KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

V¥ Tozs nekapcTBeH NPOXYKT NOMIEKH HA JONBIHHTENHO HaGmoaenue. ToBa Le M03BONH HHP30TO
YCTaHOBSABAHE HA HOBa HHGOpMauusa 0THOCHO Gezonacuoctra. OT MEAHIHHCKHTE CTICUMATHCTH Ce

H3HCKPA A2 choGIaBaT BCAKA NOJAO3UPAHA HEKEIAHA peaxuug, 3a HAYABA Ha CEOOIIABAHE HA HEXEIAHH,
peaxiuH BIKTe TOUKA 4.8. i NSNLAHUTENHA ATEHUVA NO NEKAPCTBATA
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2. KAYECTBEH H KOJIHYECTBEH CbCTAB

Enna ¢punmupana rabnetka cuappka 7,5 mg usabpanun (ivabradine) (exeupanentro na 8,085 mg
uBalpaguy XUAPOXTOPUL).

Homouro semecTso ¢ ussectHo neficTne: Enna tabnetka or 7,5 mg ceaspia 75 mg naktoza
MOHOXHIDAT.

3a Tb/IHHA CHHCHK HA ITOMOLIIHHTE BEIIECTBA BIKTE TOUKA 6.].

3. JEKAPCTBEHA ®OPMA

PunMupada TabneTka,
Bsna, kperifa, nBoliHo-u3nbKHaNa, GUIMHpana TabieTka ¢ TpaBupaH HAAMHC “7,5” OT e[FaTa CTpaHa U
IJIaJKa OT ApYraTa CTpana, ¢ JuameTsp 6,3 mm.

KJIMHHAYHY JAHHW
4.1 TepaneBTHYHH NOKA3AHHS

CumnroMaTidHo NevyeHHe Ha XpOHUYHA CTa0HIHA CTEHOKAP/INS.

HBabpazut e MOKa3aH 3a CUMITOMATHYHO JICYEHHE HA XPOHKHYHA CTAGHIIHA CTEHOKApAHA NIPY BB3DPACTHH
¢ MCXEMHYHa GONIECT Ha ChPLETO ¢ HOPMAEH CHHYCOB PHTEM H CHPAETHA UecToTa > 70 yapa B MUHYTA.
Vrabpanvn e mokasau:

~ TIpA BB3PAcTHH, KOHTO UMAT HEMIOKOCHMOCT MM MPOTHBONOKa3aHHe KbM Geta-Glokepu;

~ Hd B KOMOHHaNuA ¢ GeTa-6lIOKEpH NP NALHEHTH, HEAZIEKBATHO KOHTPOIHPAHH ¢ ONITHMANHA 038
Gera-Gnoxep.

Jleyenne Ha XPOHUHHA CHPACYHA HEAOCTATHYHOCT

Hrabpanuu e nmoxasad IPH XPOHHYHA CHPAEHHA HefocTaTRuHOCT K1ac I o IV o NYHA cbe cheromma
IuChYHKUMS, NPY NALMEHTH B CHHYCOB PUTHM, PH KOKTO ChPAEYHATA 4ecToTa € > 75 yxapa B MHHYTa, B
KOMOHHALKS ChC CTAHARPTHA TEPANHA, BRIIOYBAILA JieeHHe ¢ 6eTa-6lIoKep WK KOTATO NIEYSHUETO ¢
Geta-Gnokep € NPOTHBONOKA3AHO WM He ce NMoHacs (BX. TOUKa 5.1).

4.2 lo3BpoBKa H HAYHH HA UPHIOKEHHE




[o3vpoeka

3a pasnuuHuTe NO3M ce npeanaraT GHIMHPAHH TaONeTKH, ChabPKAUM 5 mg u 7,5 mg ueabpaann.

CHMNTOMAaTHYHO JieueHHe Ha XPOHUYHA CTAGHIHA CTeHOKApAHA

IlpenopryBa ce pemeHneTo 32 3aN0YBaHe Ha NEYEHNE HH 33 THTPHPAHE HA R03aT4 Ja Ce H3BBPILH pH
HaIIYHETO Ha NOpenvIa OT H3MepPBaHUA Ha CBhpAeuHara vectoTa, EKT wm amOynaropHo 24 4acoso
npocieasBaHe.

Hauannara nosa na npaGpanu ue tpsbea fia npepumasa 5 mg ABa NBTH AHEBHO NMPH MALEEHTH noy 75
FORHWHA BB3pacT. Crel TpH 4O 4ETHDH CeIMMIA JIeUeHHE, aKO NAHEHTET Bee OlLLIe UMa CHMITTOMH, aKo
HAYAIIHATA 1032 C& NoHACH Ji00pe H aKO CHPACHUHATA YeCToTa B NOKOH ocTaBa Hay 60 yAapa B MHHYTa,
A03aTa MOXe Ja Ce YBENU4H 110 CIe/BALaTa NI0~-BHCOKA 033 IPH MALHEHTH, apueMamy 2,5 mg 1pa mpTH
AHEBHO HJTH 5 Mg fiBa MeTH JHEBHO. [Topabpkamnara o3a ue Tpi0Ba Aa MpeBHIuaBa 7,5 mg Ba mbTH
JHEBHO.

AKO HAMa nozoGpenye Ha CHMIITOMHTE Ha CTEHOKapAHA ¢/l 3 MeCelia OT HAYAI0TO HA EYEHHETO,
neuenHeTo ¢ Kopnexun tpabsa na ce npexparh.

B nomsisenne, npekparsBate Ha NeYeHHETO TPabBA 1A ce OGMHUCIH B Clyvai, ue iMa caMo OrpaHHyYeH
CHMIITOMATHY€H OTFOBOP H KOTATO HAMA KITMHHUYHO 3HAYAMO HAMA/IABAHE HA ChLpAeYHATa YECTOTA B
NOKOH B paMKHTE Ha TPH Mecewa.

AKO 110 BpeMe Ha JIedeHHeTO, ChPAEYHATA YeCTOTA B IOKOH Ce IOHKKH nox 50 ynapa B MHHYTa HITH
NAUUEHTET II0XY4H CHMITOMH CBBP3aHH ¢ GpauKapaus, KATO CBETORLPTEX, YMOPAEMOCT HIH
XHIIOTONUS, 103aTa TPAGBA Na GbLe NOCTENEHHO HAMATIEH], BI/ROYHTENHO A0 HAH-HHCKATa HOMyCcTHMA
1034 OT 2,5 mg ABa TbTH AHEBHO (TTONOBMH TabNeTKa OT 5 mg Aga NsTH AHEBHO). Clea HaManseaue Ha
Io3aTa, chpAeuHaTa YecToTa TpAGBa fa ce npocaeassa (BX.TOUKA 4.4), Nevenuero Tpabsa Aa 61ae
pEkpaTeHO, aKo ChpAEHHATA TeCTOTA OCTaHE TpaifHo noa 50 ynapa B MHHYTA HIIH TPy Tpa#HY NpOsBH
Ha GpPaTHKapIHA BIPEKH HAMAIABAHETO HA 4O3ATa,

JleueHue HA XpOHHYHA CbpAE4YHA HENOCTATEYHOCT

Jleuenuero Tpsbpa Ka ce 3an04HE caMo IpH nanuenTH che cTabumHa CBPACYHA HEAOCTATHUHOCT.
IpenopruuTentio e neKyBauIya nekap fia HMa ONUT B JICYSHHETO HA XPOHHYHATA CHPISYHA
HEJOCTATBYHOCT.,

OGuyaitnara npenoprYkTeNHa HAYAMHA 033 HA uBaGpanuH € 5 mg ABa bTH AHEBHO, Clex ABE CeIMHIH
JICYCHHE, 03aTa MOXE Jja Ce YBENHYH A0 7,5 mg ABa IrbTH AHEBHO, aKO CBPAEYHATA YECTOTA B OKOH e
Tpalino Haz 60 yxapa B MEHYTA HIH 12 ce HaMaJH K0 2,5 Mg NBa NETH AHEBHO (TOJIOBAM TabjieTxa oT 5
mg NBa ITbTH AHEBHO), aKO CLPASYHATA YECTOTA B MOKOMH e Tpaiiuo oA 50 ynapa B MEHYTa HIH B cnyyqali,
4€ C& NOSBAT CHMIITOMM, CBLP3aHH ¢ OpanuKapaus xaTo 3aMailBale, YMOPA WIH XHROTOHHA. AKO
CbplieiHaTa yecToTa e Mexay 50 u 60 ynapa B MuHyTa, Tps6Ba za ce NOABPKA A03aTa OT 5 mg 1Ba MbTH
JHEBHO.

AKQG 10 BpEME Ha JIEYEHHETO, ChPICIHATE TCTOTA Ce MOHIKY Tpaifko mox 50 ynapa B MMHYTA B TOKOM
WJIH aKO NaUMCHTET TOMYYH CHMITTOMH, CBbp3auH ¢ Spanukapind, Jo3ata Tpsbea aa ce THTPHDA ¢
[OHKXABaHE IO CICABAWATA NIO-HHCKA 1034 TIPH NIALMENTH, NpReMamy 7,5 mg ABa TbTH AHEBHO MK 5
Mg ABa MHTH IHEBHO. AKO ChPAEYHATA YECTOTa HApaCHE TPaituo Haj 60 yiapa B MHHYTA B [IOKOii, 03aTa
MOe J1a €& THTpHpa 10 CIeABaINATA N0-BHCOKA /103 NIPH TIALMENTH, OPHEMAIIH 2,5 mg ABa NbTH ANEBHO
HJIA 5 mg ABA IBTH JHEBHO.

Jleuenuero Tpabba aa ce chpe, KO ChPAEYHATA YECTOTA OCTABA nox 30 ynapa B MEHYTa HIAH CHMITOMHTE
Ha GpajlHKAPIHATA IEPCHCTHPAT (BX. TouKa 4.4).

Crenpanya nomynayus

Cmapuecxa gv3pacm




ITpu nanmenTy Ha pb3pacr 75 WM noseve roauny, Tpabpa Na ce HMa NpeABy NO-HICKA HadalHa [o3a
(2,5 mg nBa MbTH SHEBHO, T.€. TONOBUH TabneTka OT 5 Mg ABA MHTH AHEBHO) MPeay yBenHYaBaHe HA
J03ara, ako TOBa ¢e Hanara.

ITayuenmu ¢ GvOpeuno yepesdane

He ce nancksa xopexuus Ha 103aTa npH nawyenTy ¢ 6p6peuna HEROCTATEYHOCT H KpeaTHHHHOB KIHPEHC
saj 15 mi/min (Bx. Touka 5.2).

JIMNCBAT AaHHK NPH MALMEHTH ¢ KPEATHHKHOB KIMPBHE Mox 15 ml/min. CrenopaTenHo, cpesl Ta3u
nonynauys Kopnennn Tpatea aa Gbae yrioTpeSssaH ¢ NOBHILEHO BHUMAHME,

Hayuenmu c veprodpobino yepescdane

IIpu nauuenTy ¢ nexo 4epHOAPOBHO YBpeKIaHE HE CE M3VUCKBA Kopeku#s Ha Jo3ata. HeoGxonumo e
TNOBALICHO BHHManue NPy yrioTpeba Ha KopieAuH Npi nauyeHTH ¢ yMepeHo 4epHoApoGHO yBpexaaHe.
HBa6panuy e IpOTHBONOKA3aH 32 ynoTpe6a npH NALHEHTH ¢ TexKa YEPHONPOOHA HEAOCTATEYHOCT, Thit
KaTo HE € M3YHCH MPW TA3H MOMyALHs H CE O4aKBa FOJIMO HADACTBAHE HA CHCTEMHATA EKCITO3HIINA (BK.
TOuKH 4.3 H 5.2).

