KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA,
JAHHH BbBPXY OITAKOBKATA H JIMCTOBKA



KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1. HME HA JEKAPCTBEHUS TPOIYKT

N3NL/THATENHA ATEHURR NO NEKAPCTBATA

Ko-Atopuc 10 mg/10 mg dpunmMupann tabnetku
Ko-Aropuc 10 mg/20 mg dpunmupanu tabnerku
Ko-Atopuc 10 mg/40 mg ¢punmupanu tabnetku
Ko-Atopuc 10 mg/80 mg dpunmupanu TabneTku

Co-Atorts 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. KAYECTBEHH KOJHYECTBEH CHCTAB

10 mg/10 mg: Besaka ¢punmupana tabnerxa cvabpka 10 mg eseTumub (ezetimibe) n aropeactaTiH
Kanuues TPUXUApAT (atorvastatin calcium trihydrate), exksuBaneHTeH Ha 10 mg aTopBacTaTHH
(atorvastatin).

10 mg/20 mg: Beaka dunmupana tabnerka chabpxa 10 mg esetumud (ezetimibe) u atopBacTaTHH
Kanuues TPHXHAPAT (aforvastatin calcium trihydrate), ekBuBanenTteH Ha 20 mg aTOpBacTATHH
(atorvastatin).

10 mg/40 mg: Bedka dunmupana Tabnetrka cbabpxka 10 mg esetuMub (ezetimibe) v aTtopBacTaTHH
KaJllueB TPHXUAPAT (aforvastatin calcium trihydrate), expuBanenteH Ha 40 mg aTropBacTaTHH
(atorvastatin).

10 mg/80 mg: Beska punmupana tabnerka ceabpxa 10 mg esetumut (ezetimibe) u aTopBacTaTHH
Kanmuues TPUXUAPAT (alorvastatin calcium trihydrate), ekpupaneHreH Ha 80 mg aropBacTaTHH
(atorvastatin).

[ToMoutgo(u) BewiecTBO(a) ¢ M3BECTHO OEHCTBHE

Beaka punmupana tabnerka ot 10 mg/10 mg cbabpika 25 mg nakTo3a (KaTo MOHOXHADAT).
Beaka punmupana tabnetka ot 10 mg/20 mg ceavpka S1 mg nakrosa (KaTo MOHOXHApPAT).
Beska ¢guiMupana tabnetka ot 10 mg/40 mg ceabpxa 102 mg nakro3a (KaTo MOHOXHApAT).
Beska gpunmupana Tabnerka ot 10 mg/80 mg ceanpka 203 mg nakrosa (KaTo MOHOXHIPAT).

3a NBJHUA CIIHCHK HA NOMOLLHUTE BellecTBa BHKTe Touka 6.1.

3. JIEKAPCTBEHA ®OPMA
OunmupaHa Tabnerka (Tabnerka)

10 mg/10 mg: CBETIIONKEIITH, EMUNICOBHAHH, ABORHOU3NBKHAIH GPUAMHPAHHU TabNeTkY, ¢ 0003HaYeHUE
Al oT eanHara cTpaHa Ha Tabnerkara. PasMep Ha Tabnerkara: npubnusurendo 13 mm x 6 mm.

10 mg/20 mg: cBeTnOOpaHKeBH, NBOHHOH3MbKHAIH, (PHUIMHPaHH TableTky ¢ NpoALAroBaTa (GopMa, ¢
0bo3nayeHHe A2 OT eqHaTa cTpaHa Ha Tabnerkara. PasMep Ha TabneTkaTa: NpHOIH3UTENTHO
4 mm x 6 mm.

10 mg/40 mg: CBETIOPO30BH, ETMICOBUAHH, ABOMHOU3BEKHAH, PHAMHPAHH TabNeTKH, C
obosHaueHue A4 OT eHaTa cTpaHa Ha TabneTkata. Pasmep Ha Tabnetkara: npubnusure
17 mm x § mm.

10 mg/80 mg: cBeTNIONNNABH, ETHIICOBHIHH, ABOKHOU3MbKHANIY, GUAMHpaHH Tabner
obo3HayeHHe A8 oT eaiHaTa cTpaHa Ha Tabnerkara. Pasmep Ha tabnerkara: npubnus
19 mm x 9 mm.




4. KJJHHHYHH JAHHH

4.1 TepaneBTHYHH NOKAZAHHSA

[IpeBeHLIMA HA CHLPAEYHOCHAOBH CLOUTHA

Ko-ATopuc € NnoKa3aH 32 HaManaBaHe Ha PUCKa OT CbPAEHHOCHIOBH CbOUTHA (BXK. TOuKa 5.1) npu
NauydeHTH ¢ xopoHapHa 6onect Ha cupueto (KbC) u aHamHesa 3a ocTbp kopoHapeH cuHapom (OKC),
npeau TOBa JIEKYBaHH WU HE CbC CTATHH.

XHUMEepXonecrepoeMus
Ko-ATopHC € NoKa3aH KaTo AOTbHUTENHA TEPAnUA KbM AHETa 3a YNOTpeda OT BL3PacTHH ¢

MbpBHYHA (XeTepo3uroTHa gaMuiHa U HepaMUITHA) XMITEPXOJIECTEPOIEMHSA MK CMECEHa
XUnepaunuaeMus, korato ynorpedara Ha kOMOMHHPaH NMPOAYKT € NOAXOdALIA:

- NaLUECHTH, AIPH KOHTO HE C€ NOCTHIda HY>KHHA KOHTPOJA CaMO CbC CTATHH
- Nauunu€HTH, KOUTO BCYC CA JICKYBAHH CBC CTATHH H e3eTUMHOD

XomMo3uroTHa dbamunHa xunepxonecrepoaemus (XodX)
Ko-ATopHC € noka3aH KaTo AONBJHHUTENHA TEPANH KbM AHETa 3a YNoTpeOda OT Bb3PacTHH MaUHEHTH
¢ Xo®X. MauveHTHTE MOraT ChHLIO A2 NOJYHABAT U AONbIHUTEHHU edeHus (Hanp. adepesa Ha

AMMONpPOTEHHH ¢ HueKa mbTHOCT [low-density lipoprotein, LDLY]).

4.2 Jo3upoBKA H HAYHH HA NPHJI0KECHAE

2031-1 POBKad

Xunepxonecmeposemun wwiu koponapHa borecm na cvpyemo (¢ anavnesa 3a OKC)
[MaunenThT TpAOBa Aa € NOCTaBeH Ha NOAXOAALLA NMHNHUACMOHHKABALLA AWETa U TPADBA Aa NPOABIKH
C Ta3sy AMETA NO BpeMe Ha neueHHeTo ¢ Ko-ATtopHuc.

Joszosusar aunanason Ha Ko-ATtopuc e ot 10 mg/10 mg/nen no 10 mg/80 mg/nen. Obuuaiinara noza ¢
10 mg/10 mg BeaHbxk AHeBHO. [Ipy 3anoyBaHe Ha NEYEHHETO WIH KOPHIHpaHe Ha no3aTa Tpabsa aa ce
B3€MAaT Npe/BUI HUBOTO Ha XO/ECTEPOIa HAa NMNONPOTEHHUTE C HUCKA MTbTHOCT (LDL-C) Ha
NaLMENHTA, CTAaTYChT Ha PUCKA OT KOpPOHapHa O0necT Ha CBPLIETO H OTTOBOPBT KbM TEKYLIATA TEPAlHS
32 MOHMXXABAHE HA XOJIECTEPONA.

HlozaTta Ha Ko-ATtopuc Tpabea aa Obae onpegeneHa HHAMBHAYATHO Bb3 OCHOBA Ha U3BECTHATA
e(HMKACHOCT Ha pa3znnuHuTe 103MpoBku Ha Ko-ATtopuc (Bx Touka 5.1, Tabnmnua 4) u otroBopa KbM
TeKyLlata XojecTepon-nouM:kaBaiua repanda. Kopurupanero Ha aosara tpabea aa ce H3BLPLIRA HA
HHTEPBAJIH OT 4 CEAMHLH WM NOBeue.

XoMozueomua pamuing xunepxoaecmepoiemus

Jlo3ata Ha Ko-ATopHC NpH NauHeHTH ¢ XOMO3UI'OTHA PaMHNHA XUNIEPXONECTEPONEMHUA € OT

10 mg/10 mg no 10 mg/80 mg anesHo. [1pu Te3n naunenTH Ko-ATOpHUC MOXKE Aa Ce H3MOA3BA KATO
AONMbJHEHHE KbM ApYyra TMNKAo-NoHWwkKaeaua tepanys (Hanp. LDL agepesa) unu ako uama apyru
HANHYHU TeparneBTHYHH ATTEPHATHBH.

Eonoepemento npunooicenue ¢ opy2u aexapemea
INozaTta na Ko-Aropuc Tpadbsa aa ce npueMa Wid >2 yaca npeay, wWid >4 yaca cnen npyuema He
CEKBECTPAHT Ha HKJIbYHH KHCEJTUHH.
[Ipy naLMeHTH, MPHEMALLK AHTUBUPYCHHTE cpeacTBa cpelly xenaTHT C enbacsup/rpia her
epHoBpeMeHHO ¢ Ko-ATtopuc, n1o3aTta Ha Ko-ATtopuc He Tpabsa na Hagsuiwasa 10 gl mg
TOuKkH 4.4 1 4.5). '

(Cmapuecka eb3pacm 1
He e HeoOX0aHMO KOpHrHpaHe Ha A034Ta NPH NALMEHT B CTApHECKa Bb3PacT (BXK. TR




HHeduampuuna nonyiayun
bezonachocTTa M edpukacHocTTa Ha KOo-ATopuc NpH aeua He ca yCTaHOBEHH (BX. Touka 5.2). Jluncear

AdHHH.

Yeprodpobro yepexcoane

Ko-ATopuc TpabBa na ce U3non3ea ¢ MOBULIEHO BHUMAHWE NMPH NALKEHTH C YEPHOIPOOHO yBpeXaaHe
(BX. TOUKH 4.4 1 5.2).

Ko-ATopHc € NpOTHBONOKA3aH NMpU NMalKWeHTH ¢ aKTHBHO YepHoapobHo 3abonasane (Bx. Touka 4.3).

bvbpeuno yepesncoane
He e HeoOx0aHMO KOpHIripaHe Ha Ao3ata npy nauiueHTH ¢ Op0pedHo yBpexaaHe (BX. Touka 5.2)

HauyuH Ha NPUJIOKEHHE

Ko-ATop#Hc € 3a nepopaiHo npunoxeHue. Ko-ATOpHC MOXE 1a Ce MnpuJiara Karo €AHOKpaTHa A03a o
BCAKO BpeMeE Ha AeHi, ¢ unu bes xpaHa. Tovit kaTo TabneTkara HAMA enuTENHA uepTa, T4 TpAOBa na ce
norablia uana v He Tpsabea na ce pasaens.

4.3 [IporrBonoxkazaHus

CBpBXUYYBCTBHUTETHOCT KbM aKTHBHHTE BELIECTBA U/IH HAKOE OT NMOMOLUHHTE BELUECTBA, H30POEHH B
TOUKa 6. 1.

JleuenuneTo ¢ Ko-ATOpHC € NpOTHBONOKA3aHO MO BpeMe Ha OPEMEHHOCT H KbPMEHE, KAKTO H NpH
KEHU C NETEPOAEH NOTEHUHAN, KOMTO HE W3M0A3BaT NOAXOAAILH KOHTPAUENTHBHHA MEPKH (BXK. TOUKA

4.6).

Ko-ATopuc e npoTHRONOKAa3aH Npu NaLKUEHTH ¢ aKTUBHO YEPHOAPOOHO 3a00nsBaHe HNK HEOOACHMMO
[EPCHCTHPALLO MOBULIABAHE HA CEPYMHHMTE TPAHCAMMHA3YW HAA 3 MbTH HAJ FOPHATA MPaHKLA Ha

Hopmara (I'TH).

Ko-ATOpHC € NpPOTHBONOKA3aH NP NAUMEHTH, JIEKYBaHHU C aHTUBHPYCHHUTE CPEACTBA CpeELLy XenaTHT
C rnexanpesup/nuOpeHTacBup.

4.4 CopeusaiHH NpeyNpexIeHAE H NpeaNa3ZHH MEPKH OpH ynotrpeda

MuonaTus/padaomuonnsa

B nOCTMapKeTHHIOBHS OINMT ¢ €3eTUMHO ca JOKNaABaHM Clyvyau Ha MHonaTus U pabaoMHONH3a.
[ToBeueTo nMaLMeHTH, pasBuiy pabaoOMHOIU3a, Ca NPUEMANTH CTATHH €HOBPEMEHHO ¢ e3eTHMHO.
BunpekH ToBa, 3a pabaoMuonusa ce cbodluaBa MHOrO PAAKO NPH MOHOTEPANKA C €3eTUMHO U MHOTO
PANKO NpH N00aBAHE Ha €3eTHMHUO KbM APYrH CPELCTBA, 3a KOUTO € H3BECTHO, HE Ca CBbPIAHH C
NOBHLUEH PUCK OT pabaoMHoONH3A.

Ko-ATopHC cbabpKa aTOpBACTATHH. ATOPBACTATHH, NOAOOHO HA Apyrd HHXUOHTOPU HAa HMG-CoA
peNyKTa3aTa, MOXKE B PEAKH CIY4Yau Aa 3acerHe CKEJIETHHTE MYCKYJIH H Aa NPUYHHA MHANTUA, MHO3UT
¥ MHOMATHA, KOUTO MOTaT Ja Nporpecupar a0 pabaoMuonu3a, NOTEHUHATHO XHBOTO3aCTPALLIABALLO
CHCTOAHHME, XapaKTEPH3UPALLO CE C 3HAYHUTEIHO NOBHLICHH HHBa Ha kKpeaTHH(OCHOKHHA3a (creatine
phosphokinase, CPK) (> 10 nbTH Hag ropHa rpaHHlia Ha HOpMaTa), MHOrMoOHHEMKSA U
MHOINOOUHYPHA, KOETO MOXKe aa AoBeae no ObOpeuHa HEQOCTATBYHOCT.

[Ipedu nevenuemo

Ko-ATtopuc Tpafsa 1a ce npeanucea ¢ NOBUILIEHO BHHMAHUE MPH NaLHEHTH
dakTopH 3a pabaomuonnza. HuBoto Ha xpeatundocdokunnaza (CPK) rpade
3aMoYyBaHE HA JICYEHUETO B CICAHHUTE CHTYALIUMU:

- OBOpeuHo yBpexknakxe,




- XUNOTHPEONAN3BM,

- nY4Ha MK GaMKHIHA aHaMHe3a 3a HaceACTBEHH 3aD0ongBaHNA HA MYCKYJTHUTE,

- MpeAMLLIIHA AaHAMHE3A 338 MYCKY/THA TOKCHYHOCT CbC CTATHH HIIH PHOparT,

- npeaUiilHa aHamMHe3a 3a YepHoApoOHO 3a00nsABaHE H/WITH KOHCYMALUUS HA 3HAYUTENTHH
KOJIKYECTBRA aNKOXOI,

- MpY NalLMEHTH B CTapyecKa Bb3pacT (Bb3pacT > 70 roanHH), He0OX0AUMOCTTa OT TaKOBa
HicaeaBaHe TpaObBa Aa ce OOMUCIH B 3aBUCHMOCT OT HATHYHETO HA APYrH npeapasznonaraiy
¢akTopH 3a pabaoMHOHU3a,

. CHTYaLUH, MPH KOWTO MOXKE [1a HACTBIH MOBHLIABAHE HA MJIA3MEHUTE HHUBA, KaTo
B3aHMOAEHCTBHA (BXK. TOUYKA 4.5) U NPH CNEUHAITHH NONYAALIMH, BKIKOYHTEIHO FeHEeTHYHM
cyOnonynaumu (Bxk. Touka 5.2).

B Te3u cnyuau, pucKbT OT IEUeHHETO TpAOBA [ia CE€ NMPELECHH CIIPAMO Bb3MOXKHHTE MON3H H Ce
Mpenopb4Ba KAMHHYHO HabMIOAEHHE.

Ako HuBaTa Ha CPK ca 3HaunTeHO noBHilleHH NMPH U3XOAHO HHWBO(> 5 mbTH [T H), neueHunero He
TpabBa aa ce 3anousa.

H3cneosane na kpeamungpocoxunasza

Kpeatundochokuuasara (CPK) e Tpabsa aa ce u3cnensa ciel HHTEH3HBHO PH3HYECKO HATOBapBaHE
WK NMPpH HATU4YYe Ha Apyra Bb3MO)KHA NpHuHHA 3a nosullasaHe Ha CPK, To# kaTo ToBa 3aTpyaHsBa
THJAKYBaHETO Ha CTOHHOCTTA. AKO HMBaTa Ha CPK ca 3HAa4MTENnHO NOBHULIEHH B HAYAIOTO (> 5 NbTH
['TH), HuBara Tpabea ga 6baaT U3caeaBaHH OTHOBO B PAMKHMTE HA 5 N0 7 AHM NO-KBbCHO, 3a 1a Ce
MOTBbPAAT PE3YATATUTE.

Ilo épeme na Aeuerue

- [TauneHTHTE TpAORa Na ObaaT noMosieHy He3abaBHO Aa CHOOLIAT 3a MYCKYJIHa Oonka, KpaMnu
WK cnaboct, 0cobeHo ako ca NPUAPYKEHH OT HEPA3NONOKEHHE WK BUCOKA TEMNEpaTypa WM
aKO MYCKYJHMTE NMPU3HAUM H CUMITTOMH MPOIb/IXKABAT Clle NPEYyCTaAHOBABAHE HA MpUEMa Ha
Ko-ATopHuc.

- AKO TakHBa CMMNTOMH C€ NOSBAT, JOKATO NAUMEHTHT Nnojayuaea jieueHue ¢ Ko-ATtopuc, HuBaTa
Ha CPK Tpabea aa 6baaT uicacaBraHH. AKO C€ YCTAHOBH, Y€ TE3HM HHBA Ca 3HAYMTEIIHO
noBuiieHH (> 5 mbTu ['TH), neuenunero Tpabea pa ce cnpe.

- AKO MYCKYJIHHTE CUMITTOMH Ca TEKKH W NPUUYMHABAT €XKeJHeBeH AUCKOMOOPT, JOPH aKo
uHusara Ka CPK ca nosnienn ao < 5 nwtu I'TH, Tpadea na ce odMUMcIK npekpaTaBaHe Ha
JICYEHHETO.

- Axo cumnTomuTe OT3BYYaT M HHUBata Ha CPK ce Hopmanu3upar, Moxe 1a ce oOMHCIH
NMOBTOPHO BbBEXKAAHE HA Ko-ATOpHC WK BbBeXKIAHE HA APYT NPOAYKT, ChbAbPXAalll CTATHH, B
HaH-HUCKATa 1034 H NPy BHUMATENHO NpocieasBaHe.

- [IpuemsbT Ha Ko-ATopHc TpaOBa 1a ce NpeycTaHOBH, akO HACTBIMH KIIHHHYHO 3HAYHMO
noBuuiasaHe Ha HUBaTa Ha CPK (> 10 nmbtu I T H) unu ako ce anarHocTvunpa Wik ¢e Nnoao3upa
pabaoMHONH3A.

- Hma MHOTO peakH choduueHns 3a uMyHoMeMKpaHa HekpoTuabpawa myonatis (MMHM) no
BPEME Ha WIIH C€eA JIeueHUE ¢ HAKou ctaTHHH. MMHM ce xapakrepusnpa KNHHHYHO
NEPCHCTHPALLA MPOKCUMA/IHA MYCKYHA ¢1aboCT H NOBHLIEHA CepyMHA KPEAaTHHKHHA3a, KOUTO
NpOOB/DKABAT BLIPEKH NMPEYCTAHOBABAHETO HA JIEYEHHETO ChC CTATHHM.

[Topagu komnoHeHTa aTopBactaTHH B Ko-ATopuc, pucksT OT paboomuonnsa ce nopuiaBa, Korarto
Ko-ATtopuc ce npuiara €eaHOBPEMEHHO ¢ OnpeaeeHH 1IEKapCTBEHH NPOAYKTH, KOHTO MOrar fa
MOBHLLIAT IIA3MEHATA KOHLIEHTPALIMA HA aTOPBACTATHH, KATO MOLIHH HHXUOUTOpK Ha CYP3 A4 unn
TPAHCMOPTHU MPOTEHHH (HANp. LMKIOCIIOPHH, TEJIUTPOMULIUH, KIIAPUTPOMHLMH, nenasupnuu,
CTUPUIIEHTOJ, KETOKOHA30/1, BOPHKOHA30A, HTPAKOHA30/1, no3akoHason 1 HIV NpOTensRy
HHXUOMTOPH, BKIIOYUTETHO PHTOHABHD, JIONMHHABHP, aTA3aHABUP, HHAWHABUD,/AAD}
THNIPaHABHP/PUTOHABUP M AP.). PUCKBT OT MHONATHSA MOXE CHUIO Ja C€ noBy f
ynorpeba Ha rempubpo3nun n apyru nNpou3BoaHH Ha ¢pubpuHoBaTa KHCE:J'IH P ahes
3a siedeHue Ha xenatut C (HCV) (6ouenpesup, Tenanpesup, enbacBup/rp: cﬁ Y 5P

HJIH HHALMH. AKO € BL3MOXKHO, TpAOBRa na ce 0OOMHUCAAT aNTepHATUBHH (HEE % RAACHCTEWELE
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Tepanuy BMECTO Te3H JIEKApCTBEHH NMPOAYKTH (BiK. TouKa 4.8).

B cnyuauTe, KOraTo €HOBPEMEHHOTO NPUNOKEHHE HA TE3H JIEKAPCTBEHHU NPOAYKTH ¢ Ko-ATopHc €
Heo0X0AHMO, TPAOBa BHUMATETHO Aa €€ NPELEHAT MOI3UTE H PUCKBT OT €AHOBPEMEHHOTO JICUEHHE.
Koraro nauMeHTHTe Noay4aBar JIEKapCTBEHH NPOAYKTH, KOWTO NOBHLIABAT fU1a3MEHAaTa
KOHLIEHTPALIUA HAa ATOPBACTATUH, C€ NPENnopbyBa NMO-HUCKA Makcumaida f103a Ko-Atopuc. Ocsen
TOBA, B Ci1yyaii Ha MowHH HHXUOuTOpH Ha CYP3 A4, Tpabea aa ce npeBHAK NO-HUCKA HAYaTHA 1034
Ko-ATopuc u ce npenopbyra NOAXOAALLO KIMHUYHO MPOCIEASIBAHE Ha TE3U NAUWEHTH (BXK. TOYKA
4.5).

ATopBacTaTHH He TpAOBa Ja ce Npunara ¢AHOBPEMEHHO CbC CHCTEMHH GOPMH Ha Py3HI0BA KUCEIHHA
HIW B PAMKHKTE Ha 7 IHU CNI€Zl CHpaHe Ha NeveHHeTo ¢ ¢py3uaosa kucenusa. [Ipn nauneHTy, npu
KOHWTO CHCTEMHaTa ynotpeba Ha ¢y3ua0Ba KMCEMHA Ce CHHTA 32 Hajlexallla, 1e4EeHHETO CbC CTATHHH
TpaOBa 1a ce NpeyCTAHOBU NPe3 LeAUg NepHo Ha ieueHHe ¢ Py3uaosa kucennHa. Mma cbhobuienns 3a
pabaomuonusa (BKIIOYHTENHO HAKOU GaTajlHK CNyyuaH) NPY NaLUKEHTH, NpHEMaLLH Py3Ha08Ba
KHCENHHA U CTATHHH B KOMOHHaLMa (BK. Touka 4.5). [NlauueHTsT TpabBa na Hbae NOCHLBETBAH A
NoThpcH He3abaBHO NeKapcka MOMOLL, aKO NMOYYBCTBa CHMIITOMH Ha MycKy/Ha cnadoct, bonka unu

Yy BCTBHTENHOCT.

JleueHHeTO CBC CTATHHUA MOXKE Aa Obae Bb30OHOBEHO ceieM AHH cJlea nocnegHara 4o03a (l)yfmuona
KHCECIIHHA.

[Tpr W3KNIOUUTENHM OOCTOATENCTBA, KOraTo € HeoOX0aKMMa NPOAb/DKHTENHA CHCTEMHA ynoTpeda Ha
(y3Ha0Ba KMCETMHA, HATIPHMEP 32 JIEHEHUE Ha TEXKHA HHPEKLUMH, HEOOXO0AMMOCTTA OT €JHOBPEMEHHO
npunoxkeHue Ha Ko-ATopHuc u ¢y3HaoBa KHcenrHa Tpadsa Aa ce 0OMHCIIA 3a BCEKH OTAEJEH cllydail H
noJ CTPOro MEAUWLMHCKO HabmoaeHue.

JanToMHUMH

CbobinasaHu ca cnyuad Ha MHONATHA H/UNK pabaoOMHUONK3a NPH €AHOBPEMEHHO NPUNOKEHHE HA
uHxuoutopu Ha HMG-CoA peaykrazaTa (Hanp. aTopBacTaTHH M €3€TUMUO/aTopBacTaTyH) C
nanToMHUKH. TpadBa na ce noaxoxaa ¢ NOBULLIEHO BHUMAHHUE, KOrato C€ NpeanrucBaT HHXUOUTOpH Ha
HMG-CoA peaykra3zata ¢ JanTOMHULIMH, Thii KATO BCAKO OT ABETE JICKAPCTBA MOXE A MPUUUHH
MHOMAaTHA W/K1aHn pabaomMuonn3a, KoraTo ¢e npunara camocroarenHo. Tpabsa na ce odmucau
BPEMEHHO MnpeKpaTABaHe Ha npHemMa Ha Ko-ATOpHC npy nauMueHTH, NpueMalld JalTOMHULNWH, OCBEH
aKoO MOJ3UTE OT €IHOBPEMEHHOTO NPHACKEHHE HE HAAXBBPJIAT PHUCKA. 3ano3HalTe ce ¢
HHGOPMALIMATA 3a NPEANHUCBAaHE HA JaNTOMHLMWH, 33 Aa MOMYUYMTE ACMbIHATENHA HHOpMaLU
OTHOCHO MOTEHUHATHOTO B3aumoaeicrasue ¢ HHXHOuTopute Ha HMG-CoA peaykrazata (Hanp.
aTOPBACTATHH U €3eTUMUO/ATOPBACTATHH) U 32 NOMBIHHTENHHU HACOKH, CBbP3aHH ¢ HabioaeHneTo
(Bk. TOUKa 4.5.).

MuacTeHHA rpasic U OMHA MHACTEHHUS

B Hakonko ciyyas ce cboOuiasa, e CTAaTHHUTE MHAYUMPAT de novo WM BIOLLABAT BEUE
CbLIECTBYBALIlA MHACTEHHUA IPaBHC WIH OvHA MHAcTeHHa (BX. TouKa 4.8). [1puembT Ha Ko-ATopuc
Tpa0Ba J1a ce NpeyCTaHOBYM B CJIy4ai Ha BiowaBaHe Ha cumnromute. Cbobluasa ce 3a peunaues,
KOTaTO CBHLUMAT HJIM Pa3IMYEH CTATHH € OUN (NOBTOPHO) NPUIOKEH.

YepHoapoOHU eH3uMHu
[1p¥ KOHTPONHUPAHHK U3NUTBAHUA 38 CAHOBPEMEHHO MPHJIOXKEHHE NPH NALMEHTH, NOJTYYaBallH

e3eTUMHO M aTOpBacTaTUH, ¢a HaONOJABAHHA NOCNEAOBATEHH MOBULLIEHHA Ha Tpa ure (> 3
MbTH Haa ropHarta rpauuua Ha HopMara [ T H]) (k. Touka 4.8).

Hicneasanunarta Ha yepHoapoOHaTa QyHKuus TpsbBa aa ce U3BbLPLUIBAT 1
NEYEHUETO U NMepHOAHYHO ciiel ToBa. [[auMeHTHTE, KOUTO Pa3BUAT NPHU3H
npeanonaraiy 4epHoapoOHO yBpexaaHe, TpabBa fa ObOAT NOANOXKEHH H
yepHoapobHaTta ¢pyHkuus. [laudeHTHTE, KOUTO pa3BUAT MOBULLIEHW HHBA H
na Ovaar HabnroaaBaHu, 40KaTO AaHOMAJTHUTE OT3BYYAT. AKO NOBULUCHUETO



noseye oT 3 nbTH Hal ['TH npoawnku, ce npenopbyBa HAMAIABAHE HA 103aTa WIH cniMpaHe Ha Ko-
ATOpHC.

Ko-ATtopuc Tpabea 1a ce W3n0a3Ba C MOBHLIEHO BHUMAHHE [1PH NALMEHTH, KOHTO KOHCYMHpAT
3HAYHTEAHHM KOJHUYECTBA AJIKOXON W/HIIH UMAT aHaMHE3a 3a yepHoapodHO 3abonasane.

YepHonpoOHa HEOOCTATBYHOCT
[Mopanu HenssecTHUTE eEeKTH OT NMOBHLLIEHATA EKCNIOZULIMA HA €3€THMHO MPY NALMEHTH ¢ yMEpEHa

WK TeXKa YepHoapoOHa HegocTaTbuHOCT, Ko-ATOpHC He ce npenopbUBa NMpH TE3H MALHEHTH (BXK.
TO4Ka 5.2).

®ubdparu

BeszonacHocTTa U edrKacHOCTTA HA e3eTUMMO, npunaraH ¢ pudpath, He ca YCTAHOBEHH;
C/IEOBATENHO HE CE MPenopbUYBa €HOBPEMEHHOTO npunoXkeHue Ha Ko-Atopuc u gpubpaty (Bx.
TOUKA 4.5).

uH KIOCNOPHH

HeoOxoaUMO € NOBUILIEHO BHUMAHUE, KOraTo Ce 3amo4sa neveHue ¢ Ko-ATopHc 3aeiHo ¢
uHKIOCNOpHH. KOHLIEHTpauMKTe Ha UMKAOCTIOPHH TPAOBA Aa ce MpocJeadaBaT MPH NMaLHEHTH,
nony4aBawi Ko-ATopuc H unkiiocnopuH (Bx. Touka 4.5).

AHTHKOArynaHTH

Axo Ko-ATtopuc ce nobasu kbM BapdapuH, ApYr KyMapUHOB 2HTHKOAryAaHT HAH GIyHHIHOH,
MEKAYHAPOAHOTO HOpManUiKupaHo cboTHOWeHHe (INR) Tpsabea na ce npocneasasa no noaxoAil
Ha4yuH (BXK. Touka 4.5).

[IpegorsparsaBaHe HA HHCYNT Ype3 arpecHBHO HAMATIABAHE HA HUBATa Ha Xxonecrepona (Stroke
Prevention by Aggressive Reduction in Cholesterol Levels, SPARCL)

B post-hoc ananu3 Ha cyOTHNOBE HHCYAT NpH nauueHTH He3 kopoHapHa 6onect Ha cbpueto (KbC),
KOUTO ca OHIM ¢ HACKOPO NpeKapaH MHCYJIT WK NPEXOAHO HapylleHHe Ha MO3BbYHOTO
kpbBooOpauenue (ITHMK), vMa no-BHCOKa 4ecToTa HA XeMoparHiueH HHCYNT NPH NMaLWEHTH,
3ano4Hainy ¢ aropsactatiH 80 mg, B cpaBHeHue ¢ nnauebo. [loBuuieHUaT puck € otbenssal Hail-seue
MPH NaUMEHTH C NPEeaX0odeH XeMOparvyeH HHCYAT WIH laKyHapeH HH(APKT NpH BKIIOYBAHE B
WinuTBaHeTo. [IpH NalKMeHTH ¢ NpeallecTBall XeMOParH4eH HHCYJIT MW NTaKyHapeH UHPapKT
ChOTHOLLEHHETO MEXKAY PUCKOBETE U NMOA3UTE OT aTopBacTaTUH 80 mg He e CUrypHO U
NOTEHUHANHUAT PHCK OT XEMOPAryeH HHCYNT TpAOBa BHHMATEHO Aa CE NPEUEHH MTPEAH 3aMouBaHe
Ha& ICYEHHETO (BXK. TOuKa J.1).

HHTepcTHiiHanHa Genoapobna bonect

[1pH npHeM Ha CTATHHH ca ChOOLLABAHW OTAEHH C/IYy4ad Ha UHTepcTUUMaTHa 6enoapobna Honecr,
ocobeHo npu npoabJokMTEeNHA Tepanus (BxkK. Touka 4.8). [IpossuTe MoraTt na BKIIOYBAT AUCTIHES,
HEeNPOAYKTHBHA KauuTKia 1 oO110 BJIOWIABAHE HA 3/1paBeTo (YMOPa, 3aryba Ha Terno H BUCOKa
TeMnepaTypa). AKO UMa NOAO3PEHHE, Y€ AAAEH MaLMEHT € pa3Bun HHTepcTHUHaTHA Genoapobua
fonect, neueHHeTO CbC CTaTUHH TpAOBA aa Obae cnpsHoO.

3axapeH Anabet
HsaxoM naHHH nMOKa3BaT, 4e CTATHHUTE Ca KJ1ac JIEKapCTBa, KOMTO MOBUILIABA KPbhBHATA 3aXap H NpH
HAKOH NALIMEHTH, HATOKKEHHU HA BUCOK PUCK OT pa3BHTUe Ha AHMabeT, MOXKe a A0BeNaT J0 ChCTOAHHE
Ha XHUNEPravukeMHUs, NPH KOETO C€ U3HCKBA MPOBEKIAHETO HA NOAXOASKLIIO JEHEHHE, KQKTQONH
nnaber. To3u puck obaue c¢ KOMNEHCHUpa OT HAMANABAHETO HA CHAOBHA PUCK NPUA 32 CYQTHHH
H CNeA0BaTeNHO He Tp20Ba aa Obie NpUYMHA 332 COHPAHE HA NIEYEHHUETO ChC CTH TITe
H3IOKEHU Ha pHCK (r110Ko3a Ha riaaHo 5,6 no 6,9 mmol/l, HTM > 30 kg/m? / e wiliEs
TPHUIIMLEPHAN, XHNIEPTOHHA) CNEABA Aa CE HA3HAYH NPOBEKAAHE HA KIIMHHY |§ A Y
H3c/eBaHus B CbOTBETCTBHE ¢ HALLMOHATHHTE PbKOBOACTBA. £\ . Y _' "
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Ko-Atopuc cbabpxka jakrosa. [lauueHTd ¢ peakn HacnencTBEHH NMPOOJEMH Ha ranakTo3Ha
HEMOHOCUMOCT, IThJIeH 1aKTa3eH AePHUMT WIH r0KO30-ranakro3yHa Manadcopdums, He Tpadbea na
NpHeMaT TO3H JIEKAPCTBEH NPOAYKT.

To3u nexapcTBeH NPOAYKT ChAbpKa no-Manko ot 1 mmol Hatpuii (23 mg) Ha 1034, T.€. NPAKTHYECKH
HE ChAbpKa HATPHA.

4.5 BsammoaeiicTBHe ¢ APYrH JIEKAPCTBEHH NPOAYKTH H APYrH (JOPMH Ha B3aHMOJACHCTBHE

MHOXECTBO MEXaHW3MH MOTaT Ja JONPHHECAT 3a MOTEHLHANHH B3aHUMOACHCTBUA C HHXHOMTOpHTE HA
HMG CoA penykrasara. JlekapcTea WK pacTHTENHH MPOAYKTH, KOUTO HHXHOHUpAT onpeacsieH
en3umu (Hanp. CYP3A4) w/unu tpancniopthiu nbvTuiia (Hanp. OATP1B), morar 1a nosuinar
NJa3sMeHHTE KOHLUEHTPALIMK HA aTOPBACTAaTHH H MOrar Aa AOBEAAT A0 NOBULLEH PUCK OT
mMHonarus/padbaoMuonuia.

3ano3Ha#Te ce ¢ HH@OPMRHHHTH 3a IpeRIIHCBANEC HA BCHYKH €AHOBPDCMEHHO HINO/13BAHH
JeKapCTBCHH MPOAYKTHR, 34 14 NOJYIHTC I0NbJAHHTE/NHA HH(I)O]IHHI.IHH OTHOCHO NOTCHIRAJNHETC
HM B3aHMOACHCTBHA C ATOPpBACTATHH H/HJIH MOTEHIHAIA 38 BL3IHKKBaHe HA HpOMCHH B
€H3IHMHTE HJIH TPAHCHOPTHHTE NBTHIIA H BH3MOXKHOCTTA 34 KOPEKIIHR HA A03aTa H CXEMATA HA
JICYIECHHC.

dapMakoIHHAMHYHHK B3aUMOAEHCTBHUS
AropsacTaTuH ce Metabonusnpa ot untoxpoM P450 3A4 (CYP3A4) n e cyOcTpar Ha yepHOApOOHUTE

TPaHCNOPTEPH, OPraHuteH aHHoH-TpaHcnopteH noaunentia 1B1 (OATP1B1) u 1B3 (OATP1B3)
TpaHcnoprepa. MerabonutHTe Ha aTopBacTaTuH ca cyocTparu Ha OATPIBI. Yeranoseno e cbuio
TaKa, Ye aTopBacTaTHH € cybcTpar Ha epnykcHHTE TpaHcnopTepH P-ravkonporenH (P-gp) » Ha
NMPOTEMHA Ha PE3UCTEHTHOCT Ha paka Ha rbpaara (Breast cancer resistant protein, BCRP), kouro moxe
Ja orpaHyM4ar 4upepHaTa abcopOuna v XKNbYHHS KNTHPHHC HA aTOPBACTATHH (BX. TOUKa 3.2).
EaHOBpEeMEHHHAT NPHEM Ha JIEKAPCTBEHH NPOAYKTH, KOUTO ca HHXHOHTOPH HA CYP3 A4 unu Ha
TPAHCTIOPTHH NMPOTEHHH, MOXKe [1a A0BeaE OO0 NOBULLECHH NJIA3MEHH KOHLEHTPALHH Ha aTOPBacTaTHH H
MOBMIUEH PHCK OT MHONATHA. PUCKDBT MOXKE 1a €€ NOBHLIH H NPH €AHOBPEMEHHOTO MPUIIOKEHHE Ha
Ko-ATOpHC ¢ ApYrH IEKaApCTBEHHU NPOAYKTH, KOMTO UMAT NOTEHLMAN Aa MHAYLIMPAT MHOMATHA, KaTo
MPOWU3BOAHH Ha (PHOPHHOBATA KMCETHHA H €3eTUMHO {BXK. TOUKa 4.4).

DapMaKOKMHETHYHH B3aUMOJEHCTBIUS

Ko-Amopuc

He e HaGnoaaBaHo KNHHWYHO 3HAUYMMO GapMaKOKMHETHYHO B3aUMOEHCTBHUE MPH €AHOBPEMEHHOTO
MPHJIOKEHHE Ha €3€THMHO ¢ aTOpBACTaTHH.

EdexT Ha Apyry NeKapcTBEHH NPOAYKTH BEPXY Ko-ATOpHC

Ezemumubd

Anmuayuou: ENHOBpEMEHHOTO NPHUACKEHHE HA aHTHALM/IHY CPEACTBA HAMA/IABA CKOPOCTTA Ha
abcopbums Ha ezeTUMHO, HO HAMA edekT BbpXy OUOHANHYHOCTTA MY. Ta3n HamaneHa CKOpoCT Ha
abcopbuma He ce CUMTA 32 KITHHUYHO 3HAYHMA.

Xoaecmupamur: ETHOBPEMEHHOTO MIPHIOKEHHE HA XOJIECTHPAMHH HAMAIIABA CpPEeHATA MA0W] NoA
kpusata (AUC) Ha o6wms ezeTumud (e3eTumud + eseTumMub-rnokyporua) ¢ npubaunsurento 55%.
MHKpeMEHTANHOTO HAMAJIABAHE HA XONECTEPO/Ia B TMNONPOTEUHHUTE C HHCKA I]JI'bTH =),
AbmKalo ce Ha 1o6aBaHeTo Ha Ko-ATOpUC KbM XONECTHpAMHUH, MOXe 1a Obae onpaf
B3aUMOAeHCTBUE (BX. TOUKA 4.2).

knupbHC > 50 ml/min Ha MOCTOAHHA 4033 LIMKJIOCNOPHH, eAWHHUYHATA 1033 o1\ &
10 3,4-xparHo (auana3ox 2,3 ao 7,9-kparHo) yeauuenre Ha cpeasarta AUC 33 68
CpaBHEHHE ChbC 34PaBa KOHTPOJIHA NOMyJalud, Nojy4yaBaila €3eTHMHUO camMocTORYER

Luxnocnopun: B npoyyBaHe ¢ oceM nauueHTH ciaea 6p6peunHa TpascnaaHTau \ <



npoyusasxe (n = 17). B apyro npoyusaHe nauueHT ¢ 6p0peuna TpaHcnaaHTaums ¢ Texka 6v0peuna
HEAOCTATBYHOCT, KOWUTO Noiy4yapa UUKIOCMOPHH U MHOMKECTBO APYTH JIEKAPCTBEHH NPOAYKTH,
NEMOHCTpHpa |2-KpaTHO No-ronsgMa eKCno3nuus Ha odll| €3eTHMHD B CpaBHEHHE C YCNIOPEAHH
KOHTPOJIH, NOJY4aBallH €3¢TUMUO camocToATeNHO. B kpbheTOCaHo npoyysaHe ¢ iBa NepHoaa NpH
ABaHAaAeceT 3APaBH YYACTHHLH, ©KEAHEBHOTO NMpHAOKEHHE Ha 20 mg e3eTiMuD B nNpoab/pKEHHE Ha 8
JHU ¢ eauHHuHa a03a ot 100 mg uMkIocnopuH, Ha aeH 7 Boay Ao cpeaHo 15% yeeavuenune Ha AUC
Ha UMKhocnopuH {auana3oH ot 10% Hamanenue 0o 51 % ysennueHHe) B CpaBHEHUE C €AHHHYHA 1034
oT 100 mg uuknocnopuy camoctosTenHo. He e npoBexaaHO KOHTPONHPAHO MpoyuBaHe 3a eeKTa OT
€IHOBPEMEHHOTO NPHUIOKEHHE Ha €3€THMHO BbpXY EKCNO3ULIKATA HA UMKIIOCTIOPHH NPH NMALKMEHTH C
OnOpeuHa TpaHcnnaHTauus. Heobxoaumo € nosriieHo BHHMaHKe MPH 3ano4yBade Ha nprema Ha Ko-
ATOpPHC 3aeaHO ¢ LHKIOCNopHH. KOHUEHTpauuUTe Ha ULMKNOCTIOPHH TpadBa Aa ce npocieasBar rnpH
nauxeHTH, noayuasaid Ko-AtTopuc H HUKIOCNOpHH (BXK. Touka 4.4).

Dubpamu. EnHoBpeMeHHOTO Npuaoxkerue Ha deropudbpat nan rempubposnn nosHwasa odLKTE
KOHLIEHTpaLKK Ha €3¢TUMUO CBOTBETHO NpuOaH3uTenHo 1,5 v 1,7 mbTH. Bhnpekd 4e Te3u
YBETHUEHHS HE CE€ CHMTAT 33 KIIMHUYHO 3HAYHMH, €THOBPEMEHHOTO NpHIIoKeHHE Ha Ko-ATopuc ¢
¢ubpaTH He ce npenopbuBa (Bxk. TouKa 4.4).

Amopsacmamun

Huxubumopu na CYP3A4: loxazano e, 4ye mouiHuTe HHXHOUTOpH Ha CYP3A4 BOOAT 00 3HAUHTENHO
NOBHILEHH KOHUEHTPALHH Ha aTOopBacTaTHH (B:K. Tabnuua | u cneuuduryHa HHPOpMaALHA NO-101Y).
EnHoBpeMEHHO NPUAOKEHHE HA MOLUHHA UHXUOHUTOPH Ha CYP3 A4 (Hanp. UHKI0CNOPHH,
TENUTPOMHLHH, KNAPUTPOMHLHWH, A€NaBHPAHH, CTUPUINEHTOJ1, KETOKOHA30J/1, BOPHKOHA30A,
MTPAKOHA30J1, N03aKOHA30J1, HAKOH aHTUBHPYCHHU CPEACTBA, H3NONA3BaHH NpH JeueHHeTo Ha HCV
(nwanp. enbacsup/rpasonpesup) H HIV nporeazun nHxHOUTOPH, BKIIIOYHTENHO PHTOHABHP,
NIONWHABHUP, aTa3aHABUP, HHAHWHABHP, JapYHABUP H Ap.) TpAOBa Aa ce H30Arsa, ako € Br3MOXKHO. B
C/IYYaHTE, KOraTo eJHOBPEMEHHOTO NPWIOKEHHE HA TE3H JIEKAPCTBEHH NPOIYKTH ¢ Ko-ATOpHC He
Moe Ja Obae H3dberHaro, TpabBa ga ce OOMMCAAT NO-HUCKH HA4YaNHY M MAKCHMAaJTHH 1034 Ha Ko-
ATOpHC M Ce NpenopbyBa NOAXOAAIIO KNIWHUYHO HabmoaeHue Ha nauueHnTa (Bx. Tabawua 1).

Ymepenute naxubutopu Ha CYP3 A4 (Hanp. epMTPOMHLIMH, AWITHA3EM, BepanaMua # §iyKkoHas3ol)
MOTaT A2 MOBHILAT IUIA3MEHUTE KOHUEHTpALUHMH Ha aTopBacTaTuH (Bx. Tabauua 1). Habnonasas e
MOBMILIEH PHCK OT MHONATHA NPH ynotpedara Ha EpUTPOMHUNH B KOMOHHaLXg CbC cTaTHHU. He ca
MPoOBeXJaHW NPOYUBaHHA 32 B3aUMOaeHCTBHE, OLIEHABALLH €(EKTHTE HA aMHOAAPOH WK BEpanaMuIl
BbpXY aTOpBAcTaTHH. U3BECTHO e, ue KAKTO aMHOAapOH, TAKa H BepanaMul HHXHOHPAT akTHBHOCTTA
Ha CYP3A4 v eqHOBPEMEHHOTO NpHUIIOKeHKE ¢ Ko-ATOpUC MOXe Aa aoseae A0 NoBullieHa
€KCMO3HLHA Ha aTropBacTaTHH. [Topaam Tosa TpabBa na ce npeaBuan NO-HUCKAa MakCHManHa go3a Ko-
ATOpHC ¥ Ce MPenopb4Ba NOAXOAALUO KAWHHYHO NPOCNeAsBaHe HA NALIHEHTA, KOTATO CE€ W3Noa3Ba
eNHOBpeMEHHO ¢ yMepeHu nHxubuTopu Ha CYP3A4. [Ipenopbusa ce noaxoaaio KAHHHYHO
Ha0Il0IeHKe Cile] 3anO4BaHE WK Clie] KOPHrHpaHe Ha 103aTa Ha HHXHOHTOpa.

Huxubumopu na npomeuna na pezucmenmuocm na paxa va zepoama(BCRP): EAHOBPEMEHHOTO
MPUICKEHHE HA NPOAYKTH, KOMTO ca HHXHOUTOpH Ha BCRP (Hanp. enbacsup 1 rpasonpesup) Moxe
0a aoseqe Qo MOBULUEHH MJ1a3MEHH KOHLIEHTPALHH HA aTOPBACTATAH M NOBHLUSH PHCK OT MUOIATHA;
cnegoBaTeNHo TpsOBa Aa ce odMHCNU KOpUrHpaHe HAa 103aTa Ha aTOpPBACTATHH B 3aBUCUMOCT OT
npeanucaHaTta 103a. EJHOBpEMEHHOTO NpUIOKEHHEe Ha e10acBUp W rpa3onpeBHp ¢ aTOPBACTATHH
MOBHLLABA MJIA3MEHUTE KOHLUEHTPAaUHK Ha aTopsacTaTuH 1,9 mbTu (Bx. Tabauua 1); cnegosarenHo
no3ara Ha Ko-Aropuc He Tpabea na Haasywaesa 10 mg/20 mg AHeBHO NPy nauMeHTH, N

4.4).

Hndyxmopu na yumoxpom P450 344: EAHOBpEMEHHOTO NPHUI0KEHHE Ha aTOp
Ha uuTOoXpoM P450 3A4 (Hanp. edbaBupeHl, prupaMITHUHH, XKBAT xau*rapuou)



HHXHOMpaHe Ha TpaHcnopTepa Ha xenatoundTHoTo 3axsautaHe OATPIB1), ce npenopbuBa
eHOBpEMEHHO npuioxeHne Ha Ko-ATtopuc ¢ pudaMnuLKH, TbH KaTO NO-KbCHOTO MPUJIOKEHHE Ha
aTOPBAcCTATHH CNell NPUEM Ha pH(AMINHLMH € CBbP3aHO CbC 3HAYUTENHO HaMaAlsIBaHE Ha M1a3MEHHTE
KOHLIEHTPaLMK Ha aTOPBAaCcTaTHH. BAHAHHETO HAa pUDAMITHUHH BbPXY KOHHEHTPALHHTE HA
aTopBacTATHH B XEMaTOUMTHTE oDaue € HEW3BECTHO H aKO €XHOBPEMEHHOTO NPUIOKEHHE HE MOXKE Aa
Obae uiberHaro, nauueHTUTe TPLOBa Aa ObAAT BHUMaTENHO HabM0AaBaHH 3a HAJTHYKE Ha

¢(PHKaACHOCT.

Huxubumopu na mparcnopmepu:. UHXWOUTOpUTE Ha TPAHCTIOPTHUTE MPOTEHUHH (HaMp. UHKIOCHOPHH)
MOraT Aa NOBHLIAT CHCTEMHATA HAIHYHOCT Ha aTopBacTaTuH (Bx. Tabnuua 1). EdextuT OT
HHXHOMPAHETO HA TPAHCTIOPTEPHTE HAa XENATOLUTHOTO 3aXBalldHE BbPXY KOHLEHTPAUHUTE Ha
aTOPBACTATHH B XEMATOLUMTHTE HE € U3BeCTEH. AKO €AHOBPEMEHHOTO NPHIIOKEHHUE HE MOXKe Aa Obae
u3berHaTo, ce npenopb4Ba NOHMXKABaHE HA 103aTa HA Ko-ATOpHC H KIHHHYHO NPOCAEAsBaHe 32
eduxacHocT (Bx. Tabnuua 1).

Ipouzeoonu na zempubposur/ubpunosa xuceruna: CamoctosrenHara ynorpeda Ha pubpatu ce
aCOUHHPa NMOHAKOTa CbC CbOUTHA, CBBP3aHH C MYCKYJIUTE, BIJTIOUUTENHO pabdaoMHONH3A.
CnenoBaTenHO PUCKBT OT TE3N CLOUTUA MOXKE a Ce MOBULLN PU €IHOBPEMEHHATa ynoTpeda Ha
Npou3BOAHH HA GUOPHHOBATA KUCENHHA M ATOPBACTATHH.

Ezemumub: CamoctoarenHara ynotpeba Ha e3eTnMub ce acoUHHpa CbC CHOUTHA, CBBP3AHH C
MYCKYJIHTE, BKIIOUYHTENHO pabaomuonusa. [lopaau ToBa pHCKBT OT Te3H ChOMTHA MOXKE Ja ce
NOBHLIK NPH eHOBpEeMEHHA ynoTpeba Ha e3eTUMHO U aTopBacTaTHH. [IpenopsuBsa ce noaXoasLo
KITHHHYHO HAaOMIOACHHE HA Te3H NMALHEHTH.

Konecmunon: IlnaaMeHHTE KOHLIEHTPALIMM HA ATOPBACTATHH W HEMOBUTE aKTHBHH METabO/IUTH ca no-
HUCKH (¢ NpHONM3IUTENHO 25%), KOTaTO KONECTHIION CE MpHUIara €IHOBPEMEHHO € aTOPBACTATHH.
Bunpexu ToBa, nunuaHuTe edekTu ca No-roieMH, KOrato aTopsacTaTHH H KOJIECTHIION CE npHiarar
€AHOBPEMEHHO, OTKOJIKOTO KOraro ABaTa JIEKAPCTBEHH NPOAYKTa C€ NPUIAraT CaMOCTOSTEHO.

Dy3udoea Kuceauna: PUCKBT OT MHOMNATHA, BKIKOYUTENHO pabaomuonnsa, MoxXe 1a ce NOBHILLH NpU
€HOBPEMEHHOTO (IPHNIOKEHUE HA QYIHA0BA KHCEIHHA 3a CHCTEMHO MPHIIOKEHHE ChC CTATHHH.
MexaHH3IMBT Ha TOBa B3anMoaeiicre1e (He3aBUCUMO JaH € PapMaKOOZHHAMHWYEH WIH
¢dapMaKOKMHETHYEH, HIIH K JBETE) BCE OLUE HE € u3BecTeH. MmMa chobuienns 3a pabaomuonusa
(BKJIIOYHTENIHO HAKOH ¢ (paTaneH H3XO04) NP NaLUMEeHTH, NpHeMallH Ta3d KOMOHHaUHA.

AKO e He0OX0AHUMO JiedeHHe ¢ (Py3HI0BA KHCEJIHHA 34 CHCTEMHO NPHJIOKEHHE, JICYEHHETO C
aTOpBAacTaTHH TPAORA Aa ce NPEYCTaHOBH Mpe3 LUENWA NEPHOA Ha leueBHe ¢ (py3HI0Ba KHCEIHHA.
Brxre cbio Touka 4.4,

Koaxuyur: BunpekH ve He ca MpoBeXAaHH NPOYYBAHHUSA 33 B3aMMOACHCTBUE HA aTOPBACTATHH C
KOJXHLIMH, HMa CHOOLLIEHHUA 33 CTy4ad Ha MUONATHA NIPU €1HOBPEMEHHO NPHJIOKEHHUE HA
ATOPBACTATHH C KOJXHUWH U € HeoOX0AMMO NOBHLIEHO BHHMAHUE NPH NPEANHUCBAHE HA aTOPBACTATHH
C KOJIXHLHH,

Hanmomuyun: PUCKBT OT MHONATUA H/WAUW padaoMHOIM3a MOXKE A C€ NOBULLH NMPH €AHOBPEMEHHO
npunoxeHue Ha HMG-CoA peaykrasHu HHXHOWTOPH K JanToMHUKWH. Tpadsa na ce oOMuUcaH
BPEMEHHO NMpeKpaTABaHe Ha npuema Ha Ko-ATopHC npy NauHEHTH, NPHEMALLH AANTOMHLKH, OCBEH
aKO MOJI3UTE OT €AHOBPEMEHHOTO NPUJIOKEHUE HE HAAXBBLPIAT PUCKOBETE (BK. TOUKA 4.4).

boyenpesup: Ekcno3vumnsaTa Ha aTOpBacTaTHH CE € MOBUILWA, KOTATO € NPUIOXKEH
Korato € HeoOxoauMo eaHOBpeMeHHO MpHIIOKeHHE Ha bouenpeBup ¢ Ko-ATOpHg
oOMMCIIH 3aMOYBaHE ¢ Hali-HHCKATa Bb3MOXKHAE 1032 KO-ATOpHC C TUTPHpAHE ]
KENAHHA KJIHHHYEH €EeKT, KaTo €AHOBPEMEHHO ce Habnroaasa 6e30nacHo
aHeBHaTa n03a oT 10 mg/20 mg. 3a nauMeHTH, KOUTO B MOMEHTa npHeMat Kc
ATopuc He TpaOBa na HaaBHlUaBa AHeBHA A03a OT 10 mg/20 mg no Bpeme Ha € 'HOB NHG;
npuiokKeHHe ¢ bouenpesHp. \ e s .



Edexkrn Ha Ko-ATOpuc Bhpxy papMakOKHHETHKATA Ha APYrH A€KAPCTBEHH NPOAYKTH

Ezemumud

B npeaiHHH4YHM NPOYyUYBaHUA € 10Ka3aHO, Y€ €3TUMHKD He MHAYLMPA EH3UMH OT rpyrnaTa LHTOXpOoM
P450, nekapcTra Metabonausupaluu eH3umu. He ca Habnronasany KTHHHYHO 3HAUUMMH
(papMaKOKHMHETHUYHH B3aHMOAEHCTBHA MEXKIY €3eTHMHO u NeKkapcTsaa, 3a KOUTO € H3BECTHO, Ye Ce
meTabonu3npar oT uutoxpomu P450 1A2, 2D6, 2C8, 2C9 u 3A4 unu N-aueTHaTpaHcdepasa.

Anmuxoaeyraumu. EAHOBpeMEHHOTO NpuaoxkeHue Ha e3eTUMHO (10 mg BeaHBXK AHEBHO) HAMA
3HAYMM eheXT BbpXY OHOHATHYHOCTTA HA BapdapHH K BbPXY NPOTPOMOHHOBOTO BPEME B MPOYyUBaHE
Ha JBaHAJECET 3ApaBU Bb3pacTHU MbXe. Bbnpexu ToBa, MMa NOCTMapPKETUHIOBH ChOOLLEHHA 32
MOBUILIEHO MEXAYHAPOAHO HOpMaH3upaHo choTHolleHHne (INR) npu nauuenTy, Ha KOKTO €3eTHMHD
e no6aseH kM BapdaprH wid daynHauoH. Ako Ko-Atopuc ce nobasv koM BapdapuH, apyr
KyMapHHOB aHTHKOarynauT win ¢piayuHanoH, INR tpabsa na ce npocnenspa rno noaxoasul HauuH
(B3xK. TOUKa 4.4).

Amopeacmamun

Huzoxcur: IIpy eAHOBPEMEHHO NMPHIOKEHHE HA MHOTOKPATHH A03H AMroKCHH H 10 mg aTopsacTaTyH,
KOHLIEHTPALMKTE HA AWTOKCHH B CTADMAHO CBCTOAHME NieKo ce nosuinaeart. IlauvenTrre, npuemainm
AUrOKCHH, TpAOBa aa ObaaT HaO/I0AaBaHHU NO NOAXOAAL, HA4YHH.

HEpOpﬂb’IHE KORmpayenmuegu. EﬂHOBpEMﬁHHOTO NMPHUJIOKCHHUE HAa ATOPBACTATHH C NEpOpP4AICH
KOHTpALCNTHB BOOH 00 NOBHLIABAHC HA IUIASMEHHTC KOHLUICHTPALIMH Ha HOPCTHCTCPOH H €THHHI
CCTpaaHnoOn.

Bapghapun: B KIMHUYHO NPOYYBaHE NPU NALUEHTH, TONYHABAIH XPOHHYHA TEPAIHA C BapPapHH,
eIHOBPEMEHHOTO NPHIOXKEHHE Ha aTropBacTaTHH 80 mg aHeBHO c BapdapHH NPHYHHABA JIEKO
MNOHHXKEHHE OT 0KoJ0 1,7 cexyHau Ha NpOoTPOMOHHOBOTO BpeMeE NMpe3 MbPBUTE 4 IHH OT NPHEMA,
KOETO Ce BPblla KbM HOPMAJIHOTO B PAMKHTE Ha 15 IHH OT JIeYeHHE ¢ aTopBacTaTHH. Bbnpeku ye ce
¢cbOOIaBAT CAMO MHOIO PeAKH Cyvad Ha KIMHUYHO 3HAYHMH aHTHKOAIyNaHTHH B3aHUMOAEHUCTBHA,
npoTpoMOHHOBOTO BpeMe TpaOBa Aa ce H3cneABa NpeaH 3anousaHe Ha neyeHue ¢ Ko-ATopHce npH
NaLHEHTH, PHEMALLH KyMaPUHOBH aHTHKOAryNaHTH U JOCTATHYHO YECTO B PAHHUTE €TaNH Ha
TEparusTa, 3a 1a C€ rapaHTHpa, 4e HAMa Ja HACTBIIK 3HAUKTEIHa NPOMAHA HAa NPOTPOMOHHOBOTO
speme. Cien KaTo ce JOKyMeHTHpa ¢cTabuiHO NPpOoTpOMOHHOBO BpeMe, TPOTPOMOHHOBOTO BpeMe
MOXe Ja Obae HabnoaaBaHO nNpe3 HHTEPBAIH, KOUTO OOUMKHOBEHO CE NPENOpbYBAT 33 NALUUECHTH,
npUeMallH KyMapMHOBH aHTUKoarynaHTH. Ako gosara Ha Ko-Aropuc Oble npoMeHeHa Uiu
NleYeHHETO MPEKPATEHO, ChLLATA NpoucRypa Tpadsa Aa ce noBTopH. JleyeuneTo ¢ atopBacTaTHH HE €
CBBbP3aHa ¢ KbPBEHE UITH C NPOMEHH B NPOTPOMOHMHOBOTO BpeME f1PpH NaLHEHTH, KOUTO HE NpHemMar
AHTHKOAryJIaHTH.

TaGanua |. EdekT Ha eAHOBpeMEHHO NpWIaraHy JEKapCTBEHU NPOAYKTH BbPXY (PapMakOKHHETHKaTa
Ha aTOpBACTATHH




EanoBpeMeHHO NPHJIATAH
JeKapcTBeH MPOAYKT H CXeMa HA

NpHJIATAHC

Tunpanasup 500 mg asa nvTH
AxeeHo/puToHaBup 200 mg aBa NbTH
AHeBHO, 8 aHU (ot aeH 14 go 21)

LluxnocnopuH 5,2 mg/kg/nen,
MOCTOAHHA 1034

Jionnuasup 400 mg nBa nbTH AHEBHO/
putoHasup 100 mg ABa NBTH AHEBHO,
14 nHH

ATOpBacCTATHH

1 I[Ipomenn B

AUC %

40 mg ot aeH 1,
|0 mg or nen 20

[ 1 9,4-xpatho

10 mg BegHDBXK
OHEBHO 3a 28 OHH

20 mg BeAHDBXK
JHEBHO 32
4 nHU

Knaputpomuuux 500 mg asa nsTH
AHEBHO, 9 nHHU

CakpunaBup 400 mg aea mbTH

aHesHo/putonaBup 300 mg ABa NbTH
JHEBHO OT O€H 5 A0 7, YBENHYEH A0
400 mg oBa MbTH AHEBHO Ha AeH 8,
neH 5 1018, 30 MUHYTH cnen
npUeMaHe Ha aTOPBACTATHH

Hapynasup 300 mg nBa nuTH
JHEBHO/

O nHH

HUrpakoHason 200 mg BeaHBX
AHEBHO, 4 AHH

Mdozamnpenasup 700 mg Aga nbTH

I

Puronasup 100 mg nBa nbTH OHEBHO,

#

AHEBHO/

do3amnpeHasup 1 400 mg nBa meTH

| Putonasup 100 mg ABa nbTH AHEBHO,
14 nuu

NHEeBHO, 14 OHU

Hendunasup 1 250 mg asa nbTH
JAHEBHO, 14 nHKU

80 mg BeAHBXK
AHEBHO 32

8 nHu

40 mg BeaHBXK

AHEBHO 33
4 AHH

1 8,7-kpaTHO

T 5,9-kpaTHO

T 4,4-kpaTHO

T 3,9-kpaTHO

10 mg BeaHBbXK
AHEeBHO 3a 4 NHHU

T 3,3-kpaTHO

40 mg eauHHYHA
4034

10 mg BeaHDBK
[HEBHO 3a 4 AHH

10 mg BeaHBXK
OHEBHO 3a 4 AHU

10 mg BeaHbXK

JHEBHO 3a 28 AHH

T 3,3-kpaTHoO

T 2,5-kpaTHO

T 2,3-kpaTHo

1 1,7-kpaTHo™

Ko-ATopuc

KausnaHa
IMpenopnbka”

B cnyyauTe, KOrarto ¢
HEOOXO0AUMO
€AHOBPEMEHHO
npunoxenue ¢ Ko-
ATOpHC, HE
npepyllIaBaiTe Ao3ara

10 mg/10 mg Ko-ATtopuc
aHesHo. llpenopbusa ce
KJIMHHYHO NPOCNEAABAHE
HA TE€3H MALHEHTH.

B cnyyauTe, korato e
Heobx0aUMO
€1HOBPEMEHHO
npuaoxKeHue ¢ Ko-
ATOpMC, C€ NPENOpPbUBAT
MO-HUCKH NOAAbPIKALIM
ao03u Ha Ko-ATtopuc. [1pu
a03u Ko-Atopuc Han

10 mg/20 mg ce
NpENnOpPbYBA KJIMHHYHO
HabnmoneHne Ha Te3u
MALMEHTH,

B cnydaunTe, KoraTo ¢
HeoOXxoAKuMO
€JHOBPEMEHHO
npHioxeHue ¢ Ko-
ATopuc, ¢€ NpenopLYBAT
O-HUCKH NOAAbPKALILY
no3u Ha Ko-ATtopuc.
ITpu no3m Ko-Atopuc
Han 10 mg/40 mg ce
NpenopbuBa KNUHHYHO
HaOMIOACHHE Ha TE3H

MNanqHcHTHA,




ATOpBACTATHH Ko-Atopnc

IIpomenn B Kananuna
AUC & Mpenopuka®

40 mg eaunnuHa | T 37% He ce npenopbysa
11033 €HOBPEMEHEH NpHeM Ha
FONEMH KOIHYECTBA COK

OT rpeHndpyT H Ko-

ExnospeMeHRO IPRJIATAH
JIEKAPCTBEH NPOAYKT H CXEMA HA
NpHJarase

Cok ot rpeitngpyr, 240 m| BeaHbkK
JHEBHO™

ATOpPHUC.
Huntuazem 240 mg Beaubx anesHo, | 40 mgeaunnuna | T 51% Cnen 3ano4yBaHe WM
28 nHu no3a CNeq KOpUrupaHe Ha

003aTa Ha JUJITHA3EM Ce
|
MpenopbYBa NOAXOAALIO
KJIHHHYHO HadmoaeHue

Ha TC3H NAUUCHTM.

Epurpomuuns 500 mg yetupu- 10 mg eaununa | T 33%" [Ipenopbuea ce no-

KpaTHO AHEBHO, 7 IHH no3a HUCKA MakCHMallHa 0034
H KJIHHUYHO
HabnoneHne Ha Te3H
NaLHeHTH.

Amnoaunui 10 mg, eanumuuna noza | 80 mg eannnuna | 1T 18% Hsima KkoHKpeTHa

el Pl M -l
LlumeTramnd 300 mg yeTpu nbTH 10 mg BeaHBK | no-manko ot | HiMa KOHKpeTHa
IHEBHO, 2 CeAMHLMY JHEBHO 33 1%" npenopbKa.
_ _ 4 cegMHLN

AHTHALMIHA CYCMEH3NUA OT 10 mg BeaHbXK | 35%" Hsima KOHKpeTHA

MarHe3neB U ATYMHHHEB XMAPOKCHI, | AHEBHO 3a npenopuKa.

30 m| yeTHpH NBETH AHERHO, 2 4 ceaAMHLUH

CCAMMHLIH

Edasupenu 600 mg Beaunx aHeBHo, | 10 mg 3a 3 aHH
14 aHun

Hama KoHKpeTHa
NpenopbLKa.

Pudamrmuun 600 mg BeaHbx 40 mg eausnydHa | T 30% AKO €1HOBPEMEHHOTO
| AHEBHO, 7 AHK (NpHNaraH no3a PHIOKEHUE HE MOXKE aa
€IHOBPEMEHHO) Obae n3bdernaro, ce
npenopuy4Ba
€1HOBPEMEHHO
Pudamnuunn 600 mg Beannx 40 mg eauHuvHa | | 80% npunokerne Ha Ko-

ATopuc ¢ pudaMnuULMH
Noa KIHHHYHO

NHEBHO, 5 IHH (RO3MTE ca pa3AeneHH) | Ao3a

o | HaOIOICHKE.
["empudposun 600 mg aga NbTH 40 mg eaunnuHa | T 35% He ce npenopnusa.
OHEBHO, 7 AHMH J03a
Denodpubpar 160 mg BeaHbxK 40 mg eaudnuda | T 3% He ce npenopbusa.

NHEBHO, 7 IHMH nosa




EnHoBpeMeHHO NpH.JIaraH ATOopBacTATHH I Ko-ATopHc |
JeKAPCTBEH MPOAYKT H CXeMa HA

NpHAAraHe

KJ1IHHHYHA
[Ipenopbka®

Ilpomenn B
AUC &

bouenpesup 800 mg Tpu NbTH 40 mg eaunruda | T 2,3-kpaTHo [IpenoppuBa ¢e no-
OHEBHO, 7 AHH Jo3a HUCKA HaYa/lHa A03a U
KJIMHHUYHO HabaoaeHKe
Ha TE€3H NALKECHTH.
Hozata Ko-ATopuc He
TpabBa ga HaaBUlLaBA
AHEBHA 1034 OT

10 mg/20 mg no Bpeme
Ha €AHOBPEMEHHO
MPHACKEHHE C

1 | Oouenpesup.
EnGaceup 50 mg BeaHBbK 10 mg eannnyna | 1 1,94-kpatio | Jo3zara Ko-ATopuc He
nHeBHo/rpazonpesup 200 mg BeaHbXk | A03a TpabBa na HaaBULIABa
OHERHO, 13 aHHK AHEBHa A403a OT

10 mg/20 mg npu
€AHOBPEMEHHO
MPHAOCKEHHE C
NPOAYKTH, ChAbPKallH
enbacBHp 1Uau

Ho3a (mg)

rpa3ornpeBup.
['nexanpesup 400 mg BeaHBK 10 mg BeaHBXK 1 8,3-kpatHo | EAHOBpEeMEHHOTO
gHesHo/mubpeuTaceup 120 mg OHEBHO 3a 7 OHH NPHUIOKEHHUE ¢

BEAHLXK AHEBHO, 7 AHH MPOAYKTH, ChbAbPKALLH

rneKanpeBHp KK
nubpeHTacsup, €
NPOTHROMNOKA3aHO (BXK.
TouKa 4.3).

& JlaHHWTe, NOCOYEHH KATO X-KpaTHa NPOMSAHA, MPEICTABAABAT OOMKHOBEHO CHOTHOIWEHHE MEXAY

eAHOBPEMEHHO NPUIIOKEHHE U ATOPBACTATHH CaMOCTOATENHO (T.e. 1-kpaTHa = 0e3 npoMaHa). JaHHuTe,

najieHy kato % npoMaHa, NpeAcTaBIsBaT % pa3snuKa CNpAMO ATOPBACTATHH CAMOCTOATENHO (T.€. 0% = Be3

npoMsHa)

3a KMTHHHYHOTO 3HAUCHHE BHKTE TO4YKH 4.4 1 4.5

*  CobIbpxa eXMH WIH NMOBe4e KOMNOHEeHTH, kouto nHxubupat CYP3A4 v Morat Ja NOBULUAT IUTA3MEHHUTE
KOHLIEHTPAllMH HA eKapCTBEHU MPOAYKTH, MeTabonnsupanu ot CYP3A4. [IpuemaneTo Ha eaHA 4allla COK OT
rpeiindpyT ot 240 ml cbio Boau Ao HaManeHa AUC ¢ 20,4% 3a aKTHBHHA OPTOXHAPOKCH METAbOIHT.
[ConeMu konruecTsa cok OT rpeindpyT (Haa 1,2 | AHEBHO B NpoaWDKEeHHUE HAa > AHM) noBHwiasat AUC Ha
atopsactatuH 2,5 nbT¥ U AUC Ha akTUBHUTE (aTOpBACTATHH K METa0OIHTH)

A O0la eKBHBAJICHTHA AKTUBHOCT HA aTOPBACTAaTHH

YBenuueHHeTo ce 0bo3HauaBa kato “1”, HaManeHUETO KaTo ““|”

OD = Beanbx AHEBHO; SD = eaMHuuHa A03a; BID = gea mbtu AHeBHO; TID = TpH mbTH aHeBHO; QID = yeTnpu

MbTH AHEBHO

Tabauua 2. EdekT Ha aTOpPBACTATHH BbpPXY PAPMAKOKHHETHKATA HA EAHOBPEMEHHO MPHJIAraHu
NEKAPCTBEHH I KTH

ATOpBacTaTHH H EaHoBpeMeHHO npuiaral ACKapCTBEH MPOAYKT

CXeMa Ha MprnaraHe _
Jlekapctaen npoaykr | [Npomana 8 AUC* ¥, ORI
(mg) GrS :




80 mg BeaHDBXK Hurokcud 0,25 mg 1 ]5-“/{: - ‘ [lauveHTHTE, |

AHeBHO 3a 10 KK BEAHDBXK AHEBHO, 20 AHH npHeMaLld AUrOKCHH,
| TpAOBa na ObaaT |
HabmoaasaHH no

-~ NOAXOAANL HATHH.

OpaneH KOHTpauenTye Hsama KoHKpeTHa
BEAHDBK AHEBHO, npenopbKa. |

—

40 mg BeaHBK
AHEBHO 3a 22 [HH

2 Meceua

-HOPETHCTEPOH 1 mg T28%

-eTHHUECTPAANON T 19%

35 MHKporpama
80 mg BeaHBXK *Penazon, 600 mg t 3% Hsama koHkpeTHa
AHEBHO 3a 15 AHU eAMHUYHA 1032 npenopbKa
10 mg BeanbK Do3zaMmnpeHaBup | 27% Hsama koHkpeTHa
AHEBHO 32 4 AHH 1 400 mg apa MuTH npenopbKa

AHEBHO, |14 AHH

& MannuTe, nageHn kato % MpoMsaHa, NPeACTaBAABAT Y pasiuka CIPAMO aTOPBACTATHH CAMOCTOATENHO (T.€.
(0% = 6e3 npoMaHa)

* EAHOBPEME&8HHOTO NPHAOKEHHE HA MHOMOKPATHH 103K ATOPBACTATHH M (PEHA3OH NOKa3sa MANbK HIH HHKAKXbB
3abenexnM edekt BpPXY KIUPBbHCA HA PeHa30H

YBennueHHeTo ce 0003HaYaBa KaTo “1”, HAMANEHHETO KaTo “|”

OD = peaubx AHeBHO, SD = eanduuHa g03a; BID = npa MyTH IHEBHO

4.6 @epTHAHTET, DPEMEHHOCT H KbpPMEHe
enu ¢ oemepooen nomenyuan
Kenure ¢ aerepoaeH noreHUHan TpadBa na U3non3saT NOAXOAALLH KOHTPALENTHBHHA MEPKH MO BpeMe

Ha leyeHUeTo (BXK. Touka 4.3).

bpemeHHoOCT

ATepockiiepo3ara € XpoHHYeH NpoLec H OOUKHOBEHO CHHPAHETO HA IMNHAONOHHKABALLUTE
JekapcTaa no Bpeme Ha OpemeHHocT OU TpAOBANO Aa OKa3Ba MANKO BIIUAHUE BbPXY OBJArOCPOYHUA
PHCK, CBBbP3aH ¢ MbPBHYHATA XHNEPXONECTEPOIEMHA.

Ko-Amopuc

Ko-ATopuC € NpoTHBONOKA3aH 10 BpeMe Ha OpemeHHOCT (Bx. Touka 4.3). Jluncear KIMHHYHH JaHHH
3a ynotpebara Ha Ko-ATtopuc no speme Ha OpemenHoct. Ko-ATopuc He Tpadsa na ce W3non3ea npu
XKEHH, KOUTO ca OpEMEHHM, KOHTO C€ ONMMUTBAT Aa 3abpeMeHesT WK NoA03HUparT, ue ca OpeMeHHH.
Jleuenneto ¢ Ko-ATopuc Tpsabea aa ce npeycTaHOBH MO BpeMe Ha OpeMeHHOCTTA HIIH JOKATO ce
MOTBBPAH, Y€ XKEeHATA HE € OpeMeHHa (BXK. Touka 4.3).

EnHoBpeMEHHOTO NPHAOKEHHE Ha e3¢THMHUO W aTOpBACcCTaTHH Npu OpEMEHHH MIBLXOBE NOKAa3Ba, ye
MMa CBBP3aHO C M3CIEBAHETO NOBULIEHHUE HA CKEIETHATA BAPHALIMA ,,HAMANEHA OCU(PHUKALMS HA
rPbAHUTE KOCTH™ B IPYNaTa ¢ BUCOKHU A03H e3eTUMUO/aTopracTaTHH. ToBa MOXe 1a € CBbP3aHo ¢
HabMoAaRaHOTO HAMANSABAHE HA TEJIECHOTO Terno Ha rnoaa. Ilpu Opementn 3ailuu ce Habmonaea
HHCKA 4€CTOTa Ha CKENETHH AedopManMK (CpacHaIM rPbAHHA KOCTH, CPACHATH ONALHH APEULUICHH H
ACUMETPHYHM BapHAaLIMH HA IPBAHUTE KOCTH).

Amopsacmamun
BesonacHocTTa Npu HpeMeHHM XKeHU He € ycTaHoseHa. He ca npoBexXaaHH KOHTPOJIHP
H3MHTBAHHUA C aTOPBACTATHH NMPH OpeMeHHH xkeHu. [lonyueHH ca peaku croblleHus
aHOMAaJIMH cnel BbTpemaroula excnosnuua Ha HMG-CoA peayxrazHu HHXHOUTOp 1 &
[IPY >)KHBOTHH MOKA3BAT PENPOAYKTHRHA TOKCHYHOCT (BXK. TOUKa 5.3). JleueHneTo HE IMSIKATHEE ,ﬁ
aTOPBACTATHH MOXE Aa HAMAIH QETATHHTE HUBA Ha MEBAJIOHAT, KOHTO € npexkypcop\y 8l W "’
Ha XoJecTepona. _ "',% |
/)




Ezemumuod

Jluncear KJIMHUYHK JaHHM 3a ynorpedara Ha €3eTHMHO 1o Bpeme Ha OpeMmeHHOCT. [lpoyuBaHusTa npu
’KHUBOTHH 3a ynorpedara Ha e3eTUMHO KaTO MOHOTEpanus He ca Jajii /10Ka3aTe/iCTBa 3a MNPEeKH Wi
KOCBEHH Bpe/IHH €(heKTH BbpXY OpeMEeHHOCTTa, EMOPHO(METAIHOTO pa3BUTHE, PaXK1AHETO WU
MOCTHATAIHOTO pa3BUTHE (B¥K. TOUKA 5.3).

KbpMmeHe

Ko-ATopuc e npoTHBOINOKAa3aH rno Bpeme Ha KbpMeHe. [lopaau noreHuurana 3a CepHo3HHU HEXKEIaHH
peakuuu, xxeHure, npuemaiuy Ko-Atopuc, He TpsaOBa na kbpmaAT aeua cu. [IpoyuBaHus BbpXy
J'bXOBE IMOKa3Bar, 4ye e3eTHMHO ce ekckpeTupa B kbpMmarta. [Ipy nabxoBe riasmeHuTe KOHLIEHTpaLUK
Ha aTOpBAaCTaTHH W HErOBUTE AKTUBHU META0OJIMTH ca NOJOOHHU Ha Te3u B MJAKOTO. He e u3BecTHO
71aJIH aKTUBHUTE KOMIOHEHTH Ha Ko-ATOpHC ce eKCKpeTHpaT B KbpMmara (Bx. Touka 4.3).

QOEepTUIHTET
He ca npoBexaHu npoyuBaHus BbpXy ¢depruaurera ¢ Ko-AtopHc.

Amopeacmamun
[Tpu npoyuBaHus MpH )KUBOTHH aTOPBACTATHH HAMA €(DEKT BbPXY MbXKKHSA WIIH KEHCKHUS (PEPTHIIHTET.

Ezemumud
EzeTumub Hama edekT BbpXY (PEpTHIMTETA HA MBIKKH HJIH JKEHCKH TUTHbXOBE.

4.7 EdexkTn BbpXy cnocoOHocTTa 32 10PHpaHe H padoTa ¢ MAIIHHH

Ko-ATopuc noBiusiBa npeHeOpexxuMo crnocoOHOCTTA 3a wodupaHe U padoTa ¢ MaliMHH. Bbnpeku
TOBa, NpH wodurpaHe wid padora ¢ MalMHU TPAOBA /1a ce UMa NPEIBH/, Y€ ca J0KIaABaHH C/ly4au Ha
3aMauBaHe.

4.8 HexeaHH JIEKAPCTBEHH pPeaKIHH

Pe3iome Ha npoduia Ha Be30nacHOCT
EzeTumub/aTopBacTaTUH (MM €1HOBPEMEHHOTO MPHJIOKEHHE HA €3eTUMHUO U aTOpPBACTATHH,
€KBHBAJIEHTHO Ha €3eTUMMMUO/aTOpBACTAaTHH) € OLeHEHO 3a Oe3onacHocT rnpu noseye ot 2 400
MNaUMeHTH B 7 KJIMHUYHHU M3MUTBAHUSA.

TabGauyeH CNUCHK HA HEXKEJIAHUTE JIEKAPCTBEHU peaKLUu

Hexenanure peakuuu, HabM0AaBaHU B KJIMHWYHHK MPOYYBAHUA Ha €3eTUMHO/aTopBacTaTHH (Mu
€IHOBPEMEHHO MPHJIOKEHHE HA €3€TUMHUO W aTOPBACTAaTHH, EKBMBAJICHTEH Ha
€3eTUMHO/aTOPBACTATHH) WJIK €3€TUMHO WJIM aTOPBACTATHH, HJIK CHOOLLIEHH OT NMOCTMAapKETHHIOBaTa
ynorpeda Ha e3eTUMUO/aTopBacTaTHH WK €3eTUMMUO UIIM aTOpBAcTaTHH, ca u3dpoeHu B Tabnuua 3.
Te3u peakuum ca npeAacTaBeHH Mo CUCTEMO-OPraHHH KJ1IaCOBE M MO yecToTa. Hecrorara Ha peakuMuTe
ce ornpeneis rno cieaHus HauuH: MHOro yectu (>1/10); yectu >1/100, <1/10); Heuectu (=1/1 000,
<1/100); peaku (=1/10 000, <1/1 000); mHoro peaku (<1/10 000); u ¢ Heu3BecTHA yecTOTa (OT
HAJIMYHUTE 1aHHW HE MOJXKE /1a Obae HanpaBeHa OUEHKa).

Tabauua 3. Hexxenanu peakumu

Uudexunu u nudecTannn

HeuecTu rpHvn

C Heu3BecTHa 4ecToTa Ha30()apHUHIHT
HapymieHHs HAa KPbBTA H JIHM(HATA CHCTEMA

C Heu3BecTHa 4ecToTa TPOMOOLIMTOMNEHHS




HHE}’II]EHHE HA HMYHHATA CHCTEMA

C Heu3BecTHA 4YECTOTA

PCAKLHH Ha CBPBXHYBCTBHTEC/IHOCT, BKJIOHUHATEIHO
EIHEICIJHJI&KCHH, dHIT'HOCIAEM, 06PHB H YPTHKApHA

HHEyIIIEHHSI Ha MeTA0O0IH3MA H XPaHCHETO

C Heu3BeCTHA YECTOTA

HAMAJICH ANCTHT, aHOPECKCHA, XHITCPIrITHKCMHA,
XHIOTJTTHKEMHA

IHcuxuuHn HEpYUIeHHN

Heuectu

ACTIPCCHA, 66301:-HH€'; HapyYLICHHC HA CBHA

C Heu3BeCTHA YecToTa

KOLlIMapH

Hap_ymemm HA HEPBHATA CHCTEMA

HeuecTu

3aMarBaHe; NUCTeY3Hs; r1aBobosHe; NapecTe3us

C HeM3BeCTHA YeCTOTA

XUIOECTE3HSA;, AMHE3UA; nepu(epHA HEBPOINATHA;
MHACTEHHA rpaBHC

 3puTenHH HApYWEHHA

C HeH3BEeCTHA YecToTa

3aMbIACHO 3PEHHE; 3PUTEIHH HAPYLLICHHA; OYHA
MHACTECHHSA

HapymeHHs Ha YXOTO H JIAOHPHHTA

C HeHn3BecTHA 4YecToTa

LYM B YILUHTE, 331"}’63 Ha CJlyXxa

ChepaeyHn HApyWIEeHHS

HeuectH CHHYCOBa Dpanukapams
CowaoBn HApYIICHHA
HeuecTy rOpELIH BbJIHH

C "HeH3IBeCTHA YecToTa

XHIICPTOHHA

PecnupaTopHH, rPbAHA H MEIHACTHHAIHH HAPYWEHAS

HeuecTH

AHCITHCH

C Hen3BecCTHA 4YeCToTa

KauLKua; dbapuHronapuHreanta 60o1ka; enHCTaKCHC

CroMamBno-4peBHH HAPYIIECHHS

YecTH

Anapni

HeuecTn

KOpEMEH AMCKOM(pOpPT; NoayBaHe HA KopeMa; Oonka B
Kopema; 060/1ka B A0JIHATA 4ACT Ha Kopema; 0onka B
ropHaTa 4YacT Ha KOPEMa; 3aMeK; AUCTIENICHSE;
METEOPHU3IBM; HYECTH HW3IXOKAAHUA; raCTPUT; ragcHe;
CTOMALIEH AHCKOMPOPT

C HeH3BECTHA YecToTa

NaHKpeaTHT; ractpo-e¢3odareanta pedaykcHa donecr;
OpHrBaHe; NOBpbLIaKe; CyX0Ta B ycTaTa

XenaroOHNIHAPHH HAPYICHHA

C "HeH3BECTHA YECcTOoTAa

XENaTHT, XONIE/IUTHA3A, XONELUCTHT, XoaecTasa;
anTaJma H Heq)a'ram-la qepﬂonpoﬁua HEeAOCTATBYHOCT

HaEyllIEHllil HA KOKATA H NOAKOKHATA ThKAH

HeyecTH

aKHE, YPTHKAPHS

C Heu3BECTHa YecToTa

anoneLMs; KoxKeH 0OpHB; NPYpPUTYC; epuTemMa
MYITUGOpPME; AHTHOHEBPOTHUYEH OTOK; Dyn03eH
ACPMAaTUT, BKAIOYMTEIHO EpHTEMA MyTTHHOPME,
CHHAPOM Ha Stevens-Johnson v TOKCHYHA
enyiepMalHa HEKpOJIH3a

Hap_ymeuna HA MYCKY/THO-CKEJIETHATA CHCTCMA H CHEAHHHETECIHATA ThKAH

YecTH

HeudecTu

MHaJIrHus _,
apTpanrus; Gonku B rbpba; MycKyaHa yyopa;
MYCKYJIHH C1a3MH; MYCKY.JHa cnabocT;(f
KpaHHHLIUTE




C Hex3BeCTHA 4ECTOTA MHOnNaTHA/pabaoMHONN3A; MYCKYJTHA PYNTYpa;
TEHAWHONATHA, MOHAKOra yCil0KHEHA OT pa3KbCBaHE,
O00nKa BbB BpaTa; NOAYBAaHE Ha CTABUTE, MUO3UT;
aynyc-noaodbeH CHHAPOM; HMYHOMEQUHpaHa
HEKPOTH3HpPALLla MHONATHA (BXK. Touka 4.4)

HHEYIIIBIHHI HA BLINPOHIBOAHTE/IHATA CHCTEMA H I'BPAHTC

C Hen3BeCTHA 4YeCTOTa rMHEKOMACTHA

O0un Hapymenns B ¢PeKTH HA MACTOTO HA MPHJICKEHHE

HeuecTy acTEHHA; yMOpa; HEPA3NONOXKEHHE, OTOK

C Heu3BeCcTHA 4YecTOoTa OonKa B rbpANTE; oonka; nepuq:epeu OTOK; IHPEKCHS
HicnhenBanns

Heuecty MOBULIEHW HUBA Ha aNaHWH aMUHOTpaHCc(epasa

(ALT) w/unu acnaprat amuaorpaHchepasza (AST);,
MOBHLIEHA ankanHa ¢ocdarasa; noBHIIEHA
kpeatuHpocPhoknHaza (CPK) B KpbBTa; NOBHLIEHA
rama-rnyramMunTpancdepasa; noBHileHH
4YEPHOAPODOHH €H3UMHM; OTKIIOHEHHUA B YepHOAPOOHHU
¢YHKLUHOHATHH NMOKA3aTE/IH; MOBHLLEHO TErNIO

C Hed3BecTHa YeCTOoTa MOJIOKHTENHH PE3YNTATH 3a O€/H KPbBHH KIIETKH B
ypHHaTa

JlabopaTopHH CTORHOCTH

B KOHTPONIHpPaHH KNHHHYHK W3NHTBaHUS, YECTOTATA HA KITHHHYHO 3HAYHMH NOBHLIEHHS Ha
cepymMHuTe TpaHcamudaszk (ALT w/unu AST >3 nbTu ropHa rpaHdua Ha HopMara, NnoclieA0BaTeNHO) €
0,6% npH NaUMeHTH, JIEKYBaHH C e3eTHMHO/aTopBacTaTHH. Te3H NOBHLIEHHA OOUKHOBEHO Ca
ACHMNTOMATHYHH, HE Ca CBBP3aHH C XO0JecTa’a H C€ BPBLAT KbM H3XOAHOTO HUBO CNIOHTAHHO WITH
Clel NPeyCTAaHOBABAHE HA NeYeHHeTO (B, TouKa 4.4).

CpobuiaBar ce CICAHUTE HEXKENAHH CHOUTHA C HAKOH CTATHHH:

- ceKcyanHa AUChYHKUHNA

- B H3KJIIOYHTENHH ClIy4YaHn, MHTEPCTHLUHAIHA DenoapobHa Bonect, 0coOEHO NPH ABICOCPOHHO
jneyeHue (Bx. Touka 4.4)

- 3axapeH A4aleT: YecToTaTa 3aBHCH OT HAIMMHMETO WIIH OTCBCTBUETO HA PUCKOBHU QaKTOpH
(kpbBHa 3axap Ha rnaaHo > 5,6 mmol/l, HTM> 30 kg/m’, noBHILEHH TPHIAHLEPHIH, aHAMHe3a
32 XUNEPTOHUA).

CnolOulaBaHe Ha NOAO3UPAHH HeXKeJIaHH peaKUu1K

CrolliiaBaHeTO Ha NOAO3HPAHK HEXENAHH PeakUMH Cnel pa3peliaBaHe 3a ynorpeda Ha NeKapcTBEHHS
NPOAYKT € BaxHO. TORA NO3BOJABA Aa MPOALDKH HaDMIOAEHUETO HA CLOTHOLLIEHHETO NO3a/PUCK 3a
neKapcTBeHHA NpoayKT. OT MEAMUMHCKHTE CNELHANUCTYH C€ H3UCKBA a ChoOl1IaBaT BCAKA
MOJ03HpaHa HEXeNaHa peakuus ypes:

HanbanuTenHa areHuMs no aAeKapcTeara

yn. ,,Jdaman ['pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417

yeOcaiT: www.bda.bg

4.9 Ilpeao3upane

Ko-ATopHc
B cayuait Ha npeao3upaHe, Aa ¢e 3an0o4He CUHMITOMaTHYHO H MOAABbPXKALLO NeueHHe. T
W3BBLPLUAT U3CJIEABAHUA Ha YepHOApPOOHATa PYHKLMA U 1A CE MPOCIeasBaT CEPyMHHTE

E3zetumud
B xIHHHYHK NpOY4YBaHUS NPUAOKEHHETO Ha e3eTUMUO 50 mg/aeH npu 15 3apaBu nnua




14 nuu wnn 40 mg/nen Ha 18 nauneHTH ¢ NbPBHYHA XUIEPIUNKHAEMHA 32 NEpHOoA A0 56 OAHH, KaTo
ussio ce noHaca Aobpe. CroluEeHH ca HAKOIKO Ciyyas Ha Mpeao3HpaHe; MOBEYETO HE Ca CBbP3aHHU C
HeXkenaHH peaklni. CbollueHnTe HeXenaHH peakLiUH He ca OWITH CepHO3HH. [IpH KHBOTHH He €
Ha01I0AaBaAHA TOKCHUYHOCT ¢/iel eAHOKpaTHH nepopaibu Ao3u oT 5 000 mg/kg ezeTumud npu nabxose
u muiiku ¥ 3 000 mg/kg npu kyuera.

ATOpBacCTaTHH
[TopanM eKCTEH3UBHOTO CBBLP3BAHE HA aTOPBACTATHH C I1a3MEHHUTE NMPOTEHHH, HE CC OMaKBa

XeMoauvanusara 3Ha4HTCNHO Aa MNOBHIUH KJIHPBHCA HA ATOPBACTATHH.

5, @OAPMAKOJIOrHYHHU CBOMCTBA

5.1 PapmakoiHHAMHYHH CBOHCTBA

MdapmakoTepaneBTHYHA rpyna: JinnnpomoandyuMpaluy cpeactsa, KOMOMHaUMK OT pa3IM4YHH
nunuaomoauduumpauiu cpeacrsa, ATC koa: C10BAOS.

E3zeTHMuO/aTOpBacTATHH € JIMMAAONOHUKABALL NPOAYKT, KOKTO CEICKTHBHO HHXHOHMpa upeBHaTa
abcopOLMa Ha XONecTepos U CBbP3aHHUTE C HEro PacTUTENHH CTEPONU H HHXHOKMpa eHAOreHHUs

CHHTE3 HA XONECTEepolt.

MexaHH3bM Ha IEKRCTBHE

Ezemumub/amopsacmarmun

[lnazMeHHAT XOecTeEPO € NPOAYKT Ha yUpeBHA abcopOLHA H €HIOreHEH CHHTES.
Ezerumnb/aTopBacTaTiH ChabpKa €3€TUMHO M ATOPBACTATHH, ABE JIMITHIONOHHKABALLN CHEAHHEHHS
¢ JOMBJIBALILH CE€ MEXaAaHU3MH Ha aAcicTBre. Ezerumub/aTopBacTaTUH HaMansaBa NOBHILEHKS 00U
xonecteposn, LDL-C, anonunonporenH B (Apo B), tpurnnuepuante (TG) n xonecrepona na
JHMONPOTEHHUTE C HE-BUCOKA MIBTHOCT (He-HDL-C) u noBuLLaBa Xo/iecTepona Ha JIMMONPOTEHHH C
sHcoka mabTHOCT { HDL-C) upes neoiHo nHxubupare Ha abcopbOUMATA U CHHTE3a Ha XOJNECTEPO.

Ezemumub

EzernMnb nHxnOunpa upesHara abcopOums Ha xonecrepona. E3eTHMHO e nepopanHo akTHUBEH H HMa
MEXaHHM3bM HA AEUCTBUE, KOHTO Ce pasziuyaBa OT APYrH KNaCcOBe CbeAHHEHHA, HAMAIABALUH
XonecTeposa (Hanp. CTAaTHHH, CEKBECTPAHTH HA AUTbYHHU KMCEIMHHU [CMOMH], NPOU3BOAHH Ha
¢uGpHHOBA KHCENIHHA H PACTHTENIHH CTaHONH). Ha MonekynapHO HHBO uenTa Ha €3eTHMHO €
creponosua Tpancnoprep Niemann-Pick Cl-Like 1 (NPCIL1), koliTo e oTroBOpeH 3a UpeBHOTO
YCBOSIBAHE HA XOJIECTEPON U PUTOCTEPONKTE.

EzeTumub ce jlokanu3Mpa B NOKPHTATA ¢ BIIACHHKHM MPAHUL{A HA TbHKUTE YepBa U HHXHOHpa
abcopOuHATa Ha XONECTEPON, KOETO BOAM A0 HAMANSBAHE HA AOCTABAHETO HA UPEBHUA XONECTEPON B
YyepHHA Apo0; CTaTHHUTE HAMAJIABAT CHHTE3a Ha XOJIECTEPOJI B YEPHHUA ApOO M 3a€AHO TE3H OTAE/IHH
MEXAHHU3MH OCUTYPSBAT AOMBAHUTENHO HaMaNABaHe Ha XoJsecTeposa. B 4ByceAMHYHO KIHHHYHO
npoyuBaHe npu 18 nauveHTH ¢ Xunepxonecteponemms, e3eTHMUO HHXHOHpa upeBHaTa abcopbuus Ha
xonectepon ¢ 54%, B cpaBHeHue ¢ miauebo.

[lposencHH ca cepus OT NPeAKIHHUYHH NPOYYBAHHKA 34 ONPEAENAHE HA CENEKTHBHOCTTA HA €3eTHMHUO
3a HHXuOHupaHe Ha abcopbumaTa Ha xonecTepon. Ezetumub HHxuGupa abcopbumuata Ha [ CJ-

xonectepon 6e3 1a nosAUsBa a6copOLMATA HA TPUFNHLIEPHAH, MACTHH KHCETHHH, ¥TbYHH KHCETHHH,
MPOrecTePOH, ETHHHA €CTPAAHON MM MACTHOPA3TBOPHMH BHTAaMHUHH A U D. '

Amopeacmamun

ATOpBAacCTaTHH € cenekTHBeH, KOHKypeHTeH HHXHOUuTOp Ha HMG-CoA penykrasara,
OrpaHy4aBalll CKOpOCTTa, OTFTOBOPEH 3a NMPEBPBLUAHETO HA 3-XHAPOKCH-3-METHI-I
A B MEBANOHAT, NMPEKYPCOP HA CTCPONIUTE, BKJIIOUUTENHO XonecTepon. Tpurnvuepua
XONECTEPOABT B YepHUSA Apod ce BKIIOYBAT B JIMIONPOTEHHHTE ¢ MHOIMO HUCKA IUTBTHO




OCBOOOXKAABAT B M1a3MaTa 3a NOCTaBAHE N0 NEPHGPEPHHUTE ThKAHH. JIMNONPOTEHHBT C HUCKA
nasTHOCT (LDL) ce o6pa3ysa ot VLDL u ce katabosin3npa OCHOBHO 4pe3 peLenTtopa ¢ BUCOK
adpuunTeT kbm LDL (LDL peuenTop).

ATOpBaCTATHH NOHWKABA CEPYMHHUTE KOHUEHTPALHH Ha MJIA3MEHHUA XOJIECTEPOJI H JIMNONPOTEUHHUTE
ype3 uHxubupaHe Ha HMG-CoA peaykrasara M BocieACTBHE OMOCHHTE3aTA Ha XONeCTeposna B
yepHus Apod K yBenuqasa Opos Ha yepHoapoduuTe LDL peuenTtopu Ha ki1eThuHaTa MOBBPXHOCT 3a
NOoBHIIEHO YCBOsABaHE U katabonu3bsMm Ha LDL.

ATtopBacTaTyH Hamaiasa npoussoacTBoTo Ha LDL n 6pos Ha LDL yacTuumTe. ATopsactaTtuy Boau
10 ABAOOKO H YCTOMUMBO NoBUlliaBaHE HA akTHBHOCTTA Ha LDL peuentopure, chueTaHo ¢
OJ1aronpUATHA MPOMSHA B KaYeCTBOTO Ha Lpkynupaumute LDL vactvun. ATopBactaTuH € eexTuBeH
32 HamanasaHe Ha LDL-C npy naumeHTH ¢ XOMO34roTHa (paMiiHa XHNIEPXOJIECTEPOSIEMHA,
Nofyjauus, KOSTO OOMKHOBEHO HE CE NMOBIHABA OT AUNHUAOCNOHHKABAIIUHK IEKAPCTBEHH NPOAYKTH.

Jloka3aHo €, Ye aTOpBacTaTHH HAMANIABA KOHLUEHTpaUHHTE Ha 06wuna xonectepon (30% - 46%), LDL-
xonecrtepona (41% - 61%), anonunonporenn B (34% - 50%) u tpurnuuepunure (14% - 33%), karto
ChLUEBPEMEHHO BOAH A0 nNpomeHauBo yBenudeHne Ha HDL-C u anonunonporent Al B npoy4BaHe 3a
33aBUCHMOCTTA MEXAY 1033 H OTroBOp. Te3H pe3y/TaTH ¢a NOTBbPACHH U NPH NALMEHTH C
XETEPO3UroTHa HaMWIHA XMIIEpXonecTeponemus, HepaMuiIHK GOPMH Ha XUNEPXOIECTEPONEMHA K
CMECEHA XMIIEPITHMUAEMHSA, BKTIOMHTENHO NALUHEHTH ¢ HEMHCYNTHHO3aBHCHM 3axapeH quaber.

KiiunuuHa edukacHOCT ¥ 0€30NMacHOCT

B KOHTpONHpaHH KIHHAYHYA U3NHTBAHHA €3eTUMHO/aTOPBACTATHH 3HAYHTEIHO HAMAIABA OOLUMS
xonectepon, LDL-xonectepona, Apo B n tpurnnuepuaure 4 noevuwasa HDL-xonecrepona npu
NaLHEHTH C XHNEPXOAECTEPONEMHUS.

IInpeuuna xunepxoaecmeponremus

B nnaue6Go-KOHTpONHUpaHO W3NUTBAHE 628 mauMeHTH C XHNEpIHNKHAEMHS Ca paHIOMH3HPAHH aa
nony4asaT niauebo, ezetTumud (10 mg), atopeacratud (10 mg, 20 mg, 40 mg unu 80 mg) nnu
eTHOBPEMEHHO MPUJAraHu €3eTUMHUO ¥ aTOpBAaCTaTHH, CKBHBAJICHTHH Ha €3eTUMHUO/aTOpBACTaTHH
(10 mg/10 mg, 10 mg/20 mg, 10 mg/40 mg n 10 mg/80 mg) B npoabmkeHHe Ha o 12 ceaMHLH.

[MauueHTHTE, NOAYyHaBaLLK €3eTHMUO/aTOPBACTATUH BbB BCAKA OT PA3JIMUHUTE A030BH GOpMH, ca
CPaBHEHH C TE3M, NOAYYaBAlLLLH BCAKA OT padjiIMUHWTE 003H atopBacTaTHH. Ezetumub/aTopBacTaTuH €
noHuwxwn obuika xonecrepon, LDL-xonecrepona, Apo B, tpurnuuepuaa u He-HDL-xonecrepona u e
nouiiua HDL-xonectepona 3HaYHUTENHO NOBEYE OT aTOPBACTATHH, MPHIIOKEH CAMOCTOATENHO (BXK.
tabauvua 4.).

Tabnuua 4. Otrosop Ha €3€THMHO/aTOPBACTATHH NPH NAUHEHTH C MbPBUYHA XUNEPIHNHIEMHUSA
(VcpeaHeH? MpoLEHT NPOMSIHA OT W3XOAHO HUBO Ge3 neyeHne® Ha 12-Ta ceamuia)

Ji

eetne (1HeBHa 103) N Obus LDL-C AnoB TG* HDL-C HeHDL-C
X0J1ecTepon

O0061eHH naHHH (BCHYKH 003U

e3eTHMUG/aTOPBacTaTHH)® 255 -41] -56 -45 -33 +7 -52

O600111eHY NaHHN (BCHYKH AO3H

ATOPBACTATHH)® 248 32 -44 -36 -24

E3eTnmub 10 mg 65 -14 -20 -15 -5

Inaunebo 60 +4 +4 +3 -6

Ezerumub/aTopBacTaTHH B 0034

10 mg/10 mg 65  -38 -53 -43 -31

10 mg/20 mg 62 -39 -54 .44 -30




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

10 mg/80 mg 63 -46 -61 -50 -40 +7 -58
ATOpBacTaTHH B 103a

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 -31

23a TpUrAHLEpPUANTE, yepeaHeH % npomsaHa CnpaMoO H3XOAHOTO HHUBO

® U3xoaHO HUBO - €3 THNMWAONOHHXXaBAalll JIEKAPCTBEH NPOAYKT

* [1pu 06001teHuTe naHHK e3eTumub/aTopeactaTiH (10 mg/10 mg - 10 mg/80 mg) 3HauuTeHO
Hamanseat o01Ha xonecrepon, LDL-xonecrepona, Apo B, tpurnuuepuaure, ne-HDL-xonectepona 1
sHaynTenHO nosriuaBat HDL-xonectepona B cpaBHeHHe ¢ 06001IeHHTE NaHHH 338 BCHYKH A03H
atopsactaTvH (10 mg - 80 mg)

B kOHTpOMHpaHO Npoy4BaHe, THTPHpPaHe Ha aTOPBACTATHH, CPaBHEHO ¢ BoDaBsaHE Ha €3eTUMHO KbM
aTOPBACTATHH, NPH NalueHTH ¢ xunepxonecreponeMus (Titration of Atorvastatin vs Ezetimibe Add-
On to Atorvastatin in Patients with Hypercholesterolaemia, TEMPQO), 184 naunentv ¢ Huso Ha LDL-
C > 2,6 mmol/l u €4,1 mmol/l u ¢ ymepeno Bucok puck 3a UbBC, nonyyaeanu aropsactatux 20 mg 3a
MHHHMYM 4 ceaAMHLM Npead paHOIOMH3HpaHeTo. [lauHeHTHUTE, KOMTO HE Ca NOCTHIHANH HHUBO Ha
LDL- C <2,6 mmol/l, ca panaoMH3npaHu na noay4yaBaT WIH €1HOBPEMEHHO NpHIaraHy €3eTHMMO u
aTopBacTaTHH (€KBUBAICHT Ha e3eTuMuO/aropeacTaThH 10 mg /20 mg) unu aropsacraTtH 40 mg 3a 6
CEAMHUH.

Ezetumub/aropeactatni 10 mg/20 mg e 3Ha4YnTENHO No-e(exKTHBEH OT YIBOABAHETO HA 103aTa Ha
atropsacTaTvH A0 40 mg 3a noNMbIHUTENHO HaManaBaHe Ha oOwmg xonectepod (-20% crpamo -7%),
LDL-xonectepona (-31% cnpamo -11% ), Apo B (-21% cnpamo -8%) v ve- -HDL-C (-27% cnpamo -
10%). Pesyntatute 3a HDL-C 1 TG mexay aABeTe rpyny Ha NedeHHe He ce€ pazinuaBaT 3HaUHTEJTHO.
Oceed TOBa, 3HAYWTEIIHO NMOBEYE NalMEHTH, Nony4asaluK eseTimub/atopsactatii 10 mg/20 mg, ca
nocTurHany LDL-C < 2,6 mmol/l B cpaBHeHHe ¢ Te3H, nonyuasauuu aropsactatuH 40 mg, 84% cpewy

49%.

B KOHTPOIHPAHO H3NHTBAHE, €3€TUMHUO IIOC aTOPBACTATHH CAPAMO TUTPUPAHE HA ATOPBACTATHH 32
NOCTUraHe Ha no-HUCKH uenu 3a LDL-C npu nauneHnTH ¢ xunepxonecreponemus ( The Ezetimibe Plus
Atorvastatin vs Atorvastatin Titration in Achieving Lower LDL-C Targets in Hypercholesterolaemic
Patients, EZ-PATH), 556 nauyeHTH ¢ BUCOK CBHPACYHOCHAOB pUCK ¢ HHBO Ha LDL-C > 1,8 mmol/l u <
4,1 mmol/l ca nonyuapanu aropeacratud 40 mg 3a MUHUMYM 4 CeAMUUMH MpeaH PAHAOMH3IHPAHETO.
[MauuenTHTE, KOKWTO HE NOcTHrHanKu HWBO Ha LDL-C < [,8 mmol/l, ca pannoMu3HpaHu Aa nony4dasar
HJIM €IHOBPEMEHHO NMPHEMaHH e3eTUMUO M aTOpBacTaTHH (€KBMBAIEHT Ha €3€TUMHUO/aTOPBACTATHH

10 mg /40 mg) unu aropeactatiH 80 mg 3a 6 ceaMHULH.

EzetumutG/aTopsactatud |0 mg/40 mg e 3HauuTENHO NO-eEKTHBEH OT YABOABAHETO HA 103aTa Ha
aTopsacTaTHH A0 80 mg 3a JOMBLIHHUTENHO HaManaBaHe Ha oOwWHUa xonectepon (-17% cnipamo -7%),
LDL-xonectepona (-27% cnpamo -11%), Apo B (-18% cnpamo -8%), TG (-12% cnpsamo -6%) u He-
HDL-C (-23% cnpamo -9%). PeaynTtatuTe 3a HDL-C Mexxay aAsere TepaneBTUUHH MPYNHU HE CE
pa3nH4aBaT 3HaUMTENHO. OCBEH TOBA 3HAYHTEJTHO NOBEUE NALMEHTH OT rpynara, nojayyapaiiy
ezetumub/aropeacratud 10 mg/40 mg, ca nocturvanu LDL-C < 1,8 mmol/l B cpaBHeHue ¢ Te3u,
noiyuvasailiy atoppactaTid 80 mg, 74% cpewy 32%.

B mnauefo-koHTponupano, 8-ceaMHyHO npoyuBaHe, 308 nauueHTH ¢ XHNEPXONECTEPO
MNONy4aBaill aTOPBACTATHH M KOUTO HE ca OOCTHrHaIH uenta 3a LDL-C na HaunoHan
3a 00yueHue 3a xonecrepona (National Cholesterol Education Program, NCEP) (uen
Oa3zupana Ha u3xoaHua LDL-C u puckousa ctaryc 3a UbC), ca panaoMu3upany aa n
ezetiMHO 10 mg, uaun nnauedo, 8 AOMBAHEHHE KbM TEKYIATA UM TEPANMA ¢ aTOPBACT
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Cpen nauMeHTHTE, KOHTO HE ca AocTHrHanH uenta 3a LDL-C npy W3xoaHo HUBO (-—83
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MoBeYe MALUEHTH, NMOTY4aBallH e3eTUMHO, NpHiaraH €eQHOBPEMEHHO ¢ aTOPBACTaTHH, Ca NOCTHUIHaNH
nenta cu 3a LDL-C B cpaBHeHHe ¢ nauueHTHTE, nosyyaBauy nnauedo, npunaraHo €JHOBPEMEHHO ¢
aropBacTaTHH, 67% cpewy 19%. EzeTuMu0, 1obaseH KbM TEpanHATa C aTOPBACTATHH, NIOHH)KABa
LDL-C 3nauuTenHo nosede oT maauebo, 106aBeHO KbM TEpanuaTa ¢ aropBacTatii, 25% cpeuty 4%.
Ezetumub, no6aseH KbM TepannuaTa ¢ aTOPBACTATHH, CbLLO 3HAYMTEIHO MOHUKABA 001U
xostectepos, Apo B u TG B cpaBHeHHe ¢ miauebo, 100aBEHO KbM TEpanuaTa C aTOPBaCTATHH.

B xoHTponupaHo, 12-ceamMuuHo, ABy¢a3Ho npoyusakne, | 539 nauMeHTH ¢ BUCOK CHPACUHOCHAOB
pHck, ¢ HMBo Ha L.LDL-C mexay 2,6 u 4,1 mmol/l, npuematiin atopBactatiH 10 mg qHeBHO, ca
PaHAOMH3UPAHY Ja NoAyuasar: atopsactatdH 20 mg, po3ysacratuH 10 mg nny
ezetumud/atoppactaTud 10 mg/10 mg. Cnea 6 ceaMuuHo neuenue (dasza I), nauneHTHTE, NpUEMALLH
atopsacTaThH 20 mg, KOMTO He ca ycnenau Aa nocTHrHar HUso Ha LDL-C < 2,6 mmol/l, ca npemunany
WM Ha aTopsacTtaTuH 40 mg, unu Ha eserumub/aropsactatud 10 mg/20 mg 3a 6 ceamuuu (dasa ) n
noA00HH NauWeHTH, NpHeMallid po3yBacTaTHH 10 mg no Bpeme Ha ¢a3za |, ca npeMrHanH HNH Ha
po3yBacTaTHH 20 mg, nnu Ha e3etumub/atopsactatuH 10 mg /20 mg. Hamanasaneto Ha LDL-C u
CPaBHEHHETO MexX/y rpynara Ha €3eTHMHO/aTOpBACTaTHH H APYrH H3CHCABAHH TEPANEBTHYHH IPyNH
ca mokasaHH B Tabnuvua 5.

Ta6auua 5. Orroeop Ha TepanuaTa ¢ eeTUMHO/aTopBacTaTHH* NpU BHCOKOPUCKOBY MALIMEHTH ¢ HHUBO
Ha LDL-C mexay 2.6 1 4,1 mmol/l u Ha Tepanusa ¢ aTroppacTaTHH 10 mg AHEBHO MPH U3XOAHO HHBO

Jleuenne N lpoueHTHA NPOMRHE OT H3X0NHOTO HHBO'
06y LDL-C Anob TG+ HDL-C He-HDL-
XOJIECTEPO] C
Pa3a l
[lpemuHaBaHe oT atopBacTaTHH 10 mg
Ezetumud/aTopsactaTuH 120 -13,5 -22.2 -11,3 -60 +0,6 -18,3
10 mg/10 mg
AtopsactaThH 20 mg 480 -6,4% -9,58  -6,0 -39 -1,1 -8,1°

Posyeactatud 10 m 939 -7,78 -13,08  -6,9 -1,1  +1,1 -10,6°

@da3za Il
[lpemMunaraHe ot aropsactatid 20 mg
EzeTumub/aTopsacTaTtuH 124 -10,7 -17.4 9.8 -59 +0)7 -15,1
10 mg /20 mg
ATopsactatid 40 m i24 -3,8° -6,9° -54 3,1 +1.7 -5,8°
[IpemMuHaBaHe oT po3yeactatud 10 mg
E3zerumub/aTopsactaTuH 231 -11,8 -17,1 -11,9 -10,2  +0,1 -16,2
10 mg /20 mg
Posysactatun 20 mg 205 -4,5° -7,5% 4,17 328 408 -6,47
* EnnospeMeHHO NpunaraH €3¢ THMHO W aTOpBACTaTHH, EKBHBAICHTEH Ha e3eTHMuUb/aTopsacTaTHH 10 mg
/10 mg wim ezerumud/aropsactatud 10 mg /20 mg
' M-QOuenku (/6a3upanu Ha Metoaa Ha Huber; 95% C1 n p-CTORHOCT ¢a nosiyuyeHn upes H3noI3BaHe Ha
cTabuneH perpeCHOHEH MOAEN € YCNIOBHA 33 ICYEHHE H U3XOAHO HUBO)
: CpeaHuTe reoOMETPHYHHU MPOLEHTHH MPOMEHH CPAMO U3XOAHOTO HHBO HA TG OsAxa HW3YKCIEHYU Ha

0azara Ha oOpaTHa TpaHcoOpMaUns Ype3 eKCNOHeHUNpaHe Ha 0azupaHUTe Ha MOaE1A CPEXHH CTORHOCTH Ha
Haii-Mankua kBaapat (LS) v H3pa3eHH kaTo (CpeaHoreoMeTpryHa CToRHOCT — 1), ymHOkeHa no 100

3 p<0,001 cnpamo ezetumnb/aropBactatvH 10 mg/10 mg

p<0,01 cnpamo ezeTnmub/atopsactatiH 10 mg/10 mg

p<0,05 cnpamo e3zetumub/atopsactatus 10 mg/10 mg

p<0,001 cnpamo ezetumub/aropsactatuH 10 mg/20 mg

1
4
b
B p<0,05 cnpamo esetumub/aropeactatux 10 mg/20 mg

Tabnuua 5 He cbABPIKA JAHHH, CPABHABAILK €(PEKTHTE HA e3eTUMHUO/aTopRracTaTHH | §
10 mg/20 mg ¢ 103K, NO-BUCOKU OT aTopBacTaTuH 40 mg Win posyeacTaTHH 20 mg

B nnauebo-KOHTPONMHpaHO H3NWTBAHE 32 HAMANIABAHE HA MUOKAPAHATA HCXEMHH C ¢
noHWKaBaHe Ha xonecrepona (the Myocardial Ischaemia Reduction with Aggressive



Lowering, MIRACL), naumueHTH ¢ ocThp KOpOHapeH CHHApOM (MuokapaeH uHpapkT 6e3 Q-sbiHa
WK HecTabWIHA CTEHOKapAHd) ca paHIOMHM3UPAHH Ja nony4asaT aropsactaTiH 80 mg/aex

(n = 1 538) nnu nnaueSo (n = 1 548). JleueHueTo € 3anouHaNO NO BpEME Ha OCTpaTa ¢da3a cien
npueMaHe B GOTHHLA H € NpoAWDKKHIO 16 ceamuuu. AtopBactatiH 80 mg/nex ocurypssa 16%

(p = 0,048) HamaneHue Ha pUCKa OT kKOMOMHHMpaHaTa NbpBHYHA KpaHHa TO4YKA: CMBPT NOpanAy KakBaTo
W J1a € MpHuYHHA, HedaTaneH UH(pAPKT HA MHOKapaa, pEaHHMHPAaH ChpACUYEH apecT HAH aHrHHa
MEKTOPHC C JaHHHU 32 MUOKApAHa HCXEMHS, HIMCKBALLMY XOCMHUTAIM3aLHA. TOBa C€ ABJIXKH MMABHO HA
26% HamaneHue Ha NOBTOPHATA XOCMHTANH3aUMS 3a aHMTHHA NEKTOPUC C AAHHH 382 MHOKapAHa

ucxemua (p = 0,018).

Ko-ATtopuc ¢chabpka aTropeacTaTiH. B niauebo-KOHTPONMpaHO NpoyUuBaHe, aHr0-CKaHAWHABCKO
H3NHMTBAHE 38 ChPACYHOCHAOBH ycoxxHeHHs (Anglo-Scandinavian Cardiac Outcomes Trial Lipid-
Lowering Arm, ASCOT-LLA), edekTbT Ha aTopeacTaTdH 10 mg Bbpxy ¢aranna v Hedatanna KbC e
oueHeH npu 10 305 nauneHTH ¢ xunepronus Ha Bb3pacT 40-80 roaunn , ¢ Huea Ha TC < 6,5 mmol/l
MOHE TPH CbPACUHOCHAOBH PUCKOBH ¢akTopa. [laumMeHTHTE ca NpocieasBaHyd CPENHO B MPOSbLIKEHHE
Ha 3,3 roannu. AropeactatiH 10 mg 3Hauumo (p < 0,001) HamMansBa OTHOCHTE/IHHA PUCK 3a: PaTanHa
KBC nmoc nedaraned MH ¢ 36% (HamanasaHe Ha abcontoTHHa puck = 1,1%); obuwkte
CbpIEUHOCHIOBH CLOMTHSA H NpoLesypH 3a peBacKyaapu3auus ¢ 20% (Hamanssane Ha abconoTHHs
puck = 1,9%); 1 ob1uMTe KopoHapHu cbOUTUSA ¢ 29% (HamanaBaHe Ha abcontoTHUs puck = 1,4%).

B nnaueGo-koHTponupaHo ChbEMECTHO NMpoyuBaHe 3a Anaber ¢ aropsactatHH (Collaborative
Atorvastatin Diabetes Study, CARDS), edpektbT Ha aTopBacraTtHH 10 mg BbpXy KpaHHHTE TOUKH 3a
chpaeuHochAOBH 3abonaeanus (CC3) e oueHeH npu 2 838 nauueHTy, Ha Bb3pacT 40 -75 roauHy, ¢
anabeT THN 2, eAWH WK NOBeYe ChPAEYHOCHAOBH pHckoBH (akropu, LDL < 4,1 mmol/l n

TG < 6,8 mmol/l. [TauneHTUTE Ca NpocnensaBaHy CpeAHO B NPOABDKEHHE Ha 3,9 roauHm.
ATopBacTtaTHH 10 mg 3HauuTenHo (p < 0,05) Hamansea: YyecToTaTa Ha rojleMHTE CbpAEYHOCHAOBH
cbouTHA ¢ 37% (HamanaBaHe Ha abcomoTHUA pUcK = 3,2%); pUCKBT OT UHCYAT ¢ 48% (HamansBaHe
Ha abcomoTHHa puck = 1,3%); v puckst o1 MU ¢ 42% (HamanapaHe Ha abcomoTHus puck = 1,9%).

IIpecomepamseane Ha cbpoeUHOCHO08U CoOUmMU

B MHOrOLEHTPOBO, pAHAOMH3HUPAHO, JBOMHO-C/IANO, AKTHBHO-KOHTPOAHO NIPOYUBaHe, ¢
e3eTHMHO/cHMBacTaTHH, 18 144 nauneHTH ca BKoueHH B pamkuTe Ha 10 AHM OT TAXHATA
XOCTHTAIH3aLHs 3a ocTbp KopoHapeH cuHapoM (OKC; nnn octbp mHokapaeH uudapkr {MHA], nnu
HecTabuiHa creHokapaua [HC]). Bcuuku nauneHTH ¢a paHR0MHU3Mpasy 8 ChoTHolleHue [:1 na
nony4asaT WM e3eTuMHUO/cuimBacTaTiH 10 mg/40 mg (n = 9 067) unu cumsactatud 40 mg (n =9 077)
U ca NpOoCAeasBAHH CPEAHO B MPOABIDKEHHUA Ha 6,0 roanHi.

[TaumenTHTe ca OMIH Ha cpeaHa Bb3pact 63,6 ronuHu; 76% ca mbike, 84% ca ot Danara paca, a 27%
ca aMaberuun. Cpeanara croiiHocT Ha LDL-C kbM MOMeHTa Ha KBanupULUMpawloTo ¢cubuTHe 32
uinuTeaHeTo € 80 mg/dl (2,1 mmol/l) 3a nauneHTHTE Ha THNWUAONOHWKAaBaLA Tepanua (n = 6 390) 1
101 mg/dl (2,6 mmol/l) 3a Te3u, KOUTO He ca Ha NpeAWECTRALA JHNHIO-TTOHWKABALLA TEPATHA
(n=11 594). IIpean xocnuranu3auuaTa 3a KsanudpuLHpawoTo crduTHe, koeto € OKC, 34% ot
nauMeHTHTE ca OUIM Ha Tepanks cbe cTaTHHU, Cnen eana roguna cpeXHuat LDL-C 3a naunenTy,
KOMTO NPOXBL/DKABAT Ja MpYeMar cBoATa Tepanud, € 33,2 mg/dl (1,4 mmol/l) 3a rpynara Ha
ezetumub/cumBacTaTiH H 69,9 mg/dl (1,8 mmol/l) 3a rpynaTta na cuMBacTaTHH KaTo MOHOTEpAaIus.

[TbpBHuHaTa KpaitHa TOuKa € KOMOMHUpPaHa H BKIIKOYBA ChPAEYHOCHI0BA CMBPT, FOJEMH KOPOHapHH
cvOuTua (MCE; nedpuHupanu kato HedparaneH HHPApPKT Ha MHOKapaa, JOKYMEHTHpaHa HecTabuiHa
CTEHOKApAMA, H3UCKBALILA XOCMHTANHU3AUHA, HIH KAKBATO H J1a € NpoLieaypa 3a KOpoHapHa
peBacKyJIapu3aLka, HacTbNKAa Hai-manko 30 gHM cnea paHAOMH3MPAHO HA3HAYaBaHETO Ha JeYeHHE)
U HedaTaneH HHcynT. M3nuTeaHeTo NoKa3ea, He ACUEHHETO C €3€THMHO/CMMBACTATHH O
AOMBLJIHWTETHA 110132 33 HaMansABaHe Ha MbPBHYHATa KOMOUHHpaHa KpaidHa TOUYKA Ha
cbhpaeuHochaoBa cMbpT, MCE ¢ HedaTaneH HHCYNT B CPABHEHHE CbC CHMBACTATUH
CAMOCTOATESTHO (OTHOCHTENTHO HaManeHH e Ha pucka oT 6,4%, p = 0,016). [1LpeuuH
ce HaOmonaea npu 2 572 ot 9 067 nauunenTu (7-roauwna yecrora Ha Kaplan-Meiefi[
rpynaTa Ha e3eTHMHO/cHMBacTaTH H 2 742 ot 9 077 nauneHTH (/- -roavui{a 4




34,67%) B rpynara Ha CHMBAacTaTHH, NpUeMaH camocTtosTenHo. (Bx. ¢purypa | v Tadbiuua 6.) Tasu
JIOMBbJIHUTE/IHA M0J13a Ce€ OYaKBa Ja Ob/e noao0Ha NpyU €IHOBPEMEHHOTO MPUIIOKEHHUE HA €3€TUMHUOD U
aropactaThH. O0L1aTa CMBPTHOCT OCTaBa HEMPOMEHEHA B Ta3H BUCOKOPHCKOBA rpyna.

HaGnonasa ce o011a nossa 3a BCHUKH MHCYJITH, BBIIPEKH TOBA, C€ OTYUTA MAJIKO U HE3HAYMTEJIHO
yBeJHYEHHE HA XEeMOPAarMyH1s WHCYJT B rpyrnarta Ha e3eTUMHO-CUMBACTAaTHH B CPABHEHHE CbC
CMMBACTATHH CAMOCTOSTENHO. PUCKBT OT XeMOparuyeH HHCYJIT 3a €3€TUMHO, NPHI0KEH
€/1HOBPEMEHHO CbC CTATHHH C MO-BUCOKA €(PUKACHOCT B U3MUTBAHHUS, OPUEHTHPAHH KbM JIbJIOCPOYHH

pE3YJITATH, HC € OLICHCH.

EdexkTbT OT IeYeHHeTOo ¢ €3eTUMHO/CMMBACTaTHH KAaTO LAJIO € B CbOTBETCTBHE C OOLMTE pe3y/ITaTH B
MHOTI'O MOArpyIx, BKJIKOUYKUTENHO IPYNH MO M0J1, Bb3pacT, paca, aHaMHes3a 3a 3aXapeH 14a0eT, U3XO0/HH
HHBA Ha JIMIKUJIMTE, NMPEALIECTBALLA TEpPAnUsa CbC CTATUHH, MPEAULLIEH HHCYJIT U XHITEPTOHMS.

@urypa 1. EdekT Ha e3eTuMHO/CMMBACTATHH BbPXY IMbpBUYHATA CbCTABHA KpaWHA TOYKa HA

CbhPAEYHOCHAOBA CMBPT, FOJIAMO KOPOHAPHO CbOUTHE MM He(aTaIeH HHCYIT

40 -
i KoednuuneHr Ha puck,-0.936(95%CL.-0.887-0,988):.p=0.016
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Bpeme 0T paHI0MI3aLINA (TOIITHH)
Y4acTHUUMN-B-PUCK
Ezetumub/cumBactatun’ 7371 6801 6375 5839 4284 3301 1906
CumBacTaTuH 7455 6799 6327 5729 4206 3284 1857

Tabaunua 6. ['onemu CbpaACYHOCHAOBH CHOUTHSA MO TEPANEBTHYHA rpyna MpH

BCUYKH paHAOMHU3HPaAHH

naumeHTd B IMPROVE-IT

Pesyarar Ezerumub/cumBa- CumBacTaTHH
CTATHH 40mg*
10 mg/40 mg*
(N=9 077)
(N=9 067)
n K-M %n: n K-M [Vu:

KoedbHuueHnr
HA PHCK

(95% CI)

[lbpBHYHA KOMOHHHpAHA KPaHHA TOYKaA 32 ePHKACHOCT




{Chpae4YHOCHAOBA CMBPT, 2572 | 32,72% 2 742 34,67% 0,936 0,016
roJleMM KOPOHAPHH CHbOUTHA H (0,887; 0,688)
HedaTaneH HHCYT)
KoMNOHEHTH HA MLPBUYHATA KOMOHHKPAHA KpadHa TOUKA ¥ HI0PaHK KPaitHH TOYKH 32 ePHKACHOCT
(MbpBY cnyvaid Ha onpeaeneHo CbOHTHE MO BCAKO BpeMe)

ChpaeuHOCHhAOBA CMBPT 537 6,89% 538 6,84% ] 000 0.997
(0,887; 1,127)
[[0J19MO KOPOHAPHO CHOHTHE:
Hedaranen MU 945 12,77% | 083 14.41% 0.871 0,002
(0,798, 0,950)
Hecrabunxa creHoKapaus, 156 2,06% 148 1,92% 1,059 0,618
H3HCKBALLA XOCTTHTATH3aUHA (0,846 1,326)
KopouapHa pesackynapusauda | 1 690 | 21.84% 1 793 23.36% 0,947 0,107
ciea 30 aHu (0,886. 1,012)
HedataneH HHCyAT 245 3,49% 305 4,24% 0,802 0,010
(0,678, 0,949)
¥ [1lpu 6% mo3ata e noBuuieHa A0 e3eTUMUO/cumBacTaTuH 10 mg/80 mg
' [Tpu 27% no3ara € nopulleHa 10 ciMBacTaTuH 80 mg

+ 4

Ouexka no Kannan-Maitep Ha 7-ta roadHa

Xomozucomua amuina xunepxorecmeporemuwi (Xo®X)

[IpoBeaeHo € ABOHHO-CNANO, PAHAOMU3UPAHO, | 2-CE€AMHYHO U3NWTBAHE NMPH NALMEHTH C KIHHHYHA
W/WnH reHotunHa auarsoza Xo®X. JJaHHUTEe ca aHAJIM3UPAHKKY OT NOArpyna nauneHTH (n=36),
nojyyaeally atopeactatid 40 mg npyU U3X0AHO HUBO. Y BEJIMHABAHETO Ha 403aTa Ha aTOPBACTaTHH OT
40 mg na 80 mg (n=12) eoau oo HamanaeaHe Ha LDL-C ¢ 2% oT 13x0aHOTO HHBO Ha aTOPBaCcTaTHH
40 mg. EAHOBPEMEHHOTO NPHIOKEHHE HA €3€TUMHO W aTOPBACTaTHH, EKBUBAIEHTHO Ha
ezetumub/aTopeactaTiH (10 mg /40 mg v 10 mg/80 mg cbopHo, n = 24), BoAW A0 HAMaNeHHe Ha
LDL-C ¢ 19% cnpaMo W3xoaHoTo HUBO ¢ atopBacTaTUH 40 mg. [1pu T€3W NnauMeHTH, NpH KOMTO ca
puUiaraHy €HOBPEMEHHO €3eTUMHO M aTOPBAacTATHH, EKBUBAJIEHTHH HA €36 THMHO/aTOpBACTATHH
(10 mg /80 mg, n = 12), ce Habntoaasa Hamancume Ha LDL-C ¢ 25% cnpaMo H3XoaHOTO HUBO ¢
aropsactatuH 40 mg.

Crnen 3aBbpiuBae Ha | 2-CeAMUYHOTO W3INUTBAHE, OTTOBAPALLUUTE HA H3HCKBAHUATA MAaLWEHTH

(n = 35), KouTo ca nony4yaeanu atoppacTaTuH 40 mg Ha U3XOAHOTO HUBO, Ca HA3IHAYCHH Aa fpUemar
€AHOBPEMEHHO €3¢TUMMO M aTOPBACTAaTHH, EKBUBAJICHTHHU Ha e3eTUMHO/aTopeacTatud 10 mg /40 mg
3a 10 24 nomBIHUTENRHU Mecela. Cnen Hal-Manko 4 ceaIMHLUM NICYEHNE € Bb3MOXHO YABOARAHE Ha
A03aTa Ha aTOPBACTaTHH 10 MakcHManHa go3a ot 80 mg. B kpas Ha 24-Te Meceua
ezetumub/aropeactatuH (10 mg/40 mg u 10 mg/80 mg cbopno) npeanssnkea HamanssaHe Ha LDL-C,

KOETO CbOTBETCTBA Ha HaODMOAaBaHUS pe3ynTaT B | 2-ceAMHMUHOTO U3NUTBAHE.

Epponelickata areHUMs No JekapeTsara ocBo00XK1aBa OT 331 b/KEHHUETO 3a NPEJOCTABAHE HA
pe3yNTATUTE OT UIMUTBAHKA ¢ e3eTUMKUG/aTOpBacTaTHH BbB BCUUKH NOArPYIH Ha NeAHATpHYHATA
nonyJauus NPy NeUEHUETO HA XHUMEPXOJIECTEPONEMHUA H CMECEHA XHUNEPAHNUAEMHA (BXK. Touka 4.2 3a
HHPOpMaLKR OTHOCHO ynotpeba B neauaTpusTa).

5.2 PapMakOKHHETHYHH CBOHCTBA
E3etumub/aTopBactaTuH

Hoka3aHo €, ue ezeTumud/aTopBactaTuH € SHOCKBUBAJIEHTEH HAa €IHOBPEMEHHOTO MPHIOKEHHE HA
CbOTBETHHTE 03U €3¢TUMHO K aTOPBACTATHH HA TAOJIETKH.

Abcopbums

Ezemuviub/amopsacmamun
Edexkrtute Ha XpaHa, ¢ BUCOKO ChAbPKAHKUE HA Ma3HHHH, BbPXY (PaPMAaKOKHHETHK
aTOPBACTATHH, KOraTO C€ MPUNAraT kato TabAeTKH €3¢TUMKO/aTOpBacTATHH, ca Cp
JAOKJIA[BaHH 3a OTAECAHUTE TabDaeTku.




Ezemumubd

Cnen nepopanHo npuioxeHHe e3eTHMHO ce pe3opOnpa Obp30 H Ce KOHIOrHpa EKCTEHIHBHO BbB
thapMakoSOrHUHO aKTHBEH (PEeHONIOB rIOKYPOHHU (€3eTUMHO-rnoKypoHKa). CpeaHHTe MaKCHManHH
n1asMeHu kouueHTpauru (Cmax ) ce qocTurar B paMKuTe Ha | 00 2 yaca 3a €3eTHMHO-ITIOKYPOHHA
4 no 12 yaca 3a e3eTHMHO. AGcontoTHaTa OHOHANHYHOCT Ha €3eTUMHO He MOoXe aa Obae onpeaeneHa,
Tbi KaTO ChbEANHEHHETO € NIPAKTHUYECKH HEPA3TBOPHMO BbB BOAHA Cpeaa, NOAXOAALLA 32

HHXKEKTHPAHE.

EaHoBpeMeHHOTO MpHeMaHe Ha XpaHa (XpaHa ¢ BUCOKO ChAbPIKAHHE HA MA3HUHH WIH O€3 MasHUHM)
HAMa eeKT BbpXy nepopanHara OMOHAMHYHOCT Ha €3eTHMHO, KOraTo ce npuiara Karo TabneTku ot

10 mg.

Amopsacmamun
ATopBacTaTHH c¢ abcopbupa Hbp30 cien rnepopanHo NPHIOKEHHE; MAKCHMAJTHHTE TUIa3MEHH

koHueHTpauru (Cmax ) ce nocturaT B pamMkute Ha | 10 2 vaca. CreneHTa Ha abcopbumna Hapactea
MPONOPLMOHAIHO HA 103aTa Ha aropsacTaTHH. Clel nepopaiHo NPHIOKEHHE aTOPBACTATHH
¢punmupanuTe Tabnerku umat 95% a0 99% OGHoHANHUHOCT B CpaBHEHHE C NEPOPATHHA Pa3TBOP.
AbGconoTHaTa OMOHATHYHOCT HAa aTOPBACTaTHH € NpUubausuTenHo 12%, cucreMHaTa HATHYHOCT Ha
HHxuOuTopHara akrueHocT 3a HMG-CoA peaykrasara € npubnusurendo 30%. Huckara cucremua
HAJIHYHOCT C€ ABAXKH HA NPEACUCTEMHHUA KIMPBHC B CTOMALLHO-YPEBHATA JIMraBuLia M/UNu
uepHoApobeH MeTabonM3bLM NpU MBPBO NMPEeMHHABAHE.

PaznpeaeneHue
Ezemumud

EzeTuMH0 K e3eTHMHO-rNIOKYpOHHA ce CBbP3BAaT CHOTBETHO 99,7% n 88 no 92% ¢ yoselwukure
NIa3MEHH MIPOTEHHH.

Amopsacmamux
CpenHmnaTt o6eM Ha pa3snpeneieHHe Ha aTopBacTaTHH € npudauantento 381 |. ATopBacTaTH ce
cBBbp3Ba > 98% ¢ nna3MeHUTe NPOTEHHH.

buorpanchopmatus

Ezemumub

Ezerumub ce meTabonn3vMpa OCHOBHO B THHKHTE YEPBa U HEPHUA Apod upe3 rNoKypOHUAHA
KOHIorauua (peakuus or ¢gasa Il) c nocneasawa xnbusa ekckpeuus. HabniogasaH e MHHUMANIEH
OKHcnuTeneH MeTabonuseM (peakums ot ¢daza |) npy BCHUKH OueHABaHH BHAOBE. E3eTHMUD U
€3eTUMHO-TTIOKYPOHH] €& OCHOBHHTE NEeKapCTBEHHU NPOU3BOAHH CHEIWHEHHA, OTKPUTH B IU1a3Mara,
cbeTaBnaBaiy npubnuszurento 10 no 20% u cworserHo 80 no 90% ot obuioTo nexkapcTeo 8
na3mara. Kakro ezetiMub, Taka M €3eTHMHO-ITIOKYPOHHA C€ eNMMMUHHpAT HaBHO OT IL1a3MaTa ¢
NaHHH 33 3HAYUTENHO CHTEpOXenaTaiHo peuuxnupaHe. IIonyKHBOTBLT Ha e3eTUMHO H €3eTHUMMO-
rMIOKYPOHKA € NpHOAn3uTeNnHO 22 vaca.

Amopsacmamun

ATopeacTtaTHH ce Merabonusupa ot uutoxpom P450 3A4 no opro- 1 napaxHAPOKCHUNHPAHH
MPOH3BOAHH H palH4HH OeTa-OKUCIUTENHH NpoayKTH. OCBEH ApYTHTE MbTULLA, TE3U MPOAYKTH CE
MeTabONU3HPAT JOMBJIIHMTEIHO YPE3 MMOKypoHupaHe. In vitro nnxnbupasero Ha HMG-CoA
peAyKTa3aTa OT OPTO- H NapaxWAPOKCHIIHPaHH MeTabOJIMTH € eKBUBANIEHTHO Ha TOBA HA
atopBacTaTHH. [Ipubnuznrento 70% ot uupkynupawara vHxubuTopHa akTBHOCT 32 HMG-CoA
peAyKTa3ara C¢ Ab/DKH Ha aKTUBHKUTE METabOHTH.

ElMMUHHpaHE
Ezemumub
Cnen nepopanHo npuioxenne Ha '*C-ezetumu6 (20 mg) npu xopa, 06110To konuugéty
npeactasnssa npubansurenHo 93% or obwara pagnoakrusHOCT B niasmara. [IpubHBnTRigae’ 3%
11% oT npwnoxeHaTa paaHOaAKTHBHOCT C€ OTKPHBAT CbOTBETHO BbB (PEKANHHTE U Y Hﬂ g 3O
aHeBeH nepuon Ha cbbupane. Cnen 48 yaca He ce yCTAHOBABAT HHBA HA PaAHOAKTHBHN, P hazmara,.




Amopsacmamuy

ATOpBAcCTaTHH CE HITHLYBA NPEIMMHO ¢ AUThYKaTa Cliell 4epHOAPOOEH WHIIH eKcTpaxenaTaneH
meTabonunsbM. Usrnexna, obaue, ue nekapcTBOTO HE NPETLPNABA 3HAYUTENHA EHTepOXenaTanHa
peurpkynauua. CpeHUAT Naa3mMeH eIMMHHALHOHEH MOJY>KWBOT Ha aTOPBAaCTaTHH MpH Xopa €
npubansurenyo 14 yaca. [NonyxueoTsT Ha MHXubUTOpHATA akTHBHOCT 3a HMGU-CoOA peaykrasara e
npubanzntento 20 o 30 yaca nopaay y4acTHETO HAa AKTHBHHTE METabOJUTH.

ATtopsacTaTiH € cyOcTpaT Ha YepHOOPOOHHUTE TPAHCNIOPTEPH M HA MONHUNENTHIANTE, TPAHCTIOPTHPALLH
opraiuudu advoH 1Bl (OATPIBI1) u 1B3 (OATP1B3). MerabonuTure Ha aTopBacraTul ca
cyocTparn Ha OATPIBI. ATopBacTaTHH CbilO Taka € HASHTHULKPaH KaTo cydcTpart Ha edaykc
TPAHCMOPTEPUTE NMPOTEHH | Ha MynTUPE3UCTEHTHOCT KbM NekapcTea (MDRI1) u nporenH Ha
PE3UCTEHTHOCT KbM pak Ha repaara (BCRP), kouto morat ga orpaHnyar upesHara abcopbuus v
OunuapHHUa KIIHPBHC HA aTOPBACTATHH.

[leanarpruyHa nonynauus

Ezemuvub

dbapMakOKHMHETHKATA HA e3eTUMUO NpH Jeua > 6 roguHM € CXO/IHA € Ta3u NPH Bb3pacTHH. Jluncear
(papMaKOKMHETHYHH JAHHHM NPy NEAUATPHYHATA MOMYyNAUMAA Ha Bb3pacT < 6 roaMey. KiMHHYHHAT
ONMT NpPH NALUMEHTH B AETCKA M IOHOLLECKA Bb3PAcT BiUTIOUBA nauneHTH ¢ XoPX, XedX uau

CHTOCTEPOJICMHAL.

Amopsacmamun

B oTBOpEHO, 8-ceAMHYHO NpoyyuBaHe, NeAXATPUUHH NauveHTH B ctaaui | no Tanep(n=15) n
ctaauii 2 no Tanep (n = 24) (Ha Bb3pact 6-17 roanHy) c XeTepo3UroTHa pamuiHa
xunepxonecreposnemus U u3xoaeH LDL-C > 4 mmol/l ca nexyBaHu ¢boT8eTHO € 5 Haun 10 mg
TabnetkH 3a AbBUeHe WK 10 wunn 20 mg punmupann TableTkH aTOpBACTATHH BEAHBX AHEBHO.
TenecHOTO Terjio € €AMHCTBEHATA 3HAYMMAa KoBapHaTa B nonyaauHoHHua OK moaen Ha
aTopBacTaTHH. [[pMBHIHMAT NepopaneH KIHPBLHC Ha aTOPBACTATHH NPU NEAHATPUHHH MMALMEHTH
M3rjexaa nogobeH Ha TO3U NPU Bb3PaCTHH, KOraTo ce U3MepBa aloMeTPUHMHO CNOpE] TEIECHOTO
terno. HaGmonagaHo € noctoaHHo HamanaBaue Ha LDL-C v obuust xonectepon B AMana3soHa Ha
€KCMO3ULIKHA Ha aTOPBACTATHH H O-XHIPOKCKATOPBACTATHH.

Crapuecka Bb3pacT

Ezemumud

ITnazMeHHTE KOHLIEHTPAUHKH Ha 001UA €3eTHMUD ca OKONO 2 MbTH NO-BUCOKH MPH NALKUEHTH B
cTapyecka Bb3pacT (= 65 roanHu), otkonkoTo npu mnaaure (18 no 45 roauun). IonnxkenueTo Ha
LDL-C u npodunsT Ha 6e30MacHOCT ca CpaBHUMH MEXAY NALHECHTH B CTAPYECKA Bh3PacT H NO-MNIaaH

NMaLuydeHTH, JIEKYBAHH ¢ €3¢THMHO.

Amopeacmamun
[Tha3zMeHHTe KOHLUEHTPAaUXH Ha aTOPBACTATHH U HErOBUTE AaKTHBHU METaDONUTH Ca MO-BUCOKU NMPH

3APaBH HHAKBHM B CTAPUYECKA Bb3PACT, OTKONKOTO NMPH MNAAW Bb3PacTHH, AOKATO NUNUIHUTE
e(eKTH Ca CpaBHUMH C Te3H, HAOIKOAaBAHH NPH NMO-MNAAH NALHUECHTH.

YepHoapoOHO yBpexKaAAHE
Ezemumut

Cnen eanyuuna 1o3a ot 10 mg esetuMn®, cpeanaTa ctodHOCT Ha AUC 3a o0wms eseTumud ce

yBenH4YaBa NpUONH3UTENnHO 1,7 MbTH NpU NALMEHTH € ACKa YepHOAPOOHA HEAOCTATHYHOCT (OLUEHKA MO
Child-Pugh 5 unn 6), B cpaBHeHue cbe 3apaBu HHAWBHOHU. B 14-IHEBHO NMpOyUYBaHe ¢ MHO
no3u (10 mg AHEBHO) NpH NALKEHTH ¢ yMepeHa yepHoApoOHa HEAOCTATBHHOCT (OLEH
Pugh 7 no 9), cpeanara croiiHocT Ha AUC 3a ob61us e3eTuMHO e yBennueHa npudau
Ha Jled 1 u /len 14 B cpaBHEHHE C¢bC 3apaBy HHAUBUAM. He ce Hanara kopekuus Ha
MalHeHTH ¢ JieKa 4yepHoApoOHa HenocTaThYHOCT. [lopaan HensBecTHHTE edeKkTH N
EKCIMO3HLKA Ha €3eTUMHUD NpH NMAlIMEHTH C YMEPEHa HIH TEXKa YepHOApoOHa Helo
(ouenka no Child-Pugh > 9), ezeTuMHO He ce npenopbuBa NPH TE3H NaLMEHTH (BXK.




Amopeacmamun

[1nazMeHHTEe KOHLEHTPALWH Ha aTOPBACTATHH H HEMOBUTE aKTHBHM MeTalBO0MTH €a 3HAYHTENHO
nosuieHd (Npubnu3nTenHo 16-kpatHo B C max M npubnn3uTenHo 11-kpatHo npu AUC) npu
MALHEHTH C XPOHUUHO ANKOX0MHO YepHoapobHo 3abonasane (B no Child-Pugh).

b1nOpeuHo yBpexnaHe
Ezemumutb

Cnepn eanHnusa go3a ot 10 mg eseTuMub npu naureHTy ¢ Texko 6b0peuro 3abonasane (n = 8;
cpeaed CrCl <30 ml/min/1,73 m 2), cpennara croinoct Ha AUC 3a o61uus e3eTHMUO ce yBeanuasa
npubnu3uTENHO 1,5-KpaTHO B CpaBHEHHE CHC 3APaBH HHIAMUBHAH (n = 9).

[pn AoMbAHUTENEH MAUKEHT B TOBA npoyusaHe (ciea OxOpedHa TpaHCIU1aHTalMA W NpUeMalll
MHOYKECTBO JIEKAPCTBEHH MPOAYKTH, BKIKOUHTENHO UMKIOCNIOPYH) € HabnoaaesaHa 12-kpaTHo no-
roiaMa eKCrno3uiLua Ha obul ezeTumud.

Amopsacmamun
brOpeutiTe 3a6ossBaHHA HAMAT BJHAHKHE BbPXY MAA3MEHHTE KOHLEHTPALUH UK JIHITHAHHTE ePeKTH
Ha aTOPBACTATHH U HA HEMOBMTE AaKTHBHH METADOAUTH.

llon

Ezemumubd

[TnazmMeHUTE KOHLEHTPALIMH Ha O0LHA e3eTHMHO ca Manko No-BHCOKH (npudnusurentHo 20%) npu
XXKEHHUTE, OTKONKOTO npu MbxkeTe. Hamanasanero Ha LDL-C v npodunsT Ha He3onacHocCT ca
CPaBHHMH MEXKAY MBXXETE H XKEHUTE, JJIEKYBAHH C €3€THMHO.

Amopeacmamun

KoHueHTpaLMHTE Ha aTOPBACTATHH ¥ HETOBUTE AKTUBHH META0OJIMTH NPH KEHHTE CE palInYaBaT OT
Te3H NpH MBbXkKeTe (xKeHH: NpubanuzuTenHo 20% no-Bucoxa 3a C nax M npubausuresno 10% no-Hucka
3a AUC). Teau pazniukKu HAMAT KIKHHYHO 3HA4YEHKWE, KOETO BOAW 10 JIMICA HAa KIIMHHYHO 3HAYHMU
Pa3fIMKH B THNUAHHTE e(PEKTH NPH MBKETE H NPH XEHHTE.

SLCO1B1 nonnmopdpuzbm

Amopsacmamun

YepHoapoOHOTO ycBOsABaHE HA BCUYKK MHXHOUTOpH Ha HMG-CoA penykrasara, BIJIFOYHTETHO
aTopBacTaTuH, BKIouBa TpaHcnoprepa OATPI1BI. Ipu nauuenTu ¢ nonumoppuism SLCO1BI
ChLUECTBYBA PHCK OT MOBULIECHA €KCMNO3ULIMA HA aTOPBACTaATHH, KOETO MOXKE N1a AOBE/E A0 MOBHLIEH
pHcK oT pabaomuonusa (Bx. Touka 4.4). [lonumopdusMsT B rena, koaupail OATPIBI (SLCO1B1
¢.521CC), e cBbp3aH ¢ 2,4-KpaTHO NO-BUCOKA eKCNO3ULIKMA Ha aTtopeactaTuH (AUC), oTkonkoTo npu
HHIXBUIN O€3 T03u reHoTuneH sapuaHT (¢.521TT). [lpu Te3n navHeHTH € Bb3MOKHO H FreHETUYHO
HapyLIEHO YEPHOAPOOHO YCBOSBAHE Ha aTOPBACTaTHH. He ca H3BECTHH Bb3MOXHH MOCJIEIHLH 33
edHKaCHOCTTA.

5.3 IlpeaxnnHHYHH JAHHH 32 6€30NACHOCT

Ezetumunb/aTopBacTaTuH
B TpuMeceuHH NpoyuyBaHNs 3a €HOBPEMEHHO NPHUIOKEHHE Ha €36THMHO W aTOPBACTATUH NpH
NJBLXOBE K Kyuera, HabJ1l0JaBaHMTE TOKCHYHH €QEKTH €a MO ChLIECTBO Ca ChLUUTE, KOUTO
0OMKHOBEHO c€ CBBP3BAT CbC CTaTUHUTE. CTATHH-NOAOOHUTE XUCTONATONOTMYHH HAXOKH G
orpaHH4YeHM A0 YepHHUA apob. Hakou oT TokcHuHHTE e(ekTH Ca NO-U3pa3eHU OT TE3H, He 4 N
MO BpeMe Ha JICYEHHE CaMO ChC CTaTHHHU. ToBa ce ABDKH Ha GapMaKOKHHETHYHH W/ WL
(apMaKOIMHaAMHUHH B3aHMOAEHCTBUA CleA €HOBPEMEHHO NPHIOKEHHE.

A%
s

ENHOBPEMEHHOTO NPUIIOKEHHE HA €36TUMHO W aTOpBacTaTUH Npr GpeMeHHN NITbX0BE \IGKRE y
HMa CBBP3aHO C M3CJIEABAHETO YBEIHYEHHE HA CKEJIETHATA BapHalUKs ,,HamalleHa OCHPKa]
rpbAHHTE KOCTH® B rpynara, npuemauwa Bucoku aozu (1 000/108,6 mg/kg) e3eTHMH6/aT¥ i




Tosa MOKe Ja € CBbP3aHO ¢ HA0JIKOAaBAHOTO HAMAJIABAHE HA TEECHOTO Terno Ha naoaa. [1pu
GpeMeHHH 3aiiuun ce Habnonasa HHCKA YECTOTA HA CKeJIETHH AehopMauHH (CpacHamM MpbAHH KOCTH,
CpacHalIH ONaulHK NpellyieHH H aCUMETPHYHHA BapHallMH Ha PbAHHTE KOCTH).

B cepHs oT in vivo v in vitro TecToBe, €3€THMHUO, NMPUJIAraH CaMOCTOATENIHO UK €IHOBPEMEHHO C
aTOPBACTATHH, HE NMOKA3Ba FTEHOTOKCUYEH NOTEHLHAN.

E3eTHMHD

[TpoyuBaHuATa NpH XKHUBOTHK 32 XPOHHUHATA TOKCUMHOCT Ha €3€TUMHD HE Ca yCTAHOBKIH TOKCHYHH
e()eKTH 32 TApreTHUTE OpraHu. [Ipu kyyeTa, n1eKyBaHH B NPOABLIKEHHE HA YETHPH CEAMKLH C
ezeTumub (> 0,03 mg/kg/aen), KOHUEHTpaLUMATA Ha XONECTEPOJT B KUCTO3ZHATA XTbYKa C€ yBe/lMUyaBa ¢
xoedrumneHT 2,5 1o 3,5. BonpekH ToBa, NpH €AHOrOAMLLHO NPOYUYBAHE MPH KYUYETa, HA KOHTO €a
naeaHu 1034 10 300 mg/kg/aen, He ce HabnoaaBa NOBULLIEHA YECTOTA HA XOJIEJIMTHA3a WIH ApYTH
xenaroOunuapHH edekTH. 3HAaYEHHETO HA TE3YW AAHHH 33 Xopa He € H3secTHO. He moxe na ce
W3KJII0YH JIMTOrEHEH PUCK, CBbP3aH ¢ TepaneBTUYHATA ynoTpeba Ha e3eTHMHO.

JbArocpoUHHTE TECTOBE 3a KAHLEPOT€HHOCT Ha €3eTUMKD Ca OTPHUATEIHH.

EzeTumub HaMa edekT BbpXy (epTIWIMTETA HA MBXKH HITH )KEHCKH MIbXOBE, KATO HE € YCTAHOBEHO
/12 € TepaTOreHeH NPH MIIbXOBE WM 3aiuM AW 1A NOBAKABA NPEHATATHOTO WAH NOCTHATATHOTO
pazsuTHe. E3eTMub npemMunara nnaueHrapHara 6apuepa rnpy OpeMeHHH MIIbXOoBE H 3aiill4, HA KOMTO
ca npuaaraHd MHorokpatHH nosu ot | 000 mg/kg/nen.

ATOpBACcTaTHH
ATOpBACTaTHH € NOKa3ai OTPULATEIHHU Pe3yITaTH 32 MyTAreHEH U KJacTOMeHEH NMOTEHLHAN B cepHd

oT 4 in vitro Tecta M 1 in vivo TeCT. YCTAHOBEHO €, Y€ aTOPBACTATHH HE € KAHUEPOreHEH MNMPH MIbXOBE,
HO BHCOKHMTE A03H NpH MUILKH (KOHTO BOAAT A0 6-11 nbTy AUC ¢.24n, AOCTUrHATA NPH XOPA NPH HAM-
BMCOKATA NPENOpbYMTENIHA N03a) NOKA3BAT XeNaToLUENy/IapHH aA€HOMH NPH MBXKHATE H
XenaToUe Ty JapHY KapUMHOMH NPU KEHCKUTE MULLKH. FIMa n10Ka3aTeNcTBa OT eKCrIepUMEHTANHH
MPOYUBaHWA BLPXY XHUBOTHH, ye HHXubutopuTe Ha HMG-CoA penykrasara Morart aa rnoBjiHaAT
pa3BUTHETO Ha eMOpHOHA WK 3apoauiua. [Ipn nibxoBe, 3aiiLM 4 KyyeTa aTOpBacTaTHH HAMA eexT
BhPXY (PEPTHIMTETA U HE € TEPATOreHEH, HO NMPHU TOKCHUYHK 32 MaikaTa 4031 e Habmiofnasana deraiHa
TOKCHYHOCT TPH IUIbXOBE Y 3aiiud. Pa3BuTHeTo Ha NOTOMCTBOTO Ha TUTbXOBE € 3a0aBeHO H
NPEeXXUBAEMOCTTA CNEA PAKAAHETO € HAMAIEHA NPH Ha U31laraHe Ha MaKKMTE Ha BUCOKH A03H
aTopBacTaTHH. [Ipy nbXxoBe UMa AaHHH 33 NPEMHHABAHE HA ATOPBACTATHH Npe3 ruiaueHTara. [lpu
[UTbXOBE MJ1a3MEHHTE KOHLIEHTPALUHH Ha ATOPBACTATHH ¢a nogoOHM Ha Te3u B MaskoTo. He e u3secTHO
NaNy aTOPBaCTATHH WK HEroBUTE METAaDONHTH CE EKCKPETHPAT B KbpMara.

6. ®APMAIIEBTHYHH JAHHH

6.1 Cnacebk HAa NIOMOIHHATE BeleCTBA

Aapo na tabnerkara
Kanuues xkapbonar

XHAPOKCUNPONKWILIETYN03a
MHUKPOKPHCTAIHA LETYy103a
JlakT03a MOHOXHAPAT
Kpockapmenosa HaTpuH
ITonucopbar 80

CunvuHeB IMOKCHA, KOAOHAeH OezoaeH
Marunesues creapar
Harpues naypuncyngar
[loB1aoH

MaHHuTO!N

Harpues creapundgymapar




XXbnr xkenesen okcug (E172)

OHUIMOBO NOKPHTHE

XHnpomenosa

Makporon (E1521)

Tutanos anokcua (E171)

Tanx (E553b)

Kunt xenesed oxcua (E172) — camo 3a 10 mg/10 mg, 10 mg/20 mg

YepaeH xenesed okcna (E172) — camo 3a 10 mg/20 mg, 10 mg/40 mg, 10 mg/80 mg
Yepen xeneseH okcua (E172) — camo 3a 10 mg/80 mg

6.2 HecbBMeCTHMOCTH

Henpuno:kKHumo.

6.3 Cpok Ha roaHoCT

2 rOAHHH

6.4 CpoeurayiHH YCJIOBHA HA ChbXPAHEHHE

To3u nexapcTBeH NPOAYKT HE W3UCKBA CNELHaIHH TEMNEPATYPHH YCIOBUA 3a CbXPaHEHHE.
Ja ce chbxpaHABa B OPHIMHANIHATA ONAKOBKA, 3a @ CE Npeanasy OT Biara.

6.5 Buaa = cbABpPAKAHHE HA ONAKOBKATA

Bructepu (OPA/AI/PVC//AL), coabpxawm 10, 20, 30, 60, 90 unu 100 dunmupanu tabnerxn.
He BcHukM BHAOBE ONAKOBKW MOrar Aa ObaaT MycHaTH Ha rnasapa.

6.6 ChnennansH npeAnasHH MEpPKH OPH H3XBLPJISHE

HaMa cneuHanHy U3UCKBaHHA 3a U3XBBPJIAHE.

Heusnon3spaHHUAT JCKAPCTBCH NPOAYKT WIH OTNaABUHHUTC MAaTCpHaIN OT HEIO TpilﬁB& Aa CC UXBDPIAAT
B CHOTBETCTBHE C MECTHHTC H3IHUCKBAHHA.

7. TNPHUTEXATEJ] HA PAZPEIIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smalje§ka cesta 6, 8501 Novo mesto, CnoseHus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YITIOTPEBA
Ko-Atopuc 10 mg/10) mg ¢punmupanrn tabnerku, Per. Ne:
Ko-Atopuc 10 mg/20 mg puamupanu rabnerku, Per. Ne:

Ko-ATtopuc 10 mg/40 mg ¢punmupanu tabnetku, Per. Ne:
Ko-Atopuc 10 mg/80 mg dunmupann rabnerku, Per. No:

9. JATA HA ITBPBO PAZPEIIABAHE/TMIOJHOBABAHE HA PA3PE

Jlata Ha nmbpBO paspeiaBaHe:




