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UME HA JIEKAPCTBEHMUSA ITPOAYKT
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Bixebra 5 mg film-coated tablets
Bixebra 7.5 mg film-coated tablets
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2. KAYECTBEH H KOJIHHECTBEH CHCTAB

bukcebpa 5 mg duamupanu Tabnerku

Beska punmupana Tabnerka cbabpka S mg usabpaaus (ivabradine) (exBuBanenTeH Ha 3,390 mg
uBadbpaauH XHAPOXJIOPUI).

bukcebdpa 7.5 mg duamupanu TabaeTku

Beska dpunmupana tabnerka chabpka 7,5 mg uBabpanus (ivabradine) (exsuBaneHTeH Ha 8,085 mg
uBadpaauH XHUAPOXI0pHA).

[IOMOLLHO BELECTBO C U3BECTHO AEHCTBHE:
bukcebpa 5 mg dunmupanu Tabnerku

Bceska 5 mg punmupana tabnerka chabpika 45,36 mg nakrosa.

bukcedpa 7.5 mg ¢puamupanu TabaeTku

Beska 7,5 mg ¢punmupana tabaetka chabpxka 68,04 mg nakrosa.

3a MbJHUA CIIUCHK Ha MOMOLIHUTE BELLIECTBA, BUXKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
O®unamupana Tabnerka (Tadbnerka)

bukcebpa 5 mg duamupanu Tabnerku

baeno po3oBo-opaHxeBH, NPaBOBIbIHH, JEKO ABOHHO MU3MbKHAIKW (UIMHPAHH TAOJIETKH C [AC/IUTEIHA
yepTa OT eAHaTa cTpaHa, pasmepu 8 mm x 4,5 mm. Tabnerkara moke aa Obae pa3je/ieHa Ha 1BE paBHH
JO3H.

bukcebpa 7.5 mg duamupanu TabneTku |
bneno po3oBo-opaHXeBH, KPBIIIH, JIEKO ABOMHO H3MbKHAIN QUIMUPAHH TabNETKH ChC CKOCEHH
pvOoBe, nuameTsp 7 mm.

4. KJMHWUYHU JAHHHA
4.1 TepaneBTHYHH NOKA3AHHS

CUMNTOMATUYHO JIeYEHHE HAa XPOHUYHA CTaOU/IHA CTEHOKAapAUs

MBabpaauH e nokasaH 3a CAMNTOMATHYHO JIEYEHHE HAa XPOHUYHA cTaDMJIHA CTEHOKAp/AHs MpH

BB3PACTHHU C UCXEMUYHA DOJIECT HA CHPLIETO C HOPMAJIEH CHHYCOB PUTBM M ChpaeyHa yectoTa > 70

yaapa B MuHyTa. MBabpaauH e nokaszas:

- MpU Bb3PACTHH, KOUTO HMAT HEMOHOCUMOCT WK NMPOTHBOMOKA3aHHE KbM DeTa-0/10KkepH

- MK B KOMOMHaLMA ¢ OeTa-0/10KepH NMpH NALMEHTH, HEaJIEKBATHO KOHTPOJIMPAHH C ONT
no3a bera-610kep.

JleyeHue Ha XpOHUYHA CbpEYHA HEJAOCTATHYHOCT
WBabpaauH e nokasaH npu XpoHW4Ha cbpaeyHa HeaoctaTbyHocT kiac Il no [V no NY
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e > 75 ynapa B MHHYTa, B KOMOMHaLMs CbC CTAHAAPTHA TEPANA, BKIIOYBaLIA dedyeHHe ¢ Oera-biokep
WM KOFaTo JICHEHHETO C GeTa-Oiokep € NPOTHBONOKA3AHO KIH He ce MoHac# {Bx. Touka 3.1).

4.2 103BpoBKA H HAYHH HA NPHJIOKEHHE

LOo3HpoBka
3a pazTHuUHKTE J03M ce npeaiaraT GUIMHpaHH TabaeTKM, ChabpXKaLIM 5 mg H 7,5 mg MBaOpaauH.

CHMIOTOMATHYHO JIEYEHHE HA XPOHHYHA CTAOUIIHA CTCHOKAPAHS

[Ipenopbusa ce PEILEHUETO 32 3aNQUBAHE HA JICUCHHE WM 34 THTPHPAHE Ha J03aTa Ad €€ U3BBLPILLH
[IpY HANHYHETO Ha MOPEAMIIA OT H3MEPBaHHs Ha chpiaeuHaTta yectoTa, EKI iwin ambynatopho 24
YacOBO MPOCeAABaAHE,

Hauannara noza Ha npabpaauH He TpaOBa Aa NpeBUINaBa 5 mg JBa 'BTH JHEBHO MPH MAUHCHTH MOA
75 rogyiuHa Bu3pacT. Clea TpH A0 YETHPH CEAMHIH JISYEHHE, AKO MALHEHTHT BCE OLUE HMA
CHMITOMH, aKO HAYAJTHATA [103a ¢e NoHacs 200pe W aKo ChpIEYHATA HECTOTa B OKOI 0cTaBa Haja 60
YAApA B MUHYTA, HO3aTAa MOXKE A C€ YBEIWYH JO CNeABalNaTa mo-BHCOKa 1032 NPH NalMeHTH,
pdeMally 2,5 mg ABa TTH JHEBHO WIM 5 mg nBa meTH AHeBHO. [loaabpxaluara 1o3a He TpsAOBa na
[IpeBHIIABA 7,5 Mg NBa 0BT THEBHO.

AKO HaAMa nogoOpeHHe HA CHMITTOMHTE HAa CTEHOKApAus ciea 3 Mecela OT HaYasIoTo Ha JICYCHHETO,
nedenuneto ¢ upadpaaun TpaOBa Aa ce MpeKpaTH.

B nonbaneHue, ripekpaTaBaHe Ha TEUEHHETO TPAOBA na ce 0OMHCIIH B Cyua, Ye HMa Camo
OrpaHHYE€H CUMIITOMATHYEH OTIOBOP M KOTaTO HAMA KIMHUYHO 3HAaYUMO HaMajisiBaHe HA ChpPACYHATA
4YECTOTa B NOKO# B PAMKHTE Ha TPH MeCELA.

AKO [0 BpeMe Ha JICUCHHETO, ChPACYHATA YECTOTa B NOKO# ce NOHWKH nox, 50 ynapa B MAHyTa
(ynapa/min) vy NAOMEHTHT MOIYYH CHMITTOMH, CBBP3aHH ¢ OpaaHKap/iHA KATO CBETOBBPTEK,
YMOPAEMOCT HITH XHITOTOHHA, fo3aTa TpAOBa 1a 6bJe NOCTENeHHO HAMAJIEHA, BIUTIOYHTEIHO 10 HaH-
HHCKATA JOTTYCTHMA J103a OT 2,5 mg /(82 bTH JHEBHO (no0oBMH TablleTka OoT 5 mg ABA MBTH JHEBHO).
Cnen HaMaisBaHE Ha 103aTa, ChpACYHATA YecToTa TpAORA f1a ce npocneassa (Bx.Touka 4.4).
JleuenneTto Tpa6Ba Na ObAE MPEKPATSHO, AKO CHPACUHATA YECTOTA ocTaHe nof 50 yaapa/min WIH MpH
TpPalHH MPOABH Ha OpazukapaAMa BLIPEeKH HAMANABAHETO Ha J03aTa.

JleueHue Ha XpoHHiHa CHpACUHHA HEAOCTATHYHOL T

JleuenneTo TpAOBa Aa ce 3aro4He camo MPH MALMEHTH ChC CTa0WIHA ChpCUHA HEAOCTATHUHOCT.
[IpenopbYMTEIHO € NEKYBAIUUA JdeKap Ja HMa ONHT B JICYEHHETO HA XpOHHYHaTa ChpAcCYHa
HEAOCTATHYHOCT.

ObuuaiiHaTa NpenopbLUMTETHA HA4asHa 4034 Ha MBadpaauH e 5 mg ABa TbTH AHeBHO. (hea aAse
CEIMMIIH JICUCHHE, N03aTa MOJKE 1A Ce YBEIHYHM 00 7,5 mg aApa MbTH AHEBHO, aKO ChpAEYHATA YCCTOTA
B NOKO# € TpaiHO Hax 60 yaapa B MHHYTA MIIH [a ¢€ HaMaii 40 2,5 mg ABa MbTH JHEBHO (MOJOBHH
Tabnerka OT 5 mg ABa MBTH JHEBHO), AKO ChpJeYHATa YeCTOTa B TOKOH e TpaiiHo noa S0 yaapa B
MMHYTA MM B CTYYaH, 4e Ce NOABAT CHMITOMM,CRBP3aHy ¢ Opaukapavsa KaTo 3aMaiipane, yMopa vin
XHITOTOHMS. AKO Chp/ieuHaTa YecToTa e Mexay 50 u 60 yiapa B MHHYTa, TPSOBa Aa ce oAgbpKa
[o3aTa OT 5 mg fBa [IETH JHEBHO.

AKO 110 BpeMe Ha JIEYEeHHETO, ChPACHHATA YECTOTa Ce AOHIXHU TpaiHO noa 5 yaapa B MEHYTa B
MOKOU MM aKO MALMEHTET MOTy4H CHMITTOMM, CBBP3aHH ¢ Opaaukapaui, Ao3ara TpaOBa Ja ce
TUTPUpA ¢ TIOHWKABaHe O CeABallaTa HO-HUCKA 034 NPH MaLHEHTH, NpHEMaIny 7,5 mg ABa MbTH
JHEBHO MJIH 5 mg JABa ITBTH AHEBHO. AKO ChPJEYHATA Y€CTOTa HapacHe TpaiHo Haja 60 yaapa B
MHHYTA B [IOKOH, 103aTa MOXe Jia ¢ THTPHpa A0 CjleBallaTa r10-BHCOKa 103a NpH [IaLHCHTH,
npuemMamy 2.5 mg ABa IbTH AHERHO WM 3 Mg ABA IIbTH AHEBHO.

JleuenueTo TpaOBA Aa ce cripe, aKo Chpe4yHara yecToTa ocTasa oA 5{ yaapa B MHHYTa HITH
CHMITTOMHTE Ha OpajuKapauaTa nmepcycTHpar (BxK. Touka 4.4).

Crneuyandy nony/jIauMm

Cmapuecka ev3pacm
[Tpy maLKeHTH HA BBL3PACT 75 UK MOBEHE rOAWHH, TPADBa Aa ce HMa NPEIBH]I MO-HUC
(2,5 mg ABa OBTH AHEBHO, T.€. NONCBMH T20NETKA OT 5 Mg ABa MHTH JAHEBHO) IPEAM yBL




A034aTa, aKo TOBa CC HaJlara.

bvopeuno yspexcoane

He ce »u3ucKBa KOpEKLHA Ha J03aTa [pH NauueHTH ¢ ObOpeyHa He10CTaTBYHOCT H KPeaTHHHHOB
KAMPBHC HAA 15 ml/min (Bx. TOuka 5.2).

JluricBaT NaHHH TIPH NALMEHTH ¢ KPeaTHHHHOB KiMpbHC noa 15 ml/min. Cnenosarento, cpel Tasv
nomynanus Headpaaus Tpadea na Obae ynorpebsaBaH ¢ NOBUUIEHO BHUMAaHHE.

Yeproopobro vepescoane

[1lpy nanMeHTH ¢ 1eKO YepHOAPOOHO yBpeXkaaHe He ce H3HCKBA KOpeKLHA Ha Aosara. Heobxoanmo ¢
MOBHIEHO BHHMAHHE MpH yroTpeda Ha WBaOpaiH NMpH MAlMEHTH ¢ YMEPEHO YEPHOAPOOHO
YBpEKIaHE.

HBabpaauH ¢ nporHBonokasan 3a ynotpeda npH NalHEHTH ¢ TEXKKA Y€PHOAPOOHA HETOCTATBYHOCT,
THH KaTO HE € U3YUCH MPH TazH NOMyJIAlMA ¥ C€ OYaKBa rojaMO HApaCTBaHE Ha CHCTEMHATa
eKCHO3ULMA (BXK. TOUKH 4.3 u 5.2).

