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KPATKA XAPAKTEPUCTHKA HA ITIPOAYKTA

ATAGTIEANIEN O QUENTIA ARASTHHRANEY
v "*1“}"“““““‘“I/IME"HR‘UIEK‘&P“UTBEEITS[ MMPOAYKT

. INEGY-(UHEKI): TabneTku-10 a0 mg

"Cuiatind
"‘“”ZW‘I{A"{ECTBEH”EKOJ[H‘IECTBEH CBhCTAB

Beska TabneTka chappixa 10 mg eseteMub (ezetimibe) u 20 mg cuMBacTaTHH (simvastating.

3a NBJIHMA CIIHCHK HA IOMOHIHHTE BEINECTRAa BHXK pasien 6.1.

3. JEKAPCTBEHA ®OPMA

Tabnerxa.
Benu no ¢eeTno xwaTH, ¢ hopMa Ha kancyna TableTku ¢ kont “312” na egHata cTpaua.

4. KJIMHAYHA JAHHHA
41 TepaneBTHIHE MOKAZAHNA

Xunepxonecmeponemun

INEGY e nokasaH kaTo ZOIMB/IHKTEAHA TEPANMA KEM JUETATA NPH NALMEHTH ¢ TEPBUYHA
(xerepo3urorHa haMmHa i HebaMMIITHA) XMNEPXONECTEPONEMHUS HIIH CMECEHa XUNEPAHITHAEMUS,
KBAETO MPUIOKEHHETO HAa KOMOHHUPAH NPOXYKT € NOAXOAIIO:

. MalMEHTH ¢ HeRoGbp KOHTPON eAHHCTBEHO ChC CTATHH
. NaltMeHTH BeYe JIEKyBaHH CbC CTaTHH H ezetimibe

INEGY chanpixa ezetimibe u simvastatin. Simvastatin (20-40 mg) e ¢ gokaza edexT 1a HaMangEa
4€CTOTATA Ha CBPREYHO-CHA0BHTe HHUMAEHTH (B, pasaen 5.1). He ca npopesxaanu npoyupaHus 3a
Aokaspaie Ha edukacsocTTa Ha INEGY wim ezetimibe 3a npenoTepatasane HA YC/IOKHEHHATE Ha
aTepocKIepo3aTa.

Xomosuzomna arunna xunepxorecmeponemus (Xo®X)

INEGY e moxasas KaTo AOIBJIHHTENHA TEPANHA KbM AreTata npy naypentd ¢ XodX. Manuenrure
MOrarT ChILO TaKa Ja MpoBexJaT JOITLIHHTENHa Tepanus (HanpuMep adepesa Ha JIHNONPOTEHHHTE ©
HHcKa napTHOCT [LDLY]).

4.2 Jo3KpoBKA H HAMAH HA NPHIOKEHHE

Xunepxonecmepone.uwz

I'Iaunemm TpsOBa 12 € Ha NOAXOALIA JHETA 34 HOHIDKEHHE HA NHIHINTE U CHeH aﬁamﬂé&@?%
,I!,}IETaTa 110 Bpeme Ha neueHHeTO ¢ INEGY.

Hamnm:_ Ha rzp:—moxceﬂue e nepopaned. [1o30BuAT 00xBaT Ha IPHNOMEHHE Ha
10/10 mg/anesno no 10/80 mg/nHeBHO Beyep. BL3MOXKHO & He BCHYKH J03HPO
Bewuks cTpauu. Obuuaiinara nosza e 10/20 mg/nuesno win 10/40 mg/nHesHO I
seuep. Josara 10/80 mg ce mpenopruBa camMo NMpH [IALHEHTH ¢ TEXKKA XHUIEPXOHE ﬁ
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PHCK 33 ChPASYHO-CHIOBH yclokHeH A, [IpH 3anouBaHe Ha TepalHiTa K THTPHPAHETO Ha J03aTa
Clie/iBa Ja ¢e UMAT MpeBH] CTOMHOCTUTE HA XOJIECTEPOIa B IUMIMONPOTEHHHATE C HACKA IUIHTHOCT
(LDL-C), pycKBT 32 KOpoHapHA GOMECT Ha CHPLETO 1 OTIOBOPHT Ha MPOBEXAAHA TEPanus 3a
nqamxenne Ha XOJIeCTepoa.

Hosata #a INEGY Tpsa0Opa na 6b1e HEOUBHAYaTH3HUpaHa, KOETO C& OCHOBABA HA [O3HATATA
e()HKACHOCT Ha pasAHYHATE NO30BH pexxumu ¢ INEGY (sxx. pasmen 5.1, tabmuua 1) » Ha oTroBopa Ha
HpOBEKAAHATA B MOMEHTA Tepallks 3a NOHMKaBaHe Ha XonecTepona. TUTpUpaHeTo Ha l03aTa, B
cityuaii, 4e ce uanara, TpabBa fa 6bae H3BBPIIBAHO [IPe3 BPEMEBH HHTEPBaH He M0-MaJIKH oT 4
cepmuui. INEGY Mosxe na ce npuilara ¢ ki 6e3 xpaHa.

Xomozuzomna dhamunna xunepxonecmeponemun

TpenopbuBanara xo3a a INEGY NpH NamueHTHTE ¢ XOMO3HIOTHA (GaMUITHA XMITepXONECTePOIEMUs
e 10/40 mg/nuepro wnu 10/80 mg/nuepno Bevdep. INEGY moike Nia ¢€ npuiiara Karo AOIEIHHTENHA
Tepamus ¢ ApYrH# TepaneBTHYHMY CXEMH 33 [IOHWKABAHEe HA JIHIHAUTE (nanpumep adepesa na LDL)
TIpY TE3W MAIMENTH HIH B CITyJali, 4e TaKoBa JIeueHue He ce IPUAra.

Eonoepemenno npunazane ¢ Opyzu iexapcimeer npooykniu

IMTpuemsr Ha INEGY Tpsa6a na 6bae umi 22 yaca NPEH, WIM >4 4aca cliell IPHeMa Ha CeKBECTPaHT
HA JKITBYHHTE KHCSNHHH. ’

Ipu nausenTHTe, KOUTO NPOBEKIAT AeYeHHe ¢ amiodarone WK verapamil eTHOBPEMEHHO ¢
npueManeto na INEGY nerosata noza He TpsaGea ma Hagxeepns 10/20 mg/mauesso (Bx. paspen 4.4 u
4.5). '

Tpu nauseHTHTE Ha JieveHue ¢ ciclosporin, danazol wiu niacin B THNOAONOHINKABALIM JIEKAPCTBEH
npoayKkTH fosm (= | g/nHeBHO) U eqHoBpeMerHo npwioxkerne Ha INEGY, serosaTa fo3a He TpabBa
na gagexmaea 10/10 mg/npesso (8. pasnenu 4.4 u 4.5).

Yunompefa npu nayuenmu 6 Hanpeonana svpacm
He ce Hanara THTpHpAHe Ha X03aTa P BE3PACTHH NalHenTH (BXK. pasaen 5.2).

Ynompeba npu dena u noopacmeaiu ) .
He ce npemoppura npanarane na INEGY npw jetia, mopajy AuIica Ha ZAHHK 110 OTHOIUCHHE HA
6e30MacHOCT U epUKACHOCT (BXK. pazmen 5.2). -

Ynompeba npu ueprodpobno yepedcoaite

He ce Hanara THTPUPaHe Ha [03aTA TIPH MALHEHTH ¢ JIeKa [0 CTeNeH IepHOApoOHa HeAOCTATBIHOCT
(Child-Pugh usnnexc 5 no 6). Jleuenuero ¢ INEGY He ce npenopbusa NpH fIAUHEHTH ¢ YMepeHa
(Child-Pugh umexe 7 no 9) wim Tesxxa (Child-Pugh unzeke > 9) uepHonpobHa guchynKkIud (Bk.
paznesmn 4.4 u 5.2.)

Ynompeba npu 6v6peuno yepencoate -

He ce nanara KopeKips Ha 103aTa [IpH NAACHTHTE ¢ YMepeHa 10 cTeneH 6p6pedna HeJIOCTaTEYHOCT.
AKko [pH TIALMEHTHTE ¢ Tekka GEOpeYHa HeAOCTATEIHOCT (KPeaTHHUHOB KIHpEHE < 30 ml/min)
neuenuero ¢ INEGY ce cunta 3a HeobxouMo, A031 Hag 10/10 mg/nHerHO cneapa aa ce fpuaarat
BHUMATENHO (B pazjen 5.2).

4.3 Hporusomokasagns .
CepbXuyBCTBUTENHOCT KBM ezetimibe, simvastatin WM KeM HAKOK OT IIOMOLIHATE

oorimE, L ar

Wi

BpemenHocT 1 KBpMeHe (B3, pasien 4.6).

v

AKTUBHO YepHONPOGHO 3a60NBAKE WK HEACHO TIEPCHCTHPAIIO MOBMIISHHE
 Tpattamunasu: -
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EnHoBpeMeHHOTO NpunoxeHre Ha Momuy uaxuduropy Ha CYP3A4 (manp. itraconazole,
ketoconazole, erythromycin, clarithromycin, telithromycin, BIV npoteasur uaxuburopu
nefazodone) (B:x. pasnenu 4.4 u 4.5).

4.4 Crenuaann npegynpexaeHns H NPEANR3HA MEPKH NPH yooTpeda

Muonamus/pabdomuonusa

Cnen m3nuzaHe Ha ezetimibe Ha masapa ca 6N JoKaABaHM CIIy4au HA MHONIATHA U pabOMHONMH34,
[ToBeueTo NalMEHTH, PK KOUTO ce & pa3Buna pabaoMHONN3A ¢a IPUEMAITH CTATHH €IHOBPEMEHHO ¢
ezetimibe. PabnoMuoinmsa o6aye e GHa AOKIaABAHA MHOI'O PAAKO NP MOHOTEpanus ¢ ezetimibe 1
MHOI'0 pAAKO IpH fo0apgHe Ha ezetimibe KbM APYrH mpenapaTH, 3a KOUTO € U3BECTHO, Ye [MOBHIIABAT
pHCKa OT pabaoMHONH2A.

INEGY chaspia simvastatin. Simvastatin, kakTo 1 apyr uaxuburopu Ha HMG-CoA pemykrasara,

HOHKOTa IPEAU3BUKBA MUOTIATHA, KOSTO ce MaHidecTHpa ¢ 60MIKa B MyCKYJIHTE, OTHANHAIOCT U

cnaboct v MoBUIIABaHe Ha KpearuH kuHazata (CK) wag 10 X ropuara rpaauna Ha sopmarta (I TH).
MuonarusTa OHAKOra IPOTHYA ¢ WIHHHYHATA KapTHHA Ha pabpoMuonu3sa c unu 6ez octpa 6b6peuna
HeJOCTATHYHOCT KATO BTOPHUYSH Pe3yNTaT Ha MHOTTIOOMHYPHS ¥ B MHOTO PSOKH CIyUanl MOXKE 12

Jobene go daraneH H3xoa. PHCKBT OT pa3sBHTHETO HA MHONATHA € [OBHINEH NpH HaIHYMETO Ha .
BHUCOKH HUBA Ha HHXubuTOpHTe Ha HMG-CoA penykrasara B IiazMara. :

Kaxrto u mpu apyru HMG-CoA penyxTasun HHXROMTOPH, PHCKET 32 NPSAM3BHKBARE Ha
muonatH/pabroMuoNM3a € N030-3aBHCHM 32 simvastatin, B Gasarta qanHu oT KIHHUYHE NPOYYBaHHI,
npH kouro 41,050 namuenty ca 6unu nexyeanu ckc ZOCOR, xarto 24,747 ( npubnuzutento 60% ) ca
GHIH IeKYBAHH B IPONBIKEHME [TOHE Ha 4 TOJHHM, CIIyYanTe HAa MMOMATH: ¢a GHIM NprOIHaUTeHO
0.02%, 0.08% 1 0.53% croteeTHO 32 20, 40 1 80 mg auesHa fo3a. [Ipy Te3U TPOYUBAHUA MAUHMECHTATES
ca OHIIH BHUMATENHO HabNIONaBaHy H HAKOU B3aMMOMIeHCTRAIIN OU IEKAPCTBEHH MPOAYKTH ca Gl
H3KITI0YEHH.

Onpedensne Ha xpeamun KuRazama
Kpearnn xunazata (CK) He Tps6ea Ja ce onpeeits cnel TexKu (HU3HYSCKU HATOBapPBaHHA HIIH PH

HIHYMETO Ha APYr'd BePOATHH AlTePHATHBHH IPHYMHM 32 noBuinerne Ha CK, THi karo B Te3u
Cy4au MHTEpPIpeTalyaTa Ha yeTaHOBEHHTE CTOMHOCTH € 3aTpyAHeHa. AKO H3XOHUTE CTOMHOCTH Ha
CK ca curaaduxantHo sapuenn (>5 X I'TH), onpeaenssero Ha cToHHOCTHTE cieiBa aa Obe
IOBTOPEHO B PAMKHTE Ha 5 10 7 JHHU [TO-KBCHO 32 TOTRBPAKIACHHE HA NOYYSHHTE Pe3YNTATH.

HIpedu nauanomo na reyeruemo .
Bexuky nanHeHTH, kouTo 3anouBaT jdedenne ¢ INEGY xakTto M Tesn, npH Kouro go3ata Ha INEGY e g
Owna yeenwiena, cefisa aa ObJaT yBeOMEHH 3a CHUIECTBYBAKA pUCcK OT Muonatus. Heobxoaumo e

Ja UM ce passicHH, He e Heobxoaumo HezabapHO 1a choOMIARAT 3a BCAKA HescHa BONKA B

MyCKyJaTypaTa ¥ H3fiBata Ha ¢1abocT M OTIaHAJIOCT.

OcobeHo BHMManue Tpabea Aa ce 00LPHE Ha TALMEHTHTS C NIPEHPAsTIONOKEHEE KbM pabnoMuonmsa,
C uen aa ce ycraHoRH u3xoznaTta croiinoct Ha CK 3a pedepenrtna ouenxa, 1a Tpsabea ga 6bae
H3MepeHa NPeAU HAYAI0TO Ha JISYSHHUETO TIPH CIISNHNTE CHTYaITHH:
[auuenTy B HanpepHana e3pacT (BB3pact Hap 70 roguuu)
Brbpeuno yepexnane
" HeKoHTPOMMpaH XMIOTHPEOHAUIEM
?-!Hpé;[xQ_}gmama HHIMBUyaJHA MITH (paMIITHA aHAMHE3a 33 MYCKYJIHU pofieMy
Hpen}{o;knalqa AHAMHE3A 32 MYCKYTHA TOKCUMHOCT NPY M3NON3BAHETO Ha CTAT,
¢ubpars. .
o _b3{19¥g<1c_)rp§6a, C'aJIKOXOJT

e
i
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ITpy Te3u CHTYaLHH, PHCKET OT IPOBEIKIAHE Ha NeUeH e TpI6Ba a ce OLeH:BA BHB BPB3KA C
BepOSTHHTE GIaTOTIPHATHH PE3yATATH, KATO Ce TIPENIOPBYEA KIMHUIHO MOHHTOPUpaKe. B ciry4aii te
NPy NauHeHTa ca Habmoaasasy npoGaeMy ¢ MyCKyJIHTE IPHU NpeIXoKalo npunarase Ha dbubpar
WIH CTATHH, TO JEYeHHETO ¢ MPOAYKT, KOMTO CBABPKA CTATHH (TaKBB € JIeKAPCTBEH NIPOAYKTHT

- INEGY) Tps6Ba 1a ce 3amodHe ¢ NOBHIUEHO BuUMaHKe. Ako cToliHocTHTe Ha CK ca curandukaHTHO

nopHiieHy 8 Havanoto (>5 X I'TH), ue Tpabea na ce 3atioypa ne4eHHeE,

1o epeme na nevenuemo
CroitdocTure Ha CK Tpadea fa ce ONpenenar, B ciy4yail ue npH MalenTa ce NOSBAT OIJIAKBAHMS OT

Gonka B MycKysute, cnaGocT ITH KpaMImd 1o ppeme Ha npuema na INEGY. Jleyenneto TpabGea ma ce
IIPeKPaTH, aKO C€ YCTAHOBH CHTHM(HKaHTHO NoBHienye Ha croftHocTuTe Ha CK (>5 X ITH) 63 na
MMa TexKH GU3KMYeCKy HATOBAapBaHKY, B ciryyaii ve onakBaHMATA OT CTPaHA Ha MyCKYJIMTE ¢a TeHKKH
W mpeAu3BHKBAT AuckomdopT, nopu u crolimoctute Ha CK na ca <5 X ULN, nevenueTo Tpabea na
651e mpekpaTeHo. AKO ce ONO3HPA 0 HAKAKBA IPHYHHA MHOTIATHA, JIeueHHeTo TpabBa da ce
MIpeKpaTH.

TIpu u34e3BaHe Ha CHMITOMATHKATA i HOPMANHU3KpaHe Ha cToliHocTrTe Ha CK, MojKe Jia ce 3anouHe
otHOBRO nevenyie ¢ INEGY ulti ¢ ApyT npenapar, kolito ¢eAbpia craTuH, CTapTupa ce ¢ Hali-HHCKaTa
J032 K ce NTPOBEXKNA CTPOr0 MOHUTOpHpaHE,

JTeuenneto ¢ INEGY TpabBa fa 6be CripsHO BpEMEHHO 32 HAKOJIKO JHM NPERH IVIaHHpaHa rojamMa
OnepaTHBHA HATEPBEHIINS, KaKTO H B CIIydauTe Ha IOCEBAIH TONEMH MEIMIMHCKH WK
XHPYPruvHy WHTSPBEHIHH,

Mepru 3a nonudicaeane Ha pucka om U364 HA MUORAMUA NpeQU3BURAHE O gzaumodeticmeue ¢ opyeu

JAexapcmeeny npodyKmuy (8¢, Coio pazgen 4.5.)

PHCKBT OT MHONATHS ¥ pabNOMHONI3A & CHTHI(HKAHTHO MopuieH, korato INEGY ce npuiara
3aeHO ¢ MOIUHA uHXuGHTopH Ha CYP3A4 (Hanpumep as itraconazole, ketoconazole, erythromycin,
clarithromyein, telithromycin, HIV mporeasHu unxuburopw, nefazodone), xaxro u ciclosporin,
danazol u gemfibrozil (sx. pazzaen 4.2).

IMopanw HanWureTo Ha simvastatin kaTo koMnoseHT Ha INEGY, pHCKET 0T MHONATHS U
pabIoMHONK3a Ce OBHIIABA CHILO Taka OT BKIOYBAHETO Ha Apyry Gubpare, niacin B
NUMAAOTIOHEKABALA no3a (=1 g/mHesHo). ToBa ce oTHacA ¥ A0 IIPHIAraHeTo Ha amiodarone unK
verapamil 3aemHo ¢ Ho-prcokute 03w Ha INEGY (k. pasnenn 4.2 1 4.5). Habmopasa ce nexo
[IOBHIICHUE HA PHCKA IPH H3II0/I3BaHeTo Ha diltiazem 3aemuo ¢ INEGY 10 mg/80 mg. PucksT oT
MHOTIATHS, BIIIOYHATETHO pabaoMUOIIH3a, MOXKE Ja ¢ TIOBHIIIH IPH eIHOBpeMeHHaTa yroTpeba Ha
fucidic acid ¢ INEGY® (sx. Pasnen 4.5.).

OT mOCOYEHOTO CIEBa, Ue € NIPOTHRONOKa3ano npunoxkeHHeTo Ha INEGY 3aeaH0 ¢ HHXMOUTOPH Ha
CYP3A4 xakeuro ca itraconazole, ketoconazole, HIV nporeasnuTe uBXuGUTOPY, erythromycin,
clarithromyein, telithromycin u nefazodone (s:x. paznenu 4.3 u 4.5). Ilpunoikenuero pa INEGY
TpaGBa Ja ce OTIONKH 33 BPEMETO Ha TepanmeBTH4HMA Kype ¢ itraconazole, ketoconazole, erythromycin,
clarithromycin i telithromycin, ako ce oxaxe, ye Tol He MOxe Aa ce oTIoXH. Hemio moseye,
BHHMaH#E ¢ HeoGX0ANMO CBIID Taka, korato INEGY ce xoMGHHNDA © HAKOM NMO-CNabH MEXHOHTOPH
na CYP3A4: ciclosporin, verapamil, diltiazem (mx. pasnenu 4.2 u 4.5). Tpabsa za ce usbarsa npuema
Ha COK OT rpelindpyt ensospeMenno ¢ INEGY. .

KaTo ChOpoBoKAama Tepamusd ciclosporin, danazol vinu niacin B AMIMAONIOHIDKAB
(2.1 g/day)=Tphbpa aa ce n36arsa komGunupaneto Ha INEGY ¢ dubpatu. Ilons
koMGuHMparero Ha INEGY 10 mg/10 mg auerHo c ciclosporin, danazol unu niad
BHYMATEJIHO AA ¢€ OLIEHH ¢ OIJie)l Ha IIOTeHIHAHHTE PUCKOBE OT Te3U KoMOHHAL
u4.5).
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EnnospemennoTo npunarasde Ha INEGY B no3u no-ronemu ot 10/20 mg nuesno ¢ amiodarone wim
verapamil Tps0Ba I1a ce u3GArBAT OCBEH B CAyHANTE, KOraTo Ce IperoNara, ue KIHHAYHATA 110134 e
HaJBUIK OBUILECHUAT PUCK OT MHOIATHA (BK. pasgend 4.2 u 4.5).

He ¢ npoyypana Gesonackoctra 1 eexTMBHOCTTA HA ezetimibe, npunoxkeH ¢ pubpary. ViMa nopuuex
PHCK OT MHOIIATHS, TOTABA KOraTo simvastatin ce npuiara egHoppeMeHHo ¢ pubpatu (ocobeHo
gemfibrozil). TTopamu ToBa, enxHoBpeMennoTo npuinoxenue Ha INEGY u ¢ubpatu Tpabea ma ce
H3barea (Bx. TOUKM 4.4 u 4.5).

TlauueHTH TipueMalH eqHoBpeMerHo fucidic acid u INEGY® tps6sa na 6baaT CTPHKTHO
MOHUTOpHpasH (Bk. Pasmen 4.5.). Moxe fa ce HANOKH BPeMEHHO CIMpaHe Ha Tepanusta ¢ INEGY®

Yeprnodpobnu en3umu

[Ipu KOHTPONMPAHHU NPOYUBAHNS 32 KOMCHHMpAHA Tepamyst TIPH NAUMEHTH, KOUTO ¢a MOJIyUaBand
ezetimibe cwe simvastatin, e GHNo HabNIOMABAHO MMOCIEABAINC TTOBHIIABAHE HA CTOHHOCTHTE Ha
tpancamuHaszure (23 X TTH) (Bx. pasmen 4.8).

[Ipenoprysa ce Aa ce M3BBPLLIAT YepHOAPOOHHTE (QYHKIIHOHAIHH TECTOBE MPe/H ASUYSHHETO C
INEGY, a criesi TOBa, KOTaTO C€ Hajara oT KIMHHYHHS XoA, IIpH ManueHTHTe ¢ THIpHpaHe Ha Jo3aTa
zo 10/80-mg, e HeoOxonuMo Ia ce U3BLPUIAT JONBMHHTEIHE TECTOBE MPEeAH THTPHUPAHETO, 3 Mecena
ciex TUTpupadeTo xo 10/80-mg m caen ToBa nepHoiuyHO (Hanp, Ha 6 Mecela) npes IMbpBaTa rojjHa
Ha JiedeHHe, CrielHanHo BHUMaHHe TpsOBa fa ce 00phUIa HA NALMSHTHTE ¢ IOBUIIEHH TPAHCAMUHA3H.
TTpu 14X TecToBeTE cneapa He3abaBHO Aa e IIOBTOPAT H CNSH TOBA Ia ce TIPOBEXKAAT Mo-4yecTo. B
citydaif ue CTOMHOCTHTE Ha TPaHCAMUHA3KMTE NPOrpPECHBHO HApacTBaT, 0COGEHO, aKO JOCTHTHAT
crofinoct Ao 3 X I'TH u ocTaHaT Ha Te3H HHBA, HEUSHHUETO C JIEKApCTBEH MPOZYKTA ClIe/iBa Aa 65 Ie
MpEeKpaTeHo.

INEGY Tpsabea na ce H3moI3Ba ¢ BHAMAaHHE IPH NALHEHTHTE, KOUTO 3M0yNoTpeGARAT ¢ ATKOXO,

Yepnodpobna Hedocmamvynocm

JIOKOJIKOTO He ¢a H3BeCTHY eQeKTHTE OF NPONBMKATENHA eKCIIO3HIINL KbM ezetimibe npH manuenty ¢
yMepeHa WM TeXKa [0 CTeNeH YepHoapobHa HenoCTATHYHOCT, neyueHreTo ¢ INEGY npu Takusa
MAIMEHTH He ce TpenopbuBa (BX. paszen 5.2).

Dubpamu

BezonaceocTra M eukacHoCTTa OT KOMOHHEpaHeTO Ha ezetimibe ¢ GubpaTy He ca IOTBBPAEHH; IO
Ta3H HPHYMHA HE ce IpernophiBa eHoBpeMeHHoTo npHnoxeHue Ha INEGY u ¢ubpatu (Bx. pazaen
4.5).

Ciclosporin

HeoGxoanmo ¢ BHMMATENHO A C& TIOAX0K A2, KOTaTO ce 3anoysa edenue ¢ INEGY, koraro ce
NpoBexKIa JleweHue ¢ ciclosporin, KoHuentpauuaTa Ha ciclosporin Tpa6ea Jia ce KOHTPOIHpa IpH
HalHeHTH MpreMaiiy epoepeMenno INEGY u ciclosporin (Bx. pazzen 4.5).

Anmuroazynanmu

Axo INEGY ce npubasm xeM warfarin, Ipyr KyMapHHOB aHTHKOATYJIAHT, HitH (NIYHHIHOH,
HHTePHAIHOHANHOTO HopMalH3HpaHo otHomeHue (INR) Tpabea aa 6p1e KOHTPONHpPaHO 1O
TIOX OIS Ha‘IHH (B}K. pazpmen 4.5)

Homounu sezuecmea

Hauneﬂ'rme ¢ pefikuTe HacHEACTBEHH MpobaeMy “ralakTo3Ha HelioHocHuMocT” Lap e
,ueqmum mm Ma.na600p6unﬂ Ha IIIOK03a-TATTaKT03a He TpaOBa Ja ce JIeKyBaT ¢ TO3

OpoaykKT.” HE:

@
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4.5 B3anmozxeiicTBIE C APYTH JIEKAPCTEEHA NPOAYKTH H APYra ¢opMH HA B3auModeiicTeHe

DapmaroduHaMuLHY 830UMO0eHCIMEUs

Baaunodeiicmeus ¢ tunudOnOHUICABAULI NEKAPCMEA, KOUMO MOoiCe OG NPEOU3BUKAM MUGHAIIA,
KO2aMO Ce NPULaeam CamoCmosmenno.

PHCKBT OT MUOLIATHS, BKAIOYATEHO pabqOMHONN3, € MOBHIIEH [IPH CBBMECTHOTO NPHAOKEHHE Ha
simvastatin ¢ ¢puBpartu 1 niacin (HEKOTHEOBa KuceNuHa) (=] g/mreBHO). OCBeH TOBA MMa
dbapmakoksHeTHYHO B3auMoeiicTBHE Ha simvastatin ¢ gemfibrozil, koeTo npeauUsBHMKBa NOBHIIABRHE
Ha MIa3MeHAaTa KOHIIGHTPaIHs Ha simvastatin (Bixk. 110 Hafony PapriaKoOKuHemuuHu
gzaumooeticmeus).

dubparute MOXe Aa YBEJIMHAT €KCKPEHHATA Ha X0JIECTEPONIA B KIIBYHHA COK, KOSTO NIPHIMHABA

- XonenuTHa3a. [Ipy MpeKIHUYHH IPOY4BAHHS C KY4€Ta ¢ YCTAHOBEHO, e ezetimibe ysenuyasa
XOJIECTEpONIa B MEXypHATa JUTbuKa (B, pasmen.s.3). Hesasucumo e AUPEKTHOTO NPEHACAHE HA TE3H
NpeIKIMHEIHA JaHHK B XYMaHHaTa MAHIHEA i eeKThT He ¢ H3BECTEH, eJHOBPEMEHHOTO
npunoxetine Ha INEGY ¢ ¢pubpaTi He ce NpenoprHuBa IOHE JIOKATO TasH cXeMa Ha leveHne He 6blie
NpoydeHa NpH MaudeHTH (B, paszen 4.4).

- DaAPMAKOKUHEMUYHY E3AUMOOEHCIBUS

B mabruyama no-0oay ca obobueny npenopokume 3a npeOnuceane Ha 63aumMo0elicmeauyy cu azenimi
(no-Hamamvuitiy demaiiny ¢a npedCcmaseHny 8 MexCma; 6JIC. ouje U MOYKY 4.2, 4.3 u4d4).

JlexapeTBeHN B3anMoeficTBHS CBHP3aHK ¢ MOBHIIEH PHCK OT MEONaTHs/ paGaoMuonnsa

B3aumoneiicTBalIH CH aT€HTH [IpenopbKHTE 32

npeguNcBane

Mownu CYP3A4 unxubumopu: IIpoTHBONOKA3AHH C

Itraconazole INEGY

Ketoconazole

Erythromycin

Clarithromycin

Telithromycin

HIV protease inhibitors

Nefazodone

Fibrates* He ce npenopbusa ¢

. INEGY

Ciclosporin Ila He ce HaIXBhpAs

Danazole 10 /10 mg INEGY

Niacin (> 1 g nHeBHO) IHEBHO

Amiodarone Ja He ¢e HaAXBLPAs

Verapamil 10 /20 mg INEGY
AHEBHO

Diitiazem Ha He ce HagXBBpHS
10 /40 mg INEGY
JOHEBHO

Fucidic acid TTampenture
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INEGY

Cok ot rpendpyT Ha ce uz6sarea cok oT
rpendpyT Opy NpHeMa
Ha INEGY

Eexmu na opyzu nexapcmseny npodyxmu evpxy INEGY
Ezetimibe

Anmuayudu: EqHOBPEMEHHOTO NIPUIOKEHNE Ha AHTHALMAN HaMalliBa cKopocTTa Ha aGcopbuus Ha
ezetimibe, Ho HaMa edexT BEpXY OHOHaNTHYHOCTTA Ha ezetimibe. Hamanesara ckopocT Ha
abcopbupaHe He ce c4KTa 32 eeKT ¢ KIMHMYHA 3HAUMMOCT.

Cholestyramine: eAHOBpeMeHHOTO mprUIoXKenue Ha cholestyramine HamMansBa cpeHaTa [WIOLL MO
kpuBara (TIIK [AUC]) na obuus ezetimibe (ezetimibe + ezetimibe rmoxoponnn) no npubmizutenno
55%. IlpoueckT Ha HapacTRaHe Ha cHibkeHHeTo Ha LDL-C B pesynrar Ha nobaeanero Ha INEGY xem
XOJlecTHpaMHHa MOKe Ja ObJie HaManeHo HOPaiy ToBa B3auMozekicTBue (BX. pasnen 4.2).

Ciclosporin: IIpu npoyuBage ¢ 8 nauuentH cinef 650peuHa TpaHCIVIAHTALMSA C KPEATHHHHOB KIIHPBHC
ot >50 ml/min npu cTabunxa po3a Ha ciclosporin, eqHa no3a ot 10-mg ezetimibe posene 2o
3.4-kpatHo (06xBar ot 2.3 - 1o 7.9-xpaTHO) yBenuuenue Ha cpeppara MK 3a o6mus ezetimibe B
CpaBHEHHE ¢ rpyNaTa Ha 3ApaBHTe KOHTpOIH, IOTyyaBany camo ezetimibe, oT apyro npoyusate
(n=17). B apyro npoyu4gaHe, NpH ltaLueHT ¢ OBOpeyHa TpaHCIIIaHTALMA B TekKKA cTeleH Ha Onbpevna
HEZOCTATHYHOCT, KOiiTo Oete Ha meueHue ¢ ciclosporin 1 MHOXKECTBO APYTH JEKAPCTBEHH NPOAYKTH,
Oeie aeMoHCTpHpaHa 12-kpaTHO MO-IBAra eKCIO3HUHA KM 0611 ezetimibe B cpasHeHHE ¢
napaneHo IpociengBaHHuTe KOHTPOAH, oMyyaBany camo ezetimibe. B enHo aBynepuoauyso
KpBCTOCAHO H3BMTBaHe npu 12 3apaBu n00poBOILY, IPUNOKEHHETO Ha 20 mg AHeBHO ezetimibe B
IpoxbinKeHHe HA 8 MHM ¢ enHoKparHa o3a ot 100 mg ciclosporin Ha ceaMua feH, e JOBEIO O
HesHaumTenHo 15% ypenuaenue Ha AUC 3a ciclosporin (rpamuua ot 10% zamangsane go 51%
yBE/IHYaBaHe), B CPAaBHEHHE ¢ eJHOKpaTHA Jo3a oT 100 mg ciclosporin nprumokeH caMOCTOATEIHO.
KonrponupaHo usnuTeaHe BEpXY edexra OT eAHOBPEMEHHOTO MpHIIOKeHHe Ha ezetimibe u
ciclosporin npu narmentt ¢ 6p6petHa TpaHCIIAHTALMS Ha JIedeHHe ¢ ciclosporin e & Gro
mposexcaano. Tpabea na ce 06bpHE BHUMaHHe, KoraTo ce 3anoysa INEGY npu ycnosme Ha ieyesue ¢
ciclosporin. KouneHTpaupsra Ha ciclosporin tpa6ea ga i KOHTPONHPAHA IIPH NAlHEHTH
npueMamy INEGY u ciclosporin (x. pasnen 4.4). 6
Dubpamu: Tlpunoxenuero Ha dheHodGubpat unn rembubposus eIHOBPEMEHHO ¢ ezetimibe yBenuuasa -
ofiara KOHLIEHTpalKs Ha ezetimibe chorBeTHO npubnnsurendo 1.5-1 1.7 npa. BoilpekH ye tesu
YBEITHUCHKA Ha KOHLIEHTPALNHATA HE C& CMATAT 32 KIHHHYHO 3HAYHMH, NptoxeHneTo Ha INEGY
3aefiHo ¢ GubpaTty He ce MpernophYBa MOHE NOKATO He OBle npoyyeHa yroTpeSata Ha Tazu
KOMOMHAUWA IIpH NatueHTH (B, pasnen 4.4).

Simvastatin

Simvastatin e cyGerpar Ha muToxpoM P450 3A4, Momaure nuxubHTOpH Ha 1uToxpoM P450 3A4
yBENMYABAT PUCKA OT pasBHTHE HA MHOTIATHA M padaOMHONM3A Upe3 YBEIHYaBaHe Ha KOHUEHTPALUATA
Ha HMG-CoA penykrazHaTa HHXMOHTOpHA AKTHBHOCT B TUIA3MATA IO BPEME HA JIEYeHHETO Che
simvastatin. TaxuBa RHXUGHTODH ca itraconazole, ketoconazole, erythromycin, clarithromycj
telithromycin, HIV-npoteasuure nuxubntopH u nefazodone. E;[Honpemenuoro TNPHIAIATE )
itraconazole.goau Ao Hay 10-kpaTHO yBe/MUEHHE HA EKCHOSHIMATA KbM “CHMBACTg m{o%""”
(axTyBHUAT MeT2GOMNHT — mcenHHeH 6e*ra-xn,npo;ccm) Telithromycin npegusenKk asl 4 1«;9&’:1-10’% A
YBENHYEHHUE Ha SKCHO3HLIMATA KBbM “CHMBACTATHMHOBA™ KHCEMUHA.

iy
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3atosa KoMGHHHpaHeTo ¢ itraconazole, ketoconazole, HIV-nporeasnn uuxuburopu, erythromyecin,
clarithromycin, telithromycin u nefazodone e nporusonokazano. B ciayuawuTe, KOrato Ne4eHHETO C
itraconazole, ketoconazole, erythromycin, clarithromycin uu telithromycin e moxke na ce uz6erse,
npunoxenueto Ha INEGY Tpsbba Aa ce nIpeKparH 10 BpeMe Ha TepaneBTHYHUA Kype. Tpabsa ma ce
NOAX0X 1A BHUMATENHO | Ipw koMOuaHpaneTo Ha INEGY ¢ apyry, no-cnabu HExuGaropyn Ha
CYP3A4: ciclosporin, verapamil, diltiazem (B:x. pazmenu 4.2 u 4.4),

Ciclosporin: PUCKET OT MHONATH/PabaoMHOIH3a ¢¢ TIOBHILARA TIPH €THOBPEMEHHOTO NPHACKEHHES
Ha ciclosporine, ocoBeHo, kKoraTo ce uznonssat no-sucoky aosu INEGY (k. pasnemi 4.2 u 4.4). Ilo
TasK npuuuHa gosata Ha INEGY e rpabra aa ramxespas 10/10 mg AHeBHO NpH NAIiUEHTH, KOKTO
TIONMy4aBaT eHOBpeMeHHO ¥ ciclosporine. Bernpexy ue MexaHA3MBT He ¢ HalBJIHO ACeH ciclosporine e
nokazan, 4e ysennuasa IITIK Ba HMG-CoA pemykraza naxubutopy. Ysennyapaneto Ha [IIK 2a
“CHMBACTATHHOBA” KHCEIMHA BEPOATHO YaCTHYHO ¢ IbIDKH Ha HHxnOupaHeTo Ha CYP3A4,

Danazol
PHCKBT OT MHUOTI2THA ¥ pabIoOMHIOMAM3a Ce YBENIHYaBA IIPH ¢HOBPEMEHHOTO NpHIoxKeHHe Ha danazol ¢
Bucoku 7031 INEGY (s:x. pasmen 4.2 u 4.4).

Gemfibrozil: Gemfibrozil ysenuuasa 1,9 neTi IIIIK Ha “cHMBACTATHHOBATA” KUCEJIHUHA, KOETO
BEPOSTHO C& ABIDKY Ha MHXUOHPAHETO Ha [TBTH Ha IMOKOPOHHPAHe.

Amiodarone u verapamil: PACKET oT Muonaria 1 pabIOMHONIN3A € YBETHYSH [PH CBIIBTCTBAINA
Teparus ¢ amiodarone ¥ verapamil 1 o-BUCOKH K034 Ha simvastatin (k. pasuen 4.4). B
NPOBEXKIAMO CE B MOMEHTa KITHHHYHO NPOYYBaHe, MHOMIATH & Habmoxasana npu 6% or
HALHEHTHTE, KOUTO Ca Mosy4aBaii simvastatin 80 mg u amiodarone.,

AHaf¥3 Ha TIPOBEAIAHKTE A0 MOMEHTA NPOYYRAHHSA YCTAHOBARA NIPHONM3KTENHO 1% YecToTa Ha
MMOTIATHS, KOTATO Ce NPOBEX/a IeYeHue ¢be simvastatin 40 mg wma 80 mg 1 verapamil. B enno
papMAKOKHHETAYHO MpOyYBaHe, eNHOBPEMEHHOTO NPUAOKEHHE Ha simvastatin ¢ verapamil e
OpeAusBHKan0 2.3 KPATHO YBETHYEHHE Ha eKCIO3HUMATA KBM “CHMBACTATHHOBA” KHCEITHHA, KOSTO
BePOATHO C& JABJUKH YaCTHMHO Ha HHxuGupaneto Ha CYP3A4. Tlo Tasu npuayiHa fnosara Ha INEGY ne
Tpabsa na Hagswmasa 10/20 mg AHeBBO NPH MAIHEHTH, KOUTO TMOMYYaBaT ChIPOBOMKIALIA TEPATIHA C
amiodarone yine verapamil, 0CBeH axo ce MPEAMIONara, 4e GIaTONpPUATHHTE KIHHHYHH pe3yNTatd Ouxa
HagXBBEPIHAH PHCKA OT MHOIIATIA H paG,ILOMHOJ'[PISEl. .

Diltiazem: AHanuz Ha CHINECTBYBAUMTe KJIHHUYHE IIPOyYBaHMs TI0KasBa 1 % 4ecToTa Ha MHONIATHA
TIpH TALKEHTH, KOUTO noitydasar simvastatin 80 mg u diltiazem. PHCK®T 0T MuonIaTHs HpK
NanuenTHTE Ha JIeveHne cbe simvastatin 40 mg se e 61 NOBMINEH OT CHIFTCTBAINOTO ICYSHHE ¢
diltiazem (ex pasgen 4.4). B eqHO dapMakoKHHETHIHO NPOyYBaHE eHOBPEMEHHOTO NPHIIOKCHAS HA
diltiazem c¢xue simvastatin e ZoBeno xo 2.7-KpaTHO MOBMINSHHE HA CKCITIOSHLIMATA KBM
“CHMBACTATUHOBA” KucenuHa. ToBa BepOATHO ce IBJUKH Ha nHxuGupaneto Ha CYP3A4, 3aTora
nosata Ha INEGY ne Tpatea ma nagxespau 10/40 mg nqueBHO NpH NALBEHTHTE, KOHTO NOIy4aBaT
CHIBTCTBAINA Tepanss ¢ diltiazem, ocseH ciydauTe, KOraTo NpearoaraeMara KIHHEHYHA 110132 €
BEpOATHO Aa NPEeBUILABA YBEIUISHUS PHCK 33 PA3BUTHE HA MUONATHA U pabAOMHONH3a.

Fucidic acid: PUCKHT OT MHONATYA, BIITIOYRTENHO pabIoMU0NK3a, MOXKE Ja ¢€ NOBHLIH IIPH
eJHOBpeMeHHOTO npunoxkenue Ha fucidic acid u INEGY. Cnemmduunnre sepHoapoSHM MeTabOIUTHH
npTuia Ha fucidic acid He ca M3BECTHM, BHIIPEKH TOBA MOXKE JId CE 0UaKBa B3aUMOJESHCTRHE MEKAY
fucidic acid u unxn6m0pme ua HMG-CoA penykrasa, konro ce MeTabomisupat o CYP3A4,

. Ha FOIIGMH KonuqecTBa (nag 1 IIHT'Bp ,[[HBBHO) Ha COK OT rpeHndpyT U sunvastatm
HOBHmeHHe Ha éKCTIO3UIMSATE KBM CPIMBaCTaTHHOBa kuceniHa. [IpnemsT Ha 2
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Egpexmu na INEGY evpxy papmaxoxunemuxama na Opyeu Jexapcmeery cpedcmea

Ezetimibe

B npeaxmiaMyHE IpoyuBaHus e GUI0 yeTaHOBeHo, Ye ezetimibe He MHIyLHpa SH3UMHTE LUTOXPOM
P450, xouto metaGonusupar JekapeTeeH npoaykrure. He ca HaGmofasany KIMHHYEO 3HAYHMM
hapMAKOKHHETHIHY B3auMOAeHCTBISA MeKay ezetimibe ¥ iekapCeTBEH IpoayKTHTE, 32 KOWTO C& 3Hae,
ye ce MeTafonusupar nuroxpomute P450 1A2, 2D6, 2C8, 2C9 u 3A4 wnu N-anetuntpancdepaszara.

Aumuxoazynanmu: B eXHO M3MUTBaHe NPH ABAHANCCET 3APABH BH3PACTHH MEKE, SAHOBPEMEHHOTO
npunoxkenye Ha ezetimibe (10mg Beaus:k HEBHO) HE @ UMAIIO 3HAYUTENEH e()eKT BEPXY
SuoHONMHYHOCTTa Ha warfarin 1 mpotpomGuHOBOTO Bpeme. Cnell ImyckaHe Ha aszapa obaue ca
IOKJIABAHH CILyYaH Ha [OBHMLICHO MHTEpPHAUMOHATIHO HOpMATH3Hpaso otHomesse (INR) npu
MaNUeHTH, IPY KOHTo ezetimibe e nobased kuM warfarin wim fluindione. Axo INEGY ce npubasu
kBM warfarin, Apyr kymapusoB aHTHKOArynaHT, unH fluindione, INR Tpabea na 6bae KOHTPOAHPAHO
IO MOAXOAAI Hauu (BxK. paspen 4.4).

Simvastatin

Simvastatin HaMa MHxuGupallio BB3AeiicTBHE BEPXY cytochrome P450 3A4. 3atoBa He ce ovyakga

simvastatin sia noBIHse BHPXY IHa3MeHKTe KOHUEHTPAUHI Ha BeIECTBAaTa, KOHTO ce MeTabonuaupar .
nocpenctsoM cytochrome P450 3A4. A

Opanru anmuxoazynanmy. B e KIMHHYAM U3IHTBARMSA, eNHOTO NIPU 3apaBu AOOPOBOALHN H
JpyroTo IpH NAlHEeHTH ¢ XUIIEPXOIeCTePONSMELS, PHIOKEHHETO Ha simvastatin 20-40 mg/nHerHO
MOTeHUMPANo B yMepeHa cTeneH edekTa Ha KyMapHHOBHTS aHTHKOAryPIAHTH: IPOTPOMOHHOBOTO
Bpeme, OLEHEHO II0CPEICTBOM HHTEPHAIHOHAIHOTO HopManu3upano otHomenre (INR), ¢ HapacHamo
cnpsaMo u3xoAHoTo oT 1.7 mo 1.8 1 o7 2.6 1o 3.4 croTBETHO B IpyilaTa Ha AOGPOBOMLMTE B IpyNara
Ha JalMeHTHTe. B MHOTO peflkH citydan ca OWIIH JOKIaIBaHH NoBHIIeHH cToliHocTH Ha INR. IIpu
MALMEHTH, KOMTO NpYeMaT KYMapHHOBH aHTHKOATyIaHTH, TPOTpOMOHHOBOTO BpeMe TpabBa fia ce
OTIpeAESA TIpEAM JIa ce 3arovHe npreManeto Ha INEGY u goctarsuso yecTo cAel TOBA B HAYAIOTO
Ha JISYEHHETO, 32 JJa € CHTYPHO, Ye HAMa CHIHUGHUKAHTHY IPOMEHH B IpOTPoMOHHOBOTO BpeMe. Crex
crabunusupane Ha NpoTopMOGHMHOBOTO BpeMe, HHTSPBAIHTE 3a POCHIeAIBaHe Ha IPOTPOMOBHOBOTO
BpeMe MoraT fa 65aT o0MyalHuTe, KOMTO C€ IPernophuBaT [pH MAlHEHTH Ha JIEYSHHE ¢ KYMAPHHOBH
arryroaryHauTd. Colnara npofiepypa ce noBTaps, B Ciydali ue godata na INEGY ce npomenn nau
JiegeHueTo OBle npexpareHo. JledeHHeTo Che simvastatin He ce aCOLMHpa ¢ KbPBEHE HIH IPOMEHH B
NpoTpPoMOHHOBOTO BpeMe IIPH ITalEHTHTE, KOHTO He B3UMAaT aHTHKOAryIaHTH.

4,6  BpemennocT H KLpMeHe ' .

Dpemennocm:
ATepoclepo3aTa € XpOHUYHO IPOTHYALL TIpoliec. BpeMeHHOTO NPeKLCBaHe Ha

JHIHACHOHILKABANIATA Tepallii [0 BpeMe Ha GpeMeHHOCTTA 61 HMAJIO HE3HAYHTEINHO Bh3eiicTBHE
BBEPXY IHATOCPOUHMS PHCK, ACOIMMPAH ¢ HARWYMETO Ha THPBHYHA XMIIEPXOIECTEPOAEMHU,

INEGY

INEGY e npoTHBonOKazaH 3a IPHIIOKEHHE 110 BpeMe Ha 6pemeHHOCT. HaMa KiIMHHYHHE JaHHH
oTtHocHO yrioTpebara Ha INEGY no Bpeme Ha 6pemenHoCT. IIpoyuBanisTa npy :KUBOTHH C
KOMOHHMpaHa TEePanus ca moKasanu TOKCHYHO Bh3NeHCTRHE BBPXY PEIPORyKTHBHATA GYHKIHA (BK.
pazzen 5.3).

Simvastatin
BezonacHocTTa Ha simvastatin npu OpeMerHu eHu He © Jokasana. HaMa KOHTponMpaHH KIY
Ipoy4BaHHs CBC Simvastatin mpu GpemeHEH keuu. Peku ca onmoBecTeHUTE Cydau HA BPO "/xgi&‘{“‘

aHOMAJIHH CJIEAKATO '3apOAHITET ¢ OHIT H3/I0KeH Ha HHTpaYTePHHHEA eKCIIO3HIHT KbM o
peAyKTa3HH MHXUOHTOPpH, BROpeKH ToBA B aHATH3 Ha pHOImM3uTenHo 200 npocriekTHs
[POCHEACHH GPeMEHHH JKEHH C eKCTIOZHIES TI0 BPeMe Ha IPBHA TPUMECTBP KbM Simvas
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apyr 6mussk Ko uaxubuTopure Ha HMG-CoA pefykrasata JeKapcTBEH IPOAYKT, € OHIIO YCTaHOBEH,
e YeCTOTATa Ha BPOIESHHUTS aHOMAJIMH € CPAaBHHMA C Ta3M cpel obiiaTa momynanus. Tosw 6poit Ha
Ha6J1I0aBaHH GpeMeHHH XKeHH ¢ O JOCTATRYEH, 3 /14 C¢ TI0/TyYaT CTATHCTHYSCKH 3HAYHMYL JaHHH 32
H3KITIOYBAHE Ha 2 2,5-KpaTHO yBeHYEeHHe Ha 9eCTOTaTa BpOIeHNTe aHOMAIIKH CIIpsiMo §asHcHaTa 3a
of1rata morrynarus.

HesaBucHMO Ye HAMA J0KA3aTENICTBa, e YECTOTATa Ha BPOACHUTS aHOMANMH cpell HOBOPOAESHHTE OT
MaiiKy, KOHTO ce JISKYBAT ChC Simvastatin MM Apyr TeKapcTBeH NPOAYKT ONH3BK O MHXHOHTOpHTE
na HMG-CoA penykrasara ce pa3iHuara 0T HaOmo#aBaHaTa B 00IIaTa [OIyJalus, € YCTAHOBEHO, He
JIeUeHHETO HA MalKuTe Che simvastatin Moxke Ja HAMANH HHBOTO HA MEGBAIOHAT BEB deTyca, KoHTO €
MpeKypeop Ha XojecTeposnoraTa ouocunTesa. 3aToBa INEGY He TpabBa na ce H3II0NI3Ba IIPH HKEHH, '
KOHTO ca OpeMeHHH, OIUTBAT ¢¢ /12 3a0peMEHeAT HITH ChC CBMHEHHE 32 aKkTyanHa 6peMeHHOCT.
Jleuenuero ¢ INEGY Tps6aa na ce npekpatH 10 BpeMe Ha OpeMeHBOCTTa MM NTOHE J0KATO Ce
yCTAHOBH, 4€ XeHaTa He e OpeMeHHa (Bxk. pasaen 4.3.).

Ezetimibe
He crinecTByBaT KIHHUYHH JAHHHA OTHOCHO ynoTpebara Ha ezetimibe rio Bpeme Ha OpeMEHHOCT.

Kvpmene:
INEGY e 1poTHBOIIOKA3aH 32 nppmomenne IO BpeMe Ha KbpMeHe. [Ipoyusanusa ¢ IDIBXOBE €4

IIOKa3aiIH, ye ezetimibe ce u3nbuBa B KbpMaTa. He € H3BecTHO Nany akTHBHHUTE KOMITOHEHTH Ha
INEGY npeMHHaRaT B KbpMaTa IpH xopa (Bx pasien 4.3.).

4.7 EdextH BEpXy cnocoGHocTHTE 32 odupane i paéora ¢ MaMIHANR

He ca npoBexaaHu MpoyYBaHus 3a YCTAHOBSIBAHE Ha e(heKTHTe BEPXY CIOCOOHOCTHTE 3a IHOpHpaHe H
paboTa ¢ MamuHK, FHezaBucHMo T TOBa, B CITydaii ue TpAOBa ja ce modmpa WM Aa ce paboTH ¢
MAIUMHH € HeoOX0QuMOo Ja ¢ HMa TIPSABH, He Cpe/] HeXKEeAaHUTE NEKAPCTBEHH PEakluH €
cBO0WABAHO U 34 3aMAasHOCT.

4.8  Hexelann JeKapcTBeHH PeAKIHE

punoxenneto Ha INEGY (s eIHOBPEMEHHOTO NPIWICKEHHE Ha eKBUBaNeHTHH Ha INEGY nozu
ezetimibe u simvastatin) e 6110 OLEHABAHO 33 ycTaHOBABaHe Ha OesonacHocTTa npy Hag 3800
MAUHEHTH B KITHHHYHYA H3MATBAHHA.

YecTOTaTa HA HEKEIAHUTE JIEKaPCTBEHH PEAKLMH € IpafiMpaHa KaKkTo cliefBa: MHOTO decTd (= 1/10),
uectn (> 1/100, < 1/10), He uectr (= 1/1000, < 1/100), penxu (= 1/10,000, < 1/1000), mMHoro peaxu
(< 1/10,000) BRMOYUTEITHO M3ONHPAHY CBOOIISHMU,

INEGY

Hapyuwienua Ha HepeRAMA CUCHIEMA?
Yeety: rmapoboime

Cmomamino-4peenu Rapyutenun:
Yecru: dpnatyneHLns
Hapywenua na MycKkpino-cKeaemuama CHCINEMaA U CeOUHUMeniama HoKamu:
UecTH: MHANTHA

JIaﬁopamopnu pesymanti

ITpu npquBaHPm 3a TapalieTHO NPHIIOKEeHHe, YeCTOTaTa Ha IOBHIEHHETO CEpY
xnprana sHauamoct (ALT w/mwmi AST >3 X TTH, cnoTBeTHO) € HabumoaapaHo
raupeHTHTe Jiekysaid ¢ INEGY. Tesu oBHIIeHN: Ha CH3UMHHTS HHBA € G
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GescuMITTOMHH, He ¢a MR acOLUMpPaHH XoecTaza 1 0OPaTHMH ¢ BPBIIAHE KbM GasUcHHTE
CTOHHOCTH CIEH NPEKPATABAHS Ha JIEYCHUETO KAKTO M IIPH NPOAB/UKABAHE HA JICYSHHETO (BXK. paszen
4.4.)

Knunvuado 3nagumu nopumenus Ha CK (210 X I'TH) ca Ha6monasanu npu 0.2%0T nauueHTHTe
npoeexaany negesue ¢ INEGY. ‘

Onum cneo nyckane Ha nazapa:
He:xenanuTe nexapcTBeHH peakiuy goknagsany 3a INEGY ca B ¢HOTBETCTBEE ¢ IIpPeiH TOBA
noxnagsaHuTe 3a ezetimibe n/wnn simvastatin.

Honvanumenna unoprmayus 30 omoenHume KOMROHEHIMY. OCGEH HEJICCRAHUME ReKAPCMEEHY
peaiyuy usbpoeny no-zope 3a KOMBUHUPAHUSA NPOdYKM, OPY2U HeXCerany peaxyul nabmodasanu
npedy mosa npu KIUHUYHY NPOYYGAHUS URU ROCIMMADKeMUH2081 Habmodenus ¢ ynompebama Ha edHa
OMm CLCMABKUME HA NEKAPCIMEEHUS. NPOOYKIM, MO2am 0d Ce NPOaeam Kamo NOMEHYUATHY HeXNCenan
aAexapcmeeny peakyuu Ha npenapama INEGY.

Ezetimibe
Hapyutenua na Kpvema u numpuama cucmema:
MHoro psako: TpoMOOIKTOIICHHS

Cmomaiuno-upesh Hapyumenun:
HecTn: kopeMHa GoKka, Apapust
Penxu: rageHe

MHoro penki: naHkpeaTHT

Xenamo-Guiuapru Hapywienun:
PenxH: XemaTur
MHoro peikH: X0JeNTHTHA3A, XOREIIHCTHT

Hapyuenua na koxcama 1 ROOKOICHAME RIbKAR.
Penxw: peakuMy Ha CBpBX YyBCTBHTEAHOCT, BIUIIOYUTENHO 0OPHBH, YPTHKAPHI H MHOTO PAIKO
aHaQuUIAKCHA, aHTHOSKEM

Hapywenun na myckynno-cxeiemnama CUCHEMA It CLEOUHUMETHAMA IMbKAN.!
Panxo: apTpanrus
MHoro penxu: Muonars/pabmoMuonuza (Bx. pasnen 4.4)

ObGuwu napyuienua u eieKmi H@ MACIMOMO HA RPUTONCEHIE:
Yectu: ymopa

JlaGopamopnu cmoiinocmi:
Penxu: noeunieHy TpaHcaMuHazy; nopHmeHa CK

B xmuniysm msnureanng, CPK > 10 X roprara rpanuna va sopmata (ULN) e Guna foknansaHa npu
4 ot 1674 (0.2%) nmanuenTs nomyuasany camo ezetimibe, 1 ot 786 (0.1%) nalpeHTy MOMYYABAIH
wiauebo, 1 ot 917 (0.1%) nausesTH MoMyyaBali eMHOBpeMeHHo ezetimibe v cratuu, u 4 ot 929
(0.4%) nonyyasanu camo cratus. Hamano e u HapacTBaHe Ha cIyyauTe ¢ MHONATHA M pabroMuonmu3a,
CBBP3aHM C IPHIAraHeTo Ha ezetimibe, B cpaBHEHME CBC CHOTBETHATA KOHTPOJIHA rpyria (camo
atebo Wi craTuH) (BXK. pasnen 4.4)

Simvastatin:
Hapyuenun na xkpvema u anmpnama cucmema:
Penxau: anemus. ’
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Hapywenun na nepenama cucmema:
Pepiky: 3aMafHOCT, mapecTe3ns, NepHdepHa HEBPOTIATHA

CromaRO-4PeerI Hapyenua:
Pejixu’ XOHCTHITAINS, KOpeMHa CoJiKa, JUCTICIICHA, TUapHd, TaIeHe, NOBPBINAe, IAHKPSATHT

Xenamo-ounuapuu Hapywenun:
Penky: XenmaTuT/ KBATEHHALA

Hapywenua na kodcama u ROOKOICHAMA NIvKaH:
Peaxu: obpuB, cppbe:k, anorenus

" Hapywenus #a MYCKYIHO-CKENEHHAMA CHCMEMA 1 CoeOURUMETHAINE MbKAH!

Pepkn: Muonarus, pabaoMioiusa (Bx. pasnes 4.4), MyCKyIHH KpaMilH

Oy napymwenua u eekmu 1a MACHOMO 1A RPURONCERUE:
Pepxu: actenus

Papko ¢ 61n HabMOAaBaH CHHAPOM H4 CBPEXYYBCTBHTENIHOCT, KOHTO BKIIIOYBA CIICAHMUTE
XAPAKTEPUCTHKE: AHTHOeAEM, JYMyC-N0J00EH CHHAPOM, PEBMATHYHA ITOIUMHAIITHH, (EPMATOMHO3HT,
BACKYJIUT, TpOMOOIHTONIEH A, eo3uHobuNNA, yBennyenne Ha CYE, apTpuT M apTpanirus, ypTHKapHs,
peaxuus Ha HOTOUYBCTBHTENHOCT, HHPeKCHA, Grianl, AHNCIHES U HEPA3IoNoKEHHE.

Hadopamopuu cmolinocmiu
Pepxu: nosnmasaﬂe na I'TTII (ramMa-riry TaMun-TpasCIenTHAa3a), BHCOKA anKamHa hocdaTasa.

4.9 Ilpeposapane

INEGY ‘

CHMITOMATHYHH U MOUTHPIKAIIY NeHCTBHS Ce POBEKAT B CIyYanTe Ha Ipeflo3upare,
ExnoBpeMeHHOTO mpuiiokeHHe Ha ezetimibe (1000 mg/kg) u simvastatin (1000 mg/kg) ce nonacsme
noGpe B IPOyYBAHYS IpY MULIKH W INTEX0BE 32 0CTpa TOKCHYHOCT TIPH NEPOPAIHO NpHIiokeHne. 1IpH
TE3H KHBOTHH He ¢a HaGIoaBaHy KJIMHAYHH CUMIITOMY HA TOKCHYIHOCT. Y CTAHOBEHATA IEPOPATTHA
LDs, 3a czetimibe u simvastatin 3a aparta suga e ceoreerHo 21000 mg/kg/ u 21000 mg/kg.

Ezetimibe

B KIMHWYHE NPOYYBaHMsA, NIPHAOKEHHETO Ha ezetimibe B qo3a 50 mg/nuerHo Ha 135 3apasu
AoGposonuH 3a BpeMe Ao 14 auu umH B 033 40 mg/nHesHo Ha 18 mauneHTH ¢ NEPBHYHA
XHIIEPXONIECTEPOTEMIS 32 BpeMe 10 56 Anu ¢ Guo mobpe noHacano. CrobmeHu ca Manko Ha Gpoi
elyuau Ha rperosupane. Tlopeyero or X He ca OMITH aCOLMHPAHU ChC CTPAHWYHY JEHCTBUL
Cpo61LIeHHTe CTPAHHYHH JeHCTBHS He ca S1H ceprosiy. IIpy XUBOTHH He ¢ HabmomaBana
TOKCHYHOCT Cilej] €AHOKpaTHA TepopainHa nosa ot 5000 mg/kg ezetimibe npn mrexose ¥ MHIUKH H
3000 mg/kg npu Kydera.

Simvastatin
CrobeHu ca MaNko ciiy4aH Ha MpeJo3HpaHe. Maxcumansarta nprera nosa ¢ 6una 3.6 g. Beuku
NALMENTH €A CE BE3CTAHOBIIM (e3 OCIeacTBHA.

g T

5. PAPMAKOJIOTAYHA CBOHCTBA
‘5.1 ,  PapmakozuHaMHIHH CBOHCTBA

dapMakoTepaneBTHYHa rpyna: HHXuOuTopy Ha HGM-CoA peayxrasaTa B
nunmupe-Mozudruupaiu aresty, ATC xox; C10BAQ2
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INEGY (ezetimibe/simvastatin) npoaykT, npeanasHayeH 3a NOHWKABAHE HA HIMINTE, KOHTO
CeJIEKTHEHO uHXHOHpa HHTeCTHHANHATA abcopbimsa XonecTepon H GIH3KMTE KO HEro PACTHTEIHK
CTEPOH KaTo 0 TO3M HauHH HHXHOMpPa eHAOreHHMA CHHTE3 HA XOJNeCTEPOIL.

Mexanuznm Ha HelicTBie:

INEGY

XonecTepoRkT B I/1a3Mara ce Nofdydana oT abcopOHpaHid mpes YepBaTa U OT eHAOTeHHO
cuntesnpanud. INEGY cpabpika ezetimibe u simvastatin, nge cECTaBKH, KOUTO MOHMKABAT HUBOTO Ha
JIHIHMTE [MOCPEACTBOM KOMIUIEMEHTAPHH MeXaHu3MH Ha neiterbre. INEGY Hamansia MOBHIUEHHS
06m xonectepon (06m-C), LDL-C, anonmunonporens B (Apo B), tpurmunepunure (TG) u
X0JJeCTepo1a B JIMIONIPOTSHHUTE ¢ Hucka mrsTHOCT (non-HDL-C); nosumasa xonecrepona s
NHMNOAPOTEHHUTE ¢ BUcoKa IsTBOCT (HDL-C) upes mBoen Mexann3sM Ha ekcTeue - HHXHOupane Ha
abcopOIaTa Ha XONeCTepOlla M HErOBHS CHHTES.

Ezetimibe

Ezetimibe nuxu6upa nurecTrHamHaTa aGeopbuus Ha xonectepon. Ezetimibe e aktusen npu

Hepopanto NpHACKEHHE M IPUTexKaBsa MEXaHU3bM Ha JielicTEHe, KOMTO ce pasjuuaBa OT TO3H Ha

OCTaHAJINTE BEIECTBA OT IPyNara Ha CheIHHEHHATA, IOHKABANTY X0JecTeposa (Halp. CTATHHY, .
CEKBeCTpaHTHTE Ha AUTLYHHTE KHCOAHHE [cMonn], ¢pubparute M pacTHTENHUTE craHoaH). Hpunennara

TOUKA HA MOJEKYJIHO HHBO Ha ezetimibe e npenocuTenat Ha creponu Niemann-Pick C1-Like 1

(NPCI1L1), xofito € oTrosopeH 3a abcopbiuata Ha X0aecTeposl ¥ (PUTOCTEPOIH B THHKMTE YepBa.

Ezetimibe ce Mo3WNMOHMpPa Ha MPaHHLIATA Ha BIACHHKUTE B TEHKHTE 4epBa U HHXuOUpa abeopOiumaTa
Ha XojecTepos. ToBa BOIH 10 HAMAIEHHE Ha KOMHYECTBOTO XONECTSPOIT, KOETO C¢ HacoyuRa OT
4epBaTa XeM HepHHa Apob. CraTHHHTEe HAMAIBAT CHHTE3a Ha XONECTEpOl B Yepuus apo6. 3aenuno
TIOCPE/ICTBOM Te34 IBa OTASIHM MeXaHH3Ma Ha NeHCTBHE Ce IMOCTHra DOMTBIHKTEIHO HaMaleHHe Ha
xonecrepona. MexaHusMBT Ha JieHCTBHE Ha MOJIEKYIIIPHO HUBO He € HAITBTHO M3sicHeH i nozuar. [1pu
2-ceMMYHO KIMHKYHO MpoyuBake ¢ 18 mauuenTH ¢ xunepxonecteponeMus, ezetimibe uuxubupa
MHTECTHHanHaTa abcopbums Ha XomnecTepon ¢ 54% B cpaBHeHHe ¢ mIaLe6o.

Iposenena e cepHs oT NPEAKIMHEYHU NPOYYBaHHA 33 YCTAHOBsBAHE Ha CENICKTHBHOCTTA Ha ezetimibe

npu HHXMOHpaHe Ha abcopbuusira Ha Xoneerepon. Ezetimibe unxubupa abcopbumsra

[]4C]-xonec'rep031 6es na BMse PEPXY abcopOuuaTa Ha TPHINIMUEPMANTE, MACTHUTE KHCEIHHU,

HTBYHUTE KHCETHHH, TIPOFECTEPOHA, ETHHMII eCTPAAUO/Ia UM MACTHO pasTBOPUMKTE BHTAMMHH A

uD. -

Simvastatin .
Chnen mepoparen rnpreM, simvastatin, koiiTo e HeakTiBeH lactone, ce XHAPOIH3HUpa B YePHHA APo0.
[Momyyaga ce cHOTRETHHA aKTHBEH MeTaGoMHT KucenuteH OeTa—xuapokcukucenuna. Toii e Mowen
aaxuouTop Ha HMG-CoA penykrazata (3 xunpoxen - 3 metwnrimytaprut CoA penykrasa), Tosu eHsuM
Karanusupa npespbuianeto Ha HMG-CoA B MeBastoHaT, paHHa U CKOPOCT JMMHUTHPAIIA CTHIIKA B
OHocHHTe3aTa HA XONECTEPOIL

VcTanoBeHo e, ye simvastatin HamassiBa KaKTo MOBHINEHHUTE TAKA W HOPMAIHUTE KOHUEHTPAIHY Ha
LDL-C. LDL ce oGpa3yBaTt OT JMIIONIPOTEHHATE ¢ MHOIO HEcka IIETHOCT (VLDL) u ce
xaTaboau3upar NpefInMHO OCPEACTBOM BUCOKO YyBeTBUTenHuTe LDL perenropy. MexaHusMbT, 1o
KoHto simvastatin nommxasa LDL 61 MOrei ja BKIIOYBA KaKTo NOHMWKEHHE Ha KOHHEHTPALIMATA Ha
VLDL-xonecrepona (VLDL-C), Taka 1 nuxykuus Ha LDL penenrtopure. ITo To3u HaumWH ce fHoCTHra
HaMajIsBAHE HA NPOIYKIHATA K NIOBHIIABaHe Ha karabonusma va LDL-C. AnonuanonporenH B criio
ce NOHWkaBa 3HaYUMO IIPH JleueHHe che simvastatin. OcBen Topa simvastatin moeummapa B ymep
creneH HDL-C u noHibkaBa nnasMeHaTa KoHuenpauys Ha TG. B pesynrar Ha ToBa ce HOHKA
cpoTHOmeHuara 06m-C/ HDL-C LDL-C/HDL-C.

Qgg?*
&.‘.‘:

KITHHAYHH TIPOYIBAHHA
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TIpu KOHTPONHPaHy KIHHWYHA Npoyasanusy, INEGY sHaunMo mormxara odu-C, LDL-C; Apo B, TG,
non-HDL-C u ysenuuasa HDL-C IpH NajpeHTHTE ¢ XHIEPX0NEeCTEPONIEMMs.

[Tvpenuna xunepxonecmeporemus

B nBO#iHO CIIANO, Iane6o KOHTPOIHpaHo, §-CeAMMYHO NpoyyBaHe, 240 mauueHTy ¢
XHIIEPXONIECTEPONEeMHUs, KOMTO Bede ca IipueMainy simvastatin xaTo MOHOTEpanus 1 He ¢a AOCTHTHAIH
riocodenms ot Harponanaara nporpama 3a oGyueHue oTHocHO xonectepona (National Cholesterol
Education Program/NCEP) Tapret 3a LDL-C (2.6 to 4.1 mmol/i [100 to 160 mg/dl], Ha 6a3ara Ha
H3XOJHUTE CTOMHOCTH ca Byl paHIOMH3MpaHK KBM IIpHeM Wi Ha ezetimibe 10 mg unu mianeto
xaTo fobaBKa KhM OCHOBHATa TEpaNeBTIYHA CXeMa Ch¢ simvastatin. Cpex lekyBaHuTe ¢he simvastatin
NIALHEHTH, KOMTO He ca Gy JocTHrHany taprera 2a LDL-C B Hauanoto (~80%), 3HaunrenHo noeeue
NalMeHTH, paHIOMAIHPAHH Jia TIoy4asar ezetimibe 3aeiHo cxe simvastatin, MOCTHraT TapreTHUTE
croiinocty 32 LDL-C karo kpaifHo ¢s0HTHe B APOYUBAHETO B cpaBHEHHE ¢ Te3H, KOHTO ca Owid Ha
koMOMHAMATA ITanebo ¢be simvastatin, 76% u cboTBeTHO 21.5%. CHikenuaTa ka LDL-C B rpynmTe
Ha ezetimibe unu nnaneGo 3aeaHo ¢he Simvastatin, CBINO ca ce pasznuyaBany cUrHrukanTHO (27% H
3% cBoTBeTHO). OcBeH TOBA KOMOMHHpaHeTO Ha ezetimibe U simvastatin ¢ MOBENO 10 CHTHU(DHUKAHTHO
naManenye Ha o6m-C, Apo B u TG B cpasrenme ¢ komOHHalHgTa nAaneGo- simvastatin.

B MyATHIIEHTPOBO, ABOMHO CIIAIO, 24-CEIMHYHO Tpoy4BaHe, 214 mauHeHTH ¢ BTOPH TUIT 3aXapeH
AnabeT, TeKyBaHH ¢ THA30IMANHAHOHH (PO3MIATAZ0H HIH IMOTIHTA30H) B NPOIB/UKEHHE MEHHMYM
Ha 3 Meceua K ¢bc simvastatin 20 mg B NpoAbIKeHHe MUHAMYM Ha 6 CEAMHLIM NPY CPeaHU
croirocTd Ha LDL-C ot 2.4 mmol/L (93 mg/dl), ca 6uin panaoMH3KPaHA KEM JIEIEHHE CBC
simvastatin 40 mg unu koMGuHANEs OT akTABHETE ¢heTaBkH INEGY-10 mg/20 mg, INEGY

10 mg/20 mg e 6un 3HAYUMO NO-eEKTHBEH B CPABHEHHUE C YABOSHATA JI032 Ha simvastatin fo 40 mg
33 MO-HATATHITHOTO cHIDKeHMe Ha LDL-C (-21% u 0%, ¢csotBeTHO), 061-C (-14% 1 -1%, chOTBETHO),
Apo B (-14% u -2%, cvoteerso) H non-HDL-C (-20% ¥ -2%, ¢50TBeTHO). TOBA Ca CTOMHOCTHTE CIIC
HOCTHIHATOTO cHinkeHue ¢ 20 mg simvastatin 20 mg. Pesynrature 3a HDL-C u TG B nsete rpyny He
ca ce pa3sTN9aBaTH CHIHAGUKAHTHO. BUAST Ha H3MON3BAHKTE THASONMAHHMOHH HE € TIOBMHAI BBPXY
KpaiHuTe pesynTaTH. )

EdukacHocTTa Ha agete 103n INEGY (10/10 n 10/80 mg/aHeBH0) € ycTaHOBeHa B MYATHIICHTPOBO,
NBOMHO CHAIO, TANe60-KOHTPOIHPaHO 12-CeqMIHHO NPOYYBaHe, B KOETO ca OMAM UION3BAHY
BOHMYKH BH3MOKHE no3d Ha INEGY M BCHUKH CHOTBETCTBAIIH A03M Ha simvastatin. CparHeHHETO
Mey NAUEeHTHTe ¢ Beldky Ao3u Ha INEGY cnpsMo eKyBaHHTe ¢ BCHUKM JIO3U Ha simvastatin, e
yeranosuno, e INEGY curaud)MKaHTHO B Io-rofama creried e Hamaiuno oom-C, LDL-C u TG (Bx
Tab1. 1) xaxTo u Apo B (-42% 1 -29%, crotBeTHO), non-HDL-C (-49% u -34%, ¢soTserHO) H C-
peakTuBeR poTerH (-33% u -9%, croTBeTHO). Edextnre Ha INEGY no otHomenre Ha HDL-C ca
61 000K Ha edeKTHTe Ha simvastatin, JIONBIHHTENHAAT aHAAK3 € yCTaHOBWN, ye INEGY B
cpaBHeHHe ¢ ranebo curandukanTHo € nosuuu HDL-C.

Tabnnpa 1
OTtrosop KBM npenapaTta INEGY upn nanuenrtn ¢ m,antma XKIEPXOeCTePONeMHs
(Cpexna® % npomsana cpsMo Henexynaﬂn/naxonnn )
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Jeuenne

HDL-
(aHeBHa f03a) N O6w-C LDL-C C TG?
OO0y gauHH (BCHYKH -
zo3u Ha INEGY)e 353 -38 -53 +8 28
Obus fammwt (oM 349 56 33 48 .15
034 simvastatin)
‘Ezetimibel0 mg 92 -14 -20 +7 -13
ITnane6o 93 +2 +3 +2 -2
INEGY nosu
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 — nozu
10 mg 81 -21 -31 +5 -4
20 mg 920 -24 -35 +6 -14
40 mg 91 -29 -42 +8 -19
80 mg 87 32 -46 +11 -26

* 3a TpurumHnepuauTe, cpefHa (%) NpoMAHa CIIPSMO U3XOJHA CTORHOCT

® VIsxomuu cToifHOCTH — 663 TEXapCTREH HPOAYKT 3 OHIKABAHE Ha JIMITHANTS

‘INEGY /mo3u o6uyo (10/10-10/80) curuuduxanTso nonmwkasa o6w-C, LDL-C, u TG
B CpaBHEHME ¢hC Simvastatin ¥ cHrHHQUKanTHO nosuinasa HDL-C B cpaBHeHHe ¢
mane6o.

B winHHYHO npoyYBaHe ¢ monoben qu3aiiH ca GHH MOCTHrHATH MONOGHH pesyTaTH 38 BCHUKH
UMY DapameTpd. B o6obmen ananus Ha Te3u fABe npoyuBanus € GHAO ycTAHOBEH, Y€ OTTOBOPEHT
KM INEGY e 611 eHaKbB He3aBHCHMO OT cToiHocTHTe Ha TG — CHOTReTHO NOoA Wik Hax 200 mg/dl.

INEGY cbaspixa simvastatin. B nee roseMy miaue6o KOHTPONHPAHHE KIHHHYHY NPOY4BaHus, 48
(Scandinavian Simvastatin Surviaval Study) (simvastatin 20-40 mg; N=4.444 nanpenru) u HPS
(Hearth Protection Study) (simvastatin x40 mg; N=20,536 nauueHTH) ca oueHeHH eeKTHTE Ha
JeYeHHeTo ChC simvastatin Ipy MauMeTH ¢ BICOK PHCK 33 KOPOHAPHH MHIMAEHTH IOPajH HAKYHE
na UBC, anaber, nepudepHo ¢hI0BO 3a00sIBaHe, aHaMHe3a 3a HHCYAT win MCB. YceTaHoBeHO €, ue
simvastatin cHiKaBa: PHCKET OT 001a CMBPTHOCT IOCPEACTEOM HAMANABAHE HA CMBPTHOCTTA OT
CHPAEHHO-CHIOBM 3a60NABaHUS, PUCKBT OT HeaTamHH HHPAPKTH HA MHOKApAA U HHCYIIT;
HE0OX0AMMOCTTA OT NMPOLETYPH 3a PeBACKYAapH3allus Ha KOPOHAPHUTE MITH APYTH CHHOBE.

He ca npoBe:kaaHm NMpoy4uBaHus 3a ycTaHOBABaHe Ha eduracuocrra Ha INEGY B npeBenuuaTa Ha
YCHIOXKHEHUATA OT aTepoCKIIepo3ara.

Xomosuzomua panunna xunepxonecmeponemun (Xo®@X)

IIpy nanuenTy ¢ KIMHNYHE H/HITH TeHOTHITHE JaHHH 38 Xo®X e npoBeJeHo ABOMHO CIIAIO,
paHoMu3HpaHo, 12-ceAMHYHO NpoyUBaHe. AHANKH3HPaHH Ca NAHHHTE 3a IOArpyHa OT MalHeHTH
(n=14) nomyyasamu simvastatin 40 mg B HA4anOTO Ha IPOYYRAHETO. YEEIHYABAHETO HA J03aTA Ha
simvastatin ot 40 xo 80 mg (n=5) e nogeso Ao nonmxagane Ha LDL-C ¢ 13% cnipamo U3XOOHHTE HpH
no3a Ha simvastatin 40 mg. EnHoBpemMenHOTO NpHiaraue Ha ezetimibe u simvastatin B €éKBHBaJISHTHH
na INEGY posu (10 mg/40 mg u 10 mg/80 mg ofmo, n=9) ¢ noseno fo namanenue na LDL-C

CHPSIMO M3XONHUTE CTORHOCTH IPH Tepanus ¢he simvastatin 40 mg. B ciyyas Ha nsnonspapéhigeCTBAT, |

T R T L
ezetimibe i simvastatin B exsuanentau Ha INEGY nosu (10 mg/80 mg, n=5) ¢ Guno rxoc;‘ﬁ:\uﬁﬁs“
HaMaJIgHHe Ha LDL-C ¢29% CIIPAMO M3XOMHHTE TIPH JiedeHHe che simvastatin 40 mg.

G ANLEL £ PR
¥

5.2 PapMaKOKEHEETHIHH CBOCTBA




VYT-EE/BG-20071243

He ca ycTanoBeHH KIIMHUYHO 3HAYMMU (HapMakOKHHETHYHH B3aUMOASHCTBHS MPH CBBEMECTHOTO
npusIcKeHne Ka ezetimibe 3aefHO CEe simvastatin.

Aébcopbuua;
INEGY

INEGY ¢ 6uoexsrpaienteH Ha MPHIOKEHHTE ¢IHOBpeMeHHO ezetimibe 1 simvastatin.
Ezetimibe ’
Cyresl mepopaHOTO NpHIICXKEeHHe Ha ezetimibe, rolf ce abcopbupa 65p30 U ce KOHIOrHpa B roaaMa
cTeneH, Karo ce o6pasysa (apMaKoJIOrHIHO aKTHBHHUAT (heHOMOB rimokoporKa (ezetimibe-
rrokoporus). CpefHuTe MakCHMaNHH a3MenH KoHuenTpalws (Cuay) ce ocTHraT 3a | no 2 vaca 3a
ezetimibe-rmoxoponuaa ¥ 3a 4 1o 12 vaca 3a ezetimibe, AGcomorHaTa GHORaNKMYHOCT Ha ezetimibe
He Moe Ha OBlie onpefeseHa, Thif KaTo CheIHHeHHETO ¢ Hepa3TBOPHMO BEB BOJHA CPeJia rojHA 3a
W3rOTBAHE Ha MEDKEKUMOHHY PasTBOPH.

TTpuIo:KeHHEeTO ¢AHOBPEMEHHO ¢ XpaHa (¢ BHCOKO ChABPIKaHMIE HA MA3HIHH HIH 00e3MACTEH ) He €
HOBHANO Ha OHOHAMYHOCTTA Ha TIEPOPAIHO NpHAOKEHHs ezetimibe xaTo TabneTku ot 10-mg.

Simvastatin

HanngHOCTTa Ha AKTHBHUAT MeTaboIuT KNCSIMHeH 6eTa-XHJIp0KcH,I[ B CHCTEMHOTO KpBROOOpanicHue
ClIeJL IepOopanHo A03Mpare Ha simvastatin Geine mog 5% oT 103aTa, KOSTO CHOTBETCTRA HA
eKCTeH3HMBHaTa yepHoapoOHa “first-pass” excrpakumsa. OcHOBHMTE MeTabONUTH Ha Simvastatin B
TUTA3MATa [IPH XOPa ¢a KHCEJIMHHHAT GeTa-XMAPOKCH M YeTHPH APYTH aKTHBHH MeTabonury.

ITnasMennTe podHiy Ha AKTHBHATE W HA BCHYIKH HHXHOHTOPH, Koraro simvastatin € Ous mpunaran
HEMOCPEeCTREHO NPEeay TECTORO XpaHeHe, He ca GMIIH MOBIMAHH B CPABHEHHE C NPOQIIKTE [IPH
npHeM Ha TaafHo,

Paznpedencnue:

Ezetimibe

Ezetimibe 1 ezetimibe-rmoxoponux ce cBbp3BaT cHOTBETHO B 99.7% 1 B 88 10 92% ¢ 4yoreImKHTE
Mna3sMeHH IPOTESHHH.

Simvastatin
Simvastatin KaxTo ¥ KHCeIHHEHUAT §eTa-XHAPOKCH] Ce CBLP3BAT ¢ YOBENIKHTE MUIa3MEHH IPOTEHHH
(95%).

DapMaKOKHHETHKATA Ha eIMHHYHATA H MHOXKECTBEHHUTS TO3H Ha simvastatin nokassar, 4e He
HACTBIIBA AKYMYJIMPaHE Ha Iperapara cle/l HeKOJIKOKPATHO J03upaHe. BbB BCHMKH MOCOYEHH 10~
rope $papMaKOKHHETHHHH MPOYIBaHHs, MAKCUMAIIHATA IUIa3MEHa KOHLIEHTPaLs Ha AHXHOUTOPHTE ¢
funa nocTrrana B HHrepsana or 1.3 no 2.4 vaca crien npuema,

Buompanchopmanna:
Ezetimibe

Ezetimibe ce MeTabonu3npa MbPBHMHO B THHKWTE YePBa U 4epHUA Apob upes
KoHIOTHpaHe/raroKoponupaste {peaxuus ¢asa II) ¢ nocnenpaina GHIHApHA SKCKPELHSL.
OxcunaTHBHUST MeTabomu3bM (peakuus $aza ) e MEHHAMaNEH U € OTMcaH IIPH BCHYKH HaOIIolaBaHy
suppse. Ezetimibe u ezetimibe-riIloxopoHH ¢a OCHOBHUTE NPOM3BOAHM Ha JICKAPCTBEH NMPOJYKTa,
KOHTO Ce YSTAHOBSBAT B IVTa3MAaTA. Te npencraBagsar ¢xoTBeTHO OT 10 Mo 20% u ot 80 0 o 90% ot
06Luo1:o KONHUECTBO Ha NIeKapCTBEH MPOAYKTa B IiasMata. Ezetimibe n ezetxmgﬁ/k a,a 6aeHO
6 eUMHRHPAT OT IUIA3MATA KATO € JI0KA3aHO, Ye YIaCTRAT B FOMAMA CTETIeH afﬁ‘““ i /7:\\
€HETEPOXENATAHO PeLUITHpare. BpeMeTo Ha foIyKHBOT Ha ezetlmlbe e B@ﬁ”
HpPIGJ]HBHTGJ‘IHO 22 yaca. ﬁ’
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Simvastatin

Simvastatin € HeaKTHBESH JIAKTOH, KOHTO JIECHO C& XHAPOIU3UPA i1 Vive A0 CHOTBETHUA KUCETHHEH
GeTa-xuapokenn, Momen naxudurop Ha HMG-CoA penykraszata. Xunponusara MpoTHYA ITIABHO B
ygpHusa apol; CKOPOCTTa HA XHAPOAU3HpAHE B IUTA3MaTa € MHOTO HHMCKA.

IIpu yopexa simvastatin ce aGcopGupa fo6pe U MOAEKM Ha EKCTEHIUBHA SKCTPAKIIHA B USPHUA Apob
NpU OBPBO NpeMuHaBage. ExcTpakiiaTa B yepHHs Zpod € 3aBUCHMA 0T YepHOAPOOHHS KPBBEH TOK.
Yeprus Apob npencrasnasa IepBaTa 30Ha Ha JeicTBHe Ha Ipenapara KaTto cjle TOBA 3aIi04Ba
eKCKPELIs Ha EeKBHBAIIEHTHUTE Ha JISKApCTREH NPOIYKT BEHIECTBA B H/IBUHHA cOK. CRen0BaTeHo
KOHLEHTPAaIiHATa HA AKTHBHO JIEKapCTBO B CUCTEMHOTO KPpEBOOGpaleHHe e HECKA.

BpemeTo Ha HOMYXHMBOT Ha Ipenapara € cpeziHol,9 yaca clel MHTpaBEeHOHA AILTUKALMS HA
metabonura Ha B-hydroxyacid.

Enunmunupane:

Ezetimibe

Crien nepopanen mpreM Ha 'C-ezetimibe (20 mg) ot nanpenTuTe, 06MmMAT ezetimibe e
npUOAUIUTEHO ACONMUpaN ¢ 40 93% ot obmaTa pauoaKTHBHOCT B NMa3mMata. YipuGmmsutenuo 78%
1 11% 0T panHOAKTHBHOCTTA Ha NPHUIICKEHATA 11032 CE YCTAHOBABAT CHOTRBETHO B M3NMPAYKHEHUATA H
ypuHata 3a 10 qrereH nepuog, Ha cpOupane. Cnen 48 yaca He ce ycTaHOBSBA JONOBUMA OCTATbYHA
PalHOaKTHBHOCT B IAa3Mara.

Simvastatin

Crnen mpueMa Ha pagHoakTUBeH simvastatin npes ycrata oT marmentH, 13% 0T paqHoakTHBHOCTTA Ce
yCTaHOBABA B ypuHaTa U 60% CHOTBETHO B M3NPAKHEHUATA B paMKuTe Ha 96 yaca. YCTaHOBEHOTO B
H3MPaKHEHHUATa KONHYECTBO NPEACTARIABA SKBUBANEHTA Ha abcopOipaHOTO H M3TBYEHO B SKTBYHUSL
COK JIEKapcTBO, KakTo M HeaGcopOupaHuTe KonudyecTsa, Ciel BEHOZHO HIUKEKTHPAHE HA KMCEIHHHU
GeraxuapoxcHz (akTHees MeTabonut), cpenso camo 0.3% ot npuioskeHaTa 1034 CE EKCKPETHpPA B
YpHHAaTa KaTo HHXUOHTOP.

Creynannu pynu nayuenmu:

ITeduampuunu nayuenmu (Oeya u nodpacmeauiy)

He ¢e ycraHoBABaT paznudpd no orHoueHue abeopOuuara 1 Metabonuama Ha ezetimibe npu aeua,
nonpacteaid (10 no 18 ronusm) 1 BE3pacTHH. Kato ce oTyuraT KonuyecTsata Ha o61mus ezetimibe,
HE C€ YCTaHOBABAT hapMaxOKHHETHIHH paszii4ul MeXKIY TIOAPACTBAlM H Bb3pacTHH. HaMa JaHHH 3a
(apMakokuHeTHKaTa IpH Aena (< 10 ropuuwa pbapact). KIIMHUYHMAT 00T mpu Jielia ¥ NOAPacTEaIlK
(pB3pacr ot 9 1o 17 roguu) e orpaHuyeH 1o caydante Ha XoDX HIIH CHTOCTEpONeMHS (BXK. pasae
4.2.)

Ilayuenmu 6 nanpednana gv3pacm { 0bexm na 2epuampuama).

ITnasMenKTe KOHHEHTpAIMH Ha ob1uA ezetimibe ca 0xkoo 2 IBTH [O-BHCOKH IIPH B53PAcTHH
nauMeHTH (265 romuHy) B cpasuenue ¢ no-muajure (ot 18 mo 45 roguau). Hamanenuero Ha LDL-C 1
npodIIET Ha 6e30HacHOCT ca CPABHUMH MEKAY BB3PACTHUTE W [O-MJIAIHTE ALHMEHTH, KOUTO ¢e
nexysar ¢ ezetimibe (Bx. pasnen 4.2.).

Ueprodpobra nedocmamviHoCm
Crnen egnokpatsa gaosa ot 10-mg ezetimibe, cpemrara ITTK nosza obmug ezetimibe HapacTea
npubausuTenyo 1.7 nbTy MpU DarMeHTHTe C JleKa qepHoApobHa HepocTaTeyuHoeT (Child-Pugh uhaekc
OT 5 WIH 6) B cpaBHEHME CEBC 3ApaBHTe JHUa. [Ipy [4-KHEBHO MpoyuBaHe ¢ MHOTOKPATHO JO3UPAHE HA
npenapara (10 mg ngeBHo), NaUMEHTHTE C yMEpeHa YePHOAPOOHA HEAOCTATBYHOCT
MHJEKC 0T 7 19,9) uMar ypemudenye Ha cpeanata ITTIK 3a obwus ezetimibe npuby 3\2& H
npes Nepsua ne}r H-4eTHpiHafieceTHs IeH B CPaBHEHHe Che 3ApaBuTe nuua. He r@ua{u &rmp‘i&p
Ha 103aTa 34 NalldeHTHTe ¢ JIeKa o CTereH YepHoapoOHa HemocTaTrhyHOCT, Ilo saﬁigfnnncara"
JaHHH OTHOCHO e()eKTUTe Ha yBeaudeHaTa eKCHo3uus KeM ezetimibe npu mau eg;m'ne (oA
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HITH Texkka depHonpobHa HemocTaTbuHocT (Child-Pugh unnexc > 9), npenaparst He ¢e npenoprusa 3a
TPHJIOXKEHYE TIPH TAKHEBA IALMeHTH (BxK. pasnend 4.2 u 4.4).

Bvbpeyna nedocmamuvyHocm

Ezetimibe

Crnep enHoKpaTHa foza ezetimibe ot 10 mg npu nalMenTy ¢ TexKa Mo cTeneH 6u0peyHa
HemoctathuHocT (n=8; cpenen CrCl €30 ml/min), cpennara IIIK za o6mus ezetimibe ce ¢ ypeauamna
npebausuTesHo 1.5 MbTH B cpaBHEeHHE ChC 3ApaBHTE MUUA (n=9) (8. pasgen 4.2.).

Enva nalyeHT B ToBa NpoydusaHe (caen 6s0pevyHa TpaHCIIaHTalkA H Ha ISYEHHe ¢ MHOXKECTBO
NeKapCTBEHH NIPOAYKTH BRIOUHTENHO ciclosporin) e vMan 12 IBTH 0-BHCOKA 6KCIO3HUIMSA KEM 0611
ezetimibe. 7

Simvastatin

Hpw npoy4BaHe cliex NatHeHTH ¢ TexKka Op0pedHa HeloCTATEYHOCT (eraTﬂHHHOB KJHPBHC

< 30 ml/min), nnasMeHUTe KOHIEHTPALKK Ha 0OIIUTE HAXMOKTOPH CIIeH HOKPATHA OT CHOTBETEH
unxuduTop Ha HMG-CoA penyxrasara ca OWIH NPUONUIUTENHO 2 OETH M0-BHCOKH B CPaBHEHHE ©
YCTAHOBEHUTE NPH 30PaBH K0OPOBOILH.

fHon:

[na3MeHNTe KOHLEATpaHK Ha o6 ezetimibe ca Manko no-secokH (NprbausuTento < 20%) npu
JKeHuTe B cpaBHeHue ¢ Mbxete. Hamaneruero Ha LDL-C v npodirbT Ha 6e300aCHOCT MPH MBIKE H
JKEHH ca CPABHEMH, WO C& OTHACA JO JieueHHeTo ¢ ezefimibe.

5.3 Hpenxnummml‘nalmu 3a 0e3omacHocT

INEGY

B npoyusaHuATa ¢ €ZHOBPEMEHHO pHIoKeHHe Ha ezetimibe 1 simvastatin, HabmonasaHuTe
ToKCHUHH eleKTH ca GHid OCHOBHO Te3H THIIMYHO HaONI0aBaHH NIPH U3MOJ3BAHETO Ha CTATHHIL
Haxou oT ToxcH4HHTE epeKTH ca GHiM IMo-H3pa3eHH, OTKOMKOTO MIPH CAaMOCTOATENHOTO IIPEUIAaraHe
caMo Ha ctatiHi. ToBa BEpOATHO ce NBILKH Ha (hapMakOKMHETHYHH WUy hapMakoIHHAMAIHH
B3aMMOJEHCTBHA [IPH eJHOBPEMEHHOTO NPHJIaraHe Ha NpenapaTure. B KMMHHYHUTE NPOYIBaHI He
ca HabI0JaRaHy TAKHBA B3auMoeicTer. MUONATHS IpH NTbX0Be € HabNioJaBaHa B CIIyYauTe Ha
EKCITORHUIMA KBM J03H, HAKOJIKO ITETH [TO-BHCOKH OT TEPANeBTHYHHTE NO3H B XyMaHHATa MeJUL{HA
(npuGausuTento 20 x TIIK 3a simvastatin i 1800 meTa x ITIIK 3a axtusuns MeTabonur). Fama
JIOKA34TeCTRA, e CHBMECTHOTO NpPHIOKEHHE Ha simvastatin ¢ ezetimibe moBmaBa MHOTOKCHYHMA
OTEHIHAT Ha simvastatin.

IIp¥ CHBMECTHOTO TpHUIaTaHe Ha ezetimibe u simvastatin Mpu Ky4eTa ca yCTaHOBEHH HAKOM edekTi
BEPXY UepHHs Apob ¢ Hucka cTeneH Ha excrosumus (< 1 AUC B XxymaHHaTa MeULKHA).
Habnionasago e nopHinenye Ha yepnoxpobuute ensumu (ALT, AST) 6e3 TbkaHHa HeKpo3a.
XHCTOIATOOTHUHHTE YEPHOAPOGHH HaxOAKH (XHIIepIUIasys Ha HUTBYHHTE KaHaMH, aKyMyJIalHsI Ha
FIITMEHTH, MHQHITPALKs ¢ MOHOHYK/ISAPHH KIETKH H MAJIKH Xe[IaTOLMWTH) ca HabmoaaBaty Py
KyHeTa, IpHeMali eAHOBpeMerHo ezetimibe u simvastatin, Tesu npoMenu He IPOTPecHpaT NpH
TIpOALILKHTENHA yroTpeba fo 14 mecena. Hopmanusapane Ha YepHONPOOHHTE MOKA3ATENH Ce
HabmronaBa cliell IpeKpaTaBaHe Ha JEYSHHEeTO. Te3H OTKPUTHA Ca B ChOTBETCTBHE C OMHCAHNTE TNPH
nuxuburoprre Ha HMG-CoA MM ca MPUYHHERH OT MHOIO HUCKHTE HHRA HA XONECTEpONa,
TIOCTUFHATH YIPH TPETHPAHUTE Ky4eTa.

Tlpu rWILX0BE CHBMECTHOTO MpHIarake Ha ezetimibe u simvastatin He e EMaJo TePaTOTEHHO
Baneiicreue. [pu 6peMeHHPI 3aiiuy ca Gmia HaGmoNaBaHl MalkK Opoit CKeJ'IeTHPI,’,‘E_lMﬁ)QRM.&I‘GTH
(cnuBaHe Ha npemne‘ﬂme B KayJanHaTa 4yacT Ha rpbOHauHusd cThi0; HaManeH § opm;t& PR egme B

Kay,qanHaTa HaCT Ha Pp'BGHaqHHH cTBN0). g _,f'" m"“"\-.
REY 21, z‘ . },,. -"-'
1 t ‘& N?{i? "O
B cepus o1+ ﬂpquBaHHH- c Kym‘ypu in vivo u in vitro, ezetimibe, AaneH ca 31 aa
¢Be Simvastatin, He € [f0Ka3a FeHOTOKCHYEH TIOTEHLMAI. ﬁ%i 5:« ﬁ; o
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Ezetimibe

ITpoyuBanus IpH XKUBOTHH IO OTHOIUSHME HA XPOHHYHATA TOKCHYHOCT ezetimibe He ca yCTAHOBMIM
TAPTeTHU OpraHy 3a TOKCHYHHTE edexTH. IIpy Kyyera TpeTHpanu 4 CeOMHIH ¢ ezetimibe

(=0.03 mg/kg/nHeBHO) KOHUSHTpalKATa Ha XOJIeCTEPONIA B MEXYPHATA HUTHYKA € HApACHANA 0T 2,5 10
3,5 meTH. He3aBHCHMO OT TOBA, IO BPEMe Ha eHOTOMHIIHO MPOoyYBaHe ¢ KyueTa TPETUPAHHU ¢ JO3H A0
300 mg/kg/nHeBHO, He € YCTaHOBEHA IIOBUINICHA 36016 BAEMOCT OT XONIEAUTHASA HITH APYTH XKITBYHO-
uyepHOApoOHE Npobnemu. He e u3BecTHa 3HAYMMOCTTA Ha Te3H NaHHMU 3a XyMaHHaTa Meaununa. He
MOJKE Jla Ce Kae, Ue ChUIECTBYBA JIMTOT¢HeH PUCK, CBBP3aH ¢ TePaneBTHYHOTO NPHIMKEHHe Ha
ezetimibe.

TecToBeTE 32 IBIrOCPOYHA KaHLEPOTeHHOCT Ha ezetimibe ca 6uIu OTpULATEITHH.

Ezetimibe He ¢ moBman GepTHIHOCTTA HA MBKKHTE HIM JKSHCKHTE [NTEXOBE; HE € [T0Ka3al
TEPATOTEHEH e(eKT IPH IUIEXOBE HIIH 3alilly; He ¢ NOBNMAI RhPXY MPESHATAIHOTO H MOCTHATAIHOTO
paseutie. Ezetimibe npemMunasa npes mwiauesrapHara Gapuepa npu GpeMeHEH [UTBXO0BE U 3alLH,
KOraro ce AaBa MHOTOKpatHO B fno3a ot 1000 mg/kg/nueBHo.

Simvastatin

B13 ocHOBa Ha KOHBEHIHOHANHHTE APOY4BaHUA TIPH XKHBOTHH OTHOCHO (hapMaKoAMHAMKKATA,
TOKCHYHOCT TIPH NMOBTOPHA J103a, TSHOTKCHYHOCT H KaHLEPOTEHHOCT He Ce YCTAHOBABAT APYI'd
PHCKOBE 3a ITalldeHTa, OCBSH T€3M, KOUTO c& 04aKBaT Ha Gazara Ha (apMaKOJIOTHYHHTE MEXaHU3MH Ha
neiioteue. [lageH B MaKCHMaIHO TOHOCHMH JO3H NPH IUTBXOBe U 3aifliy, simvastatin He e
npeausBHKaI deranHy MandOpMaLK B HE € IOBNIUT GepTHIIHOCTTA, PENPOIYKTHBHUTE (FYHKIHH
W HEOHATETHOTO Pa3BHTHE.

6. PAPMANEBTHYHUA JAHHHA
6.1 Cnue¢nbK HA MOMONIHATE BELeCTBA
JlakTo3a MmoHOXUOpAT

MEKpOKpHCTATHA LETyN03a
Xunpomenosa

Kpockapmenosa HaTpuii

JInMoHeHa KucearHa MOHOXUAPAT
ByTunxunpokcHaHN30.

TIponunranar

Marse3ueB cTeapar

6.2 HecebBmecTamocTn

He ca m3recTHH.

6.3 Cpox Ha roaHocT

2 ropyeM
6.4 CoennanHn ycJ0BHS HA chXpanenne

Ha ce cexpansBa npu Temueparypa nox 30°C.
Bnucrepn: chxpaHsBaiiTe B OpHIHHANHATA ONAKOBKA.

6.5 Jannn 3a onakoBkaTa
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INEGY 10 mg/20 mg -

Baucrepy ot HenpozpavHo nonauxnoprpaiyopetined/PVC nprienes KbM alyMHHHH ¢ BAHHIIOBO
TIOKPHTHE B ONaxoBKH OT 14 unu 28 rabnetku.

6.6 CnennadHu HpeANa3HA MepPKH IPH H3XBRJIsSIHEe H paboTa

Hama crienuansy A3UCKBAHIA.,

7. NPUTEXKATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA

Mepk apn u Toym Benrapua EOOJ

6yn. H. Bannapos 55, EKCITO 2000,

eT. 1, nm3rouno xpwio, cexropu b1 u b2, Codus,

Benrapus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

20050181

9. JATA HA THPBO PASPEIABAHE/ IIOJTHOBABAHE HA PA3PEIIEHHETO 3A
YIIOTPEBA

30 mapt 2005

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

e,

Er e,
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et e,
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