. KPATKA XAPAKTEPHCTHKA HA DPOI[YRTA

1. HME HA JEKAPCTBERFS IPOJVKT WARBARATER A Py T
, C Co Kiopamxa xaparrepucming i
HnesrKa 5 mg ¢puiMupasy Tabnetkn E npogykma onse 1
Inevica 5 mg film-coated tablets : .- [ KoaPsz A . a/ v / ?-‘-’/ﬂ? 9’
" Hn 7,5 mg b —_— ‘ ' Paspewmmé’.?‘;.?a’ 3 l]1 09
eBuKa 7,5 mg GunMuparu TabneTku
Inevica 7,5 mg film-coated tablets BG/MA/MP 3923
' o OgoSoemse Ne ..., . . . Soooorororneee.

2. KAYECTBEH H'KOJ]H‘!EC_'I‘BEH CbCTAB

Huepyka 5 mg -
Beaxa dumvupana tabnerxa chabpxa S mg ma6pamm (ivabradine) (xaro xunpoxnopun)
l'IOMou:[Ho BELIECTBO C H3BECTHO jelicTBHE: 53,65 mg TIAKT03a MOHOXHIPAT

 Huepuka 7.5 mg
- Besika puwimupana Taﬁne'ma CBABPKA 7,5 mg nBaGpamm (ivabradine) (xato xn,upoxnopn,u)
Iomomno pemecTBO ¢ u3BecTHO AeticTHe: 80,48 mg akT02a MOHOXHApPAT

3a METHES CITHCBK Ha TIOMOMIHMTE BEMIECTBA BIDKTE To4Ka 6.1.

3, JIEKAPCTBEHA tDOPMA

CDwmnpaHa Taﬁne'rxa

Hnepuka 5 mg: bata wiu nodtH 6sna, OBaiHa, ABOHHOM3MbKHANA GHAMHpaHa TabaeTKa, 'Ma'pmpaﬂa c
“A274” oT enHaTa CTpaHa | C IETUTENIHA UepTa OT ApyraTa ¢TpaHa, ¢ pa3sMepH Ha Tabnerkara 8,2 x

4,1 mm. TabneTkara Moxe aa ObJe paznencHa HAa ABE PaBHH JO3H.

Vnepuxa 7.5 mg: Bana win routy 631a, TPUBIBIHA, JBOHHOM3ITEKHAA dmnmupana TabneTka
MapkupaHa ¢ “A2677 0T eiHaTa CTpaHa, ¢ pazMepH Ha TaGneTkara 7,5 x 7,2 mm.

4. KIMHWYHA JIAHHU

4.1 TepaneBTHYIHE NOKA3AHAY

CHMI‘{TOMaTH'-IHo JIeYeHHe HA XpoHMYHA cTabuIHa cTeHoKapaHs

HBabpannu e nokasaH 3a CHMITOMATHYHO JleHeHHe Ha XpOHU4HA cTabHITHA CTeHOKAPIHSA TIPH
BB3PACTHH ¢ HCXeMHYHA G0JIECT Ha CHPLETO ¢ HOPMAEeH CHHYCOB PHTBM U C'bp)le‘lHa H4eCTOTa
> 70 yaapa B MHHYyTa. ABabpamuH e nokasaH:
- (IPH B3PaCTHH, KOHTO HMAT HETIOHOCUMOCT HITH IPOTUBOTIOKA3AHHE 33 ynotpeba ua Hera-
6IIoKepH;
C- wiM B xomOunammsa ¢ GeTa-Grokep npy TIAIIMEHTH, KOMTO HE ce TIOBJIMABAT OT ONTHMANTHA 1032
fera-Grokep. ‘

 Jleuenye Ha XponuuHa ceplieiHa Henocrarbutocet (CH)
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4.2 Jo3dpoBKa H HAYHE HA np'mmmefme
Josuposka

CUMnmoManmmno 1evenue Ra XPONUIRG CMabunna CIenoxapoust o

Tperopnasa ce PEINEHAETO 33 3ANOYBANE Ha JICHSHHE HIIH 33 THTPHpAHE Ha JO3aTa /1A ce W3BBPIIH
Npi HATHMHETO Ha NOpeIlia OT USMEPBAHHSA HA CHPACUHATA YeCTOTa, EKT HoTH aMGyna’roPHo
24-gacomo npocieaaBae.

Ipy nampeHTH NoA 75 roAWHE HAYANHATA ,aosa Ha wBabpajuH He TpabGea na npenmnasa 5 mg aga
uTH AHesHo. Cllen TpH 10 9eTHPH CeAMHIIH JICUeHHE, aKO NALMEHTHT BCE OIe HMa CHMITTOMH, aKO
HAMAITHATA 71034 Ce NoHacA Aobpe A aKko CHpeyHaTa 9ecToTa B IOKoH 0cTasa Han 60 yxapa B MulyTa
TP NAUMCHTH, KOUTO NPUEMaT 2,5 mg nba ITeTH NHEBHO WIH 5 mg ABa TETH JHEBHO, I033TA MOXE Jia
Ce MOBHINK JIO CIIEABALIATA [0-BHCOKA 1034, Hompmama’ra Ho3a Be TpaGBa Ja wanpMnasa 7,5 mg
IBa IETH JHEBHO.

AKC CHMIITOMHTE Ha cmﬁoxapm He ce moZo6pAT 10 3 Mecewa oT Haqa.norro Ha neqenne'ro,
NederneTo ¢ HBabpanuy Tpabpa Ka ce npekpaTH. :

- B nonninenne, npexpatspane Ha eyeHHETO TPAOBA A2 ce OOMHCITH B cnyt{af»i 4e HMA caMo
QrpasHyeH CHMITTOMATHUEH OTTPBOP M KOTaTO HAMA KIHHMYHO 3HaYMMO HAMAJIABAHE Ha CBpP/eYHaTa
4eCTOTa B OKOH B PAMKMTE HA TPH Mecela.

AK0 110 BpeMe Ha JIeUeHHeTo, ChpAeHHaTa YeCTOTa B OKo# cnajHe mox S0 yRapa B MuHyTa ‘

(yzapa/min) WIH DallHEeHTET NONYYH CHMITTOMH, CBEP3aHM ¢ OpaaMKapaus, KaTo CBETOBBPTEK, yMOpa

HIH XHIOTOHHS, 103aTa TPAGRA fa Ce MOHKIKM NOCTENEHHO, BKIOUHTENHO H HAN-HACKATA IOMYCTHMA

A03a oT 2,5 mg nBa MBTH JHEBHO (TTONOBHH TabjeTka 0T 5. mg 1ea mbTu AHeBHO). Crell noHkaBaHe

Ha 03aTa, ChpAeYHaTa YecToTa TpHOBa na ce npociaeassa {Bx. Touxa 4.4). Jleuenero TpaGea na ce

TIPpekpaTH, ako CHPACHHATA YeCTOTa ocTaHe nox 50 ynapafmm ¥UTH CHMITTOMHTE Ha Opaapkapaus
NEPCHCTUPAT BLIIPEKH TIOHH)KaBAHETO Ha J03aTa.

i

Jevenue na xpouuwa c'bpaeqna HEDOCMAMBYHOCH]

Jleuennero TpabEa N1a ce 3an0UHe CaMO NPH NAIMEHTH ChC CTAGHITHA CHPASTHA HEZIOCTATBYHOCT.
TTpenopbyHTEiHoO © NeKyBalllii JieKap Aa MM OIIHT B JICHEHHETO HA XPOHHHHATA ChpedHa
HENOCTATHYHOCT.

O0uyaiiHaTa NpenophUHTETHA HAYANIHA 7032 Ha unaﬁpannn e 5 mg /1ga ObTU AHSBHO. Cnen fieyeHUe B
NpOABIDKEHHE HA JBE CEIMHITH, A03aTa MOXKe A3 Ce MOBHIMHK A0 7,5 mg ABa IIETH JHEBHO, AKO
CBpACYHATA YECTOTA B MOKOH € MOCTOAHHO HaX 60 yaapa B MHHYTA HIH 14 ce IOHIKH 10 2,5 mg apa
" NBTH JHEBHO (NONIOBHH TabneTka oT 5 mg /1Ba MBTH JHEBHO), KO CHPISYHATA YECTOTA € MOCTOSHHO
nox 5O ynapa B MMHYTa WIH B ClTy'aii, Ye ce MOABAT CHMITTOMH, CBBP3aHH ¢ Opanukapnus, kaTo
3aMAaAHOCT, YMOPA WIH XMIIOTORMSE. AKO ChpAeyHaTa vecToTa € MexKIy 50 1 60 ynapa B muuyTa,
TpabBa 1a ce MoAbpIka J03aTa OT 5 mg JBa MMHTH AHEBHO. |

Ilpy nauHeHTH, KOHTO NpHeMaT 7,5 mg apa NETH JHEBHO Wik 5 mg IBa l'[’i:TH JHEBHO, aKO M0 BpeMme
Ha JICUEHHETO, CEP/CHHATA 4ECTOTA € MOCTOSHHO moA 50 yaapa B MnHy'ra HpH NOKOH Ky ako
[IAUMEHTHT NOMYYH CHMIITOMH, CBbP3aHH ¢ GpanHkapIHa, [o3aTa TPAORA Ja C¢ TOHHKH NOCTENEHHO
B0 clefEaniaTa NO-AHACKA fo3a. 1Ipy nanueHTH, KOMTO npnema'r 2,5 mg Apa ITbTH JHEBHO WK 5 Mg
Jisa TBTH AHEBHO, AKO CLPACYHATA YECTOTA € NIOCTONHAO Raj 60 ynapa B MnHyTa npy TIoKO#, JozaTa
MOXe JIa Ce TIOBHIIH MIOCTENEHHO IO CMeABAlaTA TIO-BUCOKA AO34.

Jleyennero TpAGBa Ja ce MpeKpaTH, aKo ChpAEYHATA YecToTa ocTaba nox 50 yrapa B MHHYTA WK
CHMITTOMHTe Ha GpafuKapAus MepcUCTHPAT (BX. Touka 4.4).

CnenuaiHi OOy IatiH

Cmapuecka ev3pacm

TIpy naupenTy Ha BB3pacT 75 WK HOBeye FOTHHH, Tpxﬁna Ia c& NpeIBHIH 10~

(2,5 mg ABa MHTH AHEBHO, T.€. ONOBYH TabNeTKA OT 5 mg ABa IETH JHEBHO)
THTpHUpaKe, aK0 € Heo0xonumo. '
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- Ebﬁpmo yspmcc)aue A ‘ ' :
He ce M3cKBa KOPEKIAA HA A038Ta, npn TIAUHEHTH ¢ ﬁnﬁpeq:aa HEJOCTATEYHOCT H kpeamfmmm
KimMpBHC Han 15 mi/min (Bx. Toxa 5.2). '
JluncBar JaHHEW ApY NAIMEHTH ¢ KPEATHHHHOB KIMPBHE OR 15 ml/mm. Cne,uonarenno, npn Ta3H
nomnynaums upabpaguu ‘1'p5[61!a na ce ynowpeﬁﬂna © TOBHLIEHO BHHMAHHE.

Yeprodpobno yepealcdme _

IIpy maNUEHTH C JIEKO YepHOAPOGHO ynpemane He ce U3HCKB2 KOPEKUMs Ha 1033Ta. Heoﬁxognuo €
NOBMUTEHO BHHMAHHE TIpH yrioTpeGa Ha MBalpaMH pH MALHMEHTH ¢ YMEpeHO depHonpobuo
yBpexaane. Hpabpaluy e MPOTHBONOKA3aH 38 yHoTpeGa IPU MALMEHTH C TEXKa HepHoApoOHa
HeROCTaTHYHOCT, THi KATO He ¢ HICACHBAH [IPH TasH TOMyNALKS H Ce 01aKBa CHITHO Hapacnsane Ha
CHCTEMHATA CKCNO3MIMA (Bx. TOuxH 4.3 1 5.2).