ITeduampuyna nonynayus

BesonacHocTTa H eduKkacHOCTT2 Ha HBaGpazMH NPH Aela Ha BL3pacT noA 18 roanHu Bee owe He ca
YCTAHOBEHM.

Hanu4nure TaHHE ca OMHCAHE B TOukH 5.1 1 5.2, Ho npenopekH 3a HO3HpPOBKATA HE MOraT fa OBar
HanpaBeHy.

Hauwnn #a npunoxenue

TaGnerkute Tpabpa aa 6b1aT NpHemMany NEPOPANHO JBA ITHTH AHEBHO, T.€. BEAHBEIK CYTPHH U BEQHBXK
Beep 1o BpeMe Ha Xpauere (Bik. Touka 5.2).

4.3 Ilporusonoxazanun

- CBpBX1YBCTBHTENNHOCT KM aKTHBHOTO BEMIECTBO HAH HAKOE OT OMONIHHTE BEILECTEA, H30pOeHH
8 TOo4Ka 6.1;

- Crpreuna uecToTa B oko# nop 70 yAapa/min npefu HAYANOTO HA JIEYEHHETO;

- KapnauoreHen wok;

- OcTbp MHOKapAeH MHpapkT;

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

- Texxa yepHoapobua HexoCTATLYHOCT;

- CuunpoM Ha GONHHA CHHYCOB BB3€N;

- Cuno-arpuanen 6nox;

- HecraGunna unu octpa cupaedta HEIOCTATBYHOCT,

- 3aBrcHMOCT OT NelicMeliknp (ChpAedna YecToTa OTIpeAeieHa caMo 0T neHcMelikbpa);

- Hecrabuana crenoxapans;

- AV 6nox 111 crenen;

- KomGuuupane cbe cunnu unxubutopy Ha muroXpom P450 3A4, kato a30108H AHTHMWKOTHLH
{KETOKOHA30M, HTPAKOHA30/), MAKPOTHAHY AHTHOHOTHLM (KNApHTPOMHLIMH, EPHTPOMULME pEr 05,
Viozamuimn, Tenutpomuunt), HIV-nporeastu MHXHOUTOPH (HendUHABMD, PUTOHABHD) i
Hedazonon (Bx. Touku 4.5 u 5.2);

- KombunupaHe ¢ Bepanamun Hig quaTaazeM, KORTO ca ymepenn CYP3A4 un
uMart NoHMKaBAIlH ChpAEYHATA Y€CTOTa CBOliCcTRa (BK.TOUKA 4.5);




- Bpementocr, Kkepmene o ke ¢ ACTEPONCH NOTEHIMAN, KOHTO e H3MOJNI3BAT NOMXONAIH
KOHTPALENTHBRH MEPKM (BXK. TOYKa 4.6).

4.4 CreuHa HH OpeayNpeRaeHUs 1 NpeAna3HH MEPKH NPH ynoTpeta

Crennanyu npeaynpexaenus

Junca na noasu 6ve 8pBIXa ¢ KAUHIEUR NIXOD PPU RAYUEHMU CoC CUMNMOMAMUNHA XPOHUYHA
CIMAGURHG CIIEHOKAPAUS

Kopnenun e noxasas caMo 3a CHMITOMATHYHO NeueHHe Ha XPOHHYHA CTa0HNHA CTEHOKAPAHA, Thil KaTo
HBAOpanKH He HOCH NMOMN3N BB BPB3KA ¢ KNHHHYHMAS H3XOJ 10 OTHOIICHHE HA CHPAEUHO-CLAOBATA
CHCTeMa (Hanp. HH(apKT Ha MHOKapJa WIH CLPAEYHO-CHI0BA CMEPTHOCT) (BXK. TOUKA 5.1).

Hamepeane na copoeynama vecmoma

Mpeneua 1osa, 1e chpaednaTa YecTOTa MOKe 1a BAPHPE SHAYHTESHO BbB BPeMeTo, TpabBa fia ce
OOMHCIH H3BBPIUBAHETO HA nopeatua H3MepBaHKA Ha ChpedHara uyectora, EKT wm ambynatopso 24-
VacOBO NPOCTC/NBAHE, KOFATO CE ONPEAENA CLPAETHATA YECTOTA B TOKOH TIPEaN 3aII0MBAHETO Ha
neverueTo ¢ Kopneans U npu nanuMeHTH Ha nevenyue c Kopnenun, xoraro ce o6mucs TUTPHpAHE Ha
2o3ata. ToBa ¢e OTHAcA M 32 NanMenTH ¢ HHECKA CbpAcuHa ¥eCTOTa, IO-CHEIHANHO KOTATO ChPACIHATA
HECTOTA C€ NOHMKH MOA 50 yaapa B MUHYTA, HITH CleA HaMasBAHE Ha Ao3ara (Bx. To4Ka 4.2),

Cvpdeunu apummuu

HBabpanuy e e edexTHBEH IPK NeueHKETO Mk NPEBEHLMATA HA CBPCYHH ADUTMYUH U BEPOATHO rybu
edbexcra cu npu HacTENBaHE Ha TaXHAPATMUA (HAND. KAMEPHA HIIH HAJKAMEPHA TAXHKapAHS).
Cneposatento, npabpannu e ce npenopsupa TIpH NALKEHTH € (PEACHPAHO MBKACHE HIH APYTH
UBpACUHH APUTMUH, KOMTO NIpevar a (yHKUMATA HA CHHYCOBYS Bh3el.

[Ipu nammenTH, nexyBanu ¢ UBaGpaluH, Ce MOBKIIABA PUCKA OT PASBHBAHE HA TIPeACHPAHO MBKAEHE (BK.
Touka 4.8). [IpeacspaHOTO MbXAEHE € No-YecTo NpH MAUHEHTH, M3TON3BALIH SAHOBPEMEHHO aMHOAAPOH
HIJIM MOIIHH 2HTHAPHTMIYHH CpeacTsa knac L. Tlpenoprusa ce PEIOBHO KIHHHYHO HAabmoaende Ha
AUHERTH, NeKyBallH ce ¢ HBaOpauH, 3a NOABa Ha NPEACHPRHO MBKIEHS (TpaiiRo HIR NPHCTHITHO),
BKITFOYHTETHO MPH KIIMHHYHH NokazaHus H EKT MOHWTODHpaHe (Harp. B CTy4aii Ha BOmMABAILA ce
CTCHOKapIV, NANNHTALKH, HEPABHOMEPEH TyJic).

TlaumnenTHTe Tpsi6Ba Aa GbaaT HHGOPMUPAHH 33 IPU3HALIATE H CHMIITOMMTE Ha TPEACBPAHO MBKIEHE U
M2 OBJAT NOCHBETBAHH JJa C& CBLPKAT ¢ TeXHHs JIeKap, aKo Te ce NOABAY.

AKO 110 BpeMe Ha ISYEHHETO HACTBIH PEACHPIHO MBKAEHE, CBOTHOMIEHHETO MTON34/PHCK 34
IPOABIKABAHE Ha NIEYEHHETO C UBaGDANMH TPAGEA la Ce 06CHAN BHEMATENHO,

[awmenTrTe ¢ XpoumuHa cepacuna HEAOCTATBYHOCT, ¢ fIeheKTH HA HHTPABEHTPHKYTAPHATA
npoBoAuMOCT (nae Genpen 610K, Aecen Genpen 6nox) u BEHTPHKYNapHa NUCCHHXPOHHS, TpabBa 4a ce
HabMoAaBaT BHEMATENHO.

Ynompeba npu nayuenmu ¢ AV 6rox I cmenen

Kopneaun ne ce npenopsusa NpH NaumeHTtH ¢ AV 6nok II crenen.

Ynompeba npu nayuenmu ¢ nucxa Cupoeuna vecmoma
Wsabpanun He Tpaba na Gnae 3anousan TIpH NALKEHTH CBC CBPAEYHA YECTOTA B NOKOH Npean
JAeueHneTo ot 70 yaapa B MEHYTA (BX. TOUKA 4.3).

AKO 110 BpeMe Ha JIC9eHHETO ChPACIHATA YECTOTA B IOKOH ce MOHIKY Tpaiino moj 50
HJIH TAUHCHTET NOMYYH CHMIITOMH CBBP3aHH ¢ GpalHKapans, KaTo CHETOBBPTEK, VM
XUTOTOHRS, A103aTa TPAGBA Aa GblIe NOCTENEeNHO HAMAJIEHA MK TeYeHHeTo TPAORS




aKO Chp/iCYHATa 9eCTOTa OCTaHE TPaitHo MoA 50 ynapa B MHHYTa Hiui fIpH TPaliHH [POSBH Ha
Opaankapaua (Bx. Touka 4.2).

Kombunayun ¢ xanyueeu anmazonucmu

Exnospemennara ynorpe6a Ha HBaGPaZuH ¢ IOHWKZBAILM CHPACUHATA YECTOTA KANUHEBH AHTArOHUCTH,
Karo BepanaMuiI WIH JHATHAZEM ¢ IPOTHBOMOKa3aHa (8K, Touku 4.3 u 4.5). Hocera He ca nmosadranu
BBIIPOCH OTHOCHO 6€30MAaCHOCTTa Ha KoMOHRHpaHe Ha UBAGPaANH ¢ HATPATH M AUXUAPONHPHAUHOBHU
XIIHEBH aHTArOHHCTH, KaToO amaoaunuy. He € ycTanoBeHA OMBAHATEAHATA eHKACHOCT Ha HBabpanyun
B KOMOUHALWA ¢ AMXHIPOIHPHAMHOBH KAILHMEBM AHTArOKHCTH (BX. Touka 5.1).

Xponuuna cvpoeyna nedocmamveynacm

Chbpaeunara HeZOCTaTEYHOCT TPAGBA Nia ¢ cTabunHa, NIpe] Aa Ce MUCIH 33 NieYeRre ¢ HRaGpanuH.
HMpaGpannu tpabea na ce M3NOMIBA C NOBHILIEHO BHHMaHHE NPY NAIMERTH CHC ChPASYHA HEJOCTATHYHOCT
ot ynxumonanes xnac IV no NYHA, nopajii orpaHu4eHO KONHYECTRO JaHHH 33 Task MOMyNanus,

Hucynm
VYnorpebara Ha uBaGpaans He Ce NPeNophyBa HENOCPSACTBEHO ClIEM HACYAT, NIOPaAH IHACA Ha JAHHN
TIPH TOBA CHCTOAHME,

3pumenna pynxyun

HpaGpaanu nosnusa dyHxLNATA Ha peTHHATA (BK. Touka 5.1). KuM JHelIHa AaTa nuncsar
AOKA3ATENCTBA 32 TOKCHYEH edexT Ha HBabpamuH PLPXY PETHHATA, HO ebeKTHTE BEPXY (yHKUMATA Ha
PETAHATA NPH OBArOCPOYHO NeYSHHE ¢ HBaOpamH Hax €NHAa FOAMHA 3acera He ca napecTnH. TIpu mosiea
HAa HEOYAKBAHO BOLIABANE HA 3DHTENHATA (yHKIMA TPAGBa Aa ce ofchaH CAUpaHe Ha TEUYCHHETO ¢
usabpanuu. [1py nauMenTH ¢ MMrMEHTO3eH PETHHAT & HeoGX0MMO NOBHIEHO BHUMAHME.

