KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA




1. MME HA JIEKAPCTBEHUSA TPOJAYKT 20259370/ 1¢) 42 /43

Ko-ATopuc :0 mg/10 mg GpuaMHpaHH TaOJIETKH ;\9 POy - 33// 13 -01- 2076

Ko-Atopuc 10 mg/20 mg ¢puamMupaHu TabiIeTKH
Ko-Atopuc 10 mg/40 mg ¢puamupanu TadNETKH
Ko-Atopuc 10 mg/80 mg ¢puamupanu TadieTku

Co-Atoris 10 mg/10 mg film-coated tablets
Co-Atoris 10 mg/20 mg film-coated tablets
Co-Atoris 10 mg/40 mg film-coated tablets
Co-Atoris 10 mg/80 mg film-coated tablets

2. KAYECTBEH H KOJIHYECTBEH CbhCTAB

10 mg/10 mg: Besika punmupana tabnerka cpabpxka 10 mg e3etumud (ezetimibe) u aropBacTaTH
KaJILlMEB TPUXHUAPpAT (atorvastatin calcium trihydrate), exBuBanented Ha 10 mg atopBacTtaTvH
(atorvastatin).

10 mg/20 mg: Beska punmupana tabnerka cbabpxka 10 mg e3etuMHO (ezetimibe) n atopBacTaThH
Ka/ILlMeB TPUXHUAPAT (atorvastatin calcium trihydrate), exBuBaneHteH Ha 20 mg aTopBacTaTHH
(atorvastatin).

10 mg/40 mg: Beaka punmupana Tabnerka cbabpxka 10 mg e3etumMHO (ezetimibe) u atopBacTaTHH
KaJILlMeB TPUXHUAPAT (atorvastatin calcium trihydrate), exBuBaneHreH Ha 40 mg aTopBacTaTHH
(atorvastatin).

10 mg/80 mg: Beska dpunmupana Tabnerka cbabpixka 10 mg esetumu0 (ezetimibe) n aropBacTaTuH
KaJILIMEB TPUXMpAT (atorvastatin calcium trihydrate), ekBuBanenteH Ha 80 mg aropBacTaTUH
(atorvastatin).

[ loMOLHO( M) BELIECTBO(A) C H3BECTHO JIEUCTBHE

Bcesika dunmupana Tabnerka ot 10 mg/10 mg cbabpka 25 mg sakro3a (KaTo MOHOXH/PAT).
Bceska dunmupana Tabnerka ot 10 mg/20 mg cbabpka 51 mg 1akro3a (KaTo MOHOXH/IpAT).
Beska punmupana Tabnerka ot 10 mg/40 mg cvabpxka 102 mg nakrosa (KaTro MOHOXH/IpAT).
Beska dunmupana tabnerka ot 10 mg/80 mg cbabpxka 203 mg 1akTo3a (KaTo MOHOXHpAT).

3a NBbJIHUS CIMIUCHK HA MOMOILIHHUTE BELECTBA BHKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana tabiaerka (Tabnerka)

10 mg/10 mg: CBETNO0XKbTH, €JTUIICOBHAHH, IBOHHOU3MbKHAIH QUIMHPAHH TaOJIETKH, ¢ 0003HAYEHHE
Al or enHaTa cTpaHa Ha Tabnetkara. Pa3mep Ha Tabnerkara: npubausuTeaHo 13 mm x 6 mm.

10 mg/20 mg: cBeTI00paHIKEBH, ABOMHOU3IMbKHAIU, (HUIMHPaHHU TaONETKH € Npoabarosara popma, ¢
o0o3HaueHre A2 oT eaHaTa cTpaHa Ha Tabjerkara. Pazmep Ha Tabnerkara: npuOJIM3UTENHO
14 mm x 6 mm.

10 mg/40 mg: cBETIOPO30BH, EJIMNCOBUAHHU, ABOWHOU3MbKHAIH, PUIMHPAHH TAOJIETKH, C
o0o3HaueHHe A4 ot eqHaTa cTpaHa Ha Tabnerkara. Pasmep Ha Tabnerkara: npuOJIH3UTENHO

17 mm x 8 mm.

10 mg/80 mg: cBeTN0/1M/1aBH, ETUIICOBUAHH, ABOWHOMU3NMbKHAIH, (PHIIMHpAHH Taﬁﬂemn
obo3HaueHue A8 or eaHaTa cTpaHa Ha Tabnerkara. Pazmep Ha TabsieTkara: npuOIH3UY

19 mm x 9 mm.



4. KJIAHUYHU JAHHH

4.1 TepaneBTHYUHH NOKA3AHHSA

[IpeBeHUMA HA CHPACYHOCHIOBH CHLOUTHA
Ko-ATOpHC € NoKa3aH 3a HaMajIsiBaHe Ha PUCKa OT ChPAEYHOCHAOBH ChOMTHA (BXK. TOUKa 5.1) npH

nauueHTH ¢ kopoHapHa oonect Ha cupueto (KbC) u anamuesa 3a octsp kopoHapen cuHapom (OKC),
npeAun TOBAa JIEKYBaHH WITH HE ChC CTATHH.

XHNepxoecTepoIeMus
Ko-ATopHC € noKasaH KaTo AOMbJAHWTEIHA Tepanus KbM AHETa 3a ynotpe6a OT Bb3pacTHH ¢

MbPBUYHA (XETEPO3UroTHA haMUNHA M HEPAMUTHA) XHIEPXOJIECTEPOIEMHA HITH CMECEHA
XUIEpaInnuaeMus, xorato yrnorpebara Ha KOMOHHHpPaH NPOAYKT € NOAXOAALUA:

- ManHUEHTH, NMPH KOHUTO HE CC MNOCTHIra HYAKHHA KOHTPOJI CaMO CBC CTATHH
- MatHEeHTH, KOHUTO BEUHC Ca JICKYBAHH CbC CTATHH H e3¢TUMHO

Xomo3uroTHa damMuaHa xunepxonecrepoaeMus ( XodDX)

Ko-ATopHc e noxa3aH KaTo JOMbJAHUTE/IHA Tepanua KbM HeTa 3a ynorpeda oT Bb3pacTHH NaUHEHTH
¢ Xo®X. INauneHTUTE MOraT ChUIO 1A MNONY4YABaT M JOMLAHMTENHH NeueHus (Hamp. adepesa Ha
NUNONPOTEHHY ¢ HHCKA NBLTHOCT [low-denstty lipoprotein, LDL]).

4.2 o3upoBKA H HAYHH HA NPHJIOKECHHE

Ho3upoBka

XunepxosecmeporeMus uw/wiu koposapHua borecm na cvpyemo (¢ anamuesa 3a OKC)
[TauuenTsT TPAOBa Aa € NOCTaBeH Ha NOAXOAALLA JIMNTHACNOHWIKABALLA JUETa H TPAOBa 1a NPOIbINKH
¢ Ta3H AHeETa MO BpeMe Ha eueHHeTo ¢ Ko-ATopHc.

Ho3osuaT auanaizon Ha Ko-ATtopuc e or 10 mg/10 mg/aen no 10 mg/80 mg/nen. Obuyaiinara nosza e
10 mg/10 mg Beansx auesHo. [Ipu 3anouBaHe HAa IEYEHWETO MM KOPUTMPAHE Ha n03aTa TpadBa na ce
B3EMAT Npe/BU/ HHBOTO HAa XOJIECTEPO/IA HA NHNONPOTeHHUTE ¢ HUcKa ILTHOCT (LDL-C) Ha
NaLHeEHTa, CTaTYChT HA PUCKA OT KOPOHapHa OONECT Ha CHPLETO ¥ OTFOBOPBT KbM TEKYLLATA TEPAITUA
3a NMOHWKABAHE HA XONEeCTeEpOna.

Hosara Ha Ko-ATtopuc Tpabsa na 6bae onpeaeneHa HHAHMBUAYANHO B3 OCHOBA Ha U3BECTHATA
e(h)HKACHOCT HA paznuuHHTe A03MpOoBKH Ha Ko-ATopuc (Bx Touka 5.1, Tabnuuia 4) u oTrosopa Kbm
TeKylliaTa Xonecrepon-noHuxkasailua Tepanusa. Kopurupadero Ha ao3ata TpaOBa 1a ce H3BLPLUBA Ha
HHTEPBaNM OT 4 CeAMHULM WIH NOBEYE.

XoMO3UucomHAa PaMuRHa Xunepxorecmepotemus

Ho3ara Ha Ko-ATopHc np# NaLMeHTH C XOMO3UroTHa paMUNHA XUTIEPXONeCTepoieMHUA € OT

10 mg/10 mg no 10 mg/80 mg nHesHo. [IpH Te3n naumenT Ko-ATtoprc MOXe Aa ce H3M0/3Ba KaTo
NOMBIHEHHE KbM ApYyra THnuao-nouwxkasaiia tepanda (Hanp. LDL adepesa) unu ako Hama apyru
HAJIMYHK TEPaneBTHYHH ANITEPHATHBH.

Eonoepemenno npuroscenue ¢ opy2u rexapcmea

HNozara Ha Ko-ATopuc TpaOBa Aa ce npuema HiaH 22 yaca Npeay, Wid >4 yaca ¢jiejl NpHeMa Ha
CEKBECTPAHT Ha KJTbYHH KHCEIIHHH,

IIpy nalpeHTH, NpHeMalIM aHTHBAPYCHHUTE cpeacTsa cpeuly xenatuTt C enbacsup/rpaso
eaHoBpeMeHHO ¢ Ko-ATopuc, no3zara Ha Ko-ATtopuc He Tpabea na Hapsuinasa 10 mg/20/ ¥ e
TOukH 4.4 n 4.5).

Cmapuecka gv3pacm




He e Heo6x0anMo KOpHIHpaHe Ha A03aTa MPH NALMEHT B CTap4ecKa Bb3pacT {BXK. TOUKa 5.2).

[leduampuyna nonyrayus
Be3onacHOCTTa M epukacHocTTa HAa Ko-ATOpHC NpH Acua He ca yCTAHOBEHH (BXK. TOUKa 5.2). Jlnncear

OJaHHH.

Yeprodpobro yspescoare

Ko-ATtopHc TpabBa 1a ce H3MoA3Ba ¢ NOBHLIEHO BHHMaHHE NPH NALMEHTH ¢ YEPHOAPOOHO yBpeXaaHe
(BXK. TOUKH 4.4 U 5.2).

Ko-ATOpHc € NpOTHROMNOKA3aH NPH NalMEHTH ¢ aKTUBHO YepHOAPOOHO 3aboniaBaHe (BX. Touka 4.3).

bvbpeuno yepescoane
He ¢ HeoOX0auMO KOpHrupaHe Ha 103aTa Npy NauMeHTH ¢ 0B0pedHo yBpexaaHe (BK. Touka 5.2)

HauuH Ha NpUNOKEHUE

Ko-ATopuc e 3a nepopanHo npuinoxkeHue. Ko-ATopuc MOXe Ja ¢e npuaara karo eAHOKpaTHa 103a 1o
BCAKO BpeMe Ha JeHs, ¢ unu Oe3 xpaHa. Toii kato Tabnerkarta HAMa JENUTENHA YepTa, T4 TpaOBa na ce
Morjibilla usna # He TpabBa na ce pasaens.

4.3 IIporABOnOKA3ZaAHHSA

CBpBXUYBCTBUTEIHOCT KbM AKTHBHHTE BELIECTBA MM HAKOE OT NOMOLIHUTE BELLECTRA, n3bpoeHH B
TOo4YKa 6.1.

Jleuenneto ¢ Ko-ATopuc € NpoTHBONOKa3alo NO BpeMe Ha OPEMEHHOCT H KbpMeEHe, KaKTO H TNMpH
XKEHH C JETEPOAEH NOTEHLIMAT, KOUTO HE M3M0JI3BAT NOAXOAALIM KOHTPAUENTUBHY MEPKH (BXK. TOYKA

4.6).

Ko-ATopHc € NpoTHBONOKAa3aH APH MaLMEHTH C aKTHBHO YepHOIpobHO 3abonapaHe unn HeoOACHUMO

MEePCHUCTUPALLLO MOBHILABAHE HA CEPYMHUTE TpaHCaAMHHa3HW Hal 3 IMbTH HAJ ropHaTa rpaHuua Ha
Hopmarta (I'TH).

Ko-ATopHc € npoTHBONOKA3aH NMPH NaLUWECHTH, JIEKYBAHH C AaHTHBHPYCHHTE CPE/ICTBA CPELllY XENaTHT
C rnekanpesup/nubpeHTacBHp.

4.4 CoeunajHyn npelynpexieHHN H NpeJNa3HH MEPKH NPl ynoTpeda

Muonatua/pabaomuonuza
B nocTMapKeTHHIOBHA ONKT C e3eTHMMO ca JoKNafABaHu cllyyad Ha MUOTIaTHA U pabaoMHoNH3A.

[ToBeueTo nauueHTy, pa3Bwin pabaOMHUONIN3a, Ca NPHEMANH CTATHH €JHOBPEMEHHO C €3eTUMHD.
Bnnpeku ToBa, 33 pabaoMHonu3a ce crob111aBa MHOMO PARKO NPH MOHOTEPANHA ¢ €3€THMHUO M MHOTO
psaziko npu pobassHe Ha e3eTUMUO KbM APYIH CPEACTBA, 33 KOMTO € H3BECTHO, Y€ Ca CBbP3aHH C
NOBHLLIEH PHUCK OT pabaomuonuaa.

Ko-ATopHc ¢babpXka aTopBacTaTHH. ATOpBacTaTHH, NOAOOHO Ha ApyrH HHXuburopn Ha HMG-CoA
pelyKTa3aTa, MOXKE B PEAKH ClTydaH Aa 3acerHe CKEJIETHHTE MYCKY/IH M 1a NPUYMHH MHANITHUS, MHO3HT
M MUONATHA, KOUTO MOraT na nporpecupar a0 pabaoMnonunsa, NOTEHUHANHO XHUBOTO3ACTpalliaBalilo
ChCTOSHHE, XapaKTePHIUPALLIO CE ¢ 3HAUMTEJIHO NOBUILIEHHW HUBA Ha KpeaTHH(pocPokuHaza (creatine
phosphokinase, CPK) (> 10 nsTH Hag ropHa rpaHMua Ha HopMara), MHOTTIOOHHEMHA U
MHOrNI00MHYpHS, KOETO MOXE Aa noBeae no OLOpeuHa HeAOCTaThYHOCT.

IIpedu nevenuemo
Ko-ATopuc TpabBa aa ce npeanuceea ¢ NOBUINEHO BHUMAHHE NMPH MAUHEHTH C Npe;

dakTopu 3a pabaomuonusa. HusoTto Ha kpeaTHhdocdokunaza (CPK) Tpabsa na ce
3aMno4YBaHe Ha NeYEHHETO B CIEAHHTE CHTYaLMHK:




- ObOpeuHO yBpexaaHe,

- XHTIOTHPEOHAHIBM,

- NWYHA UNK (PaMHITHA aHAMHE3a 32 HACJIEACTBEHH 3a00/19BaHHA HA MYCKYJIHTE,

- NpeaULIHA aHAMHE3a 32 MYCKY/JIHA TOKCHYHOCT CbC CTATHH WX Gudpar,

- NpeaMLIHA aHAMHEe3a 33 YepHOAPOOHO 3ado1gBaHE H/HAH KOHCYMALHMA Ha 3HAYHUTE/IHH
KOJIUYECTRA ANKOXOJ,

- MPpY NAUMEHTH B CTApUeCKa Bb3pacT (Bb3pacT > 70 roanHu), HeodXOAHUMOCTTa OT TaKOBa
H3c/eaBaHe Tpabpa aa ce OOMHCIIM B 3aBHCHUMOCT OT HAJIHYHETO HA APYTH Npeapa3nonaralH
(hakTOpH 3a pabaoOMHONK3A,

- CHTYALHH, NPH KOWTO MOXE Ja HACTBIH MOBUILIABAHE HA NNA3MEHUTE HUBA, KAaTO
B3aMMOAECHCTBHA (BXX. TOUKA 4.5) U MPH CNELHAIHH NOMYAalUyH, BKIOYHTETHO FEHETHYHH
cybnonynanuu (Bx. TOUKa 5.2).

B Te3u cnyuan, pUCKBT OT Jie4eHUeTo TpadBa 1a ce NPeLeHH CNpAMO Bb3MOXKHHTE MOJI3H K CE
NpenopsUYBa KIHHHYHO Habnioaerue.
Axo HuBata Ha CPK ca 3HauHWTenHO NOBHLLEHH NPH H3X0AHO HHBO(> 5 ibTH I T H), neuenunero ne

TpaOBa na ce 3anoysa.

Hzcreosane na kxpeamurnocghorxunaza

Kpearundocdoknnazara (CPK) He Tpabsa na ce uscneapa cie MHTEH3UBHO (PU3HYECKO HATOBApBaHE
WM NpY HATMUME HA ApYyra Bb3MOXKHA npuyuHa 3a nosuuiasane Ha CPK, T kato ToBa 3aTpyaHaBa
TBHJKYBAaHETO Ha CTOHHOCTTA. AKO HMBaTa Ha CPK ca 3HauMTesnHO NMoBHUIEHHU B HAYaN0TO (> 5 NbTH
['TH), Husara Tpabsa aa Obaar H3cC/ieABaHH OTHOBO B paAMKHTE Ha 5 10 7 AHH NO-KbCHO, 3a Aa ce
MOTBLPAAT PE3YJITATHTE.

Ilo epeme na aevenue

- [TauneHTHTe TpsOERA na ObAAT NOMONEHK He3abaBHO Aa cHLOOLUAT 3a MYCKY/TH2 D0Jka, KpaMIH
WiH cnaboct, 0cobeHOo aKo ca NPUAPYKEHH OT HEPA3NONOKEHHE WM BUCOKA TEMMNepaTypa WK
aKO MYCKY/IHUTE MPH3HALH H CHMOTOMH NMPOAL/DKABAT ClI€A NPEYCTAHOBABAHE HA NPHEMA Ha
Ko-ATtopuc.

- AKO TAKHBa CHMITTOMH C€ MOABAT, AOKATO NALMEHTDHT Nojy4yasa JeyeHue ¢ Ko-ATopuc, HMBaTa
Ha CPK tpabra na 6baar uscneasaHu. AKO C€ YCTaHOBH, Y€ TE3H HHBA Ca 3HAYMTEHO
nosuweHH (> 5 neTu I'TH), neuennero Tpabpa ga ce cnpe.

- AKO MYCKYJTHHTE CHMITTOMH €A TE€KKH H NPHYHHABAT exXeAHEBEH THCKOMOOPT, JOPH aKko
Hupata Ha CPK ca nopninenu 10 < 5 nwtd ['TH, Tpabsa aa ce oOMHCAN NpekpaTaBaHe Ha

JIEUEHHETO.
- AKO cHMITOMHUTE OT3BYYaT U HUBaTa Ha CPK ce HopManu3upar, MoXxe aa ce 0OMHCH

NMOBTOPHO BbBEHKAaHE HA KO-ATOpUC UK BLBEXJAaHE HA ApYT NPOAYKT, CbAbP)KAalll CTATHH, B
Haf-HHCKaTa 40338 M NPH BHUMATENHO NPOC/IEIaBaHE.

- [TpuemsT Ha Ko-ATOpuc Tpabea Aa ce NpeyCcTaHOBU, aKO HACTBITU KIHHHYHO 3HAYHUMO
nopyinaBaHe Ha HUBaTa Ha CPK (> 10 ot I'TH) unu ako ce aAnarHoCcTHLMpPaA Wik ¢€ NOZO3Mpa
pabaoMHoOH3A.

- HUma MHOro penku choOLIEHHA 32 HMYHOMeiMrpaHa HekpoTtusupatya muonatua (MMHM) no
BpeMe Ha HIIHM ciief nedeHue ¢ HaKou ctaTHHH. MMHM ce xapakrepHu3upa iIHHHYHO C
NEpPCUCTHPALIla NPOKCHMANIHA MYCKYJIHA cabocCT U NOBUIICHA CEPYMHA KpeaTHHKHHA3a, KOMTO
NPOABMKABAT BBIPEKH NMPEYCTAHOBABAHETO Ha JICYEHHETO ChC CTATHHH.

[Topaayu kOMNoHeHTa aTopBacTaTHH B Ko-ATOpHC, pUCKBT OT pabaoMUONH3a ce NOBHLIAaBa, KOraTo
Ko-ATopuc ce npunara eJHOBpEMEHHO C ONpeAcIeHH NCKAPpCTBEHH NPOAYKTH, KOHTO MOraT Ja

MOBHILAT NJA3MEeHaTa KOHLIEHTPALMs Ha aTOPBACTATHH, KaTO MOLWHY UHXUOUTOpH HA CYP3 A4 wnu
TPaHCMOPTHU NPOTEHUHY (HAMP. LUKNOCNIOPUH, TETUTPOMHLMH, KIADHTPOMHLIUH, 1
CTHPHMIEHTO/, KETOKOHa30:1, BOPHKOHA30/, HTpakoHa3oJl, nosakodason 1 HIV np / -
WHXHOHUTOPH, BKIIIOUHTENIHO PHUTOHABHP, JJIONHHABHD, aTa3aHABUP, HHAHHABHD,
THIpPaHABUP/PUTCHABHP H OP.). PUCKBT OT MHONATHs MOXKE CbLUO Aa CE NOBHILY
ynorpeba Ha rempuOpo3HI M APYrd MPOM3BOAHH Ha (HPUOPHHOBATA KHCEITHHA, &




I HHAUMH. AKO € Bb3MOXKHO, TpAOBa 1a ce OOMHCIIAT aNTepHaTHBHM (HEB3aMMOACHCTBALLN)
TepaniH BMECTO TE3H JIEKAPCTBEHH MPOAYKTH (BXK. ToUKa 4.8).

B cnyyaure, KOrato e IHOBPEMEHHOTO NPUIOKEHHE HA T€3H NEKapCTBEHH NpoAYKTH ¢ Ko-ATopuc e
HeoOX0AHUMO, TPAOBA BHHMATENHO [1a Ce NPEUCHAT NOA3UTE U PUCKDT OT €AHOBPEMEHHOTO JICUCHHE.
KoraTo naLyMeHTHTE NOJy4aBar JICKApCTBEHH NPOAYKTH, KOHTO NOBHLIABAT MJ1a3MeHaTa
KOHLIEHTPALMS Ha aTOPBACTATHH, CE NPENopBYUBA NO-HUCKa MakcuManHa ao3a Ko-Aropuc. OcseH
TOBA, B CJy4ai Ha MOuHH HHXUOUTOpU Ha CYP3 A4, Tpabea na ce npeaBuAu No-HHUCKA HayalHa A03a
Ko-ATopuc # ce nmpenopbyBa NOAXOAALLO KIMHUYHO NPOCNEAIBAHE HA TE3H MALHEHTH (BXK. TOYKA
4.5).

ATopBacTaTHH He Tpabsa aa ce npuaara €AHOBPEMEHHO CbC CHCTEMHH QOPMH Ha Qy3MA0BA KHCENHHA
WM B pAMKUTE Ha 7 AHM ciej CnupaHe Ha edeHreTo ¢ ¢y3uaosa kucesanHa. [1pu naunerTy, npu
KOMTO CHCTEMHATa ynoTtpeba Ha ¢y3ua0Ba KUCEIHHA CE CYHTA 32 HaJIeXalla, NEYEHHETO CbC CTATHHH
TpaOBa a ce NpeyCTaHOBH Npe3 LUeaus MEPHO Ha JiedeHHe ¢ Py3uaoBa kucennHa. Mma cboblueHHs 3a
pabaoMHOMHN3a (BKIOUMTENHO HAKOH (aTaiHHU Cllyuan) Npu NaUHEeHTH, NpHemaluy Py3Kaosa
KUCE/IMHA ¥ CTATHHH B KOMOMHaLMa (Bx. Touka 4.5). [TauuenTsT TpaOBa na Obae NOCHLBETBAH 14
NoTEPCH He3abaBHO JIeKapCKa NOMOLLL, aKO MOYyBCTBA CHMNTOMH Ha MycKyJiHa ciaboct, 6onka nnm

4y BCTBHUTEIHOCT.

JleueHHETO CBC CTATHHHU MOXeE na Obae BL30OHOBEHO ceaeM AHM ciell nocaeaHara ao3a ¢y3naosa
KHCE/IMHA.

[Tpu H3KTIOUKHTENHH OOCTOATENCTBA, KOraTo € HeobX0aAUMa NMPOABL/DKHTE/NHA CHCTEMHA yrioTpeba Ha
by3Ha0Ba KMCENHHA, HAMPUMEDP 3a JIEYEHHE Ha TEXKH HHEKUMH, HeOGXOIHMOCTTA OT €AHOBPEMEHHO
npuiaoxenue Ha Ko-ATopuc u dyzuaora kucenuHa TpadBa aa ce 0OMUCAA 32 BCEKY OTAENEH Ciyyail H
MoA CTPOro MEAHLUHHCKO HabnoaAeHHeE.

arnnTOMHIIHH

Cpo0luaBaHy ca cny4yad Ha MHONaTHa WUy pabaoMHONK3A MPH €JHOBPEMEHHO MPUIOKEHHE Ha
unxubuTopn Ha HMG-CoA penykrazara (Hanp. aTopBacTaTHH ¥ €3eTHMHO/aTOPBACTaTHH) C
aanroMuuuH. Tpabpa na ce noaxoXaa ¢ MOBULIEHO BHHMAHUE, KOTATO CE NMPEANnUCBAT WHXHOUTOPH HA
HMG-CoA peaykrasaTa ¢ JaNTOMHLIMH, Th#l KAaTO BCAKO OT [BETE JIEKAPCTBA MOXKE Ja NPHUYHHH
MHOMaTHs W/ KUAKM pabooMHONKH3a, KOraTo ce npunara camoctoatenHo. Tpabsa aa ce oOMHUCaH
BPEMEHHO NpeKpaTABaHe Ha npueMa Ha Ko-ATopHc rpy nauMeHTH, NpueMaLili AaNTOMHLWH, OCBEH
aKO MOJI3UTE OT EXHOBPEMEHHOTO NMPUI0KEHHE HE HAAXBBPAAT PHCKA. 3ano3HanTe ce ¢
HHGOpPMALMATA 32 MPEANHCBAHE Ha AaNTOMHLIMH, 3a Aa NONYUYHTE AOMTBTHHTEIHA HHOOPMaLHS
OTHOCHO TIOTEHLHATHOTO B3anmoaeiicTBHe ¢ HHxHOUTOpuTe Ha HMG-CoA penykrasara (Hanp.
ATOPBACTATHH M €3¢ THMUOG/aTOPBACTATHH) H 3a AOIMTLJIHHTEAHH HACOKH, CBBP3aHH ¢ HabmoREeHHETO
(BK. TOuKa 4.5.).

MHMACTEHHS IpaBUC H OYHA MHACTEHUS

B Hakonko cnyuas ce choOllaBa, 4e CTATHHUTE HHAYLUMPpAT de nove Wi BAOLIABAT Beye
CHILECTBYBALIA MHACTEHHS MPaBHC WK OuHa MHacTeHus (BXK. Touka 4.8). HpuemsbT Ha Ko-ATopuc
TpaGBa Aa ce NpeycTaHOBH B Cly4aii Ha BioLaBaHe Ha cumnTomure. Crobiuasa ce 3a peLIMUBH,
KOraTO CBLUMAT WM pazivyueH CTATHH € 61 (MOBTOPHO) NPUAOXKEH.

YepaoapoOHH eH3umMH

[Tpy KOHTpOIHPAHH H3NHUTBAHHUA 33 €AHOBPEMEHHO NPUITIOKEHHE NPH MALMEHTH, HOTyHaBallH
e3eTUMHO M aTopBacTaTHH, ca HabM0AaBaHK NOCAE0BATE/IHH NTOBULICHHS HA TpPaHCAMHHa3uTe (= 3
AbTH HaA ropHara rpaHuia Ha Hopmara [[TH]) (Bx. Touka 4.8).

HUicnensanuaTa Ha uepHoapoOHaTa pyHKuUMA TpAOBa Ja CE H3BBLPILBAT NPEAH 3an
NIEYEHHETO W NEPHOANYHO Clied TOBA. [lauHeHTHTE, KOHTO pa3BHAT NPU3HALM WA
npeanoaaraiiy YepHoapobHO yBpexaaHe, Tpaoea aa ObAaT NOLIOKEHH HA H3CIK
yepHoapobHara dyHkuus. [launeHTHTE, KOMTO Pa3BHAT MOBHILEHH HHBA HA Tpa




na 6baat HabnoJaBaHH, A0KATO AHOMATUHTE OT3BY4aT. AKO MOBULLIEHHETO Ha TPaHCAMHHA3HTE
noseue oT 3 mbTH Kad ['TH npoabnxky, ce npenopbyBa HaMansBaHe Ha 103aTa Uiy cnupaHe Ha Ko-
ATOpHC.

Ko-ATtopuc Tpabaa na ce H3N0/13Ba ¢ NOBULLEHO BHUMAHHE MPH NAUHEHTH, KOUTO KOHCYMHpAT
3HAYMTEIHH KOAMYECTRA AIKOXO0N H/HIK MMaT aHaMHe3a 3a uepHoapobHO 3abonssane.

UepHoapoOHa HEAOCTATEYHOCT
[Topaau Heu3BecTHHUTE €(PEKTH OT NOBULLEHATA EKCMO3HLIMA HA €3€THMHO MPH NaLMEHTH C YMepeHa

WY TEXKKa YepHOApOoOHa HeaoCTaTh4HOCT, KO-ATOpHC He ce NpenopbuBa NpH Te3H NAaLKUEHTH (BIXK.
TOUKA 3.2).

Dubparu

Be3onacHocTTa W epUKaCHOCTTA Ha €3eTMMHUO, npunaraH ¢ pudpartH, HE ca YCTAHOBEHH;
CNIE0BATENHO HE Ce TIPENnopbUBa €JHOBPEMEHHOTO NpuioxkeHue Ha Ko-Atopuc n pubpartu (BX.
Touka 4.5).

L{uknocnopuH

Heo6x0aHMO € NOBHLIEHO BHHMAaHHUE, KOraTo ce 3anousa neyeHue ¢ Ko-Atopuc 3aeaHo ¢
LMKnocnopyH. KOHUEHTpaUMHTE Ha UMKAOCTIOPHH Tpa0Ba 1a c€ NpoCieasBaT NPH MalMEHTH,
nony4asayd Ko-ATopuc H LUKNOCNOPHH (BXK. TOuKa 4.5).

AHTUKOAryJlaHTH

Ako Ko-Atopuc ce no6aBu ksM BapapuH, ApYr KYMapHHOB AaHTHKOAryAaHT UK GIyHHIHUOH,
MEXAYHAPOIHOTO HOopManu3upaHo cboTHoweHue (INR) Tpabsa aa ce npocneasasa no noaxoasiu
HauyuH (BXK. TOuka 4.5).

[IpeaoTepaTaBaHe Ha KHCYNT Ype3 arpeCUBHO HaMalIsBaHe HA HUBATA HA xonecreposa (Stroke
Prevention by Aggressive Reduction in Cholesterol Levels, SPARCL)

B post-hoc ananu3 Ha cybrunose uHCYNT npu nauxeHTH 6e3 koponapHa bonect Ha cbpueto (KbC),
KOHTO ¢a OWIK ¢ HACKOPO NpeKapaH HHCYAT WIH MPEXOIHO HapYWEHHE HA MO3BUYHOTO
kpbBooOpaiucHue (ITHMK), nma no-sucoka yecToTa Ha XeMOParuyeH HHCYIT NpPH NalHEHTH,
3ano4YHaNH ¢ atopsacTtatiH 80 mg, B cpaBHeHne ¢ nnauedbo. [losHinenuaT puck e orbenssaH Hail-Beue
fIPH MalHEHTH C NPEaxXoJeH XeMOParuueH HHCYAT WiIH NaKyHapeH HHAPKT NpH BKJIIOYBAHE B
u3nuTBaHeTo. [1py nauKeHTH ¢ NpeanIecTBaL] XEeMOParH4€H HHCYJIT WK NaKyHapeH HHPapKT
CHOTHONIEHHETO MEXIY PHCKOBETE M MON3HTE OT ATOPBACTAaTHH 80 Mg He € CHIypHO H
NOTEHUHATHHAT PHCK OT XEMOPAruuyeH HHCYJIT TPAOBA BHUMATE/HO 1A CE NPELICHH NPEeAH 3arnQ4yBaHe
Ha JieueHHeTO (BX. TOYKa J.1).

HutepcTHumanHa benoapobHa bonect

[Ipu npyeM Ha CTATHHH ca ChOOLIABAHK OTAEHH CliydaH Ha HHTepcTHLXanHa benoapodua bonecr,
ocobeHo npH NpoabJKHUTENHA Tepanus (Bx. Touka 4.8). IIpossuTe Morar na BKIIOYBAT AHCTHES,
HEeNpOoAYKTHBHA KallKLa 1 o0LLo BIOLUABAHE HA 3ApaBETO (YMOpa, 3aryba Ha TErno ¥ BUCOKa
Temneparypa). AKO HMa NOJO3PEHHE, HE JaAEH MALUEHT € pa3BW HHTEPCTHLHANHA GestoapobHa
OonecT, IeYEHNETO CbC CTATHHH TPpAOBa Na Obae cnpsHo.

3axaped auaber
Hsaxou ganwHy nMoxkaspar, 4e CTaTHHUTE ¢a KIac JIeKapCTBa, KOWTO NOBUILABA KPbBHATA 3aXap U NpH

HSIKOX MaLUEHTH, MINOXKEHH HA BUCOK PUCK OT pa3BHTHE Ha nuaber, Moxe Ja N1OBEAAT 10 ChCTOAHHE
Ha XHIEPIINKEMHS, MPH KOETO C€ HIUCKBA NPOBEAKAAHETO HA MOAXOAALLO fEUEHHE, KaKTO NPH
anaber. To3u puck 00aue ce KOMNEHCUPa OT HaMaIBAHETO HAa ChAOBHA PHCK NPY NPHEMA HA
H cllen0BaTeIHO He TpAOBa Ja Oble NMPHUUXHA 32 CNMHPAHE HA NEYEHHETO CbC CTaTHHH. H
| 5,6 no 6,9 /1, UTM > 30 kg/m? .
H3N0XEHH Ha PUCK (TNOKO03a Ha r1agHo 5,6 1o 6,9 mmol/l, g/m°, NOBHLLE
TPUTJTHUEPHAH, XUNIEPTOHUS) CNIEBA [a CE Ha3HayYH NPOBEXKAAHE HA KINIHHHYHHK H OHOK
H3CAeABaHUSA B CLOTBETCTBHE C HALIMOHAJTHHTE PLKOBO/CTBA.




[TomMolHH BELIECTRA
Ko-ATopuc cbabpaka nakro3a. [TauueHTH ¢ peaky HacieacTBEHK NpobiieMy HA ranakTo3Ha

HCNOHOCHMOCT, NMBJICH JIAKTa3CH I.l.erHI.IHT HIAHA I'MMIOKO30-TaJIdKTO3Ha Manaﬁcopﬁuun, HE TPHGBB Aad

nMpyUeMar TO3M JIEKApCTBEH NMPOAYKT.
To3H NekapcTBEH NPOAYKT ChAbPKA No-Manko ot | mmol Hatpuii (23 mg) Ha no3a, T.e. NPaKTHYECKH

HE CbABPKA HATPHH.

4.5 BiaamMogeHCTBHe C APYTH J1eKAPCTBEHH NPOAYKTA H 2PYrA QOPMH HA B3aHMOAEHCTBHE

MHOXKeCTBO MEXaHH3IMHU MOTAaT J1a AONPHHECAT 3a NOTECHUHAIHH B3aUMOIECHCTBHA C HHXHOUTOpHTE Ha
HMG CoA peaykra3zara. JlekapcTea unv pacTUTENHH MPONYKTH, KOUTO HHXHOMPAT ONpeaeeHH
eH3umH (Hanp. CYP3A4) w/unu TpaHcnoptHH nbryia (Hanp. OATP1B), Morar na nopuwar
n1a3MeHUTE KOHLIEHTPALWK HA ATOPBACTATHH W MOTAT Aa A0BEJAT A0 [OBHIUEH PHCK OT
MHonaTHa/padaoMHOIM3A.

3ano3HakiTe ce ¢ HHGOPMANHATA 32 NPeANECBAHE HA BCHYKH €IHOBPEMEHH) H3N0A3BAHH
JIeKAPCTBEHH MPOAYKTH, 32 A2 HOJYHHTE JONBJIHHTEIHA HAPOPMALES OTHOCHO NOTCHIRAIHATE
HM B3aHMOJEHCTBHS ¢ ATOPBACTATHH H/H/IH NOTEHRHAJIA 32 Bb3HHKBAHE HA IPOMEHH B
€H3IHEMHTE HIH TPAHCOHOPTHHTE NHTHINA H BH3MOKHOCTTA 32 KOPEKUAN HA J03ATA H CXeMATA HA
NeveHHe.

dapMaKoIHHAMHYHH B3aHUMOACHCTBHA

ATopBacTaTHH ce MeTabomusupa ot untoxpom P450 3A4 (CYP3A4) u e cyberpar Ha uepHOAPOOHUTE
TPaHCNOPTEPH, OpraHHyeH aHnoH-Tpancnopren noaunentya 1Bl (OATP1BI1) u 1B3 (OATP1B3)
TpaHcnoprepa. Metabonutute Ha atopBacTaTHH ca cyocTpatu Ha OATPIB1. YeranoeeHo € cbilo
TakKa, Ye aTOPBACTATHH € CyOCTpaT Ha ePayKCHUTE TpaHCnopTepH P-rnuxonporenH (P-gp) 1 Ha
NpoTeHHa Ha PE3UCTEHTHOCT Ha paka Ha rapaara (Breast cancer resistant protein, BCRP), kouro Moxe
Aa orpaHu4ar ypesHara abcopOuusg U KTbYHHSA KNTHPBHC Ha aTOPBACTATHH (BXK. TOYKa 3.2).
EaHOBpEMEHHHMAT NMPHEM HA JICKAPCTBEHH MPOAYKTH, KOUTO ca UHXHOHTOpH Ha CYP3A4 unu Ha
TPAHCMOPTHH MPOTEHHH, MOXKE [a NOBEAE OO NOBHUISHH NIa3MEHH KOHLIEHTPpaliUH Ha aTOPBACTATHH H
MOBMIIEH PHCK OT MHONATHA. PUCKBT MOXKE a ce MOBHIUKW W NIPH €AHOBPEMEHHOTO MPUIOKEHHE Ha
Ko-ATopHC ¢ Apyry N1eKapCTBEHH MPOAYKTH, KOHTO HMAT NMOTEHUHAN Ja HHAYUUPAT MUOINATHA, KAaTO
MPOHU3BOAHH Ha PHOPHHOBATA KMCEIHHA U €3eTHMHO (BXK. TOuKa 4.4).

DapMakOKHHETHYHH B3aHUMOJIEHCTBHA

Ko-Amopuc

He e nHabmonaBaHO KNHHUYHO 3HAYHMO (PapMaKOKHHETHYHO B3aUMOACHCTBHE NPU €AHOBPEMEHHOTO
NPUJICKEHHE HAa €3€TUMHO C aTOPBACTAaTHH.

EdexTH Ha Apyry nekapcTBEHUW npoayKTH Bupxy Ko-ATopuc

Ezemumub

Aumuayuou. ENHOBPEMEHHOTO NPHUAOKEHHE HAa AHTHALMAHH CPEICTBAa HAMAJIABA CKOPOCTTa Ha
abcopOuua Ha e3eTUMHO, HO HAMA edeKT BbpXY OHOHATUYHOCTTA MY. Ta3Hn HaMaJIEHa CKOPOCT Ha
abcopbums He ce cuHTa 3a KNIHHHYHO 3HA4YUMA.

Xonecmupamun: ENHOBpEMEHHOTO NPUIOKEHUE HA XONECTHPAMUH HaMaiaBa CpeAHara oty noa
kpuBaTa (AUC) Ha o0uuua ezetumud (e3eTumub + eseTiMHO-rnokypoHua) ¢ npubnusurento 55%.

B3auMOOeHCTBHE (BX. To4Ka 4.2).

Huxnocnopun: B npoyuBane ¢ oceMm nauueHTH cne 0uOpedHa TpaHcnnaHTauus ¢ Kpg
KIMpBHC > 50 ml/min Ha nocToaHHA 0032 LIMKJIOCTIOPHH, €AMHHYHAaTa 203a oT 10 mg¥
no 3,4-kpatHo (anana3oH 2,3 no 7,9-kpatHo) yBenu4eHue Ha cpeanata AUC 3a obuy



CpaBHEHHE CBC 3paBa KOHTPOJIHA NOMylauus, NOJy4aBala €3¢THMHO caMOCTOATENHO, OT APYro
npoyusaHe (n = 17). B apyro npoyusaHe nauMeHT ¢ 6b0petiHa TpaHCIUIaHTaLMA ¢ TexXKa OnOpeuHa
HeOCTAaTbYHOCT, KOMTO MoNy4aBa LMKIOCNIOPHH B MHOXECTBO APYFH JIEKAPCTBEHH MPOAYKTH,
AEeMOHCTpHpa |2-KpaTHO NO-roNsMa eKCrno3uumus Ha odul e3eTuMHO B CpPaBHEHHE C YCTIOPEAHM
KOHTPO/H, NOAY4aBallH €3¢TUMHO CaMOCTOATENHO. B kpBbeTOCaHO NpoyyBaHe ¢ 1Ba NepHOAa NpH
ABaHAJECET 3APaBH YYaCTHHLM, €XKEAHEBHOTO MpHIOKeHHE Ha 20 mg e3eTHMHO B npoabakeHHe Ha 8
JAHH ¢ eanHHU4YHa J03a oT |00 mg uMknocnopuH, Ha AcH 7 Boay 00 cpenHo 15% ysenuueHue Ha AUC
Ha uMKnocrnopud (Anana3oH ot 10% Hamanenune 1o 51 % yBenuyeHue) B CpaBHEHHE C €AMHUYHA 1033
ot 100 mg uuknocnopuH camoctoaTenHo. He € nposexxaaHo KoHTpoayupaHo fpoyusaHe 3a egekra ot
€IHOBPEMEHHOTO MPUIIOKEHHE HA €3eTHMHO BbPXY €KCMO3HLMATA HA LMKIIOCTIOPHH NPH NAUHEHTH C
OBOpeuHa TpaHcmnaHTauusa. HeobxoauMmo e NOBHILEHO BHHMAHHE NPH 3ano4YBaHe Ha npHeMa Ha Ko-
ATOpHC 3aeaHO ¢ uuKnocnopul. KoHueHTpauduTe Ha UMKIIOCnopyH TpabBra aa ce nmpocneasasaT npu
nauKeHTH, nonyyasaiuyd Ko-ATopHc H UHKIOCNOPHH (BXK. TouKa 4.4).

@ubpamu: EAHOBpeMeHHOTO npuiiockeHde Ha deHodubpar uian rempudbpo3in nosuIaBa oduiuTe
KOHLEHTPALMH Ha €3eTHMHO CcboTBeTHO npubnuzurenyo 1,5 4 1,7 mbti. Bhnpeku ue te3u
YBEJIMHEHHUA HE CE€ CHUTAT 33 KITHHUYHO 3HAYHMMH, €AHOBPEMEHHOTO NpUIOXKeHHe Ha Ko-ATopHc ¢
¢bubpatu He ce npenopbyBa (BX. TOukKa 4.4).

Amopsacmamiit

Huxubumopu na CYP3A4: Jloka3aHo €, ye MowiHuTe HHXxuOuTopu Ha CYP3 A4 BoasT A0 3HAYKTENHO
MOBHLUEHH KOHLIEHTpaLWHX Ha aTopBacTaTHH (Bx. Tabnuua 1 u cneunduyHa nHpopmauusa no-aony).
EnHOBpeMEHHO NPHIOKEHUE HA MOLUHY HHXKOMTOPH Ha CYP3A4 (nanp. umknocnopun,
TENUTPOMHLHUH, KJIIAPUTPOMHLIMH, AeNaBUPAHH, CTHPHIIEHTON, KETOKOHA30Jl, BOPHKOHA3011,
HTPAKOHA30J]1, 03aK0HA30J1, HAKOH aHTHBUMPYCHH CPEICTBA, U3NOJI3BAHH MPH AedeHHeTo HA HCV
(Hanp. enbaceup/rpazonpesup) U HIV nporeazHy HHXHOMTOPH, BKNOUHUTENHO PUTOHABHP,
NONHHABHp, aTa3aHaBHP, HHAWHABUP, AAPYHABHP H Ap.) TpAOBa aa ce H30area, ako € Bb3MOXHO. B
CJIy4auTe, KOraro €qHOBPEMEHHOTO NPUIIOKEHHE HA Te3U NeKapCTBEHH NPOoAYKTH ¢ Ko-ATOpHc He
MoXe 1a Obae n3berxaro, TpAdbea na ce OOMHUCIAT MO-HUCKH HaYanHU U MAKCHMAaIHHU 1034 Ha Ko-
ATOPHC H Ce npenopbuBa NOAXOAALLO KIMHHYHO HabnoaeHue Ha nauyenTa (Bxx. Tabnuua 1).

Ymepenute uuxudburopu Ha CYP3 A4 (Hanp. epMTPOMULIMH, ZHATHA3EM, BEpanaMui U GuIykoHa3on)
MOTAaT Ja NOBHLIAT TIa3MEHUTE KOHLUEHTPALMU Ha aTopBacTaTUH (BXK. Tabauua 1). HabntonasaH €
MOBHILIEH PUCK OT MHONIATHA NpH ynorpebaTa Ha epUTPOMULIMH B KOMOMHALMA CbC cTaTHHU. He ca

MPOBEKAAHW NPOYYBAHHA 332 B3aHMOAEHCTBHE, OLUCHABALLM edEeKTHTE HAa aMHOJAPOH WK BepailaMHIl
BBpXY aTOpBacTaTUH. U3BECTHO €, Ye KaKTO aMHOJAPOH, TaKa W BEpanaMHil HHXHOHPAT aKTHBHOCTTA

Ha CYP3A4 u eqHOBpeMEHHOTO npHnoxkeHue ¢ Ko-ATopuc MOxKe Ja J0BEAE A0 NOBKHIIEHA
€KCNo3uLIMA Ha atopBacTaTUH. [lopanu ToBa Tpabea na ce npeaBuaM NO-HUCKA MaKCHMaNHa ro3a Ko-
ATOpHC M ce NpenopbUBa NOAX0AALIO KIHHUYHO NpOCcaeAsBaHe Ha NalLUEHTa, KOraTo ce U3rnosilsa
€JHOBPEMEHHO ¢ yMepeHu HHXubutopH Ha CYP3 A4, Ilpenopruea ce nOAX0OAAIUO KIITHHHYHO
HaOroAEHHE Cled 3arnoyYBaHe WM Cliel KOPHITHpaHe Ha Jo3ara Ha HHXHOHUTOpa.

Huxubumopu na npomeuna na pezucmenmuocm Ha paxa va cvpoama(BCRP). EnHoBpeMeHHOoTO
MPUIOKEHHE Ha NPOAYKTH, KOMTO c¢a uHxuburopu Ha BCRP (Hanp. enbacsup U rpasonpesup) moxe
[a JOBeAe A0 NOBHLIEHH IUTa3MeHH KOHLEHTPaUHH Ha ATOPBACTATHH H MOBULUEH PUCK OT MHOMNATHS;
clieaoBaTesiHo TPAOBA fna ce OOMUCNU KOPUTHpaHE HA J03aTa HA AaTOPBACTATHH B 3aBUCHUMOCT OT
npeanyvcaHara no3a. ExHoBpeMeHHOTO npunoxxeHue Ha enbacsup M rpasonpeBUp ¢ aTOPBACTATHH
NOBHIIABA TUIA3MEHHTE KOHUEHTPaUXH Ha atopeacTaTiH 1,9 nbru (k. Tabnuua 1); cnegposarento

4.4).

Huoyxmopu na yumoxpom P450 344: EnHoBpeMEHHOTO NPHUIIOKEHHE HA ATOPBACTE
Ha uuToxXpom P450 3A4 (nanp. epaBrupeHL, pHPaMITHUHH, XKXBAT KRHTAPHOH) MOXe \A
NMPOMEH/IKBO NOHHXEHHE HA MNJIA3MCHUTE KOHLIEHTPAUHH Ha atopsacTaTHH. [lopaau




MEXaHW3bM Ha B3auMoaelicTBye Ha pudamnyunH (MHAYUupaHe Ha uutoxpom P450 3A4 u
MHXHUOHUpaHE HA TPAHCTOpTEPa Ha XenaTouuTHOTO 3axBawlaHe OATP1BI), ce npenopnusa
eQHOBpEMEHHO npunoxeHne Ha Ko-Aropuc ¢ pudaMnUuKH, ThH KaTo M0-KbCHOTO MPUAOKEHHE Ha
aTOPBACTaTHH Clle/]] NpuUeM Ha pudaMULUH € CBBP3aHO CbC 3HAYUTENHO HaAMaJIABaHE Ha TTA3MEHHTE
KOHLIEHTPallM{ Ha aTOPBACTATUH. BanaHHeTO HA pUdaMNULUH BbPXY KOHUEHTPALUUTE Ha
aTOPBACTATHH B XENATOUMTHTE 0bave € HEM3BECTHO H aKO €IHOBPEMEHHOTO TPHNOXKEHHE HE MOXKE J1a
Obae uiberHato, nauveHTuTe TpaAdBa na 6bAAT BHUMATENHO HalmoaaBaHM 3a HATHYHE HA
e(PUKACHOCT.

Huxubumopu na mpancnopmepu. UHXuOUTOpHUTE Ha TPAHCMIOPTHHTE NPOTEHHH (HANP. UHKIOCNIOPHH)
MOrarT [a NOBHUIAT CUCTEMHATA HANMYHOCT Ha aTopBacTaThH (Bxk. Tabnuua 1). EdexTsT oT
HHXUOMPAHETO Ha TPAHCTIOPTEPHTE HA XENATOLUMTHOTO 3aXBalllaHe BbPXY KOHLEHTPaUUHTE Ha
aTOPBACTaTHH B XEMaTOLMTHTE HE € U3BECTEH. AKO EAHOBPEMEHHOTO MPHIOKEHHUE HE MOXe Aa Oble
H30ErHATOo, Ce MpenopbHBa NOHWXaBaHe Ha Ao3aTa HA Ko-ATopyc M KITMHWYHO npocieasBaHe 3a
edukacHocT (Bxk. Tabnuua 1).

IIpoussoonu na cempubposzun/pubpunosa xucesuna: CamocrostenHara ynorpeba Ha ¢pubparu ce
acoLMHpa MOHAKOra Cb¢ CHLOMTHUA, CBBP3aHU C MYCKYJIMTE, BKJIIOUNTENHO pabaoMHonusa.
CrenosaTeNHO PHCKBT OT T€3H CHOMTHA MOXKE Aa CE NOBHLUY NPH eAHOBpEMEHHaTa ynoTpeda Ha
MPOX3BOAHH Ha (PHOPHHOBATA KUCEIHHA H ATOPBACTATHH.

Ezemumub: CamocrostenHara ynorpeba Ha e3eTuMHb ce acouunpa ¢bC CbOUTHA, CBBP3aHH C
MYCKYJIHTE, BKJIIOUMTENTHO pabaomuonusa. [Topaau ToBa pucksT OT Te3H CHLOMTHA MOXeE Aa ce
NOBHLIK NPH €JHOBPEMEHHA yrnoTpeba Ha e3eTUMHUO U aTopBactaTHH. [Ipenopbusa ce noaxoaswo
KJIHHHYHO HabnioaeHHe Ha Te3W NMaLUeHTH.

Konecmunon: IInasMeHHTe KOHLEHTPALIHY Ha ATOPBACTATHH M HETOBHUTE AKTUBHU METADONUTH Ca 1no-
HHCKH (¢ NnpubAn3NTEenHO 25%), KOraTo KOJECTHNON C€ NMpyUaara €eAHOBPEMEHHO C aTOPBACTATHH.
Bbopeku ToBa, AMNUIHHUTE eeKTH ¢a No-rojieMu, KOraTo aTOpBacTaTHH H KOJIECTHIION Ce NpUarart
eIHOBPEMEHHO, OTKOJIKOTO KOraTo ABaTa JIEKAPCTBEHH NPOAYKTA CE NpUilaraT CaMOCTOATENHO.

Dy3udoea kuceauna. PUCKBT OT MHONATHA, BKIIOUHTENHO padAOMHOINA3a, MOXKE Aa C€ MOBHILH NpH
€OHOBPEMEHHOTO NPUJIOKEHHE HA (PY3MAOBA KUCEIKHA 32 CHCTEMHO NPHIIOKEHHE CHC CTATHHH.
MexaHu3MbT Ha TOBa B3auMoeHcTBHE (HE3aBUCUMO Aanu e hapMaKoAHHAMHYEH HIH
dbapMaKOKHHETUYEH, WIH W IBETE) BCE OlUE He ¢ nisecTeH. MMa cvoblienus 3a pabaomuonnia

(BKAIOUYHTENHO HAKOM ¢ daTaneH H3X0A) NPH NMaLWeHTH, NPUEMallH Ta3h KOMOHHaUU.
AKO € HeoDOX0ANMMO NeueHUe C Py3HA0BA KUCETUHA 32 CHCTEMHO MPHNOXKEHHE, 1€YEHHETO C

aTOpBacTaTHH TpAOBA [1a Ce NPeyCTaHOBY Npe3 LeNUs NepHOA Ha JIeHeHHe C PY3HI0BA KHCENHHA.
Busxkre ¢bllo TOUuKa 4.4.

KGJ!IH!{HH: B'I:I'IPEKH Y€ HE Ca NPOBCXKIaHW NpOYUBaHHA 3a B3aUMOJ1eHCTBHE Ha aTOpBaCTaATHH C
KOJXHLHH, HMA CbOOLIEeHUA 32 caydyan Ha MHOMAaTHUA NpHu €AHOBPEMCHHO NPHJIOXKEHHEC HA
ATOPBACTATHH C KOJNXHUIHHH H € HeoOX0AUMO NOBHLUICHO BHHMAHHE MNpy NpCanrucBaHe Ha aTopBACTATHH
C KOJNXHILIHH.

anmomuyun: PACKBT OT MHONATHA W/ WIH padaoMHONN3a MOXKe J1a C€ NOBHILH MPH €QHOBPEMEHHO
npunokeHue Ha HMG-CoA peaykrasuun uaxuburopu u nantomuuud. Tpabsa na ce ooOmucu
BPEMEHHO MpeKpaTaBaHe Ha npuema Ha Ko-ATopHc Npy nauvedTn, npyemalild JanToMHUWH, OCBEH
AKO MOJI3KUTE OT €HOBPEMEHHOTO NPHUAOKEHHE He HAAXBLPAAT PUCKOBETE (BXK. Touka 4.4).

Boyenpeasup: EkCno3uumMsATa Ha aTOPBACTATHH € € NMOBUILINIIA, KOTATO € NPUAOKEH ¢ DouenpesHp.
Korato e HeoOx0oaumMo eTHOBpEeMEHHO NpuioxkeHue Ha douenpesup ¢ Ko-Aropuc, Tpadsa
OOMHCIIH 3aN0YBaHE ¢ Hal-HUCKATa Bb3MOXHA J03a KO-ATOpHC ¢ THTpHpaHe 10 NocTUr
KeNaHUs KTHHWYEH edekT, KaTo eaHoBpeMeHHO ce Habnioaasa 6e3onacHocTTa, He3 na
OHeBHaTa go3a ot 10 mg/20 mg. 3a nauMeHTH, KOUTO B MOMEHTa npuemar Ko-ATtopuc a3
ATtopuc He TpaOBa na HagBHMILAaBa AHeBHaA no3a ot 10 mg/20 mg no BpeMe Ha eaHOBpE




npunoxeHye ¢ douenpesup.

Edextn Ha Ko-ATopHc BbpXy PapMakOKMHETHKATA HA APYIH JIEKAPCTBEHH NMPOAYKTH

Ezemumud

B npeAKNHHWYHY NPOYYBaHUA € J0KA3aHO, Ue €3eTUMHUO He UHAYUMPA EH3UMH OT rpynaTa UMTOXPOM
P450, nekapcta MeTabonu3upatuu eH3umi. He ca HabnogaBaHKu KIHHHYHO 3HAYHMH
dapMaKOKHHETHUHH B3aMMOJCHCTBHA MEXKJy €3€THMHO U IEKApCTBa, 32 KOMTO € H3BECTHO, Y€ Ce
mMeTabonu3kpar ot umroxpomu P450 1A2, 2D6, 2C8, 2C9 u 3A4 unu N-auetwiitpadcdepasa.

Anmuxoazyaraumu: EqHOBpeMEHHOTO NPHIIOKEHHE Ha e3eTHMHD (10 mg BeaAHBXk AHEBHO) HAMa
3HAYUM edeKT BbpXYy OHOHATHYHOCTTA Ha BapdapuH H BbPXY IIPOTPOMOHHOBOTO BpeMe B NMPOY4BaHE
Ha ABaHaJeceT 3APaBy Bb3pacTHU Mbxe. Bunpexu ToBa, HMa NOCTMApKETHHIOBH ChOOLIEHHS 32
MOBHLLIEHO MEXKAYHAPOAHO HOpMaTH3upaHo cboTHOLeHue (INR) npy nauueHTH, Ha KOUTO €3eTHMHD
e nobaBed KbM BapdapuH unu payunanoH. Ako Ko-Atopuc ce nobasu kpM Bapdapun, apyr
KyMap{HOB aHTHKoarynauT unu dnayuranoH, INR tpabsa aa ce npocneassa no noaxoasu Ha4HH
(Bx. TOUKa 4.4).

Amopsacmamun

HHuzoxcun: [1lpy eAHOBPEMEHHO NPUAOKEHHWE HA MHOTOKPaTHH 103H AMIOKCHH H 10 mg aropBacTaTHH,
KOHLIEHTPALMHUTE Ha AUTOKCHH B CTabWNHO CHCTOAHME JIEKO c€ NMoBHLIaBaT. [lauueHTHTe, npHemaluy
AHUTOKCHH, TpabBa na 6naat HabnOAaBaHKU NO NOAXOAAL HA4MH.

HEPOP:’L’IHH KoHmpayenmugu. E,ElHOBpEMEHHOTO NMPpWIOXKECHHE HA ATOPBACTATHH C TNCPOp4AJICH
KOHTpaLEnTHB BOAU A0 NOBHINABAHC HA [LNA3MCHUTC KOHLUCHTPALIKK HA HOPCTHCTCPOH H €THHHI

eCTpaaHoi.

Bapgapun: B KIIMHHYHO NPOYYBAHE NPH NALMEHTH, NOTy4aBallld XpOHHYHA Tepanusl ¢ BapdapHH,
eIHOBPEMEHHOTO NPUIOKEHHE Ha aropBactaTiH 80 mg AHEeBHO ¢ BapdhapHH NPHUHAHABA JIEKO
noHwxeHKe oT okono 1,7 cekyRan Ha NpOoTpOMOHHOBOTO BpeMe Mpe3 IMbPBHTE 4 AHH OT NPHEMA,
KOETO CE€ BPBIIA KbM HOPMAJTHOTO B PaMKHWTE Ha 15 AHM OT neveHue ¢ aropBacTaTHH. Benpeku ve ce
cbOOIABAT CAMO MHOTO PEAKH CJTyYau Ha KNTHHHUYHO 3HAYMMH AHTUKOAryJJaHTHH B3aUMOIEHCTBHH,
npoTpoMOHHOBOTO BpeMe TpsAOBa Aa ce W3CieBa MPEAH 3anoqsaHe Ha JeueHHe ¢ Ko-ATopuc npu
NAUHEHTH, NPHEMAILH KyYMapHHOBH AaHTHKOAI'YJIAHTH H JOCTAThYHO YECTO B PAHHHATE €TANH HA
TepanusaTa, 3a [a e rapaHTHpa, Y€ HAMA Ja HACTBbNH 3HAUYHTE/IHA NPOMAHA HA NPOTPOMOHHOBOTO
BpeMe. Cnex Kato ce JOKyMeHTHpa CTabWIHO NPOTPOMOHHOBO BpeMe, TPOTPOMOHHOBOTO BpeMe
MOxe Ja Obne HabmoaaBaHO NPE3 HHTEPBAIH, KOMTO OOMKHOBEHO CE NPENOPLYBAT 3a NALUEHTH,
npUeEMaIiM KYMapHHOBH aHTHKOAryiaaHTH. Ako no3ara Ha Ko-Atopuc 6bae npoMeHeHa WM
NleYeHHEeTOo NPEeKpaTeHo, chllaTa npoueaypa Tpadea na ce NnoBTopu. JleueHHeTo ¢ aTOPBACTATHH HE €
CBbP3aHa C KbPBEHE WIH C NPOMEHH B NPOTPOMOUHOBOTO BpeMe MPH MaLHEHTH, KOUTO HE IpuemMar

AHTHKOATYJIaHTH.

Tabnnua 1. EdekT Ha €THOBPEMEHHO NpUnaraly JEKapCTBEHH NPOAYKTH BBPXY PapMakOKHHETHKATA
Ha ATOPBACTATUH




EaHoBpeMeHHO MPHIAraH
JeKaApPCTBeH NPOAYKT A ¢XeMa Ha
NPHJIATAHE

ATOpBACTATHH

Tunpanasup 300 mg n8a nNbTH
aHeBHO/puTOoHaBHp 200 mg nBa NbTH |
aHeBHO, 8 aHH {(oT Oen 14 po 21) |

LluiiocnopuH 5,2 mg/kg/nen,
NOCTOAHHA 1032

Jlonunaeup 400 mg nsa MbTH AHEBHO/
putoHaBup 100 mg aBa nbTU AHEBHO,
14 any

Knapwrpomnuu;l 500 m g NBa [TbTH
OHEBHO, 9 AHH

Caksuuasup 400 mg apa meTH
AHeBHo/puroHasHp 300 mg nBa NbTH
AHEBHO OT A€H 5 A0 7, yBeNHYEH A0
400 mg aABa MHTH AHEBHO HA AeH 8,

| nen 5 nol8, 30 munyTH Cnien

| npuemMaHe Ha aTOPBACTATHH

Hapyxasup 300 mg nBa nbTH
AHEBHO/

PuTonasup 100 mg npa T4 AHEBHO,
9 OHH

Hrpakonazon 200 mg Beanbx
NAHEBHO, 4 aHHU

®o3amnpenasup 700 mg aBa NbTH
AHEBHO/

PutonaBup 100 mg aBa nbTH AHEBHO,
14 oHH

®do3amnpenasup | 400 mg nea nbTH
AHEBHO, 14 AHH

Hendunasup 1 250 mg nsa nuTH
NHeBHO, 14 OHH

40 mg ot aeH 1,
10 mg ot aen 20

10 mg BeaHBXK
AHEBHO 34 28 IHH

20 mg BeaHBXK
OHEBHO 34
4 OHH

80 mg BeAHDbK
JHEBHO 3a

8 nHM
40 mg BeOHDXK
IOHEBHO 3a

4 nHU

10 mg BeaAHDBK
IHEBHO 32 4 AHM

10 mg BeaubXK
AHEBHO 33 4 HH

10 mg Beanbxk
AHEBHO 3a 4 NHH

10 mg BeaHbXK

OHEBHO 34 28 nHY | npe ‘:

IIpoMenu B
AUC &

1 9,4-kpaTHO

1 8,7-kpaTHO

Ko-Aropuc

KiHHuuHa
Ilpenopuka®

B cnyuaure, Koraro ¢
HeoOXoaMMO
€HOBPEMEHHO
npuaoxkenue ¢ Ko-
ATOpMUC, HE

| npesuilaBaiTe q03aTa

| 10 mg/10 mg Ko-ATropuc
aHesHo. [1penopbuBa ce
KAMHHUYHO MPOCneAsiBaHe
Ha T€3W NaLHEHTH.

1 5,9-kpaTHoO

T 4,4-kpaTHO

B cnyvauTe, KOraTo e
Heo0XoauMo
€HOBPEMEHHO
npuioxkeHHe ¢ Ko-
ATopuc, ce npenopbuBaT
NO-HUCKH NOAAbPMKALUH
no3u Ha Ko-Aropuc. Ilpu
no3n Ko-Atopuc Hag

10 mg/20 mg ce
NpenopLUBa KIHHUYHO
HabmoaeHUe Ha Te3u
MALHEHTH.

R —

T 3,9-kpaTHO

1 3,3-kpaTHO

40 mg eanHnyna | T 3,3-kpaTHoO
4034

T 2,5-Ki:>ﬂTH0

t 2,3-kpaTHO

T 1,7-kpaTHo"

B cnayuaure, KOraro €
HeoOXx0aumo
€IHOBPEMEHHO
npunoxkeHue ¢ Ko-
ATOpHC, ce npenopbyBart
MO-HUCKH NOANbPKALUM
0034 Ha Ko-ATopuc.
[Tpu ao3u Ko-Atoprc
Haa 10 mg/40 mg ce
NPEnopbYBa KIIMHUYHO
HabaloaeHHe Ha Te3u
NAUMEHTH.

HH




Cok ot rpeiindpyT, 240 ml seaHbx

EAHOBpPEMEHHO NPHIATAH ATOpPBACTATHH
JE€KAPCTBEH MPOAYKT H CXeMA HA
NpHAArane

Ao3a (mg)

40 mg enMHUYHa

AHEBHO™ no3a

40 mg eAUHHUYHA
no03a

Hnnthazem 240 mg Beﬂ;{'b}l( AHEBHO,
28 nHH

10 mg envMHHYHA
n03a

Eputpomuunn 500 mg yetupmu-
KpaTHO AHEBHO, 7 JHM

Amnonunud 10 mg, eauHnyHa ao3a

80 mg eaMHHU4HA
ao03a

LinmeTuanx 300 mg yeTdpH NbTH 10 mg BeAHBXK

. H_pomeﬂn B
| AUC &

t37%

t51%

1 33%"

T 18%

1 no-Manko ot

JAHEBHO, 2 CEOMHLH AHEBHO 3a 1% "

4 ceAMHLUH
AHTHAUMAHA CYCNIEH3HA OT | 10 mg BeaHbXK } 35%"
MarHe3HEB H ATYMUHHER XHAPOKCH], | AHEBHO 32
30 ml yeTHpu MbTU AHEBHO, 2 4 cenmMHULH
ceaMHLY
Edasupeny 600 mg Beanbxk AvesHo, | 10 mg 3a 3 nuu | 41%
14 nnu
Pudamnuuns 600 mg Beanbx 40 mg enunnuna | T 30%
AHEBHO, / AHM (NpWnaraH 103a
eJHOBPEMEHHO)
PudamMnmuumy 600 mg BeaHbx 40 mg eaunuyna | | 80%
OHEBHO, 5 AHU (A03uTe ca pazaesenn) | 103a
lemdpubposnn 600 mg aa nbvTH 40 mg eauHnyHa | 1 35%
AHEBHO, 7 IHMH no03a

—

®enodubpar 160 mg BenHnbxK 40 mg equHuuna | 1t 3%
NHEBHO, 7 JHH 103a

Ko-ATopac

KJIHHH4YHA
Mpenopnxa*

He ce npenopsusa
€OHOBPEMEHEH NpUEM Ha
rojieMH KOJIH4ECTBa COK
oT rpeiindpyT 1 Ko-
ATOpHC.

Cnel 3ano4YBaHe WiH
ched KopurdpaHe Ha
A03aTa Ha JUJITHA3€EM Ce
NPENnopbUYBA NOAXOAALLO
KIMHHUYHO HabnioaeHUe
Ha TE3H MNaLKUeHTH.

[Ipenoprusa ce no-
HHUCKa MaKCHMAJIHA 71034
H KJIHHHYHO
HaONOAeHHE HA Te3H
NalHeHTH.

Hsima KOHKpeTHA
penopoKa.
Hama koHKkpeTHa
npenopbKa.

Hsama KoHkpeTHa
npenopbKa.

Hsama koHkpeTHa
[penopbKa.

AKO €AHOBPEMEHHOTO
MPUIOXKEHUE HE MOXKE Oa
| 6bae w3bernarto, ce
fpenopbyBa
€HOBPEMEHHO
npunoxkeHue Ha Ko-
ATopHc ¢ pudaMnULMH
NOA KJIKHHYHO
HabnioneHHe.

He ce npenopbuBea.

He ce npenopbusa. {




EIHOBpPEMEHHO NPHIATaH
JIEKAPCTBEH NPOAYKT H CXéMa Ha
npuRaraHe

ATOpBACTATHH

Ho3a (mg)

bouenpesup 800 mg TpH NbTH
AHEBHO, 7 OHH

Enbaceup 50 mg BeaHbxkK

40 mg eAMHNYHA
no3a

10 mg eanHU~4HA

nHesHo/rpazonpesup 200 mg BeaHbXx | 1032

JHEBHO, 13 AHM

[nexanpesup 400 mg BeaHbBXK
aHesHo/nubpeHTaceup 120 mg
BEAHBX OHEBHO, 7 1HHU

10 mg BegHBXK
JAHEBHO 3a 7 JHH

IIpomenu B
AUC*#

1 2,3-kpatHo

1 1,94-kpaTHO

1 8,3-kpatHo

Ko-AT1opnc

Kannanuna
Ilpenopnka®

[1penopbuBa ce no-
HHUCKA Ha4yalHa 103a H
KNHUHHYHO HabmoaeHHWe
Ha T€3W MAUMKEHTH.
Hozara Ko-Atopuc He
TpsaOBa Aa HaaABULlIABRA
QHEBHA A03a OT

10 mg/20 mg no BpeMe
Ha eJHOBPEMEHHO
NPHJIOKEHHE C
OoLienpeBup.

Ho3ata Ko-ATopHUc HE
TpaOBa na HaOBHLIABA
AHEBHA 1032 OT
10 mg/20 mg npu
€IHOBPEMEHHO
NPHIOKEHHE C
NPOAYKTH, ChAbPXKALLNA
enbacsup unu
DAZONPEBHUD.

EnHOBPEMEHHOTO
NPHIIOXKEHHE C
NPOAYKTH, CbAbPKALLH
rJIEKanpeBup HWiM
nubpeHTacsmp, €
NPOTHBONOKA3aHO (BiK.
TouKa 4.3).

&  IlaHHMTE, NOCOMEHH KATO X-KPaTHA MPOMSAHA, NPEACTABIABAT OOWKHOBEHO CHOTHOUIEHUE MEKY

eIHOBPEMEHHO MPUNOKEHHE M aATOPBACTATHH CAMOCTOATENHO (T.€. I-kpaTHa = 6e3 npomsaHa). launure,
aaneHu Kato % NpoMaHa, NMpeacTaenaBaT % pasnnka CpsMO aTOpBacTaTHH caMocTosaTenHo (T.€. 0% = 0e3

MpoMAHA)

¥ 3a KIMHHYHOTO 3HAYEHHE BUXKTE TOUKH 4.4 U 4.5
* Cobabpka eHH WIH NOBEYe KOMIIOHEHTH, KOWTO WHXHOupaT CYP3A4 W Morar fa NOBHILAT MIA3MEHUTE
KOHLEHTPaUWH HA IeKapCTBEHU npoaykTH, Metabonuizrupann oT CYP3A4. [IpuemManeTo Ha €Ha 4dalla COK OT
rpeiindpyt or 240 ml cbuio Boau Ao Hamanena AUC ¢ 20,4% 3a akTHBHHA OPTOXUHAPOKCH METADONHT.
["onemu konuuecTsa cok ot rpefindpyr (Haa 1,2 | aHeBHO B npoawkeHHe Ha 5 AHu) noByuiaat AUC Ha
aTopBacTatvH 2,5 mbTH 1 AUC Ha akTUBHMTE (aTOPBACTATHH U METaDOIUTH)
A O0l111a eKBUBAIEHTHA aKTHBHOCT HA aTOPBACTATHH
YeeanuyeHHneTo ce 0bosHauasa kato “1”, HaManeHUeTo Karo “|”
OD = seaubx aHeBHO; SD = equrnuna no3a; BID = asa mbTH AHEeBHO; TID = TpH muTH AHeBHO; QID = yeTHpw

TbTH ZHCBHO

Tabnuua 2. Edext Ha aTopBacTATHH BbLPX

JEKAPCTBEHH NPOAYKTH

ATOpPBAaCTaTHH H
cxeMma Ha MnMpuaaraHe

(mg)

S—

JlekapcTBeH NpOAYKT

EHHOBPEMQHHO npyuinaran A€KApCTBCH MPOAdYKT

[Mpomsana 8 AUC#

ADMAaKOKHHCTHKATA Ha €COHOBPEMCHHO MNPpHAAraHHi




80 mg BeaHbK Juroxkcun 0,25 mg T 15% [Taunenrure,

AHesHO 3a 10 AHM BEAHBXK THEBHO, 20 AHK npHeMaLliy JHIrOKCHH,
TpsabBa aa 6baaT
HabmonaBaHu no
NOAXOAALL HA4MH.

40 mg BEAHDBXK OpaneHd KOHTPAUENTHB Hsama kOHKpeTHa
JHEBHO 3a 22 AHH BEHbX JHEBHO, npenopuKa.

2 Mecela

-HOpETUCTEPOH | mg T 28%

-€TUHHJIECTPARHOI T 19%

*®eHa3oH, 600 mg 1 3% Hsma KOHKpeTHa
€AWHHYHA A032 npenopbKa

10 mg seaubX Qo3aMnpeHaBHp 127% Hsama KoHKpeTHa
AHEBHO 3a 4 AHK 1 400 mg oBa nbTH npenopbka
IHEBHO, 14 OHH

& NMauHuTe, JageHH KaTto %o NMPOMHA, NPEICTABIABAT % pa3/iHKa CNPSMO aTOPBACTATHH CAMOCTOATENHO (T.€.
0% = 6e3 npomaHa)

* EAHOBPEMEHHOTO NMPUAOKEHNE HA MHOTOKPATHH 03K aTOPBacTaTHH W PEHA30H MOKa3sa MaTbK WIH HHKAKbB
3a0enex 1M eeKT BbPXY KIHpbLHCa Ha ()eHa30H

YBsennuyenneTo ce 0003Ha4asa karo “1”, HaMaJleHHeTo KaTo "

OD = Beannx AHeBHO; SD = eaguHnuHa a03a; BID = n1Ba mbTH AHEBHO

80 mg BeaHBXK

AHEBHO 3a 15 AHH

4.6 PepranHTET, OPEMEHHOCT H KbLPMERE
XKenu ¢ demepoden nomenyuan
XeHure ¢ geTepoaeH noTeHuHan TpAdBa Aa H3NOI3BAT NOAXOAAUIH KOHTPAUEIITHBHH MEPKH MO BpeMe

Ha neyeHueTo (BXK. TouKa 4.3).

bpeMeHHOCT

ATepocKiepo3aTa € XpOHHYEH NpoLeC 1 OOHKHOBEHO CITUPAHETO HA JIWMHAONOHKKABAILNTE
JIEKApCTBA NO BpeMe Ha OpeMeHHoCT Ou TpsabBano Aa okasBa MajIKO BIAMAHHE BBPXY ABLITOCPO4HHA
PHCK, CBbP3aH C [TbPBHYHATA XHIIEPXOJECTEPONEMHS.

Ko-Amopuc

Ko-ATOpHC € MPOTHBONOKAa3aH Mo BpeMe Ha OpeMEHHOCT (BXK. TouKa 4.3). JInncBaT KNTHHKWYHH AaHHH
3a ynotpebara Ha Ko-ATtopuc no BpeMe Ha OpemeHHOCT. Ko-ATopHc He TpsaOBa Aa ce H3N0/3Ba NpH
’KeHU, KOMTO ca OpeMEeHHH, KOMTO Ce ONMTBAT Aa 3afpeMeHesT ik NOA03MPaT, ye ca bpemMeHHH.
Jleuenunero ¢ Ko-ATopuc TpaOBa ga ce npeycTaHOBH NO BpeMe Ha OPEMEHHOCTTA WIH NOKATO Ce
NOTBbPAH, 4Ye KeHaTa He € OpeMeHHa (BXK. Touka 4.3).

EAHOBpEMEHHOTO NPHIOKEHHE Ha e3eTUMHO K aTopBacTaTHH NpH OPEMEHHH MIBLXOBE NOKa3Ba, 4Ye
MMa CBbP3aHO C H3CNIEABAHETO NOBHILIEHYE Ha CKENETHATA BapHALIMA ,,HAMa/1eHa OCH(HKALINA Ha
MPbAHUTE KOCTH® B rpynaTta ¢ BUCOKH R03U e3eTHMHO/aTopeacTaTiH. ToBa MOXeE 1a € CBBP3aHO ¢
Hab1101aBaHOTO HAMANIABAHE HA TeNeCHOTO TerJio Ha nnoaa. [Ipu 6peMeHHH 3akium ce Habnronasa
HHCKa 4YeCTOTa HA CKENETHHU AedopMalry {(CpacHAIH MPbAHH KOCTH, CpaCHAIH ONAaIUHK NpeiiieHd U
ACHMETPHUYHH BAPHALIMH HA IPbAHUTE KOCTH).

Amopsacmamun
BezonacHOCTTa Npy OpeMeHHH KEHH HE € ycTaHoBeHa. He ca nposexaaHn KOHTPOJHPaHH KIHHuE
H3NHTBAHHA C ATOPBACTATHH NpH OpeMeHHK xeHH. [loNydenH ca peaxu choOLIeHNs 3a BE
AHOMAIIKH cJied BbTpeMaroyHa ekcno3uuns Ha HMG-CoA peaykrasHu RHXHOUTOpH.
MpH >XHBOTHW NOKa3BaT PENpPOAYKTHBHA TOKCHYHOCT (BiK. TOUKa 5.3). JleueHHETO He
aTOpBAaCTaTHH MOXE 12 HAMAIH QeTanHUTEe HUBA HA MEBANOHAT, KOHTO € NpPEKYPCof
Ha XoJiecTepona.




Ezemumuo

JIuncear KJIMHUYHHU J1aHHH 3a ynoTpedara Ha e3eTUMHO 1o Bpeme Ha OpemeHHoCT. [lpoyuBaHusaTa npu
’KMBOTHH 3a ynotpedara Ha e3eTUMHO KaTo MOHOTEparus HE ca /1aJlH 10Ka3aTe/iCTBa 3a MNPeKH Wil
KOCBEHH BpelHHU e(peKTH BbpXy OpeMeHHOCTTa, EMOPHO(PETATHOTO pa3sBUTHE, PAXKIAHETO HITH
MOCTHATAJIHOTO pa3BUTHE (BXK. TOYKA 5.3).

KbpMeHe

Ko-ATopuc e npoTUBONOKa3zaH no Bpeme Ha KbpMmeHe. [lopaau noreHuMana 3a CEpHO3HH HEXKEJTaHH
peakLuH, xxeHuTe, npueMaiun Ko-Atopuc, He TpsOBa na kbpMAT aeua cH. [IpoyuBaHus Bbpxy
JIbXOBE MOKa3BaT, Y€ €3eTUMHO ce eKcKkpeTHpa B KbpMmara. [IpH rmibXxoBe rnjia3mMeHUTe KOHUEHTPALHH
Ha aTOPBACTAaTHH U HEFOBMTE aKTUBHW META0O/IMTH ca NoAOOHH Ha Te3H B MJIAKOTO. He € u3BecTHO
N1aJIM AKTUBHUTE KOMIMOHEHTH Ha Ko-ATopuc ce ekckpeTHpaT B Kbpmata (BxK. Touka 4.3).

DepTHAUTET
He ca npoBexkaaHu npoyuBaHus BbpXy ¢eprunurera ¢ Ko-ATopwuc.

Amopsacmamun
[Tpu npoy4BaHHs NpH JKUBOTHH aTOPBACTATHH HAMA €(DEKT BbPXY MbKKHSA HIIH )KEHCKHS (DEPTHIIHTET.

Ezemumut
E3eTuMuO HAMA ePeKT BbpXY (PePTUIMTETA HA MBXKKH HITH KEHCKH TUIbXOBE.

4.7 EdexkTH BbpXy cnocodHocTTa 32 mOPHPaHe H padoTa ¢ MANIHHH

Ko-ATopuc nosiusiBa npeHeOpexxk Mo crnocoOHOCTTA 3a wodupaHe 1 padoTa ¢ MaliMHK. Bbnpeku
TOBa, npH wodupaHe uiu pabora ¢ MaliMHU TpAOBA Ja ce UMa NpPEIBUI, Y€ ca JOKIaBaHH CIy4aun Ha
3aManBaHe.

4.8 Hexe/1aHH JIEKAPCTBEHH PeaKIHH

Pe3iome Ha npoduia Ha Oe30nacHOCT
Ezerumub/aTropBacTaTiH (WM € AHOBPEMEHHOTO MPUIIOKEHHE HA €3€TUMHUO U aTOPBACTATHH,
€KBMBAJIEHTHO Ha €3eTHMHMO/aTOpBacTaTHH) € OLEeHEHO 3a Oe3onacHocT npu noseue ot 2 400
NalMEHTH B 7 KJIIMHUYHH U3MUTBAHUA.

TabJinyeH CrIUCHK Ha HEXKEJIAHUTE JIEKAPCTBEHU PEAKLIMU

Hexenanure peakuuu, HaO/0AaBaHU B KJIMHUYHU MPOYYBaHHs Ha €3€TUMHO/aTOpBACTaTHH (HJIH
e/IHOBPEMEHHO MPUI0KEHHE HA €3€TUMHO W aTOpBACTaTHH, EKBUBAJIEHTEH Ha
€3eTUMHO/aTOpBaCTaTHUH) WJIK €3€TUMHO MJIM aTOPBACTATHH, WK CHOOLLEHH OT MOCTMapKETHHIOBaTa
ynorpeba Ha e3eTHMHO/aTOpBacTaTHH UK €3€TUMHUO WM aTOpBacTaTHH, ca U3dpoenu B Tabnunua 3.
Te3u peakuuu ca npeacTaBeHH MO CHCTEMO-OPraHHH KJIACOBE M MO YecToTa. YecTorara Ha peakuuHuTe
ce onpezess Mo cjleAHus HauuH: MHOro YectH (=>1/10); uectn >1/100, <1/10); neuectu (=1/1 000,
<1/100); peaxu (=1/10 000, <1/1 000); muoro peaxu (<1/10 000); u ¢ Hen3BecTHa yecToTa (OT
HaJIMYHUTE JAHHU HE MOJKE /1a Ob/ie HanpaBeHa OLEHKA).

Tabauua 3. HexxenaHu peakuuu
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HpeKuHH H HHpeCcTAlHH
Heuectu FPHI
C Heu3BECTHA 4eCTOTa Ha30(papHHTHT

Hapymeﬂuﬂ HA KPbBTA H nnmlma'ra CHCTEeMa
C HeMu3BeCTHA 4yecToTa T’EGMGOHHTGHEHHH




HapymeHusi Ha HMYHHATA CHCTEMA

C Heu3BECTHA YECTOTA

peakli{ Ha CBPbXUYBCTBUTENHOCT, BINTHOUKTENHO
aHaHIaKCUsA, BHTHOEAEM, OOPHB W YPTHKApHS

Hapyumienns HA MeTA00IM3MA H XPAHEHETO

C Heu3BeCTHA 4ecToTa

HaMaJi€H alne€THT, AHOPCKCHA; XHUIICPIIIUKEMHA,
XHITOTAHKEMHA

[IcHXHYHE HAPYIICHHN

HeuecTH

fenpecHs; 6€3CLHUE; HAPYUICHHE HA ChHS

C Heu3BecTHA MecToTa

KowiMapH

Hapywieadsi HA HEPBHATA CHCTEMA

HeyecTH

laMaiBaHe; [MCreysus; rnasodbosne; napecre3ns

C HeM3BECTHA 4YECTOTA

XHIIOECTE3H; aMHE3HA; nepudepHa HeBpPONaTus;
MHACTEHUSA MPaBHC

3puTeNRA HApYINEHHS

C HeusBecCTHa YecToTa

3aMbIIEHO 3PeHHe; 3PUTETHU HapyLIEHHA; OYHA
MHACTEHHS

Hapymienns Ha yxoTo H NA0GHpHHTA

C Heu3BeCcTHA 4ecToTa

LIYM B YLIHTC, 3ary63 Ha Cliyxa

ChbpAeuHR HAPYUICHHS

Heuectn CHHYCOBA 6pa;1HKa_p11Hﬂ
Covaosn HApYImIenHS
HeuecTH rOpEeUIH BbJIHH

C Heus3BeCTHA YE€CTOTA

XHUIICPTOHHA

PEQIIEPB.TGPHII, I'PHhAHH H MENHACTHHAJIHH HAPYIUCHHN

Heuectn

AUCITHCH

C HeH3BECTHA YECTOTA

Kaluu1Hua; papHHronapuHreanta 6o/1ka; enucTakcue

CToMamHo-IpeBHH HAPYLICHHR

YecTH

,uuapm[

HeuecTH

KopeMeH AUCKOMGOpPT; noayBaHe Ha kopeMa; Oonka B
kopema; 6o/ka B A0THATA 4aCT HA Kopema; Ooska B
ropHaTa 4acT Ha KOpEMa; 3aMeK; AUCICICHS;
METEOPH3IBM; YECTH H3XOXKAAHUA; FacCTPUT; rafieHe;

C HeH3BECTHA 4Y€CTOTA

CTOMALUEH AHCKOMQOPpT

NaHKpeaTHT; racTpo-e3odareanta peduykcHa Gonect;
OpMIrsaHe; NosphlllaHe; CyXoTa B ycTaTa

XenaroOHJIHADHA HAPYIICHHAS

C HeH3BeCTHa 4ecTOoTa

XenaTHUT, XOJNeNUTHA3a, XONELMCTHT, X0NecTasa;
(aTanHa u HedarTanHa YepHOAPOOHA HEMOCTATHYHOCT

HIIByIIIEHIIH HA KOXKATA H NOAKOKHATA THhKAH

HeuyecTu

dKHC, YPTHKApHA

C "eu3BeCTHA 4eCTOTA

anoneums; KoxeH oOpHB; NPYPHUTYC; epUTEMA
MynTUOpME; aHMHOHEBPOTHUYEH OTOK; Oyno3eH
NEPMATHUT, BKITIOUHTEHO epHTEMa MYJITH(HOPME,
CHHAPOM Ha Stevens-Johnson H TOKCHYHA
enHaepMaiHa HeKpoJiH3a

HﬂEyl[lEHllﬂ HA MYCKYJ/IHO-CKEJICTHATA CACTEMA H CHONHHHTC/IHATR ThKAH

YecTH

MHAII'MA

HeuecTH

apTpanrus; 6onku B ropba; MyckynHa
MYCKYJIHH CNa3MH; MYCKYJIHa cnaboc
KpaHHHLIHTE




C HeW3BECTHA YeCTOTa MHONaTHA/padAOMHOIK3A;, MYCKYJ/IHA PYNTYPAa;
TEHANHONATUA, MOHAKOra YCJ0KHEHA OT pa3KbCBaHeE;
6oiika BBB BpaTa; NoAYyBaHe HAa CTABUTE; MHO3HT;
nynyc-noaodbeH CHHAPOM; UMYHOMEIHHpaHa
HEKPOTH3HpaLLa MHonaTug (Bx. Touka 4.4)

HR_E}'IIIEHHH HA BBINPOAIBOAMTCIHATA CHCTCMA H IN'BPAHTE

C HeH3BECTHA YECTOTA FMHEKOMACTHA

O6mu napymeHus u ¢PeKTH Ha MACTOTO HA NPRIOKEHHAE

HeuecTy aCTCHUA; YMOpa, HEPA3NOJIIOKECHUE; OTOK

C HeH3BECTHA 4€CTOTa 00s1Ka B repavTe; H60sKa; nepUdEepeH OTOK; NHPEKCHA
Hacneapanns

HeyectH MOBHIICHH HUBA Ha AJlTAHUH aMUHOTpaHcdepasa

(ALT) w/unu acnaprat amuHoTpancdepasa (AST);
MOBHLUICHA ankanHa pocdarasa; NOBHILEHA
kpeatiHPochokuHasa (CPK) B kpbBTa; noBulieHa
rama-riiyTaMunTpaHcjepasa; NoOBUIUCHH
YepHOAPOOHH eH3HMH; OTKIOHEHHS B YEPHOAPOOHH
¢yHKLUHOHANHH NOKA3aTENH; MOBULIEHO TEr10

C Heu3BECTHA Y€CTOTa MOAOXKHTEHH PE3YNTATH 32 6e/1 KPbBHU KIIETKH B
ypHHaTa

JlaGopaTOpHHY CTOHHOCTH

B KOHTpONHpaHy KIMHWUYHHY U3NUTBAHUS, YECTOTATa HA KIHHHYHO 3HAYHMH MOBULIECHHA Ha
cepyMHuTe TpancaMuHasu (ALT w/unu AST >3 nbTH ropHa rpaniua Ha HOpMarTa, MTOCAEA0BaTENHO) €
0,6% npH nauUEHTH, TeKyBaHH ¢ eseTHMHO/aTopeacTatHH. Tean noBuweHUs 0OUKHOBEHO Ca
aCHMOTOMATHYHH, He Ca CBBP3aHH C XONECTa3a U CE€ BPBLILAT KbM H3XOAHOTO HHBO CNOHTAHHO WK
CJIEH NPEYCTAHOBABAHE HA JIEYEHUETO (BX. To4Ka 4.4).

CroOuasar ce clnefHMUTe HeXKeNaHH CbOHMTHA C HAKOHW CTATHHH!

- ceKcyanHa AUChYHKLMA

- B H3K/TIOYUTENHH CNy4au, HHTepCcTHLHaNHA OenoapobHa Gonect, 0c00EHO NpH ABJIrOCPOHHO
neyeHue (BK. Touka 4.4)

- 3axapeH AHA0eT: HECTOTaTa 3aBHCH OT HATHYHETO WK OTCHCTBHUETO Ha PUCKOBH (PAKTOPH
(xpbBHa 3aXap Ha raagHo = 5,6 mmol/l, UTM> 30 kg/m’, noBuiileHH TPUTIHUEPHAH, aHAMHE3a
3a XMIIEPTOHHA).

CnobtiapaHe Ha NOJO3UPAHH HEXKENAHW peaKiivu

Cpbo0l1aBaHeTO HA NOA03UPAHH HeXXENaHH PeakLWH ciiell pa3pellaBaHe 3a ynorpeba Ha neKkapcTBeHUA
NPOMAYKT € BakKHO. T0Ba N03B0ABA 3 NMPOAL/DKH HaONIOAEHHETO HA CHLOTHOLLIEHHETO NON3a/PHCK 34
JleKapcTBeHH NpoaykT. OT MeJULIMHCKUTE CNELHATHCTH ce H3MCKBA Aa choOIIaBaT BCAKa
NOJ0O3HpaHA HEXKEAaHA peaKuHs Ypes:

HM3anbanuTeNHa areHuus no J1eKapcTeara

yn. ,,JlamsaH ['pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417
yebcaitT: www.bda.bg

4.9 Ilpeno3npane

Ko-ATtopHc
B cnyuail Ha npeno3vpaHde, a Ce€ 3arnoyHe CHMITOMATHYHO H MTOAbPKALLO NTEUYEHHE.
W3BBPLUAT U3CTEABAHHA Ha YepHOoAPOOHaTa QYHKUMUA U A2 C€ NPOCICAABAT CEPYMHUT,

Ezetnumnb
B KIHHHYHHY NpOy4YBaHHA NPHUIOKEHHETO Ha e3eTHMHO 50 mg/neH npy 135 3apasu nu




14 nuu unv 40 mg/aeH Ha 18 nauMeHTH ¢ MbPBHUYHA XUNEPNAHTTHAEMHA 3a NEpUoA A0 56 IHK, KaTo
u10 ce noHaca aodpe. CuobLeHHM ca HAKOMKO Cy4yas Ha NPEAO3HPAHE, NOBEUYETO HE CA CBBP3aHH C
HexenaHU peakuuy. CrollieHHTe HeXelaHU peakUurK He ca OMnK cepro3HM. [1pH )KHBOTHH HE €
HaO/M01aBaHa TOKCMYHOCT C/el €AHOKpaTHH nepopaidu a03m ot 5 000 mg/kg ezeTumHO npu nabxose
1 MyLlKKH M 3 000 mg/kg npu Kydera.

ATOpDBACTATHH
[lopany €KCTEH3UBHOTO CBbP3BaHE HA aTOPBACTATHH C MNJIA3MEHHTE NPOTEUHH, HE CE OUYAKBA

XCMOAHAIH3AaTd 3HAYHTC/THO Aa NMOBHIUH KIIHPBHCA Ha aTOPBACTATHH.

5. @APMAKOJOIrnYHH CBOHCTBA

5.1 PDapmakoauHAMHYHH CBOHCTBA

dapmakoTepanesTHUYHa rpyna: JiunuaoMoauduLMpatiu cpeicTsa, KOMOMHALMHY OT pa3iHdHH
nunuaomoanpuumpaiuu cpeacrea, ATC koa: C10BAGS.

EzeTMub/aTopsacTaTii € JTUNHAONOHMKABALL MPOAYKT, KOHTO CEIEKTHBHO HHXHOUpa YpeBHaTa
abcopOLua Ha XOJECTEPOA H CBBP3aHHTE C HErO PACTUTENHHU CTEPONIH U HHXHMOUpa €HAOTeHHUA
CHHTE3 Ha XONECTEPO.

MexaHu3sM Ha JeicTBUE
Ezemumub/amopeacmamun

[L1azMeHHAT XONeCTEPO € NMPOAYKT Ha YpeBHa abcopOuus U €HAOr€HEH CHHTES.
EzerumMub/aTopBacTaTHH ChaABPKA €3€TUMHUD W aTOpPBACTAaTHH, AB€ JIKMTHAONOHMKABALLUA CHEAHHEHHUA
¢ AONBWIBALLM C€ MEXaHH3MHM Ha aeicreue. EzeTuMub/aTopBacTaTUH HaMasaBa NOBHILEHUA 001
xonecrepos, LDL-C, anomunonporeud B (Apo B), tpuranuepunure (TG) u xonectepona Ha
JHUIOMPOTEUHHUTE ¢ He-BHCOoKa MIbTHOCT (He-HDL-C) v nosriuasa xonecrepona Ha JIMNONPOTEHHH C
Bucoka MabTHOCT (HDL-C) upes aBoiHO HHXHOHpaHe Ha abcopOLMATa K CHHTE3a Ha XONECTEPO.

Ezemumub

E3zernMubd nuxubupa upepHata abcopbuua Ha xonecrepona. Ezetumud e nepopanHo akTUBEH U MMa
MEXaHH3bM Ha AEHCTBHE, KOWTO Ce pa3nuyara OT APyry KiacoBe CheAMHEHHUA, HAMAJIABALLH
xonecrepona (Hanp. CTaTHHH, CEKBECTPAHTH HA AUTLYHH KUCEJIHHH [CMOJIH], NPOM3BOAHH Ha
¢uOpuHOBA KMCENIMHA U PacTUTENTHU cTaHONM). Ha MonekyspHO HUBO LIENTa Ha €3eTHMHO ¢
creposioBus TpaHcnoprep Niemann-Pick Cl-Like 1 (NPC1L1), xoitTo € OTroBOpeH 3a YpeBHOTO
YCBOABaHE Ha XONECTEPON U (PUTOCTEPOIIHTE.

Esetmub ce NoKanu3npa B NOKPUTATa ¢ BTIACHHKH IPaHHLIA HA TBHKHUTE YEPBa H HHXHOHpaA
abcopbuuaTa Ha XOJNECTEPO, KOETO BOAH 10 HAMANABAHE Ha AOCTABAHETO HA YPEBHHUSA XONECTEPO B
yepHHUs Apo0; CTAaTUHHUTE HAMANABAT CHHTE3a HA XOIECTEPOIT B YCPHHUA APOO M 3a€AHO TE3H OTAC/IHH
MEXAHHU3IMH OCUTYPABAT JOMBIHUTEIHO HAMANIABAHE Ha XonecTeposa. B AByCeAMHYHO KIHHHYHO
npoyuBaHe NpH |8 nauneHTy ¢ xunepxonecrepoieMus, e3eTHMHO HHXHOHpa ypeBHaTa abcopbuus Ha
xonectepon ¢ 54%, B cpaBHeHHKeE ¢ maueoo.

[TpoBeaeHu ca cepus OT NMpeKAHHHYHH IPOYYUBAHHUA 34 ONPEACIAHE HA CEJICKTHBHOCTTA HA €36THMHO
3a uHxuOupane Ha abcopbumaTa Ha xonecrepon. Eserumu6 nHxubupa abeopbuusra Ha ['* C-
xonecTepon 6e3 Aa nosnuaBa abcopOLHATa Ha TPUIMHULEPHIN, MACTHH KUCENTHHH, XTbYHH KUCETHHMU,
MPOreCTEPOH, €TUHUA €CTPAaHON WK MAaCTHOPA3TBOPUMH BUTAMHHH A H D.

Amopsacmamun

ATOpBacTaTHH € CENCKTHBEH, KOHKYpeHTeH nHXubutop Ha HMG-CoA peaykrasara, e
OrpaHHuaBalll CKOpPOCTTa, OTTOBOPEH 32 NPEBPbLIHAHETO HA 3-XHAPOKCH-3-METHI-TITYT
A B MEBANIOHAT, MPEKYPCOP HA CTEPONUTE, BKIIOUHUTENHO XonaecTepo. Tpurnuuepun
XOJIECTEPOILT B YEPHUA AP0o0 C€ BKIKOYBAT B JIMMIONPOTEUHHTE ¢ MHOIO HMCKA MUTHTHA




0CBOOOKAABAT B 171a3MaTa 3a J0CTABAHE A0 NEPHPEPHUTE ThKAHU. JIMNONPOTEUHHBT ¢ HUCKA
nabTHOCT (LDL) ce o6pa3ysa ot VLDL u ce katabonanzdpa 0CHOBHO 4pe3 peLenTopa ¢ BUCOK
adpunuteT kbM LDL (LDL peuenrop).

ATOpBACTaTHH MOHMXKABA CEPYMHHTE KOHLICHTPALMH Ha [UIA3MEHHUSA XOAECTEPOJI H JIMMONPOTEHHHUTE
ype3 HHXHOMparne Ha HMG-CoA penykrazaTta v BnocneacTBHE GHOCHHTE3aTa Ha XONECTEPO.Ia B
yepHua Apo0 H yBennuyasa Opos Ha uepHoapoOHHTE LDL peuenTopH Ha kneThyHaTa NOBLPXHOCT 34
MOBHLICHO yCBOABaHe W KatabonnieMm Ha LDL.

ATOpBacTaTHH Hamansiea npou3eoacTroTo Ha LDL 1 6pos Ha LDL yactHuure. ATopBactaTvH Boau
N0 AbNO0KO H YCTOHUMBO roBMLLIaBaHe Ha akTUBHOCTTA Ha LDL peuenropure, chueTaHo ¢
OnaronpHATHA MPOMAHA B KAYECTBOTO HA LuMpKyaupawnte LDL yactuum. AtopsactatiH € epeKTHBEH
3a HamanasaHe Ha LDL-C npu nauneHTH ¢ XOMO3UroTHa paMuiHa XHIEPXO0NEeCTEPOIIEMHUA,
NOMynalusa, KOATO OOMKHOBEHO HE C€ MOBJIMABA OT JIHNHAOMOHHXABALLH JICKAPCTBEHU NPOAYKTH.

Joka3zaHo e, 4e aTOPBACTATHH HAMANIABA KOHLEHTpaUMHTE Ha oOwHsa xonectepon (30% - 46%), LDL-
xonecrepona (41% - 61%), anonunonpoteux B (34% - 50%) u tpurnnuepuaute (14% - 33%), kato
ChLIEBPEMEHHO BOAM A0 NpoMeHNHBo yBennyenue Ha HDL-C v anonunonporenH Al B ripoyusaHe 3a
3aBHCHMOCTTAa MEXAY 034 U OTroBOp. Te€3H pe3ynTaTH ¢a NOTBLPLAECHH H NPH NMAUHEHTH C
XeTepO3UroTHa paMUJIHA XHUNepXonecTeposeMus, HepaMrIHH GOPMH HA XHIEPXOAECTEPOIEMHA H
CMECEHA XHNEPNHTTUAEMHA, BKIIOUHTENHO NMALMEHTH ¢ HEUHCYAMHO3ABUCHM 3axapeH qHader.

KnvHHuHa eduxacHocT U He30nacHoCT

B KOHTPONHpaHH KJIMHUYHKA W3MUTBAHHA €3eTUMHO/aTOPBACTATHH 3HAYMTEITHO HaMaJTABa 001U
xonecrepon, LDL-xonectepona, Apo B u tpurnuuepuaure v nosuasa HDL-xonecrepona npu
MaLUWUEHTH C XHINEPXOIECTEPOIEMHA.

ITvpeuuna xunepxonecmeponemus
B nnauebo-KOHTPONHPaHO H3NUTBaHe 628 NalKEHTH C XHIEPJIMIHACMHA Ca PaHAOMH3UPAHH Na

nonyyvasat naauedo, esernmud (10 mg), aropsactatul (10 mg, 20 mg, 40 mg wnun 80 mg) uau
€IHOBPEMEHHO MPWIAaraHu e3eTMMUO M aTOPBAaCTaTHH, EKBUBAJIEHTHU Ha €3¢TUMHO/aTOpBAaCTaTHH
(10 mg/10 mg, 10 mg/20 mg, 10 mg/40 mg u 10 mg/80 mg) B npoavmkeHue Ha 10 12 ceamuuy.

[TauMeHTHTE, NOAYYABALILH €3eTHMHO/aTOPBACTATHH BbB BCAKA OT PAIHYHHTE JO30BH POPMH, ca
CPaBHEHHM C TE3H, MO/1y4aBally BCAKA OT Pa3IHYHKTE 1034 aTOpBacTaTHH. E3eTHMUO/aTopBacTaTHH €
MOHWKKI 001K XonecTepon, LDL-xonectepona, Apo B, Tpurnuuepuaa u ne-HDL-xonecrepona v e
nosuwinn HDL-xonectepona 3HauMTENHO NOBE4E OT aTOPBACTATHH, MNPWIOKEHR CAMOCTOSTENHO (BXK.
Tabnuua 4.).

Tabauua 4. OTrosop Ha €3¢eTUMHUO/aTOPBACTATHH MNP NALKEHTH C MbPBHYHA XHNCPIUNTHACMHUA
(VepeaHeH® NpOLEHT NPOMAHA OT H3IXOAHO HKUBO Oe3 neyenne® Ha 12-Ta ceaAMuUUA)

JI

euetiie (AHeBHA 103) N Qo LDL-C AnoB TG* HDL-C He-HDL-C
X0J1ecTepol

O0600WweHH NaHHH (BCHYKH JO3H

e3zeTumMubd/atopBacTaTuH)® 255 -4l -56 45 33 T -52

O600Wenr faHHM (BCHYKH A03H

ATOPBACTATHH)" 248  -32 -44 -36 24 +4 41

Eserumub 10 mg 65 -14 .20 -15 -5 +4 -18

Mnauebo 60 +4 +4 +3 -6 +4 - WA 77z

EzeruMub/aTopBactaTuH B 1034 5} /kf%.

10 mg/10 mg 65  -38 -53 43 -3] 10 A9, oSk

10 mg/20 mg 62 -39 .54 -44 30 49 [EL'}_’ v,ﬂg
l.t""" oy 3




10 mg/40 mg 65 -42 -56 -45 34 +5 -52

10 mg/80 mg 63 -46 -61 -50 -40 +7 -58
ATOpBacTaTHH B A03a

10 mr 60 -26 -37 -28 -21 +6 -34
20 mr 60 -30 -42 -34 -23 +4 -39
40 mr 66 -32 -45 -37 -24 +4 41
80 mr 62 -40 -34 -46 -31 +3 -51

®3a Tpurnuuepuaure, ycpeaHeHd % npoMaHa CrpsaMo H3XOJHOTO HHBO

® 3x0HO HUBO - 6€3 JIMMHUIONOHWKABALL ACKAPCTBEH NPOAYKT

®[Ipu o6obwenute naHuu ezerumud/aropeactatut (10 mg/10 mg - 10 mg/80 mg) 3HauuTenHo
HamanaBat obuiua xonecrepos, LDL-xonectepona, Apo B, tpuramuepnanre, He-HDL-xonectepona u
3HAYMTENHO noBuasar HDL-xonectepona B cpaBHEHHE ¢ 00001UeHUTe JaHHU 32 BCHYKHW A03H
aropsactaTdH (10 mg - 80 mg)

B koHTpONHpaHo npoy4BaHe, THTpYPAaHE Ha aTOPBACTATHH, CPABHEHO ¢ A00aBAHE HA €3€THMHO KbM
aTOpBAaCTaTHH, NPH NauueHTH ¢ xunepxonecreponemus (Titration of Atorvastatin vs Ezetimibe Add-
On to Atorvastatin in Patients with Hypercholesterolaemia, TEMPQO), 184 nanuentu ¢ vuso Ha LDL-
C > 2,6 mmol/l u < 4,1 mmol/l u ¢ ymepeHo Bucox puck 3a UBC, nomyuasanu atopeactatid 20 mg 3a
MHHHUMYM 4 ceIMHLM NpeaH paHaoMU3HpaHeTo. [laLeHTHTE, KOHTO He ca MOCTUIHANIA HHBO Ha
LDL- C <2,6 mmol/l, ca panHaoMU3upaHH 1a Noay4yapaT Wivd €AHOBPEMEHHO NPUIAraHyi €3eTHMHO H
aTopBacTaTHH (ekBUBajIeHT Ha e3eTuMub/aTopBacTatiH 10 mg /20 mg) unu aropeacrarid 40 mg 3a 6
CeaAMMLIA.

Eserumub/aTopeactatuH 10 mg/20 mg e 3HAaUUTENHO NOo-e(PEKTUBEH OT YABOABAHETO HA A03aTa Ha
atopBacTaTiH A0 40 mg 3a ZOMBIHUTENHO HaManaBaHe Ha obuus xonectepon {-20% cnpamo -7%),
LDL-xonecrepona (-31% cnpamo -11% ), Apo B (-21% cnpamo -8%) u He- -HDL-C (-27% cnpamo -
10%). Pesynrarurte 3a HDL-C u TG Mexay asere rpynu Ha I€UEHKE HE C€ pa3/IHMaBaT 3HA4YHTENHO.
OcpeH TOBa, 3HAYUTEIHO NOBEYE NALMEHTH, Noayuapauin ezeTumud/aropeacrtatui 10 mg/20 mg, ca
nocturHann LDL-C < 2,6 mmol/l B cpapHeHHe ¢ Te3n, nonyuarawu aropsactatuH 40 mg, 84% cpeiny
49%.

B KOHTpONMpPaHO HU3NUTBAHE, €3€TUMHUD IUTHOC ATOPBACTATHH CNPAMO TUTPHPAHE HA ATOPBACTATHH 3a
MOCTHraHe Ha Nno-HUCKH nenu 3a LDL-C npu nauuenTH ¢ xunepxonecreponemus ( The Ezetimibe Plus
Atorvastatin vs Atorvastatin Titration in Achieving Lower LDL-C Targets in Hypercholesterolaemic
Patients, EZ-PATH), 556 nauHeHTH ¢ BUCOK ChbpAEYHOCBAOB pUCK ¢ HUBO HA LDL-C > 1,8 mmol/l n <
4,1 mmol/l ca nony4aBanu atopsactatHH 40 mg 3a MUHUMYM 4 CEAMHULM IPEeaH PAHAOMHK3HPAHETO.
[TayueHTHTE, KOUTO HE NOCTHrHanu HUBo Ha LDL-C < 1,8 mmol/l, ca panaoMH3HpaHn Aa noay4asar
WM €JHOBPEMEHHO NPHEMaHH €3¢THMHUO W aTOpBACTAaTHH (EXBHBANEHT HA e3eTHMUO/aTopBacTATHH

10 mg /40 mg) win aropsactaTiH 80 mg 3a 6 ceamuuy.

Eserumud/atopBactatiH 10 mg/40 mg € 3HauUuTEIHO NO-ePEeKTUBEH OT YABOSBAHETO HA A03aTa Ha
aropsactaTHH A0 80 mg 3a nonuLAHUTENHO HamanaBaHe HA 0DUg xonectepon (-17% cnpamo -7%),
LDL-xonecrepona (-27% cnpamo -11%) , Apo B (-18% cnpsamo -8%), TG (-12% cnpamo -6%) u He-
HDL-C (-23% cnpamo -9%). Pesynratute 3a HDL-C Mexay asere TepaneBTHYHU FPYNU HE Ce€
pasii4yaBaT 3Ha4MTENHO. OCBEH TOBA 3HAUMTENTHO MOBEYE NALMEHTH OT rpynara, rnojiy4aBalliu
eseTiMHO/aTopeacTatul 10 mg/40 mg, ca nocturnany LDL-C < 1,8 mmol/l B ¢paBHeHHE ¢ Te3y,
noayuasaiuy aroppactatiH 80 mg, 74% cpewy 32%.

B nnaunebo-koHTpondpaHo, 8-ceaMU4HO npoyusaHe, 308 nauueHTy ¢ XUNepXonecTeponeMus,
MoJIy4aBallld aTOPBACTATHH H KOWTO He ¢ca gocturdany uenta 3a LDL-C na HaunonanHara nporpama
3a 00yyeHHe 3a xonectepona (National Cholesterol Education Program, NCEP) (uen 3a LDL-C.-




MOBeYE NALMEHTH, NOJy4aBallM €3€TUMHO, npUnarad eAHOBPEMEHHO C aTOPBACTATHH, Ca NOCTHrHaNY
uenta cu 3a LDL-C B cpaBHeHue ¢ nauneHTHTE, NOAy4Yasauy niauebo, npuiaraHo €4HOBPEMEHHO ¢
aropsacTaTuH, 67% cpeiny 19%. EzeTumu6, 1o0aBeH KbM TepanuaTa ¢ aTOpBacTaTHH, MOHWXKABA
LDL-C 3HaudTenHo noseue ot nuauebo, 106aBeHO KbM TepanHATa ¢ aTOPBACTATHH, 25% cpelty 4%.
E3zeTHMHO, no0aBeH KbM TEpanuaTa ¢ aTOpBaCTaTHH, CbLUO 3HAYUTEITHO NMOHNWkKABa 00L(US
xonectepos, Apo B u TG B cpaBHeHue ¢ mnauedo, 106aBeHO KBM TEpanUaTa ¢ aTOPBaCTATHH.,

B koHTpOnupaHo, 12-ceamuuno, ApydazHo npoyysaue, | 339 nauHeHTH ¢ BHCOK ChPAEYHOCHAOB
puck, ¢ HuBo Ha LDL-C mexay 2,6 u 4,1 mmol/l, npuemainy aropsactatun 10 mg nHeBHo, ca
PaHIOMM3UPAHH 1a rony4aear: atopeactaTui 20 mg, posysacratus 10 mg unu
ezeTumub/aTopeacratud 10 mg/10 mg. Cnea 6 ceaMuuHo nevenue (¢paza 1), naumeHTHTE, MPpHEMALIIH
atopsacTtaTiH 20 mg, KOUTO He ca ycnenu Aa nocturHar HuBo Ha LDL-C < 2,6 mmol/l, ca npemunanu
WnK Ha aropsactaTHH 40 mg, wim Ha ezetumud/atopsactatid 10 mg/20 mg 3a 6 ceamuum (¢dasa ) n
nogoOHU nauMeHTH, npueMailly posyeactatud 10 mg no epeme Ha da3a I, ca npeMHUHaNy Unu Ha
posysacTaThH 20 mg, unu Ha ezetumub/atopeactatun 10 mg /20 mg. Hamanasaxero Ha LDL-C u
CpaBHEHHETO MEXIY Ipynara Ha e3eTUMHO/aTopBacTaTHH M APYTrH U3CNEABAHH TEPANeBTHYHH IPYNH
ca noxasaHu B Tabnuua 5.

TaGmmua 5. OTropop Ha TepankaTa ¢ eseTHMHO/aTopsacTaTiH* NPy BUCOKOPUCKOBH MAUHUEHTH C HUBO
Ha LDL-C mexnay 2.6 v 4.1 mmol/l ¥ Ha Tepanus ¢ aTopeacTaTvd 10 mg AHEBHO OpPH U3XOAHO HUBO

Jieuenue N TIpoueHTHE NPOMAHA OT H3XOAHOTO HHBO'
Obw LDL-C AnoB TG+ HDL-C He-HDL-
X0JIECTEPO C

Paza 1
[IpemuHapaHe OT aropsBacTaTiH 10 mg

E3eTiMub/aropBacTaTHH 120 -13,5 222  -11,3 -6,0 +0,6 -18.3

10 mg/10 mg

AtopBactaTiH 20 mg 480 -6,4% 958  -6,0F -39  -1.1 -8,19

PosyeactaTuH 10 m 939 -7.7% -13,08  -6,9* -1,1  +1,1 -10,6%
Pa3za 11
[IpemuHaBaHe OT aTropBacTaTHH 20 mg

E3zeTumub/aroppacratud 124 -10,7 -174 98 59 +07 -15,1

10 mg /20 mg

AropsacTaTiH 40 mg 124 -3.8° -6,9"  -5.4 3,1 +1.7 -5,8°
[Tpemunasane o1 podyeactaTuH 10 mg

E3eTumub/aropBacTaTHH 231 -11.8 -17,1 -11.9 -10,2 +0,1 -16,2

10 mg /20 mg

PosypactaTus 20 mg 205 -4,5° -7.5% -4.1° -3,28 40,8 -6,4°
¥ EnHospeMeHHO npunarax e3eTHMHUO W aTropBacTaTvH, EKBMBANCHTEH Ha €3eTUMHO/aTopeacratud 10 mg
/10 mg wnu ezeTuMud/aropeactarud 10 mg /20 mg
' M-OueHkHn (/6aznpann Ha Metoaa Ha Huber; 95% C1 u p-cTofiHOCT ca noJTy4eHH YpE3 U3MOI3BAHE Ha
cTabuneH perpecHOHEH MOIEN C YCIIOBHA 3a Je4eHUE U H3IXOQHO HUBO)
- CpeaHuTe reoOMETPHYHH NPOUEHTHN NPOMEHH CIPAMO M3XO0AHOTO HUBO HAa TG bAXa H3UHCIEHH Ha

Hasara Ha oOpaTHa TpaHCchopMaUMA Ype3 eKCNOHEHIMpaHe Ha Da3upaHUTE Ha MOIENA CPEAHH CTOHHOCTH Ha
Hali-mankua kpaapat (LS) u uzpazenu karo (cpeaHoreoMeTpruuHa cToliHoCcT — 1), yMHOXeHa o 100

5 p<0,001 crpsamo e3eTumub/aTopsacratnr 10 mg/10 mg

p<0,01 cnpsamo esetumnd/aTopsacratiud 10 mg/10 mg

p<0,05 cnpamo eserumud/aropeacratun 10 mg/10 mg

p<0,001 cnpamo ezernmub/aropeactatua 10 mg/20 mg

p<0,05 cnipamo ezetumub/atopeactatus 10 mg/20 mg

D v W& =&

B nnaue®o-xOHTPOAHPAHO U3NIUTBAHE 38 HAMAJISIBAHE HA MHOKApAHATA UCXEMHS C arpk
NoHWXXapaHe Ha xonectepona (the Myocardial Ischaemia Reduction with Aggressive




Lowering, MIRACL), nauyeHTH ¢ ocTbp KOpOHapeH cHHApoM (MHOKapaeH HHpapkT Oe3 Q-pbiiHa
WKW HecTaOHIIHA CTEHOKApAUA) Ca paHAOMU3MPAHH Aa nonyvasat atopsactatvH 80 mg/aeH

(n =1 538) win nnauedo (n =1 548). Jleuenunero € 3anoyHano no Bpeme Ha ocTpara (a3a cnen
npuemMaHe B DONHULA U € NPOoABLIKHIO 16 ceamuun. ATtopsactaTuH 80 mg/neH ocurypaea 16%

(p = 0,048) Hamanenue Ha pucka OT KOMOMHHpaHaTa MbPBHYHA KpaHHa TOYKA: CMBPT MOPaaH KakBaTo
H /2 e NpuuuHa, HedaTaneH HHpapKT Ha MHOKapAa, peaHHMHUPaH ChbpAEUEH apecT HIIK @aHrHHA
MEXTOPHC C JAHHH 32 MHOKAp/HA HCXEMHSA, U3UCKBAILM XOCMUTANM3aUMA. TOBA C€ Ab/DKH M1aBHO Ha
26% HamaneHue Ha NOBTOPHATA XOCIIUTANN3ALMA 32 AHM'MHA NEKTOPHUC C JaHHHM 38 MHOKapaHa
ucxemus (p = 0,018).

Ko-ATopuc cbabpxka aropBactaTyH. B nnauebo-koHTpoaupaHo npoyuBaHe, aHriao-CKaHAWHABCKO
M3MHTBAHE 33 ChPAE4HOCHA0BH ycnoxHeHnsa (Anglo-Scandinavian Cardiac Outcomes Trial Lipid-
Lowering Arm, ASCOT-LLA), epexrnT H2 aTopBacTaTiH 10 mg Bbpxy ¢aTanyHa v HedaranHa KbC ¢
oueHeH npy 10 305 naunenT ¢ xunepronua Ha Bu3pact 40-80 roaunu , ¢ Hupa Ha TC < 6,5 mmol/l u
MOHE TPH CbPACYHOCHAOBH PHCKOBH QakTopa. [lalimeHTuTe ca npocneasBaHu CpeaHO B MPOAL/DKECHUE
Ha 3,3 roaunu. AropsacratuH 10 mg 3Hauumo (p < 0,001) HaMansgsBa OTHOCHTENHHA PUCK 3a: (aTailHa
KBC natoc Hedaraned MU ¢ 36% (Hamanasake Ha abcomoTHua puck = 1,1%); obuure
ChPACYHOCHAOBH CHOMTHA W NpoUEAYPH 32 peBacKynapu3aums ¢ 20% (HamanseaHe Ha abCONOTHHA
puck = 1,9%); u obmure xkopoHapHu cvbuTtus ¢ 29% (namangsade Ha abconoTHua puck = 1,4%).

B rnare6o-koHTpOaMpaHO CHbBMECTHO Npoy4uBaHe 3a auaber ¢ aropsacratuH (Collaborative
Atorvastatin Diabetes Study, CARDS), e¢exrsT Ha aropeactatiH 10 mg BbpXy KpaHHHUTE TOUKH 3a
cupAcHHOCHA0BH 3abonsaanna (CC3) e oueneH npy 2 838 nauneHTH, Ha Bu3pacT 40 -75 rogunu, ¢
nuabeT THN 2, €UH WK NOBEYE CHPASYHOCHAOBH PUCKOBH akTopH, LDL <4,1 mmol/l u

TG < 6,8 mmol/l. [TaunedTuTe ca NnpocneasBaHyu CpeaHO B NPOAb/IXKEeHHE Ha 3,9 roaHHH.
AtopeacraruH 10 mg 3HaunTenHo (p < 0,05) HaMangpa: 4eCTOTATa HA FONIEMUTE CHPACYHOCHIOBH
cbOuTHA ¢ 37% (HaManspaHe Ha abcomoTHHA pUcK = 3,2%); pUCKBT OT UHCYAT ¢ 48% (HamanaBaHe
Ha abcontoTHusa puck = 1,3%); v pucksT o1 MU ¢ 42% (HaManssaHe Ha abconiOTHHA pUck = 1,9%).

IIpedomepamasane na cvpOeyHOCHO0B8U CLOUMUA

B MHOTOUEHTPORO, PAHAOMU3UPAHO, ABOHHO-CIANO, aKTUBHO-KOHTPOJHO NpOyYBaHe, ¢
e3eTHMHO/cHMBAcTaTHH, 18 144 naudeHTH ca BKIIOYEHH B paMKuTe Ha 10 AHU OT TAXHaTa
XOCMHUTAIH3ALMA 32 OCTBpP KopoHapeH cunapoM (OKC; uinu octop MHoKkapaeH uHpapkt [MH|, wiu
HecTaOunHa crenokapana [HC]). Bcuuku naumeHTy ca paHAOMH3HpaHy B CbOTHOwWeHue 1:1 ga
noayvyasar uau e3eruMud/cumBactatvl 10 mg/40 mg (n =9 067) wan cumeacratud 40 mg (n =9 077)
H ca Mpoc/ieAABaHK CPEAHO B MPOALKEHHUA Ha 6,0 roauHu.

[TaunenTHTE ca OGNk Ha cpeaHa BBIpAcT 63,6 roaguHu; 76% ca muxe, 84% ca or 6anara paca, a 27%
ca Auabernuu. CpenHara croifHocT Ha LDL-C kbM MOMeHTa Ha kBanuPULHpAOTO cHOUTHE 32
wanurBaHeTo € 80 mg/dl (2,1 mmol/l) 3a nanuenTUTEe HA AMNUAONOHKWKaBaLla Tepands (n = 6 390) u
101 mg/dl (2,6 mmol/l) 3a Te3u, KOMTO HE ca Ha NPEaLUECTBALLA JIMNHAC-NIOHHXABALLA Teparus

(n =11 594). llpean xocnuranu3aluaTa 3a Keanupuuupamoto cronTue, koeto e OKC, 34% or
nauMeHTHTE ca OWiIn Ha Tepanuda ¢ue ctaTuHU. Cnex eaHa roarua cpequusat LDL-C 32 nayueHTy,
KOMTO NPOABL/DKABAT [1a IPUEMAT CBOATA Tepanus, € 53,2 mg/dl (1,4 mmol/l) 3a rpynara va
ezeTUMHO/cuMBacTaTHH K 69,9 mg/dl (1,8 mmol/l) 3a rpynara Ha CMMBACTATHH KATO MOHOTEPATHA.

[TvpBHYHATA KpaiiHa TOuKa € KOMDMHHUpPaHa M BKIIOUBA CbpACYHOCHAOBA CMBPT, MOJIEMH KOPOHAPHH
cbouTHa (MCE; nedudupanu kato HedaraneH HHPAPKT Ha MUOKapaa, AOKYMEHTHpaHa HecTabDUnHa
CT€HOKApPAHA, H3HCKBALLA XOCMHTAH3aUHA, WK KaKBATO H Aa € NpoLeaypa 3a KOpoHapHa
peBacKyaapu3alus, HacTbNuaa Hai-Manko 30 JHHW cnen paHIOMHU3HPaHO Ha3HAYABAHETO Ha JleYeHHE)
1 HedaTaned uucynT. M3nureaHeTo nokasea, 4e IeUeHHETO ¢ e3eTUMHO/CHMBACTaTHH ocupyPilRs
IOITBJIHUTENHA NON132 33 HAMANABAHE HA ITbPBUUHATA KOMOHHMpaHa KpaiiHa To4Yka Ha ‘
cbpaeyHocbaosa ¢cMbpT, MCE H HegaTaneH HHCYNT B CPABHEHHE CbC CHMBACTATHH, N
CaMOCTOATETHO (OTHOCHUTESTHO HaMaJlIeHKE Ha pucka ot 6,4%, p = 0,016). IIvpBuunar
ce HaOmoaaea npu 2 572 or 9 067 naunenTw (7-roguiuna yecrora Ha Kaplan-Meier [}
rpynara Ha eseTHMHO/cumBacTaTHH W 2 742 ot 9 (077 nauuenTH (7- -roaviiaHa 4ecToT:




34,67%) B rpynara Ha CUMBacTaTHH, NpUEMaH camocToATeHO. (Bxk. ¢purypa 1 u tadbamua 6.) Tasu
NIOMTBbJIHMTEIHA 110133 ¢ 0YakBa J1a Ob/ie No100Ha NPy €1HOBPEMEHHOTO MPHI0KEHHE HA €3eTUMHO U
atopBactaTiH. O0LIaTa CMBPTHOCT OCTaBa HEMPOMEHEHA B Ta3W BUCOKOPHUCKOBA IpyTia.

HaGnronaBa ce oO1ua 1oJ13a 3a BCHYKH HHCYJITH, BBIIPEKH TOBA, C€ OTYHUTA MAJIKO U HE3HAYHUTEJIHO
yBEJIMYEHHE HA XEMOParM4HHUs HHCYJIT B rpynara Ha €3eTHMHO-CUMMBACTaTHH B CPAaBHEHHE ChC
CHMBACTATHH CAMOCTOATENHO. PUCKBLT OT XeMOparuyeH UHCYJIT 3a €3€TUMHO, NMPHII0KEH
€/IHOBPEMEHHO CbC CTATHHH C MO-BUCOKA €(PUKACHOCT B H3MHUTBAHHA, OPHEHTHPAHH KbM JbJITOCPOUYHH
pe3yJITaTH, HE € OLICHEH.

EdekTbT OT JIeueHHeTO ¢ e3eTHMHO/CUMMBACTAaTHH KaToO LAJIO € B CbOTBETCTBHE C OOLUMTE pe3yJITaTH B
MHOT'O MOArpYIMH, BKJIKOYHTETHO IPYIH MO MoJ, Bb3pacT, paca, aHaMHe3a 3a 3axapeH AuMadeT, U3XOAHH
HMBA HA JIMMTHAMWTE, MPEALLIECTBALA Tepanusa CbC CTATHHH, MPEAULLEH HHCYAT U XHIEPTOHHUS.

®urypa 1. Edekr Ha e3eTUMHO/CUMBACTaTHH BbPXY MbPBHYHATA CbCTABHA KpaHHa TOYKa Ha
CbPAEYHOCH/I0BA CMDBPT, IOJISMO KOPOHAPHO CHOUTHE WM HedaTaneH HHCYIIT
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YYaCTHUUMN-B-PUCK
Ezetumunb/cumBactatud 7371 6801 6375 5839 4284 3301 1906
CuMmBacTatmMH 7455 6799 6327 5729 4206 3284 1857
3 O €

TaGauua 6. 'onemMu CbpaAe4YHOCHAOBH CHbOMTHS MO TEpaneBTHYHA rpyna rnpv BCHYKH paHAOMU3HPAHH
nauveHTd B IMPROVE-IT

Pesyarar Ezernmud/cumBa- CumBacraTHH Koepnunenr
CTATHH 40 mg * HA PHCK
10 mg/40 mg*
(N=9 077) (95% CI)
(N=9 067)
n K-M %F¢ n K-M %*

[TbpBHYHA KOMOMHHPpaHA KpaiiHa TOYKa 32 ePHKACHOCT




(CbpAEYHOCHAOBA CMBPT, 2572 | 32,72% 2742 3467% | 0,936 0,016
roneMH KOPOHApHH ChOUTHA K (0,887, 0,988)
HedaTaneH HHCYJIT)
KoMnoHeHTH HA MbpBHYHATA KoMOHHNpaHa KpaiiHa Touka ¥ H30paHH KpafiHH TOUKH 32 ePHKACHOCT
(MbpBH ciy4ai Ha OnpeaencHo CLOUTHE N0 BCAKO BPEME)
CbpaeyHOCHIOBA CMBPT 537 6,89% 538 6,84% 1 000 0,997
(0,887; 1,127)
["01AMO KOPOHAPHO CHOHTHE:
Hegaranen MU 945 12,77% 1 083 14,41% | 0,871 0,002
(0,798; 0,950)
Hecrabuiua cTeHOKapaus, 156 2,06% 148 1,92% 1,059 0,618
HM3IMCKBALLA XOCMUTANH3aLMS (0,846 1,326)
KoponapHa peBackynapusauns | 1 690 | 21,84% 1 793 23,36% | 0,947 0,107
cnena 30 AHH (0,886; 1,012)
HedaTanen nucynr 245 3,49% 305 4,24% 0,802 0,010
(0,678; 0,949)
* [Tpu 6% noszata € nosuiweHa ao eseTuMud/cumBactaTtil 10 mg/80 mg
\ [Tpu 27% no3ara € nosyuweHa 10 ciMBacTaTHH 830 mg

+*

OueHka no Kannan-Ma#ep Ha 7-ta roguHa

Xomozuzomua pamunna xunepxonrecmeporemun (Xo®@X)

IIpoBeaeHo € ABOMHO-CAANO, paHAOMM3UPAHO, 12-CeAMHYHO H3INHTBAHE MPH NALHEHTH ¢ KJIHHHYHA
H/Unu reHoTunHa auarto3a XoMdMX. JlaHHuTe ca aHaIM3HPaHHU OT NOArpyna nauMeHT (n=36),
nony4asaiy atopeactatiH 40 mg npu U3XOAHO HHBO. Y BEIHYABAHETO HAa 103aTa HA aTOPBACTATHH OT
40 mg Ha 80 mg (n=12) Boau ao HamangBaHe Ha LDL-C ¢ 2% ot u3xoaHoro HHBO Ha aTOpBacTaTHH

40 mg. EnHoBpeMEHHOTO NMPUIOKEHHE HA €36TUMHO M aTOPBACTATHH, EKBUBAJIEHTHO Ha
esetuMHb/aropeacrarin (10 mg /40 mg u 10 mg/80 mg cGopHo, n = 24), Boau o HaMaJIeHHE Ha
LDL-C ¢ 19% cnpamo u3xoaHoTo HUBO ¢ atopBacTaTHH 40 mg. Ilpy Te3u nauudeHTH, NMPH KOUTO Ca
NpUJiaraHy €IHOBPEMEHHO €3eTUMHUO H aTOpBAaCTaTHH, €KBHBAJICHTHH Ha €36TUMHO/aTopBacTaTHH
(10 mg /80 mg, n = 12), ce nabnionara Hamanenue Ha LDL-C ¢ 25% cnpaMo H3XOAHOTO HHBO ¢

atopBacTraTHHi 40 mg.

Cnep 3aBbpuiBaHe Ha 12-CeAMUYHOTO H3NMHTBAHE, OTTOBapALLIMTE HA H3IHCKBAHHATA NaLHEHTH
(n = 35), KouTo ca nony4aranu atopsactaTHH 40 mg Ha U3XOAHOTO HUBO, Ca HA3HAYEHH Ja NpHeMaT
eIHOBPEMEHHO €3eTUMHD 1 aTOpBACTaTHH, CKBUBANECHTHH Ha e3erumub/aTopsacTatuH 10 mg /40 mg

332 10 24 gombaHUTENHU Mecena. Cnen Hail-Manko 4 ceIMHUM JIeYEHHE € Bb3MOXKHO YIBOABaHE Ha
J103aTa Ha aTOPBACTaTHH A0 MakcuManHa 1o3a oT 80 mg. B kpas na 24-Te Meceua

esetumub/aTopeactatuH (10 mg/40 mg u 10 mg/80 mg cbopHo) nmpean3sukea HaManasaxve Ha LDL-C,

KOETO ChOTBETCTBA Ha HabnonaBaHWA pe3ynTar B 1 2-CEAMHYHOTO H3NHTBAHE.

EsponeiickaTta areHUUA MO JiekapcTBaTa 0CBO00K1aBa OT 3aABJDKEHHETO 32 NPENOCTABAHE Ha

PE3YATATHUTE OT H3MKTBAHHUA C C3CT HMHﬁlﬂTOpBaCTﬂTHH BbB BCHYKH MNOAIPYIH Ha NEJHAaTpPHYHATA

nonynaauyia rnpH JCHCHHCTO HaA XHUNEPXONECTEPOJIEMHA H CMCCCHA XHINICP/IIHITHACMHA (B}I{. Touka 4.2 3a

urdopmMaLiua OTHOCHO ynoTpeba B neauaTpHATa).

§2 <@apmaxkoOKRHeTHYHH CBOHCTRA

EzernmMub/aTopBacTaTHH

HoxkazaHo e, ue ezeTuMHO/aTOpBacTaTHH € OUOEKBUBAJIEHTEH Ha €AHOBPEMEHHOTO [TPHIOKECHHE HA
CbOTBETHHTE NO3H €3eTHMHO M aTopBacTaTvH Ha TabneTky.

Abcopbums
Ezemumub/amopeacmamut

EdexTute Ha XpaHa, ¢ BUCOKO ChABPXKAHHE HA Ma3HHHH, BbPXY (PapMakOKHHETHKATA f
aTOPBACTATHH, KOTAaTO C€ NMpunaraT Karo TabneTky e3eTUMHO/aTopBacTaTHH, €a CpaB

AoKNaaBaHH 3a OTAC/IHHUTC TabETKH.




Ezemumub

Cnen nepopanHo NpHIoKeHHUE e3eTUMHUD ce pe3opOupa OBp30 K ce KOHIOTHPa EKCTEH3UBHO BbB
¢bapMaKonorH4HO aKTUBEH PEHONOB IIOKYPOHHA (€3eTHMUD-rmoKypoHHA). CpeIHNTE MaKCHMANHH
naazMeHn kouueHTpauru (Cmax ) ce JocTHrar B pamkuTe Ha | 10 2 yaca 3a €3€TUMHO-TIOKYPOHHUA H
4 no 12 uyaca 3a esetumub. ABcomoTHaTa OHOHANUYHOCT HA e3eTHMHUO He MOXxe na Obae onpeneneHa,
TbH KaTO CbE€ANHEHHETO € MPaKTUYECKH HEPA3TBOPHMO BbB BO/IHA Cpea, NoAXO0Af1a 32
WHKEKTHPAHE.

EaHOBpeMEHHOTO NpreMaHe Ha XpaHa (XpaHa ¢ BUCOKO CbhAbpyKaHHWE Ha Ma3HHHHU HIH 6€3 MazHUHH)
HAMa eeKT BLPXY NepopatHaTa OHOHANHUHOCT HA e3€TUMHUO, KOTaTo ce Nnpuiara Kato TabieTku or

10 mg.

Amopseacmamun
ATOPBACTATHH C€ abcopbupa Obp20 clieq NepopasiHO NPUNOKEHHE; MAKCHMATHHTE MIa3MEHH

koHueuTpalud (Cmax ) ce mocTUraT B paMkuTe Ha | no 2 yaca. CrenexTa Ha abcopbuus HapacTpa
NMPONOPLHOHAIHO Ha A03aTa Ha aTopBacTaTHH. Cien nepopaiHo NPHIOKEHHE aTOpPBACTATHH
¢uamMupannTe Tabnerku umart 95% a0 99% OHOHaAHYHOCT B CPaBHEHHE C NEPOPATIHHA pasTBOP.
AbcontorHaTa OHOHATHYHOCT Ha aTOpBacTaTyH € NpuobNH3nTENHO 12%, cucTeMHaTa HANUYHOCT Ha
nuxubuTopHata aktuBHOCT 3a HMG-CoA penykrasara e npubnunsurento 30%. Huckara cucremHa
HATMYHOCT C€ ABMKHA HA NPEACHCTEMHHA KITHPBHC B CTOMALIIHO-4PEBHATA JIMTABHLA W/ WIH
yepHOApoOeH MeTaboNM3bM NPH NbPBO NPEMHHABAHE.

PaznpeneneHue

Ezemumubd

E3eTUMHO H €3eTUMHO-rIOKYPOHKA ce CBBLP3BAT CHLOTBETHO 99,7% H 88 no 92% c yoselukure
M1a3sMEHH NPOTEHHM.

Amopeacmamun
CpeanusTt obem Ha pasnpeaeneHne Ha aTopeacTatvH e npubansurenno 381 1. AropsacTtaThu ce
cBbp3Ba > 98% C NnasMeHHTE MPOTEHHH.

buorpanchopmauus
Ezemumub

E3eTumHO ce MeTabGonu3npa OCHOBHO B ThHKUTE YEPBA U YEPHHA AP0d upe3 rioKypoHHAHA
koHiorauus (peakuus ot dasa II) ¢ nocnenpamnia srbuHa exckpeuus. Habmoaapad € MUHHManeH
oxucauTeNneH MeTabonu3bM (peakums ot paza 1) npy Bcuuku oueHaBaHH BUOOBE. E3eTHMHO H
€3eTHMHMO-TIIOKYPOHH] €4 OCHOBHHMTE IEKapCTBEHH NPOU3BOAHH ChEAHHEHHS, OTKPHTH B [Jia3Mara,
cbpeTasissail npubnuszurenno 10 go 20% u cvoreetHo 80 Ao 90% oT obinoTO NExapcTrO B
rnasMata. Kakto e3zeTHMHUO, Taka M e3eTHMUO-TTIIOKYPOHHUA Ce eIMHMHHNpAT DaBHO OT M1a3Mata ¢
AaHHU 3a 3HAUWTENHO eHTepoxenaTtanHo peuuknupane. IonyxHBoTHT Ha €3eTHMHO U €3eTUMHD-
rMXOKYPOHUI € NPHONU3UTENHO 22 Yaca.

Amopeacmamun
ATopBacTaTHH ce MmeTabonnusupa ot uutoxpoM P450 3A4 no opro- v napaxnapoOKCHAWPAHH

MPOH3BOAHH H paziiHuHU OeTa-OKHCIUTENHH NPOAYKTH. OCcBeH ApYruTe MbTHLUA, TE3H NPOAYKTH CE
MeTaboAU3HPaT AOTBJIHHUTENHO Ype3 rMoKypoHupaHe. In vitro unxnbupadero Ha HMG-CoA
peayKTa3aTa OT OPTO- H MapaxXHAPOKCHIHPaHH MeTabONNTH € €KBUBANEHTHO Ha TOBA Ha
aropeactathH. [lpubnuzurenno 70% ot unpkynupainata uixuoburopHa akrusroct 3a HMG-CoA
penyKTa3ara c€ Ib/IKY Ha AaKTUBHUTE METabOIHTH.

EnuMuHupaHe
Ezemumub

Cnen nepopanHo npuiokeHHe Ha '*C-e3etumub (20 mg) npu xopa, ob1oTo KonHeg,
npeacTasnaea npuonnuTenHo 93% or obuwara paiHOaKTHBHOCT B N1a3Mara. ﬂpuﬁ
11% oT npwioxeHaTa pagHOaKTHUBHOCT CE€ OTKPHBAT ChOTBETHO BbB (DEKAJIHMUTE H Y
OHeBeH nepuon Ha cvOupare. Cnen 48 yaca He ce YCTAHOBABAT HHBA HA palHOAKTHB




Amopsacmamun
ATOPBAacTaTUH C€ U3NbUBA NPEAHMHO C XK/ThYKATA CNea uepHOAPOOEH WK eKCTpaxenaTaneH

metabonusbM. M3rnexaa, obaue, ue N€KapcTBOTO HE NpeThbpNsABa 3HAUYMTEIHA eHTepoXenaTaiya
peurpkyauus. CpeaHHAT ria3sMeH eIMMHHALMOHEH NMONYKHBOT HA aTOPBACTATHH MPH XOpa €
npubausutenHo 14 yaca. [onykuBoTsT Ha MHXHOUTOpHaTa akTuBHOCT 3a HMG-CoA peayxrasara ¢
npubnusuTenHo 20 ao 30 yaca nopaau y4acT4eTo Ha AKTUBHUTE METaDOJTHTH.

ATopBacTaTiH € cyOcTpar Ha yepHOAPOOHUTE TPAHCHOPTEPH H HA MONHNENTUANTE, TPAHCNOPTHPALLM
opranuuHH aHHoH 1B1 (OATPI1B1) u 1B3 (OATP1B3). Merabonurure Ha atopsacraTuH ca
cyocrpaty Ha OATP1B1. ATopBacTaTHH CbILO Taka € MACHTHDHLIMPAH KaTo CyOCTpaT Ha ediyKe
TPAHCNOPTEPHTE NPOTEUH | HA MYNTHPEIUCTEHTHOCT KbM NekapeTea (MDR1) u nporenn Ha
PE3UCTEHTHOCT KbM pak Ha rbpaata (BCRP), konto morar na orpannuar upesHara abcopOuus
OunrapHus KIMPBHC Ha aTOpBAacTaTHH.

[leanaTpuuHa nonynauus

Ezemumub

dapMaKOKHHETHKATA Ha €3eTUMHD npy feua > 6 roaMHMU € CX0AHa ¢ Ta3u NpU BL3pacTHU. JlMncsar
¢bapMaKOKMHETHYHH JaHHY NPHU NEIUATPHYHATA NOMYNALMA Ha BB3pacT < 6 roauHH. KnHHHYHUAT
OMNHT NPH NALUMEHTH B JE€TCKA H IOHOLLECKA Bb3PacT BKMOUBA NaUHEeHTH ¢ XoD X, XeDX unu
CUTOCTEPOICMMSL.

Amopeacmamun

B orBOpeHo, 8-CEAMHYHO MpOyyYBaHE, NeaAHaTPUYHM nauKeHTy B ctaguid 1 no Tadep (n=15) u
craauii 2 no Tanep (n = 24) (Ha Bb3pacT 6-17 roauHH) ¢ xeTepo3uroTHa pamunBa
xunepxonecreponemus u u3xoaeH LDL-C > 4 mmol/l ca nexyBanu crorBeTHO ¢ 5 Wi 10 mg
TabneTtky 3a AbsyeHe wiK 10 unu 20 mg gunMupadu TabNETKH aTOPBACTATHH BEAHDK JHEBHO.
TenecHOTO TErNO € eAMHCTBEHATA 3HAYKHMA KoBapHnaTa B nomynaunoHHua ©K monen Ha
aTopBacTaTHH. [ IpHBHAHUAT NEPOPATEH KJIUPLHC HA aTOPBACTATHH NPH NEAHATPHYHHU MALMECHTH
M3rnexaa noaodeH Ha TO3M NPH BB3PACTHH, KOraTo Ce H3IMEPBA AJIOMETPHUHO CTIOPEN TEIECHOTO
terno. Habnionasano e nocroanHo Hamansarane Ha LDL-C u o0uusa xonectepon B nUana3soHa Ha
€KCIMO3ULIHA Ha aTOPBACTATHH H O-XUIPOKCHATOPBACTATHH.

Crapuecka Bb3pacT
Ezemumub

[InazMeHHTEe KOHLIEHTpaUHK Ha 0bMs e3eTHMHO ca 0K0M0 2 NBbTH NMNO-BUCOKH MPY NALMEHTH B
crap4yecka Bb3pacT (> 65 roguHn), otkonkoto np maagure (18 oo 45 roanHm). [HoHmxKeHHETO Ha
LDL-C u npodunsT Ha 6€30MacHOCT ca CpaBHUMH MEXAY NaUMEHTH B CTapyecKa Bb3PacT U No-Maaau

MaLMEHTH, JICKYBAHH C e3eTUMHO.

Amopeacmamun

[InazmMeHUTE KOHUEHTpALUK HA aTOPBACTATHH H HETOBUTE aKTHBHH MeTabDOJIHTH Ca NO-BUCOKH MpH
34paBH HHAWBHAM B CTAp4ECKa Bb3PACT, OTKOJKOTO IMPH MAaAH Bb3pacTHH, A0KATO JHNHAHHTE
e(deKTH ca CPaBHUMHU C T€3M, HabMIOAaBaHU NPH NO-MJIAH NALIHEHTH.

YepHoapobHo yBpexaaHe
Ezemumub

Cnen ennBu4ra no3a ot 10 mg esetumud, cpeaHara croiiHocT Ha AUC 3a 00u1ma e3eTumMub ce
yBean4aBa npubau3uTenHo 1,7 NbTH NpH NALMEHTH C JIEKa YEPHOAPOOHa HENOCTATHYHOCT (ouem{a no
Child-Pugh 5 nnn 6), B cpaBHeHHE CbC 3apaBH HHAUBUAH. B 14-AHEBHO NpOyYBaHE ¢ MHOTOKPATHY
o34 (10 mg AHEeBHO) NpPH NALHEHTH C YMepeHa YepHOapoOHA HEAOCTATBYHOCT (OLEeHKA A 1(-
Pugh 7 no 9), cpeanara croiiHoctT Ha AUC 3a o61ins ezeTHmMuUO € ysenuueHa npuonusy |
Ha Jlen 1 n [en 14 B cpasHeHue cue 3apaBv nHAMBUAKW. He ce Hanara kopekuus Ha agk
NauMeHTH ¢ JiIeka YepHoaApodHa HeaocTaTeuHOCT. [lopann Hen3aBecTHHTE edekTH NpH g
EKCMO3KLIMUA Ha €3eTHMHO NP NauneHTH ¢ yMepeHa WK TexKKa YepHoApoDOHA HENOCTR
(oueHka no Child-Pugh > 9), ezeTumub He ce npenopbusa NpH T€31 NALKEHTH (BX. T{)




Amopsacmamun

[Tha3sMeHUTE KOHLIEHTPALIMKW HA ATOPBACTATUH H HEMOBHUTE AKTUBHH META0ONMTH Ca 3HAUUTEIIHO
noeuineHH (npubausutenHo 16-kpatHo B C max M Npubnu3uTenno 11-xpatno npu AUC) npu
MaLHEeHTH C XPOHHUYHO AIKOXONHO 4epHOapoOHo 3abonsaeaune (B no Child-Pugh).

bubpeuHo yBpexaaHe
Ezemumub

Cnea eanHU4uHa no3a ot 10 mg e3eTHMuUO npy nauyeHTH ¢ Texko 60peuHo 3abongarane (n = §;
cpeaen CrCl <30 mimin/1,73 m %), cpennara croiiHoct Ha AUC 3a ofiumns ezeTuMus ce yBenuuasa
npubAU3NTENHO |,5-KpaTHO B CpaBHEHWE CHC 3Apasy HHAMBHAHK (n = 9).

[Ipu nonwaHUWTENEH MaUMEHT B TOBA NpoyusaHe (cnel Ob0OpeyHa TpaHCnNaHTaLMA ¥ NpUEMALY
MHOXECTBO JIEKAPCTBCHHU MPOAYKTH, BKIIOYHTENHO UMKIOCNIOPUH) € Habntoaasana 12-kpaTHo no-
ronaMa eKcno3uuma Ha oduy e3eTuMub.

AmopsacmamuH
buOpeuHHTe 3aD0NABAHUA HAMAT BAHAHHUE BbPXY MAa3MEHUTE KOHLIEHTPALMK WK NHUNHUAHUTE €DEKTH

Ha aTOPBaCTATHH H Ha HEFOBHTE AKTHBHHU METabONUTH.

[on

Ezemumub

[ThasMeHyTe KOHLIEHTPALMHK HA 001MA e3eTUMHO ca MaJIKo No-BHCOKH (npubnuzutento 20%) npu
KEHUTE, OTKOJKOTO NpH Mbxete. Hamanaeaneto Ha LDL-C v npodunsT Ha Oe3onacHocT ca
CPaBHUMH MEXKIY MbXETe H XKEHHUTE, IeKYBAHH C €3€THMHO.

Amopsacmamun

KoHLieHTpaLMHTe HA AaTOPBACTATHH U HETOBHTE AKTHBHH METaOONKTH NPH KEHHUTE CE Pa3IUuaBar oT
Te3u NpH Mbxkete (kKenu: npubnusurenHo 20% no-eucoka 3a C max M npuban3uTenHo 10% no-uucka
3a AUC). Tesd pa3ivMkyu HAMAT KJIMHHUYHO 3HAYEHHE, KOETO BOAH A0 NUICA HA KNTHHUYHO 3HAYUMHU
PaMIMKH B JIHMTHAHHTE ePEKTH MPH MBKETE H NPH HKEHHUTE.

SLCOI1BI1 nonuMopdbu3bm

Amopeacmamun

YepHoopobHoTO yecBOsiBaHe Ha BCHUKHM MHXHOHUTOPH Ha HMG-CoA peayxrasara, BRIIOUUTETHO
aTopBacTaTHH, BKIIOuBa TpaHcnoprepa OCATPIBI1. [1pu nauunenTtd ¢ nonumopgussm SLCO1BI
CbUIECTBYBa PHCK OT NOBMLIEHA EKCMO3NLMA HA AaTOPBACTaTHH, KOETO MOXE 1a NOBEAE A0 NOBHULIEH
pHcK OoT pabaomuonusa (Bx. Todka 4.4). [lonumopguaMsT B reHa, koaupauy OATPIBI1 (SLCOI1BI
¢.521CC), e cBbp3aH ¢ 2,4-KpaTHO NO-BHCOKA €XCNIO3HUMA HA aTopBacTaTHH (AUC), 0TKOIKOTO npH
HHAKXBUAHK De3 To3u reHoTHNeH BapHaHT (C.321TT). [Ipu Te3u naudeHTH € Bb3MOMKHO H Fr€HETHUHHO
HapYLIEHO YepHOAPOOHO YCBOARAHE HA aTOpBACTATHH. He ca H3BECTHH BBIMOXKHH NOCACINLM 32

e UKACHOCTTA.

5.3 IlpeaKAHHHYHM JaHHH 32 He30MACHOCT

EzeTumub/aTopBactTaTHH
B TpumeceuHH NpoyuYBaHHA 33 €JHOBPEMEHHO MPHJIOKEHHE HA €36TUMUO W aTOpBacTaTHH NpH
NALXOBE U KyueTa, HabmoaaBaHUTE TOKCHYHH €PEKTH ¢a 10 ChLUECTBO €a ChLUUTE, KOUTO
OOMKHOBEHO CE€ CBbP3BAT CbC CTATHHUTE. CTATUH-NOAOOHMTE XMCTONATONOIMUHH HAXOKH Ca
OrpaHHYeHH A0 YEpHUA Apob. HAKOM OT TOKCHYHHTE €(PEKTH Ca NO-HU3pa3eHH OT Te3u, HabmogaBaHu
no BpEME Ha JieueHHue CaMO ChC CTATHHH. TOBA ce ABJDKH Ha PapMaKOKHHETHYHH WHIH '
¢dapMakoAHHAMUYHH B3aUMOEHCTBHA Cliell €AHOBPEMEHHO NPUIIOKEHHE.

EaHoBpeMeHHOTO NpHICKEHHE HA €36TUMUO K ATOPBACTATHH NMPH OpEMEHHHU TLTBXQP e
MMa CBbP3aHO C M3CNERBAHETO YBEHUCHHE HA CKEJIETHATA BAPHALIHA , HAMAJIEHA O {
rpbAHKATE KOCTH® B rpynara, npuemauia sucoku 1o3u (1 000/108,6 mg/kg) ezerum




Tosa MOXe 712 € CBbP3aHO ¢ HabI01aBaHOTO HaMaNgaBaHe Ha TENECHOTO TErO Ha nnoaa. [1pu
OpeMeHHM 3alilin ce HabNIONaBa HUCKA Y4€CTOTA Ha cKeneTHU aedopmauuy (CpacHay IPbAHH KOCTH,
CpacHaNM ONallHKU NPeLIEHH H aCHMETPUYHH BaPUALIHYM HA FPBAHUTE KOCTH).

B cepha OT in vivo W in vitro TeCTOBE, €3eTUMHUOD, NPHIAraH CaMOCTOATENHO HITH €IHOBPEMEHHO C
ATOPBACTATHH, HE NOKa3Ba MTEHOTOKCHYEH MOTEHLIHAN,

Ezetumut®

flpoyusaHuaTa Npy *KMBOTHH 332 XPOHHYHATA TOKCHYHOCT Ha €3€TUMHO HE Ca YCTAHOBHIH TOKCHYHU
edeKTH 32 TapreTHUTE opraHH. [1pH kyuera, neKyBaHH B NMPOAB/DKEHHE HA YETHPH CEAMHLM C
e3eTUMHO (= 0,03 mg/kg/neH), KOBUEHTPALIMATA HAa XONECTEPOJT B KHCTO3HATA MTHYKA CE YBEINYaBA C
koehuureHT 2,5 1o 3,5. Bunpeku ToBa, NpH €JHONOAMILIHO NPOYYBAHE NPH KYy4ETa, Ha KOHTO ¢4
AaBaHy no3u a0 300 mg/kg/nex, He ce HabnogaBa NMOBULIEHA YECTOTa Ha XOJENUTHA3A WM APYTH
xenarodunrapHu eexTd. 3HaUEHHUETO Ha Te3H JaHHH 3a Xopa He € u3BecTHO. He Moxe na ce
HIKJTKOMH JIMTOMEHEH PUCK, CBbP3aH ¢ TepaneBTH4Hara ynorpeba Ha ezeTUMuO.

I[Lnrocpoqume TECTORE 34 KAHUCPOr€¢HHOCT HAa C3€THM ub ca OTPULIATCHH.

EzeTumnb Hama edekr pbpxy hepTUAKWTETA HA MBIKKH UITH XKEHCKH [N1BXOBE, KATO HE € YCTAHOBEHO
/1a € TEPATOrCHEH NPH IUTHXOBE WM 3aiLiM WM 1a MOB/IHABA NMPEHATATHOTO WIH MIOCTHATATHOTO
pa3suTHe. EzeTMMHO nMpeMHHaBa miaueHTapHaTta Sapuepa npy OpeMEHHH IUTbXOBE M 3a#LH, HA KOHTO
ca npwiaraid MHorokpatHu ao3u ot |1 000 mg/kg/nen.

ATOpBacTaTHH

ATOpPBACTATHH € NOKA3a1 OTPHUUATESTHH PE3YITATH 38 MyTareHeH H KJ1acTOreHeH NOoTeHLUnan B cepus
ot 4 in vitro tecta M | in vivo TeCT. YCTaHOBEHO €, Y€ ATOPBACTATUH HE € KAHLUECPOr¢HEH NPH IUTbXOBE,
HO BUCOKHUTE J03M MPpH MHIUKH (konTo Boaat A0 6-11 bt AUC o241, ZOCTHIHATA MPH XOPpa NPH Hait-
BHCOKaTa NPENopbuMTENIHA A03a) NOKA3BAT XENaToUeTy1apHH aACHOMH MPK MBbXKHTE H
XenarTouenyJlapHyu KapuMHOMH NpH KEHCKUTEe MUILKH. MMa Aoka3aTencTea OT eKCriepuMeHTanHy
MNPOYYBaHHA BLPXY KUBOTHHU, 4e HHXHOKTOpHTEe HAa HMG-COA peaykraszaTta Morar ga noBaussr
pa3BHTHETO HAa eMOpHoHa WnM 3apoamiua. [Ipy nnbxoBe, 3alUK M Ky4yeTa aTOpBaCTaTHH HAMA €(EKT
BbPXY (PEpTUIIUTETA H HE € TePaTOreHeH, HO NPK TOKCHYHH 3a Maiikara no3u € HabmoaaBaHa deTanHa
TOKCHYHOCT NPH MbXO0BE H 3aifuid. PasBUTHETO HA NOTOMCTBOTO HA MIILXOBE € 3a0aBEHO U
MPEKHUBAEMOCTTA ClIel PAKAAHETO € HaMalleHa NPY Ha H31araHe Ha MalKHTE Ha BUCOKH JO3H
aTopBacTaTuH. [Ipy nAbXOBE HMa NAHHH 32 NPEMHHABAHE Ha aTOpBACTATHH npe3 naaueHrara. [1pu
MIbXOBE MIa3MEHUTE KOHUEHTPALKY Ha aTOPBAcTATHH ca NoAoOHHM Ha Te3H B MnakoTo. He € u3BecTHo
Najli aTOPBACTaTHH WAH HErOBMTE MeTAbONIMTH € EKCKPETUPAT B KbpPMATa.

6. DAPMAIEBTHYHH JAHHH

6.1 Chnechk HA NOMOUTIHHTE BelllecTBa

Anpo Ha Tabnetkara

Kanuues kapboHar
XHAPOKCHITPOMUIILIENYNO3a
MukpokpHCcTaTHA LIENYJI03a
JlakT0o3a MOHOXHUApAT
Kpockapmeno3a HaTpHi
ITonucopbar 80

CwnHuueB aHoxcHa, KONOHAeH Oe3BoaeH
MarHe3ues cTeapar
Hatpues naypuncyngar
IloeuaoH

MaunuTon

Harpues creapundymapar




Koat xenesen oxcun (E172)

MOUAMOBO OKPUTHE
Xunpomenosa

Makporon (E1521)
Tutanos auokcug (E171)
Tank (E553b)

Kbt xkeneszed okcua (E172) — camo 3a 10 mg/10 mg, 10 mg/20 mg

Yepset xkeneseH okcua (E172) — camo 3a 10 mg/20 mg, 10 mg/40 mg, 10 mg/80 mg
Yepeu xeneszed okcua (E172) — camo 3a 10 mg/80 mg

6.2 HechBMECTHMOCTH

HenpuioxHMo.

6.3 Cpox narognocr

3 roaAvHH

6.4 Coenuajiny yc/10BHS Ha CbXpaHeHHe

To3u nekapcTBEH MPOAYKT HE WIUCKBA CNELHANHH TEMNEPAaTYPHH YCTOBHA 334 CbXPAaHEHHE.
Jla ce chxpaHABa B OpUrMHa/HAaTa ONAKOBKA, 3a 12 ¢€ NPEAnasy OT Bjara.

6.5 Buaa g chaAbpKaAHHE HA ONAKOBKATR

Bnucrepu (OPA/AI/PVC//AY), cuabpiaiwu 10, 20, 30, 60, 90 unu 100 punmupaun Tabnerku.
He BcHukH BUOOBE ONMAKOBKHM Morar Ja ObAaT mycHaTH Ha nasapa.

6.6 CnenHa/lHH NpeANa3HH MePKH NPH N3XBBPJISHE

Hama cieyManHH W3HCKBAHHMA 38 H3XBbPIAHE.

Heusnon3sauuar NekapeTBEH NPOAYKT WM OTNAAbYHUTE MATEPHANIM OT HEro TpabBa 1a ce M3XBLPJIAT
B ChOTBETCTBHE C MECTHHTE H3HCKBaHHA.

7. IIPHTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, émaljeéka cesta 6, 8501 Novo mesto, CnoseHus

8. HOMEP(A) HA PAZPEILIEHUETO 3A YIIOTPEBA

Ko-Atopuc 10 mg/10 mg ¢punmupanu tadbnerku, Per. Ne: 20240310
Ko-Atopuc 10 mg/20 mg ¢punmupanu tabaerxu, Per. Ne: 20240311
Ko-ATtopuc 10 mg/40 mg dpunmupanun tabnerku, Per. Ne: 20240312
Ko-Atopuc 10 mg/80 mg ¢punmupanu tabnerku, Per. Ne: 20240313

JeWAA
9. JATA HA ITBPBO PA3PEIIABAHE/TIOMHOBSIBAHE HA PA3PEILEABEYro—

JlaTa Ha nbpBo pa3zpewarane: 19.11.2024




10. JIATA HA PEBU3US HA TEKCTA

5 Aunyapwu 2026
[TonpoOHa uHdopmaLms 3a TO3M JIEKApCTBEH NMPOAYKT € NpeAocTaBeHa Ha yeOcaira Ha M3meinuTenHa

Arenuus no Jlekapcteara (MAJI) http://www.bda.bg.