Heduampuuna nonviayus

BesonacHocTTa H eMKACHOCTTA HA HBaOPAIMH MK ICUA HA BE3pact nox 18 ronumm ve ca
yeranoBenn. HanHumire KbM MOMEHTA JaHHH 32 ISYCHUE HA XPOHUHHA CLPACTHA HENOCTATHIHOCT ¢
OITHCAHH B TOYKH 5.1 H 5.2, HO NpenopLKH 3a MOIUPOBKATA He MoraT Aa ObuaT HanpabeHu.

JIuncpar NaHHH 38 CUMITTOMATHYHO JMEYEHHE Ha XPOHUYHA cTa0KiIHa CTeHOKAPAHA.

" Hauig Ha l_mmoxcenue

‘Ta6reTkuTe TPA6B2 A2 Ce NIPUEMAT NEPOPAIHO ABA ITHTH JHEBHO, T.€. BeIHBK cy’rpuﬂ H BGI[H'B)IC Bevep
MO BpeMe Ha XpaneHe (BK. Touxa 5.2).

43 IiporEBONOKAIARHH

- CBpBXUYyBCTBHTEAHOCT KBM aKTHBHOTO BEIECTRBO HIA KBM HAKOE OT TIOMOLIHHTE Bemecrna

- (m36poenn B Touka 6.1);

- Crpaeuna yecToTa B Ioko# fogl 70 yaapa/min npenu JieueHHeTo;

- Kapanorenen mox;

- OcThbp MHOKApEH HHapKT;

- Texka xunotonua (<90/50 mm Hg);

- Texka gepuozipobHa HEAOCTATHUHOCT;

- Cuuzapom Ha GONTHHS CHHYCOB BB3€T;

- CuHoaTtphaneH GJIOK;

- HecrabwiHa wid 0cTpa Cep/ievHa HeIOCTATPYHOCT; :

- 3aBHCHMOCT OT neHcMeHKEp (ChpIeuHa YecTOTa, KOSTO 3aBHCH EJ.IHHCTBGHO or neucmempa)

- HecrabuiiHa cTEHOKApANS;

- AV 6ok 11 CTeMeH,;

- KomOHHHpaHe ChC CHIHE HHXHOHTOPH Ha UHTOXpoM P450 3A4, KaTo a30/10BM AHTHMHKOTHIM |
(KeTOKOHA30J1, HTPAKOHA30IT), MAKPOIHIHH aHTHOMOTHLIH (KTAPHTPOMMLIMH, EPHTPOMUITHY per
os, HoszaMHLiuH, TenHTpoMHLH), HIV -nporeasny kHXMOHTODH (HenduHARHD, PUTOHABMP) B
Hehazonos (k. Toukn 4.5 1 5.2); .

- Kombunupase ¢ BepanaMmn M JHITHA3EM, KOHTO Ca YMEpPEHH ummﬁmopu Ha CYP3A4, n
KOHTO MMAT NOHWKABAUIH CHPACUHATA YeCTOTA CBOHCTBA (BK. TouKa 4.5),

- BpeMEeHHOCT, KbPMEHE H KEHH ¢ JIETePO/ICH MOTeHIMAN, KOWTO He WINOA3BaT IOXXONAIH
KOHTpPaLEeTTHBHH MepKH (BXK. Touka 4.6).

44 Coenpatiu npesynpexIeHus H OPEANA3HA MCPKR Npa ynoTpeba

Hama Grarom
crabuIHa CTEHOKAPIUR

HMBa6pagua € nokasay camo 3a CHMIITOMaTHYHO NIeIeHHe Ha XPOHHYHA CTabp
KaTo HRROpATHH He NORNMABA OAANONPHATHO KIMHHMHHA MIXOJ HA CHpAEH)
Hanp. MH(APKT Ha MACKAPAA KM CHPISIHOCHA0BA CMBPTHOCT (BiK. TOUKa 5. ‘

3
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mmgpnane HA CRpNleuHATA Qegm ) o L
Ilpu nonomerme, e CHPAEUHATA HECTOTR Monce Na Bapupa 3HAYMTEITHO BHB BpPEMETO; KOTATO €€
- onpezgens CHPAEUHATA YECTOTA B HOKOM [pesis HAYANOTO Ha IeYCHHETO ¢ nBabpanue H NpH NallHEHTH
'Ha JledeHue ¢ upaGpanys, Npy KOUTO c¢ OOMHCIA THTPHPAHE Ha JI03aTa, TPAGBa 1a ce OOMHCIIT
TIOPeIiuA U3MepPBaHAd Ha ChpPAeYHATa YecToTa, Aa ce Hampasi EKT win na ce H3phplmu- aMﬁynaTopHo
24-9acoso npociefsade. ToOBa ce OTHACH M 34 NAUHEHTH ¢ HUCKA CHPICYHA YeCTOTA, no-cnelmanno
KOraTo ChpAeTHATA YECTOTa cnagHe nox 50 yaapa/min, HAW ClieR NOMDKARAKE Ha A032Ta
{B3K. TOuKa 4.2).

C'bpg CUHM apHTMUH

Hsabpanin He e epexTrBer NpH NeYeHHETO WIH npenemmx'ra Ha, ChPIETTHI apn’mm ¥ BSPOATRO
ry0u eHKACHOCTTa CH NPH HACTHIBAHE HA TAXMAPHTMUst (HANP. KAMEPHA WM HaAKAMEPHR
TaxHkapaus). CneposatenHo, upabpaaus He ce APENophYBa NP MAMEHTH ¢ NPEACHPAHO MBXACHE
HITH IPYTH CHPACYHU APUTMITH, KOWTO Npeyat Ha QYHKIMATA HA CHHYCOBHS Bb3el.
IIpw nauyienTH, NeKysaHn ¢ uBabpajHH, ce NOBMINABA PHCKET OT TI0SBA HA NIPEACHPIHO MBIRIEHE (BXK.
Touka 4.8). Iipeacsparo MexIeHe HACTBNBA NO-YCTO NPH NAIMEHTH, KOHTO CHIIEBPEMEHHO
H3TON3BAT AMHOAAPOH HITH MOIIHY AHTHAPHTMUYHH cpeicTra kiac 1. [Ipenoprura ce penoaro
KITHHHYHO [POC/IEAIBAHE Ha TIAlMEeHTH, KOHTO CE NEKYBAT ¢ wBabpasu 3a IOSRa Ha NPeACHPAHO.
MBXKACHE (TOCTOAHHO HNH NapOKCHIMANTHO), KoeTo TpaQBa a BIMOMBa M MOHHTOpHpaHe Ha EKT, ako
€ KITHHUMHO I0KA38HO (Hanp. B cTyyalf Ha BIOWIABAINA € CTCHOKAPIMS, NANTHTALNH, HEPABHOMEDEH
mync). | ~
TlamenTaTe Tpabea na 61AaT HAGOPMUpPaHH 33 NPH3HAIMTE H CHMITOMMTE HA NPeACHPAHO MEAIEHE
H Ja 6B1aT NOCHBETBANM 4 C€ CBHPHKAT C TEXHHA JIeKap, AKO TAKHBA C¢ OABAT. ,
AKo o BpemMe Ha JIEYEHHETO HAaCTHITH MPEACLPRHO MBXAeHE, TPAOBA Na ce 06CHAM BHUMATENHO
CBLOTHOLIEHHETO NOM38/PUCK OT HPONE/DKABAHE HA NEUESHHETO ¢ MBAGPaIuH.
TapenTiTe ¢ XpOHUYHA CHPACYHA HEJOCTATHUHOCT, ¢ NedeKTH Ha MHTPaBEHTPHKYJIapHATA
TIPOBOAUMOCT (JisiB ¥ fieceH Geapen 61ok) u kamepsa AMCCHHXPOHHS TpAOBa a ce Haﬁmo,uasaT
BHHMMATEIHO.

Ynorpeba mpu marmenTH ¢ AV 6nok Il crenen

Heabpanud He ce npenoprHBa Npy naumuenT ¢ AV 6nok 11 CTEIEH.

Yrnorpeba npy NauMedTH ¢ HHCKR CHPASYHA YeCTOTA

Jleuernne c nupabpaauu He TpaGBa a ce 3aM04Ba NPY NAUMEHTH ChC CHPACHHA YECTOTa TIOA

70 ynapa/min (bpm), u3Mepena B nokoi npesy NeveHrero (BXK. Touka 4.3).

AKO TI0 BpeMe Ha JIGYSHHeTO ChPAevHATE 4eCTOTa B TIOKOH CIajia MOCTOIHHO noj, 50 y)_lapa/mm 30)131
NAIMEHTHT NIONYYH CHMITOMH, CBBP3abH ¢ Opanukapans, KaTo 3aMasHOCT, YMOPa HWIH XHIIOTOHHS,
nosata Tp26Ba Na ce NOHIDKH MOCTENEHHO HITH JIeUeHHETO TPA0Ba fa ce MPEeKpaTH, ako cupiedHara
YeCToTa e MOCTOSHHO NMoA 50 ynapa/min uaH CHMITTOMHTE Ha GPaIHKADIMA HepCHCTHPAT

(B3x. TOYKa 4.2). '

KoMGunanmpg ¢ xainueBy aiTargHUCTH

JMXHIPONUPHAHHOBH KATLHCBM SHTATOHHCTH, KATO amnoaumyR. He e yera 0B
eduxacHoCT Ha HpabpanuH B KOMONHAIHA © BUXUAPONMPHAMHOBYH KaNLHeRy &
{BxK. TO9Xa 5.1).
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Xpondaaaa csp,getmg He,gom’mtmoc'r

Tlpean na ce npe,zmpneme JieveHHe ¢ bmaﬁpa,zm}: CBp/ieTHATA Henocrarmuoc'r tpabaa pa Gene
crabumuaupana. HeaGpaxun TpsOea 1a ce H3NO/I3B2 ¢ NOBHIIEHO RHHMAHHE TIPH AALMEHTH CBC
chpleuna HepocrarbyHocT Kijac IV no dyuximonannata knacuduxaums NYHA, nopaas
OrpaHHYEHHTE JAHHH 3a Ta3H NOMyJIalps,

Hucvar

VHOTPEG&T& Ha maﬁpa;mn He Ce npenopwna HeHOCPG,IICTBCHO ClIeN HHCYAT, HOpanH JHIca Ha JAHHH
npu Tama cnyqan i

Spure/Ha QyHKIMA

Heabpasun nopnussa QyHKIHATa HA peTHHaTa. HaMa nokazatencrea 3a ToxcHueH eeKT BBpXy
PETHHATA cliel NPOXBDKMTENHO JleHcHue ¢ HBalbpanu (K. Touka 5.1). ITpn Heouakpano BiomasaHe
H4a 3pHTe/THaTa QyHKiHA Tpatea fa ce 00CHAM IPEKbCRane Ha euenneTo ¢ npabpaaud. Tlpu
HAIMEHTH C IHTMEHTO3CH PETHHUT € HeOGX0MMMO NOBMIEHO BHUMANHE.

TTanueHTs ¢ XWROTOHHA

YIpu NAUMEHTH C eka 0 yMepeHa XHIOTOHHS JAHHKTE Ca OrpaHHMYeHH, TIOPaIH KOeTO HRaGpavH
Tpa0Ba [ia ce H3MOJI3Ba C OBHUICHO BHUMAAHE IIPH Te3H nalueHTH. Mpabpanuu e npoTHeonokasasn
NpH MAUMOHTH ¢ TEXKA XHIOTOHHSA (KPERHO HANATGHE <90/ 50 mmHg) (Bxk. Touxa 4.3).

HQCQC’LQQHO MBEXICHE — ChPACYHH APHTMUH

JIancrat mokaszarencrea 3a prcK OT (upexoMepHa) OpaAHKapaus NPH Bh3CTAHOBABAHE HA CHHYCOBHS
PHTEHM, KOTATO ipH NAIMEHTH, TEKYBaHW C MBabpaiiH, ce MpeAnpHeMe (papMaKOIOTHIHA
Kapauonepeys. Bee nak, Ipy TUIicaTa Ha AOCTAThYHO JaHHH, TpA0Ba a ce OOMHUCIH KAPAHOBEPCHA ¢
TipaB TOK, KOATO He € CTiewHa, 24 vaca creJ; MoCAEAHUA PHEM Ha HBabpanyH.

