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KPATKA XAPAKTEPHCTHKA HA npo;wrcm,g‘é/“/-;;’?/‘;;-'fcxc

VToau TIEKAPCTREH MPOAYKT NOANEXH HA AONBIHATENHO HaGmoAenne. Tosa me no3soyy Gspao'ra 5-[]729]3
yCTaHOBsBAHE Ha HOBA HHQOPMALHS OTHOCHO GesomacHocTTa, OT MEAMLHECKHTE ClieliHAMACTH ce
M3HCKBA Ja CHOOLIABAT BCAKA IONO3HPAHA HEKENAHA PEAKUHS. 32 HAYHHA Ha CHoGIIaBane Ha HEXETaHH
PeaKiHH BIKTE To4ka 4.8.

L HME HA JIEKAPCTBEHHS] ITPOAYKT

Paexom 5 mg dpunmupany TabneTkn
PaeroM 7,5 mg pAAMHpaHu TaGNeTKH

Raenom 5 mg film-coated tablets
Raenom 7,5 mg film-coated tablets

2. KAMECTBEH H KOJIHYECTBEH CHCTAB

Pacnom 5 mg dummy Tabn
Enua prnmvupana TaGnerka chaspka 5 mg usaGpanuu (ivabradine) xato XHApOOpOMHE],

TIoMOWIHO BelleCTBO ¢ H3BECTHO AelicTBHE:
Beska gumMupana TaGleTka coaspka 44,607 mg nakrosa, GezponHa.

Paenowm 7.5 mg dunMupann tabneTks

Enna ¢unmypana TaGnerxa csabpika 7,5 mg uaGpanud (ivabradine) kato xuapoSpomua.

TToMOLIHO BEINECTRBO ¢ H3BECTHO AcHCTBHE:
Beska Qunmupana TaGnreTka chAbpxka 44,675 mg nakTosa, Ge3poaHA.

3a IBITHKEA CIHCEHK HA TOMOILHHTE BEIlIeCTsa BHXKTE Touka 6.1,

3. JEKAPCTBEHA ®0OPMA

®Oumvapana Tabrnerka,

Paerom S mg dunmupany Tabnerku

Bresio opatikeBa, OBatHA, ABOHHO H3MbKHANA (BHIMAPAHA TableTka ¢ pasMepH npuOaM3ATEIHO 8,6 mm x
4,5 mm, ¢ rpaupan nagnue “CK3” or egnara ¢Tpana H ¢ fenuTeana 4epTa oT ApyTara.

QuMApaHara TabneTkATa Moke Aa Gbae pasaeiieHa Ha ABe PaBHH JO3H.

Pacrom 7.5 mg dunmupanu tafnerku
Breno opamxena, Kprriia, NBOKHO H3HBKAANE QUIMUpana TaGNeTKA © BHAMETED NpHCHH3MTeNHO 6 mm, ¢
rpaeupan Hannuc “CK4” ot enHata crpana, a oT Apyrara 6e3 Hapmuc,

4. KJIMHIYHH JAHHH

4.1 TepaneBTHIHH NOKAZAHES




Cumnmomamuano 1eHeHue Ha XPORUYHA CMaBUARA CINEHOKAPOUA.

VpalpaanH e mokasaH 3a CHMOTOMATHYHO JIEYSHHE HA XPOHHYHA CTaGHITHA CTEHOKAPAAA IPH BE3PaCTHA

C ACXEMHYHA 0ONECT HA CHPLETO C HOPMAJIEH CHHYCOB PHTbM H ChpAgYHA HecToTa > 70 yAapa B MEHYTA

(vaapa/min).

Heabpaann e nokasan:

- IPH BB3PACTHH, KOHTO HMAT HEMOHOCHMOCT HITH [IPOTHBOTIOKa3aHne KuM GeTa-Gnokepy

- H1H B koMOHHALHAA ¢ 6eTa-0/I0KepH Npy NANHEHTH, HeaIeKBATHO KOHTPOIMPAHH C OMTHMAJTHA 1033
Geta-OnoxepH.

Jlevenue Ha XpoHuyHa cupieyHa HeOOCMAMBYHOC

HMralpajiuH e ioKka3aH NPH XpOHHYHA CLpAeYHa HepocTaTsuHocT kinac 11 no IV mo NYHA cbe cHcTONHA
aucYHKIHA, IPH NAIHEHTH B CHHYCOB PHTBM, P KOHTO ChPAEUHATA YECTOTa € > 75 yAapa B MHHYTA, B
KOMOHHAIHS CBC CTAHAAPTHA TEPANHA, BIMOYBAMIA lleuenne ¢ GeTa-610Kep HIH KOraTo JeUSHHETO ¢
Gera-Gokep e MPOTHBOMOKA3aHO HITH He ce moHacs (Bx. Touka 5.1).

4.2 JO3HPOBKA H HAMHH HA NPHIOKEHHE

O3HPOBKA
3a pasnuuHHTE A03H Ce NpenyiaraT ¢uaMupany TabneTku, CeABpKALM 5 mg | 7,5 mg usaGpauH.

Cummomamuyro ReNenue Ha XpOHUIHG Cmabuing CIMEHOKAPOUS

TIpenopbsa ce pelieHHeTO 3a 3AMOYBdHE HA JICUEHNHE HIIM 33 THTPHpaHE Ha J034TA A C& A3FBPIUH NP
HanHYMeTO Ha MOPERHMIIa OT H3MEPBAHHS Ha ¢hpleuHaTa 9ecToTa, EKT mim amOynatopuo 24 gacoso
NpoCheAsBaHe. :
Havannara nosa na upabpanun se TpA0Ba Aa NpeBHINABA 5 mg ABa TBTH JHEBHO NPH MALMEHTH NOK 75
TONHIUHA BB3pact, Cnel Tpu 0 9E€THPH CeaMULIH IEUSHHE, aKO MAUMEHTHT BCE Olle HMa CHMITTOMH, aKo
Ha4aJTHaTa 1032 ce IOHACA A06pe H aKo ChpJleuHaTa HecToTa B NOKo# ocTaga Hax 60 ynapa B MEHYTa,
Ao34aTa MOXKe fia €& YBEMHYH A0 CIeBalliaTa no-BHCOKA A03a NIPH NALHEHTH, TpHeMaluy 2,5 mg npa pTH
JHEBHO HIH 5 mg ABa ITETH THEBHO.

Tloxrspikamara no3a ne TpaGBa Aa NpeBHILaBa 7,5 g IBa TETH JHEBHO.

Ako HAMA N1ono0peHHe Ha CHMITTOMHTE Ha CTEHOKApAHA cliel 3 Mecella OT HAHAOTO HA NCYEHHETO, |
JIeUSHHETO ¢ KBabpanun TpadBa A4 ce NpeKkpaTi.

B nomsnnenye, npexkpaTapane Ha NeveHHETO Tpabsa Aa ce 0OMUCHH B Cly4aii, ue HMa caMO OrpaHHYeH
CHMOTOMATHYEH OTI'OBOP M KOraTo HAMA KIMHUYHO 3HAYHMO HaMAaNIABaHe HA ChPAEYHATA YECTOTa B
TOKOH B pAMKATE HA TPH Mecena.

Axo 10 BpeMe Ha JIeYEHHETO, ChPAEIHATA 9eCTOTa B oKol ce noHmkH nop 50 yaapa B MEHYTA
(yaapa/min) wiM NaUHEHTET IIOMYYH CHMITOMH CBBP3aHH ¢ GpafMKap/ius, KaTo CBETOBBPTEX,
YMOPAEMOCT HIIE XHIIOTOHHUA, N03aTa TpabBa a2 6bJe mocTeneHHO HAMANIEHA, BIMIOMMTETHO N0 HAll-
HHCKATa OMyCTHMA 71032 OT 2,5 mg ABa THTH JHEBHO (TIONIOBHH TaGieTKa OT 5 mg ABA THTH AHEBHO).
Cunenl HamansBane Ha J03aTa, ChpPEUHATA YECTOTA TPAGBA Aa ce Hpocnenspa (Bx.Touka 4.4). Jlevenrero
TpAOBa Jia GBie IPEKPaTeHO, aKo ChpAEYHaTa YECTOTA OCTAHE MO/ 5O yAapa/min WK RpH Tpaliun TpOABH
Ha Gpalukapans BFBIPEKH HaMaNABaHeTo Ha J03aTa.

Jleyenue Ha XPOHUYHA CHPOSYHA HEOOCMAMBYHOCT

Jleuennero Tpabea Aa ce 3amouHE CAMO NP MALHEHTH ¢be CTA0H/IHA ChpAEIHA HEAOCTATEIHOCT.
IipenopbuuTenHo € Nekysaumms JeKkap Aa HMa OIHT B JICYEHHETO HA XPOHHUHATA CHPACUHA
HENOCTATBYHOCT.

OG6wuatinaTe NpenopEIATeNHa HAYATHA 21032 HA HBabpaauH e 5 mg ABa IT6TH AHEBHO. Cliell
fleveHue, No3aTa MOKE Ja ce YBENHYIH Jo 7,5 mg JBa ITbTH JHEBHO, aKO CHPAEYHATA YECTOFS
Tpa#Ho Hap 60 ynapa B MHHYTa WIH Ja e HaMallH J0 2,5 mg /Ba ITbTH JHEBHO (NONOBHS




mg XBA THTH [IHEBHO), aKO CHPIETHATA 4eCTOTA B TIOKOH € TpaliHo Nof 50 yAapa B MHHYTa AN B CITydal,
¢ C€ MOSBAT CHMIITOMH, CBLP3aHH ¢ Opandkapnus Kato 3aMaliBaHe, yMOpa HIH XHIIOTOHAL, AKO
ChHpASHHATA eCTOTa ¢ MeAKAY 50 H 60 ynapa B MUHYTa, TpPSGBa 44 Ce MOIXBp:KA NO3ATA OT 5 mg ABa IMTH
JTHEBHO.

AKO [0 BpeMe Ha JIeHeHHETO, ChPAEYHATA YECTOTa ¢ NOHIDKH Tpaliko noz 50 yAapa B MUHYTa B NOKOH
HIIH KO IAUMCATST TOMTYYH CHMNTOMH, CEBP3aty ¢ OpaguKkapand, fo3aTa TpAGBa Ja ce THTPHDPA ¢
NOHHAABAHE 0 CISABALIATA MO-HUCKA 1034 NIPH MAlHEHTH, NPHEMAINH 7,5 mg ABa TbTH JAHEBHO HITH 5
mg ABa ITbTH AHECBHO. AKO ChDAEUHATA YeCTOTA HapacHe TpaiiHo Hag 60 yfapa B MEEYTA B OKo, fosarta
MOXe N Ce THTPHPA A0 CNefBAINATA O-BHCOKA 2038 NPH NANHEHTH, NpHeMamy 2,5 mg Asa MLTH JHEBHO
HIH 5 mg ABa THTH AHCBHO.

Jieuennero TpaGBa Aa ce cnpe, ako ChPAEYHATA YECTOTA OCTaBa nox 50 yiapa B MEHYTA HIIH CHMITTOMETE
na GpangAKapangTa nepeucTrpar (Bx. T09Ka 4.4).

Crenuania NONynaims

Cmapuecxa sv3pacm

Ilpu naumenTs Ha BBE3PAcT 735 WM TOBEYS rOAMHY, TPAOBA A3 ce MMa NPENBNA TIO-HACKA HAYAlHa 1038
(2,5 mg nBa IBbTH AHEBHO, T.€. NOJNIOBHH TabNeTKa OT 5 Mg 1Ba ETH JHEBHO) NpeH YBelIH4aBaHe Ha
J103aTa, aKO TOBA C& Haara.

Bvfpeuno yepeoicoane

He ce u3nckBa KOpeKivs Ha 403aTa IPH NaHEHTH ¢ Gb6pedHa HeAOCTATEIHOCT H KPEATHHUHOB KINPHHC
Hax 15 ml/min (Bx. Touxa 5.2).

Jluncar ZaHHH NpH DAIAEHTH ¢ KPEATHHUHOB KIMPBHC nog 15 ml/min. CrenoBarento, cpex Task
nonynauna ueabpayny TpsGea aa Gnae ynoTpeSasan ¢ nOBHIIEHO BHUMaHNE.

Yepnoopobuo yspexcoare

Tlpn mauuenTH ¢ eK0 YepHOAPOGHO YBPER/IAHE HE C& HIUCKBA KOPEKIMA Ha fosara. HeofXommmo e
NOBHIIEHO BHEMAHHE pH yroTpeda Ha HBaGpajuH NPH NAIHEHTH C YMEPEHO YePHOAPOGHO YBpeXkIaHe.
UeaGpanys € mpoTHPONOKa3aH 32 YNoTpeba NpH MAUMEHTH ¢ TEXKA YepHOAPOGHA HEAOCTATLIHOCT, Thil

KaTO HE € H3Y'eH IIPH Ta3H NOMyJaling H ¢€ 04akBa /MO HAPACTBAHE HA CHCTEMHATA eKCIOSHINA (BIK.
Touk® 4.3 u 5.2).

Heouampuyna nonynayus

BezonacrocTTa M edHKacHOCTTa Ha HBAGpAAHH MIDH AETEHHETO HA XPOHMYHA CBPACYHA HENOCTATHIHOCT
TIPH Zienla Ha BB3pacT 1107 18 roauan He ca yeTaHOBeHH,

HanuvHuTe RaHHu ca ONMCAaHH B TOVKY 5.1 H 5.2, Ho IpenopbKH 3a JO3UPOBKATa HE MOTAT 13 Ovgar
HaPARCHH.

Hauun Ha npunoxenne
Tabnerxure Tpatsa a2 GBAAT NPUSMAHK TEPOPAIHO ABA TTLTH AHEBHO, T.€. BEAHEK CYTPHH H BEIHBXK
BeYep Nno BpeMe Ha xpaHeHe (XK. Touka 5.2).

4.3 IlporaBonoKasanun

- CBPEXMYRCTBUTENHOCT KbM aKTHBHOTO BEIIECTBO HIH HAKOE OT MOMOLTHATE BelecTea (H3GpoeHH
B Touka 6.1).

- CrprevHa vecrora B nokoit nox 70 yaapa/min npeAn HAYATIOTO Ha NCYEHHUETO

- Kapamoresen uox

- OcTrp MuOKapAeH HHGAPKT

- Texxa xumororus (<90/50 mm Hg)




- Texxa 9eprOAPOGHA HELOCTATHYHOCT

- CunpapoM Ba GONMHAA CHHYCOR BBl

- CHHo-aTpHaneH 610K

- Hecrabunua win oCTpa ChpledHa HEAOCTATEYHOCT

- 3aBucHMOCT OT nefcMelKbp (ChpAeTHA MecTOTa OTpeeNieHa CAMO OT neHcMelixbpa)

- Hecrabumna cTeHOKapaHA

- AY 6nok III crenen

- KomGuuupane cue Crmii HEXUOHTOPH HA LMTOXpoM P450 3A4, KaTo 2301081 AHTHMHKOTHIH
(xeTOKOHA301, HTPAKOHA30JT), MAKPOTHAHH aHTHOHOTHIN (KAAPHTPOMHIHH, EPHTPOMHLHA per o,
Ho3aMHUYH, TeNMHTPOMBIWH), HIV-npoTeastn nuxuburopy (senduuapup, PHTOHABHP) H
nedasonon (ax. ToukH 4.5 1 5.2)

- KoMm6nHHpane ¢ BepanaMHI HIH JHIITHA3eM, KouTo ca yMepern CYP3A4 HHXAOHTOPH, 4 KOHTO
FMAT MOHWKaBaLH CBPACYHATA 9€CTOTA CBOHCTRa (BX.TOUKA 4.5)

- BEpeMeHHOCT, KbPMEHE ¥ JKEHH ¢ JIETEPO/ICH NOTEHIHAN, KOMTO He W3NON3BAT NOX0AAIIH
KOHTpalieITHBHA MEPKH (BiK. ToUKa 4.6)

4.4 -Cneunamm npefynpesaeHns i NpeinNazHi MePKH NpH ynoTpeda

Cne 14 SIS

JIunca na noazu 66 6PL3KA C KAUHHNHUR USXOO HPU NAYUEHMY CbC CUMPMOMAMUNHA XPOHUMHQ CIRADUING
CMEROKAPOUR.

HspabanH e MoKa3aH CAMO 33 CHMITOMATHIHO JEUeHHE Ha XPOHHYHA CTa0HIHA CTEHOKAPIHA, Thil KATO
usalpaiHH He HOCH IOJI3H BBB BPB3KA ¢ KIHHHYHAA H3XO0Z IO OTHOLIEHHE Ha CEPAEYHOCHROBATA
cHeTeMa (Hanp. HHGAPKT Ha MEOKAP/A Wik CHPASIHOCHAORA CMBPTHOCT) (B, TOUKA 51).

Hsmepeane na cvpoeunama vecmoma

IpeABup ToBa, Y€ ChpAEUHATA YECTOTA MOKE /12 BADHPA SHAMUTENHO BbB BPEMETO, TPADBa Ja ce OGMHCIH
M3BBPIIBAHETO HA MOPEAMLUA H3MEPBAHHA Ha ChpAeyHarTa YecTora, EKT mwm amGynaropHo 24 sacoso
OpocAeAABaKe, KOraTo ce OnpeAcnd ChpIe4HaTa HYECTOTA B IOKOH NMpeiH 3aI0YBAHETO HA JIEYEHHETO ¢
HBaGpazuH H NPH NAUHEHTH Ha ledeHne ¢ HBaGpajyH, Korato ce 0GMUCA THTPHpaXe Ha Kosata. Toa ce
OTHACA H 34 TIAItHEHTH C HACKa ChPE€YHA YeCTOTA, NO-CMENHANHO KOTETO ChpeHHAaTa 9eCTOTa ¢e IOHHKH
nox 50 ynapa/min, ¥a¥ ciie/ HAMANIBAHS HA Z03aTa {BXK. TOUKa 4.2).

Cupoeunu apummuu
Hpalpajn He ¢ e)eKTHBER IPK NCUCHNETO K IPEBEHINATA Ha CHPNCUHH SPHTMHAH K BEPOATHO I'y(H
efheKTa CH [IpH HACTBIBAHE Ha TAXHAPUTMUA (HATIP. KAMEpHA HIX Ha/KaMepHa TaXHKapanus).
Cnenosarenno, upabpain He Ce IPENOPEYBA MPH NALMEHTH C NPEACHPAHO MBXNEHE Wi IpYTH
CHPACYHH APHTMHH, KOUTO IIpeyaT HA (yHKIHATA HAa CHHYCOBKS BB3e.

Tlpy mauKeHTH, NEKyBaHU ¢ HBAGPAIHH, CC [OBHILIABA PHCKA OT pa3sBHBaHE Ha NPEACHPAHO MBXIECHE (BXK.
TouKa 4.8). IIpencpanoTO MEAAEHE € [10-4€CTO NPH MAIHEHTH, HAMON3BAIH €AHOBPEMEHHO AMHOA2POH
HITH MOLUHH aHTHAPHTMHYHH cpeficTBa Kkiac [. [Ipenoprura ce penosno wmAHuuHO HaGTIOAeANE Ha
TAUHEHTH, JieKyBalA ce ¢ HBabpanus, 3a moAba HA NPEACHPAHO MEXIEHE (TpaifHO MK MPHCTRIHO),
BEMOINTEAHO NpK KIMHAYHE nokasanud 1 EKT monuTopHpane (Hamp. B ciyyall Ha BIOIIABAINA Ce
CTEHOKapAuA, NAINHTALHH, HEPABHOMEPEH 1TyIC).

Nanuenrure TpaGsa 1z GbAaT HEQOPMEPAHH 32 MPH3HAIHTE H CHMITOMHTE Ha OPEICHPAHO MBXACHE H
Aa GBJAT MOCHEETBANK JA C& CELPIKAT C TEXHHUS JISKAp, aKO Te CE MOABAT.

AKO 10 BpeMe Ha JTeYeHHETO HACTHITH MIPEACHPAHO MBKACHE, CHOTHOIICHHETO nonza/prck 3a
Npoak/DEaBaHe Ha NIEYEHHETO ¢ HBabpamuu Tpa6Ba Ja ce 06chAN BHHMATEIHO,




TNaunenTHTe ¢ XPOHMYHA ChpAEHHA HEJOCTATEIHOCT, ¢ lediexTd Ha RATPABEHTPHKYIApHATA
npoBoauMOCT (1B Seaped 6ok, AeceH Genpen G/I0K) H BEHTPHKYIapHA AUCCHHXPOHUSA TpsGBa fa ce
HaGMIORaBAT BHHMATEITHO.

AV baox H cmenen
Heabpanus Be ce NpenopsyBa NPH NauAeHTH ¢ AV 6ok 11 crenen.

Hucka cvpdeuna yecmoma

HBabpanun He Tpabsa fa 6bAe 3a004BaH DU NAIHEHTH CHC CHPIEUHA YECTOTA B NIOKOH NPSAH JISUSHHETO
nox 70 ynapa/min (ex. Touka 4.3).

AKo 110 BpeMe Ha JISIEHUETO CHPAEYHATA YECTOTA B OKOM Ce MOHIKY TpaiiHo mog 50 yrapa B MHEYTA
(yAapa/min) WM NALKEHTHT IOTYIH CHMITOME CBbP3aHH ¢ GPAgHKAPLHA, KATO CBETOBBPTEX,
YMOPSEMOCT WIR XHIIOTORNS, 103aTa Tpabsa 1a 61 mocTeneHHo HaMaNeHa HiIM JeueHHeTo Tpabpa Aa
OnAe npexpaTeno, axo ChpAeuHaTa YECTOTa 0cTaHe TpaliHo noA 50 yAapa/min iy npw TpaliHA OpOSBH HA
Opamukaprus (Bx. Touka 4.2).

Kombunayus ¢ xaayueeu anmazonucmu

EanoepemeHHata ynotpeba Ha HBaGPaaHH ¢ OHIKABANIM ChPASYHATA YECTOTA KAMIHEBH aHTATOHHCTH,
KaT0 BepanaMHiI HII¥ JHIITHA3eM € IPOTHBONOKAa3aHa (BXK. Touku 4.3 1 4.5). Jocera He ¢a MOBIHTAHH
BBIPOCH OTHOCHO $e30MacHOCTTa Ha KOMOMHHpaHe Ha HBabPalHH ¢ HUTPATH H JUXHIPOTHPHIHHOBH
KOJIHEBY AHTATOHHCTH, KATO aMAoaunHH. He e ycTaHOBeHa AoMb/THHTENHATA €PHKACHOCT Ha HBaBpaauy
B KOMOWHALMS ¢ IUXMAPONMPUAKHOBH KANIHEBR AHTATOHUCTH (BXK. TOUKA 5.1).

Xporuwuna copoeyna Hedocmamvynocm

ChpaedHaTa HEAOCTATHUHOCT TpAOB2 212 € cTaluiIHa, Hpeay Aa ¢ MUCH 34 NeYeHre ¢ uBaGpandH.
HBabpanuu TpabBa /i ce H3MON3BA € MOBHITEHO BHUMAHHE IPY NalHEHTH ChC CBPACUHA HEJOCTATHYHOCT
oT dyHKUmoHaNeH knac IV no NYHA, nopamy orpa#d4eHo KOAHYECTBO AAHHE 34 Ta3H OMyNaIHA.

