ITPAJI0KEHHE 1

KPATKA XAPAKTEPACTHKA HA ITPOAYKTA



1. HAME HA JEKAPCTBEHHSA TPOAYKT

Jlunokanre 1 mg punmupanu Tabnerku
Jlunoxanre 2 mg punmuparu rabnerku
Jhinokanre 4 mg punmupaHu TabneTxH

W3NBAHNTENHA ATERLMA N0 NEKAPCTBATA

Lipocante 1 mg film-coated tablets
Lipocante 2 mg film-coated tablets
Lipocante 4 mg film-coated tablets

2. KAYECTBEH H KOJIMYECTBEH CBbCTAB

Besika TabneTka chabpika NUTABacTaTHH Kanumi (pitavastatin calcium), eksBuBaneHTed Ha 1 mg
TIMTABACTATHH (pitavastatin).

[ToMO1IHO BELUECTBO ¢ H3BECTHO aelicTBHe: Besaka Tabnerka cpabpxka 63,09 mg nakTo3a
MOHOXHMIpAT.

Bcaka tabnerka cbabpxka nNUTaBacTATHH Kamumii (pitavastatin calcium), eKBHBaIEHTEH Ha 2 mg
NUTABACTATHH (pitavastatin).

[ToMouHO BelecTBO ¢ H3BeCTHO AckicTBHE: Besaka Tabnerka cpabpxka 126,17 mg nakroza
MOHOXHpAT.

Bcaka Ttabnerka cbabpxa nUTaBacTaTHH kammi (pitavastatin calcium), ekBuBaleHTeH Ha 4 mg
NMTABACTATHH (pitavastatin).

[ToMOLLHO BELIECTBO ¢ H3BECTHO AelicTBHe: Beaka Tabnerka chaspxa 252,34 mg nakro3a
MOHOXHPAT.

3a MBAHHUA CIIHCHK HA NOMOLIHWTE BEU[eCTBa BIDKTE TOUKA 6.1. _

3. JIEKAPCTBEHA ®OPMA

duiMHpaHa Tabnerka. . .

Jlnnokanre 1 mg ca 6enu, WATHHAPHYHH, ABORHOH3MMBKHAITH, 0€3 AeNHTeNHa YepTa GUIMHPAHH
Tabnerxu ¢ Haanuc ,,P1“ or exHara cTpana H ¢ AHaMeThp npubaM3KHTENHO 6 Mm.

JInnoxaure 2 mg ca 6enu, IWWIHHAPHYHH, ABOHHOM3MBKHANH, €3 aenuTeNHa YepTa PHIAMHPAHH
tabnerky ¢ Haamnuce ,,P2“ ot egHaTa CTpaHa ¥ ¢ AHAMETHP NPUOIM3HTENHO 7 mm.

JIimokanTte 4 mg ca 6eny, LMIHHIPHYHH, ABOHHOMINBEKHAIU PUIMHPAHH TabNeTKH, ¢ AETHTE/HA
yepTa OT €HATA CTpaHa ¢ Haanuc ,,P4“ ot apyrara ctpaHa H ¢ auaMeThp npHOIU3HTEIHO 9 mm.
Tabnerkara or 4 mg moxke na Obae pazaeneHa Ha paBHH J03M.

4, KJIHHHAYHU JAHHH

4.1 TepaneBTHYHH DOKAIABRHS

XONIECTEPON NPH BL3PACTHH, IOHOUIH U AeLia Ha WIH Haj 6-rOAMLIHA BB3PACT ¢ IThp
XHMIIEPXONIECTEPONIEMHA, BKITIOUHTENTHO XETEPO3IHIOTHA PaMKITHA XHITEPXOJI
AMCIUNHAEMMUS, KOTRTO Pe3yJiTaTa OT IMeTATa H APYrH HedapMaKoNOTH4YHH Mep

4.2 [lo3apoBKka H HAYHH HA NPHICKEHRE



Zlo3nposka

l'Ipe,uH 3al1IOYBAaHC Ha TCPAIHATA, NAUHCHTBT "lpﬂﬁBﬂ na 6pae nocTaseH Ha CTaHAApTHA SHETA 34
NOHMIXABAHC HHBOTO Ha XOJECTEPOJ14, KOATO € BAXKHO Jia NPOALIDKH U 10 BPpEME HA JICHCHHETO.

ObnuatiHaTa HauanHa 103a € 1 mg BeaHbX AHeBHO. Jlo3aTa Moxe aa Oble NOBHILEHA NOCTENEHHO
NpH HEOOXOAHMOCT TIpe3 4-ceAMUMEH HHTEpBa)l. TepaneBTHYHATA 1034 C& YTO4YHSABA 3a BCEKH
NaLuKWeHT HHAWBHAYATHO criope CToHHOCTHTE Ha LDL-Xonecreposn, KAKTO M OT TepaneBTHUHHA
OTrOBOP M MOHOCHMOCT KbM JIEKAPCTBOTO. MakcHmanHaTa JHEeBHA 03a € 4 mg NHEeBHO.

Cnenua/BE DOOy/IANMH

[TawmeHTH B CTApUYECKa BE3PAcT
He ¢ HeobxoauMo kopHrupaHe Ha n03aTa NpH MauueHTH Haa 70 roaunn (BroKTe TouKa 5.1 M 5.2).

IaunenTn ¢ 6nOpeyHo yBpexkaate

He e Heob6xoauMo xopurupaHe Ha 103aTa npH Jeko ObOpeyHo yBpexaaHe, BHIIPEKH 4Ye B TO3K CITyvaii
NUTABACTATHH TpAOBa Aa Obae nmpunarad ¢ NORHIIEHO BHUMaHKE. OrpaHHYEHH Ca JaHHHTE 33
ynorpeba Ha nUTaBacTaTHH 4 Mg MpH BCHUKH CTAAHH Ha OL0peuHo 3abonaBane.

3aTOBAa 103a OT 4 mg, KOATO € NOCTeNeHHO NOBHILIaBaHa, Moxe Aa ce 3nonssa CAMO nox cTpor
nekapcku koHTpon. Ilpu naumuerTH ¢ TexXK0 6L6peuHo YBpe:IaHE He Ce NpenopsBa 1033 O 4 mg
(BvxTE TOUuKa 4.4 U 5.2).

IaymeHTH ¢ JIeKO A0 YMEPEHO YEPHO HO e

Ho3a oT 4 mg He ce npenopbYBa ITPH NALMEHTH C JIEKO 0 YMEPEHO YEPHOAPOOHO YBPEKIaHE.
Makchumansara qHeBHa 033 He TpAOpa Na npepHluaBa 2 mg 1 TpabBa 1a ce npunara ¢ NoBHILICHO
BHHMaHHe (BIK TOuka 4,4 n 5.2).

IleanaTpE4EA nONyIanHS

Jleua ¥ 1oHOIUM Han 6 TrOAHHH

JleuenneTo ¢ Jlunoxaxre npu aeua Tpa6pa na ce H3BLPLIBA OT JEKAP CIICLHATHCT C ONTHT B JICUYEHHETO
Ha XHIICPIHIHIECMHEA, KATO €(eKTa OT TEPallHATA Ja CE NPESOLICHABA NPe3 ONpeaeneHH MHTEPBA/IH OT
BpeMme.

IMpu aeua # IOHOLLH ¢ XETEPO3HIroTHA (PaMIIHA XHNepXonecTeponeMus obuualiHaTa HauanHa f03a ¢
1 mg axepno. Ilpn HeoOxoRMMOCT, Ro3aTa MOXKE J1a C& KOPHTHPA, KATO CE NMPeMHHE Ha CJIeBalIOTO
A030B0 HUBO cnen 4 ceaMuuM. TutpupaHeTo TpaAbBa Ja ¢e MpoBekAa HHAMBHAYAIHO CIopel
cTOHHOCTHTE Ha LDL-xonectepona, ueATa Ha NEYCHHETO H HHAWBHAYANHUSA OTTOBOP Ha MALMEHTA.
Ilpu neua Ha BB3pacT MexXTY 6 M 9 rOAHHH, MAKCHMA/THATA JHEBHA 2034 € 2 mg. [Ipu nena Ha ¥ Ban
10 roguHy makcuManHaTa AHEBHaA 103a € 4 mg (BrokTe ToukH 4.8, 5.1 1 5.2).

Heua noa 6 roaunu

He e ycraHoBena epuxacHocTTa M He3onacHocTra Ha JIunokanTe npu Aeua nog 6 roaAMHH, NOPaaH
JIATICA H& JIaHHH.

HaunH Ha NPUIIOKEHHE
JInnokaHTe e NpeHa3HaYeH CaMo 3a NepopalHO NpHIoKeHHe, KaTo TabneTka Tpabea a ce nornbiuna
uana. JInnokaHTe MoXe fa ce MpHEMa Mo BCAKO BpeMe Ha AeHd, cbe WiH 06e3 xpara. [Ipenopbuntento
e Tabnerkara a ce mpyUeMa Mo €AHO W ChILO BpeME BCEKH AeH. KaTo uano, Tepanuara ¢bC CTATHHY €
no-¢(eKTHBHA, KOTaTO JICKAPCTBEHUSA MMPOIYKT CE NPHEMA BeUepP NOpaaH UKPKAAHHA PHTHM

XONeCTepONOBHS GHOCHHTES. @&W

[NaumueHTHTE, KOHTO HE MOTAT Aa NONTBIIAT LAna Tabrerka, MoXe Ja 1 pasTBOPAT B U
BeiHara s npHemar. 3a Na ce OCHTYpH NMPHEM Ha TOYHATa HO3HUPOBKa, TpAOBa Aa ce I



yaula BO/IA, 38 A8 MOXKE B CITyYad Ha OCTAHANO KOJIMUYECTBO OT JIEKAPCTBOTO 10 Hed, TO 1a Ce NMpHEME
oT nauuenTa. Tabnerkure He TpaOBa na ce pa3TBAPAT B MNOAOB COK HITH MJEIKO.

