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KPATKA XAPAKTEPUCTHKA HA ITIPOAYKTA

1. HME HA JIEKAPCTBEHHA IPOIYKT

PacHom 5 mg bHMHpaiK Ta6TeTER W3ALAHNUTENHA ATEHLMA N0 IEKAPCTBATA |
PaeHouM 7,5 mg busMupant TabneTky Kpamxa Xapaxmepuomuxa & npogyxma - [puacxenue 1
OfF04 4L JU%
Raenom 5 mg film-coated tablets Kom Poe. M ...... 'Z "{:{' l / --------
Raenom 7,5 mg film-coated tablets PaspeuicHus N bg, /’44' ZH ‘P# 558 O3~D‘r
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2. KAYECTBEH H KOJIMMECTBEH CBCTAB _%O_ﬁpGHUB . — werfveresrnsanansnonsasress cresrnses

PaenoM 5 mg dunmupanu tabneTku
Besika puiMnpana TabneTka Chbabpka 5 mg uBaGpanus {ivabradine} kato xuapobpoMHA.

[ToMOLHO BEWECTBO C U3BECTHO NEHCTRBUE:
Beska dunmupana TabneTka chabpika 44,607 mg nakrosa.

PaexoM 7.5 mg uaMupanu TabneTkn
Beska puiMupasa TabreTka cbabpika 7,5 mg nsabpaauH (ivabradine) karo xnnpobpomun.

[TOMOILHO BELIECTBO ¢ H3IBECTHO NEHCTBHE:
Beska punmupana tabnerka cpabpka 41,675 mg nakrosa.

3a MBJTHHSA CIIHCHK Ha TOMOLHHTE BEUICCTBA BUXKTS TOUKA 6.1.

3. JEKAPCTBEHA ©OPMA
Ounvrpana radneTka.

Paeriom 5 mg dunMupani tabneTky

Biieo OpanikeBa, OBaHa, ABOMHO H3bkHaNa (BHAMUpata TabneTKa ¢ pasMepy NPHOAHINTENHO 8.6 mm x
4,5 mm, ¢ rpaBupal Haaruc “CK3” oT eanara ¢TpaHa 1 ¢ ASnuTe/iHa HepTa OT Apyrara.

Ddunmupanata TabneTkata Moxe A2 Ob/e pasjencHa Ha AB¢ PaBHH AO3H.

Paenom 7.5 mg huaMupany TabaeTiu
Briego opamKkesa, Kpbria, ABOKHO H3MbkHANA GUaMUpaHa TabneTxa ¢ AMaMeTLp npudnuautento 6 mm, ¢
rpasupan Hagnuc “CK4” or ennata cpana, a ot ApyraTa es Haanuc.

4. KJIHHAYHU JAHHHA
4.1 TepaneBTHYHH fHOKAZAHAA

CUMPMOMAMUNHO IEYEHUE HA XPOHUMHA CIRAGHUANG CRIEHOKAPOUA.

MEabpainH € NOKa3aH 3a CHMITOMATHYHO IEUSHHE HA XPOHUUHA CTAOW/IHA CTEHOKAPAWA 1PH BL3PAcTHH

¢ HCXeMUUHA BOECT Ha ChPUETO ¢ HOPMATEH CHHYCOB PUTBM U ChpaedHa HecToTa 270 ynapa B MHHW\M
(yaapa/min). o PEHL




WeabpaiyH e mokasaH:

- TIpH BB3PACTHH, KOHTO HMAT HEMOHOCHMOCT MK NIPOTHBOTIOKA3aHHE KbM GeTa-6nokepu

- WK B koMGnHauusa ¢ 6eta-GiiokepH NpH NalMEHTH, HEAfEKBATHO KOHTPOIHPAHY C ONTHMATHA 1034
Gera-0nokepu.

Jlewenue na xpoHuuHa cvpdeyHa nedocmamvHHoCH

HWBabpaauh € nokasaH npy xpoHNYHa chpaeyHa HegoctaThuHocT kaac 11 4o IV no NYHA ¢be cuctonHa
AvChYHKIMS, DY TAUHENTH B CHHYCOB PHTLM, IIPH KOWTO ChPAEYHATA YECTOTa € 275 ynapa B MUHYyTa, B
KOMOHHALMA CBC CTAHAAPTHA TEPANHs, BKIOUBALIA NeueHue ¢ GeTa~610KEep MM KOraTo NEYEHHETO ¢
Gera-0JI0Kep € NPOTUBONOKA33HO HITH HE C& MoHacs (BXk. Touka 5.1).

4.2 J03MpOoBKa H HAYHH HA TIPHIIOMKEHHE

ﬂ,OSHQOBKa

CuMmomamuyHo Aeuenue Ha XPOHUYHA CAabuIHA CIMeHOKApOUs

[Tpenopbusa ce pelueHKeTO 32 3aN0YBAHE Ha JIEHEHHE HITH 33 THTPHPAHE Ha 203aT4 4a Ce 3BBPIIH NPH
HAJIHYHETO Ha NOpe/Hila 0T H3MEePBaHNs HA chpaeuHata Yectora, EKT™ unn amGynatopso 24 uacoso
IpocnensBaHe.

Havannara nosa Ha usaGpaaun He Tps6Ba Aa NpeBrwLAaBa 5 mg ABa IbTH AHEBHO NPH NawdenTd nog 75
roAUIIHA Bh3pacT. CNea TpU 10 YETHPH CEAMULH JIeUeHHE, aKO NAUUEHTHT BCE OILE HMA CHMIITOMH, aKo
Ha4aJIHATa 1033 Ce MOHACA 100pe W aKo ChPASYHATA YECTOTa B MOKOH ocTaBa Haj 60 y/apa B MHHYTa,
A03aTa MOXe Aa C€ yBeNHYM 10 CEABalUATA O-BHCOKA 1034 IPH NALKHEHTH, TpHEMaiuM 2,5 mg ABa NbTH
JHEBHO WM 5 mg ABa bTH AHEBHO.

Honawsprxamara 303a He TpaOBa Ja npesHINasa 7,5 mg NBa NLTH JHEBHO.

AKQ HSMa N0Z00PEHHE HA CUMITOMHTE Ha CTEHOKApAMA ClIeA 3 MECELd OT HayalloTo HA JIEeYeHUeTO,
neyeHueTo ¢ BabpanuH TpaGsa Aa ce NpeKpaTH.

B aonbinenne, npexparasane Ha AeUEHHETO Tpabsa aa ce OBMHCI B CTyuall, e HMa caMO orpaHHYueH
CHMMTOMATHUYEH OTTOBOP U KOTATO HAMA KAHHHYHO 3HAYMMO HaMaJlsiBaHe Ha CbpAEYHATA YECTOTA B
NOKOH B PAMKHUTE Ha TPHU MeceLa.

AKO O BpEMe Ha TeYEHHETO, ChPAEHHATA YecToTa B OKOH ce MOoHKKH mog 50 ya1apa B MHHYTA
(YAapa/min) Hu NAUKCHTDT MONYYH CHMITOMH CBbP3aHK ¢ GpaauKapans, KaTo CRETOBBLPTEX,
YMOPAEMOCT WM XHITOTOHHSA, A03aTa TpaOBa 1a ObAe MoCTeneHHO HaMaaeHa, BKIIDYHTENHO 10 Hail-
HHCKaTa IONyCTAMA 1033 OT 2,5 Mg /1Ba MbTH ZHEBHO (ON0BUH TaleTka OT 5 mg ABA HTH AHEBHO),
Cnen HaMansBane Ha A03aTa, CHPACUHATA YecToTa TpsOBa Na ce NpoceisBa (k. Touka 4.4). JleueHHeTo
TpsbBa 1a 6bAe NPeKpaTeHo, ako ChPAEYHATA YECTOTa OCTaHe NoA 50 yAapa/min wiM npu TpaHHH NPosiBY
Ha GpafliKkapAuA BRIIPEKH HaMansdBaHeTO Ha jo3aTa,

Jevenue na XPOHUMHA CHPOSYHE HEDOCIAMBYHOCH
JleuenueTo TpabBa aa ce 3aMoUHE CaMO MPH NALUMEHTH Cbe CTA0HIHA ChPIEYHA HENOCTATHYHOCT.
IIpenopbunTenHo € JieKyBalna JeKap 7a UMa OTTHT B JICUCHHETO HA XPOHHYHATA ChpaeUHa
HeJ0CTATBYHOCT.

ObuuaiiHara mpenopbyunTENHa HAYATHA 1032 HA WBabpaaut e 5 mg Ba MbTH AHEBHO. Cleq ABe CeAMHLH
neq4eHue, N03aTa MOXe Ad Ce yBENWYW 10 7,5 mg ABa MTH QHEBHO, aKO ChPACYHATA YECTOTa B MOKOH ¢
Tpaiino Haa 60 ylapa B MMHYTa MM 22 C€ HAMAAH A0 2,5 mg 282 ObTi AHEBHO (MON0BKH TabreTka o1 §
Mg ABa MbTH AHEBHO), 8KO ChPAEYHATA H4ECTOTA B Mool e Tpalino nox 50 yaapa B MMHYTA Wi B crydaH,
ue ce NOSABAT CHMNTOMH, CBLP3AaHH ¢ DpaavKapans KaTo 3aMaiiBaHe, YMopa WM XHNOTOHUA. AKO
ChpaeuHaTa decToTa e Mexkay 50 v 60 ynapa 8 muHyTa, TpA0Ba 43 Ce MOAABP*KA 103aTA OT S Mg ABA MTBTH
JHEBHO, :
AKO IO BpeMe Ha JIEUEHHETO, ChPAEYHATA YSCTOTA CE MOHIKN TPaiiHo noa 50 yaapa B MHHY
HJIY AKO NAUWEHTBT NOJAY4YH CHMITOMMU, CBBbP3aHN ¢ OpaluKapaHKs, 1o3aTa TpAGBa Aa ce Tv




NORHKARAHE 10 CNICABALIATA NO-HUCKa 033 NPH NAUHMEHTH, PUeMaLUK 7,5 mg I8a MbTH JHERHO WIIH 5
mg 21Ba MbTH AHEBHO. AKO CBP/GYHATA 4€CTOTa HApacHe TpaiiHo Haj 60 ynapa B MHHYTA B MTOKOH, 103aTa
MOXe€ Ja ce THTPHPA A0 CeBallaTa no-BUCOKa 103a NPH NALMEHTH, IPHEMAILH 2,5 mg Ba IBTH JHERHO
WIH 5 Mg NBa TBTH AHERHO.

Jleuennero Tpabea na ce cripe, ako CLPAEYHATA YECTOTA OCTaBa rog 50 YAapa B MUHYTA HJIH CHMOTOMUTE
Ha OpaankapausTa nepcucTupar (B, Touka 4.4),

ChelHanHy monynauuu

Cmapuecka év3pacm

[Ipw nauuenty Ha BB3PACT 75 unn noBeue roauuy, Tpsbea 4a ce uma npenBH] TO-HHCKA HavallHa Jo3a
(2,5 mg nBa muTH AHEBHO, T.¢. NONOBUH TablleTka OT 5 Mg JBa MbTH JIHEBHO) NPEAH YBEIHYABAHE HA
A03aTa, aKO TOB4 € Hajara.

Bvbpeuno yepexcoarne

He ce usnexsa KopeKIIHA Ha 103aTa NPH NAlUWEHTH C ObOpeuna HeaOCTATEYHOCT H KPEATHHHHOB KIHPBHC
Haz 15 ml/min (BX. Touka 5.2).

Jluncear naHHK NpH MANHEHTH ¢ KPEATHHUHOB KAUPLHC noa |5 mi/min. Cnenopatenuo, cpej Tasu
nomynauxs usabpaauH Tpabsa Aa 6bae YNOTpeBABAK ¢ NOBULICHO BHUMAHHE.