Ipennasnu Mepky npd ynorpeGa

Hayuenmu ¢ xunpmornun

JLaHHHTE MPH RAUHEHTH C JIEKa 10 YMEPEHA XHIIOTOHNA ¢a OrPAHHYEHE 1, CNENOBATEIIHO, HBAGPAIMH
Tp0Ba a b/ M3MOI3BAH C MOBHIIEHO BHRMAHHE TIPH Te3H NauueHTH. MBaGpaIyn e npoTuBonokasan
TAIpH NALHEHTH ¢ TeXKKa XHTOTOHMSA (KPBBHO Hamsrane <90/50 mmHg) (sx. Touka 4.3).

IIpedcepdno mvocdene — copdeunu apummuu

Jluncear NOKA3ATENCTBA 3 PUCK OT (IpekoMepHa) GPaluKapAus NPA BL3CTAHOBSBAHE HA CHHYCOBMS
PHTBM, KOTaTo NIPH HallHSHTH NEKyBaHH ¢ uBabpanuu ce npennpueme GapMakonorayna Kapauosepeus,
Bee nak, nopann OTCHCTBHE Ha LOCTATHHHO JaHHH, HECTIEIuHA KAPAUOBEPCHS C NPaB TOk TpaGBa Jia ce
NpenBIkAa 24 vaca Clie/| NOCAeAHUS HPHEM Ha uBAGPaAHR,

Ynompe6a npu nayuenmu c epoden QT cundpom i Nexyeanu ¢ Aexapemeeni RpodyKmy yOorxncasauyu
or

Ynorpebara Ha usabpanun npu nanuentd ¢ Bpogen QT cUHAPOM KK NEKYBAHY ¢ NEKAPCTREHH
npoaykTH yasmxasamn QT Tpabsa na 6n1e uabarsana (Bx. Touka 4.5). AKo KOMOUHALMSTA CE cYeTe 3a
HeoOX0OMMa, TOraBa ce Hanara 46CT KApAHONOTHYEH KOHTPOI.

HamanssaneTo Ha ChpAeHHUA DHTBM, IPHYHHEHO OT HBAGPAHH, MOXKE 44 YCH/IH YAbIkananeTo Ha QT
MHTEPBANA, KOSTO MOXKE 112 IIOBEAE A0 TEHKH apUTMHY, no-crieuuanto Torsade de pointes.

Hauueumu C XUREPDMOHUR, npu Koumo ce Hanaza NPOMAHA 8 AeYERUCIO HA Kpb8HOMO HANA2AHE
IIpu npoyusanero SHIFT, moBe4eTo NauuenTH ca UMANH eMH30LK HA TTOBYMIICHO KPRRMO.HA, AraHe,
Koraro ca 6uuu nexypany ¢ uBabpanus (7,1%), B cpaBHEHHE C NALMCHTH, NeKypy

Te3H eru304H Ca € NOABWIN Rail-1eCTO CKOPO CIIGH NPOMSHA B TEPANUATa HEA : ‘, GamH
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Ca NDEXOARH H HE Ca 3aCerHa JieieOHHs ediext Ha HRabpanun. Koraro ca HanpabenH NPOMEHH, B
JICHCHHCTO IPH NALUEHTH ¢ XPOHHYHA ChPAEHHA HEJOCTATHYHOCT, NEKYBaHH ¢ HBAGPAZHH, KPBHBHOTO
HanArane TpadEa Aa C¢ MOHHTOPHPa HA MORXOAMUH HRTEPBa® (B, TOuKa 4.8).

Tlomouyne gergecmea

T karo TabneTkHTe CHABPKAT NAKTO3A, HAUMEHTH C peAKHTE HACICACTECHH NpoGIeMK Ha TanaKkTo3Ha
HEMIOHOCHMOCT, Lapp nakTazed ZemuuT HAH roK030-TalaAKTO3HA Mmanabcopbuus ve TpaGea pa npuemar
TO3H ACKAPCTBEH NPOAYKT.

4.5 BsaumosgeitcTare ¢ APYTH JeKapeTBEHH IPORYKTH H Apyru (opMH Ha B3aumoaelicTBHe

PAPMAKOOUHAMUNHY B3qUMOQRTCTEUS

Ednogpemenna ynompeba ne ce npenopvysa

JlexapcTBenn npoaykTy, yaspkapamy QT:

- ChpaevyHO-CHA0BY IeKaPCTBEHN NPOAYKTH YAbLmKasaum QT (Hanp. XHHUAMH, DU30THPAMHL,
Genpunun, coranon, ubyTHIMA , AMHOZAPOH).

- He-cbpreunocsaosu nexapcrses npoayxT yavmkasauy QT (wanp. mumosuz, 3unpacHioH,
CepTHRAON, MCIIOKHH, XaNOGaHTPHUH, NEHTAMUHH, UH3ATIPH), RHTPABEHO3EH EPHTPOMHLHE),

EnnospeMennara ynotrpeba Ha ChpAeYHO-ChI0BH H HE-CBHPACHHOCHIOBH NIEKAPCTBEHH MPOAYKTH
yasmxasawn QT ¢ upabpaauu TpaGea fa Obje H3GATBaHA, THH KaTo yAskasadeTo Ha QT Moxe Aa
eksauepGHpa Mpu 3a6aBAHe Ha CHPACUHATA YeCTOTa, Ak KOMOHHALMATA Ce CYeTe 3a HeoOXoAHMa,
TOraBa ce Hajlara YecT KapauoJIOTHYEH KOHTPON (BXK. Touka 4.4).

Eoncepemenna ynompeba ¢ nosumeno enumanue:

Kanuit-ryGern guypeTnun (THASHARA HIK GPUMKOBH AHYPETHUH). XHIIOKAAHEMHSTE MOXKE A2 YBEITHYH
pucka ot aputMus. T kato HBaOpagHH Moxe Aa NPEIU3BHKE Gpazukapaus, KpaitHara kOMGHHAIMA OT
XHIOKaTHeMus i Gpaarkapansa e npeapasnonaraul GakTop 3a HOABATE HE TEAKKH apUTMHH, ocobeHO npu
TIAIMERTH CHC CHHAPOM HA yABIKeH QT uHTepBasn, HE3ABHCHMO JaJTH € OT KOHTEHUTATCH POH2XO HIIH
NPEeAMIBHKAH OT aKTHBHO BELIECTRO.

DapMmaAROKUHEMUNHE B3aUMOdeTicInaHR

Luroxpom P450 3A4 (CYP3A4)

Heabpaauu ce merabonusupa camo ot CYP3A4 4 e MHOTO c1a6 HHXHOUTOP Ha TO3H LWHTOXPOM,

Hwma fansy, e HBaGpadHH He TOBNHABA METAGONHMA H NI43MEHATe KOHUEHTPAUHH Ha APYTH cyGeTparu
Ha CYP3A4 (nekn, yMepeHH ¥ CUIIHH RHXHGHTOpH). Huxuburopute v utyxropute Ha CYP3A4 ca
CKJOHHH Ja B3aHMOAIeHCTBAT ¢ HBaOpaiMK U 1a ORHABAT HEroBHA METaGOMHIEM H (apMaKkoKuHeTHKa
R0 KIKHHYHO 3HAYHMA CTEMeH.

[Tpu npoyuBanus 3a NekapcTBeHH BIAMMOJEHCTBHS e ycraHoBeno, 4¢ CYP3A4 nnxuburopure
TIOBUINABAT NNA3MEHUTE KOHUEHTPalUHH Ha HBAOpanuH, HOKATO HHAYKTOPHTES I'i TIOHWKABAT.
TloBHIIEHNTE INa3MEHN KOHLIEHTPALWMK HA HBaGPaaAH Morar fa Gbaar CBBP3aHH ¢ PHCK OT NIPEKOMEDHa
Opanukapaus (B, Touka 4.4),

IIpomusonoxasanue 3a ednospemenna ynompeba
EnHospeMennara ynotpefa Ha MOWHK nHxuburopy Ha CYP3A4, Karo a30/i0BH AHTHMHKOTHLH
(KeTOKOHA30M, UTPAKOHAZ0M), MAKPOIHIHH AHTHOROTHIH (KNapuTPOMHLIMHE, €PUTPOMHLIMH PEr_OS.
HO3EMHULIMH, TENUTPOMULLH), HHxuOuTopy Ha HIV npoteasara (HendwmHaBUD, PUTOHARMETT

€ MPOTHBONOKA3aHO (Bxk. TouKa 4.3). Momuure CYP3A4 HHXMOHTOPH KE€TOKOHA30 j
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AHEBHO) K HosamunuH (1 g aBa meTH AHEBHO) CA YBEJIMYMIH 7- N0 8-KpaTHO CPeAHATA MiazMena
CKCTIO3ULIHA Ha HBaGpanHH.

Ymepenn CYP3A4 unxuGHTOPH: W3NMTBAHMS 33 cnenHdruHO BIAHMOEHCTRHE MpK 3ApaBH Ao6poBoMUM
H HalMEeHTH Ca noKasany, Ye KOMOuHaIuATA OT MBaGpamuH 1 CPeACTBATA 3a0aBAIM CHPISYHATA YECTOTA
AWIITHA3EM HITH BepanaMui ¢ AoBeNa IO HAPACTBAHE HA eKCMO3UIHATA HA usaGpajuH (2- Ao 3-xpatHO
HapacTteate Ha AUC) u zonsauutenno 3a6apsne na CbpAe4Hata AefiHoCT ¢ 5 yaapa/min.
Ennospemensara ynotpe6a na ¥BaGDATHH C Te3H NekapcTBenH NPOAYKTH € NPOTHBONOKA32aHA {BkK. TOYKA
4.3).

Ednoepemenna ynompeba, xoamo we ce npenopeyga
Cox ot rpelingpyT: excnosuumara na HEa0panuH HAPACTBA ABYKPATHO Cliek €AHOBPEMEHHO MPHIOKEHHE
CC cOK 0T rpeiingpyT. CnenoBatento npueMsT Ha COK OT rpeingpyT Tpsbsa aa ce H3Garea.

Ednospemenna ynompeba ¢ nosuueno suuvanue

- Ymepenu CYP3A4 uHxuGuropn: EAHOBpEMEHHATa ynoTpeba Ha MBabpaauH ¢ APYTH yMepeHH
CYP3A4 uuxuburopy (Hanp., dbnyxonazon) Moxe Aa ce 06cHKIa, 0pH HadanHa Ao3a 2,5 mg asa
[I5TH THEBHO M aK0 ChPACYHATA YeCTOTa B TOKOH € Hax 70 yAapa/min, ¢ npocneasBane Ha
ChbpAEYHATA YeCTOTa.

- CYP3A4 unpyxropu: uanykroprre na CYP3A4 (nanp. pudaMnuumH, Gapbutyparn, derrrons,
Hypericum perforatum [xsar KaHTapHOM]) MOraT Ja MOHMKAT EKCTIO3HLMATA HA HBabpamHy U
HeroBoTo nefcrsue, EaHoBpeMennara ynorpe6a na CYP3A4 unaynupaiy NEKApPCTEEHU NIPOAYKTH
MOZKE 12 HAJIOXNH KOpeKLws Ha 103aTa Ha nBaGpanun. Beme aokasano, ye KOMOWHaIHATa OT
uBaGpanun 10 mg ABa TETH JHEBHO C SKBIT KaHTapHoH Hamanaea AUC Ha neabpanun
HanonosuHa. Tlo Bpeme na neuenie ¢ neaGpaguu NPHEMBT HA KBAT KAHTAPHOH Tpabra y1a Goae
OrpaHHY€H.

Edroepemenna ynompeba ¢ dpyeu cpedcmea

Crenndusu npoyypanus 3a JICKAPCTBEHH B3AMMONCHCTBH HE CA NOKA3AIIH 3HAYHM e)eKT Ha Cle/HuTe
ACKAPCTBEHY MPOAYKTH BHPXY PapMakoKHHETHKATA H hapMaxonHHAMUKATA Ha HBAGpaIKH: HHXHOUTOPH
H& ipoToHHaTa noMna (OMeNpason, JaH3011pasol), cusneHadun, HExuGHTOpH Ha HMG CoA
Pexyktasara (CHMBACTATHH), RMXHADONRPHAHHORH KANHEBH aHTATORHCTH (aMmOnHIHE, TacHAKITHH),
AuTOKCHH B BapapuH. OCBeH TOBa, He & HACTBITHN KITHHHYHO 3HATHM eexT Ha HBaBpaTHK BEPXY
dbapmaxoxuneruxara na CHMBACTATHH, aMJIOZHITAH, IACHIHITHH, BbDXY (DapMAKOKRHETHKATE H
(apMakoMHaMIKATA HA JUFOKCHH, BapapuH H BBPXY (apMaxoIHHAMHKAT Ha 4CTHPHH.

B xnMBWuHE uanuTeanua (asa 111 crequure JICKAPCTBEHH IPOAYKTH ca GHITH KoMGHHUpAHH PYTHHHO ¢
uBabpanuH, Ge3 nanuu 3a npoGnemy, CBbP3aHH ¢ IeKapcTReHaTa GesonacHocT: uuxuGHTopH Ha
AHrHOTEH3HH-KOHBEPTUPALINA €H3HM, aHTHOTEH3UH I-peuenropan 6noxepy, Oeta-Gnoxepy, auypeTHy,
aHTarOHNCTH Ha ANI0CTEPOHA, KPATKO- H ABNCOACHCTBAIM HUTPATH, HuxubuTOpH Ha HMG CoA
PefykTasata, GuGpatH, MHXHOHTOPH Ha IPOTOHHHATA NOMNia, OpalHu MPOTHBOAHAGETHH CPeICTE],
ACTIHPHH H APYTH aHTUTPOMGOLKMTHH NekapCTBEHH MPOJYKTH,

feduampuuna nonyrayus
Hpoyusanus 3a s3aumogeifcreusTa ca NPOBEKAAHH CaMO NPH BL3PACTHH.

4.6 Qepruanrer, GpemenHoCT H KEpMeHe

XKenu ¢ nereponen NOTEHUHAT




Heu ¢ aeteponen noteHyman TpaGBa aa MANOM3BAT TIOAXOZAIIN KOHTPALENTHBHH MEPKH [0 BpeMe Ha
TICYEHHETO (BXK. TOUKa 4.3).

bpeMenHocT
Jlunceat Hiy HMA OrpaHKyeHH JaHHH 3a ynotpe6ara na upaGpaaus mpu GPeMEHHN XeHu.

Ilpoy4BanHATa NpH HBOTHH TOKA3BAT PEIPOaYKTHEHA TOKCHIHOCT. Te3H MpOyyuBaHHA ¢a MOKasay
eMOPHOTOKCHYEH H TepaToreHeH ethext (k. ToYKa 5.3). NoTeHuuanuuAT PHCK 32 XOpaTa € HeH3BECTSH,
Iopaan Toea, HBa6panys e NPOTHBONOKA3AH 110 BpeMe Ha OpeMeHHOCT (BX. Touka 4.3),

Krpmene
TpoyusanusTa Npu XKMEOTHH MOKa3BaT, ue HBabPaIHH Ce eKCKPETHpA B KEpMATa. Iopamu ToBa,

HBabpajHH € NPOTHBONIOKA3aH N0 BpeMe Ha KbpMeHe (BiK. Touka 4.3),
JKenn, KOHTO ce HYKAAST OT Nedenue ¢ HBabpanyH, TPAGBA Na cripaT Ja KEPMST U A2 nsbepat apyr
HavHH 32 XpaHeHe Ha TAXHOTO feTe.

DQeprunnrer
TIpoyuBaHusgTA NPH MITX0BE He ¢a NIOKA3AY etekT pBpxy depruanTeTa TIPH MEXKHTE ¥ JKEHCKHTe

HHIHBHAHM (BXK. TOYKa 5.3)
4.7 Edexrn Bupxy cnocofHocTTa 32 wodHpaHe H paGoTa ¢ MAIIMHA

Crenuduuno npoyusane 3a OleHKa Ha BEIMOKHOTO BIMIHHEE HA HBabpazHH BBPXY CrocoGHOCTTA 3a
modrpane Npu 3apany 1o6pOBONLY HE MOKA3a HapyIIeHUA Ha CnocobHOCTTa 3a Iodupane. OBaue, npu
TIOCT-MAPKETHHTOBHS ONKT, €A ChOOLIEHH CIy4aH Ha Hapymleua crnocoSHOCT 3a wogupane, B pe3yntar Ha
3PHTENHY CUMITOMH. MBabpanuy MoXe Ja Npeau3BHKA NPEXOAHH CBETIHHEM BE3NPHATHSA, CECTOALLY CE&
raaBHO o1 docendt (BX. Touka 4.8). By3sMoxkHaTa NOABA Ha TaKUBA CBETNHMHHH BLIANPUATHA TPaOBa fa ce
HMa TIpCABHA RPK Wodupaue win pabora ¢ MalUKHK B CHTYAKHH, [IPH KOHTO MOJXE J]a HACTENH BHE3AMHa,
TNIPOMSHA HA HHTEH3HTETA Ha CBETAHHATA, OCODEHO NPH HOMIHO KOPMYBaHE.

Wsabpaann He noenuaBa cnocoGHoCTTA 33 paboTa ¢ MalINHA,

4.8 HexenaHu 1eKapcTBeHn peakiuy

0O6obmenue Ha npoduia Ha GezomacHocT

Hsabpaany e npoyyeH B KIHHEYHH HANHTBAHHA ofxBamain moyTh 45 000 yHacTRHIY.
Hali-yecTnTe HeXenaHn NekapCTBEHH Peakiiy ¢ upabpanun, caeTmnany heromenn (Gocdenn) u
Gpanmxapass, ca JO3038BHCHMY M CBBLp3aHY ¢ thapMakonOrnuHus eekT Ha NeKapCTBeHNHS MPONYKT.

CIIHCBHK HA HEXenaHuTe JIEKBPCTBEHH PeakIliy B Tabanyex BHO

CrenuuTe HeKeNanu NeKapCTBEHH PeaKLMH HIH ChOHTHA Ce CBOOINABAT 1O BpeMe HA KIHHHYHY
H3MHTBAHNSA K Ce Knacu(PUUMPAT NO CNIEARATA YECTOTA: MEOTO HecTH (>1/1 0); uectn (21/100 no <1/10);
HewectH (= 171000 no <1/100); peaxu (>1/10 000 xo <1/ 1000); muoro penxu (<1/10 000); ¢ HenzBecTHa
YECTOTa (OT HANKYHHTE NAHHH He MOXe fa Ghae HamnpaBeHa OLCHKA).

Cucremo-opranny knacose Yectora [peanounras TepMun
HapytleHHs na kpbBTa H Heuecru Eosunodunua
nuMGHaTa CHCTEMA .

-,
Hapyutenns na metabonuama n | Heeetn Xunepypuke pSEHLAS ,70\\
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Hapymenua Ha HepBHata
cucTreMa

Yecrn

[nasoGonwve, 06ukHOBEHO npes
ITbPBHA MeCEL, OT ISUEHHETO
3amalisane, BEPOATHO CBEP3AHO
¢ Opanukapans

Heyecru*

CuHkor, BeposTHO CREp3aH ¢
Opanmkapaus

Hapyienns Ha ounre

MpHoro vectn

Ceernunnn denomenn

(poctenn)

Hectu

3aMEBIIeHO BHXTaHe

Heuectu*

Hunnonns
Hapymenue na 3pennero

Hapymenns na yxoro u
NabHpHHTa

Heuectn

Csetonsprex

Coprneusu napymenns

YecTn

Bpanukapnus

AV 6rok 1 crenen (ynemxen PQ
HHTepBan Ha EKT

KameprH exctpacueronn
Ipeacspano Muiaene

Hevectu

IMannuranuy, HaAKaMEpHH
EKCTPACHCTONH

MHoro penkn

AV 610k 27 crenen, AV 6ok
3™ crenen

CuHzpom na Gonuvs crrycos
BR3eJ

CwaoBU HapymeHHs

Yecrn

Hexontposanpano kpeeso
Hamsrane

Hevecru*

XUMOTOHHS, BEPOATHO CBBP3AHA
¢ Opanrakapaus

PecnupaTopHy, rpeasEy #
MEAHACTHHAIHY HAPYLIEHHA

Heuectn

Hucndes

CroMauHo-4pesHu Hapymenns

Heuecrn

Tanene

3anek

Juapus
Kopemua 6onxa

HapymieHus Ha koxata u
TIOAKOKHATA ThKaH

Hevectn*

ANHruoesem
O6pue

Peawn*

Epurtema

[Ipypuryc
Yptukapus

Hapymenna na myciynno-
CKENeTHATA CHCTEMA K
CLEAHHHTEIHATA THKAH

Heuectn

Myckynnu kpamnu

O6uw Hapyiuenys 1 edextd Ha
MACTOTO Ha NPWIOKEHNe

Hevectn*

AcTenvis, cebp3ana BeposTHO ©
Opanuxapaus

Ymopa, cebp3ana sepostHo ¢
Spagukapgus

Pearu*

[Tpumanseane, peposras

Hacnenpanusg

Hevectn




*YecToTa Ha HeXeNaHK CLOMTHR OT CIOHTAHHY AOK/TANH, H3UHCTSHA NpH KTHHHYHUTE H3NHBAHHA

Onyicanue Ha u3GpasuTe HeXENAHY NEKADCTBEHY Deak

Caetnnaun peromenn (docdenn) ca Gunit coobLiend ot 14,5% ot nauneHTHTE, ONHCBAT ce KaTo
NPEXORHA yBeIMYEHA APKOCT B OTPAHMYEHA 30HA OT 3PHTENHOTO None. Te OGUKHOREHO Ce OPOBOKHPAT OT
BHE3aNKY NPOMEHH B HHTCH3UBHOCTTA Ha CBeTAHHaTA. DOCEHUTE MOTaT CBINO A CE OMMLAT KaTo
Opeos, pasnafane Ha n300pakenHeTo (CTPOBOCKONCKN HIH KaNekZ0CKOICKH eEKTH), LIBETHH APKU
CBETIIMHM HITM ABOHHO BiDKAaHE (peTHHANHA NepcucTeHuns). [Toasata na ¢ochenu cTapa obUKHOBEHO B
I'BPBHTE 184 MECELIA OT NEICHHETO, CJIell KOSTO Te MOIaT Ja Ce SBSBAT MHOTOKDATHO, B noBeuero Cilyuau
Ce choGmaBa 3a GocdienH ¢ Neka A0 yMepeHa HHTEH3RBHOCT. BowdKH docdenn npemMunasar no speme Ha
HJH CIE] IPEKPATABAKE Ha NCUECHHETO, B NIO-roNsmara cu vact (77,5%) no BpeMe Ha JieueHnero. [To-
MaJIKo 0T 1% OT NauMesTrTe ca NPOMEHUNH eEAHEBRATE CH HABMIM I ca PEYCTAHOBH/H NeYeHHETO
BBB BPB3Ka ¢ hochenn.

