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KPATKA XAPAKTEPHCTUKA HA NNPOAYKTA

1. HME HA JIEKAPCTBEHHA NPOAYKT

Esernmu6/Atopeactarnd Ankanoua-UHT 10 mg/10 mg dunmupany tabneTku
Ezetimibe/Atorvastatin Alkaloid-INT 10 mg/10 mg film-coated tablets

Ezerumud/AtopBacratur Ankanona-MHT 10 mg/20 mg dnunMupany rabnetku
Ezetimibe/Atorvastatin Alkaloid-INT 10 mg/20 mg film-coated tablets

Ezerumub/Aropsacrarud Ankanona-UHT 10 mg/40 mg punmMupany tabiieTKu
Ezetimibe/Atorvastatin Alkaloid-INT 10 mg/40 mg film-coated tablets

E3eraminb/Atopacratud Ankanoua-UHT 10 mg/80 mg dunMupann tabnerku

Ezetimibe/Atorvastatin Alkaloid-INT 10 mg/80 mg film-coated tablets

2. KAYECTBEH H KOJIHUECTBEH CBCTAB
E3ernmub/Atopsactatvd Ankanoua-HMHT 10 mg/10 mg dunmMupann Tabnerky

Besaka gunmupaHa tabnetka ceaspxka 10 mg ezerumud (ezetimibe) 1 10 mg aropsacratul (atorvastatin)
(KaTo aTOpBacTaTHH KAILUEB TPUXHIAPAT).

Ezerumud/Atoppacratvd Ankanona-UHT 10 mg/20 mg dunmupany rabnerku
Bcesika ¢punmupana tabnetka ceabpxa 10 mg ezetumnd (ezetimibe) n 20 mg atopBactaryH (atorvastatin)

(KaTO aTOPBACTATHH KAJILMEB TPUXUAPAT).

Ezetumub/Atopsactatid Ankanoua-MHT 10 mg/40 mg dpunMupain tabnerku
Bcaka punmupasra tabnerka coappxa |0 mg ezetuMud (ezetimibe) 1 40 mg atopsacTaTHH (atorvastatin)

(KaToO aTOPBACTATHH KAJILLUEB TPUXUIPAT).

Eaerumud/Atopsactarud Ankagoua-UHT 10 mg/80 mg dunmupanHn Tabnerku
Bcaka punmupana tabnerka crabspka 10 mg esetumud (ezetimibe) u 80 mg aropsacraruH (atorvastatin)

(KaTo aTopBacCTATHH KAJILUEB TPUXHUAPAT).

[ToMo111HO BELIECTBO C U3BECTHO JCHCTBHE
Beaka ¢punmupada tabnerxa Ezetumub/Atopracratud Ankanoua-yIHT 10 mg/10 mg ceaspka 2,74 mg

NAKTO34.
Bcaka ¢punmupada tabnerka Eserumub/Aropsactatun Ankanoua-UHT 10 mg/20 mg cvaspxka 3,76 mg

TaKTOo3a.
Bceaka ¢punmupana tabnerka Ezerumu®/Aroppacratud Ankanoua-MHT 10 mg/40 mg cbaspxa 5,81 mg

JIAKTO34a.

3a NLIHWUA CNUCEK HA NOMOLIHHWTE BeLleCTBa BHTe Touka 6.1.




3. JIEKAPCTBEHA ®OPMA

OunmupaHa Tabnerka

Ezernmnb/AtopBactatid Ankainoua-HHT 10 mg/10 mg gunmMupany tabnerku
benu, kpprin, ABOKHOM3INBKHATY dUnMUpanu TabneTky, ¢ AnaMeTsp npubansurenHo §,1 mm.

Ezetumnb/AtopBactaTuH Asnkanoua-UHT 10 mg/20 mg dunmupany tabnaerku
benu, enuncoBMOHHK, ABOHHOMIMBKHANY (PMIIMHpPaHH TadNeTky, ¢ pasmepu npudbnuaurento 11,6 x 7,1

n:.

EsetuMub/Atopsactatud Ankanoua-UHT 10 mg/40 mg dunmupany 1abnetku
benu, ¢ ¢opMa Ha Kancyna, ABOHHOM3MbKHATH GUIMHpPaHU TabNeTKy, ¢ pasMepy npuabnusuTenno 16,1 x

6,1 mm.

Ezernmub/Atopeacrarud Ankanona-MHT 10 mg/80 mg duamupani tabnerku
JKbaTH, npoaBAroBaTy, ABOHHOH3INBKHATH GUIMUpaHH TabneTku, ¢ pasmepu npubausureaHo 19.1 x 7,6
mm.

4. KJIHHHYHH JAHHH
4.1 TepaneBTHYHH HOKAZAHMS

Ilpesenyus na cvpoeYHo-cb00B8U UHYUOCHMU

Eierumnb/Aropeacrarvd Ankanoua-UHT e npennazHadeH 3a HaMansBaHe HA PACKA OT ChPACYHOCHAOBH
chOUTHA (BHKTE TOUKA 5.1) npy nauMeHTH ¢ kopoHapHa 6onect Ha cbplero (KBC) n anamHesa 3a ocTsp
KopoHapeH cuHApoM (OKC), HesaBucuMO ganiu Bede ca Ouny TPETUPAaHHK CbC CTATHHMU.

Xunepxonecmeponemun
Ezerumub/Aropsacratud Ankanoua-UHT e npegdaszHaueH KaTo JONbIHATENHA Tepaliii KbM

XpaHHUTENEeH PEXKUM 3a NPHIIOKEHHE OT NbJIHOACTHH MAUKCHTH ¢ MLPBHYHA (XE€TEPO3UrOTHA (AMHITHA K
HedamunHa) XUIIEpXONECTEPOoNIeMHUS KK CMECEeHA XUIIEPJNMUAEMUS, KOrato € NoaAXoaAIlo Aa ce
N3non3pa KOMOMHUPAH MPOAYKT.

* [TALUHUCHTH, IIPH KOUTO HC € [TOCTHIHAT NMOAXO0OAIL KOHTPOJ CAHHCTBTSHO YpE3 CTATHH,

* MIALUHEHTH, KOUTO BEYEC Ca JICKYBaHH CbC CTATHH H e3eTUMHO.

Xomosuzomna ghamuina xunepxonecmeponemus (HoFH)

E3zetumud/Aropeacrarud Ankanona-UHT e npeaHasHa4eH xaTo JONBIHUTENRA TEpalus KbM
XPaHUTENEH PEXKUM 3a IPUIIOMKEHUE OT MBJIHOMETHH nauneHTH ¢ HoFH. [TaumeHTHTe MOXe CbLLIO Taka aa
MONy4aBaT JOMBIHHTENHH JIeUeHus (Hanp. agepe3a Ha JIMNONPOTEUHH ¢ HUCKA IIbTHOCT [LDL]).

4.2 J03UpOBKA H HAYHH HA NPHJIOKEHHE

do3nposka

Xunepxonecmeponemus wwiu KoporapHa bonecm Ha cvpyemo (¢ anamuesa 3a OKC)
[laupeHTLT TPAOBA fa € HA NOAXOAALIA AMETA 32 HaMaNABaHe Ha NUNUANTE U TpAOBa na npo a
Oble Ha Ta3yu aueTa no BpeMe Ha nedenunero ¢ EzetuMub/Aropeacrarun Ankanona-UH




HozoBuaT aAnana3oH Ha Ezetumn6/ATtopsacraTid Ankanoua-MHT ¢ o1 10/10 mg aresno ao 10/80 mg

aHeBHO. O6uaiinara go3a e 10/10 mg BeaHBX) AHEBHO. HMBOTO HAa NHRONPOTEHHOB XOJ1ECTEPOS] C HUCKA
m1sTHOCT (LDL-C) Ha nauMeHTa, pUCKOBHAT MY CTAaTYC OT KOpOHapHa OONECT Ha CHPLIETO H peakituaTa
KbLM HACTORAIA TEpanKs 3a MOHMXABAHE HA Xonecreposia TpAbBa 0a OnaT B3ETH 101 BHUMAHHE, KOTaTo

Ce 3aI104Ba TEPANUA WU CE PEryIHpa I03aTa.

Ho3ara EzetuMub/AtopeactatuH Ankanoua-UHT tpabsa na ¢ce onpeaens HHAMBUAYANHO Ha Oasa Ha
HW3BECTHATA ePUKACHOCT HA pa3INYHHUTE A030BH opMH Ha Ezetumud/Atopeacrarud Ankanoua-UHT
(srokTe Touka 5.1, Tabnuua 4) U OTroBOPBT KbM HACTORAIATA TEPANHS 32 NOHUKABAHE H& XONECTEPOIA.
Perynupasero Ha fo3ata tpadBa aa ¢e M3BbPLUBA NPE3 UHTEPBANY OT 4 WK NOBEYE CCAMMLIN.

Xomosuzomna pamuina xunepxonecmeponemus
Hozara EzetuMub/Atopeacrarud AnkanoMa-MHT npy maldueHTH ¢ XOMO3UMroTHa GaMUIHA
xunepxonecreponemus e 10/10 go 10/80 mg auesno. EzetuMud/Atopeacratun Anxaioun-UHT woxe

Od CC H3I10Ji3Ba KaTO OOITRJIIHCHHUC KBM IPYIH NCUHCHHUA 34 [IOHHKABAHC HA NTUIIKANTC (H&l’lp. LDL
H{bEpEEE) NpH TC3H NAIHUCHTH HIH B CITYHYAaHTC, KOratTo HAMA4 JOCTHI HO TaKHBA JICHCHHA.

CvamecmHo npuiooicerue ¢ Opyau 1ekapcmea
[Ipuema Ha nozata Eserumntb/Atopeacratnd Ankanona-UHT Ttpabea na craHe wiy >2 yaca npeau, UnM

>4 yaca cnen NPUAOXKECHHETO Ha CEKBECTPAHT Ha J1bYHH KHCEITHHH.

I1pH DaLMeHTH, KOUTO MPHEMAT AHTUBUPYCHUTE CPEACTBA e10acBHp/ Tpa3onpPEeBUP 34 JICYCHKE Ha XeaTHT
C ceBMecTHO ¢ EzeTuMHO/ATopBactatud Ankanona-UHT, noszara Ezerumi®/ATopBacTtatud Ankanona-
MHT He tpabsa na naasunasa 10/20 mg aHeBKO (BrxkTe TOYKH 4.4 1 4.5).

Cmapuecka 8v3pacm
HaMa Hy:xaa OT KOpPEKLMH HAa 003aTa NPHU NO-Bb3PACTHH NALIKEHTH (BHXKTE TOUKA 5.2).

Heduampuuna nonyrayus
besonacHocTTa M edukacHocTTa Ha E3eTuMn6b/Atopeacratii Ankanoun-UHT npu nena He ca

yCTAHOBEHH (BHXKTE TO4Ka 5.2). JIunceaT naHHH.

Yeproodpobuo yspexcoare
Eserumub/ATtopBactatid Ankanoun-MHT Ttpabea na ce M3non3pa BHUMATENHO NPH MaUUEHTH C

4epHOAPOOHH YBpexXaaHuA (BHXTe TOYKU 4.4 1 5.2). Esetumub/Aropsacratun Ankanoua-UHT e
IIPOTHBOIMOKA3AH NPH MALUEHTH C aKTUBHO 4epHOOPOOHO 3a0o0nsaBaHe (BHKTe Touka 4.3).

bvbpeuno yepeacoane
HaMa Hy)kIa oT KOpeKLIMK Ha J03aTa NPH NalMeHTH ¢ Ob0peUHH yBpekIaHus { BIOKTE TOUYKA 5.2).

Ha4yuH Ha npuaoxeHHe

EzernMub/ATopeacrarun Ankanoua-UHT e npeanazHaueH 3a nepopanHo NpWIOKEHHE.
Ezerumnb/Atoppacrarud Ankanoua-HHT Moxke pna ce mpunara noa ¢opMaTta Ha eIMHHHYHA 1034 (10
BCAKOQ BpeMe Ha ACHH, CbC KK O€3 XpaHa.

4.3 IlporHponoka3aHus

CBpPBXYYBCTBUTENIHOCT KbM aKTHBHUTE BELIECTBA HNU KBEM HAKOE OT NOMOLUIHHWTE BELLECTBA, U3OpOeHH B
Touka 6.1, P ,.-—-:j’_'_”




Jieuenveto ¢ Ezerumn6/Aropsacratud Ankanona-MHT e npotuBonokasaHo No BpeMe Ha OpPEMEHHOCT,
NMPY KEPMEHE U OPH KEHU C AETEPOAESH NMOTEHLUHAN, KOUTO HE H3MON3BAT MOAXCAAUIN KOHTpAUEeNTUBHH
cpeacTBa { BUKTE TOUKa 4.6},

Ezerumub/AtopBactardd Ankanong-MHT e npoTHBonokasas npu raudeHTH, KOUTO NMAT AKTHBHO
yepHoApoOHO 3abonABaHe UK HEOOACHUMU NMOCTOAHHY NOBHINEHHUS HA CEPYMHHTE TPaHCAMHHA3H, KOUTO

HaJBHINABAT 3 MBTH ropHara rpaHuua Ha HopMara (ULN).

Ezerumub/Atropsacrarud Ankanona-MHT e npoTtusonokazaH npy ManueHTH, JIEKYBaHH ¢
aHTUBUPYCHUTE CpPeCTBa INeKanpeBHp/ MHOpeHTacBUp 3a neueHue Ha xenatut C.

4.4 CrneunajHH npeaynpexieHHs H NPeana3HH MepKH NpH ynorTpeda

MuonaTus/pabaoMUoIH3a

[Ipn ynorpebara cnej nyckaHe Ha 1a3apa Ha €3¢THMUO UMa CbOOIUEHU cTydyad Ha MUOMNATHA H
pabnomuonaunza. [loBedeTo nmauneHTH, KOWTO ¢a pa3BWid pabaoMuosuza, ca NpUeMald CTaTUH 3a€HO C
e3eTUMHUO, BENpekn ToBa, MHOTO paliko ce cboOLuaBa 3a pabIoOMHMO0IIH3a IPU MOHOTEPANKs C €3eTHMHD K
MHOI'O PAZRKO NpHA TO0ABAHETO Ha €3eTHMHO KBbM APYIH JICKApCTBa, 34 KOUTO € U3BECTHO, Y€ Ca CBBp3aHH

C MOBHIIEH PUCK OT pabAOMHONH3A.

Ezerumub/Atopeactatid Ankanona-UHT ceabprka atopBacTaTUH. ATOpBacTaTUHBT, MOAODHO Ha ApyrH
HMG-CoA peayKTazHd HHXHOUTOPH, MOKE B pEAKH CAy4Yau A& MOBAYA€ Ha CKENIETHUTE MYCKYIIM M A
NOBENE 10 MHAITHA, MHO3UT U MHOIATHUA, KOUTO MOXE Aa NPOrpecKHpar a0 padaoMHonusza —
MOTEHUHNATHO X UBOTO3ACTPALLABAIIO ChCTOAHUE, KOETO CE€ XapakTepi3znpa ¢bC 3HAUYUTENHO MNOBHLIEHH
HUBAa Ha KpeatuH gocporuHaza (CPK) (> 10 rieTH ropHara rpaHuLa Ha HOPMaTHOTO ), MUOTTTIOOHHEMHUA U
MHOITIOOUHYPpHA, KOUTO MOXKE Ja AOBEAAT 10 OBOpeyHa HENOCTATHUHOCT.

Ilpedu neuenuemo

Ezerumub/ATtopeacraruy Ankanoua-UHT Tpabsa aa ¢ce npeanucepa ¢ NOBUIUICHO BHUMAHUE [IPH
MaUuUEHTH ¢ Npeapasnoiaraiuy ksM pabaomMuonusa gakropu. Husoro Ha CPK Tpabsa na ce uamepu
[peAyd HAYAJOTO Ha IEYCHUETO B CAEAHHUTE Cly4vau:

* OLOpEYHO YBpEeXIaHE;

* XUTIOTHPEOUAHIBM;

* NA4Ha WK daMWiHA aHaMHe3a 3a HACNEICTBEHH MYCKYJIHU 3a00NaBaHuS;

* [[PEOMLIHA AHAMHE3A 38 MYCKYJIHA TOKCMYHOCT CbC CTaTHH WK Gudpar;

* [pEOMLIHA aHAMHE3a 33 YepHOIPeOHO 3abonaBaHe W/HIH B CNyYakTe, KOraro ¢e ynorpebapar
3HAYMTENIHH KONTHYECTBA ANKOX0/1;

* NpU NALMEHTH B crapuecka Bb3pacT (> 70 roguHmn) HeoOX0aAUMOCTTa T TaKOBa U3MEpPBaHe TpsdBa aa
OBae B3¢Ta M0 BHAMAHHUE CIIOpe HAJIHUKETO Ha APYrY fIpeApa3noiaraliy KbM padaoMuoamnia gaxktopu;
* CUTyalMH, NPH KOUTO MOXE [a C€ CTHIHE 10 MOBHMILIEHKE HA MT1a3MeHUTE HUBA, HATTPHMED
B3aUMOJCHCTBUA (BUXTE TOYKA 4.5) U cielLlaniy NoNyNalyy, B T.4. FeHETHYHU MOANONYIAUHH ( BUAKTE
TOYKa 5.2).

B TakuBa CIiy4aH PUCKDBT OT JCUCHHETO Tpf[ﬁBﬂ Ia ce oOMHUCIH BBB BpB3KaA C Bb3MOXKHATA 110J134, kaTO CC
Nnpenopp4ea KIHHAYHO HaOromeHue.

Ax0 uzxoagsute ctoinocTH Ha CPK ca cbiiecTseHO NOBULUEHH (> 5 mbTH ropHara rp
HOPMAITHOTO ), JIEUEHUETO He TpADBa za ce 3arousa. /
i



Hamepsane na xpeamun gocghoxunazama

KpearuHn ¢docdoxunazara (CPK) He TpsbBa na ce uaMepBa cliel HATOBapPBALLY YITPAXKHEHUA HIH NPH
HAJTMUME HA KaKBATO W Ja € NpaBronoaobHa anTepHaTHBHA NpUYKHa 32 nopHlueHUeTo Ha CPK, Thit kaTo
TOBA 3aTPY/AHABA ThJIKYBAHETO Ha CTOUHOCTUTE. AKO M3XoaHHKTe CToitnocTH Ha CPK ca 3HauuTento
NoBHUIEHY (> 5 NbTH rOopHaTa rpaHyLia Ha HOPMATHOTO), HABATA TPAGBA a €€ UIMEPAT NOBTOPHO B
PAMKHTE HA 5 10 7 OHM NO-KBCHO, 33 MOTRBPKICHHE HA NONYYEHHUTE pe3ynTaTH.

1o gpeme na nevenuemo

» [TaunenTuTe TpabBa Aa ObAAT yBeAOMEHH, Y€ € HeOOX0AMMO HE3a0aBHO Aa ¢boOLNABAT 34 MYCKYJIHa
Honka, kpamny unu cnaboct, ocodeHo aKko ca CHNBTCTBAHK 0T ODIL0 HEPA3NOIOKEHHE WIH BUCOKA
TEMIMEPATYPA WU aKO 3aCATALIMTE MYCKY/IUTE MPU3HALMN YU CHMNTOMMU IIPOARIDKAT CJiel CIIHpaHe Ha
npueMa Ha EzeruMud/AtopBacratdd Ankanoua-MHT.

* AKO BE3HHKHAT TaKMBA CUMIITOMH, JOKATO MaLMEHTBT € Ha JieyeHKe ¢ EseTuMnb/ATopBacraTuy
Ankanoua-MHT, nueata Ha CPK TpabBa na 6baat n3amepeHu. AKO ¢e YCTaHOBM, Y€ TE€3M HUBA Ca
CBUISCTBCHO MOBMUILUEHH (> 5 ITBTH ropHaTa rpaHULA Ha HOPMATHOTO), JICYEHUETO TPAOBa fa ce
MpeyCTAHOBH.,

AKO MYCKYJTHUTE CUMITTOMH Ca TEKKH U BOJAT A0 €KEeAHEBEH AUCKOMPOPT, 10pU ako HUBaTa Ha CPK ca
MOBHILEHH A0 < 5 MbTH NOPHATA rpaHK1la Ha HOPMATHOTO, TpA0BRa Aa cc OOMUCIM (PEYCTAHOBABAHE HA
JIEYEHHETO.,

* AKO CHMIITOMHTE OTLIYMAT U HUBaTa Ha CPK c¢e BbpHaT 10 HOPMAAHOTO, TOraBa MOXKe J1a c€ OOMUCITU
IIOBTOPHO 3anouBaHe Ha Ezerumub/Atopsactatun Ankanora-UHT vwn4 npuem Ha Opyr cbabpxaiy
CTAaTHHU NPOOYKT NpH HAR-HUCKATA 4032 U NpAKO HabawaeHue,

* [IpueMsT Ha E3zeTuMub/ATopsacratu Ankanona-MHT Tpala aa ce nmpeycTaHOBH, aKO Bb3HUKHE
KIMHHYHO 3Ha4YMMO nosyiieHre Ha HuBaTta Ha CPK (> 10 neTH roprarta rpaHyMuaTa Ha HOpMalHOTO) WK
ce AHarHOCTHLMPA KK 3an0a03pe pabnomMuonusa.