4.3 [IpoTHBONOKA3ARES

o CBpPBLXYYBCTBHTEHOCT KBM 8KTHBHOTO BEILECTBO HWIH KbM HAKOE OT NOMOLLIHHATE BELLECTBA,
n36poenn B Touka 6.1;

® TEXKO UEPHOOPOOHO yBpexaaHe, akTHBHO YepHOoApoOHO 3aD0N1BaHe, BKIIIOUHTENHO
HEYTOYHEHO, NMPOABDKHTEIHO NOKAYBAHE HA CEPYMHUTE TPAHCAMHHA3ZH, KAKTO M NOKAYBAHE
Ha CEpyMHMHTE TpaHCAMUHA3HK TPH ITETH HAJ FOpHATA IPaHMLIA HA HOPMATA;

® MHOIIATHS;

¢ €IHOBPEMEHHO NpHEMaHe Ha LIMKIOCNIOPHH;

¢ Ilo Bpeme Ha HpEMEHHOCT, KbDMEHE H TIPH JKEHH B JETEPO/IHA BB3PACT, KOHTO HE H3MOJI3BAaT
NMOAXOAALIM KOHTPALICITTHBRH MEPKH.

4.4 CoenmanBs npeaynpexiesHs H NPeANA3ZHE MEPKHE NpH yHOTpeba

- E@exTH BLPXY CKeJIETHATA MYCKYAATYPA
[TuraBacTaTvl, noacbHo Ha Apyrrre unxubuTopH Ha HMG-CoA pexyxraszaTa (CTaTHHH), MOXe J1a

AOBEAE A0 MHANTHA H MHOTIATHA, KOMTO B PE/IXH CJTy4ad MOraT Aia NporpecHpar Ao pabaoMnonusa.
[TaiueHTHTE CE 3aAB/DKABAT He3abaBHO A8 AOKIAABAT BCHYKH MYCKYJHH CHMNTOMHU. U3cnienBane Ha
croiHocTHTE Ha KpeaTuHkuHa3a (CK) tpabsa na ce npaBu npu Bceku naimeHT, crodnn 3a
MycKysnHa Gonka, ¢naboCcT unu cxsainane, Hali-Beue ako ca CBBP3aHH C HEPasNONOKEHHE WIH
pebpunurer.

Kpeatunkunazara (CK) He TpaOBa a ce uamepsa cnel yCWwieHH (PH3MUYECKH YNPAKHEHHA WK MpH
ApYTra NPHYHHA 38 NOBKIICHH CEPYMHH HHUBA, KOETO MOXKE 14 38TPYAHH HHTEPIIPETHPAHETO Ha
pesynrara. Ako HHBOTO Ha CK € 3HaYHTENHO MOBHIIIEHO NpPH H3XOAHO HHBO (™5 MBTH ropHaTa
rpaHHla Ha HOpMaTa), € HeOOXOAHMO NMOBTOPHO H3CJIEIBaAHE Ha TO3M MOKAa3aTes B PAMKHTE Ha 5-7

AHH.

1o BpeMe Ha WM Clle]] IeYEHHE C HAKOH CTATHHH € HMaNO MHOTO peAKH CHoOIeHH 34
HMYHOMeaHMpaHa HekpoTHiupaua muonatua (MMHM). Knunwino UMHM ce xapakrepusnpa ¢
NEPCHCTHPAIlA ITPOKCHMAIHA MYCKYAHa ¢nabocT 1 NOBHINEHH CepyYMHH HHBA HA KPeaTHHKHHA3aTa,
KOHMTO NEPCUCTHPAT BBIIPEKH NMPEKPATABAHETO HA JICHEHHETO ChC CTATHHH.

JInnokaHTe He TpaOBa na ce npunara eAHOBPEMEHHO ¢ (Y3HIIOBA KHCEJIWHA 33 CHCTEMHO NPHIOXEHHE
WIH B pAMKHTE Ha 7 IHH CJIe] CIIHpaHe Ha NeYEeHHETO ¢ py3uaopa kucenmHa. [Ipy nauneHTH, npu
KOMTO H3MOJI3BAHETO Ha (PY3U0Ba KHCEJIHHA 38 CHCTEMHO NMPWIOKEHHE € HAJIOXKHTEIHO, IEYEHHETO
CbC CTATHHH Tps0OBa Ja Oble NMpeycTaHOBEHO Npe3 LeTHA NEpHOA Ha JiedeHHe ¢ Py3HaoBa KUCSINHA.
Hma cpobuieHns 3a pabaomuonuia (BRIIIOYHTENHO HAKOJIKO C (aTaneH U3XOA) IMPH NMAaLHEHTH,
npueMally Gpy3HI0Ba KHCETHHA M CTATHHU B KOMOMHaLMa (BX. Touxa 4.5). [Taunenture TpabBa na
6bhaT NOCHLBETBAHH Na MOTHPCAT He3a0aBHO MEAHIIMHCKA MOMOLH, AKO W3MHTBAT CUMITTOMH Ha
MYCKYJIHa cnaboct, 6onka uaH GONE3HEHOCT.

JleueHHeTO CbC CTATHHH MOXE 2 Ohae NOAHOBEHO CeleM JHHU Cllefl MOC/EAHATA 038 HA cby3u,uona
‘kucennHa. [1pn u3BbHpenHH OOCTOATENCTBA, KOraTo € HeoOXoaHMa NMPOAB/DKHTENHA YN
$y3Un0Ba KHCENHMHA 32 CHCTEMHO MPHIOKEHHE, HAPHMEP 34 JICUEHHE HA TEXKKH HHbe
HeoOXOAMMOCTTA OT €AHOBPEMEHHO NPHIOXKEHHe Ha JInnokaHTe U Qy3HAOBA KHCEIHHA

NpeUCHH HHAHBHAYAIHO, H NMTOA CTPOr' MCOAHLUMHCKH KOHTPOJL.

Ilpeawn neyennero




Kakto ¥ ApyrH cTaTHHM, nuTaBacTaTMH TpabGBa na 6bae npeanucBaH ¢ ocoGEHO BHHMAaHHE TPH
NalUMCHTH, 38 KOHTO C& Halnle GakTopH, npeapasnoyiaralid pa3sBuTHe Ha pabaomuonnsa. Husara Ha
KpeaTHHKKHa3a Tpa0Ba na ce M3CAeABaT, 3a Aa ce onpeaenH pedepeHTHa U3XOHA CTORHOCT, 0cobeHo
IPH CNEHUTE CITy4au:

¢ 61p6peuro yspexnane;

. XHNOTHPEOKIHIEM,;

. NIHYHA WIH (paMHKJIHa aHAMHEe3a 338 HaCNeACTBEHO MYCKYJTHO 3a00nsBaHe;

. aHaMHE3a 3a MyCKYJIHA TOKCHYHOCT, CBBp3aHa C JIeHeHHE CbC CTATHH WK dubpar;
. aHaMHe3a 3a YepHoApoOHO 3abonsBaHe WK 3n0yroTpeda ¢ aNKoXo;

. MalMeHTH B CTapyecKa BL3pacT Haj 70 roiuHHy, 3a KOMTO ca Hanunue GakTopH,

npeapasnoiaraly pa3BuTHe Ha pabOMHONH3A.

[Ipu nonobuu naumeHTH Tpa6Ba A2 ce NpeABHAM OTHOLLEHHETO PHCK/TION3a H a OBAAT NOCTABEHH
MNoA KIHHHYHO HabmoaeHne. Ako u3xoaHoTo HHBO Ha CK € 3HaunTenHo nosHieHo (> 5 meTH
ropHara rpaHHLIa Ha HOpMaTa), He TpAOBa Aa ce 3anoyBa Ne4YEHHE.

110 Bpeme Ha nNeyeHHETO
[lanneHTHTE CE 3aaRDKABAT He3abaBHO Aa AOKIAABAT 38 MYCKYNHH OONKM, ycemaHe 3a cnaboct WK

cxsawaHe. [Ipy Takusa naumeHTH Tpabea na ce uamepsaT HuBata Ha CK. Tepanusara tpabea na ce
npexpaTH, ako HHBoTo Ha CK e 3HauHMTeNnHO NoBHILEHO (> 5 MBTH ropHaTa AOMYCTHMA FPAHULIA).
TepanusTa Tpsa6Ba na ce npexpaT, aKoO MYCKYJIHHTE CHMITTOMH ca TeXKH Aopn HuBoTo Ha CK na e

< 5 mMbTH MOA IOpHATA AONYCTHMA rpaHuia. AKO CHMITTOMMTE H3ue3HaT ¥ HMBoTO Ha CK ce
HOPMANTH3Hpa, MOXE Aa C€ NMOMHCIH 33 MOBTOPHO JieYeHHe C MUTABACTATHH B 7103a OT | mg u non
Habmonenue.

BansBaHe BLpxy depans xpob

KaxTo npH apyru CTaTHMHH, NHTABACTATHH TPIOBAa BHHMATEJIHO Ja C¢ NPUIAra NPH NalMeHTH, KOUTO
NPHEMAT rofIAMO KOJHUYECTBO ATTKOXOJ H/HITH ca uManu 3abonaBaHe Ha yepHus Apo0d.
[TpenopbunTenHO € Aa C€ HANPABAT H3CNEABAHHA 32 OLIEHKa Ha QYHKIMATA HA YepHHA APod npeau
3aM04YBaHE HA JICYEHHETO C NMHTABACTATHH H NEPHOAWYHO cliel ToBa. JIeueHHEeTO ¢ NUTABACTATHH
Tpadpa aa 6bae MpeycTaHOBEHO, aKO HHBOTO Ha cepyMHHTe TpancamuHasd (ALT u AST) nagsuuiasa
TPpH MLTH N'OPHATA I'PAHHULIA HA HOPMATA. |

Bnasrue Bupxy 6p6pennre

[IurapacTaTiH Tpi6Ba Aa ce Npiiara ¢ ROBKIIEHO BHHEMAHHE MPH NAlIMEHTH C YMEPEHO WIH TEXKKO
610peuno yspexnane. [TocteneHHo nopHILaBaHe Ha 103aTa MOXKE J1a Ce ITPaBH CaMO MOA CTPHKTEH
MEMUMHCKH KOHTpOod. [Ipn naimermH ¢ Texxko 6u0peuHo 3a6onsasane, He ce MpenopbuBa 1034 OT 4
mg (BHX Touka 4.2).