IHeduampuuna nonyrayus

besonacHocTTa M epHKacHOCTTa HAa HBAOpaaMH NPU JTCHEHHETO HA XPOHUYHA ChpACHHa
HEJOCTATBUHOCT NPH A€Lia Ha Bb3pacT nnof 18 roaMHu He ca yCTaHOBEHH.

Hanu4HuTe KbM MOMEHTa JaHHY 34 JICHEHHE HA XPOHHYHA ChPASYHA HEAZOCTATHHYHOCT C2 ONHCaHH B
TOUYKH 5.1 ¥ 3.2, HO NpenopbKH 32 J03UPOBKATA HE MOraT Aa OBAAT HAIIPABEHH.

JI4fCceaT aHHN 32 CUMITTOMATHYHO JICYCHHE HA XPOHHYHA CTa0WIHA aHIHHA.

HauyMH Ha MpHIOKEHHE

Tabnerkute TpsadBa na ObAAT IPHUEMAHH NIEPOPATTHO ABA IBTH JHEBHO, T.€. BEAHEXK CYTPHH H BEAHEBXK
BEYEP MO BPEME HA XpaHeHe (BXK. ToUKa 5.2).

4.3 IlporaBomoxazaHus

- CBpBbXYYBCTBUTENHOCT KbM AKTUBHOTO BELIECTBO MJIM HAKOE OT MOMOLIHHTE BELIECTBA
(M30poenu B Touka 6.1)

- CoppaevHa vyectora B nokoii non 70 yaapa/min rpeau HayanoTo Ha JIEYEHHETO

- KapaworeneH mok

- OcTtep MUOKapaeH HHapKT

- Texxa xunotoHus (<90/50 mm Hg)

- Texxka yepHoapobHa HeNOCTATHUHOCT

- CHHApOM Ha GONHUA CHHYCOB Bb3€

- CHHO-aTpHaneH 610k

- Hecrabunna unM octpa chpAciHa HEAOCTATHHHOCT

- 3aBMCHMOCT OT NeMcMeKbP (ChpaeUHa YeCTOTa ONpeAe/ieHa CaMOo OT MEHCMENKDPA)

- Hecrabunna crenokapauns

- AV 6nok Il crench

- Kombunupare cbe ciinu uHxuOuTOpY Ha uuTOoXpoM P450 3 A4, xkaTo a3010BH aHTHMHKOTHLIH
(KETOKOHA30/1, HTPAKOHA30 ), MAKPOJHAHH aHTHOHOTHLM (KIAPHTPOMHIIMH, €PHTPOMHLIMH
per os, HozamulmH, Tenurpomuimt), HIV-nporeazuu unxuburopn (HenduHABUD, PUTOHABHP) H
Hedazoa0H (Bk. TOUkH 4.5 1 5.2)

- KomOuHupate ¢ Bepanamin Wik JiiTdaseM, Kouto ca ymeped CYP3 A4 unxuburopu, v
KOWTO MMAT MMOHKW>KABAUIH ChpAEYHATa YeCTOTa CBOUCTRA (BXK.TOYKA 4.5)

- bpeMeHHOCT, KbpMEHE H 3KE€HH ¢ JETEPOAECH MOTEHLHAJ, KOMTO HE H3MO3BAT NOAXOAALIH
KOHTPALICIITHBHU MEPKH {8K. TO4KA 4.6)

4.4 CoenBEAJHH NpeIynpekIcHHS H OIpeiNazHd MEPKH NPH yHOTpeda

Coenyainy npeaynpexaeHHs
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Jlunca na noa3u 8b6 8PB3KA ¢ KIUHUNHUSL U3X00 RPU NAYUCHMU CBC CUMRMOMAMUYHQA XDORUYHA
CmaduInG CMeHOKapOus.

MeabpaarH € nokasaH camMo 3a CHMIITOMATHYHO JIEYEHHE HA XPOHHYHA cTaOHAHA CTEHOKapAUd, Thil
KaTo HBabpaauH He HOCH MOJ3H BbB BPBb3Ka ¢ KITHHHYHHAA H3X0J MO OTHOIIEHHE HA ChPACYHO-
ChI0BATa CHcTeMa (Hanp. MHMaPKT Ha MHOKAPAA WK ChPACYHO-CHA0BA CMBPTHOCT) (BK. ToYka 3.1).

Hamepeare na copoennama vecmoma

[Tpeasws TOBA, Y& CHPACYHATA HECTOTA MOXKE /J1a BAPHPA 3HAUKTEIHO BLB BpEMETO, TpAOBA 11a ce
OOMMCIIH U3BBPHIBAHETO HA NOPEAHIIA H3MEPBAHHS Ha chpAedHara uyecTota, EKI nin amOynaropHo
24 yacoBo npocnensBaHe, KoraTo ce ornpeaens ChpAedHaTa YeCTOTa B MTOKOH, IPeaH 3aNno4BaHeTO Ha
JICYEHHETO C MBAOPATHH M MPH NALHEHTH Ha JICUCHHE ¢ HBAOpaIHH, KOTATO ¢e OOMUCIIS THTPUPAHE Ha
mo3ara. ToBa ce oTHACA M 3a NALMEHTH C HUCKA ChPASYHA YECTOTa, NO-CMECHANHO KOraTo ChbpAe4HaTa
4eCTOTa ce MOHIXHM Mo 50 yaapa/min, WIH ciell HAMaNABaHE Ha A03aTa (BX. Touka 4.2).

Covpoeunu apummiu

HeabpanuH He e eeKTHBEH NpH NCUYESHHETO WIH [IPEBEHLUATA HA CHPACYHH ADHTMHH H BEPOATHO
ryOu edekTa cH NpH HACTHIBAHE HA TAXHAPHTMHS (HATIP. KAMEPHA WIH HaAKaMepHa TaXHKapaus).
CrnenoBartento, vpabpaauH He c€ NIPENOPHYBa NPH MALMEHTH € NPEACHPAHO MBLKICHE UK IPYTH
CBhPACYHH APUTMHUH, KOUTO MPEUaT Ha QPYHKLMATE HA CHHYCOBHA BB3EJL.

IIpy nauuenTH, NekyBanu ¢ HBabpa/iHH, ce NOBUILIABA PHCKA OT Pa3BHBAHE HA NPEACHPAHC MBXKIACHE
(BK. TOouka 4.8). 11peachpaHOTO MBAKICHE € M0-YECTO [IPH MALKUEHTH, H3N0N3BAIIK ¢IHOBPEMEHHO
aMHOAAPOH WIH MOLUHH aHTHapUTMHYHH cpeactea knac L. [lpenopsbusa ce peAOBHO KIIHHHYHO
HabsoneHNe Ha MALMEHTH, JICKYBALIM Ce ¢ HBaOpaaHH, 3a MofABa Ha MPEACHPAHO MBXIEHE (TPaHHO
WJTH [IPHCTHITHO), BKIOUYHTENHO Npx KTHHHYAYW nokasadusd 1 EKIT moHuTOpHpaHe (Hanp. B ClTydad Ha
BJIOLIABALINA C€ CTEHOKApAXS, MaMHTALMK, HEPABHOMEPEH NYJIC).

[NauuenTHTE TpabBa A2 ObAaT HHPOPMHPAHH 32 MPH3HALMTE H CUMIITOMHTE Ha NPEeAChPAHO MBKICHE
¥ Aa OBbJaT NOCHBETBAHH Aa C€ CBbPIKAT C TEXHHA JIEKap, aKo Te ce MOSBAT.

AKO MO BpeMe Ha JICYEHHETO HACTbIH MPEACHPAHO MBKIAEHE, ChOTHOLIEHHETO MOJI3a/PHCK 33
[IPOAB/DKABAHE HA JICHEHHETO ¢ MBaOpaauH TpadBa Aa ce 0O6CHAH BHHMATEHO.

[lauveHTHTE C XpOHHWYHA ChpaeYHA HEOCTATBHYHOCT, C Ae(PEKTH Ha HHTPaBEHTPHKY/IapHaTa
npoBoAuMOCT (198 GeapeH 6510k, AeceH GeapeH ONOK) U BEHTPHKYJIApHA MHCCUHXPOHHS TPAOBa f1a ce
HaOmoaaBaT BHUMATENHO,

Ynompeba npu nayuermu ¢ AV éaox I cmenen
Meabpaaun He ce npenopruBa npu nauuentd ¢ AV ook Il crenen.

Ynompeba npu nayuenmu ¢ Hucxa cypoewna yecmoma

HBabpanuu He TpsAbBa na Obae 3aMoyBaH MPH HALUKHEHTH ChC ChPACYHA YECTOTa B NOKOH NpeaH
naedyeHuero noa 70 yaapa/min (ynapa/min, bmp) (Bx. Touka 4.3).

AKO 110 BpeMe Ha JICHEHHETO ChpACYHATa YeCTOTa B OKOH Ce NMOHWKH TpaiHo noAa 50 yaapa B MHHYTa
(ymapa/min) Wi NaUKMEHTHT NOJYYH CHMIITOMH CBbp3aHH ¢ Opaavkapans, KaTo CBETOBBPTEX,
YMOPAEMOCT WIH XHINOTOHHS, J03aTa TPAORA Aa Oh/e NOCTENICHHO HAMAJICHA WM JEUYEHHETO TpAOBa
na Obe NpeKpaTeHo, KO ChPAeYHATA YeCTOTA OCTaHe TpaiiHo noa 50 yaapa/min WiH NP TPaHHH
nposBU Ha Opanukapans (BK. Touka 4.2).

Kombunayusa c 6aoxkepu na xaryuesume Kanaiy

EanospeMeHHaTa yrnorpeba Ha usabpaarH ¢ NOHWKABALIK ChpAcYHATa YECTOTA KAILIMCBH
AHTATOHHUCTH, KaTO BEpanaMH/I HJIH JMITHA3EM € IPOTHBOMOKa3aHa (BxK. Touku 4.3 u 4.5). Jlocera He
€a NOBAMraHH BLMPOCH OTHOCHO 0€30MacHOCTTa Ha KOMOMHMpaHe Ha HBAOpaJUH C HUTPATH H
AHXAOPOTTUPHAWHOBH KA/ILHEBH AHTArOHHCTH, KaTo amyioAunuH. He € yCTaHOBeHa NOMTb/IH

epHKacHOCT Ha HBAOpaJHH B KOMOHHALMA C JUXHAPONHPHAHHOBY KaILIMEBH aHTArOHUCTH
5.1).

Xponuuna cvpoenna HeooCmamusYHOCm
ChpacyHaTa HEAOCTaTEYHOCT TPAOBA fa € cTabKunHa, PEIH [a C& MHCIIM 34 JICHEHHE C KN
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HeabpanuH TpaGBa 1a ce M3MOJI3Ba C MOBHLIEHO BHUMAHHE [PU MNALACHTH ChC ChPASYHA

HEAOCTATHYHOCT OT yHKUHOHAIeH Knac IV mo NYHA, nopaay orpaHHYeHO KOMHYECTBO JaHHH 32
Ta3H MOMyNAaLHA.

Hucynm
Ynorpebara Ha uBaOpaaHH HE Ce MPENOPBYBA HEMOCPEICTBEHO Cl1eX HHCYIT, MOpa/iy JIMICa Ha
eKCNIEPUMEHTANHH KTHHHYHH JAHHH TNPH TOBA CHCTOSHHE.

3pumenna pyuxyus

Ueabpazun noenusaea GyHKLMATA HA peTHHATA. JIMIICBAT A0KA3ATENCTBA 32 TOKCHUECH €DEKT NpH
NBITOCPOYHO JIeHeHHe ¢ uBabpaluH BbpXY peruHara (. Touka 5.1). Ilpy nossa Ha HEOYaKBaHO
BJIOLLIABAHE HA 3PUTEIHATA (pyHKIMA TPAORA Aa ce 06Chay CrupaHe Ha JCUeHHETO ¢ nBadpaauH. [1pw
AALHEHTH ¢ MUTMEHTO3€H PETHHHT € HEOOX0AMMO OBUIIEHO BHUMaHHE.