Bpanukapaus e 6usa chobiena ot 3,3% 0T nauueHTHTE 0COGEHO npe3 mepsHTe 2 10 3 Meceua ot
3anovBaHe Ha neuenueto. 0,5% OT NaUMeHTHTE Ca MOTYUWIH HapaseHa 6paauKapaus 40 WM HO-MaTKO
yaapa/min,

B npoyusanero SIGNIFY, TPEICEPAHO MbXiceHE ¢ Grilo HaGmozasano B 5,3% or nanmenTHTe,
npueMalud usabpanut 8 cparenHe ¢ 3,8% b miaue6o rpynara. B c6opHH aHATH3Y Ha BCHUKY
ABOMHOCNENH KOHTPONHPAHH KIHHUYHH IPOYYBaHMA dazu [I/HI ¢ nposmKHTEHOCT OT HAl-MANKO 3
Mecena, BimouBany noseve or 40 000 nanenTH, YecToTaTa Ha NPenchPIHO MBXIeHe e Gria 4,86%
TIpH MAMHCHTHTE, JIEKyBaHK C HBabpanu, B cpaBHenve ¢ 4,08% mpyu KOHTPOIHTE, ChBOTBETCTBAIIH Ha
KoeduneHT Ha puck 1,26, 95% CI [1,15-1,39).

C'BOEI_.E&B&HC Ha NOAO3UPAHH HEXENanH PEaKIIHH

CrobimananeTo Ha MONO3MPAHM HEXENAHN PEaKLMH ClEX paspeliiapade 3a ynorpeba Ha JeKapCTBEHH
NPOAYKT ¢ BaxHO. ToBa M03BOAABA XMa NMPOABMKH HAGMIOAEHHETO HA CHOTHOLEHHETO non3a/puck Ha
NICKAPCTBEHNS NPOAYKT. OT MERHUMHCKATE CISUHANHCTH c& H3UCKBA 43 CLOGIIABAT BCSKA nojio3upaHa
HexeNlaHa PeakiiHa upes:

VamenuuTenHa areHums no nexapeTaTta
yn. ., Jamsu Tpyes’ Ne 8

1303 Codusa

Tem: + 3592890 34 17

yeOcalit: www.bda,bg

4.9 Mlpenoanpane

Cumnromy
Iipenosuparero Moxe la JOBEME NO TeXKKa U NPOALIKHTENHA Gpanukapaus (8.K. Touka 4.8)

Jleuenne
Tesxxata Gpaznkapaus Tpabea 1a 6bJie NEKYBAHA CHMOTOMATHYNO B CUelMANH3HPAHY YCNoBUA. B

Cirysai Ha Spanukapsius ¢ MoLIA XeMOAMHAMHYHE TOHOCHMOCT MOYeE na 6ble OGCHASHO CHMITOMATHYHO
JICUCHHUES BIIIOYBALIO RHTPABEHO3HH GeTa-CTHMYIHPALIH IEKAPCTREHH IPORYKTH, Ka
Hpu Hyxzaa moxe na ce npeanpueMe speMenHa CbPAEYHA €NEKTPOCTHMYIALMS.
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5. PAPMAKOQJIOT HYHH CBOVICTBA
5.1 ®apmakoaunaMHYHHE cBolicTRA

DapmakoTepanerrHina rpyna: Jleuenne Ha ChpACYHH 3abonsBanus, Apyra chpaeqHy npenapaty, ATC
kom: CO1EB17.

Mexaunrem na neticTee

Hieabpanun e cpencTso eauHCTBEHO 3a IOKMKABAHE HA ChpAEYHATA YECTOTR, ASHCTBALIO Ypes
CEJCKTHBHA K CMELUNPHIHE HHXUOHIUA HA eNEKTPRIECKHS {rnorox H& CHPACYHHA EHCMEKDD, KOHTO

KOHTpOMpA CNOHTAHHATA AMACTONHA ACTIONAPH3ALAS B CHHYCOBHS Bh3eN H PETyIHpPa ChP/EYHATA
yecToTa. ChpAcunnTe edexTH ca crenAduumy 3a CHHYCOBHA Bb3eJl, Oe3 edekT BEPXY WHTPa-aTpPHANHOTO,
ATPHOBEHTPHKYIAPHOTO WM HHTPABEHTPHKYNAPHOTO IIPOBOANO BPEME, HUTO BLPXY MHOKApAHKA
KOHTPAKTHIHTET HIH KAMEPHATA PEROMAPHIALHA.

UBabpanuH Moxe fa B3anMofelicTsa u ¢ €IEKTPHYECKHA Ib MOTOK B PETHHATA, KOHTO € MHOTO CXOISH ChC
CEpAeYHAq /, Toli yuacTsa B TeMnopanuara pezomours na 3PHTENHATA CHCTEMA Ype3 CKBCABaHe Ha

PETHHANHUA OTTOBOD KBM SPKH CBETIHHHH CTHMYJIH.
IIpu nposokupawmy obcTosTencTra (Hanp. 6bp3u NPOMEHH B APKOCTTA) YACTHUHATA HEXUGHUMS HA | , 0T

uBa0pajKy 3aCuIBa CBETIUHHATE BL3MPHATHA, KOWTO MOTAT A8 6baar NOHAKOra YCETEHH OT NauHeHTHTE.
CeeTimuHuTe BB3npHATHA (Docthern) ce onucBaT KaTo NPEXOAHO YCHABAHE Ha APKOCTTa B OrPaHHueHa
30HA Ha 3PHTENHOTO None (BK. Touka 4.8).

DapMaKONHHAMHYHY edeKTH

I'naBroTO hapMaxonvEaMuyHO CBOMCTEO HA 1BabpajuH TPy HOBeKa ¢ CIeNAgHUHO S030~3BHCHMO
[TOHHKCHNE HA CLPACYHATA YECTOTA. ARAIU3LT HA PelyKUMHTE Ha CHDASYHATA HeCTOTA C 03K 10 20 mg
AB8 METH JHCBHO 0KA3BA TEHIEHUMA KbM M1ATO-eeKT, KOUTO OTIOBaps Ha HAMRTEH PHCK OT TEXKA
6pafuxapnus nox 40 yapa/min (Bx. TOUKa 4.8).

[pu oGuvatinuTe NPENOPLUBAHE S03H NONMKEHNETO Ha CbpAeIHaTa 4eCToTa ¢ mpudnuanTento 10

yhapa/min B noxo#t ¥ npu $H3InMvecko younue. ToBa ROTH o HAMANSBAHE Ha chbpAeYHara pabora u

KOHCYMAlHATA HA KUCNOPOJ| OT MHOKApAa. Hrabpanun He MOBNNABA BETPECHPACHHATA TIPOBOAHMOCT,

KOHTPAKTHIHTETA (HAMA HEraTHBEH UHOTPOTIER ehekT) My KaMepHaTa penoNspHIaLUs;

- B KNHHHYHH €NIEKTPOPHIHOROrHYHY NIpOy4hanus HeabpaasH He & noxasan edexT BBpXy
aTPHOBEHTPHKYTAPHOTO HITH HHTPABEHTPHKYNAPHOTO IPOBOARH BPEMERE WK xopurnpanunre QT
HHTEpBAIN;

- TIpH NIAUKEHTH C NIeBOKaMepHa AUCHYHKIuS (eBOKAMEPHA H3TIACKBAILA dpakuus [LVEF] mexny
30 u 45%) uBaGpanuu He e HMan HeGnaronpysTER edexr Bepxy LVEF,

Kamnnyna edukacHocT 4 Ge3onacHOCT

AHKTHaHIHHO3HATA M AHTHHCXEMHYHATA eduxacROCT Ha HBAGPAAHH € KA IPOYYSHA B NET ABOHHO-
Cllen panAOME3KPAHY NPOYUBAHUSA (TP Cpeiy nane6o U 10 eHO CPeLLy ATEHONON i AMJIOAHUITHH).
Te3u npoyusanust ca Bknousany o6e 4 111 nauuenTH ¢ XPOHHYHA CTACHITHA CTCHOKAPAMS, OT KOUTO 2
617 ca nomyvasann uBabpagun.

Te nokassar, ue uBaGpagun 5 mg ABa IWBTH JHEBHO OKA3Ba etheKT BEpXY H3MHUTBAHHTE NAPAMETPH PH
HaTOBApBaHe B PAMKHTE H2 3 210 4 cenMuili Clies 3aN04BaHe Ha NevenneTo, Jokazana e ehuKaCHOCT Che
7,5 mg aBa nbTH KHeBHO. JONBLAHUTENNATA O3 COpAMG 5 Mg ABA 'BTH AHEBHO € GHfA qg0BE aB




CAHOMECCUHO NIEYEHHE ¢ 5 Mg ABA MHTH JHEBHO M CE & noao6pHna ¢ NouTH 25 cekyHaH cren
AONBIHUTENCH 3-MeceueH NEPHOA Ha NEYeHHE Cliel A4PEKTHO NpeMHHABaHE Ha 7,5 mg nBa MTH ZHEBHO,

Tosa npoyyBane MOTBLPXABA AHTHAHIHHOZHATA 1 AHTHHCXEMHYHA [TON3a OT HBaSpaAUH PH NALHEHTH
Ha Bh3pacT 65 HAK NoBede roguud, Edrkackocrra Ha 5 Mg H 7,5 Mg 184 TETH JHEBHO BLPXY
[apaMEeTPHTE Ha TECTa ¢ HATOBApBaHe (061ia NPOXBIDKHTETHOCT Ha HATOBAPBAHETO, BPEME JO AOCTUTAHE
H2 THMHTHDAINA CTEHOKAPAHA, BPEME JI0 HAYRIO HA CTCHOKADIHA H BpeMe 110 focTurane Ha ST penpecus
or 1 mm) e 6una noTBLPAEHa BHB BCHUKH NpOYBaHAA H € GHNA CBEP3aHA C HAMANABAHE HA HECTOTATA HA
AHTHHO3HUTE NPHCTBIH ¢ okono 70%. [Ipy aByKparen anesen npreM HB2OPaAHH HMA IOCTORHHS 24~
4aCOBA SPHKACHOCT.

B pannomusupano miane6o KOHTpONIHpaHo npoyysase ¢ 889 nauments, wpabpaaun, no6asen Kam
aTeHomoN 50 mg eTHOKPATHO AHEBHO, NOKA3ZBA JOIBIHHTE HA e(PHKACHOCT MPH BCHUKH nNapaMeTpH Ha
CTpEC-TeCTa B Kpas Ha NO30BHS HHTEPBAJ HA JIEKAPCTBEHA AKTHBHOCT (12 waca cnen nepopaner nprem).