» IMa MHOro peaku cpo0LUeHHs 32 HMYHHO-MeIHHpaHa HekpoTuanpaula muonatus (IMNM) no speme Ha
Ne4YEeHUETO C HAKOM CTATHHH WIH cnel ToBa. IMNM ce xapakrepuzvpa KIMHUYHO ¢ NEPCUCTHPALLA
MPOKCHMalTHa MYCKY/IHA cnabocT U MOBHILEHA CepyYMHa KpeaTHH KHHA3a, KOUTO NMPOObIIKABAT BBIIPEKH
MPpeyCTAHOBABAHETO HA IEYEHUETO ChC CTATHHH.

[Topany ceabpxaHns B EzeTumud/Atopeactatud Ankanoua-MHT komnoreHT atopBacTatid, pUCKBT OT
pabaomMuonusa ce noBuIIasa, korato Ezetumulb/Atopeacratui Ankanonga-UHT ce npunara CbBMECTHO €
OIPEACEHH JICKAPCTBEHH MPOAYKTH, KOUTO MOXE 1a YBEJIHYAT M1a3MeHaTa KOHLUEHTpal1s Ha
aTOPBACTATHH, HarTpyuMep: MOIUHHA MHXUOUATOPU HA CYP3 A4 unu TpaHCNOPTHU NPOTEUHH (KATO
LHUKIOCNIOPHH, TEAUTPOMMLKH, KJIADUTPOMHULMH, AENABHPAUH, CTUPUTIICHTOJ, KETOKOHA3011,
BOPHKOHA30J1, UTPAKOHA30J1, no3akoHazon U XMB npoteasHd HHXUOUTOPH, BKJI. pPUTOHABUP, JIOMTHHABHD,
arasaHaBup, HHAHMHABUP, JapYHABUD, TUNIPAHABUD/PHTOHABHD H Ip). PUCKBT OT MHOMATHA CHLLLO MOXE 1a
C€ NOBHULIHK NPH €JHOBPEMEHHO M3MOJ3BaHe HA reMPUOpO3KN U Opyra oepuBaru Ha dubpuHoBara
KMCENUHA, RHTUBKHPYCHH cpeacrea 3a jeueHue Ha xenatut C (HCV) (Hanp. Souenpesup, Tenanpesup,
€10aCBHp/Tpa3ONpPEBUP), EPUTPOMHLIMH WX HHALUKWH. AKO € Bb3MOXHO, BMECTO T€3H JICKAPCTBEHH
NPOOYKTH TpAOBa Oa c€ OOMHCIAT AlTepHATUBHU Tepannu (TakHRBa Oe3 B3auMOOEHCTBHE) (BUKTE TOYKA

4.8).

B cnyyau, Npy KOUTO CbBMECTHOTO APUITOKEHHUE HA TE3W NEKAPCTBCHHU NPOAYKTH C
EzernMud/Aropeacratud Ankanoua-UHT e Heobxoaumo, noN3uTe 1 PUCKOBETE OT EAHOBPEMEHHOTO
neuyenue TpAbBa ga ce OOMHUCHAT H3KNIOYUTENHO BHEMaTenHo. Koraro nauueHTHre npuemar
JIEKApPCTBEHM MPOAYKTH, KOUTO MOBUILABAT IJ1Ia3MEHATA KOHLIEHTPALMA Ha aTOPBACTATHH, C€ NMpenopb4YBa
Aa ¢ce U3MO0JI3Ba MM0-HHCKAa MaKkcuManHa ao3a Ezetumud/Aropsacratud Ankanona-UHT . '
B ClIyvaii ue ce npueMar MOLHHY HHXKOUTOpH HAa CYP3 A4, TpsaOBa 1a ce 0OMucny u3
HUCKA Ha4YaiHa a03a EzeruMub/Atopeacratud Ankanoua-HHT, karo cwlio taka ce
MOAXOOALO KIHHHYHO HAaOII0AeHHE Ha TAKUBA NMAalMEHTH { BUXKTE Touka 4.5).




ATopBacTaTHH He Tps0Ba aa ce npdemMa eIHOBPEMEHHO ¢ Py3U10Ba KHCENYHA 3a CHCTEMHO NPUIOKEHHE
WU B paMKHUTE Ha 7 OHH OT CIIKpaHE Ha IYEHHETO ¢ Py3MnoBa KHCe1rHa. [1py naudeHTH, NpH KOUTO
H3MOJI3BaHeTO HAa PY3UI0BaA KUCENIMHA 32 CUCTEMHO MPHIOXKEHHE C€ CHHTA 33 CHUIECTBEHO BAXKHO,
TEYEHUETO ChC CTATHHU TPAOBA fa ce MPeyCTAHOBH 3a Cpoka Ha neveHiero ¢ ¢y3naosa kucenuHa. Vima
CHOOILEHHUS 332 pabaoMHOINTK3a ( BKIIIOYHTEITHO HAKOAKO (paTaTHU CnyUas) MPpH LAUHMEHTH, KOHTO
noJiy4asaT KOMOHHALIMH OT Qy3ua0Ba KUCENUHA B cTaTUHY (BHkTe Touka 4.5). [Naunenture Tpadsa na
OBRAT NOCHBETBAHM He3a0aBHO a NOTHPCAT MEAHLIMHCKA NOMOLL, aKO W3MUTAT KAKBHTO M a OMio
CUMITOMH Ha MYCKYJIHa cnabocTt, 00nKa UK CONE3HEHOCT.

JleyeHHEeTO ChC CTATHH MOXKE 1A CE Bh3CTAHOBU celieM JIHM Cle nocneaHara Ao3a ¢y3unosa KUCenHHa.

[Tpy M3KTIOYNTETHH CYYaH, B KOUTO € HeoOXoauMa NMpoabIKUTENHA yroTpeda Ha dy3unoBa KUCEeNHa,
HArmp. 3a JeYESHUETO HA TEXKKH UHPEKIHHY, HEOOXOAUMOCTTA OT CHbBMECTHO NMPHJIOKEHHE Ha
Ezernmunb/Atopeacrarun Ankanouna-UHT ¢ ¢y3unosa kucenuna tpsbsa aa ce pasriexia caMo Ha
MHOMBUIYanHa 6a3a U 1o CTPUKTHO nekapcko HaboIeHue,

JlanToMHUUHH
Crobl11aBaHy ca ClTY4aW HA MHOTIATHA W/ UM pabaoMHONIK3a, KOraTo ChbBMECTHO ¢ JANTOMULIUH Ce

npuwrarar HMG-CoA penykrasHn HHXHOUTOpPH (Hanp. aTopBacTaTUH U eseTUmUO/aTropsacrarul). Tpaosa
13 ce MOAX0X/a ¢ MOBHILICHO BHUMaHue, korato ce nanucsat HMG-CoA peayxraznu nHXHOUTOpH 32
CBBMECTHO TNPHJIOKEHHE C JANTOMUIKMH, ThH KATO BCAKO OT TE€3H CPEICTBA MOXKE Aa NPHYHMHH MUOMATHA
W/ uny pabJoMHOIN3a, KOTaTo Ce nNpuiiara caMoctrodaTenHo. Tpabpa 1a ce 0OMUCIU BPEMEHHOTO
NpeyCcTaHOBABAHE HA nNpueMa Ha Ezerumud/AtopBacratuH Ankanoun-UHT npu naumeHTH, KOHTO
NMpUeMaTr JAlTOMULIMH, OCBEH aK0 NMOJ3IUTE OT CHBMECTHOTO NPHIOKEHHAE HE NPEBHILIABAT PHCKA.
IIpernenatite nHpopMaLMATA 32 NPEeANACBAHE HA JANTOMMINH, 3a 1a NOJYYUTES N0-400p0 pa3dbupaHe Ha
noTeHuManHuTe B3anMoAcHCTEUA ¢ HMG-CoA penykrazHu UHXUOHTOPH (Hanp. aTopracTaTHH U
e3eTUMUO/aTOPBACTATHH ), KAKTO H 3a JOITBJIHHTEIHH YKa3aHU4, CBbP3aHU C MOHHTOPUPAHETO (BHXKTE

Touka 4.5.).

MHACTEHUS FPABUC/OYHA MHAACTEHHUSA

B penku cayuau e cpo0lLIaBaHO, Y€ CTaTHHUTE HHAYUHPAT HOBA WK BJIOLIABAT BEMe ChIUIECTBYBALIA
MHAaCTESHHUA IPaBHC WM OYHA MBAcTeHWA (BHxXTe Touka 4.8). [IpuemMsT Ha EzeTumMub/ATopBacTaTiH
Ankartoun-MHT Tpabea pa ce mpeycTaHOBHM B clly4ai Ha BiIollaBaHe Ha cuMntToMuTe. CpodlIeHo e 3a

PEUMANBH MpPH (IOBTOPHOTO ) NIPUIOKEHNE HA ChLIXA WK PA3NNYEH CTATHH.

YepHoapobuu eH3UMHU
[1pW KOHTpPONHPaHH U3NUTBAHWA 3a KOMOMHUpAHA Tepanus NpH NALWEHTH, NOJyHaBaty €e3€TUMHD H

aTOPBACTATHH, € OO HAOMIOAABAHO TOCNEABAILO TTOBUILIABAHE HA CTOAHOCTUTE Ha TpaHCaMHUHa3NTe (>3
NBTU FOpHara rpaiHuua Ha HopMara [ULN]) (suxre Touka 4.8).

TpabBa Aa ce HanpaBAT YEPHOAPOOHHU PYHKUMOHAIHU TECTOBE, NIPERM 3AMOYBAHE Ha JICUEHHUETO, KAKTO U
nepHoaAnuHO cnea Tosa. Ha mauueHTHTE, KOUTO PA3BUAT KAKBUTO ¥ 1a OHJIO NMPU3HALM WIHA CUMITTOMH,
Nnpeanonaraily yspexaaHe Ha yepHus apol Tpabaa na ce HanpasAaT uepHOoAPpoOHH QYHKLIMOHAIHH
TecTtoBe. [laleHTh, Mpy KOUTO ce BabnioaaBaT MOBULIEHN HHBA HA TPAHCAMHWHA3KTE, TpA0Ba Aa ObpAaT
BHHUMATENHO NPOCISAEHH OO0 H34e3BaHE HA OTKIOHEHHETO (OTKIOHEHHUATA). B cinyyall, ye noBULIaBaHeTo
Ha TpaHCaMHWHa3uTe Hal 3 MBbTH ropHara rpaHydua Ha HopmanHoto (ULN), ce npenophuBa HaMajisBaHe Ha
A03aTa WK NpeycTaHoBaABaHe Ha EzeTnmub/AtopsactaTtud Ankanona-HHT.




Ezerumut/Atopsacrarnd Ankanonn-UHT tpabBa na ce U3no3sa ¢ NOBHINEHO BHUMAHUE MPY NMalMEHTH,
KOHTO KOHCYMHPAT 3HAYUTENHH KONHYECTBa ANKOXO0 W/ HIIM WMaT aHaMHe3a 32 YepHOoApoOHO

3abonsBaHe.

YepHoapoHHa HEAOCTATHLYHOCT
[Topany HeM3BECTHUTE €PEKTH HA MPOABIDKUTENHA EKCNO3ULIMA Ha e3eTHMUO NP NALHEeHTH C YMEPEHa

N0 TeXKa YepHoApoOHa HeaocTaTb4HoCT, E3eTtumnb/AtopBactatui Asikanoua-HHT He ce npenopbusa
(BwKTE TOHKA 3.2).

PQubparu
be3sonacHoCTTa U €PUKACHOCTTA HA €3eTUMHO, NPUIIOXKEH CAHOBPEMEHHO ¢ pUOpaTiy, HE Ca YCTaHOBEHU,;
NOopaly TOBA HE CE MpeNlopbYBa ChbBMECTHO NMPUIoXKeHHe Ha E3zeTumub/Atopeactatud Ankanona-UHT

3acnaHO ¢ pubpaTu (BUXKTE TOUKA 4.5).

uHKJIﬁCHDEHH

Tpabpa na ce moaxoxkaa ¢ MOBHIIEHO BHUMAHHE, KOraTo Ce 3anouBa nprueM Ha Ezetumub/AtopBacTaTuH

Ankanoun-MHT npu nauMeHTH, KOUTO BEYE MPAEMAT LKKIOCTOPUH. KOHIIEHTpALUMTE Ha LIMKIOCIIOPUH
TpAOBA 1a ce CNEAAT NpH NalUEHTH, kouTo B3eMaT Ezerumub/Aropsacratud Ankanous-UHT u

LIMKJIOCTIOPHH ( BH)KTE TO4Ka 4.5).

AHTHKOAryJaHTH
Ako Ezetumu6/Atopeacrarud Ankanoun-HHT Obae nobaseH kM BapdapHH, ApyYr KYMapHHOB
AHTUKOAT'YJIAaHT UNH PIIYHHAWOH, MEXKIYHAPOAHOTO HOpMATK3HpaHo ¢»>0THolLeHHe (INR) TpabBa na

OBbJIe KOHTPONKHPAHO MO NOAXOLALUL HAYHH (BHXKTE TOUKA 4.5).

[IpepeHIMA HAa MHCYNT Ypes arpecUBHO HaMalgBaHe Ha HUBATA Ha xoaecrepon (Stroke Prevention by
Aggressive Reduction in Cholesterol Levels, SPARCL.)

B post-hoc aHanK3 Ha TOATHNOBETE HA MHCYJIT [IPU NMalUUeHTH 0e3 KkopoHapHa Oonect Ha cppuero {CHD),
KOUTO Ca HMATH CKOPOLIEH UHCYNT WIM MpexoJHa UCXeMHYHa ataka (T1A), 4yectorara Ha XEMOpAruicH
WHCYNT NpH NALKEHTH, 3alI0YHAIM NeYeHUe ¢ aropBacTaTHH 80 mg e NO-BUCOKA B CPABHEHHE C TE3H HaA
mnauedo. [ToBUILIEHHAT pUCK € 0TOenA3aH NPEAUMHO NPH NALMEHTH C NTPEAULLICH XEMOPArHU€H HHCYIIT
Ny JJaKkyHapeH HHPApKT KBM MOMEHTA Ha BKJIKYBaHE B NMPOY4YBaHeTO. 3a MALMEHTH € NpealecTRalll
XE€MOparu4eH HHCYNT WK JIJaKyHapeH HHQapKT CLOTHOLISHUETO NO0.13a/pHCK OT aTopBactaTtdd 80 mg ¢
HEACHO, KaT0 MOTEHLUHATHUAT PUCK OT XEMOPArudeH HHCYNT TpsOBa Ja ce B3eMe [MPeaABHa, Npeay 1a ce
NPEMHHE KbM NEYCHUETO ( BUKTE To4Ka 3.1).

Hurepernumanta 6enonpodbua donect

[lpy HAKOHM CTAaTHHH Ca CBhOOILEHH peaKH Clyyad HA HHTepCTHLMATHA benoapobHa Oonect, ocobeHo npu
NPOALMKHATENHO NeUeHUE (BIKTe To4Yka 4.8). HavanuuTe CMMNTOMM MOTaT Ja BKIKOYBAT AUCITHES,
HEeNpOAYKTHBHA KallUTHIIA ¥ BIOWIABaHe Ha 00ILOTO 3ApaBOC/IOBHO CLCTOAHKE (YMOPA, BUCOKA
TeMIIepaTypa M 3aryba Ha TE€rNo). AKO MMa CbMHEHMSA, Y€ NALMEHTET € pasBU/I HHTEPCTHLMANHA
benoapodHa DONeCT, NEYEHRETO ChC CTATHHH TpADBa na ObAe NMpeycraHOBEHO.

JaxapeH auaber
Hsakon nokasarencrea mpeamnonarar, 4€ CTaTHHUTE KaTo K/ac, NORHILABAT KpbBHATA 3aXap, KaTo npH
HAKOH [MalIMEHTH, KOUTO Ca U3NOKEHHU HAa BUCOK PUCK OT Pa3BUTHE HA aWader, MOraT 1a A0BEAaT A0 HURO
Ha XUNEPIITUKEMHUA, NPU KOESTO L€ € NMOAXOAALLO CTAaHAAPTHO IeUeHe 3a quabera. To3H pUckK uﬁaqe ce
KOMIIEHCHpPA OT IMTOHWXABRHETO HA ChAOBHA PUCK CbC CTATUHM M CIIEA0BATENHO HE TpsAOBa na

3axap Ha rnajHo 5,6 1o 6,9 mmol/L, BMI>30kg/m?, noBHUIEHO HHBO HAa TPHITIULIEPUA
TpAOBRa na OBAAT KIMHUYHO H OHOXUMHYHO NPOCNENsBaHHU, ChI1aCHO HALMOHANHHUTE




[ loMOIIHH BEILIECTBA

Ezetumub/ATopBacraTud Aakaaoua-UHT cbabpixa nakTosa.
QO unmupanuTe Tabnetku ot 10 mg/10 mg, 10 mg/20 mg u 10 mg/40 mg cpabpxar jjakto3a. [launentn ¢
PEAKH HAaCNEJCTBEHH MPoONeMH KaTo HENOHOCUMOCT KBbM IajlakTo34, MHJICH JTAKTa3eH ACQULAT Wid

FIKOK030-ranakTo3Ha ManabcopOuus He TpaAdBa na npUeMaTt TOBa N1E€KapCTBO,

E3zeTrumud/AropBacTaTHH Aakanona-HHT csanpika HaTpHii.
To3u nexapcTBeH NpoAYKT ChAbpka no-manko or 1 mmol Hatpuid (23 mg) B Tabnerka, T.€. MOXe 1a ce

KaXe, 4e MPakTHYECKH HE ChOAbPXKA HATPHUH.
4.5 B3aumozaeicTBue ¢ APYIrH JeKAPCTBEHH NPOAYKTH H APYI'H (pOPMH HA B3IAHMOAECHCTBHE

MHO¥eCTBO MEXaHHU3MU MOXE A JAONPUHECAT 3a MNOTSHUHANHUTE B3auMoaencreus ¢ HMG CoA
peaykTazHi HHXubuTopu. JlekapcrBa unu OMNIKOBH NMPOAYKTH, KOUTO HHXUOUpAT ONMpeacicHd eHIUMU
(rHanp. CYP3A4) w/unu tpaicnoptHy mbTula (Hanp. OATP1B), Moxe na NOBHILIAT NNa3MeHHUTE
KOHLUEHTPAUXH HA ATOPBACTATUH M A2 AOBEAAT A0 MO-BUCOK PUCK OT PaiBUTHETO HA
MAOIIATHA/pabIOMHOIIH3A.

HPEI"JIEIIHHTE HHII)HPMEHHHTH 34 NPEANHCBAHEC HA BCHMKH CJHOBPEMEHHO H3NMOJ12BAHH
JEKAPCTBECHH NPOIAYKTH, 34 14 ITOJYUYHTE JO0NNbBJHHTC/IHA HHq)ﬂpMEuHﬂ 38 MOTEHIIHANHHTEC HM
B33aHMOJEHCTBHA ¢ ATOpBaACTaATHH H/HIH BLIMOXKHOCTTA 34 NPpOMEHH HA €H3IHMA HJH TPpARHCNIoPTEpa
H Bb3IMOXKHHTC KOPCKIHH HA 103aTa H CXEMAaTa Ha MPHJIAraHe.

{I}HQHHHDQHH&MHHHH B3aUMONECHACTBUSA

ATopBacTtatuH ce Merabonuizupa ot uutoxpoMm P450 3A4 (CYP3A4) u € cyOGeTpaTr Ha YepHOAPOOHUTE
TPAHCHIOPTEPH, OpraHuyeH aHuoH-Tpancnoprupawy noaunentua 1B1 (OATPIB1) u 1B3 (OATP1B3)
TpaHcnopTep. Merabonurnte Ha aroppactaTuH ca cyOcrpatd Ha OATPIB1. AtopBacraru CbLUO Taka ¢e
HAeHTHPHLUKMpa KaTo cyOcTpar Ha NpoTeuH 1, CBBP3aH C MHOXECTBEHA JIEKAPCTBEHA PE3UCTEHTHOCT
(MDR1) 1 npoTrenHa 3a pe3uCTEHTHOCT Ha paka Ha repaara (BCRP), koeTo Moxe 1a OrpaHHA4YH YpeBHATA
abcopOLUA ¥ XKITHYHHMA KITHPBHC Ha aTOPBACTATHH {BMXKTE TOYKa 5.2). CBBMECTHOTO IMPHNOXKEHHE HA
JIEKapCTBEHH NMPOAYKTH, KOHWTO ¢a HHXUOUTOPH Ha CYP3A4 MNnu TPAHCNOPTHUTE MPOTEHHU, MOXE 14
A0BeAe A0 [TOBUILEHHU ILTa3MEHH KOHLEHTPALUKXH Ha aTOPBACTATHH H IO-BUCOK PUCK OT MUOMATHA. PUCKBLT
CBILO TakKa MOMe Ja Objie NOBULLEH NMPY €1HOBpeMeHHa ynoTpeba Ha E3zetumub/ATopBacTaTHH
Anxanona-UHT ¢ apyru nexapcTBEHH NPORYKTH, KOUTO HMAT MOTEHIHAI Aa NpeAn3BUKAT MHOTATHA,
KAaTo APOU3BOAHH HAa PHUOPHHOBA KHCENIHHA U e3eTUMHO (BHXKTE TouKa 4.4).

