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2, KOJII/I‘-IECTBEI-I M KAYECTBEH ChCTAB
Beska Tabnetka csaspxa 10 mg ezetimil?e u 10, 20, 40 wiu 80 mg simvastatin.
Tlomomen BellecTBa:

3a IBAHHUS CTMCHK HA IIOMOIIHHUTE BellecTBa B paznen 6.1.

3. JEKAPCTBEHA ®OPMA

Tabnetka.
-Beni mo cBeTOo XEBATH, ¢ (opMa Ha Kamcyna TabneTkd ¢ xom “3117, “3127, “313”, wm
“315” Ha emHaTa cTpaHa.

4. KJIAHITYHA JAHHH
4.1 TIMoxazanua

" Xunepxonecmeponemusn .
INEGY e nokasan xaTo JONBIHHTENHA Tepallkd KbM JHETATA [PH NALHEHTH ¢ ILpPBHYHA
(xerepozuroTHa daMunHa M He (aMHNHA) XHNIEPXONECTEPOIEMHA MIH CMeceHa
XMIEPIHTHIEMHES, KBISTO NPUIOKSHHETO Ha KOMOHHUPaH NPOXYKT € NOAXOMMHO:

. NAIHESHTH ¢ HenoObp KOHTPOI eNHHCTREHO CBC CTATHH _
. IIaLlHEeHTH BeYe JIGKYBaHU ChC CTATHH U ezetimibe

INEGY craspxa ezetimibe m simvastatin. Simvastatin (20-40 mg) e ¢ moxaszan edekr ma
HaMaJIABa YeCTOTATa Ha ChPJSHHO-CHIOBUTE MHIHAEHTH (B:K pasgen 5.1). He ca mpopexgany
TIpOyYBaHMA 32 JOKalsaHe Ha edukacHocTra Ha INEGY mnu ezetimibe za npenorsparsieane
Ha YCIOXKHEHWATA Ha aTepOCKIIePO3aTa.

Xomoszuzomna pamunna xunepxonecmeponemun (Xo®dX)

INEGY ¢ mokazan xaro AONMBIHMTENHA TEpalHs KBM JHeTara npd manueHtd ¢ XodX.
IMTanenTATE MOKE CHINO, TaKa fia MPOBESKAAT NOITBNHUTENHA Tepanus (HanpuMmep adepesa Ha
JHTIOTIPOTEHHUTE ¢ HECKa IWIETHOCT [LDL]).

4.2 - ~+JI03MpPOBKA H HAYMH HA NPAIOKEHAE
Xunepxonecmeponemusn

o
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TlanpenTHT Tp26Ba Aa € Ha NOAXOAla AHeTa 33 MOHMKESHHE Ha JIMIMAUTE M CeBa 1a
IPONBILKY JMeTaTa o BpeMe Ha nedeHuero ¢ INEGY.

HayuHEBT Ha npuioxkenue ¢ nepopanes. JlosoBuAT 06xsar Ha npunoxenue Ha INEGY e or

10/10 mg/muepno mo 10/80 mg/mHeBHO Bevep. BB3MOXKHO € He BCHYKHM JO3HMpPOBKH Ja ca
HAIMYHH BLB BCHUKM cTpaHd. OOuuaiinara nosa e 10/20 mg/nuesHo mmu 10/40 mg/nresHo
npreTa equHokparHo Bevep. Joszara 10/80 mg ce mpenopsusa caMo NpH MALKUEHTH ¢ TeKKA
XMIIEPXOIECTEPOJIEMHS. H BUCOK PHCK 32 CHPETH-OCHAOBH YClOKHeH. 1Ipy sanousane Ha
TepanusTa W THIPHPAHSTO HA J03aTa CleABa Ja C€ HMMaT NpeaBHI CTOHHOCTUTE " HA
XoJiecTepolia B MIonporensure ¢ Hucka mwrstHocT (LDL-C), puckst 3a kopoHapHa Gomect
Ha CBLPIETO M OTIOBOPHT Ha MPOBEXKAAHA TEPAliks 3a IIOHHXEHHE Ha XOJIeCTepoa.

Hozara wa INEGY tps6ea na 6B0e MHIMBHyalH3Hupana, KOETO ¢& OCHOBABA Ha IIO3HATATA
ehUKaCHOCT Ha pasnudEMTe 030BH pexkaMu ¢ INEGY (Bx pasmen 5.1, Tabmina 1) u Ha
OTFOBOpa HA NPOBeXKHAaHaTa B MOMEHT2 TepanHd 3a IOHIDKABAHE HA XONecTepola.
TurpupaHeTo Ha J03aTa, B cly4ail, ye ce Hayara, Tpa6sa Ja 65li¢ H3BBPIIBAHO IIpe3 BPSMEBH
pHTepBaad He mMo-Manku ot 4 ceamuiuy. INEGY moxe ja ce mpummara ¢ mid §es xpasa.
3acera, cpasHATeNHUTE Npoyysanmns ¢ INEGY ca orpaHudeHy A0 simvastatin 1 atorvastatin.

Xomo3zuzomna (hpamMunna Xunepxonecmeporemus

Ilpenophusanara mo3a Ha INEGY ©@pH DalMeHTHTE C XOMO3HIOTHa (hamumnxa
xunepxonecteponeMus e 10/40 mg/nuerHo wmv 10/80 mg/nuesHo seuep, INEGY moxe na ce
TIpWIara Kato NOMBJIHUTENHA Tepalda ¢ ApYrd TepaneBTHYHM CXeMM 33 NOHMXKABAHE HA
mumuzauTe (sanpuvep adepesa Ha LDIL) mpu Te3sn NAUMeHTH HWAM B Cydal, 4e TakoBa
nedeHHS He ce Mpuiara.

Ednospemenro npunazane ¢ 0pyzu 1exapcmeen Hpodykmu
ITpuemsT Ha INEGY TpsbBa ja Gbae muM 22 4aca Ipe;u, WM 24 ¥aca Cliel npueMa Ha
CEKBECTPAHT Ha AUTBYHHTE KHUCEIIHHHE.

TIpH MALMEHTHTE, KOUTO NPOBEXIAT leyeHue ¢ amiodarone uiu verapamil eIHOBpeMEHHO ¢
npuemarero Ha INEGY Heroeara nosa He TpaGBa N2 HaAXBEPIA 10/20 mg/nueBHo (BX.
pasgen 4.4 u 4.5).

[pr namuentnTe Ha nedeHue c ciclosporin, danazol wmH niacin B JHIONOTOHHXABAH
JIEKAPCTBEH TIPOHYKTH NO3H (= 1 g/HMHEBHO) ¥ e[HOBPEMEHHO NPHIOKEHHE Ha INEGY,
HETOBaTa JI03a He TpAGBa ia Hagpumasa 10/10 mg/anenro (B pasnenu 4.4 1 4.5).

Vnompeba npu nayuenmu ¢ HARPeOHANA ED3PACH
He ce Hanara THTPHpPaHE Ha 03aTa IIpH BB3PACTHH MauenTd (B pasgen 5.2).

Yuompeba npu deya u nodpacmeauji
He ce npenoprusa npunarade Ha INEGY mpu aeua, nopajiy aunca Ha JAHHH 110 OTHOMIEHNHE
Ha GesomackocT U edmkacHocT. (BK. pasmen 5.2).

Ynompeba npu uepnodpoono yepesicoare
He ce wanara TwipHpaHe HAa f03aTa NIPH TALMEHTH C JeKa MO cTemeH 4vepHoapoGHa
HepoctaTbaHocT (Child-Pugh uupeke 5 mo 6). Jleuenuero ¢ INEGY He ce mpenopsusa IpH
naipentd ¢ ymepena (Child-Pugh mmpexe 7 o 9) mwm Texxa (Child-Pugh-—iiy
yepHoApoOHa auchyukmms. (Bx pasnema 4.4 u 5.2.)

Vnompeoa npu 6v6peuno yspescoane
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He ce Hamara xopekiidd Ha no3aTa NpH TaLUEHTHTE ¢ YMepeHa mo crermeH 6n0peuna
HeJ[OCTATEYHOCT. AKO TIpH MAHHeHTHTe ¢ Texka GB0pevHa HEMOCTATRUHOCT (KPeAaTHHHMHMOB
xmupeHc < 30 ml/min) neuenmero ¢ INEGY ce cumta 3a mBeoOXopmmMo, HAO3M Hak
10/10 mg/nueBHO criefBa f1a ce TIPHIIaraT BHEMaTelHO (B pasgen 5.2).

4.3 - Ilporasomoxa3aHms
CBpBXUyBCTBHTENHOCT KEM ezetimibe, simvastatin MM KEM HAKOH OT IOMOIIHHATE BEIIECTBA.

BpeMéHHocT H KppMeHe (B pasnen 4.6).

AKTHBHO YepHOAPOOHO 3a00NgBaHe MIIH HESCHO NMEPCHCTHPAILO MOBUINEHHE HA CSPYMHHTE
TPaHCaMUHA3H.

EfHOBPEMEHHOTO NPWIOXKEHHWE HA MOIMHH WHxnOwropr Ha CYP3A4 (uamp. itraconazole,
ketoconazole, erythromycin, clarithromycin, telithromycin, HIV npoteasuu PIH’XPIGHTOPH H
nefazodone) (B pazzgenu 4.4 1 4.5),

4.4 CroenraHA HPOTHBOMOKAZAHAM H CIEIHANHE NPEAYIPEKAEHH 32 YEOTpeGa

Muonamus/paboomuonusa

Cnen mznmzape Ha ezetimibe Ha mazapa ca GWiM NOKNAKBAHH CIyYad Ha MHOOATHA M
pabromuonusa. Ilopeuero mauMeHTH, MpH KOKTO ¢e € pasBHiIa paGnoMHONM3a ca IpHeMANH
CTaTHH e[[HOBpeMeHHO ¢ ezetimibe. PabGnomuonisa ofave e Guna AOKIaABaHA MHOTO PALKO
npH MOHOTepamus ¢ ezetimibe m MHOro psoko mpu mobassHe Ha ezetimibe KBM APYrH
Tpenapary, 3a KOHTO € H3BECTHO, Ye MOBHIABAT PUCKa OT PaGIoMHOTH32.

INEGY ceabpixa simvastatin, Simvastatin, kakro  apyrm umxuburopu Ha HMG-CoA
pefykrazaTa, NOHAKOra NpPEAM3BHKBA MHMONATHA, KOATO ce MaHudectHpa ¢ Goinka B
MYCKYJIHTe, OTHagHATIOCT M cnabocT Wik NoBHINaBaHe Ha KpeaTHH kuHasata (CK) Ham 10X
ropyaTa rpaHuna Ma Hopmata (ITH). Muonmatuara nodskora NpoTHYA ¢ KIHHHYHATA
KapTuHa Ha pa0moMuonmsa ¢ win 6e3 ocrpa 6v0peuHa HemOCTATHRYHOCT KAaro BTOPHUEH
pesynTar Ha MHOIOGHHYPHS U B MHOTIO PelKH CTy9ad MOXKE Ja AOBele N0 (aTaleH M3XOH.
PHex®T OT pasBUTHETO HA MHONATHA € IOBHINEH INIPH HANHYMETO Ha BHCOKY HHMBA HA
nHxubnTopure Ha HMG-CoA pemykTasara B nnasMara.

Kakro u npu apyru BMG-CoA pejrykrasHH MHXMOHTOPH, PHCKBT 32 NPeJU3BHKBAHE Ha
MHuonaTHa/pabioMHuONH3a € N030-3aBHCHM 3a simvastatin,. B Gasara JaHHM OT KIMHHYHH
npoy4ranus, npu kouro 41,050 mamuenty ca Gwin nexysamm ¢sec ZOCOR, karto 24,747 (
npubnusutenHo 60% ) ca 61K ICKyBaHH B POXE/KEHHE MMOHE HA 4 TOIMHM, CIyHaHuTe Ha
Muonaraa ca 6w npuénumsutimsoe 0.02%, 0.08% u 0.53% ceoteTHo 3a 20, 40 u 80 mg
AHeBHa no3a. IIpH Tesw mpoyuBaHMs NanMeHTHTe ca OWiH BHMMATENHO HabGMOAABAHH M
" HAKOM B3aMMOMEHCTBAIIH CH JISKAPCTBEHH MPOXYKTH ca GHIIH HIKIIOUESHH.

Onpedensne na kpeamun Kunazama
Kpearun xunasata (CK) e Tpabpa na ce ompenens ciief TeXKH (PHIMIECKH HATOBAPBAHMA
HJIH NIPY HANMYHETO Ha APYTH BEPOATHH allTePHATUBHH NpHuMuM 3a noeuiuenve Ha CK, Toit
KaTo B Te3u CIyYau HHTEPIpPEeTalluaTa Ha YCTAaHOBEHHTE CTOMHOCTH e 3aTpyHHEHa. AKO
usxonHure crokiHoctd Ha CK ca curaudukanTHo 3asumenu (>5 X I'TH), onpepenanero Ha
CTOIHOCTHTe - ciensa Ja OBAe TIOBTOPEHO B PaMKMTe Ha 5 a0 7 OHH IO-KBCHO 3
HOTBBPKIACHHE Ha TIOJTyYSHHTe Pe3yNTaTH.

Hpedu nauanomo'na aguenuemo
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Bougky ManHeHTH, KOHTO 3anoysaT devenne ¢ INEGY kakTo M TesH, MpH KOMTO A03aTa Ha
INEGY ¢ Ouna ysenudena, cnensa Aa GbOaT YBeZOMEHH 32 CHINGCTBYBAIIMA PHCK OT
muonarus, HeobxoauMo e Jia UM ce passacui, ue ¢ HeoGxoauMo HezabaBHO Xa ¢roOmaBar 3a
BCAKa HescHa 0OIKa B MyCKyJIaTypaTa H H3gBaTa Ha c/iaboCT M OTHAIHAIOCT.

Ocofeno BHHMaHue TpaGBa na ce OOBpPHE Ha TAIMEHTHTE C NPSHAPAsTIONOKEHHE KEM
pabmomuonuza. C Uen Ja ce ycTaHOBH H3XoaHaTa cToiHOCT Ha CK 32 pedpepeHTHA OLISHKa, T4
TpaOBa ga 6BAe U3MEpeHa JIPeH HaYaJloTO Ha JICYEHRETO IPH CIICIHUTE CHTYaluH:

TTauuenTH B HANpeayana BL3pacT (Be3pact Hax 70 TOOUHM)

Br6peuno yepexaHe -
HekoATponHupaH XHIOTHPEOUAH3EM

Tpepxosxaaia HHENBYAyaiHa WK (aMIIHA aHAMHE32 32 MyCKYJIH# TpoSIeMu
Ipeaxosxpama anaMHeesa 3a MyCKyJiHa TOKCHUIHOCT UPH H3II0I3BAHETO Ha CTATHHH IIH
¢ubpars.

. 3noynoTpeda ¢ ajnKoxon

ITpu Te3u CUTYALMH, PUCKBT OT MPOBEKIAHE Ha JIeueHHe TPA0Ba ia Ce OLIeHABA BbB BPB3Ka C
BepoATHHTE ONArONPUATHH Pe3yNTaTH KaTo Ce NpEnophuBa KIMHUYHO MOHMTOpupane. B
cAayuaif, ye TIPY MAUMEHTa ca HAOMIONaBAHM NPOGNeMU ¢ MYCKYAWTE [PH MPeAXOKAIIG
npunarade Ha GuUOpAT WK CTATHH, TO JEYEHHETO ¢ IIPOAYKT, KOHTO ChABLPXKA CTATHH (TaKbB
e nexapersed mpoaykrsT INEGY) Tpabea ja ce sariouse C IOBHIIEHO BHMMAHHE, AXO
croitnocture Ha CK ca curaMdukanTHO moemuesn B Hadanoro (>5 X ITH), ve TpaGsa ma
ce 3arovBa JICIeHHE.

o gpeme na nevenuemo

Crotirocture Ha CK Tpabpa ma ce ompefendar B cayyai, ue NpH IallMeHTa Ce IOABAT
OIUIaKBaHMA OT 00JIKa B MyCKy/HTe, cnafocT MM KpaMIM no BpeMe Ha npueMa Ha INEGY.
Jleueruero TpabBa Ja ce IpEeKpard, ako Ce YCTAHOBM CHTHH(WKAHTHO TOBHIIEHHe Ha
croiinocture Ha CK (>5 X ITH) Ges a2 uMa Te:KKH (HH3MHECKH HaTOBapBaHus. B ciyd4aii, ue
OIUIAKBAHHATA OT CTPaHa HA MCYKYJIHTE ¢a TEXKH M TPEIU3BHKBAT JUCKOMGQOPT, TOPH H
croiinocrure Ha CK na ca <5 X ULN, nedenuero Tpabpa na Gwie mpexpareHo. Ako ce
TNOJI03Mpa N0 HIKAKBa IIPHYHHA MEONIATHS, ISUSHHETO TPAOBA /a ¢e TIPeKPATH.

IIpn u3vespaHe Ha CUMITOMATHKATa M HOpManusupase Ha croiiHocTHTe Ha CK, Mozke fa ce
3amoyHe 0THOBO Jneuenue ¢ INEGY wmu ¢ Apyr mpenapart, KolTo cbaspxa craTHH. CTapTHpa
¢e ¢ Hali-HUCKATA 0034 ¢ e MPoBekKIa CTPOro MOHHTOPHpPAHS,

JleuenreTo ¢ INEGY Tpaba ga Gbae cpAHO BPEMEHHO 34 HAKOJKO JHH MPeU IUIaHUpaHa
rOJIIMA ONIEPATHEHA HHTEPBEHLHA, KAKTO M B CIIy9anTe Ha MOCISHBALIMA rOJIeMU MEIHNIHCKH
HJIH XHPYPrHYHK HHTEPBEHITHH, ’

Meniy 20 nOHUJNCASAHE 1A DUCK] OWL U3A60 HA MUNamui npedusguxana om ezauvodeiicmsue

¢ Opyeu nexapcmeery npodyKmy (8¢ cvuo pasoen 4.5)

PucksT OT MHOMATHA W pabmoMuONH3a € CHTHH(pHKaHTHO moBumeH, xoraro INEGY ce
npunara 3aefHo ¢ Mowne wunxnOurops Ha CYP3A4 (mampumep as itraconazole,

MNMACTIOHIDKABAIA X034 (21 ¢/nueBno). Tora ce OTHACA U AC NPHIATaHETO
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Wi verapamil 3aeaH0 ¢ no-pucokuTe Ao3u Ha INEGY (Bx pasaenu 4.2 u 4.5), Habmonasa ce
TIeKO NOBHINeHHEe Ha PHCKa TIpH H3mon3eaHeTo Ha diltiazem saepno ¢ INEGY 10 mg/80 mg.

Ot nocoueHoTO cesipa, 4e e IPOTHBONOKA3Z2HO Npuioxenuero Ha INEGY saemmo ¢
unxuburopu Ha CYP3A4 kakeuro ca itraconazole, ketoconazole, HIV nporeasuute
uHxubuTOpH, erythromycin, clarithromycin, telithromycin u nefazodone (Bx paspenu 4.3 m
4.5). Hpunoxenuero Ha INEGY TpaGea na ce OTIOXKY 32 BpeMeTo HA TEPaNeBTHYHHA KYpC ©
itraconazole, ketoconazole, erythromycin, clarithromycin uan telithromycin, ako ce okaxe,
4e TOI He MOke Ja ce omionu. Hemo rnosede, BHUMAHHE ¢ HEOOXOAHMO CHINO TaKa, KOTaTo
INEGY ce xombumupa ¢ Hixou no-clabu unxuburopn Ha CYP3A4: ciclosporin, verapamil,
diltiazem (B pasmemu 4.2 m 4.5). Tpabea ma ce m3barsa IpHeMa Ha cOK OT rpeindpyr
enuospemerHo ¢ INEGY.

Hozara Ha INEGY He 1pabpa ma wanxeepns 10/10 mg JHEBHO MpH HalMEHTHTE, KOMTO
NolyyaBaT Karo CHOpPOBXKAAMA Tepamma  ciclosporin, danazol mnmm niacin B
JHNMJONOHIKAaBama Ao3a (> 1 g/day) . Tpabpa ja ce usbarea xomGunupanero na INEGY ¢
¢ubpary. ITonsara oT komOGuHupanero ma INEGY 10 mg/10 mg mmesHo ¢ ciclosporin,
danazol i niacin Tpabea BHUMATETHO fa CE OLICHH ¢ OLICA HA NOTSHIHATHUTE PHCKOBE OT
Te3u KoMOuHanmu, (Bx pasgenu 4.2 u 4.5.)

Ennospemennoto mpmmaraHe Ha INEGY B mosu mo-romemm ot 10/20 mg mumeemo c
amiodarone i verapamil Tps6Ba Ha ce H3BArBAT OCREH B CITydanTe, KOTaTO ¢ MpeToara,
9¢ KIHHHYHATA 110532 11e HANBHIUM MOBHINEHHAT PHCK oT MuonaTus (Bx pasnend 4.2 u 4.5).

He e npoyusana 6e30MacHOCTTa B e(heKTHBHOCTTA Ha ezetimibe, npmwioxkeH ¢ Gpubpary. Mma
NOBMINEGH PHCK OT MHOIATHA, TOrasa KOraTo simvastatin ce NpiHara eqHOBpeMeHHO ¢
¢ubparn (ocobeno gemfibrozil). [Topanu Tora, ensoEpeMenHOTO NpHIOKeHHe Ha INEGY u
¢ubparu Tpatea na ce u3bsarea (Bx Touxy 4.4 u 4.5).

Yeprodpobnu enzumn )

Hpe xoHTpoAHpaHH NpOYYBAHHA 32 KOMOMHMDAHa Tepanus NpH NalHEHTH, KOHTO ca
noTyuaBanu ezetimibe ¢we simvastatin, e Guno HabAloAaBaHO IMOCIEABALIG OBHIIABAHE HA
cToiHocTHTE Ha TpaHcamunasute (=3 X I'TH) (Bx pasnen 4.8).

IIpenopsasa ce Aa ¢& HIRBPIUAT YEPHOAPOOHUTE (YHKIHMOHATHH TECTOBE NPENH IEYEHUETO C
INEGY, a cnex ToBa, KOTaro ce Hajlara oT KIMHINYHHA X0/, [Ipy nauneHT e ¢ TUTPHPaHe HA
xosara xo 10/80-mg, e mHeoOXomuMo fJa ce M3BBPIIAT HONBJIHMISNMM TECTOBE IIpEMH
TUTPHpaHeTo, 3 Mecela ciefl THTpUpaneTo no 10/80-mg M ciex ToBa mepHomHYHO (Hamp. Ha
6 Mecena) npes NBpBaTa FOANHA Ha JiedeHue. Crienuanyo BHHMaHHe TpaOBa fia ce o6phiia Ha
NalHCHTHTE ¢ MOBHMINEHM TpaHcaMuHasu. [Ipu TiX TecToBeTe cnenBa HesabaBHO JAa ce
HOBTOPAT W CISA TOBAa Ja C€ [POBEXIAAT No-4ecto, B cmywadl, 4e cTOMHOCTHTE Ha
TPaHCaMHHA3HTE NPOrPECHBHO HapacTBar, ocofeHo, ako MOCTHrHAT cToiiHocty mo 3 X ITH
M OCTAHAT HA Te3H HUBA, JISHEHHETO C NIEKAPCTBEH MPOIYKTA ClICARa Ja 6he NpeKpaTeHo.

INEGY TpaCBa Ja ce H3mosi3Ba ¢ BHHUMAHME TIPM DAIMEHTHTE, KOHTO 3J0ymoTpebsBar ¢
AIKOXOIL,

Yepnodpobna nedocmampynocm
HoxonkoTo He ca u3BeCTHH eheKTUTE OT NMPOABLKHTEIHA eKCIO3UIMA KEM ezetimibe I
TIALMEHTH ¢ YMEPEHA MM TEXKa [0 CTENeH YepHOApobHa HEeJOCTATBYHOCT, JICUCH
INEGY npu Takusa NaupesTH He ce npernopsusa (B pasgen 5.2).

Pubpamu
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BesomacHocTTa M e(HKACHOCTTa OT KoMOWHMpawero Ha ezetimibe ¢ ¢ubpatu me ca
TOTREPACHM; TI0 Ta3| MPUYKHA HE C& IPENophyBa SAHOBPEMEHOTO npunoxenue Ha INEGY
u pubparst (BK pasaen 4.5).

CiclosporinHeofxoaUMO € BHEMATeNHO Ja C& HOAXOXa, KOraro ce 3amovsa JICHCHHS C
INEGY, xorato c¢e mposexnaa meuemme ¢ ciclosporin. Komnentpanuara Ha ciclosporin
TpabBa 1a ce KOHTPONHpa YIPH HALMEeNTH NpHemamy ennoBpemenHo INEGY u ciclosporin.
(px paspen 4.5).

Warfarin

Axo INEGY ce mpmbaBum xeM warfarin WM JApyr KyMapuHOB 4HTHKOAryJIaHT,
HHTePHALEOHAIHOTO HopManusupaso orHomeHHe (INR) Tpsabsa na 6bie KOHTPOIHPAHO MO
nomxonAI HaukH (B pasgen 4.5)

ITomotunu seutecmen .
[lanyeHTHTe ¢ PEAKHTE HACIEeICTBEHH NPoOAeMH “rajlakTossa HemoHocuMoct  Lapp
naxTaseH geMUMT Wik Manabcopbuua Ha IIOKO3a-rallakTo3a He Tpa0Ba na ce JeKyBaT ¢
TO3M JIEKAPCTBEH IIPOLYKT.

4.5 JlexkapcTBeHN H APYTA B3aaMoJeiicTBHS

KiHpuHY H3IHTEAHES ¢a IPOBeXAaH CaMo MPH BB3pacTHH.

D apMAKOOUHAMUYHY 83aUMODeHCmaNS

Baaumodeiicmeus ¢ SURUOONONUNICABA4Y REXADCMEA, KOUMO Modxce 0a npeoussuxam
MUONGMUSA, KO2AMO CE RPUIA2am CaMOCmOAmMento -

PHCKBT OT MMONATHH, BKTIOUMTENHO pabIoMHONMza, € TOBHUIEH NpH CBHBMECTHOTO
npHNoXKeRne Ha simvastatin ¢ ¢ubpaTn ¥ niacin (HUKOTHHOBA kucenuna) (=1 g/oHERHO).
Oceen ToBa MMa (hapMakOKMHETHYHO B3amMojeHcTBHe Ha simvastatin ¢ gemfibrozil, koeto
TpeM3BUKBA MOBHIIABAHE HA INIA3MEHATa KOHIGHTpAIMA Ha simvastatin (X Mo Hagoxy
DarMaKoKuHemutHy 63GUMO0CTICMEUsL).

@pbpature MOXE 2 YBENMYAT CKCKDENMATA HA XONECTepolia B JKIBHHMA COK, KOSTO
npuuMHABa XoNenutHasa. IIpH NpeAKMMHMYHY NPOYYBAHHA C KydeTa © YCTaHOBCHO, '¢
ezetimibe yBenMuaBa XonecTepona B MeXypHATa #Uibuka (B paspen 35.3). Hezapucumo, 4e
AUPeKTHOTO NpeHACsAHe HA Te3H NPeKIMHUYHY J@HHH B XYMaHHATa MEAMLMHA H eexThT
He e U3BECTEH, ¢HOBPeMenHOTO npwiokeHue Ha INEGY ¢ ¢pubparu He ce Iperioppusa noxe
JIOKATO Ta3M cXeMa Ha JiedeHne He Gn/e IpoyyeHa NpH NanueHTH (Bx pasaen 4.4).

DapmakoxuHemuity exaumadeticmeans

B mabnuyama no-0oay ca ofobujenu npenoporume 3a npednucgane na gzaumooeticmeauil
ot arermi (nO-HAMQMbWIRY Oemaiiny cq npedcmaseny 8 mexemd; 6dc ouje u mouky 4.2, 4.3

u 4.4).
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JlekapcTeens B3aHMOeHCTBAA CBBP3aKH ¢ MOBHIIECH
PHCK OT MEOHATHS/ paGaoMRoaA3a

BzarMoaeiicrBamm CB arenTa IlpenopsxaTe 32 NpeAnACBaRe

Mownu CYP3A44 unxubumopu: IIporusonoxasanu ¢ INEGY

Itraconazole ~ -

Ketoconazole

Erythromycin

Clarithromycin

Telithromycin

HIV protease inhibitors

Nefazodone

Fibrates* He ce npenopsusa ¢ INEGY

Ciclosporin Ha ue ce naaxsrpia 10 /10 mg

Danazole INEGY nueeHo

Niacin (> 1 g nHeBHO)

Amiodarone Ha ne ce Hanxeepia 10 /20 mg

Verapamil INEGY znHeBHO

Diltiazem . ‘ Ha ue ce panxespng 10 /40 mg
INEGY nnesno

Cox ot rpengpyT Ha ce u3barea cok OT rpendpyT npu
npuema Ha NEGY

Eqﬂexmu Ha Opyau nexapemeer npodyxmu evpxy INEGY
Ezetimibe

Aumuayudu: EOHOBpEeMEHHOTO NPHIOKCHHE HA AHTHAUMAH HaMalsBa CKOPOCTTA Ha
abcopBius Ha ezetimibe, Ho HAMa edekT BBPXY GHOHanMgHOCTTa Ha ezetimibe. Hamanenarta
cKopocT Ha abcopGupase He ce cYMTa 22 eIeKT ¢ KIHHUYIHA 3HAYMMOCT.

Cholestyramine: eaHOBPeMSHHOTO TipunoxcHme Ha cholestyramine mamanssa cpemmara
riony mof kpueata (IINIK [AUC]) Ha o6mus ezetimibe (ezetimibe + ezetimibe rimoxoporm)
Ao npubnmsuTeaHo 55%. IponecsT Ha HapcTBade Ha cHIkeHueTo Ha LDL-C B pesynrar Ha
AoGapswero Ha INEGY KeM XonecTHpaMMHa Moxce na Gbae HAMANEHO HOpaid TOBA
B3auMozeiicTeme (BK pazmen 4.2).

Ciclosporin: TIpu npoyusane ¢ 8 naupenTa cnen 656peuna TPaHCIUIAHTAIINS ¢ KPEATHHMHOB
KIMPEAC oT >50 ml/min npwu crabunHa go3a Ha ciclosporin, egna mo3a or 10-mg ezetimibe
nosene Ao 3.4-xpatHo (ofxBat oT 2.3- no 7.9-kpartHo) yBenwmueHue Ha cpepmara IIIK 3a
obmux ezetimibe B cpaBHeHWe ¢ IpylaTa Ha 37paBHTE KOHTPONH, MOIYYaBANH CaMoO
ezetimibe, or Apyro mpoyusane (n=17).' B mpyro npoyusaHe, Npu mammeHT ¢ GEOpedHa
TPaHCIUTAHTANHMA H TeXKa CTeleH Ha Op0peuHa HepocTaTBYHOCT, KOHTO Gelle Ha ASUSHHE C
ciclosporin ¥ MHOXeCTBO IpYTH JEKAPCTBEHH TPOAYKTH, Selme NeMOHCTPHpaHa 12-KpaTHo
TIO-JBJITA eKCHO3MINA KbM o0musA ezetimibe B cpaBHeHHe ¢ mapanenHo NpOCHENABAHMTE
KOHTPOIIY, IOyYaBany camo ezetimibeB enno ABYNepHONHHHO KPFCTOCAHO M3NHTBAHE IIPH
12 3ppasu poGposoinuy, npurokesuero Ha 20 mg OHeBHO ezetimibe B mponeikenne Ha 8
IHU ¢ e[HOKpaTHa Ao3a oT 100 mg ciclosporin Ha ceaMus IeH, e AOBENO A0 HE3HAY 1(1}@“ )
15% YBEAYeHHC Ha AUC 3a ciclosporin (rpammna or 10% namangBane o(\\%‘j“
ynennqanaﬂe), 'B* CpaBHeHMe ¢ e[HOKpatHa mosa or 100 mg ciclosporin g O O
camoc’fbﬁ*twno Komponupaﬂo U3MHUTBaHE BEPXY e(eKTa OT eAHOBPEMEHHOTO J{pH

Ha ezétimibe su cwlosporm IpH NaupeHTH ¢ OsOpedHa TpaHCIUIAHTAIMA H;

e




1 {
~

B. e,uHo cbapMakox{HHemtmo NpOYyYBaHe, eJHOBPEMEHHOTO IPIIOKEHHUC*

VYT-EE/BG-20063547

ciclosporin He e Omno mpopexnano. Tpabea na ce o0BpHe BHHMaHHWe, KOraTo C€ 3alousa
INEGY npu ycnoeue Ha nedenue c ciclosporin. KoHnenrpaimusara Ha ciclosporin Tpafsa aa
Onlie KOHTpOMUpaHa npu nauueHTy npaeMamy INEGY u ciclosporin ( Bax pasaen 4.4)

Qubpamu; TlpunoxeHueTo Ha GeHopuOpar WiH rempUOPO3HT eZHOBpeMEHHO C- ezetimibe
yBenuyapa 0GWIATa KOHIEHTpaLua Ha ezetimibe choTBerHO npuOmMsuTenno 1.5-u 1.7 meTy.
Boipexy ué TE3W YBETHYEHHS HAa KOHLEHTPAIlMATA He Ce CMATAT 3a KIMHUYHO 3HAYMMMY,
npunoxenneto Ha INEGY 3aemso ¢ ¢mubpatn He ce mpenoppyBa NOHe XOKAaTO He OBie
npoydeHa ynorpedara HaTasH KoMOMHAIMA TIPH NalMeHTH (Bik paszen 4.4).

Simvastatin

Simvastatin e cyGcTpar Ha muroxpoM P450 3A4, Moaure HHXubHTOpE Ha LuroxpoM P450
3A4 yBemMMaBaT PHCKA OT PasBHUTHE Ha MHONATHA M paGHOMuéJmsa Ypes .yBellHUABAHE HA
xouuentapuusta Ha HMG-CoA penyxrazHaTa HHXMOHTOpHA aKTHBHOCT B IUlasMaTa Iio
BpeMe Ha JISYEHHEeTO ChC simvastatin, Taxupa mHxuGHTOpH ca itraconazole, ketoconazole,
erythromyein, clarithromycin, telithromycin, HIV-npoteasuute unxuburopu 1 nefazodone.
EauoBpeMeHHOTO mNpHiaraHe Ha itraconazole Bomu po Hap 10-kpaTHO yBeNHYEHHME Ha
EKCIIOSHITUATA KBbM “CHMBACTATHHOBA” KHCeNHHA (AKTHBHULT MeTabONHT — KHCeNHHeH OeTa-
xuapokcun). Telithromycin mpeguspuksa 11 KpaTHO YBEAMYCHHE HA  EKCHO3MIMATA KBM
“CHMBacTATHHOBA™ KHCEJIHMHA.

3atoBa komOumHHpaHeTo c itraconazole, ketoconazole, HIV-nporeasau WHXHOHTOpH,
erythromyein, clarithromycin, telithromyecin u nefazodone e npotusonoxasano. B cmysaute,
Koraro JedveHHeTo ¢ ifraconazole, ketoconazole, erythromycin, clarithromycin mm
telithromycin He Moxxe Ha ce uzberne, npunoxenuero Ha INEGY Tpabsa na ce npekpaTH Ho
BpeMe Ha TepaneBTIdHus Kype. Tpadpa fa ce NOAX0KAA BHEMATENIHO H IIPH KOMOHHHMpaHETO
Ha INEGY ¢ apyru, no-cnabu uaxuburopy na CYP3A4 : ciclosporin, verapamil, diltiazem
(Bx pasnenn 4.2 u 4.4).

Ciclosporin: PUCKBT OT MMONaTHs/pabnomMmosiusa ce IMOBHIABa TpPH €JHOBPEMEHHOTO
npmioxkenue Ha ciclosporine, ocobeHo, xorato ce M3MOI3BaT MO-BHCOKH.j03H INEGY (B
paznenu 4.2 u 4.4). Io Ta3u npuyuna nosara a INEGY He Tpabsa ma Hamxphpia 10/10 mg
NIHeBHO DIpH NALHMEHTH, KOHTO MOJy4aBaT CAHOBpeMeHHO u ciclosporine. Bbopeku de
MeXaHH3MET He ¢ HAIBJIHO ACeH ciclosporine e mokasan, ve ysenudasa ITTIK Ha HMG-CoA
penykTaza MHXUOUTOPH. Yaenuvasaneto Ha [INIK 3a “cumBacTaTinOBa” KUCEAMHA BEPOATHO
YacTHYHO ¢e IBDKH Ha uHxuOHpaHeTo Ha CYP3 A4,

Danazol
PuckeT ot MHONaTHA ¥ paGaoMuoNN3a ce yBeluyasa NpH ¢AHOBPEMEHHOTO NPHIOKEHHE Ha
danazol ¢ pucoku nozu INEGY (B pasnen 4.2 u 4.4)

Gemfibrozil: Gemfibrozil ysennuaBa 1,9 meru IIIIK #a “cHMBacTaTHHOBaTa” KHCE/MHA,
KOETO BGPOﬂTHO Ce JBJIKHA Ha HHXI/ISHPHHCTO Ha IIBTA HA FJIIOKOpOHPIpaHe.

Amiodarone w verapamil: PucksT oT MuponarMa M pabRKOMHONM3A € YBENMYEH NpH
CEITBTCTBALNA Tepanus ¢ amiodarone M verapamil ¥ IO-BHCOKH 03M Ha simvastatin (Bx
pasznen 4.4). B nposexpamo ce B MOMeHTa KIIHHUYHO IIpoydpaHe, MuonarTus ¢ HabniofapaHa
npy 6% OT NALEEHTHTE, KOUTO Ca N0y HaBaii simvastatin 80 mg 1 amiodarone,

I

AHaJIHB Ha’ npoxaemaﬂm'e [0 MOMEHTA NIPOYYBaHMA YCTAHOBSBA NpUOIN3
Ha Mnorla'mn, KOFaTo ce MpOoBexKa JleueHHe cbe simvastatin 40 mg un
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verapamil e npeauseukano 2.3 KpaTHO yBeIHICHHE HA KCTIO3HLIUATA KBM “CHMBAacTATHHOBA”
KHCEIMHA, KOSTO BEpOATHO Ceé ABDKH 4acTHYHO Ha mHxuOHpaneto Ha CYP3A4. Ilo Tasu
npuyrHa Jozata Ha INEGY He Tpabea na mHagpumapa 10/20 mg IHeBHO IpH IAUHEHTH,
KOHMTO IO/My4aBaT CBHIPOBOXKIANa Tepanus ¢ amiodarone mim verapamil, oceen ako ce
npeAnonara, ue ONArONpHUATHHUTe KIMHWYHM pesynTaTd OHxa HaAXBBLPIIJIH pHCKa OT
MHOTIaTHA H palIoMHONH3a. ‘

Diltiazem: Auamiz Ha CHIECTBYBAIIWMTE KIMHMTHM NPOyYBAHMA TOKa3Ba 1 % wecrora Ha
MHONIATHS IpH THAaUHEHTH, KOHMTO Ionydasar simvastatin 80 mg wm diltiazem. PucksT oT
MHOTIATHA TpH TIAUeHTHTe Ha JIeUeHHe ChC simvastatin 40 mg He e OHNI mOBHIIEH OT
cenkTCTBamoTo neuenme ¢ diltiazem (Bx pasmen4.4). B emwo ¢apMakoKHHETHYHO
Ipoy4BaHe eZHOBpEeMEeHHOTO npunoxeHue Ha diltiazem cwc simvastatin € moremo mo
2.7-KpaTHO NOBHIIEHHE Ha SKCHO3HIMATA KbM “CHMBACTaTHHOBA” KHCENHHA. TORA BEPOATHO
ce XBKM Ha HHxubUpaneTo Ha CYP3A4. 3atoBa noszara Ha INEGY He Tpa0sa Aa Hagxsbpau
10/40 mg AuepHo NpM MAMHEHTHTE, KOHTO IONyYaBaT CENETCTBama Teparmud ¢ diltiazem,
OCBEH C/yJauTe, KOTATO NpeArolaracMara KIHHHAYHA I10713a € BEPOATHO Ja NpEeBMIIaBa
YBENTHYCHHUA PHICK 32 Pa3BHTHE Ha MUOIATHA U pabroMuonusa.

Cox ~om zpeiungpym: CokeT or rpelindpyr uHuxuGupa Toxpom P450 3A4.
EnHoBpeMEHUAT IIpHEM Ha ToJIieMM KosldecTBa (Haj 1 NUTHp JHEBHO) Ha COK OT rpeindpyt
M simvastatin BogH 0 7-KpaTHO IMOBHUINEHHe HA EKCTIO3UIMATA KBM “‘CHMBacTaTHHOBA™
kucenuHa. IlpuemMsT Ha 240 ml cox OT rpeifdpyT CYTpHHTA W HpHEMET Ha simvastatin
BEUEpTa CHINO ca NpeausBHKATK 1.9-xkpaTHo yBenuuenve. Tpa6pa ma ce u304rBa npuem Ha
cok oT rpeiinpyT 1o Bpeme Ha JeucHue ¢ INEGY.

Edgrexmu ua INEGY evpxy papmaxoxunemuxama Ha Opyau Rexapcmeenu cpedcmea
Ezetimibe .

B mpenxnmunmvan npoyuranus e Guno ycTaHOBeHO, ue ezetimibe He MHIWYLIHpAa €H3MMHTE
muroxpom P450, xowro merabonusupar nexapcTBeH npoaykrture. He ca HabmomaBaud
KIMHHYHO 3HAYMMH (QapMaKOKHHETHYHH B3auMozeiicTBHA MexIy ezetimibe  nexapctBeH
HPOAYKTHTE, 3a KOHTO ¢€ 3Hae, 4¢ ce Merabommsmpar uuroxpomure P450 1A2, 2D6, 2C8,
2C9 u 3A4 wmi N-aueruntpancdepasara.

Warfarini B enHo W3muTBaHe IpH JBaHAZlECeT 31PABH BE3PACTHH MEKe, eMHOBPEMEHHOTO
npunoxeHde Ha ezetimibe (10mg BeaH®K AHEBHO) HEe © MMAIO 3HAYHUTENCH e(EKT BBPXY
bronomHOCTTA Ha warfarin H ipotpoMGurOBOTO BpeMe. Cren myckare Ha nasapa obave ca
AOKNIAABAaHH CJIy4ad Ha MOBHINGHO HHTCPHALMOHANHO HOPMamH3HpaHO oTHolleHwe (INR)
NP} NalMeHTH, NpK KoKTo ezetimibe ¢ mobaseH keM warfarin. Axo INEGY ce npu6apu keM
warfarin wnm Apyr xymapuHoB aHTHKOarynant, INR TtpaGea ma Gbae KOHTPONIHpaHO IO
TIOAXOMANL HauuH (BiK pasaen 4.4)

Simvastatin

Simvastatin mama MEXMGupamo BE3AelicTBHe BEPXY cytochrome P450 3A4. 3artoma me ce
04aKBa simvastatin 4a noiuse BEPXY IUIA3MEHHTE KOHIEHTPALNM HA BEIIECTBATA, KOUTO ¢e
MeTabonH3upaT nocpeAcTBoM cytochrome P450 3A4.

Opannu gumuroazynanmyu: B qpe KIMHAYHH H3NUTBAHY, eHOTO NIPH 3APaBH JOGPOBOJILH 1
ApYroTo NpH NAUWEHTH ¢ XHIIepXoJecTepoiieMMd, TpPUAOKEHHeTo Ha simvastatin 20-
40 mg/naeBHO. ‘e IMOTCHIMPANI0O B YMepeHa cCrefeH edexra Ha KYMapHHQ
AHTHKOArYPIaHTH: NMPOTPOMOMHOBOTO BpeMe OLEHEHO IIOCPSACTBOM HHTEpHALIH:
HOpMasH3HpaHo oTHowerue (INR), € HapacTHanO cnpAMO M3XOAHOTO OT 1.7 ;[o}
Z0 3.4 cBOTBETHO B rpynata Ha ZOGPOBOJIMTE M IPYNara Ha MAlHEHTHTE. B
-cIyyau ca 6w JoKTafBaHu NopHIenn croiroct ya INR. IMpu nanpenTH, Ko

e
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KyMapHHORM aHTHKOAryNAaHTH, IPOTPOMOMHOBOTO BpeMe TpsbBa Ja ce ONpelens Npeau Ha
ce zamoume npuemanere Ha INEGY H mocTarbuHO 4ecTo cjlei TOBA B HAYAJOTO Ha
NIeYEHHETO, 32 1a € CUTYPHO, Y€ HAMA CHrEH(UKaHTHY POMEHH B TPOTPOMOMHOBOTO BpeME.
Crien crafwiusupare Ha NPOTOPMOMHOBOTO BpeMe, HHTepBajMTe 3a NpOCie[fBaHe Ha
nporpoMOHHOBOTO BpeMe Morar na Omnar oOuyajiHuTe KOMTO ce NpPEeNOpBYBAT TpPH
auMeHTH Ha JiedeHHMe ¢ KyMapHHOBH aHTHkoaryiantd. Celiata Ipoleaypa ce NOoBTapsa B
ciaydait, ge mozata Ha INEGY ce mpomedn wiH nedenuero ObHe npexpateHo. JleueHueTo
chbe simvastatin He ce acoIMMpa ¢ KbPBeHS WIH NPOMEHH B NPOTPOMOMHOBOTO BpeMe NpH
NAUASHTHTE, KOUTO HEC B3MMAT aHTHKOAlYIaHTH.

46  DBpemMennocT H KbpMeHe

Bpemenocm:
AtepocknepozaTa € XpOHMYHO MPOTHYAIL Mporec. BpeMeHHOTO YpPEeKhCBaHE HA

JHIMIONOHMKARAINATA Tepanyusa Mo Bpeme Ha OpeMeHHOCTTa OH HMaio HESHATHTSTHO
BB3feiicTBHE BBPXY IBATOCPOYHHS PHCK, AacONMMpPaH ¢ HAMWYMETO HA MBPBAYHA
XHUNEePXONeCTePOISMHA.

INEGY :

INEGY e npOTHBOIIOKa3aH 32 NPHIIOKEHHE 110 BpeMe Ha OpemeHocT. Hama kIMHUYHY AaHHU
oTHOCcHO ymoTpeGara Ha INEGY mo Bpeme Ha Hpemennoct. IIpoyuBaHHATa IPH JXUBOTHH €
KoMOUBMpaHa Tepaldsi ca II0KazaldH TOKCHYHO BE3ACHCTBHE BBPXY PeNpOAYKTHBHATA
¢yuxuua. (Bx pazgen 5.3.)

Simvastatin

BesomacHocTra Ha simvastatin npu GpeMeHHM keHM He € mokasaHa. Hsma KOHTpoIHpaHH
IHHHYHM TpOyuBaHud Ccbe simvastatin mpu GpemeHHM sxeHH. Pepxu ca omosecTenure
Cly4au Ha BPOJECHM aHOMANHU CJefl KaTO 3apOJMUIBT € OuA M3JIOKeH Ha MHTpayTepHHHA
excrosunma kM HMG-CoA pemykrasHm HHXHOHTOpH, DBBIlpekn ToBa B aHaM3 Ha
npubauzuTenHo 200 MPOCHEKTHRHO MPOCIEASHH OpeMEeHHM JKECHH ¢ eKCTIOSUILINSA [0 BpeMe Ha
IBPBUA TPHMECTBP KBM simvastatin wmi gpyr 6musek no mExuburopure Ha HMG-CoA
penyKTa3aTa AeKapCTBEH IPOIYKT, € OHII0 YCTAHOBEH, Y€ MeCTOTATA HA BPONCHUTS aHoMaiy
& cpaBHMMa ¢ Ta3M cpel oGmara nomydauus. Tosu Gpoit Ha HabmoAaBaty GPeMEHHH KEHH €
61 [OCTAThUEH, 3a Jla Ce¢ NOJYYaT CTATHCTHYCCKM 3HAYHMM NAHHH 34 M3KII0YBAHE HA =
2.5-KpaTHO YBEJIHUECHH® Ha YeCTOTATA BPOJEHMTe aHOManuH cipamo OasucHara 3a ofmara
NOIy Al

Hezarmcumo, 49e HAMA [OKas3aTelCcTBAa, 4€ YecTOTaTa Ha BPOACHHTE AHOMAaNUM Cpej
HOBOPOJICHMTE OT MaiiKi, KOHTO Ce JIEKYBAT ¢hC simvastatin HAH APYT JeKapeTBEH MPOAYKT
Gnusek o wExuoHTOpHTe Ha HMG-CoA pemyxrazara ce pasnHvaBa OT HaOmionasaHata B
ofmaTa TOMyNalysd, ¢ YCTAHOBEHO, 4e JICUSHHETO Ha MalikuTe Che simvastatin moxe fa
HAMai HWBOTO HA MEBaJOHAT BBB {peTyca, KOHIO € INpeKypcop Ha XOJIecTeposioBaTa
GuocmuTesa. 3atosa INEGY He Tpsabba fa ce HM3MON3BA NPH JKEHH, KOWTO ca OpeMeHHH,
OIHTBAT ceé Ja 3abpeMeHesT WIH ChC CHMHEHHe 3a akryansa OpemeHnocT. Jleuenuero ¢
INEGY Tpafea fa ce Mpexpard o BpeMe Ha GpeMEeHHOCTTa WM NIOHE IOKATO Ce YCTAHOBH,
e JeHaTa He e OpeMeHRa. (B pasnen 4.3.)

Ezetimibe
He -chimecTBysaT KIMHMYHM [AHHY OTHOCHO ymoTpebara Ha ezeti
OpeMeHHOCT.

Kupuene.
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INEGY e nporHBOonOKa3aH 3a NPHIOXKEHHE 10 BpeMe Ha kbpmeHe. IIpoyupanms ¢ ILTEXO0BE ca
ToKasaiy, ue ezetimibe ce H3nbUBa B kbpMaTa. He e H3BeCcTHO JAM aKTHBHHTE KOMIOHEHTH
Ha INEGY npeMuHaBat B KbpMara Ipu xopa. (B pasgen 4.3.)

47.  EdexTH BLpXy cmocobmoCTRTE 32 mopnpane n padora ¢ MAITHEA

He ca mpoBexpanyl npoyuBaHMA 32 yCTaHOBABaHe Ha e(eKTHTe BBPXY CIIOCOGHOCTHTE 3a
modupade ¥ pabora ¢ MamuHU. He3asucHMO OT TOBa B ciydaii, 9e Tpabea ga ce modupa
W A ce paboTH ¢ MamMHM ¢ HeoGXOmUMO Aa ce uMa TpPeIBuZ, Ye cpel, HeXeJIaHWTe
JIeKapCTREHHE PeaKIHH € ChOOIIABaHO K 32 3aMAgHOCT,

4.8 He:xenann iekapcTBeHH peaKHAH

TIpunoxenuero na INEGY (Mnu eqHOBpeMeHHOTO IIPHIOKEHHE Ha ekBHBajeHTHA Ha INEGY
nosu ezetimibe u simvastatin) e 610 OLEHABAHO 33 yCTAHOBABaHE HA Ge30MacHOCTTA IIPU
Haz 3800 nauvenTy B KIHHUYHY H3THTBAHMA.

YecToTaTa HA HEXKENAHWTE JICKAPCTBEHM PEeaKIlHK € rpagupaHa KakTo CAeHpa: MHOTO YECTH
(= 1/10), uwectn (=1/100, <1/10), He uectn (=1/1000, <1/100), peaxu (= 1/10,000,
< 1/1000), maore peaxd (< 1/10,000) sriiouuTenHo H30Mupatn cro0mems.

INEGY

Hpobremu ¢ nepsrama cucmena:
YeerH: rnagobonue

Tacmpounmecmunannu Hapynienun:
Yectu: QuaTyneHusa

Crepemna MycKyramypa, CoeOURHMEIRA NbKAH H KOCHE:
Yecra: MUaNTHA

Jabopamopnu pezynimamu

lpu upoyusanus 3a MapaiesHO TPMWIOKEHHe, YEcTOTaTa Ha INOBUILEHHETO CEpYMHHTE
TpaHCaMHH3H ¢ KiupuuHa 3HaupMoct (ALT wmmm AST 23X ITH, cnOTHETHO) €
Habmogasano mpu  1.7%or nanwenture nexysanm ¢ INEGY. Tesn nosumenus Ha
€H3UMHHTE HHMBa ca OWIH Haii-00mo Ge3CHMOTOMHE, He ca GYUIH ACONMMPaHH XOJNecTasa H
obpaTHMH ¢ BpEIlaHe KbM GasyCHETe CTORHOCTH ClIe MPeKpPaTABAHE HA NEUSHHETO KAKTO H
NpH IPoABILKABAHE Ha-TIeUCHHETO. (BK pasjen 4.4.)

Ko 3Hawamu moummmenss Ha CK (210 X ITH) ca wmabmiopapanu npu 0.2%ot1
TalMeHTHTE NPoBekaand AeycHne ¢ INEGY.

Onum cneod nyckane na nazapa: .
Hexenarare JeKapcTBeHH peakiyu noknansann 3a INEGY ca B CHOTBETCTBHE ¢ TipeJH TOBA
JOKJIagBaHHUTE 32 ezetimibe w/mIH simvastatin.

Honvanumenna  ungopmayus  3a  omOeAHUmME — KOMNOHEHMU:  OCeeH HEJCERARUNC
Rexapemeenu peaxyuu usbpoenu no-zope 3a xoMmGunupanus npodykm, apyy*'ﬁ?ggic&}ibﬂl.
Dpeaxyuy HAGRIOOAsany npeou Moea npu KIUHUYHU BPOYYSAHUA Wil nocn@fz’aﬁ‘r‘é‘ g{ff:a':b
HAOMIOOEN U, ¢ Yhompebama na eona om CbCMAGKUIME HA NeKAPCIMBEHUS NP o Jg‘?r{ Oeﬁ’i};‘_

ce NPOAEAM Kamo ROMENYUATHI HeNCenany NeKAPCMBEeHY peakyiu Ha npenapai ,5%5

S

Ezetimibe

oe

oe
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Hapywenua na Kpb60meoprama u TUMGHA cucmema:
MHOro paaKo: TpOMOOLHTOTIEHHS

Facmpounmecmunannu napyuienun:
YecTH: KopeMHa OoNka, AMapUs
Penxu: ranene

Mgzoro pefikH: NaHKpeaTHT

Xenamo-0unuapru RApywieRn:
Pemxu: xenmaTut
MHOYO peQKu: XONeIUTHA3d, XOMSUHMCTHT

IIpoGnemu c Kodcama 1 HOOKONCHUME HILKARN
Penxp: peakilui Ha CBPBX MYBCTBHTENHOCT, BIJTIOYUTENHO OOGPHBH, YPTHKApHs H MHOIO
PAIOKO aHTHOESHESM

Hpobdnemu cve cKeneMuama MyCKYIUmypa i CoeOURUMEIRAMa MoKan:
Panko: aprpanrus
MHoro peaku: Muonatus/pabnoMuonusa (B pasaen 4.4)

Obwu cumMnmoMy u RAYuN 1A Hpulazane:
Yecrn: ymopa

Hadopamopru cmoiinocmi
Pejiky: IOBHIIEHY TpaHcaMuHa3W, mosuiena CK

B xmunngsn msmareapmsg, CPK > 10 X ropwara rpanmua Ha Hopmata (ULN) e Guna-
moKnaiBasa mpu 4 ot 1674 (0.2%) naupeHTH noTydaBamy camo ezetimibe,.1 ot 786 (0.1%)
faupenTd nomyuapamd miane6o, 1 or 917 (0.1%) manuenTH MOSy4aBaid ¢JHOBPEMEHHO
ezetimibe u cTatuy, 1 4 ot 929 (0.4%) nonydapam camo ctatui. HAMano e H HapacTBaHe Ha
CJLyYamTe ¢ MHOTATHA 1 pabAOMHONIH3a, CBBP3aHH C NPIIaraneTo Ha ezetimibe, B cpaBHeHHe
¢hC CHOTBETHATA KOHTPONIHA IPyHa (camo Iuraue6o WM cTaTuH) (Bx pasyen 4.4)

Simvastatin:
CMymeHIa Ha KpBeHAma u Tumrama cucmemu;
Pepxu: anemua

CMpuieRuA HA HEPEHAMA CHCIEMA:
Penxu: 3aMasHOCT, IapecTe3ys,, NepudepHa HeBpONaTH

T'acmpounmecmun i CMyenua:
Pemxn: xoHCTUNALMA, KOpeMHa 6onKa, JUCHEncys, AHapus, FaicHe, NOBPhLIaHe, MaHKPeaTuT

Xenamo-ounuapuu CMyweHA:
Pepki: xenatTuT/KBITEHHIA

IIpobnentn c Koxcama u HOOKONCHUIME HIGKARW
Pk '00pus, chpOesx, anoners

Hpodnemn coc trenemuanma MyCKyAAYPE U CoeOURUMETHAMA nrbKan:
LF e,y P -
Perikii: Muonatus, pa6romuonuza (B pasaen 4.4), MyCKy/IHE KpaMIM

O6uqu Hapywenua U MaAKuea c6LP3aHH ¢ MACHIOMO HA HpUnazane:
Pemxu: acrenus
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Pagko e Oun HaOmroZaBaH CHHAPOM Ha CBPBXYYBCTBHTENHOCT, KONHTO BIUIOUBA CIERHHTE
XapaKTePHCTHKH: aHTHOEAeM, JIyImyc-IofAo0eH CHHAPOM, PpEeBMATHYHA IOJHMHANTHA,
JOepPMaTOMHO3HT, BACKYIIHT, TpoMGouTONeH s, eosuHodunua, yeenuuenne Ha CYE, aprpur
W apTpajrys, YPTHKapHs, peakuns Ha (JOTOYYBCTBMTICIHOCT, IMMpekcHs, (nam, NUCIHes H
HEPa3oNIoKEHHE.

Jlabopamopru cmoiinocniu
Penxu: moemmasase Ha ITTII (rama-rmyTaMui-TpaHCHeNTHAasa), BHCOKa aKallHa
(ocarasa.

4.9 ITIpegosnpane

INEGY

CUMOTOMAaTHYHH H NOANBPIKAIM AeHCTBHA Ce MPOBEXKIAT B CNYUAHTS Ha IpelO3HpaHe.
EanoBpeMeHHOTO TIpHIOKeHHe Ha ezetimibe (1000 mg/kg) u simvastatin (1000 mg/kg) ce
nonacsme foGpe B IPOYyYBaHHA IPH MHUIIKH K IUTEXOBE 38 OCTPA TOKCHYHOCT NPH HEPOPATTHO

- TIpAIOKeHHe. 1IpH Te3H *KHBOTHH He Ca HabIMONaBaHU KIHHWYHHA CHMIITOMH Ha TOKCHYHOCT. o
Veranopenara mepopansa LDs, 3a ezetimibe m simvastatin 3a meata Buia € CHOTBETHO Q
>1000 mg/kg/ u >1000 mg/kg. .
FEzetimibe

B winHAYHM IpOyYBaHHS , IPKIOKEHHETO Ha ezetimibe B mo3a 50 mg/nuerHo Ha 15 3apaBsH
Jo6poeonuu 2a Bpeme o 14 mum wnH B Aoza 40 mg/mHeBHO Ha 18 manmeHTH ¢ MBPBHYHA
XHUIIEPXONECTePOIEMUS 32 BpeMe 10 56 mHu e 6uno xobpe monacsyo. CroOIIEHH ¢a MAIKO Ha
Gpoit cmyyan Ha npexozupane. IlopeueTo OT TAX He ca OMAM ACOLMMpPAHH CBC CTPAHHYHH
neiicTeua. CroOIEHUTE CTPRHWYHH ASHCTBHA He ca GWIM CEPHOSHH. IPH KMBOTHH He €
Ha6IoNaBaHa TOKCHYHOCT CJIEJ eJHOKpaTHa nepopaiHa no3a ot 5000 mg/kg ezetimibe npu
mwrexose ¥ Mumkn i 3000 mg/kg npw xyyera.

Simvastatin '

Cro0IeHd ca Manko cIyvay Ha Ipenos3upaHe. MakcumanHaTa mpueta goza ¢ Owra 3.6 g.
Beruxy nanuenTH ca ce PE3CTAHOBHIH O3 MOCIeCTBHA. .

5. PAPMAKOJIOrHYHN JAHHHA

P

5.1 PapmakoIHRAMAYHE cBOHCTEA

dapmakoTepaneBTHYHA rpyna; wHxuturopu Ha HGM-CoA pepyxrasata B xoMOMHALMA C
Iopyru munupo-mMoaudmuuapanty arenre, ATC xox: C10BA02

INEGY (ezetimibe/simvastatin) npoaykr npennasHadeH 3a MOHIDKABaKe Ha JIMIMIATE, KOHTO
ceneKTHBHO HHxuOnpa murecTHHanHaTa abcopbums  Xomecrepon u ONH3KHMTe JO HEro
PACTHUTEIHH CTEPONH KATO IO TO3H HAYHEH nﬂxnb'npa CHAOTCHHHUA CHHTS3 Ha X0JIeCTepOJL.

MexannssM Ha AelicTBre:
INEGY

XosecTeponsT B IUIA3MATA CE NONyYaBa OT abcopOHMpaHHs Npe3 uyepsala H OT €HAOIEH)
cunresupanand. INEGY cpaspka ezetimibe u simvastatin, JBe CHCTaBKH, KOHTO Ii0 1
HHBOTO Ha JUMMAATE MOCPEACTBOM KOMIUIEMEHTApHH MEXAHH3MH Ha AeiiCTBHE
HamaNgBa TOBMmEHHA 06w Xomectepon (06m-C), LDL-C, anonunonpoTeHH
TprmaLEpimiITe: (TG) 1 Xonecteposa B AMIONPOTEHHHTE ¢ HACKA IIBTHOCT (N
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IOBHINABA XOJIECTEpoa B JIHNONpoTeHHWTe ¢ Bucoka IWrkTHOCT (HDL-C) upes nsoeH
MeXanH3EM Ha JeHcTBYe - HHXHOUpaHe Ha abcopOIiATa Ha X0JIECTepoIa M HEIOBUSA CHHTES.

Ezetimibe

Ezetimibe puxubupa uaTecTHHANTHATa abcopOuma Ha xonectepon, Ezetimibe e akTusen nipu
HEPOPATHO NPHAOKEeHHe H IIPHTEKABa MEXaHM3BM Ha JEHCTBHE, KOHTO ce pasiiyasa OT TO3H
Ha OCTaHAIMTe BEIIeCTEA OT TPYIATa HAa CHEJAHHEHMATa, MOHIKABALM XoJjecTepona (Harmp.
CTATHHHM, CEKBECTPAHTHUTE HA JITBYHHTE KHCENMHH [cMOnH], GubpaThTe W pacTHICTHHTS
cranosnd). [Ipuuiensata To9xa Ha MONEKY/IHO HHBO Ha ezetimibe e mpenocuTens Ha cTeponH
Niemann-Pick Cl-Like 1 (NPC1L1), xoiiTo ¢ oTroBopeH 3a abcopOuuara Ha XOAeCTepoll 1
(HUTOCTEPOIH B THHKHTE YEpPRa.

Ezetimibe ce MO3MIMOHMpA Ha IpaHHLATA Ha BAACHMHKMTS B THHKHTE ueppa M HMHxubupa
aGcopOumsaTa Ha XonecTepoll. ToBa BOXM /10 HAMAJICHME Ha KOIHIECTBOTO XONECTSPOl, KOSTO
ce Hacoysa OT YepBara KeM UepHHA Apod. CTaTHHMTe HaMaIMBAT CHHTE3a HAa XOJeCTepol B
uepHHs ApoG. 3ae/HO OCPEZCTBO Te3H JBa OTACJHH MEXaHH3Ma Ha JEHCTBHE CE NOCTHIa
JNOIBAHUTEANO HAMAJIEHHe Ha XonecTepoia. MeXaHH3MEBT Ha JSHCTBHE HA MOJEKYISAPHO
HHBO HE € HANBAHO H3ACHEH M mo3mar. [Ipu 2-ceqMUYHO KIMHMYHO Npoydpane ¢ 18
NALMEHTH ¢ XHIepxonecTeponemus, ezetimibe unxuGupa MHTecTHHANHaTa abcopbuus mHa
xofecTeporn ¢ 54% B cpaBHeHwue ¢ mane6o.

ITpoBeseHa e cepys OT MPEMICIMHAHY NPOYUBAHHS 38 YCTAHOBSBAHE Ha CEIEKTHBHOCTTA Ha
ezetimibe npu wexubGupae Ha abcopOuuara Ha XonecTepon. Ezetimibe unxubupa
abcopbuusara ["C]-xonecrepon 6e3 ma Biuse BBpXy aGcopbhusra Ha TPHMIIHUEDHAMTE,
MACTHHTE KHMCCMHH, JKIBYHHTE KUCEIHHH, NPOrecTepoHa, CTHHIUT ¢CTpajHolIa MIIH MacTHO
pasTBopuUMHETe BUTaMMAH A 11 D,

Simvastatin

Cre| nepopaiieH npHeM, simvastatin, kolito ¢ HeakTHBeH lactone, ce XHIPONH3HPA B YEPHH
apo6. Tlomy4aBa ¢e CHOTBETHUS AKTHESH METa0OUT KHCETHHEH OeTa—XuNpPOKCHKUCENMHA. Toi
e momeH nHxuGuTop Ha HMG-CoA penykrasara (3 xuupokcH - 3 Merunmytapat CoA
penykrasa). Tosu ensuM KaTammsupa npespbmianero Ha HMG-CoA B MepanoHar, paHHa
CKOPOCT JIMMHTHPAIIA CTHIIKA B GHOCHHTE3aTa HA XONECTEPOJL.

VeraHoBeHO €, 4e Ssimvastatin HaMansBa KAaKTO TOBMIICHHTe Taka H HOpManHHTe
xornentpaiid Ha LDL-C. LDL ce ofpasysar OT JTHIONPOTSHHHTE ¢ MHOTO HHCKA ITETHOCT
(VLDL) u ce KaTaGONH3ApaT IpeJUMHO IOCPE/ICTBOM BHCOKO wyBeTBMTenHuTe LDL
perenTopu. MexaHussMT, 10 Koo simvastatin momwxasa LDL 6u MOrsn fa BKMIOUBa
KaKTO MOHIDKSHWE Ha KoHUEeHTpauata Ha VLDL-xonectepona (VLDL-C), Taka ¥ HHIYKLHSA
Ha LDL penentopute. Ilo To3m HaumH ¢e IIOCTHra HaMajiiBaHe HA MPOYAKUHMATA . ¥
moBMIasaHe Ha karabonusma wa LDL-C. AnonunonpoTreds B ¢pio ce MoHMKaBa 3Ha4UMO
TIpH JIeueHue Che simvastatin. OceeH ToBa simvastatin mosumasa B ymepena.crenes HDL-C
H TIOHWKARA IUIasMeHara KoHueHtTpaups Ha TG. B pesynrar Ha ToBa C¢ IIOHM:KaBaT
crorHomeHusata 06m-C/ HDL-C LDL-C/HDL-C .

KTHHHIHA TPOYIBAHHAS

Ilpu KOHTPOJNUpAHH KAUHUYHM mpoyusanus, INEGY sHaummMo nommkapa o6m-C, LDL-C,
Apo B, TG, non-HDL-C u ysenuuapa HDL-C npy ailHeHTHUTE ¢ XUNEPXONeCTCPONEMHL.

METRR R TR =
ITspeniina Xinepxonecmeponemun
B nBoiifb "cigmo, mianedo KOHTPONHPAHO, $-CEAMHYHO IMIpoyd
xﬁnep)_:dﬁec'rep‘"o.rfemm, KOHTO Beue Ca MpHEMaNH simvastatin xar
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JocturHand nocovenud oT Haruonannata nporpama 3a ofydeHue OTHOCHO xolecrepona (
National Cholesterol Education Program/NCEP) taprer 3a LDL-C (2.6 to 4.1 mmol/l [100 to
160 mg/d], #a 6azata wa uzxoaHWTE CTOUHOCTH Ca GHIIM PAHIOMUIUPAHY KEM TIPUEM WA HA
ezetimibe 10 mg mnu mmaneGo karo JoGaBka KBM OCHOBHATA TEPAIeBTHUHA CXEMa CBC
simvastatin. Cpen nexyBaHWTe ¢BC simvastatin manHesTH, KOHTO He ca GIM HOCTHTHAIM
Taprera 3a LDL-C B navanoro (~80%), 3HauMTenHO nOBeYe MALMEHTH, PaHAOMH3HPAUM A3
nony4asar ezetimibe 3aenHo cbe simvastatin, mocrarar TapreTauTe cToifROocTH 3a LDL-C
KaTo KpaiHo CHOHMTHE B NPOYHYBAaHETO B CPABHEHHE ¢ Te3H, KOMTO ¢a 6mnu Ha koMBuHanusTa
mwiauedo che simvastatin, 76% u crorBerHO 21.5%. CHibxeHuaTa Ha LDL-C B rpymure ma
ezetimibe unu mnaneGo 3aeqHO chbe simvastatin, cHINO ca ce pasNHMYaBaNM CUrHH(QHKAHTHO
(27% u 3% crotBerHO). OcBeH TOBa KOMOMHHpaneTo Ha ezetimibe u simvastatin e noBeno ao
CHrHupHUKaHTHO HaManeHHe Ha o6m-C, Apo B u TG B cpaBHeHHe ¢ koMOMHAIMATA TUIaTe60-
simvastatin.

B MynTHUeHTpoBo, ABOHHO cino, 24-CeAMHYHO NpoywBaHe, 214 MauMeHTH ¢ BTOPH THII
3axapeH snuaber, NEKyBaHH C THA3OMHAHHIVOHH (PO3IAMTA30H MIH NUOINIMTA30H) B
IPOALAMEHHEe MUHUMYM Ha 3 Mecella H ¢he simvastatin 20 mg B npoxsKeHHe MHHAMYM Ha
6 ceaMuiM ©Opd cpemHH crofiHoct# Ha LDL-C ot 2.4 mmol/L(93 mg/dl), ca Gunm
PaHAOMM3MpaHH KBM JI€UCHHE C¢BC Simvastatin 40 mg wm xoMGHHAHHA OT AKTHBHHTS
cecraBkn INEGY-10 mg/20 mg, INEGY 10 mg/20 mg € Gun 3HauuMo mo-ceKTHBEH B
CpaBHeHHe ¢ YABOeHAaTa 403a Ha simvastatin mo 40 mg 3a NO-HATATHIIHOTO CHEDKEHHE Ha
LDL-C (-21% n 0%, cnorserno), o6m-C (-14% n -1%, croteerHo), Apo B (-14% u -2%,
ceoTBeTHO) M non-HDL-C (-20% u -2%, cnorBerHo). ToBa ¢a CTOHMHOCTHTE CleX
TIOCTHTHATOTO cHIKEHMe ¢ 20 mg simvastatin 20 mg, Pesynrature 3a HDL-C u TG B 1pete
TPYNY He ca Ce pasiMyaBali CHrHH(uKkaHTHO. BHART Ha H3MON3BAHHTE THA3OMMAHHAMOHH
HE € NOBJIHAN BBPXY KpajiHUTe pesysiTary.

E¢uxacHocrra Ha pmere mosu INEGY (10/10 m 10/80 mg/nHeBHO) e ycTaHOBeHa B
MYJITHLIEHTPOBO, ABOHHO CIATIO, THIANEO0-KOHTPOIMpPaHO 12-CeAMHYHO TIPOYYBAHE, B KOETO
ca OHMH M3MOM3BaHM BCHYKH BB3MOXKHH /103K HA INEGY W BCHUKM CHOTBETCTBAIIM J03H Ha
simvastatin. CpaBHeHHeTO MexcIy nalMeHTHTE C BCHUKH foaw ma INEGY cnpamo
JeKyBaHWTe ¢ BCHYKH JO3H Ha simvastatin, e yctasosmio, ue INEGY curHuduKanTHO B 1O~
ronsama crenel ¢ Hamamuio obm-C, LDL-C 1 TG (Bx Tabn. 1) xakto u Apo B (-42% u -29%,
croTBeTHO), non-HDL-C (-49% u -34%, crotetHo) H C-peaktusen npotenn (-33% u -9%,
cpotBeTHO). Edexrure Ha INEGY no otaomenue va HDL-C ca 611 mosiobuu Ha edeKxruTe
Ha simvastatin. JonmenuurensusT aHamms e yerauosud, ue INEGY B cpabmenue ¢ mnanebo
curaupurasTHO € nosuimn HDL-C,
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Taénanma 1
OTtropop ksM HpenapaTa INEGY npH uanueATH ¢ DEPBHYNA XHANEPX0JecTepPOJieMAn
(Cpeana® % mpomsaa cpamMo nenelcynaunlnaxonﬂn")

Jleuenue

{OHEeBHA 1033) N 06wm-C LDL-C HDL-C TG*
OO0y nauHy (BCHYKH
2034 Ha INE G(Y ¥ 353 38 -53 +8 28
OOy paukit (BOMMKH 349 56 33 48 -5
IO3H simvastatin)
Ezetimibel0 mg 92 -14 -20 +7 -13
ITnauebo 93 +2 +3 +2 -2
INEGY mosu
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 — gosu
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 TpurHAMUEpUAHTe, cpenHa ( % ) IPOMIHA CHPAMO H3XOAHA CTOHHOCT

® YaxoasH cTOHHOCTH — 63 eKapeTBEH NpOAyKT 34 NMOHKKABAHE Ha JIMITHIHTS

*INEGY /mo3n o6mo (10/10-10/80) curanpuxanTHO noHmxasa o6m-C, LDL-
C, u TG B cpaBHeHHe Che Simvastatin B curamgukanTHO nosumasa HDL-C 8
cpaBsHeHMe ¢ manebo.

B wIMHMYHO TpoyuBaHe ¢ mopoOeH AM3aiiH ca OMIM IOCTHrHAaTH HONOOHM pesynTarh 3a
BCHUKH IIMIMAHM napamerpd. B ofoflleH aHami3 Ha Te3d JABE TpoyvBadus e Owio
YCTAaHOBEH, 4e 0TroBopbT KbM INEGY ¢ 6un eqnaksB He3aBUCHMO OT CTOHHOCTHE wa TG —
choTBETHO oA Kk Hay 200 mg/dl. -

INEGY ceappxa simvastatinn B gBe Tonems nnanebo KOHTPONMMpaHd KIRHUYHH
npoyusauusd, 4S (Scandinavian Simvastatin Surviaval Study) (simvastatin 20-40 mg;
N=4,444 manwents) u HPS (Hearth Protection Study) (simvastatin x40 mg; N=20,536
IaLHEeHTH) ca oleHeHH edexruTe Ha JIGUEHHETO ChC Simvastatin IIPH NMALKESHTH ¢ BHCOK PHCK
33 KOPOHAPHM MHIMASHTH nopagu Hammune Ha HBC, numaber, nepuepHO CBHIOBO
zaGonsgBane, aHaMHe3a 3a HHcyaT win MCB. YeranoBeHo e, ue simvastatin cHinKaBa: pUCKET
oT 00ma CMBPTHOCT TOCPSACTBOM HAMANfBaHe HAa CMBPTHOCTTA OT CHPACHYHO-CHHOBH
3aG0oIABaHKA, PUCKBT OT He(aTamsu nHDApKTH Ha MHOKap/a H HHCYJT; HeoBGXoAUMOCTTA OT
HpOLEAYDH 32 PeBacKyNapHu3alys Ha KOPOHAPHUTE WK JPYTH CBOBE.

He ca npoBe;IaHH NpOYYBAHMH 3a YCTaHOBsipaHe Ha cdmxacHoctra Ha INEGY B
TpeBeHMATA Ha YCIIOKHEHHATA OT ATEPOCKIIEpO3aTa.

Xomosuzomna amunna xunepxonecmeponemusn (Xo®X)
Tpy rauMeHTy ¢ KIMHMIHE Wi FEHOTHIHY AaHuM 3a Xo®X e npoBeACHO
PaHAOMM3HPAHO, 12-ceAMMUHO HpoyuBaHe. AHaNHM3MpaHy ca JaHHHTe

manpeltd  (n=14) mnomyuaBamu simvastatin 40 mg B HavanoTo DOy B; e\
VBenAyaBaHETO Ha 03aTa Ha simvastatin ot 40 zo 80 mg (n=5) e AoBe 3\031%3{9% e
LDL-C ¢ 13% cnpamo maxomeHIe HpH Ho3a Ha simvastatin 40 mig.Bappspens
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10 mg/80 mg obmpo, n=9) e moBeno Ao HaManenue Ha LDL-C ¢ 23% copsMo H3XONHHTE
CTOHHOCTH NpH Tepamid cb¢ simvastatin 40 mg. B cnyvas na msnonzsame Ha ezetimibe m
simvastatin B exsupanenTsm Ha INEGY nosm (10 mg/80 mg, n=5) e 6mIo HOCTHrHATO
namasenue Ha LDL-C ¢ 29% cnpamo m3xomHuTe IpH JiedeHne ¢B¢ simvastatin 40 mg .

5.2 PapMakoKMECTAIHA C¢BoficTBa

He ca ycTaHOBeHH KAHHMYHO 3HA4UUMM (APMAKOKMHETHYHH B3aMMOJNEHMCTBHS IIpH
CLBMECTHOTO NPUNIO:KEHHe Ha ezetimibe 3aefHo ¢he simvastatin,

Abcopoynn;
INEGY : .
INEGY e GHoexBHBalleHTEH Ha NPHIIOKEHHUTE eJHOBPEMEHHO ezetimibe u simvastatin.

Ezetimibe

Crnen nepopansoro npunoxenke Ha ezetimibe, To# ce aGcopGupa 6Bp30 U ce KOHIOTHpa B
roisiMa CTemeH Kato ce oOpasypa (apMaKoJOTHYHO AKTHBHUAT (JEHONIOB INIOKOPOHHI,
(ezetimibe-rmoxoponnn). CpepuiTe MAKCHMAIHM TUIa3MeHH KoHHeHTpauud (Cpn) ce
mocturat 3a 1 go 24gaca 3a ezetimibe-rmokopommma W 3a 4 no 12 uaca 3a ezetimibe.
Ab6comoTnara OuoHanmdHocT Ha ezetimibe we Moke na Obae onpedeneda, TBH KaTo
CBEIMHEHHETO € HEepasTBOPHMC BLB BOJHA Cpella rOAHA 32 H3TOTBSHE HA MHMKEKUHOHHH
Pa3TBOPH.

HpunoxeHUeTO eIHOBPEMEHHO ¢ XpaHa (C BHCOKO CHABPKAHME Ha MA3HUHM JUIA
ofeaMacnenn) He ¢ MOBIMWIO Ha GUOHAMHYHOCTTA Ha TEPOpalHe NpWiIvkeHHs ezetimibe
xaro TabneTkm ot 10-mg . -

Simvastatin

HanuunocTra Ma aKTMBHMAT MeTabONMT KHCeHMHeH OeTa-XUAPOKCHX B CHCTEMHOTO
KpbBoOOpaleHue ciiel MepopalHo AO3HpaHe Ha simvastatin Geme mon 5% of mosata, KOETO
CBOTBETCTBA HA eKCTeH3HBHATa duepHOApoOHa “first-pass” excrpakmms. OcHoBHHTE
meTabonuTH Ha Simvastatin B [AasMara HpH XOpa CA KUCEIMHHHAT Gera~-XMAPOKCHJ H
YeTHPH APYTH AKTHBHA MeTaGOHTH, :

[InasmennTe mpodyny Ha aKTHBHMTE # HA BCHMYKYM MHXMOMTOPH, Korato simvastatin e 6un
NpHiaraH HEIMOCPENCTBEHO MpelM TECTOBO XpaHeHe, He ca GHIM NOBMHUAHE B CPaBHEHHE C
npohHNHTE NIPH IPHEM Ha IIaNHo.

Pasnpedenenue:

Ezetimibe

Ezetimibe u ezetimibe-rmoxopouun ce cebp3eaT croTBeTHO B 99.7% M B 88 10 92% c
YJOBEIIKATE [UIa3MEHK XIPOTSHHE.

Simvastatin
Simvastatin KaKTo0 ¥ KHCEIHHHHMAT GeTa-XMOPOKCHA ce CBBP3BAT ¢ YOBENIKHTE IUIa3MEHH
npotensd (95%).

®apmakokuiieTHKATa Ha eNMHMYHATA M MHOJKECTBEHHTE 1034 Ha simvastatin roxasBar, de He
HacThiiBa “akyMyldpade Ha mpemapaTa Ciefl HEKONKOKDATHO NO3MpaHe. B
HOCOYeHH ~*10°r6pe "« (apMakOKWHETHYEM  NpPOYYBAHMS, MAKCHMAJIHAT
KOHUeHTpallp Ha! iuxuGuTopUTe @ 6HNa NOCTHraHa B MHTepBana oT 1.3 1
npHeMa.

L L
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Buompanchopmanua:

Ezetimibe

Ezetimibe ce MeTabonmM3upa NLPBHYHO B THHKMTE 4epBaH dYepHMA 7npob  upes
KOHIOTMpaHe/rmiokopouypane (peaxkiua ¢asa 1) ¢ mocnemsama OMMMapHa EKCKpEeHWA.
OxcraaTHBHEAT MeTaGonussM (peakuus ¢asza I) e MuHMMAneH ¥ € ONHCAH NpPU BCHYKH
Habmopasann euzose. Ezetimibe u ezetimibe-rRiOKopoHHI ca OCHOBHMTE IIPOM3BOJHE Ha
JIeKApCTBEH MPOAYKTa, KOHTO C& YCTAHOBARAT B ILIa3MaTa. Te MPEeACTaBNISBAT CHOTBETHO OT
10 o 20% u ot $0 no 90% oT 0OIIOTO KOAHYECTBO HA JICKAPCTBEH NPOAYKTA B HNa3Mara,
Ezetimibe u ezetimibe/rmoxoponny GaBHo ce €MTHMHUHHPAT OT MAa3MaTa KaTo € J0oKa3aHo, 4e
y4aBcTBAT B TOAMA CTETNEH B T.HAp. eHeTepOXeNaraiHo peluKiaHpaune. Bpemero wa
HOJTYKUBOT Ha ezetimibe u ezetimibe/glucuronide e npubnusuTenHo 22 yaca.

Simvastatin

Simvastatin ¢ HeakTHBEH JAKTOH, KOMTO JIECHO €& XJpOJH3Hpa in Vivo A0 CHOTBETHHA
KHCENHHeH Geta-xuapokcun, mMomeH nuHxuburop Ha HMG-CoA penykrasata. Xuzposusata
NPOTHYA MIABHO B YePHHS Apo6; CKOPOCTTa Ha XHAPOJIM3HUPaHe B IUIa3MaTa @ MHOro HHCKa.

Hpyu yoBeka simvastatin ce afcopGupa mobpe M MOANEKHM Ha EKCTEHZMBHA €KCTPAKIMA B
yepHus Opo6 mpd NBpBO mpemuHaBane. ExcrpaknuAra B wepHMa Apo6 e 2aBucuma OT
vyepHOAPOoOHMA KpbBeH ToK. YepHus mpo6 NpeAcTaBisBa NbpBaTa 30Ha Ha AeicTBUE Ha
npenapara KaTo ciel TOBa 3al0YRa eKCKPEIHa Ha CKBHBAJCHTHHTE HA JIEKAPCTBEH YIPOJYKTa
BEHIECTBA B UTBYHHA COK. CleHoBaTeNHO KOHLIGHTPAllMATA HA AKTHBHO JISKApCTBO B
CHCTEMHOTO KpBBOOOpaIleHHE & HUCKA.

BpeMeTo Ha MONYyKKBOT Ha Npenapara € cpeaHol,9 yaca ciell HHTPaBEHO3HA AIUTHKALMSA Ha
mertabonnta Ha B-hydroxyacid.

Enumunupane:

Ezetimibe

Crnex nepopaneH IpHEeM Ha M ezetimibe (20 mg) oT manuentute, obmuAT ezetimibe e
npubnusurenHo acompmpad ¢ go 93% or ofmara pagHOaKTHBHOCT B IIa3sMaTa.
Oputmusurenso 78% u 11% OT pajioakTHBHOCTTA Ha NPHUIIOKEHATA 11034 €& YCTAHOBABAT
CHOTBETHO B M3NPAKHEHHATA M ypuHara 3a 10 JiHeBeH nepuos Ha crbupane. Ciien 48 yaca He
Ce YCTAHOBSBA AOJOBUMA OCTATHYHA PAAHOAKTHBHOCT B INIa3Mara.

Simvastatin

Cnefl mpMeMa Ha panuMOAaKTHBeH simvastatin mpes ycrata ot mNauMeHTs, 13% ot
PaJHOAKTHEHOCTTA CE YCTAHOBARA B ypuHata U 60% CHOTBETHO B M3NPAKHCHHIATA B PAMKUTE
Ha 96 1aca. YCTaHOBEHOTO B M3NPayKHEHHATAa KONHYECTBO NPEACTaBJABA CKBHBANEHTA Ha
aGcopOHpaHOTO M H3TBYEHO B OJKIBYHMSA COK JIEKapcTBO, KakTo W HeaGcopGupawure
xonuuecTBa. CJieN BEHO3HO MIVKGKTHpaHe HA KHCEIHHHHA OeTaxHipoKcHy (aKTHBEH
metabonur), cpeauo camo 0.3% or mpumoxeHaTa [03a €€ eKCKpeTHpa B ypHHaTa KaTo
HHXUCHTOP. ’

Crneuuannuy zpynu Rayuenmu:

Heduampuyuny nayuenmu (deya u nodpacmeawy)
He ce ycTaHoBsBaT pasnyyus [0 OTHOIIEHHe aGcopbuuara u MeTabonusma Ha ezetimibe npy
mena, noxpactsamy (10 Ao 18 romunw) m BE3pacTHH. Karo ce oTaM wﬁfg“ﬁ% BaTa Ha
obmus ezetimibe, He ce ycTanoBABaT (haPMAKOKHHETHYHH Pasiiy A %m’a:%uu U
pB3pacTHd. HiMa faHuu 3a (papMakOKHHETHKAaTa IpH Jela 'fgp‘“c"r).
KJTHEiMHIST ONMT OpH el U HoApacTBan (Ba3pacT or 9 zo 1 SOH IO
cyuaure Ha Xo®X wma curocreponemus. (i pasgen 4.2.)
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Ilayuenmu e nanpednana ev3pacm ( obexm Ha zepuampuama):

IItasmennte KOHIEHTpauuy Ha obmus ezetimibe ca 0xono 2 IBTH MO-BHCOKH IIPH BB3PACTHH
HanuenTH (=65 roAHHH) B cpaBHeHHe ¢ no-Mianure (0T 18 no 45 roaunm), Hamanesneto Ha
LDL-C g npoduneT Ha Ge3onacHOCT Ca CPAaBHUMH MEXAY BLIPACTHHTE H IO-MIIAJUTE
TIALMEHTH, KOXMTO Ce JIEKyBaT ¢ ezetimibe. (Bx pasnmen 4.2.)

Yepnodpobra nedocmamuvyrocm

Crnen enHoxpatna no3a ot 10-mg ezetimibe, cpennara IIIIK a3a ofiusa ezetimibe HapacrTsa
npubnasuTenHo 1.7 mbTH NpH NMamMeHTHTe ¢ Jieka YepHoApobHa HemocrarhyHocT (Child-
Pugh ungexc or 5 wim 6) B cpaBHeHWe ¢he¢ 3Apasure nuua. [Ipu 14-nHeBHO TpOyyBaHe ¢
MHOTOKpaTHO I03KpaHe Ha npenapara {10 mg AHeBHO), MalUeHTHTe ¢ YMepeHa YepHOAPoOHA
nenoctarpaHocT (Child-Pugh mHnexc ot 7 j0 9) umar ysemimuenue Ha cpemmara IITIK 3a
obmusa ezetimibe npubnusurenno 4 mHTH Ipe3 MEPBHA NEH H YSTHPHHANECETHS ACH B
CpaBHeHHe CBC 3apaBute yuua. He ce Hanara THTpUpaHe Ha 03aTa 34 MALMEHTHTE C JeKa IO
CTeHeH YepHonpoOHa HemocrarsyHocT. [lopamu numcara Ha JaHHH OTHOCHO e(leKTUTE Ha
YBE/IMUCHATA EKCIO3HMIMA KBM ezetimibe npy wmanueHTATe ¢ yMepeHa HIM TexXKa
yepHoApoOHa HegocTarbuHocT (Child-Pugh mupmexc > 9), mpenaparsT He ce npelopbYBa 3a
TPHAOKeHHE PH TaKUBa ITAltHenTy (B pasnend 4.2 u 4.4),

bwbpeuna nedocmamuvunocm

Ezetimibe

Cnen enokparna jxosa ezetimibe or 10 mg npm nmamuentn ¢ Texxa o creneH 6n6peuna
HegocTarsaHocT (n=38; cpenen CrCl <30 ml/min), cpeanara ITIIK 3a o6mus ezetimibe ce e
YEBEAMUIIA NpUOIH3MTEHO 1.5 ety B CDaBHCHHE CHC 3/PABHTE JIHLIA (n=9). (Bx pazzen
42.)

Enua mammeHt B ToBa mpoy4Bane (cnen OnOpeuna TpaHCIiaHTAaIMA W HA JICYSHHE C
MHOKECTBO JISKAPCTREH NMPOAYKTH BKIIOUHTENHO ciclosporin) € mman 12 mpTH IO-BHCOKa
eKcro3uunua KsM o1 ezetimibe.

Simvastatin
IIpu npoyuBaHe CIEA NalHEHTH ¢ Texka 6BOpedHa HeAOCTATHIHOCT (KPEATHHHHOR KIEPBHC
<30 ml/min), mnasMeHWTe KOHUEGHTPALMH Ha OOHTEe HHXUOHMTOPH CJeJ eJHOKDPATHA OT
croTBeTeH HEXHOuTOp Ha HMG-CoA pemyxrasara ca OuwiH npubmusurenso 2 OBTH TIO-
BHCOKH B CpaBHEHHE ¢ YCTAHOBEHHTE MpPH 30paBH Z0GPOBOIIIIH.

Ion: .

ITnasmenwre KoHUeHTpanuy Ha 00m ezetimibe ca Manko no-Brcoku (pubH3HTENHO < 20%)
IIPY JKEHHTE B cpaBHeHue ¢ MbxeTe. Hamanenuero Ha LDL-C u npodmnsT Ha GesonacHocT
MIPH MBbke U KeHH ¢a CPaBHUMH, IO ce OTHACH [0 JISUeHHeTo ¢ ezetimibe,

5.3 TlpeaxnaEATAR JaHHA 32 (e30MacHOCT

INEGY
B npoyvrannaTa ¢ SAHOBPEMEHHO NpwnomKenve Ha ezetimibe u simvastatin, namonasanuTe
TOKCHYHH ¢(EKTH ca OHIM OCHOBHO Te3H THIMYHO HaGNIOAABaHH NpPH H3NON3BAHETO Ha
cratuHd. HakoH oT TokcHuHHTe edexri ca OHIM NO-M3Da3eHH OTKONKOTO IIpH
CaMOCTOATEIHOTO . [IPHNIaraHe caMO Ha CTaTHHM. T0Ba BEpOSTHO Ce ARKH Ha
tapMakOKHHETHYHE H/UTH (papMakONHHAMUYHY B3aUMONSHCTBES NIPH €IHOBPEMEHHOTO
HpUIarase Ha IpernapaTire. B KIMHHYHMTE TpOyuBaHMA He ca HabImoKaBakK T3

et

}
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Hama mokasaTencTRa, Ue CHBMECTHOTO MpHAO:KEHHE Ha simvastatin ¢ ezetimibe mosnuzea
MUOTOKCHYHHS IIOTEHIMAN Ha simvastatin.

ITpu mAsX0Be CHBMECTHOTO MpHiiaraHe Ha ezetimibe | simvastatin He ¢ UMano TeparoreHHo
Bp3fieiicteue. Ilpum OpemeHHu 3aitiy ca Ownn HabmiogaBavm Manbk Opolt cKeneTHH
medpopMureTH (CIMBaHe Ha NpPELUICHHTS B KayAalHaTa 4acT Ha IPEOHAYHMA CTHIO; HAMANIEH
Gpoii Ha mpeLWIeHNTe B KayAaIHaTa JacT Ha IpeOHavHug cTHA6).

B cepus OT NpoOy4BaNMA ¢ KYNTYPH in vivo u in vitro, ezetimibe, nafeH caMOCTOATERHO HITH
3aeAHO CBC simvastatin, He e MOKa3am reHOTOKCHYSH ITOTEHITHA.

Ezetimibe

[poyuBaHuA IpPH KHBOTHH TO OTHOMIEHHME Ha XPOHMYHATAa TOKCHYHOCT ezetimibe He ca
YCTAHOBHIIM TAPTeTHH OpraHM 3a TokcHuHuTe edextn. Ilpn xyuera TpeTupanu 4 cenMHLUE ©
ezetimibe (20.03 mg/kg/MHeBHO) KOHLUEHTPALMATE Ha XOJIECTEPOJa B MEXypHaTa JUIBYKA €
HapacTHana ot 2,5 1o 3,5 meTH. Hesasrcumo OT ToBa, 110 BpeMe Ha €HOTOJMIUHO NPOyUBaHe
¢ kydera TperHpanu ¢ Josu Io 300 mg/kg/mmeBHo, He € YCTaHOBEHa IIOBHLICHA
3a607eBaeMOCT OT XONEAWTHARA WIH JPYIH XTBUHO-4epHOApoOHH Mpobievu. He ¢ u3BecTHa
3HAYMMOCTTA Ha Te3M JIaHHM 3a XyMaHHara MeXuLHHa. He Moxke ma ce Kaxe, ye CHIISCTBYBA

" IATOT¢HEH PUCK CBHP3aH ¢ TEPAleBTHUHOTO NPHIOKeHHe Ha ezetimibe |

TecToBETE 3a ALJITOCPOYHA KAHLIEPOTeHHOCT Ha ezetimibe ca OunH OTpHIlATETHA.

Ezetimibe He e MOBIHAN GePTHIHOCTTA HA MBIKKHUTE WIH XEHCKHTE IUTHXOBE; He. € MoKa3al
TepaTOTeHEeH G(eKT NpH IUTEXOBE MIH 3afllM; HE € MNOBMHMAL BbXY IIPEHATaNHOTO H
MOCTHATANTHOTO paseuTHe. Ezetimibe npeMuHaBa Ipes mUaileHTapHata Oapuepa mpH
HpeMeHHH IBEX0BE H 3aiflj, KOraTo ce JJaBa MHOTOKpaTHo B o3a oT 1000 mg/kg/nuenHo.

Simvastatin

Brz ocHOBA HA  KOHBEHIHOHAJNHMTE IIPOYYBAHHA IIPH  SKHUBOTHH  OTHOCHO
dapMakOINHAMMKATA, TOKCHYHOCT TiPH TIOBTOPHA 033, TEHOTKCHYHOCT ¥ KAHIEPOTSHHOCT
He Ce YCTaHOBSBAT APYFH PHCKOBE 3a HALeHTa, OCBEH TE3H, KOMTO C& O9aKBaT Ha 0a3ara Ha
¢apMaKONOTHYHKTE MEeXaHM3MHU Ha JjeiicTeue. JlafieH B MAKCHMAJHO NMOHOCHMH TO3H NPH
IABX0BE H 3aiiuy, simvastatin He e IpequsBMKan deTanHd MandOpMaLMH H HE € NOBIMAT
¢epTHIHOCTTA, PeNPOAYKTHBHATE GYHKIHH M HEOHATEIHOTO PasBHTHE.

6. DAPMAITEBTHYHI JAHHH
6.1 CHHCLE HA HOMOIHATE BEINECTBA

Butylated hydroxyanisole
Citric acid monohydrate
Croscarmellose sodium
Hypromellose

Lactose monohydrate
‘Magnesium stearate
Microcrystalline cellulose
Propyl gallate

6.2 - SDH3HKO-XHMHYIHH HECHBMECTHMOCTH

He ca #3BecTHH
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6.3 ~ Cpoxr na roggocr
24 Mecena
6.4 Croenna/iHu yCJI0OBHS HA ChbXpaHeHHe

Ja ce cexpansea IIpH Temmepatypa oy 30°C.
Bimcrepd: chXpaHsaRaiiTe B OpHIHHAIHATA OTAKOBKA.

6.5  Jlannd 32 ONAKOBRATA

INEGY 10 mg/10 mg. 10 mg/20 mg, 10 mg/40 mg, and 10 mg/80 mg

baucrepn ot Henpospauno nomuxyoprpudmyopermier/PVC mpuneneH KM anyMEHHHA ¢
BHHIJIOBO TIOKPUTHE B ONAKOBKU OT 14 mmi 28 Tabnerxu.

6.6 TIpenopska npn yooTpeda

Hsma crienpafiey NpenopbKi.

7. MME H AJPEC HA NPUTEXATEJS HA PA3PEINEHHETO 3A
VYIIOTPEBA -

Mepx Ilapn u oym Benrapus EOOJ]

Oyn. H. Banuapos 55, EKCIIO 2000,

eT. 1, matouno kpuno, cexropu bl u B2, Codu,
Brarapna

8. PEIHCTPAITHOHEH Ne B PETHCTBPA I10 4JI. 28 OT 3JIAXM

10mg/10mg — 20050180
10mg/20mg — 20050181
10mg/40mg — 20050182
10mg/80mg - 20050183

9. JAATA HA ITBPBO PA3PEIIIABAHE 3A VIIOTPEBA HA JIEKAPCTBEHWA
IMPOAYKT (IIOJHOBABAHE HA PA3SPEIHIEHHUETO)

30 mapt 2005

ap

10. JATA HA (MACTHYHA) AKTYAJIM3ALUATA HA TEKC

Ny

Hoemppu 2006 1. -
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