YnoTpeba npy HALHEHTH ¢ BPOAeH CHHAPOM Ha yg'b__m__en oT HH"I‘eQBaJ‘[ WA JIEKYBAHH ¢ ACKAPCTBREHH
OPOAYKTH, KOUTO yabpiaeat QT uurepsana

Ynorpe6Gara Ha HBaGPaAMH TIPM NALMENTH ¢ BPONEH CHHAPOM Ha yawbkeH QT unTeppan wiv
JIEKYBaHU C ICKAPCTBEHH NIPOIYKTH, kouto yabmkasar QT unTepsana Tpabea na ce u3barea

(Bsk. TouKa 4.5). Ao KOMOMHAIATA € HATIOXKHTEIHA € HEOOXOIHMO BHHMATEIHO TIpocieIsBaHe Ha
crpheuHaTa AeHHoCT.

HamanspaneTo Ha CopieuHMA PHTEM, NIPHYHHEHO OT HBaOPaMH, MOXE 4 YCHIH YIB/DKABAHETO HA
QT wnTeppaa, K0eTO MOXKE J1a OBEAE O TEXKKH apUTMHM, To-clleriando Torsqade de pointes.

[auMeHTH ¢ XHOEPTOHHA, TIPH KOUTO C€ HAJIAra MONH(HKAIIMA HA ammnenfemnnnam Tepanyy

Koraro ce u3spbpIIBar IPOMEHH B TEYCHHETO NPH NAUMSHTH ¢ XPOHMUH2 ChPACUHA HENOCTATHUHOCT,
JIEKYBaHH ¢ nBaﬁpanml, KPBBHOTO HANATAHE TPAOBA AA C¢ MOHWTOPHPA HA TIOHXOMAAIIH HHTepBaJ'IH
(B ToYKa 4.8).

[loMOllAY BeliecTha

Jlaxmosa,
TlanueHTH ¢ peaku HACTEICTBEHH POG/IEMH HA HENOHOCHMOCT KBM ran
JedHLHT WIH ITIOK030-TaIaKTo3HA ManaGeoplLua He TpaAGea Ja npueMa
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4.5 Baanuoneﬁc'mne ¢ Apyl'ﬂ nelcapc'rnenn npo.uylcm H ApPyTH qpopuu HA manmonencrnue

d)apmaxom Baamaogencmm -
Eanospe.ueuna Jmomp‘e6a He _ce npenopyyea

Jexkapcmeenu npodyimy, Xoumo va'bmaeam QT unmepsana :

- CLpAeUHOCHIOBH NEKAPCTEEHH IPOLYKTH, YARDKABALIH QT (Hanp XHHHIKH, nmonnpaMHn,
Oenpuami, coranol, uGyTHIHA, aMHOIAPOH);

- ' HecppoedHOCHAOBH JEKAPCTBEHH NMPOIYKTH, ynmcasamu QT (uamp. mmosn,n, 3nnpacu,uon
CepTHHAOIN, MeIOKMH, Xano(aHTPHH, NeHTAMUAHH, TH3ATIPU), EPUTPOMMUMHE UHTPABEHO3HO),

EnnospemenHara ynotpeba Ha ChpIeUHOCHAOBH H HECHPASUHOCHAOBH JIEKAPCTBEHH NPOYKTH, KOUTO

yabipkasat QT HHTepBania, 3acaHO ¢ HBaOpaauH TpAGea Aa ce U30Area, ThH KaTO YABDKABAHETO HA

QT moxe na exsanepCupa npu 3afassHe Ha CbpAETHATA HECTOTA. AKO KOMOHHAIMATA Ce cdere 3a

neoﬁxomma, TOTaBa €€ HaJIara 4ecT KapAHONOTHYEH KDHTpOIl (mx, TOuKA 4.4).

Ednoepaueuua ynompeba ¢ NOGUWIEHO BHUMAHIE

Kanuu-muepneamu ouypemuyy (Muasuony u ﬁgumxoeu ouypemuyy)

XunokanaeMHaTa MOKe J1a YBEIMHYH pHCKa OT apurMis. Thif kKaTo uBabpajJJMH MOKe Ja npeAu3BHKA
GpadHkapausd, KpaiiHata KOMGHHALA OT XMIIOKATHEMHUA ¥ Bpanukapaus e npeapasmnoaaram Gaxrop
32 NOABATA HA TEKKH apHTMHEH, 0COOEHO TIPH NAlMEHTH ChC CHHAPOM Ha YABDked QT uurepeai,
HE3ABHCHMO AAJH € BPOJIEH Wik TIPEAWIBHKAEH OT AKTUBHO BEMIECTBO.

DapMakOKHHETHYHH B3aUMOIeiicTBHA

Hsabpanus ce MeraGonusupa camo 0T CYP3A4 n e MHoTO €130 BEXUOHTOP HA TO3H LMTOXPOM.
JokasaHo e, 4e HBaGpagrH He MOBNHARA METaGOMM3MA H IUTA3MEHHTE KOHLICHTPALHH HA APyTH
cybcrpar Ha CYP3 A4 (neku, yMepeHH U cHiIHA HHXHOHTOPH). Moxe fa ce ouaksa HHXuGHTOPHTE H
uagyxropure Ha CYP3A4 1a BsaumozeiicTear ¢ H8abpanis U Ja MOBTHABAT HETOBUA METAGOIMIEM U
$APMAKOKMHETHKA 1O KIWHWYHO 3HaunMa cenen. [Ipr mpoyusanus Ha B3aMMOAeiicTENA €
yeTaHoBeHo, 4¢ CYP3 A4 uuxubHTropHTe NORHINABAT IUIA3MEENTE KOHUEHTPALHH Ha HBabpauuH,
IOKaTO HHAYKTOPHTE T TIOHIKaBaT. [IoBHILIEHATe TUIa3MeHN KOHLEHTPAMH HA nnaﬁpanm{ MOXKe Ja
6’h,IlaT CBEP3aHM C PHCK OT NIPEKOMepHa Opanmkapams (BXK. ToUKa 4. 4)

Hpomueanoxas‘a#ue 3a eOHOBPeMeHRA ynompeba

Mowgnu CYP3A4 unxu6umopu

EnnospeMensara ynorpeda Ha Molsy UHXUCHTOPH Ha CYP3 A4, xaro ) 230N0BYU aHTHMMKOTHIM
(KeTOKOHA30JI, HTPAKOHA30), MAKPOTHIHH AHTHOHOTHLM (KIAPHTPOMHLHH, €PHTPOMHIIUH per oS,
HO3aMULMH, TEMHTPOMHUMH), HuxuGuTopH Ha HIV nporeasara (HendBHABHp, pUTOHABHP) M
He(a3zof0H e MpoTUBONOKazaHa (Bxk. Touka 4.3). Mommture CYP3A4 m{xnﬁmopn KETOKOHA30J
(200 mg semyex KHERHO) W HozamuuuH (1 g ABA MBETH AHEBHO) NOBHINABAT CPGAHATA IVa3MeHa
EKCMO3HLMA Ha HBaGpaauH oT 7 no 8 meTh.

Yuepenu CYP3A4 unxubumopu
Hanureanua 3a cnieupduuno BaanMoneucTBue npH 3apary A0OPOROIIM W MALMEHTY ca TOKA3ANH, Ye
KOMGHHaNUATA OT HBAOPAITHH H CPE/ICTBATA, KATO JHNTHAZEM HIIH BEPAraMHI, KOYES
CHPIEYHATA YECTOTA, BOM A0 HAPACTBAHE HA GKCTIOSHIMATA HA HBaGpamiH (3%
110 3 IBTH) 1 AOITRIIHHTENHO 3abaBaHe HA ChpAedHaTa NeHHOCT ¢ 5 yaap
yrnoTpe6a Ha HBaGpaauHE ¢ TE3H NeKAPCTBEHN IIPOIYKTH € IPOTHRONOKA3HS

Ednospemenna ynompeta, Kosmo e ce npenopviea
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EOnoepeMenna ynompe6a ¢ noSUUERO GRUMAHIE !

Vmepenu CYP3A44 urocubumopu ‘

- EmHoBpemennata ynotpe6a Ha uaGpanuH ¢ Apyrs ymepenn CYP3 A4 mrxuGuropH (Hanp.
dIIYKOHA30M) MOKe fia ce o5CHKa, npH HaYa/THa 1038 2,5 mg ABa MLTH HEBHO U aKO ChPASYHATA
YecToTa B Tioko# € Hap 70 yaapa/min, ¢ mpocneaipake Ha ChPACYHATA JECTOTA.

CYP3A44 undyxmopu o : _ :
CYP3A4 unnyxropu: ungyxropure Ha CYP3A4 (Hanp. prdamnuipn, 6apSuTypat, GeHHTONH,
Hypericum perforatum [’bIT KaHTapHOH|) MOTAT Ja IIOHIDKAT €KCTIO3HLIMATA H JeHCTBHETO HA |
uBabpamuu. TIpu eqHoBpeMenHaTa ynoTpeGa Ha CYP3 A4 unaykTopu Moxke 3 C& HANOKH KOPEKIHA -
Ha 103aTa Ha uBaGpamun. JlokasaHo e, se komGuHaLsTa 0T 10 mg HBaGpaguH JBa ITETH JHERHO €+
KBAT kanTapuon Hamamiea AUC Ha uBaGpanun nanonoruna. Tlo BpeMe Ha JiedeHHe ¢ HBAOPaIMH
MPHEMBT HA XBIT KAHTAPHOH TPAOBA [Ia C& OTPAHHYH.

Eonosperienna ynompeba c opyau cpedcmea

[Tpu mpoyuBanms 3a cnenu(uIHH B3aMMOJIEHCTEBAS HE € HaGMOIaRaH 3HATNM e(deKT Ha cne,u_m&*re
NEKAPCTBEHH MPOAYKTH BBPXY dapMakoKWHETHKATa M dapMakoiuHaMHiKaTa Ha HBaGpatH: ‘
HHXHOHTOPH Ha NPOTOHHATA NOMIIA (OMenpazo, TaH30MPason), cliaeHadun, uaxuburopr Ha HMG
CoA penykrazaTta (CHMBACTATHH), AMXHAPOIMPHIHHOBH KAIIINEBH AHTATOHHCTH (aMJIOJHIHH,
NAUMAKNMH), JTOKCHH 1 Bapdapui. OCBeH TOB4, He € HACTBIAN KIMHHURO 3HAYAM eDEKT Ha
uBabpaguH BEPXy (PapMaKOKHHETHKATA Ha CHMBACTATHH, AMJIOIHITHH, TAUMIHIIHH, BEPXY

. (apMakOKHHETHKATa M apMaKOIHHAMHMKATA Ha JHTOKCHH, BaphaprH M BupxXy (papMaKoIHHAMHKATA
" HA aCIHpHH, ' ‘ - '

B manoTHM knMHuyuny n3nuTBaRKA (asa Il cnemHuTe NekapeTBery npoxyxTH ca 61 KOMOHHUPAHH
PYTHHHO ¢ HBaOpazuH, Ge3 TaHHH 3a po6IeMHA CEBP3aHH C JIEKApCTBeHAaTa Ge30MnacHoCT:
MHXHOMTOPH HA AHTHOTEH3HH-KOHBEPTHPAIHA eH3HM, anrnoTeH3HH II penemrropax OnokepH, Gera-
GIOKepH, TUYPETHIIA, AHTATOHVMCTH Ha alIOCTEPOHA, KPATKO- H ILJAroneiicTBAIIN HUTPATH,

" nHxubuTopH Ha HMG CoA peaykTasara, pubpary, MxubuTopH Ha MPOTOHHATA MOMIA, [EPOPATHH
NpoTHBOAHAOETHH cpeAcTBa, aCIMPHH M APYTH AHTHATPETAHTH.

IleanaTpyyta nomynamnus
[IpoyuBanua 3a B3aHMOIEHCTBHATA Ca NPOBEXKIAHH CAMO TIPH BBL3PACTHH,
4.6 ®epruanATeT, GpeMeHHOCT H KbPMEHE

Kenu ¢ fereponeH NOTEHIHAN

Kenu ¢ getepoeH NoTeHUMan TpA6Ba Aa H3MON3BAT MOAXOASLIN KOHTPALICTITHBHH MEPKH IO BpeMe
Ha niedyeHneTo (BK, Touka 4.3).

bpemenHocT !

JlanceaT wHM MMa OTpaHHYeHH JaHHH 3a ynoTpebara Ha uBabpanus npy SpeMEHHH JKeHH.
[IpoyyBaHMATa TIPK XUBOTHH NOKA3EAT PENPOMYKTHBHA TOKCH4HOCT. Tean npoyusanus ca mokasamu
eMBPUOTOKCHYEH M TepaToTeHeH edekT (Bx. Touka 5.3). [ToTeHIMANHHAT PHCK 3a XopaTa e
Hemspecten. [Topanu TOEA, 1BabPaaHH € POTHBONOKA3AH MO BpeMe Ha Ope

Kspmene

[IpoyusanusTa IpH JKHEOTHH NOKA3BAT, 4¢ HBAGpAIMH ce eucxpeTﬂpa#&a__

HBaSpajuH € NPOTMEONIOKA3AH IO BPeMe Ha KbpMeHe (BK. TOTKa 4.3).\‘\ ;

JKenn, KOHTO ce HYKIAAT OT nedeHye ¢ upabpanun, TpabGea aa cipat KEPH
. HAYMHH 33 XpaHeHe Ha TAXHOTO JIETE. '

- HU/H/0758/001-002/1B/011



Hpoytmamm’ra fPM ILTEXOBE HE Ca noKazamH ed)elcr BBEPXY (bepmmem npH Mmcxme H KEHCKHTE

' HHTHBHIH (B)K TOUKa 53)

4.7 - Edexrta pbpxy cnocobEocTTa aa modHpaHe n.paﬁora ¢ MamERR

HMBabpaliH He NOBIHIBA WIH TOBIHARE MPEHEOPEXUMO CIIOCOBHOCTTA 3a paboTa ¢ MaMHM.

ITpu 3aparu AOCPOBOIIH € MPOBEAEHO CHEHYHO MPOYYBAHE 38 OLEHKA Ha BE3MOKHOTO BIHAHHE
Ha uBaGpaJMH BEPXY cnocobHOCTTA 32 IOQHPaHe, B KOETO He ce Habmoaasa HAPYIEHA Ha '
crmocoOHOCTTA 32 modupane. Obade, Npy NOCTMAPKETHHIOBHA ONHT, ¢a CHOOUIEHH CiTy4aH Ha
HapyHIeHa cnocoﬁnoc*r 3a MogHpaHe, B Pe3yJITaT Ha SPUTEITHH cumirromu. iBaGpanue Mosxe Ja
TIPeIH3BHKA NPEXOAHH CBET/IMHHH (peHOMEHH, CHCTOALH CE TIABHO OT docenn (. Touxa 4.8).
BramorkraTa NogBa HA TAKHBA CBCT/IHHHK (eHOMeH: TpaGBa fa ce uMa peABHA [IPH ModHpaHe WK
paboTa ¢ MALIMHK B CUTyaLHK, TIPH KOHTO MOXE 113 HACTHITH BHE3aITHA IPOMAHA HA MHTCH3UTETA Ha
cnemm{aTa, 0cO0EHO TPH HOLITHO modmpaue '

4.8 Hexemann JleRap(:TBelll! peanmm

_ Peziome Ha npodmna 3a GesonacHoct

Haii-yecTiTe HeXenaHu neﬁapcmenn PEAKLIHH ¢ nna6panm-l ca cBeT/IMHHM eHoMeHH (docdenn)
(14,5%) n 6panuxapaw (3,3%). Te ca 10303aBHCHMH H ca CRBP3aHH C q:apmaxonorwmnﬂ edexT Ha

JIeKapcmeHm DPOAYKT.
Crucex 1a HexenarTe PEAKIA B TAONAYEH BHI

CrenuuTe HeKENAHH JIEKAPCTBEHH PEaKIHMH HIH cLOUTHS ca CLOGIABAHH IO BpeMe Ha KIMHHYHH
H3IMHMTBAHKA M ¢a KIacM(pHIMPAaHH, KATO € M3MOA3BAHA CEAHATA YeCToTa: MHOTO YecTH (>1/10); sectn -
(=1/100 no <1/10); newectu (= 1/1 000 mo <1/100); peaxu (>1/10 000 go <1/1 000); MHOTO peaku
(<1/10 000); ¢ HensBecTHa uecTOTa (OT HANTHMYHKTE JaHHH He Moxke Aa ObJe HanpaBeHa OLEHKA).

CHcTeMO-0pranay Kiacose YecToTa I¥peanountan Tepmnu
Hapymienus Ha KpuRTa K Heuectn Eosunodmmsa
NHMQHATA CHCTEMA: '
Hapymerusa Ha Merabomisma | Hewectn Xunepypukemis
M XPAHEHETO
Hapymenud Ha HepBHaTa Yectu I'maroGonue (06MKHOBEHO Mpe3 MEPBHA Mecell OT
CHACTEMA - JIC4EHHETO)
3aMasgHOCT, BepOSTHO CBEp3aHa ¢ Opagukapaus
Heuectu* CHHKOTI, BEPOATHO CBHP3aH ¢ Opagukapays

Hapyiuerna Ha o4uTe

Muoro uectn

CeernusHH peroMeHH ((pocdeHn)

Yectu

3aMBIIeRo IpeHue

Heuectn*

Juriomis

HapyieHyie Ha 3peHEeTO

Hapymenud Ha yxoro u
naGHpHETA

Heqecm

CBeTOBBPTEK

CrepredHH HapYyHICHHA

Yechn

bpanuxapaua

| AV 6n0x [ crenen (ynmmcen PQ

EKT')

. IIpencwpano MexkacHe
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Hewecrn Hannuracym, Hamcamepnu eKCTPACHCTONH,
ynmeu QT mrrepnan Ha EKI" .
Mroro pemxi | AV ok 2°P® c-renea AV 610k 3°T8 crenen
o CunapoM Ha GoHAs CHHYCOB BR3EN
Craoin Hapymeﬂaﬂ o Yectn HexoRTponupano. KPbBHO Ha/lATaHe
- _ Heuectn* - XHIOTOHHS, BEPOATHO CBBPIAHA C ﬁpamncapnnﬂ
PecripaTopHH, rpBJIHH H Heuectn JucriHes
MEZHACTHHAIHY HAPYIICHHUA .
CroMaImHO-YpEeREA . | Hewectnt I'agene
HapyLIeHNA ' . 3anex |
Huapus ‘ )
Kopemua GonKa
Hapymerua Ha koxara H Heyectn* ANTHOEIEM -
TIOAKOXKHATA THKAH _ OGp=
Penxi* Epurema
Tpypuryc
Yprukapus
Hapyinenus Ha MycKy/IHO- Heuectn MyecKkynHH casMi -
CKeJIeTHaTa CHCTEMA H -
CHETMHHTENHATA ThKAH | : ‘
Hapymenus Ha-6sbperiure | Hewectn TToBHINeH KpeaTHHHH B KPBBTA
NUKOYHUTE ITHTHILA :
O6iu Hapymenud H edpexktd | Hewectu* AcTeHHA, CBEP3aHa BEPOATHO ¢ Opaaukapaus
H4 MACTOTO Ha TIpUIcKeHHe _
Ymopa, ceep3ana BEpPOATHO ¢ GpaauKapams
Penxu* IIpuMansiBaHe, BEPOATHO CRBP3AHO C
OpaaukapauA

* UecTOTa Ha HeXEMAHH CBOMTHA OT CIOHTAHHH JOK/IAIH, H3YHCIIEHA TTPH KITVHMMHHTE H3MHTEAHNS

Onmcanve Ha H36pPaHM HEXKEAHH JICKAPCTBEHH PeakLHK

Ceetnuanu eHomeru (ocdenu) ca 6uwnH chobmeHd ot 14,5% oT NaMEHTUTE, KOHTO CE& OMHCBAT
KATO MPEXO/HA YBEIHUEHA APKOCT B OrpaHHMYEHa 30Ha OT 3pHTENHOTO nionie, Te o6ukHOBEHO Ce
MPOBOKHPAT OT BHE3AIHH MPOMEHH B MHTEH3HBHOCTTA Ha CBeTNHHATA. PocheHure MOraT ChILio Aa ce
OMMIIAT KaTO Opeol, pasliafiaHe Ha H300paKeHueTo (CTpOOOCKONCKH WK KaNeHIOCKONCKH edekTH),
UBETHH HPKH CBETIIHHU WM MHOXeCTBO H300paxeHn (peTHHANHA nepcucrenuus). [lossara Ha
¢ocdeHn crapa 0GHKHOBEHO B ITBPBHTE JIBa Mecelia OT JIEUEHHETO, CTIeli KOETO Te MOTAT Ja Ce ABABAT
MHOTOKpaTHO. B nopeveTo ciydan ce crobinaea 3a gocdeHH ¢ meKa 10 yMepeHa HHTEH3HBHOCT.
Benuku docdeH 0T3BYYaBaT 110 BpeMe Ha HIIH ¢Jie] NPeKpaTABaHe Ha IeYEHHETO, B IO-TOJIAMATA CH
gacT (77,5%) no Bpeme Ha neueHHeTo. [1o-Manko o1 1% OT NalMEeHTHTE ca MPOMEHHIN exKe/IHEBHHTe
CH HABULY WIIH CA NPeyCTAHOBMIH JIEYEHUETO BLB BPBiKa ¢ ochenn.

bpamuxapnus e 6una ceobmena ot 3,3% ot naune}rrﬁre ocofeHo Mpes MEpBHTE 2 110 3 MEcea OT

MAaJIKO yZapa/min,

B npoyusaneto SIGNIFY, nipeachpiHo MexmeHe & Habmoasaro npy 5,3% ot naffu
npuemaiy ueabpaauH B cpaBreHue ¢ 3,8% B rpynara Ha rwianeto. B cGopry anaiy
ABOHHOCNENH KOHTPONKPaHH KTHHHYHA Npoyyusanks ¢asa II/11l ¢ mpoxwpkuTens
HU/MH/0758/001-002/1B/011 -



7 -3 Mecela, BKTIOYBAINM DOBSYe ot 40 000 naunem 4ecToTaTa HA NpeACHPAHO MbXzeHe e Gina
4,86% npu ITALMEHTHTE, JIEKYBaHH ¢ MBaGpamyH, B cpasHeHMe ¢ 4,08% npu xoHTpomHTe,
CHOTBETCTBAIIM Ha Koe(hHIIEHT Ha pPIC-K 1 26 95% CI [1 15-1,39]. '

Hpn npqunauefro SI-I]FT MOBEYE TIALHEHTH ¢a MOTYIHIH xmlepreuannﬂn KPH3H TI0 BPEME Ha
-negenneTo ¢ Hpabpau (7,1%), B cpaBHeRNE ¢ NALMEHTH, neKyBaHH ¢ wiaueto (6,1%). Tesu kpusu
¢a HaBMO/aBaKH N0-9eCTO BEAHAra Cliel MOTHGMHKALIMA Ha AHTHXHIEPTEHNRHATA Tepani, 6wmn ca
" NpeXOMHM W HE Ca 3acertam nesetHms ecl)eKT Ha HBaGpamyH.