Hayuenmu ¢ xunomonun
JlaHHHTe NpH NALMEHTH ¢ JIeKa A0 YMEPEHA XHIIOTOHMA Ca OrPaHHUYEHH H, CIIEAOBATE/HO, MBabpaauH
TpaOBa Aa Ob/ie U3MOJ3BaH ¢ [IOBUIICHO BHHMAHHKE Npu Te3u nauueHTy. MBabpamin e

MPOTHBONOKA3aH NPH MAIMEHTH C TEXKKA XMIIOTOHHS (KpbBHO Hansrade <90/50 mmHg) (B:k. Touka
4.3).

IIpedcvporo muorcdene — copoeunu apummuu

JIMncBaT AoKa3aTeNncTBa 3a PUCK OT (IpeKoMepHa) OpaauKapAuA MPH Bh3CTAHOBABAHE HA CUHYCOBHSA
PUTHM, KOTaTo [PH MALKMEHTH JICKYBAHU C MBAOPaHH ce Mpeanpueme (PpapMaKkoIoruaHa
kapavoBepcua. Bee nmak, nopaay OTCbCTBHE HA JOCTATHBYHO JAHHMU, HECTICHIHA KapAHOBEPCUS C NpaB
TOK TpAOBA Oa ce npeaeixaa 24 4aca ciel mocaeaHHA NpUeM Ha HBaOpaIHH.

Ynompeba npu nayuenmu ¢ epoden QT cundpom unu aeKysanu ¢ 1eKapCmeen npooyKmu
yowaxcasawyu QT

Ynorpebara na upabpanu npy nauuedTtu ¢ spoaeH QT cuHapoM UK NEKYBaHH C JICKAPDCTBCHH
nMpoAYKTH yabkasauu QT TpabBa aa 6bae usbarsaHa (Bxk. Todka 4.5). Axo KOMOHHAUMATA C€ CHETS

3a HeoOX0JHMa, TOraBa ce Hajlara YecT KapAHOJIOrHYeH KOHTPOIL.
HamanaBaHero Ha ChbpAeYHHA pUTHM, TPHYHHEHO OT HBAOpaaHH, MOXKE [1a YCHIIH YIb/KaBaHeTO Ha
QT uHTEpBaa, KOSTO MOXE Ja JOBEE O TEXKKH apHTMHH, no-cneuuanyo Torsade de pointes.

Hayuenmu ¢ xunepmonun, npu KOUMO Ce HAIAZA NPOMAHA € JeUSHHEMO HA KPBbEHOMO Hanizane
Koraro ca HanpapeHH NMpOMEHH B JICYEHHETO TNIPH HALIMEHTH ¢ XPOHUUHA ChPASYHA HEMOCTATBYHOCT,
NEKyBaHH ¢ UBaOpaakH, KPBBHOTO HAJIAraHe Tpadsa Na ce MOHUTOpPHpA Ha MOAXOAALIH HHTEPBAJIH
(BK. TOuKa 4.8).

Homownu sewgecmsa

Twit kaTo TabseTkuTe CHALPKAT JIAKTO3A, NALMEHTH ¢ PEAKHTE HACJEACTBEHH NpoDdiIeMH Ha
rajlakTO3Ha HEMOHOCHMOCT, 0011 TaKTaseH Ae(DHUMT WK MIFOKO30-TANaKTo3Ha MagabcopOumsa He
TpsaOBa Na NpHEMAT TO3U NEKAPCTBEH MPORYKT.

4.5 BzammoaelicTBHe ¢ APYIH JIeKAPCTBEHH NPOAYKTH H ApYra GopMH HA B3aHMOAEHCTBHE

DapMaKOJAHHAMUYHH B3aHMOACHCTBHS

Eounogpemenna ynompeba ne ce npenopousa

JlekapcTBeHH NPOAYKTH yabipkaBay QT

- CbpAeUHO-CHIOBH JEKAPCTBEHH MPOYKTH yabnkasaliy QT (Hanp. XMHHHAWH, W30
benpuaun, coranon, HOYTHIHA, aMHOAAPOH).

- HecupaeuHo-CHIOBY JIEKAPCTBEHH NMPOAYKTH yAbKaBamu QT (Hanp. mHMO3na,
cepTuHIoN, MeqUIOKHH, Xano(QaHTpUH, NEHTAMHOMWH, UM3anpua, HHTPABEHO3CH K
V).




yabmkasaiy QT ¢ uBaGpaaun tpabea aa 6bae u3bareana, Thitf kKato yaskasanero Ha QT moxe na
ex3auepbupa npu 3abaesHe HA ChPAEYHATA YECTOTAa. AKO KOMOMHALMATA ce cueTe 3a HeobXoaHuMma,
TOraBa ce HAAara 4ecT KapAHOJOrdueH KOHTPOI (BkK. ToUka 4.4).

Eonospemenna ynompeba ¢ nOSUMECHO BHUMARUE

Kanuii-rybein 1aypetiud (THa3HAHH HWAH OpHMKOBH JTHYPETHLIM }:

XUNOKAIMEMHAATA MOXKE A YBEJIHUH PHCKA OT apUT™MHA. TBil Kato nBabpanyH MOKe fa NPEIH3BHKA
OpaaMkapams, KpaitHaTa KOMOHHALMA OT XHIOKAIHEMHA H OpaJHKapausa € npeapasnoaraiy Gakrop
33 [10ABATA HA TEKKH aPHUTMHH, OCOOSHO NpH NMALMEHTH CbC CUHAPOM Ha yabiokeH QT wHTEpBan,
HE3aBHCHMO JAJTHA € OT KOHI'CHUTAJICH MPOUZXO0/ W MPe/IM3BHUKAH OT aKTHBHO BELLECTBO.

PapMaKOKHHETUYHH B3aUMOACHCTBUS

Heabpanuu ce Metabonusupa camo oT CYP3 A4 u e muoro ¢j1abd HHXHOHTOp Ha TO3H UHTOXpoM. MMa
JaHHM, 4¢ HBaOpaaMH He MOBAKHABA METAOONM3MA ¥ NNIa3MEHHTE KOHLEHTPAaLMK Ha ApYrH cybcTpary
na CYP3A4 (nieku, yMepeHu u CHTHA HHXHOHTOPH). Haxubutopute 1 HHIyKTOpUTe Ha CYP3A4 ca
CKJIOHHH 71a B3aHMOJACHCTBAT ¢ uBabpaJyH W 13 NOBJAHABAT HErOBHA MeTabONU3BM H
(hapMaKOKHHETHKa 0 KIMHHYHO 3Ha4YnMa cteneH. [lpu npoyusanua 3a B3aUMOACHCTBHUA €
ycTaHoBeH0, e CYP3A4 MHXUOHTOPHTE MOBHILABAT IJIA3MEHHTE KOHLIEHTPaLHK Ha HBabpaaun,
[AOKATO MHAYKTOPHTE I'H MOHWKaBat. [[OBHIIEHUTE IUa3MeHy KOHLIEHTPALAH Ha HBabpa/iuH MOTraT Ja
ObJaT CBbpP3aHH C PHCK OT NpeKkoMepHa Opaaukapaua (BxK. Touka 4.4).

Hpomusonorxazanue 3a ednoépemenna ynompeba

Mownu CYP3A4 unxubumopu

EnHoBpeMeHHaTa yrioTpeba Ha MONHH HHXUOuTOpHU Ha CY P3 A4, xaro a30M10BH aHTUMHKOTHLH
(XeTOKOHA30/1, HTPAKOHA307 ), MAKPOIHIAHH AHTHOHOTHUH (KNapUTPOMULINH, EPHTPOMHLIHH per 0s,
HO3aMMULIMH, TETHTPOMHLAH ), uHxuOuTOpK Ha HIV nporeaszara (HendHHaBHp, pHTOHABHP) H
seda3oa0H e MPOTURONOKa3aHO (Bx. pasaen 4.3). Mownute CYP3 A4 vHXMOUTOPH KETOKOHA30]
(200 mg BeHBAK AHEBHO) H Ho3aMHIKH (1 g ABA NBTH JHEBHO) Ca YBEJIHUWIH /- 00 8-KpaTHO
cpeaHaTa IJ1a3MeHa eKCTIO3HIUHA Ha uBabpanuH.

Yumepenu CYP3A4 unxubumopu
CneuH¢puuHy U3NHMTBAHHA 3aB3aUMOSECHCTBHUE MPH 3/IpaBH JOOPOBONUH K MALHEHTH €A NMOKa3aIH, Y€

koMOHWHaLMATA OT UBAOpaaHH ¥ CpeAcTBaTa, 3a0aBallM ChP/ISHHATA YeCTOTa JUITHA3EM WIH
BEpANaMu € ROBENA 10 HApacTBaHe HA eKCTIO3ULIMATA HA HBaOpanuH (2- no 3-KpaTHO HAPACTBAHE Ha
AUC) ¥ nombIHATENHO 3a02aBsiHe HA ChpAeYHaTa AEHHOCT ¢ 5 yaapa/min. EqHoBpeMeHHaTa ynorpeda
Ha upabpaauH ¢ Te3H NEKApCTBEHHU NPOAYKTH € NPOTHBONOKa3aHa (Bx. Touka 4.3).

Eonoepemenna ynompeba, kosamo He ce npenopvysa
ExcnosuiusTa Ha HBabpaaHH HapacTBa JIBYKPATHO ClIE/] €HHOBPEMEHHO TTPUITOXKEHHE CBhC COK OT
rpeiingpyr. CneaoBaTenHO PUEMBT HA COK OT rpeindpyT TpadBa ga ce u3barea.

Eonoepemenna ynompeba ¢ nogumeHo 6HuUManue

Ymepenu CYP3A4 unixubumopu

Ennorpemennara yrorpeba Ha usabpazun ¢ apyru ymepend CYP3 A4 uaxubutops (Harp.
(dhyKoHa301) MOXKE Ja ce 0OCchxKaa, MpU HayaHa Ao3a 2,5 mg ABa MbTH JHEBHO H aKO Chp/JevuHaTa
yecToTa B MoKoH € Hag 70 yaapa/min, ¢ npocneAsiBaHe HA ChPeYHATa YECTOTA.

CYP3A4 unoyxmopu
Uupykropure Ha CYP3A4 (nanp. pudavnuuus, bapbutypartu, dbeHutoud, Hypericum perfs

[>KBJIT KAHTAPHOH|) MOTAT J1a MOHWXKAT €KCIO3HUMATA HA UBAOpaAMH ¥ HEMOBOTO JACHCTB
EanoepemenHaTa ynorpeda Ha CYP3 A4 uHayuMpally nekapeTBeHy MpOAYKTH MOKE J1a
KOPEKLHA Ha A03aTa Ha usabpaaud. belre fokasaHo, ue kKoMOuHaLuaTa ot HeadpaauH 10

=



AHEBHO C XBIT KaHTapuoH Hamanasa AUC Ha uBaGpaauH HanonoBHHa. 1o Bpeme Ha nedeHme c
WBabpaJuH NPHEMBT HA XBIIT KAHTAPUOH TPsAOBa na 6sae OrpaHuYeH.

Eounoepemenna ynompeba c opyeu cpeocmea

CneuvpUyHN NpoyuBaHKA 3a TEKAPCTBEHH B3AHMOACSHCTEUS HE CA MOKA3aIH 3HAYUM e(DEeKT Ha
cleIHHTE JIEKAPCTBEHH MPOOYKTH BbPXY (PApMAKOKHHETHKATA B (PapMakoAMHAMMKATA Ha HBAOPAUH:
HHXAOUTOPH Ha MPOTOHHATA NOMAA (OMEIPA30I, JIAH30NPAa30a), cHiaeHadwn, uHxubuTopr Ha HMG
CoA peaykrazara (CHMBACTATHH), AUXMAPONHPHAHHOBH KAILIMEBY AHTANOHHCTH (AMIOAHITHH,
NauUIUNHH), THrokcHH H Bapdhapu. OcBeH TOBa, HE € HACTHITHI KIMHHYHO 3HAYMM €(pekT Ha
HBaOpaiHH BEPXY (papMaKOKHHETHKATA HA CHMBACTATHH, AMJIOAUIUH, JAUHMIHITHH, BLPXY
(papmMakOKHMHETHKATA H (DapMaKOAHHAMMKATA HAa MUIOKCHH, BapdapHH H BBPXY (PapMakoavHAMHUKATa
Ha aCMUPUH.