B pangoMHanpaHo nauelo-KOHTPOTHPaRO NpoyusaHe Cbe 725 nauuestH ¥BabpagHH He e MOKa3al Mo-
ronsmMa eHKACHOCT Clef IpHOaBAHE KbM AMIIOHIHK PR MUHHMYMA HA JIeKapCTBEHATa akTHBHOCT (12
Haca clef nepopanies npreM), Ho IOKa3ai o-rojsMa eHKACHOCT NPH MUKa HA MAKCHMAIHA AKTHBHOCT
(3-4 vaca cen nepopanen npueM).

B panaomusupano nalebo-KOHTPOTHPAHO NPOYYBaHe npn 1277 naumenty, usabpayun, 106aBeH KbM
aMJIOZUNHH 5 Mg €AHOKPATHO THEBHO HIIA HHGenunud GITS 30 Mg eAHOKPATHO JHEBHO, € HOKA3a)
CTATHCTHYECKH 3HaYHMa NONBITHHTEHA eDMKACHOCT IT0 OTHOWEHHE Ha OTMOBOPA KBM NeUeHHETO
(redHHHPAH KaTO HAaMAaNeHHe ¢ Hali-Mallko 3 AHTMHO3HH NPHCTBNA 32 CEAMHUNA H/MY YReIMUeHHE Ha
BpemeTo A0 rocTurane Ha ST nenpecus or 1 mm ¢ Hali-Manko 60 s no BPEME Ha CTpec-TecTa ¢ Osrawa
IIBTeKa) NPH Hal-HHCKATA NEKAPCTBEHA AKTUBHOCT (12 waca cnen nepopanen npuem na wBabpaaun) cuex
6-ceMuYeH nepuo Ha NeueHHe (OR=13;95%CI [ 1,.0-1,7]; p=0,012). MsaGpanun He e nokasan
AOIBIHHTENHA €PHKACHOCT BBPXY BTOPHUHATS KPAiHH TOYKH Ha NapaMeTpHTE Ha CTPeC- TeCTa NPH Haii-
HHCKATa NeXapCTBEHa AKTHBHOCT, BBITPEKH Y€ e [TOKA3AT KOMbIHHUTE/HA edrKacHOCT npy nukKa (3-4 vaca
ClIER epopancH npuem).

Eduxacnoctra Ha nsabpanuy ce 3anassa HanbEG NPe3 NENMHA 3- HTH 4 Mece4eH NEprHOX Ha JeUeHne npH
NPOYYBAHKATa 33 eduKackocT. JIUncBar aannu 3a tapmaxonornyen Tonepanc (3ary6a na C(EKTHBHOCT),
BESHHKBAL IO BpeMe Ha NledeHHe, KakTo H 32 pebayna edekT cnex PA2KO CITHPEHE HA IEYEHHETO,
AHTHAHTHHOSHWTE N AHTHHCXEMHYHH ebekTH Ha HBaBpaziH ce CBBP3BAT ¢ K033-38BHCHMO IOHIKEHHE
HAa CHPASSHATA YECTOTA ¥ CHC 3HAYHMO HAMANEHHE Ha NPOUSBEACHHETO HA YECTOTa H Hansarane
(CEpAevHa YECTOTA X CHCTONHO KPBBHO Hajarane) B nokoli u no BpemMe Ha Haropapsaue, JleHcrBHeTo

BbPXY KPLBHOTO HalsraHe U nepA(epHOTO ChAOBO CHIPOTHB/IEHNE & NpeHeOPEKHMO H HAME KIHHHYHO
3Ha4YEHHE.

Tpaiino nonmxerue na ChbpAeYHATA HeCTOTA € N0 NEMOHCTPHPAHO NPH NAUMEHTH JICKYPAHH ©
1BabpaliH MUHHMYM €IHA rOJHHA (n=713). He ce nabmopnasa snnanne BBPXY KPBBHATA 3aXap My
NUITHAHHA MeTAO0NHIEM.

AHTHAHI'MHO3HATA M AHTHHCXEMHYHA eduxacrocT Ha MBAGpamuH ce e 3ana’una npu quaberuuy (n = 457)
npi npoin Ha Ge30macHoCT CpaBHUM ¢ To3u B OBmaTa NONYNalHsA,




MHOKapAa HIIH XOCTTHTAIH3aUKR MOPaAH HOBOBB3HHKHANA HIH BOLIABAINA Ce CBbpAcYHa
HEAOCTATEYHOCT. [IpoyuiBaHeTo He MOKa3Ba pasnuKa B NpOLCHTA NpH MEPBHYHAA KOMGHHMPAH KpaeH
pe3yaTar B rpyniata Ha NaHEHTHTE, ICKYBaHH ¢ HBabpani, B CpaBHEHHE ¢ laue6o rpynara {peiatuseH
puck nBabpanun:nnauebo 1,00, p=0,945).

IIp post-hoc NOATrpyNa NAUMEHTH CBC CHMITTOMATHYHA CTEHOKapAKA 10 BpeMe Ha PAHIOMH3ALNATA
(n=1507) He e uaeRTHOUUYMpPaH CHIEAT BLB BPB3Ka ¢ Ge30NacHOCTTA 10 OTHOIUEHHE HA CHPAEYHO-CHI0BA
CMBPT, XOCIUTANH3ALMA NPK OCTBP HHMAPKT HA MHOKAPAA HITH CHPLEYHA HENOCTATHYHOCT (uBaGpaaun
12,0% cpewyy nnaueGo 15,5%, p=0,05).

Ilposencso e Mawatuo Npoy4BaHe 1o OTHOWEHKE Ha H3x0fa, SIGNIFY, npy 19102 naunenTy ¢
HCXeMH4HA 6OMecT Ha ChpueTo i 6e3 KIHHHYHA ChpactHa HefocTaThHoCT (JIKPH > 40%) na doua Ha
ONTHMAHO OCHOBHO NeveHne. Manompana e Giia 10-BHCOKA TEPANEBTHYHA CXeMa OT onobpenata
No3upOBKa (HaYallHa 1034 7,5 mg ABa WbTH AHEBHO (5 mg ABa MBTH AHEBHO, ako BB3pacTTa e > 75
FOZHHM) i THTpHpaHe o 10 mg nBa MTH AHeBHO). UCHOBHHMAT KpHTepuil 3a ehHKacHOCT & Gun
KOMGHHANHATA OT CHPAETHO-CHAOBA CMb PT HiIH Hedatanen nHGapKT Ha MUOKAPLA, Ilpoyusasnero we
NI0Ka3Ba pasinka B IPOUCHTA NPH IIbPBHYHATA CHCTEBHA Kpa#ina touxa (IICKT) 8 rpynara Ha
NAUHEHTHTE, NCKYBaHH ¢ #BAOPaHH B CpasHeHHe ¢ Miane6o rpynara (OTHOCHTENEH PHCK
weaGpagun/mnauedo 1,08, p=0,197). Crobmena e Gpanwikapaus npy 17,9% B rpynata Ha naumenTwTe,
nexyBsann ¢ uBabpaann (2,1% B naue6o rpynara). Bepanamun, xumrHazem i Mo CYP 3A4 u
MAJIKO CTATHCTHYECKH 3HaUYMMO yBennyenne Ha ITKP e vaGmionasano B NPeABAPHUTENHO ONpeencHa
IOArpyna OT MALHEHTH CbC CTEHOKApAHA K1ac I mo CCS MK HO-BHCOK NpH BKIOYBaHeTO (n=12049)
(yecToTa Ha nossa 3,4% cpewty 2,9% roaHuInO, OTHOCHTENCH prck nBabpagun/nmnane6o 1,18, p=0,01 8),
HO HE B NOArpynaTa OT UsaTa OMyNAnHS ChC CTeHOKapAua knac > I no CCS (n=14286) {oTHOCHTENEH
puck nBabpagun/muanebo 1,11, p=0,1 10).

Io-Bucokara ot ono6penara 103a, H3NON3BaKA B NpOY4YBaHETO, He O0SCHABA HATBJIHO TE3: USBOMH,

Ipoyysanero SHIFT e ronsmo, MHOTOLEHTPOBO, MEXAYHAPOXHO, PaHAOMH3HPAHO, RBOHHO CHIANO, C
IAUeGO-KORTPOMMPAHH pe3yNTATH HIHTBAHE, NPOBENEeHO pH 6 505 BL3PACTHY NAUMERTH CBC
crabunna xpoHuuna 3CH (3a >4 cenmuum), ot I o IV knac no NYHA, ¢ HamaneHa JieBOKaMepHa
dpaxmua va nstnackeane (JIBOU<3 5%) ¥ cepaeuHa YecTOTA B NIOKOH 270 yAapa B MHHYTA.
Haupentare ca nony4asany cTaHAAPTHO Nevenue, BrIOYBaio Oera-6nokepu (89%), ACE-unxuburopu
/UK auruoTenswH I1 anraronncta (91%), AuypeTHuH (83 %) M aHTaroHWCTH Ha angocTepona (60 %). B
Tpynata Ha HBaGpaxny, 67% OT MatHEHTHTE ca GHIH NeKYBaHH Cb< 7,5 Mg ABa T6TH AHEBHO,
MennagaTa Ha NPOXLIDKHTENHOCTTA Ha NEpHOJA Ha NIpocaeadBaHe e Ouia 22,9 mecena. Jlevennero ¢
HBaGpaanH e G610 CBLP3aHO ¢ HAMANABAHE Ha ChbpIeYHATa YECTOTa CPEAHO ¢ 15 ynapa B MHHYTa OT
H3XO0nHaTa cToiHOoCT oT 80 yaapa B MunyTa. Pasnukara n ChpAc4HAaTa YeCTOTa MeXxAY UBaGpPAAKE H
nnaue6o rpynute ¢ 6una 10,8 yaapa s MHHYTa Ha 28 feR, 9,1 ynapa 5 Munyta Ha 12 Mecen u 8,3 yaapas
MHHYTa Ha 24 Mecerl

IlpoyusaneTo AeMOHCTPHPE KITHHHLHO H CTATHCTHUECKH 3HAYHMO HAMAaNeHHE Ha OTHOCHTENHHA PHCK ¢
18%, na uectoraTa Ha MEpPBHYHATA CBCTABHA Kpalina ToUka Ha CBPAEUHO-CHAOBA CMBPTHOCT H
XOCIHTaNH3auns, NOPaAH BIOLIABEHE HA CHPACYHATA HEJOCTATEYHOCT (xoepuurenT na pucka: 0,82, 95%
CI [0,75;0,90] ~ p<0,0001), ycTasosero o 3 Mecena caen aanoyBaHe Ha fevenneTo. PeaykunsTa ua
abCoOMOTHHA pUCK e Buna 4,2%. Pesynratute no nbpeuunara kpaiina TOYKA Ce W3REACHU FIABHO 4pes
KpaliHHTe TOUKH CHPACYHA HeAOCTATBYHOCT, XOCTIHTATH3ALHS NOpaju BNOIIABAHE HA ChpACYHATA
HEAOCTATLYHOCT (a0COMOTEH PHCK HaMaleH ¢ 4,7%) ¥ CMBPT MOPAIH ChPASYHA HeAOCTATBYHOCT
(aGcomoTen pHcK Hamanes ¢ 1,1%).