3axapen anaber

Hskon poxasarencTsa npeanoniarar, 4e CTRTHHUTE KaTo Kjac MOBHUIABAT KPhBHATA IJHOK03a M TIpH
HAKOH MalKEHTH, BHCOKOPHCKOBH 38 pa3BUTHE Ha auaber B O6baelle, MOraT fja IOBEJAT A0 TAKOBA
HMBO Ha XHNEPriIHKEMHA, PH KOETO € NMOAXOAALIO NPUIAraHeTo Ha pelOBHATA IprKa, ITPOBEXAaHa
npH aHaber. KiIMHM4HAaTa 1oa3a OT NOHHXKABAHETO HA BACKYIAPHUA PHCK NPH JIEYEHHE ChC CTATHHH
Ce CYHMTA 34 MPEBHIIIABALIA BE3IMOXKHHA PHCK OT MOBHIlLIEHA KPbBHA 3aXap NpM NAlHEHTH ¢ aHaMHe3a
MIIH PHCK OT pa3BHTHE HA AHAOET K crieoBaTesNIHO HE TpAOBa qa Obae NpHYHHa 3a CIIHpAHE Ha
CTATHHOBATA Teparnuid. PUCKOBHTE MallHEHTH 3a Pa3sBUTHE HA XHMEPrIUKeMHS (IJIIOKO3a Ha IMagHo 5,6
no 6,9 mmol/l, uHaekc Ha TenecHa Maca >30 kg/m?, NOBUILIEHH CTOKHOCTH HA TPUTIIMLIEPHAHTE
XHIEepTOHHA) TPAOBA 18 Ce NpOC/IeAsBaT KaKTo KIHHHUYHO, Taka H OHOXMMHYHO, CHIVIACHE
HALHOHAITHHTE PBKOBOACTBA. [1pH NMOCT-MapKeTHHIOBHTE NPOYYBaHHA 33 0€30MacHoCT
NPOCNEKTHBHUTE TPOYYBAHHA, o0ave, RAMa JaHHH 34 PHCK OT AHabeT, CBBP3aH C YIOf
MUTABACTATHH (BHXKTE TOYKA 5.1).




HartepcTanranaa Gesoapobua Gonect

JlokaaBaHH ca H3ONHPaHH ClydaH Ha HHTepcTHLMANHA GenoapobHa 6onecT Npu MPUAOKEHHE HA
HAKOH CTaTHHH, 0COOEHO NPH NPOALDKUTENHA Tepanud (BX. Touka 4.8). KnuHuuH¥TE NposBH Morat
Ja BKJOOUYBAT JHCITHEA, HENPOXYKTHBHA KalIUTHLIA H BRowaBaHe Ha o6OTO CheTOAHUE (YMOPa, 3aryda
Ha TErno 4 Tpecka). AKO HMa NORO3PECHHE, Y€ MALMEHTHT € pa3Bi HHTepCTHIHANHA DenoapobHa
bonect, TepanusTa CbC CTRTHH TpAOBa Na 6bae npeycraHOBEHa.

earaTpEuHEa DOy IANES

OrpaHH4eHH ca NaHHUTE 38 BNIHAHHETO BLPXY PACTEXKA H NOJOBOTO Ch3PABaHE NMPH NECAHATPHYHH
NalMEHTH Ha BL3PacT Haa 6 roAMHM, npuemally nuraBactaTHH. Jlepoiixure Tpabea na onaaT
CBHBETBAHH 1A MPHEMAT NMOIXOAALINM KOHTPAUCTTHBHIK MEPKH MO BpeMe Ha JiedeHHe C MUTaBaCTaTHH
(BixTe TOuKA 4.3 M 4.6).

Apyra egexTH

[IpenopbyBa ce BpeMEHHO MPEYCTaHOBABAHE Ha NHTABACTATHH NO BpPeMe HAa JIeHEeHHE ¢ EPHTPOMHIIKH,
ApYTH MakpOIHAH HIH (Gy3HA0Ba KHCENTHHa (BiDKTe TouKa 4.5). [lnraBacraTi Tpabpa aa ce npunara
C NMOBHUILICHO BHUMAHHE NPH MAUHEHTH, KOUTO MPHEMAT APYTH JIEKAPCTBA, 338 KOHTO € H3BECTHO, 4e
NPeAU3BHKBAT MHOMNATHA (Hanpumep $HubpaTH WM HHALIMH, BWXTE Touka 4.5).

MRacTeBRA rpaBHC / 09HA MEACTEHRS

B nsakonko ciyyas ce cpobiiapa, 4e CTATHHHTE HHAYLHPAT de novo WIH BACILIABAT Beye
CBLINECTBYBAINa MKACTEHHA MPABHC HIM OYHA MHACTEHMA (BXK. TOUKa 4.8). [IpunoxenueTo Ha
JiunokaHTe Tpabpa aa ce cnpe B caydal Ha RIolIAaBaHe HA CHMITTOMHTE. UMa cHODIIeH S 38 peUHaMB
NpH (ITOBTOPHO) NpWIAraHe Ha ChLUMA WIH Pa3IH4YEH CTATHH.

INomomBn BemecTBa

dunmupasuTe TabneTkH ChALPAKAT NaKTO3a. [1allMeHTH ¢ peaKu HACNEACTBEHH MpodIeMH Ha
HEMOHOCHMOCT KbM ranakTo3a, MIEH NaKTaseH AeOHLIMT HAHM NIIOK030-ralakTo3Ha ManabcopOuus He
TpaGBa 8 NPHEMAT TO3H JIEKaPCTBEH MPOIYKT.

4.5 BianMoaeHCTBHE ¢ APYI'H JIEKAPCTBEHHA NPOAYKTH B APYrR (POpMH HA B3aAHMOAEHCTBHE

IIuTaBacTATHH AKTHBHO CE€ TPAHCTIOPTHPA B XEMATOLIMTUTE 4Ype3 MHOXKECTBO YepHOAPOOHH
TPAHCNOPTEPH (BKIIOYUTETHO OpraHHYHUA aHHOH TpaHcnopTypail noaunentua OATP), koiTo Moxe
1ia € BKIIIOYEH B HAKOH OT ClIEAHHTE B3aUMOJECHCTBMA.

IIexiiocnoprn: [IpH eqHOBpEMEHHOTO NPUIOKEHHE HA MKTABACTATHH ¢ LIHKJIOCHOPHH, CPEAHHKTE
croiHOCTH Ha AUC Ha nuraBacTaTvH ca 6wiu cpeaHo 4,6 mbTi no-Bucoku. He € u3BecTHO KaxpH ca
61wnn cpeanuTe cTofiHocTH HAa AUC Ha LMKIIOCTIOPHH MPH €THOBPEMEHHOTO UM NPHIOKEHHE.
[IuraBacTaTHH € NPOTHBOMOKA3AH ITPH NMALHEHTH, KOUTO EHOBPEMEHHO NONYYABAT UMKJIOCHOPHH
(BK. TOUKa 4.3).

EprTpoMBOnH: EAHOBPEMEHHUAT NMPHEM Ha MUTABACTATHH H €PHTPOMHLIMH € aoBen no 2,8-kpaTHo
ysennHueHue Ha AUC Ha nuraBacraTvH. [Ipenopbuba ce BpeMEHHO NPEyCTAHOBABAHE Ha
MMHTABACTATHH 10 BpEME HA ICYEHHE ¢ CPHTPOMHLIMH WIH APYTH MAKPOIMAHH aHTHOHOTHLIM.
W o
I'em$abposnn m apyrr ¢ubpatn: CamocTosrenHara ynorpeba Ha puOpaTH ce cBBp 7Fa¥ STy
mHonatHs. ExHoepemenHara ynorpeba Ha HpuGpaTh H CTATHHHM Ce CBLP3Ba C NOBHMINE K o ';;-;-f‘-
MHonaTHa H pabaomuonuaa. [IuraBacTaTHH TpaOBa a ce Npunara ¢ NMOBHILIEHO BHH qipe '
Hanara eHoBpeMeHHa ynotpeba ¢ pubpatu (iokre Touka 4.4). Ilpu papmakokuners \ B\ .2
Npoy4YBaHHs eJHOBpeMeHHatTa ynorpeba Ha nuTaBacTaTHH ¢ remprOpo3wI e JoBesa 1N f@ b
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nosHieHHe Ha AUC Ha nHTaBacTaTHH, a IpH eHOBpeMeHHaTa ynorpeba ¢ deHopubpar no 1,2
KpaTHo nosBHuweHHe HA AUC Ha nHMTaBacTaTHH.

Huannn: He ca npoBexxaaHH NMpoy4BaHus 3a H3C/AEABaHE HA B3@MMOAEHCTBHA HAa NHTABACTATHH H
HHALMH. [IpHNoXeHHeTO Ha HHALIMH KATO MOHOTEpanusa, obaue, ce CBbP3Ba C NOABATA HA MHOMATHA H
pabaomuonusa. [lopaay ToBa eAHOBPEMEHHOTO NPHUIOKEHHE HA MHTABACTATHH H HHALMH TpaGBa fa
Ce H3IBBPILBA C MOBHILEHO BHHMAHHE.

DOy3HI0BA KHCENHHA

PHCKLT OT MHOMATHS, BIUTIOMHMTEJIHO pabaoMHONH3a, MOXKE I Ce YBEJIMYH NPH €JHOBPEMEHHA
ynotpeba Ha $y3HA0BA KHCE/IHHA 38 CHCTEMHO NMPHJIOXKEHHE W CTATHHH. MeXaHH3MBT Ha TOBa
B3aumozaelicraue (papMakoAHHAMHYHO WIH (apMEKOKMHETHYHO, WM H JIBETE) € BCE OLE HEM3BECTEH.
Hnma crobiuenns 3a pabnoMHonnsa (BKIHOYHTETHO HAKOJMKO ¢ (haTaneH U3XoA) NpH NaLHeHTH,
MpUeMaLlH TasH KoMOuHaLMs. AKO TepanusTa ¢ Gy3ua0Ba KMCENHHA 38 CHCTEMHO NMPHIOKEHHE €
HAIOXKHTEHA, JICYEHHETO C MUTABACTATHH Tps6Ba 1a 6bAe NMPeKLCHATO MO BpeEMe Ha NIepHOAA Ha
neveHHe ¢ Py3uaoBa KHcenHHa (BIDKTE TouKa 4.4).

Padamnanen: ENHOBpEMEHHOTO NPHIOKEHHE ¢ THTABACTATHH MO €IHO M CHLO BpeMe BoaM fo 1,3-
kpaTHO nosHilleHne Ha AUC Ha nuTaBacTaTHH.

IIporeasnn raxabaTopn: EAHOBPEMEHHOTO NPWIOKEHHE Ha NMUTABACTATHH C MPOTEa3HH
HHXHOMTOPH MOXE 1a DOBEAC X0 He3HAUHTENHM MpoMeHH B AUC Ha NHTaBaCTATHH.

Ezeramnb 1 Herosus merabonur eseTHMHO-rmoKopyHH HHXHOHpaT upeBHaTa abcopOuus Ha
xaJiecrepona. ETHOBpEMEHHOTO NPWIOXKEHHE Ha NIUTABACTATHH HE OKA3BA BIMAHHE BBPXY
M/1a3MEHHTE KOHUECHTPALIHN HA e3eTHMHO H Ha HeroBHs METabONHT e3eTHMHO-TTIOKOPYHHUA.

EsetuMHb cbLIO HE OKa3Ba BIIHAHHE BLPXY IUIa3MEHHTE KOHLIGHTPALUHH Ha NHTABACTATHH.

Huxuburopa ra CYP3A4: npoyuBaHusa 3a W3CNeABaAHE HA B3aHMOACHCTBHA ¢ UTPAKOHA30] H COK OT
rpeiingpyT, nisecten HHxHOUTOp Ha CYP3 A4, coyar, 4e HAMA KIMHHYHO 3Ha4YUM e(DEKT BLpPXY
nna3sMeHaTa KOHLIEHTpAalHA Ha NHTABACTATHH.

Harokcun: JJUrokcHH, H3BecTeH cyberpar Ha P-ramkomnporenHa (P-gp) He B3auMmoaeficrsa ¢
nuTaBacTaTHH. [IpH e AHOBPEMEHHOTO HM NpHIOKEHHE, HE ca HAOMOJaBaHH 3HAYHMH NPOMEHH HHTO
B IU1a3MEHHTE KOHLICHTPALMK Ha MUTABACTATHH, HUTO B ILU1A3MEHHMTE KOHLEHTPALMH Ha JHIOKCHH.

Bapdapns

Bpu3kata papMakOKHHETHKA/HAPMAKOAHHAMHKA MEKIY TUTA3MEHATA KOHLICHTPALIMA Ha BapdapHH H
HAKONKO (papMaKOAHMHAMHYHH KpaiiHi TOYKH (mpoTpoMOKuHOBO Bpeme, INR) npr 3apasn n06posonim
OCTaBaT HEMPOMEHEHH NPH €AHOBPEMEHHO NPHEMaHe C MHTABACTaTHH 4 mg AHeBHO. KakTo 1 npn
APYTHTE CTATHHM, MTPH NALMEHTH NPHEMAIIM €JHOBPEMEHHO Bap(hapuH U NHTABACTATHH,
mpoTpoMbuHOBOTO Bpeme Wiin INR ‘rpsbBa na 6bae MOHHTOPHPAaHO Ha ONpeneIeHH HHTEPBAIH IO
BpEeMe Ha JICYEHHETO.

[leauatpyyuHa nOITy.ialus
[TpoyuBaHKA 33 B3aUMOIEHCTBHSA Ca NMPOBEXKAAHHM CAMO NPH BL3PAcTHH. CTeneHTa Ha

B3aUMOICHCTBHATA B NEeAHaTpPUYHATA MMOITYNALIMA HC € H3BCCTHA.

4.6 Depruanter, 6peMernOCT B KBpPMeHE
bpemeHHOCT




[IvTaBacTaTHH € NPOTHBOMNOKA3AH NO Bpeme HA OpeMEHHOCT (BHOK To4KA 4.3). Xenn B nereponna
Bb3pacT TpaOBa Aa Npuaarar NOAXOAALUIH KOHTPALIEMITHBHH MEPKH 0 BpEME Ha JICYEHHETO C
MUTABACTATHH. XOJIECTEPONBT M APYTH NPOAYKTH HA XOJIECTEPOSIOBHS GHOCHHTE3 Ca BRXHH 3a
Pa3sBHTHETO Ha MMI0/A, €TO 3alll0 NOTEHLMANHHAT PHCK oT BHxHOKpane Ha HMG-CoA penykrasara e
O-rofsM B CpaBHEHHeE ¢ NOJ3aTa OT JICYSCHHETO 10 BpeMe Ha OpemeHHocT. M3cnenpaHHATa BHPXY
XXHBOTHH OCHIYPABAT OrpaHHUYCHHK JAHHH 34 PEIPOAYKTHBHE TOKCHYHOCT (BX. TOMKA 5.3). AKO
nanueHTKa 3abpemMeHee no BpeMe Ha JieYeHHE ¢ TOBA IEKAPCTBO, NpUeMbT TpAOBa aa 6bae HezabaBHO
NMPEyCTaHOBEH.

KnpmeHe
IIxTABACTATHH € NPOTHBOMNIOKA3AH N0 BpeMe Ha KbpMeHe (BIHKTe Touka 4.3).

[IuTaBacTaTHH C€ OTAENA B MJISKOTO Ha IUTbXOBe. HAMa yCTAHOBEHH JaHHH 38 OTACNAHE B MASKOTO
pH xopara (Bx. Touka 4.3).

Deprwinrer
Hama HaTHYKEM JaHHH.

4.7 EdexTn BLPXY cnocobBocTTA 32 MOoPHpane B paboTa ¢ MAIMAER

He ce ouakBa NHTABACTATHH 4 NOBIHAE HeONaronpusrHo BLPXY cnocoOHOCTTA 3a g UpaHe U
paborta ¢ MaiuHH, HO TpAOBa fa ce HMa NpeaBUA, Y€ € AOKIAIBAHO 32 CITYHAH HA 3aMagHOCT H
CBHHJIHBOCT M0 BpEME Ha NICUEHHE.

4.8 Hexelang J1eKapCTBCHE PeaKIEH

0Q606uenne Ha npoduna Ha HezonacHOCT

ITpH KOHTPONUPAHHTE KJIMHHYHHM H3MHUTBAHKMA oA 4% OT NalUHEeHTHTE, IEKYBaHH ¢ NTHTABACTATHH, C4
NpeKbCHAMH IEYEHHETO NOPANK HeXeNaHH peakunn. Halt-uecTo cbo01apaHaTa HexkenaHa peakuus
npH ynoTpe6aTa Ha NUTABACTATHH B KOHTPONHPAHK KIIMHAYHHY IPOYYBAHHA € MHAIIHS.

%@mBHHB Ha HCOKCJIAHHTE JCKADCTBCHH PCAKUKH

HexxenaHure peakliMH M TAXHATA Y€CTOTA, HAOMIOZABAHHM B KOHTPOJIMPAHH KITHHHYHH MPOY4YBaHuA,
TpU [PUIIAraHe Ha NPENOPBYMTENIHH JO3H, ca H3OPOEHH MO CHCTEMO-OPraHeH KJlac.

YecToTaTa Ha HEXKeTaHHTE peaKLIMH e OTNpeAeyieHa o cieqH A HauHH: yect (> 1/100 ao 1/10); seuectn
(> 1/1 000 ao 1/100); peaxn (> 1/10 000 mo 1/1 000); mHoro peakn (< 1/10 000), Henw3BecTHa YecTOTA
(He MOXxe na 6bae OLeHeHa OT HATHYHKTE JAHHH). |

Kaxro npu apyru uixuburopu Ha HMG-CoA peayxra3aTta, 4eCTOTaTa H& HeXeJIaHHTE JIEKAPCTBEHH
peaKkLIHN 3aBHCH OT NO3ATA HA NCKAPCTBOTO.,

Hapymenss Ha XpHBTA B JEMQHATA CHCTEMA
HeuecTH: aHEMHA

Hapymenus 5a MeTab0onn3Ma B XPABECHETO
Heuectn: aHopekcua

IcHXRYHE HApYIIEeHHS
Heuectn: 6e3chHMe

HapymmeHEHS HA HEPBHATA CACTEMA

Yectu: rnaBobonue

HeuyecTH: 3aMasHOCT, OUCTEY3HA, CHLHIHBOCT
C HemaBecTHA 4ecToTa: MHacTeHMA rpaBHC




HapyuieHHg HR OUHTE

Penxu: HapyllieHa 3pHTENHA OCTPOTA
C HemsBecTHa yecToTa: OYyHA MHACTEHHUA

Hapymenns Ba yxoTo B 1abapuaTa
Heuectu: TMHHTYC

CToMamHoO-YpeBHR HAPYIICHAS

YecTH: KOHCTHNALMS, AHAPHA, AUCTIETICHUA, TaJeHe

Heuecrn: abaomunanna 6onka, cyxora B ycraTa, NOBpbLLAHE
Peakn: raocoaMHHAL, OCTHP NAHKPECATHT

XenaTo GRIEAPHE HAPYIIEHHS
Heuectu: noBHieHH TPpaHCAMHHEA3H (acnapraTaMHHOTpaHc(bepasa, anaHHHAMHHOTpaHCepasa)
Penxn: XonecraTHyHa XBATECHHLIA

HapymenHs Ha KOXKATA H IOAKOXKHATA ThKIH
HeuecT: o6puB, NpypHTYC

Penku: yprukapus, epyreMa

C Heu3BeCTHA YECTOTA: ARTHOCAEM

Hapymenasg HR MyCKYJIHO-CKEJIETHATA CHCTEMR H CHLEAHHHTE/THATA ThKAH

YecTH: MMANTHA, apTpanrug

Heuvecti: MycKkyneH cnassm

C Hen3BecTHA yecTOoTa: UMyHOMEAHHPpAHA HEKPOTH3HpALLA MHOTIATHSA (BXK. TOUKa 4.4), nynmyc
nosobeH CHEPOM.

Hapymenns nHa 6n0pennTe H NHKOUHHTE DLTHINR
HevecTH: nonakuypus

O0mu Rapymenns B eeKTH HA MECTOTO HA NPHJIOKEHHE
HeuecT: acTeHHs, HEpPa3NONOXKEHNE, YMOpa, NepHepeH eaem

Hapymenns Ha Bb3NPOHIBOAHTES/THATA CHCTEMA B I'bPAATA
Pelxky: rHHEKOMACTHS.

IToHLIeHH HHBA HA KPEATHHKMHA3a B KpbBTa > 3 MbTH HAJ ropHarta rpaHuua Ha Hopmara (ULN) ca
HabmonapaHu npH 49 ot 2 800 (1,8%) naumeHTH, MpREMAIH NHTABACTATHH B KOHTPOAUPAHH
KJIIKHHYHH NMpoyuBaHHA. Husa ot Haa 10 meTH ropHaTa rpaHHua Ha HopMmara (ULN) ¢be chmsTCTBALIN
MYCKYJIHA CHMITTOMH Ca PEIKH U ca HabmoaaBaHH caMo MNpH €4uH oT 2406 nauMeHTH, NeKyBaH ¢ 4
mg nuraBacTaTvH (0,04%) B nporpamara 3a KJIMHHYHO H3IMTHTBAHE,

NeauaTpydHa nomynauus |
B Oaszara naHHK 3a KIHHHYHA O€30NaCHOCT ¢a BKIIOYCHH NaHHH 3a 0e30nacHoOCT 3a 142 neaAHaTpHYHHK

MatMEeHTH, KOHTO ca MPHEMANH MMHTABACTATHH, Cpell KOHTO 87 nauHeHTH ca OMAH BbB. Bb3PacTOBHA
AHana3oH or 6 ao 11 roaunu, a 55 naumeHTH ca OWIH BBB BB3paCTOBHA AHANa3oH ot 12 no 17
rogaHy. 0610 91 naumeHTH ca NpHeMany NHTABACTAaTHH 338 | roanHa, KaTo or TaX 12 maumneHTH ca
NPOALDKHIN NPHEME Ha MMTABACTATHH B MPOXL/DKEHHE Ha 2,5 NrOAHHHU U 2 NBLMEHTH ¢a NPOAL/DKIWIH
NpHEMA Ha NMUTABACTATHH B MPOAB/DKCHHUE Ha 3 roauHH. [To-Manko ot 3% oT naimMeHTHTE, NEeKYBAHY
MHTABACTATHH, ¢a GHIH M3KIIOYEHH OT NPOYYBAHETO NOpPaXH HexkenaHu peakuuH. Hali-ueg
CHOOLaBAHNTE HEXENAHH PeaKlMH, CBbP3aHH ¢ MIMTABACTATHH B KJIKHHYHATA NPOIPaM; 4R
rnaeobosne (4,9%), muanrui (2,1%) u kopemna 6onka (4,9%). B»3 ocHOBa Ha HATHUHTES
OYaKBa YECTOTATa, BUOBLT M TEXKECTTA HAa HEeXKENaHWTE peakiiMi Aa ObAaT CXOAHH NpH flekse
CIPAMO Bb3PACTHH.




[1oCTMApKETHHIOB ONUT
JIBeroauinHo NMPOCIEKTHBHO NOCTMAPKETHHIOBO MPOYYBaHe € nposeaeHo ¢ okono 20 000 natiHeHTH B

SInonus. IIpeobnanasamioro MHOSHHCTBO 0T 20 000 naigMeHTH B NpOyYBaHETO ca JIEKyBaHH ¢ 1 mg
HIH 2 mg NHTABacTaTHH, a He ¢ 4 mg. 10,4% ot naumeHTHTE CHLOOILABAT 38 HEXESNIAHH PEAKLIHH, 33
KOMTO HE MOXe Aa ce H3KMTIOUYH NMPUYHHHO-CIEACTBEHA BPB3Ka C MHTABACTATHH M 7,4% OT NallMEHTHTE
Ca H3KIIOYEHH OT MPOYYBAHETO NOpany HexeNlaHd peakuuy. [IpoueHTsT Ha Muanrug ¢ 6un 1,08%.
[To-ronaMara 4acT OT HexelaHHTE peakuuH ca Ouny nexu. [IpOLEHTLT Ha HeXeNnaHHTe PeakLMH MPH
NMpHEM Ha MHTABACTATHH 34 NOBeue OT 2 rogHHM ¢ 6N NO-BHCOK NPH NPH NALMEHTH C AHAMHE3A 34
nekapcTBeHa aneprua (20,4%) win uepHoapobHo, winn 6n0peuno sabonssane (13,5%).

[To-pony ca H3OpOEHH HeXXeNaHWTe peakiMH ¥ TAXHATA 4ecTora, HabmoaaBaHM B NMPOCNEKTHBHOTO
NOCTMAPKETHHIOBO NMPOY4BaHe, CBbP3aHH NPKHEM Ha NHTABACTATHH B NPEMOPBHYBAHHUTE AO3H.

Xenaro-OuauapHy HapyLIEHHA
Penxu: rapyuieHa yepHoapoOHa GyHKUMA, YepHOAPOOHO HapylleHHE.

HapylueHHs Ha MyCKYJTHO-CKE/IETHATA CHCTEMa H ChEJHHHTE/IHATA ThKAH
Penxu: muonarna, pabaomMmonnsa.

[Ipy nocTMapkeTHHroBO NpoyuBaHe ca OOKNAQABaHH IBa chyyad 3a pabaomuonuia, AOBENH AC
xocnuranmiaimi (0,01% or naumenTHTE).

OcpeH TOBa MMa CBHOOINEHHWA MPH NOCTMAPKCTHHTOBHA OMNHT 32 ©(pEKTHTE BBPXY CKeEJIETHATA
MYCKY/aTypa, BKJIIOMBALNH MHAITAA W MHOMATHR NPH MNALMEHTH, JICKYBaHH C THTABACTATHH B
npenophuMTENHHTe Oo3H. UMa u cpobuwieHna 3a pabaomMHonH3a, chhpoBoAeHa ¢ wiH 6e3 ocTpa
6p0peyHa HeZOCTATHYHOCT, NOHAKOra ¢ ¢araneH U3xon. [lonyyeHn ca M CrIOHTaHHH CboOlleHMS 3a
CNeIHHTE HeXeJaHK peakiMM (UecTOTATa Ce OCHOBaBA HA HAOMIONECHHATA NMPH NOCTMAPKETHHIOBUTE

POYYBaHHA):

Hapyuienua Ha HepBHATA CUCTEMA
YecTy: xunoecresus.

CTOMALIHO-YPEBHH HAPYLUCHHA
Penxu: abnomunanes auckoM§popr.

CneanuTe HeXXeNaHH peaxiMy ca HaOMIONABAHH TIPH NIPHEMA HA HAKOU CTATHUHM:
- HAPYLIEHNS HA ChHA, BKIIOYHTEHO M KOLIMAPH;

- 3arydba Ha rnamerTa;

- HapylleHa ceKcyanHaTa GyHKUus,;

- NeTnpecus;

- M30IMPaHH C/Tydad Ha MHTepcTHUHaNHA Oenoapobha Gonect, 0cobEHO NMPH NPOAB/DKHTENHA
Tepanys (BiXK ToYka 4.4),

- 3axapeH auabeT: 4ecTOTa 3aBHCH OT HANMYHETO WIH OTCHCTBHETO Ha PHCKOBH GaxkTopH
(xpBBHA NMOKO3a Ha raaHo > 5,6 mmol/l, BMI >30 kg/m?2, nopuilleHH TPHITHLEPKHAH, AHAMH
XHIIEPTOHHA).

C ABAHE HA NOXOUPAHA HEXKeNAHH PeAKNHHE
Cpof1aBaleTo Ha NOAC3HPAHH HEXeJIAHH peakLMK ciiell paspelnaBaHe 3a ynorpeba
NPOAYKT € BaXHO. TOBa NO3BO/IABA A3 NPOXB/DKY HAOMONEHHETO HA CHOTHOIICHHETO




NIEKAPCTBEHUA NMPOAYKT. OT MEAHLIMHCKHTE CNIELIMANMCTH C€ H3HCKBA Jia CLoO1IaBaT BCAKa
MOAO3HpaHa HEXENAHA PpeaKLius upes:

H3mbnHHUTENHA areHLMA 10 JIEKapCTBATa

yn. ,,Jlamau I'pyen” Ne 8

1303 Codus

Ten.:+359 2 8903417

yebcaltT: www.bda.bg

4.9 Ilpeao3mpane

Hsama cneuwnduyro neyeHne B cnyyaii Ha npenosupane. IIpu npenosupaxe naumMeHTsT Tpaba oa ce
NeKyBa CHMITOMATHYHO M /1a C€ 3aN0YHaT NOATbPXKALLY MEPKH criopea HyxaaTa. YepHonpoOHara
¢yHkuna ¥ HuBata Ha CK Tpabpa na ce cneaar. Manko € BepoaTHO xeMonanu3ara na 6uae OT nomsa.

5. ®APMAKOJOI'HYHHA CBOUCTBA
5.1 ®apMaKoXHHAMHYHE CBOlicTBa

PapmakoTepaneBTHIRa rpyna: uixuburopy Ha HMG-CoA peayxrasara, ATC xon: C10AA08

MexaHH3bM Ha ACACTBHE
[TuraBacTaTHH € KOHKYpeHTeH HHxHOHTOp Ha HMG-CoA peaykTasara, OrpaHH4aBaill CKOpOCTTa

€H3HM B GMocHHTE3aTa Ha XonecTepona. To# HHXHOHpa CHHTE3a Ha Xonecrepon B YepHua apob. Tosa
BOAMW A0 noBHIneHA ekcripecus Ha LDL peuerrropure B uepHus Apo, KATO C€ MOBHLIARA TIOEMAHETO
Ha uHpKyaupawua LDL ot xpbBTa, HaMansBaiiki KOHUEHTpaLMuTe Ha obuua xonecrepon (TC) n
LDL-xonectepon (LDL-C) B kpbbTa. [TocTOAHHOTO HHXHOHpaHE HA CHHTE3a HA XOJIECTEPON B YEPHHA
Apob Hamanasa VLDL cexpenysTa B KpbBTa, KATO MO TO3H HEYHH HAMANABA H HHBATA HA [U183MEHHTE

tpurnuuepuan (TG).