B kniuHuuHM v3nuTBadug ¢azsa [l cneguure neKapCTBeHH NPoAyKTH ca OUIH KOMOHHHPAHH pYTHHHO
¢ uabpanuH, 6e3 faHHHM 3a NMPOGNEMH CBBP3aHHM ¢ JTeKapcTBeHaTa 6e30NacHOCT: HHXHOKWTOPH Ha
AHTHOTEH3WH-KOHBEPTHPALIHSA EH3HM, aHTHOTEH3HH-PELIENTOpHHE OnokepH, 6eTa-010KEPH, AHYPETHLIH,
AHTArOHHUCTH Ha AJIIOCTEPOHA, KPaTKO- H AbArO-AeCTBaIIM HHTpaTH, HHXHOHTOpH Ha HMG CoA
peayktazata, GHOpaTH, HHXHOHTOPH HAa NPOTOHHATA MIOMHA, OpaTHH NPOTHBOAHAOETHH CPEACTBA,
acNMUpPHH ¥ APYTH AHTUTPOMOOLHUTHH JIEKAPCTBEHH NPOAYKTH.

lHeouampuuna nonviayus
IlpoyuBaHHa 32 B3auMOAEHCTBUATA CA MPOBEKAAHH CaMO ITPH BB3PACTHH.

4.6 DPepruanTeT, GpeMEHHOCT H KbpMeHe

/KeHH ¢ neTepoieH NOTeHIUAT
Kenu ¢ gereponeH noreHuMan Tpa6sa 1a H3NOJI3BAT NOAXOAALUM KOHTPALEITHBHA MEPKH O BpEME
Ha fie4eHHEeTO (BX. Touka 4.3).

bpemeHHOCT

JIMncBaT WK MMa OrpaHHuYCHH AaHHHM 3a ynoTpebaTa Ha HBaGpaqHH MpH OpEeMEHHH XKEHH.
[lpoyuBaHusgTa NpH XUBOTHH [IOKA3BAT PENPOAYKTHBHA TOKCHYHOCT. Te3n npoyyBaHHs Ca NMOKa3ald
eMOpHOTOKCHYEH H TepaToreHeH edekT (BK. Touka 5.3). [IoTeHUnATHHAT pUCK 32 Xopara €
HewspecTeH. [lopaau ToBa, HBaGpaauH e MPOTHBOMOKA3aH MO BpemMe Ha OPeMEHHOCT (BX. Touka 4.3).

KepmeHne

[TpoyusaHuATA NMPH XXHUBOTHH NOKA3BaT, Y€ HBAOpaJuH ce eKCKpeTHpa B KbpMarTa. Ilopaau ToBa,
HBaOpadHH € NPOTHBONOKAa3aH N0 BpEME HA KbpMeEHe (BXK. Touka 4.3).

JXKeHH, KOUTO ce HYXKIAAT OT JieueHue ¢ upabpaaMH, TpabBa da cnpar aAa ELpMET H Aa H30epat aApyr
Ha4yHH 3a XpaHEHEe Ha TAXHOTO JETE.

DepTHIHTET
[lpoyuBaHHATA PH IUTBXOBE HE ¢ NMOKA3aIH €(eKT BbpXy PEPTHINTETA NMPH MBEXKKHTE H KEHCKHUTE
HHAHBYUIM (BAK. TOUKA 5.3)

4,7 EdexTn BpXy cmoco0HOCTTA 32 ModHpaHEe B padoTa ¢ MANTHHH

HBabpaauH He MOBIHABA WJIH NOB/IMABA HE3HAUHTETHO CrOocOOHOCTTA 33 paboTa ¢ MALIKHH.
CneuuduuHO MpoyYBaHE 34 OLEHKA HA BE3MOKHOTO BIMAHME HA MBAOpaIHH BBPXY CHOCOOHOCTTA 3a
mogHpaHe nNpy 3apasH J0OPOBO/LM HE MOKA3a HAPYIUIEHKHA Ha cmocoOHOCTTa 3a modupane. Obaue,
IIPH NIOCT-MAPKETHHIOBHA ONKT, ¢a ChOOLUEHH CIIYYaH Ha HAPYLIEHA CHOCOOHOCT 3a O(pHUpPaHE, B
pe3ynTar Ha 3pHTeNHH cuMiroMH. Hpabpanun Moske na Mpeau3BHKA PEXONHH CBETIMHHH
BB3NPHUATHA ChCTOAIIM C€ raBHO OT GocheHH (BXK. TouKka 4.8). Be3MoXHaTa nosBa HAa TAKHUBA
CBETJIHHHH BL3NPUATUA TpAOBA Aa c€ MMa MpEABUI [IPH LIOQHpaHe WIH paboTa ¢ MallWHK
CHTYallHH, MPH KOHTO MOXKE /la HACTBITH BHE3aIHA MPOMAHA HA WHTEH3HWTETA HA CBETJIMHAT,
NPY HOLIHO KOPMYBaHE,




4.8 Hexenanu JlekapcTBenn peakiHu

O0obmenue Ha npoduna 3a He30MacHOCT

Haii-yecTTe HeXenaHH JieKapCTBEHH peakuKH ¢ uBaOpaaMH, CBETNHMHHH petomMenH ((poctenH)
(14,5%) 1 Spagukapaus (3,3%). Te ca A0303aBHUCHUMH H CRbP3aHy ¢ apMaKoJIOruuHus eexT Ha

NeKapCTBEHHUS NPOAYKT.

CIOUCHK HA HEXKENAHUTE JACKAPCTBCHH DCAKLHH B TabnH4YeH BH]

CreRHUTE HEXENIAHH ICKAPDCTBEHH PEakiHH WIH CEOHTHS ce ChOOIIABAT IO BPEME HA KIIHHHYHU

H3IIUTBAHHA H CE macuq)uunpa’r no CJACAHAaTa HeCTOoTa:

- Muoro uectn (>1/10);

- Yectu (>1/100 no<1/10);

- Heuectu (> 1/1 000 no <1/100);
. Peaxu (>1/10 000 no <1/1 000);
- MHuoro penku (<1/10 000);

. C Hem3BecTHa YecToTa (OT HATMYHHTE JaHHUA HE MOXke Ja Obc HanpaseHa OlLCHKA).

CucremMo-opranuu Kiacose  [Yecrora [penoYuTAH TEPMHAN
HapymeHus HA KpBBTA H Heuectu Eo3usodunus
numdHaATA CHCTEMA
Hapymenra na metabonusma n [Hevectu XunepypukeMud
XPAHEHETO
HapyuieHHa Ha HEpBHATA UecTu I"'naBobonue, OOHKHOBEHO 11pe3
cHucTeMa MHPBUA MECEL[ OT JICUEHHETO
3aMaiBaHe, BEPOATHO CBbP3aHO
c Opaaukapans
Heuectu*

EHHK@H, BCPOATHO CBBP3aH C
pag{Kapans

HapyieHua Ha ounrte

MHOIro 4ecTH

BETJIMHHU (pEHOMEHH

docheHn)

UecTH

3aMBIJICHO BHX/IAHE

He4ectn*

Jlunaonus

HapyuieHue Ha 3peHHETO

HapyuieHHS Ha yX0TO U
TabMpHHTA

HeduecTH

ICBETOBBPTEK

CbpaeyHHd HapylUEHHA

YecTH

bpaauxapaus

AV 6nok I crenen (yasmxkeH
PQ unrepsan Ha EKI')

KamepHH €KCTpacUCTONU

[ [pencupano MeXKACHE

HeuecTH

[ [ainMTauyH, HAAKAMEPHH
EKCTPacHCTOH

MHoro penaks

AV Onok 2Pctened, AV 010K
3 cTeneH

CusapoM Ha OOTHUA CUHYCOB
Bb3e

Cba0BH HapyWICHH

YecTn HexoHTpOMpaHo KPpbBHO
HanATaHe gkﬁw
Heuectu™® X MIIOTOHKA, BEPOATH

CBBbp3aHa ¢ OpanHKapiuef /o> 02
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ECITHPaTOPHU, I'PBEAHH U HevecTH U HcnHed
€QHACTHHAJTHH HapyLIEHHA

CTOMaLUHO-4PEBHH HapyieHust |HevecTy ['anene
Banek
Hnapus
Kopemna 6onka*
Hapyiuendsa Ha KokaTa U Heuectn* AHIMocaeM
MOAKOXKHATA ThKaH
A 4 O0puB
Penku* EputeMa
[Ipyputyc
Y pTukapus
HapyineHus Ha MyCKYJIHO- HeuecTH MYCKYJTHH Cra3MH
CKEJIETHATA CUCTEMA H
ChEIHHHMTETHATA THKAaH
Hapyiuenus Ha 6b0peyHara u HeuecTH [ [oBHILIEH KPEATHHHH B KPLBTa
MUKOYHATA CACTEMA
O0mH HapylueHusa ¥ edexrd Ha |Heuecru™® ACTEHHA, CBbP3aHa BEPOSTHO C
IMSCTOTO Ha MPHIOKEHHE Opaaukapams
YMOpa, CBbp3aHa BEPOIATHO €
Opaaukapaus
Penxu* [IprMangeaHe, BEPOATHO

CBBp3aHO ¢ OpanMKapaHd

H3caensanus HeuecTH
Y anspker QT uurepsan 8 EKT

¥ YecToTa Ha HeXeJlaHK CLOMTHA OT CIIOHTAHHHK AOKIAIH, H3YMCICHA NPH KIMHHYHATE W3NHMTBAHUS

Onucanue Ha H3OpaHHUTE HEXENAHH JIEKAPCTBEHH PEAKIIMM

CeeTnvHHH PeHOMeHH (hoctenn) ca OHIH cboOLIEHH 0T 14,5% OT Mal[HCHTHTE, OTIUCBAT CC KaTo
NnpexoaHa yBeJIHUEHA APKOCT B OrpaHHYEHA 30HA OT 3pHTENHOTO noje. Te 0OMKHOBEHO ce NPOBOKHPAT
OT BHE3AIIHU NIPOMEHH B HHTEH3MBHOCTTA Ha ceeTHHATa., DocdeHruTe Morar Chilo Ja ¢e OMHINAT KaTo
opeodl, pa3nafaHe Ha u3o0paxkeHHeTo (CTPOOOCKOTICKH HITH KAJICHIOCKOIICKH €(PEeKTH), LIBETHH APKH
CBETJIMHH WM ABONHO BIBKIaHe (peTuHaTHA nepccTeHumA). TlossaTa Ha docden craBa OOHKHOBEHO
B ITBPBHTE [BA MECeLa OT JIEUSHHETO, CJIE KOETO T¢ MOraT aa ce ABABaT MHOrokparHo. B noeeuero
Cllyqan ¢e chodwasa 3a gocdeHH ¢ neka 10 yMepeHa UHTeH3NBHOCT. Benuku docdeun npemuHasar
Mo BpeMe Ha WU CNE] PEeKpaTiBaHe Ha JICUEHUETO, B NTO-ronsMara ¢ 4acTt (77,5%) no speMe Ha
neuyenvero. [lo-manko or 1% ot naumueHTHTE Ca NPOMEHWIIM €KSAHEBHHTE CH HABHLIM WY ca
NPeyCTAHOBU/IH JICUEHHUETO BHB Bpb3Ka ¢ PocheHH.

bpaaukapaus € 6una cwoduieHa ot 3,3% Ot nanHeHTHTE 0cO00EHO NPE3 MHPBUTE 2 A0 3 MEcCLa OT
3aro4yBaHe Ha JieyeHuero. 0,5% ot nanueHTHTE ca NOMy4YHIH uspaseHa Opaaukapaus 40 wid no-
MANKO yaapa/min.

