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2, KAYECTBEH U KOJIMMECTBEH CHCTAB

Besika punmupana rabnetka chabpxa 5 mg usabpanun (ivabradine) (ekBrBaneHTeH Ha 5,390 mg
MBabpajMH XUAPOXIIOpHUI).

Besika punmupana Tabnetka chabpska 7,5 mg usabpaauu (ivabradine) (exsusanenTeH Ha 8,085 mg
MBabpaIMH XHAPOXJIOpHU).

[TomolHo BelecTBO ¢ M3BECTHO JlelicTRHE:
Beska ! (priiMupana TabneTka chabpxka 45,36 mg nakrtosa.

3a MbJHUA CIHUCBK Ha MOMOIIHHTE BELIECTBA, BUXKTE ToUKa 6.1,

3.  JIJEKAPCTBEHA ®OPMA

@unmupana tabnetka (Tabnerka)

T R

: bneno po3oBo-opanikeBH, NPaBoObLIbLIHK, TEKO ABOIHO M3NbKHATH dunmupanu Tabnetku ¢

A€AHTE]HA YepTa OT €/lHaTa CTpaHa, pasmepd 8 mm x 4,5 mm. Tabnerkara Mosxe na Gbae pasjeneHa
Ha IB€ PaBHH J03H.

4. KIIMHUYHHU JAHHHA
4.1 TepaneBTHYHH NOKa3aHHA

CHMNTOMaTHYHO leueHHe Ha XPOHHYHA CTabHIHA CTEHOKAPINS

MBabpannH e nokasaH 3a CHMNITOMaTHYHO JieueHHe Ha XPOHUYHA cTaGHIHA CTEHOKap/MA NpH

Bb3PACTHH C HCXEMHYHA DONECT Ha CBLPLIETO ¢ HOPMAJIEH CHHYCOB PUTBM H ChpJieuHa YecTora > 70

yaapa B MuHyTa. MBabpaauH e nokaszan:

- NpH BL3PAaCTHH, KOHTO HMAT HENOHOCHMOCT WM NPOTHBOMNOKa3aHKHe KbM OeTa-0/10kepH

- WM B KOMOHHaLms ¢ GeTa-610KepH NPH MAaLHEHTH, HeaeKBaTHO KOHTPOJMPaHH C ONTHMAJIHA
no3sa 6era-6nokep.

Jleyenne Ha XpOHHYHA CHPAEYHA HEAOCTATLYHOCT
MBabpaanh e nokaszan npu XpoHn4Ha chpaeuna HenocrarbuHocT kiac I 1o IV no NYHA cbe
CHCTONHA AMCPYHKIMS, TIPH IALMEHTH B CHHYCOB PUTBM, NPH KOMTO ChPAEYHATA YECTO)
YyAapa B MHHYTa, B KOMOMHaLIMs CbC CTaHAAPTHA Tepanus, BKIIOYBALLA JleyeHue ¢ GeTd
KOraro JieueHHeTo ¢ BeTa-610Kep € NPOTHBONOKA3aHO WK He ce NMoHacs (BXK. TOYK
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3a pas)iyHHTe A03M ce pearat GUIMHpaHH TabreTku, ChHABpHKAWM 5 mg H 7,5 mg urabpaaun,

CHUMNTOMaTHYHO JIeYeHHE HAa XPOHUYHA CTAOWIHA CTEHOKAPIMS

IpeniopbuBa ce pewenneTo 3a 3ano4Bane Ha NEYeHHe WK 32 THTPUDAHE Ha J03aTA 1A ce W3BLPILA
TIpH RAIMHHETO Ha NOpeAMUa OT U3MepBaHMA Ha Chpaeunata yectota, EKT wnu am6ynatopro 24
4acoBO MpOC/eAsBane,

Havannata no3a na ueabpajiuy He Tpa6Bea a npeeumara 5 mg ABa M'bTH AHEBHO NMPi NALHEHTH NOX
75 ronuiHa Bb3pact. CNes TPH A0 YETHPH CSAMMUM JEHCHHE, aKO NALMEHTHT BCE OIIE NMa
CHMNTOMH, d4KO Ha4yalTHATA J03a Ce NOHacA Ao0pe U aKo CHPASYHATA YeCTOTa B OKOH OCTABA gan 60
YAapa B MHHYTA, 103aTa MOXKe J1a ¢€ YBE/IMYH [0 CNIENRAIIATA [10-BUCOKA 1032 IPH NIALHEHTH,
npuemaly 2,5 mg nba MbTH THEBHO WK 5 mg ABa IreTH aHeBHO. [lomabpxallaTa 1032 He Tpabea na
npeBdiuasa 7,5 Mg ABa HTH AHEBHO.

AKO HsIMa TI0/106peHNe HA CUMITOMMTE Ha CTEHOKAP/INS CIIET 3 MeceLa OT HauanoTo Ha JEUEHHETO,
JIe4eHHeTo ¢ HBaGpanuH TpAOBa Aa ce peKpaTH.

B ponbauenne, npexpatasade Ha JieueHneTo TpAGBA Aa ce OGMHCIIN B CTyuaii, 4e HMa caMo
OrpaHKYICH CHMINTOMATHYCH OTFOBOP M KOTaTO HAMA KIMHHYHO 3HAYHMO HAMANISBAHE Ha ChpeYHATA
4eCTOTa B MOKOH B PaMKHTE Ha TP Mecella.

AKO 10 BpeMe Ha JIEYeHHETO, CHPIEYHATa YeCTOTa B NOKOM ce nokmkH noa 50 ynapa B MHHYTa
(ynapa/min) WM MauMeHTLT NOMY4H CHMIITOME, CBEP3AHHM ¢ OpaaMKapaAUR KaTO CRETOBLPTEK,
YMOPAEMOCT HH XHITOTOHHA, o3aTa Tpabpa Aa OL/e NOCTENEHHO HAMAJIEHA, BIUIOYHTETHO 10 Haii-
HHMCKATA [IOMYCTHMA /1032 OT 2,5 mg /1Ba MBTH IHEBHO {IOJOBKH TableTka oT 5 mg Ba IbTH AHEBHO).
Crien HaManaBaHe Ha 103aTa, CbPAEYHATA YeCTOTa TPAGEA 1a ce NpOcIensna (Bx.Touka 4.4).
Jleuenuero Tpabea aa Gpfe NpexpaTeno, ako ChPAEUHATA YeCTOTa OCTaNe nog 50 yaapa/min WK TipH
TpaHHH NPOSBU Ha GpamvKapAus BLIPEKH HAMANLIBAHETO Ha 103aTa.

Jlevenne Ha XPOHHYHA ChPACYHA HEAOCTATBMHOCT

Jieuennero Tpabba na ce 3anouHe caMO NPH NALHERTH ChC CTAGHHA ChPAEYHA HEZOCTATEYHOCT.
IIpenopbuuTeiiHo e fekyBalys NeKap Ja UMa OfIMT B JIeYEHHETO Ha XPORWYHATA ChbpaeyHa
HEJOCTATBYHOCT.

O6uualinata npenopruuTeNHa HAYANHA 1038 Ha UBaGpamH e 5 mg Ba NbTH JHeeHO. Cnea ape
CEAMHULH JICHEHHE, 1033Ta MOXKE a C& YBEJIHYH 10 7,5 mg ABa MbTH IHEBHO, aKO ChPAEYHATA YECTOTA
B OKOH € TpafHo Han 60 ynapa B MMHYTa WK [ Ce HaMaau 10 2,5 mg ABa NbTH AHEBHO (TIONOBMH
TabneTka OT 5 mg nBa IBTH JHEBHO), aKO CHPACUHATA YeCTOTa B OKOH € TpaiiHO nog 50 yaapa e
MHHYTa WIIK B CllyYai, 4e ce MOABAT CHMITOMH,CRBP3aHH ¢ GPafiKap/ns Kato 3aMaiiBake, ymMopa win
XMMOTOHHA. AKO ChpjleYHaTa YecToTa e Mexay 50 i 60 yaapa B MuHyTa, TpabBa a ce noATbpka
l03aTa OT 5 mg 1Ba MbTH JHEBHO.

{Bio no Bpeme Ha neuenuero, ChbpAEUHATA HYECTOTA Ce MOHHKH TpaiiHo Nox 50 yaapa B MHHYTA B
NOKOH HIH 4KO NAUMEHTHT IOAYHY CHMITTOMY, CBbp3aHy ¢ Gpanukapaus, nosaTa Tpabea Aa ce
TWTPHPA C NOHIDKABAHE 10 CAENBALIATA IO-HKCKE 034 TPH NALMEHTH, NpHeMawy 7,5 mg ABa NbTH
AHEBHO MM 5 Mg /1B IbTH AHEBHO. AKO ChP/CUHATA Y€CTOTA HApacHe Tpaiino Han 60 yzapa s
MMHYTa B MOKOH, 103aTa MOXE 1a C& THTPKpA IO CTICABALIATA NO-BHCOKA 1033 NMPH MALMEHTH,
npBeMaiiy 2,5 Mg ABa MLTH AHEBHO MK 5 Mg ABA THTH THEBHO.

JleyenneTto Tpabea aa ce cnpe, ako cbprevHaTA UECTOTA OCTaBa Hox 50 YAapa B MMHYTa HIIH
CHMINITOMHTE Ha OpaankapAMATa nepchcTHpaT (Bx. Touka 4.4).

CneLinanHa nonynayus

Cmapuecra ¢v3pacm
Ilpu nanuenTH Ha Bb3pacT 75 UAH NOBEYE rOAWHY, TPRGEA 12 CE HMA NPEABUA NIO-HHCKA HAY A032a
(2,5 mg /1Ba DBTH AHEBHO, T.¢. NONOBUH TabMeTka OT 5 mg /IBa INETH JHEBHO) MpenH yB .
Nl03aTa, aKO TOBA C€ Hajara.

bwbpeuno yapexncoane
He ce usnckBa Kopekuma Ha nosata NIpH NailnenTyH ¢ 6s0pedHa HeNOCTaTLYHOCT H
KMpBHC Haj 15 ml/min (B. Touka 5.2).
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nonynauxs upabpaaux Tpabea na 6rae ynorpebsapan ¢ NOBHIIEHO BHAMaHKE.

Yeproopobuo vepexcoare

[1pu nauvenTr ¢ neko yepHonpoGHO YBpenaaHe He ce HIHCKBA KOpeKIMa Ha aosata. Heobxommumo e
NOBHILEHO BHUMaHue NPYU ynoTpeba Ha wBabpaInH NPy NALMEHTH ¢ YMEPEHO YepHOAPOGHO
YBpe#aaHe.

HMpabpajuH € npoTuponokasad 3a ynoTpe6a MpH MaLKeHTH C TeXKA YepHOAPoOHa HENOCTATEYHOCT,
TbH K4TO HE € H3yYeH NPH Ta3H NONYNaluus M CE OYaKBa IONAMO HAPACTBAHE HA CHCTEMHATA
eKkcnosuLmg (BxK. Touku 4.3 u 5.2).

Heouampuura nonyrayus

BesonacHocTTa 1 eikacHoCTTa Ha HBaGPaNHH NPH TEYEHHETO HA XPOHUYHA ChpAeUHA
HEAOCTaTBEYHOCT NPH AELa Ha BB3PacT nox 18 ronMHKH He ca YCTAaHOBEHH.

Hanuunyre nansm ca onMcann B Tourn 5.1 1 5.2, Ho NpeNOpBKH 33 JO3UPOBKATA HE MOFaT T A2 6bgpaT
HanpaBeHH.

Haunn pa npuioxenue
Tabnetkure TpsOBa na 6baaT NpUeMany NEPOPANHO B2 MHTH THEBHO, T.€. BEAHDXK CYTPHH M BEAHER
BEYEp MO BpeMe Ha XpaHeHe (BK. TouKa 5.2).