‘ Cl.oﬁgg@aue HA NOJO3NPaHA HEXNKENAHH PEAKIIHA _
Crobmapanero Ha MOKO3HPaHH HeXKeNlaHY Peakiiy clie]| paspellaBare 3a yoTpeGa Ha JIeKapCTBEHuUs
npoxykT e BaxHo. ToBa nossonsea Aa NPOABIDKHA HaGMONCHHETO HA CHOTHOLICHHETO OM3a/PUCK 3a
NEKaPCTBEHHAS MPOAYKT. OT MEMIMHCKHTE CTICLMANHCTH CE U3HCKBA A CHOOMABAT BCAKA
NOAO3NPaHa HEXENaHa PeaKys 9pes VsNbIHHTe/IHa areHIHs N0 JeKapcTeaTa yor. ., JJamMsaH pren
Ne 8, 1303 Codus, Ten.: 02 8903417, yeﬁcan'r WWW. bda bg.

4.9 THpenosupane
CHMIITOMH

[penoaupaneTo MoXe fa ZOBEIE 10 TEXKKA K MPONBIDKHTENHA Gpanukapmua (BX. TOuKa 4.8) "

LY

Jleuenue

Texxara bpaguxapans TpAOBa Aa ce JIeKyBa CHMITTOMAaTHYHO B clieuManusupany yciosus. B coyuait
Ha GpajMKapaa ¢ NOMA XEMOAMHAMIYHA TIOHOCHMOCT MOXKE JIa 0& 0GCHIN CHMITTOMATHYHO TIGHEHHE,
- BKITIOYBAINO HHTPABEHO3HO NPHAOKEHHE GeTa-cTUMYIHpAIH TEKAPCTREHN NPOXYKTH, KAaTO
u3zonpeHaaHH. IIpu Hykaa Moxe 1a ce IpeANpHeMe BPeMeHHA ChPJIEYHA eIeKTPOCTUMYIatHS.

5. ©®APMAKOJIOTHYHH CBOMCTBA
5.1 "tllapmalmnnnamnqnn CBOMCTBA

dapmakoTepanesTHyHa rpyna: Jleuense Ha ChpaedHH 3a00N4BaHu, APYTH chpaeuHH npoaykTH, ATC
xon: CO1EB17.

MexaHH3BM Ha neiicTBHE

HBabpaTuH € CpeIcTBO eIMHCTBEHO 33 NOHIDKABAHE Ha CHPIEYHATA UeCTOTA, AeHCTBAIIO Ypes
CENEKTHEHA H CTICLIH(HYHA HHXHOHULMA Ha eNeKTPUYECK Iy OTOK Ha ChPACYHHA NEHCMEKED, KOHTO
KOHTPONMpa CIOHTAHHATA THACTOHA JCMOIApH3alMd B CHHYCOBHSA BB3€N H PerylHpa Chpie4HaTa
uectoTa. ChpaednnTe eheKTH ca CieLHHUHM 3 CHHYCOBHS B3el, 6e3 edheKT BLPXY
HHTPAaTPHAIHOTO, ATPHOBEHTPHKYIAPHOTO HAH HHTPABEHTPHKYAAPHOTO TIPOBONHO BPEME, HUTO
BBPXY MHOKAPIHHA KOHTPAKTHIIMTET WIH KAMEPHATA PENOIapH3aii.

HBabpamiH Moske Ja B3aMMOJEHCTBa H ¢ eIEKTPH4ECKHA [; TIOTOK B PETHHATA, KOHTO € MHOI'O CXOlleH
cbe chpacaHus I Tl y4acTBa B TEMIOPATIHATA PE30JOLHA HA 3PHTEITHATA CHCTEMA Upe3 CKBCABAHE
Ha PETHHANIHHA OTTOBOP KbM SPKH CBETIIMHHA CTHMYJIH. ITpH mpoBokkpamy o6cToaTencTea (Hanp.
6Bp3K IpoMeHH B APKOCTTA) YACTHYHATA MHXMOHIMA Ha [, OT HBaOpamuH 3aCHNEa CBCTJIHHHHTE
Cl)eHOMEHH KOHMTO NOHAKOTa MOraTt 2ia c€ yCeTar oT naunefrrﬁ're CpeTnHHHKTE (i)BHOM

(k. TOuKa 4.8).
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DapMaKoTHHAMHIHY ehekTH

OCHOBHOTO (bapMaKomﬂiaMmmo CBOMCTRO HA mﬁpa.nml TIPH 9OBEKA € cneuacbmo JI0303aBHCHMO

TOHIDKSHHE HA CHPACTHATA YECTOTA. AHAMIBT HA MOHIKABAHETO HA CHPAEYUHATA 4eCTOTa ¢ 03U IO

20 mg nBa METH AHEBHO MOKA3Ba TCH/ACHIA KBM IATO-e(exT, ROﬁTO OTrOBAPA HA HAMAJICH PUCK OT

Texka Gpagukapmus nox 40 yaapa/min (k. Touka 4.8).

[Ipn obwuaiiHyTe NpenopbUHTeNHNA NO03H NOHIKEHUETO Ha cbp,uetma'ra 4eCcToTa € npnﬁnnamenno

10 ynapa/min s mokoit u npu dusmuecko ycunue. ToBa BOXH 10 HaMalgBaHE Ha CHPAEUHATA JEHHOCT

M Ha KOHCYMaumATa Ha KHCcIopos 0T MHOKapia. HeabpaiH He noBnMiABa HHTpaKapaHaHaTa

OPOBOAMMOCT, KOHTPRKTHIMTETa (HAMA HEraTHReH HHOTPOIICH eeKT) WIH KaMepHaTa

penonApH3alm: : ' ‘

- B KIHHHYHYA e1eKTPOGHIHONOrHIHE Npoy4YBanus UBAOPAAMH He € IOKa3an eeKT BEpXy
TPHOBCHTPHKYJIAPHOTO WITH MHTPABEHTPHKYIAPHOTO TIPOBOAHO BPEME WITH KOPHTUPAHHTE

_ QT unTepBany;

- IPH [MALHEHTH ¢ eBOKAMepHa AHCHYHKI (JICBOKAMEpPHA H3T/TACKRAINA (paKiua [Leﬁ

' Ventricular Ejection Fraction, LVEF] Mexy 30 u 45%) ueaGpanus He € M HeONArONpHUATEH

edext BbpXy LVEF, ‘

Knpanuna eduxacHocT H 6€3011acHOCT

AHTHAHTHHO3HATA H aHTHHCXCMHYHATA eHKAacHOCT Ha HBabpajuH ca MpOYYEHH B TIET ABOHHO-CAENH
PAHIOMH3HPAHH IPOYUBAHUS (TPH Cpeuty mane6o | Mo eJHO CPelly aTeHOION W aMnouIHH). Teaun
npoyyBaHus ¢a BKIOYBAIH 06mo 4 111 nalmMenTH ¢ XpoHMUHA cTabHWIHA CTEHOKAPIHNS, OT KOMTO

2 617 ca mpHemany upabpazKH.

Hokazano e, de usabpafHH 5 mg ABA ITbTH JHEBHO ¢ e(eKTHBEH NPH H3MTBRHHTE NApaMETPH IIpH
HATOBApBaHe B paMKMTE Ha 3 10 4 ceIMHITA Clief, 3aMoYBaHe Ha neyeHneTo. EdukacHocTTa €
NIOTEBbpAEHA CkC 7,5 mg ABa IYbTH AHEBHO. [To-crieLManHO qONbIHHTENHATA TI0J13a OT O3H Haj 5 mg
Ba ITbT# JHEBHO € YCTAHOBEHA B KOHTPOIMPAHO NPoyiBaHe Cipamo pediepenTa aTeHonon: ofmara
nponmmmennom Ha PU3MYECKOTO HATORAPRAHE B MOMEHTA HA MHHHMMAJTHA TUIa3MeHa KOHICHTpaLst
¢e NOBHINIABA ¢ OKOJIO | MHHYTa clien eJHOMECEHHO jIeYeHHE ¢ 5 mg IBa IThTH JHEBHO H
JOITBJTHUTENHO ¢¢ MoA00psBa ¢ MOYTH 25 CEKYHIH CNEl AOITRIHUTENEH 3-MeCceueH IepHOL Ha
JIEYEHHE Ce TUPEKTHO NPEMHHABaHe HAa 7,5 mg ABa TBTH JHeBHO. B ToRa npoyuraHe ce
NOTREPIK/IaBa AHTHAHIMHO3HATA H AHTHHCXSMHUHA 107132 OT HBaOpauH NPU MALMEHTH Ha 65 WiIH -
noeeue roautu. EpukacHoCcTTa Ha 5 mg 1 7,5 mg ABa MBTH AHEBHO BBPXY MAPAMETPHTE HA TECTA C .
HaToBapsaHe (00IIa HPOXBIKHUTEHOCT HA HATOBAPBAHETO, BPeMe 10 JOCTHIAHE OTPAHHYABAHE Ha
CTEHOKapAHATa, BpeMe 10 HAYAJI0 Ha CTEHOKapauA M BpeMe Jio Joctrrane Ha ST nenpecns ot 1 mm) e
NOTBEPACHA B NIPOYYBAHKSA U € CBRP3aHA ¢ HAMAIABAHE HA YECTOTATA HA AHTHHOZHHTE TIPHCTHRITH ¢ -
okono 70%. [Ipn nByKkpaTeH nHeBeH nMpieM HBaOpaRHMH HMa NOCTOSHHA 24-9acoBa e(YHKACHOCT.

B panmoMusHpaHo, miane6o koHTponMpaHo nNpoyueae ¢ 889 nawmenTu, nBabpanut, 100aBeH KEM
50 mg aTeHONON €AHOKPATHO AHEBHO, IOKA3BA IOTLIHHTEIHA €pHKACHOCT BLPXY BCHYKH IApaMeTpH
HAa cTpec-TecTa npn Hal-HKCKaTa IEKapCTBEHA akTHRHOCT {12 vaca cren nepopanen TIPHEM).

B paupoMH3HpaHO 1anebo-KOHTPOIMPaHO HpoyyBaHe ¢be 725 manueHTH uBabpaayH He TOKa3Ba fo-
ronama edukacuoct ciell Jo6aBaHeTo My KbM 10 mg aMIOANIHE BEAHBXK JHERHO NPH HAi-HUCKaTa
JIeKapCTBeHA aKTHEHOCT (12 yaca cnejl nepopalieH IPHEM), KATO MO-TOmaMa e(pHKacHOCT ¢
Hab/101aBa NPH MAKCHMANHA TUIA3MEHA KOHLIEHTpaIHA (3-4 uaca cnen nepopanenl MpHeM),

B pan,uomnsﬂpano nnanebo-KoHTpONHpPaHo MpoyyraHe np# 1277 nanueHTH, upabpanyH, noGapeH
KBbM aMJIOJHIHH 5 mg 6IHOKPATHO JHEBHO Wi HupeaumiH GITS 30 mg ennoxparHo mH
MOKAa3Ba CTATHCTHYECKH 3HAYMMA NOMBAHHTEIHA €)BKACHOCT 110 OTHOLIEHHE HA OTTO
TIe4eHHETO (AedHHUpPaH KaTO HaMaNeHHE ¢ Hal-MalKo 3 aHrMHO3HH NPHCTHIIA 3a 0
yBenuueHue Ha BpemeTo 10 ST aenpecus oT [ mm ¢ Haif-Manko 60 s 1o BpeMe Ha
Garallia MbTeKa) MpK Hafi-HUCKATA IEKAPCTBEHA aKTMBHOCT (12 uaca cnen nepopan @ g
vBabpanuH) cneq 6-ceaMuideH neproa Ha nevenue (OR = 1,3; 95% CI [1,.0—1 ik
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- MpaGpaaus He ¢ TTOKa3a1 JOTWIHATENHA ec]mxacum BEPXY n'ropnmm're KpaiH1 TOYKH HA -
napaMeTpHTe Ha CTPec-TECTa IpH Half-HICKATA JIEKAPCTBEHA AKTHBHOCT, BBAPEKH Te o ToKa3aN
HOTTHITHHTETHA eHKACHOCT MpH MakerMyMa (3-4 waca Ciiea nepopaneH pHEM).