PapMAKOKHHETHYHH B3aUMOAeHCTBHUS

Kombunayun om ezemumub/amopsacmamur
HsiMa KNHHUYHO 3HAaYUMY (apMaKOKHHETHYHH B3aUMOREHCTBUA B CIIY4YanTe HA ChbBMECTHO MPHIOXCHHE
Ha €3€THMHO C aTOPBACTATHH.

Epexmu na opyzu nexapcmaenu npodykmu ebpxy Kombunayusama ezemumub/amopeacmanun

Ezemumub

€3eTUMHO, HO He OKa3Ba eeKkT BbPXY OHOHANHYHOCTTA Ha e3eTHMHO. 1a3u HaMaleHa ko
abcopbuursa He ce cUMTa 3a KJIIMHHYHO 3HA4YiMa.



Xorecmupamur: EXHOBPEMEHHOTO NPUIOKEHHE HA XONECTUPAaMMH HaMaisisa CpelHaTa fuUloill Nno,x
kpusata (AUC) Ha o61uua ezetuMub (e3eTMub + e3eTUMHUO IIIKYPOHHA) A0 MPHOIU3HTENHO 55%.
[TocrenenHoro noHuxaeaHe Ha LDL-C B pe3ynrar Ha 100aBAHETO Ha €3¢THMHO/aTOPBACTaTHH KBM
XOJECTHpAMMHA MOXe 1a 6bJle HAMAICHO BCICACTBYE HA TOBA B3aMMOACHCTBHE (BHIKTE ToUKa 4.2).

Huxnocnopuy: B npoy4Base ¢ oceM TauMeHTH cien 0b0pevHa TpaHCaHTaluHa ¢ KpeaTHHHHOB KIHPBHC
oT >50 ml/min, Ha crabuiHa 032 UMKIIOCMIOPHH, eMHOKpaTHa Ao3a oT 10 mg e3eTuMub e n1oseno 1o 3,4-
xparHo (00xBar o1 2,3 ao 7,9 kparHo) nosuiueHue Ha cpepsara AUC 3a o6ums e3eTuMud B cpaBHEHHE
Crpynara Ha 3/jpaBaTa KOHTPOJIHa MOMyJial#s, Nojiyyasalia caMo e3eTUMU0, oT Apyro npoyusane (n=17).
B apyro npoyuBaHe nNpu nauueHT ¢ 6b0peyHa TpaHCIaHTalua ¢ TeXKa cTeneH Ha 6u0pedna
HEJOCTAaTBLYHOCT, KOUTO € NpHeMalt ¢ LIMKIOCTIOPUHE H MHOKECTBO APYrH JIEKapCTBEHH NPOOYKTH, €
neMOHCTpUpaHa 12-MbTH MO-BHCOKA EKCMO3MIIMA KbM OOILI €3€THMHO B CpaBHEHHE C €AHOBPEMEHHHTE
KOHTPONTH, KOUTO Ca MoJTy4yaBald caMo e3eTumub. B ABYNEepUOIHO KPbhSTOCAHO NPOYYBAHE C [BAHANAECET
3/IpaBH YYaCTHHLIH, ©XKEIHEBHOTO MprIoxeHHe Ha 20 mg e3eTUMUOD B HIPOABIKEHHE Ha 8 AHHK C
exHOKparHa a03a ot 100 mg uuknocnopuH npes Hed 7, € noseno no cpenHo 15% ypennyenne Ha AUC
Ha HuknocnopyH (0bxsar ot 10% HamanseaHe A0 51% noBUilaBaHe), B CPaBHEHUE C €HOKPATHA 1034 OT
100 mg uMKI0CMOPHH NMPHIOKEH CAMOCTOATENHO. He € npoBexaaHo KOHTPOJIHMpaHO NPOoy4YBaHe HA
ed)eKTa Ha CHBMECTHO IIPUIATaH e3¢TUMUO BBEPXY €KCMO3HLUMATA KbM LIMKJIOCMOPHH MPH MALUEHTH C
O0LOpeunH TpaHciLiaHTauyu. TpabBa oa ce noaxoxaa ¢ MOBULIEHO RHUMAHUE, KOraTo €€ 3aro4sa 1p1eM
Ha KOMOUHALUMATA €3eTUMUO/aTOPBACTATHH MPH MALUMECHTH, KOUTO BEHE NpUeMaT LIMKIIOCTTIOPHH.
KoHueHTpatuuTe Ha UMKJIOCNOPHH TpA0Ba 1a ¢€ CAEAAT MPH NalHeHTH, KOUTO NpHEMaT KOMOHHanusta
e3eruMud/aTOPBACTATHH K LHUKIOCMOPHH { BUXKTE To4Yka 4.4).

Gubpamu: CbNBTCTBALLO NPUIOKeHHe Ha deHodubpar unn rempudpo3wI NoBHiaBa o01LNTE
KOHLIEHTpALHHK Ha €3eTUMUG CbOTBETHO Npubnu3utenno 1,5 n 1,7 vy, Benpeku ve Te3u NOBUILEHUS HE
C€ CYMTAT 33 KJIMHHYHO 3HAYUMH, HE C€ NPEnopbYBa CbBMECTHO NPUIOKEHHE HA KOMOUHALKATA

ezeTumub/aTopeacraTul ¢ PpubdpaTu (BuxTe TOUKa 4.4).

Amopeacmamu

Huxubumopu na CYP3A4: YcTaHOBEHO €, Ye MOLIHHTE HHXHOUTOPH Ha CYP3A4 BoAAT N0 3Ha4HTENHO
MOBHIIEHY KOHLUECHTPAUHH aTOPBACcTATHH ( BUxXTe Tabnuua 1 ¥ KoHkpeTHara HHGopMauna no-a04y). I'lo
BB3MOXKHOCT TpAOBA 11a ce H30Area CbBMECTHO NpHIoKEeHHEe Ha MowWHY HHxUuOHUTOpU Ha CYP3A4 (kato
LUKITOCAOPYH, TENUTPOMULIMH, KITAPUTPOMUILIMH, ACRABUPAHH, CTHPUNEHTON, KETOKOHA30/1,
BOPUKOHA30J1, HTPAKOHA30J1, M032KOHA30/1, HAKOW AHTUBUPYCHH CPeCTBa, H3MOJI3BaHH 34 JISHYEHHUETO Ha
HCV (xaro enbacsup/rpaszonpesup) 4 XHUB npoteazHn MHXUOHUTOP), BKJ. PUTOHABMP, JIOIIMHABUD,
aTa3aHaBUp, HHAWHABUD, JAPYHABUP H Ap.). B ciaydan, npu KOUTO CLBMECTHOTO [IPWIOKEHUE HA TEIU
NIEKApPCTBEHU NPONYKTH ¥ KOMOMHAUMATA €3¢eTMMUO/aTopBacTaTUH HE MOXKE 1A ce u3berne, Tpadea na ce
OOMUCTH MIMON3BAHETO HA NO-HUCKK HAYANHA M MAaKCHMAJIHA A03a 0T KoMOUHauMATa
e3eTHMKHO/aTOpPBACTATHH, KAaTO CBILO TaKa e MPenopb4Ba MoAXOAALU0 KIHHUYHO HaON0AeHHE Ha

nauydeHra (Buxre Tabnuua 1).

Yuepenu uHXUOHUTOpH Ha CYP3A4 (kaTo epUTPOMMLIMH, JTUIITHA3EM, BepanaMnn U (gIyKOHA30M) MOXKe
A2 MOBULLAT IJIa3MEHUTE KOHLECHTPALIMYA HA aTOPBACTATHH (BixKTEe Tabnuua 1). Habaropasan € nosuineH
PHUCK OT MHOMATHUA NPH UMON3BAHETO HA EPUTPOMHIIMH B KOMOUHALIMA CbC cTaTHHKU. He ca npaBenu
NPOYYBAHUA HA B3AWMOACHCTBHETO, B KOMTO Ja €€ OLEHABA €PEKThT HA aMMOAAPOH WIH BepanaMmuil
BBPXY ATOpPBAacTaTHH. M3BeCTHO €, ue aMyuoNapoH M BepanaMuil HHXuOUpar akTuBHoCTTa HA CYP3A4,
KaTo CbBMECTHOTO HM MPHJIOXKEHHE 3a€RHO ¢ KOMOHHALIMATA €3ETUMHO/aTOPBACTATHH MOXKE 1A

MaKcHUManHa 1033 Ha KOMORHALIHATA e3eTHMHO/aTopBacTaTHH M Ce MpenopLYBa Moax
HabnoaeHHe HA NalMEHTA B CIYYAWTE Ha ChBMECTHO M3MOI3BAHE 3aeRH0 ¢ YMEPEHH



CYP3A4. [IpenopbuBa ¢¢ CbOTBETHO KIIMHHYHO HADMIOAEHUE CEea 3ano4BaHe Ha MPHUEMa WK Cliea
pEryJMpaHe Ha A03aTa HHXUOUTOP.

Huxubumopu Ha npomeuna 3a pezucmenmuocm Ha pak Ha 2epoama (BCRF)

CBBMECTHOTO NMPUIIOKEHHUE HA MPOAYKTH, KOUTO ¢a uHXxuburopu Ha BCRP (Hanp. enbacBup u
rpa3ONpeBUP) MOXKE O3 AOBCAE A0 MOBUILECHM [11A3MEHM KOHLEHTpaLUUY HA aTOPBACTATUH ¥ MOBULIEH
PHCK OT MHOTIATHA; NOPAIH ToBa TpROBA Oa ce OOMHCIH KOPUIHpaHe Ha N03aTra ATOPBACTATHH, B
3aBHCHMOCT OT npeanucasara zo3a. CbBMECTHOTO NMPUNOKEHHE HA ¢T10OACBUD W IPA3ONPEBUD C
ATOPBACcTaTHH NOBHUILUABA IUIa3MEHHTE KOHLICHTpAaUWH Ha atopsacTaTtHH 1,9 meTH (Brkre Tabnuua 1);
nopany Toea no3ara Ezerumub/Aropeacratun Ankanona-UHT He TpsadBa na Hansuiiasa 10/20 mg
JIHEBHO NMPH NAIMEHTH, KOUTO NMPHUEMAT CBITBTCTRALLA TEPANMA ¢ NPOAYKTH, ChAbpakallK e10aCBHD WU
rpasonpeBUp (BMKTE TOUKH 4.2 U 4.4).

Hroyxmopu na yumoxpom P450 344

CBBMECTHOTO NPUIOXKEHHE HA aTOPBACTATHH ¢ MHAYKTOPH Ha LuToxpoM P450 3A4 (Hanp. edaBupeHL,
pyUPaMIULMH, KBAT KAHTAPHUOH) MOXE Ja NOBEAE 40 MPOMEHNMBA HAMAICHUA HA IUIA3MEHUTE
KOHUEHTpalUMH Ha aTopBacTatuH. [lopagu ABOHHUAT MeXaHHU3IBM HA B3aUMOJeHCTBUE HA pUdaMIULINH
(rHAOyuMpane Ha uuToxpom P450 3A4 u unxubupaHe Ha XeNaTOLUUTEH TPAHCIIOPTEH MPOTEUH
OATPIBI1), ce npenopbyBa €AHOBPEMEHHO CEBMECTHO [IPWI0XKEHHE Ha KOMOMHALMATA
€3eTUMHUO/aTOPBACTATHH H pudaMIIMLKUH, T kaTo 3a0aBEHOTO NIPHUNOXEHHE Ha aTOPBaCTATHH CNE/
MPHUA0KEHHETO Ha pudaMNULHH € aCOLMMPAHO ChC 3HAYUMO HaMalleHHe Ha MNa3MEeHHTE KOHLIEHTpaLlHH
Ha aTopBacTtardH. Benpeku Toea eekThT HA pUPAMITMLUMH BLPXY KOHUCHTPALUUTE HA ATOPBACTATUHH B
XENATOUMTUTE HE € UBBECTEH, KATO HE MOXE /14 ¢€ U3DETrHE CHBMECTHO NPUIMKEHHUE, NALIMEHTUTE TpaOBa
ga ObAaT NOAJIOXKECHHN Ha BHUMATETHO HabJIoAeHHE C LNl OCUTypsaBaHe Ha e(PeKTUBHOCTTA.

Huxubumopu na mpancnopmepu

UHxuburopuTe Ha TPAHCTIOPTHH MPOTEMHHU (HANP. LMKIOCIIOPUH) MOraT a YBEIHYAT CUCTEMHATa
EKCNO3HIIMA KbM aropBactaThl (BmkTe Tabnuna 1). EQekTsT 0T MHXHOMpPaHETO Ha TPAHCITOPTESPUTE HA
00paTHO MoeMaHe BbpPXY KOHLEHTpaLMUTE Ha aTOPBACTATHH NMPH XENaTOLUWTUTE HE € H3BECTEH. AKO He
MOXe Ja ¢e U3DErHe ChBMECTHO MPHIOCKEHUE, C€ NPENOopbYBa HAMAIABAHE Ha J03aTa Ha KOMOHHAUKATA
€3¢THMHO/aTOPBAaCTaTHH M KIIMHWYHO HabnwaeHue ¢ 1en edpukacHoct (Bukte Tabnuua 1).

Iempubpozun/oepusamu Ha Gubpurosa Kucenuna
CaMocTOATENHOTO U3NOJI3BaHe Ha GubpaTH NOHAKOra C€ ACOLMUPA CbC CBLP3aHH C MYCKYJINTE CLONTHA,

B T.4. pabaoMuonn3a. PUCKET OT Te3M ChOUTHA MOXE Oa CE MOBHILUM ITPH CbBMECTHO MPHIIOXKEHHE Ha
JepuBaTH Ha GUOPHHOBA KHCENIMHA M AaTOPBACTATHH.

E3zemurmubCaMOCTOATETHOTO U3INO3BaHE HA €3eTUMKO ce aCOUMHpa ChC CBBP3aHHU C MYCKYJTHTE
CcBOWTHA, B T.4. pabnoMuonu3a. [Topagu ToBa PUCKET OT TE€3M CHOMTHA MOXE Ia CC NOBHIIN FIpH
CBBMECTHO H3I10J13BaHE HA e3eTUMHUD 1 aropBacTtatuH. [1penopruBa ce NOAXOAALIO KIHHHUHHO
HabnoaeH e HA TE3U NALMEHTH,

Konecmunon

[InazMeHUTE KOHUEHTPALMK HA aTOPBACTaTUH W HETOBHUTE aKTUBHH Me7Tab0INTH Ca NO-HUCKH (C
npubnusnTento 25%}), Koraro KONeCTUNON Ce MPUEMa CbBMECTHO € ATOPBAcTaTHH. BbIpeKkH ToBa.
eEeKThT BbPXY JHUINUANWTE € NO-CHJIEH NPH CbBMECTHO NPHIOKEHHE HA AaTOPBACTATUH H KOJIECTHIION B

CPpaBHCHHE CHC CAMOCTOATCIIHOTO UM TNPHUNOKEHHUC.

Dy3udosa kucenuna i ;}.‘,E,‘r‘sﬁ"m?:‘;\\ \

PUCK®ET OT MHONATHA, BKIHOUMTENHO padIoMHOIN3a, MOXe 13 Ohle NoBHUILEH OT €RHOB gﬂﬁgémimﬁ%‘{%f‘\
'- AL
MPHNIOKEHUE HA QPY3HA0BA KHCETHHA 38 CHCTEMHO TPWIOKEHHE CbC CTATHHH. MeXaHHIMbT/HA ToBa w3 | \ ;

f - : \



B3aMMoeicTBYe (HE3aBUCHMO 13/ € hapMaKoAHHAMHYHO, QapMaKOKHHETHYHO WIH U JABETE) BCE OlLe
He € uiBecTeH. MMa ¢robiueHns 3a pabaoMuonysa (BIIHOUUTENHO HAKOJIKO ¢aTaniHu cnydas) npu
MAHEHTH, KOHUTO NPUEMAT Ta3H KOMOWHALUA,

AKo e HeoGxXoQUMO NeHeHHe ¢ Py3UT0BA KHCENHHA 34 CHCTEMHO PUTOKEHHE, TEPATIHSTA C
aTOpBAcTaTHH TPADOBA [la Ce NMPeyCTAHOBH 3a CPOKA HA JICHEHUETO ¢ Py3MA0Ba KMCEMHA. BHXKTE ChIIO

Taka U Touka 4.4.

Komxuyun
Brnpeku ye He ca NpoBeXNaHH NPOYUBaHUA HA B3aUMOIEHCTBHETO C aTOPBACTATHH H KOJIXKIMH, Ca

cpobLIeHH Ciydald Ha MUOINIATHA NPpH CEBMCCTHO MNPHTOXCHHC Ha aTOPBACTATHH 3aCOHO ¢ KOJIXHULIH,
KaTo Tpﬂﬁﬂﬂ Aa €€ Moaxoxia € NoBHUIEHO BHHMAaHHE, KOoraro C€ aropBacTaTHH €€ NpEANnueBa 3a€1HO ©

KOJXHLHH.

Lanmomuyu
PucksT oT MHONATHA W/ WIH pabaoMHONH3a MOXKE 2 Ce YBENHUMH NIPH CBBMECTHO NpunoxeHne Ha HMG-

CoA penykTasHH HEXUMOUTOPH ¢ AanToMHLUMH. TpabBa na ce 0OMHCIYM BPEMEHHOTOC NIPEeYCTRHOBABAHE Ha
npueMa Ha KOMOWHALMATA €3€THMHO/aTOPRACTATHH MPH MALIMEHTH, KOHTO NpUEMaT JanTOMHLUKH, OCBEH
AKO TMOJI3UTE OT CbBMECTHOTO NMPUNOKEHHE HE MPEBUIIABAT pUCKaA {BUXKTe TO4Ka 4.4).

boyenpesup

ExcrnoznuuaTa Ha aTOpBACTATHH CE MTOBUILABA MPH CHBMECTHO NpunioeHue ¢ bouenpeBup. Korato €
HEOOXO0OUMO 1A C€ U3N0I3Ba CBBMECTHO NMpUNOXeHHe ¢ KoMOMHaluuATa e3eTUMHO/aTopBacTaTHH, TpAOBa
aa ce OOMUCIIH 3aMoYBaHe ¢ Hal-HUCKaTa Bb3MOXKHA J03a EzeTumMud/Atopeacrarud Ankanoua-MHT u
TUTPHPpaHE Ha 103aTa 40 JOCTUTAHE HA XEeNaHHA KIHMHUYEH e(eKT, J0KATO ChLUEBPEMEHHO CE
OCBLUECTBABa HAONIOACHHE C LIEN OCHTypABaHe Ha 0e30nacHOCTTa, €3 Aa ce NpeBUIIaBa IHEBHA 4032 OT
10/20 mg. [Ipn nauMeHTH, KOUTO B MOMeHTa npyuemar EzeruMn6/Aropsacratuld Ankanona-UHT . nozara
Ezerumub/Atopsacratua Ankanoua-MHT He TpaGBa na Haasumagsa 10/20 mg nHeBHO no BpeMe Ha

CBBMECTHOTO NPUJIOXKEHHE ¢ BoLienpenup.

Edexmu na kombunayuama ezemumub/amopeacmamun 6bpxy QapMAaAKOKUHEMUKAMA HA Opyeu
nexapcmaeHsu npooyKmu

Ezemumub

B npeaxnuHU4YHMA M3NUTBAHKA € NIOKA3aHo, e e3eTHMHO He naayuupa untoxpoM P450 nekapctBo-
mMeTabonuidpaiuure eHsuMH. He ca HaGaronapaHy 3HaUMMH GPapMaKOKMHETHYHH B3aUMOACHCTBHA MEXKIY
e3¢TUMUO U NEeKapCTBa, 3a KOUTO € U3BECTHO, Y€ ce MeTabonu3upar o1 uutoxpomu P450 1A2, 216, 2C8,

2C9 u 3A4, unu N-aueruntpancdepasa.

Anmurxocazynanmu: CbBMECTHOTO NPHNOKEHHe Ha e3¢eTUMHKO (10 mg BeAHBK ZHEBHO) He € oKa3alo
3HAUYMM edekT BhpXy OMOHANNYHOCTTA Ha BapdapUH WIH NPOTPOMOKHOBOTO BpeMe B NpPOYUBaHE C
JABaHaJeceT 3APaBH, ITLITHONETHH YHACTHHLUM OT MbXKKH NoJi. Beipeku ToBa, MMa choOUIeHHA crell
MyCKaHeTO Ha Malapa 3a OBULICHO MEXAYHAapOIHO HOpManu3upaHo ¢hoTHolieHue {INR) npy naliieHTH,
MPH KOUTO €3eTUMHO € 1obaBeH kM Bapdapuk Wik GuynHIHOH. Ako EzeTnMub/ATopBacTaTtHH
Ankanona-UHT 6vae gobaseH xbM BapgapHH, Ipyr KYMapyMHOB aHTHKOAryJIaHT i dnyuHauoH, INR
Tps0Ba Aa € noA nogXxonaAulo Habnwonerne (Buxre Touka 4.4).