Edekr o nevennero supxy NBPBHYHATA CBLCTABHA KpaHHa TouKa, HelHHTE KOMITOHE OPHYHHTE
KpaiHH TOYKH .
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Hrabpagnn Inanebo Koepuumenrna | p-
(N=3241) (N=3264) pucka [95% CI] CTOHHOCT
n (%) n (%)
[TepsuuHa cbeTasna kpaiina 793 (24,47 937 (28,71) 0,82 [0,75; 0,90] <0,0001
TOYKA
KoMnonenTu:
-CBpeYHO-CHI0BG CMBPT 449 (13,85) 491 (15,04) 0,91 [0,80; 1,03] | 0,128
-Xocnurany3zauns nopagy 514 (15,86) 672 (20,59) 0,74 10,66; 0,83] | <0,0001
Baowasane Ha CH
HApyru BTopHYHH KpaiiiH TOMKH:
-O6ma cMBbpTHOCT 503 (15,52) 552 (16,91) 0,90{0,80; 1,02] | 0,092
-Cmupr or CH 113 (3,49) 151 (4,63) 0,74 [0,58; 0,94] | 0,014
-O6m 6pott xocnuTamM3anuu 1231 (37,98) | 1356 (41,54) 0,89 [0,82; 096] 0,003
-XocnuTanu3auus nopagu 977 (30,15) 1122 (34,38) 0,85[0,78; 0,92] | 0,0002
CHPAEYHO-CHAOBH IPHYHHY

Hamanapaneto B mspeudnara kpaiina uen e Ha6moasaxo NOCTOAHHO, HE38BHCHMO OT N0, KJIac N0
NYHA, ucxeMmusHa WK He-HCXEMUYHA ETHONOTHS Ha CBpACYHATA HEJOCTATBYHOCT H AHAMHE3A 33
CBIOBTCTBALL AHAOET HIIH XUIEPTOHHUA,

[Ipu nogrpynara nanueHTH Che ChpIeuHa yectoTa 275 yaapa B MHHyTa (n=4 150) ¢ ua6monapano no-
FOJAIMO HAMABAHE HA MbPBAUYHATA CHCTABHA KpalHA Toqgka oT 24% (koeduuueHT Ha prcka: 0,76,
95%ClI {0.68;0,85] ~ p<0,0001) u Ha APYTHTE BTOPHYHHA KPAHHU TOUKH, BKIIOYHTEIHO 06Ima CMBPTHOCT
(koeruuenT na pucka: 0,83, 95% CI [0,72;0,96) - p=0,0109) u CBPAEYHO-CHACBA CMBPT (KOCDHIHEHT
Ha prexa: 0,83, 95% CI [0,71;0,97] - p=0,01 66). Ipx Ta3H ROATPyNa MauHEHTH, APOQHIET HA
OesonacHoCT Ha HBabpajuH, CBOTBETCTSA ¢ TO3H Ha obara monymayus.

HaGnionaean e snaunrenen edexr BEPXY NbPBHYHATA CLCTABHA kpaliHa TouKa, HpH obwata rpyna
TIaLHEHTH, npreMauim NeveHne ¢ Gera-Gnokepn (koeduuenT Ha pucka: 0,85, 95%CI [0,76;0,94)). ITpu
TOATPyNaTa NAUMEHTH, CBC CHPAEUHA HeCTOTa > 75 ynapa B MHHYTR H H2 NPeTOPBYHTENHATA TAPreTHA
B03a Ha Geta-6nokep, He e Gina HAGMOAARANA CTATACTHYECKH 3HAYMMa II0N13a BEPXY IbPBHYHATA
ChCTABHA KpaiHa Touka (koedunuesT Ha pucka: 0,97, 95%CI [0,74;1,28)) » BBPXY APYTHTE BTOPUYHH
KpaifHH TOUKH, BKIIOUATENHO XOCIHTANM3aIHA Topaau srowasane Ha CH (xoepuument Ha pueka: 0,79,
95%CI [0,56;1,101) um cMBPT OT ChpaEYHA HEAOCTATEYHOCT (xoeduuuenT Ha pucka: 0,69, 95%CI
{0,31;1,53]).

HMa anawitento noaobpenue Ha knaca o NYHA, ¢cnpamo nocremuara otaerena cTOAHOCT: 887 (28%)
OT MALKEHTHTE Ka HBAOPAHH ca HMAITH MoA0BPeHHe, B CpaeHexHe Cbe 776 (24%) ot mauMenTHTE Ha
wianeto (p=0,001).

Ilenuatpiuna nonynauug

poseneno ¢ pannoMusuparo, ABOHHOCIANO, NTANEGO-KORTPOTHPAHO npoyysane cb¢ 116 nenuarpuynn
nauuenTH (17 na Bpapacr 6-12 meceua, 36 na Bb3pact 1-3 roguHy 1 63 Ha Bp3pacr 3-18 FOAHHM} ¢
XPOHHYHA CBPACHHA HEAOCTATHYHOCT H KHAATATHBHA KAPAHOMHONATHS (DCM) Ha dona na omramanuo
OCHOBHO JleqeHHe, 74 ca nomy win usabpajnH (CLOTHOLICH E 2: 1). Hauanuara n03a e Gyuaa-0

ABa TbTH IHEBHO BBB BEIPACTOBATA NOArPyNia 6-12 Mecela, 0,05 mg/kg, nba nuTH AN

roauny u 3-18 rogunm <40 kg, n 2,5 mg ABa MeTH AHEBHO npH 3-18 roguuu 1 > 40
/1aNTHpana B 3aBHCHMOCT OT TEPANEBTHUHKA OTIOBOP ¢ MAKCHMANIHH JO3H OT 0,23
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AunesHo, 0,3 mg/kg ABa NBTH ZHEBHO H CHOTRETHO 15 mg J8a METH AHEBHO, B T0Ba npoyqsane
HBabpajHH € OUI IPUNIOKEH HIH KATO nepopanta Teusa GopMa HIM Kato TabneTka ABa T JHEBHO.
Jluncara Ha pasnuka BLB GApPMaKOKHHETHKATA MeXy Tesu Be popMH e Grna nokasasa B 0TBOPEHO
PaHIOMH3MPAHO KPECTOCAHO NPOYYBAHE C [Ba IiePHOAa NpH 24 3ApaBK BBE3pacTHH A06poBoanu.

Ilpu 69,9% or naunenTHTe B rpynara Ha uBabpanyy e 6uI0 NOCTHIHATO HaMassBae Ha CLpleyHara
uecrota ¢ 20% Ges Gpanukapaus cipsmo 12,2% B nnane6o rpynara no BpeMe Ha NepHOa Ha THTPHpaHE
oT 2 10 8 ceaMANM {CHOTHOWIEHHE HA LAHCOBETe: E=17,24, 95% CI [5,91 ; 50,30]).

CpexHuTe 1030 #BaOPAAHUH, KOHTO [I03BOJISBAT 4a CE [TOCTUIHE RamaisBaHe Ha ChbPOEYHATa YECTOTA C
20% ca Gumu crotBerHO 0,13 + 0,04 mg/kg nBa muTa AHeBHO, 0,10 + 0,04 mg/kg nra FETH AHEBHO 1 4,1
+2,2 mg 182 MBTH JHEBHO BEB BBH3DACTOBHTE noarpyn# 1-3 roguuu, 3-18 romunn n <40 kg, 1 3-18
roZHHH H > 40 kg,

Cpennata JIKDH e napacruana or 31,8% ao 45,3% Ha M012 B rpynata Ha nBaGpagun cnpamo 35,4% no
42,3% B nnauebo rpynara. Wma nonobperne B knaca 1o NYHA npu 37,7% or NAUHEHTHTE, NpUEMAIIH
uBabpamuH, cnpsamo 25,0% B nnaneGo rpynara. Tesn MOAOOPEeHKA He ca GUIH CTATHCTHYECKH 3HAYHMH.
[pogumsT Ha GesomacHoct, cnen 1 rofiuHa, € 6ui NoaoGeH Ha TO3H, ONUCAH IPH Bh3PACTHH [FALHEHTH C
XPpOHHYHA CBPICYHA HEIOCTATRYHOCT.,

Abiarocpounnre edextn Ha nBaGpazun BBPXY pacTexa, myGepreTa u oSIOTO pasBuTHE, KAKTO H
AbArOCPOUHATA ePHKACHOCT Ha JIEYEHHETO C MBAGPATHH B NeTCKA BB3PACT 3a HAMAaNABaHe Ha
ChpReUHOCHA0BATA 32001€BAEMOCT H CMBDPTHOCT HE ca 61 NpOy4BaHH.

Enponelickata arenuus no nekapeTBara ocBoGoKaEa OT 331bL/DKEHHETO 38 MPEIOCTABAHE HA
Pesy/ITaTHTE OT NPOY4BAHUATA C Procoralan BER BCHMKH TIONrPYNH Ha neauaTpHyHaTa nolynamus B
JEYCHHETO Ha CTEHOKAPIOMA.

Eeponefickata arenuus no nexapcrsara 0CBOGOX/1ABA OT 3aTBIKEHAETO 3 IPSAOCTABNHE Ha
PE3YITATHTE OT NpoyyBaHusTa ¢ Procoralan npu nena na sbapacr ot 0 1o 6 MeCela B IeYSHHETO Ha
XPOHRYHA ChpACYHA HEAOCTATHIHOCT.

5.2 PapmaKOKHHETHYHNE CBolCTBA

[Ipu dusHomorvunm ycnosus uBabpanuu ce 0cBoGoXAaBa GBP30 OT TAGNETKUTE U MMA BHCOKA
BOAOPa3TBOPUMOCT (>>10 mg/ml). Msabpannu npencrasissa S-enaHTHOMED, KOHTO He NpeTHPNITBA
GroKOHBEpCHS i Vivo. N-pe3MeTHNHpaHuAT NepuBaT HA 1BabpaanR Geme HaeHTudUIMPaK KaTO rNaBeH
aKTHBSH MeTabOoIHT NP YoBekKa.

A6copims ¥ GHOHANMYHOCT

Heabpanun ce abcopGupa G5p30 H IOUTH HATTBIHO ciied NIEPOPAIHO NPUIIOKEHKE C JOCTHIaHe Ha
MakCHMANHA N1a3MEHA KOHLIEHTpaLus ciefl okono 1 4ac npH npHeM He rnaguo. AGComoTHaTa
GHOHANMYHOCT HA QUIMHPAHHTE TabeTH € OKONO 40%, nopanu edekra Ha MBPBO NpeMuUHaBaHE B
YepBaTa H YEPHHA Apol.

XpaHara 3a6ass aGcop6LusTa ¢ npUGAHIKTENHO | Yac 1 yBeAH“aBa excno3uuuaTa ¢ 20 a0 30%,.
IIpueMBT Ha Tabnetkata 0o Bpeme Ha xpaHeue ce Npenopr4pa, 3a Aa ¢¢ HAMAIAT HHTPAHHAHBHAYATHATE
TIPDOMEHH B €KCOO3UIMATA (BXK. TOUKA 4.2).