E(lmxacﬂocm Ha MBaGpajHH Ce 3aNa3Ba HaIThJIHO TIpe3 UeJHA 3- WIH 4-MecedeH NepHO/ Ha IeveHHe
PH NPOYYBaHMATA 38 ePHKACHOCT. JIHIICBAT A3HHM 33 (APMAKONOrMYEH ToMepaHce (3aryba Ha
eeKTHBHOCT), BE3HMKHAI 11O BpeMe Ha NedeHHe, KaKTo H 3a pebayH edexr ciign pasko crHpaHe Ha
JICYCHUETO. AHTPI&HI’HHOBHPITB ¥ aHTHHCXEMHMYHH eeKTH Ha uBabpajH ce CBLP3BAT C J0303aBHCHMO
HNOHIDKEHHE Ha CEPASUHATA 4ECTOTA H ChC 3HAYHMO HAMAJIEHHE Ba MTPOH3BeICHHETO HA YECTOTA H
HaJlqraHe {ChPIEUHA YeCTOTA X CHCTOJIHO KPBBHO HAIITAHE) B ITOKOJ H 110 BpEME HA HATOBAPBAHE. -
EdexTHTe BHPXY KPEBHOTO HANATAHE M NEPH(EPHOTO CHAOBO CHIPOTHRIEHHE ca HE3HAYMTENHH H
HAMAT KJIHHHYHO 3HAYEHHE. - ‘

~ Tpaiizo noHwkeHue Ha CHPAEYHATA YECTOTA € NeMOHCTPHPAHO TIpH NAaLHEHTH, JIeKYBaHH ¢ MBabpauH
MHHAMYM eftHa rogaaa (n= 713). He ce Haﬁmonana BIIHAHHE BEPXY KPBBHATA 3aXap HIH nurm,uuna
MeTaGonu3BM.

AHTHEHTHHO3HATA H AHTHHCXEMHM4HA euKacHOCT Ha MBaOpauH ce 3ana3sa NpH NAIHEHTH ¢ JHabeT
(n=457) ¢ mpon Ha He30MacHOCT, CPABHHM C TO3H B 00IHATA MOIY/IAIMA.

Mauia6xo npoy4saue 1o oTHOIeHue Ha u3xoaa, BEAUTIFUL, e nposeneno npu 10 917 nauesTs ¢
ucxeMuuHa 60/16CT Ha chpueTo H nepoxamepHa quchynims (LVEF <40%) va dboHa Ha onTHMATHO
OCHOBHO JieyeHHe, kato 86,9% oT nauuentuTe ca npueManu Geta-06nokepu. OCHOBHHAT KpHTEpHii 3a
eduxacHoCT € KOMOMHALNATA OT ChPAEUHO-CHA0BA CMEPT, XOCITHTAIIH3aLHA HPH OCThP WH()APKT Ha
 MHOKAP/A WA XOCTITANM3ALHAS [I0pa]l¥ HOBOB3HHKHANA WK BIIOLIABAINA CE CHPAEYHA
HeJOCTaTLYHOCT. [IpoydBaHeTo He MoKa3ea pasiTHKa B NPOLICHTA [PH MhPBHYHHA KOMOHHAPaH KpacH
pes3yJITaT B IpyTiaTa Ha NalMeHTHTE, IEKYyBaHU ¢ MBaOpaTyH B CpaBHEHHUE ¢ rma.ueﬁo rpynara
(oTHOCHTENEH pucKk MBaGpaauH: mnanebo 1,00, p=0,945).
IIpu post-hoc NOArpyNaTa NAHCHTH CBC CHMITTOMATHYHA CTEHOKApAHA O BpeMe Ha
paspoMusauuaTa (n=1507) He ¢ HoeHTH(HIMpPaH CHTHAN BBB BPB3Ka ¢ 0€30MACHOCTTA IO OTHONIEHHE
HA CBPAEYHO-CHAOBA CMBPT, XOCTIMTATH3ALMS [IPH OCTHP WH(APKT Ha MMOKAPJA WM ChpAeYHa
HezocTaTe4HOCT {uBabpanun 12,0% cpemy nmnane6o 15,5%, p=0,05). -

[TporeaeHo e MamabHo NpoyuBaHe o oTHoWeHHe Ha M3xoxaa, SIGNIFY, npu 19 102 naupenTH ¢
HcxeMHIHa SonecT Ha cpprieTo B Oe3 KNMHHYHA chpaedHa HepocTaThuHocT (LVEF > 40%) na dona
Ha OITTHMAJTHO OCHORHO NievueHHe. M3nomseana e TepaneRTHYHA CXEMa ¢ Io-BUCOKa ot oaobpeHaTa
DO3MPOBKA {Hayalna Aos3a 7,5 mg ABa mbTH AHEBHO (5 mg JBa IT5TH KHEBHO, aKO BL3PACTTA €

> 75 rogunK) U THTpHpaHe 10 10 mg apa meTH AHEBHO). OCHOBHUAT KPHTEPHH 2a e()MKACHOCT € Gui
KOMOHHAIMATA 0T CEPASHHOCHA0BA CMBPT Wil HedaTaneH HHDapKT Ha MHOKapaa. [IpoyuBaHeTo He
HOKa3Ba pa3iika B IPOLIEHTa JIPH ITbPBUYHATA ChCTaBHa Kpaiina Touka ([ICKT) B rpynara Ha
TMAUMECHTHTE, JIEKYBaHH ¢ HBAOpaMH, B cpaBHeHue ¢ Tane6o rpynara (OTHOCHTEICH PHCK
uBabpanun/mauebdo 1,08, p=0,197), Crobmena e 6pagukapnus npu 17,9% B rpynara Ha nanMeHTUTe,
nexyeaHH ¢ upaOpamuH (2,1% B maauebo rpynara). Bepanamun, nuntuasem win mMomsn CYP 3A4
uHXHOuTOpH ca npuemanu ot 7,1% oT nauHeHTHTE N0 BpeMe Ha MPOYYRAHETO.

Mayio cratHcTHYecKH 3Ha4MMO yeenvenue Ha PCE e HabmoaaBaHo B [ipeABAPHTEITHO ONpeIe/ieHs
MOArPYNA OT NAUMEHTH Che creHokapaus kinac I mo CCS unn no-sucok npu exmouradeTo (n=12049)
{dyectoTa Ha mosea 3,4% cpeiry 2,9% roaMwHo, OTHoCHTENeH puck ueabpanum/nnaueto 1,18,
p=0,018), Ho He B NOArpyNaTa OT UANATa NOMyNaLMA cbe cTeHOKapawi Kiac > I mo CCS (n=14286)
(oTHOCHTeNEH pHCK HeabpaauH/mnauebo 1,11, p=0,110).

[Ho-BHucoKkaTa oT o;[oﬁpeHaTa J1033, H3NON3BAHA B IPOYYBAHETO, HE OBACHSBA HAITHIHO TE3H HaXOIKH.

HpqunaHeTo SHIFT e rosiaM0, MHOTOLIEHTPOBO, MEXKTYHAPOXHO, PaH/IOMH3UPAHO,
Tae00-KOHTPOIHPAHH PesyIITATA HANUTBAHE, FIPOBEAEHO MPH 6 505 BE3PacTHH I

NYHA, ¢ HaManeHa nénoxamepﬁa dpaxipa Ha uatnacksane (LVEF > 35%) u cepn
nokoit >70 ypapa B MHEYTA. : ‘ '
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-I'Iamiermrre ca upﬂemann cTaHnaprmo AEYCHHE, BKAIOYBAIIO 6e’ra-6noxepn (89%), ACE mixnﬁmopn
- w/wm anrnorensun 1 anraronnct (91%), muyperwmm (83%) H aHTATOHMCTH Ha anAOCTEpOHa (60%).

- B rpynara Ha usabpanus, 67% oT nammeHTHTE Ca GHUIH JieKyBany cee 7,5 mg /iBa IBTH JHEBHO.

MenHanaTa Ha IPOXBDKHTCTHOCTTA HA IEPHONA Ha pocensABane e Giwia 22,9 Mecena. JledeHHeTo ¢ . -
- uBabpajHH e CRBP3AHO ¢ HAMAMBAHE Ha CHPAETHATA HECTOTA CPeAHO ¢ 15 yxapa B MuHyTa OT

u3xoAHaTa cToliHocT oT 80 yiapa B MiHyTa, PasiHkaTa B CHPAEYHATA YECTOTA MEXTY PAMOTO HA

mrabpaaun M Ha rianebo e 10,8 ynapa B MuHyTa Ha 28 neH, 9,1 yaapa g MUHYTa Ha 12 mecen u

- 8,3 ymapa B MHHyTa Ha 24 Mecell.

ITpoyusaneTo neMOBCTPHpa KIHHHYHO H CTATHCTHYECKH 3HAYHMO HAMAJIEHHE. H& OTHOCHTE/IHMA PHCK
¢ 18%, Ha 4eCTOTaTa Ha MEPBHYHATA CHCTARHA Kpaiiia TOMKa Ha ChPAeUHOCHA0BA CMBTHOCT H
XOCTIMTATIH3AIMA, nopaaH BIOIIABAaHE Ha ChPACYHATA HEZIOCTATHYHOCT (koedHIMeHT Ha pucka: 0,82,

. 95% CI [0,75;0,90] — p<0,0001), ycranoreso ao 3 mMecelia clie]] 3aMOYBAHE HA JICYEHHETO.

PenykipaTa ta aGeomoTnus puck e 4,2%. PeaynTaTdTe Ho bPBHYHATA KpaliHa TOUKA Ca H3BELICHA
IJIaBHO Upe3 KpaliHUTe TOYKH NMPH ChPACHHAT HEAOCTATEYHOCT, XOCHHUTA/IM3a M TOPaJ BIOIIaBaHE
HA CHPAEYHATA HEAOCTATEYHOCT (abcomoTeH pHCK HaMaeH ¢ 4,7%) H CMBPT NOPAIH CHPACYHA _

He,IEOCTﬂTb'-]HOCT (aﬁcomo*ren pHCK HAMaJIeH ¢ 1,1%).

Edexr or JeYeHHeTO BEPXY ITHPBHHHATA CBCTABHA KpalHa TouKa, Heﬁmrre KOMIIOHEHTH H

BTothIHme Kpaﬁﬂn TOUKH

-

Heabpaman ITnauebo. KoeduumenT Ha p-
(N=3 241) (N=3 264) pucka [95% CI} | croiinocT
| | 4 BEYD) n(%) | |
| IIspsuuHa cheTapHa KpaiiHa Touka | 793 (24,47) 937 (28,71) | 0,82[0,75;0,90] | <0,0001
KoMnoHeHTH Ha ChCTaBHATA: ‘ T
- CepreunocsA0Ba CMBPT 449 (13,85) 491 (15,04) 0,91 [0,80; 1,03] 0,128
- Xocnuranusalss MopagH 514 (15,86) 672(20,59) | 0,74 [0,66; 0,83]| <0,0001
' | BnomaRane Ha crpaeuHa
HepocTarbuHocT, CH
Jpyrv BTOpHYHH KpaitHi
TOYKH: . :
- O6ma cMBpTHOCT 503 (15,52) 552(16,91) | 0,90 [0,80;1,02] | 0,092
- CMBpT OT CHpAeHa 113'(3,49) 151 (4,63) 0,74 [0,58;0,94] | 0,014
HenocTarbunoct, CH 1231 (37,98) 1356 (41,54) | 0,89.[0,82;0,96] | 0,003
- O6m, 6poit xocnuTaTK3AMY 977 (30,15) 1122 (34,38) | 0,85 [0,78; 0,921 | 0,0002
- XocnuTanu3alys nopain - :

Hamanseanero B TBPBHYHATA KpaiHa nen ¢ Hal0MOAABAHO NOCTOAHHO, HE3ABHCHMO OT IO, KIIac 110
NYHA, vcxemMHyHa WIH HEHCXEMHYHA eTHONOTHS Ha ChpAEIHATA HEIOCTATRYHOCT ¥ AHAMHE3A 3a

CHITBTCTBAN THA0ET HITH xnneprronm

Ipu nonrpynaTa NaLUWEHTH CBC ChPACYHA YecToTa = 75 yaapa B Munyta (n=4 150) e nabmonasano
No-TOJIAMO HaMa/BaHE Ha MEPBUMHATA CHCTaBHA KpaiiHa Touka 0T 24% (koedHUHEHT Ha pucka: 0,76,

95%CI [0,68;0,85] — p<0,0001) 1 Ha ApyruTE BTOPHYHH KpaiHH TOYKH, BKITIOYHTEIHO 00ma-

CMBPTHOCT (Koe(HIHEHT Ha pucka: 0,83, 95% CI [0,72,0,96] — p=0,0109) u cpopaevHOCHI0BA CMBPT
(koeuumenT Ha pucka: 0,83, 95% CI[0,71;0 971 - p=0, 0166). [1pu Tasu HOATpPyTa NALHMEHTH,
podbT Ha Ge30NACHOCT Ha HBAOPAIMH, CHOTBETCTEA € T34 Ha OOIaTa NOMyaLWA.