Amopesacmamun




Huzoxcun: I1py CbBMECTHO NMPUIOKEHHE HA MHOIOKPATHHU 403U AUINOKCHH 3agaHo ¢ 10 mg aropBacraTuH
KOHLICHTPaLMATA Ha JUTOKCHH B CTALIMOHAPHO ChCTOAHHE JIEKO ce € rorummnna. IlauueHTure, KOUTo
MpUeMaT AUroKCHH, TpAOBa na O64aT Mol cChbOTBETHO HabMoaAeHkKe.

Hlepopannu xonmpayenmusu: CbBMECTHOTO NPUIOKEHHE Ha aTOPBACTATHH C NEPOPANeH KOHTPALIEITTHE
BOOW A0 MOBULIEHHUS HA MNA3MEHUTE KOHUEHTPALUH Ha HOPETUCTEPOH U €ETHHUJ €CTPaaHOII.

Bapgapun: B xNMHHYHO Npoy4YBaHe C MaLMEHTH Ha XPOHUYHA Teparnys ¢ BappapHH CbBMECTHOTO
NPUIOKEHHUE Ha atopBacTaTUH 80 Mg exenHeBHO 3aenHO ¢ BapdapHH ¢ JOBENO A0 JieK cnax ot okono 1,7
CEKYHIH Ha NMpOTpOMOUHOROTO BpeMe Nnpe3 NbPBUTE 4 IHHU OT HO3IHPAHETO, KOETO CE€ € Bb3CTAHOBHNIO A0
HOPMATHOTO B PAMKHTE Ha 15 IHM OT JEYEHHUETO ¢ aTopBacTaTuH. (o taka ¢a ¢uoliueHu
HIKTIOUYWTEMHO PEAKH CIYYaH HA KTHHUYHO 3HAYHMH B3aMMOJEHCTBHSA ¢ aHTHKOAryJTaHTH,
NpOTPOMOMHOBOTO BpEME TPSAOBA 12 C€ ONMpeEAeH MPeAN Ha4al0TO Ha ITpYeMa Ha KOMOMHAalMATA
£3¢THMHO/aTOpPBAaCTATHH MPH MALMEHTH, KOUTO B3EMAT KYMAPHHOBH AHTHKOATYJAHTH, KAKTO H YECTO 10
BpeME Ha PaHHUTE €Talld Ha TeparuaTa, 3a 1a CE€ rapaHTHpa, Y€ HAMA J1a C€ CTHUIHE [0 3HAYHUMO
U3MEHEHME Ha NpoTpoMOUHOBOTO BpeMe. Cliea KaTo ¢e ZOKYMEHTHpa cTabUITHO NpoTpOMOUHOBO BpeMe,
NpOTPOMOHHOBOTO BPEME MOXKE Jla Ce ClIEH Npe3 HHTEPBATNTE, KOUTO ca 0OHYalHO mpenopbyaHH 3a
NalMEHTH HA KyMapUHOBH aHTUKOATYJIaHTH. AKO J103aTa HA KOMOMHALUATA €3€THMUO/aTOpBaCTaTHH
OBJC NPOMEHEHA UNK NPEeYCTaHOBEHA, TPAOBA Aa ce MOBTOPH ChulaTa npoueaypa. TepanuaTa ¢
aTOPBaCTATHH HE € aCOoLIMHpaHa ¢ KbPBEHE UITH C MPOMEHH Ha NPOTPOMOYHOBOTO BPEME NPH NMALMEHTH,
KOHTO HE B3EMAT AHTUKOArylIaHTH.

Tabauua 1
EdexT Ha CHBMECTHO NPHAATAHH JIEKAPCTBEHH NPOAYKTH BHPXY GAPMAKOKHHETHKATA HA ATOPBACTATHH

CBeBMECTHO NIPUIIATaH JICKAPCTBEH ATOpBacTaTHH KomOuHauus ot

NMPOAYKT H PEKHM Ha NO3UPAHE B €3€THMHUO/aTOPBACTATHH
Ho3a (mg) [Ipomana Ha Knunuyua npenopbka®

AUCH*

Tunpaunasup 500 mg n8a nbTH 40mgs/len 1, 10 | T 9,4 nbTH B cnydauTe, KOrato

haueeHo / putoHarup 200 mg aBa mg B JeH 20 ChBMECTHOTO

NBbTH JHEBHO, 8 AHu (JlH¥ 14 no [IPHIOKECHUE 3aEHO C

21) koMOHHaUMATA

e3eTUMUO/aTOpPBACTATUH
€ HeeDX0AUMO, He

Huxnocnopuu 5,2 mg/kg/nex, 10 mg BegHBXK T 8,7 nbTH TpsOBa aa ce

crabunHa 103a IHEBHO 32 28 1HH Haaeuwapar 10/10 mg
EzeTuMub/ATOpBacraTHH

Ankanona-UHT aneBuo.
ITpenopbuBa ce
KIHHHYHO HalbMoneHue
Ha Teé3H NALHUEHTH.

Jlonunasyp 400 mg aBa nsTH 20 mg BeaHDBX 75,9 npTH B chiygauTe, koraro
AHEBHO / putonasup 100 mg apa OHEBHO 3a 4 IHM CBbBMECTHOTO

NbTH AHEBHO, 14 aHU B NPUNOKEHHE 3AETHO C
Knapurpomunnu 500 mg asa nbte | 80 mg BeaHbK T 4,4 nbTH KoMOMHALNATA

AHEBHO, 9 AHH OHEBHO 32 8 AHU e3eTUMHO/aTopsacTaTuH

€ HeoDXoIHUMO. ce
NpenoOpbLYBAT NO-HHCKH

—_— e,




CbBMECTHO IpuaaraH JekapcTBeH
OPOAYKT H DEXUM HA JO3HpaHE

ATOpPBaCTATHH KomOGuHauusa or
€3eTHMHUO/aTOpPBaCcTaTHH
Jo3a (mg) TIpoMsHa Ha Knuauuna npenopsxa
AUCH

Anxanoua-UHT, kouto
Haasuinaeat 10/20 mg,
¢e MpenopsyBa aa ce
OCBIECTBH KJIHHHYHO
HabJK1EHHE Ha TEIN
MAlLHEHTH.

CakBuHasup 400 mg apa 0BTH 40 mg BEAHDBK T 3,9 nbTH B cnyuanTe, Korato
aHeBHO / puToRaBup 300 mg apa JHEBHO 3a 4 NHH CBBMECTHOTO
MbTH AHEBHO OT JIHH 5-7, IPHACKEHHE 3ae4HO C
yBeJiHueHo Ha 400 mg aBa nbTH xkoMOHHaUHATA
nHeBHO B Jlen 8, Jinu 5-18, 30 €3CTHUMHUO/aTOPBACTATHH
MHHYTH C/I€ RO3UPEHETO C € HepOXOoaHuMo, ce
aTOPBACTATHH NMPEnOpPbLUYBAT NO-HUCKH
Hapyuapup 300 mg aBa obTH 10 mg seaHbK T 3,3 0bTH 1O LIbPKAILH JJO3H
AHEBHO / IHEBHO 3a 4 THH E3eTHMHO/ATOpPBACTATHH
Putonasup 100 mg 1Ba NuTH Ankanoua-HHT. [1pu
JAHEBHO, 9 JHMU 103H
Hrpaxkonazon 200 mg BeaHbx 40 mg 1 3,3 nbTH EzetumMub/ATOpRAacTaTHH
JHEBHO, 4 JHH €AHOKPATHa 1034 Anxanoua-MHT, kouto
®osamripenasup 700 mg aga meTH | 10 mg BEARBX 12,5 nbTH Hagpuiuapat 10/40 mg,
AHeBHO / puToHasup 100 mg npa AHEBHO 33 4 AHH Ce Npernopblea Aa ce
IbTH NHEBHO, 14 AHH OCBINECTBH KJIMHHYHO
PozamnpeHabup 1400 mg nBa netd | 10 mg BeAHBX 12,3 NbTH HA0MIOIEHHE HA TE3H
IHeBHO, 14 AHU JHEBHO 3a 4 JHHU NALHEHTH.
Hendunaenp 1250 mg npa nbTH 10 mg BeaHBXK T 1,7 npTu” be3 KOHKpeTH!
IHeBHO, 14 AHH IHEBHO 33 28 auu _ PENOPBKH.
Cok ot rpefingpyT, 240 ml seaunxk | 40 mg T 37% He ce npenopb4Ba
AHEBHO™* €QHOKpaTHa 1033 ChBMECTEH NIPHEM Ha
rojieMH KOJIHYECTBA COX
OT rpeAngpyT u
Esetumub/ATopBacrareH
B Anxanoun-MHT.
Auntrnasem 240 mg seldbx 40 mg T51% Cnen 3ano4yBaHe Ha
IHEBHO, 28 nHH ¢/IHOKpaTHa 4033 npyueMa 1nu cnen
CIEIHUTE KOPEKUHH Ha
J103aTa JIMIITHA3EM ce
NPenopbYBa Aa ce
OCBLUIECTBH HAMTNEXKHO
KIMHHUYHO HADAKAEHHE
HA TE3M MalHEeHTH,
EpurpoMuuun 500 mg yetupu 1) mg T 33%" [IpenoppuBa ce No-HUCKA
MTHTH AHEeBHO, 7 IHH eAHOKpaTHa 1033 MaKCHManHa 03a H
KIMHHYHO Habaloaenne
HA TE3H NAL[HEHTH,
AMnoamnun 10 mg, envruyHa aoza | 80 mg T 18% be3 KOHKpEeTHH
€1HOKpATHA 1034 NpENOpPhKH.
HumernanH 300 mg 4eTHPH NbTH 10 mg senHbXK | mo-MaIko oT bes KOHKpeTHH o
IHEBHO, 2 CEAMHLIN OHEBHO 3a 4 1% nMpenopbku = " 4
CeAMULIH A
AHTHAUMIHA CYCIICH3HA OT 10 mg BeaHDbX {1 35%" bes koH
MArHE3WEBH H ANYMHHHEBH AHEBHO 3a 4 npeno




CBBMECTHO NIpHIAraH J1EKapCTBEH ATOpPBACTATHH Komburauns ot
NPOAYKT W PEXXHM Ha NO3HpaHe €3eTUMHO/aTOPBACTATHH
Jloza (mg) [TpomsHa Ha Knuuuuxa npenopnxa®
AUC*

XxHApoKcHaHu, 30 ml ueTnpu NuTH CEIMHLUH

AHEBHO, 2 CEAMHUH B

Edasupeny 600 mg BeaHbXK 10 mg 3a 3 aHu { 41% be3 KOHKpeTHH

JHEBHO, 14 aHH NPENOPbLKH, ]

Pugamnuiunn 600 mg BenHsx 40 mg T 30% AKO He MOXe ja ce

AHEBHO, 7 THY (CHBMECTHO CIHOKpaTHA 1034 136erHe CLBMECTHO

NPHJIOXKEHHE) PAIOKEHHE, Ce

Pudamnuuus 600 mg BeaAHDbK 40 mg J 80% npenopbusa

JHEBHO, 5 iHM (pasaeneHu A034) €AHOKpAaTHa 71032 €AHOBPEMEHHO
ChBMECTHO NIPHIIOXKEHUC
Ha KOMOWHALUATA
e3eTUMHO/aTOPBACTATHH
H pudaMmyLKH Nox
KIIMHHYHO HADIHOACHHE,

I'empnbposnn 600 mg apa nbuTH 40 mg T 35% He ce npenopbusa.

AHEBHO, 7 NHU ¢IHOKpATHA 1034

Perodubpar 160 mg BeaHsx 40 mg 13% He ce npenopbuba.

JAHEBHO, 7 AHH €AHOKpaTHa A03a

bouenpesnp 800 mg Tpu meTH 40 mg T 2,3 0bTH [Ipenopbusa ce no-HUCKa

AHEBHO, 7 IHH €JHOKpaTHa 1032 HayalHa J03a H
KIMHHYHO Ha0M0IeH e
Ha TE3W NMALHEHTH.
Jo3ara
EzetumMub/AtopBactatii
Anxanoua-UHT ne
TpsOBa 1a HaABHILUABA
AHeBHA Jo3a ot 10/20 mg
o BpEME Ha
CbBMECTHOTO
NPHBOXKEHHUE C
bouenpeBHp.

Enbacsup 50 mg senlbxk aHesHo/ | 10 mg * 1,94 nbTH Hozara

rpaszonpesup 200 mg BeaHbK SAHOKpaTHa 1034 E3zetiMub/ATopBacTaTuH

AHEeBHO, 13 JHH Anxkanoun-UHT ue
Tp#OBa 21a HanBH1UABA
OHeBHa no3a ot 10/20 mg
Mo BpeMe Ha
CbBMECTHOTO
[IPHIIOKEHHE C
IPOAYKTH, KOUTO
ChAbPXKAT endgs
[pasonpesH

["nexanpepup 400 mg penunx, 10 mg BenHBX T 8,3 nvTH CuBMECT

AHeBHO / nuOpeHTacBrp 120 mg OHEBHO 3a 7 OHH [IpAJIOW e ue:




CbBMECTHO I PHNaraH JICKapCTBEH ATGPBHCTHTH H KoMOuHanua ot

NPOAYKT H PEXHM HA A03MPaHE e3eTHMHO/aTOpBaCTaTHH
HNo3za (mg) [TpomMsHa Ha KuHuyHa npenopbka®
AUC*
BEJAHDBXK JHEBHO, 7 AHH NPpOAYKTH, ChABPKAILH

FAEKarpPesup HilH
MUOPEHTACBHUD, €
MPOTHBOIIOKA33HO
(BMTE TOYKA 4.3).

& NNanuuTe, NAACHH KAaTO X [TBTH IPOMAHA, TPEACTARIABAT IPOCTO CHOTHOIICHUE MEXTY ChBMECTHO MPHIOKEHHE
U MOHOTEpANUWA ¢ ATOPBACTATHH (Hanp. 1 uT = 0e3 npoMsHa). JlaHHUTe, naliteHH kaTo Y% OpOMAHA, HPEICTABISBAT
pa3gukaTta B % CripAMC MOHOTEpaNHATa ¢ aTopeacTaTHH (Hanp. 0% = 6e3 npomaHa)

" BuxTe Touka 4.4 1 4.5 32 KNTHHHYHATA 3HAYHMOCT
* CpaAbpiKa eOMH BRIH MOBEYE KOMIOHEHTH, KOUTO HHXHOHpaAaT CYP3A4 1 Morar aa noBULIAT MNMa3MEeHUTe

KOHUEHTPalHU Ha JICKAPCTBEHHTE NTPOAYKTH, MeTabonusupadd oT CYP3A4, IlpueMbT Ha ena yawa 240 ml cok
0T rpeAndpyT ¢bmo oAy 10 HamaneHa AUC ot 20,4% 3a akTHBHHUS OPTOXHAPOKCH MeTaDOANT. [ oJleMH
KONUYECTBA COK OT rpedndpyt (Han 1,2 1uTpa €XeNHEBHO B NMPOABMKeHUe Ha 5 AHM ) nosuwasaT AUC ga
aropracTaTiH 2,5 16TH ¥ AUC Ha aKTHBHOTO BELLECTBO (ATOPBACTAaTHH U MeTABOIHTH)

A O01a eKBUBANEHTHE AKTUBHOCT HA aTOPBACTaTHH

YBenuuenunero ce obosHauasa ¢ ,,T", 2 NOHUKeHHeTo ¢ ,,1 %

OD = seaubx AnesHo; SD = eaHokpaTtHa n03a; BID = a18a nbTH auesHo; TI1) = Tpu netH AHeBHO; QID = yeTHpu
MbTH ZHEBHO

Tabnouua 2
E¢dexT HA ATOPBACTATHH BLPXY PAPMAKOKHHETHKATA HA CEBMECTHO NPHJIATAHH JIEKAPCTEEHH NMPOAYKTH

ATOPBACTATHH U PEXUM CBLBMECTHO NPHJIAraH JEKapCTBEH MPOAYKT KoMOHHalna ot
3a A03HpaHe Jlekapcrsen [TpomsHa Ha AUCH €3eTHMUO/aTOpBacTaTHH
NpoAYKT/Ao3a (mg)
KauHnuHa npenopnka
80 mg BeaAHBK AHEBHO Jurokcku 0,25 mg T 15% [NaiieHTHTE, KOUTO
3a 10 aHwu BEAHBLX BHeBHO, 20 AHK npueMaT AHIOKCHH,

|
|
|
|
i
Tpsi®Ba Aa ObIaT 1104 i
CBLOTBETHO HADNWaAeHHE, |

40 mg BEIHDBX AHEBHO [Tepopanen T 28% be3 KOHKpeTHH
3a 22 qHK KOHTPAUENTHB BEAHDBX T 19% PENOpPbKH.

IHEBHO, 2 Mecena
- HOPETHCTEPOH 1 mg |
- €TMHWII ECTPAIHOT 35 |

hE
80 mg penHBX THEBHO * denazoH, 600 mg T 3% be3 KOHKPETHH
3a 15 Anu €AHOKDATHA 1033 NpenopbKH
10 mg BeAHBK AHEBHO Mozamnpenasup 1400 1 27% be3 KOHKpETHH
3a 4 AHM mg JABa NbTH AHEBHO, 14 NnpenopbKH
OHH

& NanuuTe, AaneHn xato % OpoOMsSHA, NPEACTABIABAT PA3NIHKaTa B % CIPIMO MOHOTEPAMNATA C ATOPBACTATHH

(ranp. 0% = H6e3 npomsana)

" CbBMECTHOTO IPHJIOKEHNE HA MHOTOKPATHU 103K 8TOPBACTaTHH U (EeHA30H NOKA3Ba JIeK K Hepemexat-

OTKpHBaHe e(eKT " LT 2y
BLPXY KIHpPBHCA Ha QeHa30H St e

YBenuueHneTo ce 0003Hauasa ¢ ,,T, a NOHHkeHueTo ¢ ,,)"

0D = eanbic AHEBHO; SD = enHokparna qo3a; BID = aBa nbTH aHEBHO




4.6 MepTUIUTET, OPEMEHHOCT H KbhpMeHe

XKenu ¢ demepooden nomenyuan
JKeHH ¢ neTepoacH noTeHUyan TpabBa ga M3noa38aT NOAX0IALM KOHTPAUENITHBHY MEPKHU NO BPEME Ha
neueHuero (BX. TOUka 4.3).

bpeMeHHOCT

ATepocKJiepo3aTa NpeacTaBIABa XPOHHYEH Npolec  0OMKHOBEHO MPeyCTAHOBABAHETO Ha NPHEMA Ha
MOHKXKABALIKM TMIMHAHTE JIEKApPCTBa MO BpeMe Ha OpeMeHHOCTTa ciensa Aa uMa cinabo BB3AEHCTBHE BBPXY
ABITOCPOYHHTE PUCKOBE, KOMTO Ca CBbpP3aHHy ¢ MbpBHYHATa XHIEPXONECTEPONECMHA.

Esemumub/Amopsacmamun Anxanoud-HHT

IMpuemsT Ha EserumMnb/ATopeactatun Ankanoua-MHT ¢ nporuBonokasaH no BpeMe Ha OPeMEHHOCT
(BHkTe Touka 4.3). HAMa HanHYHH KIIMHAYHHA JaHHK OTHOCHO ynoTpefara Ha E3eTHMHO/ATopBacTaTuH

Ankanoun-MHT no BpeMe Ha 6peMeHHOCT. EzeTumuG/AtopBactatiH Ankanoua-HHT He TpabBa 1a ce
W3M10J13Ba OT XeHH, KOUTO ¢a OpeMEHHH, ONTUTRAT CE Aa 3aDpEMEHERAT WM NOO03MPaT, Y€ € Bb3IMOKHO 1a
ca Gpemennu. Jleuenuero ¢ EsernMub/Atopeacratud Ankanoun-UHT TpsAbBa na ce npeycTaHOBH 3a
BpeMeTO Ha OpEMEHHOCTTA WIH AOKAaTO HE CE ONpelesid, ue xeHaTa He ¢ OpeMeHHa (BUKTe Touka 4.3.)

EnHOBpeMEHHO NPUIOKEHUE HA €3€THMHO K aropBacTaTHH, ONKCAHO B CTATUA KbM IpOYy4BaHe MPH
OpeMeHHH ILTbXOBE, CBbP3aHa ¢ YBETHYEHHUE HA CKEJIeTHATa TPOM#AHA ,,HaMaNeHa OCHUKALUs Ha
rpbAHATA KOCT* IPpY rPyNAaTa ¢ BUCOKA 003a €3€TUMUD/aTopBacTaTHH. 1 0Ba MOXE 1a € CBbP3aHo C
Hab110AaBAHOTO IOHMKEHHE Ha TeNIeCHOTO Terno Ha niaoja. Ilpu OpeMeHHH 3aiiny ce Habaronasal MallbK
Opoit cxeneTHu aedopMauy (CneTy rpbAHH KOCTH, CIETH OMALIHHK NpEITeHd H aCHMETPHYHH BapHaLH
Ha IPBAHUTE KOCTH).

Amopeacmamun

bezonacHocTTa NIpY OpeMEHHU XEHU He € ycTaHoReHa. HaMa NIPOBEx1aHH KOHTPONHPaHH KITHHUY HH
H3MUTBAaHUA C aTOPBACTATHH Tpu OpeMeHHH weHH. [lonydyeHnTe CboOLICHUA ¢e PEAKH 3a BPOICHH
aHOMAJIMU cnen BeTpeMarodHa excno3nuua kbM HMG-CoA peaykrasuu rHXMOMTOPH. [IpH npoytsanns
C )KMBOTHH € HaOMoAaBaHa PeNpoayKTHBHE TOKCHYHOCT { BUXTE TOUKA 5.3). JleueHneTo Ha MaHkaTta ¢
aTOPBACTATHH MOXeE a HAMAIH (deTaTHUTE HIUBA HAa MEBAJIOHAT, KOUTO € NpeKkypcop B DHocHHTE3aTa Ha
X0eCTEPO.

Ezemumub

HsMa KITMHHYHH JaHHH 33 H3MOJI3BAHETO HA €3eTHMHO Mo BpeMe Ha OpeMeHHOCT. [lpoyuBaHnaTa ¢
YWHBOTHH OTHOCHO ynoTpedaTa Ha €3eTUMKMO KaTo MOHOTEpanus He HasaT HHKaKBU NOKa3aTe/ICTBa 3a
MPeKH HIIH KOCBEHH BpeaHHU epeKTH BbpXY OpeMEHHOCTTA, eMOPHOETATHOTO Pa3sBUTHE, PAXKIAHETO MITH
MIOCTHAaTATHOTO pa3sBUTHE (BHKTE TO4KA 3.3).

Kbpmene

Ezerumub/AtopBacraruH Aakanowa-MHT e npoTHBONOKA3aH 110 BpeMe Ha KbpMeHE. [lopany
MOTEHLMANLT 3a TEXKH HEXKeIaHH peaKUMH KEHUTE, KOUTO npHemMar EzetuMubd/ATopBacraTuH
Ankanoun-UHT , He TpaOBa na kepMAT cBOUTE OeOeTa. [1IpoydBaHusiTa C MIBLXOBE MOKA3BAT, HE
e3eTUMHG ce cekpeTHpa B KbpMarta. IIpy nmnbXxoBere rnasMeHuTe KOHUEHTPAUHH Ha aTOPBACTaTHH H
AKTHBHUTE MY MeTabONIWTH ca CXOAHH C TE€3X B KbpMATa. He € W3BEeCTHO JaTH aKTHBHUTE KOMITOHEHTH HA
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Amopesacmamun
B npoyuBaHHi C JKHBOTHH aTOPBACTATHH HE MoKa3Ba e(PEeKT BbPXY MbAKKUS WIH KEHCKHS QepTUINTET.

Ezemumub
EzeTuMHO HAMA €PEKT BbPXY PEPTUNUTETA HA MBXKKHTE HIH KEHCKUTE TLTBXOBE.

4,7 EdexkTH BbpXY cnocofHocTTa 32 mopupaHe H padoTa ¢ MAIITHHH

Ezetumut/Aropeacratid Ankanoua-UHT nosnusba B npeHeOpeKUTENIHA CTENEH CNOCODOHOCTTA 34
iwodupane v pabora ¢ Maurkid. Bnnpexu ToBa, npy wodKpane uny pabora ¢ MalllHHH Tpg0OBa 1a ce nma
npeaBHl, Y€ MMa ChODILEHHUA 3a 3aMassHOCT N0 BpEeME Ha TepanuATa.

4.8 Hexenann neKapcTBEHH peakHH

O606u1eH npodun Ha He30NacHOCTTa

KoMOunHauunaTa oT e3eTUMHG/aTopBacTaTHH (WIH ChbBMECTHOTO [PUIOKEHHE HAa €3eTUMHO U
aTOPBACTaTHH, KOETO € €KBUBAICHT HA KOMOWHALMA OT e3eTUMUD/aropBacTaTUH) € OLEHEHA OTKbM
6esonacHoct npu noeede ot 2400 nauveHTH B 7 KIIMHHYHH H3NTHTBaHHUA.

TabanyeH CNHCHK Ha HEXETAHHTE peaklHu

HexenasuTe peakiuu, HAOMKOIABAHY B KJIMHMYHM H3NKWTBAHUA HAa KOMOMHAUMATA
e3eTUMHO/aTopBacTaTHH (WIN CHLBMECTHO NPUNOKEHUE HA €3€TUMHO K aTOPBACTaTHH, KOETO €
€KBHBaIEHT Ha KoMOuHauuaATa €3eTuMnd/aTopBacTaTUH) WK €3eTUMHO WY aTOPBAacTaTHH, UNH
choOLIEeHH OT ynoTpebarta cliel MyckaHeTo Ha na3zapa B KoMOMHaLKs ¢ e3eTUMHO/aTOpBACTATHH WITH
e3¢TUMUD UITK aTOPBACTATUH, ca NOCcoYeHH B Tabnuua 3. Te3u peaxiivy ¢a OpeACTaBeHH 110 CHCTEMEH
OpraHeH Kiac ¥ no 4ecrota. HYectoTaTa € AehpMHKMpaHa KaKTo cieaBa: MHOro Yectd (>1/10); yecru
(>1/100 mo <1/10); neuectu (=1/1000 no <1/100); penxn (=1/10 000 oo <i/1000); MHOrO peIKH
(<1/10 000); c Hen3BeCcTHA YECTOTA YECTOTATa HE MOXKE Aa OBJAC ONPEASNEHa OT HANUYHUTE JaHHHU).

Tabauna 3
HexelaHH peakuuy
CHcTeMO-OpraHen Kaae HexenaHa peakuua
YecToTa ;
UHbeKUIHH H HHPeCTALHH
HeuecTu TPHIT
C Hen3BECTHA YecToTa Ha30(apUHIUT
HapynieHus Ha KpbBTA H JHMQHATA CHCTEMA
C Heu3BECTHa 4ecToTa TPOMOOLUTONEH s
Hapymweuus H3 HMYHHATA CHCTEMA
C He’3BeCTHA YecToTa CBPBbX4YYBCTBHUTEIIHOCT, BKJIFOUUTENHO
aHagHTaKCHs, aHrHoeaeM, oOpHB H ypTHKapHs
HapyieHHA HA MeTa00aH3MAa H XpaHEeHeTo
C HeW3BECTHA YECTOTA HaMaJI€H aNeTHT; aHOPEKCUS; XUIIEPITIMKEMUA,
XHTTOTITHKEM H
IIcHXHYHH HAPYILIEHHA
Heuectn AenpecHs; be3chHite; HapYUIEHH
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CHCTeMO-0praHeH Kiac Hexenana peakums

YecroTa

C HEH3BECTHA YECTOTA KOWMapH

HapyuieHus HA HEPBHATA CHCTEMA _

Heuectu 3AMagHOCT; NHCTEY3HA; rnaBofoJINE; |
1apecresns ’

C Heu3zBecTHA 4eCTOoTa XMNOECTe3us; aMHEe3Hs; nepudepHa
HEBPONIATHSA ; MUACTEHHA IPABMC

HapyumeHus Ha O4UHTE

C HeuzBecTHA 4eCTOTa 3aMBIJICHO 3pEHNUE; 3PUTETTHHY CMYLICHHA; OYHa
MMHACTERMUS

HapyunieHHf HA YXOTO H JJaOHPHHTA

C Heu3BeCTHa 4YecToTa IIYM B yuI#Te; 3arvba Ha cnyx

ChpaedHH HADYMIEHHSA

Heuectu CHHYCOBa BpaiuKapaus

Cbaosu HApYUIEHHR

HeuecTH ropeilld BbJIHH,

C HEH3BECTHA YECTOTA XHIIEPTOHUA

PecnuparopHy, rpbAHH B MEAHACTHHAJIHH HAPYILIEHHSA

Heuecry AHCIHES -[

C Hen3BeCTHA 4€CTOTA KalU14ua; GapuHroiapMareanya bonka;
ENMUCTAKCUC

Cromanmino-4 PCEBHH HAPYLIEHHA

Yectn AHAPHA;

Hevecti OUcKoM@OPT B KOpeEMa; NOoAyBaHe Ha KOpema,
Donka B kopema; 00J1ka B JOJHATA YacT Ha
kopema; 60J1Ka B ropHaTa 4acT Ha KopeMa;
3alek; JUCMencHs; razoBe; YeCTH MMO3KHBH 3a
M3X0XaHe; FaCTPUT, rajieHe; CTOMAILIeH

auckomMpopr
C Heu3BeCTHA 4eCTOTa NAaHKPEaTHT; racTpo-e3odareaitHa pedraykcHa
Oonect; opureane; MOBpbLIAHE; CYX0OTa B
ycTaTa
XenaToOHJIHAPHH HAPYMICHHS
C HeM3BECTHA 4ECTOTA XEMaTUT; XOJIeIUTHA3a; XOJIEIUCTHT; ;
Xonecrasa; patanHa U HedaTalnHa 4epHOAPOOHA
HEAOCTaThYHOCT
HapymeHns H3 KOXKATA H NOAKOXKHATA THKAH |
Heuyectn AKHE; YPTHKap#Hsl ;
C HeHu3BeCTHA 4ecToTa anoneuuUsa; oOpHB Ha K0OXAaTa; NPYPHUTYC;

epuTeEMa MYITU(DOpME; aHTHOHEBPOTHYEH
eneM; OYI03¢H IEPMATHT, BKJIKUUTEIHO

eputeMa MynaTHdopme, CHHAPOM Ha CTUBBHE- \_1\

HapymeHHS HA MYCKYJTHO-CKENETHATA CHCTEMA H CheIHHHTEIHATA ThKAH

YecTH MHAJIMiA




CHCeTeMO-0praHeH KJac
YecroTa

Hexenana peaxuus

HeuectH

apTpanrud; 6o0;1ka B repda; MyCKyJHa yMOpa;
MYCKYJHH CNa3Mu; MycKyJHa cnabocr; 6onka B
KpaHHULHTE

C HeW3BECTHA 4YEecTOTa

- s —ha

MHonatHa/pabroMHuonn3a; pynTypa Ha
MYCKYJia; TCHAHHONATHUA, MOHAKOra YCIIOXKHEHA
OT pa3KbCBaHe; O0JIKa BBB BPaTa; OTOK Ha
CTABUTE, MUO3UT; NyNyCc-NoaoOeH CHHAPOM;
HMYHOMEIHUPaHA HEKPOTH3IMWPAIA MUOTIATHA
(BiTE TOYKA 4.4)
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HﬂEYI.llEHHiI HA BL3NPOH3IBOAHTE/IHATA CHCTEMA H 'bpPAATA

C Heu3BecTHA UecToTa

TMHEKOMACTHUA

O6mH HapYIWIeHHS H eDEeKTH HA MACTOTO Ha NPHJI0KEHHE

HeuecrTHn

dCTCHHA, YMOpa, 00110 HEPA3NOJIOKCHHE, OTOK

C Heu3zBeCTHA YECTOTA

Oonka B repaunte; D0Ka; epudepeH OToK;
[MHPEKCHSA

H3caeaBaHHunA

Heuyectu

nosuineHne Ha ALT w/unn AST; noBHlIeHUe
Ha ankanHa ¢ocdarasza; NOBULIEHUE Ha |
kpeaTuH pochoxuHaza (CPK) B kpbBTa;
NOBHIIEHUE HA raMa-rIyTaMHITpaHcdepasa;
NOBHULLUEHHE HA HEPHOAPOOHH €HIUMH,
HeoDHYaeH pe3yiTaT OT U3C/IedBAHE Ha
yepHOAPOOHATa PYHKUKNA; [TOBULLIEHO TENECHO
Terjio

C HeuszBeCTHA YecTora

YpHHaTa

NOJMKHUTENECH PEIYNTAT 3a IEBKOLMTH B

e e ET T O S L S e e —— ———

J1abopaTopHH CTORHOCTH

B KOHTpOJIHpaHH KIMHHYHYA H3NUTBAHHA YECTOTATA HA MOBHILIEHHSA HA CEPYMHHUTE TPAHCAMMHAZHM C
KJIMHWYHA 3Hau#MoCT (ALT wmnu AST =3 x ULN, ¢voTBeThO) ¢ Habmwoaasana npu 0,6% ot

MaLHEHTHTE, KOUTO €A JIEeKyBaHH ¢ KOMOHHalMaTa e3eTUMUD/aTopeacTaTyH. Te3u NoBUIIEHHA c& OnK
Hal-00110 OC3CUMNTOMHK, HE ca OWIH aCOLMHPAHU ¢ XORECTa3a, U ca OOPAaTUMHU C BPBLLAHE KbM
M3XOJHUTE CTOHHOCTH, CIIOHTAHHO WIH Clel NPeyCcTaHOoBABAHE Ha TepanuaTa (BHkTe Todka 4.4).

CneaHuTe HEKENAHM PEeaKLMH ¢a ChOOIIEHH NMPH HAKOMW CTATHHM:

* CeKCYATHA AUCHYHKLUMA

* CbOOIIECHY Ca PelKH CIy4an Ha HHTEpcTHUMATHA BenoapobHa 6onect, 0COOSHO NMPU ABATOCPOHHA

Tepanus (BUXTE Touka 4.4).

* 3aXapeH AUadeT: 4ECTOTATA HIE 3aBHCH OT HATMUMETO WIM NUNCATA Ha PUCKOBH (pakTOpH (KpbBHA
3axap Ha raaHo > 5,6 mmol/L, BMI > 30 kg/m®, noBuIIeHO HUBO Ha TPUIIMLIEPHAH, aHAMHE3A 32

XUIEPTOHHUA ).

CrofiapaHe Ha NOAO3MPAHY HEXKETAHH PEAKLIUH

Cpo01IaBaHETO HA NMORO3MPAHH HEXETAaHH peakLiMK CJIC] pa3peuiasaHde 3a ynorpebda H
NPOAYKT € BaXHO. ToBa NO3BOAABA /1a NPOABKKA HAOMIOAEHNETO HA CLOTHOLIEHUETO




NneKapcTBeHUsA NponykT. OT MEAMUMHCKUTE CIIELHAIMCTH C€ U3MCKBA 12 ChOOLABaT BCAKA MOAO3HPaHa
HeXenaHa peakuus upes:

HanwnnyTeNnHa areHUuus 1o JIEKapCcTBaTa

yn. ,,Jlaman ['pyes* Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaliT: www.bda.bg

4.9 [Ilpeno3upaHe

Komburnayua ezemumub/amopsacmamuH

B cnyuadi Ha ripeno3upase tpadpa fa ce NpeRnpueMaT CHMITOMATHYHH ¥ NOANBPKAILM MEepKH. Tps0Ba
[a ce HanmpaBAT H3CcIeABaHUA Ha YepHoApoOHaTa pyHKUMA, kaTo cepymHUTe HUBa Ha CPK Tpabea ga
OBaar noa HabIHOACHHUE.

Ezemumub

B KIHHUYHH H3NUTBAHUA NPHIIOKEHHETO Ha e3eTuMUb, 50 mg/aen, npd 15 3apaBH y4aCTHHUH 33 [1EPHO
10 14 gy, unn 40 mg/nexd nopu |8 nauueHT! ¢ MLPBUYHA XHIIEPAUNKICMHUA 38 TEPUOL B0 36 IHH,
obukHoBeHO Oelre a0dpe noHocumo. JoknaaBaHu ca HAKONKO CIy4as Ha [Ipefo3upaHe: MOBEYEeToO He ca
CBbP3aHM C HEXENAaHN nocneacTBya. CroOIEeHnTe HEXENAHY NOCNEACTBUA HE ¢a cepuo3Hi. Tlpu
KHUBOTHM He € HabGMaaBaHa TOKCHYHOCT Cllell €IHHHYHHY nepopandy 4034 ot Y000 mg/kg esetumud npu
nnbXxoBe # MALIKY 1 3000 mg/kg npu Kyuera.

Amopsacmamu
[Topanu BuCOKaTa CTENEH HA CBBP3BAHE HA ATOPBACTATUH C I1A3MEHHWTE NPOTEUHM HE Ce O4aKBa
XeMOIWaTH3aTa Ja YCKOPH 3HAYUTENHO KIIKPbHCA Ha aTOPBACTaTHH.

5. ®APMAKOJIOTHYHHU CBOUCTBA

3.1 @apmakoIHHaAMHYHH CBOHCTBA

QapMakoTepanesTyuHa rpyna: Moaudguuupaiy nunuaure cpeacrea, HMG CoA peaykra3nu
MHXUOUTOPH B KOMOMHALMA C ApYrH MoaudHLHpatmy aundanre cpeacrea, ATC xon: C10BAOS

KomOuHaliusaTa e3eTuMub/aTopBacTaTHH € NMOHWKABALL IUIMHUIATE NPOAYKT, KOWTO CETEKTUBHO
UHXHOHpa YpeBHAaTa a0CopOLHA HA X0MecTepoia H CBbP3aHH PACTUTENHN CTEPOJIM U MHXHOUpA
€HAOMeHHUS CHHTE3 Ha XOJIECTEPO.

MexaHU3BM Ha ACUCTBUE
Komburnayusn om esemumub/amopsacmamun

[ln1asMeEHUAT XONECTEPOI C€ HOTYy4aBa OT YPEBHOTO YCROsIBAHE H eHJ0reHHUa cuHTe3. KoMbnnauuara
ChAbPIKA €3¢TUMUO U aTOPBACTATUH — [iBE TIOHMKABALUH JTUMHAUTE ChEAIMHEHHS C AONBBALLM Ce
MEeXaHHU3MH Ha aercTeHe. KoMOUHAUMATA €3¢TUMHO/aTOPBACTATUH HAMANABA MOBHILEHKA 001
xonecrepod (06w-C), LDL-C, anonunonpotend B (Apo B), tpurnuuepuau (TG) u xonecTepo.iz B
THNONPOTEUHUTE C HEBUCOKA MNEBTHOCT (non-HDL.-C) 1 noe#uinaBa xonecrepona B JIUMO
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Ezerumub vHxuOupa upesHara abcopluma Ha xonecrepona. EzeruMub € akTHBEH NPH NEPOPATHO
MPUIOKEHHE H NPUTEKABA MEXaHU3BM Ha JelCcTBHE, KOMTO CE pa3nuiasa OoT TO3W Ha APYTHTE KNAacoBse
MOHKKABAILIM XOJECTEPONa Che AHHEHUS (HaIp. CTATUHU, CEKBECTPAHTHU HA XIIBbYHATA KNCETHHA
[cMonH], nepupaty Ha puOpHHOBA KUCENHMHA M PACTUTENRH cTaHOAM). [IpuLieTHaTa ToYKa Ha
MOJIEKYJTHO HHBO Ha €3eTUMHO ¢ npenocutena Ha crepond Niemann-Pick Cl-Like 1 (NPC1L1), koiiro
oTroBapA 3a upesHaTa abcopOuua Ha xonecrepona U GUTOCTEPONUTE B TBHKUTE YEPBA.

Eserumu® ce NMo3HLHOHHPA HA MPaHMIIA HA BJIACMHKHTE B TbHKUTE YepBa U MHXUOHpa abcopbuumaTa Ha
XOJIECTEPOJI, KOSTO BOAM 10 HAMaJIsBaHE HA JOCTABAHETO Ha YPEBEH XONECTEPO A0 YepHHA Apob;
CTATHHUTE HAMAJSBAT CHHTE3a Ha XOJECTEpo/ia B UEPHHS Ap0o0 M 3a€1HO TE3H OTOCIHU MEXAHU3IMH
OCHT'YpABaT ROITBJIBAILIO C& HaMalsABaHe Ha xonecteposa. B 2-ceaMUYHO KNKHUYHO NpoyyBake ¢ 18
NALKMEHTH ¢ XUITepXoJiecTepoJieMHs e3eTUMHO nHxubHpa upesHara abcopduud Ha xonectepos ¢ 34% B
CpaBHEHHE C 1ailedo.

[IpoBeaeHeHa € cepus NpeAKNHHHYHH U3NMTBAHMA, 32 1a C€ ONpeasn CelIEKTUBHOCTTA Ha e3eTUMME 3a
HHXUGUpaHe Ha abcopbuuaTa Ha XonecTepolt. EseTuMub uuxubupa abcopbumsTa Ha [ '“Cl-xonectepon
be3 edext BBpXY abcopbLuATa HA TPUITHUEPHAN, MACTHH KMCENUHH, KIBYHH KUCETUHH, TIPOreCTEpPOH,
E€TUHUJT ECTPATHON WIH MACTHOPA3TBOPHMHU BUTAMHHHU A ¢ D.

Amopsacmamun

ATOpBacTaTHH € CENIEKTUBEH, KOHKYpeHTeH HHXUOUTOp HAa HMG-CoA peaykrazara — orpaHnyaBallUAT
CKOpPOCTTa €H3HM, KOMTO OTroBaps 3a NPeBPbLUAHETO HA 3-XHUIPOKCH-3-METHII-TIIYTApUN-KOEH3UM A B
MEBANIOHAT — [IPEKYPCOP HA CTEPONIUTE, B T.U. X0NecTepona. T pUrMULEPHINTE U XONECTEPONBT B UepHHA
npod ¢ca BKIIIOYEHH B JIMNONPOTEHHH C MHOTO HUCKa NABTHOCT (VLLDL) u ce ocBobox aaBar B nnazmMara
3a JOCTaBAHE A0 nepudepHuTe ThkaHy. JlinonpoTteute ¢ HUCKa nabTHOCT (LDL) ce obpasysar ot
VLDL u ce karabonuakpar rnaBHo upes peuenrtopa ¢ Bucok apuHuter kbM LDL (LDL peuentop).

ATOpBACTATUH NOHUXKABA IJTA3MEHHUA XOIECTEPO U NHUNONPOTEUHOBUTE CEPYMHH KOHLIEHTPALIMU, KaTo
nHxuoupa HMG-CoA peaykra3zara 1 BnocneactBue OMOCHMHTESE HA XONECTEPOS B UEPHUA ApoD U
nopuiuaea 6posa Ha yepHoapoObHuTe LDL peuenTopy Ha KJIEThYHATA NMOBBPXHOCT 34 NO-A00p0 NoeMane

K KatabonussM Ha LDL.

ATOpBaCTAaTUH HaMaIABa Npou3BoacTBOTO Ha LDL v 6pos Ha LDIL. yactuuTe. ATOpBACTaTHH BOAM 10
3HAYUTENIHO U NMPOABIDKUTENHO NOBXALICHKE HA akTUBHOCTTA HA LDL. peuentopure 3aeaHo ¢
OIaronpHATHa MPOMAHA B KaYeCTBOTO Ha UHpKynupawute LDL yacTAun. ATopBacTaTuH e ¢PeKTHBEH
npu HamanasaHero Ha LDL-C npu nauMeHT# ¢ XOoM0O3UrorHa daMuiiHa XUNepxXonecTepoNeMus — rpyna
NALMEHTH, B KOATO 0OMKHOBCHO HE ce HAabnaapa OTroBOP KbM JIEKAPCTBEHH MPOAYKTH 332 MOHKKABaHe
Ha JIMITHOAHTE.

B ripoy4BaHe 3a OTrOBOP KbM J034Ta € 10KA3aHO, Y€ ATOPBACTATUH HAMAIABA KOHUSHTPALMUTE Ha
obwma xonecrepon (30% - 46%), LDL-C (41% - 61%), anonunonportedd B (34% - 50%) u
Tpurnuauepuaute (14% - 33%), nokaro Boau 10 NpoMeHNrBY nosuiueHus Ha HDL-C u
anonumnonpoTerH Al. Te3d pe3ynrartd ca nocieoBaTeIHH MPH NAUHEHTH ¢ XeTepO3UIroTHA (paMiliiHa
XHIIEpXOJIECTEPONIEMHUA, HEPAMUIHY (POPMI HE XHUMNEPXOJNECTEPOICMHA H CMECCHA XHUNEPIUITUACMNA, B
T.4. MIPH NALMEHTH CbC 3aXapeH AUA0ET, KOUTO HE 3aBUCAT OT UHCYIIMH.
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MOHWX<eHUE Ha obwua xonecrepo, LDL-C, Apo B u Tpuranuepuaure, kKato cbLIO Taka NOBULIABA
HDL-C npu nauyeHTHTe ¢ XHIIEPXOIECTEPONEMHUA.

[Ivpeuuna xunepxonecmeponemun

B koHTposiupaHo ¢ rauedo npoyusaHe 628 nauueHTH ¢ XUNEPNUNYMOEMHA ¢a paHIOMH3WpaHH 3a
npdemM Ha ruauedo, ezetumMuo (10 mg), aropeacratu (10 mg, 20 mg. 40 mg unu 80 mg) Hin
CBBMECTHO MPANOKEHHE Ha €3¢TUMUO U aTOPBACTATHH, KOETO € SKBHBATIEHTHO Ha KOMOMHALIUATA

eseTumud/aropsactatuH (10/10, 10/20, 10/40 » 10/80) 3a nepuoa 10 12 ceamunu,

[lalineHnTH, nonyvuasaly BCHUKH H03M €3€TUMHUO/aTOPBACTATHH, €4 CPABHEHH C MALMEHTHTE,
noJiyyapallid BCHYKH J03U aTopBacratyH. EzeTumubd/aTopeacratud noHWwxkas obiusg xonecrepon-C,
LDL-C, Apo B, TG 4 non-HDL-C, u cemeBpemenso nosumasa HDL-C 3HauuTenHO NoBeye,
OTKOJIKOTO MOHOTEpanusTa ¢ aroppactaTuH. (Bmxkre Tabnuua 4.)

Tab6auua 4

OTrosop KoM KOMOHHRUHATA €3eTHMHO/ATOPBACTATHH NPH NAUHEHTH ¢ NbLPBHYHA
XHNEPJIHNHAEMHUA

(Cpeana®* % npomMsaHa cnpamMo HeTpeTHPaHo 6a3080 HUBO® cinea 12 ceamuin)

JleueHnue N O6m- LDL- Apo Tpuranuepuaun®* HDL- Xoaecrepoa,

(1HeBHA J033) C C B C KOHTO He e
HDL

Obob1ieHyn naHHU 255 41 -56 45 -33 +7 -32

(BCHYKH KOMOHHALHK OT

J03H

e3eTH MHG/&TGEBECTHTHH !‘

Ob6o00meHn JaHHHK 248 -32 -44 -36 -24 +4 -41

(BCUYKH J03M

aTOPBACTaTHH !‘

EzeriiMmub 10 m 65 -14 -20 -15 -5 +4 -18
[TnaueGo 60  +4 +4 43 -6 +4 +4

KomOuHauua or
e3eTUMUO/aTopBacTaATHH

o ao3a 65 38 -53 -43 31 +9 -49




" 3a TpUrnuuepuau ~ cpeaHara % npoMsaHa cnpamo 0a3zoBOTO HHBO
° BazoBo HMBO — 6e3 Tepanya ¢ JEKAPCTBEH NPOAYKT 32 MOHHKABAHE HA JIKITHINTE

* CbBKynHa koMOuHaums e3eTumud/aropeactatdt (10/10-10/80 mg), BoAM 40 3HAUUTENHO NMOHMKEH
o0y xonecrepon, LDL-C, Apo B, tpurnuuepuayu v xonecrepodn, xoidro He € HDL, u celuectBeHo
nosuimeHue Ha HDL-C B cpaBHeHHe cbC CBBKYMHWTE JaHHHU 34 BCUYKH A03M aropsactaTuH (10-80 mg)

B KOHTpONHMpPaHOTO MpoyuBaHe- TUTpUpaHe Ha aTOPBacCTaTHH CMPAMO OGABAHETO HA €3€TUMHD KbM
ATOPBACTATHH MpPH NaLHEHTH ¢ XunepxonecreponeMus (Titration of Atorvastatin vs Ezetimibe Add-On
to Atorvastatin in Patients with Hypercholesterolaemia, TEMPO), 184 naumenTtu ¢ suso Ha LDIL.-C >
2,6 mmol/l 1 £4,1 mmol/l u ymepeno BUCOK PUCK OT KOpOHAapHa GOAECT HA ChPLETO ¢a nonyvyaBaiK
atopBacTtaTHH 20 mg 3a noHe 4 cenMuuyM npean panaoMusnpanero. [auwentute 6e3 HuBo Ha LDL-C ot
< 2,6 mmol/l ca panaoMH3MpaHH 32 IPHEM HAa CbBMECTHO NPWIAraHK €3€TUMAD U ATOPBACTATHH
(eKkBUBa/IEHT HA KOMOKHalLMs e3zeTumud/aTopeacratdd 10/20) unu aropeacrarud 40 mg B NpOaLIAKECHHE

Ha 6 ceIMUUMN.

Kombunauusarta esetuMud/aroppacratuH 10/20 e 3HauuTENHO NMo-e(peXTUBHA OT YABOSABAHE HA A03aTa
aTopBacTaTHH 10 40 mg 3a No-CUITHOTO HaMangBaHe Ha o0wua xoecrepon (-20% cripaMo -7%), LDL-
C (-31% cnpamo -11%), Apo B (-21% cnpsamo -8%) u xonecreporn. koifto He € HDL (-27% cnpsamo -
10%). Pesynrarure 3a HDL-C n TpurnuuepunanTe Mexay ABETE Mpyly 3a TIEYEHHE HE Ca CHILIECTBEHO
pasnu4HY. ChHII0 Taka ChIIECTBEHO IOBEYE NAUUESHTH, KOUTO NoyvasaT KOMOMHALMATA
ezetummud/aropsacratur 10/20, ca nonyqwin LDL-C < 2,6 mmol/l B cpaBHeHHe ¢ MALINEHTHTE,
nosyyasaiy aropsactatil 40 mg — 84% cnpamo 49%.

B xoHTpOAKpPaHOTO NMpoy4yBaHe - E3eTHMHO TUIHOC aTOPBACTATHH CIIPAMO TUTPUpPAHE HA aTOPBacTaTHH 3a
MOCTUIMAHETO Ha NMO-HUCKH cToliHocTH Ha LDL-C npy nauMeHTH ¢ xunepxonecrepoieMus ( The
Ezetimibe Patients, EZ-PATH) — 556 naudenTu ¢ BUCOK KapauoBackyiaapeH puck ¢ LDL-C> 1.8
mmol/l n £ 4,1 mmol/l ca nonyuyasanu aropeactaTiH 40 mg 3a noxHe 4 ceaMHLUN NMpeau
paHgpoMu3auvaTa. [laumenTH, yuero HuBo Ha LDL-C He e < |,8 mmoi/l ca panaoMu3upaHy na
Moay4aBaT ¢AHOBPEMEHHO €3€TUMMD K aTOPBACTATHH (EKBHBANEHT Ha KOMOMHALUA
ezetumud/aropBacratud 10/40) unu aropsacrarud 80 mg B Npoat.1axeHUE HAa 6 CEOAMHLM.

KombunauuaTa esetTuMud/aTopsactatud 10/40 e 3HauuMTenHO No-e¢(pe<THBHA OT YO BOABAHE Ha J03aTa
aropsactaTvH 10 80 mg 3a no-cHNHOTO HaMmansiBaHe Ha o0wwuA xonecrepon (-17% cnpamo -7%), LDL-
C (-27% cnpamo -11%), Apo B (-18% crnpamo -8%), Tpurauuepuai (-12% cnpamo -6%) u xonectepon,
koifto He ¢ HDL (-23% cnpamo -9%). Peaynrature 3a HDL-C Mexny asere rpynu 3a Ae4eHUe He ca
CbIUECTBEHO pa3iuyHU. Chillo TaKa CHIUECTBEHO MOBEYE NAUKEHTH, KOUTO MOJiy4aBaT KOMOMHAUWATA
eseTumub/aropsacratud 10/40, ca nonyuyunu LDL-C < 1,8 mmol/L. B cparHEHHE ¢ NALUEHTHUTE,
nonyyasaitid aropeactatH 80 mg — 74% capamo 32%.

B KoHTpoaHpaHo ¢ ranedo npoyuBaHe ¢ NpoAbIKHUTENHOCT OT 8 ceaMHALM 308 MaljMueHTH ¢
XHIIEPXOJIECTEPOMIEMHUS Ca NOJYHaBaAH aTOpBacTaTHH, 063 aa mocrurHar uen 3a LDL-C no HaunoHanHa
obpazoBarensa nporpama otHocHo xoJiectepona (NCEP) (uenta 3a LDL-C ce 6a3zupa B3 OCHOBA Ha
6aszosure LDL-C 1 puCKOB cTaryc 3a kopoHapHa 601€CT Ha CHPLETO ), ¢4 PAaHAOMHU3IUPAHU 3a NPHEM HA
ezeTuMud 10 mg WK wrauebo B JOOLIHEHUE KbM HACTOALUATA UM TEpalus C aTOPRAaCTATHH.

Cpenr nauveHTuTe, KOUTO He ca nocTHrHaiu uen 3a LDL-C npy 62308010 HUBO (~83%), g I:‘LO\




e noHuxw1 LDL-C ¢himecTBeHO noBeye oT nnaueboTo, 100aBeHO KsM TEpaNUATa C aTOPBACTAaTHH —
25% cnpamo 4%. Ezernmu0, noH6aBeH KbM TEpPANHUATA C ATOPBACTATHH, CBLIO TaKa € TTOHHXKIT
CHLIECTBEHO OOILIMA XonecTtepon, Apo B ¥ TpurnMuepuanTe B CpaBHEHUE ¢ mnanedoTo, 100aBeHO KbM
TEpanusaTa ¢ aTOPBACTATUH.

B kouTponupaHo, 12-ceaMuyHO npoy4uBase ¢ 2 ¢asy 1539 nauueHTy ¢ BUCOK PUCK OT CbPASYHOCHAOBH
cxOuTud, ¢ HUBo Ha LDL-C mexay 2,6 u 4,1 mmol/l, na nHeBHa a03a aropBactaruH oT 10 mg, ca
paHIOMH3HPAHM 33 NPUEM Ha: aropsacTtaTul 20 mg, posysactatul 10 mg win xkomOMHaL KA
ezeruMuO/aropsacrarud 10/10. Cnen 6 cenmuuu neyerue (daza I) mauMeHTUTe, KOUTO ca NpHEMaH
aropBacTaTHH 20 mg W KOUTO He ca nocturdand Huso Ha LDL-C ot < 2,6 mmol/l, ca npemunany Ha
aropBacTaThH 40 mg wnu koMOuHaiua eserumub/aropacratud 10/20 3a 6 cenmuup (dasa I1), nokaro
CXOIHH MALMEHTH, KOUTO ca npueManu polysactatuH 10 mg no Bpeme Ha ¢raza 1, ca npeMuHanu Ha
po3yBactaTuH 20 mg Wiu komMOuHauma ezeTuMud/aTopeacraTun 10/20, B Tabnuua 5 ca nokazaHu
HamanieHnnaTa Ha LDL-C u cpaBHeHMsATa MeXAY rpynara ¢ KOMOMHallMATa e3eTMMud/aTopBacTaTdH U

OCTAHAIHMTE NPOYYEHH IPYITH 33 JIEYEHHUE.
Tabdbauua 5

Otrosop KbM KOMOHHAIIHATA €3eTHMHO/ATOPBACTATHH® TIPH NALHEHTH NOA BHCOK PHCK, KOHTO
HMaT HuBo Ha LDL-C mexay 2,6 u 4,1 mmol/l 1 npuemat atopacTaTiH 10 mg AHEBHO KbM
64308070 HHBO

JleyenHe N IlpoueHTHA NPOMsIKA CIPAMO 0A30BOTO HHBO'
Oém- LDL- ApoB Tpurn HDL  Xonecrepo
C C Huepu -C i1, KOUTO
oy’ ne e HDL
Da3a |
IlpeMHHaIK OT ATOPBACTATHH
10 mg
Kombutalusa ot 120 -13,5 22,2 -11,3 -6,0 +0,6 -18,3
e3eTumubd/aTopBacrar
e 10/10
ATtopsactatTuH 20 mg 480 -64% 95 601 3.9 1,1 -8,1%
Posypactarni 10mg 939 -7,7°  -13,0° -6,9* -1,1 +1,1  -10,6°
Pa3za 11
[lpeMHUHaNH OT aTOPBACTATHH
20 mg
KomOuHauusa ot 124 -10,7 -17.4 -0.8 -5.9 +0.7 -15,1
e3eTUMHO/aTopBacTaT
uH 10/20
AtopsactatHi 40 mg 124 -3,8° 69" 54 3,1 +1,7 -5.8°
[TpeMUHaTH OT PO3YBaCTATHH
10 mg
KombuHaums ot 231 -11.,8 -17,1 -11,9 -10,2 +0,1 -16,2
e3zeTuMud/aropsacrar
uH 10/20

45 75 41° 328 408 -64°

I .
//:—~:.'..“: - \\
*CbBMECTHO MMPHAMKEHUE Ha €3eTHMHO M aTOpBacTaTHH, EKBUBAIEHTHO HA KOoMOHRBaL ,ﬂ ?\, '_:-_:_“ )
esetumub/aTopsactatul 10/10 unn xkombuHauus esetumub/atopsacrarun 10/20 /P Ja‘ o

—1,.-" '
" M-ouenku (Bb3 0CHOBa Ha MeToaa Ha Huber; 95% noBepUTeneH HHTEPBAN U P-CTO m:? ca, rloﬂyt{BH \

PosyBacratiH 20 m 205




ype3 HaracBaHe Ha CTaOUICH perpecHOHEH MOJE ¢ YCROBHS 3a Je4yeH e H 0a30BO HUBO)

* FeOMETPUYHHUTE CPEAHH IPOLIEHTHY MPOMEHM OT Ha30BOTO HUBO Ea TPUIINLEPHAMTE Ca UIUUCIEHH Bb3
OCHOBA Ha 0OpaTHa TpaHchopMaLUa upe3 eKCITOHEHLMUpaHe Ha 0a3npaHUTe HA MOJIENa Hal-Malku
kBaapaTHH (LS) cpeIHK CTOHHOCTH ¥ H3PA3ECHH KATo (FEOMETPHYHA CpeAHaA CTOHHOCT — 1), YMHOXEHO MO
100

* p<0,001 cnpsMo koMbHHaLMA e3eTuMUG/aTopsacTaTH 10/10

1p<0,01 cnipaMo komMOuHaLMs eseTumMub/atopractarun 10/10

* p<0,05 cnpsimMo komOuHaums e3eTumub/atopsactataH 10/10

P p<0,001 cnipamo xomBunauna eserumud/atopeactaTus 10/20

% p<0,05 cripamo koMGHHalg e3eTuMub/aTopeactatil 10/20

Tabnuua 5 He chABpXa JaHHK, CPABHABALIM edeKxTa OT koOMOUHaLUATa e3eTUMuUd/aTopeactatul 10/10
unu 10/20, ¢ 1031, KOUTO ca MO-BUCOKH OT aTopBacTaTyH 40 mg Wi po3ypactaTtHH 20 mg.

B koHTpOnuparo ¢ mauedo npoyupaHe, Peaykiums Ha MHOKApAHA UCXEMHA C AIPECMBHO IMOHUKARAHE HA
xonecrepona (Myocardial Ischaemia Reduction with Aggressive Cholesterol-Lowering, MIRACL),
NALMEHTH C OCThP KOpoHapeH cHHApoM (MH 6e3 Q-3u0ell wiiu HecrabnHa aHrHHa NeKTOPHUC) ca
paHIOMHA3HUPaHH 3a MpHeM Ha aropsacTatiH 80 mg nHesHo (n = 1538) unu mnauedo (n = 1548).
JleyeHueTO € 3aNoOYHATO N0 BPEME Ha oCTpara asa ¢iea XOCIMTATHIMDAHE U € NNPOABIKHUAC 3a NePUOL
oT 16 cengmuuu. Atopsactatia 80 mg aHeBHO e ocurypun 16% (p = 0,048) naManseaHe Ha pUCKa OT
KOMOMHHUpaHaTa MbPBHYHA KpaliHa TOYKa: CMBPT NOPaan KakBaTo K Aa OWI0 NpUYMHa, HedaTaiHa
MWOKApOHA HCXEMHS, PEAHHMHUPaH ChPACUEH apecT WK AHTHHA [MEKTOPUC ¢ JaHHM 32 MUOKapaHa
HCXEMHUA, M3KCKBALLA XOCAUTATH3alUA. ToBa ce ALTXKH rmaBHO Ha 26% HaMaleHHe Ha
peXoCnMTaATHM3aLHATA 32 aHT'HHA IEKTOPUC ¢ JaHHH 33 MHOKapana ucxemud (p = 0,018).

KomOuHauuata ezeTUMHUO/aTOpBacTaTHH ChABLPAKA aTOpBacTaTHH. B mnaneto-KoHTPONUpaHO NIPOYUBAHE
— AHIO-CKaHIWHABCKOTO MPOYYBAHE 33 CbPAEYHO-ChI0B HU3X0I-KJIOH C MOHWKaBaHE HAa THUITHAUTE
(Anglo-Scandinavian Cardiac Outcomes Trial Lipid-Lowering Arm, ASCOT-LLA) — edektsT 0T
aropBactaThH 10 mg Bbpxy daranHy v HedaTaTHH CIy4an Ha KopoHapHa DOIECT HA CHPLIETO € OLEHEH
npu 10 305 naunenTu ¢ xuneprodus, Ha Bb3pacT oT 40 no 80 roanuu, ¢ TC Huea < 6,5 mmol/l u noHe
TPH ChPAECYHOCHLAOBU PUCKOBH (hakTopa. IlauMeHTUTE ca NpocnefeHy 3a CPeAEH Nepuo OT 3,3 rORMHH.
ATtopeactaTiHH |0 mg B 3HauyuTenHa creneH (p < 0,001) e HaManui OTHOCHTENHHA PUCK OT: paTaliHa
KOpoHapHa H0necT Ha ChpLeTOo IUTHoC Hedaraina MUOKapAHa uexemus ¢ 36% (abcoaroTHO HaManeHHue Ha
pucka = 1,1%); obmu cbvpaeuHOCHAOBY CHOUTHS M NpoLEAYPH 110 pesackyliapuzanus ¢ 20% (abconroTHo
HaMaleHue Ha pucka = 1,9%); u o0y cbaoBH crbutus ¢ 29% (abconioTHO HAMATEHUE HA PHCKA =

1,4%).

B koHTpOonupaHo ¢ mnauedo npoyusane — CbBMECTHO NPOYYBAHE HA aTOpBACTaTUH NpH anader
(Collaborative Atorvastatin Diabetes Studty, CARDS) — edekTbT Ha aropsactarus 10 mg BepXy
KpaHHHUTE TOYKH 3a ChpAcYHOCHAOBY 3aboaarannsg (CVD) e oueHen npu 2838 naLMeHTH, HA BL3PACT OT
40 no 75 rogauHu, ¢ nuabet TN 2, €AWH WK NOBEYE ChPACHYHOCHAOBH pHUcKoBY daxTopa, LDL <4.1
mmol/l u Tpurnuuepuan < 6,8 mmol/l. ITauneHTUTE Ca MpOCAENEHH 3a CpelieH Nepuos OT 3,9 roaHHu.
ATopBactaruH 10 mg B ceiuecrBeHa creneH (p < 0,05) e HaManun: yecToTaTa Ha rofeMu
ChpAEYHOCHAOBH ChOUTHS € 37% (abCoMOTHO HAMaTEHHE Ha pUcka = 3,2%); pUCKBT OT HHCYIT ¢ 48%
(abcomoTHO HaMalleHUe Ha pucka = 1,3%); KakTO ¥4 pUCKa OT MHOKapAHa HcxeMmus ¢ 42% (abcomoTHo
HaManeHue Ha pucka = 1,9%).

IIpeseryun Ha cvpOeyHo-Cv008U UHKUOCHMU / TN
B MHOrOUEHTPOBO, pAaHAOMM3UPAHO, ABONHO-CJIATNO, aKTHBHO-KOHTPO.1MPAHO npquﬂayﬁ Hff‘jk_"_'i"’?ﬁ
€3eTUMHNO/CHMBACcTaTHH ca ce BKIYWIH 18 144 nanueHTH B pamkuTe Ha 10 au# ot

OCTBP KopoHapeH CHHAPOM (ACS; unu ocrep HHQpApKT Ha Muokapaa [MI], anm Hecr,




[UA]). Bcuuky nanyeHTH ca paHJIOMU3HPAaHH B ChOTHOWEHUE 1:1 32 MpHeM Ha e3eTUMHO/CHMBacCTaTHH
10/40 mg (n = 9067) unu cumpactatuH 40 mg (n = 9077) 4 npocnescHy 3a cpeaHo 6,0 rojauHu.
[TanmeHTHTE ca HA cpeaHa Bb3IpacT oT 63,6 roanHu; 76% ca oT Mbxkkk non, 84% ca OT eBpONEHCKH
NpOH3X0ol, Kato 27% ca nuaderuuy. Cpennara croiinoct Ha LDL-C ksM MOMEHTa Ha OnpeaesisiHeTo 3a
OTrOBapAHE Ha KpUTEepHUTE 3a npoy4BaHeTo ¢ 80 mg/dl (2,1 mmol/l; 3a nauueHTUTE Ha Tepanus 3a
NoHWxaBaHe Ha JUNUAMTe (n = 6390) u 101 mg/d! (2,6 mmol/l) nauueHTHTE, KOUTO HE ca DKM Ha
NpeaMLLHA Tepanuys 3a NoHwkapaHe Ha nunuadre (n = 11 394). INpeau XOCNUTANTHINPAHETO 34
OTrOBapALIOTO Ha kpuTepuuTe chouTe ACS, 34% ot naureHTuTe ca OUNU Ha Tepaliiia CbC CTAaTHHH.
Crnen eqHa roguHa cpeaHara croiiHoct Ha LDL-C 3a naudeHTH, KOMTC NpOoAbIXaBaT C TEpAIUATA. € 53,2
mg/dl (1,4 mmol/1) 3a rpynara ¢ ezetumud/cumpacrarun ¥ 69,9 mg/dl (1,8 mmol/l) 3a rpynara ¢

MOHOTCpAIIUA CbC CHMBACTATHH.

[ILpBnyHaTa kpalHa ToOUuKa € KOMOMHMpaHa, ChCTOALIA C€ OT CHPAEHHOCHA0BA CMBLPT, KOPOHAPHH
cvbuTna (MCE; nepvHupaHo karo HedaTtancH MHQApPKT HA MUOKapaa, JOKYMEHTHpaHa HecTabunHa
AHTMHA, KOATO U3UCKBA XOCIIMTAIM3UPAHE, HIIM KAKBUTO H 1a OUNO npoueaypH no KOpoHapHa
peBACKyapu3ailis, Bh3HUKBaLIA noHe 30 AHK cien HAZHAYECHOTO PAHAOMM3UPAHOTO JICUEHNE) U
He(aTtaneH HHCYAT. [IpoyuBaHeTO AEMOHCTPHpA, Ye JEUSHHETO C €3eTHMHO/CUMBACTATHH OCHTYPABA
OOMKJIHMATENHA [10J13a 38 HAaMaIsABaHE Ha MbpPBUYHATA KOMOMHHUpaHa KpaiiHa TOYKA 34 ChPACYHOCHI0BA
cmbpT, MCE 1 BedataneH UHCYNT B CpaBHEHHE C MOHOTEpAINHS CbC CHMBACTAaTHH (OTHOCHTENHO
HaMalIABaHE HAa PHCKA OT 6,4%, p = (,016). [ pBHUHATA KpakiHa TOUKA € HACTRIMUNIA NpH 2572 ot 9067
nauneHTH (7-roarirHara vecrora no Kaplan-Meier [KM] e 32,72%) B rpynara ¢ eaeTUMHO/CHMBAacCTaTHH
n 2742 ot 9077 naumenTtu (7-roanuigara yecrtora no KM e 34,67%) B rpynata ¢ MOHOTEpAIHs ChC
cuMBacTatuH. (Brxre Qurypa | u Tabnnua 6.) Ouaksa ce Ta3u JONBAHMTENTHA 10134 J1d € CX0JHa CbC
CBBMECTHOTO NMPHUIOXKEHHE Ha e3eTUMUD M aTopBacTaTHH. O0Lara CMLPTHOCT € 6e3 NpoMAHa B Ta3H

BUCOKOPHMCKOBA "pyTIa,

MMa 1sanocTHo noaobpeHHe npyU BCHYKU HHCYIITH; BLIIPEKHA TOBA UMa MAITKO, HECBHLIECTBEHO MOBUILIEHHE
Ha XeMOoparu4yHuA HHCYNT B rpynara ¢ e3eTUMUO/CUMBACTAaTUH B CPABHEHHE ChC CHMBACTATHH Karo
MOHOTEpanua. PHCKBT OT XEMOParuueH MHCYJT 32 €3€THMHO, CbBMECTHO NpMIaraH ¢hC CTATHHM C NO-
BHCOKA MOTEHTHOCT, HE € OLEHABaH B AbAMOCPOYHU MPOyUBaHYS.

EdexThT OT neyeHuero ¢ e3eruMub/CUMBacTaTHH 0OMKHOBEHO ChOTBETCTBa Ha LAJIOCTHHUTE PE3YNATATH OT
MHOTrQO MOArpYNH, B T.Y. N0J1, BB3PACT, paca, MCAWLHHCKA aHAMHE3a 33 3axapeH puaber, 6a30BH NTNITHAHU

HHBa&, INpCOAUIIHH TCpANMHH CBC CTATHHH, NPCAHUILICH HHCYNT H XHIICPTOHHA.




@urypa 1: Edexr Ha e3eTHMHO/CHMBACTATHH BbPXY NbPBHYHATA KOMOHHHPAaHa KpaHHA TOUYKA 34
CbpAE€4YHOCHA0BA CMBbPT, I'0JIEMH CbAOBH CHOHTHS WM HedaTaIeH HHCYJIT

40 -
Hazard ratio, 0 936 (95% CI, 0.887-0.988), p=0.016
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0 1 2 3 4 5 £ 7
Time Since Randomization (Years)
Subjects at risk

Ezelimbe/Simvastatin 9067 7371 6801 8375 2839 4284 3301 1906
Simvastatn 9077 7453 6799 6327 3729 4206 3284 1857

Tabauua 6
IN'osleMH cbpAEYHOCHA0BH CHOMTHS MO rpyna 3a JeYeHHe NMPH BCHYKH PAHIOMH3HPAHH NAUKHEHTH B
IMPROVE-IT
EzernMu6/cHMBACTATHH CumBacratid 40 mg'  CwoTHOmEHHe p-
Pesyarar 10/40 mg* (N=9077) Ha PHCKA CTOHHOCT
(N=9067) (95%
AOBepHTEJIEH
HHTEepBAJI)
n K-M %?* n K-M %?
[IbpBHYHa KOMOHHMpaHA KpaiiHa ToYKAa 32 ePHKACHOCT
(ChpAEYHOCH/10BA 2572 32,72% 2742 34,67% 0,936 (0,887, 0,016
CMBbPT, KOPOHAPHH 0,988)

CbOUTHSA H
HedaTaJieH HHCYJIT) e
KoMmnoHeHTH HAa MbpBHYHATA KOMOHHHpaHa KpaiiHa ToYKa H H30paHu Kpaiau TouKkH 3% {'ié_cqhgﬂqcia

(ITbpBO Bb3HHKBAHE HA ONpPEAEIEHO ChOUTHE 110 BCAKO BpEME) B ~ 20\
Chbp/1E4HOCH10BA 537 6,89% 538 6,84% 1,000 @887/ 0997 \ v, ‘H
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CMBPT 1,127)
[C0/1AMO CBAOBO CHLOHTHE:

Hedaranen 945 12,77% 1083 14.41% (0,871 (0,798; 0,002
HH(APKT Ha 0,950)
MHOKapaa

HecTabunua 156 2,06% 148 1,92% 1,059 (0,846; 0618
aHI'MHa 1,326)

H3UCKBALLA

XOCIHTAIU3alUUs

KoponapHa 1690 21,84% 1793 23.36% 0,947 (0,886; 0,107

peBacKyaapu3auus 1,012)

cnen 30 nHU
Hedaraned HHCynT 245 3,49% 305 4,24% 0,802 (0,678; 0,010

0,949)

* 6% ca THTpUPpaHH Harope 10 e3eTHMuO/cumpactatul 10/80 mg
' 27% ca THTPUPAHM Harope A0 cMMBacTaTiH 80 mg
* Quenka no Kaplan-Meier cnea 7 rogunu

Xomoszuzomna hamunua xunepxonecmeponemus (HolH)

[TpoBeneHo ¢ ABOMHO-CAANO, paHAOMU3UPAHO, | 2-CEAMUYHO NPOYYBAHE MPH NAIUECHTH C KIIHHHYHA

W/ WK reHOTHNHA Anardosa 3a HoFH. AHanu3upanu ca 1aHHM OT noArpyna nauydeHty (n = 36),
nonyuasall aTopsactarud 40 mg B HAYATOTO Ha NMPOYUYBAHETO. Y BEIHYABAHETO HA J103aTa
aropBacTaTHH oT 40 1o 80 mg (n = 12) noBexaa no HamanexHue Ha LDL-C or 2% cnpaMo B3xoaHuTe
CTOWHOCTH, NpH JieueHdHe ¢ atopBacTaTHH 40 mg. CBLBMECTHOTO NMPKIOKEHHE HA E3€THMHO ¥
aATOPBACTATHH, EKBUBAIEHTHO Ha KoMOWHaumus eseruMub/aTopBactatus (10/40 # 10/80 CeBKYHHO, N =
24}, soau oo HaManeHue Ha LDL-C o1 19% cripsMo U3X0aHUTEe CTOHHOCTH, NPH ICYEHUE C aTOPBACTATUH
40 mg. [1pv nauHeHTHTE CbC ChbBMECTHO NPHIIOKEHUE HA €3eTHMHO ¥ aTopBaCcTaTHH, EKBUBAIEHTHO HA
xoMOuHauus esetumnb/aropsacratnx (10/80, n = 12), e noayueHo Hamanenue Ha LDL-C ot 25% cnpsamo
H3XOIHHTE CTOMHOCTH NPH neUveHue ¢ aroppactaTiiH 40 mg.

Crnen 3aBbplIBaHe Ha 12-CeAMUYHOTO IPOYYBaHEe OTrOBapAILUTE Ha KPUTEPHUHTE NALMeHTH (n = 33),
KOHMTO Ca MoJIy4yaBalM aropBacTtariH 40 mg B HAYANOTO HA NPOYUYBAHETO, €A Pa3npee/ICHH 32 CbBMECTHO
MprIoKeHNe Ha eseruMub/aTopeacratuH 10/40 3a nonwaHuTeneH nepron a0 24 mecena. Cnex noxe 4

CeMHLIM JIeYeHHe 103aTa aTOPBACTATHH MOXE A C€ YABOM J10 MakcuManHa no3a oT 80 mg. B kpad Ha
24-Te Mecela komOuHalusTa esetuMub/aropsactatud (10/40 n 10/80 ceBKynHO) BOAM 10 HAMANEHMNE Ha
LDL-C, xoero orrosaps Ha HaONOAABaHOTO B 12-Ce€AMHUHOTO NPOY'IBAHE.

EBponefickaTa areHUHWA M0 JeKapcTBaTa € OTMEHW A 3aAB/DKCHUETO 3a H3MPALLIAHe HA Pe3yJITaTuTeS OT
M3MUTBAHHATA ¢ KOMOHHALIMATA €3eTUMHO/aTOpPBACTaTHH MPU BCUMKY roaHadopu neauarpuiHa
NOMyNALHA TIPH JTE€YEHHETO HA XKIIEPXOIECTEPONIEMH U CMECEHA XUTIEPIHNUAEMHUA (BIXKTE TOYKA 4.2 32

MH$pOpMaLIHA OTHOCHO NEeAHaTpUyHaTa ynorpeoba).
5.2 QapMakoKHHETHUYHH CBOHCTBA
Kombunayus om ezemumub/amopsacmamun

JTokasaHo e, ye KOMOMHAIIHATA €3eTUMHO/aTOPBaCcTATUH € OUOCKBUBAICHTHA HA NPUITOXKEHUTE
eQHOBPEMEHHO B CHOTBETHH N03H €3eTUMHUO U aTopBacTaTHH Tabnerku.

AbcopOuns
Kombunayus om ezemumub/amopeacmamun




EdexTuTe OT XpaHa ¢ BUCOKO ChAbPIKAHHE Ha Ma3HUHU BBPXY PapMaKIKMHETHYHHTE NOKA3aTeNH Ha
e3eTUMHO U aTOpBaCTaTHH, KOraro Ce NPUNIAraT KaTo KoMOUHaLMs OT TabNeTKH e3eTUMHO/aTOpBaCTaTYH,
€a CpaBHHMH CbC CHLOOILABAHKUTE 32 OTACTHUTE TAONETKH.

Ezemumub
Cnen nepopatHO NpUiokeHue e3eTHMHO 6Bp30 ce abcopbHpa H B roasMa CTeNneH ce KOHKrupa ao

¢apMakoIOrHyHO akTHBEH (PeHONEH MIKKYPOHUA (€3eTHMHO-TIIIOKYPOoHUA). CpeaAHHTE MAKCHMAaNHH
nasMeHH KoHUEHTpalUMH (Cmax) Bb3HHKBAT B paMKHUTE Ha | 10 2 yaca 3a e3eTMMHO-rNoKYPOHMA U 4 10
12 yaca 3a ezeruMuO. AGcomoTHaTa OHOHATHYHOCT HA €3€TUMKHO He MOKe Ja C€ OfpeacsiH, Thil KaTo
ChENHEHHETO MPAKTAYCCKU HE € PA3TBOPHUMO B [IOSXOAALIA 32 HHXKEKYHPaHe BOJHA Cpeja.

EQHOBpPEMEHHOTO MpUeMaHe Ha XpaHa (foratd Ha Ma3HMHH XPaHH WitM 00€3MaclIeHH XpaHH) HE OKa3a
edexT BLpxy nepopaiHara OHOHAIMYHOCT Ha e3eTUMHUO, KOraTo ce npuiara noa gopmara Ha TabAETKH OT

10 mg.

Amopsacmamun

ATopBactaTiH ce abcopbupa 61Lp30 cnen nepopanHo NPUIOKEHHE; KATO MAKCHMANHYUTE [Ia3MEHH
koHLeHTpaluuH (Cmax) €€ BOCTUraT B paMKHTe Ha 1 10 2 yaca. Ctenenta Ha abcopbums ce noBHIlasa
NMPONOPLHOHATHO HA 403aTa aropBacTaTiH. Cnel nepopaiHO MpUAmKeHHe UNMUpaHUTe TabNETKH
aTOpBacTATHH ca 95% no 99% OuoHanMyHM B CpaBHEHHE ¢ PAa3TBOPA 3a NEPOPATHO MPHIOKEHHE.
AGconoTHaTa OMOHANMYHOCT Ha aATOpPBacTaTHH € npubmn3uTtento 12% u cucreMHara OHOHATHYHOCT Ha
HMG-CoA peaykTasHara HHXHOMTOPHA aKTUBHOCT € Npubausutento 30%. Huckara cucremHa
HAIMYHOCT C€ IBJIKH HA MPECHCTEMHHA KIHPBHC B CTOMAalIHO-UPEBHATA JIMraBHLIA W/ WM 4€pHOAPOOHUA
,.Hd MBPBO npemMuHasaHe* (“first-pass’) MeTabONH3IBM.

PaznpenencHue
Ezemumub
EseTumut u e3eTHMHO-TITIOKYPOHUA Ce CBBP3BAT HAa CHOTBETHO 99,7% U 88 10 92% ¢ 4oBelIKUTE

Ma3MeHHU NPOTEHHH.

Amopsacmamuni
Cpeaunat o6eM Ha pa3npeaencHUeTo Ha aTOpBacTaTHH ¢ NpubnusurenHo 381 auTpa. ATOpBacTaTHH ce

06BBP3Ba Ha > 98% C MIIA3MEHNTE MTPOTEUHH.

buoTpaHchopManns

Ezemumud

Ezerumub ce Merabonu3npa oCHOBHO B TBHKHTE Y€pBa U YepHUA Apoh upes rMioKypOHHAHa KOHITaUHA
(peakuns oT ¢aza II) ¢ nocnenpama xKnbyHa ekckpeums. [Ipy BCHYKK OLEHEHH BUAOBE € Habno1apaH
MHHHMaIeH OKCHAATHBEH MeTabon3EM (peakuns oT ¢asza [). EzeTtnmud u e3eTUMUO-TTIOKYPOHU Ca
OCHOBHHTE TIPOM3BOIHY OT JIEKAPCTBOTO ChEAWHEHHA, KOMTO CE OTKPHUBAT B UIa3MaTa, NMpeacTaBnaBankH
croTBeTHO npronnsuteno 10 no 20% u 80 mo 90% ot obuioTo NekapcTBO B TW1asMara. Kakto e3eTuMuo,
TaKa v €3eTUMUOD-TTIOKYPOHU ODABHO ce eTMMHUHHUPAT OT [L1Aa3MaTa, Karo HMa faHHY 33 3HaYHMO
eHTepOXenaruyHo peurKiInpale. [lepHoasT Ha MONYKUBOT 3a €3¢TUMHO B e3eTUMHO-TTIOKYPOHHU L €

npuOIU3UTENHO 22 Yaca.

Amopeacmamun
ATopBacTaTHH ¢e Meradonusnpa OT uuToxpoM P450 3A4 no opTo- M MapaxuApPOKCHIWPpaHU OCPUBATH U
pPa3zTHYHK OeTAaOKCHAAUKOHHH NpoAYKTH. OTAETHO OT OCTaHANUTEe NBTHLIA, TE3W NPOAYKTH Ce

MeTaboNMU3UpaT JOMTHHTENHO Ype3 MoKy pOoHUpaHe. In vitro nuxudupanero Ha HMG-
PEAYKTa3aTa upe3 OpTO- M NapaxuIpoKCHAMPaHy METAbOTHTH € EKRMBANIEHTHO HA TOBg/HA




[Tpubnuavrentno 70% or uMpkynupainata UHXUOMTOpHA akTOBHOCT 3a HMG-CoA penykrasara ce JbJIXKH
Ha AKTUBHU METabONHTH.

EnuMUHHpaHe

Ezemumub
Cnea nepopaltHOTO MpHWIoKeHHe Ha ' 'C-e3eTuMKO (20 mg) npy Xopa, OOIMAT e3eTUMHO NpecTaBniea

npuban3zuTenHo 93% ot obinara paauoakTHBHOCT B rnasmara. [Ipudnuzurenso 78% u 11% ot
NPUIIOKEHATa PaAHOaKTHBHOCT C€ OTKPHBA ChOTBETHO BHB PCKANMHTE U ypUHara npes 10-aHeseH
nepuoa. Cnen 48 yaca HIMa OTKpHMBaEMid HHBA HA paAHOaKTUBHOCT B NAa3iMara.

Amopeacmamunr

ATOPBACTATHH C€ EMHMMHHUPA OCHOBHO B XTBYKATA Clell Y4ePHOAPOOEH WUAHK eKCTpaYepHOapoOeH
MeTabonH3bM. BRNpexu TOBa, NeKAPCTBEHUAT NPOAYKT HE M3k Ia Aa [TIPESMHUHABA NPe3 3HAUKMMA
EeHTepoXenaTHiHa peuMpkyiauusa. CpeaHUAT mia3MeH eTMMPHaLMOHEH NoJlypa3nal Ha aTOpBACTATHH
npu xopa ¢ npubau3uTenHo 14 yaca. [loayxuBoThT Ha HHXHOHUTOpHATa akTUBHOCT 3a HMG-CoA
penykTasa e npubmuzurenHo 20 go 30 yaca nopagu npuHoOCca HA AKTMBHHTE META0OTHTH.

ATOpBACcTATHH € CYOCTpaT Ha YepHOAPOOHHUTE TPAHCIIOPTEPH, OPraHHYeH aHHOH-TPAHCIIOPTHpalLll
nonunentua 1B1 (OATP1B1) u 1B3 (OATP1B3) Tpancnoprep. MeTtabonuTuTe Ha aTOPBACTATHH Ca
cybcrpatu Ha OATP1B1. ATopBacTaTHH CBLIC TaKa c€ HAEHTHPHULIMPA KaTo CyOCTpaT Ha eQuyKc
TPAHCMIOPTEPHTE MYITHNIEKAPCTBEHATA PEIUCTEHTEHTHOCT nnpoTeuH 1 (MDR1) u nporeuHa 3a
PE3UCTEHTHOCT HA paK Ha repaara (BCRP), koeTro Moxe Ia orpaHdyd YpeBHaTa abcopOuua ¥ XI1b4YHHA
KNUPBHC HA aTOPBACTATHH.

[leauarpudHa nonyialus

Ezemumub

(DapMakoKHHETHKATa Ha €3eTHMHMD € CXOAHA MEXIY A€la Ha BBL3pacT > 6 roAMHM M BB3pacTHU. Hama
HaJITUYHH (papMaAKOKUHETHYHY JAHHU FipHU MEIRATPHYHATA NOMYJIALMA HA B3PAcT <6 roAULH.
KIUHUYHUAT ONUT NPH NEAUATPUYHM NALMEHTH U MaL{HEHTH B FOHOLLECKA Bb3pacT BKJIIOUBA NAUMEHTH C
HoFH, HeFH nnu curocteponemus.

Amopsacmamun

B oTkpuro, 8-ceamMuuHo npoyusaHe, etan 1 no Tadep (n = 15) u eran 2 no Tauep (n = 24), neanarpuyHu
nateHTy (Ha pu3pact 6 10 17 roauHH) ¢ XeTepo3uroTsa paMUHEa XUnepxonecrepoieMys U U3X0IHH
crorrocTy Ha LDL-C > 4 mmol/l ¢ca Tperupanu croTBeTHO ¢ 5 mnu 10 mg Tabnerku 3a aeBueHe win 10
unu 20 mg punMupan TabneTKky aTopBacTaTHH BEAHBXK JHEBHO. TeneCHOTO TErno € e AIMHCTBCHHAT
ChiLteCTBEH KOBApHaT B romynaudoHHua K Mozen 3a atopBacTaTid. [ IpUBUAIHHUAT nepopaieH KIHPBHC
HA aTOPBACTATHH IIPH NEINATPUYHH YYACTHHLIMA H3rJIEXKAA CXOIEH € TO3U NPH BL3PACTHU, KOTaTo ce
CKaHpa anoMeTPUUYHO No TenecHo Terno. Habniwonaesanu ca cwhorsercreauy noumxedus Ha LDL-C u TC
B 1HANa30Ha Ha eKCNO3HLUMUTE Ha aTOPBACTATHH W O-XWUIPOKCHATOPBACTATHH.

Crapyecka Bb3pacT

Esemumut

[L1a3MeHUTE KOHLICHTPALMH 33 0011 e3eTHMHO Ca OKOJIO 2 MBTA NO-BUCOKHK MPH N1LA B CTApYecKa
BB3pacT (=65 rogunu) cnpamo mnanu (ot 18 no 45 rogudu). Hamansaeanero Ha LDL-C v npodunst Ha
DesonacHoCT ca CpaBHUMH MEXAY JIEKYBAHHUTE C €3eTUMUO NALMEHTY B CTAPYECKA BB3PacT U NO-MNanu
MaUMUEHTH.

Amopsacmamun




[asMeHuTe KOHLUEHTPALMH Ha aTOpBAacTaTHH U HErOBUTE aKTUBHHU META00INTH Ca NO-BUCOKH NpH
3[[paBH YMACTHHLM B CTAPUECKA BB3PACT, OTKONKOTO NPY MIaa# MbiaHOJIETHH NAlHEHTH, JOKATO
MANUAHNTE ePeKTH Ca CPaBHUMH C T€3W HAOIIoNaBaHu NPH MO-MNAAHTE MAUUEHTH.

HepHoapoOHO yBpexaHe
Ezemumub
Cnen enuanuHa 103a ot 10 mg ezerumud cpeanara AUC 3a obuy ezetumMud Oelle noBMIEHa ¢ oKosio 1,7

MBTH TIPH NMALUCHTH ¢ KA YePHOIpoOHa HenocTaThuHOCT (ouerka no S win 6 no Child Pugh) B
CpaBHEHME CbC 3ApaBH yyacTHHUH. B 14-1HEBHO npoy4BaHe ¢ MHOTOKpaTHHM Ao3M (10 mg aHeBHO) npy
MalyeHTH ¢ YMepeHa yepHoapobHa HegocTarsuHOCT (oueHka 7 10 9 no Child Pugh) cpeanara AUC 3a
o611 ezeTUMHO Oelle nopuineHa npubnuzutrento 4 mbTH B JIeH 1 v /IeH 14 B cpaBHEeHHE CHC 30PABH
yuyacTHUMLIM. He e HeoOX0RMMO peryiipaHe Ha 103aTa [MPU MaLUEHTH ¢ ieka YepHoapobHa
HenocrarsyHocT. [lopagn Hen3BeCTHHTE e)eKTH HA MOBHILEHATA EKCHO3MLHA KBbM €3eTHMUD npu
MayUEeHTH ¢ YMEPEHaA [0 TexkKKa YyepHoapoOHa HeaocTaTh4HOCT (oueHka > 9 no Child-Pugh), ezetumud He
ce MnpenepbyBa 3a TE3U NAlUEeHTH (BIXKTe TOYKH 4.2 # 4.4).

Amopeacmamun
[InazaMeHUTE KOHLUEHTPALMH Ha aTOPBACTATHH U HEMOBHUTE AKTHBHH METaDOIUTH Ca 3HAUUTEITHO

nosuieH# (NpUdAUINTENHO 16 NbTU NPU Crax ¥ NpUbIU3KTENHO 11 0BTH npy AUC) npH nauyeHTy ¢
XPOHHUYHO ATKOXOMHO YepHoaApoOHo 3abonarane (Child-Pugh B).

bs6peyno yBpexkaaHe

Ezemumut

Cnen enHuuHa go3a oT 10 mg ezeTnMnb npu naiMeHTH ¢ Texko 6uOpeuHo 3abonaane (n=8; cpeaeH
CrCl < 30 ml/mun/1,73 m?), cpearara AUC 3a o61uus ezeTumu® 6euie NoBUINEHA ¢ NpUban3aTenHo 1,5

NbTH B CPABHEHHE ChC 3APABUTE YHACTHHLIM (n = 9).

JOMBIHUTENEH NAUUEHT B TOBA Npoy4YBaHe (koHTo Ocwie ciaen 6n0peuHa TpaHCIIaHTalMs H Oy YaBalll
MHOKECTBO JICKapPCTBEHU [IPOAYKTH, B T.4, UMKJIOCIOPHH) MOAY4YH 12 NbTH NO-rogaMa eKCIo3HLHUA KbM

00111 ezeTUMUD.

Amopsacmamun
brOpedHoTo 3abonABaHe HiiMa BNIHUSIHWE BBPXY TUIa3MEHUTE KOHIICHTPAHMHA WIH JTUNTHAHUTE €PEeKTH Ha
aTOpBacTaTHH W aKTHBHHTE MY MeTabOIUTH.

I'lon

Ezemumubd
[1lnazMeHnTe KOHLIEHTpALMKH 32 001 e3eTHMUD ca IeKO 1M0-BUCOKH (¢ nprubnn3uTenso 20%) ripu xeuu,

OTKOJIKOTO NMpH Mbx¢. Hamansasanero Ha LDL-C u npodunsT Ha 6€30M1aCHOCT ¢a CpaBHUMM MEXIY
JIEKYBAHUTE ¢ €3€TUMHO MBIKE U XKEHHU.

Amopeacmamun

KoOHUeHTpauHuKuTe Ha aTOPBACTATHH M AKTHBHUTE My MeTaDONHTH MPH KEHH C& Pa3yddaBaT OT Te3H NpH

Mbxe (ckeHu: npudin. 20% no-sucoku 3a Chax ¥ npuda. 10% no-"ucku 3a AUC). Te3n paznuku He ca oT
KJIHHUYHA 3HAYUMOCT, KOETO BOAHU /10 NHUNCA HA KIWHUYHO 3HA4YUMHU pasfUKH B TUITUIHUTE epeKTH cpel
MBIKE U KEHH.

SLCOI1B!1 nonuMopdH3IEM

Amopeacmamun
UepnonpoOHoTo noemane Ha BcHUKH HMG-CoA peaykTa3Hd HHXUOMTODH, BK1. aTOp




eKCMO3ULIMA KBbM aTOPBAcTaTHH, KOETO MOXe Ja AOBEAE N0 T10-BUCOK pUCK OT pabaoMuonunza (BHKTE
Toudka 4.4). [TonumopdusMsT B rena, koiito kogupa OATPIBI1 (SLCOI1B1 ¢.521CC), e cepp3an ¢ 2,4
MBTH NO-BHCOKA €KCIO3MIINA KbM aTopBacTaTHH (AUC), OTKONIKOTO Npy nvua 6e3 T03NW reHOTHNEH
BapuaHT (¢.521TT). NeHeTHYHO BJIOLIEHOTO YePHOAPOOHO NOEMAHE Ha aTOPBACTATHH CHILC TAKA €
BB3IMOXKHO MPH TE€3H NMalUEHTH. Bb3MOKHHUTE NOCAECACTBUA 3a ePUKACEOCTTA HE Ca H3BECTHH.

5.3 IlpeaknHHHYHH JaHHK 32 0€30MACHOCT

Kombunayua om esemumub/amopeacmamuk

[Ipu TpHMECEYHH TTPOYUBAHHUA ChC CBBMECTHO MPHUIIOKEHHE C €3€THMHD H aTOPBACTATHH NPH MNEXO0BE M
KydeTta HabNrodaBaHUTe TOKCHYHH edekTH 6xa Mo ChILECTBO TE3H, KOMTO OOMKHOBEHO Ca CBBP3aHHU ChC
ctaTUHH. CTaTUHOMOAOOHMTE XUCTOMATONOTUYHH pe3yTaT Oaxa orpaHM4eHH 00 yepHUa Apod. Hakou
OT TOKCUUHHTE edextd Osxa no-uzpaszeHu ot HabnrogaBaHUTe 110 BpeMe Ha MOHOTEpaNHa CaMo CbC
ctaTHHM. ToBa ce IbNKHU Ha PapMaKOKHHETUUHUTE /UMY papMakOJMHAMUYHHUTE B3aHMOACHCTBIA Clel

CbBMECTHOTO INPHITOKCHUE.

CBHBMECTHOTO NPUIOKEHHE Ha €3eTUMUO U aTopBacTaTuH NpH OpeMeHHH IUThXOBE MOKA3Ba, Y€ HMa
CBBP3AHO C TECTa NOBHUIEHHE Ha CKENETHATA Bapualui ,,HamajleHa ocupuKkauus Ha rpbIHHTE KOCTH
npu rpynara ¢ Bucoka ao3a (1000/108,6 mg/kg) eserumud/aroppacrarus. Tosa MOXe 1a € CBLP3aHO C
HaOnIOIaBadOTO NOHMWIKEHHE Ha TEJIECHOTO Terno Ha rutoaa. [Tpu Opemensu 3aiiud ce HabnoaaBa MANBK
Opoii ckeneTHu aedopmaliiy (CIETH IPbAHH KOCTH, CIAETH ONALUHH TPELUIEHH M aCHMETPUYHHK BapHaLiu
Ha PbAHUTE KOCTH).

B cepus ot In vivo u In vitro aHanu3u e3eTUMHUO, KOTaTo ce NIpHeMa CamoCTOATENHO HNH ChbBMECTHO C
ATOPBACTATHH, HE 10Ka3Ba N'EHOTOKCUYEH MOTEHLIHAN.

Ezemumub

HanuTBaH#ATa NPH )KUBOTHH M0 OTHOWIEHUE HA TOKCUYHOCT MPH MHOMKPATHO MPHJIOKCHHE HA
e3eTUMHO He ca OWIH YCTaHOBEHH TapreTHH OPraHu 3a TOKCH4YHHM e@ekTi. [1pu kyuera, TpeTupaHu B
MPOABDKEHHE HA YETHPH ceaAMHLIM ¢ e3eTuMud (> 0,03 mg/kg/ner), KOHUECHTpALMHTE HAa XOAECTEPOI B
KHWCTO3HATA )XNTbUYKa € HApacHana ot 2,5 10 3,5 neTH. Benipeku TOBA, B €AHONONLIHO MPOYUYBEHE C
Ky4eTa, Ha KOMTO e aasaxa 1034 a0 300 mg/kg/nseBHo, Hamaue Badnw asaHa MoBHLICHA Y€CTOTa Ha
XONENINTHA3A WIH BPYTH XenarobunuapHu epexTu. 3HaUEHUETO Ha TE3U JaHHH 32 XOpa HE € U3BECTHO.
He Moxce na ce U3KII0YM JIMTOTEHEH PUCK, KOMTO € CBBP3aH ¢ TepaneBTHYHATa ynoTpeda Ha €3eTUMHO.

TecroBeTe 32 ABArOCPOYHA KAHUEPOTEHHOCT HA €3€TUMUD ca OTpHLIATETHH.

Ezetumub HaMa edekT BbpXY PEpPTWINTETA HA MBKKH WM XKEHCKH IUTbX0BE, HUTO C€ YCTaHOBH, e €
TepaToreHeH TMPH TLUTEX0BE WK 3aiilld, HUTO HMalle edeKT BEPXY NPEHATATHOTO WIH MOCTHATAIHOTO
pazBuTHe. E3eTMub npeMuHaBa mialeHTapHara Oapuepa npH OpeMeHHH MIbXOBE M 3aHLH, Ha KOHTO ca
NAaBaHW MHOTOKpaTHU 103U oT 1000 mg/kg/aeH.

Amopeacmamun

ATOpBACTaTHH € OTPHLATEIEH 3a MyTareHeH M KJ1acTOoreHeH noreHuyal B 6atepus ot 4 In vitro
uicnenBanua 4 1 In vivo ananu3. He € yCTaHOBEHO, Y€ aTOPBAaCTaTHH € KaHLEPOTr€HEH NPH NJILXOBE, HO
MPH NpHiarade Ha BUCOKH 103M Npy MULLKY (noBenu 00 6-11 nbTH AUC)-24n, JOCTHTHATA NPH XOPa C
Hai-BHCOKaTa MpenopbYaHa N03a) [10Ka3BaT XenaroueaynapHy aleHOMH NpH MBXKHTE H
XenaToleNyJapHH KapUUHOMH TNPH KeHCKUTE. OT EKCNIEPHUMEHTANHHU MPOYUBAHHA C XKHUBOTHH UMa

nokazarenctBa, 4e HMG-CoA penykrazHUTE UHXHOUTOPH MOXKE 1A NOBIHAAT HA pa3BUTHCTO HA
wnu deryca. [lpy mbxose, 3aliLM ¥ KydeTa aTOPBacTaTUH HE € OKas3an €(PeKT BbPXY
TepaTOreHeH; BhIIPEeKU TOBa MPH IUTLXOBE H 3aifuy uMa nabitoraBana @eraiHa TOK

R LY

i

Il'
g
4




TOKCHUHH 3a Malixara no3u. PassurveTo Ha nnoia npu [IbXoBe € 3a0aB€HO U NocTHaTanHara
PESXUBAEMOCT € HAMAJIEHA MPH €KCNIO3ULMA HA MAHKHUTE KbM BMCOKH 103U aTopBacTaTuH. I Ipy mibxose
HsMa JA0KAa3aTeCTBO 3a NPEMHHAaBaHe Npe3 nuaueHTara. [1py rsxose nMnasMeHUTe KOHLEHTPAlMK Ha
aTOPBACTATHH Ca CXOJHM C Te3u B kbpMara. He € M3BeCTHO Aaly aTOpBRAacTaTHH HAU METADONUTHTE My Ce

OTHEIIAT B YOBCUIKATA KbpPMa.

6. OAPMAILIEBTHYHH JAHHH

6.1 CnHcbK HA TOMOMIKHUTE BEHIECTBA
Aopo na mabremxama
Muxpokpucransa uenynosa 101
ManuTon

Kanuues kapbosar
KpockapMenosa HaTpHi
XUAPOKCHITPONWILENYN03a
[lonucopbart 80

XKenezen okcun, xuit (E172)
Marsesues creapar

[losnaon K-29/32

Harpuep naypuncyngar

llokpumue na mabremxama

Ezemumub/Amopsacmamun Ancanouo-HHT 10 mg/10 mg, 10 mg/20 mg, 10 mg/40 mg:
JlakTo3a MOHOXHOpAT

Xunpomenosa 2910 (E464)

Turanos nuoxcua (E171)

Maxporon 4000 (E1521)

Ezemumub/Amopeacmamun Ancanouo-HHT 10 mg/80 mg:
Xunpomenosa 2910 (E464)

TwranoB qHoKeun (E171)
Tank (E553b)

Makporon 400 (E1521)

XKenesen okcun, xuat (E172)

6.2 HecnsMecTHMOCTH

Henpuinoxumo.

6.3 Cpox Ha roaHocrt

2 TOAVIHY

6.4. ChneumaaHH MEPKH NPH CLXPAHEHHE

To3u JIEKApPCTBEH IMMPOAYKT HEC H3HCKBaA CrICIIHAIHH YCITIOBHA HA ChbXPAdHCHHC,

6.5 Bua H cBABpXKAHHE HA ONIAKOBKATA

h -
OPA/AI/PVC//A] Gnucrepu 1 nepdopUpaHH €1HOA030BH OJIMCTEPH, ONIAKOBAHH B KAPTFAH . \\
[ Vot
i coo g 3} C_}}i
li -:-‘:_:,‘ : " —f
Vo S AN
\%' ny/



Omnaxkobka ot 30 u 30 x 1 ¢unMupanu TabaeTky.

He BcHuku BUIOBE ONAKOBKH Morart ga Onwaar NYCHATH Hd [Ma3dap4d.

6.6 ChnennadHH OpeaANa3IHA MEPKH NP H3XBBPJISHE

Heu3non3paHusaT JEKAPCTBCH TPOOYKT HIH OTNAABYHHUTE MATCPHAIHK OT HETO TPHGBB. Ha CC H3XBBPJIAT B
ChOTBCTCTBHE C MCCTHHUTC H3IUCKBaHHA.

7. [IPUTEXATEJ HA PAZPEULIEHHETO 3A YITOTPEBA

ALKALOID - INT d.o.o.

Slandrova ulica 4, 1231 Ljubljana - Crnuge
CnoBeHusd

Tes.: +386 1 300 42 90

¢dakc: +386 1 300 42 91

umenn: info(@alkaloid.st

8. HOMEP(A) HA PA3PELLEHHUETO 3A YIIOTPEBA

Eszerumutb/Aropsacrarud Ankanoug-UHT 10 mg/10 mg dbunmupann tabnetky Per.Ne
Ezerumu®d/ATopBactarud Ankanoua-UHT 10 mg/20 mg dunmupann TabneTku Per.Ne
EzeTnmMub/ATopeactaTid Ankanonn-MHT 10 mg/40 mg ¢uiMupanu tabneTky Per.No
Ezernmub/Atopsactratid Ankanona-UHT 10 mg/80 mg duamupann tabneTku Per.Ne

9. JATA HA NBPBO PAZPELIABAHE/MMOAHOBABAHE HA PASPEIHEHHETO 3A
YIIOTPEbBA

Hata Ha nbpBO pazpellaBaHe:
Jara Ha nocneIHO NOBHOBSBAHE:

10. JATA HA AKTYAJIUIUPAHE HA TEKCTA
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