Hrcyam
Yrnorpebara ua uBaGpayHH He Ce NPelIOPBYBA HENOCPEACTBEHO Cle HHCYIT, OpajH JHNCca Ha
€KCTIEPEMEHTATHH KIHHHYIHHE NAHHH [IPH TOBR CHCTOSHUE,

pumenna Gyuryun

VBabpanuy nosaHaBa GYHKIHATA Ha peTHHATA (BX. Touka 5.1). JIMncpaT AOKA3ATENCTBA 38 TOKCHYEH
e(deKT npy ALATOCPOYHO NedeHHe ¢ HBaGpaiuH BEPXY peTHHaTa (x. Touka 5.1). IIpa nogsa Ha
HEOUAKBaNO0 BIOIABAHE Ha 3pHTeNHATA PyHKIAA TPAGBa Oa ce 06ChAN CHUpaHe Ha JIEYEHHETO ¢
uBadpanuy, [Ipy nanueHTH ¢ IATMEHTO3EH PETHHAT € HeoOXONAMO MOBHIIEHO BHAMaHHE.

Ipeanasiiu MepkH opH ynoTpeQa

Xunomornus

JlaHHHTE NPH NAUAEHTH C JIEKa /10 yMePeHa XHITOTOHHS ¢a OTPaHNYeHH H, CeA0BaTeHo, HBaGpanuH
Tpsbsa fia GbIe HINON3BAH ¢ NOBHILEHO BHHMAHHE IIPH Te3n NauuenTd, HaGpaguH e NpoTHBONOKA3aH
NPH NANHEHTH ¢ TEXKA XHNOTOHAA (KPbBHO Hajisrane <90/50 mmHg) (Bx. Touka 4.3).

1Ipedcvpono mpacdene — cupdevnu apummuy
Jlnncear nokasateNicTBa 32 PHCK OT (HpeKOMepHa) GpaIuKApAus IpK BE3CTAHORABAHE HA CHRYCOBAS

PHTEM, KOTATO HPH NALMEHTH NEKYBaHH ¢ HpabpanHH ce npeanpreMe dapMakonoravna xapnnonepcna.
Bce nak, nopagy 0TCECTBHE Ha JOCTATHYHO AaHHH, HeCHEIPA KAPAMOBEPCHS C IpaB TOK
Npenswxaa 24 Jaca cliell NOCIeAHHS IPHEM Ha HBabpanuHy.




Bpooer QT cundpom unu rexysanu ¢ nexapcmeenu npodyxmu Yyowrxcasagu QT

Ynorpebara Ha HBaGpazyH pH Nauuenty ¢ apogen QT CHHAPOM HITH JIEKYBAHH C JICKAPCTBEHH
npofykTa yneixasatie QT Tpatsa na Guae nsbArsana (k. Touka 4.5). Ako KOMOMHAIIHATA ce cueTe 3a
Heo0X0AHMa, TOraBa Ce HAJIAra YecT KAPAHONOTHUEH KOHTPOJL.

Hamanssaneto Ha cepAaeunns paTbM, IPUMHHEHO OT HBAGDAHH, MOXE I2 YCHIH YILIDKABARETO HA QT
HHTEpBaNa, KOeTO MOXe Aa AOBeIe 10 TEKKH apHTMAH, mo-crienmanuo Torsade de pointes.

Tayuenwmuy ¢ xunepmonun, npu xoumo ce naraza Npomana 6 nevensemo Ha KPBBHOMO HARAZAHE

Ipu npoyusanero SHIFT, noBeueTo NAUKEHTH €A MMANYM ENM30L] HA NOBHIISHO KpPHBHO HaIATaHe,
Koraro ca GHiH iexyBany ¢ uBabpanun (7,1%), B CPABHEHHE ¢ MALMERTH, NEXYBaHY ¢ Haneto (6,1%).
Tezn enuzonu ¢a ce NoaBHANA Halt-decTo CKOpPO CJIEA NPOMAHA B TEPATAATA Ha KPBBHOTO HANATAHE, GWin
Ca NpeXOAHK U HE Ca 3ACETHATTH NeveOHuA edekT Ha nBabpanus. Koraro ca HAnpaBenH NpoMeHH B
TICISHACTO NPH NANMCHTH ¢ XPOHNIHA CHPACYHA HEROCTATHYHOCT, IEKYBAHH ¢ HBAGPaNiH, KPEBHOTO
Hamarane TPA6Ba Zia ce MOHMTOPHPA Ha NIONXOAMINK UHTEPBANN (BXK. TOUKa 4.8),

PaeroM $buMHpasy TabaeTKH ChALPKAT JAKTO38.
ITaupenTH C peaKnATe HACNEACTBEHY POGNEMHA Ha HEMOHOCHMOCT KbM FANaKTo3a, Ie/eH JakTaseH
AcpRUET WIK FIOKO30-TANAKTOSHA ManabcopSuys He TpaBaa fa NpUeMaT ToBa JIeKapCTBO.

4.5 BianMoaeifcTene ¢ npyni JIEKAPCTBEHH NPOAYKTH | APYTY GopMu Ha B3aANMOAeHicTBRE

®apMakonAHAMAYHY B3aHMOneHcTeRS

Ednospemenna ynompe@a ne ce npenopvuga

JlekapcTBeHH NPONYKTH yOb/kaBany QT

- ChprevHOCHI0BH IEKAPCTBEHH IPOAYKTH ybibkasamm QT (Hanp, XHHAAUH, HH3ONHPAMHUL,
Genpuaun, coranon, ubyTHANA, aMHONAPOH).

- He-cBpACHHOCHIOBY NEKAPCTBEHH NPOAYKTH YABIkapamy QT (Hanp. THMO3HU, 3MOPASHAOH,
CePTHHAON, MCQNOKUH, XaoDaHTPUH, IEHTAMWANH, LU3ANDH, HHTPABEHOSEH epHTpOMHEIH IV).

EnuospemenHata ynotpe6a Ba ChpIEYHOCHI0BH H He-CHPAEYHOCHAOBH eKapcTReHH OPOAYKTH
yawxapain QT ¢ ueaGpanui TpaGea na 6bae H3GATBaHA, THH KATO YABIKABAHETO HA QT Moxe ma

ex3anepOupa npn saliapiane Ha ChPAEYHATA YecToTa. AKo KOMOHHAIMATA c¢ CUeTe 3a HeobxofMa, TOraBa
~ C@ HaJIra MeCT Kap[HOIOrHUEH KOHTPO (BX. TOUKA 4.4),

Eonoapemenna ynompeba c nosuteno snumariie

Kamh-ryGelm auypeTHIH (THA3HIHH HIH GPHMKOBH AHYPETHIN): XHIOKANEMHATA MOYXE A3 YBEITHIA
PHCKa OT apuTMEs. T Karo uBaGpaguH MOXe Ja Ipenn3ByKa GPaTuKapRHs, KpalHATa KOMOMHALHA OT
XHNOKaneMus 1 GpaguKapius € npeapasnosnaraty (GakTop 3a HOABATA Ha TEXKH APHTMHH, 0cOGEHO opu
TALMCHTH CHC CHHAPOM Ha YAbJoKeH QT uHTepRaN, HE3aBACKMO AANH € DT KOHTEHNTANICH POH3XON WIIH
DPENH3BHKAH OT AKTHBHO BEUIECTEO,

CapMaKOKMHETHYHH BIauMoaelicTBIA

Lumoxpom P450 344 (CYP3A44)
HBabpanun ce merabomusupa camo ot CYP3A4 # e MHoOro ciia6 HHXHOHTOP Ha TO3H IUTOXPOM.

WiMa fan#u, e HBaOpa Uy He TOBIHABA MeTaGONHIMA H [LI23MEHHTE KOHUEHTPAIMH Ha APYrd ¢yOCTpaTh
Ha CYP3A4 (nexu, yMepeHu u CHIHH HHXuOATOPH). UHXUGHTODHTE K aHgykropute Ha CYP3A4 ca ..
CKIIOHHH /12 B3AUMONCHCTBAT ¢ 1HBAa0PaanK ¥ Na IOBIHABAT HeTOBHs MeTaCONMHIBM H (hapM ak iy
A0 KIIMHHHO 3HAYHMA CTefen. [IpH NpoyusaHus 33 ReKApCTBEHH B3ARMOAEHCTEAA € YCTy
CYP3A4 unxuGATOpHTE NOBHINABAT L1a3MEHHTE KOHNEHTPALHY HA uBalpanus, [oKaTo,




noHkasar. [[oBHIIeHETe 1a3MeHR KOHIEHTpalHy Ha HeaOpanus Morat Aa GsAaT CBbP3aHH ¢ PHCK OT
npexoMepsa Gpanukapaad {px. Touka 4.4).

IIpomueonoxasanue 3a edHO8peMeHna ynompeba

EnnospeMennata ynorpefa Ha Moy HExOHTOpH Ha CYP3A4, KaTO 230/0BH aHTHMHKOTHIIH
{(keToxoHa30M, HTPaKOHA30M), MAKPONHAHH aHTHOHOTHIH (KJIAPHTPOMHLINH, ePUTPOMHIIHH Per 08,
HozaMUUHY, TENHTPOMHULMH), HuxHOHTOpH Ha HIV nporeasara (HenuHaBHp, PHTOHABHP) H Hedasoa0H &
APOTHBONOKA3aHO (BK. pasen 4.3). MomunTte CYP3A4 unxnluropu kerokonason (200 mg Beabx
AHEBHO) M Ho3aMuLUKH (1 g ABa IThTH JHEBHO) ca YBeIUYMIH 7- A0 8-KpaTHO CpeaHaTa Ia3MeHa
eKcro3nuuA Ha HeabpaauH.

VYmepens CYP3A4 unxnGuTOPH: HINHTBAHMA 38 CIEHHPHIHO B3anMoelicTBHE mpY 3ApaBH Ho0poOBOINH
H NAUHEHTH Ca MOKAa3a/IH, 9¢ KOMDHHANHATA OT HBAOPANHH W cpeacTBaTA 3a6aBAINM CHPACUYHATA YSCTOTA
AWNTHA3eM WIH BepanaMun ¢ JoBeJa 10 HapacTBaHe Ha eKCIO3HIMATa Ha ¥BabpanuH (2- xo 3-kpaTHo
napactBane Ha AUC) H AombaHuTENHO 3a0apane Ha copaeuHara feliHocT ¢ 5 yhapa/min.
ExpospemenHaTa ynorpefa na upabpanuH ¢ Te3d NeKApCTBEHH NPOAYKTH € IPOTHBOIOKAAHA (BK. TOYKA
4.3).

Eonospemenna ynompeba, xoamo He Ce npenopwieq
Cox o7 rpefindpyT: exCnosHnmATa Ha #paOpajHH HAPacTBa ABYKPATHO Cllefl eJHOBPEMEHHO NPUIOKeH e
Che cok ot rpelindpyT. CrieoRaTENHO NPHEMBT Ha cok OT rpeHindpyT Tpabba ga ce n3barpa.

Eodnospemenna ynompeba ¢ nosuwieno enumarie

- Ymepers CYP3A4 uaxuOuTOpH: eqHOBpeMeHHATA YoTpeQa Ha HBaOpajHH ¢ APYTH YMEpeHHA
CYP3A4 naxuGuropu (Haup. GrykoHa30x) MOKe Aa ce 00CH¥aa, NpH HAYATHA 2032 2,5 mg aBa
I'BTH JHEBHO H aKO ChPACYHATA HeCTOTa B MOKOi e Haa 70 yaapa/min, ¢ mpocneaspane Ha
CHPAEYHATA 4eCTOTa.

- CYP3A4 nnayxropn: uanykropure Ha CYP3A4 (nanp. pudamnuiis, GapOHTYpaTH, peHHTOHH,
Hypericum perforatum [csAT xaHTAPHOH]) MOTAT A3 OHKKAT EKCIIOARIMATA Ha HBAOPAIHH H
HEToBOTO AciicTpHe. EqnorpeMennaTa ynotpeba Ha CYP3A4 HRaynHpamy AeKapCTECHY POAYKTH
MOKe J1a HalOXKH KOPeKIHA Ha fo3aTa Ha uBabpaguH. Bewe noxasano, ye koMGHHEAUUATR OT
HpabpazuAa 10 mg ABa TbTH JHEBHO C XBIT KaHTapHOH Hamanasa AUC Ha npaGpanpn
HamonoruHA, [To BpeMe Ha nevenwne ¢ yalpagun NPHEMBT Ha KBIT KaHTAPHOH TpAdBa Aa Opae
OrpaHHeEH,

Eonospemenna ynompeba ¢ dpyeu cpedcmea

CrienudHvHH POYIBAHAA 33 NEKAPCTBEHY B3aWMOeliCTBHS He Ca TIOKA3aH 3HAYMM ¢DeKT Ha CIIEIHNUTE
JIeKapCTBEHA NIPOAYKTH BBPXY (hapMakokdHeTHKATa i (apMakoIUHEMUKATA HA HBAGpaAaH: HAXHGUTOPK
Ha MPOTOHHATA NOMITa {OMENpPA30J, TaH30Npa3o), chnneHadun, naxn6uropn na HMG CoA peaykrasara
(caMBacTaTHH), AMXMAPONHPHAHHOBH KaJlLHEBH AHTATOHMCTH (AMNOAHNNH, JACHIHIHH), AHMNOKCHH H
sapdapui. OcBEH T0B4, He € HACTENMI KIMHUYHO 3HA4KM e(eKT Ha HBabpatnH BEpXy
(apMaKOKHHETHKATA HA CHMBACTATHH, AMJIOJHITHH, TACHIHIHH, BhpXY hapMaKOKHHETHKATA U
dapMakoAHHAMHKATA HA JUrOKCHH, BapbapHH H BEPXY (PapMaKoIHHAMMKATA HA ACTIHDHH,

B xnuupiHY u3naTBands ¢asa I ciegunTe nekapcTBeHN NPOAYKTH ca OHiH KOMOHHHpaHH PYTHHHO ¢
uBalpanus, Ge3 Aanny 32 npobiaeMu CBHP3aHK © JleKapeTBenaTa 6e30macHOCT: UHXHOHTODH Ha
8HTHOTEH3HH-KOHBCDTHPANIHS SH3HM, AaHTHOTECH3HH-PENENTOPHY Onokeps, Oeta-GROKEPY, AMYPETHIH,
aHTATOHHCTH Ha ANAOCTEPOHA, KPaTKO- H XBJAro-aelicTBallly ANTpaTH, kaxuburops Ha HMG CoA
penykrasara, GrHbparH, HHEXHOHTOPH Ha MPOTOHHATA MOMIIA, OPaJIHY MPOTHBOAHAGETHH CPEACTRA,
ACTIHPHH U APYTH AHTATPOMOOHMTHN NSKAPCTBEHH NPORYKTH,

Ilecuampuuna nonyrayus
TipoyunaHud 3a B3aHnMofielicTBHATa ca IPOBEAIAHH CAMO NIPH Bb3PACTHH.




4.6 DeprranTeT, GPEMEHHOCT B KhpPMeHe

Kenu ¢ nereposeH noreruHan :
JKenu ¢ geTeponeH noTeHnHan TpaGBa Aa M3NON3BAT HOAXOLSIIH KOHTPALETTHBHH MEPKH [I0 BpeMe Ha
Neyenuero (BXk. TouKa 4.3).

BpeMenHOCT

JINnCBAT HIH HMA OTPaHHYEHH JaHHH 34 yioTpe6ara Ha HBaGpanaH npy OpeMeHHH KeHn,
IlpoyusanmsiTa npu JKHBOTHH TTOKE3BAT PENPONYKTUBHA TOKCHUHOCT. Tesn [IpOYYBAHHA Ca MOKA3AIH
eMOPHOTOXCHYEH ¥ TepaToreren edekr (mx. Touka 5.3). [ToTeHuuanHusT PHCK 38 XOPaTa € HeH3BECTEH.
HNopam: Toa, HBaGPANNH € NPOTUBONOKA3AH N0 BpeMe Ha HpeMeHHOCT (Bx. TOuKa 4.3).

Kspmene

IIpoyusatusTa MpH KHBOTHY NI0KA3BAT, Ye HBAOpANHH ce eKcKpeTHpa B Kbpmata. [Topany ToBa,
HBabpagHH € IPOTHBONIOKA3AH 110 BpeMe Ha KbPMeHe (B. TOUKa 4.3).

JKeHH, KOHTO e HYRAAAT OT NedeHHe ¢ HBaGpaxuH, Tpa6Ba fa CIpaT xa KbpMAT H Ja u3lepar ApyT HauyuH
3a XpadeHe Ha TAXHOTO JCTe.

O nuTeT

Hpoy4BaHuATA OPH IILXOBE HE CA NOKA3aH eheKT BbpXy (GepTHIATETa NPH MEKKATE H JKEHCKHTE
HHIHBHAH (B, TOMKA 5.3).

4.7 Edexrn Bbpxy cnocofnocTTa 3a inodrpane u paGota ¢ Manyamy

CremduarO Ipoydrane 3a OLIEHKA H2 BE3MOXHOTO BIHAHAE HA HBaGPAAHH BBPXY CITOCOGHOCTTA 3a
modupane NPH 3Apasy NOGPOBOMLM He MOKA3a HApYIIEHHS Ha CIIOCOOHOCTT 33 mopapane, Obave, npu
TNOCT-MAPKETHHTOBHS ONAT, ¢4 ChOBIICHH CIydaH Ha HapYIieHa CTIOCOGHOCT 3a MohUpaKE, B pe3yiITaT Ha
3puTe/Hy cumMnTomMy. MsaGpansin Moke fa NpeAH3BHKA NPEXOMHH CBETHHHEH Bh3lIPHATHA CHCTOMIIH C8
TIABHO OT Gocern (Bx. Todka 4.8). BraMoxraTa N0ABA HA TAKABA CBETIHHHH BR3PHATHS TpaGBa ga ce
HMa IPeABHA TIPH Wwodupane ang paGoTa ¢ MAUMIY B CHTYAIMH, TIPH KOUTO MOMe 42 HaCTHIM BHE3ANHA
[pOMAHA Ha MHTEH3HTETa Ha CBETIMHATA, 0CO0EHO NPH HOMHO KopMyBake,

HpabpaznuH He MopHABa CHOCOGHOCTTA 33 paboOTa ¢ MALIMHM.

4.8 Hexenanu nexapcTBenn peaxuay

Q6obmerye Ha npoduna 3a GezonacHocT

Hpabpamus ¢ npoyyes B UIMHWMAN RINHTBAHAY 06XBAIAIH TOYTH 45 000 Y4aCTHHIA,
Hai-qectrte HeMenanu nekapeTBesy peakumy ¢ HBaGPaHH, CBETIHRHN teromenn (pochenn) u
Opanuxapans, ca NO303aBHCHMH X CBBP3aHH ¢ JapMaKOnOTHI s e(peKT Ha IeKAPCTBEHAA MPOAYKT.

CrHcLK Ha HEKENAHATE JEKADCTREHY PeakilHY B Tadmuuen BHA

Crennute HeXeNaHH IEKAPCTBEHH PEaKLMH HIH CLOMTHS e cH00IIABAT 110 BpeME HA KIUHUYHK
U3NKTBARYS H c€ KIaCHQHLIMPAT [0 CHEIHATA YeCTOTA: MHOTO uecTH (=1/10); wectd (>1/100 no <1/ 10y,
HeweeTH (= 1/1 000 10<1/100); peaxu (>1/10 000 xo<1/1 000); mHoOro peakn (<1/10000); c HReu3BecTHA
HecTOTa(OT HANMYHMTE JaHHA He MOe Ja Obae Hanpasena OLIEHKR).

Cucremo-opraunu Kiacose Yecrora Ipeanoquran Tepmun

Hapyigenny ua KpEETA M . 1 Hegectn | Eosnnodumms




JaMnaTa cuereMa

Hapymenua 5a meraGonusma | Heuectn XunepypaxkeMus
H XpaHeHeTOo
Hapymwenns ua sepBRATA Yecrn I'nasofonue, 06uxAoBERO Npes MbpeHs
CHCTEMA MeCel OT NIEYEHHETO
3amaifBane, BEpOATHO CEBP3ANO ¢
6panuxapana
Heuectu* CHHKON, BEPOATHO CBBP3aH ¢ OpanAKapaus
Hapymenns na ounre MHoro yectu | Ceerminnu denomenn (pocdeni)
Yecru 3aMBIICHO BIKAANE
Heuecry * Hunnomma
| HapymeHue Ha 3peHHETO
Hapymenus ga yxo1o n Hedectu CreroBbpreR
JabupuHTa
Copneunn napymenus Yectn Bpamixapans
AV Grok [ crenen (yasmken PQ uarepean
na EKT')
KamepHu excrpacucromm
Mpeackpano MexacHe
Heuectit Nanmuranus, HaaKaMepHY eKCTPACHCTONH
Muoro penxn | AV 650k 2~pa crenen, AV 6ok 3-pa
CTENEH
CHHIpOM Ha GONHUSA CHRYCOB Bh3eN
Cu0BH Rapywenrs Yectnt HexoHTPONMHpaHO KPLBHO HAAATaHE
Heyectn* XHnoToMHs, BEPOATHO CBBP3AHA €
GpanAkapmas
PecnHpaTOpaY, IPLRHK H Hevectn Hucrmes
MEJHACTHHAIHE HADYIIEeHAs
CToMATITHO-YPeRRA Heuectn Tanene
HADYIIeHHN 3amex
Auapas
Kopemna onxa *
Hapymenns na Heuectu* Aurnoenem
KOoxATA H 06
HOJKOKHATSE TEKAH pHE
Penxu* Epurema




Ipyputyc
YprHRapus

Hapymenna a Mmyckyano- Heuectn Myckynus crasmu

CKEJIETHATA CHCTEMA H

ChLEJHHHTEIHATA THKAH

O6mu napymenns n edextas | Hevectu* ACTeHNA, CBBD3aHa BEpOSTHO ¢

HA MACTOTO HA NPHIOKCHHE Opanuxapans
VMOpa, cEbpaaHa BEPOATHO ¢ SpauKapaHs

Penxu * IlpManssaHe, BEPOSTHO CEBP3AHO C

Bpamuxapaus

Wacneasanns Heuectn IToBriuen kpeaTuny B KpEBTa
Ypmaxen QT uurepsan b EKI

* YecroTa ha HexenaHu cbOUTHA OT CHOHTARHY AOKIALH, HITHCACHA npY KITHHHYHHTE
H3NHTBAHHA

Onucanue Ha nzbpannTte Hexenanu JEKAPCTREHH PeakllnH

Ceernunnn hepomenn {(pochenn) ca 6unm crobirent or 14,5% ot NaLHEHTHTE, OOHCBAT CE KATO
TIPEXONHA YECIHYCHA APKOCT B OTPARHHEHA 30H2 OT 3PHTEIHOTO oje. Te OGHKHOBEHO Ce POBOKHPAT OT
BHEIATHY NPOMERH B HHTCHIHBHOCTTA Ha cBeTHHaTa. PocdennTe MoraT CEINO Ja ce ONHMIIAT KaTo
Opeon, pasnajane Ha H300paxeHHeTo (CTPOGOCKONCKH HIIH KaneH oCKOTICKH edexTH), IBETHH ApKH
CRETHWNY WK ABOHHO BIKAaHe (peTHHANHA nepeuctennus). [Tossara Ha docdenn crasa 0GHKHOBEHO B
[BPBUTE ABA MECCLIA OT NEUCHHETO, CEA KOSTO T¢ MOTaT Jia Ce ABARaT MHOTOKPATHO. B nopeueto CaIydan
ce crolurasa 3a docdenn ¢ nexa A0 yMepeHa HETeHIMBHOCT, Bomuky QocterH npeMHHaBAT 110 BpeMe Ha
HIH CIiell NpekpaTaBane Ha JISUSHHEeTO, B NO-TOnAMAaTa 1 Yact (77,5%) no Bpeme Ha neuenmers. ITo-
MaJIko OT 1% OT MaNMeATHTE ¢4 TPOMCHUIH CXXSAHEBHATE CH HABHIIH HIH Ca IIpCYCTAHOBHNH JIEYEHHETO
BbB BpB3Ka ¢ (ocderu,

Bpanuxapaus e Guna croliena ot 3,3% ot nanwesTHYe ocobeno npe3 MLPBHTE 2 A0 3 Meceua ot
3aM04BAHE Ha NeYeHHETO. 0,5% OT naluenTHTe Ca oYW H3pasena GpanuKapans 40 Wi MO-MaTKO
yaapa/min.

B npoyusanero SIGNIFY, npeachpano MbxaeHe e 610 HaGmoRaBano B 5.3% ot TAIAEHTHTE,
npremaiy ivabradine B cparenne ¢ 3.8% B mnane6o rpynara. B cOOpHY aHANH3H HA BCHYKHA ABOHHO-
ClieTTH KOHTPONHPAHH KIMHHYAH NpoyuBauud dasu /111 ¢ npoasmKHTEHOCT OT Halj-MaJKo 3 Mecella,
BmoTBaUIA noBete oT 40 000 naiHeRTy, 1eCTOTATa HA TIPEACKPIHO MBIKACHE ¢ Guna 4,86% nipr
NaUHCHTHTE, ICKYBaHH ¢ HPabpauH, B cpasHeHue ¢ 4,08% npH KOHTPOMKTE, CHOTBETCTRAIM Ha
KoeHUeHT Ha puck 1,26, 95% CI [1,15-1,39).

Ce € HE NON03MPDAHN HEXENAHH
CrobiasateTo Ha MOXOINPAHN HEXENAHH PeaKLHH ClIel pasperasaHe 3a ynorpeba Ha JTeKapCTBEHUs
NPOAYKT € BaXHO. TOBa NI0380/ABa Ag IPOSEIDKH HAGTIOAEHHETO Ha CHOTHOMEHHETO nonsa/pumc 34

TEKAPCTBEHMA IPOAYKT. OT MEIHIHHCKATE CIENWANICTH Ce H3HCKBA A2 ChOGLIABAT BCSK el
HEXKENaHa peakuHs Ypes HAHOHANIHA CHCTEMA 32 Ch00IIaBaHe KoM M3/ IHHTEIHATS 3 OH
NeKapCTBara, yi. ,Jamsan Ipyes” Ne 8, 1303 Codus, Ten.: +35928903417, yebealiT: wv




49 IIpexosupane

CuMoToMH
TpenosupaneTo MOXe Aa JoBEAE AO TEXKA U TPOXEIDKHATEHA OpagyKapaus (Bx. Touka 4.8)

Jlevenne

Texkara Gpamucapnns rpaGea g2 Guhe NEKYBAHA CHMITTOMATHYHO B CHENHANH3HPaHy YCIOBHA. B cnyuai
Ha OpanMKapANS © NOWA XEMOIHHAMHYIHA HOHOCHMOCT MOXe 18 Gbie 06ChISHO CHMITOMATHYHO
AICICHNE BIOYBAINO HHTPABEBO3HY GETa-CTHMYIMPAIII NCKAPCTAEHN POXYKTH, KATO H3OMPEHATHH,
Tpr Hyxaa Moxe fa ce peanpHeMe BpeMenka ChbpZevYHA EeNeKTPOCTHMYALIS,

5. ®APMAKOJIOTHYHH CBOMCTBA
5.1 PapMaKoIAHAMUYHN CBOHCTBA

dapmakoTepanepTHIHa Ipyna: Jleuenne Ha CLPACHHH 3a00NsBaNuA, APYTA ChpACYHH npenapary, ATC
xox: CO1EB17. ‘

Mexanu3eM Ha gelicTphe
HBabpamun e cpescTBO SAHHCTREHO 32 OHWKABAHE HA CEPAEYHATA YECTOTA, AeHCTBAIUG Ypes

CeNCKTHBHA M CTieuu(HYHa HHXHOHLHA Ha eNCKTPHYECKHS /f [IOTOK Ha ChPAETHAA NeHCMeKBD, KoliTo
KOHTPOIAPa CHOHTAHHATA NMACTONRE RENOAAPH3AUMA 8 CHEYCOBAA Fh367l H PETYAMPA ChPASYHATA
HecToTa. ChpAevHUTe edexTy ca crenudwIHY 32 CHRYCOBHA BB3en, 6e3 edexT PEPXY HHTpa-aTpHATHOTO,
TPHOBCHTPHKYNAPHOTO MM HHTPABEHTPHKYIAPHOTO IIPOBOIHO BPEME, HHTO EHPXY MEOKAPAHYS
KOHTPAKTHJINTET Kt KAMEPHATA PENO/IAPH3aLsL.

HpabpanuH Moxce 12 B3aHMOACHCTRS | ¢ SRCKTPHYECKHA /n MOTOK B PETHHATA, KOHTO € MHOTO CXOHEH ChC
cbpaeunnd fr. Tol ymacTsa 8 TeMmopanuaTa pesomonns Ha 3pHTeTHATA CHCTEMA 4pes CKbCHBaNe Ha
PETHHAJIHHA OTFOBOP KbM APKH CBETIHHHH CTHMY/H. [Ips npoBoKupamy o6cTosTencTEa (uanp. 6bpan
NPOMEHHA B APKOCTTA) YACTAYHATE UHXMOHIHA HA /n OT HBAGPAIMH 3ACHNBA CBETTHHHATE BE3IPHATHA,
KOMTO MOTaT Aa ObIAT HOHAKOTa YCETEeHH OT nanHenTHTe. CBeTAHHEHTE BB3NPAATAR (hochenn) ce
OMHCBAT KATO NPEXOJHO YCHIIBAHE HA APKOCTTA B OTPAHMYEHA 30HA Ha 3PHTENHOTO Tose (BXK. TOUKa 4.8).

DapmaxogaaaMuynn edexTa

I'nasrOTO hapmakoaHEaMHYHO CBOMCTBO Ha MBabpajMH IIPH BOBEKA ¢ CHeIMUYHO A032-3aBHCHMO
TIOHRAKCHHE Ha ChPLCIHATA YECTOTA, AHANMSHT Ha PAYKIMUTE HA ChPEYHATA YECTOTA ¢ 403H 10 20 mg
ABAa MHTH THEBHO NOKAIBA TCHICHLHA KbM INIATO-e(ekT, KOHTO OTTORApS Ha HAMANCH PHCK OT TEXKa
Spanuxapaus noa 40 yzapa/min (Bx. Touxa 4.8).

TIpu obuvaifHETe HPENOPEYBAHH 103U MORIKEHMETO HA CBpAcYHaTa 4ecToTa € npubmiaATendo 10
yaapa/min 8 nokoif u npu duzwkecko yenmie. Tosa Bogx 10 HamanaBate Ha ChpAeYHATa paloTa u
KOHCYMAIHATA HA KHCIOPOJ OT MHOKapna.

Hsabpaguu ve mosmuasa BBIPCCHPACUHATA IPOBORUMOCT, KOHTPAKTAANTETA (HAMA HETATHB
HHOTPONEH eeKT) UNMH KaMePHATE PENOAPH3ALAN;




- B KJHHHYHY €1eKTPOGHIHONOTHVHE POYHBaNus HBaCpanus He & ToKasa eexT BrpXy
ATPHOBEHTPHKYNAPHOTO HIH HHTPABEHTPHKYAAPHOTO NPOBOAHY BpeMeHa UK KopurapanuTe QT
HHTepBaJH;

- TpH MAHEHTH C JIeBOkaMepHa AiCYHKIHA (eBokaMepHa n3Tnackeamia dpakiusg [LVEF] MEKRY
30 u 45%) usabpazuu He ¢ HMan HeGnaronpusTed epexr Bepxy LVEF.

Knnnpana edukacroct u 6esomacHocT

AHTHAHFHHOSHATA W AHTHUCXEMHYHATA e(DHKACHOCT Ha WBaGpamuH e GuTa NpoyyeHa B neT ABofiHO-CheH
PARHNIOMUHPAHE NPOYHBaKKA (TPH Cpellly m1anefo ¥ 1o €AHO CPewly aTeHonon B amaonanun). Tean
TpOYHBAHH:A Ca BKMIOUBANH 00mo 4 111 manmesT! ¢ XpoRMHA cTa0HIHA CTEHOKAPANA, OT KoHTO 2 617 ¢a
noNy4aBaiH #eabpa .

Te nokaspar, e #Babpaiun 5 mg JiBa bTH JHEBAO 0Ka3Ba eheKT BLPXY M3NUTBARNTE napamMeTp IpH
HATOBAPBAHS B pAMKHTE Ha 3 [0 4 CeAMHANM ClIe/| 3aN09BaHe Ha evenneTo. [Jokasaua & eduKacHocT ene
7,5 mg Apa b AHEBHO. JIONBIHHTE/MHATA O3A CHPAMO 5 Mg B TbTH AHEBHO € GHa YCTaHOBEHA B
CPABHHTENHO KOHTPOTHPAHO NPOYUBAHE CIPAMO ATCHONON: 00IAaTa NPOAEB/DKHTEHOCT Ha (DH3HIECKOTO
HATOBAPBAHE B MOMEHTA HA MHHHMAITHA JIa3MeHA KOHUCHTPALHSA € HAPacHaNa ¢ OKOJIO | MHHYTa crlen
CAAOMECEHO JIeUSHHE ¢ 5 Mg ABa MBTH JHESBHO H Ce € NoAo0pHIA ¢ NouTH 25 CEKYHAH Cliel
HOUBAKKTENEH 3-MeceueH NepHOJ Aa NeueHHe CIIEA MUPEKTHO PeMARABaHe Ha 7,5 mg ABa ITETH AHEBHO.
Topa npoyyBane NHOTEbKABA AHTUAHTHHOZHATA M AHTHHCXEMHIHA IT0JI2a OT UBAGpAZHH IpH NALHEHTH
Ha BB3pact 65 unk noseve ronuHy. EdwxackocTra na S mg » 7,5 mg nsa mbTH AHEBHO BBpPXY
NapamMeTpUTe Ha TECTa ¢ HarorappaHe (061a NpoLIDKUTENHOCT Ha HATORAPBAHETO, BPEME N0 ZOCTHTAHE
Ha THMATHPAIA CTEHOKAPAHA, BpEME JI0 HRYall0 HA CTEHOKAPAWS ¥ BpeMe Ao AocTrrane Ha ST aenpecns
0T | mm) ¢ Guna NOTBBLPACHA BB BCHYKH IPOYIBAHHA H € Gina CHBP3aHA ¢ HAMADBAKE Ha 9€CTOTATA Ha

GHTHHO3HHTE TIPHCTHIH ¢ 0k0J0 70%. [Ipy AByKkpaTeH JHEBEH NPHEeM HBAGPAIHH HMa TIOCTOANNA 24-
4acoBa ehHKacCHOCT,

B paupomusHpano niane6o konTponupano npoyyusane ¢ 889 nanuenTy, neabpaniy, nobaBeH KM
aTenonon 50 mg eOROKPATHO AHEBHO, TOKAIBA AOTTHAHHTENHA ePHKACHOCT IIPH BCHYKH NIapaMeTpH Ha
CTPSC-TCCTA B Kpad Ha A030BHA AHTEPBAN Ha JIGKAPCTBEHa akTUBHOCT (12 yaca c/ieff nepopanes npueM).

B paspnomusuparo nianeGo-KORTPONHPANO NPOYYBaNe CHC 725 NAlMEHTH HBABPAIUH He € NOKA3AN 110-
roamMa epHKacHOCT el NpHbaBAHE KbM aMNOTHINY 10 Mg BEAHDK AHEBHO IPH MUAAMYMA Ha
JIeKAPCTBEHATE AKTHBHOCT (12 yaca Ce NepopaneH HpHeM), NOKasan No-rofsMa edMKACHOCT IpH KA
(3-4 4aca cen mepopanex mpuem).

B pannomm3npano nnaneGo-KOHTPOIHPARO TPOYYBaHe npH 1277 nauueHTH, upabGpanuH, 100aBeH KEM
AMIIONUTIAH 5 Mg eRHOKPATHO AHEBHO K Hudeaumun GITS 30 mg eqHOKpATHO AHEBHO, € IOKA3AM
CTATHCTHYECKH 3HATHMA JONBIHHTE/HA e)UKECHOCT N0 OTHOMIEHHE Ha OTrOBOPa KbM JIEYEHHETO
(nednuupan K410 HAMANEHHE C Hali-Malko 3 ARrHHO3HH MPHCTRNA 38 CeIMHIE WA yBEJIHMEHHE Ha
BPEMETO A HocTrawe Ha ST genpecis o1 1 mm ¢ Hali-manko 60 s o BpeMe Ha CTpec-TecTa ¢ GATama
IbTeKa) Py HAli-HACKATA NEKAPCTBeHa akTHBHOCT (12 yaca cnen niepopaned npueM Ha HBab
6-cenMueH neproA Ha nedenne (OR = 1,3; 95% Cl £1,0~1,7}; p=0,012). isabpanun He
ROMBIHHTEHA 6HHKACHOCT BEPXY BTOPHYHHTE KpaitH¥ TOUKH Ha apaMeTpHTe Ha cTp ‘f&g‘
: EIf




HHUCKATA NIEKAPCTBEHA AKTHBHOCT, BLIPEKH He € 10KA3aJl JOITBIHATEHA eHKACHOCT Npd nuka (3-4 yaca
CIEA NEPOPATIEH TIPHEM ).

E¢wxacroctTa na HBaGpagnH ce 3an1a3sa HAITLITHO TIpe3 UEMaf 3- Wi 4- Meceues TIEpHOJ| Ha NIe9eHHS
TIpH NIPOYYBAHHATA 33 SPHKACHOCT. JIMNCBAT AAHHH 3a GapMAKONOrHYEH TONEPaKT {3aryba ra
e)eKTHBHOCT), BB3HHKBAII [0 BPEME Ha NIeUeHHE, KAKTO | 3a peGayHy e(exT cnen pasKo CIUpaHe Ha
TeYEHHETO. AHTHAHTHHOSHATE H ANTHHCXeMUIHY edIeXTH Ha WBAGPAZMH Ce CBBP3BAT ¢ 103a-3aBACHMO
NOHHXECHHE Ha CHPACHHATA HECTOTA H ¢hC 3HATHMO HAMANICHHE Ha NPOH3BEICHHETO HA YeCTOTa K
HasiArane (CpACYHA YeCTOTa X CHCTONMO KPHBHO HANATAHE) B NIOKOH 1 110 BpeMe Ha HATOBAPBAHE.
JlelicTBHETO BEPXY KPLBHOTO HANATAHE H NEPH(DEPHOTO CHAOBO CHIPOTUBICHHE € npeﬂeﬁpemmo H HsAMa
KNHHEYHO 3HAYCHES.

Tpalino nowrbKeRNe Ha CHPACYHATA YecToTa € GHI0 JeMOHCTPHPAHO NPH NAUHEATH JEKYBaKH ¢
ABaCpanul MEHUMYM efiHa rogaHa (n=713). He ce HaGmopasa pusHHE BEPXY KPBBHATA 3aXap WM
NHOMAHRS METabOMH3EM,

ARTHaHTHHO3HATA M AHTHHCXEMHYHA epHKACHOCT Ha HBaGpagHH ce € 3anasina npu auaetnud (n = 457)
nipH NpodH Ha 6e30MACHOCT CPABHAM ¢ TO3H B oflaTa oMy IaIHA.

MamabHo npoyysane 3a sabonesaeMocT-cMbprHoeT, BEAUTIFUL, e nposeneso npu 10 917 naupents ¢
HcxeMUIHa GOneCT Ha CHpLIETO H eBokaMepHa aucdyrxnus (JIKOH<40%) na doua Ha oNTUMANEO
nevenye, karo 86,9% oT nauHenTHTe ca Noayyasamy Gera-Gnoxepy. OCHOBPRMAT KpUTEpHIi 33 eduxacHocT
& KOMGHHAUHATS OT ChPAEYHO-CHIOBA CMEDT, XOCTHTATA3ANA FIPH OCTHP HEDApPKT Ha MHOKApZA HIH
XOCIHTATH3ANHS OPajH HOBOBBIHHKHAA HITH BAOLIABALA Ce CHPACIHA HEAOCTATHYHOCT. TIpoydBaneTO
HE NOK23BA PA3NHKa B PONEHTA [PH [IHPBHYHKA KOMOUHMPaH KpaeH pe3y;iTar B IPyNaTa Ha AHEHTHTE,
NeKyBaHM ¢ uBaGpajiiH B Cpasueune ¢ naaneGo rpynata (penatuseH puck meabpamum:mnaueto 1,00,
p=0,945).

IMpu post-hoc NOATPYNA NALKENTH ChC CHMNTOMATHYAA CTEHOKAPAHS 110 BPEMe Ha paHIOMHA3ALHATA
(n=1507) ue ¢ upenTH¢MIApPAH CHIHAN BLB BPB3ka ¢ 6e30MaCHOCTTa N0 OTHOLIEHHE Ha ChPAEYIHO-CHA0BA
CMBPT, XOCHUTASHIANNS OPR OCTBP HHMAPKT HA MHOKAPAA HIH ChPAEYHA HENOCTATHIHOCT (HBabpamn:
12,0% cpenty maaneGo 15,5%, p=0,05).

TIposenetio € MamabHO MpOy«BaKe 10 OTHOIIEHHE HA H3XO0M4, SIGNIFY, mipu 19102 nanmesTH ¢
nexeMueHa GomecT Ha ChpUETO H 663 KIMHHYHA CHPASUHA HENOCTATHYHOCT (JIKDH > 40%) ua dona na
ONTHMANHO OCHOBHO Jiedenue. Hanonssana e Gilna nmo-BHCOKA TepaneBTHIRA cXeMa 0T oXobpenara
AO3HpOBKa (Ha4allHa fo3a 7,5 mg ABa ITBTH IHEBHO (5 INg pa ITHTH AHCBHO, KO Bh3pactTae > 75
TOAUHH) # THTPHpaue 10 10 mg ABa msTH AHeBHO). OCHOBHHAT KPHTEPHH 32 edrkacHocT e Gun
KOMOHHANHATA OT CHPACUHOCHLAOBA CMBPT H/TH HedaTANeH nudapxt Ha Muokapaa. Ilpoyasanero ne
Tiokaiea pasiiMka B IPOUECHTA IPH MbPBHYHATE CHCTaBAA Kpaitua Touxka (TICKT) s rpynara na -
TMAUHEHTHT®, JIEKYBARH ¢ 1BaODaiH B CPaBHEHHE ¢ TTaueGo rpynara (OTHOCHTENEH PHCK
upaGpamu/nnaneto 1,08, p=0,197). CroSmena e 6pamuxapmus npu 17,9% B TPynaTa Ha NAUACHTHTE,
neKysaHu ¢ uBabpagud (2,1% B nnauedo rpynata). Bepanaml, JWITHASEM HIA MOLIHH C» ‘
HEXHOHTOPH ca GHnH npHeMaru ot 7,1% OT MaUMERTHTE TI0 BpeMe Ha HpOYYBAHETO.




Mamko cTatHcTHYECKH 3HaYHMO YBenHueHne Ha [ICKT e Ha0/MoIaRaHo B IpeZBapHTENHO ONpenceHa
TOATPYNA OT NaHEHTH Che CTeHOKapAua Kiac 11 mo CCS wm no-BHcoK TipH BIIOYBaHETO (n=12049)

(4ecToTa Ha nodna 3,4% cpemy 2,9% roxMmuo,

OTHOCHTE/NIeH pHCK HBabpaaun/mnaneto 1,18, p=0,018),

HO HE B OATPYTIaTa OT LANIATA NONY/IAAA ChC CTeHOKapAMs Knac > I o CCS (n=14286) (oTHOCHTENEH _
pack usabpagun/mnanebo 1,11, p=0,110).
Ilo-sHcoKata oT onoGpenara 032, H3NON3BAHA B IPOY9YBAHETO, HE OOACHSBA HAITBJIHO Te3H H3BOAH.

Ipoyasarero SHIFT e roxsmo, MHOTrOUEHTPOBO, MEXIYHAPOAHO, PAHAOMH3HPAHO, ABORHO CIAIIO, C
N1aneGo-KOXTPONKPARH PE3YNTATH HIMHTBAHE, IPOBEAEHO npH 6 505 BB3PACTHA NAMEHTH CBC cTaGMiHa
xpornyHa 3CH (33 > 4 cepmumn), ot IT a0 IV xiag mo NYHA, ¢ samanena nepokaMepHa (paxius Ha
usrnackeade (JIKOH < 35%) u cepaeuna yecToTa B NOKo#H > 70 YAapa B MHHYTA.

[MaumenTrre ca nonyuasanu craHAapTHO JIeYCHHE, BKMOYBAIo Sera-Gaokepu (89%), ACE-unxuburopn
H/MTH aHrHOTeH3uH 1T aHTaroHHCTH (91%), maypetui (83%) 1 aHTATOHMCTH Ra annocrepona (60%). B
rpynara Ha ueaGpanun, 67% OT nanueHTHTE ca GHIA TeKyBaHH ChC 7,5 mg ABa NbTH AHEBHO. Meamanara
Ha NPOSBDKHTETHOCTTA Ha TEPHOAA Ha npocneiaBaHe e Ouna 22,9 Mecena. JedeHuneTo ¢ HBabpanud e
GHJIO CBBP3aHO C HAMANIABAHE HA CHPIEUNATA JECTOTA CPenHo ¢ 13 yAapa B MHHYTA OT H3XOHHATA
croliHocT oT 80 ynapa B MuHyTa. Paznukara B ChpAetHaTa 4ecToTa MexAy HBadpaguH W naanedo
rpymmte ¢ 6una 10,8 yxapa 8 MuHyTa Ha 28 fiew, 9,1 ynapa B MHHYTa Ha 12 Mecen u 8,3 yaapa 8 MunyTa

Ba 24 mecen,

IIpoyuBaHeTo NEMOHCTPHPA KNHEAYHO H CTATHCTHYECKH 3HATHMO HaMaNneHHEe Ha OTHOCHTEHHA PHCK ¢
18%, Ha wecroTara Ha TRPBUHHATA CHCTABHA KpalfHa TO4Ka Ha ChPACUHOCHA0BA CMBLPTHOCT H
XOCTIHTA/TH3ALHA, TOPAAH BIIOIIABAHE HA CHPASHHATA HEJOCTATHUYHOCT (xoedmumesT Ha pucka: 0,82, 95%
CI[0,75;0,90] ~ p<0,0001), ycTaHOBEHO 10 3 Mecena Clle 3aNO4BaHe HA Jederuero, PeaykuusTa na
albcomornus puck e Guna 4,2%. Peayirature mo MHPBHYHATA KpaliHa TO'Ka Ce H3BeieHH IJIABHO Ypes
Kpal{HHTe TOYKH ChPAEHHATA HeAOCTATEYHOCT, XOCTIHTAIA3AUMS NOpaad BACIIABAHE Ha ChPACYHATA
HENOCTATHYHOCT (abCOMOTEH pUCK HaMalteH ¢ 4,7%) ¥ CMLPT NOpalk ChPAeYHA HELOCTATHYHOCT

(abcomoTen prck namanet ¢ 1,1%).