- Habnionagad ¢ 3HaTMTeNeH €(eKT BEPXY BPBIYHATA CECTABHA KpaiHa TOUKa, TIPH ob3da
MAUMEHTH, MpHeMaIny eueHHe ¢ beTa-bnokepu (koeduimerT Ha pucka: 0,85, 95%EA
Ilpu noarpynara nauuenTy, Cb¢ CHPACIHA YECTOTA 2 75 yAapa B MHHYTA M Ha TP

TapreTHa fo3a Ha Geta-Giokep, He e HabMo#ABaHA CTATHCTHIECKH 3HAYHMA MOITH & X%
CECTABHa Kpaiina Touka (koedHIMEHT Ha pucka: 0,97, 95%CI [0,74;1,28]) u BHpY
KpafHH TOYKH, BKIOUHTEJIHO XOCIIMTAAM3aL{Hs I0PAIK BAOHIABAHE Ha ChPJeYHA §
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_ (lcoeq;mmeﬂ'r Ha pucka: 0,79, 95%CI [0, 56 1 10]) mm cmprr oT upneqna Henocmntmocr
(Koed:mme}rr Ha pncxa 0,69, 95%CI [0,31; 1 53]) '

Hma mamreuﬁo nonoﬁperme Ha Kiaca 1o NYHA, CIIPAMO MOCJEXHATA OTUETEHA croitHocT: 887
(28%) oT nanpeHTHTe Ha HBAaGpaHH ca HMAM TOfoGpeHye, B cpanﬂeﬂne CBC 776 (24%) oT
* NaUMEHTHTE Ha H.Ilaueﬁo (p=0, 001)

,I[ammw cbﬁpmm N0 BpeMe Ha cneunqm-nm oQTA/IMOJIOrHYHH POy YBAHKA TIPH 97 nauueﬂm B
PaHIOMH3MpPaHO MIANeGo-KOHTPOIHPAHO IPOyHBaHe, LIENAIH NOKYMeHTHpaHe Ha PyHKIHMsTa Ha
CHCTeMHTe OT [IPBYALIA H KOJIIOHYKM i Ha Bh3XOJAINMA 3pHTENIeH BT (HAID. eeKTPOPETHHOTPAME,
CTATHYHH ¥ KMHETHYHM 3PHTEIHH OONETA, LBETHO BIDKAAHE, 3PHTETHA OCTPOTA) TIPH MAll{eHTH,
neKyBaHH ¢ HBaGpaOHH 3a XpOHHIHA cTabuiHa CTEHOKAPAUA B IPOIBIKCHHE HA MIOBEYE OT 3 rofHHH,
He T0KA3BaT PETHHAIIHA TOKCHYHOCT. '

Ieaua a oMV -

) & . . f
IIpoBeneHo € paHROMH3HPAHO, ABOHHO-CIANO, IIALE00-KOHTPOIMPAHO TMPOYHMBAHE Che
116 nemnatprann natwenty (17 Ha BB3pact 6-12 mecena, 36 Ha Brapact 1-3 roquaH # 63 Ha BB3pacT
_ 3-18 roaumm) ¢ XpOHHYHA CHP/IEYHA HEAOCTATEYHOCT M JMIATATHBHA KaparoMuonaThs (JIKM) na
" (oBa Ha OITHMATHO OCHOBHO JiedeHue. 74 ca nomyywiuiH ueabpaxus (croTHomenue 2:1).

~ Hauanwara 1034 e 0,02 mg/kg npa i AHEBHO BB BH3pacTOBATA OATpyNa 6-12 Mecera,

0,05 mg/kg, npa reTH JHeBHO TpH 1-3 romuHn ¥ 3-18 romuan <40 kg, 1 2,5 mg IBa METH AHEBHO TIPH
3-18 ropneu U > 40 kg. losaTa e ananTupana B 3aBHCHMOCT OT TEPaNeBTHIHHSA OTTOBOD ¢
maxcamansy nosu ot 0,2 mg/kg apa ;meTH auepHo, 0,3 mg/kg 1Ba METH JHEBHO H CHOTBETHO 15 mg
JiBa ITHTH JHEBHO. B TOBa Mpoy«BaHe nBaGpajun e MPHIIOXKEH WK KAaTO NepopaiiHa TeqHa dopma wnn
nof dopMaTa Ha Tabnerku Apa ITETH JHEBHO, JIMMNcATa Ha pa3niKa BbB (papMaKOKUHETHKATA MEXKTY
Te3u ABe OPMH € JEMOHCTPHPAHA B OTKPHTO PAHAOMM3MPAHO KPHCTOCAHO NPOYYBaHe ¢ JIBa NepHOaa
. -TIpH 24 37IpaBH BE3pacTHH JOOPOBOMLH.

IIpu 69,9% ot naimieHTHTE B rpynara Ha UBabpagun é 610 IOCTHTHATO HaMATISIBAHE Ha CEpAEHHATA
- yectoTa ¢ 20% 6e3 6pamukapaua cipamo 12,2% B rmanebo rpynarta no BpeMe Ha Nepuoia Ha
turpupane ot 2 no-8 ceamumu (Odds Ratio: E=17,24, 95% CI [5,91 ; 50,30]).

‘Cpe,uﬂm"e JO3H HBaﬁpaﬂHH, KOHTO MO3BOJIAIBAT Aa €& HOCTHTHE HaMallABaAHE Ha c'bp,a;elmafa 4ecToTa C©
20% ca cpoteeTHO 0,13 + 0,04 mg/kg ABa mbTH AHEBHO, 0,10 + 0,04 mg/kg nBa muTH fHeBHO M 4,1 £
2,2 mg fBa bTH AHEBHO BBB BB3pACTOBHTE NOATpym™ 1-3 romusm, 3-18 rogunm 1 <40 kg, u

3-18 romnux H > 40 kg,

Cpennara LVEF e HapacHana or3 1,8% 1o 45,3% Ha M012 B rpynata Ha usaGpagun cripaMo 35,4%
o 42,3% e riauebo rpynara. Hma nonoGpense B wiaca no NYHA npu 37,7% o1 nauueHTHTE,
npreMamy usabpaius, cnpsmo 25,0% B mnaue6o rpynara. Tesu nofoOpeHus He ca CTATHCTHYECKH
3HAUHMH. -

IpodwureT Ha GesonacHocT cnen 1 rojHa, e GHN TOKOGEH HA TO3M, ONHCAH TpH BB3PACTHA l'laIIHeHTH
© XpoHuHa c*spneqﬂa HE0CTATLIHOCT.

I[*bnrocpo'-um"re etekTy Ha nBabpanyH BBPXy pacTexa, mybeprera M o6LIOTO PA3BHTHE, KAKTO
ABITOCPOYHATA €(PHUKACHOCT Ha JEHEHHETO ¢ HBabpaauH B JETCKa BE3PACT 32 HAMATABAHE HA
ChPAEYHOCHAOBATA 3a00NeBaeMOCT H CMBPTHOCT HE Ca TpOy-BaHH.

Esponetickata arenigis no nelcapcma'ra 0cBO00MIaRa OT 38IbIDKSHHETO 32 Npe/;
pesynraTure OT MPOYYBAHKATA ¢ peePEHTHIA NPOAYKT, ChABpKam Heatpan
[OArPYTIK HA TeARATPHYHATA HOMYJIAHMA 33 JISICHHETO HA CTEHOKapIHA.
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: Bnponeﬁcxca'ra aremma no nelcapc'ma'ra ocnoﬁomana or mmmcerme'ro 32 MPeZOCTABAHE HA

| peayNITaTHTe OT NPOYRAHHATA ¢ PediepeHTHHA IPOIYKT, ChABpKAM HBAGPAIHH NP AeLA HA ampacr. .
0T 6 210 6 Mecena 32 JISYCHHETO Ha XPOHHTHA CBPACHHA HENIOCTATEYHOCT.

' 52 DapMAKOKHHETHWHH _cnm‘ic'rna- .
ITpu dusHONOrHIHHA ycﬁom nBabpasun ce ocsdﬁomana 65p30 0T TabneTHTe Ut HMa BACOK
BofopazTropEMocT (>10 mg/ml). HBaGpamsH npeacrasinea S-enantuomep, KORTO He MpeTHPOAEA
6HOKOHBEPCHA in Vivo. N-JIe3METHAHPAHHAT JIEPHBAT HA msaﬁpamm e Hneﬂ’md)mmpan KATO INiaBen
aKTHBEH MeTabOMHT NIpH YoBeKa. ‘

A6c0p_§g 1A 1 GHOHATHMHOCT

Cren niepopaHo NpUIoxkeHne HBabpaiuH ce abeopBGupa GBP30 M TOYTH HANBAHO C JOCTHTAHE HA

' MaKCHMaITHA T1a3MeHa KOHUEHTPALHs CIe 0KOoNo | 9ac npH rpueM Ha MaqHO. AGCOMIOTHATA
OMOHANHIHOCT Ha GHUIMHpaHHTE 'raﬁne'rm e oxono 40%, nopany edexTa Ha MEPBEO NPEMHUHABAHE B
YepBaTa i “epHus apob. :

XpaHara 3a6aes aGcopOumaTa ¢ npubnusuTenHo 1 ac v yenuuapa [VIA3MEHATA SKCTIOMIAATA C
20 6 30%. IpuembT Ha TabNeTKaTa NO BpeéMe Ha XpaHeHe CE IpenopLYpa, 3a 1a ce HAMAIH
MHTPAHHIUBHIYAIHATA BApHAGHIHOCT B €KCIIOZHIMATE (BXK. TOUKa 4.2).

Paznpenenenue

HeabpanuH ce cpup3sa npubmusuTento 70% ¢ miasMeHHTe NPOTEHHH M CTALIHOHAPHHAT 00eM Ha
pasnpezneneHHe MpH naumenTy ¢ 6nuzpk 5o 100 L MakcHManHaTa miasMeHa KOHUEHTpAIuA clies
XPOHHHYHO [IPUACKEHHE B MPENOPLIHTENHATA 1038 OT 5 mg ABa IThTH AREBHO ¢.22 ng/ml (CV“29%)
Cpeanara c*raunonapﬂa IIasMeHa KoHueHEpauma e 10 ng/ml (CV—38%) |

buorpancdopM

HeabpanuH ce MeTaGonU3Hpa eKCTEH3MBHO UPe3 HepHUA Apo6 M uepBaTa CaMo Ypes OKCHAALIMA Camo ¢
uproxpoM P450 3A4 (CYP3A4). TnasuuiT akTuseH MeTaGbomuT e N-fe3METHNHpaHUsT AepuBar (S
18982) ¢ excnozmumsg okono 40% oT TasH Ha M3XOQHOTO BEINECTRO. MeTaboNMaMLT Ha TO3H aKTHBEH
mertabonut chino snoua CYP3A4. Usabpanus HMa HHCBK aduruTeT KBM CYP3A4, Be BOAM JIO
KJTHHIYHO 3HAYHMA HHAYKI WiH HHXHOHINA Ha CYP3A4 1, cnenosareNHO, e MATKO BEPOATHO a
npoMeHH MeTabonHIMa KK NJja3MeHaTa KOHNeHTpawHa Ha cyGctpatute Ha CYP3A4, HanpoTue,
MOLIHHTE HHXHOHTOPH ¥ MBIYKTOpPH MOTaT 3HAYMTENHO N1a 33CErHaT Mia3MeHuTe KOHLIEHTPaUKH Ha
Heabpamun (Bx. Touka 4.5).