B npoyusaneto SIGNIFY, npeacspano MpxaeHe € 6uno HabnronasaHo B 5,3% OT naLMeHTHTE,
nmpueMaiy ueadpaaus B cpasHenue ¢ 3,8% B nnaucdo rpynara. B cOopum ananusm Ha BCHA'KH
IBOMHO-CJIEIH KOHTPOJHPaHH KITMHHYHH npoyuBatus ¢aszu /11l ¢ npoasDKMTENHOCT OT HAW-MANKQ
MECeLa, BKTIOYBAIM oBeue oT 40 000 nauMeHTH, 4ecTOTaTa Ha MPEACHPRAHO MBX/IeHe e OHia
Npy NALUEHTHTE, ICKYBAHH C UBAOpaanH, B cpaBHeHUE ¢ 4,08% npu KOHTPOAUTE, CHOTBCTCT
koeduueHT Ha pHck 1,26, 95% CI[1,15-1,39].

[pu npoyusaHeTo SHIFT, noBeueTo nauMeHTH ca UMATHA €NK30/H HA MIOBHIHEHO KPBBHO H



[ "

Korato ca Guim iekyBahu ¢ upabpaauH (7,1%), B cpaBHEHHE C MALUMEHTH, JeKyBaHH ¢ rianedo
(6,1%). Te3u enH30H Cca ce MOABHUINH HAH-UYECTO CKOPO Ced MPOMSHA B TEPAINHATA HA KPBBHOTO
HansiraHe, OWIH ca NPEXOOHM H HE ¢a 3acerHaTH jdedeOHus edeKT Ha HBabpaauH.

CbobuiasaHe Ha MOAO3IHPAHH HEKENAHH PEAKLIMH
ChobiaBaHeTo Ha NOAO3MPAHH HEXENAHH PEaKIliH Cie/l paspellaBaHe 3a ynoTpeda Ha leKkapeTBeHuA

MPOAYKT € BaskHO. ToBa NO3ROIIARA A2 POABIKH HAGMOEHUETO HA CHOTHOLIEHWETO [I0N134/PUCK 34
JeKapcTBeHMs NPOAYKT. OT MEOHIIMHCKHTE CIEUHATTHCTH Ce M3UCKBA Aa ChoOLaBaT BCAKA
MOA03HPAHA HEIKENAHA peaKLins ¥pes

H3nbianureHa areHUMs 110 JIeKapcTBara

vit. ,,Jlaman ['pyeB” Ne 8

1303 Codus

Ten.: +359 2 890 34 17
yebcaiiT: www.bda.bg.

4.9 Ilpeposnpane

CHMIITOMH
[Mpeno3upaHeTo MOXKe /1a OBEAE [0 TEXKA M NPOAbDKUTeHa Opaaukapans (Bx. Touka 4.8).

Jleuenue

Texxara Gpanuxapaus Tpa6sa aa Obe NeKyBaHa CHMIITOMATHYHO B CTIELIMATH3HPaHH YCI0BuA. B
ciy4ail Ha GpaaMKapaHsa ¢ JIOLIA XeMOIHHAMHYHA TTOHOCHMOCT MOske Za 6b71¢ 006ChaeHo
CUMIITOMATHYHO NIEYEHHE BKJIIOYBAUIO0 HHTPABCHO3HH OCTa-CTUMYITHPALIH JIEKAPCTBEHH NMPOLYKTH,
KaTo u3onpeHanuH. IIpu Hyxkaa Moxxe 712 ce npeanpueMe BpeMEeHHa ChpcUHa eIEKTPOCTHMYTAlHA.

5. ®OAPMAKOQJIOTHYUHH CBOHACTBA

5.1 dapmakoIHHAMHYIHHN CBOHCTBA

MdapmakoTepaneBTHYHA rpyna: JieueHue Ha cBpASUHH 3a00NABaHHA, APYTH ChPASUHH PENApaTy,
ATC xon: CO1EBI17.

MexaHHu3bM HA BEeHCTRHE

HpaOpaaun e cpeacTeo €AUHCTBEHO 3a TOHWKABAHE HA ChPACYHATA YECTOTA, ASHCTBALIO YPe3
CEJICKTHBHA H CNIELM(pUYHA HHXHOUINA HA EJIEKTPUYECKHA /f NOTOK Ha CHPAEUHUA NMEHCMEKBD, KOHTO

KOHTpOJIMpa CTNIOHTAHHATA JHACTOJIHA ACTIONAPH3AlMS B CHHYCOBHA BL3€/l M peryliipa cbpaevuHaTa
yectoTa. ChpaevuHHTE eheKTH ca cnelHPHYHH 32 CHHYCOBHA BB3€N, 663 epeKT BbpXy HHTpa-
ATPUATHOTO, ATPHOBEHTPHKYJIAPHOTO WIH HHTPABEHTPHUKYJIAPHOTO NPOBOAHO BPEME, HHTO BbPXY
MHOKAPAHHA KOHTPAKTWIHTET HJIH KAMEPHATA Penonspu3aums.

MBabpagrn MOKe 1a B3AMMOACHCTBA U C €IEKTPUYECKAA I; NOTOK B PETHHATA, KOHTO € MHOIO CXO/IEH
Cbe chpaeunus I TOH yyacTBa B TEMMOpATHATA PE3OIOLMA HA 3pUTENIHATA CHCTEMA YPE3 CKBCABAHE
Ha peTHHANHHSA OTTOBOP KbM APKH CBETINHHH CTUMYITH.

[Tpu npoBokHpaLy 00CTOATENCTBA (HANp. ObP3H MPOMEHH B APKOCTTA) HACTHYHATA HHXMOULMSA Ha /),
OT UBaOpaJUH 3aCH/IBA CRETIIMHHHMTE BL3MPHATHA, KOUTO MOraT Aa ObJaT MNOHAKOra yCEeTEHH OT
naueHTUTe. CBETJIMHHUTE BL3NPUATHS (POCPEHH) CE OTTMCBAT KATO NMPEXOAHO YCHIIBAHE Ha APKOCTTA
B OrpaHH4€Ha 30Ha Ha 3PUTEHOTO NoJje (Bx. Touka 4.8).

dapmakoguHaMHYHU edexTu
['naBHOTO (papMaKOAMHAMHYHO CBOICTBO Ha HBAOpaayH [pH 4YOBEKa € CeUH(PHYHO 103a-3aBHCHMO

TeXKa Opaxukapaus noa 40 ynapa/min (k. Touka 4.8).

[Tpu oOMyaiiHuTe NPENOPLYBAHM JJO3H MOHWKEHHETO HA CHPACYHATA YECTOTA € MpUOau3




yaapa/min B NOKOH B npH (hH3MUECKO YCUITUE,

Toea BOOH A0 HamMaJIgBaHE Ha CHPACYHATA padoTa U KOHCYMALIMATA HA KHCJIOPOA OT MHOKap/a.

HBabpanuy He NOBNMHABA BLTPECHPACHHATA IPOBOAUMOCT, KOHTPAKTHUIHTETA (HAMA HErATHBEH

HMHOTPOIEH €QEKT) HITH KAMEPHATa PenoIpH3aLIUA:

- B KIMHHYHH €JeKTPOH3IHONIOTHUHH NPOyYBaHKs HBabpaauH HE € MoKasan ePeKT BbPXyY
ATPHOBCHTPHKYJIAPHOTO HIIH HHTPABEHTPHKY/JIAPHOTO [IPOBOIHH BpeMEHa HJIH KOPHFAPaHHTE
QT uHTeppanyu;

- (Ipy MALMESHTH ¢ NeBokaMepHa JuchyHkuna (neBokamepHa uatiacksawma gpaxuus [LVEF)
mexay 30 u 45%) neabpaguH He € uman HebnaronpusTe edext Bbpxy LVEF.

KnuHuuHa e(pUKaCHOCT U 6€30MaCHOCT

AHTHAHTMHO3HATA ¥ AaHTUHCXEMUYHATa e)UKaCHOCT Ha HBabpaauH e OHNa NpoyyeHa B neT JBOHHO-
CNENH PAHAOMH3UPaHH NPOYYBaHHA (TPU Cpellly Mianedo | [0 €1HO CPeLlly aTEHOMO/ M aMIIOIHITHH).
Te3u npoyuBanus ca xsnouBany o610 4 111 naumesTH ¢ XpoHU4Ha CTaOKUIHA CTEHOKAPAHUs, OT KOUTO
2 617 ca nonyyapanu ueabpaauH.

Te nokasear, ue uBabpaauH 5 mg ABa MTH JIHEBHO 0Ka3Ba €(heKT BbpPXY H3IMTBAHUTE MapaMETPH MPH
HATOBAapBaHe B paMKHMTE Ha 3 10 4 CeIMHLH Cie/] 3aNo4BaHe Ha nedenreTo. JlokazaHa € epHKacHOCT
cbe 7,5 mg 1ea mbTH AHesHO. JIOMBJIHATENHATA 110134 CNPAMO 5 mg ABa ITHTH JHEBHO € OMna
YCTAHOBEHA B CPABHHUTENHO KOHTPOJIHPAHO MPOYyUBaHe CAPAMO aTEeHOJION: 00mATa NPOAB/IKHTEITHOCT
Ha PU3UYECKOTO HATOBApBAaHE B MOMEHTA HA MHHUMAITHA TUTa3MEHA KOHUEHTPANMA € HapacHana ¢
OKoJIO | MUHYTa Cliell €AHOMECEUHO JICYCHHE C 5 mg Ba MbTH AHEBHO M CE € MOAOOPHIIA C MOYUTH 25
CCKYH/IM Clie[] OMBIHUTENIEH 3-MeCeueH MepHOR Ha JeYyeHHE cllell MHPEKTHO OpeMUHaBaHe Ha 7,5 mg
ABA ITBTU AHEBHO. TOBA MPOYYBAHE MNOTBBIKAABA AHTHAHTHHO3HATA U AHTHHCXEMHYHA 110132 OT
vBabpaHH NP NALMEHTH Ha BB3pacT 65 wiu noseue roguHu. E¢ukacHocTTa Ha 5 mg ¥ 7,5 mg 1Ba
TETH RHEBHO BBHPXY NapaMeTPHUTE Ha TECTA ¢ HATOBapBaHe (001a NpoAb/DKUTETHOCT HA
HaTOBAPBAHETO, BPEME 10 JOCTHIAHE HA NTHMHTHPAILA CTEHOKAPAHUA, BPEME 10 HAYaI0 Ha
CTEHOKapAMA H BpeMe A0 nocturaHe Ha ST nenpecusa ot 1| mm) € Ouna HOTBLPACHA BBB BCHUKH
NMpoy4YBaHus U € OWjla CBBP3aHa C HAMAMABAHE HA YECTOTATA Ha AaHTHHO3HHTE NPHCTBITH ¢ 0K0J10 70%.
[Ipu aBYKpaTeH AHeBeH npuemM HBabpaauH UMa NOCTosHHA 24-4yacoBa eHKaCHOCT.

B panaomusMpano miauebo koHTpOaupaHo npoyusate ¢ 889 naumenTd, HBaGpaauH, 100ABEH KbM
areHonon 50 mg enNHOKpaTHO AHEBHO, MOKAa3Ba JOMBbJIHHTENHA €PHKACHOCT NIPH BCHYKH TTAPAMETPH Ha

CTPEC-TECTa B Kpas HAa J1030BKA HHTEPBAJ HA JIeKapcTBeHa akTHBHOCT (12 4aca cnen nmepopalieH
npuem).

B pannomu3upaHo mwianefo-KOHTPOIHPAHO MpoyYBaHe ¢bhe 725 malHeHTH HBadpaanH He € MoKasal
Nno-rojigMa epuKacHoCcT cien nmpubassaHe KbM amioaUNMH 10 mg BeAHBXK JHEBHO IIPH MUHHUMYMa Ha
JeKapcTBeHaTa akTHBHOCT {12 yaca cliery mepopajieH NMpHeM), oKasa rno-rojasama eQHUKacHOCT NpH
nuKa (34 yaca cien nepopajieH NpHeM).

B panpomuzupano mianeGo-kOHTpoIHpaHo npoy4eaHe npd 1277 nauueHTH, upabpainH, 100aBeH KbM
AMIOIMITMH 5 Mg eAHOKpaTHO AHEBHO WK HUudeaunuua GITS 30 mg eAHOKpPATHO JHEBHO, € NOKa3al
CTATHCTHYECKH 3HaYMMA JOMNBJIHUTENIHA e(PUKACHOCT 10 OTHOLIEHHE Ha OTTOBOPA KbM JIEHCHHETO
(nedpuHHMpaH KaTO HaMaJieHHe ¢ Hal-MajiKo 3 aHFHHO3HH MPHCTHIA 33 CEAMMLIA H/HITH YBEJIHYEHHE Ha
BpeMeTO Ao Aocturane Ha ST genpecus ot | mm ¢ Hali-manko 60 s mo BpeMe Ha CTpec-TeCTa ¢ Ofraiia
BTEKA) MPH Hal-HUCKaTa lekapcTeeHa akTHBHOCT (12 yaca crieq] mepopasieH npueM Ha MBabpaauH)
caen 6-ceamuueH neproa Ha neueHue (OR = 1,3; 95% CI [1,0-1,7]; p=0,012). Urabpanud He ¢
NOKa3aJ JOMb/IHHUTENHA e(DUKACHOCT BbPXY BTOPHYHHUTE KPAHHH TOYKH Ha NApaMETPUTE Ha CTpeC-
TECTa [PH Haif-HHCKATA JIEK2PCTBEHA AKTHBHOCT, BHIPEKH Y€ € MOKa3asl JOMbIHATENH2 ePHKACHOCT
MpH 1HKa (3-4 yaca Cnef nepoparneH MpHEM).
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3ABHCHMO MOHMIKEHHE Ha CHP/ASYHATA YECTOTA U ChC 3HAYMMO HAMAJIEHHE Ha NPOMA3BCACHHETO Ha
4ecToTa ¥ HANATAHE (ChbpaeYHa 4eCTOTa X CHCTONIHO KPbBHO HAJIATAHE) B [MOKOH H NO BPCME Ha
HaToBapBaHe. JIeHCTBHETO BbPXY KPBBHOTO HANATAHE U NEPUEpPHOTO ChAOBO CHIIPOTHBIICHHE €
NpeHeOpes KUMO M HAME KITMHUKYHO 3HAYEHHE.,

TpaiiHo nOHWKEHKME HA CbPAEYHATA YecTOTa € OO JEMOHCTPHPAHO MMPH NAUHEHTH JCKYBAHH C
HBabpaIvH MUHUMYM eaHa roarHa (n= 713). He ce HaOmogaBa BNHAHKE BBPXY KPBBHATA 3aXap WA
JTHAHAHHA METADOIHIBM,

AHTHAHTHHO3ZHAaTa M AaHTHHCXeMUYHA epHKACHOCT Ha uBabpa/iuH ce € 3ana3uia npu AHa0eTHUH (n =
457) npu npodit Ha 0€30MacCHOCT CPaBHHUM ¢ TO3HW B 00111aTa MOMYJIALIMA.

MainaGuo npoyusase 3a 3adoeBaemoct-cMbpTHOCT, BEAUTIFUL, € npoBeneHo npu 10917
MalHEHTH ¢ MCXeMHYHA DOTECT Ha ChpLETO M NeBokamepHa aucyukuus (JIKOH<40%) Ha doHa Ha
ONTHMAJTHO ieyenHe, Kato 86,9% oT naudeHTHTE ca nomyvyasai dOeta-6nokepr. OCHOBHHAT
KpUTEpHii 3a e(pHKACHOCT € KOMOHHALMATA OT ChPACUHO-CHAOBA CMBPT, XOCMHTATH3AUMA [PH OCTHP
HMDAPKT HA MUOKAPAA WK XOCNHMTAIM3AIKA TI0pay HOBOBB3HHKHANIA HIIH BJIOLIaBala C¢ ChpACYHA
HeNoCTaTLYHOCT. [IpOYUBaHETO He MOKA3BA PA3NIMKA B NPOLICHTA MPH MbPBAYHUA KOMOHHHMPaH KpacH
PE3YJITAT B IPyIara Ha NalMeHTHTe, IeKyBaHH ¢ HBaOpaJuH B CpaBHEHHE C 1U1aledo rpynara
(penaTHBeH puck HBabpaauu:mnauedo 1,00, p=0,945).

[pu post-hoc noarpyna NaLHEHTH ¢h¢ CHMNTOMATHYHA CTEHOKAPAUA O BPEME HA PaHAOMH3ALUATA
(n=1507) He e HACHTU(DULINPAH CHI'HAJI BB BpB3Ka ¢ 6€3011acHOCTTa O OTHOLLICHUE HA CHPAEHHO-
CbAOBA CMBPT, XOCTIUTAIH3ALHA IPH OCTHP HH(APKT HA MHOKApIa WIH ChpACYHA HEOOCTATLYHOCT
(uBabpaaun 12,0% cpewry mnauedo 15,5%, p=0,05).

[MpoBeneHo e MaiaGHO NpoyBaHe 10 oTHOWEHKe Ha u3xoaa, SIGNIFY, npu 19102 nauneHTH ¢
uexeMu4Ha GONecT Ha ChPLETO M O€3 KIHHUYHA ChpaeuHa HeaocTaThuHocT (JIKOH > 40%) Ha ¢ona
Ha OTITHMAJTHO OCHOBHO JedyeHue. U3non3saHa e Guia no-Bucoka TepaneBTHYHA CXeMa OT 0f00peHarTa
NO3UPOBKA (HaYaHa A03a 7,5 mg 1ABa IbTY AHEBHO (5 Mg JBa NBTH JHEBHO, aKO BL3pacTTa € > /5
roauHy) U Turpupase A0 10 mg aBa bty qeBHO). OCHOBHUAT KpHUTEpHii 32 ePUKACHOCT € OMJT

KOMOWHAIMATA OT ChPAEYHO-CHAOBA CMBPT WY HedaTaned uabapkT Ha MHokapaa.lIpoyuBaHeTo He
MOKA3BA pa3iyAKa B MPOLIEHTA [PYA ITEPBUYHATA CheTaBHA KpaiHa Touka (ITCKT) B rpynarta Ha

MAUUCHTHTE, TIEKYBaHH ¢ UBAOpaaMH B CpaBHEHHE C IUIALeOo rpynaTa (OTHOCHTENIEH PHCK
uabpaauH/rutanebo 1,08, p=0,197). Crobluena e 6panukapaus npy 17,9% B rpynarta Ha MaLHCHTUTE,
NeKyBaHH ¢ uBabpanuH (2,1% B mwianeGo rpynara). Bepanamui, auntuazem wnd moiid CYP 3A4
HHXUOUTOpH ca Owin npuemanu otT 7,1% OT nauHeHTUTE NO BpEME Ha NPOY4BAHETO,

Manko craructrueckH 3Hauumo yeeanveHHe Ha [ICKT e nabnrogapaHo B mpeaBapHTEIHO ONPEAC/ICHA
OOArpYMa OT NALMEHTH Che cTenokapans Kxac I mo CCS vy no-BHCOK npH BkIOYBaHETO (1=12049)
(4ecToTa Ha noasa 3,4% cpeury 2,9% rofMIIHO, OTHOCHTENEH PHCK MBabpaaur/mnauedo 1,18,
p=0,018), Ho He B NoArpymnara ot LiiaTa NOMyNauMa cbe creHokapaua knac > I mo CCS (n=14286)
(otHOocHTEneH puck ueabpaaun/mnanebo 1,11, p=0,110).

[To-Bucokara ot onoOpeHaTa 1033, U3NOJ3RAHA B NPOYYRAHETO, HE OOACHABA HAITEJIHO TE3H H3BOIH.

[IpoyuBanero SHIFT € rossmo, MHOrOLIEHTPOBO, MEXIYHAPOAHO, PAHXOMH3IHPAHO, ABOHHO CJIANO, C
1aucH0-KOHTPOIHPAaHH pe3yNTaTH H3NUTBaHE, MpoBeaeHo NpH 6 505 Bb3pacTHH NALHEHTH CbC
cTabunna xpouuyna 3CH (3224 ceamuum), ot Il ao [V xnac no NYHA, ¢ HamaneHa n1eBoKaMepHa
pakumna Ha uzTnackpaHe (JIKOHM<35%) u cbpaedHa yecToTa B nokoi >70 yaapa B MUHYTA.

[lauMeHTHTE A OSYYaBaIH CTAaHAAPTHO JISUeHKE,, BKNoUBallo 6era-omokepu (89%), ACE-
MHXHOHUTOpPH W/ aHruorensdH [l anraronnctu (91%), avyperuuu (83%) ¥ aHTaroHUCTH Ha
annoctepona (60%). B rpynara ua upaGpaamH, 67% oT nauMenTUTe ca OMIM JIeKyBaHH CbC 7,5 mg ABa
NbTH AHeBHO. MeaMaHaTa Ha NPOAB/DKUTETHOCTTA HAa EPHOA Ha rpociieasBane ¢ 6una 22,9
Jlevenneto ¢ uBaGpanut e GUIIO CBBP3aHO C HAMAIABAHE HA ChPAEMHATA YECTOTA CPEHO C 1
MHUHYTa OT U3X0AHaTa ¢cTOMHOCT oT 80 yaapa B muHyTa.Paszaukara B cppaeqHara 4ecrora
WBaOpaauH u miauebo rpynure € 6una 10,8 ynapa B MuHyTa Ha 28 nen, 9,1 ynapa B MHH
Mmecel M 8,3 ynapa B MHHYTa Ha 24 MecelL.




[IpoyuBaHeTO AEMOHCTPHPA KIIHHHYHO H CTATUCTHYECKH 3HAYMMO HaAMAaJICHHE Ha OTHOCHTENHHS PHCK
¢ 18%, Ha YecToTaTa Ha TBPBUYHATA ChCTABHA KPAaHHA TOUKA HA CHPACYHO-ChI0BA CMBPTHOCT H
XOCMHUTANH3aUMS, TOPAIH BIOLLIABAHE Ha ChPASYHATA HEAOCTAThYHOCT (KoedHLUHeHT Ha pucka: 0,82,
95% CI1[0,75;0,80] — p<0,0001), ycraHoBeHO 0 3 MeceLla Cliel 3aNOUBAHE HA JICUCHHUETO.
Peaykuusra Ha adcomoTHua puck e Ouna 4,2%. PesynraTire no nbpBUYHATA KpaiiHa TOYKa Ce
H3BEACHH MABHO HPE3 KPAHHHUTE TOUYKH ChPACHHATA HEAOCTATBYHOCT, XOCIIMTAIH3AIIMA 110pajH
BJIOLIABAHE HA CHPAEYHATA HENOCTATHYHOCT (a0COMIOTEH pUCK HamalleH ¢ 4,7%) H CMBPT Nopau
ChpACUHA HeaOCTATBYHOCT (abcontoTen puck HamasieH ¢ 1,1%).

EgekT o1 JIeueHHeTO BBpXY MbPBUYHATA ChCTABHA KpaHHA TOUYKA, HEHHUATE KOMIIOHEHTH H
BTOPHYHHTE KpalHH TOUKH

HeabpaauH [Inanebo KoedHuueHt Ha p-
(N=3 241) (N=3 264) pucka [95% CI] | cToHHOCT
n (%) n (%)
I IbpBHYHA ChbcTaBHA KpaiiHa 793 (24,47) 37 (28,71) ,82 [0,75; 0,90] <0,0001
TOYKa
KOMITOHEHTH:
- CBpAaeyHO-CBHAOBA CMBPT 449 (13,83) 11 (15,04) 91 [0,80; 1,03] 0,128
- XocnuTaiuzanysa nopajay 514 (15,86) 672 (20,59) Ig,74 [0,66; 0,83] <{,0001
BaomasaHe Ha CH

U{pyry BTOpUUHU KpaHHH

TOUKH: 503 (15,52) 552 (16,91) .90 [0,80; 1,02] 10,092
- OB1a cMBPTHOCT 113 (3,49) 151 (4,63) ,74 [0,58;0,94] 0,014
- CmepT oT CH 1231 (37,98) 1356 (41,54) 10,89 [0,82;0,96] 10,003
- O6m Opoi#t xocnutanuzaumun 977 (30,15) 1122 (34,38) 0,85][0,78; 0,92] (10,0002

- Xocnuranazanusa nopaay
CBpACYHO-CHAOBH IIPHUYHHHA

HamanapaHero B MEPBUUYHATA KpaHHa L] € Ha0MogaBaHO MOCTOAHHO, HE3aBHCHMO OT MOJI, Kiac 1o
NYHA, ucxemMuyuta WiM He-UCXEMHYHA ETHOJIOTNHA HA ChpAEYHATA HEAOCTATHYHOCT M AHAMHE3A 34

CBITBTCTBALL AUa0ET UM XHIICPTOHHA.