4.3 JIpoTHBOmOKA3aHMA

- CBPBXYYBCTBHTETHOCT KbM AKTHBHOTO BEWIECTBO HJIH HAKOE OT NOMOILEHTE BEMIECTBA
(u36poenn B Touka 6.1)

- Copaevna yecToTa B nokoi noa 70 yaapa/min npeAn HAYANOTO Ha IEYEHHETO

- Kapaunorenen 1ok

- OcTbp MHOKapAEH HHpapKT

- Texxa xunoronmns (<90/50 mm Hg)

- Texka yeproapobHa HeLOCTATLYHOCT

- CuHapoM Ha OOJIHHA CHHYCOR Bb3€

- Cuno-aTpuanes bnok

- Hecrabuina unu ocTpa chpaeyHa HEAOCTATBLYHOCT

- 3aBHCHMOCT OT NeficMelKbP (ChpaeuHa HecTOTa ONpeciiena camo OT NeficMelikbpa)

- Hecrabuina creHokapans

- AV Gnox 111 crenen

- Kombunmnpane che ciunHi MHXHOMTOPH Ha nuToxpom P450 3A4, kaTo a30/10BH AHTHMHKOTHLH
(keTOXOHa30M, HTPAKOHA30N), MAKPOTHAHH AHTUOMOTHLH (KAAPHTPOMHULIHH, EPUTPOMHIIMH
per os, HozamuumH, TenHTpoMHLmnH), HIV-nporeasuu uHXHGUTOPH (Hembﬂﬂasnp, PHTOHABUD) H
Hed)azonoH (Bx. Toukd 4.5 1 5.2)

- KomGunnpane ¢ epanamun Hnu aunthaseM, kouto ca ymepend CYP3A4 unxubutopu, u
KOWTO HMAT NOHWKABALIH CbPAEYHATA YecToTa ceolicTra (Bik.TOUKA 4.5)

- BpeMeHHOCT, KbPMEHE H JKEHH ¢ [eTePOAEH NIOTEHUMAN, KOUTO HE H3MON3BAT NOAXOAALIM
KOHTPAaUENTHBHH MepKH {BXK. TOUKa 4.6)

44 CneqHaJHH npeAynpeKieHHA | NPeINa3HA MEPKH NPH ynoTpeba

Cneunanuu npegynpeKneHuns

Jlunca na nosu 6v6 8PBIKA ¢ KAUKUNHUS UFX0O0 NPU RAYUSHIU CbC CUMITMOMAMIMNHA XDOHUNHA
CmabunHa CmeHoKapous.

HeabpaayH e nokasaH caMo 3a CHMITOMATHUHO JIEYEHHE HA XpOHUYHA cTabWnHa ¢cTe
KaTo HBabpaJlH He HOCH TIONI3H BHB BPb3Ka ¢ KAMHHYHHS H3XO/ TIO OTHOLUEHHE HA
ChI0BATA CHCTEMa (Hanp. HHGBAPKT Ha MHOKApAA MK ChPEHHO-CH0BA CMBLPTHOC

H3smepsane na copoevnama wecmoma



IMpensna Toa, ue chpaeyHATa HECTOTA MOMKE 2 BAPHPA 3HAUHTENHO BLB BPEMETO, Tpabra 1a ce
0OMMCIH H3BBPIIBAHETO HA [TOPEAHLA H3MEPBAHUA Ha ChpAeyHaTa yectoTa, EKT uin ambynaTopHo
24 yacoBo npoclieaABaHe, KOTaTo ¢€ ONPEAENS ChpAEYHATa YECTOTA B NOKOH, NPEay 3an04BaHETO Ha
NeYyeHHeTo ¢ UBabpaJnH M NPH NALMEHTH HA JieYeHHe ¢ npabpaanH, KOraTto ¢ 0OMHCIIA THTPHUPAaHE Ha
Ao3ata, Topa ce OTHacs ¥ 3a NALMEHTH ¢ HUCKA CHPAEYHA YECTOTA, NO-CHELMATTHO KOTATO ChPIEYHATA
Y4eCTOTA C€ NOHMXH 1o, 50 yaapa/min, unu ciien HaManseaHe Ha mo3ata (BK. Touka 4.2).

Copleunu aprmmuy

Hpabpanun He € edekTHBEH NPU NEUEHHETO WM NPEBEHIMATA HA CHPACUHH aDUTMHH H BEPOATHO
ry6u epekTa CH IPH HACTHNBAHE HA TAXHAPUTMHS (HATID. KAMEPHA MM H8AKAMEPHA TAXMKApIMA).
Crnenosaresno, usabpaJuH He ce NpenopbyBa NpH NaLMEeHTH ¢ MPEACHPAHO MBKAEHE MITH JPYrH
ChPAEYHH APHTMHH, KOHTO NPEYAT Ha GYHKLUATA HA CHHYCOBHA Bb3ell.

ITpy naumenTH, NeKyBaHu ¢ HBabpaaHH, ce MOBHILABA PUCKA OT pa3sBHBAHE HA NPEACHPAHO MEKIEHE
(Bx. Toyka 4.8). [IpeactpaHOTO MEXKAEHE € MO-UECTO NPH MALHEHTH, H3IION3BAH CAHOBPEMEHHO
aMHOZAPOH HJIH MOIIHH aHTHAPHTMUYHU cpeacTea kiac | [Ipenopbusa ce pe1oBHO KIMHHYHO
HabJIf0eHHe Ha NALMEHTH, EKyBalllu ce ¢ HBabpazrH, 3a 0ABa HA NPEACHPAHO MBXAEHE (TpaiiHo
WM NPHCTBOHO), BRIIOYKHTENHO NPH KIMHWYHH Nokasanud U EKI MoHuTOpHpase (Hanp. B ciyuaii Ha
BJIOLIABALIA CE CTEHOKAPAMA, NANNMTaLWH, HEpABHOMEpEH TyJC).

HawenTute Tpa6ea na 6LAAT HHOOPMUPAHH 34 IPUHAIMTE H CHMIITOMHTE Ha NPeACLPAHO MbXKIEHE
H Ja GL,B.aT NOChBETBAHH 1a CE€ CBBPIKAT ¢ TEXHHMA JICKAp, ako T€ C€ NMOABAT.

AKO 10 BpeMe Ha JIEHEHHETO HACTBIH NPeACHPAHO MbXKAEHE, ChOTHOMIEHHETO N1013a/pPUCK 3a
NpoaBIKABAHE HA JieueHHeTo ¢ HBabpanuH TpaORa na ce 06CHIH BHHMATEIHO.

[aunenTHTE © XpPOHHYHA ChPAEYHA HEAOCTATBYHOCT, ¢ Ae(EKTH HA HHTPABEHTPHKY.JIApHATA
nposoauMocT (s GeapeH 610k, AeceH GenpeH 6710K) M BeHTPHKYIapHa IMCCHHXPOHUA TPAOBa a ce
HabIaaBaT BHUMATENHO.,

Vnompeba npu nayuenmu c AV 6nox Il cmenen
Heabpanun He ce npenopbusa NpH nauuentr ¢ AV 6nok Il crenen.

Ynompeba npu nayuenmu ¢ Hucka copdeyna vecmoma

Hsabpanuy He Tpabea na Gbie 3anouBan Npy NALMEHTH CbC ChPAEUHA YECTOTa B IOKOH Npeau
neyennero noa 70 yaapa/min (k. Touka 4.3).

AKO Nno BpeMe Ha ICUEHHETO CHPAEYHATA YECTOTa B MMOKOH Ce MOHIXKH TpaiiHo nox 50 yaapa B MHHYTa
(ymapa/min) WA NaUHEHTHT MTONYYH CHMITTOMM CBLp3aHu ¢ Opaankapays, KaTo CBETORLPTEX,
YMOPAEMOCT WIIH XMIOTOHN, A03aTa Tpabea fa 6ble NnoCTENeHHO HaManeHa WK JIeYeHHETO TpadBa
Na 6b7e NpeKpaTeHo, aKo ChPAEeYHATa YeCTOTA OcTaHe TpaitHo noz 50 ynapa/min unu npw Tpaiuu
nposBH Ha 6panvkapans (Bx. Touka 4.2).

Kombunayus c baoxepu na xanyuesume xanau

Ennospemennara ynotpeba Ha MBabpagus ¢ NOHWKaBALIK ChPAEYHATA Y€CTOTA KATLHEBH
AHTArOHHUCTH, KATO BEpanaMii HITH JTHITHA3EM € IPOTHBCNIOKazaHa (Bx. Toukd 4.3 1 4.5). Hocera ue
¢4 MOBAMIaHHu BBIPOCH OTHOCHO Ge30omacHocTTa Ha KoMOKHEUpaHe Ha nBabpaaMH ¢ HUTPATH H
AHXHAPOITHPHAHWHOBH KaJLIMEBH AHTAIOHHUCTH, KATO aMJTOQHIIHH. Hee YCTAHOBEHA NONTBJIHHUTEIHATA
e(pvKacHOCT HA MBAOpaaKH B KOMOMHALHA ¢ IHXHIPONMPHAHHOBH KAJILIMEBH AHTArOHKCTH (BXK. TOUKA
5.1).

Xponuuna copdeuna HedoCmambYHOCH
Cppaeunara HepocTaTbuHOCT TpAGRa 1a e cTabunHa, Mpeau Ja ce MUCIH 3a Jieyenue ¢ nBabpanuH.
HBabpanuy 1pabea ha ce H3M0/3Ba C NOBHUIEHO BHUMaHHE NPH NALMEHTH CbC ChpeHHa

HEOCTaTLYHOCT OT (hyHKUMOHAMEH Kiac [V o NYHA, nopagy orpaHnueHo KONMYECTRO JAHHM 33
Ta3H NONyNalmA. '

Hucyam
Ynorpebarta Ha MBaOpaZMH He ce NPenopbYBa HENOCPEACTEEHO CIel HHCYIT, NOpa]
€KCIEPHMEHTATHH KJIMHMYHH JAHHH NPH TOBA CHCTOAHHE.




3pumenna gynxyus

HpabpanuH noenussa GbyHKUMATA HA perHHaTa. JIuncear aokasarencTsa 3a TokcHueH edexr npu
ABITOCPOYHO feYeHHe ¢ HBaOpaanH BBpXY peTHHaTa (XK. Touka 5.1). [pH nosABa Ha HeouakBaHO
BNIOLIABAHE Ha 3pUTeHaTa GYHKUMA TpaOBa Aa ce 00CHAM CTIMpaHe Ha JedeHHeTo ¢ HeaGpaaun. [pu
NALKEHTH C IMTMEHTO3EH PETHHHT € HeOOXOIUMO NOBHIIEHO BHUMAHHE,

ITpeanasHy MepkH npu ynorpeba

Hayuwenmu ¢ xunomonus

JanHuTe NpH NAUMEHTH C AEKa 10 YMEPEHa XUIIOTOHMS €A OTPAHHYEHH H, CIeA0BATENHO, HBabpaaKH
TpsGBa ia Gbe M3NON3BAH ¢ NOBUIIEHO BHHMAHKUE NPH Te3H NauneHTH. MBaGpanuH e
MPOTHEONOKA3aH NPH MALIHEHTH C TEXKKA XHUIOTOHUS (KpbBHO HanaraHe <90/50 mmHg) (Bx. Touka
4.3).

lIpedcupono muorcoene — copoeynu apummuu

JIMncBaT LOKA3aTe/ICTBA 32 PUCK OT (npexkomepHa) 6pafukapans NpH BB3CTAHOBIBAHE HA CHHYCOBHS
PHTBM, KOTATO MPH NALMEHTH NEKYBaHHU ¢ UBabpajnH ce npeanpHeMe GapMakonoruysa
Kapanosepcus. Bee nak, nopaau oTchCTBHE Ha AOCTATBYHO J2HHU, HECTIEIHA KAPAHOBEPCHA C NpaB
TOK Tpa6sa Az ce npeapwxIa 24 uaca cnejl NOCTENHKMS NPHEM Ha UBabOpajiiH.

