KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. MMEHA JEKAPCTBERHA TIPOAYEL [ WINBAHATENNA ATEHUMS 110 NEKAPCTBATA

Asanop [Lmoc 40 mg/10 mg dunmupanu TabneTkn
Avanor Plus 40 mg/10 mg film-coated tablets

Asanop [Lmioc 80 mg/10 mg punmupany Tabnerku
Avanor Plus 80 mg/10 mg film-coated tablets

2. KAYECTBEH H KOJIMYECTBEH CHhCTAB

Apanop Ilmoc 40 mg/10 mg puimupann TabneTku

Besxa duimmpaHa TabneTkn caabpxka 40 mg aropeacTaThH (atorvastatin) (KaTO aTOPBACTATHH KaJILIHH
Tpuxuapar [atorvastatin calcium trihydrate]) u 10 mg eseTumud (ezetimibe).

AMPHJIIGC 80 mg/10 mj TalneTKu

Besaka ¢puamupana Tabnerka ceabpxa 80 mg aropeacTaTvH (atorvastatin) (KaTo aTOPBACTATHH KaILMHA
Tpuxuapat [atorvastatin calcium trihydrate]) u# 10 mg eseTumu6 (ezetimibe).

[IoMOLITHO BEINECTRO € U3BECTHO ACHCTBHE
Beaxa ¢puimupana Tabnetka AsaHop Ilmoc 40 mg/10 mg ceabpxa 5,81 mg sakrosa.

3a MLIITHHUA CITMCHK HA NMOMOIIHMTE BELIECTBa BIDKTE TOUKa 6.1.

3. JEKAPCTBEHA ®0OPMA

Owimupana TabnerTka
Asanop Ilmoc 40 mg/10 mg puamupanu Tabnerku

bemu, c popma Ha kancyna, aBoiHoOM3MBKHAMH GrwiMupanH TableTky ¢ pasmepH npubmasurenso 16,1
x 6,1 mm, | |

Asanop Ilmoc 80 mg/10 mg punmupany TabreTku

KBiITH, NPOXBArOBaTH, HBOHHOM3ITEKHANH hHAMHpaHH TabNeTKM ¢ pasMepH npuGm3uTenHo 19,1 x
7,6 mm.

4. KJIHAHHNMHH JAHHH
4.1 TepaneBTHUNN NOKAZAHHSN

IIpogunaxmuxa na copOeyHO-CLO06U WHUUOCHMU

AsaHop Ilmoc e noka3saH 3a HaMaIaBaHE HA PUCKA OT CHPACYHO-CHhIOBH HHLIHACHTH (BXK. TO4Ka J.1)
NpH NanHeHTy ¢ uexeMuvHa HSonecr Ha cypuero (MbC) M anaMHesa 38 OCTEP KOPOHAPEH CHHAPOM
(OKC), ¢ nnu 6e3 npeainecTsaing TepanMsa CbC CTATHH.

Xunepxorecmeporemus
Apanop ILnoc € noka3zaH KaTo ZOMIHMTENHA TEPanMa KbM JHETaTa [MPH Bb3
(xeTepo3HroTHa pamMwiHa U HePaMIUIHA) XHTIEPXOJICCTOPOIEMHS WIH CMECEeHa

KbAeTo ynorpebara Ha KOMOHHalLIMATA € MOAXOAALIA.

* TALMEHTH, KOHTO HE Cd 3a10BONHTE/IHO KOHTPOJIMPAHH CAMO ChC CTATHH\' & . |
® NALMEHTH, BEYC JIEKYBAHU ChC CTATHH M €3eTHMHOD 5
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Xomozuzomna amurna xunepxonecmeponemus (Homozygous Familial Hypercholesterolaemia,
HoFH) |
Apanop TI/noc € MOKA3aH KATO NOIMHIHHTEIHA TEpaNnus KbM J¥eTaTa 1pH pb3pacTHi ¢ HoFH.

[MalMeHTHTe MOTAT CHINO AA NOIY4AT AOITHIHMTEITHA Tepamus (Hanp. adepesa Ha IMNONPOTEHHH C
HHCKA TUTHTHOCT [low-density lipoprotein, LDLY]).

4.2 Jlo3RpoBKA H HAYHH HA OPHJICKEHHAE

Jlosnpopka

Xumepxonecmeponemus u/unu ucxemuuna 6onecm na copyemo (c anamnesa 3a OKC)

[MaumenrsT TpA6Ba Aa € HA MOAXONAIIA AHETA 32 IIOHIDKABAHE Ha JIHIUANTE H TPAOBA J1a NPOABIDKH
Ta3H AMETA 110 BpeMe Ha jedenneTo ¢ AsaHop ILmoc.

IlozoBuar AuanasoH Ha AsaHop ILmoc e ot 10 mg/10 mg Ha aen no 80 mg/10 mg na aen. Tunuanara
no3a e 10 mg/10 mg seannbxk AHeBHO. HuBoTO Ha LDL xonecrepona (LDL-C) Ha naumenTa,
puckoBuaT craryc 3a UbC M oTrOBOpPBT KBbM TEKYIATA TEPATIHS 32 MOHIDKABAHE HA XOJIECTeposa
TpabBa Aa ce BieMAaT MPeBK/ MU 3aMc4BAHE HA TCPAITMSTA WIH KOPHTHpaHe Ha 103aTa.

Hlo3zara Ha Asanop ILmoc Tpa6Ba fa 6bAe HHIHBHIYSIM3UPAHA Bb3 OCHOBA HA M3BECTHATA
edHUKACHOCT Ha palnHYHUTe 4034 HA ABaHop [Lmoc (Bx. Touka 5.1, TaGauua 4) n Ha oTroBopa Ha
TEeKyIIATa XOJMecTepo-NoHIKapaina Tepanys. Kopexiumsa Ha n03ara TpsOsa 1a ce H3BLPIIBA HA
HHTEPBAIH OT 4 WIH MoBeYe CEIMMIIH.

Xomozuzomna hamunna xunepxonecmepoiemun
Nozara a Asasop ILmoc npu naments ¢ HoFH e 10 mg/10 mg no 80 mg/10 mg AHEBHO. ABaHOp
[Tmoc MOXe 3 C& H3NMOJI3BA NPH TE3H NALHEHTH KATO JOITIHECHHE KbM APYTH JIMITHAC-NIOHHXABAIIH

tepanuy (Hanp. LDL adepesa) HiH cAMOCTOATEIHO.

Eonospemenrno npunodicerue ¢ opy2u Aexapcmea
[Tpnemur Ha ABaHop Ilinoc Tpa6Ba na cTapa WiH > 2 yaca Ipeau, WiH > 4 yaca cJiell TpHeMa Ha
CEKBECTPAHT HA KIThYHHTEC KHCECITHHH.

[Tpn naumeHTH, NIPHEMAIllH AHTHBHPYCHH CPEACTBA 32 IedeHHe Ha xenaTht C enbacsup/rpazonpesup
eaHoBpeMeHHo ¢ AsaHop Ilmoc, no3ata Ha AsaHop Ilmoc He TpaOBa Aa Hapsynasa 20 mg/10 mg Ha
aeH (px. ToukH 4.4 u 4.5).

Cmapuecka ev3pacm
He ce Hanara kopekums Ha 103aTa NPH NALMEHTH B CTAPYECKA BB3pacT (BXkK. Touka 5.2).

Ileduampuuna nonyrayun
be30nacHOCTTA H etbmcnocm Ha Araxop [Ioc ipH Aelia He € ycTaHOBeHa (BiK. Touka 5.2).

_Jhmcmnamm

Ueprodpobro yepexcoane
Asanop Ilimoc Tpabsa aa ce W3noi3ea ¢ NOBMINEHO BHUMAHME NIPH NAUMEHTH ¢ YepHOAPOOHO
yBpexaaHe (BxK. TOUkH 4.4 4 5.2). ApaHop [Lroc e npoTHBONOKa3aH NPH NALMEHTH ¢ AKTHBHO

yepHOAPoOHO 3ab60/miBaHe (Bx. To4Ka 4.3).
bvbpeuno yspexcoane

He ce Hanara kopekuma Ha [03aTa NPH naiHeHTH ¢ 6u6pedno yBpexaaHe (Bx. TOUKA 5.2)
Hauun Ha pHIcKEHHe

Asanop [Lmoc e 3a nepopanto npuinoxenue. Asanop ILmoc Moxke na ce npunara xa
10 BCAKO BpeME Ha ACHS, Ch¢ WM 6e3 xpaHa.
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4.3 IIpoTHBONOKAIABHYA

CBpEXHYBCTBHTEIHOCT KbM AKTHBHHTE BEINECTBA WIH KM HSKOE OT IOMOLIHHTE BELIECTERA,
n3bpoenu B Touka 6.1.

Tepanusta ¢ Aeasop ILmioc e MpOTHBONOKA3aHa MO BpeMe Ha OPEMEHHOCT H KbPMEHE, H IPH XKEHH ¢
ReTepoZieH MOTEHLIMAN, KOUTO He M3MO/I3BAT NOAXOAAINH KOHTPALIEITTHBHA MEPKH (BX. Touka 4.6).

Asanop ITmoc € mpoTHBONOKA3aH NMPH NALMEHTH C AKTHBHO YepHOAPOOHO 3abonspaHe WK
HeoGACHUMO IePCHCTHPAILO NOKAYBAHE HA CEpYMHHTE TPAHCAMHHA3H, MPSBHIIABAIIH 3 ITBTH rOPHATA

rpalmia Ha HopMata (ITH).

Asanop ILnioc e npoTHBONOKA3aH NPH NALHEHTH, JICKYBaHM ¢ aHTHBHPYCHH CPE/ICTBa 38 JIEYEHHE Ha
xenatHT C - raexanpeBHp/MHOPEHTACBHP.

4.4 Cllemli.mm NpeAynpekAcHNS H NPEANAIEE MEPKH NpH ynorpefa
Mu MMOIIH3A

‘B nocTMapKkeTHHIOB OIIHT ¢ €3¢THMHMO ca noKiIafBaHy CIIy4aH Ha MUONATHA H pabIOMHONH3A.
[ToBedeTo NaLMEHTH, KOHTO €A pa3BIUIH pabaoMHOIIH3a, ca MPHEMAalld CTATHH €IHOBPEMEHHO C
eseruMub. Pa6aommonnsa o6ave e JOKNaABAHA MHOTO PAIKO IPH MOHOTEPANMS ¢ e3eTHMHO ¥ MHOrO
PAAKO NIpH RoOaBAHE HA €3eTHMHOG KbM APYTH NPOAYKTH, 33 KOHTO € H3BECTHO, YE MOBHIIABAT PHCKA
o1 pabaomMuosm3a.

- Apazop Ilmoc chaBpka ATOPBACTATHH. ATOPBACTATHH, KaTO ApyrH MHXuOHTOpH Ha HMG-CoA
PenyKTa3ara, B PEKH CIIyHal MOXE a 38CETHE CKEJICTHHTE MYCKYIH H A8 MPHYMHA MUAIITHA, MHO3HT
¥ MHOINATHA, KOATO MOXE Jia MporpecHpa a0 padaoMuoiH3a, NOTEHIHAITHO XXHBOTO3aCcTpalaBalno
CHCTOSHME, XaPaKTEPHIUPAIIO C€ ChC 3HAYMTETHO NOBMINABAHE Ha HHUBATA Ha KpeaTHH(pochoKHHA3ATA
(KOK) (> 10 o™i ITH), meornoSuneMua ¥ MHOTIOOHHYPHS, KOATO MOXKe Ja oBeae 10 6ubpeuna
HEAOCTATBYHOCT.

ITpedu nananomo na revenuemo .

Asanop ITmoc Tpa6Ba aa ce NpeaNnMcea ¢ MOBHIICHO BHUMAHME MPH MALMEHTH C TIpeapasno/aramy

daxTopu kM pabaomuommsa. Husoro Ha KOK Tpabea na Obe H3MepeHo mpean HAYAIOTO Ha

JIeYEHUETO B CJICIHMTE CUTYALIMH:

. 610peaHo yBpexnaHe,

. XHIIOTHPCOUTHIbM,

e ' uHAMBHAY&THA WM daMMIHa aHAMHE3a 38 HACIICACTBCHH MYCKYJTHH HapYIICHH,

. NPEAXO0K/AIMA AHAMHE3A 38 MYCKYJTHA TOKCHYHOCT NIPH M3MOJ3BAHETO HA CTATHH WIH (udpar,

. NpeaAXOXIalla aHaMHe3a Ha YepHoaApoOHO 3abonaBane WM KOr8TO C€ KOHCYMHpAT
3HAYMTE/THH KOJIMYECTBa ANKOXO0J1,

. B CTApYECKa BB3PACT (Bb3pacT > 70 romHHN), HEOGXOAHMOCTTA OT TAKHBA MEPKH TpaOBa na ce
OGMHC/IM B 3aBHCHMOCT OT HAJIHYHETO Ha APYTH Ipeapasnonaramy GaxTopH 3a pabaoMHoIu34,

. CHTYALIHH, TIPH KOHTO MOXe 18 BL3HHKHE MOBHINABAHE HA TUTA3MCHHUTE HHBA, KATO
B3aHMOACHCTBHE (BXK. TOUKA 4.5) H CTICLMAJIHH [TOITyJIALIHH, BKIIIOYHTE/THO MTeHETHIHH
cySnonmynamas (BX. TouKa 5.2).

[Tpu TaxKBa CHTYAIIHMH, PHCKBT OT MPOBEKAAHE Ha jicdcHHe TpA0Ba 1a ce OUCHABA CIIPAMO OYAKBAHATA
MoJ38, KATO C€ MPENopbHBa KIMHUMHO MPOCICASBaHE.

3arno4Ba JICYUCHHC.

Onpedenane na kpeamun@ocporxunazama
Kpeatundocdoxunaszara (KOK) ne Tpabea na ce onpesens ciell TexKY GHIUYECKH Ha
'WIH ApH HAJMYMETO Ha APYTH NpHIMHH 3a nopHiueHHe Ha KDK, Thii kaTo B Te3H CiTyy
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MHTEPNPETALMATA HA YCTAHOBEHHUTE CTOMHOCTH e 3aTpyaHeHa. AKo u3xoauuTe cToiiHocTH Ha KK ca
3HAYMTENHO noBuiieHH (> 5 et [TH), onpeaelisaHeTo Ha cTORHOCTHTE cile[iBa Aa 6HbJe NOBTOPEHO B
paMKHTE Ha 5 A0 7 JHH NO-KbCHO 38 NOTBBPACICHHE Ha TNOTYHECHHTE Pe3YNITATH.

Ilo épeme na nevenuemo

. [MauuexTuTe TpaOBa Aa OBAAT yBEAOMEHM, Ye e HeoOxoauMo He3abaBHO fla CHOOIABAT 34
6onka B MyCKYIMTE, KpaMITH WiIH ¢1abocT, ocobeHO aKo ca NPpUAPYXKEHHK OT HEPa3NOJI0KECHHE
WIKH BHCOKA TEMMNEPaTypa, MM aKO MYCKYJIHHTE NTPH3HALK # CHMITTOMH NTEPCHCTHPAT CIICA
npexpaTsBaHe npueMa Ha AsaHop Ilmoc.

. AKO 110 BpeMe Ha JiedeHH¢e Ha nauueHT ¢ AsaHop ILuoc ce nosBAT TAKHBA CHMITTOMH, HETOBUTE
nuBa Ha KOK TpaGea na GuaaT u3amepeHH. AKO €€ YCTAHOBH, Y€ TE3H HHBA €A 3HAUMTENHO
nopuwexu (> 5 myti I'TH), neuennero Tpadra na 6'bae NPEKpaTeHo.

. AKO MYCKY/IRHTE CHMITTOMH Ca TEXKH W MPHYHHABAT €KCAHEBHO AUCKOMPOPT, IOPH H
croitnocture Ha KK na ca 3asuienn a0 < 5 metd [TH, Tpabsa na ce oOMHCIH npekparapaHe
Ha IeYEHHETO.

. ITpy u3ue3BaHe Ha CHMITTOMHMTE H HOpMAIM3HpaHe Ha CToHHOCTHTe Ha KK, Moxce aa ce

OOMMCITH MOBTOPHO BBBEXK/IaHE Ha JieveHHeTo ¢ ABavop ILmoc win ¢ apyr nexapcTeeH
NPOAYKT, KOWTO ChIBP)KA CTATHH, KATO CE 3aN04YHE ¢ HAli-HMCKATa 1038 H MPH CTPHKTHO
NpocheIgBaHe.

. Jleuenueto ¢ Apanop Ilmoc Tpa6Ba z1a ce npeycTaHOBH, aKO CE NMOABH KIHHHYHO 3HAUUMO
nosuwasade Ha crofiHocTiTe Ha KOK (> 10 mytn ITH) unm ako ce auarsocruipa win
noaosupa pabaoMHONNM3A. | |

. MHoro paako ce cpo0inaBa 3a HMyHO-MEAMMpaHa HekpoTH3Hpalla Muonatus (MMHM) no
BpeMe HIH cliel nedeHne ¢ Hakou crarund. MMHM ce xapaxrepusupa KIHHHYHO C
NEPCHCTHPALIA NMPOKCHMAHA MYCKYJIHA CNaboCT H MOBHIICHA CEPyMHA KPSAaTHHKHHA3a, KOHTO
MEPCHCTHPAT BHIIPEKH NPEKPATABAHETO HA JICYEHHETO CHC CTATHHH, |

[Topanyu HaNKUMETO HA ATOPBACTATHH KATO KOMMOHEHT Ha ApaHop [Lmoc, pCKBT OT pabaoMHoONM3a €
MOBHIIEH, KOTATO ATOPBACTATHH C€ TNPUIara eJHOBPEMEHHO ¢ OTIPEACNICHH JIEeKapCTBEHH MPOIYKTH,
KOMTO MOTAT JIa NOBHILAT IU1a3MCHATa KOHLIEHTPALMA Ha aTOpPBAaCTaTHH, KATO MOLIHH HHXHOHUTOpH Ha
CYP3 A4 wnH Ha TPaHCNIOPTHHTE NPOTEHHH (HAMP. LMKIIOCNIOPHH, TEIHTPOMHIMH, KIAPHTPOMHIIMH,
NeNaBUPIAMH, CTUPHIICHTOJ1, KETOKOHAa30J1, BOPMKOHA30J]I, HTPAKOHA301, 1o3aKoHa3on, H HIV
NpoTeasHy MHXUGHTOPH, BKIIOYHTEHO PHTOHABHP, JIONMHABHD, aTa3aHABHD, HHAMHABHD, NapYHABHD,
THIIPAHABHP/PUTOHABHP H Ap.). PUCKBT OT MHONATHA CHIIO MOXeE 1a ObAe MOBHINEH NMPH
eAHOBpeMeHHaTa yrorpeda ¢ reMpuOpo3un u ApyTH MPOU3BOJHH Ha PHOPHHOBATA KHCETHHA,
aHTHBHPYCHH CpeAcTBa 3a neueHHe Ha xenaTHt C (HCV) (6ouenpesup, renanpesup,
enGacBHp/rpa3onpeBHp), EPUTPOMHLIHH WIH HHALHH. AKO € BB3MOXHO, TpaOBa fa ¢e obMucaT
a/ITepHATHBHH (HeR3aUMOAEHCTBALIM) Tepalii BMECTO Te3H JIEKAPCTBEHH NMPOAYKTH (BX. Touka 4.8).

B ciryuanre, KOraTo e AHOBPEMEHHOTO NPUNOKEHHE HA TE3H NCKApCTBEHHU NPOAYKTH ¢ ABaHop [lmoc ¢
HeoOXoaMMO, NOJ3aTa H PUCKBT OT €AHOBPEMEHHO NedeHHe TpsaOBa BHHMATETHO a ¢€ OOMHCIIH.
Koraro naumeHTH IMpHEMAT JIEKAPCTBEHH NPOAYKTH, KOWTO NOBUIIABAT IU1A3MEHATA KOHLICHTpalLMs Ha
aTOPBACTATHH, C¢ MpeNopbYBa I0-HUCKa MakcuManHa 103a AsaHop Ilmoc. B nonbiaHeHue, B cryyai
na MousH CYP3 A4 uuxubutopn, no-Hucka HauaiHa no3a Ha Asavop ILmoc TpaGea na ce oGMucIH 1
ce MPenopbYBa NOAXOAAIIO KIHHHYHO MPOCICAIBAHE HA TE3H MALHEHTH (BX. TOUKa 4.3).

ATopBacraTHH He TpaOBa Aa ce mpuiara €AHOBPEMEHHO ¢ PY3HI0BA KHCC/IHHA 38 CHCTEMHO
APHIOKEHHE WIH B PAMKHTE Ha 7 AHM CJIEA MTPEyCTAHOBABAHE Ha JICYEHHETO ¢ (y3MI0Ba KHCEIHHA.
[Tpu natmeHTH, NPH KOUTO CHCTEMHATa yrnioTpeba Ha Qy3HA0Ba KHCenHHa e KpaliHO HeobxonuMa,
JIGYEHHETO CBHC CTATHH TpAOBa Ja ce MPEYCTAHOBH 10 BpeMe Ha JIEUeHHETO ¢ Py310Ba KHCE/IHHA.
[Tpu naumenTH, NpUeMaliy ¢y3ua0OBa KHCETHHA B CTATHHH B KoMOMHaLMs, ca cpoliaBany cysis
pabaomMpBonn3a (BKTIOUHMTEHO HAKOH ¢ daTaieH u3Xon) (Bx. Touka 4.5). [Taimentare Tpgd
OBAaT NOCHBETBAHH He3a0aBHO a MOTHPCAT MEAHLIMHCKA MTOMOLL, 8KO M3MUTAT HAKAKE
Ha MycKyJiHa cnabocT, 60/ka B MyckyauTe wiH 60N1€3HCHOCT Ha MYCKYJIHTE.
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B peaxu ciTy4as, KOTaTo ce Hajiara NpOXb/DKHTENTHA CHCTeMHa ynoTpeGa Ha ¢y3HaAOBa KHCETHHA,
HAMP. 33 NCUEHHE HA TEKKH HHEKIHN, HeoOXOANMOCTTA OT €AHOBPEMEHHO NMPHIICXKEHHE HA ABRHOD

[Lnioc u dy3unona kucenuHa Tpabsa na ce OOMHCH 338 BCEKH KOHKPETeH Ciiy4al NMoOTAETHO NOoA
CTPHKTHO JieKapeko HabmoaecHue. -

JanroMHIIMH

Cpo6lnenH ca ciTydad Ha MHonaTHus W/win pabaomuonusa ¢ HHXHOuTopH Ha HMG-CoA peaykrasara
(Hamp. aTOPBACTATHH M €3¢THMHO/ATOPBACTATHH), IPHIATAHH SIHOBPEMEHHO ¢ JarmmomMuiiuH. TpaGea
7la ¢e MOXXONIA ¢ MOBHIIEHO BHHMAaHHe, KOTATO e npeamuceaT nuxuburopu Ha HMG-CoA
PEYKTa3aTa C AAIITOMHLIMH, Thif KATO BCEKM OT TAX MOXE JIa MPHYHHH MHOTIATHA H/IITH
pa6AOMHOIN38, KOTATO CE MpUIara CaMocToATeNIHO. Tpa6Ba Aa ce 0OMHCIH BpeMEHHO CITHpaHe Ha
Aganop Ilmoc nmpu NalMEHTH, MpHEMAINM AATTOMHLIAH, OCBEH ako MOA3UTE OT €AHOBPEMEHHOTO
[IPHIOXEHHe He NpeBumanaT pucka. KoHcynrupaifte ce ¢ mpoaykrosaTa HHGoOpMaUHs Ha
JANMTOMHIIMH, 32 Ja NMOJyYHTe AONMIHKHTEIHA HHPOPMALHA OTHOCHO TOBA NOTCHUHAIHO
“paaumoneticrene ¢ HMG-CoA pemyxrasiu KHHXHOHTOPH (HANp. ATOPBACTATHH H ,
e3eTHMHO/aTOPBACTATHH) H 33 JOITHWIHHTEIHH HACOKH, CBbP3aHH C IPOCICAIBAHETO (BXK. TOUKA 4.5.).

Yepuo AMH |

I1pu KOHTPOIMpaHK M3NUTBAHKA 38 KOMOHHHpaHA TepalHs NP MALMEHTH, NOTy4aBaln €36THMHO U
CTATHH, ¢ HaGMIOAABAHO MOCEABALILO NOBHUIABAHE HA CTOHHOCTHMTE Ha TpaHcaMuHasHTe (> 3 [TH)
(Bk. TouKa 4.8).

ITpenu 3anmo4BaHe Ha JIEUYEHHETO U nepuonmmo cJiei ToBa TpAOBa na ce MpaBAT HICNEBAHHSA HA
yepHoapoOHaTa QyHKkips. [Tpy naumMeHTH, KOMTO pasBHAT HAKAKBH NMPH3HALM WIH CHMITTOMH,
peMoNaralny YBPexKIaHe Ha uepHHa ApoG, TpIGEA Ia ce MPOBEAAT YePHOAPOGHH GYHKITHOHATHH
tectoBe. ITaiMeHTH, MPH KOKTO Ce NOBHILABAT CTOMHOCTUTE Ha TpaHcaMHHaszuTe Tpiabpa Aa 6vaar
NpocneAsBaAHH A0 H34e3BaHe Ha OTKIOHEHHETO (OTKIOHEHHATa). B ciryuait, 4e NOBHINABAHETO HA
TpaHcamMuHasuTe Ha 3 mbTH [TH nepcucTipa, ce mpenopsYsa HAMANABAHE HA JO34TA HWIH
npexparaBane Ha AsaHop ILmoc.

Asanop Ilmoc Tpa6Ba Aa ce u3nos3Ba C NOBHINEHO BHHMaHHE MPH MALHECHTH, KOHTO KOHCYMHPAT
JHAMMTE/IHHA KOJTHYECTBa ATKOXON W/HIH HMaT aHaMHe3a 3a YepHOoApoOHO 3a0onaBaHe.

YepHo HEIOCTATBYHOCT -

Apanop Ilmoc He ce npenopbuBa NPH MALMEHTH ¢ YMEPEeHa WIH TeXKA 4epHoipoOHa
HEJOCTATHYHOCT, NOPAAH HEM3BECTHM €(PEKTH OT MOBHMINEHATA EKCIO3HUMA Ha e3eTHMHO (BiK.
To9Ka 5.2).

Pudparh

Be3onacHOCTTa | e(HKACHOCTTA HA e3eTHMHUO, MPHJIoKEH eJHOBpEMEHHO ¢ puOpaTy, He ca
YCTRHOBEHH; 1O Ta3K NPHYMHA HE CE NPEnopbYBa eAHOBPEMECHHO NPHIOKEHHE C Anaﬂop [lmoc (mx.
TO4YKa 4.5).

HMLOCHQEHH

HeobxonumMo e NOBHINEHO BHUMAaHME NPH 3anovBaHe Ha JedeHHe ¢ AsaHop ILmnoc, ako peue € Ha.lmue
TepamMa ¢ IMKIocnopHH. KoHLeHTpauuuTe Ha HMKIOCNIOpUH Tpabsa Aa 6BAaT NpocieAgBaHK MPH
naumeHTH, npueMaiy ApaHop Ilmoc ¥ motocopus (BX. Touxa 4.5).

Axo Aranop [Lmoc ce npubasu xbM Bapgpapii, APYT KYMApHHOB AHTHKOA'YJIAHT HIH ¢
MEXIYHAPOAHOTO HOPMaNH3MpaHO ChoTHOMEHHe (International Normalised Ratio, '

6be KOHTPOJMPAHO IO MOXXO/AIN HAUHH (BXK. TOUKa 4.5).
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[peseHlMs Ha HHCYJIT YPE3 ArPEeCHBHO HAMAIABAHE HUBATA Ha XonecTepona (Stroke Prevention b
Aggressive Reduction in Cholesterol Levgls, SPARCL)

Tpu post-hoc ananus Ha NOABMAOBE Ha HHCYJIT NpH NallHeHTH 6€3 ncxeMuyHa GONeCT Ha CHPLETO
(UBC), XoHTO ca HMAIIH CKOPOIIEH HHCY/IT WIH [IPEXO0/iHA HCXeMHYHA ATaKA, MeCTOTATA Ha
XeMOparuyeH HHCYJIT IPY NALMENTH, 3an04YHANH JIEYCHHE ¢ aTopBacTaTHH 80 mg e no-Bucoka B
cpaBHEHHMe ¢ Te3H Ha waue6o. [lopumeH puck e ordends3aH MPeANMHO MPH NMALMEHTH ¢ NPeXOAcH
XE€MOparu4eH MHCY/IT WIH JIAKYHapeH uHGAPKT NPH BKIIIOMBAHE B ITpoy4YBaHeTO. IIpy naimeHTH ¢
IPEAXOAEH XEMOPArUeH HHCYIIT WIK JIAKYHAPEH HHPAPKT, GaNaHCET MEXKLY PHCKOBETE H MOJI3HTE OT
aToppacTaTul 80 mg € HeCUrypeH, ¥ MOTEHLMANHNAT PHCK OT XeMOparuieH HHCYJIT TpAbBa
BHHMATEIHO Ja ce OOMHMCIIM [peH 3anoYBaHe Ha JedeHHeTo (BXK, Touka 5.1).

Huyeperuumansa Genonpobua Gonect

WakmoumTesiHo peikH CJIydaH Ha HHTepCTHIMANHA Genoapobna Gonect ca chobeHH ¢ HAKOH
CTATHHM, 0cO0eHO MPH NMPOTBIDKKUTENHO JledeHHe (BK. TouKa 4.8). Hauannure CHMITTOMH MOraT Aa
BKJIKOYBAT JUCIHES, HEMPOAYKTHBHA KAIUTHLIA M BIOMIABAHE HA OOIMIOTO 3/IpaBOCIIOBHO CHCTOSHUE
(yMopa, 3ary6a Ha TEIJIO M BHCOKA TeMIlepaTypa). AKO HMA CbMHEHHA, Y€ NALMEHTHT € Pa3Bu
HHTEpCcTHLIHATHA OenoapobHa 6oect, 1eYeHHeTo ChC CTATHHH TpAOBa fa ObAe MpeycTaHOBEHO.

3axapen auaber

Hakou JaHKY MPEATNIONATAT, Y¢ CTATHHHUTE KATO Kiac, MOBHIIABAT KPEBHATA 3aXap M NPH HAKOH
NalMeHTH ¢ BHCOK PHCK OT pa3BHTHE Ha Auaber, MOraT a JOBEJAT 0 HMBO HA XHNCPrIIHKeMHA, NPHY
KOETO € NOKA3aHA NOoJXOASImA rpika 3a Auabeta. To3H puck obaue ce KOMIIEHCHPA OT NMOHIKARBAHETO
Ha CBHAOBHMR PHCK CBC CTATHHM H CNEAOBATENIHO He TpabBa na Oble NpHYKHE 38 MPeyCTAHORYBAHE HA
neveHHeTo Che cTatvH. IlaumenTrTe © pHck (rMIoKo3a Ha rafgHo 5,6 o 6,9 mmol/l, mnexc Ha
tenecna Maca (UTM) > 30 kg/m?, noBHInEeHN TPHIITHIEPHAN, XHUNEepTOHHA) TpAOBa na 6naart
KIMHHYHO H OHOXMMHYHQ NPOC/IEASBAHM CHIJIACHO HAIMOHAIHHTE NMPEeNnOpPHKH.

MuUACTEHHMS TPABUC, OUHA MUACTEHHS
B nakonko ciny+as ce cbobmana, qemmmremwylmpa'rde novo WM BIIOIIABAT BEYe

CHIIECTBYBAIA MHACTEHHA FPaBUC WM OYHA MHACTEeHMA (BX. TOo4Ka 4.8). IIpiiioxkenneTo Ha ABaHOp
[Imoc TpaGBa aa ce crpe B ciry4aii Ha BIIOINABaHE Ha CHMITTOMHTE. Ma croOmeHus 3a peLans mpu
(MOBTOPHO) NPH/IATaHE HA CHIHHMA WM PAVIHYCH CTATHH.

IloMoInHHK BemecTsa |
Asanop ITmoc 40 mg/10 mg cuabpxa nakro3a. IlauMerT! ¢ peaxH HaCAeACTBEHH MpodaeMM Ha
HENOHOCHMOCT KbM TaJIAKTO34a, ITHJICH JIaKTa3eH AedHLMT WM NTIOK030-raiakTo3Ha Manabcopbua He

TpAOBa Na MPHUCMAT TOBA JIEKAPCTBO.

Asanop Ilmoc chappxka no-Manko or 1| mmol Harpuii (23 mg) Ha puamupana TabneTka, T.e. MOXKE J1a
ce Kake, Y€ IPAKTHIECKH He ChAbPXKA HATPHH.

4.5 BaarmopelicTeHe ¢ npyrn JEKAPCTBEHH NPOAYKTH H APYTH GOPMHE HA BIauMoeHicTBHE

MHOXeCTBO MEXaHW3MH MOTRT 8 JOIpHHEecaT 38 NOTeHLMATHH B3anMopelicTeua ¢ HMG-CoA

' pefyKTa3HH HHXHOHUTOPH. JleKapCTBEeHH WIH PaCTHTEIHH MPOXYKTH, KOHTO HHXHOHpET
meTabonuTHMTE METHING Ha onpeacieHH eH3uMH (Hanp. CYP3A4) u/unu TpaHcnoprepu (Hamp.
OATP1B) Morar 1a NOBHIIAT ILTA3MEHKTE KOHLIGHTpaLMH HAa ATOPBACTATHH M MOTAT Ja JOBEIAT JiO
NOBHINEH PHCK OT MHonaTua/pabaoMHoNu3a.

Koncyarapaiite ce ¢ IpoayxToBara HHGOpMALRY HA BCHIKH ¢AHOBPEMEHHO APHEMARY ——
JICKAPCTEA, 32 A2 NOJIYIHATE JOMBJIHETE/AHA HHPOPMALHES 3a TEXHETE BLIMOKHE
B3AHMONCHCTBHS ¢ ATOPBACTATHE H/H/IH 32 BEPOSTHOCTTA 33 IPOMCHH HA eH3HM)
TPARCHOPTEPA, H Bb3MOKHO KOPDHIHPAHE Ha 03aTa HJIH CXEMATA HA NPRIATAH(

DapMakoIHHAMMUHY BIAUMOJIEHCTBIA S\ et
AroppacTaTuH ce MeTabomisupa ot LToxpom P450 3A4 (CYP3A4) n e cyGeTpar u qﬁpﬂp B '
TPAHCNIOPTEPH, OPraHHIHHA aHHOH-TpaHcnopTHpam nomunentni 1B1 (Organic Anion W
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Polypeptide 1B1, OATP1B1) n 1B3 (OATP1B3) rpancnioprep. MeraGosanmire Ha aTOpBACTAaTHH ca
cyberpati Ha OATP1B1. ATopBacTaTvH € HACHTHOHIHPAH CHINO KATO CyOCTpPaT Ha MPOTEHHA,
CBBP3aH ¢ My/ITWieKapcTBeHarta pesucteHTHOCT 1 (Multi-Drug Resistance 1, MDR1) n nporenHa Ha
PE3IHCTEHTHOCT Ha paka Ha rypaaTa (BCRP), koHTo Morar a orpaHHYaT HHTECTHHANTHATA abcopOLus
¥ GnHapHKA KNHPHHC Ha aTOpBACTATHH (BXK. TOUKA 5.2).

EHOBpPEMEHHOTO MPHIOKEHHE HA JIEKApCTBEHM NPOAYKTH, KOHTO ¢a HHXHOHTOpH HAa CYP3IA4 win
TPaHCHOPTHH NPOTEHHH, MOXKeE Aa HOBE/E A0 NOBHUINABAHE HA MTASMEHHTE KOHIICHTPALHM HAa
ATOPBACTATHH M MOBHINEH PHCK OT MHONATHA. PHCKBT CBIUIO Taka MOXe Aa Obic MOBUILCH NPH
eJHOBpeMeHHa ynioTpeba Ha AsaHop [Limoc ¢ ApyTrH IEKApPCTBEHH NPOAYKTH, KOHTO HMAT MOTEHLMAT

" [1a peAH3BUKBAT MHONATHA, KATO MPOKH3BOIHM Ha GMOPHHOBA KHCENHHA H e3eTHMHO (BXK. TouKa 4.4).

DapMaKOKHHETHYHH B3aMMOICHCTBHA
He ca HabmoxaBaHH KIHHHYHO 3HAYMMH (apMaKOKHHETHYHH B3aUMOACHCTBUA NPH SAHOBPEMEHHO

MPHJICKEHHE Ha e3eTUMUO C ATOPBACTATHH.

DEKTH Ha OC JICKADCTBCHH IO Bbi ABAHOL 1,9
Ezemumub

Anmuayudu: eAROBPEMEHHOTO NPWIOKEHHE HA AaHTHALHAK HAMAJIABS CKOpPOCTTa Ha abcopOima Ha
e3eTUMHO, HO HAMA edexT BEpXY OHOHANMMHOCTTa Ha e3eTUMHG. Tasn HaMaTeHa CKOPOCT Ha -
abcopbipa He ce CuUMTa 3a KIMHHYHO 3HAUYMMA.

Xonecmupamun. eJHOBPEMEHHOTO NPWIOKEHHe Ha XOJESCTHPAMHH HAMAJIABA CPeIHATA IO MO
kpuBara (Area Under the Gurve, AUC) Ha o6mus ezeTuMHb (e3eTHMHO + e3eTHMHO rMOKYpPOHHI) A0
npubamsurenno 55%. INocrenennoro noHmwxerue Ha LDL-C B pesynaraT Ha no0aBaHeTo Ha €3eTHMHO
KbM XOJIECTHpaMHH MOKe Aa Obie HaMaleHo opaan TOBa B3auMoaeiicTene (Bx. Touka 4.2).

Lluxnocnopun.: npy npoyusane ¢ 8 naunentH caea 6pO6peuna TpaHCILIAHTALHA ¢ KPEATHHHHOB
KIHpBbHC o1 >50 ml/min npH cTabunHa 20328 Ha LHKJIOCTIOPHH, €AHOKpaTHa no3a oT 10 mg e3eTHMuUO
BOAH A0 3,4-kparHo (QuanazoH: 2,3- no 7,9-kpatHo) ypenuueHue Ha cpeanata AUC 3a oOmus
e3eTMMHO B CpaBHEHMe C IpyIaTa Ha 3ApaBaTa KOHTPOJIHA NOIMyJaLus, NoTyYasallla CaMoO €3¢THMHO,
ot apyro npoyusaHe (n=17). B apyro npoy4saHe npH nauueHT ¢ 6L0peuHa TpaHCILIAHTALHS ¢ TEXKA
creneH Ha Op0pedyHa HEAOCTATHYHOCT, KOATO € NpHEMAT ¢ LIMKJIOCTIOPHH H MHOXKECTBO JPYTH
NEKAPCTBEHH MPOXYKTH, € AEMOHCTPHpPaHa | 2-IbTH NO-TOJIAMA €XCHO3UIHA Ha o0IMMA €3¢THMHO B
CpaBHEHHE ¢ KOHTPOMH, NOTyHaBany camo e3eTHMHO. B e1HO ABYNepHOAMHMHO KPBCTOCAHO MPOYUBaHE
npu 12 3apaBH YHACTHHIIM, IPIIOKEHHETO Ha 20 mg AHEBHO e3eTHMHUG B TPOAL/DKeHHE Ha 8 JIHH C
eqHOKpaTHa A03a oT 100 mg WMKIOCTIOpHH Ha CeIMKA JICH, € AOBEJIO 0 He3HauHTenHo 15%
yeenuueHne Ha AUC 3a nuxnocnopus (B rpannuute ot 10% #Hamanapane xo 51% ysesiudapane), B
CpaBHEHHE ¢ €AHOKPaTHA no3a oT 100 mg 1MKIOCTIOPHH NPHIOKEH CaMocToATeNIHO. KonTpoanpaHo
npoydYBaHe BhPXY e(peKTa OT €AHOBPEMEHHOTO MPHJIOKECHHE HA €3¢THMHO U LIMKIOCTIOPHH MPH
nammenTy ¢ 650peuHa TpaHCIUIAHTALMA Ha JIeYeHHE ¢ MKIIOCTIOPHH He € npobexaaHo. Heobxoaumo ¢
NOBMIIEHO BHHMAHHE IIPH 3anotBaHe Ha ieveHHe ¢ ABaHop Ilmoc, koraro seue € HATHLIE Teparnui ¢
uMKIIocnopuH. KOHLEeHTpauHHTe Ha LIMKIOCTIOpHH Tpabpa na 6baar npocnemaanu NpH TALHCHTH,
npueManm ApaHop Ilmoc u knocnopus (Bx. Touxa 4.4).

Dubpamu. eAHOBPEMEHHOTO NpHIOKEHHE Ha PeHoPHOpaT Wi reMm(pHOpO3HI ¢ €3€THMHO yBEIHYaRa
obmara KOHLIeHTpauua Ha e3eTHMHO croTBeTHO MpubnuaurenHo 1,5-4 1,7 meTh. Benpeku ue Tesu
YBE/IHUEHHA HA KOHIICHTPALIMATA He Ca KJIHHHIHO 3HAYMMH, €JHOBPEMEHHOTO NMPWIOXKEHHE Ha
Asanop [Lmoc ¢ puGpartu He ce mpenopbyBa. e

I Amopeacmamun

Y
CYP3A44 unxubumopu: B0xa3aHo e, ye MomHuTe HHXHOHTOPH Ha CYP3 A4 MorarT 1 ,:m_ m'r g& Sy é
3HAYMTEIHO NOBHIIABAHE HA KOHLICHTPALMHTE Ha aTOPBACTaTHH (BxK. Tabnuua 1 K ei;i{' AYLATA f‘-\" =
uH$opMals mo-goiy). EaHoBpeMeHHOTO nprnoeHHe Ha MOIIHH CYP3A4 uuxub \p‘-* Al ;
LIHKJIOCTIOPHH, TEIMTPOMULIMH, KNapHTPOMHIIMH, ACTABHPAHH, CTUPHNEHTO/1, KETOKORQRU:

. . 7
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BOPHKOHA301, HTPAKOHA30J1, I03aKOHA301, HAKOH SHTHBHPYCHM CpecTBa 3a AeueHue Ha HCV [Hamp.
enbaceup/rpazonpeprp] 1 HIV-nporeazHy HHXHOUTOPH, BI/IIOYHTETHO PHTOHABHD, JIOTIHHABHP,
aTa3aHaBUp, HHAMHABHD, NApPYHABHUp H Ap.) Tpaba aa ce u3barea, ako € Br3MOXKHO. B cimyyau, koraro
eHOBPEMEHHOTO NPWIOKEHHE Ha TE3H JIEKapCTBEHH MPOAYKTH ¢ AnaHop ILtioc He Moxe aa Obae
m3Gernaro, TpsGBa Aa ce OOMHC/IAT MO-HUCKH HaYalHA H MAKCHMaTHa 1o3u AsaHop Ilmoc u ce

npenopbuBa NOAXOAAIIO KIHHIMHO Npocieaapane Ha nauueHTa (sx. Tabmuua 1).

Yumepennre CYP3A4 HHXUOMTOPH (HANP. ePHTPOMMIMH, TWITHA3EM, BepanaMmi H QUTyKOHa30)
MOTAT Ja IOBHINAT IUIA3MEHHTE KOHIICHTPaLHH Ha aTopBacTaThHH (BK. Tabmuua 1), Habmonasan e
OBHIIIEH PHCK OT MHOMNATHS [PH yNoTpeba Ha epUTPOMKIMH B KoMOHHaltis ck¢ cTaTHHH. He ca
NPOBEAKNAHH NPOYUBAHMA Ha B3aHMOAECTBHSA, KOHTO /18 OLICHAT eEeKTHTE HA AMMOAAPOH HITH
BepanaMHiiA BEPXY aTopeacTaTH. H3BecTHO e, e aMHOJIAPOH ¥ BEPANAMHI HHXHOKPAT AKTHBHOCTTA
Ha CYP3 A4 n elHOBpeMEHHOTO pWioxkeHHe Ha ABaHop ILmioc Moxe aa noBeae A0 NOBHINEHA
eXCHO3HIMHA Ha aTOpBacTaTHH. 3aToBa TPAGBA a ce OOMUCIM NO-HACKa MAKCHMATHA 1033 Ha ABaHOD
[Imoc 4 ce npenopeYBa NOAXOASIIO KIHHHYHO NpociieifBaHe Ha NalMeHTa, KOraTo Ce npuaara
eanospeMeHHO ¢ yMepeHH CYP3A4 muxuburopu. [Ipenopbusa ce noaxoasmo KIMHAYHO
MPOCJICAABANE Clie]l 3aTI0YBaHE WIH NMOC/Ie[BALIO AXaIITHPAHE 103aTa Ha KHXHOKHTOPA.

Huxubumopu na npomeuna Ha pe3ucmenm1ocm Ha paxka na 2vpoama (Breast Cancer Resistant
Protein, BCRP): eAHOBpeMEHHO MPWIOKEHHE Ha NPOAYKTH, KouTo ca MHxubHropH Ha BCRP (Hamp.
enfacBMp M rpasonpeBHp), MOXKeE Ja JOBEAe A0 MOBHINICHH MUIA3MEHH KOHIICHTPALH HA ATOPBACTATHH
H MOBMIIEH PUCK OT MHOIIATHA, €10 38110 CJICABA k2 ¢& OOMHCIIH KOPHIHpaHe Ha ZI03aTa AaTOPBaCcTaTHH
B 3aBHCHMOCT OT MpeANucaHaTa A03a. ETHOBpeMEHHOTO NpRIOKEeHHe Ha e10acBHp M rpa3onpeBHp ¢
aTOPBAaCTATHH MOBHINABA IUTIA3MEHHTE KOHIICHTPALMH Ha aToppacTaruH 1,9 ey (Bk. Tabmuua 1);
CJIeROBaTeTHO Ao3ara Ha AsaHop ILmoc He TpabBa ga nagpuasa 20 mg/10 mg AHEBHO NMpH
MAaLMeHTH, NI0JYYaBALIM CHITETCTRALIO JIeUeHHE ¢ MPOXYKTH, ChAbpKAIlM €16acBHp WIH MPasonpeBup
(rk. TOukH 4.2 1 4.4). !

Huoyxmopu na yumoxpom P450 3A4: cbIrbTCTBALIOTO MPHIOKEHHE HA AaTOPBACTATHH C HHAYKTOPH Ha
troxpoM P450 3A4 (Hanp. edapupeHn, pupaMIMLKH, XXWIT KAHTAPHOH) MOXe 1a IOBEAE N0
POMEHIMBO HAMAJIABAHE HA IUIA3MEHHTE KOHLICHTPALMH Ha aTopBacTaThH. [Topaan MexaHnima 3a
ABOMHO B3aHMOAeHCTREHE HA pHOAMITMIMH (HHAYKLMA Ha UHTOXpoM P450 3A4 u mixubupane Ha
TpaHcropTepa Ha XenarorTHOTO 3axBamaHe OATP1B1) ce nmpenopbusa NpuiaraHeTo Ha ABaHop
Ilmoc u pudaMIHIIMH Aa 6blie €AHOBPEMEHHO, Thif KATO MO-KBCHOTO NIPHIC)KEHHE HA ATOPBACTATHH
cliel MPHWIOKEHKE HAa pudaMITHIIMH € CBHP3aHO CHC 3HAYMTETHO HAMAIIABAHE HA IUIA3MEHHTE
KOHIIEHTPALWH HA aTopBacTaTHH. BiuaHuero Ha pupaMITHIMH BbPXY KOHLIEHTPALHHTE HA
ATOPBACTATHH B XENATOLMTHTE 00aue e HEH3BECTHO H AKO CHITHTCTBALIOTO NPHJIOKEHHME HE MOXKE J1a
ce u3berne, nauyeHTHTE TpaOBa Aa OpAAT NPOC/ICASBAHN BHHMATETHO 38 €pHKACHOCT.

Huxubumopu na mpancnopmepume: KHXHOHTOPHTE HA TPAHCTIOPTHUTE IPOTOHHH (HAMD.
LMKIOCTIOPHH) MOTAT J1a NMOBUINAT CHCTEMHATA eKCIIO3HIIHA Ha aTopeacTaTHH (Bx. Tabmuua 1). -

EdbexThT OT HHXHOMpaHE Ha TPAHCTIOPTEPUTE HA YEPHOAPOGHOTO 3aXBAIIAHE BLPXY KOHLEHTPALMHTE
HAa ATOPBACTATHH B XCNATOLIMTHTE € HEH3BECTEH. AKO €JHOBPEMEHHOTO NMPHAOKESHHE HE MOXeE JIa ce

msberue, ce MpenopbhYBa HAMANABAHE HA 403aTa Ha ABaHop [Imoc M KMHHUHO HAGMIOACHHE 34
edukacHocT (BK. Tabmuua 1).

Temghubpozun/npoussoonu na gubpunoeama xucenurna: caMOCTosTeNHaTa ynotpeba Ha pubpaTh
MOHAKOra € CBbP3Ba ¢ MYCKYJIHO-CBBP3aHH CHOMTHA, BKIIOYMTENTHO pabnoMuosi3a. PUCKET oT Te3n
cpOHTHE MOXKe f1a OB/ MOBHINEH MPH ¢AHOBpEeMEHHa yroTpeGa Ha Mpou3BOAHH Ha PubpHHOBaTA
KHCEJIMHA ¥ ATOPBACTATHH.

Ezemumu6: ynorpebara Ha e3eTHMHO CAMOCTOSTENHO C€ CBBLP3BA ¢ MYCKYIHO-CBbP3:
BTIOYHTENAHO pabaomuommsa. CneoBaTe/IHO PUCKBT OT Te3H chOuTHA MOXke Aa Obac pogs
eTHOBPEMEHHATA ynoTpeda Ha e3eTUMHO M aTopBacTaTuH. [Ipenopbusa ce noaxoasmIC
MPOCHECAABAHE MPH TE3H NAUHMECHTH.

NL/H/5595/001-004/DC - 20231201



Konecmunon: nasMeHHTe KOHLICHTPAllMH Ha aTOPBAacTATHH M HEroBMTe AKTHBHH MeTaOONHTH ca no-
HuckH (¢ npubanzuTtento 25%), KOraTo KOJECTHIION C& NPHIIara €HOBPEMEHHO ¢ ATOPBACTATHH.
JIurmauuTe edexTH 06ate ca Nno-rojieMH, KOraro 8TOPBACTATHH M KOJIECTHIION C€ MPUJIAraT
€THOBPEMEHHO, OTKOJIKOTO MNPH CaMOCTOATEIHO NPHIOKEHHE HA BCEKH OT JICKAPCTBEHMTE NMPOAYKTH.

Dy3ud064a KUCeNUra; PACKBLT OT MHONATHS, BRIIOYNTEIHO pabIoMHOIH3a, MOXE Nia C€ NOBHIIH IpH
€AHOBPEMEHHOTO NPHWIOKEHHE Ha Py3HA0BA KHCEIHHA 38 CHCTEMHO MTPHIIOXKCHHE B CTATHHH,
MexaHM3MBT Ha TOBA B3auMoaclicTHe (Jam ¢ papMakOIMHAMHYCH WiIH (HapMaKOXHHETHUYECH, WIH H
nBeTe) Bee olne He e u3sectTeH. IIpH mauMeHTH, MpHeMaloy Ta3H KoMOHHaLHA, ¢ca cho0aBaHy crydau
Ha pabaoMHONM3a (BKTIOYHTENHO HAKOH ¢ QaTaneH H3Xon).

AKoO ce Hanara jJeueHre ¢ Gy3HAOBa KHCeNHHA 38 CHCTEMHO NPHUNOXKEHHE, JICYEHHETO C ATOPBACTATHH
Tpa6a4 Aa Obae npexpaTeHo Mo BpeMe Ha NedeHHeTo ¢ Py3nnosa kucennHa. BaikTe ¢bmo Touka 4.4,

Konxuyun: BbIIPEKH Y€ He ca MPOBEKIAHH MPOYYBAHHA HA B3AHMOJCHCTBHATA HA ATOPBACTATHH C
KOJIXULMH, ¢4 CLOOUIABAHH CTYYaH HA MHOTIATHA IPH €AHOBPEMEHHO MPHWIOKEHHE HA ATOPBACTATHH C
KONMXMIHH U TpAOBa Ja ce NoaX0K/aa ¢ NMOBHIIEHO BHHMAHHE, KOTATO CE MPEATHCBA ATOPBACTATHH C

KOJMIXHLIHH.

Janmomuyyn: pUCKBT OT MHONATHA M/WTH pabOMKHONIM3a MOXKE [1a C€ NMOBHIIH NPH €HOBPEMEHHO
npuioxkenue Ha HMG-CoA pexyxTasHH HHXHOHTOPH ¢ AantTOMHUHH. Tpabpa na ce obMucnn
BpPEMEHHO cITHpaHe Ha AsaHop [Lnoc npy nalmeHTH, MpHEMALIH JAITTOMHIIMH, OCBEH aKO MOJI3HTE OT
€/IHOBPEMEHHOTO NMPWIOXKEHHE HE NMPeBHIIABAT PHCKa (BX. TOUKA 4.4).

Boyenpeeup: eKCIO3HLMATA HA ATOPBACTATHH CC YBEJIMYABA, KOraTo ce npunara ¢ bouenpenup.
KoraTo ce H3HMCKBa eAHOBpeMeHHO npuioxeHne ¢ ApaHop Ilmoc, Tpsbpa na ce obMucam 3anousaxe

Ha Tepanus C Hali-HEUCKaTa BB3MOXHA no3a AaHop [lmoc U THTpHpaHe A0 JKeaHUA KIHHHYEH CQeEKT,
¢ eIHOBPEMEHHO npociieAsBae Ha 6e3onacHoCTTa, 6€3 Ja ce HaBUINaBa AHEBHA A03a OT

20 mg/10 mg. Ilpn naupeHTH, KOWTO B MOMeHTa ImpHeMaT ApaHop ILmoc, 1o3ata Ha AsaHop ILmoc He
TpAOBa Ja HaxaBHImaBa AHCBHA A03a oT 20 mg/10 mg no BpeMe Ha €AHOBPEMEHHOTO NPHICKECHHE ¢

Gouenpesup.
E¢exry na Asatop Ilmoc BppXy $apMaKOKHHCTHRATA HA NPYTH JICKADCTBEHH MPONYKTH
Ezemumub |

B npemUtMHAYHE MPOYYBAHHKA € YCTAHOBEHO, Ye e3eTHMHO He unayLmpa iToxpoM P450 nexapcrso-
meTabomusupauure eH3uMH. He ca HaGmoaaBany KTHHHYHO 3HAYUMH (PapMaKOKHHETHYHH

B3AHMOACHCTBHS MEXKIY €3eTHMMO H NIEKapCTBa, 38 KOMTO € H3BECTHO, Ye ¢e METaOOMH3HPAT OT
iroxpomute P450 1A2, 2D6, 2C8, 2C9 u 3A4 wnn N-auetuarpascdepasara.

Awmuxoazynarwmu: B €1HO NPOYYBaHe MPH ABAHANECET 3APABH BB3PACTHH MbKE, CTHOBPEMEHHOTO
nMpuIoKEeHHE Ha e3eTHMHO (10 mg BeaHEXK JHEBHO) HE € HMANO 3HAYHTENEH e(eKT BhPXY

- GHoBATHYHOCTTA Ha BapdapHH U NMPOTPOMOMHOBOTO BpeMe. Bhipekn ToBa HMa NOCTMAPKETHHIOBH
 cHOOIMEeHNns 32 NOBHIICHO MEXAYHAPOIHO HOPMATH3UpAaHO choTHOIeHMe (International Normalised
Ratio, INR) npu naimeHTH, IpH KOHTO e3eTUMHO e nobaseH kbM BapdapHH WwiH QIyHHAHOH. AKO
Asanop ILmoc ce mpuema ¢ Bapdapui, Apyr KyMapHHOB aHTHKOArynaHT Wi qurynHanoH, INR Tpabra
Aa Gbae KOHTPOJHPAHO MO MOJXOAAIN HAYMH (BX. TouKa 4.4).

Amopeacmamun

Jluzoxcun: MPH MEOTOKPATHO IPHIaraHe Ha JUrOKCHH €JHOBPEMEHHO C aTOp
KOHLIEHTPALMHUTE B CTALIMOHAPHO CHOTOAHHE Ha MINOKCHH C€ YBEJIHYABAT J1€KO.
IMTIOKCHH TpaOBa aa 6bJaT MpociaeasBaHK MO NOAXOAAIN HAYHH. -
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HEPOPMHH Konmpayenmusu: CAHOBPEMECHHOTO NPHIIOKCHHE Ha aTOPBACTaTHH € NCPOPAJICH
KOHTpALCTTTHB BOAH A0 NMOBHINABAHE Ha ILUTA3MCHHUTC KOHLUCHTPAaLINH Ha HOPCTHCTCPOH H

ETHHWIECTPAHON.

Bapghapun: B KIMHUMHO NMPOYYBaHE NPH NAHEHTH, NOJYYaBaLIH NPOXL/DKATETHA TEpanus ¢
BapdapHH, eIHOBPEMEHHOTO NPHIOKEHHE Ha aTopacTaTHH 80 mg AMEBHO ¢ BapdAaPHH NPHMMHABA
neko HaManeHue ot 1,7 ceKyHau Ha npoTpoMOHHOBOTO BpeMe Npe3 MpBUTE 4 THH Ha NO3MpaHe,
KOETO C€ HOPMAJIH3UPa B PAMKHTE Ha 15 qHM OT NIEYEHHETO C ATOPBACTATHH. BBIIPEKH 4e MHOTO
PAIKO ¢a CHOOIIABAHH KIMHHYHO 3HAYHMH B3aHMOACHCTBHA ¢ AHTHKOATYAHTH, IPOTPOMOHHOBOTO
speMe TpaOBa Jia ce onmpeaeny npeay 3anoypane Ha AsaHop ILTIOC NpH NaLMeHTH, NOMyYaBally
KyMapHHOBM AHTHKOAryJIaHTH H JOCTATHYHO YE€CTO B HAYAJIOTO Ha TEpanuaATa, 3a 1a C¢ TapaHTHpa, ue
He BB3HMKBA 3HAYHTETHAa MPOMAHA B npoTpoMbuHoBoTO BpeMe. KoraTo ce noxymeHTHpa ctabunno
MPOTPOMOHHOBO BpeMe, TO MOXe Ja Obie MOHHTOPUPAHO HA MHTEPBAJIH, KOETO OOMKHOBEHO Ce
NpenopbUBa NPH NMALMEHTH Ha KyMapHHOBH aHTHKOAry/1aHTH. AKo Ao3ata Ha Asanop [lmoc e
MPOMEHEHA HIH NPEYCTAHOBEHA, ChIlaTa ITpoLeaypa Tpa6sa na 6b1¢ nosTopeHa. Tepanudra ¢
ATOPBACTATHH HE Ce CBbP3Ba C KbPBEHE WIM ¢ NPOMEHH B NIPOTPOMOHHOBOTO BpeMe MPH MalHeHTH,
KOMTO He MPUEMAT AHTHKOAr'yJaHTH.

Tabianna 1. EdexT Ba eROBpEeMEHHO NPRIGKEHHE HA JIEKADCTBEHH NPOXYKTH BLPXY
PAPMAKOKHHETHKATA HR ATOPBACTATHH

Jo3a (mg) [IpoMsaHa B KnuHu4yHa npenopuKa
AUC*

40 mg Ha aen 1, B cny4anre, B KOHTO €
10 mg Ha aen 20 HeOOXOHMO
€AHOBPEMEHHO
NPUIOKEHHE C ABRHOP
[Lmoc He Tpabpa aa ce
Hanpumaesa 10 mg/10 mg
Aavop [Lmoc auesHo.
[lpenopruba ce
KJITHHHYHO NMpocieasBaHe
HA T€3H NAIUEHTH.
B cnydaure, B KOHTO €
HeoOxoauMo

e JHOBPEMEHHO
IMPIIOKEHHE ¢ ABRHOD
IImoc ce npenopruBat
O-HHCKH NOJXbPIKAIIH
no3u AsaHop [Lmioc. ITpu
NO3H HAABHINABAIIIH

20 mg/10 mg ABaHop
[Lmioc ce nperopbsyBa

KnapurpomuunH 500 mg ABa meTH 80 mg BeaHBXK 1 4,4-meTH KTHHHYHO MPOC/IEAABAHE
IHEBHO, 9 nHH HEBHO 3a 8 aHHu HA Te3H NallMeHTH.
y)

EnnospeMEHHO NMPHNOXKEH

JIEKApCTBEH MPOAYKT H JO30B
PEXKHUM

Tunpanasup 500 mg npa meTH
nxHesHO/puToHaBHp 200 mg nBa
TbTU JHEBHO, 8 axm (ot AeH 14 go
21)

LimxnocnopnH 5,2 mg/kg/nen, 10 mg BeaHBXK 1 8,7-mbTH
cTa0unHa no3a AHEBHO 3a 28 nHH

20 mg BeHBXK
JTHEBHO 33 4 NHHK

Jlormuasup 400 mg aBa mbTH
aHeBHO/puroHasup 100 mg npa
ITHTH AHEBHO, 14 AHMU

10 ,
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ENHOBPEeMEHHO NPHJIOKEH
JISKAPCTBEH ITPOAYKT H RO30B
PEXHM -

B ciryyauTe, B KOUTO €

40 mg BeAHTXK

Caxsunasup 400 mg asa meTH

- aueBHO/puroHaBup (300 mg xBa JHEBHO 3a 4’ AHU -HeobxoauMO

ITHTH JHEBHO OT JHH 5-7, yBETHYECH e JHOBPEMEHHO

50 400 mg nBa ITbTH AHEBHO Ha MpWIOKeHHe C ABaHOP

neH 8), nau 5-18, 30 min cen IImoc ce npenopbuBaT

pHeM Ha aTOPBACTaTHH NO-HHCKH MOAXBPXKALIM
no3u. Ilpu no3n AsaHop
[Lmoc HapBHIaBAINH
40 mg/10 mg ce
NpenopbLYBa KITHHHYHO

Hapynasup 300 mg aBa muTH - { 10 mg BeAHBK 1 3,3-mpTH NPOCJICAABAHEC HA TC3H

nHeBHO/puToHaBHp 100 mg OHEBHO 38 4 JIHH NALHCHTH

IBa ITBETH AHEBHO, 9 1HHu

HUtpakonason 200 mg BeaAHbX 40 mg egHoxpatHa| 1 3,3-meTH
IHEBHO, 4 THH no3a
®ozamnpenasup 700 mg apa 10 mg BenHBX
ITETH AHEBHO/PHTOHABUD JHEBHO 3a 4 1HU
100 mg aBa IrbTH AHEBHO,
14 nau

®dozamnpenasup 1400 mg nra 10 mg BeAHBXK 1 2,3-meTH
ITHTH AHEBHO, 14 nHU IHEBHO 3a 4 IHH ' :
Hendunasup 1250 mg apa mbTH 10 mg BeaHLXK t1,7-meI”
IOHEBHO, 14 nuu i AHEBHO 38 28 qHM penopuka

Coxk ot rpelin¢pyT, 240 ml Beanrx - | 40 mg, 137% He ce npenopb4Ba
AHeBHO™ eQHOKpaTHa 1034 €IHOBPEMEHEH IIPHEM HA
roJIeMH KOJIHYECTBA COK
. OT rpedndpyT 1 ABaHOp
Ilmoc

40 mg, T 51% Cnepn sanousaHe Ha
€AHOKpATHA 1034 TEParMATa WIK cnen
- | anantupaHe Ha A03aTa Ha
AWITHA3EM CE
npenoprYBa MOAXOAAINO
KIIHHWYHO NTpOCNeasBaHe

10 mg, 1 33% :

eHOKPATHA 034 MAKCHMAJTHA 11032 K
KJIHHMYHO HabmoaeHHe
HA Te3H NALHEHTH.

1 2,5-mp1H

*

HurmaaseM 240 mg BeIHBX THEBHO,
28 aHH

EpurpoMuiHH 500 mg YeTHpH ITbTH
XHEBHO, 7 IHH

O e [T
| ¢ | eAHOKpPATHA A034 | YeTIOLBKS

Humernans 300 mg YeTHpH ITLTH 10 mg BeaHBXK | no-Manko or
IHEBHO, 2 CEIMMHILIH JAHEBHO 3a 1%*
4 ceaMHAIM

AHTHALIMAHA CYCNICH3HA OT 10 mg BeaHBX 1 35%*
MArHe3ues H AlyMHHUEB  AHEBHO 34

xuapokcHa, 30 ml yerHpu METH 4 ceaMHIH
KHEBHO, 2 CeIMHILH

- Edbasupenn 600 mg pemnok auesHo, | 10mgsa3mm | | 41% - 3
. 14 v - - DETOPDIEE
o | 11 J
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" EDHOBpEMEHHO NPUJIOXEH
JIEKAPCTBEH NPOAYKT H J030B
PEXKNM

40 mg eqHoxparHal| T 30%
Ao03a

AXO eTHOBPEMEHHOTO
MPHIOKEHHE HE MOXKE Ce
H30erue, ce npenops4sa
MPHEMHUTE HA ABAHOP
IImoc u pudaMnuLIMH A3
ca M0 €AHO H CBIIO

Pﬂd)mmmn 600 mg BegHBXK
IHEBHO, 7 IHH (€ AHOBPEMEHHO

MPIIOKCHHE)
BPEME NMPH KIMHUYHO

Puamnuuuy 600 mg peannxk 40 mg ennoxparra| | 80%

IHEBHO, 5 JHM (pa3feNeHHu no3a

OO3H | MPpOCJICAABAHC.
I'empubpoaun 600 mg nsa meTH 40 mg ennokparnal 1 35% He ce npenopnusa

IAHEBHO, 7 IHH oo3a | ‘
7038

1 2,3-mTH [Tpenoprusa ce MO-HHCK?
RO3a ~

HAYATHA J103a H
KMTHMHHYHO Hab/moaeHue

10 mg ensoxparnal 11,94-meTH

1038

denodubpar 160 mg semnK
AHEBRO, 7 AHH

Bou;npesﬂp 800 mg Tpu meTH
JAHEBHO, 7 THH

HE TS3H MALMEHTH.
Hozara Ha ApaHop ILmoc
He TpaOBa Ja HaABMINABA
OHeBHa no3a or 20 mg/10]
mg

Jo3ata Ha AsaHop [lmioc
He TpaOBa 1a HA/IBHIIABA
AHeBHa ho3a ot 20 mg/10
mg 1o BpeMe Ha-
CAHOBPEMEHHOTO
MPAIOKEHHE C

MPOLYKTH, ChAbPKALIH

EnGaceup 50 mg BeqHBXK JHEBHO

/rpasonpeBup 200 mg BeAHBK
nHesHO, 13 nHH

DaA30TIDEBHD.
EaHoBpeMeHHoTO
MPHJIOXKEHHE C

TIPOAYKTH, ChABPKALIN
IIEKATIPEBHP WIH
mibpenTacpup, €
IPOTHBOIOKA3AHO (BXK.
Touka 4.3).

10 mg BeaHbXK
JIHEBHO 3a 7 OHH

I'nexanpesup 400 mg BeAHBK
aHeBHo/mbpenTacsup 120 mg
BEAHEXK JHCBHO, 7 AHH

& Iampwre, MOCOUEHH KATO X-KpPaTHA MPOMAHA, MPEACTABIISBAT NPOCTO CHOTHOIMEHNE MEXLY CIHOBPEMEHHO
NMPANIOAKEHHE H CAMOCTOSTETHOTO IMPHACKEHHE HA aTopBacTarrH (T1.€. 1-mo1H = 6e3 npoMsiHa). JaHAuTe,
IOCOYEHHA KAaTO %-Ha NMPOMAHA, NPEACTABMBAT Yo-HATA PAATHKA CIPAMO ATOPBACTATHH CAMOCTOATENHO (T.C.
0% = Ge3 mpoMaHa)

#  Binkre T0ukH 4.4 # 4.5 38 KTHHHIHA 3HATMMOCT —

* Cobabpka elHa AWM NoBede CheTABKH, KouTO HHXHOHpaT CYP3A4 H Morar a NOBHILAT MNAMERATR .+ i ,
KOHLICHTPALIMM Ha IeKApCTBeHH NpoayKTH Metabomsupatu oT CYP3A4. [IpHemMbT Ha eang/Me 3
ml cox ot rpefndpyT cuino Boau 1o noHwxasaHe Ha AUC ¢ 20,4% 3a axTuBEMA /
oproxuapoxcaMeTabomuT. ["oleMu koHaecTBa cok OT rpeindpyT (1an 1,2 | AHeBHO B N :
Ha 5 xux) nopnmasatr AUC Ha atopeactaTta 2,5 meTA 1 AUC Ha axTuBHEATE (aTopBacTatiisy| i
metabomari) HMG-CoA penyxrasHH HRXuOHTOpH 1,3 mb1H. - R

A O0Ima eKBHBANCHTHA aKTUBHOCT Ha 8TOPBaCTATHH .

IToBumIeHUETO € 0TOENA3aHO € “1”, a MOHMKeHHeTo ¢ “|”

=
.
e
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Tabuua 2. EdexT Ha ATOPBACTATHH BLPXY PAPMAKOKHHECTHKATA HA
eJHOBPEMEHHO HPHIIOKEHE JEKAPCTBEHA OPOAYKTH

Am;mm'mﬂ H EnnoBpeMEHHO NMPUIOXKEH IEKAPCTBEH AsaHop [Imoc
cXeMa Ha JO3MpaHe ____NIpOAYKT |
| JlekapciseH MpoayKT/ao3a IIpomsHa B KnsHHYHA IpeopnKa
. J (mg) AUC*
- 80 mg BeAHBK Juroxcu 0.25 mg BeaAHBXK 115% [TaierTHTE, NpHEMALIH
IHeBHO 3a 10 aHK IHEBHO, 20 nHM OUTOKCHH, TpOBa a
OBLAaT BHHMATETHO
40 mg BeAHBK [TepopaneH KOHTPALECIITHB Hama cneunc[)mna
AHEBHO 3a 22 nHH BEAHEK AHEBHO, 2 Mecella | NpenopLKa
~-HOpeTHHApOH | mg 128 %
L ~CTHHHIECTPAHON 35 ug 119 % - _
80 mg BeaHbX *®enazon, 600 mg 3% Hama crietmpuuHa
AHEBHO 3a 15 IHH | eAHOKpAaTHA 1034 _ ____ | npenopeka
10 mg, BeaHBXK ®o3amnpeHasup 1400 mg | 127% Hama cneuuduyHa
AHeBHO 3a 4 1HM | JBa ITHTH JHEBHO, 14 THH IperopLKa

& Tammute, nocoseny kato %-Ha MPOMAHA, TIPEACTARNABAT %-HATA PA3THKA CTIPAMO ATOPBACTATHH
camocToaremto (T.e. 0% = 6e3 mpoMsHa) |
* EAHOBPEMEHHOTO NPHIOKEHHE HA MHOTOKPATHH J03H aTOPBaCTaTHH H (peHA30H [IOKA3B2 MATLK WIH

HHKaKBB 3a0es1e)kMM e(ekT BbpXy KIHPHHCA Ha (PeHA30H
NoeamenneTo € oT6ensmano ¢ “t”, a noHwKenuero ¢ “|”

4.6 DeprHIHTET, 6peuena;oc'r H KbpMene

Kenu c demepooden nomenyuan
JeHu ¢ nereponel noTeHUMAX TpAORa Ja H3MOM3BAT NOAXOAALIH CPEACTBA 38 KOHTpAlENLHA 1o
BpeMe Ha JieueHHeTO (BXK. Touka 4.3).

BpeMeHHOCT
ATepocKIepo3aTa € XPOHHYCH Mpoliec U OOMKHOBEHO NPEKPATABAHETO HA JIMIMTHAONIOHIKABALATE

JeKapCTBEHM MPOXYKTH NO BpeMe Ha OpeMenHocT 64 Tpabpano na uma cniabo BIUMAHHE BHPXY
IBJIMOCPOUHHSA PHCK, CBBP38H ¢ MBPBHYHA XHIIEPXOTIECTEPOTICMHA.

Asanop IImoc

Aranop ITimoc e npoTHBONIOKa3aH no BpeMe Ha OpeMeHHOCT (BxK. Touka 4.3). HaMa HanHuHu
KITHHWYHH JAHHH OTHOCHO ynioTpeOara Ha ABanop [Imoc no BpeMe Ha OpemeHHOCT. ABaHop ILmoc ne
TpaOBa Z1a ¢e M3MOJI3BA ITPH KEHU, KOHTO ca OpEMEHHH, OITHTBAT ce Jia 3a0peMEeHesT WIH NOAO3HpaT,
ue ca Opementu. JleueHuero ¢ Apanop [Lmioc Tpabea aa 6be cnpaHo No Bpeme Ha GpeMEHHOCTTa WITH
JOKATO Ce YCTAHOBH, Y€ j)KeHaTa He ¢ OpeMeHHa (BHKTE Touxa 4.3).

EnHoBpeMEHHOTO NPHIOXKEHHE Ha €3eTUMHUO U aTOPBACTATHH, OITHCAHO B CTATHA KbM MPOyUBaHe IPH
OpeMeHHH IUTEXO0BE, NMOKA3BA YBETHUYECHUE HA CKENCTHATA BapHAalMA , HaMalleHa OCU(PHKALMA Ha
FPhAHH NPELUICHU B rPyNaTa ¢ BHCOKH A03H e3¢TuMub/aTopBacTaTHH. ToBa MOXe J1a € CBbP3aHo C
Ha0MmoAaBaHOTO HAMAJIABAHE Ha TEJIECHOTO TErNo Ha rutoaa. Ilpu 6peMenHtu 3akin ce Habmogasa
HHUCKA YeCTOTa Ha CKelleTHH AedopMaliMy (CNeTH rPbAHH MPELIsIeHH, CJIETH ONALTHN NPELITICHH H

ACHMETPHYHH BAPHAIMH Ha TPHAHH MPELUICHH).

Amopeacmamu
bBesonacHocTTa NpH OpeMeHHH XKEHH HE € YcTaHOBeHa. He ca nmpoBeaann KONTPOJApQEH
NPOYYBaHHUA C ATOPBACTATHH NpH OpeMeHHH skeHH. [lomydeHH ca peaxy crollIeH 4 58 § b
aHOMAJIHH BCJICACTBHE Ha BhTpeMaTouHa excriosuimd koM HMG-CoA pemykTazHi i mnpn., i _}',?
[TpoyusaHMsSTa NIPH >XHBOTHH NOKA3BAT PEPOAYKTHBHA TOKCHIHOCT (m TOYKA 5.3 '.Helleﬁmm '

.F-:H' iy
-
re
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MalKkaTa ¢ aTOPBACTATHH MOXKE J]a HaMaNu PeTaTHUTE HHBA HA MEBANOHAT, KOKTO € NMpeKypcop B
GMOCHHTE3a HA XOJIECTEPOA.

Ezemumub

Hama HATMYHM KIMHAYHH JaHHH OTHOCHO ynorpefaTa Ha e3eTHMHG no BpeMe Ha OpeMeHHOCT.
[IpoyuBaHHsaTA IIPH XKMBOTHH 32 Ynorpebara Ha e3eTHMHO KaTo MOHOTEpaNMs, He NIOKA3BAT
AOKA3ATENICTRA 38 AUPEKTHH WK HHAHPEKTHH BpeAHN e(peKTH BHpXY OpeMeHHOCTTA,
eMOpHO(ETATHOTO pasBHTHE, PpAXAAHETO HIH MNOCTHATAIHOTO pasBUTHE (BXK. TOUKa 3.3),

KnpMeHe
Apanop Ilmoc e NpOTHBOMOKA3aH 1O BpeMe Ha KepMeHe. [lopany BE3MOXKHOCTTa OT CePHO3HH

HEXENAHH PEAKLIHH, XKeHHTe, npueMainy AsaHop ILmoc, e Tpabra na xepMsaT CBOHTE AenA.
[IpoyuBaHis BLPXY IUTEXOBE MOKA3BAT, Y€ e3eTHMHO ce cekpeTHpa B knpMaTa. IIpu rursxone
IIa3MEHHUTE KOHLCHTPAL[MH HA aTOPBACTATHH H HETOBHTE aKTHBHH METabOIMTH ca nogo0HU HA Te3u B
MIaKoTO. He e H3BeCTHO AaliH aKTHBHHMTE ChCTABKH Ha AaHop ILmioc ce cexpeTHpaT B YOBEIIKATa
KbpMa (BXK. TOuKa 4.3).

QepTUIMTET |
He ca npoBexnaHH npoy4BaHus 3a edexTrre Ha ApaHop ILmoc BepXy ¢peprinTera,

Amopsacmamun
B npoyuBaHHA NpH XUBOTHU ATOPBACTATHH HAMA €(PEKT BBPXY MBXKKHA WIN XKEHCKHA PEePTHIKTET.

Ezemumub |
Eserimu6 HaAMa edexT BepXy (eprHanTeTa NPH MBXKKH HITH XKEHCKH IUTHXORE.

4.7 Edexrn pupxy cnocobuocTTa 32 mogupane n pabora ¢ Mamunn

Azanop ILnoc nosnmuasa npeneOpexumMo cnocobHocTTa 3a modHpane ¥ padora ¢ MamuHKU. Beripexu
TOBA, IPH WodupaHe WIH pabora ¢ MALIHHU € HeobOXOAUMO Aa ce MMa MpeaBuU/, ue ¢ chobmasaHa
3AMAasSHOCT.

4.8 Hexelanu JeKAPCTBERH PeAKNHHA

Pesiome Ha nipoduna Ha 6e3onacHocT

Apanop [Lmoc (111 eAHOBPEMEHHOTO MPUIOKCHHE HA €3€THMHO U ATOPBACTATHH, €KBHBAICHTHO Ha
ApanHop I'Llmoc) e oueHeHo 32 6ezonacHocT npH noeeye o1 2400 naumeHTH B 7 KIHHUYHH MPOYYBaHHA.

T H CTUCEHEK Ha HeX

Hexenannre peaxkiiuu, HaOmogaBaHu MpH KIMHWYHK NpoyyBaHus ¢ AaHop Ihnoc (wiu npu
eAHOBPEMEHHO MPWIOKEHHE HA €3¢THMHO M 8TOPBACTATHH, eKBHBAIGHTHH Ha ABaHOp Ilmoc) wim
e3eTMu6, WIH ATOPBACTATHH, HITH CHODOLICHH MPH NOCTMAaPKETHHIOBa ynorpeba Ha Asanop [Lmoc,
MM e3eTHMHKO, M aTOpBacTaTHH, ca H3bpoeHH B Tabmiua 3. Te3u peakildu ca NMpeacTaBeHH Mo
CHCTEMO-OpPraHHM K1acoBe M 1o YecToTa. YecToTHTe Ca AedHHMpaHH KaTO: MHOrO YectH (=1/10);
yect (>1/100, <1/10); neuectr (=1/1 000, < 1/100); peaxu (=1/10 000, <1/1 000), MHOIrC peaKH
(<1/10 000); ¢ HeH3BeCTHA YECTOTa (YECTOTAaTa HE MOXKe 3 ObAe ONpeAe/IeHA OT HATMYHMTE JAHHH).

Tabnana 3. Hexe1aHR peaknun

| Cucremo-opranen knac ‘I Hexeana peaknag e
YecToTa :
Hndexnnn 1 BHPeCTAIHA
HeuectH o . Il -

C HeW3sBecTHA YeCTOTa Ha30(apHHTHT
Hapymienug 5a KpLBTA H THMPHATA CHCTEMA

C HEeH3BECTHA YeCTOTA ‘ TpOMOOLIMTONIeHMA
Hapymienug # BEMYHHATA CECTEMA

14
NL/H/5585/001-004/DC 0231201




_Cnmuo.-_opnae_n KIac
YecToTa

C HeM3BeCTHS YeCTOTA

Hemenana peaknns

CBPBXYYBCTBHTCIHOCT, BKNOMHTC/IHO anacbnnaxcuﬂ,

aHruoeseM, oOOpUB H YPTHKADHA,

i menu HA Mmﬁmlmua H XpaHeBeTo

C HeH3BeCTHa qec*rm*a

l HaMaJleH ANETHT; AHOPEKCHA;

—

XHIEPIIIMKEMHS; XHITOFIHKEMHA

TlcRxwanm | BApYICHAS

Heuectn

| nenpechs; HHCOMHNS; HAPYIIIEHHE HA ChHA
KOIIMAPH

C HeM3BECTHA YecToTa
, ichdncdel

!Egmrmeny HA HEPBHATA tHCTEM2

Heqec'm

. cnerbw; KHCTEy3HS,; manoﬁon!ie; napec':?am

C HeusBecTHA 4ecToTa

| MHACTEHHA IrPaBHC

XMIIOSCTE3M; AMHE3UA; Nepru(epHa HEBPONATHA,

| Hapymenns Ba ounTe
C HeM3BECTHA YECTOTA

|

3aMBIJIEHO BIDKAAHE; HAPYIICHO 3peHHE, OYHA
MHACTCHHA

S

_ [ umuryc; sary6a na cayxa

eHRNY HA YXOTO B JabRpHuHTS
'Cnemnecmaqecma o

Cbnneqan_pymenm o - o
Hewectn | cunycora Spanukapua

| CeaoBa m_pymennn o - -

| Heuecrn - . ropery Bh/IHH

C HeH3BECTHA MECTOTA XHICPTOHMA _

Peennga'mpml, rPHAHE H mnnc'mnmnn HADYHIeHHS

i

Heqec'm

OUCITHCA

| C memsBecTHa qec'lm'a

KalLTMLA, g)agmnggmn_ganﬂa 60J11ca;ﬁem1?m15ccuc

- Cmuamno—__Ennn HApymieHES

YecTH

[ auapua

HeuectH

KOpeMeH AMCKOM(OPT; NOAyBaHE Ha kopema;, Gomka
kopeMa; 00Jka B JOJIHATA Y4CT HA Kopema; Honka B
FOPHATA 4acT Ha KOpeMa; KOHCTHIIALMS; AUCTICICHS;
METEOPH3BM; YECTO H3X0XKIAHE; FaCTPHT; raJicHe;

| cTomalleH AUCKOMGOopT

C HeyaBecTHA YeCToTa

NnaHKpeaTHT; racTpoesodareansa peguykcHa 6omecT;
OpHIBaHe; NOBPBILAHE; CYXOTa B YCTATa

XenaToORARapHE HApPYHICHES

C Heu3BecTHA YecToTa

XEIIaTHT; XONICIHTHA3A; XONELHCTHT; X0/ecTasa;
¢daranHa B He(paTaAIHA YePHORPOOHA HEAOCTATHLYHOCT

Hapymenns HA KOAATA H NOAKOKHATR
| Thxan

| —

HeuectH

C Heu3BeCcTHA YECTOTa

NL/MH/5585/001-004/DC

. aKHEe, WTHKB.PHH

_;.fm;em; KOXCH ODpHE; npypﬂﬁc; ep

. ' CIIMICPMATHA HOCKPOJIM3a

My rTHQOpME; RHFTHOHEBPOTHYCH OTOK;
| ASPMATHT, BKIIIOUHTE/THO CpHTEMA My
CHHApPOM Ha Stevens-Johnson H Toxc
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CrcTemMo-Oprasen KJaac ' B Hexenana peaxkuns

YecroTa - | -

Hapymenng HQ MYCKY/THO-CKEJIETHATA

CHCTEMR H CHLEAHHATE/HATA ThKAH

. — | —

Yectn - MHAITHUA

Heuwectn o apTpanrng; 6oika B repda; MyCKyJIHa yMOpa,;
MYCKYJIHHM crnia3MH; MycKyiTHa ciabocT; Oonka B

_ _ “ KpaHHHLIHTE .

C HeH3BECTHA 4ECTOTa MHOMAaTUA/paboMHONIK3a; MyCKYJIHA PYIITYp4;
TeHAMHOMATHSA, MOHAKOra yCIOXKHEHa OT
pa3KbeBaHe; Honka BLB BpaTa; NOJYBaHe Ha
CTaBHTE; MUO3HT; CHHAPOM NOoA0OEH HA JTYNYC;
MMYHOMENHHPAHA HEKPOTH3HpAIa MHONATHA (BXK.

| _ | Touka 4.4) L

Hapymensus Ha BL3NPOH3IBOHTEIHATA |

CHCTEMR H rbpPAATA |

C HeM3BECTHA YECTOTA 'MHEKOMACTHA B

O6mup napymenusi H ¢peKTH HA MECTOTO o

HA NPHICKEHHE

[ Heuectn ACTEHHA; YMOpA; HEPA3ONOKEHHE, OTOK

C HeM3BECTHA YECTOTA | é6onkas repaure; 6onka; ne_ﬁncbepeu OTOK;

NMUPEKCHA

| Miscnenpanms |

| Hewectn o o noeumeny ALAT wunu ASAT; noeuiieHa
ankanHa ocgarasa; nosumena KOK B kpbeTa;
NOBHLIEHA raMa-rIyTaMiITpaHcepasa;
NOBHILEHH YCPHOAPOOHH CH3HMH; OTKJIOHEHHS B
yepHOAPOOHHUTE PYHKIHOHAIHHU TECTOBE;

* L L | MOBHIIABAHE Ha TEIJIOTO

C HeW3BeCTHA YeCTOTa Genu KpBBHH KJICTKH B YPHHATA
AL
JlabopaTopHu cTOHHOCTH

IIpy KOHTPOJIMPAHH KNHHHYHK W3IMTBAHHSA, Y€CTOTATA HA KIIMHHYHO 3HAYMMH MOBHIIEHHA HA
cepyMHuTe TpaHcamuHasu (ALAT w/unu ASAT >3 x I'TH, nocneaosarenso) e 0,6% npu naumeHTH,
nexysaHH ¢ AsaHop [Lmoc. Te3n nopuLIeHHs OOMKHOBEHO Ca ACHMITTOMATHYHH, HE CA CBBbP3aHH ¢

(BX. TOuxa 4.4).

CrnenHuTe HeXeNaH peaKiiuy ¢a ChOOIIEHH NP HAKOH CTATHHH:

. CeKCyalHa AMCHYHKIHA
° H3KTIOYHTEIHH CJTy4aH Ha HHTepcTHUManHa 6enoapobHa Gonect, ocobeHo
Teparnus (BxK. Touka 4.4)
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. 3axapeH JuabeT: YeCTOoTaTa e 3aBHCH OT HATHYMETO WK OTCHCTBHETO HA PHCKOBH (akTopH
(xpBRHE 3axap Ha raaaHo > 5,6 mmol/1l, UTM > 30 kg/m?, NOBHIICHH TPHIVIHIIEPH/IH, AHAMHE3A
38 XHNEPTOHHSA)

obima Ha NoJo HEeX
Cro01IaBaHeTo Ha IOXO3HPAHH HEXKEIAHH PEaKiUH clel paspemaaane 3a ynoTpeba Ha JIeKAPCTBEHMA
NPOAYKT € BaxHO. TOBa MO3BO/IABA 18 MPOTHDKH HAOMOACHHETO Ha CHOTHOLIEHHETO MOJI3A/PUCK 34
neKapcTBeHHs POAYKT. OT MEAMIIMHCKHTE CIICLMA/IMCTH Ce H3HCKBA A4 Cho0ImABaT BCAKA
[OIO3MPAHA HEXENAHA Peakums Ype3 HIITbIHHTEHA ATeHLIHA 110 JICKAPCTBATA, YJ1. ,,JlaMaH [ pyes”
Ne 8 1303 Codus, Ten.: +35928903417, yebeaiiT: www.bda.bg.

49 I[penmnpane

Asanop Ilnoc
B cnyuaii Ha npeaosnpane Tpa6pa Aa ce MPEANIPHEMAT NOAABPIKALIM H CHMIITOMATHYHH MEPKH.
Tpafpa fa ce HampasaT YepHOAPOSHH HYHKUHOHANHH TecToBe H HUBATA HA KDK Tpabea na Obpart

NMPOCNESBAHH.

Ezemumub

B xIHMHHYHM MPOYYB&HHS, IPHIOKEHHETO Ha e€3eTHMHUG B 10338 50 mg nHeBHO HA 15 3apaBH
noSposoniy 3a BpeMe a0 14 aum, unu B no3a 40 mg AHeBHO Ha 18 manmeHT™. ¢ MBPBUYHA
XHTICPIMITHAEMHA 33 BpeMe A0 56 xuM, XaTo uano e nodpe noHacayo. JloxnaasanH ca HEKOIKO Ciy4as
HA MpeAo3HpaHe, IOBEYETO OT KOHTO He ca ACOLMHpaHH ¢ HexenaHH peakiuH. CrobieHnTe
HeXeJIaHH PeakiHH He ca cepHo3HHU. [IpH XKHBOTHH He ¢ HabmonaBaHa TOKCHYHOCT ClICA €IHOKPATHA
nepopanna o3a ot 5 000 mg/kg ezeTumut mpu rursxose ¥ MUIIKK ¥ 3 000 mg/kg mpu Kyyera.

Amopeacmamun
[Topagu BHCOKATA CTEMEH HA CRLP3BAHE HA ATOPBACTATHH C IUIA3MEHHTE MPOTEHHH, HE ce OuaKBa

XeMOAHANH3AaTa Ja YCKOPH 3HAYMTCIRHO KIIHPBHCA HA 8aTOPBACTATHH.

5. ®APMAKOJOIHYHH CBOUCTBA

51 ®apmMaxkoIHBAMHEYEH cBolcTBA

dapMaxkoTepaneBTHIHA rpyna CpeacTra, NOHWKABAWA CEPYMHHTE MHIMAU, koMOuHawH, ATC kox:
C10BAOS

Azanop Ilmoc (aTopracTaTul/e3eTHMHO) € JIMNMAONOHMKABALI NMPOAYKT, KOHTO CEIEKTHBHO

uHXHOHpa HHTeCTHHANHATA afCopOina HA XONECTePONT H CBBP3aHH pammnm CTEPONH H MHXHOHpA
€HAOTEHHATA CHHTE3a Ha XOJecTepoa.

MexaHwssM Ha JCHCTBHE
Aeanop Iimoc

XosecTepoTbT B MAA3MATA C€ MOTY4aBa OT HHTeCTHHAIHA a0copOLHMA H eHIOreHEH CHHTE3. ABAHOP
ITmoc chABPKA AaTOPBACTATHH H e3eTHMKO, /1B MTHIMUAONOHIDKABAINH CHLCTABKH ¢ JONLIBALIH Ce
MeXaHMIMH Ha Aelictere. ABaHop Ilmoc Hamanasa nopuimeHns o6y xonecrepon (06m-C), LDL-C,
anomnonporenH B (Apo B), rpurmauepuanmre (TG) 1 Xonectepona B JIMIIONPOTEHHHTE C HEBHCOKA
nasTHOCT (He-HDL-C), ¥ moBrinaBa Xoj1ecTepona B JJHNONPOTEHHTE ¢ BUCOKA MTBTHOCT (HDL-C)
upe3 ABOMHO HHXUOHpaHe Ha abcopOLmaTa U CHHTE3a Ha XOJIECTEpOa. S

Esemumub

EzeTnMu6 MHXHOMpa HHTECTUHANHATA a6COpOLMA Ha XONECTEPOL. Eae'rmdnﬁ e
NEpPOpaNHO MPHIOKEHHE H IMPUTEXKABA MEXAHH3BM Ha NeHCTBHE, KOHTO Ce pajiTHy
LPYTH K/IACOBE, OHMKABAIIH XOJIECTEPOIA CPEACTRA (HANp. CTATHHH, Ce
KHCEJIHHH [CMOJIH ], MPOM3BOAHH HA PHOPHHOBATA KUCEIHHA K PACTHTE/IHH CTAHOMH
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TOYKA HA MOJIEKYJIHO HMBO Ha e3eTHMHE ¢ TpaticnioprepsT Ha crepond Niemann-Pick Cl-Like 1
. (NPC1L1), xoifto e orroBopeH 3a abcopbumaTa Ha X0ECTEPOA M GHTOCTEPONH B THHKHTE HepBa.

E3setHMu6 ce NMO3HLIMOHMpPA HA MPAHMLIATA HA BJIACHHKHMTE B ThHKMTE YepBa H HHXuOMpa abcopOimsTa
Ha XOJIECTEPOJI, KOETO BOJH 40 HAMANICHWE Ha KOJIMIECTBOTO XOJIECTEPOJI, KOETO C€ 0CTaBs OT
4epBaTa KbM HepHHA APos; CTATHHUTE HAMAIABAT CHHTE3a Ha XONIECTEPON B YePHHA ApOD ¥ 3aeRHO
FOCPECTROM Te3H JBa OTAEHH MEXaHW3MA Ha NeHCTBHE Ce MOCTHTA JAOTbIHHTE/THO HAMAICHHE Ha
xonecrepona. IIpH 2-ceAMHYHO KIHHHYHO MPOY4YBaHe ¢ 18 NalMeHTH ¢ XHICPXOIeCTepOsIeMHA,
‘eseTHMEG HHXHOHpPa HHTecTHHaNHAaTa aGcopbims Ha Xonectepon ¢ 54% B cpaBHeHHe ¢ nanebo.

~ TlposeneHa e cepHs OT NPeAKITHHHYHH NMPOYHBaHHA 38 YCTAHOBABAHE HA CEJICKTMBHOCTTA Ha €3eTHMHO
rpu HHXHOHpaHe Ha a6copbumsaTa Ha xonecrepo. Eserumut urxuGupa abeopOimara na [*C]-
xonecrepon 0e3 Ja Buse BppXy abcopOLMATa Ha TPUTITHLIEPHIAMTE, MACTHHTE KHCEJIMHH, KITHYHHTE
KMCETHHH, TPOrecTEPOHA, eTHHIISCTPAAHONA HITM MACTHO PA3TBOPHMUTE BUTAMHHU A H D.

Amopeacmamur

ATOPBACTATHH € CeJIEKTHBEH, KOHKypeHTeH HHXHOHTOp Ha HMG-CoA peaykrasara, OrpaHH+aBaln
CKOPOCTTA €H3UM, OTTOBOPEH 33 NMPEBPBIIAHETO Ha 3-XHAPOKCH-3-METHI-TITyTADHII-KOCH3HM A B
MEBAJIOHAT, MPEKYPCOP HA CTEPOH, BKIIIOYMTENIHO XONeCTeposl. TPUIIHIEpHIATE H X0NEeCTePONET B
yepHHs Apo0 ¢4 BKMIOYECHK B TMIIONPOTEHHH ¢ MHOTO HICKa ILTBTHOCT (very low-density lipoproteins,
VLDL) u ce ocBobOXAABAT B IU1A3MATA, 34 3 Ce NOCTABAT XOJNIECTEPOII Ha NMEPHGEPHHTE THKAHH.
JIunonpotensnTe ¢ Hucka wbTHOCT (LDL) ce o6pasypar or VLDL u ce kaTaGONM3HPAT MIABHO Hpe3
peuenTopa ¢ BUcoK apunurer xbM LDL (LDL-peuenTop).

ATOpBACTATHH NOHWXABA XOJIECTEPOA B IUIA3MATA M KOHLICHTPALMMTE HA JIMIIONPOTEHHH B CepyMa
upes uHxuGHpane ka HMG-CoA pemykra3zara ¥ nocineasamara OHOCHHTE3a Ha XONECTepost B YEPHUA
apob H ysennuasa 6pos Ha depHoapoSHHTE LDL. penenrops Ha KN€THYHATE MOBBPXHOCT 34 |
YBEHUCHO YCBOsiBaHe M kaTaboym3bpM Ha LDL.

ATopsacTaruH HaMansasa obpasysanero Ha LDL u 6pos Ha LDL uacvuuTe. ATOpBacTaTH
NPHYKHHABA 3HAYHTEIHO H MPOAB/DKHTEIHO NOBHIICHHE HA AKTHBHOCTTA HA LDL. penenropure,
CBBP3aHO ¢ 6IaronpHATHA MPOMAHA B KAYECTBOTO Ha UMpKyHpawure LDL yacTHiM. ATOpBacTaTHH
e edexTHBEH 3a HamMasiBane Ha LDL-C npu nalpeHTH ¢ XOMO3HIOTHA (haMHiIHA
XHIIEPXO/IECTEPONIEMHA, TIOMYJIALIMA, KOSTO OGMKHOBEHO HE OTTOBapS HA JIEYEHHEeTO C MOHIKABAIIH

JJHITUIHATE JICKAPCTBCHHU NTPOAYKTH.

VCTaHOBEHO €, Y¢ #TOPBACTATHH NMOHIKARA KOHLEHTpauHuTe Ha o6mms-C (30% - 46%), LDL-C

" (41%-61%), anomumonporent B (34%-50%) u Tpurimanepuan (14%-33%), xaTo ChIeBpeMEHHO BOJH
1o npoMernuBo nopuiuasase Ha HDL-C 1 anosumonporenH Al B Ro3a-otrosop npoyusaHe. Teau
pe3yNITaTH ¢A NPHWIOKHMH NPH NALMEHTH C XEeTepOo3HIoTHA daMIUIHaA XHIIEPXO/IeCTepoeMHus,
HedaMMTHA XHMEPXONECTEPOIEMUS H CMECEHA XHTIEPIHITHACMHA, BKTIOYHTETHO NALMEHTH ¢
HEMHCY/IHHO3ABHCHM 3aXapeH quaber. B

Knmmpana edukacHOCT B 6€30MaCHOCT

B KOHTPOIMpaHH KIHHWIHH NPOYYBAHHS ATOPBACTATHH/E3ETHMHO 3HAUMTEIHO HAMANIABA
o6um-C, LDL-C, Apo B u tpurnuuepuaure 1 nopumasa HDL-C npu naumueHTH ¢
XHIIEPXOIECTEPONIEMHS. - -

ITypewina xunepxonecmeponemun
B nnaue60-KOHTPOIMPAHO NMpOy~BaHe 628 NalMEHTH ¢ XHIEPIHITHICMHA CA PAHROMH; ﬁ;‘ g Hoiy
Aa noty4asart mwiauebo, eserumut (10 mg), aropeacrarns (10 mg, 20 mg, 40 mg I,/L:'_, DEY 4
HJTH {HOBPEMEHHO MPHIAraHH ATOPBACTATUH M €3€TUMHO, CKBHBAICHTHH Ha ABAHYRI oG Wig ~ |
(10 mg/10 mg, 20 mg/10 mg, 40 mg/10 mg 1 80 mg/10 mg) 3a Ao 12 ceaMHULM. R RS Rt

[NawseHTHTE, NONYYABALIH BCHYKH JIO3H €JHOBPEMEHHO MPHIOKEH aTOPBACTATHH/&) ‘
~ ¢& CPaBHEHH ¢ TE3H, NMOMyYaBalfH BCHUKH JO3H ATOPBACTATHH. EXHOBPEMEHHO nprm K
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aToppacTaTHi/eseTHMu6 noHikasa obmu-C, LDL-C, Apo B, tpuranuepuaure u He-HDL-C

u nopuinasa HDL-C 3HaYMTENHO NOBeYe, OTKOIKOTO 8TOPBACTATHH CAMOCTOSTEIHO (BXK.

Tabmmia 4.). .

Tabanna 4. OTroBop KM ATOPBACTATHR/¢3¢THMHO NpR DanNUedTH ¢ MLPBRIAS
XHOEPIHBHACMHA
(Cpeana npomana B %" oT H3X0JH0 HHBO Ge3 Tepannsg® cnex 12 ceAmMENA)

Treatment O6m- | LDL- . He-
Daily Dose N | "¢ | ¢ |ApeB | TG | HDL-C} gy ¢
O600meHH nanHy
(BCHYKH JO3M 255 -41 -56 45 -33 +7 -52
amgnamrmlfeamuﬁ )° 1 ‘
O6001meny 1aHHU |
(BCHUKH HO3H 248 ~32 -44 -36 -24 +4 -41
ATOPBACTATHH )’ | *
Esernmu6 10 mg 65 | -14 | -20 -15 -5 +4 -18
Inaue6o - 60 | +4 | +4 +3 -6 +4 +4
ATOpBAacTaTHH/€3eTHMHO q
cCOopea 103ata
10mg/10mg 65 | -38 -53 -43 -31 9 | 49
20mg/10mg 62 | -39 -54 I -44 l -30 +9 -50
40mg/l0mg 65 42 -56 | -45 -34 +5 -52

80 mg/10 me 63 46 | -6l 50 [ 40 | +7 [ 58 o

ATOPBACTATHH CIIOPE
A03aTa

— 71 '
10 mg L 60 26 | -37 28 | 21 +6 | -34
20 mg . 60 | -30 | 42 -34 -23 +4 -39
40mg _ 66 32 | 45 24 +4 41
80 m 62 -40 -54 -46 -31 +3 -51

3a TPHITHLEPHAM, CpEeAHA MPOMAHA B % OT H3XOAHO HUBO

b Haxonno muBo — 6€3 MMIMIONOHINKABAIA TEPATHA

€ O6eauueHnTe aToppacTaTHd/e3zeTHMu6 (10 mg/10 mg — 80 mg/10 mg) 3HauuTeMHO HaMaNABAT O6mMs-C,
LDL-C, Apo B, Tpurmauepuaute, ve-HDL-C 1 3HaanTenso nopmmasat HDL-C B cpaBHeHRE ¢ BCHUKR
obeaurenn xo3u atopsacTaTiH (10 mg -80 mg)

B konrponupaHoTo npoyusaHe Titration of Atorvastatin Versus Ezetimibe Add-On to Atorvastatin in
Patients with Hypercholesterolaemia (TEMPO), 184 naumentn ¢ nuso #Ha LDL-C 22,6 mmol/l n

<4,1 mmol/l u ¢ ymepen Bacok puck ot UbC, ca nosyuaBaii aropsactaTHH 20 mg 3a MUHMMYM 4
Ce/IMHLM NTpeaH paHAOMH3HpaHeTo. [1aieHTHTe, KOMTO He ca ¢ HuBo Ha LDL-C <2,6 mmol/, ca

paHAOMHM3HPAHH A4 MOTY'UAaBaT HiIH €AHOBPEMEHHO NPHIATAHH €3eTHMHO H aTOPBACTATHH

(exsuBaneHT Ha AaHop [Imoc 20 mg/10 mg) unu aropeacTaTud 40 mg 3a 6 ceqMHIIM.

Atopsactatin/eseruMub 20 mg/10 mg e 3Ha4UHTENHO NO-€(PEKTHBEH OT YABOABAHETO Ha 03ATa HA
aTopBacTaTHH 40 40 mg 3a no-HaTaThIIHO HaManABaHe Ha obmus-C (-20% cnpamo--7%), LDL-C
(-31% cnpamo -11%), Apo B (-21% cnpamo -8%) u He-HDL-C (-27% cnipamo -10%). PeaynraruTe 3a
HDL-C u TG mMexny ABeTe rpynH Ha JeYSHHE He Ce paziMdaBar 3HauMTeIHo. OcBeH ToBa,

3HAYMTENHO MOBeYe NMAIMEHTH, NoTyJaBainy aropeacrarun/eseTnmMub 20 mg/10 mg, ca nocTuruaiu

B koxTponupanoro npoyusase The Ezetimibe Plus Atorvastatin Versus Atorvastatin Jte
Achieving Lower LDL-C Targets in Hypercholesterolaecmic Patients (EZ-PATH), 55¢/my

BHCOK CHPECYHOCHAOB puck ¢ HMBO Ha LDL-C >1,8 mmol/l n <4,1 mmol/l ca nony4aga®

aTopBacTaTuH 40 mg 3a MHHHMYM 4 CeAMHLM Npeau paHaoMusupaHeTo. [laimen
muBo Ha LDL-C <1,8 mmol/l, ca paHaoMU3HpaHH Aa NoJy4aBaT WiH ¢HOBPEMEHHO NP

NL/H/5585/001-004/DC
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aTopBacTATHH H e3eTHMHG (exBHBaNeHTHH HA ABaHOp Ilmoc 40 mg/ 10 mg) nx aropsacraTud 80 mg
38 6 ceMMIIA.

AropsacraTui/ezeTuMub 40 mg/10 mg e 3HaUMTETHO NO-CEKTHBEH OT YABOABAHETO HA 103aTa Ha
aToppacTaTis A0 80 mg 3a no-HaraTemHo HamanssaHe Ha o6mus-C (-17% cnpamo -7%), LDL-C
(-27% crpamo -11%), Apo B (-18% capamo -8%), TG (-12% cnpamo -6%) u ne-HDL-C (-23%
cnpaMo -9%). PesynraTure 3a HDL-C Mexay ABeTe Py Ha JIEUCHHE HE CE€ PA3IMUABAT 3HAYHTEITHO.
ChII0 TAKA, 3HAYUTETHO TTOBeYe MALMEHTH, 10/ Ty4aBallM aTopBacTaTHH/e3eTHMHO 40 mg/10 mg, ca
nocturiami LDL-C <1,8 mmol/l B cpaBrexHe ¢ Te3H, nomyydapamy atopeacrarud 80 mg, 74% cpeiy
32%.

B nnaueGo-koHTponHupaHo, 8-ceAMH4HO NpoyunaHe, 308 MalMeHTH ¢ XHNEPXOJIeCTepOJIeMuA,
NoMy4aBall| ATOPBACTATHH H He nocTurHamm uesrra 3a LDL-C (uen 3a LDL-C B3 0cHOBa Ha
waxoauua LDL-C u puckos ctatyc 3a UBC) na HaunonanuaTta oOpasoBaTtenHa nporpaMa 3a
xonecrepona (National Cholesterol Education Program, NCEP), ca panaoMH3HpaHu a NoxXy9aBaT
Wi eseTHMHG 10 mg, Wi riane6o B JOMLIHEHHE KbM TEKYIIATA UM TEPANHS C ATOPBACTATHH.

Cpen naiMeHTHTe, KOMTO He ca xocTHrHany uesrra 3a LDL-C Ha usxonno Huso (~83%), 3HAUHTETHO
noBeye NalfHeHTH, NOTYYaBalIH e3eTUMMO, MPUWIAraH ¢IHOBPEMEHHO ¢ 8aTOPBACTATHH, €& MOCTHTHAIH
nesrra cu 3a LDL-C B cpaBHeHHe ¢ NalMERTHTe, NONYYaBain 1uianedbo, mpunarad ¢AHOBPEMEHHO ¢
aropeacTaTuH, 67% cpemy 19%. Ezetumub, nobaseH KbM TepanMATa ¢ ATOPBACTATHH, [TOHIDKABA
LDL-C 3nauMTeIHO MOBeYe CRpAMo mianeto, 1o6aBeHo KbM TEpanusTa ¢ aTopBacTaTHH, 25% cpelry
4%. EseTumu6, Ro6apeH KsM TepanuaTa ¢ aTOPBACTATHH, CHINO 3HAYMTETHO NOHIKABA o0Ms-C,
Apo B u TG B cpastieHue ¢ mauebo, nobapeHO KBM TEPArHITa ¢ ATOPBACTATHH.

B xouTpomMpano, 12-ceamuuHo, AByda3oBo npoyusaHe, 1 539 nauuenTH ¢ BUCOK CHPACYHOCHIOR
pHUcK, ¢ HuBO Ha LDL-C mexny 2,6 u 4,1 mmol/l, Ha atopeactarid 10 mg aueBHo, ca paHAOMH3UPaHH
na nojryyasar: aroppactaTud 20 mg, posysacraTiH 10 mg wm atopsactarun/eseTumMud 10 mg/10 mg,
Cnepn 6 cenmuuv neveHne (daza 1), naupenrire, mpueMamy aropsactatiH 20 mg, KOHTO He ca
ycnesd fa nocTuraar Hueo Ha LDL-C <2,6 mmol/l, npemunasat wid Ha atoppacTariH 40 mg, wiM Ha
atopeacraTH/eseTumub 20 mg/10 mg 3a 6 cepmuuu (dpaza I1) n monobHM NaLEHTH, MPHEMAINH
posyBactatiH 10 mg no Bpeme Ha ¢a3za I, ca npemMuHanH WIH Ha po3yBacTaTHH 20 mg, HIH Ha
aropBacTaTur/e3eTHMHO 20 mg/10 mg. IlonmwxenreTo Ha LDL-C H cpaBHeHHATA MEXIY IPYNATa Ha
aTOPBACTATHH/e3eTHMHO M JPYTH M3CAEABAHH IPYITH HA JiedeHue ca nokaszaHu B Tabmina 5.

Table 5. OTropop KbM ATOPBRACTATHE/e3eTHMHO* [pH BECOKOPHCKOBH NANHEHTH ¢ HABO HA
LDL-C mexay 2,6 m 4,1 mmol/l aa aTopsacTaTea 10 mg AHeBHO Ha H3X0XHO HHBO

Tepanus N IIpouenTaa NpoMsIHA OT H3X0/iHO HEBOY
| ‘ O6m-C LDL-C Apo B TG HDL- He-
C HDL.-
C
Paza 1
IIpexsBbpneHH OT
aTopBacTaTHH 10 mg
ATOpBACTaTHH/ -
e3eTHMHUO 120 -13,5 -22,2 -11,3 -6,0 +),6 -18,3
, 10 mg/10 mg
ATOPBACTATHH 495 64§ 905§ 601 39
20 mg
PosyBacTaTHH 939 7,78 1308  69% 1,1
-10 mg
®a3za Il

[IpexpLpieHH or
aropsactaTud 20 mg
ATopsacraTun/ 124  -10,7 -17.4 -9.8 -5,9
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e3eTHMHO
10 mg/20 mg
ATOpBACTaTHH 124 3,8" 69" - 54 -3,1 +1,7  -5,8°
40 mg
[IpexsbpneHu oT
posyBactaruH 10 mg
ATopBacTaTHH/
e3eTHMUO 231 -11,8 -17,1 -11,9 -10,2 '+0,1 -16,2
10 mg/20 mg ’ '
Posypacrarun 205 4,5 -7,5% 4,1* 3,28 +H,8 64"

20 mg
*EXHOBPEMEHHO NMPUIATARA STOPBACTATHH U €3€TUMHO, exBHBANCHTHH Ha ABaHop ILmoc 10 mg/10 mg wm
Azranop [lmoc 20 mg/10 mg
T M-onemm (no MeToaa Ha Huber; 95% nopepUTeNeH HHTEPBAT H p-CTOHHOCT €8 NOMYICHHA qpe3
Hanacsane Ha oGIHMpeH perpecEseH MOJE) C YCIOBUA 38 Ie4eHHE K H3XOJHO HHBO)
t CpeaHHTe reOMETPHIHN NPOLCHTHH NPOMEHHM CTIPAMO H3XOAHOTO HHBO B TG ca H3YMC/IeHH Ha 6a3aTa HA
ofparra TpaHcHOpMalLIHA ipe3 CTeNeHyBAHE Ha CpeAHHTE CTOHHOCTH OasnpaHn Ha MOJena Ha Hal-

MasikiTe kpanparH (least square, LS) 1 w3paizenn kaTo (CpeaHO reoMeTpHYHO — 1), yMHOXKeHOo no 100
§ p<0.001 copamo aTopeactaTun/ezeTaMud 10 mg/10 mg

Y p<0.01 cipamo atopsacTaTur/ezeTHMEG 10 mg/10 mg
# p<0.05 copsmo atopeacTatiy/eseTmuG 10 mg/10 mg
P p<0.001 cnpaMo aropeacTaTuR/e3eTHMHG 20 mg/10 mg
B p<0.05 cipaMo atopsacTaTHH/eseTuMub 20 mg/10 mg

4

Tabnuua 5 He CHOBLPXKA JaHHH, CPABHABAINH edeKTHTE HAa aTopBacTaTHH/e3eTHMMO 10 mg/10 mg unu
20 mg/10 mg ¢ A03H, NO-BHCOKHM OT aropsacTaTHH 40 mg win posysacraTiH 20 mg.

B nnauefo-koxHTpoiupano npoyusase Myocardial [schaemia Reduction with Aggressive Cholesterol-
Lowering, MIRACL), naimesri ¢ OKC (mndapkT Ha Muoxapaa 6e3 Q-BriHa HAH HecTabwiHa
aHTHHA) ca PaHAOMH3HpaHH Aa Moay4aBar aroppactaTuH 80 mg/nen (n=1 538) wiu auebo

(n=1 548). JleuenneTo 3anM04Ra N0 BpeMe Ha ocTpaTa ¢asa cien npueMane B 60HMIIA M POXBIDKABA
16 cemmuim. AropeactaTHH 80 mg/nen ocurypasa 16% (p = 0,048) Hamanenue Ha puCKa OT
xoMGuHMpaHaTa ITLPBUYHA KpaliHa ToYKa: CMBPT HOpPaJH KAKBATO 4 Aa € MPHYHEA, HedaTaneH
MH(APKT HA MMOKap/a, peaHHMHpPAH CHPACYCH apecT WIK aHrHHA NMEKTOPHC C AAHHH 38 MHOKAapAHa
HCXEeMUA, M3MCKBAIH XOCITHTANH3aIMA. TOBA ¢€ TRDKH OCHOBHO Ha 26% HaManeHHe Ha NOBTOPHATA
XOCTIHTANM3ALMA 33 AHTHHA MEKTOPHC ¢ AaHHH 3a MUoxapaHa ucxemud (p = 0,018).

Asasop [Lnoc cbabpxa atopeacTaTHH. B nutanefo-xoHTpoaupaHo npoy4ysane Anglo-Scandinavian
Cardiac Outcomes Trial Lipid-Lowering Arm (ASCOT-LLA), edexreT ha atoppacTatiH 10 mg
BpXy ¢arannata u He-parannara UBC e onerer mpu 10 305 natgenTH ¢ XMIiepTOHMA, Ha BBL3pacT
40-80 roaunu, ¢ HHBA Ha o0mHa-C < 6,5 mmol/l 1 ¢ noHe 3 CHPASHHOCHIOBH PHCKOBH (paxropa.
TlaumeHTHTE Ca MpOCAeAABaAHM cpeaHo 3,3 roauHH. AtopsactaTvH 10 mg 3HaYMMO HaMAaNSBa

(p <0,001) orHocuTennuaT puck ot: ¢aranHara UbC mwmoc HedaranenusT uHPApKT HA MHOKAp/a C
36% (noHmxeHHe Ha abcomoTHuA pHck = 1,1%); obiuHTe ChpASHHO ChAOBH MHLMAECHTH H NPOLeXYPH
no pesackynapmsauua ¢ 20 % (noHiwkeHue na abcomorHng puck = 1,9%); n obinure KOpOHapHH
WHLMAEHTH ¢ 29% (noHwxeHHe Ha abcomoTHHA pHck = 1,4%).

B maueﬁo-xomponnpaﬂﬂ npoyusaHe Collaborative Atorvastatin Diabetes Study (CARDS), edpexrsT

Ha aTopBacTaTiH 10 mg BEpXy KpafHMTE TOYKH 38 ChPJACIHOCHROBH 3a0019BAHHS € OLICHEHS BP- ="~
2 838 naipenTH, Ha BB3pacT 40-75 rogumu, ¢ Juaber TMN 2, €AVH WIH NOBeYe ChPAEYHC ; foBpit:
puckosn ¢akropa, LDL <4,1 mmol/l, n TG <6,8 mmol/l. P INaumenTrre ca npocnenssgiiropert g,@
roauHn. AropacratuH 10 mg 3paurmo namanasa (p <0,05). yecroraTta Ha CEpHO3HH -‘3“ v PN A
CHPACUYHOCHA0BH HHUMACHTH ¢ 37% (noHibkeHne Ha abcomoTHHA pUcK = 3,2%); puckp £ mcf!:rr@
. 48% (nompxeHue Ha aGcomoTHHA pHcK = 1,3%); H PHCKBT OT HHQAPKT Ha Mnoxap.ua Q .
(nomxnkeHme Ha abcomoTHug puck = 1,9%).
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IIpedomepamasarie Ha COPOENHO-CLOOSI UHLUOCHMU

B MHOTOLIEHTPOBO, PAHAOMH3HPAHO, ABOHHO-C/IAIO, 8KTHBHO KOHTPOJIIMPAaHO NPOYYBAHE HA
cuMmBacTaTun/e3eTHMHO, 18 144 naimenTH ca BKMOUYEHH B paMKuTe Ha 10 IHM OT XOCMHTATM3AIUATA
3a OKC (OKC; wiH ocTep HH}APKT Ha MMOKap/ia HiH HecTabHiIHa aurdHa), BCHUKH nalmeHTH ca
PaHIOMM3HPaHH B ChoTHOIeEHHe 1:1 na nomyyasat win cumBactaThi/eseTHMuG 40 mg/10 mg (n =

9 067) s cumsactatii 40 mg (n =9 077) u ca npocneacHH 3a cpeaHo 6,0 roaAnHH,

[MaumesTuTe ca 6K Ha cpeaHda BB3pacT 63,6 roauHH; 76% Mbxe, 84% esponieranm U 27%
muaberuim. CpenHara crodiHocT Ha LDL-C no Bpeme Ha KBRIHGUUMPAIIOTO 38 MPOYUBAHETO ChOHTHE
e 80 mg/dl (2,1 mmol/) 3a Te3n Ha NHMHAC-NOHIKABaA Tepanis (n = 6 390) u 101 mg/dl

(2,6 mmol/1) 3a Te3H, KOHTO HE Ca Ha NpeaHIIHA THMHAO-NOHKaBaLia Tepanus (n = 11 594). IIpeau
XOCTIMTAIM3ALMATA 338 KBanuuLmpainoTo 3a npoyusanero OKC cvburne, 34% ot nauueHTHTe ca
6HIH Ha TepanHa ¢be craTulH. Cnen eana roguHa cpeauusT LDL-C 3a nalMeHTH, MpOADKABALIY
neuenueto, e 53,2 mg/dl (1,4 mmol/l) 3a rpynara Ha cHMBacTaTHH/e3eTHMHO M 69,9 mg/dl

(1,8 mmol/l) 3a rpynaTa Ha MOHOTEpaINnusa ChC CHMBACTATHH.

[ThpBuuHaTA KpalkiHa TOuKa € KOMOWHHpaHA OT ChPAEYHOCHAOBA CMBPT, TEKBK KOPOHAPHHA HHLIHIACHT
(TeXKH KOPOHAPHH HHLMACHTH; Ae(pHHMpaHH KaTO HedaTaleH HH(PAPKT HA MMOKApIA,
NOKYMEHTHpPaHa HeCcTabHIHA CTEHOKApAUA, H3HCKBAIIA XOCTIMTANIH3ALMA, WK BCAKA NMpoLeaypa Ha
KOpOHApHa PeBACKy/IapH3alMi, HaCThIIMNA Hali-Maiko 30 JHH ciea paHAOMH3HPaHe HA HA3HA4YEeHOTO
neucHMe) U He-paTaneH HHCYIIT. IIpoyuBaHeTo AEMOHCTPHPA, Y€ JIEYEHHETO ChC E
CHMBACTATHH/€3eTHMHO OCHrypARa HapacTBaLIA NOJ3a NPH HAMANIABAHE Ha MbPBHYHATA KOMOHHHpaHA
KpaifHa TOYKa ChPJACYHOCHAOBA CMBPT, TEXBK KOPOHAPEH MHIMACHT H HedaTasieH HHCYIT B
CpaBHEHHKE CHC CAMOCTONTENIHO TPHIAraHe Ha CHMBACTaTHH (OTHOCHTENHO HAMA/ICHHE HA PHCKA OT
6.4%, p = 0,016). IIvppHuHaTa KpaifHa TOuka HACTHNBA NP4 2 572 ot 9 067 naipeHTH (7-roguinHa
yecrora no Kaplan-Meier 32,72%) B rpynata Ha cumBacTatHr/eseTumMub u 2 742 ot 9 077 nauneHTH
(7-ropumHa yecrora no Kaplan-Meier 34,67%) B rpynara Ha CHMBacTaTHH CaMOCTOSTENHO. { Bibkre
®urypa 1 1 Tabmuua 6.) Tazn AoMBIHMTENHA NON3a CE OYaKBa Aa Onpje nonodHa NpH
eTHOBPEMEHHOTO NMPUIOKEHHEe Ha e3eTUMHUO H aTopBacTaTHH. O6mara CMBPTHOCT € HETIPOMEHEHA B
Ta3H BHCOKOPHUCKOBA Ipymia.

OTuereHa € No3a 38 BCHYKH HHCYJITH; BBIPEKH TOBA HMa MAJIKO HE3HAYMTENIHO YBCIHUCHHE Ha
XeMOparu4Husi HHCYJIT B IpynaTa Ha €3¢TUMHO-CHMBACTATHH B CPaBHEHHE ¢HC CHMBACTATHH
CaMOCTOSTENHO. PHCKBT OT XeMOparuyeH HHCYIIT 3a €3eTHMHO, NPUNOKEH €THOBPEMEHHO ChC
CTaTHHH ¢ NMO-BHCOKA epHKACHOCT, B TBJINOCPOYHH NMPOYYBAHHS 38 Pe3yJNITaT HE € OLICHEH.

EdexTsT OT Ie4eHHeTO ChC CUMBACTATHH/€3€TUMHO KATO LIAI0 € B CHOTBETCTBHE C OOLIATE pe3yITaTH
B MHOT'O NIOAIPYITH, BKJIOVHTEJIHO 110]1, BB3PACT, paca, AHaMHe3a 3a 3axapeH AHabeT, H3XOoAHH HHBA Ha
JTUNHANTE, MPeAISCTBALNA TEPANTHA ChC CTATHHH, [IPEIHIICH HHCYIIT B XHIIEPTOHHA.
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@urypa 1. EdexT Ha cHMBACTATHH €3¢THMHO BLPXY NbPBHYHATA
KOMOHHHpPAHA KPAaiiHA TOYKA CbPAEYHOCH/0BA CMbPT, TeKbK KOPOHAPEH
HHIH/IEHT H HedaTaIeH HHCYJT

40 -
Hazard ratio, 0.936 (95% ClI, 0.887-0.988); p=0.016
35- )
: a -
30 _
EE 25 r;/
o 20- A
E #
= g
— Ezetimibe/Simvastatin
-~ Simvastatin
| | A | T T 1 i | B
0 1 2 3 4 5 6 F )

Time Since Randomization (Years)

Subjects at risk
Ezetimibe/Simvastatin -~ 9067 7371 6801 6375 5839 4284 3301 1906
Simvastatin 5077 7455 6799 6327 5729 4206 3284 1857

Hazard ratio — koe)MUHEHT Ha pUCKa
CI — noBepuTeI€H HHTEPBAJ
Cumulative % - 00110 %
Time since randomization (Years) — Bpeme cJjiel paHaoMu3aums (roanHm)
Subjects at risk — [TauueHTH B pUCK

Tabauua 6. Texxkn cbpAeYHOCHA0OBH HHIHACHTH NPH BCHYKH PAHAOMH3HPAHH NALHEHTH MO

rPYNH HA Tepanus B IMPROVE-IT

CumBacTaTHH/e3eTHMHO Simvastatin 40 mg* KoepuuneHnr p-

U3xon 40 mg/10 mg* (N=9,077) Ha pHCKa CTOl
(N=9 067 (95% CI) HOCT
N Kaplan- N Kaplan-Meier
Meier %+ %k

[TspBHYHA KOMOHHHpPaHAa KpaliHa

0,936 (0,887,
TOYKA 32 e(PHKACHOCT 32.72% 5 747 34,67% ( 0,016

(CBbp/IEYHOCHA0BA CMBPT, TEKBK CbPAEYHOCHI0B 0,988)

HHLHACHT H HEQETEUIEH HHCZIIT! :

KoMnoHeHT HA MbPBHYHATA KOMOMHHPaHA KpaiiHa TOYKA H H30paHH KPaiiHH TOYKH 32 ePHKACHOCT (MbPBH
MPOSABH HA ONpeJiesIeHO ChbOHUTHE 110 BCAKO BpeMe)

1,000 (0,887, 0.997
1,127)

ChbpievHOCH10BA CMBPT 231 6,89% 538 6,84%

TexbK CbpA€YHOCHA0B HHUM/ICHT:

12.77% 1083 1441% 087140798 g 50 °

Hedaranen uadapkT Ha MHOKapaa 945 // A
//0,950)
HecraOnnHa anruHa m3ucksaila 0 o 1,059 (0,846,
156 2,06% 148 1,92% 1 0,618
XOCMUTATH3ALINS \ 1,326)
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Koponapia pesacxynapisatms cnen 301 co0 21,84% 1793 2336% 09470886, 4147

OHH _ | 1.012) .
He(ba'raneﬂ HHCYJT . 245 3’49% 305 4,24% 0.802 (0.673, 0,010
. 0,949)

* 6% ca THTPHpaHn J0 cUMBAacTaTHH/e3eTHMuO 80 mg
Y 27% ca THTPHPAHH A0 CHMBacTaTHH 80 mg
! Ouesnxa no Kaplan-Meier ma 7-Mara roausa

Xomozuzomna chamunna xunepxonrecmeporemus (HoFH)

[IpoBeneHo e QBOHHO-CANO, PAHAOMH3HPAHO, 12-CeAMHYHO NMPOYYBaHe NPH NAMEHTH C KIHHAYHA
WK reHoTHItHA auarso3a HoFH. JlanHwTe ca aHANH3HPaHH OT NOArpyna nauueHTty (n = 36),
nosyvasaiy atopsactTariH 40 mg Ha U3XOJHO HMRO. YBEAHYABAHETO HA A034TA HA ATOPBACTATHH OT
40 sa 80 mg (n = 12) Boau g0 Hamanasade Ha LDL-C ¢ 2% or H3X0AHOTO HHBO IPH aTOPBACTATHH
40 mg. EAHOBPEMEHHOTO NPHIIO)KEHHE HA SaTOPBACTATHH H €3eTHMHO, €KBMBaNCHTHH Ha ABaHOp
[Lmoc (o6mo 40 mg/10 mg 1 80 mg/10 mg, n = 24), npeauzpixea HamManeHHe Ha LDL-C ¢ 19% ot
H3XOAHOTO HHBO mpH aropBacTaTUH 40 mg. IIpu Te3n NauMeHTH, Ha KOKTO Ca NpU/AaraHH
eJHOBPEMEHHO ATOPBACTATHH H €3eTHMHO, eKkBUBAICHTHH Ha ABaHop [Imoc (80 mg/10 mg, n = 12), e
nocTursaTo HaMmanehse Ha LDL-C ¢ 25% ot u3x0aH0TO HHBO NpH aropsactatvH 40 mg.

Cnen 3asBpluBaHe Ha 12-ceAMMMHOTO MPOYYBaHe, NAUMEHTHTE, KOMTO OTTOBapAT Ha YCIOBHATA

(n = 35), KOHTO ca noryMaBand atopeactatid 40 mg Ha UIXOAHO HMBO, C& HA3HAYECHH Ha
eJTHOBPEMEHHO MPHJIATAHH ATOPBACTATHH M €3¢THMHO, ekBUBAICHTHH Ha AsaHop Ilmoc 40 mg/10 mg
38 A0 JOITWIHWTEIHH 24 Meceria . Cniext moHe 4 ceaAMULM JICUeHKE N103aTa Ha aTOPBACTATHH MOXE /a4
GbAe YABOECHA 0 MAKCHMAIHA 11038 ot 80 mg. B kpas Ha 24-te mecena Asaxop [lmoc (o6mo

40 mg/10 mg n 80 mg/10 mg) Boau ao HamansBane Ha LDL-C, xoero ¢ B CHOTBETCTBHE C TOB4,
HaOmoAaBaHo B 12-CeAMHYHOTO MpOyYBaHe.

EsponelfckaTa areHiHs Mo JIeKapcTBaTa 0cBoOO0XKAABA OT 3aXB/DKCHHETO 34 NPSAOCTABAHE HA
pe3yATATHTE OT MPOYIBAHUATA C pedepeHTHUS JICKAPCTBEH MPOAYKT, ChABPXKAIL
aTOPBACTATUH/€3eTHMHO BBB BCHUKH NOArPYNM Ha NEIUATPHYHATA NONMYJIA1MA NIPH JIEYCHHETO Ha
XHNIEPXONECTEPOICMHA K CMECeHA XHTICPIIMITUACMHA (BXK. TOUKa 4.2 32 HH(opMAaLMi OTHOCHO

ynorpeba B NEAHATPHATA).

5.2 @apMakoKHHEETHIHH CBOHCTBA

ATOPBACTATHH/€3eTHMHG € OKA3AHO GHOEKBHBANICHTEH HA €IHOBPEMEHHO NPHIOKEHHE Ha
CBOTBETHHTE J03H ATOPBACTATHH H €3eTUMHO TableTKH.

AGcopbn

Asanop Iimoc

Edexrvme Ha XpaHa ¢ BUCOKO ChAbPXKaHHE Ha MA3HHHH BbpXY (apMaKkOKHHETHKATa Ha ATOPBACTATHH
H e3eTMMHO, KoraTo ce npwiarar kato AsaHop ILmoc Tabnerks, ca CpaBHUMH C TE3H, JOKIAABAHH 34
OTACTHHMTE TabNeTKH. |

Ezemumub
Cnen nepopalHo NprioKeHHe, ezeTHMHO ce abcopbupa Gbp30 H ce KOHIOTHpA B rojIAMa CTENEH, KaTo
ce obpa3sysa $apMaKONOrHIHO AKTHBHHAT PEHONIOB IIIOKYPOHHUA (e3eTHMHO-rmoKypoHua). CpeaHuTe
MAKCHMATHM TIa3MEHH KOHLIEHTpALHH (Crax) ce OCTHTAT 38 1 10 2 4Yaca 338 e3eTHMHG-ITIOKYPOHHAA
M 3a 4 no 12 yaca 3a eseTumub. A6comoTnata 6HoHaNHUHOCT Ha e3eTHMHUO He MoXe aa Onae
onpeaesieHa, Thii KATO CheIHHECHHETO € HEPAa3TBOPUMO BB BOZHA CpeAa, FOAHA 38 H3roTeA

HIDKEKI[HOHHH Pa3sTBOPH.

ENHOBPEMEHHOTO npnno:xeuuem C XpaHa (C BHCOKO ChbABPKAHHE HA MASHHHM HIH
HAMa edexT BbpXYy OMOHAMMMHOCTTA HA NEPOPATHO NMPHIIOKEHHA €3eTHMMO KaTo Ta
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Amopeacmamun .

ATopaacTaruH ce abcopbupa 6bp30 criell EPOPATHO NPHIOKEHHE, MAKCHMAIHH IUTA3MEHH
koHLeHTpaLy (Cuax) ce gocTHrar 3a 1 10 2 yaca. CreneHTa Ha abcopOupa ce yBeyiHtaBa
NPONOPLIHOHANHO HA 103aTa HA aTopBacTaTHH. e/l epopaIeH IpHeM, OHOHAIMYHOCTTA Ha
aTopeacTaTHH GrIMHpaHu Tabnerku e 95% no 99% B cpaBHEHHE C TA3H HA NEPOPAIHHA PasTBOP.
A6comoTHATa GHOHAMMHOCT Ha ATOPBACTATHH € NMpHOIM3HTENHO 12%, a CHCTEMHATA HANHYHOCT Ha
uaxubuTopHara akTmBHOCT 38 HMG-CoA penykrasara e npubnusuresnHo 30%. Huckara cHcTeMHa
HAIMYHOCT C€ WDKK Ha MPeCHCTEMEH KITHPBHC B CTOMAITHO-4YPEBHA JIMTABHLIA WHIH YepHOApoben
,,first-pass” MeTabOTU3bM.

PasnpeaeneHue
Ezemumub

" Eszerumub M e3eTUMHO-TMIOKYPOHH/ C€ CBBP3BAT CLOTBETHO B 99,7% 1 B 88 N0 92% ¢ nnasmeHuTe
NMPOTENHH MPH XOpa. |

Amopeacmamun
Cpenuuar 00eM Ha pasnpesie/icHHe Ha aTOpBacTaTHH e npubmasurento 381 1. Ampnacmrmi ce

CBBP3Ba C UIa3MEHHUTE MPOTEHHU B 298%.

bu M

Ezemumubd |

Ezetumut ce MmeTabomsupa OCHOBHO B THHKHTE HepBa M MepHHA Jpob 4pes NIOKYpPOHOBA KOHIOT A1(Hs
(peakums dasa II) ¢ mocnempama GwnapHa exckpelya. MHHHMAaNeH OKCHAGTHBEH METab0H3 LM
(peaxima ¢asa I) e onucaH npH BcHukH Habmoaasanu BHAOBE. EzeTmMub H eeTuMub-rmokyponus ca
OCHOBHMTE TIPOH3BOJHH HA JIEKAPCTBOTO, KOMTO C€ YCTRHOBABAT B I1a3MATA, NMIPEICTAB/IABAT
cproTBeTHO OT 10 10 20% 1 ot 80 10 90% OT O6IOTO KONHYECTBO HA JEKAPCTBEHHA NMPOAYKT B
nnasmara. U ezeTHMHD U e3eTHMHMO-rMIOKYpOHH O4BHO ce &TUMUHMPAT OT IUIA3MaTa, KATO €
I0KA3aHO, Y€ YIACTBAT B ro/isiMa CTENEeH B eHTepoxenarancH Kpbrospar. [lomyKMBOTHT Ha €3eTUMHO
H €3eTHMHO-TIIIOKYpOHHA, € npubnusuTeHO 22 yaca. |

Amopeacmamun

ATopBacTaThH ce Metabonn3upa ot uHTOXpoM P450 3A4 no opTo- H NapaxuAPOKCHIHPAHH
MPOM3BOAHH H pasNHyHu GeTa-OKHCIHTEIHH NPOAYKTH. OCBEH MO APYTH ITETHINA, T€3H NPOXYKTH
IOITHTHHTENIHO ¢ MeTaGOoMM3NpAaT upe3 NmoKypoHHpane. In vitro uaxubupane Ha HMG-CoA
PENYKTA38Ta OT OPTO- H NAPaXMIAPOKCHIHPAHHTE METRDOJIMTH € €KBHBAIICHTHO Ha TOBA Ha
aToperactatuH. [IpubGnmsurenso 70% or LHPKyHpaaTa HHXHOMTOpHA axTHBHOCT 38 HMG-CoA
'penyKTa3’ara c€ AbJ/DKH Ha AKTHBHMUTE MeTabONHTH.

EnHMHHUpaHe
Ezemumub

Cnen nepopanex npuem Ha “C-eseTumub (20 mg) npu xopa, o6UIMAT €3eTHMHE € CBBP3aH ¢ OKOJIO
93% ot obmara paaroakTHBHOCT B mna3Marta. [pubnusurentHo 78% u 11% ot paaMoakTHBHOCTTa Ha
MPHIOKEHATA 038 C€ YCTAHOBABAT CHOTBETHO B H3MNPAXXHOHHATA H YpHHaTa 3a 10 qHeBeH nepHoa Ha
cu6upane. Cnen 48 1aca He ce YCTAaHOBABAT JOJIOBHMH HHBA Ha PaJIHOAKTHBHOCT B ILUTA3MATA.

Amopeacmamun
ATOPBACTATHH ce eTMMHHUPA NMPEARMHO C XITBUKATA Clie] XenaTaNeH H/HNH eKCTpaxenaTaneH

metabonu3asM. BhIpeki TOBa, NeKAPCTBEHHUAT MPOAYKT HE NPETHPIIABA 3HAUHTEICH CHTEPOXENaTajieH
Kperospar. CpelHMAT IU1a3MeH eTHMHHALIMOHEH MOMY)XXHBOT Ha 8TOPBACTATHH NPH Xopa €
npubmsurento 14 gaca. MomyxusorsT Ha MHXHOHTOpHATA aKTHBHOCT 38 HMG-CoA penm
npubanzurendo 20-30 vaca, nopaau y4acTHETO Ha AKTHBHMTE META0OIHTH.

{()
ATOpBacTaTHH € CybCTpaT Ha YepHOAPOOHHTE TPAHCTIOPTEPH, OPraHHYHMA AHHOH-TPEF é il =
nonunentua 1B1 (OATP1B1) u 1B3 (OATP1B3) tpaucnoprep. MeraGonuTure Ha ¢ foBBhoT: ':’;mi }1
cybcTpatd Ha OATP1B1. ATopBacTaTHH e HAeHTHOHILIUPAH CBINO KaTo CybCTpar Hp B¢ Tyge TS Pi Ay
TPAHCNOPTEPH Ha MPOTEHHA, CBBHP3AH C MHOXKECTBCHA JICKAPCTBCHA PE3HCTEHTHOCT | h ' .r‘-. e "f'*
% 5\;,5\1?‘?@\
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resistance protein 1 MDRI) H IIPOTCHHA HA PE3HCTEHTHOCT HA PAKA HA IHp/ATA (BCRP), koo Morar
AA orpamma'r ypeBHaTa abcopOLma U SWwiMapHHs KITHPBHC HA ATOPBACTATHH.

Ienuarpyyna nomynauns

Ezemumub

dapmakoKuHeTHKATA Ha e3eTHMHO € CXO/iHa NPH Aeua >6 roAWHH H BL3PacTHU. HaMa HanuyHH
(GapMakOKMHETHYHM JIAHHH TIpH NeAHATPHYHA MOITY/IAlHA Ha BL3PACT <6 rofAHHH. KITHHHYHHAT ONHAT
MPH NEAMATPHYHM NALMEHTH H IOHOIIH BKITIOYBA NALMEHTH ¢ XOMO3MIoTHaTa haMHIIHA

XHIIEPXONECTEPONIEMHA, XETEPOHIOoTHAT2 PaMIIHA XHITEPXOJIECTEPOICMMS HIH CHTOCTEPOJIEMHA.

Amopsacmamun

B otOpeHo, 8-ceAMHYHO NPOy4BaHE, NEAHATPHYHH NAalenTH (Ha Bu3pacT 6-17 roquam) craaumii [ no
Tanep (N = 15) u cragmit I1 no Tanep (N = 24) ¢ xeTrepo3uroTHa GpaMLTHa XHTIEPXOIECTEPOTICMHA U
usxoaHo HuBO Ha LDL-C >4 mmol/l ca nexysanu ¢ 5 win 10 mg Tabnerxu 3a xpBueHe WM CHOTBETHO
¢ 10 unu 20 mg prwMHpann TabeTKH ATOPBACTATHH BEAHLXK AHEBHO. ENMHCTBEHATA 3HAYHMA
NPOMAHA BBB (HapMAKOKMHETHYHHA MOJIC/ Ha MONyNalMATa, JICKyBaHa ¢ aTOPBACTATHH € TeJIECHOTO
TErNo.

[TpuBsraHHAT NepopaieH KIKPHHC Ha aTOPBacTATHH HpPH NEAHATPHYHH GAlMEHTH H3ITIeXKIa MoaobeH
Ha TO3H NPH BB3PACTHH CJIE] AIOMETPHYHO H3MEPBAHE Ha TENIECHOTO TerNo. ChOTBETHO NOHIDKCHHS
Ha LDL-C u TC ca nabmonasany B IMArNa3oHa HA €KCTIO3HIIHSA H& ATOPBACTATHH H O-

XMAPOKCHATOPBACTATHH.

Crapsecka Br3pacT
Ezemumubd

[InasMeHHTEe KOHLIEHTpalMK Ha o0mMA e3eTHMHO ca OKOJIO 2 MbTH MO-BHCOKH NPH MAUMECHTH B
crapyecKa Bu3pacT (> 65 roguHM) B cpaBHeHHe ¢ no-muaauTe (o1 18 10 45 ronunu). Hamanennero Ha
LDL-C u npodwrsT Ha 6€30MacHOCT ¢a CPABHHMH MEXAY NALMEHTHTE B CTAPYECKA BH3PACT H N0-
MJIAJIHTE TMALIHEHTH, KOHUTO C€ NIeKyBaT ¢ e3eTHMHOD.

Amopeacmamun

IInasmMeHUTe KOHIIEHTPALMHM Ha ATOPBACTATHH M HEFTOBHTE aKTUBHM MeTAOJIMTH ¢4 NO-BHCOKH MPH
3ApaBH MHAMBHIH B CTAPYECKA BL3PAcT, OTKOJIKOTO MPH MITaJH, JOKATO JIMITHIHHTE edeKTH ca
CpPaBHHMH ¢ Te3n HabmoaaBaHH NMpH NO-MJaja rpyna naluHeHTy.

YepHo HO e

Ezemumub

Caen eqnokpaTtHa n03a ot 10 mg ezernmu®, cpeaHara AUC 3a obmus esetnMud € HapacHana
npubnusuTento 1,7 nbTH npy NauMeHTHTE ¢ Neka yepHoapobHa HepoctaThyHOCT (ckop no Child-
Pugh 5 i 6) B cpaBHeHHe ¢BC 3ApaBH yuacTHMIM. [Ipn 14-qHeBHO MpoyYBaHe ¢ MHOTOKpPATHO
nozupane (10 mg qHeBHO), NaLuMeHTHTE ¢ YMepeHa uepHoapofua HepocTaTeuHOCT (cKop 1o Child-
Pugh 7 no 9) umar yeenmuuenue Ha cpearara AUC 3a ofmna ezeTuMuO npubansHTenHo 4 meTH npes
ITbPBHA N€H H YCTHPHHANIECETHS JICH B CPABHEHME CbC 3paBuTe nobpoponm. He ce namara
KOpHIHpaHe Ha [03aTa 33 NAIMEHTHTE C JIeKa 4epHOAPOOHa HeOCTATLYHOCT. Thi KaTo He ca
H3BEeCTHY e(hEKTHTE Ha YBEIMYEHATA EKCIIO3HIMA HA €3¢THMHO NPH NMAlMEHTHTE ¢ YMEPEHa HIIH TEXKa
yepHoApoOHa HexocTaThHHOCT (ckop 1o Child-Pugh > 9), eseTumub He ce npenoprusa 3a
NPWIOKEHHE NPH TE3H NALMEHTH (BX. TOUKH 4.2 U 4.4).

Amopsacmamun
InasmMeHuTe KOHLICHTPALMY HA 8TOPBACTATHH M HEMOBHTE AKTHBHH MeTabO0/IMTH ca 3HAYHTEIHO

nosumenn (0koNo 16 MeTH 32 Ciax M 0k010 11 ruTH 32 AUC) nipH NauMeHTH ¢ XpOHHIHO AIKOX0 1- )
yepHoApobHo 3a6oissaHe (Childs-Pugh B).

\\

bpOpeuHo yBpexsate
Ezemumub

Cnen eqHOKpaTHa A03a e3eTuMub ot 10 mg npu nauueHTH ¢ Texko 610peuno 3abonsk &
cpeaer CrCl <30 ml/min/1,73 m?), cpeanara AUC 3a o6urus eseTumub ce ynenﬂqana

1,5 TETH B CPABHEHME CBC 3ApaBUTe YHACTHHLM (n = 9),
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EouH nalL{eHT B TORa npoyusane (cnen 61x0peuna TpaHCIUIAHTALMA M HA JIEYEHHE C MHOXECTBO
NEKapCTBEHH NPOAYKTH BRITIOYHTETHO IUKNOCTIOPHH) € uman 12 WETH NO-BHCOKA EKCMO3NIMA Ha

obmus e3eTUMHO.

Amopeacmamun
Br6peuso 3a6onsBane He OKa3Ba BIMAHME BHPXY MUIA3MEHHTE KOHLICHTPALMH HITH BHPXY JIMITHIHHTE

e(eKTH Ha aTOPBACTATHH 1 HETOBHTE AKTHBHY Me'raﬁomn

Lion

Ezemumub

[Ina3MeHHTE KOHHEHTPALHH Ha oburua e3eTHMHUE ca Mako no-eHcokH (nNpudnusurenHo 20%) npu
JKEHHUTE B cCpaBHeHHe ¢ Mbkete. Hamanermnero Ha LDL-C 1 npodimsT Ha 6€30MacCHOCT TIPH MBXKE H

JEHH ca CPABHHMH TNPH JICYEHHETO ¢ e3eTHMMO.

Amopsacmamun

I(omxerrrpamm're HA 3TOPBACTATHH H HETOBHTE aKTHBHH MeTabONHTH NPH XKEHHTE C€ pa3IiiaBaT OT
Te3H npu MBxkeTe (keHu: npubmmurento 20% no-sHCokH 38 Cmax ¥ puOAM3HTEIHO 10% NO-HUCKH
3a AUC). Te3u paziiHKi HAMAT KITHHHYHO 3HAYCHHE, B PE3YJITAT HA KOETO He ca HabmonaBanm

KITMHHYHO 3HAYMMH PA3JIHKH B THITHAHHATE eeKTH CPEl MBXE U HKEHU.

SLOC1B1 noauMopdu3bm

Amopsacmamun

YeproapobhoTo 3axsaiase Ha BcHUKH HEXHOUTOpH Ha HMG-CoA peaykrasara, BKMOYHTEITHO
ATOPBACTATHH, c¢ H3BhpmBa nocpeacrsom OATP1B1 tpancnoprep. [lpu nammenTy cse SLCO1BI
AONMEMOPHIEM HMA PHCK OT NOBHIIEHA EKCNIO3KIHA HA ATOPBACTATHH, KOETO MOXE JIa AOBee 10
MOBHILIEH PHCK OT pabaoMuonnsa (Bx. Touka-4.4). [TomimopdusmsT B reHa, koaupauw OATPIBI
(SLCOIB1 ¢.521CC) ce cBupaBa ¢ 2,4 mTH NO-BHCOKA CHCTEMHA €KCNO3HIIHA HA 8TOPBaCTaTHH
(AUC), B cpaBHeHHe ¢ MEAMBHAM Oe3 To3H reHoTHNCH BapuanT (¢.521TT). IIpH Te3u nauMeHT!H €
BB3MOXKHO N€HETHYHO A8 € HAPYIIeHO YepHOAPOOHOTO 3axBallaHe Ha aTOpBacTATHH. BBE3IMOXHH
NOC/IEACTBHA BhPXY eHKACHOCTTA ¢4 HEM3BECTHH.

53 IlpeaxnunnvHA ASHEH 32 Ge3onscHoCT

Asanop [Inoc

[Tpu TpUMeCeUHH NMPOYUBAHHS 38 €JHOBPEMEHHO NPHIOKEHHE Ha ATOPBACTATHH H €3eTHMHO npH
[UTBXOBE M KydeTa, HaGMofasaHuTe TOKCHUHM eeKTH €a M0 CHIIECTBO Te3H, KOUTO OOHKHOBEHO ce
CBBP3BAT CBC craTHHHTE. CTaTHHONOAOOHHTE XHCTONATOAOrHYHH HAXOAKH Ca OTPAHMYCHH 10 YepHUA
npo6. Hakon or ToKcHUHMTE e)eKTH Ca MO-H3PAa3eHH OT Te3H, HabmoJaBaHy Mo BpEMe Ha JiedeHHe
CaMo CBhC CTATHHM. TOBA Ce€ AWDKM Ha papMakOKHHETHMHH W/HIM QapMakoAHHAMHWYHH
B3aHMOACHCTBHA Clie]] €AHOBPEMCHHO MMPHAOXKEHHE,

EnHOBpEeMEHHOTO NPHJIOXKEHHE HA ATOPBACTATHH H €3eTHMHO Npu 6peMeHHH IUTbXOBE MOKA3BA, Ye

~ MMa CBBP3aHO ¢ TECTOBOTO H3/Ie/Me YBEIIHUCHHE HA CKE/ICTHATA BApHALIHA ,,HAMANeHA OCHUKAIpA Ha
rpBHAHH NpeLUICHH B TpynaTa ¢ BHcoka aosa (1 000/108,6 mg/kg) aropeacTaTir/e3eTumMub. Topa
MOJKE /1a € CBBP3aHO ¢ Hab/MoAABAHOTO HAMAABAHE Ha TEJIECHOTO Tero Ha rwioza. Ilpu 6pemenHn
3alfIfd ce HAOMFOAABA KMCKA YECTOTA HA CKeNeTHH AedOpMAaLH (CNIETH PLAHM NPEeuUIeHH, CIeTH

' ONAIINY NPENUICHH ¥ ACHMETPHYHH BAPHALIWM HA IPHAHH MpenUIeHH).

B cepus om in vivo M in vitro aHATH3H €3eTHMHO, NPWIAraH €IHOBPEMEHHO ChC CTRTHHM, HE IOKA3BA
NeHOTOKCHYEH NMOTEHIHAL.

Ezemumub | &
[TpoyvuBaHHA MPH XKHBOTHHM 38 XPOHHYHATA TOKCHYHOCT Ha €3¢THMHO He HIACHTHOHLAPAT 3]
opranH 3a TokcHdeH edexr. [Ipu kyvera, TpeTHpaHH B NPOXB/DKEHNE HA YCTHPH Ce/ ‘ Y ¢ Saerun
(20,03 mg/kg/nen), KOHUEHTPALMATA HA XONECTEPO/ B KHCTO3HATA XUTHYKA € MOBHIIIC E» Gedgnr

ot 2,5 1o 3,5. BeIpexs ToBA, B @HOTOMLIHO NPOYYBAHE BEPXY Ky4eTa, Ha KOHTO ca \ w J.logﬂ &
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no 300 mg/kg/neH, He ce HAOMOAABA MOBHINEHA HECTOTA HA XONEJIMTHA3A WK JAPYTH XenaroounapHu
edeKTH. 3HAYCHHETO Ha Te3H NaHHHU 3a XOpaTa He € H3BeCTHO. He MOXKe Aa ce HIKTIOYH JIMTOreHEH

PHCK, CBBP3aH C TeparneBTHYHaTa ynotpeba Ha e3eTHMHO.
JILATOCPOYHHUTE TECTOBE 38 KAPLMHOTEHHOCT Ha €3eTHMHO Ca OTPHLATEIIHH.

EsetumMu® HaAMa eeKT BEpXy (EepTHIHNTETa Ha MBAKKH HAH JKEHCKH FUTLXOBE, HHTO € YCTaHOBEHA
TEPATOreHHOCT IPH IUTbXOBE WIH 3aHLH, HHTO MOBITHABA NMPEHATANHOTO HAH NOCTHATATHOTO
pa3puTHe. E3eTHMHO npeMHHAaBa nipe3 IialeHTapHaTa Oapiepa npu OpeMeHHH ITEXO0BE U 3a#iy, Ha
KOMTO ca MpWiarasi MHorokpatHu o3y ot 1 000 mg/kg/nen.

Amopeacmamun |

ATOpBacTaTHMH € OTpHLATENIEH 3a MyTArcHeH H KJIaCTOICHEH NOTEeHIKan npy Habop or 4 in vitro TecTa
M 1 in vivo aHanu3. He e ycTaHOBEHA KaHUIEPOT€HHOCT Ha AaTOPBACTATHH MPH IUTBXOBE, HO BUCOKH

- 1034 npu MuLxH (koeto BoAH 10 6-11 msTh AUCo.24 b, AOCTHTHATO NMPH XOpa NPH HAH-BUCOKHUTE
NpenopbYaHH A03M) MOKA3BAT XeNaTOUETyJapHH ACHOMH IPH MBXKH H X€TATOLEY1apHH
KapuUMHOMM IIpH seHckH. Mima noxasarencTsa OT eKCIEpHMEHTAIHH NMPOYYBAHUSA BBPXY XXKHBOTHH, 4
unxuburopnre Ha HMG-CoA pexykrasara Morar Ja NOBIMAAT HAa PA3BHTHETO HA eMOPDHOHM HWIH
derycu. IpH rwrbxose, 3aiiilu 1 Kyuera aTOPBACTATHH HAMA edeKT BEPXY depTIiIHTETa H HE €
TEpPaTOreHeH, HO NPH TOKCHUYHH 3a MaifkaTa 034 ce HaO/onaBa deTanHa TOKCHIHOCT NPH IUTbXOBE
3aiigu. Pa3BHTHETO HA MOTOMCTBOTO HA ILTHXOBE ¢ 3a0aBd U MOCTHATAHATA [IPEKUBAEMOCT
HaMaJIsBa Mo BPEeME Ha H3JlaraHe Ha MafikHTe Ha BHCOKH A03H aroppacTaTHH. IIpH ursxose uMa
NaHHM 38 TpaHcdep npe3 nnauexTara. [Ipu mibxoBe IWIA3MEHATE KOHLICHTPAIIMM Ha ATOPBACTATHH Ca
nogobHK Ha Te3H B WISKOoTO. He e H3BeCTHO JaJTH aTOpBACTATHH WIH HErOBHTE MeTabONHTH ce
eKCKpeTHpaT B YOBEILIKATa KbpMA.,

6. ®APMAIIEBTHYHH JAHHH

6.1 Cnachpk HA NOMOIIHHETE BEeIIECTBA

Aopo na mabremxama
Muxkpokpicranna uenynosa 101 (E460)
Masnwuron (E 421) :

Kanimner kapbonart (E170)
Kpockapmenosa HaTpui (E468)
Xnnpoxcunpominuenynosa (E463)
[onucop6bar 80 (E433) -

A unr xenezen okena (E172)

Marune3uen creapar
IMoruaoun K29/32 (E1201)

Harpues naypuncyndar (E487)

Dunmoeo noxpumue
Apanop ITmoc 40 mg/10 mg

JlakTo3a MOHOXHApAT
Xunpomenosa 2910 (E464)
Turanos anokcua (E171)
Maxporon 4000 (E1521)

Asasop ILtioc 80 mg/10 mg
Xunpomenosa 2910 (E464)

Twranos anokcun (E171)
Tank (E553b)

Maxkporon 400 (E1521)
XKuir xkenesen okcua (E172)
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6.2 HechBMECTEMOCTH

HenpunoxuMo

6.3 Cpox na roasocr

2 rOOHHH

6.4 Chnenuaj s YCJOBHS HA CHXPAHCHHE

To3u nexapcTheH MPOAYKT HE H3UCKBA CTICIIHAIHH YC/IOBMA 34 CHXPAHEHHE.
6.5 DBuaH chIbpXAHNE HA ONAKOBKATA

OPA/AI/PVC//Al bnuctepn u nepdmpubalm eAHOM030BH OIMCTEPH, ONAKOBAHH B KAPTOHEHH KYTHH.

40 10 m |
Onaxopxu ot 10, 30,30x 1,45 x 1, 90, 90 x 1 1 100 dmamMupanu Tabnerkn.

Asanop [lmoc 80 mg/10 mg
OmnakosxH ot 10, 30,30 x 1, 45 x 1, 90, 90 x 1 u 100 ¢rnmMupann TabneTKH 1 rpyToBH ONAKOBKH

cnappxalid 90 (2 onakobks no 45), 90.x 1 (2 onakoskH 110 45 x 1), 100 (2 onakosxs no 50), 100 x 1
(2 onaxosku no 50 x 1) punmeEpanu TabiaeTxH.
He Bcuwxu BHAOBE ONIAKOBKH MOTaT na OppaT mycHaTH Ha nasapa.

6.6 Cuenusajnm OPEAUAIAE MEPKH BPH HIXBLPJIASHE

HaMa cnenManiy H3HCKBaHHA.,

7. NPHTEXATEJ HA PAZPENIEHUETO 3A YIIOTPEEA

TevaB.V.

- Swensweg 5,

2031GA Haarlem,

Huaepnanaud

8. HOMEP(A) HA PAZPENIEHHETO 3A YIIOTPEBA

| Ananop Ilmoc 40 mg/10 mg - Per. Ne

Aganop ILmoc 80 mg/10 ing - Per. Ne

9. IATA HA BPBO PASPEMNABAHE/TIOJHOBABAHE HA PASPEILIEHHETO 3A
YIIOTPEBA | , | -

JlaTa Ha ITBpBO paspellasaHe: .

10. JATA HA AKTYAJM3HPAHE HA TEKCTA
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