YeproOpobno yepexcdane

[lpu nauuenTy ¢ nexo wepHOAPOGHO YBpEKdaHE HE ce U3UCKBA KOpeKLMs Ha 103aTa. HeoGxommmo e
MOBHLUCHO BHIMAHKHE NPY yNoTpeGa Ha MBabpaavH NPH NALKEHTH ¢ YMEPEHO YePHOAPOGHO YBpEKIaHe,
HBabpankn e NpoTHBOMOKA3aH 3a YNIoTpe6a NpH NALMEHTH € TEKKA uepHoApobHA HeAOCTATEYHOCT, Thif
KaTO HE € N3Y4CH NPH Task NONYNAlNs 1 Ce OYAKBA IOJAMO HAPACTBANE HA CUCTEMHATA SKCIOSHLIHA (B,
Toyku 4.3 u 5.2).

Heduampuuna nonyaayus

besomacuocTTa u edukactocTTa Ha UBaGPAIUE NPH JELa | IOHOLIA Ha Bb3pacT noj 18 ronuHu ne ca
YcTaHOBeHN, HanuuHuTe KBM MOMEHTA TaHHH 33 NIeYSHHE Ha XPOHHYHA ChPAEYHA HEJOCTATHYHOCT ¢4
ONHCAHH B TOUKH 5.1 M 5.2, HO NpenoprLKY 3a AC3MPOBKATA HE MOraT 1a 6baaT HanpaBeHH.

Jlunceat faHHY 33 CHMITOMATHYHO NEYEHHE HA XPOHUUHA cTA0WIINA AHMHHA,

Havun #a npuioxkenne
Tabnetkute TpaGea ja GbLAAT IPUEMAHH MEPOPATTHO 182 T'bTH IHEBHO, T.¢. BEOHBX CYTPHH H BEIHDBK
BEYEP MO BpeMe Ha XpaHeHe (Bx. Tovka 5.2).

4.3 IporaBonoxazanns

- CBpBXuYBCTBHTENHOCT KbM AKTHBHOTO BELIECTRBO MM HSKOE OT NOMOILUHHMTE BEECTBA (n36poenn
B Touka 6.1).

- Copiaeuna uecToTa B NOKOH Noa 70 yaapa/min npeay HauanoTo Ha NeveHHeTo

- Kapruoreuen wox

- OcTbp MHOKAPAEH HHAPKT

- Texxa xunoronus (<90/50 mm Hg)

- Texka vepHOAPOGHA HEAOCTATLYHOCT

- Cunapom Ha GONIHUS CHHYCOR Bh3en

- Cuno-arpuanen 6aok

- Hectalunna unu ocTpa Chpieyna HE0CTATBUHOCT

- 3aBucuMocT oT nefieMelikbp (ChpaeUHa uecToTa onpejeneHa caMo oT nedemelikbpa)

- Hecrabunna crenokapaus




- AV 6ok I crenen

- Kombunupane cbe CUIHN HHXEOUTOPU Ha uxToXpoM P450 3A4, kato a30/10BH AHTHMHKOTHLM
(keTOKOHA30M, HTPAKOHA30/1), MAKPOIHIHH AHTHOHOTHIN (KNapUTPOMMUHH, EPHTPOMULIHHE per oS,
HO3AMHLKH, TENUTPOMHUKH), HIV-npoTeasiu WHXHOMTOPH (Hen(puHaBKHD, PHTOHABUP) H
HedazoaoH (Bxk. Touku 4.5 u 5.2)

- KomOnHHpaHe ¢ Bepanamua HAH AnTHA3EM, KOHTO ca ymepenn CYP3A4 HHXUOHTOPH, H KOHTO
MMAaT NOHMKABALIY ChPAEYHATA YECTOTa CBOHCTBA (BXK,TOUKA 4.5)

- BpeMeHHOCT, KbpPMEHe H KEeHM ¢ AeTepOeH NOTeHIHAN, KOWTO HE H3MOA3BaT NOXONILIA
KOHTpaueNnTUBHH MEPKH (BXK. TOUKa 4.6)

4.4  CnenuanHn npeaynpexaeHus u npeanasnu MepKH npn ynorpe(a

CrelHaHH NpegynpexaeHus

JIunca na noasu 8ve 8Pw3KA ¢ KAUNUNHUR USX0O NPU NAYHEHMU ChC CUMRIMOMANTUNHG XpoHuuHa cmabunna
CHIEHORAPOUA,

HBpabaauH e oKasaH caMo 3a CUMNTOMATHYHO NeYeHHEe Ha XpOHHYHA CTabHITHA CTEHOKAPAHS, Thi KaTo
uBabpaJIMH He HOCH TOJI3H BBB BPL3KA ¢ KTMHHYAMS H3XO MO OTHOLICHHE Ha CbPAEYHOCHIOBATA
CHCTeMa (Hafp. HH(apKT HA MHOKAPAA UIH CHPCYHOCHA0BA CMBPTHOCT) (BXK. TO4Ka 5.1),

Hsmepsane na copdeunama uecmoma

[Tpeapuy ToBa, e ChpASUHATA HECTOTA MOKE /1a BAPHPA FHAYUTENHO BLB BpeMeTO, Tpabpa 1a ce o0MHUCIH
H3BbPLIBAHETO Ha OPEAULIA H3MEPBAHNA Ha ChpAeyunaTa uecTota, EKI unn am6ynaropro 24 gacoso
lIpocjieAsBane, KOraTo ¢€ ONPEAens CbPASUYHATA YECTOTA B [IOKOH NPEAN 3aMOYBAHETO HA JIEYEHHETO C
HBAOPaZAMH ¥ NIPH MALKEHTH Ha JIeYeHNe ¢ uBabpaauH, KOraTo ce oBMHCAS THTPHpaHe Ha fo3ata. Toea ce
OTHACA A 32 NAUCHTH ¢ HUCKA ChPIEYHA YECTOTA, NO-CNEUHAIHO KOTATO ChPAEHHATA YECTOTA Ce MOHHKH
nox 50 yaapa/min, wiu cnea namanssaxe Ha f03ata (Bx. Touka 4.2).

Copoeunu apummun

HBabpanus He e ediekTHBEH NpH NEUCHHETO MAH NPeBEHUMATA Ha CBPASHHH aPHTMHH M BEPOATHO rybu
e(hekTa cu NPU HACTBIIRAHE HA TAXMAPHTMHS (HANP. KAMEPHA WM HaJIKaMepHa TaxuKapIus).
ChepoarenHo, ¥BabpaliH He ce IPENopEYBa IPH NaLHEHTH C MpeachpAHO MBKAEHE HITH IPYTH
CbPACYHH aPHTMHH, KOHTO PEYAT Ha hYHKLMATA Ha CHHYCOBHS Bb3el.

[Tpn mauneHTH, NeKyBaHH ¢ HBAOpa/HH, ce NOBHLIABA PHCKA OT pa3BHBaHe Ha NPEACEPAHO MBXKIEHE (BXK.
Touka 4.8). IIpeachpaAHOTO MBIk AEHE € N0-4eCTO NPH MALHEHTH, H3MON3BaIIH €IHOBPEMEHHO aMHOAAPOH
HJTH MOLLIHY aHTHAPUTMHYHH cpeacTsa knac [. [lpenopbyusa ce penoBHO KIHHHYHO HAbIIOAEHHE Ha
NALHEHTH, NeKyBaly ce ¢ UBabpadKH, 3a NofBa Ha NPEACHPAHO MBKISHE (TPaiiHO um [PHCTBITHO),
BRIIKOYHTEHO NPU KNHHMYKY nokazaHus W EKT MonwTopupasne (Hanp. B cnyua# Ha Browasaiia ce
CTCHOKAPAKA, NallMTALHH, HEPABHOMEPEH NyNc).

TNaunenture TpaGea Aa GbAaT KHHOPMUPAHH 33 NPHIHALKTE H CHMITTOMUTE Ha NPeACHPAHO MBXAEHE H
Aa GbAaT NOCHBETBAHM /1a C& CBBPIKAT C TEXHHA NEKAD, AKO TE Ce TOABAT,

AKO 110 BpEME Ha IEYEHHETO HACTHINH NPeICHPAHO MbXKAEHE, ChOTHOLWCHHETO non3a/puck 3a
MPOABTIAKABAHE HA JIEHUEHHETO ¢ uBabpaauH TpabRa na ce 06ChaM BHUMATEIIHO.

[TauneHTHTE ¢ XPOHUUHA ChPAEUHA HEQOCTATRYHOCT, ¢ AedeKTH Ha HHTPaBEHTPHKYIapHATA
NPOBOAMMOCT (N8 GeapeH Giok, aeceH Geaped 610k) u BEHTPHKY/IapHa AHCCHHXPOHHA TpAOBa fa ce
HaG/I0IaBaT BHUMATENHO.

AV baor I cmenen
Heabpaann He ce npenopbusa npu nanuenTi ¢ AV 6ok Il cTenen.

Hucka copoeuna vecmoma
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Veabpannu ve tpsabpa na 6bze 3an04BaH NPH NALUMEHTH CbC CbPAEYHA YECTOTA B IOKOH NpeaH NEYeHHETO
noa 70 yaapa/min (BxK. Touka 4.3).

AKO [0 BpeMe Ha NeYeHKETO ChpieunaTa YeCTOTa B 1OKO ¢ MOHIKH Tpaiino nox SO yAapa B MuHyTa
(YAapa/min) MW MAUMEHTHT NOTY4H CHMITTOMH CBBD3aHH ¢ GPaiMkapans, KaTo CBETOBbDTEK,
YMOPSEMOCT MIIH XUITOTOHKS, 103aTa TpsOBa a 6bAe NOCTENEeHHO HaMANEHa WK JIeYeHHETO TpAbBa na
Oble npexpareHo, aK0 ChPACYHATA YECTOTA OCTaHe TpaifHo noa 50 ynapa/min Ik npy TpaiikH NposBH Ha
Opaamkapans (Bx. Touka 4.2).

Komburayus ¢ xatyuesu anmazonucmy

EnnospemennaTa ynotpeda Ha nBabpanut ¢ NOHMKABALLY ChPACUHATA YECTOTA KANLMEBH aHTATOHHCTH,
KaTo BepanaMuJl MM THITHA3EM € NPOTHBONOKa3aHa (Bx. Toukh 4.3 u 4.5). Jlocera He ca DOBJMTaHA
BEIPOCH OTHOCHO 6e3011aCHOCTTa Ha KOMOHHUPaHE Ha HBRAGPAAMH C HUTPATH K AHXHAPONUPHAHHOBH
KaJIHEBH AHTArOHKCTH, KaTO aMIoAnnkH, He e ycTaHoBeHa JoMbIHUTENHATA ePHKACHOCT HA HBAOPAIHH
B KOMOMHAUNS € ZUXHIPONTHPHIWHOBY KATLHEBH aHTArOHHCTH (BX. Touka 5.1),

XpOHUMHA CoPOEYHA HEOOCMAMBYUHOCH

Chbpaeutara HefocTaTbHHOCT TPSOBA 1a € CTabKIIHA, NPEAn Aa CE MUCIH 3a JISYeHHe ¢ HBaGpaaHH.
HMBabpanun TpaGea Aa ce U3MO/138a C NOBHLUEHO BHAMAHHE MPH NAUUEHTH CbC ChPASHHA HELOCTATHYHOCT
ot dynxumoHanes knac IV no NYHA, nopaau orpannueHo KONMYECTBO AaHHY 32 Ta3H NONyJIanus.

Hucyam
YnorpeGara Ha uBabpavH He ce NPENOPHYBA HENOCPEACTBEHO CIEA MHCYIIT, IOPaaH JIHMca Ha
EKCINEePHMEHTAIHHN KIHHHYHA JaHHH MPH TOBA ChCTOSHHE.

3pumenna gyrcyus

HMBabpaann noeiuasa GhyHKUHATA HA peTHHATA (BXK. Touka 5.1). JIMncBaT JOKa3aTencTsa 3a TOKCHUEH
e(heKT Npu IBITOCPOUHO NeueHke ¢ HBabpainK BbpXy peTvHara (Bx. Touka 5.1). Tlpy nosea Ha
HEOYaKBaHO BNOLIABAHE Ha 3puTenHaTa GyHKUUS Tpabea Aa ce 0OCHAH CIMPaHE Ha TEYEHHETO C
neabpagun. [lpy nanHeHTH ¢ MUTMEHTO3¢H PETHHHT € HEOBXOAMMO OBULIEHO BHUMAHHE.

Ipennasuu Mepxu npu ynotpeda

Xunomonun

JlaHHHTE [IpY NAUMEHTH C EKa 10 YMEPEHA XHITOTOHUS Ca OrPaHHYEHH U, CNIeA0BATENHO, uBabpaguH
TpaGBa Aa Gb/ie 3NON3BaH C NOBHILEHO BHUMAKHKE MIPH Te3 NaureHT!, MBabpailH € NpoTHBONOKA3aH
NpH TALUEHTH C TEXKKA XUMOTOHHA (KPbBHO Hansrane <90/50 mmHg) (8x. Touka 4.3).

IIpedcvponro myooerne — copOeunn apummuun

Jlunicat nokasaTencTba 3a pUCK OT (MpexoMepHa) GpaauKapaus NpK BLICTAHOBABAHE HA CHHYCOBHS
PHTBM, KOTATO NpH NAllHeHTH JieKyBaHu ¢ WBaGpalvy ce NpennpuemMe GapMakonornyHa KapIHOREPCHS,
Bee nax, nopaam orcheTBHE Ha IOCTATBYHO AAHHM, HECNIEWIHA KAPAMOBEPCHA C TIPAR TOK TPAORA 1a ce
MpeBRskaa 24 vaca ciell NOCNeHUS NPUEM Ha nBaGpaauH,

Bpoden QT cundpom uru nexyeanu ¢ nexapemeeny npodyxmu yoweaxcasawyu QT

YnorpeGata Ha npabpaanH mpH maureHTH ¢ BpoaeH QT CHHAPOM MIH NEKYBAHH ¢ TeKAPCTBEHNU
npoayxru yawikasay QT tpsabea Aa 6bae n3bareana (BXK, TOUKa 4.5). Ako KOMOMHALMATA CE CueTe 3a
Heo0X0/1MMa, TOrapa ce Hajlara YecT KapAHONOri4eH KOHTPO.

Hamanssanero na copaeynns pursM, NpuuuHeHo or neabpanni, Moxe 1a YCHIH yabDKasaHeTo Ha QT
HHTEpBAsa, KOETO MOXe Aa 0BEAE 110 TEXKH apuTMuy, no-cneunanto Torsade de pointes.
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Hauueﬁmu € XUREPMOKUA, HPU KOUWMO ©€ HAIA2A NPOMARA 8 1eYeHUemO Ha KDbEHOMO Hamza;ie;
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Korato ca nanpapeHd TPOMEHHU B IEUEHKETO NPH NALKEHTH C XPOHHYHA ChP/IeYHa HENOCTATLYHOCT,
NeKYBaHH ¢ HBaOpajiuH, KPHBHOTO HAMATAHE TPAOBA 12 C& MOHHTOPUPA Ha IOAXOMAILH HHTepBan: (BX.
To4ka 4.8).

IMoMouiHE BELLECTBA

To3u nexapcTeeH NPOAYKT CbABPIKA NaKTo3a. [lauyenTu ¢ peakHTe HacaedCTBeHH npobieMH Ha
HEMOHOCHMOCT KbM TaJlakTO3a, ITbJIGH NaKTased AeHUNT Wi [IFOKO30-TranakTo3Ha Manabcopbuus He
TpA0Ba 12 MpHeMaT TOBa IEKapCcTBO.

Tosu nekapcTBeH NpOAYKT ChABPIKA NO-Manko ot | mmol Hatpuii (23 mg) Ha TabneTka, T.€. MOXKE Ja ce
KaKe, 4e IPAKTHYECKH He ChAbpiKa HATPHil.

4.5 BiaumoneficTRHE ¢ APYTH JIEKAPCTBEHK MPOAYKTH H ApYTH (OPMH HA B3aHMoJelicTBHE

QapMakonHHAMHYHH B3auMOAeHcTRIA

Eonoepemenna ynompeba ne ce npenopvuga

Jlexapcreenn npoayxT yapmkapamy QT

- ChpaeyHOCHA0BY IEKAPCTBEHU NPOIYKTH YAbkapaum QT (Hanp. XHHHAKH, AU30NHPAMHA,
Oenpuann, coTanon, HOYTHITHA, aMHOTAPOH).

- He-chpaevHoCk10BH NIEKapCTREHN NIPOAYKTH yabmKasallu QT (Hanp. THMO3NWA, 3UNPa3HIOH,
CEPTHHIOIN, MEPIOKHH, XaN0MAHTPHH, NEHTAMHIHH, UH3ANIPU, MHTPABEHO3EH epHTpOMULIAH V).

EnnospeMennara ynotpefa Ha CbpAeYHOCHAOBH W He-ChPAEYHOCHA0BY NEKAPCTBEHH TTPOAYKTH
yabiskasay QT ¢ uBaGpannH TpsabBa na 6bae uabarsana, Thil kato yasmkasanero na QT mMoxe ga
ek3anepbupa npu 3abaBsHe Ha ChPAEYHATA YECTOTA. AKO KOMGHHALMATA CE CHeTe 3a HeoBX0AMMa, TOraBa
€€ Hanara 4ecT KapauoNoruies KOHTpon (Bx. Touxa 4.4),

Eonospemenna ynompeba ¢ noguieno suumanue

Kanuii-eybewu duypemuyu (muazudnu uny Gpumxosu ouypemuyiy)

XHNoKanemusaTa MoJKe 1a YReJUYH pUcKa OT apHTMuA. Thll kaTo wBaGpaHH MOXKE 4 pelu3BHKa
Gpanwkapaus, KpadiHata komOuHALKA OT XUNokaneMus v GpaJnkapans e npeapasnonaraw, GpakTop 3a
NOABATA Ha TeXKKHM APHTMHH, 0COOGHO MpH MALKEHTH CbC CUHAPOM HA yabIkeH QT HHTepBad,
HE3ABHCHMO AANY € OT KOHIEHUTANCH IPOU3XCA HJH MPCAHIBUKAH OT aKTHBRO BEIECTRO,

(Dagmaxomﬂemqﬂu B3aHMOgeﬁCTBPIﬂ

Lumoxpom P450 344 (CYP3A44)

Hpabpaann ce merabonnsnpa camo oT CYP3A4 e MHoro cna® nHXHOHTOP Ha TO3H LHTOXPOM.

Wma pantu, ue usabpanus He NoBNKUABA MeTabONM3MA Y NIA3MEHUTE KORUGHTPaLMH Ha ApyTH cy6CTpaTh
Ha CYP3A4 (nexu, yMmepeHH U cunHn unxubutopn), Huxubutopure u unayktopute Ha CYP3A4 ca
CKIIOHHH A4 B3aumoaeHcTBat ¢ HBadpaluH W 1a NOBIHABAT HErOBUS MeTadoNu3bM U (hapMaKkOKUHETHKA
IO KNMHHYHO 3HauuMa cTened, LIpH npoyusanus 3a p3anMoaeHcTBus e yeTaHoeeHo, ye CYP3A4
MHXHOHTOPHTE MOBUIUABAT NJ1a3MEHHTE KOHUEHTPALMH HA HBAOPaAHH, JOKATO HHAYKTOPUTE TH
nOHxaBaT. [lOBHIIEHHTE NIA3MEHN KOHLEHTPalUKK Ha HBaOpanyH Morat aa GbJAaT CBBLP3aHH ¢ PHCK OT
npexoMepHa Opanukapauna (BK. Touka 4.4),

Ipomugonoxasanue 3a eOHo8peMenna ynompeod
Mouwnn CYP3A4 uuxudutopn

Exnospemennata ynorpeba Ha MowHK UHXUOUTOPH Ha CYP3A4, KaTo a30/10BH aHTUMHKOTHLG
(KETOKOHA3071, HTPAKOHA30), MAKPONMAHH aHTHOMOTHLH (KAAPUTPOMMLKH, EPHTPOMHLHH pe;xgs e :
HO3aMMLHMH, TEAHTPOMHLUH), HHXHOHTOpY Ha HIV npoteasata (Hengunasup, puToHaBHp) ;fg@a/;dﬁcm e




TPOTHBOMOKa3aHO (Bx. pasaen 4.3). Mownnrte CYP3A4 unxubutopn kerokoHaszon (200 mg BegHbx
HHEBHO) ¥ HO3aMMIUHH (1 g RBa NBTH JHEBHO) Ca yBERHHUIHN 7- 10 8-KPaTHO CPENHATA MIa3MEHa
SKCIO3U LM Ha HBaOpauH.

Yuepenu CYP3A4 uuxuburopu

HMsnutsanus 3a cneunm4no B3anMoaeHcTBUe MpH 234pask 100pOSONUM 1 TAHHEHTH CA TIOKA3aNH, Ye
koMOuHaUmsATa OT MBAGPAAMH K CPeICTBATA 3a0aBALLM ChPAEYHATA YECTOTA THITHAIEM HIH BEpanaMul
A0BENA 10 HApacTBAHE HA EKCNIO3HUMATA HA uBabpanuH (2- no 3-kpatHo napacteane Ha AUC) u
RONBIHKTENHO 3a0aBsate Ha Chpaeynata aeiiHocT ¢ 5 yaapa/min. EanospeMerHara ynotpeba Ha
uBabpanuy ¢ Te3M NekapCTReHY NPOIYKTH € POTUBONOKA3aHa (Bx. Touka 4.3).

Ednospemenna ynompeba, kosmo He ce npenopvusa
Coxk T rpeiingpyT: excrio3nuyATa HA HBaOpaXMH HAPACTBA ABYKPATHO Clie/l EXHOBPEMEHHO IIPHIIOKEHHE
ChC coK OT rpefindpyT. CrefoBaTenHo MPHEMBT Ha COK OT rpeindpyt Tpabpa Aa ce U36Area.

Eonospemenna ynompeta ¢ nogumeHo enianie

Ymepenn CYP3A4 unxuburtopu

Enrospemennara ynotpeba na wsabpanus ¢ apyri ymepedn CYP3A4 unxubutopy (Hanp. Gykonason)
Moke Aa ce 0BChiKaa, IIpH HAYana 103a 2,5 mg JBa 'bTH AHEBHO U 8KO ChPAEYHATA HeCTOTA B NOKOH &
Haa 70 yaapa/min, ¢ npocreanBaHe Ha CLPAEYHATA YECTOTA,

CYP3A4 unaykropu

Unaykropyre na CYP3A4 (nanp. pucdamnuuun, Gapbutyparn, henuronn, Hypericum perforatum [xenr
KAHTAPHOH J) MOTAT [1a NOHUKAT EKCTIO3MUMATE HA HBABPAAHH H HeroBoTo AelicTene. EaHOBpeMenBaTa
ynorpe6a na CYP3A4 nHAYLHPAUM N€KapPCTBEHH NPOAYKTH MOXKE A4 HATOMKH KOPEKLHA HA J03aTa HA
neabpaant. bewe nokazano, ve koMOMHaLUATa OT HBaGpaauH 10 mg ABa THTH AHEBHO C ABAT KAHTAPHOH
Hamanssa AUC Ha usaGpanun sanonoBusa. [To Bpeme Ha neueHue ¢ HBAGPAAKH IPHEMBT Ha KBAT
KAHTApUOH TpsAOBAa na ObJe OrpaHUUeH.

Ednospemenna ynompeta ¢ Opyeu cpedemen

Creundyuny NpoyYsaHus 3a B3AWMOEHCTBHS He ca MOKa3ai 3HaukM eeKT Ha CIIEHHTE NeKAPCTREH N
MPOLYKTH BLPXY (apMakOKuHeTHKaTa ¥ PapMakoNHHAMHKATA Ha WBAGpaauH: HHXHGHTOPH Ha
MPOTOHHATA 110MIa (OMENPa3oN, NaH30npasos), cunaeHadun, uixudnropy na HMG CoA peaykraszata
{CHMBACTATHH), AMXKAPONHPHAUHOBH KATLIHEBH AHTATOHKCTH (AMNOLUNIHH, JACHAMINH), AUTOKCUHH U
sapgapui. OCBeH TOBa, He € HACTLNWA KINMHNUYHO 3HAYHM edeKT Ha HBaBpasuH BBpXY
(papMakoOKHHETHKATa HA CUMBACTATHH, aMIOAKITHH, NACHAMIIUH, BLPXY hapMakOKMHETHKATA 1
(hapmakonHHAMHKATA Ha NUTOKCUH, BapapuH v BbpXy GapMakoAMHAMHKATA Ha ANETUIICATUUMIIOBATA
KHCEITHHA.

B xamsmynn wannteanns dasa 1 cnennTe nekapeTeeny npoaykTd ca Guny KOMOGMHHPAHH DYTHHHO ¢
usaGpanun, 6e3 aaHun 33 npobnemy cBLP3aHM ¢ NexapeTBeHaTa 5e301aCHOCT: MHXHOUTOPK Ha
aHTMOTEH3HH-KONBEPTHPAINMA EHINM, AHFHOTEH3NH-peLenTopHY Onokepn, Geta-Gnokepy, AnyperHuy,
AHTArOHUCTH Ha AIROCTEPONA, KPATKO~ 0 AbAr0-ACHCTBALIN HMTPATH, HHXHOUTOpH Ha HMG CoA
peAykrasara, GaGpaT, HHXHOUTOPH Ha IPOTOHNATA IOMNA, OPANHK NPOTHEOANAOETHY CPeaCTBa,
AUETHACANKILWIIOBA KHCENMHA W APYTH aHTHTPOMOOUHTHY KAPCTBEHN [IPOAYKTH.

Heduampuuna nonynayus
{Tpoyusanus 3a B3auMonelicTBUATA Ca NPOBEKIAHH CAMO [IPU BL3PACTHH.

4.6 ®epTuauTeT, 5PEeMEHHOCT H KbpPMeHe

Keny ¢ geTeponeH NoTeHUMAN




Ken¥ ¢ aeTepoaeH noTeHLHan TpAGBA Aa H3IMOMIBAT NOAXOAAM KOHTPEUEITHEBHH MEPKH 10 BPEME Ha
aeyeHuneTo (BK. Touka 4.3).

BpemMeHHoCT
JIunceat Mt HMa OrpaHHYEHH JaHHK 3a ynorpe6arta Ha uBabpaauH npu OPeMEHHN KEHH.

[IpoyusanusTa TpH KMBOTHH NOKA3BAT PENPOAYKTHBHA TOKCHYHOCT. Te3 Ipoy4BaHu ¢a NOKA3anH
eMOPHOTOKCHYEH U TepaToreHeH eekt (Bx. Toyka 5.3), [ToTeHUHANEHAT PHCK 32 XOPATE & HEMIBECTEH,
[Topapu ToBa, HBalpaniH € NIPOTHBONOKA3AH MO BpeMe Ha OpeMeHHOCT (8. TouKa 4.3).

KnpmeHe
IIpoyuBaHuATa NpHU KUBOTHY NOKa3BaT, Ye usalpainH ce ekcKpeTupa B kbpMarta. [Topaan ToBa,

nBabpanuy € NpoTHBONIOKA3AH MO BPEME Ha KbpMeHe (8%, Touka 4.3).
Kenu, kOUTO ce HYKAAAT OT NeueHne ¢ KRabpanuH, TpaGBa Aa cApat 4a KbPMAT H Ja U3GepaT Apyr HAuMH
34 XpaHeHe Ha TAXHOTO JeTe,

deprunuTer
[IpoyuBaniaTa NpH MILXOBE He ca MOKasand edekT BbpKy PepTHIHTETa NPH MBKKUTE H MEHCKUTE
HHAMBHIM (BK. TOYKa 5.3).

4.7 Edextu Brpxy enocodnocTTa 3a modnpane u padoTa ¢ MAWHHA

HMeaGpanuy He MOBNHKSABA WIK TIOBIHABA MPEHEOPEKHMO CIOCOGHOCTTa 33 paboTa ¢ MAIIHHH,
Crneunduuno npoyysane 3a OLEHKA Ha Bb3MOXKHOTO BIHAHHE HA HBaGPaaHH BBPXY CIIOCOBHOCTTA 32
wodupane npu 3apasu A00POBOJLM He MOKA3a HAPYWEHHA Ha CROCOGHOCTTA 3a wopupane. O6ave, npu
NOCT-MapKETUHIOBHUS OMUT, Ca CBOOIIEHH CAYYaH HA HAPYIWeRa CTOCOGHOCT 3a WOPHPaHe, B peRyITAT Ha
3PUTENHH CHMITOMY. MBabpaani MOXKe da NpeIH3sHka NPeXOaHH CBETTHHHH BB3NPHATHS CbCTOSLIH Ce
rnasHo oT docdenn (BK. Touka 4.8). Be3aMmKHATE 10984 Ha TAKHBA CBETMMHHH BB3ApuATHA TpalBa aa ce
UMa TipeBHJ NIPpH Wwodupade Hny padoTa ¢ MALIKKHA B CHTYALUH, TPH KOHTO MOXKE A2 HACTEIM BHE3aNHa
MPOMSHA Ha HHTEH3KHTETA Ha CBETITHHATA, 0CODEHO MPK HOIHO KOPMYBAHE.

4.8 Hexenann fekapCeTEEHH PeAKITHH

O6obiienne Ha npoduna 3a GezonacHoCT

Habi-uecTute Hexenady qekapcTseHy peaklnH ¢ hBabpaait ca ceeTnuHuN peHomern (dochenn)
(14.5%) n 6pasnkapand (3.3%). Te ca A0303aRHCHMH H CBLP2aHH C $apMaKoaorHuHus eexT Ha
JIeKapCTBEHUS [IPOAYKT.

Cnuchk Ha HeXelaHUTe JeKaPCTBeHH peakluy B Tabmiyen BUA

CreanuTe HEXENanH IEKapCTBEHH Peakiund HIH ChbOHTHSA ce ChoBLIABaT N0 BpeMe Ha KIMHHYHN
H3NUTBAKKA Y CE KNACU(PUIUPAT 110 clleflHaTa HecToTa: MHoro decti (=1/10); yectn (>1/100 go <1/10);
HevecTd (= 1/1 000 10<1/160); peaxu (=1/10 000 no<1/1 D00}; muoro peaky (<1/10000); ¢ HeHzBeCTHA
4eCToTa(0T HAIMYHUTE JAHHH He MoKe Aa ObAe HanpaBeHa OUEHKA),

1 CHeTEMO-0PraHHH KITacoBe | YecToTa { IIpenmoynTan TepmAH 3

Hapywennst Ha KpEBTA H 'Heweeru . EosuHohHRS
numpHATa CHCTEMA :

Xunepypnxewﬂ .

Hapywenun wa meraGonmima  HedecTw
W XpaHeseTo




Hapymeﬂun Ha nepBHaTa
CHCTeMa

. Hapyiuerus ra ounre

r
| CnaBobonue, oGUKHOBEHO 11pe3 MHPBHA
! Meceu OT JSYEHHETO

i
3amaﬁBaHe BEPOATHO CBBP3AHO ©

3 6pa,umcapnvm

]
|
1
|
Heqecm*

MHoro YecTH

‘ ‘Jecm
| Heqecm
|
- S . e
; Hapymenns Ha yxoro n Heugetn
' maGnpudra
U S —
 CbpaedHH HAPYDIEHHS Hectu

| i SRS ——— .

Cmmsu uapymenna

Heqeurrd

-Muoro penxy

I-Ie:cm

Heqec'm*

-Pecnnpampuu IPBAKH K
| MEIRACTHHAIHA HADYIUeHYS

("'""‘"" PRp—

, CromMamino-upesHu
| HAPYIIEHUA

|

Hapymenys Ha
! KoMaTa K
NOJKOKHATA THRAN

o] i s ey o, i S

L

s Cnmcon BEPOATHO CBBP3AN C Gpanuxapnuﬂ

CBGTJ‘IMHHH (bel-lomeun (dpoccbeHH)

|
3aMbrneHo Bm}c,aaﬁe %

Ilunnonm:

Hapymeﬂue Ha 3penne‘m

; CBETO BEPTEXK
]

! Bpaﬂuxapﬂun

} AV 6:[01{ I crenen (yﬂ"bfl}iteﬂ PQ HHTepBaﬂ
/Ha EKF)

I{amepﬂn eKCTpaCHCTOJ]H

3 Hpeﬂcap,uﬂo MBXKIEHE

i [Mannuraiuu, HaﬂKaMepHH excrpacncw.rm
L YILITKEH QT nmepaan Ha EKT

AV G0k 2-pa ¢TerneH, AV 6n01c 3-pa
ICTeﬁeH

H [ —

| Xuno*roum BepOﬂTHO CBhp3aHa ©
i Gpaﬂnxapﬂm

T}IHCHHeﬂ

% Heqecm
1
i

‘ HeyecTn*

‘Penxn*

i
i
!
;

Fa,ueHe

Banex

R
i
i
|
14
i

,HH&pHH

y

Kopemua GonKa *
AHrnoenem

O6pus

Epurema

! ﬂpypmyc

Ypmxapm

“"“-\. o,

/;:r‘ugl‘ 452 ,ﬂ.() ‘-\




— . . !
| Hapymenus Ha myckyano- EHeqecm ! Myckymnu cnasMu
_CKeJIETHATA CHCTEMA | % ‘

c'bennumenﬂa'ra ThKaH

Hapymeﬂnﬂ HA ﬁbﬁpeqﬂa'ra u Heuectn [{oBuILEH KpeaTHHUH B KpbhBTa
HHKOYHATA CHCTema 5

e e 1 o S i e - e s i S S )

T
|
i

. O0wn Hapysenus u eq)em"u HewecTu* JAcreHux cm,ps'aua BEPOHTHO ¢
'HA MACTOTO HA NPHICKEHHS E ‘6paJlHKap}.‘LHH
1 i -
f JYMOpa cmapaana Beposmio ¢ Gpa,unkap,um
i MM e e A A5 e 15 el et A0 S L b et e 4 s
| Penkn * Hpumanﬂaa}{e BEPOATHO CBBP3AHO C

ﬁpaﬂnxapﬂuﬁ

* ]'IGCTOTR Ha HE)KCJ'TEIHH C'I:GHTPI}I OT CHOHT&HHH ,D.OKJ'I&.I[H mqncnena I]]DH KJIHHH‘{HHTQ
W3NUTBAHKA

Onucatine na y3GpannTe HeXeJaHU JCKADCTBEHN DEAKIHN

Ceetnunun devomernu (hocenn) ca Sumu cbobuenu ot 14,5% or AAIHEHTHTE, ONTUCBAT CE KaT0
MPEXOAHA YBEYEHA APKOCT B OrPaHNYeHa 30Ha OT 3pUTENHOTO None. Te 0GMKHOBEHO C& NPOBOKUPAT OT
BHE3ANHHU NPOMEHH B UHTSHIUBHOCTTA Ha CReTAMHATA. PoCheHNTe MOFAT CBLIIO Ad CE ONHILAT KATO
Opeon, pasnanane Ha U30OPAKEHUETO (CTPOGOCKONCKH HAK KANEHADCKONCKH EQEKTH), HBETHH APKH
CBETAMHH HAH ABOHRO BMaane (peTHHanHa nepeucreduns). Moseara na (pocdenn crasa OOUKHOBEHO B
IBPBUTE 152 MECEUA OT NIEICHUETO, CNEA KOETO T MOraT 44 Ce SBABAT MHOTOKPATHO. B NoBedeTo cayuan
ce cbob1ana 3a ocend ¢ neka A0 yMepeHa HHTSH3HBHOCT, BeHuky docdenn npeMHHABAT 10 BpeMe Ha
W CIICA IPEKPATABAHE Ha IEYEHHETO, B NO-ronamaTa ¢M vacT (77,5%) no speme Ha nieveHnero. [lo-
Manxo o1 1% oT maupeRTATEe ca MPOMEHUIH EKEHEBHHTE CW HABMIIM WIH Ca NPEYCTAHOBUIIH IEYEHHETO
BBB BpL3Ka C hocdenn,

Bpaauxapnus e 6nia coobena ot 3,3% oT nauuettite 0cobeno npes pypeHTe 2 10 3 Meceua or
3an0vBae Ha nedenneTo. 0,5% OT nauMenTuTe ca nonyYuIy uipaseHa Gpasnukapaus 40 WK no-Manko
yiaapa/min,

B npoyusanero SIGNIFY, npeachpano MbxneHe e 610 Habniosasano & 5.3% ot nauueHTHTE,
npuemaum ivabradine B cpasnenne ¢ 3.8% B nnaueGo rpynara. B COOPHH AHANH3N HA BCHUKH ABOHHO-
CAIENN KOHTPOIMPAHHA KNHHKYHH poyusanus dasu /11l ¢ npoasmxnTennocT ot nail-manko 3 Mecena,
BKUTIORBAILM NToBevye oT 40 000 naumenTn, 4ecTOTATA HA NPEICLPAHO MBXACHE € Guna 4,86% npu
NAUBEHTHTE, NeKYBaHu ¢ UBaOpaaunH, 8 cpasrekie ¢ 4,08% npu KOHTPOIKHTE, CHOTBETCTRAIY Ha
koedmuent ua puck 1,26, 95% CI [1,15-1,39].

Mpn npoyusanero SHIFT, NoBEYETO NAMMEHTH Ca UMANH ENU30AK HA NOBHILEHO KPBLBHO HANATAHE,
koraTo ¢a Gusiu nexkysann ¢ uBadpaauH (7,1%), B cpaBHEHHe ¢ MALHEHTH, aekysaly ¢ nnauedbo (6,1%).
Tesn enu3044 ¢a ce NOABUAA RaH-1ECTO CKOPO CAEA IPOMSHA B TEPANHSTA Ha KPLBHOTO Halsraie, Gunu
C2 MPEXOJHH U HE €2 NOBINSIIH TEPANERTHUHMS edekT Ha uBabpaauH.

Crobuiapane Ha NOAO3HPAHH HEWENAHH PEAKLH
Cv061waBaHeTo Ha NOAO3NPAHN HEKENAHN PEAKIINK ClEl PaspellaBate 32 yrnorpeba Ha nekapeh
APOAYKT € BAKHO. TOBA NO3BONABA A4 MPOALIKH HAGNIOACHHETO HA CLOTHOLICHHETO nomaf)’;&(& vzé -




aexapcTsenms npoaykr. OT MENHIMHCKATE CIEUHATHCTH ¢€ H3UCKBA Aa ChoOILABAT BCAKA ONOIMPAHA
HEXKENaHa peaKiMs upe3 HAUMOHATHA CHCTEMA 38 ChOGHIABaHE KM HanbiHuTe HaTa areHij4s 1o
JexapeTrata, yi. ,Jdaman Ipyes” Ne 8, 1303 Codus, Ten.: +35928903417, yeGeaiit: www.bda bg,

4.9 Ilpeno3npade

CAMITOMM
llpeno3npaneTo MOXe Aa ACBEE L0 TeAKA H NpoabikiuTenHa Opasukapans (K. Touka 4.8)

Jleuenue

Tewxara opaauxapans tpabea Ja ObOe NEKyBaHa CHMIITOMATHUHO B CTIEUHANTM3MPAHY YCNoBHs. B cnyvaii
Ha Gpaguxapaus ¢ oA XeMOAMHAMUYHA MOHOCHMOCT MaxKe Ra Gbae 0Becbaeno CHMITTOMATHYHO
JIeYeHUe BKAFOUBAILO0 HHTPABEHO3HU BeTa~-CTHMYINPALLY NEKAPCTBEHH NPOAYKTH, KATO H3IONPEHANKR,
[Tpn Hyxna MoXe 1a ce NPEeANPHEME BPEMEHHA ChPAEURA CNEKTPOCTHMYNALNA.

5. DAPMAKOJIOTHYHA CBOICTBA
5.1 dapmakogHHAMH4HH ¢BoiicTBA

QapmakorepanesTHyHa rpyna; Jieuenye Ha cbpaeuty 3abonaBaHus, ApyrH cbpAeuHuy npenapati, ATC
kon: COIEB17,

MexanuzpM Ha AeicTaie

HpabpanuH e cpencTBo eAMHCTBEHO 3a MOHHXABaHEe Ha CbPAEUHATA YecToTa, AcHCTBalo Ype3
CEJICKTUBHA H CEUHQHIHA HHXHOBIMS Ha eneKTpHUeckua Js TOTOK Ha ChbpASHHHS NeficMekbp, KoHTo
KOHTPONUPA CIIOHTAHHATA AWACTOJIHA ASNONAPH3ALNS B CHHYCORHA Bb3e/T H peryadpa chpleysara
uecroTa. CrpaevnuTe edeKTH ca crneundHYHY 33 CHHYCOBUA Bb3el, Oe3 edekT BbpXy HHTpa-aTPHANHOTO,
ATPUOBEHTPUKYNAPHOTO UJIH HHTPABEHTPHKYNAPHOTO NPOBOAHO BPEME, HHTO BbDXY MHOKapAHHUA
KOHTPAKTHIHTET UM KaMepHaTa Penoisipu3aLHs.

Hpabpannt Moxke a B3aHMOReHcTBa N ¢ enekTpyyeckus [, OTOK B PeTHHATA, KOWTO € MHOTO CXOJIEH CBC
cepreunus fr. ToH ydacTsa B TeMNopanyaTa pe3ofouKs Ha 3pUTEHATA CHCTEMa Upe3 CKBCABAHE HA
PETHHAIHHA OTTOBOP KBM APKHE CBETIMHEHM cTuMyny, I1pn nposokupamu obctoarenctea (Hanp. 6bpsu
NPOMEHY B IPKOCTTA) HACTHUHATA HHXUOULUA Ha fy oT HBaSpaiH 3acuaBa CRETIMNHUTE Bb3NPHATHS,
KOHTC MOTaT fa OnIaT moHaKora yceTeny ot nauventute. CBeTANHHUTE BR3OpUATHA (hocheHu) ce
OTIHCRAT KATO MPEXOARD YCHIBAHE HA APKOCTTA B OTPAHHYEHA 30HA HA 3IPHTEIHOTO NoJe (BK. Toyka 4.8).

DapyakosdHAMHYHK edekTH

I'nasHoTo hapMakoAHHAMMYHO CBOMCTBO Ha MBAGPANiH MpH HOBeKa € CHeUUPHYHO J038-32BUCHMO
NOHKEHHE HA CHPALUHATA YeCTOTA, AHANM3LT Ha peAyKUKWUTE HA ChPIAE4HATA YeCToTa ¢ 031 A0 20 mg
ABa MBLTH AHERHO NOKA3BA TEHASHLUMA KbM MaTo-eeKT, KOHTO OTroBapa Ha HaManeH DHCK OT TexKa
Opanuxapans non 40 yaapa/min (ex. Touka 4.8).




Tlpy ouyaiinuTe MpenopbYRAKH 103 NOHWAKEHHETO HA CHPIEYHATA YECTOTA € TPAGAHIATENHO

10 yaapa/min s nokoi# n npy hu3uvyecko ycrnre. Toa BOANH ZO HaMansBaHe HA CHPAeYHaTa paboTa 1

KOHCYMALUATA HA KHCIOPOX OT MHOKApa.

Hsabpanun He nOBIUABA BTPECHPASUHATA IPOBOAUMOCT, KOHTPAKTIHTETA (HAMA HETATHBEH

HHOTPONEH ediekT) Wi KaMEPHATa PenonapHIalius:

- B KJIMHHYHY ENEKTPOYHIHONOMUHH NPpOYYBaHus HBaOpaliMy He € NOKasan eQiekT BLPXY
ATPHOBEHTPUXYNAPHOTO UM MHTPABEHTPHKYAPHOTO NPOBOAHK BpeMeHa WiH kopurupanute QT
WHTEpBaNH;

- TNIPH NaLMeHTY ¢ NeBOKaMepHa AcgyHkiua (Aesokamepna natnackeamia ppakunt [LVEF] Mexay
30 u 45%) urabpaaun ne e nman HeGnaronpusted edexr sopxy LVEF.

Knunuuna epuracnoct n 6¢30macHOCT

AHTHAHTMHO3HATA ¥ AHTHHCXEMHUHATA CPHKACHOCT Ha uBabpanu e Gkia npoyyeda s neT ABOHHO-CIenN
PaHAOMH3INPAHH NPOYUBaHHA (TPH CPELly M1aleb0o H 110 €AHO cpeuly aTeHonon 1 amnogund#). Tesd
Npoy4BaHus ca srAoyBany obwo 4 111 nanuer ¢ xpoHuyra cTabuiHa CTeHOKapaKs, oT kouTo 2 617 ca
noNyyasany ueabpaiuu.

Te noxaspar, ve usabpauun 5 mg ABa MBTH JHEBHO 0KA3BA SHEKT BBPXY HIMHTBAHUTE HAPAMETPH TIPH
HATOBApBaHe B PAMKHTE HA 3 10 4 CeAMMLIM CIeA 3anoyBate Ha nevenkero. [okasana € erKACHOCT Che
7,5 mg 0pa 0bTH AHesRO. JOnbaHHTENHATA NON3A CNPAMO 5 mg ABa NhTH AHEBHO € OHNA YCTAHOBEHA B
CPaBHHUTEJTHO KOHTPONUPAHO MPOYHBAHE CAPAMO 4TEHONON: oJLIATA NPOIBIKHTEIHOCT Ha PHIHYECKOTO
HATOBapPRAHE B MOMEHTA HA MHHHUMANHA NNIA3MEHA KOHUEHTPALHA € Hapachana ¢ OKono | MUHYTa cnel
€1HOMECEUHO [ICHEHHE ¢ 5 Mg ABA [TLTH AHEBHO U ce & nonolpuna ¢ nouTH 23 cexynan cnea
JON'bAHHTENEH 3-Meceuey NEePUOL Ha AeUeHHE Ciel AUPEKTHO NpeMuHaBaHe Ha 7,5 mg ABa ThTH AHEBHO.
ToBa npoyusaHe MOTBLPXHAABA AHTHARFUHOZHATA N AHTHHCXEMUHHA 1013 OT UBAOPAAMH NPW NAINEHTH
Ha BB3PACT 65 unM nosevie roaunu. Edutkacnoctta Ha 5 mg n 7,5 mg 1Ba NbTH AHEBHO BEPXY
napaMeTpUTe Ha TecTa ¢ HaToBapsake (0011a NMPOALIKHTENHOCT Ha HATOBAPBAHETO, BPEME 0 NOCTHraHE
Ha THMHTHPALA CTEHOKAPIHA, BpeME 10 Hauano Ha CTEHOKapAUS W BpeMe AC rocturake Ha ST genpecus
0T 1 mm) e 6mia NOTBRPACHA BbB BCUUKH NPOYYBAHHA K € OM/la CBHP3aHa C HAMANSBAHE Ha YECTOTATA Ha
AHMHHO3HUTE NPUCTBIH ¢ okono 70%. ITpyu AByKpateH MHeBeH npueM HBabpaaHH UMa NOCTOARHA
24-yacopa edPHKACHOCT,

B pannomuanpano nianefo KouTponrpato npoydsane ¢ 889 nauuenty, HBaGPaKHH, R0GABEH KM
ATEHONON 50 Mg SAHOKPATHO JHEBHO, NOKA3BA RONBLJIHHTENHA ePUKACHOCT NPH BCUUKH TIAPAMETPY Ha
CTPEC-TECTA B KPas Ha KO30BHA HHTEDBAN Ha AeKapCTBEHa akTHRHGCT (12 Haca ci1es nepopasiet npuem),