Ynompeba npu nayuenmu ¢ époden QT cundpom unu Aexyean ¢ AeKapCmeenu NPpooykmu
yownxcasauju QT

Vnorpebata Ha uBaGpaauH Npu naunedty ¢ spoaed QT CHHAPOM KM NIEKYBaHH ¢ JIEKAPCTBEHH
npoAYKTH yabinkasawy QT Tpabea na 6vae nzdareana (Bxk. Touxa 4.5). Ako Komﬁnﬂaumrra ce cuete
3a Heo0X0MMa, Torasa ce Hallara YecT KapAHOJIOTrHIEH KOHTPO.

HamansBaneTo Ha ChpACYHHA PHTbM, NPUYHHEHO OT HBabpaiiH, MOXeE a YCHIIH YAb/KaBaHETO Ha
QT nHTEpBana, KOETO MOXKE Ja AOBEe /IO TEXKH apUTMHH, no-cneuuanto Torsade de pointes.

Tlayuenmu ¢ Xunepmorus, npu KOUMo ce HAIA2a NPOMIHA 8 JEHEHULINO HA KPBEROMO HAAR2AHE

I'lpyn npoyusarero SHIFT, noBeYeT0 NalMeHTH ca M¥Many eTH3041 Ha NOBHINEHO KPLBHO HANATAaHE,
koraro ca OuiH nexysans ¢ uBabpaans (7,1%), B cpaBHeHHe ¢ TALUMEHTH, eKYBaHH ¢ Nuaue6o
(6,1%). Te3n enuzonu ca ce NOABMIIM HAH-YECTO CKOPO Clie)] IPOMAHA B TEPANKATA HA KPEBHOTO
nanaraHe, GHIH ca Mpexo/JHK M He ca 3acerHany AedebHua edext Ha uBabpaaud. Koraro ca
HANpaBeHH NPOMEHH B JICYEHHETO TIPH NAUMEHTH € XpPOHHYHA ChpAEYHA HEAOCTATEYHOCT, JIEKYBaHH ¢
HBabpaaMH, XpLBHOTO HaJAraHe Tps0OBa Ja C& MOHUTOPHPA HA NOAXOALIM HHTEPBAAH (BK. TOUKA
4.8).

Homowmu sewecmeaa

Twit kaTo TabneTkATE CHABPIKAT NAKTO3a, NALMEHTH C PEAKHTE HACIEACTBEHW NPOOIEMH Ha
rajakTO3HA HEMOHOCUMOCT, OB TakTa3eH IEQUUNT Wiv rmoKo30-ranakTo3na Manabeopbuus He
TpabBa a NpHEeMAT TO3H JEKAPCTBEH NPOAYKT.

4.5 BsanmopeiicTBHE ¢ APYrHA JeKapcTBEeHH NPOAYKTH H APYFH GopMH HA B3anMOAeHCTBHE

DapMakoIMHAMHYHKE B328HMOIEHCTBHA

Eonospemenna ynompeba ne ce npenopwusa

JlexapcTseHH NpoayKTH yabmxkasawu QT

- ChpaeyHo-chAOBH JIEKapPCTREHW NPOAYKTH yibibkasad QT (Hanp. XHHUIWH, IM30NHPaMHA,
6enpunun, coTanon, UGYTHINA, aMHOAAPOH).

- Hechpacuno-cbaosy nekapcTREHN NPOAYKTH yabipkasanin QT (hanp. numos
CEPTHHIOM, ME(IOKHH, Xalno(aHTpHH, NEHTAMMIHH, LH3aNpHL, HHTDABEHOX
V). ;

EnnospemeHHnaTa ynorpeba Ha ChpaeuHO-CbAOBH H HECHPAEHHO-CHIOBH JICKAPCTB

yabvnxasainy QT ¢ upabpanuH Tpatea ga 6bae W364Areana, Thil KaToO yAbJDKABAHET




TOTAB4 C€ HANAra YeCT KapAHOIOrHYeH KOHTPON (BXK. Touka 4.4).

Eonospemenna ynompeba ¢ nogumeno enumanue

Kannb-ryberiin aAvypeTHiM (THa3HAHN 1M GPUMKOBH AHYPETHIIM): XHIIOKATHEMHATA MOXKE 14
YBEJTHUM pHCKa OT apuTMua. Tbit kaTo MBaOpaTiH MoXe Ja npefIH3BHKa Gpagnkapaus, kpaitnaTa
KOMOMHaLH# OT XHNOKaNKHeMus 1 GpaluMKkapans e npeapasnonarail, GakTop 3a NoABaTa Ha TEKKH
APMTMHH, OCOOEHO NPH NALMEHTH ChC CHHAPOM Ha yabmkeH QT MHTEpBan, HE3aBUCHMO JAJIH € OT
KOHTE€HHMTAJICH MPOH3XOA WITH NIPEAU3BUKAH OT aKTHBHO BEIIECTBO.

PapMaKOKKHETHYHH B3AHMOICHCTRUS

Lnroxpom P450 3A4 (CYP3A4)

Heabpanun ce meTtabomusupa camo o1 CYP3A4 u e MHOTO c1al MHXUOGKTOP Ha TO3M LuToXpoM. Hma
naHHM, 9e WBabpajHH He NMOBNHABA MeTabONKM3Ma M N1a3MeHHTe KOHUEHTPALMH Ha APYTH CYOCTpaTH
Ha CYP3A4 (iekn, yMepeHH U CHTHH HHXUGUTOpH). Mnxuburopure H vHaykTopuTe Ha CYP3A4 ca
CKJIOHHH J1a B3aMMOAEHCTBAT ¢ MBaOpaJHH M Jia OBJIHABAT HEFOBHS METADONHIBM M
(hapMaKOKHMHETHKA A0 KJIMHHYHO 3HAYHMa CTEIIeH.

[Ipy npoyuBaHKg 3a IEKapPCTBEHU B3aHMOAEHCTEHS € YcTaHOBEHO, Ye CYP3A4 unxuburopute
MOBULUABAT MJIA3MEHHTE KOHLIEHTPALMH Ha UBaOpaaMH, 10KATO HHAYKTOPHTE TH IOHHKABAT.
[ToBHLIEHHTE NTA3MEHH KOHULEHTPALMHA HA UBaGPaguH Morar aa 6BJAT CELP3aHM € PUCK OT
npexkoMepHa Gpannkapaus (Bk. Touka 4.4).

IIpomusonoxasanue 3a ednospemenna ynompeba

Ennospemennata ynotpeba Ha Mowmnn uHXAGUTOpH Ha CYP3A4, KaTO a3010BH aHTHMEKOTHLIM
(keTOKOHA30M, HTPAKOHA3OM), MAKPOJIMAHH AHTHOMOTHLIM (KNAPUTPOMHLIMH, EPHTPOMHLIMH PET 0S,
HO3aMHULIKH, TEMTPOMHIMR), KHXuOuTOpH Ha HIV nmporeasata (HendwuuaBup, puToHaBHp) H
Heazo/10H € NPOTHBONOKA3aHO (Bk. pasaen 4.3). Mowmure CYP3A4 HHXHOHTODH KETOKOHA30
{200 mg BeaHbxK AHEBHO) M Ho3amuumH (1 g ABa MbTH AHEBHO) ca YBENHYKIHM 7- 710 8-kpaTHO
CpenHaTa IJ1a3MeHa €KCIIO3HUMA Ha HBabpaaun.

Ymepenn CYP3A4 unxuburopn: M3nuTBaHue 3a cieudpUUHO B3aHMOAEHCTBHE MIPH 34paBH
OOOPOBOJILM H NMALMEHTH Ca MoKa3any, 4e KoMGuHanmsTa or upabpanuu W ¢cpencTsara, 3abaBALIH
CBP/ICYHATA YECTOTA QUITHA3EM WM BEpanaMil € I0BeNa 0 HapacTBaHe Ha eKCNO3NLMATA Ha
uBabpanuH (2- no 3-kparHo rapacteane Ha AUC) ¥ nonbanurenHo 3abaBiaHe Ha Chpe4HaTa AeHHOCT
¢ 5 ynapa/min. EnHospeMetnara ynorpe6a Ha nBabpaanH ¢ Te3u eKapcTBEHR IIPOAYKTH €
npoTaBonokaszana (Bxk. Touka 4.3).

Eonospemenna ynompeba, koamo e ce npenopouea

Coxk ot rpeitndpyT: excnosnumsTa Ha HBabpanly HapacTBa JABYKPATHO Cle/l €NHOBPEMEHHO
TIPHIIO’KEHHE CBC COK OT rpeiindpyt. CienoBaTenHo NpHEMbT Ha cok OT rpeiingpyr TpaGea aa ce
H36area.

Eodnospemenna ynompeba ¢ nosuieno RUManue

- Ymepenn CYP3A4 unxuduropu: enHoBpemenHarta ynotpe6a Ha ueabpagHu ¢ Apyry ymepeHa
CYP3A4 nuxuburopy (Hanp. duiykoHason) Moke Aa ce 06CHKAa, NPH HayanHa a03a 2,5 mg asa
OBTH AHEBHO H AKO CLPJCYHATA HECTOTa B Oko#H e nan 70 yaapa/min, ¢ npocneassane Ha
CbpAEYHATA YECTOTA.

- CYP3A4 unnykropy: unaykropure va CYP3A4 (Hanp. pudbamnuuus, GapGurypath,
¢$enntoun, Hypericum perforatum [bA7 KaHTaproH]) MOraT Aa MOHIKAT €KCIO3HUMATA Ha
nBabpaaus 1 HeroeoTo fekicTsne. EqHoBpemenyara ynorpeba na CYP3A4 HHTyLMpatii
TIEKAPCTBEHH NPOAYKTH MOXKE /1a HANTOMKU KOPEKLIMA Ha 103aTa Ha uBabpaauH. Bewe )
ye komMOunanusTa oT uBaGpaagnk 10 mg ABa WHTH JIHEBHO G XbJIT KAHTAPHOH Ha
nBabpaann HanonoeuHa. Ilo BpeMe ha nedeHue ¢ upabpajiHH NPUEMBT Ha »Cbn"f
TpadBa 1a Onae orpaHHyeH. (

Eonospemenna ynompeba ¢ opyau cpedcmea W g



CreurdmaHM Npoy4BaHHs 3a TEKAPCTREHH B3aMMOICHCTBHS HE CA MOKA3ANH 3HAYMM eekT Ha
CJIEAHHTE JIEKAPCTBCHK POAYKTH BHPXY dapMakokiHeTHKaTa H dapMakoaHHaMMKaTa Ha UBaOpazuH:
MHXHMOUTOPH Ha IPOTOHHATA NoMNa (OMENpasoll, IAH3OMpa3zon), cHAeHadun, Huxuburop Ha HMG
CoA penykTasaTa (CHMBAacTaTHH), JUXHAPONMPUIHHOBH KATLMEEH aHTAMOHMCTH (aMIORHTIHH,
NaUMIHNKHE), AMFOKCHH M Bapdapun. OCBeH TOBA, HE € HACTENMI KIHHKUYHO 3Ha4UM ed)eKT Ha
usabpanyn Bbpxy GapMaKOKMHETHKATA HA CHMBACTATHH, AMJIOAWITHH, JIALMIHMIHH, BLPXY
(hapMakOKHHETHKATA H (APMAKOAHHAMHKATA HA AUIOKCHH, BapdapyH 1 BbpXy dapMakoaHHAMUKaTa
Ha ACTIHPHH.