[Ipu noarpynara NauMeHTH ChC CHPAEUHA YecToTa >75 ynapa B MuHyTa (n=4 150) e Habmonasaxo no-
FOISIMO HAMAJIABAHE HA ITBPBHYHATA ChCTABHA KpaiiHa Touka oT 24% (xoeduuyeHT Ha pucka: 0,76,
95%C1[0,68;0,85] — p<0,0001) 1 Ha ApyrHTE BTOPHYHH KPaHA TOYKH, BKJIIOUUTETHO 00ILA
CMBPTHOCT (koeduureHT Ha pucka: 0,83, 95% CI1[0,72;0,96] — p=0,0109) 1 cbpaeuHO-CBAOBA CMBPT
(koepuuuent Ha pucka: 0,83, 95% CI1[0,71;0,97] — p=0,0166). [Ipu Tazu noarpyna NALHEHTH,
npoMTHT Ha De30MaCHOCT HA HBAOpaaHH, CHOTBETCTBA C TO3HW HA 0OLIATA NOITYIaLM.

HaGmonagas e 3uavuTeneH €pekT BbpXy IMbPBHYHATA ChCTABHA KpaliHa TOUKa, IpH o0Iara rpyna
MALMEHTH, MPUEMaUIH JieueHue ¢ Gera-Gnokepu (koeduuuent Ha pucka: 0,85, 95%Cl {0,76,0,94]).
[Ipy noarpynara naLMEHTH, ChC ChPACYHA YECTOTa > 75 yAapa B MUHYTA M HA NMPENopbUHTENHATA
TapreTHa A03a Ha OeTa-6iokep, He e Ouna HaOIIOAaBaHa CTATHCTHYECKH 3HAYHMA NOJI33 BBPXY
MLPBUYHATA CHCTABHA KpakiHa Touka (koeduupeHT Ha pucka: 0,97, 95%CI1 [0,74;1,28]) H Bbpxy
APYTHUTE BTOPHUHK KPaiHH TOUKH, BKIFOUHTEHO XOCIATAIH3ALHA NopaaH Biomasane Ha CH
(koeduuueHT Ha prcka: 0,79, 95%CI0,56;1,10]) unu cMBPT OT ChpAEHHA HEAOCTATHYHOCT
(koeduumenT Ha pucka: 0,69, 95%CI[0,31;1,53]).

Wma sHaunteno noaobpenue Ha knaca no NYHA, cnpaMo nocneaHata oTdeTeHa cToRHOCT. 887
(28%) OT manueHTHTE Ha HBAOPAIMH Ca UMATH NOAOOPEHHe, B CpaBHEHHE CBbC 776 (24%) ot
naiueHTHTe Ha mauedo (p=0,001).

[Tpu paHIOMH3UPaHO I1aLEO0-KOHTPOAHPAHO NIPOYYBaHe ¢ 97 MALMEHTH JaHHHUTE, CLOpa
Ha cneur¢pUUHH OPTAIMOIOTHYHN OPOYUBAHUA, LIETALIM JOKYMEHTHPaHe Ha QYHKLHATA
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CHCTEMHUTE OT MPBLUYMLHK K KOMOMUKA U Ha BH3XOIALLHA 3PUTENEH NbT (HANP. eJEKTPOpeTUHOrpama,
CTATUYHH U KHHETHYHH 3PUTEJIHU M0JETA, LBETHO BHXKAAHE, 3pHTETHA OCTPOTA) NPU NALMEHTH,
NEKYBaHH ¢ HBAOpaIHH 32 XPOHUUHA CTA0HIIHA CTEHOKAPAHA B IIPOALIDKEHHE HA NOBEYE OT 3 TOIHHM,
HE €A NMOKa3a1d PETHHAJIHA TOKCHYHOCT.

[MennaTpryuHa nonmynanua
[TpoBeneHo € pAaHAOMHIUPAHO, ABOHHO CIIAMO, NIALeG0-KOHTPOIHPaHO npoyuBade cue 116

nexuaTpHyHM nauueHTH (17 Ha B3pacT 6-12 Mecena, 36 Ha Bb3pacT 1-3 roauHH 4 63 Ha Bb3pact 3-18
FOIMHH) ¢ XPOHHUYHA Chp/IeYHA HEAOCTAaThYHOCT M AuiaTaTHBHA Kapauomuonarha (DCM) Ha ¢ona Ha
OTNTUMAJTHO OCHOBHO JiedeHue. 74 ca nomyuunu usabpaaud (cpotHowmeHue 2:1). HadyanHara no3a €
6uma 0,02 mg/kg ABa NMbTH JHEBHO BLB BB3pacToBara nojrpyna 6-12 meceua, 0,05 mg/kg, nsa nbra
auesHo np 1-3 ronuHu ¥ 3-18 rogunn <40 kg, u 2,5 mg ABa meTH qHEBHO Np# 3-18 roAUHH H 2

40 kg. Mozara € OWiia aqanTvpaHa B 3aBUCUMOCT OT TEPaNeBTHYHUA OTTOBOP C MAKCUMAITHH N03H OT
0,2 mg/kg aBa MbTH AHEBHO, 0,3 mg/kg ABa nbTH AHEBHO H CHOTBETHO 15 mg aBa MbTH AHEBHO. B
TOBA NPOYYBAHE UBAOPAIHH € OHI NPHIOKEH WK KATO NepopaiHa TeuHa dopma UK karo TabieTka
Ba METH JHEBHO. JlunicaTa na pa3iika BbB GapMaKOKHHETHKATa MEXAY Te3H ABe GopMH € buna
noKa3aHa B OTBOPEHO PAaHAOMU3HPAHO KPBCTOCAHO NMPOYYBAHEe ¢ ABa MepHoAa npu 24 34paBy
Bb3PacTHH J0OPOBOILIA.

[Ipu 69,9% OT nauueHTHTE B rpynara Ha HBadpaaHH € OWITO NOCTHIHATO HaMAaNBaHE HA Cbp/ieYHATa
yectoTa ¢ 20% Oe3 Opagukapausa cnipamo 12,2% e mnauebo rpynarta rmo BpeMe Ha NepHoAa Ha
TUTpHpaHe oT 2 A0 § ceaMuuy (croTHOIEHKE Ha wancoseTe: E=17,24, 95% CIL [5,91 ; 50,30]).
Cpeanure go3u uBadpauH, KOUTO NO3BOJISIBAT Aa CC NOCTHIHE HAMAJIABAHE HAa ChPACYHATA YECTOTA C
20%, ca 61nn croteetHOo 0,13 + 0,04 mg/kg nBa meTH nHeBHO, 0,10 £ 0,04 mg/kg apa msTH AHEBHO H
4,1 + 2,2 mg aBa ITbTH THEBHO BHB BH3PACTOBHTE noArpynu 1-3 roausm, 3-18 rogunu v <40 kg v 3-18
rouHH H > 40 kg, CbOTBETHO.

Cpennata JIKOH e napactHana cpeaHo ot 31,8% no 45,3% wa M012 B rpynara Ha uBabpaauH
cnpsamo 35,4% no 42,3% B mnaue6o rpynarta. Hma nonoOpenue B ki1aca mo NYHA mpu 37.7% ot
NaLMEHTHTE, NIpHeMaId HeabpanuH, cipamo 25,0% B miaie6o rpynara. Tesu nogoOpeHus He ca dunu
CTATMCTHYECKH 3HAYNMH.

[TpodunsT Ha BezonacHocT, cnea 1 ronuHa, € Oun noaodeH Ha TO3H, OTTHCAH MPH BB3PaCTHH MALHEHTH
¢ XpOHHMYHA ChpPACYHA HEAOCTATHYHOCT.

Jwiirocpounure ehekTH Ha HBabpaaHH BEPXY pacTexa, myGeprera M o6L0TO pa3sBHTHE, KAKTO H
ABIrOCPOYHATA €PMKACHOCT HA JICHEHUETO ¢ HBaOpaJHH B JETCKATA Bh3PACT 3a HAMaJIBaHE Ha
ChpACYHO-ChAOBATA 3200/I€BAEMOCT W CMBPTHOCT HE ¢a OMITW NPOYYBAHH.

Epponeiickata areHUus Mo JIEKapCcTBaTa OCBOOOXKAABA OT 3aAb/DKEHHETO 3a NPENOCTaBAHE HA
pe3yJITATATE OT MPOYUBAHHUATA C pe)ePEHTHHA JICAPCTBEH NPOAYKT BEB BCHUKH MOArpYyN# Ha
neAMaTPUYHATA MOMyIALMA 3a IEUSHHETO Ha CTEHOKapaHA.

EBpoiefickaTa areHlHs 0O NeKapcTBaTa 0cBOOO0KIaBa OT 3aL/DKEHHETO 34 PEAOCTaBAHE Ha
pe3yaTaTUTE OT MPOYUBAHMATA ¢ PePEPEHTHHA JICAPCTREH MPOTYKT MpH AeLia Ha Bp3pact oT 0 1o 6
MeCelIa 33 JIEYSHUETC Ha XPOHHYHA ChpAeYHA HEAOCTATbYHOCT.

5.2 @apMaKOKHHETHYHEH CBOHCTBA

[Tpu husnosorvuHU ycioBua Heabpaaus ce ocBobokaasa Obp30 OT TAONETKHTE H HMA BHCOKA
sogopazreopumMoct (>10 mg/ml). Heabpaaun npeacraeassa S-eHAaHTHOMED, KOHTO HE NPETHPMABA
OnokoHBepcus in vivo. N-1e3MeTHNMpaHUAT AepyUBaT HA WBaOpanuH Oewie HACHTHOHUIHEPAH KaTo
[NIaBE€H aKTUBEH MeTabOJIMT NPH YOBEKA.

Abcopbuyi U OHOHATHYHOCT

Heabpaauu ce abcopbupa 6Bp30 U NOYTH HATBJIHO CJIEA IEPOPATTHO NPUIOKEHHE ¢ JOCTUI
MaKCHMAITHA M1a3MEHa KOHLISHTpPALHs /€] 0KoJIo | Yac npu npHeM Ha riagHo. AOCooT X /
OMOHATMYHOCT Ha Punmupanure TabneTku € okono 40%, nopaau edekra Ha MBPBO PEM a'%a




yepBaTa U YepHUA JpoD.

Xpanara 3abass abcopbiara ¢ npubnuzuTenHo | yac v yBenuuasa ekcriosuupara ¢ 20 g0 30%.
[IpuemtT Ha TabneTkara o BpEME Ha XpaHEHE Ce NPEnopbhUBa, 3a 1a ¢€ HAMAIAT
MHTPaMHIUBHAYATHUTE NPOMEHH B €KCNO3ULMATA (BK. TO4YKa 4.2).