Pasnpenenenne

Wpabpanuu e npubnusurendo 70% CBBP3aH C IU1a3sMeHnTe GeNTBUH H CTAMOHAPHHMAT O
pasnpenenesue npH NaukeHTy e 6mmank 1o 100 1. Makcumansara miasmena KOHILIEH
XPOHUYHO MPHIIOKEHHE B MPENOPBYBAHATA J034 OT S Mg 1Ba THTH JHERHO € 22 ng/
Cpenuara crayronapsa naazmesa koHUenTpanns e 10 ng/ml (CV=38%),
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Bu chopMaius

HBabpaznn ce MeTaGONH3HpA MNIaBHO OT YepHHA Apo6 H YepBaTa CaMo Upes OKCHAALMS C muToxpoM P450
3A4 (CYP3A4), THaBHHAT aKTHBEH MeTaGoIHT & N-nesmetunnpanusr zepusar (S 18982) ¢ excnosunus
OKk0I10 40% OT TA3H HA HU3XOAHOTO BewiecTRO. MeTaboTH3MET Ha TO3H aKTHBEH MeTabONHT CHILO
BkmouBa CYP3A4. UeaGpagun uma HACHK atbunutet KoM CYP3A4, He Boau 10 KIHHUHO 3HaYMMa
HHAYKUMA HIH HHXUGHUAA Ha CYP3A4 u, CICAOBATENHO, € MAIKO BEPOATHO a NPOMEHH MeTaloNU3Ma
AJIH AnasMEHATa KOHLEHTPpanua Ha cybcTpature Ha CYP3A4. Hanpotus, MowmnuTe HHXROHTOPH 1
HHIYKTOPH MOTAT 3HAYMTENHO JIa 3ACErHaT ILIA3MEeHuTe KOHLCHTPaLHH Ha ubabpaznn (Bx. Toyxa 4.5)

EnuMHHHpaHe

HBaGpanun ce enamunmpa ¢ ocHoren NoMy-xkHBOT 2 yaca (70-75% ot AUC) B mnasMaTa u eeKTHReH
nony-xHBot 11 waca. ToTaTHHAT KIHPBHC € To4TH 400 mb/min, a 6s6peduusT KIHMPEHC e 0kono 70
ml/min. Exckpeunara va MeTaGonuruTe ce OCBILECTBABA B CXOHA CTENCH YPE3 HINPAKHEHANTE H
ypuHara. Okono 4% oT opanHara a03a ce ¢KCKPETHpa B HENPOMEHEH BHJ B YPHHATA,

JIuneliHoCT/HenuuenOCT

Kunetuxara Ha upabpanun nma mineen XapaKTep B MHAIA30Hd HA OPATHO AoaupaHe 0,5 - 24 mg.

Crenvanuu onynanuu

- Crapuecka Bb3pacT: He ca HaGMonaBaHy dapmakokuHeTHUHY pazmuky (AUC n Cmax) mexay no-
BB3PACTHH (=65 rOOMNH) HIH MHOTO Bb3PACTHH NAUMEHTH (275 roaunH) 1 ofuaTa nomynamus.
(Bx. Touka 4.2),

- Bu0peuno yspexnane: Bausumero ua On0Opeynara HenocTaTeuHOCT {KpeaTHHRHOB KAHPRHC oT 15
Ao 60 ml/min) BEpXy thapmakokuReTHKATE Ha HBAOPaIHH € MHHUMATIHO BB BPb3KA C HHCKHS
NIPHHOC Ha OBOpedHNHs KIHPBHC (OKoMO 20%) XM 0BIuATa eNHMEHALKS KAKTO HA HBabpanuH, Taxka
H HA TIaBHAS My MeTabonuT S 18982 (mx. Touka 4.2).

- Yeproapobuo yepescaaHe: npu nauHeHTH ¢ feko 4epHoApoSHO yBpexciane (Child Pugh ckop xo 7)
AUC Ha HecBBp3aHHA HBAGPAAHH M rIABHHS aKTHBEH MeTabonHT ca 6HIH ¢ okono 20% no-
BHCOKH, OTKO/IKOTO NIPK JIHLUA C HOPMaNTHA YepHonpoGHa $yHkups. JlaHHHTe ca HEROCTATHYNH, 2a
A2 Ce HaNpPABAT H3BOAH NPH MAUMEHTH C YMEPEHO 4epHOAPOOHO yBpexaaHe, JIuncear sauHu npu
[IAUHEHTH C TeXKA YepPHOAPOSHa HEROCTATHYHOCT (ex. ToukH 4.2 1 4.3).

- Nemmarpuyua nonynauus: PapMaKkOKHHETHIHKA npodun Ha HBaGpPATHH mpH NeTHATPHYHE
NAUHEHTH OT 6 Mecera 40 no-MankH oT 18 roqusy ¢ XpOHMYHA CEPAEYHA HEAOCTATEYHOCT €
CXOZEH ¢ ONKCAHATA NIPH BB3PACTHH PapMaKOKHHETHK, KOTATO ce TIpHJiara CXemMa Ha THTPHpAHe B
3ABUCHMOCT OT BB3PACTTA K TENECHOTO TErio.

Bpuaka dapmaxokunenika/gapmaonuuamuia (DK/D

AHATMIET Ha OTHOLIEHMETO OK/O] nokasa, ye cupaeusara vectota HaManABRa MOYTH AHHEIHHO ¢
HapacTBaHe Ha NNa3MEHHTE KOHLEHTPAIHA Ha uBabpaaun u S 18982 3a foau no 15-20 mg IBa NHTH
AueBHO. [Ipu no-BUCOKH 021 MOHIKEHHETO Ha ChPAIEHATE YECTOTA BEYE HE € NPONOPIHOHANIHO Ha
TLTa3MEHHTE KOHUEHTPALMH Ha HBaGPAAMH  NIOKA3BA TEHICHIHS KbM AOCTHTaHe Ha aTo. Bucokute
CKCTOSHLMH HA HBABPA/HH, KOHTO MOTAT A3 HACTBIIAT, KOTATO HBaGpPanKH ce NPHIOKH B KOMOHHAIMS
cbe cuiid CYP3A4 unxuburops, Morar aa AOBEJAT A0 HPEKOMEPHO OHHIKCHHE HA CHPACYUHATA
'€CTOTa, BLIPEKH Y€ TO3M PHCK HaMaJlsBa IpH yMepenn CYP3A4 unxuGuropy (Bx. Touky 43, 44n
4.5). Bppakara ®K/D]] na HBaOPaIHH NPH NeNMATPHYHH NAUKEHTH Ha BB3pacT 0T 6 Mecela 10 No-MankH
oT I8 roaunu ¢ XpornuHa chpaeuna HENOCTATHHHOCT € CXOAHA C ONTHCAHATA NMPW BL3PACTHH B 3Ka
OK/DN. :

5.3 IlpeakauHAYIHE ZaHHH 32 Ge30nacHoeT
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HeknnrudauTe fannm ve nokassat ocoben PHCK 3a X0pa Ha 6a3aTa Ha KOHBEHUMOHANHNTE
dapmaKonOrHYHH 3MHTBAHKS 38 GE30NaCHOCT, TOKCHYHOCT npu MHOTOKPATHO IPHNAT2HE,
TEHOTOKCHHHOCT, KAPUHHOIeHeH noTeHuHa. [TpoyusanusTa 3a PEITPOAYKTHBHA TOKCHYHOCT CA HOKAa3aJIH
TIMICA Ha edeKT Ka ABaGpazuy BLPXY depTunnreTa TIpk MBAKH H XEHCKH mrbxose. Koraro 6pemennn
NaGopaTOPHK XUBOTHH ca G1I TPeTHpaHH 10 BPEME Ha OPraHOTSHE3aTa ¢ EKCIO3HUHN, GIU3KH 10
TEPANIEBTHYHHTE A03H, 61na HabMORaBaHA NO-BACOKA YECTOTA HA deTycu che chpaeyny aedektn npu
ILTbX0BE ¥ Manbk Opoit deTycH ¢ exTpogakTHIua npy saifmy,

ITpH xyvera, Ha kouTo & Napan nBabpanun (103u o1 2, 7 wm 24 mg/kg/nex) 3a eAna roguHa, ca
Habmozasatu o6paTuMH IPOMEHH Ha (yHKUHATA HA PETHRATA, HO Te He ca BHIH CBBP3aHH ¢ YBpeKaHe
Ha OYHHTE CTPYKTYpH. Te3u JaHHU CLOTBETCTBAT Ha (apmaxonorysHus edext Ha HBaGPanHH, CBBp3aH ¢
B3aHMOACHCTBHETO My © XHICPIOMAPHIAUHOHHO-aKTHEUPAHHTE I, TOKOBe B peTHHaTa, KOHTO Ca MHOTO

CXOIHH ¢ Ifﬂa ChpACYHHSA neHcMelKep.

AAPYTH ABATOCPOYHH HPOYYBAHHA C MHOFOKDATHH RO3H H NPOY4BAHHA 33 KAPUHHOTEHHOCT He ¢a JOBENH
A0 PA3KPHBANE HA KITHHHYHO 3HAYHMH IIPOMCHH.

OlieHka Ha PHCKA 38 OKOINATA a(ERA

Ouenxara Ha pHcKa 3a OKOJHATA cpena oT uBaGpanu € NposeaeHa B CHOTBETCTRHE © €BpPOTeHCKOTO
PBKOBOACTBO 33 ERA,

Pesynrarute ot Tean npoyupanus NONKPENAT HMIICATA Ha PUCK 32 OKOMHATA CPEla OT HBAGPaAHH H
nBalpaHy He NpeACTABNABA 3AIIaXa 3 OKONHATA cpela.

6. PAPMALIEBTUYHH JAHHHA
6.1 Cniucbk Ha noMomHHTE BEINECTBR

Tabremno adpo

JlakTosa MoHOXHApaT

{{enynoza, MUKpokpHcTanHa
Kpockapmenosa narpnii

Crymupes MoKcHa, KonouaeH 6e3sonen
Marnesnen creapar

Punmoea obeusxa
Xunpomenosa 6cp (E 464)
Twranor auokenn (E 171)
Maxporon 6000 (E1521)
Marneanes creapar (E 470 b)
Tmunepon (E 422)

6.2 HecneMecTaMocT!
Henpunoxumo.

6.3 Cpox Ha roanocr

3 roguuu

6.4 Cnenuannuu yctoBas Ha chXpanenne
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Tosu nexaperaed npoaykr Ke usmcksa CHEUHANHY YCIIOBHA HA ChXpaHeHHe.
6.5 Bun B chaALpxkanMe Ra ONAKOBKATA

AnymuHuil/anyMumnit Gucrep.

Onaxoekata cuanpxa 56 bunMupanu TaGreTky.

6.6 Cnennannn upeanasun MEePKH IPH HIXBLJIAHE

Hawma crieunansu msuckpanus,

7. IPUTEXXATEJ HA PA3SPEINEHHETO 3A YIIOTPEEA

HHBHOTEX OO/, V. » I pHanuna® Ne SA, 1000 Codpus, Benrapasa

8. HOMEP(A) HA PA3PELIEHHETO 3A YIIOTPEBA

Perucrpaunonen Ne 20170127

9. JATA HA ITLPBO PASPEHIABAHE/MIOAHOBSBAHE HA PASPEINEHHMETO 3A
YIIOTPEFA

Hara Ba mpeo paspemapane: 06 anpun 2017,
Hara na nocnenno noaHoesBaye:

10. IATA HA AKTYAJIM3APAHE HA TEKCTA
M. MapT 2022
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