Edext ot neveniueto pbpxy mepBudHATA CHCTABHA KpaliHA TOYKA, HEMHHTE KOMIIOHEHTH 1 BTODHYHHTE

Kpaiiiu TouKy.
Heabpaaun [lnaneGo
_ Koegunuenr ua
(N=3 241) (N=3 264) : p-croituocT
1 (%) n (%) pucka [95% CI]
ITspBHYHa cheTaBHa KpafiHa Touka | 793 (24.47) 937 (28,71 0,82 {0,75; 0,90] | <0,0001
Komnonenru:
- CopmeunocsaoBa CMBPT 449 (13,85) 491 (15,04) 0,91 [0,80; 1,03]
- XocnATATH3ALEA HOPATK 514 (15,36) 672 (20,59) 0,74 [0,66; 0,83]
snomabpaye va CH
Hpyra sropuann kpaiinu Touku: 503 (15,52) 552(16,91) 10,90 [0,80; 1,02] |
- Obimia cMBPTHOCT 113 (3,49) 151 (4,63) 0,74 [0,58;0,94)7 X
- Cwmpptor CH 1231 (37,98) |1356 (41,54) 10,89 [0,82;0, : P
- Obw 6polt xocnaTanu3anum 977 (30,15) 1122 (34,38)  {0,85[0,78; 0, A 4.0,00¢]
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- XocrnHTanuzanus nopany
CBPIEYHOCHAOBH IPHYMHH

Hamansisauero » bpBUYRATA KpaifHa e/ e HabIIoABaHO NOCTOSAHHO, HE3aBHCHMO OT ITOJ, K/Iac 1O
NYHA, HcXeMHYE2 Wi He-HCXEMYMHA STHOJIOTHS Ha CHPAETHATA HEQOCTATEIHOCT | aHamHesa 3a
CBHITBTCTBALL AHAOET WIH XHIIEPTOHUS.

Tlpu moarpynara manuenTH cue ChLPACYHA YeCTOTa 275 yaAapa B MEHYTA (n=4 150) ¢ HabmozaBano Mo-
TOMAMO HAMANABAHE Ha ILPBUYHATA CLCTABHA KpaltHa Touxa ot 24% (koepunuenT Ha pucka: 0,76,
95%CI [0,68;0,85] — p<0,0001) u ra npyrure BTOPHYHY KPa#HH TOWKY, BRITIOMHTEIHO 06N CMBPTHOCT
(koeuimenT Ha pucka: 0,83, 95% CI [0,72;0,96] — p=0,0109) u cupacuHOCHAORA CMBPT (KORDHLNEHT Ha
pucka: 0,83, 95% CI [0,71;0,97] — p=0,0166). ITpn Taza noarpyna nauneHTH, NpodATET HA GE30MACHOCT
Ha #BabpayH, CHOTBETCTBA ¢ TO3M Ha 00m[aTa HIOTTYALHA.

HaGmonagan e sHaumTenen edexr BbPXY NbPBHYHATA CHCTABHA Kpaiilia Touka, ipn ofwara rpyna
TalieHTH, DpHEMAIUY fedcHue ¢ Geta-GnokepH (koeduuuenT Ha pucka: 0,85, 95%CI [0,76;0,941). ITpu
TIOArpynaTa MAHEHTH, CbC ChPAEYHA YeCTOTa > 75 yAapa B MHHYTA M Ha NpenOpBIHTENHATE TAPTeTHA
Aoza Ha Oera-0niokep, He ¢ Gina HabM0ABAHA CTATHCTHYECKH 3HAAME HOI3A BEPXY 'EDEHYHATA
CECTaBHA KpaliHa ToYka (KoeduiuenT va pucka: 0,97, 95%CI [0,74;1,28]) u BBpxy ApyrHTE BrOpHUHM
Kkpal{HH TOYKH, BRIIOYHTEITHO XOCTHTAH3ANAS nopanu priomasare Ha CH (koedwuument Ha pucka; 0,79,
95%CI [0,56;1,10]) HaM CMBPT OT CHPAEUHA HENOCTATHYHOCT (xoedunuenT Ha pucka: 0,69, 95%CI
[0,31;1,53)).

HMa snauuTenno nozoGpenne Ha knaca no NYHA, CpAMO NOCTIeAHATa OTHeTeHa CToliHOCT: 887 (28%)
OT NALHEHTHTE Ha HBAGpPaAHH ca AMANK NoA0GpPeHHE, B CpaBHEHHE Che 776 (24%) ot nanuenTMTe Ha
nnane6o (p=0,001). :

Tlpw parnoMusnpano naue6o-KOHTPONHpano Npoyusane ¢ 97 NauHEHTH AaHHUTe, COPaHH N0 BpEME Ha
CreMHGHYHH OQTaTMONOTHYHH NpOyYBAHHSA, UEAWH AOKyMeHTHDaRS Ha PYHKUUATA HA CHCTEMMTE OT
NpbYALH U KORGHYKH 4 Ha BE3XOAALINA 3PHTENCH ILT (HATIp. CNIEKTPOPETHHOTPAMA, CTATHYHU H
KUHCTUHH 3PUTETHH TI0/IeT4, URETHO BIKAAHE, 3PHTEIHA OCTPOTA) NPH NANHEHTH, NEKYBAHH C
#Ba0paiNK 32 XpORWIHA CTAGWIIHA CTEROKAD/IMA B IPONLIDKEHHE HA [TOBSYE OT 3 TOAHHH, HE Ca NoKa3anu
PeTHHANHA TOKCHYHOCT.

lleagarpyyna nonynanus

[poseneno e panzoMu3HpaHo, ABOHHO cING, nnane6o-KOHTPOIMpPano Mpoy4Bate cb¢ 116 neAnaTPHIHH
nanpenTH (17 Ha Be3pact 6-12 mecena, 36 na Bu3pacT 1-3 roaAEy U 63 Ha BB3pact 3-18 roguny) ¢
XPOHMYHA CBPACTHA HENOCTATEYHOCT M AHJIATATHBHA KAPHHOMUONATHS {DCM) sa dona Ha onTHMaHO
OCHOBHO Jle4eHHe. 74 ca mofyuunu upabpanun (croTHOWEHHE 2; 1). Hauannara zosa e 6una 0,02 mg/kg
ABa IBTH AHEBHO BLB BR3PacTOBaTa NOATpyna 6-12 mecena, 0,05 mg/kg, nBa rpTH AHEBHO TpH 1-3
romuuy o 3-18 rogunn <40 kg, u 2,5 mg ABa MTH AHEBHO npu 3-18 roausu u > 40 kg, Jlosa :
4IaNTHPAHA B 3ABHCHMOCT OT TEPANCBTHHRYNA OTFOBOP © MAKCHMAIHA A03H OT 0,2 mg/kg a‘;ﬁ’l‘»"ﬂ g 2
AuesHo, 0,3 mg/kg ABa METH AHEBHO U CHOTBETHO 15 mg fiBa TbTH JHEBHO. B ToBa Tpo; e i;u )

e OHI NpANOKEH HIH KaTo NIepopaliHa TeuHa (opma HIH KaTo TabreTka fBa MLTH NHER




PR3Ka BLB PapMakOKHHETHKATA MEXKAY Te3H ABe $opMH ¢ Guita MokasaHa B OTBOPEHO PaHAOMUIUPAHO
KPBLCTOCAHO [IPOYYBAHE C Ba MEPHON2 NIPH 24 3ApaBH BB3PacTHH AOOPOBOMIA.

Hipu 69,9% or maumenTHTE B rpynata na HBabpannH e GHIIO MOCTUIrHATO HAMAIABARE Ha CEpACYHATA
4ecToTa ¢ 20% Ges Gpamukapaus cupaMo 12,2% B miane6o TPYmAaTa o BpeMe Ha NePHOna Ha THTPHpaNE
OT 2 A0 8 CeaMHIIH (CHOTHOLICHHE HA IIAHCOBETE: E=17,24, 95% CI [5,91 ; 50,307).

Cpennute Ao3u HBAOPAZKH, KOHTO IIO3BOMNABAT N4 O IOCTHIHE HAMaJABAHE HA CHPACYHATA SECTOTA ©
20%, ca 6inn croTeTHO 0,13 + 0,04 mg/kg nBa meTH AHEBHO, 0,10 £ 0,04 mgfkg nea BTH AEEBHO 1 4,1
+2,2 mg 1Ba WBTH AHEBHO BLB BR3PACTOBHTE noArpyny 1-3 ronuns, 3-18 rogaus u <40 kg » 3-18
roauny ¥ = 40 kg, ceorBeTHO.

Cpennara JIKOH e napacTrana cpeano ot 31,8% o 45,3% na MO12 8 rpynarta Ha weaSpauun crpsaMo
35,4% no 42,3% B mnauebo rpynara. Hva noaobpenne B knaca no NYHA npu 37,7% or NAIMEHTHTE,
pueMautH uB2bpanuH, cnpamo 25,0% n wnanebo rpynara. Teau noxodpenns He ca GUNA CTATHCTHYECKH
3HATHMH.

TIpodmrsT Ha Gesomacnocr, cnex 1 roapHa, € 611 NoZ00eH Ha TO3K, ORKCAH NPH PH3PACTHH NAWHEHTH C
XPOHHYHA ChplieyHa HeNOCTATHYHOCT.

Arirocpounute epextn Ha HBaGpanuH BBPXY pacTexa, myfeprera u oSi0TO passiTHe, KAKTO H
AB/ITOCPOYHATA e(PHKACHOCT HA IEYEHHETO ¢ HBAGPATHH B HeTCKATA BB3PACT 34 HaMajIaBaHe Ha
CHPACTHOCHAOBATA 32001EBACMOCT M CMBPTHOCT He ¢a G NPOYUBAHH,

EBponefickata areHnas 1o jiekapcTBaTa 0CBOGOKIABA OT 3aTbIDKEHUETO 32 TIPEAOCTABAHE HA
PESYNITATATE OT NPOYYBAHHATA € pedhePEeHTHHA IEKAPCTEEH NPOAYKT ChAbPAKALL HBa0pajH BbB BCHIKH
TNOATpYNH HA OAHATPUIHATa OMYALHA 34 NEISHHETO Ha CTEHOKAPANA.

Esponeifckata areHma no rexapcreata 0cBoGOXIABRA OT 3aADILKCHHETO 38 IPEAOCTABAHE HA
PESYITATHTE OT IPOY4BAHUATA C pehePEeHTHAS NEKAPCTBEH NPOLYKT ChABPIKAL] HBabpanyH HpH fena Ha
BE3pact oT (f 1o 6 Meceua 3a eTeHHETO Ha XPOSKYHA CHPACIHA HEIOCTATEYHOCT.

52 PapMaKOKHHeTHYHH cBolicTea

Ilpr $pH3MONOTHYUHY YCIOBHA HBASPANUE Ce OCBOBOKAABA Obp3o oT TabneTKHTE W ¥Ma BHCOKA
BOZopa3TBOpHMOCT (>10 mg/ml). HraSpamun npeacTannssa S-eHaHTHOMED, KONTO He peTHpNgBa
Onokousepcys in vivo. N-geamerumipanust ACPHBAT HE MBAOpaZuH Gellle MIEHTHHHIHPAH KATO [iaBen
AKTHECH MeTabOMHT MPH YoBEKa.

Abcopbnua u GuonAMUHOCT

HBabpazus ce abcopGupa G120 U NOYTH HATHIHO Cea nepopaTHO NPHAOKEHHE ¢ JOCTHraHe Ha
MaKCHMAIHa {1a3MeHa KOHIEHTPALMS Ciiex okono 1 wac npu npueM Ba roanHo. AGCOMIOTHATS
GuoHaTHYHOCT HA QuIMupannTe TabneTiE € Oxono 40%, HopaxH eexTa Ha IBPBO NPEMUHABAHE B
HEPBATA H YepHRA Apob.

XpaHara 3a6asa aGeopGuusTa ¢ npuGamsarenHo 1 yac | YBennuaga excnosuuuata ¢ 20 no 30%.
IprembT Ha TabneTxata O BpeMe HA XpaHeHe ce TIPenopBYea, 3a Jja C¢ HaMa/I9T HHTPaUH/IHE HTE
TIDOMEHH B EKCHO3UMUATA (BXK. TOUKa 4.2).

Pazupeneneuue




HBaGpanun e nprémasaTentio 70% cBbp3an ¢ MIa3MeHyTe HeATHIH | CTAlIHOHAPHHAT 0DeM Ha
pasTpeeNnennie Ipy NauHeHTH ¢ 6a3bK 1o 100 1. MakcHMaflHaTa Nna3MeHa KOHUEHTPAIHA Cllen
XPORI'HO NPRIIOKEHNE B IPENOPBYBAHATA 032 OT 5 Mg ABA ILTH JHEBHO & 22 ng/mi (CV=29%).
Cpeanara crauuoHapha IasMeHa KoHIeHTpanka ¢ 10 ng/ml (CV=38%).

bu OpM:

HBabpamiu ce MeraGonn3npa raBHo OT YepRHs APob ¥ 9epBaTa camo Ype3 OKCHIAIHS ¢ HETOXpoM P450
3A4 (CYP3A4). TnaeHHST aKTHBEH MeTaGOMUT € N-aesMeTHnupatusT gepuear (S 18982) ¢ excnozumma
Okono 40% OT Ta3y Ha K3KOAHOTO BelliecTBO. METabONU3MET Ha TO3H AKTHBEH MeTaboHT CBHIO BKJIOYBA
CYP3A4, Usabpannn uMa HHCEK aduanTeT K6M CYP3A4, He BOZH 0 KNMHEYHG 3HANAMA BRLYKIMSA
HnH HEXuOHUUA Ha CYP3A4 H, cienopatenno, € Malko BEpOSTHO Aa NPOMEHH MeTaboTH3MA HIH
NIasMenaTa KORLeHTpalya Ha cyGerpature na CYP3A4. Hanpors, MOUHETE HEXBOHTODH U HHIYKTOPH
MOTaT 3HaUHTENHO Aa 38CEIHAT IUIA3MEHHTE KOHICHTPaUMH Ha HBabpaaus (B, Touxa 4.5)

Enwvunnpane

HBaGpanuH ce enMMHHEpA ¢ OCHOBEH MONMYKUBAT 2 uaca (70-75% or AUC) B nnasmara n edexTHBCH
nony-xueot 11 qaca. ToransuaT kimMpbHC ¢ nowtd 400 ml/min, a GEGpeUHHT KIMPEHC ¢ OKoNo T0
ml/min. ExckpenpsTa ua MeTaGo/IMTHTE ce OCHLIECTBARA B CXOIHA CTENEH 9pes 3NPaKACHUATE 0
yparara. Oxono 4% ot opanHaTa JO3a Ce eKCKPETHPA B HENPOMEHEH BHI B YPHHATA,

JunelinocT/HenunelinocT
Kunerukara ua upadpajin uMa NHAEEH XapakTep B AHATIA30HA Ha opaiHo fosupane 0,5 ~ 24 mg.

CheuHanuu momyauun
Cmapuecxa svspacm

He ca namonasanu dapMakokureTHUHE pasnuki (AUC u Cmax) Mexry No-Bs3pacTaH (>65 TONHHH)
HJIH MHOIO BL3PAcTHH NAHEHTH (275 rojHHH) H of1uaTa IIOmynauus, (BX. ToUka 4.2).

Bvbpevno yepexcoane

Bauaruero Ha 6u6peunara HeOCTATEMHOCT (KPEATHHHHOR KIAPHHC oT 15 50 60 ml/min) BBpxy
{apMakokHHETHKaTa Ha HBAGPATHH € MEHUMAJIHO BHB BpPB3Ka C HUCKHAA NPHHOC HA 660peYHAY KIMpPBHC
(oxomo 20%) kbM ofnaTa enuMEHAIWA KaKTO HA HEAGPA/IUH, TAKA M Ha TIABHHS My MeTabomauT S 18982
{Bxk. TOUKa 4.2).

Yeprnodpobno yepeacoane

Ipn naumenTr ¢ neko uepHoRpPoGHO yspexcaane (Child Pugh cxop Ao 7) AUC wa HECELPAAHNS
HBabpaauH U rIaBHUS aKTHBEH MeTaloNHT ¢a GHIH ¢ oKono 20% IIO-BUCOKH, OTKOJIKOTO IIPH JIMIA ¢
HOpMaJna 9epHONpoGHa GYHKIKS. JTaHANTE Ca HEOCTATHYHH, 3a 14 Ce HAIPABAT H3BOIH TIpH NAUHEHTH
C YMepeHo 9epHOApoGHO yBpeskane. JIANCEAT JAHHY NPX NAUKEATHE © TEXKA TEPHOZPOGHA
HEAOCTATHUHOCT (BX. TOUKH 4.2 u 4.3).

Heduampuuna nonyrayun
DapMAKOKHHETHYHUAT IPODHST Ha HBAGPANHH NPH NIEIHATPHYHATE TAITHEHTH ¢ XPOHUY
HEIOCTATEHHOCT Ha BB3PACT OT 6 Mecena 0 MO-MaIKo oT 18 roauxs e nogoben Ha



OIHCARA TIpH BB3PACTHH, KOTaTO ce NMPHJIAra CXeMa 3a THTPHpaHE Ha 103ata, GASHPaHa OT BR3pact |
TErNO,

Bpe3ka Qapuakommgxajmmgomamnxa (PK/DM

Anami3bT Ha otHOWeHHeTo PK/D]] nokassa, de CBPACHHATA YeCTOTA HAMANARA TIOYTH NHHENHO ¢
HApacTBaHE Ha [Na3MEHHTE KOHUEHTpalMH Ha ABabpanud u S 18982 3a nosm o 15-20 mg ABa TbTH
AueBHO. I1pr no-BHCOKH AO3H NOHMKEHAETO Ha CHPIETHATA YeCTOTA BETE He & MPONOPIHOHAIHO HA
ILI23MEHHTE KOHLCHTPAHY Ha HBabpajuH H NOKa3Ba TEHAEHUHS KbM JOCTHraHe Ha IIATo. BHCOKHTE
CKCIO3HIMY Ha ABaOpaniH, KOHTO MOTAT Ja HACTBIAT, KOT4To 1BabpaliH Ce NPUNOXH B KOMOHHALHMA
obC CHIHE CYP3A4 nHXHGUTOPY, MOTAT fia JOBEAAT 10 TPEKOMEPHO NOHIDKEHHE Ha ChPAETHATA YECTOTa,
BRIpPEKY He TO3H PHCK HaMa/ABa HpA yMeperu CYP3A4 umnwuburopu (Bx. Touku 4.3, 4.4 1 4.5).
Bpbakara OK-OJ na npaGpasuH NpH NeTHATPHYHETE NALHEHTH ¢ XPOHHYHA CBPASUHA HETOCTATHYHOCT
Ha BB3PACT OT 6 Mecelia 10 1o-Manako ot 18 ronAnu e nono6Ha Ha Bpb3kaTa OK-OJl, omicana npu
BB3DACTHH,

5.3 HpeaknuBnynn JaHRH 32 (e30NacHOCT

HexnuuuvnuTe JaHHY He MOKA3BAT OCOOEH PHCK 33 X0pa Ha, 643aTa HA KOHBEHIHOHANHUTE
(apMaKoNOrHyHH H3MHTBAHKA 33 GE30MACHOCT, TOKCHUHOCT NpH MHOTOKPATHO NpHarage,
TCHOTOKCH'HOCT, KapUHHOrGHEH NTOTeHIHaN. TTpoyyBaHHATA 32 PENpPOAYKTHEHE TOKCHYHOCT ¢4 MOKA3a/IH
nenca Ha eekT Ha Weabpanun Bepxy GEpTHIHTETA IIPH MBXKKH ¥ KEHCKH ITEXOBE, Koraro 6pemennn
NaGOpaTOPHE KUBOTHH Ca GHITH TPETUPAHM 11O BPEME Ha OPrAHOTEHE3ATa C eKCIIO3HLMH, ONH3KA Jo
TePaNEBTHIRATE A03H, € Ohia HablloAaBaHa N0-BACOKA HECTOTA Ha GeTYCH Che CHPACYHH siehekTH npr
NIBX0BE H MaTbk Gpot eTyCH ¢ eKTPONAKTHNNS DpH 3aiiuy.

IlpH Kydera, Ha KOHTO € faBaH HBaOpamHH (HO3K OT 2, 7 WM 24 mg/kg/nen) 3a eana rofHHa, ca
Habmonasany 0GPaTHMH NPOMEHH HA GYHKIHATA HA PETHHATA, HO T HE Ca OHIIH CBHP3AHH ¢ YBPEKIAHE
HA OuHUTE CTPYKTYPH. Tesu NaHHK CROTRETCTBAT Ha dapMaKoNOrHIHMA edekT Ha #BalpanuH, CBbp3aH ¢
E3aUMOIEHCTBHETO MY ¢ XHNEPNOAAPA3AUKORHO-AKTHBHPAHHTE /), TOKOBE B PETHHaTa, KOATO €4 MHOTO
CXONHH C ) TOKa Ha ChPACYHHA neficMelKnp.

Jpyru ABATOCPOYHH NPOYYBAHHS ¢ MEOFOKPATHH J03H H DPOYYBAHHSA 34 KAPUMAOTEHHOCT He ¢a A0BENH
RO paskpHBaHE Ha KIHHMYHO 3HAYHMH HPOMEHH.

OueHKa Ha PUCKA 33 OKOIHATR cpena (ERA)

Onerkata HA PRCKA 38 OKOAHATA CPefa OT UabpaguH e [IpoBeJicHa B CHOTBETCTBHE ¢ EBPONEHCKOTO
PEEKOBONCTBO 33 ERA.

PesynTatate OT T3 NPOYYBAHHS NOAKPENAT JHICATA HA PHCK 33 OKONHATA cpena oT uBaGpammK u Tol He
TNpeACTABIISBA 3aMIaXa 32 OKONHATR CPela.

6. QAPMANEBTHYHH JATHHT
6.1 CnHcBK H2 NOMOLHMTE BEUIECTRA

Tabremno sdpo




JlakTo3a, Ge3bonua

Mamuron (E421)

Manronexcrpun

Kpockapmenosa narpuit

Cruimnue nuokena, konounex Gessonen (E551)
Marnesues creapar

Duamosa obeusra
Onaznpa 200F240001 pososo;
Monmusaamnos anxoxon (E1203)
Tank (E553b)
Turanos nuoxcun (E171)
Maxkporon 3350 (E1521)
Metaxkpunora kucenmsa - THI axpuaat kononuamep (1:1)
ot sxenesen okeug (E172)
Uepsen xkenesen oxeun (E172)
Harpues xunporen kapGonar (E500)
6.2 HecreMecTaMocTH
Henpunoxumo.
163 Cpox B2 rogrocT
3 roguum.
6.4 Crennanan ycioBus B3 chxpanense
Tosn nexapcTeer nponyxT He M3HCKBA CEUHATHE YCHTOBHA Ha CHXPAHEHKE,
6.5  BHA W cHALPKANNE Ha OMAKOBKATE
56 i 112 Paerom pumupanm TaGnersu ca onakosary 8 PA/A/PVC//AL SmAcTepha OTIAKOBKA.
Bmucrepure ca onakoBanu B KapTOHCHH KYTHH.
He BCHUKM BHIOBE ONAKOBKH MOTAT 1a Obnat mycrartu B npogaxGa.

6.6 Cremuasnun npeapasnm Mepicy NPY MIXBLPIAAHE

Hama cnenmanan uancksanns.

7. NMPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEEA

Gedeon Richter Ple.




Gy6mréi Gt 19-21.
1103 Budapest
VHrapua

8 HOMEP(A) HA PAZPEIIEHHETO 3A YIIOTPEBA

Paenom 5 mg punmupanu tabnetu: 20170142
Paenom 7,5 mg punmupann Tabnerxu: 20170143

9. HAATA HA ITBPBO PAIPEIIABAHE/MOAHOBSABAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

Hata na mepBo paspemasane; 26.04.2017
Jara Ha nocnegHO noaHOBgBaHE:

10. AATA HA AKTYAJIM3APAHE HA TEKCTA

30.06.2019




