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visNLAHUTENHA ATEHUNA NO NEKAPCTBATA
Kpama xgpakmepucimuxa Ha npodyxma - [puncuanue 1
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KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA

1.  MME HA JIEKAPCTBEHUS MPOAYKT

INEGY 10mg/10mg tablets
MHEXMH 10 mg/10 mg radreTku

2, KAYECTBEH 1 KOJIHYECTBEH ChCTAB

Besika Tabnerka chabpika 10 mg esetuMud (ezetimibe) u 10 mg cuMBacTaTul (simvastating.

3a MBJHUA CITUCHK HA MOMOILIHUTE BEIIECTBA BHXK TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

Tabnerka.
Benu 8o CRETIIO XBITH, ¢ PopMa Ha Karcyna Tabnerkd ¢ kox “311” Ha eqHaTa cTpaHa.

4. KJAHUYHHA JAHHHN
4.1 TepaneBTHYHH NOKA3aHHA

Xunepxoinecmeponremun
INEGY e noxa3zaH Karo JOITBIHATEIHA Tepanui KbM JHETATa IIPH MALMEHTH ¢ MBPBHUYHA

(xeTepo3uroTHa paMIIHa U HeaMUIIHA) XUIIEPXOJIECTEPOTICMUS WM CMECEHA XUTNIEPJIUITHACMUA,
KBAETO MPHIIOKEHHUETO HA KOMOMHUPAH MPOOYKT € NOAXOAAIIIO:

. NaHEHTH ¢ HeqoObp KOHTPOA €IUHCTBEHO ChC CTaTHH
. MAIMEHTH BeYE JIEKYBAHH ChC CTAaTHH U ezetimibe

INEGY cpaspxa ezetimibe 1 simvastatin. Simvastatin (20-40 mg) e ¢ f0xa3aH e(ekT 1a HaMalIgBa
yeCTOTaTa Ha ChpAeUHO-CHAOBHTE MHLMICHTH (BK. Touka 5.1). He ca nmpoBexnaHu Npoy4uBaHus 3a
noxaseane Ha edrkacHocTTa Ha INEGY unm ezetimibe 3a npeaoTBpaTsBaHe Ha YCIOXKHEHUATA Ha
aTepOCKIEpO3aTa.

Xomozuzomna hamutna xunepxorecmeponemun (Xo®X)
INEGY € nmokazaH KaTo AOITBJIHUTEHA TepalTisd KbM auerarta npy nauueHty ¢ Xo®X. lanuentrre

MOTraT CBILO TaKa Ja MPOBEXAAT AOMBIHHTENHA Tepanus (HanpuMep adepesa Ha JIMITONMPOTEHHHTE C
HHCKa MIbTHOCT [LDL]).

4.2 Ho3upoBKa N HAYME HA HPHIOKEHHE

Xunepxonecmepoiemun

[TaiueHTHT TpAOBa Aa € Ha MOAXOMANIA JUeTa 33 NIOHIWKEHHUE HA JIMITHAMTE U CIIe[Ba Aa NPOAbIDKH
aueTara no BpeMe Ha jeuenuero ¢ INEGY.

HaunHbT Ha npuinoxenue e nepopayieH. JJozoBust o6xBat Ha npuiokeHue Ha INEGY

BCHYKH CTpaHH. OOuvaiinata noza e 10/20 mg/,uHeBHo w 10/40 mg/nuesHo np: /
Beyep. Jlozata 10/80 mg ce npenoppuBa caMO NpPHU AHHEHTH C TEXKKA XUIICPXOJ
PHCK 33 ChbPJICHHO-ChIOBH yCaoxHeHus. [Ipy 3arnousane Ha TepanuaTa 1 TUTPH
CJIEABA Aa ce UMaT NMpEABHA CTOMHOCTHTE Ha XOJIECTEpOJ1a B JIMITONMPOTEHHHUTE C
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(LDL-C), pucksT 332 KOpOHapHa OOJIECT Ha CHPLETO H OTTOBOPHT Ha MPOBEXKIaHA TEPAINS 3a
MOHIDKEHWE HA XOJIECTEPONa.

Hozara Ha INEGY TpabBa na 6pae uHAMBHAYAJIH3HPAHA, KOETO Ce OCHOBAaBa Ha MO3HaTaTa
e(HKaCHOCT Ha pa3nuyHuTe K030BU pexkuMH ¢ INEGY (Bx. Touka 5.1, Tabnuuta 1) u Ha oTroBOpa Ha
NpoBeXKJIaHaTa B MOMEHTA TE€parnu4s 3a IOHWKABAHE Ha XoJiecTeposa. TUTpUpaHeTo Ha A03aTa, B
clyuai, 4ye ce Hanara, TpsaOra ga ObAe H3BRBPIIBAHO NPe3 BpEMEBH HHTEPBAITH HE MO~-MAIKH OT 4
cenmuid. INEGY Moxe z1a ce mpunara ¢ vy 6e3 xpaHa.

XOMO3IUZOMHA (PAMUWTHA XUREPXONECMEPOICMUR

[Ipenoppupanara fo3a Ha INEGY nmpH maliueHTHTE € XOMO3MIOTHA (paMIIHA XMIIEPXOJIECTEPOIIEMHA
¢ 10/40 mg/nuesno wmm 10/80 mg/nueBHO Beuep. INEGY Moxke xa ce npuiiara Kato JONBJIHUTETHA
Teparus ¢ IpYry TEpaneBTUYHHA CXEMH 3a IOHIbKaBaHe Ha qmnuauTe (HanpuMep agepesa Ha LDL)
NP Te3H MALUECHTH WK B CJTy4Yai, Y€ TAKOBa JIEUEHHE HE CE IpHUaara.

Eonoepemenno npuiazane ¢ opyzu 1exapcmeen npooyKmi
[TIpuemsT Ha INEGY Tpsabsa aa 6bae wm 22 vaca npenu, wiM >4 yaca ciie]l TpHeMa Ha CEKBECTpaHT
Ha MUTBYHUTE KUCETTUHH.

[Ipu manpeHTHTE, KOUTO TIPOBEXKAAT JedeHne ¢ amiodarone wid verapamil € THOBPEMEHHO C
npuemanero Ha INEGY Heropara no3a He TpaOBa na Haaxsepiasa 10/20 mg/nuesHo (BXk. ToukH 4.4 H

4.5).

IIpu manueHTH Ha JIeUeHHE ¢ niacin B TUMMIONOHIDKABAMWHU A03H ( = 1 g/IHEBHO) H €THOBPEMEHHO
npunoxenrie Ha INEGY, HeroBaTa o3a He TpabBa fa Haasumasa 10/20 mg/nHeBHO (BXK. TOYKH 4.4 1

4.5).

[Tpu naumeHTHTE Ha JieucHHe ¢ ciclosporin Wik danazol u enHoBpeMeHHo npunoxenue Ha INEGY,
HeroBara /103a He Tpa0Ba aa Haasuinasa 10/10 mg/nHeBHO (BK. TOUKU 4.4 U 4.5).

Ynompeb6a npu nayuenmu 8 HANPeoORAAA v3pacm
He ce naiara TUTpHpaHe Ha JO3aTa NP Bb3PAaCTHH NALMEHTH (BX. TOUKH 3.2).

Ynompet6a npu deya u noopacmeauju
He ce npenopbysa npunarase Ha INEGY npu Aeua, mopaau JiMIica Ha JaHHH I10 OTHOLICHHE Ha
0e30macHOCT ¥ e(pHKACHOCT (BX. TOUKA 5.2).

Ynompeba npu uepnoopobro yepexcoane
He ce Hanara TUTpHpAaHE Ha J03aTa MIPH MAIHEHTH ¢ JIeKa [0 CTeleH YepHOApOoOHA HEAOCTATHUYHOCT

(Child-Pugh ungekc 5 no 6). Jleuenuero c INEGY He ce npenopbuBa NpH NMaHHEHTH ¢ yMEPEHa
(Child-Pugh urnexc 7 no 9) win texxkka (Child-Pugh unaexc > 9) yepnoapobHa quchyHKuus (BiK.
TOYKH 4.4 1 5.2.)

Ynompeba npu 6rebpeuro yepedcoarie
He ce Hanara xopekijis Ha Jo3ara [IPH [ALMEHTHTE C YMEpEHa Mo cTened 6s0peyHa HeTOCTaTBHHOCT.

AKO TpH MaLMEHTHTE ¢ TexKKa O0p0pevHa HeAOCTaTPYHOCT (KpeaTHHHHOB KIHPBHC < 30 ml/min)
neueHuero ¢ INEGY ce cumra 3a HeoOxoanmo, no3u Haa 10/10 mg/mHeBHO cieasa aa ce NpuUnarar
BHUMaTEJIHO (BXK. TOYKaA 5.2).

4.3 IIpoTrABONOKA3AHANA
CBpBXYYBCTBUTETHOCT KbM €zetimibe, simvastatin WM KbM HAKOH OT MTOMOLIHHUTE B

|

BpeMeHHOCT ¥ KbpMeHe (BX. TOHKa 4.6). \
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AKTHBHO 4yepHOApoOHO 3a00isBaHe WIH HEACHO NEPCUCTHUPAILO MMOBHINICHHE Ha CEPYMHHTE
TpaHCaMUHA3H.

EnHOBpeMEHHOTO [PWICKEHHE Ha MOIHH HuHXxHOUTOpH Ha CYP3 A4 (nanp. itraconazole,
ketoconazole, erythromycin, clarithromycin, telithromycin, HIV npoTteasHy MHXUOHTOpH H
nefazodone) (Bxk. Touku 4.4 n 4.5).

4.4 CnenuaiHu Npeaynpe;KAcHHs B NpeaNa3HH MePKH NpH ynorpeda

Muonamus/paboomuonuza

Cie w3nu3aHe Ha ezetimibe Ha na3apa ca GHIIH JOKIaABaHH CITydad Ha MHOMIATUA U pabIoMHOM3A.
[loBeueTo maLMeHTH, TPH KOMTO C€ € pa3Biiia pabAoMHUOJIM3A Ca MPUEMAJIM CTATHH eJHOBPEMEHHO ¢
ezetimibe. PabnomMuonn3a obade e 6WiIa 1OKIaABaHA MHOIO PAJKO NPH MOHOTEpanus ¢ ezetimibe u
MHOT'O PAIKO MpH noGaBsgHe Ha ezetimibe KbM JAPYTH NpENapaTH, 3a KOUTO € W3BECTHO, Y€ MOBHILABAT
pUcka ot pabaoMHonu3a.

INEGY cbabpxka simvastatin. Simvastatin, kakro u apyru uaxuburopu Ha HMG-CoA penykra3ara,
MOHAKOra MPEH3BHKBA MUOTIATHSA, KOSTO C& MaHU(pECTHPA ¢ O0JIKa B MYCKYJIHTE, OTIIAAHANIOCT H
cnaboCT WIK MOBHIIaBaHe Ha kpeaTvH kuHaszara (CK) Hax 10 X ropHata rpanmia Ha Hopmara (I'TH).
MHONATHATA MOHAKOra APOTHYA ¢ KIMHHYHATA KAPTHHA Ha padaomMHonn3a ¢ unu 6¢3 octpa 6s0peuHa
HEZOCTATBYHOCT KATO BTOPUYEH Pe3YJITaT Ha MUOTTIOOMHYPHS H B MHOTO PeAKH CITydan Moxe 21a
moBefe N0 (ataneH H3X0a. PUCKET OT pa3BUTHETO HA MHONATHS € MOBHIIEH MPH HAMHYHETO Ha
BUCOKM HHBa Ha vHXxHOHTOpUTe HAa HMG-COA penykraszara B IUia3Mara.

Kakro u npu apyru HMG-CoA peaykra3zHH HHXHOMTOPH, PHCKBT 32 IIPEIU3BUKBAHE HA

MHOMATH/ pabIOMHOIM34a € J030-3aBUCUM 3a simvastatin. B 6a3aTa JaHHH OT KIWHUYHH IIPOYYBaHHS,
apu kouto 41,050 naumenTH ca 6um nexkysanu csc ZOCOR, kato 24,747 ( npubnusurento 60% ) ca
6K JIEKyBaHH B IIPOIAB/DKEHHE MMOHE Ha 4 TOJUHH, CTyJauTe Ha MHOTIaTHA ca OMIM NMPHOIM3HTENHO
0.02%, 0.08% u 0.53% crotBerHo 3a 20, 40 1 80 mg aHeBHa n03a. 11pH Te3u Npoy4uBaHHA NMAACHTHTE
ca GHJIM BHHMATENHO HaOIOAaBaHy M HAKOM B3aMMO/ASHCTBAILIY CH TEKApPCTBEHH IPOAYKTH ¢a OHMIIH
M3KJIIOYEHH.

Onpedengne Ha Kpeamun KuHa3ama

Kpeatun kunaszara (CK) He Tpa6Ba na ce onpeAens ciie TeXXKY QU3HIeCKH HaTOBapBaHUs WIH IIDH
HATMYMETO HA JPYrH BEPOATHH alTTEpPHATHBHH NIPUYKHH 3a noBuieHre Ha CK, ThH KaTo B T€34
CITy4ay MHTEPIpETANMATA HA YCTAHOBEHUTE CTOHHOCTH € 3aTpYAHEeHA. AKO H3XOJHHTE CTOMHOCTH Ha
CK ca curaudukanTHo 3asumenu (>5 X I'TH), onpenesiHeTo Ha CTOMHOCTHTE ClI¢Ba 1a OBae
MOBTOPEHO B PAMKHTE Ha 5 A0 7 AHU MO-KBCHO 34 IIOTBBPKACHHE HA MOTYIEHATE Pe3yaTaTH.

lIpeou navanomo Ha aeyesuemo

BCHYKM MAaLMEHTH, KOoUTOo 3arouBar jeuenre ¢ INEGY xakTo u TesH, mpu kouto ao3ara Ha INEGY e
611a yBeIHYEHa, ClleNBa Ja ObAAT YBEJOMEHH 3a ChLIECTBYBaIMi PUCK OT MHonaTusA. HeobxoauMo e
1a UM CE€ Pa3acHH, e € HeoOX0aMMOo He3abaBHO Ja ChoOIIABAT 32 BCAKA HeACHA 00JIKa B
MYyCKyJlaTypaTa U N3SBaTa Ha ¢iadocT M OTIagHAIOCT.

OcobeHo BHUMAaHHKE TPA6Ba Ja ce 0OLPHE Ha MAIHEHTHTE C NPepa3NoNoKeHUe KbM pabIoMHOIIH3A.
C 1en aa ce ycraHoBH H3xoaHarta croiinoct Ha CK 3a pedepeHTHa olieHKa, Ta TpsaOBa 1a Obae
H3MepeHa IMpeAr HAaYaIoTO Ha JICUEHUETO MNPH CIIEIHUTE CHTYALMH.

[TaLpeHTH B HanpeIHATa BB3pact (Bb3pacT Hag 70 roguHH)

BrOpeuno yBpexnaHe

HeKOHTpOMMpaH XMIIOTHPEOU U3 M

[Tpeaxoskaaina MHAMBUAYATHA UK paMuiIHa aHaMHe3a 32 MYCKYJIHH 1pod
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. IIpenxoxnaiiia aHaMHE3a 38 MYCKYJIHA TOKCHYHOCT fIpHU U3M0JI3BAHETO HA CTaTHHU HITH
¢dubparu.
. 3noynoTpeda ¢ anKkoxon

[Ipu Te3u CHTYallHH, PUCKBT OT NMPOBEXKAaHE Ha evueHUe TpsaOBa aa ce OLCHABA BbB BPB3Ka C
BEPOSTHUTE OJTarONMPUATHH Pe3yiTaTH, KaTo e NPEnopbpYBa KIMHUYHO MOHHUTOpHpaHe. B ciyyait ge
[pH NalpeHTa ca HabnrogaBaHu OpodIeMH ¢ MYCKYITWTE TIPH [IPEAX0XKIAII0 NMpUAnarade Ha pudpar
WX CTATHH, TO JISYEHHUETO C IIPOJYKT, KOUTO ChIbPHKA CTATHH (TAKBLB € JIEKAPCTBEH MPOXYKTHT
INEGY) TpsabBa aa ce 3ano4He ¢ MOBUILIEHO BHAMaHKE. AKO cToiiHocTHTe Ha CK ca CUTHUDHMKAaHTHO

noBHINeHRHd B HauanoTo (>5 X I'T'H), He TpabBa aa ce 3anouBa jieueHue.

Ilo epeme na revenuemo
CroitHocTure Ha CK TpAOBa a ce onpenensT, B Ciy4dai ye fpy NalMeHTa ce MoABAT OIUIAaKBaHHA OT
bonka B MycKynuTe, c/1aboCcT WM KpaMIId 1o BpeMe Ha nnpuema Ha INEGY. Jleuenuero Tpabea na ce

[IPEKPATH, aKO C€ YCTRHOBH CHPHW(PHMKAaHTHO noBuiienue Ha croitHoctute Ha CK (>5 X I'TH) 6e3 na
MMa TeXXKH GU3HUecKH HaToBapBaHHUA. B cimyuail ye onmakBaHMsITa OT CTPaHa Ha MYCKYJIUTE Ca TEXKH
H IpeIn3BHKBAT AuckoMdopt, 1opH H croiiHocTHre Ha CK 11a ca <5 X ULN, nevyenuero tpadsa na
OBae npekpareHo. AKO ce MOJ03Hpa MO HIKAKBA MPHYMHHa MHONATUS, JIEYEHUETO TpaOBa aa ce
peKpaTH.

[1pu u3ve3BaHe Ha CHMIITOMATHKATA U HOpMATTU3NpaHe Ha cToHHocTUTe Ha CK, MoxXe J1a ce 3amoyHe
otHOBO jleueHHe ¢ INEGY unu ¢ apyr npenapar, kofTo cpabpka cTaTud. CTapTUpa ce ¢ HaH-HUCKaTa

J03a M CC IPOBCK A4 CTpOrO MOHHTOPHPAHC.

JIeuennero ¢ INEGY Tpabea na 6e cnpaHoO BpeMEHHO 3a HAKOJIKO AHU Npea IUTaHHpaHa rojsma
ONEpaTHBHA HHTEPBEHIH, KAKTO M B CIYJauTe Ha MOCHEABALIM FOJIEMH METHITHHCKH HIIH
XHUPYPTrHYHH UHTEPBEHLHU.

Mepxu 3a nonuxcasane Ha pucka om u3A6a HA MuUonamua NPeQU3GUKANA om g3aumooelcmeue ¢ Opyu

REKAPCMBEHU NPOOYKIMU (8iC. CHUO MOYKA 4.).)

PUCKBT OT MHOTIaTHA M pabaoMuoIn3a € CHrHU(pHKaHTHO noBuilieH, korato INEGY ce npunara
3aeIHO ¢ MOIHK HHXHOHTOPH Ha CYP3 A4 (manpumep as itraconazole, ketoconazole, erythromycin,
clarithromycin, telithromycin, HIV npoTtea3sun naxubduropu, nefazodone), kaxro u ciclosporin,
danazol 1 gemfibrozil (Bx. Touka 4.2).

[Topaau Hanu4yKeTO Ha simvastatin karo koMIoHeHT Ha INEGY, puckbT OT MHOTIATHA H
pabIOMHOJIH3A Ce MOBHIIIABa CHINO TaKa OT BIIKOYBAHETO Ha ApYrd ¢ubparwy, niacin B
JIAMTAAONIOHWKABaIa 1o3a (>1 g/nHesHo). ToBa ce OTHaca M 0 NpUIaraHeTo Ha amiodarone wiM
verapamil 3aenno ¢ no-pucokute 103u Ha INEGY (Bx. Touku 4.2 w1 4.5). Habnonaea ce neko
MOBHINIEHHE Ha pHUCKa NpH M3nor3BaHeTo Ha diltiazem 3aeano ¢ INEGY 10 mg/80 mg. PHCKBT oT
MHOTIATHS, BIJIIOYHTEHO pabaoMHOIN3a, MOXKE J1a C€ MOBHIIM NPH €IHOBPEMEHHATa ynoTpeda Ha

fucidic acid ¢ INEGY™ (8x. Touka 4.5).

OT NOCOYEHOTO CIIEABA, Y€ € MPOTHBOMOKA3aHo NpuioxkeHHeTo Ha INEGY 3aeano ¢ uaxuburopy Ha
CYP3 A4 xaksuTo ca itraconazole, ketoconazole, HIV nporeazaurte uHxubutopy, erythromycin,
clarithromycin, telithromycin 1 nefazodone (Bx. Touku 4.3 u 4.5). [Ipunoxenuero na INEGY Tpabea
fa ce OTJIOXKHM 32 BPEMETO Ha TepaneBTHYHHMSA Kypc ¢ itraconazole, ketoconazole, erythromycin,

na CYP3A4: ciclosporin, verapamil, diltiazem (Bx. Touku 4.2 u 4.5). Tpabsa na ce
Ha COK OT rpeindpyt eqHoBpeMeHHO ¢ INEGY.,
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Io3ata Ha INEGY He Tpabea ga Hagxebepns 10/10 mg qHeBHO NpH NalMEeHTHTE, KOUTO MOTyvYaBaT
KATO CHIPOBOXKJalla Teparus ciclosporin win danazol. Ilonsara ot kombuHupasero Ha INEGY
10 mg/10 mg adesHo c ciclosporin wim danazol TpsOBa BHUMATESHO Ja C€ OLCHH C OrIeA Ha
MOTEHLMATHUTE PUCKOBE OT Te3d KOMOMHaUMH (BX. ToukK 4.2 1 4.5.).

EnnospemennoTo npuiarade Ha INEGY B 103u no-ronemu ot 10/20mg nHeBHO ¢

JTMITMAOTIOHIDKARALIM JO3HM niacin (= 1 g/nHeBHO), TpAOBa a ce H30iArBa OCBEH B CITyMauTe, KOraTo ce
[peANoNara, 4¢ KIWHUYHATA [10J13a 1€ HAJBHIIH [IOBUIIEHHAT PHCK OT MHONIATHA (BX. TOYKH 42 v

4.5).

EanospemenHoTo npunarade Ha INEGY B 103w no-ronemu ot 10/20 mg aHesHO ¢ amiodarone Witk
verapamil Tpsa6Ba aa ce n36ArBaT OCBEH B CJYYaHTe, KOraTo ce IPSAnoara, 4e INIHHHYHATA 10132 e
HAJBUIIM TOBUIUEHUAT PHCK OT MHOMaTUA (BX. TOUKH 4.2 1 4.5).

He e npoyuBana Ge30nacHOCTTa M e(peKTHBHOCTTA Ha ezetimibe, npriioxken ¢ ¢pudpatu. Fima nosHiicH
PUCK OT MHOTIATHA, TOTaBa KOTaTo simvastatin ce npujara eaHOBpeMeHHO ¢ ¢pubparu (ocobero
gemfibrozil). ITopanu ToBa, enHoBpemetHoTO npuioxkenue Ha INEGY u ¢pubparu TpsabBa na ce
m30area (Bxk. Touku 4.4 u 4.5).

[TauuenTu npueMaliim egHoBpeMeHHo fucidic acid 1 INEGY® Tpsa6Ba qa 650aT CTPUKTHO
MOHUTOpPHpaHH (BX. TouKa 4.5). Moxe j1a ¢ce HAIIOXH BPEMEHHO CTIMpaHe Ha TEPANUITA C INEGY®

Heproopobru enzumu
IIp¥ KOHTPOJIMPAHH MPOYHBaHUA 32 KOMOUHHUpaHA TEPANHA MPH NALHCHTH, KOUTO €a [oTy4aBaiu
ezetimibe ¢hbe simvastatin, e 610 HabMOAABaHO MOCHAEABALLC [IOBUILABAHE HA CTOMHOCTUTE Ha

tpancamuHazute (>3 X ['TH) (Bx. Touka 4.8).

[Tpenopruba ce fia ce U3BbplIAT HepHOApOOHUTE PYHKIIHOHATHH TECTOBE MPEIH JICHEHUETO C
INEGY, a cnen ToBa, KOraTo ce Hajara oT KIMHMYHHA XoH. [1py nauMeHTHTe ¢ THTpUpaHe Ha A03aTa
1o 10/80-mg, ¢ Heo6x0aAUMO J1a ce U3BBPIIAT JOTBJIHHTEHA TECTOBE [IPEIAH TUTPHPAHETO, 3 Mecella
cnen TuTpUpanero ao 10/80-mg u cnen ToBa nepuoaMYHO (Hamp. Ha 6 Mecela) npes bpBaTa roAuHa
Ha Jledenue. CrnenMaiHo BHUMaHue TpAaOBa Ja ce o0pblia Ha MAUEHTHTE ¢ TMIOBUILICHH TPAHCAMHHABH.
IIpu TAX TecTOBETE ciaeapa He3abaBHO a ce MOBTOPAT H ClIefl TOBA [a Ce IIPOBEX/IAT To-4ecto. B
cy4aii 4e CTOMHOCTUTE HA TPaHCAMHHA3UTE IPOrPECHBHO HapacTBaT, 0COOeHO, aKO JOCTUTHAT
croitroctr 50 3 X I'TH 1 ocTaHaT Ha TE3M HHBA, JICUEHHETO ¢ JIEKAPCTBEH NMpPOIYKTa Cjle/ipa ia on/1e
NpeKpaTeHo.

INEGY tps6Ba na ce W3non3sa ¢ BHEMAHHE [IPY NIALIHEHTUTE, KOUTO 3/10yNnoTpedABaT ¢ aKOXO1l.

Yeprodpobna nedocmamuviHoOCH

JIOKONKOTO HE Ca H3BECTHH e(EKTHTE OT MPOIB/DKUTEHA €KCIO3ULMA KbM ezetimibe npH MallHeHTH ¢
yMepeHa WM TEXKKA 10 CTeNEeH YepHOAPOOHa HeAOCTaThYHOCT, JiedeHueTo ¢ INEGY npu takusa
NALKMEHTH HE ¢e NpenopbuBa (BXK. TOUYKaA 3.2).

Duopamu
Besonacuoctra U epKacHoCTTa OT KOMOHHHpaHeTo Ha ezetimibe ¢ puOpaTH HE ca MOTBBPAEHH; MO

Ta3u [IPHYKMHA HE C€ NPernophuBa eIHOBpeMeHHOTO NpwioxenHe Ha INEGY u ¢pubpatu (BXK. TOUKa
4.3).

Ciclosporin ;,/,.,_,:. ~
7 ZEMAPC T,
HeoOxoauMoO € BHUMATEAHO J1a ce MOAX0X A4, KOraTo ¢e 3aro4Ba JICUYEHHE ¢ INEGY,{;(ﬁg}aﬁg,ce-—\ 4
. . . - A N ;
poBex/aa JieyeHue ¢ ciclosporin. KoHuenTpauysaTa Ha ciclosporin Tpsdpa fa ce KOHYPETRDa HER
nauMenTH npuemaum exHospemerno INEGY u ciclosporin (Bx. Touka 4.5), R Y.
|2 s
\ 2\
] Hrr?".l-l
3 \,::‘, R
.;:x"’* ‘f:" -~
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Anmukoazynanmu

Axo INEGY ce npubaBu kbM warfarin, Apyr KyMapHHOB aHTHKOAryJiaHT, Wid GJIyHHAUOH
MHTEPHALUOHATIHOTO HOpManu3upaHo oTHolleHuE (INR) TpabBa 1a Ob1€ KOHTPOJIUPAHO MO
MoOXoOaLl HaduH (BK. TOUYKa 4.5)

Homowriu eeugecmea
[TauperTHTE C peAKUTE HACKEACTBEHU NMPOOIIeMH “TanakTo3Ha HEMOHOCUMOCT® Lapp NakraseH

aeduouT M ManadbcopOuys Ha rIOKO3a-ralakToza He TpAOBa 1a ce JIEKYBAT ¢ TO3M JEKapCTBEH
MPOAYKT.

4.5 B3anMoJeHcTBHE ¢ APYIrH JIeKAPCTBEHH NPOAYKTH H APYrH pOpMH HA B3aHMOJACHCTBHE

DapMarQOUHAMUYHYU 63AUMOCCUCIMEUS

Baaumooeiicmeun ¢ munudonoHudicasayu 1eKapcmed, KOUmo MoaAce 0a npeoussuxam Muonamus,
Ko2amo ce RpUuIazam camMoCcmoamenHo.
PHCKBT OT MHOIATHA, BK/IKOYUTENHO pabIOMHUONIN3a, € MOBULISH NMPH CbBMECTHOTO MPHIOKEHHE Ha

simvastatin ¢ ¢uOpaTi ¥ niacin (HMUKOTHHOBA KHCeNHHA) (=1 g/nHeBHO). OCBEH TOBAa HMa
¢apMaKOKHHETHYHO B3aUMOJCHCTBUE Ha simvastatin ¢ gemfibrozil, koeTo npeU3BUKBA MOBHILABAHE
Ha TUIa3MEHATa KOHLIEHTpalUa Ha simvastatin (BXK. 10 Hagony PapmaroxunemusHy
63AUMOOCUCTNBUR).

PubpaTHTe MOXeE 1a YBENNYAT EKCKPEIUATA Ha XOJIECTEPOoJia B XKITbYHHUA COK, KOETO HPHUUHSBA
xojenutuaza. [Ipyn npenkMHUYHHE NMPOYYBaHHA C KYy4YeTa € YCTaHOBEHO, ue ezetimibe yBennyasa
X0JIECTEpOJIa B MEXYPHATA MkKITbUKa (BXK. TOuKa 5.3). He3aBHCHMO Ye JHPEKTHOTO MIPEHACAHE HA TE3U
NpeKIMHAYHA JaHHH B XyMaHHAaTa MEIULIHHA U eQeKThT HE € U3BECTCH, CAHOBPEMEHHOTO
nprnoxenne Ha INEGY ¢ pubparu He ce npenopbuBa (Bxk. Touka 4.4).

DapmakoxuHemuyHy e3aumMooeicmeus

B mabauyama no-dony ca 0b6obwenu npenopbsxume 3a npeonuceane Ha 83auUMOOEUCMEaIU CU A2eHMU
(RO-HamambuiHYU Qemaiy ca npedcmasenu 8 mexkcma, 6xc. oute u mouku 4.2, 4.3 u 4.4).

JlekapcTBeHR B3aHMOAeCTBHSA CBLP3aHH ¢ MOBRIIEH PACK OT MHONATHS/ padaoMHO.TH3a

B3anMoJeHCTBAIH CH areHTH ITpenopbKHTE 32
npeANHCBAHE

Mownu CYP3A4 unxubumopu. IIpoTHBONOKA3AHH C

Itraconazole INEGY

Ketoconazole

Erythromycin

Clarithromycin

Telithromycin

HIV protease inhibitors

Nefazodone

Fibrates* He ce npenopnuBa ¢
INEGY

Ciclosporin Jla He ce HAmXBBPIIA, =<2y

Danazole 10 /10 mg INEGY,”  s¥h F%Eiﬁ\\

- JTHEBHO
Amiodarone Ja He ce Haax
Verapamil 10 /20 mg IN

THEBHO

Niacin (= 1 g fHeBHO)
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Diltiazem Jla He ce HaaXBBpis
10 /40 mg INEGY
JAHEBHO

Fucidic acid [TasuentuTe TpAdOBa Ja

c€ MOHHUTOpHUpAT
CTPMKTHO. MoXxe Zia ce
HaNI0’)KH BPEMEHHO
CIIHpaHe Ha TEpAIMATa C
INEGY
CoK OT rpendgpyT Ia ce u3bsrea coxk Ot

rpendpyT Opy npueMa
Ha INEGY

Ecpexmu na opyzu nexapcmsenu npooyxmu evpxy INEGY
INEGY

Niacin: B KIMHWYHO W3NHTBaHe IpH 15 3ApaBH A00pOBOIUH, €AHOBPEMEHHOTO NpPHJIaraHe Ha
INEGY (10/20mg nnesso 3a 7 auu) ¢ NIASPAN Ta0neTku ¢ NPOABDKHATEIHO OCBOOOXKIaBaHe
(100mg 3a 2 axu 1 2 000mg 3a 5 AHW NOCIEABAHO OT 3aKycKa GelHa Ha Ma3SHUHH) € IpHHHHa 3a cnabo
noeuiaBade Ha cpeanara AUCs Ha niacin (22%) 1 HUKOTHHOBa KucenuHa (19%). EqnoBpeMeHHO B
cpmoTo ManuTeane NIASPAN cina6o nosumasa cpennara AUCs Ha ezetimibe (9%), o0mns ezetimibe
(26%), simvastatin (20%) u simvastatin acid (35%). Te3x NOBUIICHUA HE CE CUUTAT 33 KIIMHUYHO
3HAYMMH.

He ca nposexaanu KIMHAYHM U3NMTBAHHA 34 JIEKAPCTBEHO B3aUMOIEHCTBHE C BUCOKH 03U
simvastatin.

Ezetimibe

Aumuayuou: EJHOBpEMEHHOTO NPUNTOKEHHE HA AHTHALIMIM HaMansBa CKOpOCTTa Ha abcopOupa Ha
ezetimibe, HO HaAMa edekT BbpXY OMOHAIMMHOCTTA Ha ezetimibe. HamaneHara CKOPOCT Ha
abcopOHpaHe He ce CHUTA 33 ePEKT ¢ KIMHUYHA 3HAYHMOCT.

Cholestyramine.: eTHOBpeMEHHOTO NpHIoKeHHe Ha cholestyramine HamMaIsaBa CpeaHATa IUIOL NOA
xpuata (ITTIK [AUC])) Ha obuius ezetimibe (ezetimibe + ezetimibe riokOpoHKA) A0 NPHUOIHIUTETHO
55%. IpoliechT Ha HapacTBaHe Ha CHIDkeHrneTo Ha LDL-C B pesynrar Ha gobaesHeTo Ha INEGY kbM
XOJIECTUPAMHHA MOXeE Ja Objie HAMAJIEHO TIOPaAX TOBa B3aUMOJIeHCTBHE (BXK. TOUKA 4.2).

Ciclosporin: Ilpu npoyuBahe ¢ 8 mauueHTy cieg 0b0OpevyHa TpaHCIIJIAHTALIMA ¢ KPEAaTHHUHOB KIIMPBHC
oT >50 ml/min mpu cTabunHa no3a Ha ciclosporin, eana Ao3a ot 10-mg ezetimibe goBege j10

3 .4-xparHo (06xBat ot 2.3 - 50 7.9-KpaTHO) yBenu4eHue Ha cpeanara I1IK 3a oOmusa ezetimibe B
CpaBHEHME ¢ IPYNaTa Ha 3[paBUTe KOHTPOJIH, TIOMy4aBaiy caMo ezetimibe, OT Apyro Npoy4BaHe
(n=17). B gpyro npoyusaHe, npy nauueHT ¢ 6s0peuHa TpaHCIUTAHTALUA H TEXKa CTeNneH Ha OB0peuHa
HEe10CTAaTBYHOCT, KOUTO Oellle Ha iedueHuHe ¢ ciclosporin B MHOXECTBO APYTH JICKAPCTBEHH IIPOAYKTH,
Oelre eMOHCTpUpaHa 12-KpaTHO MO-IBJTra eKCIIO3ALUI KM 001Hd ezetimibe B cpaBHeHMe C
[1apaJIeJTHO TpOCIeAsBaHHTE KOHTPOJIH, NIOJIy4aBaiy camo ezetimibe. B eaHo AByNepHOIHYHO

KPBCTOCAHO M3NMTBaHE TpH 12 3apaBu go6poBouy, npuaokeHHeTo Ha 20 mg aueBHO ezetimibe B ___
v . -~

yBeIMYaBaHE), B CPABHEHHE C eIHOKpaTHa 1032 oT 100 mg ciclosporin mpumoxeH caMmo
KOHTpoIHpaHo M3nuTBaHe BbPXY edeKTa OT eJHOBPEMEHHOTO NPHIIOKEHHE Ha ezetimi

ciclosporin npu naumeHTH ¢ 6EOpeyHa TPAHCIUTAHTALMA Ha JieueHHe ¢ ciclosporin He € g
nposexaaHo. 1padea na ce o0bpHE BHUMaHKe, Korato c¢ 3ano4ysa INEGY npu ycnosue
ciclosporin. KoHuentpauusTa Ha ciclosporin Tpa6Ba 1a 6b1e XOHTpomMpaHa OpH MallueH
npueMainu INEGY u ciclosporin (Bx. Touka 4.4).
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Qubpamu: 1lpunoxxkeHueTo Ha peHodHOpaT WIH reM@udpo3un eJHOBPEMEHHO ¢ ezetimibe yBennuaga
o0lIaTa KOHUEHTpaums Ha ezetimibe ChOTBETHO npubMM3KTenHo 1.5-1 1.7 mpTH. BBIpekH de Te3u
YBEJIHUECHHUA Ha KOHLIEHTpayATa He C€ CMATAT 33 KIMHHYHO 3HaAYUMU, NpuioxkeHuero Ha INEGY
3a€/IHO ¢ PUdpaTH He ce NPenopLHBa [OHE JOKATO He OBbe MpoyyeHa ynoTpedara Ha Ta3H
KOMOMHALIHA TIPH NALMeHTH (BX. Touka 4.4).

Simvastatin

Simvastatin € cyOcTpar Ha uutoxpoM P450 3A4. Momnute uaxuburopu Ha uuroxpom P450 3A4
yBEJIM4aBAT PUCKa OT pa3BUTHE Ha MUONIATHS H pabaOMHOIIM3a Ype3 YBEIIMUABAHE HA KOHLEHTpaLUITA
Ha HMG-CoA penykrazHara HHXMOMTOpHA aKTHBHOCT B ILJIa3Mara [0 BPEME Ha JICYEHUETO ChC
simvastatin. TakuBa HHXHOWUTOpPH ca itraconazole, ketoconazole, erythromycin, clarithromyecin,
telithromycin, HIV-nporeazuure nuxuburopu u nefazodone. EqHoBpeMeHHOTO IIpHIaraHe Ha
itraconazole Boau no Hag 10-kpaTHO yBeNUYEHHE HA €KCTIO3HLMATA KBM “‘CHMMBACTATHHOBA KHCEIMHA
(axruBHMAT MeTabonuT — kucenueeH 6era-xuapokcun). Telithromycin npeauseuksa 11 kpathHo
YBEJIMYEHUE HA CKCIMO3ULMATA KbM “‘CHMBACTATHHOBA KHCEJIHUHA.

3arora kKoOMOMHHpaHeTo ¢ itraconazole, ketoconazole, HIV-niporeazun HHXHOWTOPH, erythromycin,
clarithromyein, telithromycin u nefazodone e nporusonokasano. B cmyvauTe, KOraTo TEYEHUETO C
itraconazole, ketoconazole, erythromycin, clarithromycin wnu telithromycin He Mmoxe fa ce uzderte,
npunoxenrero Ha INEGY Tpabea 5a ce mpekpaTH o BpeMe Ha TepaneBTHYHHA Kypc. Tpa0Ba aa ce
MOAXO0XKAa BHUMATEIIHO U npu KkoMOuHHpaHeTo Ha INEGY ¢ apyru, mo-cnabu HHXUOHTOPH Ha
CYP3A4: ciclosporin, verapamil, diltiazem (Bx. Touku 4.2 u 4.4).

Ciclosporin: PUckbT 0T MHONIATHA/pabaOMHOIN3A CE TIOBUIIABA [TPH €JHOBPEMEHHOTO MPHIOKEHHE
Ha ciclosporine, 0cobeHo, korato ce U3noi3Bar no-BUcoKU 1034 INEGY (Bx. Touku 4.2 u 4.4). Ilo
tasu npuduHa go3ara Ha INEGY He TpabBa na vaaxespnsa 10/10 mg gHEBHO NpH MALMEHTH, KOUTO
NMOJY4YaBaT €JHOBPEMEHHO H ciclosporine. BuIpeku ue MeXaHH3MBT HE € HaIThJIHO sceH ciclosporine €
nokasai, ye ysenudapa [IIIK Ha HMG-CoA peaykrasza HHXHOHTOpH. YBeanuasaneTo Ha I111K 3a
“CHMBACTATHHOBA™ KHCEJIMHA BEPOATHO YACTHYHO C€ OBJDKH Ha HHxuOupaHeTo Ha CYP3 A4,

Danazol
PHCKBT OT MHONIAaTHA W pabJOMHOJIH3a C€ YBEIMYABa IIPH eJHOBPEMEHHOTO NPHIoKkeHHe Ha danazol ¢

BUCOKHK 03U INEGY (Bx. Touku 4.2 u 4.4).

Gemfibrozil: Gemftbrozil yeenmuuagra 1,9 netu [111K Ha “cuMBacTaTuHOBaTa” KMCENIHHA, KOETO
BEPOSTHO Ce Ib/DKH Ha HHXUOUPAHETO Ha ITBTH Ha MMIOKOPOHUPAHE.

Amiodarone u verapamil: PUCKBT OT MHOTIaTHA ¥ pabaoOMHO/IK34a € YBEJIMYEH IIPH CBITTCTRALLA
Tepanug ¢ amiodarone iy verapamil ¥ Mo-BHCOKH O03M Ha simvastatin (Bk. To4uka 4.4). B
MPOBEKIALIO CE B MOMEHTA KIHHHYHO NpoyuBaHe, MHOTIaTHA € HabmoaasaHa npH 6% ot
NaldeHTHTE, KOUTO c¢a IoTyvaBany simvastatin 80 mg v amiodarone.

AHanu3 Ha NPOBEXIAHUTE 10 MOMEHTA MPOoyYBaHUA YCTaHOBABa npubmu3nTeHO 1% 4yecrora Ha
MHOIIATHA, KOTraTo c€ MPOBEXKAa eueHHe cbe simvastatin 40 mg nwiu 80 mg u verapamil. B egno
hapMakOKHHETHYHO IIPOYYBaHe, €AHOBPEMEHHOTO TIPWIOXKEHUE Ha simvastatin ¢ verapamil €
MpEeNU3BHKANIO 2.3 KPaTHO YBeJIMYEHHUE Ha EKCTIO3NIIHATA KbM “CHMBACTATHHOBA  KUCEIIUHA, KOETO
BEPOATHO ¢€ Tb/DKK YacTHYHO Ha uHXUbHpaHeTo Ha CYP3 A4, [1o Ta3u npuyKHa no3ara
TpaOBa 1a HaasHuIaBa 10/20 mg AHERHO MPU NALHEHTH, KOUTO [OIy4aBaT CRIPOBOK]]
amiodarone WM verapamil, ocBeH ako ce npeanonara, ye 6J1aronpUATHUTE KITHHAYH]
HAIXBBPJIWIM PHCKA OT MHOTIaTHS B pabaoMHuoIIH3a. |

Diltiazem: AHanu3 Ha CHLUECTBYBAIUMTE KIIMHUYHHU NMpOy4YBaHHs NMokassa 1 % yecto
NP MALHWEHTH, KOUTO noryyaear simvastatin 80 mg u dilttazem. PUCKBT OT MHONIATHA,
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MalHeHTHTE Ha fieueHHe cbe simvastatin 40 mg He e OWJ1 MOBHULIEH OT ChIIBTCTRAILOTO JICUEHHUE C
diltiazem (8. Touka 4.4). B eqHO (papMaKOKUHETHYHO MPOYYBAHE ¢JTHOBPEMEHHOTO MPHUTICKEHUE Ha
diltiazem cbe simvastatin € 5opesno A0 2.7-KpaTHO MOBMILIEHHE Ha €KCITIO3HIMATA KBM
“cHMBACTaTHHOBA” KucenrHa. ToBa BepoATHO ce ab/bkH Ha nHxubupaHero Ha CYP3A4. 3artora
no3ara Ha INEGY He Tpa6Ba na Haaxebpiad 10/40 mg AHEBHO NPH MaLMEHTHTE, KOUTO NOJIyYyaBaT
chObTCTBANIA Tepanus ¢ diltiazem, ocBeH CiiydauTe, KOraTo npearonaraeMara KIIMHHYHA 110J13a €
BEpOATHO /ia TIPEBUIIABA YBEIMYEHHS PHCK 32 pa3BUTHE HA MHOTIaTHA U pabaoMHonM3a.

Fucidic acid: PucxbT 0T MAOIIATHA, BKIFOYHTEHO padROMHOIIN3a, MOXKE Ja CC MTOBMILH NIpU
eqHOBpeMeHHOTo mpuioxenne Ha fucidic acid n INEGY. CrienuduynuTe 4epHOAPOOHH METAOOTHTHH
meTHina Ha fucidic acid He ca W3BeCTHH, BBIIPEKH TOBA MOXKE 14 CE 0YaKBa B3aNMOJCHCTBHE MEXAY
fucidic acid u uaxu6uropure Ha HMG-CoA penykrasa, kouto ce merabomusupar oT CYP3A4.

Cox om zpetingppym: CoxsT 0T rpeiingpyr uHxHOMpa uuroxpom P450 3A4. EqHOBpeMEHHHAT NpUEM
Ha r'oJIeMH KoJmuecTBa (Haa 1 JIMTHP JHEBHO) Ha COK OT rpeindpyT U simvastatin BOJH A0 7-KparHO
[MOBUIIEHHE HA eKCIIO3UIMATA KBM “CHMBacTaTHHOBA” KucesvHa. [IpueMsT Ha 240 ml cok ot
rpefindpyT CYTPUHTA M IPHEMBT Ha simvastatin BedepTa ChIIO ca NpeAusBHUKany 1.9-kpaTHO
yeenndenue. TpaOpa aa ce u3bArsa mpHem Ha cok oT rpefindpyt mo Bpeme Ha jiedenue ¢ INEGY.

Epexmu na INEGY ewpxy hapmaxoxuremuxama Ha Opy2u 1ekapCmeenu cpeocmea

Ezetimibe

B npeaxIMHUYHKA NPOY4BaHHA € 010 YCTAaHOBEHO, He ezetimibe He HHIyUMpa eH3UMHTE HATOXPOM
P450, xonro MeTabonu3upar JieKapcTBeH npoaykrure. He ca HabmoaaBaHM KIMHAYHO 3HAYHMU
hapMaKOKHMHETHYHH B3aUMOAEHCTRHA Mexly ezetimibe 1 JIekapCTBEH NPOOYKTHTE, 32 KOHTO CE 3Hag,
4e ce MeTabonmupar uuroxpomute P450 1A2, 2D6, 2C8, 2C9 u 3A4 unu N-aueTwiTpancdepasara.

Anmuxoazyranmu: B eTHO H3NUTBaHE NP JBaHAAECeT 3APABY BB3PACTHU MbKE, €NHOBPEMEHHOTO
nputoxKeHHue Ha ezetimibe (10mg BeOHDBK AHEBHO) He € HMAJIO 3HAYMMTENCH edeKT BBPXY
GHOHONMMYHOCTTa Ha warfarin u nporpoMGuHOBOTO Bpeme. Cren ryckaHe Ha nasapa obade ca
NOK/IaIBaH!U CTy4YaH Ha NMOBHINEHO HHTEPHAIMOHAHO HopMamu3upaHo oTHowleHue (INR) npn
MALMEHTH, OpH KOHUTO ezetimibe e no6aeeH kbM warfarin wiu fluindione. Ako INEGY ce nprbapu
xbM warfarin, Apyr KyMapuHOB aHTHKoaryaanT, wid fluindione, INR Tpa6Ba ga 6B1¢ KOHTPOIHMPAHO
O OOAXOISIN HauKH (BXK. TO4YKa 4.4).

Simvastatin

Simvastatin HsMa HHxuUOHpano B3AcicTBHe BEpXy cytochrome P450 3A4. 3aTtoBa He ce 0O4aKBa
simvastatin 1a moBiHse PPXY IUTA3MEHHTE KOHLIEHTPALIMU Ha BellECTBATa, KOMTO c€ METabONH3HpaT
nocpeacteom cytochrome P450 3A4.

Opanuu anmuxoazyraumu: B IBe KIIMHIYHEA H3IIUTBAaHUA, €IHOTO IIPH 3ApaBH A0OPOBOJILIM H
NPYTOTO NPH TTALIHEHTH ¢ XHIIEPXOJIECTEPOIEMHS, MPUIOKEHUETO Ha simvastatin 20-40 mg/nHeBHoO e
OTEHLMPAJIO B yMEpeHa cTerneH edekTa Ha KyMaprHOBHTE aHTHKOArYP/IaHTH: IPOTPOMOHHOBOTO
BpeMeE, OLICHEHO IIOCPEACTBOM MHTEPHALIMOHATHOTO HOpMaiM3upaHo oTHoweHue (INR), € HapacHano
cripsMo m3xo0aH0To 0T 1.7 10 1.8 1 ot 2.6 10 3.4 chOTBETHO B IpyMnaTa Ha JOOPOBOJILMTE H IpynaTa
Ha ManMeHTUTe. B MHOTO pejikH ciTydau ca Oum JoKIafBaHHU NoBUILIeHH cToMHOCTH Ha INR. Ilpn
NaleHTH, KOUTO MPHEMAT KyMapHMHOBH aHTHKOAry/IaHTH, IIPOTPOMOHHOBOTO BpeMe TpAbBa na ce
ofpenens mpeay Aa ce 3anoyHe npuemanero Ha INEGY u pocrarbuHo 4ECTO ciell TOBAa B HA4aJIOTO
Ha JICYEHHUETO, 3a Ja € CUTYPHO, Y€ HAMA CHI'HU(HKAHTHA MPOMEHU B IPOTPOMOHHOBOTO BP
cTabHIIH3HpaHe Ha IPOTOPMOHHOBOTO BpeMe, HHTEPBAIMTE 34 IIPOCIEAABaHe Ha MPOTPO
BpeMe Morat Ja 6paar obuHaliHUTE, KOMTO Ce MperopbyBaT NpHU NalMeHTH Ha JICYCHH /é #
aHTHKOAry/aHTH. ChlllaTa mpouexypa ce MoBTaps, B ciiy4yad dye no3ara Ha INEGY ce r pﬁ' '
nedeHHero 6bae npexpareHo. Jleuennero che simvastatin He ce aconMUpa ¢ KbpBeHe| jaH
IPOTPOMOUHOBOTO BpeMe IPH MALUMEHTHTE, KOUTO HE B3UMAT AHTUKOAT'YJIAHTH. | %
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4.6 bpeMeHHOCT H KbpPMEHe

bpemennocm.

ATepocKiiepo3aTa € XpOHWYHO NPOoTHYALL [IpoLiec. BpEMEHHOTO NPEeKbCBAHE Ha
JIMITHAOMOHHIKABAalllaTa Tepanys o BpeMe Ha BpeMeHHOCTTa OU MMano HEZBHAYMTETHO Bb3ACHCTBHE
BBPXY ABJrOCPOUHHA PHCK, ACOLMUPaH C HATTMYHETO HA TbPBUUHA XUTIEPXOJIECTEPOSIEMHA.

INEGY

INEGY e npoTHBOnOKa3aH 3a NPWIOXKEHHKE IO BpeMe Ha OpeMeHHOCT. HiAMa KIHHHYHK JaHHH
oTHocHoO yniotpebaTta Ha INEGY no speme Ha OpeMenHocCT. [IpoyyBaHuaTa NPU JKHBOTHH C
xkoMOMHHpaHa Tepanus ca MoKa3and TOKCHYHO Bb3AeHCTBHE BbPXY PEPOIyKTHBHATA (YHKLIMA (BX.
TO4YKa 5.3).

Simvastatin

Be3onacHOCTTa Ha simvastatin Tpy OpeMEHHH KEeHU He € AoKa3zaHa. HiMa KOHTpOonHpaHu KIMHHYHH
MPOYYBaHHA ChC Simvastatin mpu OpeMeHHH KEHU. Peaku ca ormoBeCTeHHTE CITy4an Ha BPOJICHH
AHOMAJIMH CJIE] KaTo 3apOAMIUGT € OMN H3N0KeH Ha HHTpayTepuHHa exkcniosunua keM HMG-CoA
peIyKTa3HH HHXHOHTOPH. BBNIpekH ToBa B aHanmn3 Ha NpHOIU3HTENHO 20{) NpOCHEeXTHBHO
NPOCICACHY OPEMEHHH XeHH C eKCIIO3HIINA MO BpeMe Ha IEPBUA TPUMECThP KbM simvastatin Win
apyr 6mau3sk go uaxuouropute Ha HMG-CoA penykrazara gekapCTseH MPOIYKT, € OMIIO YCTaHOBEH,
ye YeCTOTATa Ha BpOIEHHTE aHOMANIUH € CPaBHMMA C Ta3H cpex obara norryinanysa. To3yu Opoi Ha
HabmonaBaHu OpeMeHHH KE€HH € OH JOCTaThYeH, 3a Aa ¢ [oIy4aT CTaTUCTHUECKH 3HAYHMU JaHHH 34

M3KTIOYBaHE Ha > 2.5-KpaTHO yBeJHYeHHE Ha YeCTOTaTa BpOJIeHUTE aHOMaJIMH CIIpAMO Da3sucHaTa 3a
ob1raTa momyaamnus.

He3aBucuMO 4de HAMA NOKA3aTEICTBA, Y€ YECTOTATA Ha BPOJCHHUTE aHOMAIUH Cpell HOBOPOAECHHUTE OT
Maifki, KOMTO C€ JIEKyBaT ChC simvastatin Wil Apyr IeKapcTBEH NMPOAYKT OJIH3BK 10 HHXHOUTOPMTE
Ha HMG-CoA penykrasara ce paznudapa oT HabmoaaBaHara B 001iaTa normysanms, € YCTaHOBEHO, 4
JIeYueHHUeTO Ha MaliKUTe ChC simvastatin MOJKe J1a HaMali HUBOTO Ha MEBAJIOHAT BBB (eTyca, KOHTO €
npeKkypcop Ha xosiecTeposiorara Onocunresa. 3aropa INEGY He TpsiOBa fa ce H3IOI3Ba IPH XKEHH,
KOHUTO ca OpeMeHHM, ONMTBAT ce A2 3a0pEMEHedT Wik ChC CbMHEHHUE 3a aKTya/lHa OpeMEHHOCT.
JIeuenuero ¢ INEGY TpabBa aa ce npexpath no Bpeme Ha OpeMEHHOCTTa HIIH NIOHE JOKATO C¢
YCTAHOBH, 4Ye 3KeHaTa He € OpeMeHHa (Bx. Touka 4.3.).

Ezetimibe
He crmecTyBar KIMHHYHH JaHHK OTHOCHO yrorpebarta Ha ezetimibe o BpeMe Ha OpeMEHHOCT.

Kspmene.

INEGY e npoTHBONOKA3aH 3a IMIPWIOXKEHHUE N0 BpeMe Ha KbpMeHe. IIpoydBaHHd ¢ IUTEXOBE ca
MoKasaliu, 4ye ezetimibe ce u3rpuBa B KbpMaTa. He € H3BeCTHO Jay aKTHBHUTE KOMIIOHEHTH Ha
INEGY npemuHaBar B KbpMara npu xopa (BxX. Touka 4.3.).

4.7 EdexTH BHpXy cniocobnocTHTE 32 o HpaHe H paboTa ¢ MAIIHHEH

He ca npoBeskaaHH NPOYYBaHHA 32 YCTAHOBSABaHe Ha €(peKTHTE BbPXY CMOCOOHOCTHTE 3a modHupaHe U
pabota ¢ mamMHK. HezaBMcHMO OT TOBa, B CiTydaii ue TpAOBa 1a ce wodupa WM 1a ce padoTu ¢
MalllHHH € HEOOXOAUMO 1a C€ UMa MpeABH, Y€ CPE/l HEXETAHUTE JIEKApCTBCHH PEAKIIMH €
cHOOIIaBaHO U 3a 3aMasAHOCT.

4.8 Hexerand JIeKapCTBEHH PEAKIHH

[TIpunoxenvero Ha INEGY (vnu eqHOBpEMEHHOTO NPHIOKEHUE Ha €KBHBAJIEHTHH HA.
ezetimibe W simvastatin) e OHIO OLIEHABAHO 33 YCTaHOBABAHE Ha DE30TACHOCTTA MPH
MAllHEHTH B KJIMHWYHH H3NTHTBAHHSA.

/
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YecTOTATA HA HEXKENAHUTE JIEKAPCTBEHM PEAKLMH € FpafupaHa KakTo clieasa: MHOro yectH (2 1/10),
wectu (= 1/100,< 1/10), He uectu (= 1/1000,< 1/100), peaxu (= 1/10,000,< 1/1000), MHOrO peaxy
(< 1/10,000) BKIFOUYHTENIHO W30JIMPAHU CHOOINEHH.

INEGY

Hapywenua na Hepenama CUCIMema:
Uectn: rnaBobonue

Cmomanuino-ypeeHu HapyweHun:
YectH: pnaTyneHumd

Hapyuienua na Myckyino-ckeiemnama cucmema u COHCOUHIMETHAMA MBKAH.
YecTH: MAAITHASA

Jdabopamopnu pe3yaimamu

[Ipu mpoy4BaHHA 3a NapaiesHO NPHICKEHHE, YECTOTAaTa Ha MOBUILIEHHETO COPYMHHUTE TPAaHCAMHKH3H C
kauHAgHa 3HauuMoct (ALT w/umu AST >3 X I'TH, crotsertio) e HabmogasaHo npy 1.7%0T
naupentute JekyBanu ¢ INEGY. Te3u noBUIlICHHA HAa eH3UMHHTE HUBA Ca OHJIM Haii-0011I0
6e3CHMIOTOMEH, He ca 6K acoLMMpaHy XOJIECTa3a M OOpaTHMU ¢ BpblLaHe KbM Oa3MCHHMTE
CTOMHOCTH cJIe]] IpeKpaTABaHe Ha JeYEHUETO KAKTO M IPU NMPOAB/DKABAHE Ha JIEYCHHETO (BXK. TOUKA

44.)

Kmunuuno 3Hayamu noumenus Ha CK (210 X I'TH) ca nabmoaasanu npu 0.2%0T NMauMeHTHTE
npoeexaand jeuenue ¢ INEGY.

Onum cned nyckane na nazapa:
Crednume HedCeranu pearyuy ca HAbAo0asaHy NPu KIUHUYHY USRUMBAHUA UAU NOCMMAPKEMUHZ08U

HAOMIOOEHUA ¢ ynompebama Ha eOHa om CoCMABKUME HA IEKAPCMBEHUA NPOOYKM, HA npenapama
INEGY.

Hapywenun na kppema u 1umprama cucmema:
TPOMOOLIUTOIIEHHSA, AHEMUS

Hapywenun na nepgnama cucmema
3aMaiiBaHe, NapecTe3ud, ricpugepHa HEBPONaTHA

Cmomauino-u4pesrHu HApyuieHunA:
KOHCTHIIALINA, kopemHa 00JIKka, IUCNENCHs, AUapud, rajgeHe, [MOBPIlaHe, MAHKPeaTHT

Hapyuwienun na xoxcama u ROOKOMNCHAMA MHKAN.:
[IPYPHUTYC, ATOTICHHSA, PEAKLIHH Ha CBPBX YyBCTBUTEIHOCT, BIJIIOUHTETHO OOPUBH, YPTHKApHUA,
aHa(pHUITAKCHA, AHTHOCACM

Hapywienua na MyCKyIHO-CKeIeMHAMA CUCMEMA U CHEOUHUMETHAMA MHKAH:
apTpaIrKi, MYCKY/IHH KpaMITH, MHONATHs/pabaoMHOMM3a (BK.To4YKa 4.4)

Obuiu HApylieHUA U ehexmu HA MACMOMO HA NPUTOICERUE:
aCTEHUA, yMOpa

Xenamo-o6uiuapru HapywmeHua: / 0

XeMaTUT/ AKBITCHALA, YePHOAPOOHA HEAOCTATBHHOCT, XOJISTMTHA3HC, XONCLHHCTHT
i
1

s

Icuxuunu napyuiernun: |
Aefnpecus
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Paaxo e 6un nHabmonaBaH CHHAPOM Ha CBPBXYYBCTBUTEIHOCT, KOHTO BKIFOUBA CIICAHUTE
XapaKTEPUCTHKH: aHTHOEEM, JIYIIYC-IIORO0EH CHHAPOM, PEBMATUYHA MOJIMMHUANI K, AEPMATOMHO3HT,
BACKYJIUT, TPOMOOLIUTONIEHHA, €03HHODMIMA, yBenueHue Ha CYE, apTpuT M apTpairus, ypTHKapHs,
peakuusa Ha GOTOUYYBCTBUTEIHOCT, UpeXCcHs, (Nalll, JUCITHES M HEPA3TIOJIOKEHHUE,

Jlabopamopnu cmoiinocmu:
IIOBUINCHH TpaHcamuHasy; nopuuteHa CK, nopumasane Ha [T TII (rama-riryraMun-TpaHcienTHasa),
BUCOKA ankaiHa ¢ocdaraza.

4.9 IIpeno3upane

INEGY

CHMIOTOMATHYHH M MOATbPKAILM AEHCTBUA Ce MPOBEXKIAT B CITYHAHTE HA IIPEJO3UPAHE.
EnnospemenHoTo npuinoskenye Ha ezetimibe (1000 mg/kg) u simvastatin (1000 mg/kg) ce noHacsme
[100pe B npoy4BaHMs NPH MHUILUKH M IUTEXOBE 3a OCTPa TOKCHYHOCT MPH MepOpaiHo mpuoxkenue. [pu
Te3H XKHUBOTHH He Ca HaOJII0JaBaHH KJIWHWYHHA CHMIITOMH Ha TOKCHMHOCT. Y CTAHOBEHATA II€pOpaiHa

LDs; 3a ezetimibe u simvastatin 3a nBara Buaa € crotBetHo >1000 mg/kg/ u 21000 mg/kg.

Ezetimibe

B KTHHHYHH NpoyYBaHHA, IPUIIOKEHUETO Ha ezetimibe B 703a 50 mg/nueBHO Ha 15 3apaBu
100poBosIIM 32 BpeMe 110 14 auu i B xo3a 40 mg/nHeBHO Ha 18 nmaimeHTH ¢ mepBUYHA
XHATNEPXOIECTEPONEMHA 3a BpeMe 10 56 KU e 6o nodpe noHacsHo. CroOLIEHH ca ManKo Ha Opoii
CIy4daM Ha npefosupane. 11oeedero oT TAX He ca OMfiM ACOLMUPAHH ChC CTPAHHYHH JeHCTBHA.
CnolimennTe cTpaHUYHU AeHCTBHSA He ca 6l cepro3HM. [IpH skMBOTHH He € HaOmoaaBaHa
TOKCHYHOCT CJie[l eAHOKpaTHa nepopanHa fo3a oT 5000 mg/kg ezetimibe npu mrbxoBe H MHIIKH U
3000 mg/kg npu kyuera.

Simvastatin
CroOLieHH ca MaJIKO Cilyqad Ha mpeo3upaHe. MakcumanHara npuera nosa e 6una 3.6 g. Bcuuku
NALUEHTH Ca C& Bh3CTAHOBWIH 0€3 IOCIIeACTRHA.

5, GAPMAKOJIOTHYHHU CBOUCTBA

5.1 PapmMakoIAHAMHAYHH CBOHCTBA

PDapMmakorepaneBTHyHa rpyna; HHXUOUTOpH Ha HGM-CoA peaykrazata B KOMOHHALHA € JPYTH
mnuao-mogudunmpamm areaTd, ATC koa: C10BA02

INEGY (ezetimibe/simvastatin) npoaykT, npeaHa3HaueH 3a MOHMKaBaHe Ha JHIHHMTE, KOMTO
CEJIEKTUBHO MHXUOUpa uHTecTUHANHATa abcopbiuug xonecTepos U GIM3KUTE A0 HEro PaCTHTEIIHH
CTEPOJIM KaTo I10 TO3H HAUHH UHXHOUpA €HIOreHH!s CHHTE3 Ha XOJIECTEPOI.

MexaHu3bM HA JEeUCTBUE,
INEGY

XOnecTeponbT B IUIA3MAaTa Ce Mojydapa oT abcopOupanus npes yepBaTa U OT €HJOICHHO
cunresnpanms. INEGY cpabppxka ezetimibe u simvastatin, IB€ ChCTaBKH, KOHTO MOHIDKABAT H
JUIMTUINTE IOCPENCTBOM KOMIUIEMEHTApHH MexaHu3mu Ha aeucTrue. INEGY Hamangea no
o6 xonecrepon (06m-C), LDL-C, anonunonpoteud B (Apo B), tpurnuuepunute (TG)
XOJIECTEpOia B IMMONIPOTEHHHUTE ¢ HUCKA ILTBTHOCT (non-HDL-C); nosuiiasa xonecrep
JIAMONPOTEHHUTE ¢ BUCOKA IUTBTHOCT (HDL-C) upes fBoeH MexaHU3BM Ha 1EUCTBHE - U
abcopO1usaTa Ha XoJlecTeposia ¥ HETOBHS CHHTE3.

Ezetimibe
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Ezetimibe uuxubupa untecTHHaNHara abcopbuus Ha xonecteposi. Ezetimibe ¢ akTHBeH npu
[epOpaTHO IIPUIOKEHHE U NIPUTEKABA MEXAHUIBM Ha ACHCTBHE, KOMTO CE pas3iiuaBa OT TO3H Ha
OCTAHAJIMTE BEINECTBA OT rPYyIaTa Ha ChbeAMHEHNATA, TIOHIDKABALIM X0JIeCTepOa (Hanp. CTaTHHH,
CEKBECTPAHTHTE HA JKTBYHMTE KHCeIMHU [cMoH], dubpaTHTe M pacTHUTEHUTE CTaHONMH). [lpunenHara
TOYKA Ha MOJIEKYJIHO HHBO Ha ezetimibe e npeHocuTensT Ha creposan Niemann-Pick Cl-Like 1
(NPC1L1), xoiiTo ¢ oTroBopeH 3a abcopOumaTa Ha XOJECTEPOII M PUTOCTEPOIH B THHKUTE YEPBa.

Ezetimibe ce Mo3HIMOHMpA HA FPAHULIATA HA BIACHHKHTE B THHKUTE YepBa M HHXubnpa abcopOimsara
Ha XonecTepoll. ToBa BOAM 10 HaMaJICHHE Ha KOMHUYECTBOTO XOJIECTEPOII, KOETO CE HacOUBa OT
yepBaTa KbM YepHHs Apo6. CTaTHHHUTE HAMAJIABAT CHHTE3a Ha XOJIECTEPOJI B YePHHA [pob. 3aeHo
[IOCPEICTBOM TE€3H JiBa OTHAEIHU MEXaHH3Ma Ha JIEHCTBHE Ce TIOCTUTra JOMBJIHMTEIHO HaMaleHHe Ha
xonecTeposa. MexaHu3MbT Ha IeHCTBHE Ha MOJIEKYJIAPHO HUBO HE € HAITBIIHO H3ACHEH W Mo3Hat. l1py
2-ceIMHYHO KTHHHYHO TIpOy4BaHe ¢ 18 nallMeHTH ¢ XUIepxonecTeposieMus, ezetimibe nHxubupa
HHTeCTUHATHATa abcopOLus Ha xonecrepon ¢ 54% B cpaBHEHUe ¢ IUIaLedo.

[IpoBeaeHa € ceprs OT MPeTKIMHAYHK POYYBAHHS 32 YCTAHOBABAHE HA CEJIEKTUBHOCTTA Ha ezetimibe
npM UHXMGUpaHe Ha aGcopOuuara Ha xonectepon. Ezetimibe uaxubupa abcopObumaTa
['"C]-xonecrepon 6e3 1a Bause BBpXy aGcopOLMATA Ha TPUTITHLIEPHAMTE, MACTHUTE KHCEITHHY,
SIOTBYHHUTE KMCEIIMHH, MPOTreCTePOHA, €THHIUI €CTPAANOI1a HIIH MACTHO pa3TBOPMMHUTE BUTAMHHH A

1D

Simvastatin

Crie1 mepopaJieH TIpHeM, simvastatin, KOMTO e HeaKTHBEH lactone, c€ XMAPOJIM3HPa B YepHHs Apod.
[Tomy4aBa ce CbOTBETHHA AKTHBEH META0OIUT KUCEIMHEH OeTa—XMAPOKCUKUCENTMHA. 101 € MOIIIEH
naxubutop Ha HMG-CoA penykrasara (3 XuapokcH - 3 merunntytapun CoA pemykrasa). Tozu eH3uM
kaTajinavpa npespbiiaHeTo Ha HMG-CoA B MeBajloHaT, paHHa H CKOPOCT TMMUTHpAIla CThIKA B
OHOCHHTE3aTa HA XOJECTEPOIL.

VCTaHOBEHO €, 4e simvastatin HaMa/IgBa KaKTO TIOBHILICHUTE Taka H HOPMATHUTE KOHIICHTPALMH Ha
LDL-C. LDL ce o6pazyBar OT JIMIIONPOTEMHUTE ¢ MHOTO HUCKA MTBTHOCT (VL.LDL) u ce
KaTabonM3Upar NpeAMMHO IIOCPEACTBOM BUCOKO YyBCTBUTEIHHTe LDL peuenTopu. MeXaHM3MBT, 110
KoMTO simvastatin moHmwxasa LDL 61 MOres 1a BK/IIOUBA KAKTO NOHMXKEHHE HA KOHLEHTPALMATA Ha
VLDL-xonecrepona (VLDL-C), taka u maaykuus Ha LDL penentopure. [1o T03M Ha4UH ce NOCTHra
HaMaNABaHe Ha MPOJYKLMATA M IOBHIlIaBaHe Ha KaTabonusma Ha LDL-C. AnosmnonpoTeyuH B chio
ce MOHKIKABA 3HAYMMO [IpH JieyeHHe ¢be simvastatin. OcBeH ToBa simvastatin NOBHILABa B YMEPEHA

crerteH HDL-C v noHmkaga IasMeHara KoHueHTpauud Ha TG. B pesyinraT Ha TOBa C€ IIOHHKaBaT
chotHoweHuaTa oou-C/ HDL-C LDL-C/HDL-C.

KITHHHYAHA [IPOYYBAHHA

[Tpu KOHTpPONMpaHH KIWHKUYHM npoy4uBanus, INEGY 3Hauumo noHmwkasa o6m-C, LDL-C, Apo B, TG,
non-HDL-C u yBemmuapa HDL-C npu natiMeHTHTE ¢ XHIIEPXOAECTEPOTICMHA.

Ihhpeuuna xunepxonecmeponemun
B aBoiiHO ciAno, wianebo KOHTpONMHpaHo, 8-CeIMUUYHO MpoyuBaHe, 240 MalMeHTH C
XHIEPXOJIECTEPOIEMHUS, KOUTO BeUe ca MpUeMalli simvastatin KaTo MOHOTEpamnusA U He ca JOCTUTHAIH
nocoueHus oT HaunonanHata nporpaMa 3a o0yueHHe oTHOCHO xoecrepona (National Cholesterol
Education Program/NCEP) Taprer 3a LDL-C (2.6 to 4.1 mmol/1 [100 to 160 mg/dl], na 6a3ara Ha
M3XOAHHTE CTOMHOCTH ca G1UIM paH OMU3HpaHH KbM NpHeM WM Ha ezetimibe 10 mg i nanedo
KaTO N0OAaBKa KBM OCHOBHATa TepalneBTHYHA cXeMa Che simvastatin. Cpefl IekyBaHWTe ChC simvastatin
MALUWEHTH, KOUTO He ca Ouiin JocTturaad Tapreta 3a LDL-C B Havanoto (~80%), 3HaYHTENIHO IOBEYC
alMeHTH, paHIOMH3HPaHH Ja NoJfy4aBsar ezetimibe 3aenHo ¢be simvastatin, JOCTHraT T e
croiinocTh 3a LDL-C kato xpaifiHO ¢chrOHUTHE B IIPOYUBAHETO B CPAaBHEHHUE C TE3M, KOU
KoMOHHaIMATA rnamedo cbe simvastatin, 76% u cpoTBeTHO 2 1.5%. CHIDKEeHNITa Ha
Ha ezetimibe wiu mianebo saeaHo ¢be simvastatin, CBLIO ¢a ¢ce pa3IHYyaBaaId CHTHH




VYT-EU-20081379

3% cvoTBeTHO). OCBEH TOBa KOMOMHHUPAHETO Ha ezetimibe M simvastatin € JOBeNO 10 CUTHU(PMKAHTHO
HamaneHue Ha o0-C, Apo B u TG B cpaBHeHue ¢ komOrMHaLmsATa rauedo- simvastatin.

B MYJITHUEHTPOBO, JBOHHO CIIAMNO, 24-CEAMUYHO NMpoyuBaHe, 214 nauueHTy ¢ BTOPH TUII 3aXapeH
avaber, IeKyBaHH ¢ TUA3OIMAHHIUOHH (PO3IIIUTA30H WIH IMOTTIMTA30H) B IPOXB/DKEHHE MUHUMYM
Ha 3 Mecella M ¢be simvastatin 20 mg B npoab/LKeHHe MUHHMYM Ha 6 ceAMULM NPU CPEIHH
cToitHOCTH Ha LDL-C ot 2.4 mmol/L (93 mg/dl), ca 6unu paHaoMHU3HpaHH KbM JICUECHHE CHC
simvastatin 40 mg uiu koMOuHaLmsa ot akTuBHUTE ¢bCTaBKU INEGY-10 mg/20 mg. INEGY

10 mg/20 mg e 61 3HaUMMO no-e()eKTUBEH B CPABHEHME C YABOEHATa J03a Ha simvastatin 1o 40 mg
33 NMo-HaTarbIHOTO cHIDKeHHE Ha LDL-C (-21% u 0%, croTBeTHO), 061-C (-14% 1 -1%, ¢BOTBETHO),
Apo B (-14% u -2%, cvotRerHO) M non-HDL-C (-20% u -2%, croTBeTHO). TOBa ca CTOHHOCTHTE Ciielt
NOCTUIHATOTO CHIDKeHUe ¢ 20 mg simvastatin 20 mg. Pesynratute 3a HDL-C u TG B AgeTe rpynu He
ca Ce pa3IMyaBajid CHTHU(GUKAHTHO. BHOBT HA M3MOM3BAHKTE THA3OJIHIHHAUOHM HE € MOBJIMSI BBPXY
KPaHHUTE pe3yJITaTH.

Edukacaocrra Ha aeere 03 INEGY (10/10 1 10/80 mg/aHeBHO) € YCTaHOBEHA B MYJITULIEHTPOBO,
NBOMHO CNANO, IU1ale00-KOHTPONUpaHO 12-ceIMUHMHO NTPOYYBaHE, B KOSTO ca OHIIK U3ITOJI3BaHH
BCUYKH BB3MOXKHH 7034 Ha INEGY m BcHuku chOTBeTCTBaIM A03H Ha simvastatin. CpaBHEHHETO
MEXAY NalMeHTHTe ¢ BCHUKY 1034 Ha INEGY cnpAMo JiekyBaHWTE ¢ BCHUKH 1034 HA simvastatin, ¢
yctaHoBHI0, ue INEGY curan¢pukadHTHO B nmo-rosiaama creneH € HaMmaimwio odm-C, LDL-C u TG (Bx
Tabi. 1) xkakto u Apo B (-42% u -29%, cvorBeTHO), non-HDL-C (-49% u -34%, csoTBeTHO) M C-
peakTHBeH npoTeuH (-33% u -9%, crorBeTHO). Edhpektrre Ha INEGY no ornowmenue Ha HDL-C ca
ownu nmogodHU Ha edekTuTe Ha simvastatin. JOMBIHATETHUAT aHATH3 € ycTaHoBuAa, ue INEGY B
cpaBHeHHe ¢ 11auedo curHupukadTHO € nopuunt HDL-C.

Tabarna 1
Otroeop kM npenapara INEGY npu nanueHTn ¢ IbpBHEYHA XHIIEPXOJdeCTEpoJieMUs
(Cpeana® % npomMsaHA cipsiMo HeJIeKYBAHH/A3X0XHHA )

JleyeHue
HDL-

(JiHeBHA 103a) N O6uw-C LDL-C C TG®

OO01H JaHHH (BCHYKH

no3u Ha INEGY)c 353 -38 -53 +8 -28

Obuwi nauht (Beidin 39 56 33 48 .15

03U smwastatm!

Ezetimibel 0 mg 92 -14 -20 +7 -13
_Inauebo 03 +2 +3 +2 -2

INEGY no3u

10/10 87 -32 -46 +9 21

10/20 86 37 -51 +8 -31

10/40 89 -39 -55 +9 -32

10/80 91 -43 -61 +6 -28

Simvastatin — o3

10 mg 81 -21 -31 +5 -4

20 mg 90 -24 =35 +6 -14

40 mg 91 -29 -42 +8 -19

80 mg 87 -32 -46 +11 26 e

) e : .,
® U3xoaHH CTOMHOCTH — 6€3 JIEKapCTBEH MPOAYKT 3a IOHIKARBS / SHROIITR N\ 7

2 CELLEL IR
3a TPUTrWIIMLIEPHANTE, cpeaHa (%) NpoMsiHa CIIPIMO M3XOTHA CTONRG &Z \
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G
4 o ]

° INEGY /no3u o6mo (10/10-10/80) curanuxantHo noHmxasff o6LEG
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B CPABHEHHE ChC simvastatin ¥ CHrHH(UKaHTHO noBruaBa HIN \B* GRIBLOH
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B KIMHHYHO Npoy4BaHe ¢ nojobeH qu3aifH ca OMIM NOCTUTHATH NIONOOHH PE3YNTATH 32 BCHUKH
TURNMAAHK napaMeTpH. B 06061ieH aHau3 Ha Te3 /1B MPOYYBaHHUA € OUJI0 YCTAHOBEH, 4€ OTTOBOPBT
kbM INEGY e 611 eJHaKBB HE3aBUCHMO OT cToifHOCTHTE HAa TG ~ choTBeTHO noa wm Hag 200 mg/dl.

INEGY cbabpxa simvastatin. B ase rojemu miane60 KOHTPOIUPAHH KJIMHHYHEA NPOYYBAHHMSA, 45
(Scandinavian Simvastatin Surviaval Study) (simvastatin 20-40 mg; N=4,444 nauxentn) u HPS
(Hearth Protection Study) (simvastatin x40 mg; N=20,536 nauueHTH) ca OlieHEHH €QEKTUTE Ha
JIEYEHHETO ChC Simvastatin P MaLHEeHTH ¢ BUCOK PUCK 32 KOPOHAPHM MHIIHACHTH MOPATH HATHYHE
Ha UBC, nuaber, nepudepHo cbAoBo 3a00iABaHe, aHaMHE3a 3a HHCYIT unu MCb. YCTaHOBEeHO e, Ue
simvastatin CHMYKaBa: PHCKST OT 001ia CMBPTHOCT MOCPEICTBOM HAMAIABAHE HA CMBPTHOCTTA OT
ChPAEYHO-CBAOBH 3a00/IsBaHHA, PUCKBT OT HeaTamuu HHGAPKTH HA MHOKapAa U MHCYIIT,
HeoOXOAMMOCTTA OT MPOLICTYPH 3a peBacKylapH3allid Ha KOPOHAPHUTE WM ApYTY ChAOBE.

He ca npoBexaaHy Mpoy4BaHUA 3a yCcTaHOBsABaHe Ha edukacHocTTa Ha INEGY B mpeBeHUMATa Ha
YCI0XKHEHMATA OT aT€poCKIepo3aTa.

Xomoszuzomnua pamunna xunepxonecmeponemun (XoPX)

[Ip¥ nauMeHTH ¢ KITMHAYHH W/ WIH FeHOTHITHK JaHHM 33 Xo®DX e npoBeeHO IBOHHO CIIAIIO,
pPAHAOMH3UpPaHO, |2-ceMMUHHO NpoyYBaHe. AHATTH3UPAHH Ca JJaHHUTE 3a IOArpyna OT MNallHEHTH
(n=14) moyyuasamy simvastatin 40 mg B Ha4aJI0TO Ha IIPOYYBAHETO. Y BeJIMYaBaHETO HA 103aTa Ha
simvastatin ot 40 1o 80 mg (n=5) e noBeno no moxmwxkasade Ha LDL-C ¢ 13% cnpamo u3XoaHUTE NpH
103a Ha simvastatin 40 mg. EqHOBpeMEHHOTO MIpiaraHe Ha ezetimibe 1 simvastatin B eKBUBaJICHTHH
Ha INEGY nosu (10 mg/40 mg u 10 mg/80 mg o6mo, n=9) e noseno o Hamanenue Ha LDL-C ¢ 23%
CIIPAMO M3XOAHHTE CTOMHOCTH MpPH Tepanus CbC simvastatin 40 mg. B criyyas Ha U3nosi3BaHe Ha
ezetimibe u simvastatin B exkeupaneHTHH Ha INEGY no3u (10 mg/80 mg, n=5) e 6wi10o mocTUrHaTo
HaMmarteHue Ha LDL-C ¢ 29% cripsiMO W3XOAHHUTE [PH JIeUeHHe Chbe simvastatin 40 mg,

5.2 PapmMakoOKHHETHYHH CBOHCTBA

He ca ycTaHOBeHH KJIMHWYHO 3HAYMMU HAPMaKOKHMHETHYHH B3aHMOACKCTBHUA IIPH ChBMECTHOTO
NpUNOKEeHKe Ha ezetimibe 3aeaHO cbe simvastatin.

Abcopbuyun:

INEGY
INEGY e OmoexBHBalIEeHTEH Ha TIPHIOKEHUTE €IHOBpEMEHHO ezetimibe 1 simvastatin.

Ezetimibe

Cieq nepopaIHOTO IIPHIOKEHHE Ha ezetimibe, Toil ce abcopOupa O61bp30 K e KOHIOTMpA B IoJIIMa
CTETIEH, KaTo ce oOpasyBa GapMakoJOrHYHO aKTMBHHUAT (EHONOB rHOKOPOHUA (ezetimibe-
rimokoponua). CpeaHuTe MAKCHMASTHY I1a3MEHH KOHUEHTpauMH (Cpax) €€ JocTHraT 32 1 10 2 yaca 3a
ezetimibe-rmokopoHua M 3a 4 1o 12 uaca 3a ezetimibe. AGconoTHaTa OHOHANHYHOCT Ha €zetimibe
He MOXKe Ja Ob/ie onpenesieHa, Thid KaTO CheIUHEHUETO € HEPa3TBOPUMO BLB BOJHA CpeZia rOJHA 32
H3rOTBAHE HA HHXKEKIIHOHHU Pa3TBOPH.

[TpunokKEHHETO €IHOBPEMEHHO ¢ XpaHa (¢ BUCOKO ChABPKAHUE HAa MA3HHUHH WIK 00€3MacC/ICHH) HE ©
TIOBJIMANIO Ha OHOHAIMYHOCTTA HA IEPOPATHO MPHIOKEeHHs e€zetimibe kato TabneTku ot 10-mg.

Simvastatin
HanuuHocTra Ha AKTHBHUAT MeTaﬁonm KHCEHHEH OeTa-XuapOKCHI B CHCTEMHOTO KPBBO
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[[nasMeHuTe NpOdUIIM HA AKTUBHUTE M HA BCHYKH HHXHUOMTOPH, KOraTo simvastatin € 61N npwiaras
HEMOCPEACTBEHO NPEAH TECTOBO XpaHEHeE, HE ca OMIM MOBNUSAHM B CPaBHEHHE ¢ MPodHINTe OpH

IIPHEM HA [JIaJHO.

Paznpedenenue:
Ezetimibe
Ezetimibe u ezetimibe-rmokopoHK ¢€ CBBP3BAT CHOTBETHO B 99.7% M B 88 110 92% ¢ yoBewkure

[U1a3MEHU NPOTEUHM.

Simvastatin
Simvastatin KakTo ¥ KHCETMHHHUAT O€Ta-XHAPOKCH ce CBBP3BAT ¢ YOBEIIKMTE M1a3MeHH NPOTEHHH
(95%).

QapMakOKHHETHKATA HA EMHUYHATA U MHOXKECTBEHHUTE 031 Ha simvastatin MoKa3Bar, ue He
HaCTBIIBA aKyMYJIHPaHe Ha pernapara clie/] HeKOJIKOKPATHO J03UpaHe. BbB BCHUKM MOCOYEHH 1I0-
rope papMakOKMHETHYHH NMPOYYBAHHUA, MAKCHMaJTHATA TU1a3MEeHa KOHLICHTpallid Ha MHXUOMTOPHTE €
OuWita nmocTuraHa B uHTepBana ot 1.3 a0 2.4 yaca cyel NpHeMa.

buompancgopmayusn:

Ezetimibe

Ezetimibe ce MeTabonu3upa IrepBUUHO B THHKHATE Y€PBa U UEpHHSA Apod upes
KOHIOTHpaHe/TIoKopoHHpaHe (peakuus ¢asza 1) ¢ nocnensama 6unrapHa eKcKkpenus.
OKCHIATHUBHUAT MeTaOomi3bM (peakiud (a3za I) e MUHHMAIIEH M € ONKMCAH [IPY BCHYKH HA0II0jaBaHH
Bua0BE. Ezetimibe U ezetimibe-rmokopoHUA ¢a OCHOBHUTE NMPOW3BOJIHM Ha JICKAPCTBEH MPOAYKTa,
KOMTO C€ YCTAHOBABAT B MaasMara. e npeacrapngpar ¢cboTBETHO OT 10 a0 20% u ot 80 no 90% ot
00LIOTO KOJIMYECTBO Ha JIEKApCTBEH NMPOAYKTA B Iu1azmara. Ezetimibe u ezetimibe/rimokoponug 0aBHo
C€ eJIMMUHMpAT OT IU1a3Mara KaTo € 10Ka3aHO, M€ Y4aCTBAT B rOJIAMa CTENEH B T.Hap.
EHETEPOXENATATHO peLUKIupade. BpeMero Ha nomy»XKMBOT Ha ezetimibe M ezetimibe/glucuronide e
npubnuzuresHo 22 yaca.

Simvastatin
Simvastatin € HeaKTHUBEH JIAKTOH, KOHTO JIECHO C€ XHAPOIU3Upa in Vive O0 ChbOTBETHHA KUCE/IMHEH

Oera-xuapokcua, MolleH HHxHOUTOp HAa HMG-CoA penykrazara. Xuapon3aTa MpoTH4a INIaBHO B
depHUA Apo0; CKOPOCTTAa Ha XHAPOJIH3HpaHE B IUIa3MaTa € MHOIO HHUCKA.

ITpu yoBexa simvastatin ce abcopOupa no0pe U moA/AeKH Ha €KCTEH3UBHA KCTPaKiMA B YepHUA Apob
MPU IBPBO NpeMUHaBaHe. EkcTpakiiuaTa B yepHust Apod € 3aBUCHMA OT YepHOAPOOHHSA KPBBEH TOK.
Yepuna apoO npeacTap/igBa MbpBata 30Ha Ha ACHCTBHE Ha Mpenapara KaTo Clie]l TOBa 3aMo4Ba
eKCKpelldsa Ha eKBHBAJICHTHUTE Ha JieKapCcTBEeH NPOAYKTA BelllecTBa B JKIb4YHHMA coK. ClrejoBaTe/HO

KOHLUCHTpaALHUATA Ha aKTHBHO JICKAPCTBO B CHCTCMHOTO KpLBOOﬁp&LﬂEHHE C HHUCKa.

BpemMeTo Ha NOMy>KMBOT Ha penapata e cpeZiHo 1,9 daca cnen HHTpaBEeHO3HA arlTHKAI[UA Ha
meTabonuTa Ha 3-hydroxyacid.

Enumunupane:

Ezetimibe

Crnen nepopaieH npueM Ha - C-ezetimibe (20 mg) oT malMeHTHTE, OOWIHKAT ezetimibe e
NpHUOTU3HTENHO acoLMupaH ¢ 10 93% ot oblara panHoakTUBHOCT B IUTazMara. Ilpubnusurento 78%
M 11% OT pagMOAKTHBHOCTTA HA HPUIIOAKEHATA 1034 C€ YCTAHOBABAT CHOTBETHO B U3IIPAXK

PalJHOAKTHBHOCT B IlJIadMarta.

Simvastatin

. . | .
Cnen npueMa Ha paJHOaKTHBEH simvastatin npe3 ycraTa OT NauueHTH, 13% oT p
YCTAHOBABA B ypuHaTa U 60% CHOTBETHO B MIANPAXKHEHMUATA B PAMKUTE Ha 96 vaca.
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H3MPAKHEHHUATa KOJIMIECTBO MPEACTABIABA eKBUBANEHTa Ha abcopOUpaHOTO M HITBYCHO B HIBHHHA
COK JIEKApCTBO, KakTo M HeabcopOupaHuTe xoinyecTea. (el BEHO3HO HIDKEKTUPAHe Ha KHCEIMHHUA
6eraxuapokcun (akTuBeH MeTaboNuT), cpeaHo camo 0.3% OT MpUIoKeHaTa 103a ¢ CKCKPETHPA B
YPHHATA KATO UHXUOHUTOP.

Cneyuaanu zpynu nayueHmu.

[Teouampuunu nayuenmu (Oeya u noopacmediy)

He ce ycTaHOBABAT pasiMuMa 0 OTHOIWEHHE abcopOuuaTa u Merabonnama Ha ezetimibe npH aena,
nogpacrsaiy (10 go 18 roaunn) u BE3pacTHh. Kato ce oTYMTAT KOJMUECTBATA HA obnus ezetimibe,
He Ce YCTaHOBABAT (PAPMAKOKHHETHYHH Pa3IHHUsi MEXLy NOJPAcTBALUH ¥ BE3PACTHH. HiAMa TaHHM 32
dbapMaxoKMHeTHKATa IpH Aeua (< 10 roauniHa BB3pact). KIIMHUYHUAT ONUT NpH A€LA W MOApacTBALH
(BB3pacT ot 9 no 17 ronunn) € orpanudeH Ao ciydaute Ha Xo®X WM CMTOCTEpOIEMHA (BXK. TOUKA
4.2.)

IHayuenmu g nanpeonana 6vipacm ( 0bexm na zepuampusima).

[L1asMeHHNTE KOHIIEHTPALHH Ha 00wus ezetimibe ca 0koII0 2 MBTH MO-BUCOKH NPH Bb3PaCTHH
nalueHTH (>65 rofauHu) B cpaBHeHKe ¢ no-mnagute (ot 18 no 45 roaunn). Hamanennero va LDL-C 1
npoGWIHT Ha GE30MACHOCT ca CPABHMMH MEX/TY Bb3PACTHUTE M NIO-MIIAJNTE MMALIHCHTH, KOMTO Ce
neKyBar ¢ ezetimibe (Bx. Touka 4.2.).

Yeproopobra Hedocmameynocm

Cnex eqHoKpaTHa J03a oT 10-mg ezetimibe, cpeanara ITTIK go3a obmus ezetimibe HapacTBa
npuGnuzuTenHo 1.7 MbTH NpH NALUSHTHTE C JieKa 4epHoApoGHa HexocTarsuHocT (Child-Pugh uhnexe
OT 5 WIH 6) B cpaBHeHHE Che 3xpaBuTe auua. Ilpu 14-nHeBHO MpoyyBaHe ¢ MHOTOKPATHO AO3HPaHE Ha
npenapara (10 mg qHeBHO), MAMEHTHTE C YMEPEHa YePHOAPOOHA HEJOCTaThYHOCT (Child-Pugh
uaeKe oT 7 Ao 9) umart yeenunueHue Ha cpexnata [TTIK 3a o6ugus ezetimibe npubnusuTento 4 mbTH
[pe3 ITLPBUA JeH U YETHPUHA/IECETHA JIcH B CpaBHEHME ChC 3apaeuTe nua. He ce Hanara TuTpupane
Ha 03aTa 33 MALMEHTHUTE C JieKa TI0 CTeneH YepHoapobHa HeaoCcTaTh4HOCT. 1lopanu ykicata Ha
JAHHH OTHOCHO e(DEKTUTE Ha YBEJIMUCHATA EKCIIO3HLHMA KbM ezetimibe NpH NalUeHTUTe ¢ yMepeHa
WM Texka yepHoapobHa HepoctarsuHOCT (Child-Pugh uanexc > 9), npenapaThT He ce IIPENnopbYBa 3a
IPWIOKEHHE MpPH TAKKUBA NIALIMEHTH (BXK. TOUku 4.2 ¥ 4.4).

bvbpeuna neoocmamvurnocm
Ezetimibe
Crien eTHOKpATHA A03a ezetimibe oT 10 mg nipy MalMeHTH ¢ TEXKa Mo creneH 6r0pedHa

regocrarbyHocT (n=8; cpeaen CrCl <30 ml/min), cpennara ITIK 3a o61mus ezetimibe ce € yBelninaa
MpUOIU3UTENHO 1.5 ITbTH B CpaBHEHHKE ChC 3ApaBHTE JiHLA (n=9) (BX. TOUKH 4.2.).

EanH naliMeHT B TOBa NMpoy4saHe (crnen Op6petuHa TpaHCIUIaHTAllMA M Ha JIEYCHHE ¢ MHOXKECTBO
NIeKapCTBEHH MPONYKTH BIIIOUHTENHO ciclosporin) e uman 12 IbTH II0-BHUCOKA €KCTIO3HLIMA KbM 001
ezetimibe.

Simvastatin

[Ipu npoyusaHe ciiea NALMEHTH ¢ TeXkKa OBOpeyHa HeAOCTATHYHOCT {KPEATHHHHOB KIMPBHC

< 30 ml/min), I1a3MeHNTE KOHIICHTPALIMH Ha 00IHTE MHXMOWTOPH Clie]l €THOKPATHA OT ChbOTBETECH
nuxbuTop Ha HMG-CoA peaykrazara ca Ouwnm npubIH3UTENHO 2 IIBTH NMO-BUCOKH B CPaBHEHHE C
YCTRHOBEHUTE NPH 3JpaBH A0OPOBOJILIH.

Ion:
[LnazMeHuTe KOHLIEHTpauK Ha o6l ezetimibe ca Masko no-Bucoky (npudausurento < 207 i
KEHUTE B cpaBHeHHe ¢ Mbxere. Hamanenunero Ha LDL-C u npodunsT Ha 0€30macHoCT, t@mﬁﬂém p g';\;\
JKEHHM ca CPaBHHMH, 1[0 C€ OTHACH J10 JIEUEHHUETO ¢ ezetimibe. /@: P \\
(<) B\
5.3 IIpeakAnHHYHA JAHHH 32 0€30MACHOCT k = [ SEoERn -
‘..-l"" a

INEGY \% s
N
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B npoyuBaHuaTa ¢ €THOBPEMEHHO TPHUJIOKEeHHEe Ha ezetimibe u simvastatin, HabmogaBanure
TOKCHYHH €(eKTH ca OUIH OCHOBHO Te3M TUITUYHO Hal/oNaBaHH MPH H3II03BAHETO HA CTATHHH.
HskoH OT TOKCHHYHHUTE epeKTH ca ONIIH MO-H3pa3eHH OTKOJKOTO MNP CAMOCTOSTETHOTO NIPHITAraHe
CaMo Ha CTaTHHH. TOBa BEPOATHO CE€ ABIDKH Ha (PAPMAKOKHHETHYHH W/WIH dapMaKkoJUHAMHYHY
B3aMMOACHCTBHS IPH €AHOBPEMEHHOTO [IpUlaraHe Ha NpenaparuTe. B KIIMHHUYHHTE MPOYYBAHHS HE
ca HabioaBaHU TakuBa B3aHMOAeHCTBHA. MUONATHS MPH ILUTBXOBE € HaOMO1aBaHa B CIyYauTe Ha
eKCIIO3HUIMA KBM JAO3M, HAKOJIKO [IbTH I0-BUCOKY OT TEpPalieBTHYHHUTE A03H B XyMaHHATa MeAHLIMHA
(mpudau3sutenHo 20 x [1I1K 3a simvastatin u 1800 neti x TIIK 3a akTHBHUS MeTabonuT). Hama
JI0Ka3aTeACTBA, Y€ CbBMECTHOTO NMPUIIOKEHHE Ha simvastatin ¢ ezetimibe noBiIHsIBa MHOTOKCUYHUS
ITOTeHL[HA] Ha simvastatin.

lipu ¢pBMECTHOTO npunarae Ha ezetimibe u simvastatin OpH Ky4eTa ca YCTAHOBEHH HAKOH e(peKkTH
BBpPXY YepHUs Jpod ¢ HMCKa cTeneH Ha ekenozuuus (< 1 AUC B XyMaHHaTa MeTMHUHA).
HabmonasaHo e noBumenye Ha yepHoapoOHuTe ensumu (ALT, AST) 6e3 TekaHna Hexpo3sa.
XHCTONATOJMOrHYHUTE YEPHOAPOOHW HAXOAKH (XUMEPIIa3ud Ha XIThYHHTE KaHAJIH, AKYMYJIalMs Ha
IMTUrMEHTH, HHQWITpaLiid ¢ MOHOHYKJICAPHH KJIeTKH M MaJIKM XeNaTOUNTH) ¢a HabJIl0/[aBaHu NpH
KydeTa, MpHEMAJIM €IHOBPEMEHHO ezetimibe U simvastatin. Te3u MpoMeHH He NPOrpecHpar fnpu
NpoAB/bKUTENHA yrioTpeda o 14 Meceua. Hopmanusupahe Ha HepHOAPOOHHUTE MOKA3ATENM CE
HaOmoaBa crell pekpaTsBaHe Ha JieYeHHeTo. Te3d OTKPHTHA ¢a B CHOTBETCTBHE ¢ ONMCAHHUTE TPH
naxuduropute Ha HMG-CoA nunm ca npy4MHEHH OT MHOIO HHCKHTE HHBA Ha XOJIECTEPOJIA,
NOCTUIHATH IIPY TPETUPAHUTE KYU€ETA.

IIpy mieXxoBe CBBMECTHOTO MpUilaraHe Ha ezetimibe U simvastatin He € UMaJI0 TePaATOT€HHO
Bb3aeicTBHE. [Ipu Opemennu 3aiiiy ca Ounu HabmonaBaHH MalreK Opoii ckeneTHH nedopMHUTETH
(cMBaHe Ha NMPENNICHHTE B KayJalHaTa 4yacT Ha rpeOHaqvHNA cThI0; HamalleH Opoii Ha npeluieHnTe B
Kay[anHara 4acT Ha rpbhOHa4yHuUA CTHJIO).

B cepus oT npoyuBaHMs ¢ KyATYpPH in vivo M in vitro, ezetimibe, 1aieH CaMOCTOATETHO WIH 3a€/HO
ChC simvastatin, He e MoKasal FreHOTOKCHYEH MOTEeHLHAAN.

Ezetimibe
[Ipoy4BaHMa NpH KUBOTHHU MO OTHOUIEHHE HA XPOHHYHATA TOKCHYHOCT ezetimibe He ca YCTaHOBHWIH

TAPreTHU OpraHy 3a TOKCHYHHTE edekTH. IIpu kydera TpeTrpanu 4 ceIMHMIN ¢ ezetimibe

(20.03 mg/kg/nHeBHO) KOHLIEHTpALMATA HAa XOJIECTEPOIJIa B MEXYPHATA JKIIBYKA € HapacHaIa OT 2,5 10
3,5 meTH. HezaBUCHMO OT TOBa, 110 BpeMe Ha € JHOTOAUIIHO NMPOYUBAHE ¢ KyUeTa TPETHPaHH ¢ 031 10
300 mg/kg/nHeBHO, HE € YCTAaHOBEHA IIOBHIIEHA 3a00I€BAEMOCT OT XOJISTHTHA3a HITH APYTd ATHYHO-
yepHOApOOHH npodbnemMu. He e u3BecTHA 3HAUMMOCTTA Ha TE3W JAHHY 3a XyMaHHaTa MeannuHa. He
MOJXKE Ja C€ KaKe, Y€ ChIIECTBYBA JUTOINEHEH PHUCK, CBBP3aH C TEPANeRTHYHOTO PHIOKEHHE Ha
ezetimibe.

TecToBeTe 3a ABITOCPOYHA KaHHIEPOTeHHOCT Ha ezetimibe ca Guin oTpunaTensn.

Ezetimibe He € NOBMHAN QEPTUIHOCTTAa HA MBXKKHUTE HIH )XKCHCKUTE TUTHXOBE; HE € MoKa3an
TEpaTOreHEH eeKT NpU [LTbXOBE WM 32WLH; HE € IOBIUAT BbPXY NMPEHATATHOTO U MOCTHATATHOTO
pasButHe. Ezetimibe npeMuHaBa npez maneHTapHara Oaprepa npu OpeMeHHH ILUTbXOBE H 3ai1IH,
KOraro ce aapa MHOrokpatHo B g03a ot 1000 mg/kg/nueBHo.

Simvastatin
B%3 0CHOBA Ha KOHBCHUMOHAITHUTE MPOYyYBaHHA NPH JKMBOTHH OTHOCHO papMako
TOKCHYHOCT ITpH NIOBTOPHA 1033, FEHOTKCHUYHOCT M KAHLEPOT€HHOCT HE CE YCTal
PHCKOBE 32 MALMEHTA, OCBEH TE3H, KOUTO CE OYaKBaT Ha 6a3zara Ha dapMaxosoft
AeHcTBHE. JlaaeH B MAKCHMAIHO TIOHOCHMH JO3M IPHU IUTEXOBE M 3alH, Simyv
NpeausBuKan (eTaTHU MapOpMaLIMK U HE € MOBJIUAI (PepTIIHOCTTA, PETIPO

HJIH HEOHATEIHOTO Pa3sBHTHE. '*
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6. OAPMAIIEBTHYHH JAHHHA
6.1 CnMcbK HAa NIOMOHIHHTE BelllecTBa

JlakTo3a MOHOXUpAT
MUKpOKpHUCTAIHA LIETY103a
XUMpoMeEIo3a

Kpockapmeno3a HaTpHH
JIMMOHeHa KUCEeIMHA MOHOXHMApAT
byTURXuApOKCHaHU30J1
Ilponunranar

MarHesunes creapar

0.2 HecELBMECTHMOCTH

He ca u3BeCcTHH.

6.3 Cpok Ha rogHOCT
2 TOOUHH
6.4 CnenualHH YC/JIOBHA HA ChXpaHEeHUE

Jla ce cpxpaHABa npu Temineparypa nox 30°C.
baucrepu: crxpadaBalTe B OPHTHHAIHATA ONAKOBKA.

0.5 JIaHHH 32 ONAKOBKATA

INEGY 10 mg/10 mg

BiucTepH OT Henpo3paqHo nonuxnoprpudayoperunen/PVC npuiened KbM anyMUHHMH ¢ BAHUIIOBO
MOKPHTUE B ONAakoBKM OT 14 umm 28 TabieTkw.

6.6 Coensa/IHH NpeANa3ZHA MEPKH NPH H3XBbLPJIAHE H padora
Hsama crienyaidy H3HCKBAHHA.
7. IPUTEXATEJ HA PASPEIHEHUAETO 3A YIIOTPEBA
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