KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA

1. E HA JIEKAPCTBEHUS ITPOAYKT
1M . . l N3NBLIIHWTENHA ATEHUMA N0 NEKAPCTBAL.,

Aganop ITmoc 10 mg/10 mg punmupanu TabneTku | PAMKa XapaKmapuCHTIKa Ha NpOgYKME - Mpusoxenue ’_l
Avanor Plus 10 mg/10 mg film-coated tablets | Kbm Pz, Ne . 2’01’19 ( '( H / 45_
'P % 0 |
A3PELOHU g
Asanop [lmoc 20 mg/10 mg punmupanu TablieTku ’ I& 28 - 3 30 []] 7078
samamp ... L=
Avanor Plus 20 mg/10 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Aganop Ilmoc 10 mg/10 mg ¢puamupanu TabreTku
Besika ¢puimupana tabnerka cbabpika |0 mg atopBactaTus (atorvastatin) (KaTo aTopBacTaTHH KaJILIMH

Tpuxuapar [atorvastatin calcium trihydrate]) u 10 mg e3etumu0 (ezetimibe).

Asanop Ilatoc 20 mg/10 mg dunmupanu TabJIeTKH
Besika ¢punmupana tabnerka cbabpka 20 mg atopBactaTuH (atorvastatin) (KaTo aTopBacTaTHH KaJILMMH
Tpuxuapar [atorvastatin calcium trihydrate]) u 10 mg e3etumud (ezetimibe).

[ IToMOLIIHO BELIECTBO C U3BECTHO JACHCTBHUE
Besika punmupana tabnerka Asavop [lmoc 10 mg/10'mg cpabpika 2,74 mg akrosa.
Beska ¢punmupana tabnerka Asanop [lmoc 20 mg/10 mg cuabvpka 3,76 mg nakrosa.

3a MbJIHUA CMTUCHK HA MOMOILHUTE BEILECTBA BUXKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

duamupana Tadserka

Asanop Ilmoc 10 mg/10 mg duamupanu TablieTku
benu, kpbriu, 1BOHHOU3NMbKHANH (UIMHPAaHHU TAONETKH C JAHaMeThp NpHOIU3KUTEHO 8,1 mm

Aanop ILmoc 20 mg/10 mg duamupanu Tabnerku
benu, enuncoBuIHK, ABOHHOU3ITbKHAIH (PUIMUpPaHHU TAONETKH C pa3zmepu npudausurento 11,6 x

7.1 mm

4. KJIMHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHHA

XHUIEePX0ecTeEPOIeMHS

Asanop I1110¢ € nokasaH KaTo J0MbJIHUTEIHA TEPArius KbM JIMETATa MPH Bb3PACTHH C IMbPBHYHA
(XeTepo3uroTHa U XOMO3UroTHa haMuiiHa U He(paMHJIHA) XUITEPXOJIECTEPOJIEMHS HIIH CMECeHa
XUTEPJIUITH/IEMHs, KOATO Beye € KOHTPOJMpaHa ¢ aTOpBaCTaTHH M €3€THMHO, NpHJiaraHu
€/IHOBPEMEHHO B ChLIMTE J03H, HO KATO OTAEJIHH NPOAYKTH.

[IpodmnakTHka Ha CbPAECYHO-CHAOBH UHIIW/IEHTH
Asanop [ln1oc e nokasaH KaTo 3aMeCTUTE/IHA Teparus MPH Bb3PacTHH MaLMEHTH C H
Ha cbpueTo (MbC) u anamuesa 3a ocTbp KopoHapeH cuHipoM (OKC), kouTo npuem
aTOPBACTATHH U €3€THUMHO B CHLUUTE J03H.
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4.2 [lo3upoBKa B HAYHH HA NPRJICKEHHE

JlosupoBka
[Tpenopbuutennara nos3a AsaHop Ilmoc e 1 TabneTka nHeBHo.

MakcHManHaTa npenopbhYrTeHa Jo3a atopBacTaTii/e3eTuMHO € 80 mg/10 mg aHeBHO.
MauueHTHT TPAGBA fa € Ha NOAXOAALLA AHETA 33 NOHIKABAHE Ha IMNUAWTE W TPAOBA Aa MPOIBIIKH
Ta3H JIKETa N0 BpeME Ha JieueHueTo ¢ AsaHop [Luoc.

ApaHop ILnoc He e mogxoasul 3a MbPBOHAYA/IHA Tepanusl. 3aNO4BAHETO HA IEUCHHETO HIH
KOpPHIHPAHEeTO Ha 103aTa, aKo € HeobXxonuMo, TpabBa Na ce H3BLPLUBA CAMO C MOHOKOMIIOHEHTHTE H
criefl OnpeaeAHe Ha NOAXOMALLIHMTE A03H € Bb3MOXHO MPEMHHABAHETO KbM KOMOHHaLIMA ¢ (pukcHpaHa
1032 ¢ NOAXO0AA11la KOHUCHTPALHA Ha aKTHBHUTE BELLIECTBA.

Cmapuecxa év3pacm
He ce Hajara KOpeKLMA Ha 103aTa NPH MALKEHTH B CTapUecka Bb3pacT (BXK. Touka 5.2).

Ileduampuuna nonynayus
Be3onachocTTa M erKacHocTTa Ha ABaHop [Liioc npu fena H IOHOLIH He € yCTaHOBeHa. JIuncear

AAaHHH.

IHayuenmu ¢ wepHoopobHO yépesxcoane
Asanop [Tnioc He ce npenopbuBa MPH NAUHEHTH C YMEPEHO WIH TEXKKO qepﬂo,upoﬁﬂo YBPEXAaHe
(Child Pugh >7, Bx. Touku 4.4 1 5.2). Apanop ILtioc € npoTHBONOKa3aH NPH NALMEHTH C AKTHBHO

yepHoApoOHO 3abonsBane (BK. TouKa 4.3).

Hayuenmu ¢ 6vbpeuno yspeocoane
He ce nanara kopekiys Ha J03aTa [IpH NauueHTH ¢ 6s0pedno yBpexaaHe (BXK. To4ka 5.2).

Eonospemento npunoicenue cbC CeKeeCmpann Ha HCIbHHUMe KUCeaunu
[TpuembT Ha ApaHop [atoc TpaGBa na cTasa HaK > 2 yaca npean, WK > 4 yaca cnej npUeMa Ha
CEKBECTPAHT HA XKIBYHHUTE KHCEJIHHH.

Eonoepemenno npuroxcenue ¢ opyeu aexapcmea |

[Mpy nauueHTH, NpHEMAIIY eJHOBPEMEHHO ¢ ATOPBACTATHH AHTUBUPYCHH CPEACTBA 32 JIEYEHHE Ha
xenaTuT C enbacBUp/rpa3onpeBHp WIH JIETEPMOBUP 32 NpodHNaKTHKA HA LHTOMETaJIOBUPYCHA
HHGBEKLMA, A03aTA Ha ATOPBacTaTHH He TpAOBa Aa HaasHuapa 20 mg/neH (BX. ToukH 4.4 u 4.5).

YnorpeGata Ha ABaHop [1nioc He ce npenopbusa NpH NALUKHEHTH, MPHEMalLH JIETEPMOBHP, NMPHJaraH
€IHOBPEMEHHO C LIMKJIOCTIOPHH (B. TOUKH 4.4 1 4.5).

HaunH Ha OpUIOKEHHE
Aganop Intoc e 3a nepopanHo npwioxkenune. TabneTkara TpadBa aa ce norabuia ¢ NOCTAaTBYHO

KOJIUYECTBO TEHHOCT (Hanp. €Ha yaiila BOAa).
Apanop [T1roc MOsKE J1a ¢ npuiara Kato €IMHH4YHA 103a N0 BCIKO BpeMe Ha JieHd (HO € 3a
NpeANOYHTAHE Aa € BHHATH 110 €HO M CBILUO BPEME Ha [IeHs), CbC uim Oe3 XpaHa.

4.3 IIpornBonokazaHHS

CBpBXUYBCTBHTEIHOCT KbM aKTHBHHTE BEILECTBA HJIH KbM HAKOS OT NOMOLIHHTE BEUICCTBA,
n36poeHu B TouKa 6.1.

TepanusTa ¢ ABaHop [Inioc e npoTuBonokasaxa no BpeMe Ha OPEMEHHOCT H KbPMEHE,
[IETEPOACH MOTEHUHAN, KOUTO HE M3MO0J3BaT NOAXOAALIH KOHTPAUCTTTHBHH MEPKH (B

Asanop [Tn10¢ € NpoTHBONOKA3aH NpH MALIMEHTH ¢ aKTHBHO YEpHOAPOOHO 3abonABagge
HeOOACHUMO NEPCUCTHPALLO NMOKAaYBAHE Ha CEPYMHMTE TPaHCAMHHA3H, NpeBHILIABALL
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rpanyua Ha HopMara (I'TH) v npy nauuenTH, JieKyBaHH ¢ aHTHBHPYCHH CPEACTBA 32 JIeYeHHE Ha
xenatut C - rinekanpeBup/ nUOpEeHTaCBHP.

4.4 Cnenuannn NpelyNpexICHHS H NPEANAIHA MEPKH NPH ynoTpeda

Muonatus/pabgoMuonu3a
B nocTMapKeTHHIOB OINUT ¢ €3¢TUMUO ca JOKIAABAHM CIY4Haud HA MHOMNATHA ¥ pabaoMHonu3sa.

[ToBeyeTo NALIHEHTH, KOKTO Ca pa3BWIH pabaoOMUONH3E, Ca NPHEMaNIH CTATHH €IHOBPEMEHHO ¢
e3eTHMHO. PaGaomMHonusa ofaue e qoKknaaBaHa MHOTO PAAKO NPY MOHOTEPAINKA C €3€TUMHO U MHOTO
pAIKo npy no0aBsHE Ha €3€TUMHMO KbM JpYrH NMPOAYKTH, 33 KOUTO € H3BECTHO, Y€ MOBULIABAT PHCKA
OT pabaOMHONK3A.

ATtopBacraTuH, kaTo Apyra uHxuoutTopu Ha HMG-CoA penykrasara, B peIKH ClTy4aHn MOXKE 14
33CErHE CKEJIETHUTE MYCKYJIM H a NMPUYHHH MHAJIFAA, MHO3HT K MHOTIATHA, KOSTO MOXeE Aa
porpecupa g0 pabIoMHONN3a, MOTCHIHAIHO XKHUBOTO3aCTPALABANIO CECTOAHHUE, XapaKTEPH3HPALLIO
ce ChC 3HAUMTEIHO MOBHIABaHe Ha HUBaTa Ha KpeatuHpochokuHaszata (KOK) (> 10 netn [TH),
MHOTTOOMHEMHS U MHOTIOOHHYPHA, KOATO MOXe Aa aoseae A0 6s6peyHa HepocTaThYHOCT. MHOIO
PAIKO ce choOlIaBa 3a UMyHO-MeANHpaHa HekpoTusupawa Muonatus (MMHM) no sBpeme wiu cnen
JiIeYeHHe CbC CTAaTHHM, BIUTIIOUUTENHO aTopBacTaTHH. UMHM ce xapakrepnsnpa KIMHHYHO €
NPOKCHMAJIHA MYCKYJTHa CJIa0OCT M MOBUIIEHA CEPYMHA KPEaTHHKHHA34, KOMTO MEPCHCTUPAT BLIIPEKH
NPeKPaTIBaHETO Ha JIEYEHHETO ChC CTATHHH.

B naxonko cnyvas ce cro01aBa, e CTaTHHHTE HHAYLHPAT de novo WK BIOLIABAT BEUE
ChIIIECTBYBAIa MHACTEHHS TPaBUC MIH OYHA MMAacTeHHUA (BiK. TouKa 4.8). [IpunoxeHuero Ha ABaHop
[Tmoc TpaGea na ce cnpe B ciy4all Ha BJOIIaBaHe Ha CHMIITOMHUTE. UMa choOleHys 3a pellHaHB fpH
(MOBTOPHO) NMPUJIATAHE HA CHUIMA WIH pa3/iM4EH CTATHH.

IIpeou navanomo na nevenuemo

Apanop Ilmtoc Tpabpa ga ce npeanvcea ¢ NOBHILIEHO BHUMAHHE NPH HDALHEHTH ¢ NPEeApa3noiaraiu
dakTopu kbM padaomuonuza. Husoro Ha KOK Tpsadea na 6vae M3MEpeHO nNpeay HA4YajioTO HA
NeYEeHHUETO B CeAHHUTE CHTYaLUH:

. 6p6peuno yBpexaaHe,

. XUTIOTHPEOUIHUSBM,

. MHAMBHAYANHA WIK (paMWJIHA aHAMHE3a 338 HACNEeACTBEHW MYCKYJIHH HapylICHUS,

. NnpeaxoKaallla aHaMHE3a 32 MYCKYJIHA TOKCHYHOCT NIPH H3MOJI3BAHETO HA CTaTHH WM (pHOpar,

. npeaxomKaalla aHaMHe3a Ha 4€pHOApoOHO 3a00aBaHe W/WIM KOraTo c€ KOHCYMHpaT
3HAUMTETHH KOJIHYECTBA aJIKOXO/I, |

. B CTapyecKa Bb3pacT (BB3pact > 70 roanHu), HEOOX0AMMOCTTa OT TAKMB2 MEPKH TpAOBa Aa ce
0OMHCIIM B 3aBUCHMOCT OT HAJIMYMETO Ha APYTH Npeapasnoiaramy Gakropu 3a pabaoMuonusa,

. CHTYaLMM, IPH KOUTO MOXKE N1a Bh3HHKHE TIOBHINABAHE Ha NJIA3MEHUTE HHUBA, KaTO

B3aMMOAeHCTBHA (BXK. TOUKa 4.5) U CrIELHATTHY MONYJI&LWH, BKIIOYHUTEIHO NEHETHYHHY
cybnonynauum {BxK. ToUka 5.2).

n]’JH TAKHBA CUTYALMH, PUCKET OT MPOBCKIAHE HA JICYHCHHUC TpﬂﬁBa Aa Ce ofieHABa CnpaAMO OYakBaHaTta
1oJ134, KaTO CC npenopbriba KAIHHHYHO IPOCIICAABAHE,

Ako croitHocTHTe Ha KDK ca 3HaynTenHo nosuiieHy B Havanoto (> 5 netu I'TH), He TpsbBa na ce
3aM10YBa JICYCHHE.

Onpeodennne nHa kpeamungocghoxunazama
Kpearundochoxkunasara (KOK) ve Tpabea na ce onpeaens cnel Teskkd GU3IHYECKH HATOBAPBAHHA
HJIM [IpY HAJTUYHETO Ha ApYTU NMPUYUHY 3a nopuieHue HAa KOK, Thit karo B Te3u cinyuan
MHTEPNPETALMATA Ha YCTAHOBEHHTE CTOHHOCTH € 3aTPYAHEHA. AKO H3XOAHHTE CTONHZRTH, HAaqKHPIRNgS
3HAYKMTETHO NoBHIIEHH (> 5 nbTH ITH), onpeaensHeTo Ha CTOMHOCTUTE clieaBa AFB AR e '
paMKMTE Ha 5 00 7 IHH MO-KbCHO 3a NOTBBLPIKASHHUE HA MOTYYEHHUTE pe3yTaTH.
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Ilo epeme na nevenuemo
. [Taumenrure TpaOBa Na 6bAAT yBEJOMEHH, Ye € HeobxoanuMo He3abaBHO Aa ¢hoOLLABaT 32

fonka B MyCKYJINTE, KpaMITi wiu c1abocT, 0cob€HO aKko ca MPHIAPYKEHU OT Hepa3ooKECHHE
WIH BHCOKa TEMIEPATYpa, WK aKO MYCKYJIHUTE NPH3HALK H CHMIITOMH NEPCHCTHPAT ClieA
ipeKpaTiBaHe mpueMa Ha Asarop ILmnoc.

. AKO Mo BpeMe Ha JIeHEHHE Ha NAaUUeHT ¢ ApaHop ILIoC ce MOABAT TAKHBA CUMITTOMH, HETOBHTE
nusa Ha KOK tpabea na 6baar usMepeHH. AKO ce YCTAHOBH, Y€ T€3H HHBA Ca 3HAYHTEIIHO
nosuiteHy (> 5 meTi [ TH), neuennero Tpadea ga ObJe NMpeEKpaTEHO.

. AKO MYCKYJTHUTE CHMITOMH Ca TEXKH M NMPHYHHABAT €KEAHEBHO AHCKOMDOPT, AOPHU H
ctoiiHocTuTe Ha K®K na ca 3aBuinenu no < 5 metu [TH, TpsabBa aa ce oOmucnun npekparssase
HA JICUCHUETO.

¢ [Tpu n3ue3BaHe Ha CUMIITOMHTE H HOpManH3upaHe Ha croiiHocTuTe Ha KDK, Moke na ce

3aroYHe OTHOBO JieueHHe ¢ ABaHop I1ntoc wnm ¢ Apyr nekapcTBEH NPOAYKT, KOHTO ChAbLPKa
CTATHH, KaTO Ce 3ano4He ¢ Hal-HUCKATa 034 H MPK CTPUKTHO NPOCICAABAHE.

. Jleuenunero ¢ ABanop Ilmoc TpabBa na ce npeycTaHOBH, aKO C€ MOABH KIHHUYHO 3HAYHMO
nopuaBaue Ha croitHocTHTE HAa KOK (> 10 memv I'TH) snm ako ce auarHoctHuMpa win

noao3dpa pabaoMHONHK3A.

Eonoepemenna mepanus ¢ Opy2u npooykmu .
IMopasn HATHUHETO HA ATOPBACTATHUH KATO KOMNOHEHT Ha ABaHop [1i0¢, pUCKBLT OT pabIOMHONH3A €

[MOBHIUEH, KOrATO ATOPBACTATHH CE MPUNara €AHOBPEMEHHO C ONPE/IENICHH JIEKaPCTBEHH NMPOAYKTH,
KOHTO MOKE Aa MOBHIUAT MIa3MEHATa KOHUEHTPALMs Ha aTOPBAaCTaTHH, KaTo MOLUHH HHXUOHMTOPH Ha
CYP3A4 nnu TpaHCnOpTHH NPOTEHHH (HAMP. BHKJIOCTIOPHH, TETHTPOMHLIMH, KIapUTPOMHIIMH,
nenaBUPARH, CTHPHIIEHTON, KETOKOHA30/1, BOPHKOHA30J1, HTPAKOHA30J1, NO3aKOHAa30J1, N1eTEPMOBHP H
onpeaenetd HIV nporeaznn nHXUOUTOPH, BRIIOUATENHO PUTOHABHUD, J1I0NHHABKP, aTa3aHaBHP,
WHIMHABHD, JapyHABHP, THNPAHABHP/PUTOHABHP W APYTH). PUCKLT OT MHONATHA ChLIO MOXeE 1a ObAe
NOBHLIEH NPH eAHOBpeMeHHaTa ynotpeba ¢ reMmpuOpo3un H Apyry Npo3BoAHH Ha pubpHHOBaTA
KHCE/IHHA, aHTHBUPYCHH cpeJcTBa 3a ieuenue Ha xenatut C (HCV) (Hanp. Gouenpesup, Tenanpeeup,
enbacsup/rpazonpeBup, neaunaceup/codocbyBup), epUTPOMHLIMH, HUALIMH HIH €3¢THMHD. Ako e
BB3IMOXHO, TPaOBa Ja ce OOMUCIIAT AITePHATHBHK (HEB3aHMOJICHCTRALIW) TEPANHKH BMECTO TE3H

NIEKapPCTBEHH MPOAYKTH.

B cnyuaute, KOrato e JHOBPEMEHHOTO NPUIMKEHHE Ha Te3H JIEKAPCTBEHH NPoAYKTH ¢ ABaHop Ilmioc e
HAJIOKHTENTHO, MON3AaTa H PHUCKBT OT €IHOBPEMEHHO JiedueHHe TpAOBa BHUMATENHO Aa c€ 0OOMHCIIH.
Korato naLMeHTH NpHEMAT JIeKapCTBEHU NPOLYKTH, KOMTO MMOBHMIIABAT MNa3MeHaTa KOHLUEHTpALHs Ha

aTOPBACTATHH, CE MPETIOPHUBA MO-HUCKE MAKCHManHa ao3a AsaHop Ilmioc. B ronenHeHue, B ciryyan
na mowHH CYP3 A4 naxubutopu, no-HHCKaTa HavaiHa fo3a Ha AsaHop ILmoc Tpabsa na ce odbmMucau

M ce MPEenopbYBa MOAXOAAMO KITMHHYHO NPOCTIEAsBaHE HA Te3H MALMEHTH (BX. TOUKa 4.5).

AaHop ILmoc He Tpa0Ba J1a ce npunara eAHOBPEMEHHO ¢ QY3UAOBA KHCEIHHA 38 CHCTEMHO
NPHAOKEHHE WIH B pAMKMTE Ha 7 IHH Cliell NPEYCTAHOBABAHE HA NEUCHHETO ¢ (Py3NI0BA KHCEIIHHA.
[Mpy nauneHTH, NPH KOUTO CHCTEMHaTa ynoTpeba Ha Gy3HIOBa KHCENHHA € KpaiHO HeoOXoauma,
NIEYEHHETO ChC CTATUH TPAOBa N1a ce NPeYCTAHOBH MO BpeMe Ha JICYEHHETO ¢ Py3ua0Ba KHCEIHHA.
Mpu nauneHTH, npueMaly (py3uaoBa KHCENHHA U CTATHHH B KOMOHMHALMS, ¢a ¢HOOLaBAHH CITy4aH Ha
pabaoMHONN3a (BKJIIOYHTETHO HAKOM ¢ (aTaneH u3xon) (Bxk. Touka 4.5). Iaunexrrte Tpadsa na
6bAAT NOCHBETBAHM He3a0aBHO A2 NOTHPCAT MEAHLIMHCKA MOMOILLL, aKO U3NUTAT HAKAKBH CHMITTOMH
Ha MYCKYJIHA ¢iabocT, 60sKa B MyCKYNUTE WIH O0ONE3HEHOCT Ha MYCKYJINTE,

-JleueHHETO ChC CTATHH MOXe Aa b€ BB3CTAHOBEHO CEIEM JIHH Clie]l MocNeqHaTa 103a Ha Py3HI0Ba
KHCEJIMHA.

B penku ciiyuan, KOraTo ce Hanara npoJb/DKHTENHAa CHCTEMHa ynoTpeba Ha §y3unoBa KYCeAUHS

Harnp. 3a Ie4eHNE Ha TeXKH HHPEKLMH, HEOBXOAMMOCTTa OT eAHOBPEMEHHO MPUIICHSETIRNR R
[Lmoc U ¢y3snaoBa KuceauHa TpabBa na ce OOMHCIIH 38 BCEKH KOHKPETEH CITyHaH Qe e 2
CTPHKTHO N1IEKAPCKO HabMIOAEHHE. | __A_S , % \\
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YepHoapoObHH €H3IUMH
[Tpy KOHTPONMpAHK U3NHTBAHHA 38 KOMOMHHpaHa TepanuA NPH NALHEHTH, NMONTYYaBalld €3€THMHO H
CTaTHH, € 6110 HabN0AaBaHO NOCNEABALLO IOBUILIABAHE HA CTOHMHOCTHTE HA TPaHCAMHHA3HTE

(> 3 I'TH) (Bx. TOuka 4.8).

[Ipeay 3anoyYBaHe HAa NEYEHHETO H TIEPHOAHYHO CJie] TOBA TPAOBA 12 Ce NMpaBAT H3CIEABAHHA Ha
yepHoApoOHaTa ¢pyHKuMA. [1py nauueHTH, KOUTO Pa3BHAT HAKAKBH NMPH3HALM HIH CHMITTOMH,
npearnonaraiy yBpexaase Ha uepHua apob, Tpabea aa ce nposeaar yepHoApoOSHH GyHKUHOHANHH
TecToe. [lauMeHTH, NPH KOKTO C€ TIOBHILABAT CTOMHOCTUTE Ha TpaHcaMHHasuTe Tpsbsa aa Obaar
npocneABaHK A0 W34YE3BaHe HAa OTKIOHEHHETO (OTKIIOHEHHATA). B ciyyaid, yue MOBHIIABAHETO HA
TpaHcamuHazute Haa 3 meTH ['TH nepeuctupa, ce npenopbhusa HamangBaHe Ha 03aTa HIH

npekparasade Ha AsaHop [lnroc.

Asnanop [Tmoc TpabBa aa ce U3MO3Ba C NOBHIIEHO BHUMAHHE TMIPH MaLUMEHTH, KOUTO KORCYMHPAT
3HAYMTENHH KOJHYECTBA ATKOXO0J H/MJIH HMAT NPEIXoxXaallo yepHoapobHo zabonasane.

YepHoapobHa HEAOCTATHLYHOCT |
AsaHop [imoc He ¢ce NpenopbyBa NPy NALMEHTH C YMEPEeHa HIH TexXKa 4epHOApoOHa

HEJ0CTAaThYHOCT, MOPAaAH HEH3BECTHH eEKTH OT MOBUILIEHATAa EKCIO3MLIMA Ha €3€THMHUO (BiK.
TOuKa 5.2).

Dudbpartn
BesonacHocTra ¥ epyKacHOCTTA Ha e3eTUMUO, NPUIToKEeH €THOBPEMEHHO ¢ HUDpATH, HE Ca
ycTaHoBeHH. [To TasH NpHUHHA HE Ce NpETopBLYBa €AHOBPEMEHHO TIpUnoxeHue ¢ AsaHop [lmoc (Bx.

TOouKa 4.5).

Lnxa0cnopuy

Heo6xoamuMo e MoBHILIEHO BHUMAHHE NPH 3anouBaHe Ha nedyeHue ¢ AsaHop [Lnioc, ako Beve € HanHue
Tepanus ¢ uMKinocnopHH. KoHueHTpauuuTe Ha HMKiIocnopuH Tpabea na Obaar npociieAdBaHH NpH
naluueHTH, npueManii Asanop [Inroc ¥ uuknocnopuH (BXK. Touka 4.5).

AHTHKOAryJ1aHTH
Ako Aanop ITmoc ce npubasu kbM BapdapyH, APYT KyMAPHHOB AHTHKOATYJIAHT HIH (PITYHHIHOH,

MEXIyHApPOAHOTO HOpMaTU3NpaHo choTHoweHne (INR) TpaGea qa 6be KOHTpOAMpPAHO MO MOAXONALL
HauHH (BXK. To4Ka 4.5).

[IpeBeHLMA HA MHCYJIT YPE3 arpecHMBHO HaMansBaHe HHBATa Ha XonecTepona (Stroke Prevention by
Aggressive Reduction in Cholesterol Levels, SPARCL)

[Tpu post-hoc aHann3 Ha NOABUAOBE HA MHCYNT NPH NauHeHTH 63 HexeMH4Ha DONIECT Ha ChPLETO
(MBC), xoHTO Ca MMali CKOPOIEH HHCYIIT WK NpPeXoHa HCXEMHWYHA aTaKa, YeCTOTaTa Ha
XeMOoparuyeH HHCYJIT PH NalUHEHTH, 3alI04HAJIH JIe4YeHHUe ¢ aTropBacTaTHH 80 mg e no-BUCOKA B
cpaBHeHHe ¢ Te3u Ha manebo. [lopuiueH puck ¢ orbensasaH NpeaHMHO NMPH MALUKEHTH C [IPEAXOACH
XE€MOparuuen WHCYJIT WK NaKyHapeH HHQapKT NpH BKIKOUYBaHe B Mpoy4saHeTo. [Ipn naumeHTH ¢
NpeAXOAECH XeMOPArHueH WHCYNT WK NaKyHapeH HHPapKT, 6anaHChT MEKIY PHCKOBETE H MOIIUTE OT
atopBacTaTuH 80 mg € HECHTypeH, U NOTEHUHATTHHAT PHCK OT XeMoparuueH HHCYAT TpaOBa
BHHMATEJIHO Aa ce 0OMHCIIH NPeAM 3ano4YBaHe Ha JeHeHHeTO (BXK. TOuKa 3.1).

HWHrepcTuunanta 6enoapobHa bonect
W3KmounTeNHo peaKH Cydal Ha HHTepcTHUHaNnHa 6enoapobHa bosiecT ca ChOOLLUEHH ¢ HAKOH

CTATUHH, 0CODEHO NPH NPOABLILKHTENHO JieueHue (Bxk. Touka 4.8). Hauanuure cumirromu Morar aa
BKJIIOUBAT AKCIIHEA, HENPOAYKTHBHA KalILUTMLA K BJIOILIABAHE HA OOLIOTO 3APaBOC/IOBHO CLEFOS
(ymopa, 3aryba Ha TEr/10 M BUCOKa TemnepaTypa). AKO KMa CbMHEHHS, Y€ NMaLUNEHTb T4
MHTEpCcTHLMATHA DenoapobHa Gonect, nedeHneTo cbe cTaTiHU TpabBa na 6vae np ;,/
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3axapeH auader

Hsikon AaHHM npeanonarar, 4e CTaTHHUTE KaTo KJac, MOBHIIABAT KPbBHATA 3aXap ¥ NPH HAKOH
NalMeHTH ¢ BUCOK PHUCK OT pa3BUTHE HA nuaber Morat aa A0BEAAT A0 HHBO Ha XHNEPIIHKEMHUS, NPH
KOETO € NMoKa3aHa MoAXoAslla rpuxka 3a auadera.

Tosu prck obaye ce KOMNEHCHPA OT MOHWKABAHETO HA CHAOBHS PHCK ChC CTATHHH U CNIEAOBATENHO
He TpaGBa na Obae NPHYKHA 32 NPeyCTaHOBABAHE HA JICHEHHETO ChC CTATHH, IlallMeHTHTE C pHUCK
(rAK0KO03a Ha raaHo 5,6 1o 6,9 mmol/l, uraekc Ha TenecHa maca (MTM) > 30 kg/m?, noeuiieHu
TPHIIKLEPHIH, XHNEPTOHHA) TPOBa 1a 6bAaT KIMHHYHO H OHOXHMUYHO NMPOCNEASBAHH CHIIIACHO

HaLUHOHAJIHHTE MIPENOPHKH.

Asanop ILawc cbABLpKa TAKTO34
[TaLMeHTH ¢ peaky HacneacTaeny MpobIeMH Ha HEMOHOCHMOCT KbM rajiakro3a, N'bJICH JJAKTa3¢H

AeHLMT WM rIOK030-ranakTo3Ha ManabcopOuus He TpaOBa na npHeMaT TOBA NeKapcTBO,

Apanop ILioc chabpika HATPHIH
Tora nekapcTBO ChabpKa No-Manko oT 1 mmol Hatpuit (23 mg) Ha dunmupaHa TabneTka, T.€. MOXKe
J1a C€ KaXKe, Y€ NMPAKTH4ECKH HE ChABPHKA HATPHUHA.

4.5 B3aumogelcTBHE C APYIH JeKAPCTBEHH RPOIYKTH H APYrH OPMH HA BIAHMOACHCTEHE

PapmMakoAMHAMHYHH B3aHMOREHCTBHA

MHOXeCTBO MEXaHXW3MH MOTaT a AONPHHECAT 3a NOTEHUMANTHH B3auMoaeicTeua ¢ HMG-CoA
pENYKTA3HH HHXHOUTOPH. JIeKapCTBEHH WM PACTHTENHH NPOLYKTH, KOHTO HHXHOHpAT
MeTabOJMTHUTE MbTHLIA Ha onpeaeneHH eH3uMu (Hanp. CYP3A4) w/vunu tpancnoprepu (Hanp.
OATPIB) Morat Aa moBHLLIAT NMJA3MEHUTE KOHUEHTPALMH Ha ATOPBACTATHH H MOraT Ja JOBEJAT A0
NOBHLLIEH PHCK OT MHONaTusa/pabaomMuonmsa.

Koucyarupaiite ce ¢ npoayxkrosata HHpOpMalL KA HA BCHYKH ¢/IHOBPEMEHHO IPHEMAHH
JEKAPCTBA, 32 12 NOJAYYHTE J0NLJIHHTEIHA HHPOPMALHA 32 TEXHHTE BLIMOXKHH
B3AHMO/1eHiCTBHA ¢ ATOPBACTATHH H/HJIH 32 BEPOSTHOCTTA 32 NPOMEHH HA eH3HMA WIH
TPAHCNOPTEPA, H Bb3MOKHO KOPHIHpaHe Ha J032Ta HJIH CXEMATA HA NpPRJATAHE.

DapMaKOKMHETHYHH B3aUMOAECHCTBHS
He ca HabmonasaHy KIHHWYHO 3HA4YUMH (GapMaKOKUHETHYHH B3aUMOAEHCTBHA NPH €JHOBPEMEHHO

MNPpRIOKCHHC Ha E3BTHMH6 C aTOpPBACTATHH.

EdekTH Ha ApYrH JekapcTBEHH NPOAYKTH BbpXY ABaHop Ilnioc

Ezemumut
Aumuayuou: eNHOBPEMEHHOTO NPWIMKEHHE HA aHTHALIMAH HAMAJIABA CKOPOCTTA HA abcopbina Ha

e3eTUMHO, HO HAMA e(dekT BbpXy OMOHATHYHOCTTA Ha e3¢THMHO. Ta3sn HaManeHa CKOpoOCT Ha
abcopOiis He ce CuMTa 3a KIWHHYHO 3HAUMMa.

Xonecmupamun. eIHOBPEMEHHOTO MPUIIOKEHHE HA XONECTHPAMHH HaMaJlsiBa CpeaHaTa 1oLl Moz
kpuBaTa (Area Under the Curve, AUC) Ha o6wuma ezeTumu6 (e3eTHMHO + €3¢THMHUO IIOKYPOHHA) 10
npubausurento 55%. MocrenenHoTo noHuxeHne Ha LDL-C B pesyarat Ha 100aBsAHETO Ha €3¢THMHO
KbM XOJIECTHpPaMUH MOXke Aa Ob/ie HaMaJleHO MOpaaH TOBa B3aUMOACHCTBHE (BXK. ToUKa 4.2).

Luxrocnopun: npy npoyuBaHe ¢ 8 NauHeHTH ciel ObOpeyHa TPaHCIVIAHTAUHUA ¢ KPEaTHHHHOB
kaupbHC 0T >50 ml/min npu crabnoHa A03a Ha LMKIIOCNOPHH, €AHOKpaTHa fo3a oT 10 mg e3eTumMHD ¢
nosena 1o 3,4-kpatHo (anana3oH: 2,3- no 7,9-kpatHo) yBenudeHue Ha cpeanata AUC 3a 00 |
€3eTHMHO B CpaBHEHME C IpynaTa Ha 3paBaTa KOHTPO/IHa NOMyJialKs, NOy4aBanH ca WWO

oT apyro npoyusaHe (n=17). B apyro npoyuBaxe npu naiueHT ¢ 660peuna TpaHcmia
cTeneH Ha ObOpeyHa HEAOCTATBUHOCT, KOUTO € NpUeMall ¢ LIMIUTOCITIOPHH H MHOXKECT
NEKapCTBEHH NMPOAYKTH, € IEMOHCTpUpaHa 12-NbTH NO-rossMa eKCno3HuMs Ha oLl
CPaBHEHHE C KOHTPOJIM, NONyUaBanu camo e3eTuMub. B eaHo ABynepHoaAHYHO KpbeTUCHHY &
npu 12 3apaBH yyaCTHHLHM, IpUNOKeHKHeTO HA 20 mg AHEBHO €3¢THMHD B NpoabIKe e‘%a
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eJHOKpaTHa Ao3a oT 100 mg LMKIOCNOpHH Ha ceamu AeH, € A0BERO 10 He3HauuTenHo 15%
yeenandyeHrne Ha AUC 3a uuknocniopuH (B rpaHiusdTe ot 10% namanspade no 51% yBenu4aBane), B
cpaBHeHHe ¢ eAHOKpaTHa 1032 oT |00 mg LUMKNOCIOPHH NPHIICKEH CAMOCTOATENHO. KOHTPONHpaHo
Mpoy4YBaHe BbpXY e(eKTa OT €AHOBPEMEHHOTO NPUAMKEHHE HA €3€TUMHO W LIHKIOCNOPHH NpH
nauueHTH ¢ 60peuHa TPaHCIUIAHTALMA Ha IeYeHHE ¢ LMKJIOCTIOPHH He € npoBexaaHo. Heobxoaumo e
NOBHILICHO BHUMAaHHE NPH 3ario4YBaHe Ha JieueHHe ¢ AsaHop [1nioc, koraTo Beue € HaJHile Tepamnus ¢
uuknocnopuH. KoHueHTpauMHTE Ha LMKJIOCNIOPHH TpaOBa na ObAaT NpoCAeAaBaHH NPH NMALIMEHTH,
npuemaitd Asarop Ilnroc v uuKnocnopuH (BX. Touka 4.4).

Pubpamu: eAHOBPEMEHHOTO ApUNOKeHre Ha GeHodubpat wid reMmpubposnn ¢ eseThmud ysennuasa
o0LaTa KOHUEHTpaLUs Ha €3eTHMHO ¢cboTBeTHO Npubnu3uTenHo 1,5-4 1,7 mbTH. BenpekH ue Te3n
YBEJTHYEHHS Ha KOHUEHTPALMATA HE ¢ KJIIMHHUYHO 3HAYHMH, EAHOBPEMEHHOTO NPUIIOKEHHE Ha
Asanop [Lntoc ¢ ¢pubpaTu He ce npenopbuBa.

Amopeacmamun

ATOpBacTaTvH ce MeTaGonn3upa ot uutoxpoM P450 3A4 (CYP3A4) u e cybetpaT Ha yepHonpoGHHTE
TPaHCIIOPTEPH, OpraHWYHHUA aHUOR-TpaHcnopTupall nonunenTua 1B1 (Organic Anion-Transporting
Polypeptide 1B1, OATP1B1) u 1B3 (OATP1B3) tpancnoprep. MerabonuTure Ha aTOpBacTaTHH Ca
cyOctpatd Ha OATPIB1. AtopBacTaTHH € HASHTHOHLMPAH CBINO KaTO CyOCTpPaT Ha NMPOTEHHA,
CBBLP3aH C My/ATHIEKapcTBeHata pesuctenTrocT | (Multi-Drug Resistance 1, MDR1) u npoteunta Ha
PE3HCTEHTHOCT Ha paka Ha rppaara (BCRP), konTo Moxe na orpaHHuaT KHTECTHHANHATa abcopbuus
Y OUNHapHHUA KIHPBHC HA aTOPBACTaTHH (BXK. TOYKa 5.2).

EnnoBpeMeHHOTO NPUIOKEHHE HA JIEKAPCTBEHH NPOAYKTH, KOUTO ¢a HHXxubuTopu Ha CYP3 A4 vwnn
TPAHCIIOPTHM NMPOTEMHH, MOXKE Aa AOBEAE A0 NOBHILABAHE HA TUIA3MEHHTE KOHLIEHTPALMH Ha
aTOPBAaCTATHH M MOBHIIEH PHCK OT MHOMATHA. PHCKBT ChLIO Taka MOXe Ja 6bJe NOBHLIEH MpH
eaHoBpeMeHHa ynoTpeba Ha ApaHop [lnioc ¢ ApyrH gekapcTBEHH NPOAYKTH, KOUTO HMaT MOTCHLUHAN
Aa Npeau3BUKBAT MUOMATHA, KATO MPOU3BOAHU Ha GHOPHHOBA KMCENUHA W €3¢ TUMHUO (BXK. TOUKH 4.3

n4.4).

CYP3A4 unxubumopu. AoKa3aHo €, 4e MomsuTe MHxuoutopu Ha CYP3A4 mMorar aa noeeaar no
3HAYUTEIHO MOBHILIABAHE HA KOHLEHTPALIMMTE Ha aTopBacTaTuH (BK. Tabauua | U cneuuduyHara
uHdopmMalms no-goiny). EaHoBpemenHoTo npunoxenne Ha MOWHH CYP3 A4 unxuburopn (Hanp.
LIHKAOCMOPHH, TETATPOMHLIMH, KIapHTPOMHUKH, A€1AaBUPAHH, CTHPHIIEHTOJI, KETOKOHA30/1,
BOPHKOHA30J1, HTPAKOHa3071, 103aKOHA30J1, HAKOH aHTHBHPYCHH CpelcTBa 3a jieueHue Ha HCV (nanp.
enbaceup/rpazonpesnp) 1 HIV-npoTteazui HHXUOUTOPH, BKAKOYHTENIHO PUTOHABHP, JIONMUHABHD,
aTasaHaBHp, MHAWHABHD, AapYHABUp U Ap.) TpsOBa na ce M30iarea, ako e Bb3MOXKHO. B ciryuau, korato
e/IHOBPEMEHHOTO MPHIOKEHHE Ha TE3H NIEKAPCTBEHU NPOAYKTH C aTOPBACTATHH He MOXKE Aa Obae
n3bernaro, TpadBa na ce OOMMCIAT MO-HUCKH HAYATTHA U MAKCHMaJTHa 1031 aTOPBACcTaTHH H Ce
MpenopL4Ba NOAXOAAINO KITHHHYHO npocaeasBaHe Ha nauyeHTa (Bx. Tabnuua 1).

Ymepennre CYP3 A4 uHxuOuTOpH (Hamnp. epuTPOMMLIMH, THITHA3EM, BepanaMui ¥ ¢urykoHas3on)
MOraT Ja MOBHLLIAT TUIa3MEHHTE KOHLIEHTpallHK Ha atopBacTaThH (BXK. Tabnuua 1). HabmonasaH e
MOBULIEH PHCK OT MHOMATHA NPH ynotpeda Ha €PUTPOMHULIMH B KOMOMHAUMA Cbe cTaTHHH. He ca
NpoBeXAaHH NMPOYYBAHUA Ha B3aHMOAEHCTBHA, KOUTO /1a OLIEHAT €(PEKTHTE HA AMHOJAPOH WIH
BepanaMul BbPXYy aTopBacTaTHH. U3BecTHO e, ye aMHOZapOH H BEpanaMui HHXHOUpAT aKTHBHOCTTA
Ha CYP3A4 n efHOBPEMEHHOTO NpUIokeHHe Ha ABaHop ILroc Moke Aa noeene N0 NOBHUICHA
€KCIMO3MLIMA HA ATOPBAcTaTHH. 3aToBa TpAdOBa Aa ce 0OMHUCIHM NO-HHCKa MaKCHMAITHA 1032 HA ABaHOP
[1htoc u ce npenopbsUBa NOAXOAAINO KIHHUYHO NpOCNeasBaHe Ha MalWeHTa, KOraTo ce npuiara
eaAHOBpeMEHHO ¢ yMepeHH CYP3A4 unxuburopu. Ilpenopbusa ce noaxoasmo KIKHHYHO
npocieasBaHe ¢Jie]] 3anoyBaHe WK MOCeABall0 adanTHpPaHe 103aTa Ha HHXHOHTOpA.

Huxubumopu na npomeuna Ha pezucmenmuocm Ha paxa Ha 2vpoama (Breast Cancer
Protein, BCRP): efHOBpEMEHHO NMPUNOXKEHHE HA NMPOAYKTH, KOUTO ¢4 HHXUOHTOPH H
enbacBUp M TPa3OIpPEeBHP), MOXKE Aa AOBEIEC A0 NOBHLIEHH [LU1a3MEHH KOHLEHTPAaUHH
W MOBHUILIEH PUCK OT MHOMATH, €TO 3aL10 CICABA Aa ce 0OMHUCIN KOpUIrHpaHe Ha 1033
B 3aBHCHMOCT OT NnpeAnKcaHara 103a. EqQHOBpEMEHHOTO NPUIIOKEHUE HA €JT0aCBHUp H
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aTOPBACTATHH MOBHLIABA (U1a3MEHHTE KOHLIEHTPALMM Ha aTopBacTaTHH 1,9 mbTH (Bxk. Tabnuua 1);
cieaoBaTeNHO J03aTa Ha AsaHop Inioc He TpaOBa aa Haaeuiuaea 20 mg/10 mg AHeBHO Npy
MalUEHTH, NONYUABALLH CHITBTCTBALLO JIeHeHHE C MPOAYKTH, ChAbPIKaLIH €/10aCBHP WK rpazonpesup
(BXx. TOUKH 4.2 1 4.4).

Huoyxmopu na yumoxpom P450 344: cpnbTCTBAIOTO NPUICIKEHHE HA AaTOPBACTATHH C HHAYKTOPH Ha
uutoxpom P450 3A4 (nanp. edapHpeHL, pHpaMNHLIMH, KBIT KAHTAPHOH) MOXKE 12 JOBEE 110
MPOMEHJIHBO HaMaNABaHe Ha TU1a3MEHWTE KOHUEHTPALMH Ha aTopBacTtatuH. [lopaay MexaHu3Ma 3a
ABOHMHO B3aUMOACHCTBHE HA pHdaMNUUMH (MHAYKUMA Ha uuToXpoM P450 3A4 1 nuxubupaHe Ha
TpaHCMOpTEPa Ha XxenaTouMuTHOTO 3axBaillane OATP1B1) ce mpenopbuBa npuiaraHeTo Ha
aTOPBACTATHH U pHaMnULMH 12 Oble efHOBPEMEHHO, Thi KaTO NO-KbCHOTO NMPHJIOKEHHE HA
aTOPBACTATHH CleJl MPWIoKEHHe Ha pudaMITHUMH € CBBP3aHO ChC 3HAYUTETHO HaMaNABaHE Ha
ITa3MEHHTE KOHLEHTPALMH Ha aTopBacTaTUH. BiausHveTo Ha pupaMNHULKMH BbpXY KOHUCHTPALIMHTE
Ha aTOPBACTATHH B XEMaTOUMTHTE 00aye € HEM3BECTHO H aKO ChITbTCTBALLOTO NPHIOKEHHE He MOXe
Ja ce uiberte, nauyMeHTHTe TpAOBa Aa ObJaT npocneasBaHd BHUMATENHO 3@ €PMKACHOCT.

Huxubumopu na mpancnopmepume. VHXUOMTOpUTE HA TPAHCTIOPTHHTE NPOTEHHH MOTaT /1a NOBHIlIAT
CHCTEMHATA eKCIIO3ULMA Ha aTopBacTaTHH. LiMknocnopul ¥ neTepmMoBHp ca HHXUOUTOPH Ha
TPAHCIIOPTEPH, KOKTO YYAaCTBAT B M3XBLPIAHETO Ha aTopBacTaTHH, T.e.OATP1B1/1B3, P-gp, n BCRP
KOETO BOAM [0 MOBHLIEHE CHCTEMHA EKCIO3HLIHMA Ha aTtopBactaTuH (Bxk. Tabnunua 1). EdexrsT OT

HHXHOHUpaHe Ha TPAHCHOPTEPHTE HA YePHOAPOOHOTO 3aXBalliaHe BbpXY KOHLCHTPALMHTE Ha
aTOPBACTATHH B XEMATOUMTUTE € HEH3BECTEH. AKO €HOBPEMEHHOTO NPHJIOKEHHE HE MOXKE J1a Ce
u3berne, ce Mpenopbysa HaMalsBaHe Ha J03aTa U KIIWHUYHO Habnroaerue 3a epHKACHOCT (BXK.

Tabnuua 1).

He ce npenopsupa ynorpebara Ha aTOpBaCTaTHH NPH MAaLHEHTH, ITPHEMaIlH €IHOBPEMEHHO
JIETEPMOBHP C LIHKJIOCTIOPHH (BK. TO4Ka 4.4).

Temghubposzun/npouzeoonu Ha gubpunosama xuceauna: CaMocTOATENHaTa ynoTpedba Ha PpuOpaTH
MOHAKOTA CE CBBP3BA C MYCKYJTHO-CBLP3aHU CEOMTHA, BKIKOYUTENHO pabaoMHOIH3a. PUCKET OT Te3H
cbOMTHA MOXe Aa Obae MOBHLIEH NMPH €OHOBPEMEHHa ynoTpeda Ha Mpou3BoAHHK Ha GUOPHHOBATA
KUCeNuHa ¥ aropeactaTuH. EaHoBpemennara ynotpe6a Ha Asanop [Imoc ¢ ¢ubpatu He ce

NpenopbUBa.

Ezemumu6: ynorpebata Ha €3¢TUMHO CaMOCTOSTETHO CE CBBbP3Ba C MYCKYIHO-CBBbP3aHH ChOUTHA,
BKJIIOUHMTENHO paGaomuonn3a. ClieqoBaTe/IHO PUCKET OT Te3H ChONTHA MOXKe f1a Obae NOBHIIEH OT
eqHOBpeMeHHaTa ynorpeba Ha e3eTUMHO U aTopBacTaTdH. [Ipenopbusa ce NOAXOAAINO KITHHHYHO
npocaeAsaBaHe IpH T€3U MaUKUEHTH.

L

Konrecmunon: nnasMeHHTe KOHUEHTPAUMH Ha aTOPBACTATHH W HETOBUTE aKTHBHH METabOJIMTH ca no-
HHCKH (CHOTHOLLEHHE HA KOHUEHTpaLUUATa Ha aTopBacTaTvH: 0,74), KOorato KoJIeCTHNO C€ NpHiara
eTHOBPEMEHHO ¢ aTopBacTAaTHH. JIunuaHuTe edekTr obaue ca No-rojeMH, KoraTo aTopBacTaTHH H
KOJIECTHNOI CE€ NMPWIAraT €AHOBPEMEHHO, OTKOJIKOTO NPH CAMOCTOSTENHO NPWIOKEHHE Ha BCEKH OT

JIEKapCTBEHUTE NMPOAYKTH.

Dy3u008a KUCEAUHA. PUCKDT OT MUOMATHUA, BKITIOUHTENIHO padJIOMHOH3a, MOXE Aa Ce MOBHILH MPH
€JHOBPEMEHHOTO NMPUIIOKEHHE Ha PY3MAOBA KMCENHHA 32 CUCTEMHO NMPHUIOXKECHHE H CTATHHH.
MexaHM3MBT Ha TOBA B3aMMOEHCTBHE (AN € (hapMakOAHHAMHUYEH WIH (PapMaKOKMHETHYECH, WIH K
ABeTe) Bee olle He e n3BecTeH. [Ipu nalneHTH, npueMaiy Tasi KoMOHHauHa, ca Cbo0UIaBaHH CITy4aH
Ha pabAOMHONK3a (BKIIOUHMTENHO HAKOM ¢ (paTaneH u3xon). AKo ce Hanara aeyeHue ¢ $py3naosa
KHCEIMHA 33 CHCTEMHO NPWICKEHHE, JISYEHHETO ¢ aTOpBAacTaTHH TpaOBa aa 6bae npexpareHo 110
BpEME HA JIeueHHETo ¢ PY3NAOBA KHCENMHA (BXK. TOUKA 4.4).

Konxuyun. BBNIPEKH ye HEe Ca NPOBEKAAHH MPOYUYBaHUA HA B3aUMOICHCTBHATA HA aT
KONXULIMH, ca choblaBsaim cyyan Ha MUOMATHA MPH €THOBPEMEHHO NMPHIOKEHHE
KOJIXMLHH U TpAOBA Aa ¢€ NOAX0XK/a C MOBUILIEHO BHHMAHHWE, KOTraTo ¢e Mpeanicna
KONXHKLIHH.
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Boyenpeeup: ekcno3HLIMATA HA aTOPBACTATHH CE YBEJH4ABa, KOraTo ce rpunara ¢ fouenpesup.
Korato ce u3nckBa €AHOBPEMEHHO npwiokeHue ¢ AsaHop Ilnoc, Tpsabsa na ce 0OMHCIIH 3anoUYBaHe
Ha Teparnus ¢ Hali-HHUCKaTa Bb3MOXHa A03a ABaHOp [1ntoc 1 THTpUPpaHeE 10 XKenaHrusa KNHHHYEH egeKT,
C €JHOBPEMEHHO NpocneasBaHe Ha O6e3onacHocTTa, 6€3 aa ce HaABHIlaBa AHEBHA 1038 OT

20 mg/10 mg. I1pu nauueHTH, KOHTO B MOMEHTa npHeMat Asanop [lmoc, no3ara na Asanop Ilwioc He
TpaOBa Na HagBKIaBa AHeBHa A03a oT 20 mg/10 mg no BpeMe Ha €AHOBPEMEHHOTO NPHIIOKEHHE €

douenpesup.

Edexrn Ha Asanop [lnoc BbpXy papMakOKHHETHKATA Ha JPYTH JIEKAPCTBEHH NPOAYKTH

Ezemumub

B npeaxnuHWYHH NPOYYBaHUS € YCTAHOBEHO, 4e e3eTUMHD He uHayurpa uutoxpom P450 nexapcreo-
MeTabonunsupaimmre eH3uMH. He ca rabnronasaHy KTHHUYHO 3HAYHMH (PapMaKOKHHETHYHH
B3aMMOAEICTBHA MeXAY €3eTHMUO M NeKapCcTBa, 3a KOUTO € U3BECTHO, Y€ C€ METAbONH3UpAT OT
nuroxpomute P450 1A2, 2D6, 2C8, 2C9 u 3A4 wnu N-aueTuntpaHcdepasara.

B xauHMu4HK npoyuBaHMA 3a B3aumoaedcTeue, €3eTUMUO HiMa edeKT BbpXY (PapMaKOKHHETHKATA Ha
AancoH, AeKCTpoMeTopdaH, IHrOKCHH, NEPOPATHH KOHTPAIIENTHBH (€THHHIECTPARNON H
NIEBOHOPTECTpeN), MUMU3KHA, TONOYTaMMA MITH MHAA30J1aM 110 BPEME Ha €[IHOBPEMEHHO NpUIIOXKEHHE.
LIuMeTHANH, NPUITOKEH €AHOBPEMEHHO C €3eTUMHO, HAMA edeKT BbpXYy OMOHAIMYHOCTTA Ha

e3¢THMHD.

Aumuxoazyraumu: B €AHO NPOYUBaHE MPH ABAHAAECET 3APaBH Bb3PACTHH MBXKE, CAHOBPEMEHHOTO
npunoxeHHe Ha ezeTuMud (10 mg BeiHBXK JHEBHO) HE € UMAJIO 3HAYUTENIEH €QEKT BbPXY
OMOHANMIMYHOCTTA HAa BapdapuH H NPOTPOMOMHOBOTO BPEME.

Bbnpeku ToBa MMa NOCTMApPKETUHIOBY JOKJALH Ha CIy4aH Ha MMOBHIICHO MEKIYHAPOAHO
HopManu3upaHo croTHoiueHHe (INR) npu nauneHTH, npu KOMTO e3eTMUO e nodaBeH KbM BapgapuH
unu dnyrnaanol. Ako AraHop [1ntoc ce npuema ¢ BapdapuH, Apyr KyMapHHOB aHTHKOATYJIaHT HITH
dayuuauon, INR tpabsa na 6bae KOHTPOIHPAHO NO MOAXOAALL HAYUH (BX. TOuKa 4.4).

Amopsacmamun

Huzoxcun: NpW MHOMOKPAaTHO NpWiaraHe Ha AMrOKCHH €1HOBPEMEHHO ¢ atopBactatiH 10 mg,
KOHLIEHTPALIHKTE B CTALIWOHAPHO CHCTOAHME Ha AHTOKCHH Ce yBeJIM4aBarT jeko. [launenTy, npuemMaiun
JANTOKCHH TpaAOBa Aa ObaaT npocnieasBaHy No NOAXOAALUL HAYHH.

Iepopannu xonmpayenmugu. €AHOBPEMEHHOTO NPHIOKEHHE HA aTOPBACTATHH C NEPOPAIEH
KOHTPALENTHB BOJAH N0 NMOBHILABAHE HA IUIA3MEHUTE KOHLIEHTPALIMH H8 HOPETHCTEPOH M
€THHHNIECTPAAHON.

Bapgapun.: B KTHHHYHO NPOyYBaHE NMPH NMALKWEHTH, NOTY4YaBaliH NPOAB/DKHTENIHA TEPAnHd C
BapdapuH, eJHOBPEMEHHOTO NMPpHIOKeHHe Ha aTopBacTaTHH 80 mg nHeBHO ¢ BapdhapHH IPpHYHHABA
JeKO HaMaseHue oT 1,7 ceKyHIu Ha NpOTPOMOMHOBOTO BpPEME Mpe3 MbPBUTE 4 AHU Ha NO3UpaHE,
KOETO Ce HOPMAMIH3NPa B PAMKHTE Ha 15 OHH OT JIeUEHHETO C aTOPBACTaTHH.

Bernipeku ue MHOroO pAJKo ¢a cho01aBaHK KIIMHMYHO 3HAYHMH B3aHMOLEHCTBHA C aHTHKOAry/ 1aHTH,
npoTpOMOHHOBOTO BpeMe TPpAORa Aa c€ Onpeacay npeay 3anovBaHe Ha aTOPBaCTaTHH MPH NaLHEHTH,
NoJiyMaBalllH KyMapHHOBH @8HTHKOAryJIaHTH H JOCTaThb4HO 4€CTO B HAYANOTO Ha TepanusiTa, 3a Ja ce
rapaHTHpa, 4e He Bb3HMKBA 3Ha4WTEeNHa MPOMSHA B NpoTpoMOHHOBOTO BpeMe. Korato ce
NOKYMEHTHpa cTabuiHO NpoTpoMOHHOBO BpeME, TO MOXE Aa ObJe MOHUTOPHPAHO HA UHTE
KO€TO OOMKHOBEHO C€ MPENoOpbUYBa MPH NALMEHTH HAa KYMapHHOBH aHTHKOAry/JJaHTH. A w o
aTOPBACTATHH € MMPOMEHEHa M NPeYCTaHOBEHa, chlllaTa npoueaypa Tpsbsa ga 6vae

TepanuaTa ¢ aTOPBACTATHH HE CE CRBP3BA C KbPBEHE WIH C IPOMEHH B NPOTPOMOH
NMalUEHTH, KOUTO HE MPHEMAT AHTHKOAry1aHTH.
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Tabnuua |1: EdekT Ha eAHOBPEMEHHO NPUICKEHHE HA 1EKAPCTBEHH NMPOAYKTH BHPXY

ApMAKOKHHETHKATA Ha aTOpBACTATHH

EnHOBpEMEHHO NPWIOXKEH ATOpBacTaTHH

JIEKAPCTBEH MPOAYKT U 030B

peXUM ‘

Jloza (mg) CvotHoweHnHe | KnvHuuHa npenopeka’
Ha AUC*

Tunpauaeup S00 mg apa nvru = A0mgHaaen 1, | 94 B c¢ayuyauTe, B KOMTO €

nHeBHo/puToHaBup 200 mg asa {10 mg Ha aex 20 HeobxoauMo

MbTH AHEeBHO, 8 aHuU (OT neH 14 CXHOBPEMEHHO

no 21) _ MPUNOKEHHUE C

Tenanpesup 750 mg npe3 8 uaca, 20 mg, 7,9 aTOpBacTaTHH HE TPAOBA

10 auu EAHOKpATHA 1032 na ce saasvwiasa 10 mg

Luknocropun 5,2 mg/kg/nen, 10 mg BeaAHBXK 8,7 aTOPBACTATHH AHEBHO.

cTabunHa no3a ITHEBHO 3a 28 AHH [penopbuBa ce KIHHHYHO
NPOCACAABAHE HA TE3N
MAUHEHTH.

JlonuHasup 400 mg ABa MbTH 20 mg BeAHBXK 5,9 B cny4daure, B KOUTO €

nHeBHo/puToHaBup 100 mg aBa  |[AHEBHO 3a 4 [HM HEOOGX0AMMO

ObTH RHEBHO, 14 AHU €AHOBPEMEHHO

KnaputpoMuuun 500 mg npa 80 mg BeARBXK 4,5 [IPWIOKEHHE C

NbTH AHEBHO, 9 nHH THEBHO 3a 8 NHHU aTOpPBACTaTHH CE
MpenopbLYBaT NO-HUCKH
MOAABPXKALLH J03H
aToppacTaTHH. [1pu 103u
Haapuiuagawy 20 mg
aTOPBAaCTaTHH CE
npenopbyBa KIMHHYHO
MPOCACAABAHE HA TE3M

| MALHEHTH.

Caksunaeup 400 mg asa meTH 40 mg BeAHBXK 3,9 B ciyudaunTe, B KOHTO €

aHesHo/puToHaBHp (300 mg nra  [nHEBHO 3a 4 THM HeoDXoAUMO

NbTH JHEBHO OT JIHHU 5-7, €JHOBPEMEHHO

yBeanued ao 400 mg asa mpTH NPUIOKEHHE C

AHEBHO Ha aeH §8), Auu 4-18, ATOPBACTATHH C¢€

30 min cnea npuemM Ha MPEeNnoOpPBYBAT NO-HUCKH

aTOpBAacTaTHH noaabpxkawy ao3H. Ilpu

Hapynasup 300 mg ara mbTH 10 mg BenHbLXK 3.4 03K HAZBHIIABAIlN

AHesHo/puToHaBup 100 mg npa  |nHeBHO 3a 4 AHH 40 mg ce npenopb4Ba

[TbTH AHEBHO, 9 AHU KAHHHUYHO NMpOCICAABAHE

Hrpakonason 200 mg BeAHBK 40 mg 3,3 Ha TE€3M NMAUHEHTH

JAHEBHO, 4 NHU etHOKpaTHa ao3a

dozamnpenasup 700 mg aga 10 mg BeaHDBK 2,5

NbTH AHeBHO/pUTOHaBHp 100 mg |nHeBrHO 3a 4 AHH

NBa MbTH JHEBHO, 14 AHH

dozamnpenasup 1400 mg asa 10 mg BeaAHDBX 2,3

ITLTH AHEBHO, 14 NHH NHeBHO 32 4 NHH

JlerepmoBup 480 mg BeAHDXK 20 mg 3,29 Jlo3aTta Ha aTOpBacTATHH

AHeBHO, 10 oHH EQHOKpaTHa go3a He TpAOBa 1a nNpeBHlLIaBa
JJHEBHA 034 O #NE NG
BpEeMe Ha ‘3’3’\ '
eqHOBpeMetiHOg” s
MPHIOKEHAST /
CbABPXKa ‘ =(

Hendunaeup 1250 mg apa netv 10 mg BeAHbXK 1,74 Hsma cnieNué

AHEBHO, 14 qHuK

IMTHEBHO 32 28 JIHH

<
npenopbKa\\ ~,
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Enﬁacaﬁp 50 mg BeAHBK AHEBHO
/rpazonpesup 200 mg BeAHBXK
IHeBHO, 13 aHM

10 mg
EJHOKpaTHA 1032

1,95

Ho3ara Ha aTOpBacTATHH
He Tpa0OBa 1a HAJBKILABA
AHEeBHA f103a oT 20 mg o
BpeEME Ha
eIHOBPEMEHHOTO
MPWIOKEHHE C NPOAYKTH,
CbhAbPKALH €N0acBHp WK

OHEBHO, 7 THM

CAHOKpaTHA 403a

rpa3’onpeBup.
I'nexanpesrp 400 mg BeAHDBK 10 mg BeaHBK 8,3 EaHOBpEMEHHOTO
nHepHo/mubpenTaceup 120 mg  |nHeBHO 3a 7 AHM NPHIOKEHHE C MPOAYKTH,
BEAHLXK AHEBHO, 7 AHH | ChOBPKALIUM FNEKANPEBUP
WU NHOPEHTACBHD, €
NPOTHUBOIOKA3aHO (BX.
TOUKA 4.3).
Cok ot rpefindpyT, 240 ml 0 mg, 1,37 - He ce npenopbuea
BEAHDBK HEBHO* AHOKpaTHa 1032 eJHOBpPEMEHEH MPHEM Ha
rOJIEMH KOJIMMECTBA COK
OT rpeindpyT u
aTOpRACTATHH
Hunmuazem 240 mg BegHBXK 40 mg, 1,51 Cnen 3ano4BaHe Ha
INHEBHO, 28 HU EAHOKpaTHa J034 | TepanusTa WK cnea
anarrupaHe Ha 103aTa Ha
JUITTHA3EM CE NpenopbYBa
MOAXOAAIUO KIHHHYHO
NPOC/EASBAHE HA TE3N
NaLHEHTH.
EputpoMuuuH 500 mg ueTHpH 10 mg, 1,33 [IpenopbuBa ce NO-HHUCKa
MBTH AHEBHO, 7 AHH EAHOKpaTHa 1034 MaKCHUMaJiHa 1032 H
KITHHHYHO NpocieaaBaHe
HA TE3M NALMEHTH
AmnoaurnuH 10 mg, enHokpatHa 80 mg, 1,18 Hama cneuuduyHa
103a AHOKpaTHa 1034 NpenopbKa.
Linmerraun 300 mg yeThpu nbTH {10 mg BeAHDBX 1,00 Hama cneunduyHa
OHEBHO, 2 CeAMMLIH NHEBHO 32 npefopbKa.
2 ceaMULIK
Konectunon 10 g nBa nbTH KO mg BemHBINK 0,74** Hama cneuuduusa
OHEBHO, 24 ceAMULIH [THEBHO 3a NpenopbKa.
CCAMULH
AHTHAUMAHA CYCNEH3UA OT 10 mg BegHBbXK. 0,66 Hama cneundnyna
MarHe3ueB H ATyMHHHEB lnHeBHO 3a 15 AHU npenopbKa.
xuapokcua, 30 ml yetupu NbTH
JAHEBHO, 17 IHH
Edasuperu 600 mg BeAHDBXK 10 mg 3a 3 gHM 0,59 Hsama cneuuduuna
AHEBHO, 14 nHH | | IpeNnopbKa.
Pudamnuuns 600 mg BeaHbXK A0 mg 1,12 AKO €IHOBPEMEHHOTO
AHEBHO, 7 AHH (€AHOBpEMEHHO  EAHOKpaTHAa A03a NPWIOKEHHE HE MOXKE 14
[PUIOKEHHE ) Ovne usberuaro, ce
Pudamnuuys 600 mg BeaHbXK 40 mg 0,20 NpenophYBa NPUEMHTE HA
 IHEBHO, 5 nHK (pa3aeneHy A03H) EAHOKpPATHA 1032 aTOpBacTaTHH H
pudaMOKLHMR Aa ca Mo
€IHO H CbLUO BPpEME g
- KIITHHHYHO TP
IFemdubposun 600 mg gpa nbtH B0 mg 1,35 Mpenopbupkt

MAKCHMAIRK
KJHHHYHQO
Ha TC3H 1k .-

J
]
A . '
-
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denodpudpat 160 mg BeaAHbK 40 mg 1,03 [Ipenopbupa ce no-HUCKa

OHEBHO, 7 1HH EAHOKpaTHa 1033 MAaKCHMMalHa J03a K
KJIMHUYHO NPOCICAIBaHE
Ha Te€3H MALHUEHTH

bouenpesup 800 mg TpH NBTH 40 mg 2,3 [TpenopruBa ce No-HUCKa

MAaKCHMATHA /1032 U
KJIHHHWYHO TNIPOCICAABAHE
Ha TE€3MW nauueHTu. Jlolara
Ha aTOpBaCTaTHH He
TpabBa Aa HaJBHLIABA
AHepHa o3a ot 20 mg no
BpeME Ha
€IHOBPEMEHHOTO
[IPWIOKEHUE C
douenpesup.

OHEBHO, 7 IHH EQHOKpaTHa n03a

& [lpeacTaBnaBa CHOTHOIIEHHWE HA TepanuuTe (€AHOBPEMEHHO MPHAAraHOTO JIEKAPCTBO IUTIOC
aTOPBACTaTHH CNPAMO CAMOCTOATENTHO NPW/IOXKEHHE Ha aTOPBACTaTHH).

# Buxcre Toukd 4.4 n 4.5 3a KNUHHYHA 3HAYHUMOCT.,

¥ Crappka eaHa WM MOBEYE CbCTaBKH, Kouto uUHXWOupat CYP3A4 u morar aa nosHinar
JIA3MEHHTE KOHUEHTPaUWH Ha JIeKapCTBEHW npoayktH mertabonmianpann ot CYP3A4. TlpyeMsT Ha
enHa uvawa 240 ml cok ot rpeitndgpyT cbimo Boau ao nonwxkaeane Ha AUC ¢ 20,4% 3a akTHBHUA
oproxuapokcumeTabonut. ['onemu konuvecTsa cok ot rpeundpyT (Haa 1,2 | AHeBHO B MpoAb/DKEHHE
Ha 5 auu) nosumasaT AUC Ha aropactatuH 2,5 nbTH B AUC Ha akTHBHMTE (aTOpPBACTATHH U

mMeTabomuTH) HMG-CoA peanykraznu HHXubutopn 1,3 nNbTH.

* x

CroTHOWEHHe, Ha 6a3aTa Ha eAHOKpaTHa npoba, B3era 8-16 vaca cnen npuem.

Tabnuua 2: EdekT Ha aTOpBACTATHH BLPXY (HapMaKOKHHETUKATE HA €AHOBPEMEHHO NPHIOKEHH

JICKADCTBCHH MMPOAVKTH

ATOpBACcTaTHH H EaHOBpeMeHHO NPUIOKEH JEKapCTBEH NPOIYKT
CXeMa Ha no3upaHe | JlekapcreeH npoaykr/aosa (mg) | CvoTrHoweHne | KnuHHuHa npenopbka
Ha AUC®
80 mg BeAHBXK Hurokcus 0.25 mg BeAHDBX 1,15 [TaupeHTH, NnpueMallH
AHeBHO 3a 10 aHu AHEBHO, 20 AHH JUroKCHH, TpadBa Aa
ObaT BHUMATEHO
MpocJieASBaHH
40 mg BeIHDBK [lepopaneH KOHTpaLEenTUB Hama cneumduyHa
QHERHO 3a 22 NHU BeHBX JHEBHO, 2 Mecela 1,28 npenopuKa.
-HOpeTUHApPOH 1 mg 1,19
-€THHHJIECTPAHON 3) Ug
80 mg BeAHDBXK *Dena3oH, 600 mg enaHokpatna | 1,03 Hama cneundudHa
JHEBHO 3a 15 aHM | 1o3a [penopLKa.
10 mg, enHokpatHa | Tunpanasup 500 mg aBa METH 1,08 Hama cneundgryna
no3a aHeBHo/puToHasup 200 mg apa [penopsKa.
NMbLTH AHEBHO, 7aHW
10 mg, BeaHbXK Mdo3amnpenaesup 1400 mg nBa 0,73 Hsma cneuudgpuruna
JHEBHO 33 4 OHH NbTH AHEBHO, 14 AHU npernopbKa.
10 mg BegHBXK MdozamnpeHasup 700 mg npa 0,99 Hsama cneundrvHa
AHEBHO 133 4 AHH NbTH AHEBHO/puTOHABMP 1 00 mg MPENnopbKA.
OBa NbTH AHEBHO, 14 AHM

& [IpeacraBngBa ChOTHOLLEHHE HAa TepanuMuTe (€AHOBPEMEHHO MPWJIAraHoOTO JieK
aTOPBACTAaTHH CNIPAMO CAMOCTOATETHO NPWIOKEHHE Ha aTOPBACTATHH)
*  EnHoBpeMeHHOTO NPHIOKEHHE HA MHOTOKPATHH A03H aTOPBACTaTHH H (eHas

WJIH HEAOJIOBUM e(eKT BLPXY KJIHPBHCA Ha (peHa30H,

12
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4.6 DepTHauTET, OpeMEHHOCT H KbpMeHe

Kenu c demepoden nomenyuan
Kenu ¢ aerepoden noreHUHan TpadBa Aa U3NOJA3BaAT NOAXOALIUH CPEACTBA 32 KOHTPAUCTILHXA MO
BpeMe Ha JIeYeHHETO (BX. Touka 4.3).

bpemMeHHocT
Apanop Tlnoc e NpoTHRONOKAa3aH No BpeMe Ha OpeMeHHOCT (BXK. Touka 4.3). HAaMa HanuvHu

KJIMHHYHHW JaHHW OTHOCHO yrnoTpefara Ha ABanop Ilmoc no BpeMe Ha OpeMEHHOCT.

Amopsacmamun

Be3zonacHocTTa Npyd OpEeMEHHH XKEHH He € ycTanoBeHa. He ca npoBexaaHH KOHTPOJNHPaHH KIIKHHYHH
MPOYYBAHHA C ATOPBACTATHH NpH GpeMeHHH xeHH. [TonyyeHH ca peaku ChoOLIEHH 338 BPOACHH
aHOMAJITHH BCNEACTBHE Ha BETpeMaTouHa ekcno3snuua kbM HMG-CoA penykrasHu HHXHOHTOPHM.
[MpoyusaHHATa MPH KMBOTHHU MOKA3BaT penpoAyKTHBHA TOKCHUHOCT (BX. TOYKa 5.3).

JleueHHeTO Ha MalKaTa C aTOPBaCTATUH MOXKe a2 Hamanu (eTANTHHUTE HHBA HA MEBAJIOHAT, KOHTO €
nmpeKkypcop B OHOCHHTE3a Ha XoJiecTeporna. ATepocKIepo3aTa € XpOHHUEH MpoLeC K OOHKHOBEHO
PEKPATABAHETO HA JIWTIHAOTIOHHKABALUMTE IEKAPCTBEHH NMPOAYKTH MO BPpeMe Ha OpeMeHHOCT oM
TpabBano aa uMa cnado BIUSHHE BbPXY ABITOCPOUHHSA PHCK, CBbpP3aH C MbPBHYHA
XHNEPXONECTEPOIIEMHS.

Ezemumub

HsiMa HaTHYHY KITHHMYHM AaHHH OTHOCHO ynoTpebara Ha e3eTUMHO no BpeMe Ha OpeMEHHOCT.
[IpoyuyBaHHATA NPH XKUBOTHH 3a ynoTpedara Ha €36TUMHO KaTO MOHOTEpAaNnHuA, He NoKa3BaT
[0Ka3aTesiCTBa 3a AUPEKTHH HIH HHIHWPEKTHH BpenHH edeKTH BbpXy OpEeMEeHHOCTTa,
emOpHOdEeTATHOTO Pa3BUTHE, POKIAAHETO WM NOCTHATATHOTO PasBUTHE (BX. TOYKA 5.3).

KnpmeHe
Apanop [Lmioc e npoTHBOMNOKa3aH NO BPpEME Ha KbpPMEHC.

Amopsacmamun
He e u3BecTHO fany aTOPBacTaTUH HIIH HETOBHTE METabONHMTK NpeMHHABaT B YOBELIKaTa kbpMa. [1pu

[UTBXOBE, M71a3MEHATa KOHUEHTPALMA Ha aTOPBAaCTaTHH U aKTHBHUTE My MeTabonuTH ca noaodHu Ha
TE€3H B MJIAKOTO (BXK. TOUKa 5.3).

Ezemumud
[TpoyuBaHus Npy IUTLXOBE NMOKa3BaT, Y€ €3€TUMHO ce cekpeTHpa B KbpMaTa. He e n3BecTHO nAanu

e3eTUMHD Ce ceKkpeTHpa B YOBELIIKATa KbpMa.

depTunurer
HsaMa HATMYHH KIMHHYHH AaHHK 33 eekTHTe Ha ABanop [Lnioc BepXy ¢depTUNHTETA MPH XOpa.

ATOpBACTATHH ¥ €36THMHO HAMAT eeKT BbPXY MBKKHSA WIH KEHCKHA (PEPTUIIHTET NPH NPOYYBaHHA
NPy XKHBOTHH (BXK. TOUKA 5.3).

4.7 Ecl:eici'u BLPXY C11OCOOHOCTTA 338 modupaHe H paboTa ¢ MANIMHH

Apanop [lnioc noenussa npeHebpexnmMo cnocobHocTTa 32 WodHpane K paboTa ¢ MaluKHH. BbnpekH
TOBa, NpH wodupaHe uan pabora ¢ MalIMHK € Heo6X0AMMO 1@ €€ UMa NPEJBHUA, ue e ChoblaBaHa

3aMaaHOCT.
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4.8 HexelaHH JieKAPCTBEHH peaKIHH

TabnKHyeH CNUCHK HA HEXENAHUTE pCcakiHH

YecToTHTe ca neuHUpaHn Kato: MHOro uectu (=1/10); vectn (>1/100, < 1/10); newectu (=1/1 000,
< 1/100); peaxn (=1/10 000, < 1/1 000); mHoro peaku (<1/10 000) u ¢ HeH3BecTHA YecToTa (YeCTOTATA
He MOxe aa Obe onpeaesiedHa OT HAIUMHUTE AaHHH).

Cucremo- Hexenana peakuns HYecToTa
OpraneH Kiaac aToOpBacCTaTHH €3¢THMHO e3eTUMHO +
CTATHH
HUndekunu u HazodgapyHruT 4YECTH - -
HHpECTAUMH
HapyweHns Ha TpombouuToneHus pPEOKH C HEW3BeCTHA | -
KPbBTa yecroTa®
numdpHaTa
CUCTEMA
Hapywenus Ha ANepruyHH peakiHH 4ECTH - -
UMYHHATa CUCTEMA AHa(QHIaKTHYHH peaKLiMH | MHOTO pEaKH - -
CBpBbXYYBCTBHTEHOCT, - C HEU3BECTHA | -
BKJTIOYUTENHO OOPHB, yectoTa*
YypPTHKapHs, aHa(pUIaKCH4
4 aHTHOEEM
Hapyuienusa na XuneprivkeMus YeCTH - -
MeTabonu3Ma H XHMOrIUKEMHUA, HEYECTH - -
XPaHEHETO HaANaBaHE HA TEIJIO,
aHOPEKCHSA
HamaneH aneTur - HEUYECTH -
[Tcuxuunu Kouimapn, 6e¢3¢bHHE HEUYECTH - -
HapyuIEeHHA Henpecus - C HeM3BecTHa | -
yectoTa®*
HapylueHus Ha I naBobonue 4eCTH - YECTH
HEPBHATA CUCTEMA CBeTOBBPTEXK HEYECTH C HEM3BECTHA | -
yecToTa®
XHIOECTEINS, AUCTEY 33U, HEYECTH - -
aAMHE3H5
[MapecTesus HEYeCTH C HCU3BECTHA | HEUECTH
yecToTa®
[TepudepHa HeBpoONaTHA PeAKH - -
MuacTeHHs rpaBuc C
HEHU3BECTHA
4yeCToTa
HapywieHus Ha 3aMbBIJICHO BHOKAAHE HEYECTH - -
OYHTe HapyieHo 3penue peaxKu - -
OuHa MHacCTEeHHS C
HeW3BeCTHa
4eCTOTa
HapyweHus Ha TunuTyC HEHECTH - -
YXOTO U NabUpHUHTa 3aryfa Ha cnyxa MHOTO - -
peaKH X
CnaoBH HapylleHHA | [opeliH BhHM, - HEYECTH -
XUMEPTOHUSA a§} .
PecrMpaTOpHH, dapuHronapMHreansa vEeCTH - -[ P
[PLIHH U 6osKka, eNUCTAKCHC o la, Tl
MeHACTHHAIHH Kawnvua - HEYECTH EAN w
* S— . Y
'%bmaé{\‘
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HapylueHus Jucnnes - C HEU3BECTHA | -
yecrtora*
CToMalHo-4YpeBHH MeTeopH3bM, JHApUA YECTH YECTH -
HapylleHus KOHCTHTIAUMS YeCTH C HEH3BECTHA | -
yecToTa™
["aneHe, gUCcnEncus 4EeCTH HEYECTH -
[loBpBblUaHE, ODHIBaHE HEYeCTH - -
Ilankpearur HEYECTH ¢ HEU3BECTHA | -
yecroTa*
AbaomuHanHa Honka HEYCCTH YeCcTH -
l"acTpoesodareaHa - HEeYeCTH -
peduiykcHa OoJtecT
CyxoTa B ycTaTa, racTpuT _ | - - HEYECTH
XenarobunuaphHu XenaTtur HEYecTH C HEU3BEeCTHA | -
HapyuweHN yectoTta®*
| XornecTasza peaKH - -
YepaoapobHa MHOI'O - -
HEAOCTATbYHOCT pelKH
Xonenuruasa, XoJeuHCTHT | - C HEW3BeCTHA | -
_ yectoTa®
HapyuweHnns Ha Yprukapua, KO>KeH OOpHB, | HEUYECTH - HeUeCTH
KOXAaTa U | MPYPHTYC
MOAKOXXHATa ThbKaH Anoneuus HEYECTH - -
AHIHOHEBPOTHUYEH OTOK, PEAKH - -
Oyiio3eH aepmatHr,
BKJIIOUMTENHO CHHAPOM Ha
Stevens-Johnson u
TOKCHMHA enuaepMaliHa
HEKPOAH3a
Eputema myntugopme pEaKH C HEM3BECTHA | -
yecToTa™
HapyumieHuns Ha ApTpanrus, MycKyJIHU YECTH He4YeCTH -
MYCKYJTHO- Cna3Mu
ckenerHata cucteMa | OTOK Ha CTaBHUTE YECTH - -
H CbEAUHHTE/IHATA bonka B KkpaHHLHTE, 4eCTH - HEUYECTH
TbKaH 6oskH B repba
Mycky/iHa ymMopa HEYECTH - -
MyckyJsiHa cnaboct HEYECTH - HeYyecTH
bonka BbB BpaTa HEYECTH HEUYECTH -
Muanrus YECTH C HEH3BECTHA | YECTH
yecToTa*
MHO3UT, TEHAOHONATHA peaKH - -
(NMOHAKOra yCJIOKHEHA OT
_pa3KbCBaHE)
HMmyHOMeauHpaHa C - -
HEKPOTH3IHPALLA MUOMNATHUA | HEKU3BECTHA
YeCTOTA
Muonartus/pabaoMuonnsa/ | peaku C HEU3BECTHA | -
MYCKYJIHA pyNTYpa yecrora®
CuHapoM, noaodeH Ha MHOTO -
AYIMycC peaAKH
HapyweHnva Ha ["'MHexkoMacTHs MHOTO -
BB3MPOH3BOAHTENHAT PCAKH
a CHCTEMA H rbpAaaTa
O6uin HapywieHna 1 | [Tepndepen oTok HE4ECTH -
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15




ePeKTH Ha MACTOTO
Ha NPHIOKEHHE

ACTEeHHA

HEYCCTH

C HEH3BeCTHa
yecToTa*

HECHECTH

boska B IrbpAHTE

HEYECTH

HCYCCTH

_yMopa

HEYCCTH

YCCTH

HCUHCCTH

Hepasnonoxenue,
NYPEKCHA
bonka - HEYECTH -

H3cnenpaHus

OTKNOHEHHS B YECTH - -
H3CJ1€ABAHHATA 34
yepHoApoOHa dyHKLUA,
NOBHILEHA KpEaTHHKHHA3A
B KPBBTA

benn KpLBHH KNETKHU B
_ypuHaTa

[ToBumierin ALAT n/nnm -
ASAT
[ToBumena K@K B kpbBTa, | -
NOBHLLIEHA raMa-
rmyTaMuITpaHcdepasa,
OTK/JIOHEHUA B
YepHOAPOOHHUTE
byHKIUHOHAIHH TECTOBE

HEUYCCTH - -

HCYCCTH HCCTH

HEYUCCTH -

* [TocTMapKeTHHIOB ONUT (CbC HIIH H€3 CTaTHH)

CneaHuTe HEXeNaHu peaklMH ¢a ChoOIEeHH MPU HAKOH CTAaTHHH:

. CEKCyallHa AUCPYHKLKA

. aenpecus

° H3KJIIOYHMTEAHH CllyYan Ha MHTepcTHLMaNHa 6enoapobHa bonect, 0cobeHO NpH NPOALMKHTENHA
Tepanna (BX. Touka 4.4)

o 3axapeH AHabeT: HecToTaTa L 3aBHCH OT HATHYHETO HIH OTCHCTBHETO HA PHCKOBH (aKTOPH
(KpbBHa 3axap Ha raagHo > 5,6 mmol/l, BMI > 30 kg/m?, noBHiuenn TPHITHLEPHIH, AaHAMHE3a
32 XMIIEPTOHHUA) - |

CpobuiaBaHe Ha NOAO3IUPAHH HEXKENAHU PeakliiH

CpobluaBaHeTo Ha MOJO3NPAHM HEXENAHH PEAKLIMH CNIEAl pa3pellaBaHe 3a ynotpeba Ha NeKapCTBEHUS
NPONYKT € BaxkHO. TOBa NO3BOJIABA Ja NPOAb/IKH HabNIOAECHHETO Ha CHOTHOLIEHHETO MMON3a/PHCK 34
NeKapcTBEHHR NMPOAYKT. OT MEAHLMHCKHTE CNELIMATHCTH C€ H3UCKBA N1a ChoOLLaBaT BCAKa

MoAo3MpaHa HeXeNaHa peakuns ypes M3nbaHuTeNnHa areHUUA No aekapersara, yi. ,,Jlamad I'pyes™
Ne 8, 1303 Codus, Ten.: +35928903417, yedcart: www.bda.bg.

4.9 Ilpeaozupane

B cayuaii Ha nipesioaupane TpabBa na ce npeAnpHeMaT NOAXbPKAIH H CHMITTOMaTUUHH MEPKH.
Tpabpa ga ce HanpaBAT YepHOAPOOHH PyHKLUHOHATHHU TecToBe U HMBaTa Ha KDK Tpadsa na Onnar
NpoCNCaASBaHH,

Ezemumub |

B xaMHUYHA MPOYYBaHKA, MPHIOKEHHETO Ha €3eTUMUO B 103a 50 mg aHeBHO Ha 15 3apaBH
nodposonuy 3a peme A0 14 nuM, win B 103a 40 mg 1HeBHO Ha 18 mauMeHTH ¢ MbPBHYHA
XUTIEPNUNUAEMHS 3a BpeMe 10 56 AHH, KaTo udno ¢ Aodpe noHacaHo. JloknaasaHud ca Hyk
Ha TIPEI03UPAHE, MOBEYETO OT KOMTO He Ca aCOLMHPaHH ¢ HexcenaHH peakLnh. CroOmhipe
HEMXEJIAHM PeaKkLiiH He ca cepro3Hu. [1pH )KMBOTHH He € HabmoaaBaHa TOKCHYHOCT S AL Akides
nepopanna 103a ot 5 000 mg/kg esetumud npu nabxose U Mutky ¥ 3 000 mg/kg ngy RRAALS Y
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Amopsacmamun
ITopaau BHCOKAaTa CTEMNEH HA CBLP3BAHE HA aTOPBACTaTHH C M1A3MEHHTE [IPOTEUHH, HE CE OUAKBA

XeMOJHanun3ara aa yCKOpPH 3Ha4YHUTCIHO KITUPBHLHCA Ha ATOPBACTATHH.

5. ®APMAKOJOI'MYHHA CBOUCTBA
5.1 ®PapMakoIHHAMHYHH CBOHCTBA

DapmakoTepaneBTH4Ha rpyna: Cpeactsa, MOHKABALHH CEPYMHHTE JIMITHAM, xombuxauuu, ATC kox:
C10BAOS

MexaHH3bM Ha ICHCTBUE
BucokuTe HUBA Ha XOJIECTEPO B KPBBTA CE€ MONYYaBaT OT HHTECTHHAIHA abcopOunsg B eHNOreHEH

cuHTe3. ABaHop Ilntoc chabpaka e3eTUMHUO U aTOPBACTATHH, [1B€ CHCTABKH, KOHTO MOHMXKABAT HUBOTO
Ha JIMMUAMTE NOCPEJCTBOM KOMILIEMEHTAPHH MEXaHH3MH Ha NEeHCTBHE.

Ezemumub .

EzetuMHu0 € OoT HOB KJ1ac IMNHAONOHMKABALIK CPEACTBA, KOHTO CEIEKTUBHO HHXHOHWpa
HHTECTHHANHATa abcopOuus Ha XonecTepos U NoAoOHHTE pacTUTENHH cTepoaH. EseTumnb ¢ akTusen
MpH NEPOPAITHO NPHJIOKEHUE M IIPUTEKABA MEXAHU3BM Ha JEHCTBHE, KOHTO C¢ pa3nHyaBa OT TO3W Ha
OCTaHaJIUTE BEILECTBA OT IPynara Ha CLeAMHEHUATA, TOHKABaLlK XonecTepona (Hamnp. CTaTHHH,
CEKBECTPAHTH HA XITbYHHTE KHCENTUHHK [cMONHK], NpoM3BOAHH Ha (PHOPHHOBATA KHCENHHaE H
pacTHTENHH cTaHoNK). [IpHLenHaTa TOYKa Ha MONEKY/IHO HHBO Ha €3€THMHD € TpaHCNOpTEphT Ha
creponu Niemann-Pick Cl- Like 1 (NPC1L1), ko#iTo e oTroBopeH 3a abcopOLuaTa Ha X0NE€CTEPON H
(UTOCTEPOSIN B THHKHTE HEPBA.

EszeTuMub ce no3MIMOHMpA Ha rpaHULIATa HA BNACHHKHMTE B TBHKATE YepBa W HHXHOUpa abcopbunsara
Ha XOJIECTEPOJI, KOETO BOJAH B0 HAMAICHHUE HA KOJHYECTBOTO XOIECTEPO, KOETO C€ AOCTaBd OT
JepBaTa KbM YepHHA Apo0; CTATHHHTE HAMANABAT CHHTE3a Ha XOJECTEPON B YepHus Apod H 3aeaHO
NOCPEACTBOM Te3H JBa OTACNTHH MeXaHH3Ma Ha JEHCTBHE C€ NMOCTHIra ROMbIAHUTEIHO HAMANCHHE Ha
xonecrepona. [Ipn 2-ceAMHYHO KIMHKYHO Npoy4BaHe C |8 nauMeHTH ¢ XUnepxoJiecTeponeMus,
e3eTUMHO HHXHOHpa HHTecTHHANHATA abcopOLus Ha xonectepon ¢ 54% B cpaBHenue ¢ rauebo.

[IposeneHa € cepus OT NPEAKIMHHYHH NPOYYBaHHUA 32 YCTAHOBABAHE HA CENCKTUBHOCTTA Ha €3€THMHD
npu HHXHOHpaHe Ha abcopbumaTa Ha Xonectepoi. EzeTHMUG nHxuGupa abeopbumsara Ha ['*C-
xonectepos 6e3 na BHge BbpXY abcopOumsaTa Ha TPHITTHLIEPHANTE, MACTHHTE KHCETHHH, XJUTHYHHTE
KHCEIIMHH, TPOTECTEPOHA, ETHHHIECTPAAHO0AA WIH MacTHO pa3TBOPHMHTE BUTaMuHH A H D.

Amopeacmamun

ATOpBacTaTHH € palIMYEH, TOH € CeIeKTUBEH, KOHKYPEHTEH HHXHOHTOp Ha OHOCHHTE3a Ha
xonecrepon B uepHua Apob. HHxubupa HMG-CoA peaykrasaTa, orpaHdyaBalll CKOPOCTTa €H3HM,
OTFOBOPEH 32 MPEBPbIIAHETO HA 3-XHAPOKCH-3-METHN-TITYTAPHI-KOEH3HM A B MEBAJIOHAT, NPEKYPCOp
Ha CTEPOJIH, BKIFIOYHTENHO XonecTepoa. TPHINHUEPHINTEe H XONEeCTEPONDLT B YepHus Apobca
BKJIIOYEHH B JIMNMONPOTEHHH ¢ MHOrO HHucKa nnbTHOCT (VLDL), Taka HapeueHHTe TPaHCOPTHH
MPOTEHHH. Te3n TPAHCMOPTHH NPOTEHHH ce 0CBOOO0XKAABAT B IUIa3MAaTa, 3a Aa Ce JOCTaBAT XOJeCTepon
Ha nepudepuuTe ThKaHU. JIunonporenHnTe ¢ HUcka WIbTHOCT (LDL) ce ob6pasysar or VLDL u ce
kaTabONM3HPAT IJ1IaBHO upe3 peuenTopa ¢ BUCOK adpunurer kM LDL.

ATOpBacTaTHH NOHWKaBa XONECTEPOa B IU1a3MaTa B KOHLEHTPaUHHTE Ha JIHNONPOTENHH B CEpyMa

upe3 HHXHOUpaHe Ha GMOCHHTE3a Ha XOJIeCTEpON B YepHHs Apob W ypenHyaBa Opos Ha

yepHoapoOHuTe LDL peuenTopH Ha KJIEThYHATA NOBBPXHOCT 32 YBEJIMUCHO YCBOABaHE H ?Sgﬂw 4,

kataGonnsbm Ha LDL. | Lsgi‘
P

| - x
ATtopBacTaTHH Hamanssa obpasysanero Ha LDL n 6pos Ha LDL uactuuure. ATopsac (ke
NPUUMHABA 3HAYHTETHO U NPOABIDKHTENHO NOBUIICHHE Ha aKTHBHOCTTa Ha LDL peueiirépNT
CBBP3aHO C OnaronprHATHa NpOMAHA B KaYeCTBOTO Ha UMpKyadpaiuuMte LDL gactHum. AYC

¢ edexTHBeH 3a HamansasaHe Ha LDL-C npH nauyeHTH ¢ XOMO3UIroTHa (paMHIHa A

&
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XHNEPXOJICCTEPONCMHA, NNOITYJIALIHA, KOATO OOKKHOBEHO HE OTroBapsd Ha JICHCHHCTO € NOHHKABAlllH
JJUNMHUAHNTE NCKApPCTBCHH MNMPOAYKTH.

YCTAHOBEHO €, e aTOPBACTATHH NOHH)XaBa KoHUeHTpaukuTe Ha obuma-C (30% - 46%), LDL-C
(41%-61%), anonunonporenH B (34%-50%) u tpurnuuepuau (14%-33%), kaTo ChilleBPEMEHHO BOIH
1o npomernneo nopuiuasade Ha HDL-C v anoaunonporenn Al B 103a-0TroBop npoyusaHe. Te3u
pe3yATaTH Ca NPUIOKUMHU TIPH NIALUEHTH C XETEPO3HIoTHA (PAMHIIHA XHITEPXOJIECTEPONIEMHKS,
HedaMKIHA XUTIEPXOJIECTEPOTIEMUA U CMECEHA XUTIEPITHITHAEMHS, BKIIIOYHTETHO NMAUHEHTH C

HEHHCY/IHHO3aBHCHM 3aXapCH anaber.,

CnepoBaresiHo KOMOHHHPaHUAT NPOAYKT HAMAJIABa NMoBHIIeHUs 00w xonectepon (06w-C), LDL-C,
anonunonpoterH B (Apo B), Tpurnnuepnaute (TG) 1 xosecteposa B MMNONPOTEHHHTE ¢ HE-BHCOKA
nabTHOCT (He-HDL-C) » nosvmaea xonectepona B JIMIONPOTEUHUTE ¢ BHcoKa rbTHOCT (HDL-C)

ype3 ABOMHO HHXHOMpaHe Ha a0copOLHMATa U CHHTE3a Ha XOJIECTEPOJIA.

KnuiuyHa eQUKACHOCT

ITvpeuuna xunepxonaecmeponremun

B MHoroueHTpoBo, ABOHHO-CAMO, MIaUEOHO-KOHTPOIMPAHO NPOYyUBaHe, 000 148 MbxKe U KEeHH ¢
MbPBHYHA XHINIEPXOJIeCTEPONEMUA H HexeMHUuHa bonect Ha cbpueTo (MbC) ca bunn paHnoMu3Hpanu
1A MOJy4aBat Tepanus B NpoAb/keHHe Ha 6 cenmuuu win ¢ 10 mg ezetumud (EZE) + 10 mg
aropsacratvH (ATV) (EZE + ATV; n=72) wnu wnaie6o/10 mg aropBactatud (ATV; n = 76).
OcHOBHATa NpoMeHIHBA 3a €PUKACHOCT e O1na cpeaiHaTa NpoMAHa B NPOLIEHTH Ha X0J1eCTepo.1a B
AHNONPOoTEHHHTE ¢ HUCKa MIBTHOCT (LDL-C) oT Hu3x0AHOTO HUBO 10 KpaHHATa TOUYKA Ha
npoy4BaHeTo. Ha 6-tara ceamuua EZE + ATV ocurypssa 3HaYHTEIHO MO-roJiAMa KOPHrHpaHa
cpelHa NpoMAHa OT H3XoaHoTO HuBo Ha LDL-C B cpaBHeHue ¢ moHoTepanus ¢ ATV (-50,5% cnpsamo
-36,5%; p <0,0001), koeTo ce paBHARA Ha AOMBJIHKHTENHO HaManeHue oT 14,1% (95% C1 -17,90, -
10,19) B LDL-C. 3HauHTenHO Nno-BUCOK AAN OT nauueHTHre Ha EZE + ATV ca nocturHany HoBata
Joint British Societies (JBS 2) npenopbuana 1en 3a LDL-C ot <2 mmol/l (62% cnpsamo 12% ¢ ATV
kaTo MoHoTeparnusg; p <0,0001) u JBS 2 Munumanen cranaapt Ha aedecHue < 3 mmol/l (93% cnpsamo
79% ¢ ATV karto MoHoTepanus). [TauneHture, nonyuapann EZE+ATYV, ca 6unu 12 nbTH No-CKIOHHK
na aocturHat uenure 3a LDL-C (cbvoTHolueHue Ha maHcoBete 12,1; 95% Cl 5,8, 25,1; p < 0,0001) &
CpPaBHEHHE C MAUMEHTHTE, MOJy4aBaIyd MoHOTepanus ¢ ATV,

B MeTa-aHann3 Ha KOMOMHHpaHa Tepanus ¢ €3eTHMHO H aTOpBacTaTHH K MOHOTEPATIHA C
ATOPBACTATHH Ca aHANU3upaHu |7 paHaOMH3MpaHK NpOyYBaHKs ¢ napanenHu rpynu (11 nydnukanmn)
¢ 5 206 yuacTHruy. Benuku pannomusupanu koHTponupany npoyusanns (RCT) ca nposenety 3a
noseye oT 4 ceMULH. BCHUKY NpoyuBaHHus ca paHAOMH3IHPaHH, MPOYYBAaHHUA C NMapaie/iiu rpynu u

9 npoyuBanus ca apoHo-cnenu. Ilaumenture ¢ HuBo Ha LDL-C > 70 mg/d! (¢ sucok puck ot Ub()
HJIM C XHIIEPXOJIECTEPOJIEMHA Ca BKJIIOYEHHU B Npoy4BaHusaTa. CeAeMHAAECET NPOYYBaHHS H3CIEABAT
npomaHarta Ha LDL-C, HDL-C u TC, nokato 15 npoyuBanus cbobinasat 3a npomenurte B TG.
Brirouenu ca H 4eTHpH 1034 OT KOMMNaparopuTe: komOuHMpanaTa Tepanus ¢ e3eTUMHO (10 mg) n
aropactatvH (10 mg) (E10 + A10) cnpamo aTopsactatiH (20 mg) xaro moxotepanms (A20); E10 +
A10 cnpamo A10; E10 + A20 cnpamo A40; E10 + A40 cnpamo A80. B cpaBHeHMe ¢ MOHOTEpanuaTa
C aTOPBACTaTHH, o01aTa edukacHOCT Ha kKoMOMHHpaHaTa Tepanus Ha €3eTHMHUO H aTOpBAaCTaTHH 3a
nouwkasade Ha LDL-C e 3vauumo (MD = —15,38, 95% Cl: -16,17 no —14,60; 12 = 26,2%,n=17
npoyusanus), TC (MD = -9,51, 95% CI: -10,28 no —8,74; 12 = 33,7%, n = 17 npoyusanus) n TG
(MD = -6,42, 95% CI: -7,78 no —5,06; 12 = 0%, n = 15 npoyuBaHus) u nopuuagaHeTo Ha HDL-C
(MD = 0,95, 95% CI: 0,34 no 1,57; 12 = 0%, n = 17 npoyusanng). EQukacHOCTTa Ha KOMMaparopa
pbpxy HDL-C e no ronsma creneH 3HaynMa 3a paziuyHuTe A03d. O01mara epuKacHOCT Ha
koMOHWHHpaHaTa Tepanua ¢ e3eTHMHO U aTOpBacTaTHH 3a noHmwkasaHe Ha LDL-C, TCu T
3HauYMUTEHO No-A00pa OT MoHOTepanuaATa ¢ atopeactaTiH. O6iuara epeKTHBHOCT U ede
Ha koMOHHHpaHaTa Tepanua Ha rpynara E10 + A10/A20 3a nosuraBane Ha HDL-C ca

leanaTpuyHa nonyalms
EBponeiickaTa arediys no JiekapcTeaTta OCBOOMKAAaBa OT 33AbJDKEHHETO 32 NPEeAOCTABS
pe3ynaTaTUTE OT NpoyuBaHWATa ¢ ABaHop [lnoc BLB BCHUKH HOAMPYNH Ha NeaAuaTpHuyHaTa
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5.2 @apMakoKHHETHYHH CBOWCTBA

KoMOHHHPaHUAT NPOAYKT € N0Ka3aHO OMOEKBUBAICHTEH Ha €IHOBPEMEHHO NPWIOKEHHE Ha
CHLOTBETHHTE N03H €3eTHMHO W aTopBacTaTHH TabJIETKH.

Abcopbuns
Ezemumud

Cnen nepopajiHO nNpHIOKEHHKe, e3eTHMHO ce abcopbupa 6BP30 H Ce KOHIOTHPA B rO/IsIMa CTENEH, KaTo
ce o6pazyea GapMaKOAOrMHHO AKTHBHHAT (PEHONOB [IOKYPOHKA (€3¢ THMHO-rmokypoHun). CpeaHure

MaKCHMAaNHH rnasMeHn KOHUeHTpauuH (Crax) c€ gocTHrar 3a | ao 2 yaca 3a e3eTHMHO-TVIIOKYPOHHIA
u3ad no 12 yaca 3a e3zeTuMub. AOconoTHaTa OHOHANHYHOCT Ha €3eTHMHO He Moxe 1a Obae
onpeaeneHa, Thil KaATO CbeAMHEHHETO € HePa3TBOPUMO BbB BOAHA Cpea, FOJHa 3a M3TOTBAHE Ha

HHXCKUKOHHH pa3TBOPH.

EnHOBpeMEHHOTO NPHIIOKEHHETO ¢ XpaHa (C BUCOKO ChABLPKAHHE HA MA3HUHH WIH Ge3 Ma3HHHH)
HAMA eekT BbpXy OHOHATTMYHOCTTA Ha NIEPOPAIHO NPUNOKEHHS €3eTHMHD KaTo TabneTkn ot 10 mg.

Amopsacmamun
ATopBacTaTHH ce abcopbupa OBp30 ciiel nepopanHO NPWIOKEHHE, MAKCUMAIHH ITa3MEHH

koHueHTpatMH (Cmax) ce focturar 3a | go 2 uaca. Crenedra Ha abcopbLusa ce yBennyasa
NPoNoOPLMOHATIHO Ha A03aTa Ha atopBacTaTHH. Cien nepopaneH npueM, OHOHATMYHOCTTA Ha
aTopeacTaTiH prunMupaHu Tabnetku e 95% no 99% B cpaBHEHHE ¢ Ta3H Ha NEPOPANTHHA pasTBOP.
A6conoTHaTa OHOHATMYHOCT Ha aTOPBAcTATHH € npubnusuTenHo 12%, a CHeTeMHaTa HAMHYHOCT Ha
uHXHOHTOpHaTa akTHBHOCT 38 HMG-CoA penykrasara e npubnusurenno 30%. Huckara cucteMHa
HATHYHOCT C€ OBJIKH Ha NPECUCTEMEH KNHPBLHC B CTOMALHO-YPEBHA JIMraBHLIA W/WIH YepHOIpOOeH
.first-pass” MeTabonu3IBM.

PasznopeneneHue
Ezemumub

EzeTumu6 U e3eTUMHO-IIIOKYPOHH CE€ CBBP3BAT CHOTBETHO B 99,7% 1 B 88 10 92% c nnasmeHuTe
NPOTEHHH MPH XOpa.

Amopsacmamun.
CpennusaT 0O6eM Ha pasnpegeneHne Ha aTopBacTaTHH e npubnusurenHo 381 |. AtopsacraTun ce

CBBP3BA C MJIa3MEHHTE NPOTEHHH B > 98%.

buorpancdopmanus

Ezemumub

Esetumub ce merabonusupa 0CHOBHO B THHKHTE YEPBa H YEpHUA ApOoD 4pe3 rMIOKypOHOBAa KOHIOTalMs
(peakuus aza I1) ¢ nocnenpama 6uanapHa ekckpels. MHHHMaNeH OKCHIATHBEH METab0NHM3IEM
(peakuus ¢asza 1) e onucal npy Bcuukyn Habmonapany Byuaope. EzeTumMub v ezeTHMHO-rmokyponna ca -
OCHOBHHTE TIPOH3BOAHHU Ha IEKAPCTBOTO, KOMTO C€ YCTAHOBABAT B IU1a3Marta, NpeacTapnaBar

cboTBeTHO oT 10 1o 20% u ot 80 no 90% ot 001OTO KONHUECTBO HA IEKApCTBEHHA NMPOAYKT B
nnasMata. U ezeTuMHO U e3eTUMHO-rmoKypoHHA 0aBHO c€ eNMMHMHHMpAT OT NUla3Mara, Kato €

NI0KA3aHO, Y€ Y4acTBAT B FOJiAMA CTEMNEH B eHTEepoXxenartaneH Kperoepar. ITonyxuBOTBT Ha €3eTHMHO

K €3eTHMHO-TIIOKYPOHHA € npubnusuTenHo 22 vaca.

Amopeacmamun | .
ATOpBacTaTHH ce MeTabonusnpa ot uaroxpom P450 3A4 no opTo- U NapaxHAPOKCHIHpaH)
MPOM3BOJAHH U PA3TU4HHU O€Ta-OKUCIIUTEIHU TPOAYKTH. OCBEH MO APYrH NbTHLIA, TE3H T
AOMBJHHATENIHO ¢e MeTaboNH3UPaT upe3 rNIOKYpPOHHpaHe. In vitro nHxubupane Ha HMQY
peIyKTa3aTa OT OPTO- U MAPaxXHAPOKCHIHPAHHTE MeTaOOIMTH € EKBHBAJICHTHO HA TOB
atopsactaThH. [Ipubausurenno 70% ot uupkyaupainata HHXHOHTOPHA aKTHBHOCT 3a
peayKTa3ara ce AbJDKW Ha aKTHBHHTE MeTa0ONHTH.
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EnHMHHBpaHE

Ezemumub
Cnen nepopanieH npvem Ha *C-ezetumu6 (20 mg) npH xopa, OOIKUAT €3THMHO € CBBP3aH ¢ OKONO

93% ot ofwara paZHOaKTHBHOCT B rutazMarta. [Ipubnnsutento 78% v 11% ot pagnoakTHBHOCTTA Ha
NMPUAOKEHATA 034 C€ YCTAHOBABAT ChOTBETHO B M3MPAXKHEHHATA U YpHHAaTa 3a 10 qHeBeH nepuoa Ha
cxOupane. Cnen 48 yaca He ce yCTaHOBABAT JOJIOBUMH HHBA Ha paAHOARKTHBHOCT B IUla3Mara.

Amopeacmamun

ATopBacTaTuH € cyOcTpaT Ha YepHOAPOOHHTE TPaHCNOPTEPH, OpraHHUHHA AHHOH-TPAHCNIOPTHPALIL
nonunentua 1B1 (OATPIB1) u 1B3 (OATP1B3) tpancnoprep. MerabonurHre Ha aTOpBAacCTaTHH Ca
cy6crpath Ha OATP1B1. ATopBacTaTHH € HAEHTHOHUMPAH CbLIO KAaTO CyOCTpaT Ha eyKCHHTE
TpaHcnoprepu P-rnukonporent (P-gp) v npoTerHa Ha pe3HCTEHTHOCT Ha paka Ha rbpaaTta (BCRP),
KOETO MOXKE Ja OrpaHU4H YypeBHaTa abcopbuna 1 OunnapHua KIHPBHHC Ha aTOPBAaCTaTHH.
ATOPBACTATHH CE €IMMHHHPA MPEAUMHO C XKIThYKATa Clle/l XenaTaleH W/HIH eKCTpaxenaraneH
mMetaGonn3bM. BLnpeku ToBa, NeKapCTBEHUAT NPOAYKT HE MPETbPNABA 3HAUKTENEH €HTEPOXeNaTaleH
Kpbroppar. CpeAHMAT IU1a3MEH €TMMHHALIHOHEH NOJIY)XMBOT HA aTOPBACTATHH MPH XOpa €
npubnusutenno 14 uaca. [lonyxueorsT Ha uHxHOHTOpHATa akTHBHOCT 3a HMG-CoA peaykrasara ¢
npubausutento 20-30 yaca, nopaau y4acTHETO Ha aKTHBHHTE METAbOMHTH.

[leanaTpHuHa nomynauus
Ezemumub

(dapmaKkoKHHETHKATa Ha €3eTHMHO € cxoaHa npH Aeua > 6 roaAMHH W Bb3pacTHH. Hama HainyHu
apMaKOKHHETHYHH JaHHH NPH NeIHATPHYHA NONYJIALMA Ha BBL3PACT < 6 rOAHHH. KIIMHUYHHUAT ONHT
[IpH OEAMATPHUYHH NAaUHEHTH M IOHOLLUH BKITIOYBA NALMEHTH ¢ XOMO3HIOTHATa JaMHIIHA
XHUNEPXONECTEPONEMHA, XETEPOIUTOTHATA (haMUITHA XUIIEPXOAECTEPONIEMHS HIIH CHTOCTEPOJIEMHA.

Amopsacmamun

B otBOpeHO, 8-ceAMHYHO NpoYy4BaHe, NeAWaTPHYHH NaLMeHTH (Ha Be3pacT 6-17 ronuun) ctaauid [ no
Taunep (N = 15) u craauii Il no Tanep (N = 24) ¢ xeTepo3HroTHa GpaMHIHa XHIEPXOJIECTEPOTIEMHA U
n3xonHo Hueo Ha LDL-C > 4 mmol/l ca nekyBanu ¢ 5 vnn 10 mg TabneTku 3a AbBUEeHEe HIH
cboTBeTHO ¢ 10 unm 20 mg dpunMupanu TabNeTKH aTOPBACTATHH BEeHBXK AHEBHO. EnHHCTBEHATA
3HaAYHMa NPOMSAHA BbB (PapMaKOKMHETHUYHUA MOJEN Ha NOMyaluaTa, JiIKyBaHa ¢ aTOpPBaCTaTHH €
TENECHOTO TErNo.

[TpHBnAHHAT Nepopaned KIMPBHHC Ha aTOPBACTATHH MPH NEIWATPHUHY NALMEHTH H3rNexaa nogoden
Ha TO3HW TPH BBIPACTHH CJIE/ ANIOMETPHYHO H3MEPBAHE Ha TEIECHOTO TErjo. ChOTBETHO NOHHKEHHS
Ha LDL-C n TC ca nabnoaaBasy B JHana3oHa Ha eKCMO3HLUHS HA aTOPBACTaTHH H O-
XHIPOKCHATOPBACTATHH.

Crapuyecka Bh3pacT
Ezemumub
[1nazMeHHTE KOHLEHTPAUKY Ha 001UA e3eTUMHO ca OKOIO 2 IThTH NO-BHCOKH NMPH MaLUECHTH B

cTapyecka Bb3pacT (> 65 roauau) 8 cpasHeHue ¢ no-muaaure (ot 18 no 45 roaunn). Hamanenunero Ha
LDL-C v npo¢dunst Ha 6€30NacHOCT ca CpaBHHUMH MEXKAY MaLHeHTHTE B CTapHecKa Bb3pacT M No-
MJIaJIHTE MALMEHTH, KOMTO C€ JIEKYBAT C €3eTHMHMD.

Amopeacmamun
[InazmeHWTe KOHLEHTPALMH HA aTOPBACTATHH U HEIOBUTE AKTHBHH METaDOJIMTH Ca 1O-BUCOKH MpPH

3ApaBH HHAMBHAM B CTapuecKa Bb3pacT, OTKOJKOTO NPH MNAJH, 10KATO JIHIMUAHUTE €DEKTH Ca
CpaBHHMH ¢ T€3H HabMI0AaBaHU NpPY NO-MNajaa rpyna rMalHeHTH.

YepHoapobHO yBpexaaHe
Ezemumub

Cnen enHokpaTHa ao3a ot 10 mg ezerumub, cpeanata AUC 3a obuna esetumud ¢ Ha 23k a e O
npubau3nTenHo 1,7 MbTH NpK NALKEHTHTE C JieKa YEPHOAPOOHA HEJOCTATHYHOCT (C pm ("*"
Pugh 5 nnn 6) B cpaBHeHHe ¢bC 3ApaBH yuacTHUUH. [Ipu 14-aneBHO npoyusaHe ¢ M '._ -', W
no3upaue (10 mg aHeBHO), MALMEHTHTE C YyMEpeHa YepHOAPOOHa HEAOCTATBYHOCT (CROPAH : f
Pugh 7 no 9) umar ysenndenue Ha cpeanata AUC 3a obums €3eTHMHO npuOnu3uTensd n% 1 ey

(il
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NbLPBHA JEH H YETHPUHAJIECETHA JI€H B CpPaBHEHHE CbC 3apaBuTe nobposonum. He ce Hanara
KOPHTHPAaHE Ha A03aTa 3a NaUUEeHTHTE C JIeka YepHoApoOHa HEAOCTATHUYHOCT. Thil KaTo He ca
H3BECTHH €(EKTHTE HA YBEJIHUYCHATA CKCMO3KLUHMA Ha €3eTUMHD NPH NAUKUEHTHTE C YMEPEHA WIH TeXKKa
yepHoapodHa HegocTaTbYHOCT (ckop no Child-Pugh > 9), esetumnb He ce npenopbisa 3a
NPHIOKEHHE NPH Te3W NaUMEHTH (BK. ToUkH 4.2 1 4.4).

Amopsacmamun
[11a3MeHWTE KOHLUIEHTPALIMY Ha aTOPBACTATHH W HETOBUTE aKTHBHH MeTaboIUTH Ca 3HAYMTEHO

noBHILEHH {OKONO 16 mbTH 38 Crax ¥ 0k0n0 11 nbTH 32 AUC) npy naurenTH ¢ XpOHHYHO aNKOXONMHO
yepHoapoOHo 3abonsaeare (Childs-Pugh B).

buOpeuHo yBpexaaHe

Ezemumu6

Cnen eaHoxparHa no3a e3eTuMub ot 10 mg npu naumeHTH ¢ Texko 60peuHo 3abonasane (n=8,;
cpeaeH CrCl < 30 ml/min/1,73 m?), cpeanata AUC 3a oOms e3eTuMHUO ce yBenuvasa
NpHUOIH3NTENHO 1,5 MBTH B CPaBHEHHE ChC 3APABHTE YHaCTHHLIM (n=9).

EanH nanueHT B TOBa npoyuBaHe (caea OrOpeuna TpaHCIUIaHTalHg M Ha IeYEHHE ¢ MHOXECTBO
JIEKAPCTBEHH NMPOAYKTH BKIHOUHUTEIHO LMKJIOCNIOPHH) € UMall |2 NbTH No-BHCOKA EKCITO3NLIMA HA

00U e3eTUMHD.

Amopeacmamun
brbOpeuno 3abongBaHe HE OKa3Ba BIHAHUE BbPXY I1a3MEHHUTE KOHUEHTPAUHWH HIH BHPXY JIMNHAHHTE

e(heKTH Ha aTOPBACTATHH H HETOBHTE aKTHBHHU META0OHTH.

Hon

Ezemumubd
[1na3sMeHKTe KOHUEHTpALMH Ha o0LIHS e3eTUMHO ca Manko no-BHCOKH (nNpubansutenHo 20%) npu
)KEHHTE B cpaBHeHHE ¢ MbxkeTe. Hamanenuero Ha LDL-C u npodunsT Ha 6€30NacHOCT NMPH MBXKE U

JKEHH Ca CpABHHMH TIPH NICHUCHHETO C e3eTUMHD.

Amopsacmamun
KoHLieHTpaLiuMTe Ha aTOPBACTaTHH K HETOBUTE AaKTUBHH METADOIMTH NpPH XKEHHTE CE pa3iMyaBaT OT

TE3W NpH MbXKeTe ()keHu: npudauzuTenno 20% no-sucokn 3a Cuax ¥ nipubanzutenuo 10% no-HUCKH
3a AUC). Te3M pa3iMKy HAMAT KJIMHUYHO 3HAYCHHE, B PE3YJITAT HA KOETO HE ¢a Ha0n10aBaHH
KAHHHYHO 3HAYHMH Pa3IMKH B NHITHAHHUTE €PEKTH Cpell MBKE H KEHH.

SLOCIBI1 nonuMopthuiIbMm

Amopeacmamun
YepuoapoObHoTO 3axBaltaHe Ha BCHUKH HHxuOuTopu Ha HMG-CoA penykrasara, BKIIOUHTEIHO

aTOPBACTaTHH, ce u3Bbpiiea nocpeactsoM OATP1BI1 tpancnoprep. [1pn naumentun cue SLCOIBI
NOAUMOP(HHU3IBM MMa PUCK OT NOBHUIEHA EKCNO3ULMA Ha aTOPBACTAaTHH, KOETO MOXe J1a JOBEAE 10
NOBHINEH PHCK OT pabaomuonuia (Bx. Touka 4.4). IlonumopdraMeT B reHa, kogupaul OATP1BI
(SLCOI1BI1 ¢.521CC) ce cebp3Ba ¢ 2,4 MbTH MO-BUCOKA CHCTEMHA EKCMNO3KLIMA HAa aTOPBAaCTaTHH
(AUC), B cpaBHeHHe ¢ HHAMBUAH 6€3 TO3W reHoTHned BapuaHT (¢.521TT). Ilpn Te3n nauneHTH e
BbH3MOXKHO MEHETHUYHO A € HapYLIEHO YepHOApoOHOTO 3axBalllaHe Ha aTOpBacTaTHH. Bb3MOXHH
NOCNEACTBHS BbPXY €PHKACHOCTTA C& HEM3BECTHH.

53 IIpeakanHHYHH JAHHH 3a OejonacHoCT

Ezemumub
[IpoyuBanns NpH )KHBOTHH 3a XPOHHYHATA TOKCUHMHOCT Ha €3eTUMHO HE HaeHTH(DHLM

OpraHy 3a TokcHueH egekT. [IpH Kyuera, TpeTHpany B NpoaALKEHHE Ha YETHPH cel
(20,03 mg/kg/neH), KOHUEHTPALMATA HA XOJIECTEPOJ B KHCTO3HATA XIbYKA € NOBH
ot 2,5 10 3,5. Brnpeky ToBa, B €IHOTOQHILHO NMPOY4YBAHE BBPXY Ky4€Ta, Ha KOUTO
no 300 mg/kg/neH, He ce HabnOaBa NOBULLEHA YECTOTA HA XONEIUTHA3a HIH APYT
eexTH. 3HauEHHETO Ha TE3H JaHHH 3a XOpaTa He € U3BeCTHO. He Moxe aa ce H3kmo
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PHCK, CBBLP3aH ¢ TepaneBTHYHATa yroTpeba Ha €3¢TUMHO. JIBarocpouHuTe TecToBE 32
KapLIMHOTEHHOCT Ha €3eTUMUO ca oTpuuarenHu. EseTumnb HaMa edekT BupXy depTHINTETa Ha
MBIKKH HJIH )KEHCKH TUTBhXOBE, HHTO € YCTAHOBEHA TepaTOTCHHOCT NPH [UTBXOBE MITH 3aiLld, HUTO
NOB/IMABA MPEHATAIHOTO WIH MOCTHATANHOTO pa3BuTHe. E3eTHMHO npeMyHaBa npes ralueHTapHaTa
GapHepa NpH OpeMEHHH TUTHXOBE M 3ailli, Ha KOUTO ¢a NPWIaraHu MHOTOKPATHHU J03H OT

1 000 mg/kg/nemn.

Amopeacmamun
ATOpPBACTATHH € OTPHLIATENEH 33 MyTareHeH U KIaCTOreHeH NOTEHLMAN NpH HaOop OT 4 in vitro TecTa

u 1 in vivo anann3. He e ycTaHOBEHa KAHIIEPOr€eHHOCT Ha aTOPBACTATHH [PH TUThXOBE, HO BUCOKH
11034 NpH MULIKH (koeTo Boay A0 6-11 mbTH AUCo24 h, AOCTHTHATO NIPH XOpA NPH Hak-BHCOKHTE
MPenoph4aHH JO3H) OKAa3BaT XENaToueay/1apHH aZIecHOMH NMPH MBKKH K XENaTole Ty IapHi
KapLIKHOMH TpH xeHCKH. MMa loka3aTeNicTBa OT eKCNEPUMEHTANHM NPOYYBAHUA BBDXY dKUBOTHH, Ue
naxubuTopure Ha HMG-CoA penykrasata MOraT 1a NOBJIHAAT Ha Pa3BHTHETO HA eMOPHOHH HIIH
dberycn. Ipu ibxose, 3aiiik ¥ KyyeTa aTOPBACTaTHH HAMA €PEKT BbPXY (EPTHIMTETA H HE €
TEpaTOreHeH, HO MPH TOKCHYHY 3a MaiikaTa 103K ce Habmogapa GeTanHa TOKCHMHOCT NPH IUTEXOBE H
3aiiun. Pa3BUTHETO Ha NOTOMCTBOTO HA IUTEXOBE ce 3a0aBg M NOCTHATAIHATA NMPEKHUBAEMOCT
HamaJIABa MO BpeMe Ha M3NnaraHe Ha MalKUTe Ha BUCOKH JO3H aTOpBacTaTHH. [lpu nabxose uma
NaHHY 3a TpaHcdep npes ruaneHTara. [Ipy rorsxoBe nnasMeHWTe KORLEHTPALIHMKA Ha aTOPBACTATHH Ca
nmoRo6HH Ha Te3H B MIAKOTO. He e H3BeCTHO AaNii aTOPBACTATHH H/IH HETOBHTE METAbONHTH Ce

CKCKpeTHpAT B YOBEUIKaTa KbpMa.

Ezemumub u cmamun, npunazanu eOH06PEMEHHO

[Ipu npoyuBaHus 3a €AHOBPEMEHHO MPHIOXKEHUE ¢ €3eTUMUO U CTaTHHK HaOMIOAaBAHUTE TOKCHYHH
eeKTH ca OCHOBHO T€3H, KOMTO OOHKHOBEHO CE€ CBBP3BAT ChC CTATHHUTE, HAKOH OT TOKCHYHHTE
e(peKTH ca MOo-U3pa3eHH, OTKONKOTO HabmionasaHUTe No BpEME Ha JleYeHHe CbC CTATHHH
caMocToaTenHo. Topa ce oTaBa Ha (papMaKOKHHETHYHUTE U papMaKOHHAMHYHHTE B3aHMOACHCTBHA
NP4 €AHOBpeMEHHO npuiioxenne. [py k1MHHYHUTE NpOyUBaHUA He ca Ha0soAaBaHH NOAOCOKH
B3auMoaeicTBua. MyonaThHy ce noABABAT NPH IUTHXOBE CaMoO CJie]l H3Jlarale Ha A03H, KOKTO ¢a
HAKOJIKO ITbTH MO-BUCOKHU OT TEPANEBTHYHATA /103a NPH xopa (NpHOn3nTeaHo 20 1bTH HHBOTO Ha
AUC 3a cratunu 1 500 a0 2 000 ner HuBoTo Ha AUC 3a akTuBHUTE MeTabonutu). B cepus om in
Vivo M in vitro aHaJlUu3H €3eTUMHO, NpHNaraH € JHOBPEMEHHO CbC CTATHHH, HE NMOKA3Ba MEHOTOKCHYEH
noteHunan. EqHoBpeMEHHOTO NpHUAoKeHHe Ha €3¢TUMHO M CTATHHH HE € TCPATOreHHO NPH TUTHXOBE.
[Tpu GpeMeHHH 3aiium ce HabmoAaBa Manbk Opoii ckeneTHH AedopMaLIK (CIETH MPBLAHU H ONIALLHHA
MpeLieHH, HaMaieH 6poif Ha kayaanHuTe npeulneHy). EAHOBpEMEHHOTO NPUIIOKEHHE Ha €3€THMHO ¢
NOBACcTaTHH BOAH 10 eMOpuonieTanHu edexTy.

6. OAPMAINEBTHYHH JAHHHA
6.1 Cnuchbk Ha DOMOHIHHTE BELIeCTBA

Hopo na mabremxama
MukpokpuctanHa uenyno3a 101 (E460)
Manuton (E 421)

kanuueB kapbouar (E170)
Kpockapmenosa HaTpuii (E468)
Xugpoxcunponunuenynosa (E463)
[Tonucopbar 80 (E433)

Xuart skenezen okenp (E172)
Marunezsues creapar

[Tosunon K29/32 (E1201)

Hatpuep naypuncyndar (E487)

Dunrmoeo noxkpumue

JlakTo3a MOHOXHUApPAT
Xunpomenosa 2910 (E464)
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Turanor quokcup (E171)
Makporon 4000 (E1521)

6.2 HecbBMeCTEMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocTt

2 TOAWHH

6.4 ChnennajHy YCAOBHA HAa ChHXPAHEHAE

To3u nekapcTBEH NMPOAYKT HE H3HCKBA CNCLMANIHYK YCAOBUA 3a ChbXPAHEHHE.

6.5 BaaucnabpXKARHE HA ONAKOBKATA

OPA/AI/PVC//Al 6micteps u nepdoprpalH €AHOA030BH OIIHCTEPH, ONAKOBAHH B KAPTOHEHHU KYTHH.

Onaxoskn ot 10, 10x 1,14, 14x 1,15, 15x1,28,28x1,30,30x 1,56,56x 1,60,60x 1, 84, 84 x
1,90,90x 1, 100 u 100 x 1 prunmupanu tabieTkm. |

He BcHukK BUIOBE ONMAKOBKH MOTAT Ia ObAaT MyCHATH Ha rasapa.
6.6 CpennajgHna npeANa3HH MEPKH NPH H3XBLPIARE

Hewu3nonseaHUsT NeKapcTBEH MPOAYKT WK OTNaAb4YHHTE MaTEPHUany OT Hero TpsaOBa Aa c€ W3XBBPIAT
B CBOTBETCTBHE C MECTHHUTE H3HCKBAHHAL.

7. TIPUTEXATEJ HA PASPEIUEHMETO 3A YIIOTPEBA
Teva B.V.

Swensweg 3,
2031GA Haarlem,

Hunepnanaus
8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Aganop [Lmoc 10 mg/10 mg - Per. Ne 20220114
Apanop [Lmoc 20 mg/10 mg - Per. Ne 20220115

9. JIATA HA ITbPBO PA3PEIIABAHE/MIOAHOBSIBAHE HA PA3PEIIEHHUETO 3A
VIIOTPEBA

Hata Ha mepBO paspewasane: 06 anpun 2022 r.
JlaTa Ha NocaeAHO NOQHOBABAHE:

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA
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