GAPMANEBTUYHH JAHHH
6.1. CnHchbK Ha HIOMOIMMATE BemecTBa
Aodpo na mabremrxama:

JlakTo3a MoHOXMApaT

MuKpokpucTanHa uenynosa
Kpockapmenosa Harpuit

Cunuupes nHOKCHA, KOMOHAEH Oe3poaen
Marnesues creapar

Durmogo noxpumue:

Xunpomenosa 6CP (E 464)

Turanos guokens (E 171)

Makporoxn 6000 (E1521)

Fnunepon (E 422)

Marnesues creapar (E 470 b)

6.2. HecnB™mecTHMOCTH

Henpunoxaumo.

6.3. Cpox ma rogaocr

3 romuHH.

64. Coenumanam yenosns na ChXpaneHHe

Tosu nexapcTaen NpoAYKT He H3KcKBa crieMMATHK YCNIOBHSA Ha ChXpaHEHHE.

6.5. Bayu chABpRAHHE HA OIAKOBKATA

Iy
AnymuHual/ AyMuHEi ONHCTEpH ONAKOBAHH B KApTOHeHa KyTus, ChAbpKAINM 28,/ Gx_,?iigliﬁl-l -f%’ x >~
rnMEpany TabreTxn. S

He Berukn BHI0Be onaxoBku Morar na Gpaar [yCHaTH Ha nasapa.



6.6. CrmelnnaJHH MPeANaZHH MEPKH NPH H3XBLIAHE

HesnomBanpAT npoayKT WiM OTNAILYHATE MarepHamd OT Hero TpaGepa fga ce HMSXBBPIAT B

CBOTBETCTBHE C MECTHHTE HIHCKBAHMS,

7. OPHTEXATEJ HA PAIPEIIEHUETO 3A YIIOTPEEA

,»datixadapma Bucokokasectaennre Jlexaperea™ AJL,

oyn. ,,T. M. ipmurpos”™ Ne 1,

p. Cogua 1172, Brrrapus

Ten.: +359 2 962 54 54

daxc: +359 2 9603 703

e-mail: info@tchaikapharma.com

8. HOMEP(A) HA PASPEIIEHHETO 3A YHOTPEEBA

Heabenop 5 mg — Per. Ne: 20170128

Meabenop 7,5 mg — Per. Ne 20170129

9. JATA HA TBPBO PA3PEIIABAHEMOJHOBABAHE HA PAIPEHNIEHHETO 3A
YHOTPEBA

Jlara Ha mepeo paspemiaBane: 06.04.2017

10. JATA HA AKTYANTHU3IHUPAHE HA TEKCTA

Hoemepw, 2021