Pasznpenenenve

WeabGpannu e npudnuzutento 70% ceup3aH ¢ mwiazMeHUTe OeNThIM U CTALIHOHAPHHAT O0EM Ha
pasnpeneneHue npu nanueHTy € 6uzsk 1o 100 1. MakcyumanHaTa njiasMeHa KOHUEHTPALHA ¢aea
XPOHHYHO NPUIOKEHHE B MPeNOpBYBaHaTa 103a OT 5 mg ABa mbTH AHEBHO € 22 ng/ml (CV=29%).
CpeaHara cTauMoHapHa UiasMeHa koHueHTpauus € 10 ng/ml (CV=38%).

buotpancdopmanus

HBabpanuH ce MeTabonu3mpa [J1aBHO OT 4epHHA Jpod U YepBaTa camo Ype3 OKCHIALMS C HTOXPOM
P450 3A4 (CYP3A4). InapHuaT aktueeH MeTaGonuT € N-ne3merunupanust aepusar (S 18982) ¢
eKCTo3uuua okono 40% ot Ta3H HA MU3XOAHOTO BelecTeo. MeTaboanu3MBbT Ha TO3UH AKTHBEH
meTabonut cbimo exmoysa CYP3 A4, HaGpanud uMa HUCHK apunuTer kbM CYP3 A4, He Boan Ao
KJIWMHHYHO 3HaYUMa HHAYKIMA HIH HHXuOuuua Ha CYP3 A4 u, cnenoBaTeliHO, € MAJIKO BEPOATHO Jia
MPOMEHH MEeTaboIM3Ma KK MJIa3MeHaTa KoHUeHTpalua Ha cyocrpatute Ha CYP3A4. HanmpoTus,
MOIUHHUTE HHXUOUTOPU U HHAYKTOPH MOTaT 3HAYWTEJTHO [ 38CETHAT ILTA3MEHHTE KOHUEHTPALMH Ha
ugabpaauH (BX. Touka 4.5).

EnuMuHupane

HpabpanuH ce eTMMHHHMPA C© OCHOBEH NonyxuBoT 2 yaca (70-75% ot AUC) B rurasMara v €(peKTHBEH
nony-HMBOT 11 Yaca. TotanHuAT KIMpBHC € noutd 400 ml/min, a 60peYHHAT KIHPBHC € OKOJI0

70 ml/min. EkckpelyaTa Ha MeTaOOJIUTUTE ce OChIUECTBABA B CXORHA CTENEH Ype3 H3NPaKHEHHUATA H
ypuHata. Oxoa0 4% oT1 opanHaTa 103a ce eKCKpeTHpa B HEMPOMEHEH BH/ B YPHHATA.

JIuHeliHOCT/HeIHHelHOCT
Kunernkara Ha HeaGpaauH HMa JIMHESH XapaKTep B HaNa3oHa Ha opanHo aAo3upane 0,5 — 24 mg.

CreunHanyu nonynauuu

Cmapuecka 6v3pacm
- He ca nabmopaeanu dpapmakokuHeTnusH paznaku (AUC 1 Cmax) MeXIy Mo-Bb3pacTHH (=65
FOAMHHA) WK MHOTO BB3PACTHH NalmeHTH (>75 roaruu) u obuara nonynaums. (ex. Touka 4.2).

bvopeuno yapescoane

- BnusaueTo Ha 6B0peuHaTa HeIOCTATBYHOCT (KpeaTHHUHOB KMHPEBHC oT 15 10 60 ml/min)
BbPXY PapMaKOKHHETHKATA Ha HBAOpaguH € MUHAMAITHO BHE BPb3Ka C HUCKHS NMPHHOC HA
Op0peunus KTHpHHC (oko0 20%) KbM 00IaTa eTHMHHALIHA KAKTO HA HBAOpaZHH, TaKa H Ha
rinasHus My Metabonur S 18982 (Bx. Touka 4.2).

Heprnoopobro yepeicoane

- IIpn nauuenTu ¢ seko yepHoxapodbHo yepeskaane (Child Pugh ckop no 7) AUC Ha HecBbp3aHKa
WBaOpaaHH U IJIaBHHA aKTHBEH MeTabonuT ca OMiH ¢ okoto 20% mno- BUCOKH, OTKOJIKOTO MPH
JIHUA ¢ HOpMaiHa yepHoapobHa ¢yukuua. JaHHuTe ca HeNOCTATHHHH, 33 1A C€ HalpaBAT
M3BOJU [IPH MALMEHTH ¢ YMEPEHO Y€pHOAPOOHO yBpexaade. JIMncBaT JaHHH MPHA MALACHTH C
TEXKKA YCpHOAPOOHA HEJOCTATHEHHOCT (BXK. TOUKHU 4.2 U 4.3).

Heouampuuna nonyaayun
- DapMakOKUHETHUYHUAT MPOQKI1 HA HBAOPAAMH MMPH NEAHATPHYHHTE MALHEHTH C XpOHUYHA
ChpACYHA HEAOCTATHLYHOCT Ha Bb3pacT 0T 6 Meceua A0 no-mManko ot 18 roqunu € nonobex

A03ara, 0asrMpaHa OT Bb3pacT U TErO.

Bpsika dapMakokuteruka/tapmakoausamuka (OK/D]T)




Ananu3bT Ha oTHOLUeHHeTo PK/O ] nokasea, ye chpaeyHaTa YeCTOTAa HAMAIABA [OUTH JIMHEHHO C
HapacTBaHe HA MJ1a3MEHUTE KOHUEHTPauuyu Ha usabpaaud v S 18982 3a nos3u mo 15-20 mg a8a NbTH
AHEBHO. IIpy MO-BUCOKH A03H NOHHKEHUETO HA CHPACUHATA YECTOTA BEYE HE € MPONOPLUHOHAIIHO Ha
IJIA3MEHUTE KOHLUEHTPaLMH Ha HBaOpaJMH H 110Ka3Ba TeHACHUHS KbM JIOCTATaHe Ha MJ1aTo. Bucokure
eKCIIO3MLHH Ha UBaOpaauH, KOUTO MOTAT 1A HACTBIIAT, KOTaTo HBabpalMH ce NPHJIOAH B KOMOUHALUA
cbC ciHU CY P3A4 uHXuOuTOpH, MOraT 1a 10Be/IaT A0 MPEKOMEPHO MOHWKEHHUE HA ChPASYHATA
YECTOTA, BBAPEKH Ye TO3M PHCK Hamansea npu ymepenun CYP3 A4 uHxuOuropu (k. Toukn 4.3, 4.4 v
4.5). Bpbakara @K-D/] Ha ueabpaauun npH meguaTpHUHUTE MANMEHTH C XPOHHYHA ChPACYHA
HENOCTAaTHYHOCT Ha BB3pacT OT 6 Mecena a0 no-manko ot 18 roauHu e nogodHa Ha spb3kara OK-D/],
OIIMCAHA HPH Bb3PAaCTHH.

5.3 [IlpeaxNHHAYHH JAHHH 32 0e30MACHOCT

HexnuHHYHHATE AAHHU HE MOKa3BaT 0cOOEH pHCK 3a xopa Ha 0azaTa Ha KOHBEHUMOHATHHTE
(hapMaKkoNOrH4HH U3IHTBAHKS 32 0€30MaCHOCT, TOKCHYHOCT MPH MHOMOKPAaTHO NpHlaraHe,
FEHOTOKCHYHOCT, KAPLUHMHON¢HEH noTeHuHan. Ilpoyysannara 3a perpoyKTUBHa TOKCHYHOCT Ca
oKa3aJTd JIMNca Ha edpexT Ha HBabpaauH BbpXy PepTHINTETA MPH MBKKH H IKEHCKH MIbXxoBe. Korato
OpeMeHHH J1abOPaTOPHH KUBOTHH ca OHUNH TPETHPAHH [0 BpeMe HA OpPraHoreHe3ara ¢ €KCIIO3HULIMM,
ONH3KH A0 TepaNeBTHYHUTE A03H, ¢ Oiia Habnio aBaHa MO-BHCOKA YECTOTA HA PETYCH ChC ChpACHHH
AS(PEKTH MPH fUTBXOBE ¥ MATBK Opoidl PETYCH ¢ eKTPOAAKTUIKA MPH 3aHLM.

IIpu kyuera, Ha KOHTO € gaBaH uBabpaauH (no3u ot 2, 7 unu 24 mg/kg/nex) 3a enna roauHa, ca
HabmogaBaHH OOpaTAMU NPOMEHH Ha PyHKUMATA Ha peTHHATA, HO T€ He ¢a O CBBP3aHH C
YBpeXAaHe Ha OUYHHTE CTPYKTYpH. Te3H AaHHH CHOTBETCTBAT Ha (PapMaKoNOrHyHMA eeKT Ha
HBaOpaZiMH, CBbP3aH C B3IaUMOACHCTBHETO MY C XHIIEPNOIAPH3aLHOHHO-akTHBHpanuTe |h TokoBe B

peTHHaTa, KOUTO ¢a MHOTO CXO/IHH C If TOKa Ha CHpAEYHHUA ITEHCMEHKDP.

Hpyrv ABNrocpoYHH NPOYYBAHHS ¢ MHOTOKPATHH JI03M H MPOYYBAHHA 332 KAPUWHOTCHHOCT HE Ca
JAOBENK OO pa3KpPHBAHE HA KIIMHMYHO 3HAYUMH NMPOMEHH.

OueHka Ha pucka 3a okonHara cpena (ERA)

OueHkaTa Ha pHCKa 3a OKOJIHATA cpefa OT MBaOpaIMH € MPOBEeeHa B CbOTBETCTBHE C €BPOIIEHCKOTO
pbkoBoacTeo 32 ERA.

PesynTaTHTre OT T€3H NPOYYBAHHA NOAKPENAT JIMNCATA HA PHCK 32 OKOJIHATA Cpelia 0T HBaOpaJuH ¢
uBaOpanuH He NPEACTABIABA 3ar1Lnaxa 3a OKOJIHATA cpeaa.

6. PAPMAIIEBTHYHHA JAHHHU

6.1 ChnrcLk HAZ NIOMOINIHHTE BEIIECTBA

Tabremno a0po

ManTonekcTpuH

JlakTo3a MOHOXHMApAT

[lapeBuuHO HHALIECTE

CuwiMUMeR JUOKCHI, KOJIOHAeH Oe3BOACH
Marnesues cteapart (E 470 b)
Xunpomenosa 3 cP

Duamosa obsuska
Xunpomenosa 6 cP

Turanos gaokeun (E 171)
Tank

[IponumneH rankot

Awor xxenezen okena (E 172)
HepeeH xkenesen oxeun (E 172)

6.2 HeChLBMECTHMOCTH




Henpuioxumo.
6.3 Cpok Ha rogaoct
3 rOAHHH

6.4 Chneuna,iHH YCJIOBHSI HA CbXpaHEeHHE

To3u nekapcTBEH NPOAYKT HE U3UCKBA CMELIMAIHU YCJIOBHS HA ChXPaHEHHE.

6.5 BuaucbabpkaHHe HA ONAKOBKATA

Baucrep (OPA/AI/PVC//Al donno): 14, 28, 30, 56, 60, 90, 98, 100, 112 u 180 ¢punmupanu TabieTku, B
KYTHS.

[lepdopupan Gaucrep ¢ unausuayanuu 103 (OPA/Al/PVC//Al dponno): 14x 1,28 x1,30x 1,56 x 1,
60x1,90x 1,98 x1,100x 1, 112x 1 u 180 x 1 hunmupanu TabieTKH, B KyTHA.
He BcHuKM BMI0OBE OMAKOBKK MOraT Ja Ob/1aT MyCHATH Ha nasapa.

6.6 Coeuna/iHu npeanasHH MepPKH NPH H3XBLPJsHE

Heuznon3saHuaT JIEKAPCTBEH MPOAYKT H/IKH OTNAABYHHUTE MaTEpPHUHAJIH OT HEI'O Tps|6|3a Aa CC U3XBBPJIAT
B CbOTBECTCTBHE C MECTHHUTC H3HCKBAHHWA.

7. NPHUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CroBeHus

8. HOMEP(A) HA PASBPEIIEHHETO 3A YIIOTPEBA

bukcebpa 5 mg — Per. Ne 20160248

bukcebpa 7,5 mg — Per. Ne 20160249

9. JIATA HA ITBPBO PA3SPEIIABAHE/IIOJHOBSABAHE HA PAZPEHIEHHETO 3A
YIIOTPEBA

JlaTa Ha nbpBO paspeluaBase: 05.08.2016

JlaTta Ha nocneaHo noaHosaBaHe: 14.10.2021

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

27 FOnu 2023

[MonpoGua uxdopmalus 3a TO3H IeKapCTBEH MPOAYKT € MPeIoCTaBeHa Ha yebcaiita Ha
Arenuus no Jlekapcreara (MAJT) http://www.bda.bg.