QapmakogHHAMHYHH edeKTH

IIuraBacTaTHH HamMansBa nopHuleHHWTe HUBa Ha LDL-C, o611 XonecTepon ¥ TPHIMTHLEPHAM K
nosuiuana HUBaTa Ha HDL-xonecrepona (HDL-C). Toli Hamanssa Apo-B 4 Boau A0 NpOMEHIHBO
yBenHueHHe Ha Apo-Al (Bik Tabnauua 1). Tolt noHwkaBa HUBATA HA TMNONPOTEHHH C HEBHCOKA
ALTHOCT (non-HDL-C). B pesynrar ot T€31 NnpoOMEeHH CHOTHOLLIEHHETO Ha ODILMA XONIECTEPON KbM
HDL-C u Apo-B / Apo-Al Hamanssa.

Tabarna 3. O1roBOp Ha 103aTA NPHA NALHEHTH ¢ IHPBAYHA XROEPXO0AECTEPOIeMAS (KOPHErHpan
CpeleH NPONenT HA NPOMSHA OT H3XOAHOTO HHBO)

0o03a N LDL-C | TC* HDL-C | TG Apo-B | Apo- | no3a
| Al
nnanebo | 51 -4.0 -1,3 2,5 - 2,1 0,3 3,2 . nalebo
1 mg 52 -333 -22.8 9.4 - 14,8 -241 |85 1 mg
2 mg 1 49 -38,2 | -26,1 9,0 -17.4 -304 | 5,6 2 mg
4 mg 50 -46,5 | -32,5 8,3 -21,2 -36,1 | 4,7 4 mg

KnuHuyHa epukacHoCT _
B KOHTPOJSHpaHH KNHHHYHH NPOYYBAHUA, B KOHTO ¢a BKIIOUeHH 0bmo | 687 naumeHT! ¢ w

XMIIEPXONIECTEPONIEMHA H CMECCHA AUCIMITHAECMMUA, OT KOHTO 1239 nauueHTH, NeKyBaHK
TEpaneBTH4YHH A03H (cpeaHa u3xoana crofivoct Ha LDL-C okxono 4,8 mmol /1) e Haﬁn
MOCTORHHO MOHHXKEHHE Ha CTOHHOCTHTE HA LDL-C, "HNONpoOTeHHH C HEBHCOKA TUTh n- . q*:'r
C), TpurnMuepuanTe, Kakto H Ha Apo-B ¥ nouuleHue Ha cTofiHocTHTe Ha HDL-C u - - 2. S > "“
CrorHowenusata TC / HDL-C u Apo-B / Apo-Al ca 6w no-HuckH. CToifHOCTHTE :\ BA- By .$3 3 //
Ownm Hamanenu ¢ 38 no 39% npu nuTaBacTaTHH, NpHNaraH B Ao3a oT 2 mg U 44% 10 4 q

mw /

"k \.




MTATABACTATHH, MpWIAaraH B A03a oT 4 mg. Ilo-ronaMara YacT OT NALUMEeHTUTE, MPHEMATH 1034 OT 2 mg
MIKTABACTATHH, CA MOCTHIHANH TapreTHaTa croiHoCT 38 LDL-C (<3 mmol / 1), onpenenena ot
EsponeiickoTo ApyxecTBO No atepockneposa (EAS).

B KOHTpOIMpaRO KIHHHYHO NMpOYyHBaHe, MPOBEAEHO IPH 942 nauyeHT! Ha BB3pacT > 65 roauHu (434
JIEKyBaHM ¢ IIMTABACTATHH | mg, 2 mg Wik 4 mg) ¢ MbPBUYHA XMIIEPXOJIECTEPOIEMHUA H CMECEHA
aucaMnuaeMss (cpeaHa u3xoaHa croHoct Ha LDL-C okono 4,2 mmol / 1), cro#iHocTiTe Ha LDL-C
ca 6WIr noHwkeHH CHOTBETHO ¢ 31%, 39,0% u 44,3%, a npu okono 90% ot nalMeHTHTE €
HOCTHrHaTa TapreTHata ¢roiHocT 3a LDL-C curnacHo EAS. [oseue ot 80% ot naunenTHTE Ca
NPHEMANH CAHOBPEMCHHO APYTH JIEKAPCTBA, HO Y€CTOTATA HA HEXKEIAHHTE PEAKLIMH € CXOIHA BbB
BCHYKH I'PYNH H NO-MANKO 0T 5% OT NALMEHTHTE ¢a HM3KJIIOYEHH OT NPOYYBAHETO MOPAAH HEXENaHH
peakunH. Hasoaure 3a 6€30NacCHOCT H €PHKACHOCT €& CXOAHH NPH NALMECHTHTE B PATHYHHTE
BB3pacTOBH noarpyn (65-69, 70-74 u > 75 roauHH).

B KOHTpOnHpaHH KIMHHYHH MPOYYBAHKA, NMPH KOHTO ¢a BKIIOYeHH obo 761 nauueHTH (507
JIEKyBaHH C [THTABaCTATUHH 4 mg), C ITbPBHYHE XHIIEPXONECTEPONEMHUSA WIH CMECEHa AUCIUITHAEMHS, C
2 KWNH NoBeve ChPAEHHO-CBAOBH PHCKOBH (axTopa (cpeaHa uaxoaHa croiiHoeT Ha LDL-C oxono 4,1
mmol /1) wnu cmeceHa aucnunuaeMus, ¢ AMaber Tun 2 (cpeaHa u3xoaHa croiHoct Ha LDL-C oxono
3,6 mmol / 1), nprban3nrenso 80% ca nocThrHank TapretHara crodHoct 3a LDL-C cnopen EAS (3
WK 2,5 mmol / 1, B 3aBHcHMOCT OT puckoBuTe pakTopu). LDL-C e noHrken chorBerHo ¢ 44% 1 41%
B OTACNHHTE IPYNH NalHeHTH.

B quarocpo4HM npoyuBaHuA ¢ NPOIL/DKHTENHOCT A0 60 coqMuLM nMpu MbpBHUHA
XMNEPXONECTEPONEMHSE H CMECEHA AHCITHITHACMHA, MOCTHIAHETO Ha TapreTuara croiHoct 3a LDL-C
cbriacko EAS ce noaabpska upes nocTosHHO noHkasaHe Ha LDL-C, karo croitHocTHTe Ha HDL-C
NpOAB/DKABAT a Ce NoBHIIAaBaT. B npoyusate npH 1 346 nauMeHTH, KOMTO Ca 3aBbPIUIKIH |2-
ceaMMuYHa Tepanus cb¢ ¢TATHHHU (noHwkaBaHe Ha LDL-C 42,3%, EAS nen 69%, nosuiuenue Ha HDL
5,6%), croliHocTHTE cnel 52 ceIMHLIM JTeYeHHe ¢ MUTABACTATHH 4 mg ca: MOHIDKEHHE Ha CTOMHOCTHTE
Ha LDL-C ¢ 42,9%, nocrurane Ha TapretHara croiHocT Ha LDL-C cnopen EAS- 74%, nopHiuaBaHe
crolinocTTe Ha HDL-C 14,3%.

B nmpoat/pkeHHe Ha AByroaMinHoTo Habmopenue, nposeaeHo B AAnoxmna (LIVES-01, Bx. Touka 4.8),

6 582 naieHTH C XHIIEPXONeCTEPONEeMHS, KOHTO ca OWIH NeKyBaHH ¢ ITHTABACTaTHH 1, 2 nnu 4 mg 3a
2 FOIMHH, MPOIBL/LKABAT JIEYEHHETO C olie 3 roauHy (0610 5 roamHu neveHue). [lo Bpeme Ha TORA
5-roaMiIHO NpOY4YBaHe, NOHWKeHHeTo HacToiiHocTHTe HA LDL-C (-30,5%) ce nogabppxka 3 meceua
ciien niepHoaa Ha npoy4BaHeTo, ctodHocTHTe Ha HDL-C ce yBesimuabar ¢ 1,7% Ha Bcexkn 3 mMecena ao
5,7% Ha 5 roauHH, ¢ NO-BHCOKH CTOMHOCTH HA HDL.-C npH nauMeHTH, KOMTO ¢a HMAJIH NMO-HHCKH
H3xoaHH croftHocTH Ha HDL-C (< 40 mg / dl), Hanp. cepyMHEHUTe HHBA ¢e nosuiuasar ¢ 11,9% 3a
nepHoA OT 3 MeceLla, KaTo ciael 5 roaHHH aocturat nopvienue Ha HDL-C no 28,9%.

ATtepockiiepo3ara

[IpoyuBanero JAPAN-ACS cpasHaBa edextuTe OT 8 10 12-MeCe4HO NIeYeHHEe C IIHTABACTATHH 4 mg
win 20 mg aTOpBACTATHH BBLPXY 00€Ma HA KOPOHAPHHTE NNaKK NpH 251 nauueHT™, NOANOKEHH Ha
NepKyTaHHAa KOPOHApHA HHTEPBEHLMA ITPH OCTHP KOPOHApPEH CHHAPOM. ToBa Npoy4YBaHe M0Ka3Ba
npubnuznrento 17% HamaneHne Ha obema Ha TUTaKHTE 34 aABere TepanuH (-16.9 + 13.9% npu
nutaBacTaTHH H -18.1 £ 14.2% ¢ aropBactaTiH). B TOBa NpOyYBaHE HE € AOKA3AHO MPEUMYILECTBO Ha
NMUTaBaCTATHH CIIPAMO aTOPBACTATHH U 00paTHO. U B aBaTa CiIyyas perpecHsaTa Ha IUIaKMTE ce
CBBP3Ba C OTPHLIATENHO pemoaenupane Ha cpia (113,0 1o 105,4 mm3). B ToBa npoy4yBaHe HAMa
3HaYMMa Kopealua Mexay noHwkasaHeTo Ha LDL-C M perpecusTa Ha Iakure, 38 pa3jidka ot
pe3yATaTuTe OT Mnalefo-KOHTPONHPAHHTE MPOYUYBaHHS.

ITonaure No OTHOUIEHHE HAa NpEAOTBPpATABAHE HA CMBPTHOCTTA H 3a00/1€BAEMOCTTA BCE
OLICHCHMN.