EnuMuHupang

HMpaGpajiHE ce HIMHHEPA C OCHOBEH NOMYXKHBOT oT 2 uaca (70-75% or AUC) B wiasMara 1
edexTrBeH MoTyKuBOT OT 11 waca. ToTanmuuaT knupeHC ¢ nogTH 400 ml/min, a GEGPEYHHAT KIMPBHC
e okono 70 ml/min. ExckpeuusTa Ha MeTaGOTHTHTE Ce OCBINECTRARA B CXOAHA CTENEH UPes
H3NPAXKHEHUATa H ypuHaTa. Okono 4% OT nepopaiHo MpHeTATa /1033 ce eKCKpcmpa B HEMPOMEHEH
BHI B yPHHATA.

JluneiinocT/HennueiiHocT

Kunetukara Ha HpabpaiyH WMa JTHHEEH XapaxTep TIpH TIEpOpasleH HaNa3oH Ha J03a
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- Crienmanyu momys

Cmapuecxa ewpacm -

He ca nabmonasaty dapmakoxuneTHsHn pasiuku (AUC 1 Cmax) MEXKAY naeHTH B cTapqecxa
BE3PACT (265 roguHy) WIK B NPEKJIOHHA BE3paAcT (=75 romusy) H 06IaTa nomynaiud (Bk. Touka 4.2).
BuGpeuno wpemaaue '

BiusHBeTo Ha GBOpeUHATa HONOCTATHIHOCT (KPEATHHUHOB KITHpBHE OT 15 7o 60 ml/min) BEpXyY
(hapMakokHHETHKATA Ha HBAOPATHH € MUHHMATHO BHB BPE3KA C HUCKHA IPHHOC HA 6EOpevHus
KmMpsHE (0kono 20%) keM 0fmarta eTMMABALIMA KaKTO HA nnaﬁpannﬂ, T2K& K Ha FTIaBHHE MYy
merabonut S 18982 (Bk. Touka 4.2).

' qepuoapoﬁuo yepedicoane : '

- Ipu naupenTu ¢ neko uepHoapobHo yepexnane (Child Pugh cxop ao 7) AUC HA HECBBPIAHHA
HBaGpa.unH W TJIABHHA aKTUBEH MeTabonuT ca 6unm ¢ okono 20% Mo~ BUCOKH, OTKOAKOTO IIPH JiMuA ©
HOpMallHa uepHoApoOHa dyHKia. JlanuuTe ca HeIOCTATHYHH, 38 /{2 Co HATIDABAT H3BOAMU TPH

MALHCHTH ¢ YMEPEHO YepHOAPOGHO YBpekaate. JIH]'!CB&T RaHHM NPH NALHEHTH C TeXXa YepHOApobHa

HEJIOCTATBYHOCT (BK. ToukH 4.2 1 4.3).

Hec)uampuuna nonyrayus

DapMaKkOKHHETHHHHAT NPOGHI Ha maaﬁpazum NIPH NEARATPUYHUTE lIaJJ,HeHTH © XPOHMHA CHD/ICHHA
HEAOCTATBYHOCT HA BE3pAcT OT 6 Mecella 1o mo-Manko ot 18 roaunu € nonobeH Ha
(hapMaKOKHHETHKATA, OIMCAHA NPH BE3PACTHH, KOTATO CE NIPHAra CXema 33 THTPHpaHe Ha J103aTa,
Ga3upana Ha BE3PACT H TETIIO.

Bpbska dap Ma[coxmie'mxa/ghapumcogﬂnamas DK/

¥

AHayM35T Ha oTHOMenHeTo DK/®]] nokassa, Ye CHPAECUHATA YECTOTa HAMANIARA MOYUTH THHEHHO ¢
HapacTBAHE HA IUIA3MEHHTE KOHLEHTpPAIHA Ha uBabpamud 1 S 18982 3a nosu no 15-20 mg aAsa nkTH
IHEeBHO. [Ipy no-BHCOKM IO3H MOHIDKEHUETO HA CHPAEMHATA YECTOTA BEYE HE € MPONOPIHOHANHO Ha
Tna3MeHHTe KOHLEHTpalyK Ha uBaGPalHH M [0KA3Ba TEHJCHIMA KBM JOCTHraHe Ha ITato. Bacoxime
€KCIIO3HIAH Ha HBalpaliH, KOHTO MOTAT a HACTHIIAT, KOTaTo MBABPAaIMH Ce NPHICKU B KOMOHHAIHSA
¢be cwiHn CYP3 A4 uHxuOHTOpH, MOTAT 14 AOBEAAT AO NPEKOMEPHO TIOHWKEHNE HA ChpPICYHATA
4ecTOT4, BHIIPEKH Y€ TO3H PUCK Hamansea npd ymepeHH CYP3A4 vuxubuTops (Bx. Toukn 4.3, 4.4 4
4.5). Otnoutennero OK/D] Ha uBabpanyy NpH NEHATPIHH MALHEHTH HA BB3pacT OT 6 Mecena o
18 ropyHH ¢ XpoOHHYHA ChpAeYHA HeAOCTATRUHOCT € Noao0Ho Ha OK/O/] oTHOIEHHETO IIPH
BB3PACTHA. :

53 Ilpeax aBH9HEA ZAHAM 32 Oez0nacHOCT

HexnuuuinuTe HaHHM He NOKa3BaT OCOOEH PUCK 33 XOpa Ha 6a3aTa HA KOHBEHIHOHATTHUTE
thapMaKkoIOrHYHH H3MUTBAHKH 32 Ge30HacHOCT, TOKCHYHOCT IPH MHOTOKPATHO MPHJIATAHE,
FeHOTOKCHYHOCT, KapLdHOreHeH noTeéHuMan. [IpoyupaHuaTa 3a penpoyKTHBHA TOKCHYHOCT £a
MoKa3amH nunca Ha eekT Ha uBabpasuu BLPXY (pepTrvTeTa IIPH MBKKH H XKEHCKM ITbX0Be. Korato
BpeMeHHH 1abopaToOpHM XHBOTHA ¢a OHIM TPETUPAHH N0 BPEME Ha OPraHOTeHEe3aTa C EKCIIOIHLIHH,
OTH3KH /IO TepaneBTHYHHTE J03H € HabmoaBaHa MO-BHCOKA 4€CTOTA Ha (ETYCH ChC ChpASYHH

- RedieKTH NpH [UTBXOEE ¥ MaTbk Gpol beTycH ¢ exTpoAaKTHIHA NpH 3aliLy.

TIpu KydeTa, Ha KOHTO € JaBaH mzaﬁpanun (mo3u ot 2, 7 vnn 24 mg/kg/nen) 3a eaHa roguHa, ca
Habmonasany o0paTHMH NMPOMEHH Ha QYHKIMATA HA PETHHATA, HO Té HE CA CELP3aHH C YBpexkIaHe Ha
OYHHTE CTPYKTYPH. Te3H NaHHH CHOTBETCTBAT Ha (JapMaKoNoTHUHHA edext Ha HBaOpamyH, cBbp3aH ¢
B3aHMOAEHCTBHETO My ¢ XUIIEPHOIAPH3aLMOHHO-aKTHBHPAHHA [;, eNIeKTPHUYECKH Il '
KOHTO €3 MHOTO CXOAHH € J; 1eKTPHYECKAA TIOTOK HA CHPAeYHUA NeficMelKsp,
Jipyri ABITOCpOMHH TPOYYBAHKA TIPH MHOTOKPATHO TIPHIOKEHHE H IPOYYB
He Ca JI0BENH JO Pa3KPHBAHE HA KIIHHUYHO 3HAYHMH MPOMEHH.
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OueHka ncxaé.ao oITHaTa Cp RA

OlieHKaTa Ha PHCKA 32 OKOJTHATA CPEAA OT Hnaﬁpap,m{ e TPOBE/IeHA B CHOTBETCTRHE C enponeﬁcxc'ro
peKoBOACTBO 32 ERA.

PeaynratiTe 0T Te31 NMpOyUBaHHA HOIKPENAT JIMIICATa HA PHCK 34 OKONHATA cpe,ua oT uBaGpaaH H
HEaOpajuH He IIPEICTARIABA 3AILTAXA 38 OKOJHATA Cpefa.

6. @GAPMAIEBTUUHMW JAHHH
6.1 CoEchk HA IOMOIIHATE BEIMECTRA

Aznpo na TabpeTkara:
Marnesues creapat (E470 B)

Konouzgen, 6e3B0aeH CUIHLIHED JlldOKCPLI[ (E551)
ManTonexcTpHa

LapeEHuHO HuIecTe

JlakTo3a MOHOXHIpAT

(meono NOKpHTHE:

Ban Opadry 11 85F18422, Koﬁ'ro CBOBPKA!
Momupununos ankoxon (E1203)

Turanop muokeun (E171)

Makporon 3350 (E1521)

Tank (ES53b)

6.2 HecCbBMECTHMOCTH

Henpunoxumo

"~ 6.3 Cpox Ha rogaocT’
3 ropuan
6.4 Cnenua/HH YCJOBHA Ra ChXpAHEHHE
To3su nexkapCTEEH NPOIYKT HE H3HCKBA CHNELMAIHH YCIOBHSE Ha CBXPaHEHHE,
6.5 BuaucbIbpiKaEne HA OMAKOBKATR
OPA-anymunnii-PE-cymiren/anymMuanii-PE Gnncrepu onakosku. CyIIHTENAT € BIPajeH B
HoJHonepHHOBHA YILTBTHHTENEH cNol. MHorocnoinoro GoaH0 He NO3BONIBA KOHTAKT MEXKIY «
cyuiuTe/a u Tabnetkure. BaycTepHTe ca onakoBaHu B KapTOHEHM KyTHH, Chiabpkamu: 14, 28, 30, 56,
60, 84, 90, 112 u 120 ¢pmnmupanu TabneTky.
OPA-anymunnii-PE-cyumren/anymunnii-PE-kanennapiu 6nycrepan onakoski. CymMTeasT e
BIPa/IcH B ONHONEHHOBHS YILILTHHTENEH CII0M, MEOTOCIONHOTO $onKo He MO3BONIRA KOHTAKT
MEeXJy CyUIuTens ¥ TabneTkute, bancTepuTe ca ONAKOBAHH B KAPTOHEHH KYTHH, cwu.pncamu 14, 28
30, 56, 60, 84,90, 112 u 120 dpunmupany TabeTKH
He pcyukn BugoBe onakoBKH Morar 0a 6BIAT TyCHATH Ha fasapa.

6.6 Cnennaymn TNpeanasnE MepKH npn H3XBLPJIAHE B paﬁoi'a

Hen3non3sanusaT NEKapeTBeH MPOAYKT HIH OTIIATLYHATE Ma’I‘epHﬁJlPl OT Hero
B CHOTEETCTBHE ¢ MECTHHTE H3HCKBAHMI.
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7. TPATEXKATEN HA PABPEMEHEETO 3A YIIOTPEBA

TevaB.V.

Swensweg 5

2031 GA Haarlem

Hunepnanans

8. HOMEP(A)lHA PABPE[IIE]E[P]ZETO 3A YIIOTPEBA

Wnesnka 5 mg (bmmnpm TabaeTKH - per. Ne 20170224

MHeruka 7,5 mg ¢punmupany Tabnerku - per. Ne 20170225

9. -I[ATA HA IHPBO PASPEINABAHE/ITIOAHOBABAHE HA PASPENIEHHETO 3A
- YIIOTPEBA ' '

Hara r;a ITEpBO paspewnaease: 28.06.2017r. -

" Hara Ha nocaeano nogHoBsBaHe: 16.08.2022 r.

10. JHATA HA AKTYAJTHIHPAHE HA TEKCTA
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