B panpomusupano naanebo-kOHTPONIMPaHO Npayysate Che 725 naukueHT naabpaany we e MoKasan mo-
ronsma eduracHocT caed npudasae kum amaoaunun 10 mg BEIHDHK AHEBHO [IPH MHHEMYMA HA
fexapeTsenata akTHBHOCT (12 vaca ciien nepopanen npHes), HOKA3an No-rofiaMa ePUKacHOCT npk M1Ka
(3-4 vaca cfiell TepopanieH NPHEM),

B pannoMusupano nnauebo-KOHTPOINPAHO NMpoyysane npy 1277 naukenTy, npabpaiuH, ,uoﬁaaeﬁ K’I:M
aMJIONUITUH 5 Mg eAHOKPATHO AHEBHO Ak Hupeanninn GITS 30 mg eqrokparro AneBHO, & nog
CTATHCTHYECKH 3HAYNMA JONbAHATENHA ePUKECHOCT MO OTHOWEHKE HA OTTOBOPA KbM neqeﬂnq “‘




(#epubupan KaTo HaManeHue ¢ Baii-Manko 3 aHMMHOZHU NPHCTHA 33 CEAMHLA WHAY YBENHYSHNHE Ha
BpeMeTo 40 aoctirane va ST aenpecns ot | mm ¢ Hail-manko 60 s o BpemMe Ha cTpec-Tecta ¢ Garaina
TBTEKA) NPH Hal-HACKATE ReKAPCTBEHA axTHBROCT (12 Yaca chen nepopaneH npueM Ha uBabpainn) caen
6-cenmuuen nepuoa na aeuenie (OR=1.3; 95% CI {1,0~1,7); p=0,012). UpaGpanuu He e mokasan
AOWBIBUTENHA ePUKACHOCT BLPXY BTOPHUHHTE KPRHHH TOUKH HA NapaMeTPuTe Ha CTPec-TecTa npy Halt-
HHCKATA NEKAPCTBEHA AKTHBHOCT, BBIIPEKH M¢ € 110KA34/ AOMBIHHTEIHA ePUKACHOCT NpH nuKa (3-4 vaca
cried epopaliel pueM).

Eduikacrocrra na usalpajnH ce 3anassa HABIHO TPE3 Lesiks 3- I 4- MECEYSH TIEPHOM Ha JICHEHHE
Hp# NpoyuBaHusTa 32 eduxacHoct. Jinncsar gaHrH 3a dapmakonoruven Tonepanc (3aryda ua
eeKTHBHOCT), FL3HHKBAIL IO BPEME Ha JIRUCHHUE, KAKTO i 3a pebayu eekT Ciea pa3Ko CIipaHe Ha
MEHERHETO. AHTHAHTHHOINNTE M AHTHHCXEMUUHI ehexTH Ha WBabpaLHH c& CRBP3BAT ¢ J032-33BHCHMO
MOHHKEHHE Ha CBPACHHATA YECTOTA H CHC 3HAYUMO HAMANIEHHE Ha IIPOM3BEASHHAETO Ha 4ecToTa U
HANLAraHe (CbPACUHA YECTOTA X CHCTONHO KPbBHO HaNAraHe) B OKOH W N0 BPEME Ha HATOBAPBAHE.
HeHCTBHETO BLPXY KPBBHOTO HAMAraHe ¥ NepUEepHOTO CHACBO CHIPOTHBIEHHME & NPeHEGPERUMO H HAMA
KTHHHYHO 3HAYeHME,

TpaliHo noHumeHHE Ha ChPAGHHATA YECTOTA € BHNO AEMONCTPUPAHO NPH TALHEHTH ASKYBaHH C
nBaGpaav MUHHMYM eana rofiHa (n=713). He ce nabnionasa BanaHue BuPXy KPLBHATA 3axap Hny
IUNHIHUSA MeTaboHIbM,

AWTHAHTHHO3HATA B AHTHHCXEMUYHA eUKACHOCT Ha WBabpanu ce e sanasuia npu auabernuy (n=457)
npy npodna Ha 6e30rackoCT CPpaBHAM ¢© TO3M B 061uaTa Nonynauus.

MainaByo nipoyupane 3a 3abonesaemoct-cMbprHocT, BEAUTIFUL, e nporeneno npu 10 917 nauuents ¢
ucxemHuyHa GOnecT Ha ChLplieTo u nepokamepha Anchyuknud (TKOW<40%) na Pona Ha ONTHMANHO
neyenne, Karo 86,9% 0T nanvenTUTe ca nonyuapanu Gera-Giokepu. OCHOBHUAT kpuTephil 3a eprkacHOCT
¢ KOMEKHAUMATE OT CHPAEYHO-CHA0BA CMLPT, XOCIUTANY3ALMS IPH OCTH HHQAPKT HA MHOKAPIA WM
XOCTIHTANH3AIHA [10pagi HOBOBB3HUKHATA WY BNOLIABALNA Ce ChPAEUHA HeJoCTaThuHOCT. IlpoyusaneTo
HE NIOKAa3Ba PasvKa B IPOUEHTA NPH MbPBHUNHS KoMOKBYpaN KpaeH pe3ynTar B rPyNata Ha nalHeHTHTE,
JieKkyBaHu ¢ BaGpaauH B cpaBrHexMe ¢ nnatebo rpynarta (penaTiBen puck uabpanuu:nnaueto 1,00,
p=0,945).

[pu post-hoc noarpyna nauMeHTH Che CUMNTOMATHUHA CTEHOKAPANS 110 BPEME H2 PAHAOMMIALMSTA
(n=1507) xe ¢ uaenTHdUUNpan CHrHAT BLB BPb3ka ¢ Ge30NACHOCTTA N0 OTHOIICHHE Ha ChPAEHHO-CHAOBA
CMBPT, XOCOHTATUIALAS (1PH OCTBP HHHAPKT Ha MMOKAPAA WK CHPACUHA HEAOCTATHUHOCT (HBABpaAHH
12,0% cpeiuy nnauedo 15,5%, p=0,05).

[poseneno e manabho npoyuBaHe no oTHoWeHNe Ha usxoaa, SIGNIFY, npu 19102 naumenT ¢

ucxeMidHa doecT Ha ChpUeTo ¥ 6e3 kivHuuHa Chpieuna Refoctareuncct (JIKOH >40%) na pona na
ONTHMANHO OCHOBHO fieyeHHe. M3nomskana e Guna no-BucoKa TepaneBTHYAA cXeMa OT 0400penarta
N03MpoBka (HauaiHa 103a 7,5 mg ABa NhTH AHERHO (5 Mg ABa NBTH AHEBHO, AKO BB3PACTTE € 75

TONMHN) B THTPHpane 00 10 mg aABa MbTH AHeBHO). OCHOBHUAT KPHTEPUH 33 ePUKACHOCT & BHN
KOMOUHALMATE OT CHPACUHOCHAORA CMBPT HAH HediaTaleH HedapKT Ha MuoKapaa. TIpoyysanero H /s:.._ =TI
noka3sa pasiuka B NPOLEHTA NPH NbPBUYHATA CheTaBHA kpaitHa Touka (ITCKT) 8 rpynara Ha,;, ”ﬁiq\. 9 5
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NALUEHTHTE, NIEKyBatK ¢ HBaOpPaanH B CpasreHHE ¢ niauebo rpynarta (OTHOCUTENEH PUCK
npabpanuu/naauedo 1,08, p=0,197). Crobiueha e Gpanukapaus npu 17,9% B rpynaTa Ha MauHeHTHTE,
nekyBauy ¢ MBabpanun (2,1% B naauebo rpynara). Bepanamun, muntuasem uay monn CYP 3A4
uHXuOuTOpY ca Onin npdemanu ot 7,1% of nauneHTHTE NO BpEME Ha IPOYUBAHETO.

Manko cratuctuyeckn zHasumMo yeeaudense Ha IICKT e namoaasaHo B penBapuTenHO ONpedencHa
noarpyna ot manHenTyH che crerokapaus knac 11 no CCS uny no-sucok npu Brmousaygerto (ni=12049)
(1ecTota Ha nossa 3,4% cpemty 2,9% roanuHo, oTHoCHTeNNeH prck uBabpaaun/mnaueto 1,18, p=0,018),
HO HE B TTOATPYTATa OT 147872 ROMYNaUM4 Che cTeHokapnns knac =f no CCS (n=14286) (otHockTeneH
puek usabpagur/nnane6o 1,11, p=0,110).

Tlo-BucokaTa oT 0A00PSHATE 1033, HINON3BAHA B IPOYYBAHETO, HE OOACHABA HATBIHO TE3H H3BOIH.

[Tpoyusaneto SHIFT € ronsmo, MHOTOLEHTPORO, MEXKIYHAPONRO, PAHIOMH3HPAHO, ABOHHO ciano, ¢
11aUeb0-KOHTPOAHPAHH PE3YNTATH W3NHTBaHE, NPOBEACHO NpH 6 505 BLIPACTHH ALIMESHTH CbC cTabHIHA
xponnura 3CH (3a >4 ceamuun), o1 Il 1o 1V knac no NYHA, ¢ namanesa aesokamepHa dpaxuns Ha
gsrnackeare (JIKDH <35%) u cvpaeuna uectoTa B NoKod =70 yaapa & MHHYTA,

TlaynenTyTe Ca NOYyYaBany CTAHAAPTHO Neuenne, BKIouBawo dera-Groxeph (89%), ACE-unxuturopu
w/vny anrnotensud 1 antaronucty (91%), muyperiun (83%) W aHTaroRHCTH Ha angoctepora {60%). B
rpynara Ra uBabpanus, 67% 0T nauvenTHTe ca GUNW NeKyBaHH CbC 7,5 mg ABa NHTH AHEBHO. Meauanara
Ha [IPOABLKUTENHOCTTA Ha TepUoaa Ha npocnefseade e Orna 22,9 mecena. Jlevennero ¢ uBabpanit e
Onyro cBBP3auO ¢ HAMANABAHE HA CHPACYHATA YeCTOTa CPefNo ¢ 15 yaapa B MHHYTA OT M3X0IHaTa
crofigoct ot 80 yaapa B muHyTa. Paznukara B chpaeuHara uectora Mexay usabpaaun v nnanedo
rpynute e 6nna 10,8 ynapa B MunyTa Ha 28 new, 9,1 yaapa B MuryTa Ha 12 mecenl u 8,3 yiapa B MUHYTa
Ha 24 mecen.

ITpoyuBaneTo aeMOHCTpUpa KTUHWUYHO M CTATHCTHHECKH 3HAUYHMMO HAMANICHHE HA OTHOCHTEIHUA PHCK C
18%, Ha yecTOTAaTA HA MEPEMYHATA CECTABHA KpalHa TOUKa Ha CLPAEYHOCHA0BA CMBPTHOCT |
XOCMTaNH3aus, NOPaAY BIOWABAHE Ha ChbPASYHATA HEAOCTATLYHOCT (KoeduiueHT Ha prcka: 0,82, 95%
C110,75;0,90] — p<0,0001), ycraHoBero 40 3 Mecena cien 3anoupale Ha Aeyennero, Peaykuuara ua
abeonoTHIA prck e Ouna 4,2%. PelyntatiTe no MupBrunaTa kpalina TOYKa ce HIBEASHHW THaBHO upes
kpalHuUTe TOUKH ChPAEYHATA HEAOCTATbYHOCT, XOCNHTANNZALYS TIOPALH BAOUIABAHE HA ChPASYHATA
HEAOCTATEUHOCT (AOCORIOTEH PHCK HaManeH ¢ 4,7%) # cMBPT ITOPALH CHPASUHA HENOCTATEYHOCT
{abcomoten puck vamaned ¢ 1,1%).

Edexr o1 neveHHETO BRPXY MTbPBUYHATA CHCTABHA XPaliHa TOUKA, HERHHUTE KOMIIOHEHTY M BTOPHYHHTE
KpaiHy TOUKY.
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Msabpanan TnaueGo I
i(N=3 241) '(N=3 264) ; o p-CTORHOCT
1 (%) (%) | pucka [95% CIj
[TupeiuHa CHCTABHA Kpalida TOYKA ! 793 (24,47 ;,937 (28,71) ;0,82 [0,75; 0,90] |<0,0001 *
' Komnonens: é ‘ {
- ChpleyHochA0Ba CMBPT 449 (13,85) 491 (15,04 :0,91 [0,80; 1,03} !

- Xocnuranu3anua nopaiu 514 (15,86) 672 (20,59) 0,74 [0,66; 0,83} i
snowasane Ha CH : . f
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- JIpyrs BTOpUNHY KDAMHK TOUKH: | |
- OOfwa cMbpTHOCT 503 (15,52) E 552 (16,91) 0,90 [0,80; 1,02] 10,092
-~ Cwmppror CH | 113 (3,49) 151 (4,63) 0,74 {0,58;0,941 0,014
- Obw 6poii xocnutamuzauun | 1231 (37,98) 1356 (41,54) 10,89 [0,82;0,96] 10,003

- Xocnuranu3anys nopagu §977 (30,15) E 1122(34,38) 10.85{0,78;0,92] {0,0002

CBPAEMHOCHA0BH TPHYRHH é ;
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Hamanasarero 8 mbpauuHaTa Kpaiina uen e Habnoaarado NOCTORHHO, He3aBHCHMO OT HOJ, KJAC 11O
NYHA, HexeMyyHa uni He~-HCXeMHYHA eTHONOTHS Ha ChPACUHATA HEAOCTATRYHOCT H AHAMHESS 38
CBLIYETCTBAN AMAGET WK XMITEPTOHMA.

TIpn noarpynata NauHenT! cbC ChPASYHA 4eCTOTa =75 yAapa s MunyTa (n=4150) e nabmonasaHo no-
TOISIMO HaMaflasaHe Ha IIbPBHYAATA CBCTABHA Kpalina Touka oT 24% (koeduunesT Ha pucka: 0,76,
95%CI [0,68;0,85] — p<0,0001)  Ha ApyrdTe BTOPHYMH KPAHHN TOUKY, BKIIOUATEIHO 061A CMBPTHOCT
(xoeduupent na pucka: 0,83, 95% CI {0,72;0,96] ~ p=0,0109) u ¢cbpaeyHOCHAOBA CMBPT (KoedULHEHT Ha
pucka: 0,83, 95% CI [0,71;0,97] — p=0,0166). [1pu tazu noarpyna naiueHTH, MpobuieT Ha Ge30NacHoCT
Ha uBaGpPajHH, ChOTBETCTBA C TO3H Ha obImaTa NONYSauus.

Habmoaasay ¢ spaunTesieH eekT BbPXY IbPBHYHATA CbCTaBHa Kpaliva Touka, Npy ofulata rpyna
NauKeHTH, pueMaliy teveHre ¢ Deta-Gnokepn (koehuunenT ga pucka: 0,85, 95%C1 10,76;0,947). Tipu
NOATPYNaTa MALMEHTH, ChbC ChPACHHA YECTOTA 2735 yaapa B MUHYTA U Ha IPeNOPLYHTSIHATE TAPreTHA
A03a Ha Gera-6siokep, He e Ouita HabnioaaBaHa CTATHCTHHECKN 3HAUMMA TTON3a BBPXY MHPBHHHATA
CBCTaBHA xpalina Touka (Koeuuuent Ha pucka: 0,97, 95%Cl [0,74;1,28]) 11 BupXY APYTUTE BTOPULHE
KpalHy TOUKH, BXJUHOWHTEIHO XOCHHTANHIAUNS Nopaay eiowwasare Ha CH (koedpuiinent na pucka: 0,79,
95%C1 [0,56;1,10]) v cMBpT OT ChpAeuHa BelocTaThuHOCT (KoeduildeHT Ha prcka: 0,69, 95%CI
0,311,530

Hma 3uauntenno nogobpenne na knaca no NYHA, cripsamo nocneanara oryeresa croiinoct: 887 (28%)
OT NAUMEHTHTE Ha Headpaguy ca umann nonobpenye, B cpasierue cbe 776 (24%) oT naunenTuTe HA
nnaedo (p=0,001).

[Mpu paHroMu3npano naanebo-KORTPONKPARO NpoyyBaHe ¢ 97 naunenTh ZannuTe, ceOpanu Mo BpeMe Ha
Ceun@uyHM OPTATMOROTHYHH NPOYUBAHNS, LENSLM J0KYMEHTHPAHE Ha GYHKUMATA HA CUCTEMUTE OT
NPBYMLY ¥ KONOUYKH ¥ HA BL3XOAALMA 3PHTEAECH BT (HAND, eNeKTPOPETUHOrPaMa, CTATHYHH |
KHHETHYHY 3DHTENHH NONETA, UBETHO BHIKAAHE, 3PHTEAH2 OCTPOTA) NPH NALUEHTH, NTEKYBAHH C
uBaGpagui 32 XpoHH4yHa cTalWIiHA CTEHOKADAUSA B IPOABMKEHHE HA NOBEYE OT 3 FOAHHY, HE Ca NOoKa3any
PETHHANHA TOKCHYHOCT.

Mennarpyuya nonynaius
IIpoBegero e pannoMU3NPaR0, LBOHHO ClisNO, MAauedo-KaHTPONUPAHO NPOYYRAHE Che |16 neAuaTpuyHy
naumedTy (17 Ha Bb3pact 6-12 mMeceua, 36 Ha wu3pacT [-3 roautd 4 63 Ha Buspact 3-18 roguuu) ¢

XPOHUYHA ChPAEYHA HEAOCTATBHROCT H AHNATaTHBHA Kapanomuonatis (DCM) Ha Qona Ha onTHMAIHO

i

OCHOBHO NedeHne. 74 ca nonyuunu uBabpanun (cvoTHowenne 2:1). Havannata no3a e Guna 0,02




roausn o 3-18 rognnn <40 kg, 1 2,5 mg asa mbTH ANEBHO npy 3-18 roaunn u 240 kg. IloaaTta e Guna
AAaTUPaHa B 3aBHCUMOCT OT TEPaneBTRYHNS OTIOBOP C MakcMMANTHy fo3 ot 0,2 mg/kg nBa nbTH
AueBHO, 0,3 mg/kg ABa NbTH NHEBHO ¥ CHOTBETHO 15 Mg 4B MbLTH THEBHO. B ToBa npoydsane ueabpanny
¢ O TIPHIOKER MM KATO Nepopaina TeuHa hopMa uan kato TabneTka 18a THTH AueBHo. JlWncara Ha
Pa3InKa BbB (HAPMAKOKMHETHKATE MEX/Y Te3u 1Be (OpMK € G1na nokalana s OTBOPEHO PaHAOMH3KPAHO
KPBCTOCAHO NPOYUBAHE C ABA NEPUOAA NPy 24 31paBy BL3PacTHH LOGPOBOILHM.

TTpu 69,9% ot naunentuTe B rpynara Ha neabpannH e GuI0 MOCTHIHATO HAMAIABAHE HA CLpAEYHATA
vectoTa ¢ 20% 6e3 Gpafukapans cnpsamo 12,2% g nhauebo rpynata no BpeMe Ha NEepHOAA HA THTPHpaHe
T 2 10 8 ceamuuu (ChOTHOMWEHAE A WwancoseTe: E=17,24, 95% C) [5,91; 50,30).

Cpennute 1031t HBaGPARHH, KOHTO MOIBONSBAT 1A C& NOCTUTHE HAMANSIBANE HA ChP/ICYUHATA 9eCTOTa C
20%, ca 6 cvorseTHo 0,13 £ 0,04 mg/kg nBa MuTH AHeBHo, 0,10 £ 0,04 mg/kg 1Ba MbTH JHEBHO U 4,1
+ 2,2 mg 1Ba IBTY JIHEBHO BHB BB3PACTOBHTE noarpymk 1-3 rogwny, 3-18 rogwnu u <40 kg u 3-18
roayan 8 >40 kg, choTBeTHO.

Cpennata JIKOH e napactana cpeato ot 31,8% 1o 45,3% 1a M012 B rpynara Ha HBaGpagHH cnpaMo
35,4% no 42,3% s nnauebo rpynara. Hva nogoSpenuie s kiraca no NYHA npH 37,7% oT nauvenTture,
npueMauly ysadbpanus, cnpsmo 25,0% & nutauebo rpynara. Tesu NMopo6peHHs He ca BUAH CTATHCTHYECKH
FHAUUMH.

HpodunsT va GezonacHocr, ciea | roguna, e 6un nofoer Ha TO3M, OTHCAH NMPHU BHIPACTHH NAUMEHTH ¢
XPCHHYHA CBLPAEHHA HEJOCTATLYHOCT.

Hvnrocpounute ediexru na nsabpank BLPXY pacTexa, nyQepreTa # 06LH{OTO pa3BHTHE, KaKTO H
ABLATOCPOUHATA ePUKACHOCT Ha NEYEHHETO C uBaBpPAaAUH B AETCKATA Bb3pacT 3a HaManABaHe Ha
CBPACHHOCHAOBATA 3a00/IERAEMOCT H CMBPTHOCT He ca GHH NPOY4BaHH,

Esponeiickata areuns 1o iekapeTsaTa OCBOBOXKAABA OT 3aAbIKEHNETO 32 TIPEAOCTABAHE Ha
PE3YNTATHTE OT IPOYYBAHUATA C PePePEHTHUS NIEXAPCTBEH HPOAYKT CHABPIKALL HBAGPAAMH BLB BCHYKH
TNOATPYITH HA NefaTPHUbATA NOTYIAUNA 33 JIEYEHHUETO HA CTEHOKAPIHAL.

Esponefickata arenuus o eKapeTeata 0cBoG0KaBA OT 3aMbMKSHHETO 34 npefocTaBaHe Ha
PE3YJITATHTE OT NPOY4BAHMATA C PEHEPEHTHHA NEKAPCTBEH NPORYKT ChbABPKaLL HBAGPARAN TPH Aela ua
BB3PACT OT § 0 6 Mecella 3a NeUEHHETO HA XPORHHUHA ChPAECYRA HEROCTATBYHOCT.

5.2 PapMAKOKHHCTHYHY CBOHCTEA

Npu duanonornuby yenosus ueaGpannn ce ocBoGoxAaRa Obp30 o1 TalNETKUTE N MMa BHCOKA
BoAopazTBopuMocT (>10 mg/ml). MsaGpanun npeacTasnsisa S-enanTHOMED, KOHTO He NpeTLpINBa
Guokoneepcua in vivo. N-1e3meTuaHpaHusT fepusaT Ha usabpanni Getue ureHTHYHUHPAH KaTO rhaBeH
AKTHEEH MeTalONu|T NpU YoBEKA.

A6copluus 4 GHOHATHYIHOCT
Hpabpanny ce abcopbupa 6p30 # NOYTYH HANBAHO Chel Nepopanio NPUNoKEHHE ¢ JOCTUraHE Ha
MaKCHMAIRa TI1a3MEHa KOBLCHTPALMA Clie/l OKONO | Yac 1pu npheM Ha ManHo. AGCoOTHATA
OuoHanUYHOCT Ha PUAMUPAHUTE TABETKH € OKoNo 40%, MOpain eiekTa Ha ITbPBO NPeMUHARAHE B
HEPBATA i YepHUSA Jpod.




XpanaTa 3abaes a0copbunara ¢ npHGIU3MTETHO | 4ac H YBEIHYABA EXCITOMMUMATA ¢ 20 10 30%.
MpuembT Ha TabneTkaTa No BpeMe Ha XpaHeHs ce MPEnOpbUBa, 38 Aa € HAMANIST HHTPAUHIHEUAYANHHTE
[POMEHH B SKCOO3HUHATa (B, TOYKA 4.2).

Paznpenenchue
Heabpanuy e npubnausurenno 70% cpbp3as ¢ nNasMenuTe GeNThuH U cTauHOHapHUAT obeM Ha

pasnpeienexye npu nauHerTH ¢ 6anssx 20 100 | Makcumanyara nnasMena KOHUEHTPALHA Clel
XPOHHYHO NPHIMKEHHE B IPEMOPBYBAHATA 4034 OT 5 mg ABa UBTH AHeBHO ¢ 22 ng/mi (CV=29%).
Cpennata cTaunonapha nra3Mera koHlenTpauus e 10 ng/ml (CV=38%).

buorpanchopmarus

VsaGpaniy ce MeTabonM3Npa riasHoO OT YepHUs APOG K HEPBATa CAMO Upe3 OKCUIALNS © umTOXpoM P450
3A4 (CYP3A4). Tnapuuat aktisen MeTabosut e N-aeaveTunupanust sepugar (S 18982) ¢ excnoshuus
okono 40% OT Ta3n Ha W3IXOLHOTO BEIWECTBO. MeTabonuaMbT HA TO3H aKTHBEH METAGONKT ChILIO BKAIOUBA
CYP3A4. VpaGpainn uma nucok adunurer kom CYP3A4, He BOM 10 KIMHYYHO 3HAGHMA HHAYKLUWSA
uM uuxrbéuung Ha CYP3A4 1, cnenoBaTeto,  MAIKO BEPOATHO [a TTPOMEHH MeTabom3Ma 1K
Na3MeHaTa KOHUeHTpauus Ha cyberparite va CYP3A4, Hanpotus, MOWHATE HAXHGUTOPH ¥ HHAYKTOPH
MOTaT 3HAYUTENHO Aa 3aCETHAT MIA3MEHHTE KOHIeHTPaUnK Ha uBabpannH (Bk. Touka 4.5)

EnumuHipane
ViBabpanuu ce enuMMHUpA C OCHOBEH NORYXKHBOT 2 uaca (70-75% o1 AUC) B nnasmara u eeKTHBEH

nony-#uBoT 11 waca, TorankuaT knupbHe e nodti 400 mi/min, g 6BOPETHHAT KIIPBHC € OKONO
70 ml/min. Exckpeunsta 5a MeTaboJMTHTE Ce OCHUIECTBABA B CXOAHA CTEMEH 4pes U3NPAKHEHHITA 1
ypuuata, Oxono 4% OT opaisata 203a ce eKCKPETHPa B HEPOMEHEH BIJ B YPHHATA.

JuHEHHOCT/HeIHeHHOLT
KuHernkara Ha vBaGpaadH AMa THHEEH XapakTep 8 AMANA30H4 HA OPANHO Josupate 0,524 mg.

Crneunainy nonynauuy

Cmapuecka svipacm

He ca uaGnronasanu dapmakokustetnsnn pasnukd (AUC 1 Cuax) MEXAY NO-BB3PacTHH (265 rogndu) Hin
MHOTO BB3PacTH¥ MaUNeHTH (=75 roaunu) 1 ofluara nonynauus, (g Touxa 4.2).

Bvbpeuno yapesicdane

Burnsnnero Ha Gu6peynara HENOCTATHYHOCT (KPEaTHHIROB KAHPBHE 0T 15 0 60 mi/min) BbPXY
hapmakokuteTKaTa Ha HBabPAIMN & MUHUMATIHO BbB BPB3KA C HHCKAS IPHAOC Ha OBOPETHHS KIHDPHIC
(oxono 20%) kbm obuiata enTHMHAAUNA KAKTO Ha HBADPAJIAY, Taka W Ha TIaBHHg My MetaGomut S 18982
{8 Touka 4.2).

Hepnodpobto yepescdane
Ilps naunenTy ¢ fexo weproapoGHo ysperaate (Child Pugh ckop 1o 7) AUC Ha Hecsupaatius
uBabpanuy ¥ rnaBHus akTHBEH MeTaGonuT ca Guiu ¢ oikono 20% Mo-BHCOKH, OTKOJKOTO npa ypuac

HOPMaJiHa 4ePHORPOGHA QynKUMA, JJaRHNTE CA HEAOCTATHYNY, 32 A3 Ce HAMPABAT H3BOAH Y HAENTH
/// ,:{7(}:; e




€ YMEPEHO YepHOAPOOHO yspexkaane. JIUncear JanHiu npu NALUEHTH C TeXka YepHOApoSHa
HEROCTATRYROCT (BK. TOUKH 4.2 1 4.3).

Heduampuvna nonynayun

®apMaKOKHHETHIHUAT NPOMUS Ha MBabPalMH NPH TIEAKATPHYHUTE MAIMERTH C XPOHHYHA ChPISUHA
HeAOCTaTBHHOCT HA BB3PACT OT 6 Meceua o no-Maako oT 18 ronusu e noaoben Ha hapMaKkOKRHETHKATA,
OmiCana MpH Bb3PacTHH, KOTaTo C& NPHJIAra CXeMa 3a THTpUpaHe Ha [03aTa, 6asHpaHa OT Bb3PacT B
Terno,

Bpe3ka dapMakoxkuueTuia/bapmaxoaunamixa (OK/O

AHaNU3sT Ha oTHOWEHNeTO OK/D]] mokasea, ue ChpleHHaTa HECTOTA HaMANNBA TOYTH THHEHHO C
HApACTBAHE Ha NasMeHNTe KoHueHTpauuy Ha ueadpaans u S 18982 3a ao3u no 15-20 mg asa nv1r
IHesHO. [1pH M0-BHCOKK 03 NOHHKEHHETO HA CHPAEMHATA YECTOTA BeYe HE € NPOTIOPUMOHAIHO Ha
TIA3MEHUTE KOHLICHTPALHK Ha HBaGpa/liH 1 TOKA3Ba TeHASHLMS KbM J0CTHIrade Ha nmato, Bucokute
eKCTIO3ULKY Ha HBAa0paaMH, KOUTO MOTAT A2 HACTLNAT, KOTATO WBAOPAIUH Ce NPUNOKY B KOMOHHALKA
ove cuntHu CYP3A4 arxuGutopn, MOTaT aa AoBeAAT 10 NIPEKOMEPHO TIOHMKEHHE HA CHPACYHATA HECTOTA,
BLIIPEKH Y€ TO3M PUCK Hamatssa npu ymepenn CYP3A4 unxubutopu (Bx. Touku 4.3, 4.4 u 4.5).
Bphikara OK-O]1 Ha upabpanut npu NeIHaTpHIHATE NALKEHTH ¢ XPORHYHA CHPASYHA HELOCTATLUHOCT
Ha BB3PACT 0T 6 Mecena A0 nO-Manko oT 18 roanHu € noaobHa Ha Bph3kata ®K-O 1, onucana npu
BB3PAcTHU.

5.3 Hpesknuauunu nanun 2a Gezonacuocy

Hexnnnnunute nanHu He nokassar ocobeH puck 3a xopa Ha 6a3aTa Ha KOHBEHLHOHATHNTE
dapMaKonornuHy MINUTBaHKS 3a $e30MacHoCT, TOKCHYROCT NpH MHOrOKpATHO NPHIIATAHE,
I'EHOTOKCHYHOCT, KAPINHOTEHEH noTeHlkan. [TpoyusaHusiTa 3a penpoayKTHEHA TOKCHUYHOCT CA NTOKA3au
nunca Ha edekT Ha Uabpanuy BLPXY depTUAUTETA (IPH MBIRKH K KeHCkH ibxose. Korato GpeMenny
N1abopaTopHH XHBOTHY ca CUNU TPETHPAHH TI0 BPEME Ha OPraHOreHesaTa ¢ eKCIO3HIEY, BIu3KE N0
TepaneBTHRHATE 103H, e Ouna HabnioaaBaHa [o-BUCOKA YECTOTA HA (eTYCH CbC ChpaeynH Je(exTd NPy
RABXOBE ¥ Marbk Opolt heTycH ¢ eKTPOAAKTHITMS NPH 3alLM,

ITpu kyueta, Ha KOHTO & JaBaH HBaOPanuH (1034 o1 2, 7 uiu 24 mg/kg/neH) 3a eAHa roguya, ca
Habmonasanu 06paTHMu NPpOMERH Ha (YHKIMATA HA PETUHATA, HO Te He Ca OHMK CBLP3aHH C yBpeKIaHe
Ha OYHHTE CTPYKTYPH. Te3n naHuu cLOTBETCTBAT Ha hapMakonoruunns edekT Ha KBAGPARHH, CBLP3aH C
B3AUMOLEHCTBHETO MY C XHTIEPTIONIAPH3ALHONHO-aKTHBUPAHHTE /), TOKOBE B PETHHATA, KOHTO 4 MHOIG
CXOIHY € ff TOKA Ha CbPASYHHSA NEHCMEHKDD.

Hpyru IbIrocpovHA NPOYYBAHUS ¢ MHONOKPATHY Q03U ¥ [IPOYUBAHKS 33 KADLKHOTEHHOCT HE Ca JI0Beu
A0 PasKpUBaHE HA KNWHUYHO 3HAYHMH GPOMEHHU.

OrneHka Ha pucka 3a okoadara cpena (ERA)
OueHkaTa Ha pHCKa 3a OKONHATA CPeaa OT WBalpankH € NposeeHa B CLOTBETCTBHE C eBPOMNEHCKOTO
PBROBOACTBO 33 ERA.

Pesynrarute OT Tean npoy-Banus NOAKPENAT JHMCATA KA PHCK 3@ OKONHATA CPEAa OT HRaGpankH 1
HBalpaj iy He NPEACTABNABA 3aNNaxa 34 OKOiHATA Cpeaa.




0. DPAPMAHEBTHYHU TAHHH
6.1 CnuenK Ha NOMOIUMHTE BelliecTBa

Tatnemno adpo

JaxTo3a

Maeuwton (E421)

Manronekerpus

Kpockapmenosa HaTpuii

Cunmduues JHOKCHA, kxononaed essoned (E551)
Marre3ues cTeapar

Punmosa obeuexa
Onanpu 200F240001 pozoso:
Nonu{enannos anxoxon) (E1203)
Tanx (E553b)
Turanos amoxcug (E171)
Maxkporon 3350 (E1521)
CrnoauMep Ha METBKPHAOBA KUCENNUHA W eTuaakpunar (1:1)
Aent weneser oxca (E172)
Yepeen wenezed okcua (E172)
Hartpues xuaporen kapBouar (E500)
6.2 HecbBMeeTuMocTH
Henpunoxumo.
6.3 Cpox na roanoct
3 roanHu.
6.4 CiiennajHy Ye/ioBRA HA ChLXpaHenne
To3ut AeKapCTBEH NPOAYKT He H3HCKRE CHEUUATHY YCOBHA HA ChXPaHeHHE,
6.5 Bua n cpabpiKanve Ha OMAKOBKATA
56 uaw 112 Paevom dunmupatn TabreTky ca onakosanu 8 PA/AI/PVC//AL GrucTepna onakoska,
BaucTepuTe Ca ONAKOBAHH B KAPTOHCHH KYTHH.
He Bcuuin BHAOBE OMAKOBKM MOTaT Aa OBIAT MyCHATH B NpoaaKGa.

6.6 Cnennainy npeanasHy MEPKH ITPH H3XBbLJISIHE

Hama cnenuanim H3ucKBadns.




7. {IPUTEXATEJ HA PASPELIEHUETO 3A YIIOTPEBA
Gedeon Richter Pic.

Gydmrdi at 19-21.

1103 Budapest

Yurapus

8. HOMEP(A) HA PASPEHIEHUETO 3A VIIOTPEBA
Paenom 5 mg dunmupaun tabnerid: 20170142

Paerom 7,5 mg dmamupans tabnerku: 20170143

g, JATA HA IBPBO PA3PEINABAHE/MOAHOBABAHE HA PA3PEIIEHUETO 3A
¥YIIOTPEBA

Mlara Ha mopBo paspeiuasane: 26,04.2017

HaTa Ha nocneHO NOJHOBABAHE:

10. JATA HA AKTYAJUSHPAHE HA TEKCTA

08.04.2022