3axapeH nuaber
B oTBOpEHO NPOCNEKTHBHO KOHTPOJIMPAHO NpoyuBaHe NMpH 1269 ANOHCKH NAaLMEHTH C




IJIOKO3€H TONIepaHe, paHNOMHU3HPAHH U BKIIOYCHH, M BbB BPB3Ka, H C MPOMAHA HAUHHA WM HA XKHUBOT,
npHeMaay KK He, NMraBacTati 1 mg Wik 2 mg AHEBHO, 45,7% OT nauMeHTHTe B KOHTPOJIHATA
rpyna ca pa3swiH quabet B cpaBHeHue ¢ 39,9% oT nalMeHTHTE B IpyNaTa Ha MUTABACTATHH 3a MEePHON,
oT 2,8 roiHHY, KaTO OTHOCHTEHHMA KoeduumeHT e 6un 0,82 [95% CI 0,68-0,99].

Mera-aHanu3 Ha 4815 nalMeHTH, KOHTO HE ca UMAJIH aHaMHe3a 38 [uadeT, BKIIOYEHH B
PaHAOMH3HpaHH KOHTPOJIKPAHH ABOHHO-CIIENH MPOYUBAHHA ¢ MPOAWDKHTETHOCT HaH-Manko 12
ceaMMLH {CpeaHo npocaenspane 17,3 cenmuim [SD 17,7 ceamuun]) € noxasan HeyrpaieH edekT 3a
NHTABACTATHH BBPXY PHCKa OT pa3zBuTue Ha quaber (0,98% oOT maLHeHTHTE B KOHTPOJIHATA rpyna H
0,50% oT mauMeHTHTE, NPUEMAIM NHTABACTATHUH ca pa3BWIU auaber, orHocuTeneH puck 0,70 [95%
CI0,30-1,61]), nokaro 6,5% (103 / 1,579) or nauMeHTH B KOHTPOJIHATA IPYNa ca JICKYBaHH ¢
nnanebo; oCTaHAINTE Ca NEKYBAHH CBC CTATHHH, BKJIIOUMTESIHO ATOPBACTATHH, ITPABACTATHH H
CHMBACTATHH.

[leauaTpuyHa nomyaanus

B npoitHO-ClgM0, paHAOMH3HPaHO, MYJITHLIEHTPOBO, Iwanebo-koHTponupaHo npoyusane NK-104-
4.01EU (n = 106; 48 Mbxe 1 58 skeHu) W 10H01IM (> 6 roauHH B <17 rogMHH), ¢ BUCOKOPHCKOBA
xunepaunuaeMua (asmesure Hupa Ha LDL-C Ha rmapgno > 160 mg / dl (4,1 mmol /1), wm LDL-C >
130 mg / dl (3,4 mmol /1) ¢ opyru puckoex daxropu) ca npuemanu 1 mg, 2 mg, 4 mg NHTaBACTaTHH
OHEBHO MM M1aLebo B NpoaL/DKeHKe Ha 12 cenMui. Ilpu 3ano4saHe Ha NpOyYBaHETO, MOBEYETO OT
nauHeHTHTe ca OWIH AMArHOCTHLMPAHH ¢ XETEPO3UTOTHA (PaMMITHA XHITEPXONIEeCTEPONIEMHS, KATO
npubnuzurento 41% or naumenTute ca 61wH Ha BB3pacT 6 40 <10 rogMHH ¥ nprOAK3UTENHO 20%,
12% u 9% ca 6unu B craauit Ha mySepreTro paseuTie no Tanep - II, III, IV u V, croTBETHO.
Cpensoro HuBo Ha LDL-C ce e noHwxkapano ceoTBeTHO ¢ 23,5%, 30,1% 1 39,3% npu npueM Ha
nUTaBacTaTuH 1, 2 ¥ 4 mg B cpaBHeHHeE ¢ 1,0% 3a rpynarta Ha ruauebo.

B 52-ceaMuuHO OTBOpEeHO npoyuBaHe 3a 6esonacHocT NK-104-4.02EU (n = 113, sxmounrenHo 87
MNALHEHTH OT 12-CeIMHUHOTO IU1aLeb0-KOHTPONIMPAHO NpoyuBaHe; 55 MbKe H 58 xkeHH) U nena U
IOHOIIIH HA BB3pacT (CHOTBETHO 2> 6 M <17 roauHM) ¢ BUCOKOPHCKOBA XHMEPJIMITHAEMHSA, Ca NIPHEMATIH
TIMTABACTATHH B IPOARDKEHHE Ha 52 ceaAMULM. BCHUKY NAUMEHTH ¢a 3aMOYHAIH JIEYeHHE ¢
MUTABACTATHH | Mg AHEBHO, KATO A03aTa MOXKE TIOCTENEHHO A € MOBHIIABaHa 0 2 mg ¥ 4 mg, 3a Aa
ce NMOCTHIHe onTHManHarta croiiHoct Ha LDL-C or <110 mg / dl (2,8 mmol /1) 813 ocHoBa Ha
crodiocTute Ha LDL-C npe3s ceamuna 4 u cenmuna 8. ITpu 3anousaHe Ha NPOYYBaHETO
npHOan3MTeNHo 37% o1 nauMeHTUTE ca 61K Ha BB3pacT 6 10 <10 roauHy ¥ npHOAM3UTENHO 22%,
11%, 12% 1 13% ca 6unu ¢asza I, ITI, IV ua Tanep u V, chorBeTHo. [To-ronsmara 4acT ot
nauedTyTe (n = 103) ca npuemManu 4 mg nuraBacTaTHH gHeBHO. CpeqHara cToliHocT Ha LDL-C e
O6wna noumwxkeHa ¢ 37,8% B xpaiiHara Touka B ceamulia 52. O6mo 47 nammentH (42,0%) ca
NOCTHIHAIM MUHMMAanHaTa TaprerHa ctoiHocT Ha LDL-C <130 mg / dl u 23 naiments (20,5%) ca
NOCTHrHaNK TaprerHara croiHoct Ha LDL-C or <110 mg / dl Ha 52-ta cepmuna. Hommwkenuero Ha
cpeaHara croiHocT Ha LDL-C B ceamuua 52 e 40,2% 3a naumenry = 6 xo <10-roauiuHa Bb3pacT (n =
42), 36,7% 3a naunenty = 10 no <16-roguuHa Bu3pact (n = 61) u 34,5% npu nalpeHTH Ha BH3PacT =
16 no <17 roguuu (n = 9). [TonbT HAMA KIMHHYHO 3Ha4YHM €(EKT BBPXY TepanuaTa. OCBEH TOBA,
cpenHaTa CTOMHOCT Ha O0LIMS XOJIeCTepOI ce € NOHIKMIA ¢ 29,5%, a cpenHaTa CTOMHOCT Ha
TPHIJIHLEPHAUTE Ce € MOHIKWIA Che 7,6% B Kpas Ha ceqMuLa 52.

IleanaTpuunuaT komuteT Ha Esponefickara areHuMs 1o JEKApcTBATA OT/1ara 3aJh/DKEHHETO CH J1a
noAaBa pe3yJITaTH OT MPOYYBaHHA ¢ peepeHTHHA NEKAPCTBEH NMPOLYKT, ChIbPHKAIl MHTABACTATHH
NnpH Aelia rnoj 6 roAuHH, KaKTO 4 NPH Aela OT BCHYKM BB3PacTH 32 JICYCHHE HA XOMO3HIOTHA tbammna
XHNEPXONECTEPOSICMHUS.

5.2 PapMaKOKHHEeTHYHH CBOiCTBA

Aﬁconﬁuﬂﬂ
[MuraBacTatul ce abcopbupa 61Lp30 OT FOPHHA OTAEN HA FACTPO-HHTECTHHAJIHHS TPaKT,




NOB/IMABA OT XpaHarTa. HenpoMeHeHOTO NiekapcTBO NPeThPNABa EHTEpPOXeNaTaleH HKBI H ce
peabcopbypa nowTH H3LLIO OT THHKOTO 4epBo (0T HeloHyMa U wieyMa). AGCOmoTHaTa
OGHOHANMHYHOCT HA NMTABACTATHH € 51%.

Pasnpenenenue

[THraBacTaTHH ce CBbp3Ba BLB BUCOKA CTENEH, OKOIO 99% ¢ razMeHHTe NPOTEHHH, NMPEIHMHO C
anOyMHH ¥ anda 1-kuces MUKONMPOTEHH, a CPeIHHAT 00eM Ha pasnpeaencHue € okosao 133 1.
[IuTaBacTaTHH CE€ NPEHACA Ype3 AKTHBEH TPAHCTIOPT B XEMATOLMTHTE, MACTOTO Ha HErOBOTO AEHCTRHE
H MeTabO/IM3BM, Ype3 MHOXECTBO YepHOAPOOHH TpaHcniopTepH, BkmouuTenHo OATPIBI u
OATPI1B3. AUC Ha nHTaBacTATHH B IUIA3MaTa € NPOMEH/IHBA C MPUOIH3IHTETHO 4-KPATHA PAA/THKA
MeX Ty HaH-BHCOKHTE H Hal-HHCKkHTe cToMHOCTH. [lpoyuBanna ¢ SLCO1B1 (renwT, koaupai
OATP1B1) npeanonarar, ye NONMHMOPdHIMBT HA TO3H M'eH MOXeE 13 O0SCHH PA3IMKHTE B
croifnoctuTe Ha AUC. IldTaBacTaTHH He € cyGCTpaT Ha p-TIIHKONPOTEHHA.

buorpancdopm

B nnasmata npeobnanapa MpeauMHO HETIPOMEHEH NMUTABAacTaTHH, OCHOBHHSAT MeTabo/IMT € HeaKTHBEH
JaKTOH, KOHTO ce 06pa3yBa OT NUTABACTATHH-TIIOKYPOHHIEH KOHIOMAT OT €CTePeH THII C YUACTHETO
Ha YAO-I'T (YAP1A3 u 2B7). In vitro npoyusanus (¢ 13 n3oeHsnma Ha CYP450) nokassar, ue
uuToxpom P450 ranse HesHaAYHTENHO BbpXy MeTabonu3ma Ha nuraBacTaTHH. CYP2C9 H3oeH3nM (H B
no-manxa crened CYP2C8 u3oeH3HM) yyacTea B MeTabonn3mMa Ha NHTARACTATHH K0 BTOPHYHH
MeTaboNnuTH.

