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KPATKA XAPAKTEPHCTHUKA HA ITIPOAYKTA
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Besaxa Tabnetka cpaspxa 10 mg esereMud (ezetimibe) n 10 mg cuMBacTaTHH (simvastating.

3a IBJIHKAA CTIUCHK Ha MOMOIIHKUTE BelnecTea BHXK pasaen 6.1.

3. JJEKAPCTBEHA ®OPMA

TadneTka. .

Benu 1o creTa0 XBIATH, ¢ popMa Ha Kancyna TabneTku ¢ koA “311” Ha egnara cTpaHa.

4, KJIJHMHHUYHHA NJAHHH
4.1 TepameBTH4HE NOKA3AHHS

Xunepxonecmeponemun

INEGY e nokaszaH KaTo JOITBJHHTETHA Tepanua KbM AHETaTa [pH NaUHeHTH C ThpBHYHA
(xeTepoauroTHa paMITHA M HEAMHITHA) XMIIEPXONECTEPOIEMHA HIM CMECCHA XHIISPIHITHIEMHA,
KBAETO NMPHI0KEHHETO Ha KOMOMHUPAH MPOIYKT € MOAXOAAILO:

. MalWeHTH ¢ He0OEP KOHTPO € BMHCTBEHO ChC CTATHH
. MalWeHTH Beue JIEKYBaHH ChC CTATHH M ezetimibe

INEGY cbabpxka ezetimibe u simvastatin. Simvastatin (20-40 mg) e ¢ qoka3an efekT 1a HaMangBa
YeCTOTATA Ha ChPJCUYHO-CBAOBHTE HHIIMACHTH (BK. pazzein 5.1). He ca nposexaaHy NpoyyBaHHA 3a
Joka3paHe Ha epukacHocTTa HA INEGY man ezetimibe 3a npeoTBpaTapane Ha YCJIOKHEHHATA Ha
aTepOCKIIepO3aTa.

Xomozuzomnua hamunna xunepxonecmepoiemun (Xo®X)
INEGY e nokasan kaTo JONBIHHMTE/IHA TEpands KM aueTarta npu naumesT ¢ XodDX., [launeHTHTE

MOTaT CBHINO TaKa Ja MPOBSXKAaT AONBIHHTEHA Tepanua (HanpuMep adepesa Ha JHNONPOTCHHUTE C
aucka mrsTHOCT [LDL]).
4.2 JHo3upoBKa A HAYHH HA IPHI0KEHHE

Xunepxonecmeponemun

[TareHTHT TPAGBA 2 € HA MOAXOAAILA AHETA 38 TOHIKEHHS HA JIMIIMAUTE M CJIcABA A NIPOLBIKHA
auerara rno speMe Ha neueHuero ¢ INEGY.

10/10 mg/axerno go 10/80 mg/nﬂenﬂa peyep. Bx3MOAKHO € HE BCHYKH JO3HPOB
BCHYKH cTpaHu. O0Hualinara fo3a ¢ 10/20 mg/nueBHo Hnu 10/40 mg/nHerHO N
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PHCK 32 ChPACGYHO-CHIAOBH yCnoxHeHHA. [Ipu 3anouBaHe Ha TepanusaTa 4 THTPHPAHETO Ha A03aTa
CJIe/IBa Jla C& HMAT APSABH CTOMHOCTUTE HA XONECTEPOIa B JIMITONPOTCHHUTE ¢ HHCKA NBTHOCT

(LDL-C), puck®T 3a KOpoHapHa O0JIECT Ha CBPLUETO M OTTOBOPHT HA IMPOBEXKAaHA TEPAIHS 34
MOHHXKCHHE Ha XOJIECTEpONa.

Ho3aTta Ha INEGY Tpa0ea na 0b1¢ HHIHBHAYANH3MpaHa, KOCTO C¢ OCHOBaBa Ha MO3HaTaTa
e(MKAaCHOCT Ha pa3IH4dHHATE A030BH pexkumu ¢ INEGY (Bxk. pazgen 5.1, Tabnuna 1) ¥ Ha otroBOpa Ha
MPOBEKJaHATa B MOMEHTA Tepanus 3a IOHH:KABAHE HA XOJeCTeposia. TUTPHPAHETO Ha A03aTa, B
ciyuaid, ye ce Hanara, TpsabBa fa B¢ H3BLPIIBAHO NPE3 BPEMEBH HHTEPBAIH HE 110-MAJIKH OT 4
ceamuuy. INEGY moixke aa ce npunara ¢ wid 6e3 xpaHa.

Xomozuzomua Qamuing Xunepxonecmepoitemun

ITpenopbusanaTa fo3a Ha INEGY npH nauMeHTHTe ¢ XOMO3UIroTHA (PaMHIIHA XUTIEPXOJIECTePOIeMUA
e 10/40 mg/nuesno nau 10/80 mg/anesHo Beuep. INEGY Moxe na ¢e nmpHnara KaTo XOMBTHHTENHA
Tepanus ¢ APyry TEPANEeBTHYHN CXEMH 32 [IOHMKAaBaHe Ha JTHIMANTE (HanpuMep adepesa Ha LDL)
PH Te3M MALKMEHTH WIH B CITyH4aii, Ye TaKOBa JICYCHHUE HE CE NPHIara.

Ednospemenro npunazane ¢ opyzu iexapcmeen RpooyKmu

[TpuemsT Ha INEGY Tpabea jna Obae wiH =2 vaca npeny, WK =4 vyaca ciiefl NpreMa Ha CEKBECTPaHT
Ha XJIBYHUTE KHCETHHH.

[pK NalMeHTHTE, KOWTO NPOBEXKAAT JeUeHHe ¢ amiodarone WIH verapamil eTHOBpeMEHHO ¢
npuemaneto Ha INEGY nerosara 103a He TpsbBa fa Hagxespia 10/20 mg/nHesHo (BX. pasaen 4.4 1
4.5).

[Ipu nauueHTUTE Ha JeueHue ¢ ciclosporin, danazol Uy niacin B MHNOAOTIOHHKABAIIH JCKAPCTBCH

MPOAYKTH 1034 (= | g/AHeBHO) ¥ eHOBpeMeHHO npunoxenne Ha INEGY, Herosata nosa He TpaOBpa
na Hagsumasa 10/10 mg/auesHo (BxK. pasgeny 4.4 u 4.5).

Ynompefa npu nayuenmiu 6 HanpeoOHaNq ev3pacm
He ce Hanara THTpHpaHe Ha A03aTa MPH BB3PAcTHH MaUHEHTH (BXK. pa3aen 5.2).

Ynompeta npu deua u noopacmeaniqu
He ce npenopsusa npunarade Ha INEGY npwu aeua, nopaay nunca Ha JaHHH MO OTHOLICHHE Ha
Oe30macHOCT H ebUKacHOCT (BXK, paszen 5.2).

Ynompeba npu ueprodpobno yspedxcoane

He ce Hanara TMTpHpaHe Ha J03aTa PH MALMEHTH ¢ Jieka 110 cTeneH Y¢pHOoApoOHa HeOCTaTEUHOCT
(Child-Pugh wnaeke 5 xo 6). Jleuenuero ¢ INEGY He ce npernopbsyBa NpH NMalHEHTH ¢ YMCPEHa
(Child-Pugh unaexc 7 1o 9) win texka (Child-Pugh unpexc > 9) uepnoapoOHa AUCHYHKLMA (BIK.
pazaenu 4.4 u 5.2.)

Ynompeba npu 6v6peuno yepexcoane

He ce Hanara KopeKLys Ha f03aTa MPH NalHEeHTHTE C YMEPEHA O CTereH OhOpeuHa HeJOCTATEYHOCT.
AKo TIpH IAUHEHTHTE ¢ Texkka Gp6peyuHa HeJoCTaThYHOCT (KpeaTHHHHOB KITHPEHC < 30 ml/min)
neyenreto ¢ INEGY ce cunra 3a HeoOxoaumo, fo3u Hajg 10/10 mg/AHeBHO CICABa Aa Ce MpHIAraT
BHUMATEJTHO (BXK pazzen 3.2).

4.3 IIpoTuBONOKA3AHNA

BpeMeHHOCT W KbpMeHe (BXK. pasaen 4.0).

AKTHBHO 4€PHOAPOOHO 3a60J19BaHe WM HEACHO NMEPCHCTHPALIO ITOB
TpaHCaMHHa3H. = |
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EnnoBpemennoro npunoxenue Ha Monau maxubnropd Ha CYP3 A4 (wanp. itraconazole,
ketoconazole, erythromycin, clarithromycin, telithromycin, HIV nporeasin uHxuburopu 1
nefazodone) (B:xk. paznenn 4.4 u 4.5).

4.4 Cnennanng npegynpexiaeHns 2 Ipeina3Hd MEpPKH npu ynorpeda

Muonamusa/pabdomuonuza

Cnex usnu3ane Ha ezetimibe Ha na3apa ca OWnH AOKNAABAHU CIYYald Ha MHOTIATHA B pabaOMHONH3A.
[loBedeTo mauMeHTH, P KOUTO Ce € pa3BH/ia pabAOMHONH3a ca NpHeMalid CTATHH €AHOBPEMEHHO C
ezetimibe. PaGnoMuonuza ofaue e Ouna goxiagsBaHa MHOrO pAaKO NPH MOHOTepaliva ¢ ezetimibe K
MHOTO pAAKO Npu goOaBaHe Ha ezetimibe kbM IPYTH NPENapaTH, 32 KOHTO € H3BECTHO, Ye MTOBUIIABAT
pHCKa OT pabIOMHOIH3A.

INEGY cvabpxa simvastatin. Simvastatin, kakto u apyru nexuburopy Ha HMG-CoA penykrazara,
[IOHAKOTra MpeAU3BHKBa MMOTIATHSA, KOATO ce MaHU(pecTupa ¢ H0IKa B MyCKYy/IMTe, OTHAAHANOCT U
¢j1abocT MM moBHIIaBaHe Ha KpeaTHH kuHazata (CK) Hag 10 X ropHata rpanuia Ha HopMarta (I'TH).
MuonaTHiaTa MOHAKOra HpOTHYA ¢ KITHHAYHATA KApTHHA Ha padaoMuonn3a ¢ WM 6e3 ocTpa 0uOpeyna
HEAOCTATHYHOCT KATC BTOPHYEH Pe3y/ITaT Ha MUOrIOOMHYPHS M B MHOTO PEIKH CIydaH MOXe Aa
aoBee A0 daTaneH H3Xoa. PHCKBT OT pa3sBUTHETO Ha MHOTIATHSA € TIOBUILEH NPU HANMYHETO HA
BHCOKH HHBa Ha HHxHOHTOpHTe HA HMG-CoA peaykrazaTa B IU1a3Mara.

Kakro u npu apyrd HMG-CoA peaykrazHH HHXUOHTOPH, PUCKBT 3a NIpeAH3BUKBAHE HA
MHOMAaTHA/pabaoMHOIN3a € N030-3aBHCHM 3a simvastatin. B 6azara naHHu oT KTMHHYHY NPOYYBaHKS,
npa Kouto 41,050 nanuenty ca 6unu nexypanu cbc ZOCOR, karo 24,747 ( npubausurenno 60% ) ca
OWJIHM NIeKyBaHHW B NPOABLILKEHUE MOHE Ha 4 POAMHH, CIYyJauTe HA MHOMATHA ¢a OMIn NpHOAM3UTEITHO
0.02%, 0.08% u 0.53% cpotBeTHO 32 20, 40 1 80 mg aHeBHa no3a. [Ipy Te3u nMpoyyBaHUs NALMEHTUTE
ca OWITH BHEMATENIHO HAOMOJaBaHM H HAKOH B3aMMOJEHCTBAIM CH JISKAPCTBEHM NIPOAYKTH ¢a OHIIH
H3KIKYESHH.

Onpedensane na kpeamun Kunazamd

Kpeatun xunazara (CK) He Tpa6Ba na ce onpegens cied TeKKH (H3AYECKN HATOBApBaHHS WIH TIPH
HAIMYHETO HA ApYrd BEPOATHH aNTEpPHATHUBHHY IPUYHHH 3a noBHieHKe Ha CK, Thil KaTo B TE3H
CAYYaH HHTEPHPETALMATA HA YCTAHOBEHUTE CTOMHOCTH € 3aTpy/iHeHa. AKO H3XOAHHUTE CTOMHOCTH Ha
CK ca curnndpukanTHo sapuuiedu (>5 X I'T'H), onpenenarero Ha cToiiHocTuTE cnensa aa 0bae
[IOBTOPEHO B pAMKHTE Ha J A0 7 AHH MO-KbCHO 3a NOTBbLPAKACHHUE Ha MOJTYYSHHTE PE3YJITATH.

[Ipeou nauanomo na aeuenuemo

Beudky nanyenTH, kouto 3anodsar gedeHde ¢ INEGY xakTo v Te3u, npu kouto go3ara Ha INEGY ¢
Ouna yBenuueHa, cieapa aa OpAaT yBeAOMEHH 3a CBUICCTBYBAIIMS pHcK OT MHonaTtuda. Heobxoaumo e
11a UM Ce pasiacHH, He € HeoOxoauMo He3abaBHO J1a ChOOINABAT 32 Beska HescHa Oosika B
MYCKYJ1aTypaTa 4 H3gBaTa Ha ¢i1abocT U OTNaaHANOCT.