B knubnunM HanuTeanua daza IIl cneTHHTE nekapcTBeHH NPOAYKTH ca G KOMEHHMpPaHH PYTHHHO
¢ uBabpanut, Ge3 naHHH 32 TPOGIEMHA CBBP3aHH C IEKAPCTREHATA 6e30NaCHOCT: MEXHGHMTOPH HA
AHIHOTEH3VH-KOHBEPTHPALLMS €H3HM, AHMHOTCH3HH-peLienTopHH 610KepH, GeTa-0nokepu, ZNYPETHLM,
@HTArOHUCTH Ha AJIROCTEPOHAE, KPaTKO- H ABITO-A¢HCTBallN HUTPATH, HHXHOuTOp Ha HMG CoA
penyxrasara, GpubpaTh, HHXHOUTOPY HA MPOTOHHATA NOMIIA, OPATHH NPOTHBOAUAGETHH CPEACTEA,
ACMTHPHH H APYTH aHTUTPOMOOLMTHH JEKAPCTBEHH MPOIYKTH.

Heduampuina nonyiaayun
[lpoyuBanus 3a B3aMMOAEHCTBHATA Cd TIPOBEXIAHH CaMO NMPH BH3PACTHH.

4.6 ®@eprTnaHTET, GPEMEHHOCT H KbpMEHe

KeHu ¢ nereponen noteHuHan
JKeHH c meTeposeH noTenLMan TpAOBA Aa M3NOI3BAT NIOAXOAAIIH KOHTPALENTHBHH MEPKH NO BpEMe
Ha Nle4eHHeTo (BxK. ToHKa 4.3),

bpeMenHocT
Jlancear un¥ MMa orpaHHYeHH JaHHM 3a ynorpebara Ha neabpagHH MpH BPEMEHHH HKEHH.

IIpoy4BannATa NpH XHBOTHH NIOKA3BAT PENPOAYKTHBHA TOKCHYIHOCT. Te3n npoyysaHms ca NOKa3anm
eMOproToKcHUeH M TepatoreHen edekT (Bx. Touka 5.3). [ToTeHUMANHHAT PHCK 33 XOpaTa €
HeuspecTeR. [lopaau ToBa, nBaGpanuy € NPoTHBONOKA3aH MO BpeMe Ha GpemenHocT (BK. TouKa 4.3).

Knpmene

IlpoyuBaHuATa TIPH )XMBOTHH NOKA3BaT, 4¢ MBabGPaaMH ce eKcKpeTHpa B KbpMara. [Topaan Toba,
HBabpanny e NPOTHBOIMOKA3aH M0 BPeME HA KbpmeHe (B, Touka 4.3).

JKenu, KouTO Ce HyKaasT or JeueHue ¢ MBabpaauH, TpaGBa Ja CIPAT 1A KbPMAT H Jia H3bepar apyr
HAYKH 33 XpaHCHE Ha TAXHOTO JeTe.

PepranuTeT
IlpoyuBanngTa NpH IUILXOBE He Ca NOKa3alH €eKT BLPXY (hepTHIMTETA IPH MBKKHTE M HKEHCKHTE

HHIHBHUOM (BiK. TOUKA 5.3)
4.7 Edekrn sbpxy cnocofnocrra 3a wodnpane u paéora ¢ MAIIAHN

Creundmuno NpoyuBaHe 3a OLESHKA Ha Bb3MOXKHOTO BIHAHHE HA MBaGpanMH BLPXY cnocoGHOCTTA 32
wodupane npy 3apaBy A0GPOBO/ILM HE NOKA3a HAapYLIEHHs Ha CNOCOBHOCTTa 3a Wodupane. Obaue,
NPH NOCT-MaPKETHHIOBMA ONMT, ca choOLIeH: ciyyan Ha HapylueHa cnocoOHoCT 3a wodHpase, B
pesyaTar Ha 3puTenns cuMnroMu. Meabpanun Moxe fa npefn3BHKa NPEXOAHH CBETIMHHH
BB2NPHUATHA CBCTOALIM CE IMAaBHO OT thocteru (Bxk. Touka 4.8). Bp3MoxHaTa NoABa Ha TAKMBa
CBETJIHHHM BB3NPHATHA TpsalBa Aa ce MMa npeneu nNpH modupane KK paboTa ¢ MauIMHHM B
CHTYALMH, NPH KOUTO MOXE 1a HACTBIM BHE3aNHA NIPOMsAHA HAa MHTEH3MTETA Ha CBETIIMHATA, 0CODEH
PH HOWHO KOPMYBaHe.

Heabpanun ve nosaussa cnocoGHOCTTA 3a paboTa ¢ MaIIHHH.

4.8 HexenaHd NeKapcTBEHH PeaKIHK

i
O6o6iwenye Ha npoduna 3a HezonacHoCT {

Hpabpanun e npoyHeH B KIMHUYHN H3NUTBaHUA o6XBalamy noutH 45 000 yuacTHHu




- Hal-4eCTHTE HexXenaHH NeKapCTBEeHHU peakuiy ¢ uBabpajivH, CBETNHMHHH GeHomenu (hocdenn) n
Opanykapama, ¢a 10303aBHCHMH H CBBP3aHH ¢ (apMaKOAOTHUHHS e()EKT Ha NEKAPCTBEHHS NPOLYKT.

CnuchK HA HeXEAHUTE JICKAPCTBCHH PEaKuMu B Ta0IMYEH BUA

CrnennMTe HexXeNaHM JIEKAPCTBEHH PeaKLMK WK chOMTHA ce cboOLIaBaT no BpeMe Ha KITHHWYHH
W3NUTBAHUA H ce KNacHPHIMPAT MO CNEJHATA YECTOTA:

- MHuoro yect (>1/10);

- Yectu (>1/100 po<1/10);

- Heuectu (= 1/1 000 no <1/100);

- Penku (=1/10 000 no <1/1 000);

- Muoro peaku (<1/10 000);

- C HeH3BecTHa uecToTa (OT HATHYHMTE JaHHH He Moye Jia Objie HanpaBeHa OLISHKa).

(CHCTEMO-OPraHHH KJIACOBe YecToTa IIpeaAnounTan TEPMHH
Hapylwenus Ha KpbETa M Heuectu Eoznaodprmmsa
muMpHaTa cucTeMa
Hapywenus Ha MetabonusamMa u [Heuectn X unepypukeMus
XPaHEHETO
Hapywenus Ha HepBHaTa HecTn ["nasofonue, 0OMKHOBEHO Npe3
CHCTEMA IMEPBHA MECELL OT JICYCHHETO
BamaiiBane, BEpPOATHO CBBP3AHO
c Opanukapaus
Heuectn* ICHHKOI, BEpOATHO CBLP3aH C
DpagukapIas
HapyweHus Ha ouHTE MHoro yecTH CBeT/iHHHNA (PeHOMEHH
(bochenn)
Hectn 3aMBrneso BoKaHe
HewecTu* WIUIONHA
Hapyiuenue Ha 3peHneTo
HapyleHna Ha yxoTo u Heuectn CeeTOBBLpTEXR
lrabnpunTa
CHpaevHH HapylleHHA Hectn bpannkapaus
AV onok | crenen (yabikeH
PQ nurepsan Ha EKT)
KamepHH eKcTpacHCTONH
MpeacwpaHo MbAKDCHE
HeuecTu IlannuraumK, HaaKkaMepH“

EKCTPAcHCTONIH

Muoro peaku

AV onok 2P2creneH, AV 610k
3™ cTeneH

CuHapoM Ha DOJIHHA CHHYCOB
Bb3€N

CBLAOBH HapyLICHHA Yectn HekoHTpONMpaHO KPbBHO
HanaraHe
Heuectn* [XunoToHus, BepoATHO
CBbp3aHa c OpaaHkapans
PecninpaTopHH, TPbAHH H HeuecTtn Jncnuen
MEIHACTHHANHY HADYIIEHHS
ICToMallHO-4peBHH HapyleHus |[HewecTtu anene
Banex

napus




Kopemna 6onka*

HapyuieHus Ha KokaTta v HeuecTu* AHrHOEIEM
MOKOAKHATA THKaH
4 O6puE
Peaxu* EputeMa
Tpypuryc
Y prukapus
HapyimeHnus Ha MyCKynHO- Heuectn MycKynHHM KpaMIH
CKENEeTHATa CHCTEMA H
ChHEAMHHTENHATAE ThKAH
O6mu napywenus H epexri Ha |HeuecTu* ACTEHHA, CEBP3IAHA BEPOATHO C
MACTOTO Ha NIPHIIOKEHHUE pamuKapaus
'YMopa, cBhp3aHa BEPOATHO €
Opanukapaus
Penxu™* Tpumanspane, BEPOATHO

CBLp3aHO ¢ OpafrKapaus

H3cnenpanna Heuectn [ToBHwIEH KPeaTHHMH B KPBBTA

'V asmxer QT unrepsan 8 EKIC

* YecToTa Ha HexeNlaHH CEOMTHA OT CMOHTAHHM JOKIIANH, H3UHC/IEHA NPK KIMHHYHKRTE H3NHTBAHAS

Onucanne Ha M30paHUTe HEXKENAHH JIEKAPCTBEHH PEaKIIHu
CeeTnuHHM (eHomenH (docdenn) ca Ounu crobmenH ot 14,5% OT MaLHEeHTHTE, ONHCBAT CE KATO

IPEXOAHA YBEIHUYEHA APKOCT B OrpaHHYEHA 30Ha OT 3pHTeNHOTOo noe. Te 00HKHOBREHO ce NPOBOKHPAT
OT BHE3A[IHHM NpPOMEHH B HHTEH3MBHOCTTA Ha cBeTnrHara. Gocdenure MoraT cbluo Ja ¢e ONMIIAT KaTo
opeoJ, pa3najiane Ha h3obpaxeHneTo (cTpoOOCKONICKH WITH KaleHA0CKONCKH e(eKTH), LIBETHK APKH
CBET/IMHH WJIH JIBOFHO BIDKIaHe (peTHHaNHa nepcucteHuua ). [Tossara Ha ¢pocdenn craBa 0OHKHOBEHO
B ITbPBHTE [IBa MECELIA OT JIEYEHHETO, cle] KOCTO Te MOraT Ja ce ABgBaT MHorokpaTHo. B noseyero
cTy4au ce chobmana 3a pocieHH ¢ eka 10 yMepeHa HHTeH3HBHOCT. Bewuky dochenn npeMHHaBaT
No BpeMe Ha WIH CJTel NpeKpaTaBaHe Ha JEUEHHETO, B o-ToniaMara cH Yact (77,5%) no Bpeme Ha
aeqenHeto. [lo-mManko ot 1% OT nauMeHTHTe ca MPOMEHHITH eXKeTHERHHTE CH HABHULH HWIH ca
NpeycTaHOBUNH JIEYEHHETO BbB Bph3Ka ¢ ocheHn.

Bpaankapzna e 6una cbobuieHa ot 3,3% oT naupenTure ocobeHo npe3 nbpeuTe 2 10 3 Mecena ot
3anoyeaHe Ha neveHHeTo. 0,5% oT nauHeHTHTE ca NoMy4HIY H3paseHa Opaaukapans 40 win no-
MaNKo yaapa/min. ,

B npoyusane npeackpaHo MexIeHe € 0o Habmonaeano B 5,3% OT NALMEHTUTE, IPHEMALLTH
nBadpaznvn B cpapHeHHe ¢ 3,8% B nnauebo rpynata. B cOOpHM aHaIM34 HA BCHYKH JBOITHO-CNENH
KOHTPOJHPaHH KJIMHMYHHE Mpoy4uBaHus ¢a3u 1/111 ¢ npoasmkuTensocT o1 Hali-Manko 3 Meceua,
BrMovBamy noeeye ot 40 000 nalpeHTH, 4eCcTOTaTa Ha NIPEACHPAHC MBiieHe e Ousa 4,86% npu
NIALHEHTHTE, JIeKyBaHH ¢ HBabpaaun, B cpasHeHHE ¢ 4,08% NpH KOHTPO/NHTE, CHLOTBETCTRANH Ha
xoeduueHT Ha puck 1,26, 95% CI[1,15-1,39].

CpobImapaHe Ha NO03NPAHA HEKENAHH PEAKLMH
CpobluaBaneTo Ha NOAO3NPAHH HEXKETaHH peakliiM el paspeluasaHe 3a ynorpeba Ha 1€KapCTBEHUA

NPOAYKT € BaxHO. ToBa No3B0AABa A3 NPOALLKH HaONI0NEeHHeTO Ha CHOTHOLIEHUETO NON38/PHCK 3a
JIEKapCTBEHUA NpoAYKT. OT MEAHUMHCKHTE CeLMATMCTH CE€ H3HCKBA J1a ChoOILaBaT BesAKa
NOAO3HPAHA HEXKENaHa PeakLMs Hpes

HsnwnuutenHa areHuMsa o nexapcTeara yi. ,,Jdamsan ['pyes” Ne 8
1303 Codmusn

Ten.: +35 928903417

yebcaiiT: www.bda.bg.

4.9 Ilpegosupane




CumnromMu
IIpenc3upaneTo Moxe Aa AOBEAE 10 TEXKKA U NPOALLKUTENHA Dpaaukapams (Bx. Touka 4.8).

Jeuenne

Texxkara Opanukapaus Tpsabea na Gbe NeKyBaHa CHMNTOMATHYHO B CIENHAIM3HPAHM yenoBHd. B
cayyal Ha OpagHKapaKi C o2 XeMOAMHAMUYHA MOHOCHMOCT MOKe 1a 6bjie 06ChACHO
CHMIITOMATHYHO JIE4EHHE BRITIOYBAIO HHTPaBEHO3HH BeTa-CTUMYHPALIH NIEKAPCTBEHH NPOAYKTH,
KaTO M30npeHanu. Ilpy Hyx1a MoxKe 1a ce NpeanpHeMe BpeMeHHa ChpICUHa eNeKTPOCTHMY/IallHA.

5.  @®APMAKOQJOI'MYHH CRBOUCTBA
5.1 <dapmMakogEHAMMYHH CBOHCTEA

DapmaxoTepanesTHYHa rpyna; JleueHre Ha ChpAcUYHH 3a60IsBaHNA, APYTH ChPAE4HH NpenapaTH,
ATC xon: COIEB17.

Mexanu3bM Ha NieHicTBHE

HpabpainH € cpeACTBO €IMHCTBEHO 3a NMOHMKABaKHe Ha ChPAEYHATA YECTOTA, IEHCTBALIO Ypes3
CE/EKTHBHA M CelybuHa MHXUOULIMA HA €IEKTPUYECKHS Jf TIOTOK Ha ChPAEUHHS MEHCMEKBD, KOHTO
KOHTpONHpa CNOHTAHHATA AWACTONIHA JICTIONAPHIALHA B CUHYCOBHA Bb3eJl M Perynupa ChpAcuHATa
vecToTa. Cbp/IeyHHTe ediekTH ca crielndHIHN 32 CHHYCOBHS BB3eN, 6e3 edekT BEPXY HHTpa-
aTPHANHOTO, AaTPHOBEHTPUKYJIAPHOTO MM MHTPAaBEHTPHKYNIAPHOTO IIPOBOAHO BPEME, HHTO BLPXY
MHOKapAHWA KOHTPAKTUAMTET HIH KAMEPHATA PETOIAPH3ALINA.

Hpabpanun moxe na BzapMogeiicTsa M ¢ enekTpryeckus J, noToK B PETHHATA, KOMTO € MHOTO CXONEH
cbe chpaeunus Ir Tol yyacTea B TeMriopaHaTa pe3oJIIOLMA Ha 3PHTENHATa CHCTEMA 4Ype3 CKLCABAHE
HA PETHHAIHHA OTTOBOP KbM APKH CBETIIMHHHM CTHMYIH.

I1pu nposokxpauwty obcrosTencrea (Hanp. 6bpP3H NPOMEHH B APKOCTTA)} YaCTHYHATA HHXHOMUMA Ha [,
oT HBaGpalHH 3aCHIIBa CBETJIMHHHTE BB3NPHATHS, KOUTO MOTaT A4 ObAaT MOHIKOra YCeTeHH OT
nauMeHTuTe. CBETIIWHHUTE BB3npuaTHA (PocdeHH) ce ONUCBAT KATO NPEXOAHO YCHIBAHE HA APKOCTTA
B OTPaHAYEHA 30HA Ha 3PHTESIHOTO noJe (Bx. Touxa 4.8).

QapMakOIHHAMHUYIHH eekTH

I'naBHoTO rapMaKoAMHAMMYHO CBOWCTBO HA HBAGPATIMH NPH YOBEKA € CTIEA(UUYHO 103a-32BHCHMO
MOHMKEHHE HA ChPACUHATA YECTOTAa. AHAHIBT HA PEyKLHHTE HA ChPIEYHATA HeCTOTA C I03H A0

20 mg gBa 1BTH AHEBHO NOKA3BA TEHJACHLUMS KbM I1aTto-eeKkT, KOHTO 0TroBaps Ha HAMaIEH PHCK OT
Texka Opanukapans non 40 yaapa/min (k. Touka 4.8).

[Ipn obuuaiinyTe NMpenopryuBany 103K NOHKEHHETO HAa CHPAEYHATA YecToTa € npudausuTennol

yAapa/min B NOKoH H OpH (u3HUecKo YCHIHE.

Tora roau 10 HamansABaHe Ha cLpaeYHaTa PaboTa M KOHCYMaUMATA HA KHCJIOPOA OT MHOKApAa.

HBabpajiiH He NOBIHABA BLTPECHPAEHHATA MPOBOAHMOCT, KOHTPAKTIHIHTETA {HAAMA HETATHBEH

HHOTpONEH eEKT) MIIH KaMepHaTa PeNONAPH3aLHA:

- B KJIMHHYHH €NeKTPOoPHIMOIOrHIHY NpOy4YBaHUs KBaOpaguH HE € Nokasan edeKT BbpXy
ATPHOBEHTPHKY/IAPHOTO MIIH MHTPAaBEHTPHKYIAPHOTO IPOBOAHH BpEMeHa HIH KOPUIHPaHHTE
QT uxTeprany;

- NpH NALMEHTH € IEBOKAMepHa AMCPYHKLMS (JieBokaMepHa H3TNackeawma pakuusg [LVE
mexay 30 u 45%) uaGpanuH He e uman Hebnaronpusren edext espxy LVEF. 3

Knvnvuna edukacHocT U 6e30macHocT

AHTHaHrHHO3HATA H AHTHHCXEMHUYHATA edUKAcHOCT Ha uBabpaauH ¢ 6una npoyueH £
CNIeNy paHIOMH3HPaHH Npoy4BaHus (TPH cpeluy ruiauelo U 1o eaHo Cpelly aTeHon wat;go,unnuﬂ)
Te3n npoyusanns ca skmoysany o610 4 111 nauueHTH ¢ XpoHHUYHA cTA0HIHA CTEHO P/, OT KQUTO /

%”*




2 617 ca nomyuaBanu BBabpaavH.

Te nokasear, ye upabpaaun 5 mg 182 MHTH AHEBHO OKa3Ba e(eKT BLPXY U3NHTBAHHTE NAPAMETPH NIPH
HaTOBapBaHE B PAMKHUTE Ha 3 10 4 ceAMMLM el 3aro4BaHe Ha JieyenneTo. JokasaHa e edukacHoCcT
¢be 7,5 mg Ba LT AHERHO. JIONLIHMTeNIHATA MOA3a CIIPSIMO 5 mg NBa BTH JHEBHO € Oua
YCTaHOBEHA B CPABHHMTENHO KOHTPOJIHPAHO NPOYYBaHe CIIPAMO aTeHONON: obwara MPOABDKHTENHOCT
Ha (PM3HIECKOTO HATOBAPBAHE B MOMEHTA HA MHHUMAJIHA NTA3MEHA KOHLUEHTPALMA € HApacHana ¢
OKOJIO 1 MMHYTa cnell EHOMECEUHO JieHeHHE € 5 mg Ba MbTH JHEBHO U ce e nojobpuna ¢ noury 25
CEKYHJIH CHE/, NOITBIHHTENIEH 3-MeceueH NepHO/ Ha JICUeHHe CNefl AMPEKTHO npeMHHaBare Ha 7,5 mg
IBa IMbTH AHeBHO. TOBa Mpoy4BaHe NOTBHPAIABA AHTHAHTHHOZHATA H aHTHHCXEMHYHA 1101134 OT
uBabpaauH Npy DAUHEHTH Ha Bb3pacT 65 WK noeeye rogunn. E¢guxacHocTTa Ha 5 mg n 7,5 mg nBa
NLTH THEBHO BBPXY NapaMeTPUTE Ha TeCTa ¢ HaToBapBaHe (0011a Npoab/DKHTETHOCT Ha
HAaTOBapBAaHETO, BpEME JI0 IOCTUraHe Ha IMMHTHPAlla CTCHOKAPAHKS, BPEME 10 HAYANIO Ha
CTEHOKApJHA W BpeMe N0 JocTuraHe Ha ST aenpecks ot 1 mmt) e Gina NOTELPAEHA BEE BCHUKH
NpoyusaH#s K e Oula CBbP3aHa ¢ HAMANABAHE Ha YECTOTATA HA aHTHHO3HUTE MPHCTBIH ¢ 0kono 70%.
[Mpu aBykpaTteH aAHeBeH npueM HBaGpaadH MMa NOCTOAHHA 24-4acoBa eMKACHOCT.

B pannomusipano naauedo KoHTponupaHo npoyusaxe ¢ 889 nauMeHTH, HBaGpaaHH, N06ABEH KbM
areHonon 50 mg eAHOKPATHO JHERHO, TIOKA3BA AONBIHHTENHA ePUKACHOCT NPH BCUYKH NIAPAMETPH Ha
CTPEC-TECTA B Kpas Ha JO30BHR HHTEPBAN Ha JieKapcTBeHa akTHBHoCT (12 uaca cien nepopanen
npuem),

B pannoMusupato mianebo-koHTpOAMpaHO NPOoy4BaHe Che 725 naumMeHTH HBabpallH He € MoKasan
10-ronsMa epukacHoCT cnej npubaBsHe KbM aMIOIHIHH 10 mg BEAHEX JHEBHO NMPH MHHHMYyMa Ha
nexapcereeHata akTueHOCT (12 uaca cnen nepopaned npuem), I0Kasai NO-roisMa epHKaCHOCT MpH
nuka (3-4 yaca cien NepopasieH NpueM).

B pannomusupano nnanebo-koHTponupaHo npoyusade npy 1277 naueHty, upabpanus, nobases kM
aMIIOUIKH 5 Mg eAHOKPATHO AHEBHO MK HHuderumue GITS 30 mg eqHOKpaTHO AHERHO, € NOKAa3al
CTATHCTHYECKHK 3HAYHMA JOITLIHHTENHA ePHKACHOCT M0 OTHOLIEHHE Ha OTTOROPA KbM JIEUCHHETO
(mednnupaH KaTo HaMaJleHHe ¢ HAM-MANIKO 3 AHrMHO3HM MPHCTHIA 33 CEAMMLA W/HITH YBEJHUYEHHE Ha
BpeMeTo 10 nocTurade Ha ST aenpecus or 1 mm ¢ Hait-manko 60 s 0o speme Ba cTpec-TecTa ¢ Garama
ITTEKA) NPH Hali-HHCKATa NekapcTBeHa akTHRHocT (12 yaca cnel nepopasnied npyeM Ha uBaGpanuy)
cnen 6-ceaMuueH nepHon Ha neuenue (OR = 1,3; 95% CI[1,0-1,7]; p=0,012). UzabpanuH He €
NoKasan A0Nb/AHHTENHA ehHKACHOCT BLPXY BTOPHYHHTE KpaHHH TOUKH Ha [1apaMeTPHTE Ha CTpec-
TECTa {IPH HAKH-HHCKATA JIEKAPCTBEHA AKTUBHOCT, BLIIPEKH Y€ € M0KA3an JOIMBIHATENHA eHKACHOCT
npu 1uKa (3-4 yaca cnea NepopaeH NpHEM).

EduxacHocTTa Ha HBabpazKH ce 3ana3pa HAITBLIIHO Npe3 UENHs 3- MK 4- MECeveH NEPHOA Ha JIeUeH e
TIPH MPOYYBAHHATA 32 ehUKacHOCT. JIMNCBAT AAHHK 3a GAapMaKOI0THYEH TodepaHc (3aryba Ha
e(PeKTHBHOCT), BL3HHMKBALLL JIO BPEME HA JIEUEHHE, KaKTO H 3a pebayHa edeKT ciien pA3KO CIIMpaHe Ha
JIe4eHHETO. AHTHAHTHHO3HHTE U AHTHUCXEMHYHH ehexTH Ha UBaOpanKH ce CBLP3BAT C A03a-
3aBHCHMO [MOHMKCHHE HA ChpACYHaTa 4e€CTOTa H CbC 3HAUYMMO HaMaJieHHe Ha TNMPOHU3BEOEHHCTO HaA
HECTOTA M HANATaHe (ChPASHHA YECTOTA X CHCTOJIHO KPbBHO HANIATAHE) B NIOKOl M 110 BpEMe Ha
HaToBapeaHe. JIeHCTBHETO BbPXY KPBBHOTO HANAraHe H NEPHPEPHOTO CHAOBO CHIIPOTHBIEHHE €
NpeHeOPEeXUMO H HAMA KIHHHYHO 3HAUEHHE,

TpakHo nonwkeHHe Ha CbpACYHATA YECTOTA € BKN0 JEMOHCTPUPAHO NPH NALMEHTH JEKYBAHH ¢
nBabpaalH MMHAMYM eliHa roguHa (n= 713). He ce Ha6iionasa BAHAHWE BbPXy KpbBHATA 3aXap WIH
JUNHAHHE MeTabOMTHIBM,

AHTHaHIMHO3HATA M @HTHHCXEMHYHA eMKacHOCT Ha HBabpaaHH ce e 3amasuna npu
457) npu npodun Ha 6€30MACHOCT CpaBHMM C TO3M B 00IATA NONYIALMA.




OITTHMAJIHO JIeUeHHE, KaTo 86,9% oT nalMenTure ca nonyyasanH Gera-Gnokepu. OCHOBHUAT
KPHTEPHH 34 €(HUKAaCHOCT € KOMOWHALMATA OT ChPAEYHO-CHAOBA CMBPT, XOCMHTATH3ALUA NPH OCTHP
MH(ApPKT Ha MUOKap/a WK XOCTIMTAIM3ALIMA NOPaAH HOBOBB3HWKHANA WK BOLLAEBALLA Ce ChpAeYHA
HEAOCTATLUYHOCT. [ IpoyUBanHeTo He nokassa pasiMKa B NPOLEHTA NMPH MbPBHYHHA KOMOMHMPaH KpacH
Pe3yqITar B rpynara Ha NalMeHTHTE, JICKYBaHH ¢ HBabpaauH B cpaBHEeHMe ¢ rnaneo rpynara
(penartuBeH prck upabpaaun:mnauebo 1,00, p=0,945).

Ilpu post-hoc noarpyna NaUKMEHTH CHC CHMITOMATHYHA CTEHOKAPAUS N0 BPEME HA PAHAOMM3ALHATA
(n=1507) ne e npeHTHPHUMPAH CHIHAA BBB BPb3ka ¢ Ge30naCHOCTTa NO OTHOLIEHHE HA CHPASYHO-
CbA0BA CMBLPT, XOCTIMTANIM3ALMA NIPH OCThP HHOAPKT Ha MMOKAPIA WIIH ChbpaeYHA HELOCTATHYHOCT
(uBabpamun 12,0% cpewy mnauebo 15,5%, p=0,05).

IporeneHo € Malwabno npoyysaHe no OTHoWeHHE Ha u3xoua, SIGNIFY, npk 19102 nauMenTs ¢
MCXeMHYHa Honect Ha ChpLeTo M Oe3 KIHHMYHA chpAedHa HeaocTaTbuHocT (JIKDH > 40%) Ha doHa
Ha ONTHMAJIHO OCHOBHO JledeHHe. Manonspana e Owa no-BuCOKa TepaneBTHYHA cXeMa OT oaobpeHaTa
DO3UPOBKa (HavanHa 1033 7,5 mg nBa mbTH IHEBHO (5 Mg ABa IHTH AHEBHO, KO BB3pacTTa ¢ > 75
FOJIMHM) M THTpUpaHe 10 10 mg aBa nbTH aHEBHO). OCHOBHUAT KPUTEPHIi 38 eMKacHOCT € OHIT
KOMOHHALMATA OT CHPAEMHO-CHA0BA CMBPT My HedataneH HH(apkT Ha Muokapaa. [IpoyuBaHeTo He
MOKA3Ba PasnuKa B NPOUCHTA NPW MbpBMYHATA CheTaBHa Kpaiina Touka (TICKT) & rpynara Ha
NaLMEeHTHTE, IEKyBaHH ¢ HBabpaauH B cpaBHEHHE ¢ Tauebo rpynata (OTHOCHTENEH PHCK
usabpaaun/mnanedo 1,08, p=0,197). Crobiuena e Gpaguxapaus npu 17,9% B rpynara sa nau{eHTHTe,
NexkyBaHH ¢ uBabpanut (2,1% B nnauebo rpynara). Bepanamun, auntuaseM unu mombn CYP 3A4
HMHXHMOHTOpH ca 6UnK npuemadn ot 7,1% OT NauueHTHTe N0 BpeMe Ha NIPOYYBAHETO.

Manko cratucTHyeckH 3HaunMo yBennueHHe Ha [ICKT e nabnionasaHo B npeapaputento onpezeneHa
NOArpyna oT NalMeHTH ¢bc creHokapaus kiac II no CCS wnn no-sHcok npu Bxnousasero (n=12049)
(1ecTora Ha nossa 3,4% cpeuty 2,9% roauiiHo, oTHOCHTENeH prck neabpaanw/mninauebo 1,18,
p=0,018), so He B noarpynara or LisaaTa Nonynauus ¢be creHokapaus kiac > 1 no CCS (n=14286)
(oTHOCHTENEH puck HBabpanun/maueto 1,11, p=0,110).

Tlo-BHcokaTa oT 000peHaTa 1033, H3N0/13BaHa B IPOYYBAHETO, HE OGACHABA HAITBIHO TE3H H3BOAH.

Ipoyusanero SHIFT e roaamo, MHOrOLEHTPOBO, MEKAYHAPOAHO, PAHIOMH3HPAHO, ABOHHO CAANO, ¢
n1aueb0-KOHTPOJIMPAHH PE3Y/ITATH U3NHTBAaHE, IPOBEREHO NPpH 6 505 Bb3PacTHH NALMEHTH ChC
cTabunna xpouuuna 3CH (3a>4 ceamuum), or 1 no TV xaac no NYHA, ¢ namanena nesokamepha
dpakuua Ha u3Tnacksare (JIKOH<35%) ¥ cbpaeysa yectoTa B Noko# >70 yaapa B MHHYTA,
IlaunenTuTe ca nony4yasanH cTaHAAPTHO Ne4EHKe,, BKIIOuBalLo Geta-bnokepu (89%), ACE-
vuHxubuTOpH MMy anrnotensul I anraronncrr (91%), auyperuun (83%) M aHTArOHKCTH Ha
angocrepona (60%). B rpynara Ha npabpaaun, 67% or naumeHTHTE ca OUNM TeKyBaHH ¢be 7,5 mg asa
TbTH AHEBHO. MeauaHaTa Ha NpoAb/DKMTENHOCTTA Ha TIepHOia Ha npocienssane € Onna 22,9 mecena.
Jleyenuero ¢ pabpaauH € GUNO CBbP3aHO ¢ HAMANABaHE HA CHPACYHATA YeCTOTa CPEAHO ¢ 15 yaapa B
MHHYTa OT H3x0aHaTa CTOHHOCT oT 80 ynapa B MuHyTa.Paznukara 8 chpaeuHaTa 4ecToTa MEXILY
nsalbpanns u nnaue6o rpynute e Guna 10,8 yaapa B muxyTa Ha 28 pew, 9,1 ynapa B MuHyTa Ha 12
mecew # 8,3 ynapa B MMHYTa Ha 24 Mecell.

ITpoyuBaneTo JEMOHCTPHPA KIKHHYHO M CTATHCTHYECKH 3HAMHMO HAMANIEHHE HA OTHOCHTEJIHHSA PHCK
¢ 18%, Ha uecTOTaTa Ha ITLPRHYHATA ChCTABHA KpalHa TOYKA Ha ChPAEYHO-CHIOBA CMBPTHOCT H
XOCTIMTAIM3a1Ms, TIOPAIH BJIOLIABAHE HAa ChPAEYHATA HEAOCTAThYHOCT (KoeuLMeHT Ha pHcka: 0,82,
95% CI [0,75;0,90] — p<0,0001), yeranoseHo 0 3 Mecella cnell 3an04BaHe Ha NEUEHUETO,
Penykumsara Ha abGcontoThmna puck e 6una 4,2%. Pesynratire no nbpBHYHaTa KpaiHa TouKa ce
H3BEACHH IMAaBHO 4pe3 KPaHHHTE TOUKH ChPASYHATA HEJOCTATBUHOCT, XOCIIMTANH3ALMA NIOPaaH
BJIOUIABAHE HA CbPIEYHATA HEACCTATHUHOCT {abconioTen puck HamasneH ¢ 4,7%) ¥ CMBPT NOpagn
CbpAeYHa HEAOCTATHYHOCT (abconioTen puck HamaneH ¢ 1,1%).

EcdexT oT eueHHETO BBpXY IbPBUYHATA CHCTABHA KpPaifHa TOUKA, HEHUTE KOMITOpE
BTOPHYHHTE KpaliHH TOYKH :



HrabpanuH [Thaueto oedHLMEHT Ha p-
(N=3 241) (N=3264) |pucka[95% CI] | croiiHocT
1 (%) n (%)
[TupBHuYNa cheTaBHa Kpaiina (793 (24,47) 937 (28,71) 0,82 [0,75; 0,90] <0,0001
rouKa
KomnoHeHTH:
- ChpaeyHO-CB0BA CMBPT 449 (13,85) 491 (15,04) 0,91 [0,80; 1,03] 0,128
- XocnuTanuzauus nopaam 514 (15,86) 672 (20,59) 0,74 [0,66; 0,83] } <0,0001
BrowasaHe Ha CH
JIpyru BTOpUYHH KpaHiH#
TOMKH: 503 (15,52) 552 (16,91) 0,90 [0,80; 1,02] 10,092
- Obuia cMBLPTHOCT 113 (3,49) 151 (4,63) 0,74 [0,58;0,94] 0,014
- CmbpT oT CH 1231 (37,98) 1356 (41,54) 10,89 [0,82;0,96] 10,003
- O6w 6poii xocnuranuzauun (977 (30,15) 1122 (34,38) 10,85[0,78; 0,921 10,0002
- XoCcnmUATanu3auMs nopaam
ChPACHHO-CHA0BH IPHYKHH

HamansBaHeTo B [r5pBHUHATA KpaiiHa 1eN e HaGNoJaBaHo MOCTOSHHO, HE3aBHCHMO OT MO, KNac 1o
NYHA, vcxeMHtiHa HIH He-HCXEMHYHA €THONOTHS Ha ChpAEYHATA HEAOCTATEYHOCT M aHaMHe3a 34
CHLOBTCTBAIN 1HalET WK XHNEPTOHUS.

[pu noarpynara nnauMeHTH CbC chpaevHa yecToTa >75 yaapa B MuHyTa (n=4 150) e HabmroaasaHo no-
rOJIIMO HaMaJisIBAHE Ha ITbPBHYHATA ChCTABHA KpaHHa Touka oT 24% (koedHlineHT Ha pucka: 0,76,
95%Cl1 [0,68;0,85] — p<0,0001) 1 Ha ipYTUTE BTOPHUHH KpaHHH TOYKH, BKIKOUHTETHO 061ma
CMBPTHOCT (KoehruMeHT Ha pucka: 0,83, 85% C1[0,72;0,96] — p=0,0109) u crpacuHO-ChAORA CMBPT
(xoedrunent Ha pucka: 0,83, 95% CI [0,71;0,97] — p=0,0166). Tlpu Tasn noarpyna naiMeHTH,
npo¢uIsT Ha Ge30nacHOCT Ha MBabpaaMH, CLOTBETCTBA ¢ TO3H Ha OB1IATa MONyNaNus,

Habmonasan e 3HaunTeneH eeKT RLPXy MbPBUYHATA ChCTaBHA KpaiiHa Touka, Mpu obliaTa Tpyna
NIAUHEHTH, NPUEMalltk ieueHue ¢ 6eta-Onokepw (koeduuuenT Ha pucka: 0,85, 95%CI [0,76;0,94]).
IIpy noarpymarta NalMeHTH, ChC CHPAEYHA YECTOTa > 75 yaapa B MMHYTa H Ha MPENopbUMTEIHATA
TApre€THa A03a Ha 66’[‘3-6.‘10]{8[), He € Ouia Haﬁmonanana CTaTHCTHYECKH 3HAYUKMMa 11071384 BEPXY
NbLPBUYRATA CbCTABHA KpaiiHa TouKa (koeHuUHeHT Ha pucka: 0,97, 95%CI [0,74;1,28]) v Bepxy
ApYTHTe BTOPMYHH KPAHHH TOUKH, BKAIOYUTENIHO XOCMHTAIH3ALMA NopanH Biowasake Ha CH
(koedmimenT Ha pueka: 0,79, 95%CI [0,56;1,10]) WK cMBPT OT CHpAEYHA HEAOCTATHYHOCT
(koedmumenT Ha pucka: 0,69, 95%CI [0,31;1,53]).

Hima 3Ha4nTeNHO nofobperte Ha Kaaca no NYHA, cnpaMo nocieaHara otuereHa croiuoct: 887
(28%) oT naumenTHTe Ha MBabpanue ca MManu nonobpenue, B cpasHeHue cue 776 (24%) ot
nau¥enTHTe Ha miauedo (p=0,001).

[1pu panaoMusnpano naaue6o-koHTPOIHpaHo Npoyyeane ¢ 97 NaUMEHTH AaHHWTE, cEOpaHU Mo BpeMe
Ha ¢cneun N 0(TaIMONOrHYHH NPOYYBaHHS, HEAIIH AOKYMEHTHpPaHe Ha QYHKUHATA Ha
CHCTEMHTE OT NPBYHLIH W KOJIOHUKH W Ha Bb3XOAAIINA 3pHTENIEH BT {HANp. CNeKTPOPETHHOrpaMa,
CTATHYHH W KUHETHYHH 3PUTEHY NONETa, UBETHO BIWXKAaHe, 3PHTENHA OCTPOTA) IPA NIALMEHTH,
nekyBaHH ¢ MBaOpaIMH 32 XPOHUYHA cTabMIHa CTEHOKApanA B NMPOABIKCHHE HA NOBEYE OT 3 rofHHH,
HE ¢a NOKa3a/ld PETHHAIHA TOKCHYHOCT.

[leapaTpuvHa nonyaalus

[TpoBesieHO € panaoMHU3KpaHo, ABOIHO CAANO, NNIane6o-KOHTPONMPAaHO NpoyuBaHe cbe 116
neaHaTpuiHy nauMeHTH (17 Ha Bb3pacT 6-12 Mecena, 36 Ha Bb3pacT 1-3 roauny u 63 Ha
TOINHH) ¢ XPOHHYHA CbPACYHA HEAOCTATLYHOCT H JUNaTaTHBHA KAPAHOMHOMATHA (DCMt
ONTHMAJIHO OCHOBHO JIeYeHHe. 74 ca monmy4unn uradbpanun (csoTHowenHe 2:1). Hauay
6una 0,02 mg/kg npa NBTH DHEBHO BB BL3pacTOBaTa NOArpyna 6-12 meceua, 0,05




0,2 mg/kg nBa mbTH AHeBHO, 0,3 mg/kg iBa BTH AHEBHO H ChOTBETHO 15 Mg ABa NBTH nHEBHO. B
TOBA Npoy4YBaHe uBabpajtuH € 61 NpHITOXKEH MM KaTO NepopanHa reuyxa Gopma unM karo Tabnetka
ABA MbTH AHEBHO. JIMMcaTa Ha painnka BbB apMakokuHeTHKaTa MexXay Te3H a8 Gopmu € Guna
nokasaHa B OTBOPEHO paHAOMM3HPAaHO KPBHCTOCAHO NPOyYBaHE ¢ ABa NEPHOAa NpH 24 3apaBH
BB3PACTHH A00OPOBOJILIM.

pn 69,9% oT nauneHTHTE B rpynara na WBabpaanH € GWIIO NOCTHIHATO HAMATABAHE HA CHPACYHATA
uectoTa ¢ 20% Ge3s Gpaaukapausa cnpamo 12,2% B nnaueGo rpynata no BpeMe Ha MepHO/IA Ha
THTpupane oT 2 10 § cenmuuM (choTHOWEHKe Ha wancoreTe: E=17.24, 95% CI [5,91 ; 50,30]).
Cpennute 21034 HBaGpa/H, KOMTO NO3BOJABAT J1a CE MNOCTUTHE HAMANABAHE HA CHPIEHHATA HeCTOTa ¢
20%, ca 6unu cvorsetHo 0,13 + 0,04 mg/kg aBa nuvTH AHeBHO, 0,10 £ 0,04 mg/kg nBa MbLTH JHEBHO U
4,1+ 2,2 mg na 06TH JHEBHO BBB Bb3PACTOBHTE NOArpYNH 1-3 ronunu, 3-18 roaunu n <40 kg u 3-18
roauHy u > 40 kg, choTBETHO.

Cpennata JIKOH e napactaana cpeauo ot 31,8% no 45,3% na M012 B rpynara Ha upa6paaun
cnpsamo 35,4% no 42,3% B nnauebo rpynata. Mma nopo6penue B knaca no NYHA npu 37,7% ot
NaUMEeHTHTE, NpUeMailiy ueadbpanuu, cnpsmo 25,0% B nnauebo rpynara. TesH nogobpenns He ca 6umn
CTaTHCTHYECKH 3HAYMMH,

Ipodunet Ha 6e3onacHocT, cne 1 roauua, € 6un nopobed Ha TO3W, ONMCAH NPH Bb3PACTHH NALUEHTH
C XpOHHYHA ChPACYHA HENOCTATLYHOCT,

Hunrocpounute edexTn Ha HBaOpaaHH BRPXY pacTexa, IybepreTa M 06IMOTO PA3BUTHE, KAKTO H
ABATOCPOYHATA €(PHKACHOCT Ha NIeUeHHETO ¢ MBaGPAIHH B A€TCKAaTa BBL3PACT 32 HAMAIABAHE Ha
ChpPAEYHO-CHAOBATA 3a601¢BAEMOCT H CMBPTHOCT HE ¢a GMIH MPOYUBAHH.

Esponeiickara areHuMs no nekapcTeara ocBoG0XKIaRa OT 3a0b/DKEHUETO 32 IPEAOCTABAHE Ha
Pe3YNTATHTE OT IPOYYBARNATA C PeepPeHTHHS JeapcTBeH [IPOAYKT BEE BCHUKH NOATPYNK Ha
He/IMaTPUUHATA NOMY1aLuA 34 IeYEHHETO Ha CTeHOKAPAUA.

Esponeiickata arexius 1o ekapcTsarta ocBo60K/1aBa OT 38 ABDKEHHETO 32 NPEJOCTABAHE HA
pe3yaATaTuTe OT [POYYBAHKATA ¢ pedepeHTHHA J1eapCTEEH TIPOAYKT NpH fela Ha Bu3pacT oT 0 10 6
MeCeLla 3a JIEYEHHETO Ha XPOHHYHA ChPAeYHA HEAOCTATLYHOCT.

5.2  (QapMaKoKHHETHYHH CBOHCTBA

Ilpu du3Honornunm yenoens Heabpaani ce ocBoboxkaasa 61p30 OT TabneTKkuTe M HMa BHCOKA
BOAOPa3TBOPUMOCT (>10 mg/ml). Mieabpannh npenicraBnssa S-eHaHTHOMEP, KOHTO HE NpeThprsBa
Orokousepcus in vivo. N-0e3METHANPaHNAT AepHBaT Ha nabpaaun Geme naeHTHPHIMPaH KATo
TMaBeH aKTHBEH MeTabonuT NIpH YOBEKA.

AbGcopbung 1 6uoHaMYHOCT

Weabpannn ce abcopbupa GBP30 H MOYTH HAITBIHO CJle] MEPOPATHO MPHIOKEHHE C JOCTHTAHE Ha
MaKCHMATTHA NNIA3MEHA KOHIIEHTpalMA ciefl oKkono 1 yac npH npuem KHa rnansdo. ADcomoTHaTa
broHann4HOCT Ha dunMHpaHuTe TabaeTkH ¢ okono 40%, nopaaH edexra Ha MBPBO NPEMUHABAHE B
yepaara M YepHUA Apol.

Xpanara 3abaes abcopbumnsTa ¢ npuGnusntento 1 yac u ypenuuasa excnoznumsata ¢ 20 1o 30%.
lIpnemMbT na TabneTkaTa no BpeMe Ha XpaHeHe ce MpenopbuBa, 3a Ja Ce HaMalaT
HHTPaUHAHBHAYAINHHTE IPOMEHH B €KCNOZHLUATE (BX. TOuKa 4.2),

Pasnpenenenue
Heabpanun ¢ npubnuzurento 70% cebp3aH ¢ nnasmennte GelTBIM M CTALIMOHAPHUAT o6eM Ha

pasnpeneneHye IpH NauueHTH € 6ansbk g0 100 1. MakcumanHaTa nnasmeda KOHLUEHTpalus
XPOHHUYHO NPHJIOKEHHE B NPENOPbYBAHATA 1032 OT 5 mg ABa MbTH JHeRHO € 22 ng/m] (C
Cpennara craunoHapha nnasmena koHuentpauus € 10 ng/ml (CV=38%).

brorpanchopmawyis (

Heabpannn ce merabonnaupa rnapHo or yepHHust Apob W YepBaTa caMo 4pes OKCHAALHs X




P450 3A4 (CYP3A4). 'naBHUAT akTHREH MeTabonuT ¢ N-ae3MeTunupanuaT aepuear (S 18982) ¢
eKkCcnosuupa okoio 40% ot Tasu Ha M3XOTHOTO BeilecTBO. MeTabonu3MBbT Ha TOIM AKTHBEH
mMeTabonHT cbio Bkousa CYP3A4. Meabpajun uma Huebk agunaurer kbM CYP3 A4, He Boau a0
KIHHHYHO 3HaYHMa HHAYKUHMA HITH HHXMOHIHA Ha CYP3A4 U, cie10BaTENHO, € MANIKO BEPOATHO 4
npoMeHs MeTabonu3Ma HITH TUIa3MeHaTa KOHUeHTpaiys Ha cybetpatute Ha CYP3A4, Hanpotus,
MOILHUTE HHXHOUTOPH H MHAYKTOPH MOTAT 3HAYMTEHO A3 3aCerHaT [UTa3MEHUTe KOHLEHTpaLMy Ha
mBabpanuH (BK. Touka 4.5).