Enumunupane
IIuTaBacTaTHH KATO HENMPOMEHEHO JIEKAPCTBO OBLP30 Ce EKCKPETHPA OT YepHHUA APod upes HIThUKATA,

HO NpeTHPNABE EHTEPOXENaTalnHa peuMpKynaums, OCHIypasaiiku aenrorpacH edekT. ITo-manko ot 5%
MUTABACTATHH Ce EKCKpeTHUpa Hpe3 6ubpenre. [LnazMenusaT My nonykuBoT Bapupa ot 5,7 uaca (npu
eIHOKpaTHa 7103a) Ao 8,9 yaca (MpH AOCTHIrHATO PABHOBECHO CHCTOSHHE), 4 MPHBHAHHUAT CpeieH
nepopaseH KnMupbHC € 43,4 1 / h cnen eaHoxpaTHa [03a.

KT OT XpaHara
MakcuMainHaTa rnnasMeHa KOHUCHTPALHA Ha ITMTABACTATHH MOXKE 1a € HamManeHa ¢ 43%, korarto ce
NpHEMa C XpaHa ¢ BUCOKO CbAbpKaHHE Ha Ma3HHHM, HO AUC ocTaBa HenmpoMeHeHa.

Cneyuguunu nonynayuu

Crapdecka Bp3pacT

DapMakOKHHETHYHO NPOYYBaHe, KOETO CpaBHaBa edeKTa BbPXY MIaay, 3Apasy J06pOBOILM ¥ TAKHBA
B CTApYecKa BB3pacT (= 65 roanHu), cou, ye AUC Ha nuTaBacTaTHH e 6Mia 1,3 mxT# no-BHCOKA NPH
A06poBONUMATE B CTApYecKa Bb3pacT. 1oBa 0Daue He € OKA3AIO BIHAHHE BLPXY 0€30nacHOCTTa WM
€(dHKaCHOCTTa Ha MHTABACTATHH ITPH MALMEHTH B CTAPYECKA BB3PACT NMPH KIHHHYHHTE IPOYYBAHHUA.

[lon

@apMakOKMHETHYHO NpPOYUYBAHE, KOCTO CPABHABA 3APABH MbXKE U )KeHH AOOPOBOJILIA € N0KA3AN0, He
AUC Ha nUTaBaCTATHH MpH eHH € Ona 1,6 NBTH NO-BHCOKA OT Ta3H HA MBXeTe. ToBa He € OKA3aN0
BIIHAHHE BLpXY 0€30NacCHOCTTa WIH e(pHKACHOCTTa Ha TTUTABACTATHH NMPH XKEHH B KNTHHHYHHTE
NpOoy4BaHuA.

Paca
Hama KIHHHYHO 3HAYHMMH PadIHKH BLB PapMAKOKHHETHYHKHA NpodUa Ha MHTABACTATHH ME
37ipaBH JOOPOBOJILIM OT A3HATCKATA W KABKA3KaTa paca, KOraro ce HMa MpeABHA Bh3pacTTa
TENECHOTO Tero. ~

[leavaTpuuna nomynauus
OrpaHnyeHH ca ¢papMakKOKHHETHYHHMTE NAHHH TIPH AcLA K IHOLIK. B npoyusanero

(Bx. TOuKa 5.1) orpaHuueHHs Opoit B3eTH KPLBHH NMPOOH NOKA3BAT J030-3aBHCHM cde



IUTa3MEHHKTE KOHLUIEHTPALKMK Ha NHTaBacTaTHH | uac cnea npuema. Ma n 1oxa3arencrso, ue
KOHLICHTPAlHATa HA NHTBACTATHH | 4ac ciej nipueMa ¢ B OOpaTHONPONOPLIMOHATHA 3ABHCHMOCT C
TENIECHOTO TEeIJ10 K 3aTOBA MOXE Aa Obie NO-BHCOKA NPH Ie1la, OTKONKOTO IMPH BL3PACTHHA.

brbpeuna HeAOCTATHYHOCT
[Tpn naunenTH ¢ ymepeHo 6u6peuHo 3a6onspane, kKakTo K NPH NaUHEHTH HA XeMOAHAIH3A

croitnocture Ha AUC ca 6unm no-BUcOokH cboTBeTHO 1,8 mbTH M 1,7 mbTi (BXK. TOuKa 4.2).

YepHoapoOHa HEJOCTATHYHOCT

ITpu nauMeHTH ¢ ieKa creneH Ha yepHoApobHO yepexaaHe ( Child-Pugh A) AUC e 61aa 1,6 nb! no-
BHCOKA OT Ta3H MNpH 3ApaBH KHAHBHAH, AOKATO NPYU NALMEHTH ¢ YMEPEHO YepHOAPOOHO YBpEKAaHE
(Child-Pugh B) AUC e 6mna 3,9 nx1u no-sucoka. Ilpenoprsypar ce NOHIKABAHE HA JO3ATA NPH
MAUHEHTH C 1EKO H YMepeHOo 4epHoApoOHO yBpexaaHe (BXK. Touka 4.2). IIutaBacTaTvH €
NPOTHBOMNOKA3aH MPH NALHEHTH ¢ TE&KKO YEPHOAPOOHO YBpPEXKAAHE.

5.3 Ilpeaknnnuqnn nannH 3a 6ezonacaocr

[IpeAKTHHMYHHTE AAHHHK HE Ca MOKA3AIH CNIELMAIeH PHCK NPH XOpa Bb3 OCHOBA HA CTAHAAPTHUTE
npoy4BaHHA 3a 5€30MacCHOCT BPXY OCHOBHHTE CUCTEMHM, ré HOTOKCHYHOCT, KAHLIEPOTEHEH NMOTEHIHA,
penpoayKTHBHA TOKCHYHOCT. [Toka3anus 3a 6b0peuHa TOKCHYHOCT ca HabnoaapaHt Ipu MafMyHH
NpH 1034, MHOTOKPATHO HAJBHINABALIHK JHEBHH 0034 OT 4 mg, MpHIAraHH NPy B3PacTHH XOpa, KAaTo
SJIHMHHHPAHETO Ha JIEKapCTBOTO ¢ YpHHATA NPH MaliMyHH € 6HI0 B MHOIO BHCOKR CTENEH 3aCThIIeHO,
B CPABHEHHE C JPYT'H XXHBOTHHCKH BHIOBE. [IpoyuBanus in vitro ¢ uepHoApOOHH MHKPO30MH COYAT,
ye TOBA MOXE J1a € B NpsAKa BPb3Ka CbC crnelHpHyHus metabonussM nmpu MaliMmynn. He ce npeanonara
HabmonasanuTe ediexTd BupXy 6p6peuiure npu MaliMyHH 1a UMaT NPAKO KNHHHYHO 3HAYEHHUE NPH
xoparta. BeposTHocTTa 00aue 3a nosABa Ha HeXKeNaHW peaklMH, CBbp3aHHd ¢ 6p6peLHTe HEe MOXKE Aa
6bae HAITBNHO H3KIIIOYEHA.

[INTaBacTATHH He OKa3Ba ePEKT BbPXY (PEPTHIHTETa WIM PENPOAYKLHATE H HAMa JIOKA3aTe/ICTBA 34
TepaToreHeH noreHuMan. [lpoyyeane npu msxose, obaue, coun 3a no3u or | mg/kg/nHeBHO 33
TOKCHYHH 38 Mahkara (0KOJIO 4 TETH NO-BHCOKHK OT MAKCHMAJTHaTa HEBHA 1032 TIPH XOpa), JOBENH 10
CMBPTHOCT N0 BPEME HA paXAaHE WIH MAIKO NMPEAM TOBa H CBIIPOBOAECHH CbC CMBPT Ha (eTyca WiH
HOBOPOAEHOTO. He ca npoeexaaHu npoyyBaHHA NPH MIAJH )KHBOTHH.

6. OAPMAIEBTHYHH JAHHH

6.1 CnHcLK HR NOMOIMHATE BEIECTBA

Aapo Ba TabieTKaTa
JlakT03a MOHOXHMApAT

YacTHyHO 3a8MecTeHa XHAPOKCHITPOITHIILIETY103a
Xunpomenosa (E 464)

Marheanes xuapokeua

Marse3ues cTeapar

O6BrBKA HA TAbaeTKATA
Xunpomenosa (2910)
Turanos auokcun (E 171)
Maxporon 400

6.2 HeCLBMECTHMOCTH

HenpHnoxuMmo

6.3 Cpox na roasocrt




3 roguHH

6.4 Chneunannm ycj10BHN HS ChXPRHEHHE

Jla ce chxpaHsBa B OpHIHHANHATA ONAKOBKA, 3& Aa CC NPE/NA3H OT CBETJIMHA.

6.5 DBuaaE cLABPKAEEE BA ONAKOBKATA
TabneTkure ce npenocrasasat B 6nucrepy oT KoMbuHMpano Alu-Alu donmo.
HanuuHu onakoBkH ot 7, 28, 30 Tabnerxu.

He BcuukH BHAOBE ONAKOBKH MOTraT na 6baaT nycHaTH B mpoaax0a.

6.6 Chennajinm npeaAna3s’HA MEPKH NPH H3XBLPJSHE H paboTa

Heun3non3saHuiT N1€KapcTBEH NMPOAYKT WIH OTNIaABLUHHTE MATEPUAIIA OT HEro TpAOBa na ce H3XBBLPNAT
B CHOTBETCTBHE C MECTHHTE H3HCKBAHMA.

7. IIPHTEXATEJI HA PASPEINIEHHETO 3A YIIOTPEBA
STADA Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

['epmanHuns

8. HOMEP(A) HA PASPENIEHHETO 3A YIIOTPEFA
JInnokanre 1 mg - Perucrpaumonen Ne 20200202

Jlunokante 2 mg - Peructpaunoned Ne 20200203
Jlunokante 4 mg - Perucrpawpiodes Ne 20200204

9. JATA HA ITbPBO PASPEIMIABAHE/MTIOAHOBSBAHE HA PASPEINEHHETO 3A
YIIOTPEBA

Hata Ha mepBo paspewarade: 20.10.2020

10. JATA HA AKTYAJIH3HPAHE HA TEKCTA

01/2025