Ocobeno BHUMaHHe TPaOBa a ce 0O0bpHE HA NMAlLMEHTUTE C NPEapPa3noIoXKeHHe KbM pabaoMHOAH3A.
C uen pa ce yctaHoBH H3xoaHata croiitocT Ha CK 3a pedepenrha otteHka, T Tpabsa aa 6b1e
H3MEpeHa Mpead Ha4aloTO Ha JICYSHUETO IIPH CIICAHHUTE CHTYALIMM:

IlaneHTH B HanpeAHasa BB3pacT (Bp3pacT Hag 70 roauHu)

brOpeuHO yBpexnaHe

HexonTponupaH XHIOTHPEOUIHIBM

IIpenxoxnaura HHAHBAAYATHA HIH (aMKITHA aHAMHE3A 34 MYCKYJIHH MpobieMu

_Ilpenxoxnaila aHaMHe3a 32 MYCKYJIHA TOKCHYHOCT ITPH M3M0/3BaH
(pubpatu.
. 3noynorpeda ¢ ankoxon

s & & @& »
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[Tpu Te3u cHTYaluH, PUCKET OT IIPOBEKAAHE HA JICUYCHHE TPAOBA Ja ¢ OLICHABa BbB BPb3Ka ¢
BEPOATHHTE OJIATONPHATHH Pe3YJITATH, KATO e NPENnophYBa KNHHHYHO MOHHTOpHpaHe. B ciayuaii ye
NpH nalKeHTa ca HabnrogaBadu MpobieMH ¢ MYCKYJIMTe TIPH TIpeax0aaallo MpHiarade Ha GuoOpart
MW CTATHH, TO JEHYSHUETO ¢ NPOAYKT, KOWTO CHLALP KA CTATHH (TaKbB € JIEKapCTBEH NPOXYKTHT
INEGY) Tpa6Ba 1a ce 3amouHe ¢ NOBHILEHO BHAMaHHe. AKO cToitHocTHTe Ha CK ca CHrHHPHKAHTHO

nopumenH B Ha4anoto (>5 X I'TH), ne Tpabea za ce 3anouBa Je4YcHHE.

Ilo epeme na nevenuemo

CroiinocTHTe Ha CK TpaOBa na ce onpenendr, B ciydai ve [Ipy nauyeHTa ¢¢ NOABAT OIUIAKBAHHSA OT
OoNlKa B MYCKYJIHTE, ¢TaboCT HIH KpaMiH 1o BpeMe Ha npreMa Ha INEGY. Jleyenuero TpabBa za ce
IPEKpaTH, aKo ¢e YCTaHOBH cMrHudukaHTHO noeuitenHe Ha croiiHoctuTe HA CK (>3 X I'TH) Oe3 na
HMa TEeKKH PH3r4eCKl HATOBapeaHud. B cioydaii ye onnakBaHHATa OT CTpaHa Ha MYCKYJIHTE €A TCXKKH
H TIPEM3BHKBAT AHCKoMbopT, topH H cToiiHocTHTe Ha CK za ca <5 X ULN, neuennero Tpsbea Ja
6bAc MPEKPATEHO. AKO ¢ MOAO3HPA N0 HAKAKBA NPHYHHA MHOMATHS, leYeHHeTo TpsaOBa Aa ce
MPEKPAaTH.

[Tpn u3ye3Bade Ha CHMITOMATHKAaTa H HOpMaJTM3HpaHe Ha cToiiHocTHTe Ha CK, MOXe aa ce 3anouxe
oTHOBO JiedeHde ¢ INEGY WM ¢ Apyr npenapar, KOHTO chabpka cTaTHH. CTapTHpa ¢e ¢ Hal-HHUCKATa
11034 ¥ ce MPOBEXIa CTPOro MOHHTOPHpPAHE,

JIeuenuneto ¢ INEGY Tpabsa aa 6pae CripgHO BPEMEHHO 32 HAKOJKO JHM NPeAH ILTAHKpaHa roniMa
OTICPaTHBHA HHTEPBEHLHA, KAKTO U B CIIYYaHUTE Ha MOC/ICABALIH FOJIEMH MEAULIHHCKH WIH
XUPYPryudHHA UHTSPBEHIMH.

Mepxu 3a noHuxcasane na PUCKA om U3fL6A HA MUONAMUA NPEOU3BUKANA O 83QUMOQelcTheUe ¢ Opyau
NeKAPCMBeRY NPOOYKMU (8JiC. Coly0 pazoen 4.).)

PuckbT OT MHONIATHS H pabJIOMHOIN3A € CHrHH(HKAHTHO noBHieH, korato INEGY ce npunara
3aeHO ¢ MoIIHH uHXHOuTOpH Ha CYP3 A4 (Hanpumep as itraconazole, ketoconazole, erythromycin,
clarithromycin, telithromycin, HIV nporeazau unxuGuropy, nefazodone), kaxro H ciclosporin,
danazol u gemfibrozil (k. pazzen 4.2).

[MTopaay HAMTHYMETO Ha simvastatin kato KOMIOHEHT Ha INEGY, pHCKET OT MHOTIATHA H
paGIOMHOJIN3a C& TIOBHINABA CHIIO TAKa OT BKIKOYBAHETO HA ApyrH GHOPATH, niacin B

NMUNAZOTOHMKaBama 103a (21 g/nuesno). ToBa ce oTHAcs M 10 TpUIaraHeTo Ha amiodarone HiH
verapamil 3aegHo ¢ no-eucokuTe Ao Ha INEGY (Bx. paznenn 4.2 n 4.5). Habmonasa ce neko
OBHIIEHHE HA pHcKa npy u3nonssaneto Ha diltiazem 3aeano ¢ INEGY 10 mg/80 mg. PucksT oT
MHOMATHA, BITIOYHTETHO pabaoMHOI3a, MOXe 1 Ce MOBHIIY NPH eJHOBPEMEHHATA YNoTpeOa Ha

fucidic acid ¢ INEGY® (8x. Paznen 4.5.).

OT NOCOMEHOTO CJISABA, Ye ¢ NPOTHUBONOKa3aHo npuinoxkenrneTo Ha INEGY 3aeqHo ¢ HHXMOMTOPH Ha
CYP3A4 kakBHTO ca itraconazole, ketoconazole, HIV niporeasuure HHXHOUTOPH, erythromycin,
clarithromycin, telithromycin u nefazodone (Bx. pazgenn 4.3 u 4.5). [Ipunoxenviero Ha INEGY
TpaGBa 1a ce OTI0KH 32 BPEMETO HA TePANeBTHYHHS Kypc ¢ itraconazole, ketoconazole, erythromycin,
clarithromycin uiu telithromycin, ako ce okaxe, ye Toi He MOxe Ja ce owIoxH. Heillo nopeue,
BHHMaHHE € HEOOX0MMMO ChIIO Taka, korato INEGY ce koMGuHMpa ¢ HAKOH M0-C1abn HHXHOHWTOpH
na CYP3A4: ciclosporin, verapamil, diltiazem (8. pasaenn 4.2 n 4.5). Tpabsa na ce H304arsa npHeMa
Ha COK OT rpeindpyr eqaospeMento ¢ INEGY.

'
r
1

KaTo CbMpOBOKAalLa TepanusA ciclosporin, danazol Wiy niacin B NHIAAOTIOHKKABATIA ﬁb*“s&“‘
(= 1 g/day). Tpa6sa ga ce u3barea komGuaupanero Ha INEGY ¢ dubpa o9
xomOuHHpaneTo Ha INEGY 10 mg/10 mg gaerHo ¢ ciclosporin, danazol

BHMMATEJIHO Ja ¢€ OLCHM ¢ OIJIE HA NOTCHUMAJIHUTE PUCKOBE OT TE€3H K
H4.5.).

Hoszata Ha INEGY He Tpa6sa na Haaxsspng 10/10 mg AHEeBHO NpH MaUMeHTHTE, KONTETIONYYaBaT
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Ennorpemennoto npunaraie Ha INEGY B no3u no-ronemu ot 10/20 mg 1HeBHO ¢ amiodarone M

verapamil TpaOBa 1a ce H36ATBAT OCBEH B CIYYaHTe, KOFATO CE Mpeanosiara, 4€ KIMHWYHATA NoJ3a wie
HaJABHIIIA IOBUWUICHKAT PHCK OT MHONATHA (BXK. paznenu 4.2 u 4.5).

He e npoyuBaHa Oe3onacHocTTa B e)eKTMBHOCTTA Ha ezetimibe, npunoxeH ¢ pubparu. Fima nopuinen
PMCK OT MHOIATHA, TOTABa KOTraTo simvastatin ce npuiara eJHOBpeMeHHO ¢ $hudpaTu (ocobeHO
gemfibrozil). [lopanu ToBa, eqnoBpeMeHHoTO TipHiokenue Ha INEGY u ¢ubparu tpabsa na ce
130sArea (BK. ToukH 4.4 ¥ 4.5).

[TaumenTn npueMaiy exnoBpeMeHHo fucidic acid u INEGY® tpa6Ba na 6b1aT CTPHKTHO
MOHHTOpHpaBK (BX. Pazaen 4.5.). Moxke na ce HanoOKu1 BpeMeHHO CIIMpaHe Ha TepanusTa ¢ INEGY®

Hepnoopotnu enzumu
[Ipu KOHTPOIHPAHU NIPOYYBAHHS 32 KOMOHHHApAHA Tepanusi NPH NalHEHTH, KOUTO ca MMOJy4aBalH
ezetimibe cbe simvastatin, e O1no HabMOAaBaHO [10CAEABANIO MOBHILABAHE HA CTOHMHOCTHTE HA

TpaHcaMuHasute (=3 X I'TH) (Bx. pa3nen 4.8).

[TpenopnuBa ce Aa ce H3BBPIIAT YEPHOAPOOHUTE PYHKLIMOHAIHHA TECTOBE MpedH JICUSHUETO C
INEGY, a cnea ToBa, KOraro ce Hajiara oT KIMHHYHHA x0A. [Ipy nalMenTHTe ¢ TUTpHpaHe Ha J03aTa
1o 10/80-mg, e HeoOX0AHMO a Ce H3BBLPIIAT AOMMBIIHATSIIHM TECTOBE [Ipe/IU TUTPUPAHETO, 3 MeceLa
cnen Turpupadero Ao 10/80-mg u cnen Tora nepuogudaHO (Hanp. HA 6 Mecelia) Npe3 MePBaTa NOJAHUHA
Ha jedeHHne. CnelMaaHO BHUMaHHe TpAOBa Aa ce o0Opbilla HA NALMEHTUTE ¢ TIOBHILICHH TPaHCAMHHA3H.
[Tpu Tax TecToBeTE CleaBa He3a0aBHO J1a Ce MOBTOPAT M CIEA TOBA [1a Ce IPOBEkAaT no-4yecto. B
ClIy4ai 4e¢ CTOMHOCTHTE Ha TPAHCAMMHA3HTE NMPOrpecHMBHO HAPACTBAT, 0COOEHO, ako AOCTHUTHAT

ctoifHocTH b0 3 X I'TH u ocTaHAT Ha Te€3W HHBA, JIeYeHHETO ¢ JIEKAPCTBEH NPOAYKTa cieaBa na dnae
NpeKpaTeHo.

INEGY TpsabBa 51a ce H3MM0/I3Ba C BHKMaHHE TIPH MAUKMEHTHTS, KOUTO JIOYIOTPEOABAT © AJTKOXOI.

Yepuoopobna nedocmanrvunocm

JIOKOJIKOTO HE C& H3BSCTHH e(heKTHTE OT NPOABLIKUTE/IHA EKCIIO3HIHA KbM €Zetimibe MpH MalHeHTH ¢
yMEpEHa WIH TEXKa MO CTelleH YepHOoApoOHa HenocTaTbyHOCT, leueHHeTo ¢ INEGY npu taknsa
MALMEHTH HE Ce npenopruBa (BxK. pasgen 5.2).

Dubpamu
Be3zomacHocTTa H epUKACHOCTTa OT KOMOHHHpaHETO Ha ezetimibe ¢ duOpaTH He ca NOTEBPACHH; 110

Ta3M NPUYHHA HE CE€ MPenopbhYBa eIHOBpeMeHHOTO NpuinoxeHue Ha INEGY u ¢ubpatu (Bx. pazaen
4.3).

Ciclosporin
HeobxoauMo € BHIMaTenHo fa ce Moaxoxaa, Koraro ce 3ano4sa jedeHHe ¢ INEGY, koraro ce

npoBexaa nedeHue ¢ ciclosporin. Konuenrpauusara Ha ciclosporin TpsadBa 1a ce¢ KOHTponupa npu
naijdeHTH npuemain eaqHoepemeHHo INEGY u ciclosporin (Bxk. pasznen 4.5).

Anrnmuxoazynranumu

Axo INEGY ce npubapn xbm warfarin, Apyr KyMapHHOB aHTHKOATY/IaHT, WIH QJIYHHAKOH
HHTEPHALMOHATTHOTO HopManu3upaHo oTHomeHue (INR) tpabsa na 6sae koHTponupano no
NOAXOAALL HA4YHH (BXK. pasgen 4.5)

Homowuinu senjecmea m T

. * . ot 1k - ﬂ . 'r_""L\_L
[TanueHTHTE ¢ peaKHTE HacTeACTBEHH NMpoOIeMY “TATAKTO3HA HEMOHOCHMOCT® Lapp nakraszeH . {,w-?;,,..ﬂ-v G
feHIHT Wik ManabcopOuus Ha III0K03a-TalaKTo3a He TPAOBA 1a ¢e JIEKYBAT C TO3H JICKAPCTBEH: » » T ] AN

MPOIYKT. .
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4.5 B3aumopelicTBHE C APYTH JIeKAPCTBERH NPOAYKTH H APYrH GOpMH HA B3AHMOIEHCTBHE

DapmaKoOUHAMUYHY B3AUMOOCUCIEUT

Biraumodeticmeun ¢ JunuUOOROHUNCABAULYU TEKAPCMEA, KOUMO MOJCE Od NPeOU36UKAm MuUOnamus,
KO2amo ce npurazam camocmoamento.

PuckbT OT MUOIATHA, BKIOYHTETHO paOaoMHOMNK3a, ¢ IOBHILCH NMPHA CHBMECTHOTO MPHIOKSHHE HA
simvastatin ¢ ¢ubpaTH M niacin (HUKOTHHOBA KMceNnuHa) (21 g/aneBro). OcBeH TOBAa HMA
(hapMaKOKMHETHYHO B3aUMOACSHCTBHE HA simvastatin ¢ gemfibrozil, koeTo npeAN3BHKBA MOBHILIABAHE
Ha IUIa3MEHAaTa KOHLIEHTpalHA Ha simvastatin (BxK. o Hagony Papmakoxuremuutu
83aqUMOOCUCMEUS).

@ubpariTe MOXKE /1a YBEIHYAT SKCKPELMATA Ha XOJIECTepoIa B XKIBYHHA COK, KOETO IPHYHHABA
xonenutnasa. [Ipn npeIKITHHUYHH [IPOYUYBAHHMA C KyMeTa € YCTaHOBEHO, 4e ezetimibe yBenuuasa
XOJIeCTEpOia B MEXYPHATA AUTbuka (BxK. paszen J.3). He3aBHCHMO Y€ AUPEKTHOTO NPEHACAHE HA TE3H
MpeAKIHHAYHY JJaHHY B XyMaHHAaTa MeAHIMHA U ePeKTHT HE € U3BSCTEH, €IHOBPEMEHHOTO
npwioxkenue Ha INEGY ¢ ¢pubparn He ce npenopbyBa NOHe JOKATO Ta3H CXeMa HA JIeUeHHe He Obae
NMpoy4eHa Nnpy nauHeHTH (BK. pazaen 4.4).

DapmaKoKuHe MUy HY 63aUMO0eUCMENUR

B mabauyama no-0ony ca 0000weny npenopvkume 3a NPeONUCEARE HA 83aUMOOCUCINBAUY CU A2EHTNU
(no-Hamambuiy demaiiau ca npedcmaseny 6 mekcma, 6ic. owe u mouku 4.2, 4.3 u 4.4).

JlekapcTBeRH B3IaHMOACHCTEHA CBLP3aHH ¢ NOBHIIEH PHCK OT MEONATHS/ padaAoMBOIH3A

BianMoaeicTBRIH CH Ar¢HTH ITpenopnLkuTE 32
npeInnCcBAHE

Mownu CYP3A44 unxubumopu. IIpoTRBONOKA3AHHA C

Itraconazole INEGY

Ketoconazole

Erythromycin

Clarithromycin

Telithromycin

HIV protease inhibitors

Nefazodone

Fibrates* He ce npenoppyBa ¢
INEGY

Ciclosporin Tla He ce HAAXBBPIIA

Danazole 10 /10 mg INEGY

Niacin (> 1 g AHEBHO) IOHEBHO

Amiodarone Ja He ¢e HaaXBbpIA

Verapamil 10 /20 mg INEGY
NHEBHO

Diltiazem Jla He ce HaaXBhp
10 /40 mg INEG Y=,
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Fucidic acid
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INEGY

Cok ot rpengpyr Ja ce u3barea cok ot

rpengpyT NpH npHeMa
Ha INEGY

Edbexmu na opyau rexapcmsenu npodykmu avpxy INEGY
Ezetimibe

Aumuayuou: ENHOBPEMEHHOTO NMPUAOKEHHE HAa AHTHALIH HaMaasgBa CKOPOCTTa Ha abcopOuus Ha
ezetimibe, HO HAMa edeKT BbpXy OHOHAMHYHOCTTA Ha ezetimibe. Hamanenara ckopocT Ha
abcopOupane He ce cuMTa 3a epeKT ¢ KIHHHYHA 3HAYHMOCT.

Cholestyramine: e THOBpeMEHHOTO IIpUIOKeHHNE Ha cholestyramine HaMangBa cpegHara noLl 1oj
kpuBaTa (I1IK [AUC]) Ha o6mus ezetimibe (ezetimibe + ezetimibe riokopoHHA) 40 NPUONH3IUTEIHO
55%. IlponectT Ha HapacTBane Ha cHiDkeHHeTO HA LDL-C B pesynrar Ha nobaeanero Ha INEGY kbM
X0JIECTHpAMHHA MOXe Aa Obae HaMaJIeHO NOpaaH TOBa BzauMoaciHcTBre (BXK. pazaen 4.2).

Ciclosporin: Ilpu npoyupate ¢ 8 nauuMeHT cnea 6p0peyHa TpaHCINAHTALUMSA ¢ KPEATUHHHOB KIIHPEBHC
oT >50 ml/min npu crabunua no3a Ha ciclosporin, easa ao3a ot 10-mg ezetimibe noeene no
3.4-xpatHo (0OxBar ot 2.3 - 1o 7.9-kpaTHO) yBenmueHHe Ha cpeanara [IIIK 3a obmua ezetimibe B
CpaBHEHHE C rPymnaTa Ha 3/ipaBHTe KOHTPOJIH, NOJIyyasaiu caMo ezetimibe, OT Apyro npoy4saHe
(n=17). B apyro npoy4saHe, IpH NalMeHT ¢ 61:0peyHa TpaHCILTaHTALH U TEXKA CTeNeH Ha OBOpedHa
HEADCTATHYHOCT, KOMTO Oemie Ha NeueHue ¢ ciclosporin M MHOMKECTBO JAPYTM NEKAPCTRBEHH MPOIYKTH,
Oenie meMoHcTpUpaHa 12-KpaTHO NO-Abira eKCNO3MIUA KsM 00IHA ezetimibe B cpaBHEHUE C
napalenHo NpocieAIBaHUTe KOHTPOIH, NOTy4YaBaiH caMo ezetimibe. B enno ABynepuoauydHo
KPBCTOCAHO M3MUTBaHe mpH 12 3apaBu AoOpOBONLIM, TpIcKeHUeTo Ha 20 mg JueBHO ezetimibe B
npoab/nkeHue Ha § AHU ¢ enHokpaTHA Ko3a oT 100 mg ciclosporin Ha ceaMus A€H, € AOBENO A0
He3HauuTenHo |5% yBemnuenne Ha AUC 3a ciclosporin (rpasuuna ot 10% HaManaBake no 51%
YBEJIHYABAHE), B CPABHSHHE ¢ eqHOKpaTHA A03a ot 100 mg ciclosporin OpHI0XEH CaAMOCTOATENHO.
Kontponupano usnureaHe sbpxy €(peKTa OT EAHOBPEMEHHOTO NMPHIOKESHHUE Ha ezetimibe u
ciclosporin npu nauueHTH ¢ 6B0peYHAa TPAHCIUIAHTALMSA Ha JicueHHE ¢ ciclosporin He e Ouo
npoBexaaHo. Tpadea ga ce oObpHe BHUMaHMe, Korato ce 3anousa INEGY npn ycnoene Ra neueHue ¢
ciclosporin. KonnieHTpaimara Ha ciclosporin TpsaOBa aa 6ba¢ KOHTPOIMpaHa Npy NaLHEHTH
npueMauy INEGY H ciclosporin (Bx. paszen 4.4).

Oubpamu. Tlpunoxenuero Ha GeHodubpar wmi reMPpubpo3un eZHOBPEMEHHO ¢ ezetimibe yBenn4yaBa
obmara KoHUeHTpalHa Ha ezetimibe cboTBeTHO NpUONM3KTENHO 1.5-H 1.7 mbTH. Benpeky ve Te3H
YBEAMUYECHHA HA KOHLIEHTPALMATA HEe C& CMATAT 34 KJIHHUYHO 3HAYMMH, npuioxenueto Ha INEGY
3aeAHO ¢ GHOpaTH He ce npenopbUBa MOHE AOKATO HE ObAe NpoydeHa ynoTpebara Ha Tasu
KOMOHHALIMA MTpY NalMeHTH {BX. pasgen 4.4).

Simvastatin

Simvastatin e cyOcrpar Ha nuroxpom P450 3A4. Momuure uHXHOUTOPH Ha LpToxpoM P450 3A4
yBeJIMYaBaT PUCKA OT pa3BHTHE HAa MHOINATHA ¥ pabIOMHOIIN3a Ype3 YBEAMYaBaHe Ha KOHLUEHTPALMATS
Ha HMG-CoA peaykTazHaTa MHHXHOHTOPHA aKTHBHOCT B IUIa3MarTa [0 BPpEMe Ha IEYSHHUETO ChC
simvastatin. TakuBa MHXHOUTOpH ca itraconazole, ketoconazole, erythromycin, clarithromycin,
telithromycin, HIV-nporeasuure naxubutopu B nefazodone. ExnoBpeMeHHOTO NpuiiaraHe Ha

*

itraconazole Boau a0 Raj 10-KpaTHO yBEITHHEHHE HA €KCITO3ULHATA KBM “‘CHMBaCTATHHOBA,
(akTUBHHAT MeTabOIUT — KHceuHeH Oera-xuapokcun). Telithromycin npeauseuxaa |
yBeIMYEHHE HA EKCIIO3ULIMATA KBM “CHMBACTaTHHOBA KHUCEJIHHA.
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3aToBa KOMOHHHPAHETO ¢ itraconazole, ketoconazole, HIV-nporeasHn nHXxubKTOpPH, erythromycin,
clarithromycin, telithromycin u nefazodone e nporusonokasano. B ciiyqaure, KOraro J€4eHHETO ¢
itraconazole, ketoconazole, erythromycin, clarithromycin nin telithromycin He Moxe 1a ce W3berne,
npunoxenreTo Ha INEGY tpabea aa ce npekpaTy no BpeMe Ha TepaneBTHYHHS Kypc. Tpabsa aa ce
MOAX0/1a BHUMATENHO M NpH KoMOGKHHpaneTo Ha INEGY c¢ apyrH, no-crabu HHXHOHTOPH Ha
CYP3A4: ciclosporin, verapamil, diltiazem (B:xx. paszznenu 4.2 v 4.4).

Ciclosporin: PucksT 0T MyonaTus/pabaoMHoIN3a ce MOBHILABA NIPH €JHOBPEMEHHOTO IPHIIOKESHHE
Ha ciclosporine, ocof6eHo, korato ce H3nox3eat nmo-sucoku Aoz INEGY (Bx. pasaenu 4.2 u 4.4). Io
Ta3d npuunHa gosata Ha INEGY ne TpadOsa na naaxswpna 10/10 mg nHeBHO NMpH MAUHECHTH, KOHTO
[oyYaBaT €AHOBPEMEHHO H ciclosporine, BenpekH ye MeXaHH3MBT HE € HaITBJIHO ACEH ciclosporine ¢
noxasai, ue ysennuasa [IIIK va HMG-CoA penyxraza uaxuburopn. ¥YsemmuapaneTo Ha IIIK 3a
“CHMBACTATHHOBA” KHCE/NHA BEPOATHO YACTHYHO C€ JB/DKH Ha HHXHOHpaneTo Ha CYP3 A4,

Danazol
PuckbeT OT MUOMaTH ¥ paGIoMHONN3a Ce YBEIHYaBa NPH AHROBPEMEHHOTO NpIIokKeHHe Ha danazol ¢
pucoxy go3u INEGY (Bx. pasnen 4.2 u 4.4).

Gemfibrozil: Gemfibrozil ysenuyaga 1,9 metH I11K Ha “cyMBacTaTHHOBATA” KHCEJIMHA, KOSTO
BEPOATHO C€ Ab/DKH Ha HHXHOMPAHETO Ha ITHTA Ha IIIOKOPOHUPAHE.

Amiodarone u verapamil: PUCKBT OT MHONIaTUS U pabJOMHONK3A € YBEIHYEH NPH CHIIBTCTBALNA
Tepanua ¢ amiodarone uiu verapamil ¥ mo-BHCOKYM J103H Ha simvastatin (Bx. paszen 4.4). B
POBEXK/AIIO ¢&¢ B MOMEHTA KIIMHHYHO TIpOYyuBaHe, MAoOnaTHs ¢ Habmoaasana npH 6% ot
MalUEHTHTE, KOUTO Ca floTyyaBain simvastatin 80 mg u amiodarone.

AHATH3 Ha NPOBEKAAHHTE 10 MOMEHTA NIPOYYBAHUA YCTAHOBABA NPHOIH3HTEAHO 1% YecToTa Ha
MUOIMATHA, KOTATO C€ TMPOBEXK/A JIeueHHe ¢be simvastatin 40 mg win 80 mg u verapamil. B exHo
(hapMaKOKHHETHIHO NTPOY4YBaHe, eAHOBPEMEHHOTO npﬂnoxcenne Ha simvastatin ¢ verapamil e
NPEeAU3BHKANO 2.3 KPaTHO YBENMYEHHE HA EKCTIO3HLIMATA KbM “CHMBACTATHHOBA™ KHCE/IMHA, KOCTO
BEPOATHO CE ABJDKYM YaCTHHHO Ha WHxuGHpaneTo Ha CYP3 A4, Tlo Tasu npuurHa go3ata Ha INEGY He
TpabBa ga Hansuiuasa 10/20 mg AHEBHO NMPH NAaLHEHTH, KOWTO MOTY4aBaT ChIIPOBOMKAALIA TSPaNHA ¢
amiodarone Wi verapamil, ocBeH ako ce mpeanonara, e 6J1aronpusTHUTE KIHHHYHH PE3yaTaTH OHXa
HaJXBHPJTAIM PUCKA OT MUONIAaTUs ¥ pabaoMuonuM3a.

Diltiazem: AHann3s Ha CHIIECTBYBAIHTE KIHHWYHH IMPOY4BAaHHA NoKassa 1 % 4yecTora Ha MHOTIATHA
P MaLUeHTH, KOUTO NonyJyasaT simvastatin 80 mg u diltiazem. PHckbT 0T MMONATHA NPH
NMALUCHTHUTE HA JIedeHHe ¢be simvastatin 40 mg He e 0N NOBHIIEH OT ChIBTCTBALIOTO JICUEHHE C
diltiazem (B:x paszen 4.4). B enno (papMakoKMHETHYHO NPOYYBaHe €AHOBPEMEHHOTO NMPHIOKCHHE Ha
diltiazem cBe simvastatin e foBeno Ao 2.7-KpaTHO MOBHILIEHHE HA EKCTIO3ULHATA KM
“CHMBACTATHHOBA” KHcenWHa. ToBa BEpOSTHO ce ABKK Ha mHxubupanreto Ha CYP3A4. 3aTtoBa
nozata Ha INEGY He TpaGBa na Hanxsspiau 10/40 mg AHEBHO NPH NAIHSHTHTE, KOWTO MOMyYaBaT
CBIMTBTCTRAIIA Tepamnus ¢ diltiazem, OcBeH ciy4yauTe, KOrato mpejnojaracMara KIIHHHYHR 107132 €
BEPOSTHO Ja NPEBUILABA YBEJIHUEHNS PHUCK 3a Pa3BUTHE Ha MHOTIATHA W PabIOMHOJIH3A.

Fucidic acid: PHCKBT OT MHOIATHA, BKIIOYHTEIHO pabaoMHMOJiN3a, MOXKE Aa Ce ITOBHLIH IPH
eHOBpeMeHHOTO npuioxkerue Ha fucidic acid u INEGY. Creunduunure yepHoApoOHH MeTabOIHTHH
mpTHa Ha fucidic acid He ca H3BeCTHH, BBIPEKH TOBA MOKE Aa CE& OMaKBa B3aHMOJCHCTEBHE MENTY
fucidic acid n nnxubuTopuTe Ha HMG-CoA penykrasa, KOHTO ce METabOH3HPpAT OT CYP3AA4.

e

Ha FONEMH KoJiMuecTBa (Hag 1 TUThD ZHEBHO) HA COK OT rpeindpyT H si
[TOBUILIEHHUE HA SKCIO3HIHATA KbM ““CHMBACcTaTHHOBa KUcemHHa. [Ipue
r‘peﬂncbpyT CYTPHUHTA M MPHEMBT Ha simvastatin BeuepTa cmuo ca npen
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Echexmu na INEGY evpxy ¢papmaxoxunemuxama na opyau 1ekapcmeenu cpeocmea

Ezetimibe

B npeaAknIUHHUYHU NpoyyBaHUA € OWJI0 YCTAHOBEHO, Ye ezetimibe He HHAYLHpPA EH3HMUTE HTTOXPOM
P450, xonto Metadonusmpar nekapcTseH npoaykrure. He ca HabnroaaraHn KIMHHYHO 3HAYHMH
bapMAKOKMHETHYHH B3aHMOACHCTBUA MexXay ezetimibe M IeKapCTBEH NpoOYKTUTE, 3a KOUTO C€ 3Hae,
ge ce MmeTabomusupar ipuroxpomute P450 1A2, 2D6, 2C8, 2C9 u 3A4 unu N-auetuntpancdepasara.

Aumuxoaeyranmu: B eqHo H3NUTBaHe NpH ABAHAECET 3PAaBH Bb3PACTHHA MBXKE, CAHOBPEMEHHOTO
NpUnoKeHue Ha ezetimibe {(10mg BeaHBXK JHEBHO) HE € HMAJIO 3HAYUTENCH e(eKT BbpPXY
OHOHOIMUHOCTTA HA warfarin 1 mpoTpoMOHHOROTO BpeMe. Cnex MyckaHe Ha raszapa obave ca
OOKNAABAHHA CITy4aH Ha NMOBUIIEHO HHTEPHALIMOHANHO HOpMaIH3HpaHo oTHOoWeHHE (INR) npn
NaLMEHTH, NPH KoHTO ezetimibe ¢ nodapen xuM warfarin wnu flumndione. Axo INEGY ce npubasu
kbM warfarin, 1pyr xymMmapuHos anTukoaryiaHt, WiH fluindione, INR Tpsabea na 6b1e koHTpOIHpaHO
no NOAXOAS HAYHH (BK. pasaen 4.4).

Simvastatin

Simvastatin HaMa HHXHOHPAIO BB3eHCTBHE BEPXY cytochrome P450 3A4. 3aToBa He ce o4akBa
simvastatin Ja OOBHAE BhPXY IUVIa3MEHHTE KOHLISHTPALIMK Ha BEIeCTBATa, KOMTO ce MeTaboausupar
nocpeactsoM cytochrome P450 3A4.

Opannu anmuxoazyranmu: B 1Be KIHHHYHH H3NKTBAHUA, €IHOTO HPH 3paBy 400POBOALM H
APYTrOTO NMPH NALIHEHTH ¢ XHIEPXOIECTEpOIEMHS, IPIIOKEHHETO Ha simvastatin 20-40 mg/aHeBHO e
NOTCHLMPAIO B YMEpEHa cTereH e(peKkTa Ha KyMapHHOBUTE aHTHKOArypJIaHTH: [IPOTPOMOHHOBOTO
BpeME, OLICHEHO NMOCpeACTBOM HHTEPHALMOHAHOTO HopManH3kpaHo oTtHomeHHe (INR), e HapacHano
crpssMo M3xoaHoTo ot 1.7 no 1.8 v ot 2.6 10 3.4 ¢chOTBETHO B rpynara Ha aobpoeonuure W rpymnara
Ha nanpeHTute. B MHOro peaku cnyvau ca OwiH Z0K1a1BaHK MOBUIIEHH CTOHHOCTH Ha INR. [Ipu
NAUMEHTH, KOUTO NMpUeMaT KyMApHHOBHY aHTHKOAryJIaHTH, NpOoTpoMOMHOBOTO BpeMe TpabBa aa ce
onpenens npeau Aa ce 3anodHe npueManeTo Ha INEGY W gocTaThuHO 4ecTo cael TORA B HAYANOTO
Ha JICYEHHETO, 3a 1A & CHTYPHO, Y& HIMAa CHPHH(PMKAHTHH NMPOMEHH B NPOTPOMOHHOBOTO Bpeme. Cren
cTabuM3Mpane Ha NpoTOpMOMHOBOTO BpEME, HHTEPBaJIKTE 3a NpocneasiBaHe Ha MPOTPOMOHHOBOTO
BpeMe Morat fa 0baaT oOHualiHHTE, KOUTO ¢€ MPEenopbYBAT IIPH NALHEHTH Ha JICYCHHE ¢ KyMAPUHOBH
aHTHKoaryaaHTd. Ceilara npoueaypa ce noerapi, B ciry4aii ue nozara Ha INEGY ce npoMeHH Hin
neqeHueTo 6be npekpareHo. JledeHueTo ¢bC simvastatin He ce acOMMpa C KbPBEHE Uil IPOMEHH B
NpOTPOMOHHOBOTO BpeMe MPH MallMeHTHTE, KOUTO HE B3UMAT RHTHKOATYJIAHTH.

4.6 BpeMeHnoCT B KBpMeEHe

bpemennocm:

ATepocKiepo3aTa e XpoHWYHO NpoTHYall npouec. BpeMeHHOTO npeKkneBaHe Ha
JTHITMAONOHWKABAIIATA Teparid 110 BpeMe Ha OpeMeHHOCTTa OM MMal0 HE3HAYMTEHO Bb3ACHCTBHE
BBPXY ABJCOCPOUHHMA PHCK, ACOLMMPAH C HAJJHYHETO HA ITbPBHYHA XUIIEPXOJIECTEPOISMUA.

INEGY

INEGY e nporuBomokazan 3a HpHAOKEHHE N0 Bpeme Ha OpemenHocT. HAMa KIHHUYHU JaHHH
O0THOCHO ynorpebarta Ha INEGY no Bpeme Ha 6GpemeHHoCT. [IpoyuyBaHHATa NIPY JKHBOTHH C
KOMOMHHMpaHa TepanHs ¢a NOKa3UIH TOKCHYHO BB3eHCTBHE BEPXY penpoXyYKTHBHATA PYHKUHA (BXK.
pazaen 5.3).

Simvastatin
beszonacHocTTa Ha simvastatin mpy OpeMEHHH XeHU He ¢ RoKa3aHa. HaMa koHTpoIM
MPOY4BAHHMA ChC Simvastatin npy OpeMeHHH XKEHH. PelkH ¢a ONOBECTEHHTE CTy

+
'rm,

a-Bpc

.ﬁ
AHOMAJIMH CJIEM KATO 3aPOAMIIBT € 61T M3I0XKEH HA MHTPayTePHHHA eKCTIOZHIHA CREB}L HM -.

pPEAYKTAa3HU Hﬂxuﬁmpﬂ Brnpexku ToBa B aHann3 Ha npubnuzutenxo 200 npqcrl
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apyr 6nmusbk g0 nHXuOuTopuTre HAa HMG-CoA pemykrazara nekapcTBeH NPOAYKT, € OHIIO YCTaHOBEH,
4E YeCTOTaTa Ha BPOJSHUTE aHOMAJIMH € CPaBHHUMA C Ta3d cpell obimara nomynauus. To3u Gpoki Ha
HaOmoaaBaHu OpeMeHHH XKeHM € OU JocTaTh4eH, 3a 1a C€ NOayyYaT CTATHCTHYECKH 3HAYMMH JaHHH 3a

H3KJKYBaHE Ha = 2.5-KpaTHO YBEJIHYEeHHE Ha YECTOTAaTa BPOASHHTE AHOMAIHH cTIpaMO Oa3HCHATa 3a
ob1ara nomyamnus.

HezaBucuMoO 4¢ HAMA JOKA3aTeJICTBA, Y€ YSCTOTATA HA BPOACHUTE AHOMAJIMH Cpell HOBOPOASHHTE OT
MaHKH, KOHTO C€ JIEKYBAT ChC Simvastatin Wnu Apyr AekapeTBeH NPOAYKT ONHM3BK A0 HHXHOHTOpHTE
Ha HMG-CoA peaykraszara ce pasnvyasa oT HabmogaBaHaTa B o0mara nomyaiMs, € yCTaHOBeHO, ue
JIeYSHHETO Ha MalHKHTE ChbC simvastatin MoKe /1a HaMaTH HEBOTQO Ha MEBAJIOHAT BB (eTyca, KOHTO €
npexkypcop Ha xoJjecteponosara OnocnHaTe3a. 3atoBa INEGY He TpaOBa ja ce M3MOJ3Ba NIPH XKEHH,
KOWTO ¢a OpeMeHHH, ONMTBAT ¢€ Aa 3a0peMeHenT WIH Cb¢ CEMHEHHE 33 aKTyalHa OpeMeHROCT.
Jleuenneto ¢ INEGY TpabBa aa ce npekpaTH 1o BpeMe Ha OpeMEHHOCTTA HIIH MTOHE JOKATO C€
YCTAHOBM, Y€ XKeHaTa He ¢ OpeMeHHa (BXK. pa3nen 4.3.).

Ezetimibe
He cpinecTByBar KIMHHYHH JaHHH OTHOCHO yRoTpebara Ha ezetimibe Mo BpeMe Ha OpeMEHHOCT.

Kvpmene:

INEGY e mpoTrBOnoKa3aH 3a IPUNIOKEHHUE T10 BpeMe Ha KbpMeHe. [1poyyBaHus ¢ ILTbXOBE Ca
MoKa3ajH, 4e ezetimibe ce uanpuBa B kppMara. He ¢ m3BecTHO JallH aKTHBHHTS KOMIIOHEHTH Ha
INEGY npemrHaBaT B KbpMaTa Ipu Xopa (Bxk pazgen 4.3.).

4.7 EdexTn BLpXY cnocoOHOCTHTE 32 IodHpane H padoTa ¢ MAIIHHEH

He ca npoBexIaHH NPOy4BaHHA 3a YCTAHOBABaHE Ha edekTuTe BHpXy CMOCOOHOCTHTE 32 LIOPHPAHE H
pa6oTa ¢ MamHHy. HezaBHCHMO OT TOBa, B CiTyuaii ue TpaOBa Aa ce modHpa WIH Aa ce paboTy ¢
MAILIMHU € HeoOX0IHMO Aa ce HMa MPEABHI, Y€ CPE HEKENaHHTE IEKaPCTBEHH PEAKLHH ©
CHOOIIABaHO H 32 3aMagHOCT.

4.8 Hexenand 1eKapcTBeHA PeaKn A

[Mpunosxenuero Ha INEGY (unv eqHOBpEMEHHOTO TIPHIOKEHHE Ha ¢KBHBaJIeHTHH Ha INEGY mo3u
ezetimibe U simvastatin) e 6110 OLEHIBAHO 3a YCTaHOBABaHe Ha Oe3onacHocTTa npH Hag 3800
TIALMECHTH B KIMHWIHUA W3NIUTBAHUA.

YecToTaTa Ha HEXKEIAHATE JIEKAPCTBCHH PEaklMH ¢ rpaJdpaHa KakTo cleABa: MHOTO 4ecTH (2 1/10),

yectH (= 1/100, < 1/10), "e wectH (= 1/1000, < 1/100), peaxn (= 1/10,000, < 1/1000), MHOrO peaxH
(< 1/10,000) BKIOUHMTEIHO H30IHPAHH CHOOLIECHMA.

INEGY

Hapywienun na nepenama cucrmema.
Yectu: rmasobonue

Cmomatuno-upesnu HAPYUICHUR'®
Yectu: dnarynenilua

YecTH: MHAITHA

JTabopamopnu pesyrmamu
[Ipu npoyuranis 3a napanenHo NPHI0XEHHUE, HSCTOTAaTa Ha MOBHILICHHETO

kKIHHAYHA 3Ha9MMOCT (ALT w/unu AST >3 X I'TH, croTBeTHO) € Hab/mona
nauueHTuTe iekyBadd ¢ INEGY. Te3u nosrinenva Ha eH3MMHHTE HUBA €A
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Oe3cuMITTOMHHY, He ¢a OMIH acoL{HHMpaHH XoJiecTasa U 00paTUMH C BpbilaHe KbM 0a3suCHHATE
CTOMHOCTH CJIe[ MpEKpaTABAHE HA JICYEHMETO KAKTO M NP NIPOAB/KABAHE HA JISYEHHETO (BX. pa3acn

4.4))

KniHanudo 3HaumnMy nopdiieHdsa Ha CK (210 X I'TH) ca Habmroaapaum npu 0.2%o0T nandeHTUTE
npoeexnany JeueHue ¢ INEGY.

Onum cned nyckane na nazapa:
Hesxenanure nekapcTBeHM peakuvu AokiaasaHy 3a INEGY ca B ¢hOTBeTCTBUE C IpEaM TOBA
NOKNAABAHUTE 3a ezetimibe u/UaU simvastatin.

Lonvanumenna unchopmayus 3a omoenHume KOMROHEHMU. OCBEH HeNCeNaHume AeKapCmeenu
pearyuu uzbpoeru no-20pe 3a KOMOURUPAHUA NPOOYKM, OPY2U HEXCEAanU peakyuu Habmodasanu
npeol Moea NPU KAUHUYHY NPOYYEAHW Wil NOCMMAPKeMUR208u HAbMoOerus ¢ ynompebama Ha eona
om CbCMABKUME HA AEKAPCMEEHUS NPOOYKM, MO2am 04 Ce NPOASAM KAmo ROMEHYUQIHU HENCENANU
nexapcmeenu peaxyuu na npenapama INEGY,

Ezetimibe

Hapyuienus na Kppema u aumpnama cucmema: .
MHoro paako: TpoMOoOUUTONEHUS

Cmomamno-upeeru Hapyutenun:
YecTH: kopeMHa O0NKa, TUapHA
PenkH: ragcHe

MHOro peaku: NaHKpeaTHT

Xenamo-bunuapnu HaApyenun:
Penku: xenatut
MHOro peaku: XOneJauTHAa3a, X0NeIUCTUT

Hapywenun na xoxcama u nooKoIcHama nroKan:
Penku: peakiiui Ha CBPBX 9YBCTBHTEIIHOCT, BKIIIOYHTETHO OOPHBH, YPTHKAPHA U MHOTO PAAKO
aHadHI2KCHS, AHTHOEAEM

Hapyuienus Ha MycKyano-cKelemnama CUCHemMa it CoeOURUmMeIHama moKan:
Panko: apTpanrnd
MHoro peagkn: Mmuonatus/padbaomuonusa (Bx. paszen 4.4)

Ofwu napywienun u epekmu Ha@ MACMOMO NG BPUNOICEHUE:
Yectu: yMmopa

Jdabopamopnu cmoiinocmii:
PenxH: noBHINIEHY TPaHCAMHHA3H, TOBHIICHA CK

B knuHuyHH u3anuTBaHug, CPK > 10 X ropnata rpanunia Ha HopMata (ULN) ¢ Ouna nokinaasaHa npu
4 ot 1674 (0.2%) nanpieHTH NoIyuasaaH caMmo ezetimibe, 1 ot 786 (0.1%) naumeHTH MOTy4YaBany
wrauebo, 1 ot 917 (0.1%) nauueHTH monyvaBaii €IHOBPEMEHHO ezetimibe u cTaTuH, U 4 oT 929
(0.4%) nomy4yapanu camo cTaTHH, HaMano € u HapacTRaHe Ha Clly4auTe ¢ MHOTIAaTHA W pabIoMMOIN3a,

CBBbP3aHH C NPUIATAHETO Ha ezetimibe, B cpaBHEHHE ChC CHOTBETHATA KOHTPOJIHa rpyna (ca/mq,,-_\m
rwianefo wiu ctaTtiH) (BXK. paznen 4.4) /-:;/’\ RN

Simvastatin:

Hapywenun na Rpwma U uMpnama cucmema:
Penku: anemus . .
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Hapywenun na nepenama cucmema:
Penxu: 3aMasHOCT, napecTe3nd, IEpHpepHa HEBPOTIATHA

CromMauiHo-upesnu Hapymenun:
Penxy: KOHCTHNaLMA, KOpeMHa 00ka, JHCTIENCHS, AHAPHA, FaZICHe, MOBPBUIAHE, MAaHKPEATHT

Xenamo-ounuapry Hapyuienua;
PekH; XxenaTHT/ KXBJITEHHLIA

Hapywienun na koxcama 4 NOOKOMCRAMA MLKAN:
Penxu: obpuB, cbepbex, anoneius

Hapyuienus na MycKyiHo-CKeJ1Iemuama CUCmema i CoeOUnUmeTRama MovKan:
Penxu: MuonaTtua, pabaoMuonu3za (BxK. pasaen 4.4), MyCKy/IHH KpaMITH

Obuiu napywenua u eeximii Ha MACIMOMO HA NPUTOICERUE:
Penku: actenus

Pagko e OW HaOIroaaBaH CHHAPOM Ha CBPBXYYBCTBHTSIHOCT, KOHTO BKITHOYBA CICTHHUTE
XAPAKTEPUCTHKYU: AaHTHOEEeM, TyIyC-Noxo0eH CHHAPOM, PEBMaTHYHa TI0JIMMHANTHA, ACPMATOMHO3HT,
BACKYJIHT, TPOMOOLIMTOTICHHA, €03HHODUINS, YBenrndyeHue Ha CYE, apTpuT H apTpayirud, ypTHxkapus,
peaklHA Ha QOTOUYBCTBUTEIHOCT, MHPEKCH, (pJailll, UCIIHEA H HEPA3ITOJIOKECHUE.

Jdabopamopnu cmoiinocmu
Pemxu: mosuwasare Ha [ T'TII (rama-rnyraMun-TpaHcHeIrTHaas3a), BACOKa alkalHa docdarasa.

4.9 [Ipeno3npane

INEGY

CUMNOTOMAaTHYHH K IOAABPAKAIIN JEHCTBUA CE TIPOBSKAAT B CAyYaWTe Ha NMPEAO3HPaHE.
ExHoBpeMEeHHOTO MpruioskeHue Ha ezetimibe (1000 mg/kg) u simvastatin (1000 mg/kg) ce nonacame
no6pe B NPoy4BaHMs [IPH MHIUKH H IUTBXOBE 33 OCTpa TOKCHYHOCT IPH NMepopanHo npunoskenne. 11py
Te3M JKMBOTHM HE ca HaGMIOIaBaHH KITHHHYHH CHMNITOMM Ha TOKCHYHOCT, Y CTaHOBSHATa NEpopaiHa

LDs, 3a ezetimibe 1 simvastatin 3a qBata Buaa ¢ cwoTBeTHO 21000 mg/kg/ 1 21000 mg/kg.

Ezetimibe

B KIMHUYHM OpOyHBaHHs, IPUIOKESHHETO Ha ezetimibe B 1o3a 50 mg/nHeBHO Ha 15 3apaBn
aoOposoaM 3a BpeMe A0 14 aam wiwn B Ao3a 40 mg/anesHo Ha 18 naijMeHTH ¢ MbpBHYHA
XMIIEPXONECTEPONEMHUA 32 BPpEME A0 56 anu e 6uno go6pe noHacaHo. CroblueHd ca Maiko Ha Opoi
cAy4au Ha npeiosupane. [ToBedeTo oT TAX He ca O1IH aCOHMHMPaHH Ch¢ CTPAHHYHH JICHCTBHS.
CpoOleHNTe CTPAHWYHH JIEHCTBIA He ca 61u cepuosHH. IpH skHBOTHH HE ¢ HabMoAaBaHa
TOKCHYHOCT CJIeJl €AHOKpaTHa nepopanna ac3a ot 5000 mg/kg ezetimibe npH IibXoBe U MHULIKH H
3000 mg/kg npu Kyuera.

Simvastatin

CroBLIeHH ca MaJIKo CiTy4ad Ha npeao3upase. MakcumanHaTa npeta fo3a € Omna 3.6 g. Benuku
MAlHEHTH €a ¢€ Bh3CTAHOBHIH O€3 MocNeACTBHS.

5, MAPMAKOJOIHYHHU CBOUCTBA

5.1 PapMaKkoaHHAMHAIHAH CBOACTBA

dapmakorepaneBTHYHA rpyna: AHxuOUTopH Ha HGM-CoA peaykr
nanuao-Moauduiupamu areitd, ATC koa: C10BAO2

13
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INEGY (ezetimibe/simvastatin) npoaykT, NpeAHA3HAYCH 34 MOHWKABAHE HA JIMITHOUTE, KOWITO
CEeJIEKTHBHO MHXHOHpa HHTeCTHHaMHaTa abdcopOuus xonectepos U OIHIKKTE 10 HETO PACTHTEITHH
CTEpPOJIH KATO M0 TO3W HAYMH MHXHOMpa €HAOTeHHHS CHHTE3 HA XOJIECTEpOll.

MexaHM3bM Ha JelcTBHE:

INEGY

XonecTeponbT B IUIA3MATA CE OJIyuaBa oT abcopOmupanus npes uepBara i OT €HAONEHHO
curresHpanyia. INEGY cpabepika ezetimibe v simvastatin, Be CBCTABKM, KOWTO MMOHHXKABAT HHBOTO HA
NIUIHAXTE IOCPEACTBOM KOMIUIEMEHTApHH MeXaHH3MH Ha jeitctere. INEGY Hamansgpa nosuiieHus
obur xonecrepon (06m-C), LDL-C, anonunonporenn B (Apo B), rpuranuepuaure (1G) n
X0JIECTepOia B JIMIONPOTCHHUTE ¢ HHCKA MIBTHOCT (non-HDL-C); nosuitnasa xonectepona B
nunonporenHuTe ¢ BUCoKa rsTHOCT (HDL-C) upes 1BoeH MeXaHU3BM Ha JeHcTBHE - HHXHOHpaHe Ha
abcopOLMATA Ha X0J1eCTepOsla ¥ HErOBHA CHUHTE3.

Ezetimibe

Ezetimibe nHxuOupa HTECTUHANHATa abcopbuma Ha xonectepoi. Ezetimibe e akTuBen npu
NEPOPANTHO TIPHIOKEHHE H IPUTESKABA MEXaHU3BM HA JCHCTBHE, KOWTO Ce pasiunyaBa OT TO3M HA
OCTAHAIHTE BEIECTBA OT IPyIaTa Ha CheANHEeHUATA, IOHHKABALIH XonecTeposia (Hanp. CTaTHHM,
CEKBECTPAHTHTE HA XIBYHHTE KUCENHHH [CMONH], (pBOpaTHTE U paCTHUTENHHTE ¢TaHOAH). [IpuuenHara
ToYKa Ha MOJIEKYJIHO HHBO Ha ezetimibe e nmpenocuTenar Ha crepond Niemann-Pick C1-Like 1
(NPCI1L1), xoliTo € 0TTOBOPEH 3a a0copOIIHATa HA XONECTEPO H PUTOCTEPONH B THHKHATE YepBa.

Ezetimibe ce mo3wupoHupa Ha rpaHULIaTa HA BJIACHHKUTE B TBHKWTE YepBa M uHxubupa abcopbupsara
Ha xoJiecTepoll. ToBa BOAM A0 HaMaJleHHE Ha KOJTMYECTBOTO XOMECTEPO/, KOETO C& HACO4YBA OT
yeppara KbM depHus Apod. CTaTHHUTE HAMAIABAT CHHTE32 HA XOJIECTEpON B uepHus apob. 3acaHo
MOCpeACTBOM TE3H JIBa OTACIHH MEXaHH3Ma Ha ACHCTBHE C€ MOCTHIa JONBJIHUTE/IHO HAMAJICHHE Ha
xonecTeposa. MexaHH3MBT Ha NeliCTBHE HA MOJIEKY/IAPHO HUBO HE € HAIMBJIHO M3SCHEH H nmo3Har. ipu
2-ce IMUYHO KAMHHYHO Npoy4BaHe ¢ 18 malMeHTH ¢ Xumepxonecreponemus, ezetimibe unxubupa
MHTECTUHANMHATa abcopO1ns Ha xonectepos ¢ 54% B cpaBReHHE ¢ TUIAnebo.

[IpoBeacHa € CepHs OT NPEAKIMHMYHY [IPOYYBAHHMA 33 YCTAHOBABAHE HA CEJIEKTHBHOCTTA Ha ezetimibe
npu uHxHOHpaHe Ha abcopOurgTa Ha xonecTepoi. Ezetimibe nuxudupa abcopbuusara
["“C]-xonectepon 6e3 ma Bause Bupxy abcopOLUMATA Ha TPUITTHLIEPHANTE, MACTHUTE KHCETHHH,

KITBYHUTE KUCEUHY, [IPOreCTepoHA, ETUHH/T eCTpagHoia WM MacTHO Pa3TBOPHUMHTE BUTAMHHHN A
uD.

Simvastatin

Cnen nepopaieH rpHem, simvastatin, koiTo e HeakTHBEH lactone, ce xuaponmzaMpa B 4epHUA Apod.
ITony4asa ce CHOTBETHHA aKTHBEH META0OMT KHCENUHEH OeTa—XUAPOKCUKMCceIuHa. Toi € MOLEeH
naxuduTop Ha HMG-CoA penykrasara (3 xugpoxcu - 3 metrnriytapun CoA peaykrasza). Tosu eH3HM
Katanu3upa npeBpbiianeTo Ha HMG-CoA B MeBanOHAT, paHHA M CKOPOCT JIMMHTHpALIA CTHIKA B
OMOCHHTE3aTa Ha XOJIECTEPOIL.

YcraHoBEHO €, 9e simvastatin HaMaAABa KaKTO NOBHUILIEHUTE TAKA H HOPMAJIHHTE KOHLICHTPAllUM Ha
LDL-C. LDL ce ofpa3ysar OT TMnonpoTeHHATE ¢ MHOTO HHCKa YBTHOCT (VLDL) u ce
KaraboM3Mpar npeAMMHO [IOCPEACTBOM BHCOKO HyBCcTBUTENHUTE LDL peuerrropu. MexaHH3MET, 110
KoiiTo simvastatin noHmwkaea LDL Gu Morsn Aa BKTIOYBA KAKTO NOHMKEHHE HA KOHUEHTpAUMATA HA
VLDL-xonectepona (VLDL-C), Taka u nsaykuua Ha LDL penenrropure. ITo To3M HauMH ce mocTura
HaMaJIfBaHE Ha MPOAYKLMATA M MOBHINIaBaHe Ha Katabonusma Ha LDL-C. Anonunonporedd B coino
ce MOHM)KaBa 3HaYHMO NIpH JieyeHHe Che simvastatin. OcBeH ToBa simvastatin 1oB MEepEeHa

c¢choTHOHIeHnaTa oom-C/ HDL-C LDL-C/HDL-C.

KITHHHYHH [TPOYYBAHUHA
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[Tpu koHTpOAMpaHH KIIMHWYHA npoyusadus, INEGY 3naunmo nonmxkasa o6m-C, LDL-C, Apo B, TG,
non-HDL-C u ysenuuasa HDL-C npu nanueHTHTE ¢ XHAEPXOASCTEPOICMHS.

ITvpeuuna xunepxonecmeporemun

B aBoiiso casno, mwiauedo KOHTpo/paHo, 8-ceAMHYHO poy4BaHe, 240 manueHTH ¢
XHIISPXONECTEPONIEMHSA, KOUTO Beve ca MPpUeMaTk simvastatin kato MoHOTEpanusa U He ca AOCTUIHAMM
nmocoveHus oT HalMoHanHaTa nporpaMa 3a obyueHne oTHocHO xonectepona (National Cholesterol
Education Program/NCEP) raprer 3a LDL-C (2.6 to 4.1 mmol/] [100 to 160 mg/dl}, na 6azaTta Ha
H3XOJIHUTE CTOMHOCTH ca OWTA PAHAOMU3HPAHH KBM MpHeM Win Ha ezetimibe 10 mg unu riauebo
kaTo no0aBKa KbM OCHOBHATa TEPANeBTHYIHA CXeMa CEC simvastatin. Cpen nexyBanure ¢v¢ simvastatin
MALMEHTH, KOUTO He ca Onnu focTHrHaaH tapreTa 3a LDL-C B navanoro (~80%), sHauuTETHO IoBEYE
MalMeHTH, paHIOMH3HpaHH Aa NoyJyaBat ezetimibe 3aeiHO cbe simvastatin, JOCTHIaT TapreéTHUTE
croiiHocTd 3a LDL-C xato xpafiHo cb0HTHE B IPOYYBAaHETO B CPABHEHHE C TE3H, KOUTO ca OWIH Ha
koMOHHaMaTa miauebo ¢ne simvastatin, 76% u croTBeTHO 21.5%. CHIKeHnATa Ha LDL-C B rpynure
Ha ezetimibe win wiaue6o 3aeiHO CBC simvastatin, CBLIO ca ¢ pa3THYaBald CHrHHpHKAHTHO (27% U
3% croTBeTHO). OCcBeH ToBa KOMOMHHpaHeTO Ha ezetimibe M simvastatin € KOBeJIO 10 CHTHH(HKAHTHO
HamasienHe Ha o6w-C, Apo B # TG B cpaBHeHHe ¢ KoMOMHALHATa TuTaue6o- simvastatin.

B MynTHUEHTpPORO, ABOHHO CNsANO, 24-CEAMUYHO Npoy4saHne, 214 MalUeHTH C BTOPH THII 3aXapeH
AuabeT, NEKYBAHH ¢ THAZONUAMHINOHHE (PORCTHTA0H WX MHOTAWTA30H) B NPOALIDKeHHE MHHUMYM
Ha 3 Mecela M ¢b¢ simvastatin 20 mg B ApoAb/DKeHHe MUHUMYM Ha 6 CEIMHIIH IPH CPEAHH
croitHocTy Ha LDL-C ot 2.4 mmol/L (93 mg/dl), ca Ounm panaAoMH3HpaHH KbM JICYEHHE CBC
simvastatin 40 mg w1 xoMOHHaLHA oT aKTHBHUTE ¢beTaBki INEGY-10 mg/20 mg. INEGY

10 mg/20 mg e 6un 3HaunMO NMo-e(eKTHBEH B CPaBHEHHE ¢ YABOSHATAa /1034 Ha simvastatin 1o 40 mg
34 MO-HATaTBUIHOTO cHUkeHue Ha LDL-C (-21% u 0%, ¢rorBeTHO), 06m-C (-14% u -1%, cvoTBETHO),
Apo B (-14% u -2%, cvoTBeTHO) B non-HDL-C (-20% 1 -2%, cb0oTBeTHO). TOBa Ca CTOHHOCTHTE Clle]]
MOCTHrHATOTO CHIkeHHe ¢ 20 mg simvastatin 20 mg. Pesynrature 3a HDL-C u TG B aABeTe rpynu He
ca Ce pa3/IMuaBaly CUrHH(HUKAHTHO. BUABT Ha M3MO/I3BaHUTE THA3OJIWAHHIHOHH HE € MOB/IHAT BEPXY
KpaHHHTE PE3yiTATH.

EduxacHocrra Ha agere 103w INEGY (10/10 u 10/80 mg/nHeBHO) € yCTaHOBEHa B MYJTHLICHTPOBO,
BOMHO c/IATI0, MNaleGo-KOHTPOIKpaHo 12-ceAMHYHO NPOyUYBaHe, B KOSTO ¢a OHIIH H3NOA3BAHH
BCHYKH BB3IMOKHH 03K Ha INEGY H BCHYKM CHOTBETCTBANIH [H03H HA simvastatin. CpaBHEHHETO
MEKAY MauMeHTHTe ¢ Beuuky 103k Ha INEGY cnipsamo nexkyBaHUTe ¢ BCHUKH A03Y Ha simvastatin, ©
ycTaHOBIIO, 4e INEGY cHrandHMKaHTHO B no-rojiaMa cteneH ¢ Hamamuno oom-C, LDL-C u TG (Bx
tabn. 1) kakto u Apo B (-42% u -29%, cvoteeTHO), non-HDL-C (-49% u -34%, ¢b0TBeTHO) H -
peakTHBEH NpoTeuH (-33% u -9%, cvotBeTHO). Edexture Ha INEGY no otHowenue Ha HDL-C ca
61u mogo6HuU Ha ediekTHTe Ha simvastatin, JJomBAHATETHHAT aHanu3 € ycTaHoBuI, ve INEGY B
cpaBHeHHe ¢ rianeo curaudukanTHo e nosumua HDL-C.

Tadanna 1
Otrosop kbM npenapara INEGY npr nanuesTH ¢ IHPBHYHA XHIEPX0JECTEPOICMHS
(Cpeana® % HpPOMHHA CIPAMO HEJleKYBAHH/H3XO4HH )
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Jleuenue
HDI.-
IHEBHA 1034 N O6m-C LDL-C C TG®

O61n1 naHHH (BCHYKH

nosu 1a INEGY)e 353 -38 -53 +8 | -28

OOum fauti (BOHMKH 3,9 56 33 48 .15

o3 SImvastatmz

Ezetimibe10 mg 92 -14 -20 +7 -13

IInanebo - 93 +2 13 +2 -2

INEGY mozu

10/10 87 -32 -46 +9 21

10/20 86 -37 -51 +8 -31

10/40 89 -39 -35 19 -32
10/80 01 -43 -61 +6 -28

Simvastatin — 1031

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

* 3a TpuraaMuepuaure, cpegHa (%) npoMaHA CIpAMO H3XOAHA CTOMHOCT

b Usxoauu ctoitHocTu — 6e3 NexapeTBeH IPOAYKT 3a MOHMKABAHE HA JIMMMAMTE

“INEGY /no3n o6mo (10/10-10/80) curundukantHo noamxkasa oo6m-C, LDL-C, u TG
B CPABHCHHE Che simvastatin u curHidHkanTHo nosruwasa HDL-C B cpasHenue ¢
rnaueto.

B knHHUYHO npoyyBaHe ¢ Nogo0eH aAu3aiid ca OWIM MOCTUrHATH NOAOOHU pes3ynTaTH 38 BCHYKH
JMIIMAHY napaMeTpy. B 00001en aHanu3 Ha Te3M ABe NpoyusaHus e 6UN0 yCTaHOBEH, Y€ OTTOBOPBT
kM INEGY e Oun efHakbB He3aBHCHMO OT cTOMHOCTHTE Ha TG — ¢hoTBeTHO Noa wiM Hax 200 mg/dL.

INEGY cbabpaka simvastatin. B e roneMs ninauebo KOHTpOIMpaHH KIHHUMHA TPOYUBaHKA, 45
(Scandinavian Simvastatin Surviaval Study) (simvastatin 20-40 mg; N=4,444 nauuenti) ¥ HPS
(Hearth Protection Study) (simvastatin x40 mg; N=20,536 nauueHTH) ¢a OeHEHN e(peKTUTE Ha
JeYeHHEeTO ChC Simvastatin MpH NaifMeHTH ¢ BUCOK PUCK 3a KOPOHAPHH MHIMACHTH NOpanyd Halu4yHe
Ha UBC, nnabet, nepHdepHo cpaoBo 3abongBane, aHaMHe3a 3a HHCYAT Win MCDB. YcrasoBeHo €, ue
simvastatin CHKaBa: pUCKBT OT 00114 CMBPTHOCT NMOCPEACTBOM HAMANABAHE HA CMBPTHOCTTA OT
ChpJSYHO-ChAOBH 3a00ABaHM, PUCKBT OT HedaTaTHH HH(APKTH HA MHOKAapAa M UHCYJIT;
HeoOX0AUMOCTTA OT MPOLCAYPH 34 PEBACKYJIapU3ALMSA HA KOPOHAPHUTE WM APYTH ChAOBE.

He ca npoBexaaHu npoy4yBaHMs 3a YCTaHOBABaHE Ha epukacHocTTa Ha INEGY B mpeseHuMATa Ha
YCAOKHEHHATA OT aTEPOCKIIEPO3aTa.

Xomozuzomua amunna xunepxonecmeponemus (Xo®X)
[Ipi narmeHTH ¢ KIMHUYHK H/HIH FeHOTHITHY AaHHH 3a XoMX ¢ npoBeieHO ZBOWHO CIIAMO,

paHAOMU3HUPAHO, 12-ceAMUYHO mpoy4YBaHe. AHATM3MPaHH ca JAHHHTE 34 [OArpyna OT NALUCHTH
(n=14) nony4asamy simvastatin 40 mg B Ha4anoTO HAa NMPOYYBAHETO. Y BEIMYABAHETO HA 103aTa Ha
simvastatin ot 40 go 80 mg (n=>5) e ngoBeno ao monwxkapaHe Ha LDL-C ¢ 13% cnpamo n3xoaHuTe npu
no3a Ha simvastatin 40 mg. EnHoBpeMeHHOTO npuiiaraHe Ha ezetimibe H simvastatin B eKBHBAJIEHTHH
Ha INEGY ao3u (10 mg/40 mg u 10 mg/80 mg obuio, n=9) ¢ aoeeno Ao wamanerue Ha LDL-C ¢ 23%
CrIpAMO H3XOAHHTE CTOHHOCTH npy Tepanng cue simvastatin 40 mg, B ¢nyyaq Ha u3
ezetimibe  simvastatin B ekeuBanenTHd Ha INEGY no3u (10 mg/80 mg, n=5) ¢
HaMaJIeHHE Ha LDI_;{f_C_ ¢ 29% crnpsaMO H3XOJHUTE MPH JIeUSHHE ChC simvastatinf

3.2 PapMakOKNHETHYIRH CBROHCTBA
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He ca ycTaHOBEHHM KIMHHYHO 3HAYHUMH PapMaKOKMHETHYHH B3aMMO/ISHCTBHA [IPH CEBMECTHOTO
NPAIOXKEHHE Ha ezetimibe 3aeHO ¢BC simvastatin.

Abcopbuun:
INEGY
INEGY e OnockBuBaneHTEH Ha NPHIOKEHUTE €JHOBpEMEHHO ezetimibe 1 simvastatin.

Ezetimibe

Cnen nepopaJHOTO NMPUWIOKEHHE Ha ezetimibe, ToH ¢e abcopbupa OBp30 U c& KOHIOTHPA B rojiaMa
CTErNeH, KaTo ce 00pa3yra papMaKkoJIOrHYHO aKTHBHHAT (eHONIOB IMIOKOPOHHA (ezetimibe-
FIIOKOpOoHHA). CpeaHrTe MaKCHMATHY Mna3MeHH KoHLUeHTpauuu (C,.x) ce gocrurar 32 1 1o 2 yaca 3a
ezetimibe-rimrokoponuzaa U 3a 4 1o 12 gaca 3a ezetimibe. AGconroTHaTa OMOHANKMYHOCT Ha ezetimibe
He MOXKe Ja ObJe onpe/ieieHa, Thil KaTo CheAMHEHNAETO € Hepa3TBOPHMO BBB BOJHA Cpeaa roaHa 3a
HW3TOTBAHE HA HHAKSKIIMOHHY Pa3TBOPH.

[TpHTOKEHHETO €QHOBPEMEHHO C XpaHa (¢ BUCOKO ChABPAKaHHE Ha Ma3HUHH HIIH 00e3Mac/ieHH) He €
MOBIKANA0 Ha GMOHATHMHOCTTA Ha NePOPaIHO NMPHIOKEHHMA ezetimibe Kato Tabnerku ot 10-mg.

Simvastatin |

HanuyHocTTa Ha aKTHBHHAT MEeTabONIHT KHCEMHHEH BeTa-XHAPOKCH B CHCTEMHOTO KPEBOOOpallleHHE
cJie/l MEPOPATHO NO3HpAHE Ha simvastatin Oemie nox 5% ot Ao3aTa, KOeTO CHOTBETCTBA Ha
eKCTeH3HBHaTa YyepHoapoOHa “first-pass” excrpakima. OcHoBHHTE MeTabGONIMTH HA simvastatin B
IJ1a3MaTa IIPA XOpa ¢a KMCeTHHHHUAT GeTa-XHAPOKCH H YETHPH JAPYTH AKTUBHH METa0OIMTH,

[TnazMeHuTe Mpohy Ha AKTHBHUTE M Ha BCHYKH HHXHOHTOPH, KOraTo simvastatin € Oun npuiara
HEMOCPEACTBEHO [P TECTORO XpaHeHe, He ¢a GUITH TIOBIHAHH B CPABHEHHE ¢ MIPOQHUIIHTE TIPH
MpHEM Ha INaJHO.

Paznpeoenenue:
Ezetimibe
Ezetimibe u ezetimibe-rnoKopoHH ce CBBP3BaT CHOTBETHO B 99.7% 1 B 88 f10 92% ¢ YoBemkure

IU1a3MEHH MPOTEHHH.

Simvastatin
Simvastatin KakTo B KHCeNHMHHUAT GeTa-XHAPOKCH] C€ CBEP3BAT C YOBEIIKHTE IV1a3MERH MPOTCHHH

(95%).

{dapMaKOKHHETHKATA Ha €AHHHYHATA H MHOXXCCTBCHUTE 1031 Ha simvastatin MOKa3Bart, 4e He
HACTBIIBA AKYMYJIMpaHe Ha TpenmapaTa ciejfl HeKOJMKOKpPaTHO Ao3HpaHe. Bbs BCHYKH NOCOYEHH I0-
rope hapMakOKMHETHYHM [IPOYYBAHHA, MAKCHMATHATA TTa3MeHa KOHUECHTPALM Ha HHXHOHTOPHUTE ©
Ouna rocTHrada B HHTepsaia ot 1.3 10 2.4 yaca cien npueMa.

Buompanchopmauun:

Ezetimibe

Ezetimibe ce MeTaGonusupa NEPBUYHO B THHKHTE YepBa U YepHUs gpod upes
KOHIOTHpaHe/IIoKopoHHpare (peakuns ¢a3sa II) c nocneasama dSunuapHa eKCKpenuys.
OxcunatuBHHUAT MeTabonHu3eM (peakiys dasa I) e MHHUMANEH | € OTIICaH NMPH BCHYKH HabmroaaBaHy
BujoBe. Ezetimibe v ezetimibe-riokopoHH ca OCHOBHHUTE NMPOM3BOAHH Ha JICKADCTBCH MPOAYKTA,
KOWTO CE YCTAHOBSBAT B IUIa3mMata. Te npeacTaBaaBar cboTBETHO OT 10 ng, 26 /;B.Ai QT ﬁfhm 90% ot
001LOTO KOJIMIECTRBO Ha IEKapCTBEH NPoAYyKTa B MasMara. Ezetimibe 1imbefmmﬂpﬂnm OaBHO
ce eIMMHUHMPAT OT IL1a3MATA KATO € I0KA3aHO, Y€ YYACTBAT B roJisMa gref }1 B t_;.I;“.H;’slp
CHETEPOXENATAIHO peliHKNUpaHe. BpeMeTo Ha 1OJyKHBOT Ha ezetim eﬁdfazze, "'.;;;_,Ibefgluch‘gﬂq
npHOIM3HTENHO 22 Yaca., i e 3 |
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Simvastatin

Stmvastatin € HeakTHBEH JIaKTOH, KOHTO JIeCHO C€ XUAPOIU3Hpa in vivo OO0 ChOTBETHHA KMCEIHMHEH
beta-xuapokcua, MoieH HHxubuTOop Ha HMG-CoA peaykrazata. XuApoanu3ata npoTUYa FMaBHO B
depHUs APod; CKOPOCTTA HA XUAPOJNU3UpaHe B MIa3MaTa € MHOI'O HHCKA.

[Tpu uoBeka simvastatin ce abcopOHpa Jo0pe H NOANEKH HA €KCTCH3UBHA SKCTPAKLMA B YEPHHUS ApoD
IpH MBPRO NIpeMUHABaHe. ExcTpakiiuaTa B yepHHa Apod € 3aBUCHMA OT YEPHOAPOOHHA KPBHBEH TOK.
YepHua aApob nopeAcTaBlsgBa NEpPBAaTa 30HA Ha ACHCTBHE Ha NMpenapara KaTo ¢k ToBa 3allo4YBa
eKCKpeLds Ha eKBUBAICHTHATE HA JISKApPCTBEH MPOAYKTA BEUISCTBA B AUTBYHKAA COK. CIIeIOBATENHO

KOHIICHTpAHATA Ha aKTHBHO JICKAPCTBO B CHCTCMHOTO K]J‘BBDﬁﬁpaﬂleHHe € HACKA.

BpemeTo Ha nonyKMBOT Ha npenapara ¢ ¢pefHol,9 yaca cnea HHTpPaBeHO3HA alIUKALMA Ha
meTabonnuta Ha [}-hydroxyacid.

Enumunupane:

Ezetimibe

Crnen nepopaneH IpueM Ha ¥(C-ezetimibe (20 mg) oT naumenTHTe, OOLINAT ezetimibe e
NpYOJH3IUTETHO aCOLHUPaH ¢ A0 93% ot ofImara pagHoakTHBHOCT B I1a3Mara. [Ipubnusurento 78%
¥ 11% oT panMOaKTURHOCTTA Ha MPHIOKEHATA A03a C€ YCTAHOBABAT CHOTBETHO B H3NPaAXHEHUATA U
ypuHara 3a [0 nHeBeH nepuo Ha cebupade. Cnex 48 yaca He ce YCTAaHOBABA JOJIOBUMA OCTaTh4Ha
pPaaHOAKTUBHOCT B IL1a3MaTta.

Simvastatin

Cnen npuema Ha paaMOaKkTHBEH simvastatin rpe3 ycrarta oT nauuenTd, 13% ot paamoakTHBHOCTTA C€
yCTAHOBABA B YpUHaTa ¥ 60% CHOTBETHO B H3NPAKHEHUATA B PAMKUTE Ha 96 yaca. Y CTAHOBEHOTO B
M3IPAXKHEHUATA KOJIHYECTBO NPe/ICTARIIIBA SKBHBAJIEHTa Ha abcopOHpaHOTO B HANBLYEHO B MITBYHHA
COK JIEKapCTRO, KAKTO W HeabcopOupanute KonudecTsa. (el BeHO3HO HIDKEKTHPAHE HA KMCEJIUHHHA
OeTtaxuapokcu (aKTHBEH MeTaboiHT), cpeaHo camo 0.3% OoT npunoxKeHaTa 103a ¢ EKCKpeTHpa B
ypUHaTa KaT0 HHXUOUTOP.

Cneyuannu 2pynu nayuenmu;

[leduampuyunu nayuenmu (Oeya u noopacmeaw)

He ce ycTaHOBABAT pa3IM4HfA N0 OTHOIIEHHE abcopbupara 1 MeTabonu3Ma Ha ezetimibe nipu aeua,
nogpacTeaiy (10 xo 18 roauuu) u Bp3pacTHH. Karo ce oTuMTaT KONMMYECTBaTa HA OOLINA e€Zetimibe,
HE C€ YCTAHOBABAT (apMAKOKHHETHYHH Pa3/IMuHa MEXY NOAPAcTBallld M BB3pacTHU. HaMa gaHHu 3a
dapmakoxkrHeTnkaTa npM gella (< 10 roguiiHa pb3pact). KIHHWYHHAT ONKT NIPY Aelia ¥ NMOAPACTBALIY
(BB3pacT 0T 9 0o 17 roauHM) € orpaHuyeH a0 ciaydaure Ha XodX uiaM curocTeponemus (B, pasaen

4.2)

Ilayuenmu 6 Hanpeounana ev3pacm ( obexm na 2epuampusma).
[Ina3zmenuTe KOHLIEHTPALMU Ha oOmiMa ezetimibe ca okono 2 HBTH NO-BUCOKH NPH Bb3PacTHU

nalHeHTH (265 roquHH) B cpaBHeHne ¢ mo-Miaaante (ot 18 go 45 rogunn). Hamanennero va LDL-C u
npoHABT Ha 6e30MacHOCT Ca CPABHMMH MEXIY BBIPACTHUTE H NO-MIAJUTE MALIUEHTH, KOUTO CE
neKkysart ¢ ezetimibe (Bx. pa3zgen 4.2.).

Ueproopobna nedocmamuvunocm

Cnen eqHokparHa fo3a ot 10-mg ezetimibe, cpegnara IIIIK no3a obmns ezetimibe napactpa

npubnu3uTenHo 1.7 mbTH NpH NanHeHTHTE ¢ Jeka yepHoapoOHa HexocrarbuHocT (Child-Pugh maaeke

oT 5 wiu 6) B cpaBHeHME Che 3ApaBuTe HUA. [Ipu 14-nHeBHO poy4YBaHe ¢ MHOTOKPATHO AO3MpaHe Ha

npenapata (10 mg aAHeBHO), MallHEHTHTE C YMEPEHa YepHOAPOOHA HEAOCTATHYHOCT (Chl]d -Pugh

MHAEKC OT 7 10 9) umat yeeauueHue Ha cpeaHaTa [TIK 3a obuimsa ezetimibe HpHﬁJIHSIgT"E%HQ A nj;?rﬁ

1npe3 [spBUA JeH H YeTHPUHANESCETHA J1eH B CPaBHEHHE ChC 3ApaBuTe nuua. He ce uﬂuara,:m'rpﬂpaﬁe.; S,

Ha /103aTa 33 MALMEHTUTE ¢ JIeKa N[O CTeNEH YepHOAPOOHA HEOCTaTBYHOCT. Hﬁpa,ﬂﬂ JiMnICaTa HA N, '“-*.f 1\

NaHHH OTHOCHO e(eKTHTE Ha yBEJMYEHATa eKCITO3HIHA KM ezetimibe npu nmuéﬁ{mie gmep_ém \
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Wy Texka yepHoapoOHa HepoctaTebuHOCT (Child-Pugh uazekc > 9), mpenmaparsT HE ¢e npenops4Ba 3a
MPUJIOKEHHWE NMPHA TAKHBA MALUMEHTH (BK. pa3genu 4.2 u 4.4),

Bvbpeuna nedocmamuvunocm

Ezetimibe

Crnen enHoxpaTHa no3a ezetimibe ot 10 mg npH nalMeHTH ¢ TeKa Mo ¢rereH Op0pedHa
negoctarbuHocT (n=8; cpemer CrCl <30 mi/min), cpennara ITIK 3a o6mua ezetimibe ce ¢ ysenuunna
npudau3nTendo 1.5 MbTH B CpaBHEHUE CBe 3ApaBHTE JiHla (n=9) (Bxk. pazaen 4.2.).

Envu nauueHT B ToBa npoyusade (ciaea Op0peuna TpaHCIUIAHTALMA H HA JIeUeHHE ¢ MHOXKECTBO
NIeKapcTBEHH NMPOAYKTH BKIIOUMTENHO ciclosporin) ¢ umant 12 NBbTH NMO-BHCOKA EKCTIO3HINA KBM 001
ezetimtbe.

Simvastatin

[Tpu npoyuBaHe cled NALMEHTH ¢ TexkKKa OBOpeuHa HeAOCTATHYHOCT (KpeaTHHHHOB KIHUPBHC

< 30 ml/min), muTa3MeHHTE KOHLCHTPALMH HA O0IIHTE HHXHOMTOPH Cliel €IHOKPATHA OT ChOTBETEH
unxuOouTop Ha HMG-CoA penykrasaTta ca 6HiIM NpUOIH3KTENHO 2 IBTH NO-BUCOKH B CPABHEHHE C
YCTAHOBEHHTE MPY 3JPaBH A00POBOIIIA.

flon:

[TrasMeHUTe KOHLEHTPAUMH Ha obul ezetimibe ca Manko no-Bucoku (mpudmusureaHo < 20%) npu
JKeHHTE B cpasHeHue ¢ MbxkeTe. Hamanenueto Ha LDL-C u mpodurbT Ha 6630MaCHOCT MPH MBbKe #
JKSHH Ca CPaBHUMH, 110 C€ OTHAcs 0 JIeYeHHETO ¢ ezetimibe,

5.3 [IpexknauEnYNH JaHHE 32 0e30macHOCT

INEGY
B nmpoy4BaHUATA C eJHOBPEMEHHO NpUnoxeHue Ha ezetimibe U simvastatin, HabnloAaBaHATE

TOKCHYHH €(deKTH ca OWIH OCHOBHO Te3H THNWYMHO HabMr0AaBaHH MPH H3MO0JI3BaHETO HA CTaTHHH.
Hsxow oT TOKCHYHHTE €eKTH ca OWIH MO-A3Pa3eHH OTKOJIKOTO NMPH CaMOCTOATCIHOTO NpHIaraHe
caMo Ha cTaTHHH. ToBa BEPOATHO ce AB/DKH Ha (PapMaKOKHHETHYHH H/HIA dapMaKoJIHHAMUYHH
B3aMMO/EHCTBMA IpH €IHOBPEMEHHOTO IIPHIaraHe Ha npenapature. B KIHHHYHHTE NPOYYBaHHs He
ca HabMIoAaBaHM TAKMBA B3aUMOJACHCTBHA. MHONIaTHA NPH INTBXOBE € HabMoAapaHa 8 ClIyvyanTe Ha
EKCIO3HWUHUA KbM J03H, HAKOJNKO ITbTH MO-BHCOKHY OT TEpalleBTUYHUTE J03H B XyMaHHATa MEHLIMHA
(npubnusurento 20 x ITIK 3a simvastatin 1 1800 nbtu x ITTIK 3a akTHBHHS MeTabouT). Hama
I0Ka3aTeJICTBA, Y€ ChBMECTHOTO MPHJIOKEHHE Ha simvastatin ¢ ezetimibe nosiusaBa MHOTOKCHYHHA

MOTeHUHAA Ha simvastafin.

IIpu CEBMECTHOTO TIpHIaraHe Ha ezetimibe 1 simvastatin npu KytdeTa ca yCTAHOBSHM HAKOM SHEKTH
BBLPXY YEPHMA Jpob ¢ HUCKA cTeneH Ha excrniozuumsi (< 1 AUC B XymaHHaTa MeAHLKHA).
HabmonasaHo € nosUilieHye Ha yepHoapoOHuTe ensuMu (ALT, AST) 6Ge3 ThkaHHA HEKpO3a.
XHCTONATOIOTHYHITE YePHOAPOOHM HAXOAKH (XUNepIuiasna Ha HITbYHUTE KaHAIH, aKyMyJlalilg Ha
[TMrMEHTH, HHGUITPaLKA ¢ MOHOHYKNEAPHH KIETKHM M MAJIKH XeTaTOIMTH) ca HabnogasaHu npy
Ky4eTa, IpHeMalii eJHOBPEMEHHO ezetimibe v simvastatin, Te3H mpoMeHH He MporpecHpar npH
NpoAbIDKUTEHA ynoTpeba no 14 mecena. Hopmanusupase Ha YepHOIPOOHUTE MOKA3ATENH Ce
HaOII01aBa Clie] NpeKpaTABaHe Ha JIeYeHHeTO. Te3n OTKpHTHA ca B CHOTBETCTBHUE C ONHCAHNTE MPH
nHxuOruTopuTe Ha HMG-CoA MM ca BpHYMHEHH OT MHOTO HUCKKBTE HMBa Ha X0JIeCTEPOa,

NOCTHUTHATH NPH TPETHPAHUTE KyUeTa.

[Tpu mIEXoBe CHBMECTHOTO NpHIarane Ha ezetimibe u simvastatin He € HMaIO TEPaTOrCHHO

(CTTHBaHe Ha NPEUNICHUTE B KayAAIHATA YacT Ha rphOHaYHMs CTHI0; HaMangH Opoil HA NPeRLIQUUTE B
KayZanHaTa 4acT Ha rpbOHAYHHs CThHIO). T e \\

B cepus oT npoyuBaHHs ¢ KYATYPH in Vivo U in vitro, ezetimibe, AafeH ¢
¢hbC Simvastatin, He € MOKa3aJI reHOTOKCHYSH MIOTCHIIMAIL.
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Ezetimibe

[IpoyuBannis npu >XKMBOTHH N0 OTHOIHEHHE HA XPOHHYHATA TOKCUYHOCT ezetimibe He ca yCTaHOBHIIH
TApreTHH OpraHy 3a TOKCHYHHTE edextr. IIpH KydeTa TpeTHpaHH 4 ceaMuLiM ¢ ezetimibe

(>0.03 mg/kg/nHeBHO) KOHIIEHTpAHATA Ha XOJIeCTepoia B MEXYPHATA JKThYKa € HapacHana ot 2,5 1o

3,5 meTH. He3aBHCHMO OT TOBA, 10 BpeMe Ha eAHOTOAHULIHO MPOYYBAHE ¢ Ky4YeTa TpeTHUpaHH ¢ J03H J0
300 mg/kg/nHeBHO, He € yCTaHOBEHA MOBULIEeHA 3a00IeBAEMOCT OT XOJIEJIUTHA3A WITU APYTH HTBYHO-
yepHoApoOHM npodneMu. He e H3BeCTHA 3HAYMMOCTTA Ha Te3HW JAHHH 3a XyMaHHata MeauiiuHa. He
MOXE Ja C€ KaXKe, Y€ ChUIeCTBYBA JIUTOTEHEH PHCK, CRbP3aH € TEPANeBTHYHOTO NMPUIOKEHNE HA
ezetimibe.

TectoBeTe 3a ABNTOCPOYHA KAHIEPOTEHHOCT Ha ezetimibe ca OMiIM oTpHULIATENHU.

Ezetimibe He e NOBAMAN (GepTHIHOCTTA HA MBXKKUTE WIH )KSHCKHTE IUTBEXOBE; HE e 110Ka3al
TEPATOT€HEH SEKT MPH TUThXOBE WIH 3aHIIN; HE ¢ TIOBIHAT BEPXY NPEHATATHOTO U MOCTHATANIHOTO
pasButHe. Ezetimibe npemMunasa npe3 mialneHTapHara dapuepa npH OpeMeHHH IUTBEX0BE K 32y,
KOraTo ce JaBa MHOTOKpaTHo B 103a oT 1000 mg/kg/nreBHoO.

Simvastatin .

B3 0cHOBa Ha KOHBEHLHOHAIHUTE NIPOYYBAHMS MIPH )KHBOTHH OTHOCHO (papMaKoIMHAMHKATA,
TOKCHYHOCT MPH MOBTOPHA 034, FEHOTKCHYHOCT H KaHLEPOTCHHOCT HE C€ YCTAHOBABAT ApPYTH
PUCKOBE 32 MAllMEeHTa, OCBEH TE3H, KOHTO Ce OYaKBaT Ha 6a3ata Ha $apMaKOJIOrHYHHTE MEXAaHH3MHU Ha
neiicteue. /laneH B MAKCHMATHO NOHOCHMHK QO3W MPH IUTBLXOBE M 3ailiM, simvastatin He e
npeaH3BUKal PpeTanHd MaIpopMallHK H He € NOBMHAT (JePTHIHOCTTA, PEMPOAYKTHBHUATE PyHKLIMH
WJIH HEOHATEJHOTO Pa3BHTHE.

6. OPAPMALIEBTHYHHU JAHHH
6.1 CnHebK HA NIOMOIIHATE BEMECTBA

JlakT03a MOHOXUApAT
MuxkpokpucTaiHa LEeTyJio3a
XunpoMenosa

Kpockapmenosa HaTpuii
JIMMOHEHA KUCEeAHa MOHOXHApAT
ByTHIXUOPOKCHAHH30
[Ipomwsaranar

MarnesueB creapar

6.2 HecnBMecTHMOCTH

He ca 13BecTHH.

6.3 Cpok Ba rognoct

2 TOIUHH / >
6.4 CoennajHE YC/JI0BHS HA ChXPAHEHHE AL TN

Ha ce chxpaHaBa npH Temneparypa noj 30°C, 5y
baucTepH: CEXpaHABAHTE B OPHTHHAIHATA OTMIAKOBKA. ’

6.5 JdaHHA 32 ONIAKOBKATA
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INEGY 10 mg/10 mg

bnancrepu ot HenpospavHo monuxnoprpudnyopetune/PVC npuneneH KeM aTyMHHHH ¢ BHHHIIOBO
[NOKPUTHE B OMAKOBKHM OT 14 win 28 Tabnerkw.

6.6 CrennanHan npeana3sHH MepPKH NPH H3XBLJIgHE H paboTa

HsamMa crneuHaHy U3HCKBAHHA.

7. IIPUTEXATEJ HA PAZPEIIIEHHETO 3A YIIOTPEBA

Mepk lapn u [loym bearapus EOO/]

6yn. H. Banuapos 55, EKCIIO 20300,

er. 1, H3TO4HO Kpuno, cektopy bl u b2, Codmus,
brarapus

8. HOMEP(A) HA PAJPEIIEHHUETO 3A YIIOTPEBA

20050180
9. JIATA HA IThPBO PA3PEIIABAHE/ TIOAHOBABAHE HA PASPELIEHHETO 3A
YIIOTPEBA

30 mapT 2005

10. HATA HA AKTYAJIU3UPAHE HA TEKCTA

21