EnuMuHupaHe
HpabpaamnH ce eNMMHHEpPA ¢ OCHOBEH nonyxHBoT 2 yaca (70-75% ot AUC) B mnazmata # edexTipeH

1ony-kuBoT 11 yaca. ToTanHUAT KHpBHC € mouTH 400 ml/min, a 6E0peHHHAT KNHPBHC € OKOIIO
70 ml/min. EkckpeuusTa Ha MeTabOIMTHTE €€ OCHLUECTBABA B CXOJHA CTENECH YPE3 UIANMPAKHEHHATA H
ypHHaTa. Oxono 4% oT opanHaTa 103a ce eKCKpeTHpa B HENPOMeReH BU/1 B YpHHaTa.

JIuneiiHocT/HeAMHeHHoCT
Knneturara Ha vBaGpaamH HMa THHEEH XapaKTep B AHana3oHa Ha opanHo Jo3upane 0,5 — 24 mg.

CrelManiy nonynaunu
- Crapuecka Bb3pacT: He ca HabmogaaHu dhapMakokHHeTHYHH pasnHkM (AUC u Cmax) Meaay

IO-BB3PACTHH (>65 rofHHK) WK MHOTO Bb3pacTHH NalHeHTH (75 roguHH) 1 obiaTa
nonynaiwma. (BxK. Touka 4.2).

- brbpeuHo yepeacnane: Bananuero na 6p0pedHata HEAOCTATHHHOCT (KPEATUHHHOB KJIHPBLHC OT
15 no 60 ml/min) Bbpxy dapmakokiHETHKaTa Ha UBaOpaiHH € MHHHMAITHO BB EPb3Ka C
HHUCKMA NPUHOC Ha 6BOpedHra KTupbHE (000 20%) KbM o01taTa eTHMHHALIAA KAKTO Ha
HBabpalliH, Taka U Ha rMaBHHs My MeTabonut S 18982 (Ba. Touka 4.2).

- YepHoapoObHo yBpexxaane: NpH NALMERTH ¢ Jeko vepHoApobho yepexnaane (Child Pugh ckop
Ao 7) AUC Ha HecBbp3aHHA HBaOpaaMH # rMaBHKuA aKTHBEH MeTabonnT ca 6unu ¢ oxono 20%
MO- BUCOKH, OTKONKOTO MPH /IHUA ¢ HOpMailHa YepHoapobna dynkums. annuTe ca
HE/IOCTAThYHH, 3a J1a C€ HallPaBAT H3BOJM NPH MALHEHTH C YMEPEHO YePHOAPOOHO YBpexkaaHe.
JlunceaT JaHHH NPH MAHMEHTH © TEXKKA 4epHOAPOOHA HEAOCTATBYHOCT (BAK. TOUKH 4.2 H 4.3).

- lleauarpuuna nonynauua: dapMakokMHETHURKAT Npodgun Ha NBabpaguH NpH NEANATPHIHNHTE
NIaLIHeHTH ¢ XPOHHYHA ChpIeYHa HEAOCTATHYHOCT Ha BB3pacT OT 6 Mecella A0 NO-MaJKo oT 18
roauHy € noaodeH Ha (papMaKOKWHETHKATA, OTIHCAHA NIPH Bb3PACTHH, KOTATO Ce Mpujiara cxeMma
3a THTpMpaHe Ha 1o03aTa, 0a3upaHa OT Bb3pacT H TEro. :

Bpi3ka dapmaxoxuserrka/dgapmakonnnamuika (GK/DIT)

AHanu3sT Ha oTtHowenneto PK/D]] nokasea, de chpaedyHATa YecTOTa HaMaNABa MOYTH NHHEHHO ¢
HapacTBaHE Ha IJ1a3MEHHTE KOHUEHTpaUMH Ha ueabpaauH u S 18982 3a nosu no 15-20 mg nea metH
AHEBHO. JIpH NO-BUCOKH 103M NMOHIDKEHHETO Ha ChpPASHHATA YECTOTAa BEUE HE € NPONOPLUMOHATIHO Ha
NNa3sMEHHTE KOHUEHTPALMK Ha HBaGpaaMH | NoKazBa TEHAEHLUMA KbM JOCTHraHe Ha maato. Bucoxure
€KCTIO3ULMH Ha HBaOpaJHH, KOWTO MOTaT Ja HACTBIIAT, KOraTo HBabpaaHH ¢ NIPUNOKU B KOMOHHauus
¢wve cunnu CYP3 A4 uuxubHTOpH, MOTaT Aa A0BEIaT JO NPEKOMEPHO NOHIKEHHE Ba CHPAEYHATA
MECTOTA, BBIPEKH Ye TO3H PHCK HamaiiBa npy yMepeHs CYP3A4 unxuburopy (Bxk. Toukn 4.3, 4.4 n
4.5). Bppskara ®K-®J{ Ha uBabpaauH npy NeauaTpUYHHTE NALMEHTH ¢ XPOHHYHa ChpAeYHa
HEJOCTaTBYHOCT Ha BB3pAcT OT 6 Mecella 1o No-Manko ot 18 rogunu e noaobHa Ha Bpu3kaTa PK-O/],
ONHCaHa NpH BB3PACTHH.

53 TIlpeaknnHu4YHHK JaHKH 33 GezonacHoCT

HexknuHWUHHMTE NaHHK He noka3BaT ocobeH PHCK 3a Xopa Ha Gasara Ha KOHBEHUMOHATHUTE
(apMaKONOrHvHH H3MHTBAHKA 32 6E30NAaCHOCT, TOKCUYHOCT NPH MHOTOKPATHO TpHNarats
FEHOTOKCHYHOCT, KapLMHOreHeH noteHuran. [IpoyupanuaTa 3a perpoayKTHBHA TOKC)
NOKa3alH JHnca Ha edekT Ha HRabpanuH BLPXY PEPTHNHTETA NPH MBKKY H HEHCKH/
OpeMeHHN 1abOpPaTOPHU HKUBOTHH Ca UM TPETHPAHH 110 BPEME HA OPraHOTEHE3aT: c§ cnosuim,
OIM3KH 10 TepaneBTHYHHTE 103H, € Ouna HabmonasaHa nMo-BUCOKA YECTOTa Ha ¢
AedeKTH NpH NIILXORE H MaibK Opoii heTycH ¢ eKTPoaaKTHIMA NPH 3aiLH.




[Tpu KyueTa, Ha KOMTO € AaBaH MBaOpaarH (Xo3u or 2, 7 WK 24 mg/kg/neH) sa eaHa roauHa, ca
HabmrofaBaHK o6paruMi NPOMEHH Ha GYHKUHMSATA HA PETHHATA, HO Te HE ¢a GHIIH CBBP3aHH ¢
YBPEXIaHe Ha OYHHTE CTPYKTYPH. Te3H JaHHH CHOTBETCTBAT Ha (hapMAKONOrHYHHS edeKT Ha
uBabpajvH, CBLP3aH C B3aMMOACHCTEMETO MY € XMIIEPNO/IAPH3ALMOHHO-AKTUBHpAaHHTE I TOKOBE B
peTHHATA, KOHTO Ca MHOTO CXO/HH C If TOKA Ha ChpAeuHHA NEeHCMEMKED.

Jpyrv ABArocpouHn NpoyMBaHHs ¢ MHOTOKPATHH JO3H M IPOYYBAHMA 38 KAPLMHOTEHHOCT HE ¢a
[IOBENH JI0 PA3KPUBAHE HA KIMHKYHO 3JHAUMMH NPOMEHH.

OueHKa Ha pucKa 3a OkouaHaTa ¢pena (ERA)

OuenkaTa Ha pHCKA 32 OKOJIHATA Cpefa OT MBaGPaaMH € NPOBEEHa B ChOTBETCTBHE C EBPONEHCKOTO
PLKOBOICTBO 3a ERA.

PezynramiTe oT T€34 NpoyuBaHUA NOAKPEIAT JIHTICATA Ha PHUCK 34 OKOJHATA Cpena 0T uBabpaauH u
HBAaOPAJIUH He TIPEACTABIIABA 3AT/IaXa 3a OKOJIHATA Cpe/a.

6. PAPMANEBTHYHHN JAHHH
6.1 ChoHECBLK HA MOMONIHHMTE BEHICCTBA

Tabrenmo adpo

ManrtonekcTpun

JlaxkToza MOHOXUAPAT

Hapesnuno Huwecte

Cunnuuer inokeus, konouaer 6e3soneH (E 551)
MarHesues creapat (E 470 b)

Xunpomeaosa 3 cP

Duamosa obsugra
XunpoMenosa 6 cP

Turanos auokcua (E 171)
Tanx

Ilponunen rnukon

JwaT wenezen oxcun (E 172)
Yepsen xenesen okeun (E 172)

6.2 HecbheMecTHMOCTH

Henpunosxxumo.

6.3 Cpox na rogsoct

3 ronvHU

6.4 Cnennanuu ycnioBHS Ha CbXpaneHHe

To3n nekapcTBeH NPOAYKT He M3HCKBA CTIELHATHM YCJIOBHSA HA ChXPaHCHHE.
6.5 BHa H chABPAKAHHE HA 0OAKOBKATA

Banctep (OPA/AVPVC/H AL donuo): 14, 28, 30, 56, 60, 90, 98, 100, 1121 180 dJHﬂMHpaHH;I‘aEI__ﬂTKH,__‘B
KYTHA. y S

Nepdopupan Gnucrep ¢ uHausnayannu nosn (OPA/AVPVC//Al gponuo): 14x 1,28 x X
60x1,90x1,98x1,100x 1,112x 1 u 180 x 1 punmupanu TabneTku, B KyTua.

He BCHuKy BUAOBE ONAKOBKH MOTAT Aa GbJaT YCHATH B Npoaaxosa.



6.6 CneudanHs npeana3sHH MepKH NPH HIXELPJISHe

Hensnonspanuar JIEKAPCTBEH NPOAYKT HJIH OTNAAbYHHTE MATCPHAIH OT HEFO T]JﬂﬁBa Aa C¢ HIXBLPIIAT
B CHOTBCTCTBHEC ¢ MECTHHTC H3UCKBaHHUA.

7. IIPUTEJXATEJ HA PASPEHIEHHETO 3A YIIOTPEEA

KRKA, d.d., Novo mesto, Smarjeﬁka cesta 6, 8501 Novo mesto, Cosenus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA
Buikcebpa 5 mg — Per. Ne 20160248
Bukcebpa 7,5 mg — Per. Ne 20160249

9. JATA HA IThPBO PA3PEIHABAHE/IIOAHOBSABAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

Jara Ha nbpBo paspemasane: 05.08.2016
Jata Ha nocneaHo MOTHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA




