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KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

Ls UME HA JIEKAPCTBEHUS ITPOAYKT

Tonuzano 10 mg/10 mg ¢puamupanu rabnetTku
Tolyzano10 mg/10 mg film-coated tablets

Toauzano 10 mg/20 mg puamupanu tabneTku
Tolyzano10 mg/20 mg film-coated tablets

Tonuzano 10 mg/40 mg ¢punmMupanu TabneTkH
Tolyzano10 mg/40 mg film-coated tablets

Tonuzano 10 mg/80 mg puamMupanu TadieTKH
Tolyzano10 mg/80 mg film-coated tablets

2. KAYECTBEH U KOJIHMMECTBEH CbCTAB

Tonuzano 10 mg/10 mg duamupanu TabneTku
Besika dhuaMupana Tabnerka chabpka 10 mg esetumud (ezetimibe) u 10 mg atopsactatuH (atorvastatin)
(KaTO aTOPBACTATHH KAJILIHEB TPUXHpPAT).

Tonuzano 10 mg/20 mg duamupanu TabJIEeTKH
Besaka punMupana Tabnerka cyabpxka 10 mg esetumu® (ezetimibe) u 20 mg aropsactaTuH (atorvastatin)
(KaTo aTOPBACTATHH KAJILIMEB TPUXHIPAT).

Tonuzano 10 mg/40 mg dunmMupany TabIETKH
Besika buiaMupana Tabnerka chabpxka 10 mg esetumud (ezetimibe) u 40 mg atopsacraTuH (atorvastatin)
(KaTo aTOpBacTaTUH KaJLIMEB TPUXHIPAT).

Tonuzano 10 mg/80 mg ¢uimupanu TabneTKH
Besika punmupana tabierka chabpxka 10 mg eserumud (ezetimibe) u 80 mg aropsacraTu (atorvastatin)

(KaTo aTOpBacTaTHH KaJILIMEB TPUXU/IPAT).

[ToMOLHO BELIECTBO C U3BECTHO JICHCTBUE

Besika dpunmupana tabnetka Tonuzano 10 mg/10 mg ecbabpxa 2,74 mg jiakTo3a.
Beska dunmupana tabnetka Tonuzano 10 mg/20 mg chabpxka 3,76 mg nakrosa.
Beska ¢punmupana tabnerka Tonuzano 10 mg/40 mg cvabvpxa 5,81 mg nakrosa.

3a MBbJIHUA CIIHMCHK HA MOMOILLHMUTE BELECTBA BUXKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupaHa tabieTka




Tongzano 10 mg/10 mg ¢puamupany TabaeTKu
Benu, kpbriy, ABOHHOM3MBKHAIIH (PHUIIMHUPAHU TabNeTkH, ¢ AMaMEThp NpHOAHu3uTenHo 8,1 mm.

Tonuzano 10 mg/20 mg punmupann TabieTku
Benu, enuncosuanm, ABoiiHousnbkHaNH GunMupasu Tabnerky, ¢ pazmepu npubausurenHo 11,6 x 7,1

min.

Tonuzano 10 mg/40 mg ¢punmMupany TabnerTku
benu, ¢ popma Ha Kancyna, ABOHHOH3MBKHATH pUMUpann TabseTky, ¢ pazMepHy mpHonusurenHo 16,1 x
6,1 mm.

Tonnzano 10 mg/80 mg dunmupanu TabaeTku
XCBJITH, NPOABJArOBaTH, ABOMHOM3ITEKHANK GHIMHpaHH TabneTku, ¢ pasmepH npubnusurenno 19,1 x 7,6
mm.

4, KIANMHHYHHN TAHHHU
4.1 TepaneBTHYHH MOKAZAHHSA

[Ipesenyun Ha coPOEHHO-CHOOBU UHYUOCHMU

TonuzaHo e nMpegHa3sHa4YeH 32 HaMaNIBaHe Ha PHUCKA OT ChPAEYHOCHAOBH ChOMTUA (BHXKTE TOUKa 5.1) mpu
NalueHTH ¢ kopoHapHa 6onect Ha chpueto (KBC) u anamnesa 3a ocrbp kopoHapeH cunapoM (OKC),
HE3aBUCHUMO Ja/K Beve ca OUNY TpeTHPaHH ChC CTAaTHHA.

Xunepxonecmeponemus

TonuzaHo e npeaHa3sHa4YeH KaTO JAOMMBJIHUTEIHA TEPAIUA KbM XPaHUTENEH PEXHUM 3a MPUIOKEHHE OT
ITBJIHOJIETHH MALIHEHTH ¢ ITbPBUYHA (XeTepOo3UroTHa GaMunHa H HeaMUATHA) XUNEPXOJIECTEPONEMHS HITH
CMeceHa XUINepIUNHAEMHA, KOTaTO € MIOAXOJAIO 42 Ce U3Mo3Ba KOMOHHUpaH NPOAYKT.

* NAUUCHTH, NMPH KOHUTO HE € MOCTHIHAT NMOAXOOALL KOHTPOM CAHHCTBCHO HMpPE3 CTAaTHH,

* NALIMEHTH, KOUTO BEUE €A JIEKYBAHM CbC CTATHH M €3eTHMHUO.

Xomoszuzomua ghamunna xunepxonecmeponemust (Hol H)
Tonu3zaHo € NpeaHa3Ha4YeH KaTo AOIMbJIHUTEHA TEPANHa KbM XPaHUTEIEH PEXXMM 34 NPHICKEHHE OT
NMbJIHOAeTHU nauueHTH ¢ HOoFH. IlauueHTHTe MOXKE CHILIO TAKa Aa NONYYaBaT AOIMBIIHUTEIHH JICHEHHS

(Hamp. adepe3a Ha TMNONPOTEHHU ¢ HUCKa TTbTHOCT [LDL]).
4.2 03MpOBKA H HAYHH HA NPHJIOKEHAE

Ho3upoBKa

Xunepxonecmeponemun wunu koponaprua bonecm na cvpyemo (¢ anamuesa sa OKC)
[TauueHTHT TPsOBa 4a € Ha MOOXOAALIA AHETA 33 HAMA/IABAHE HA IMIIMAUTE U TpAOBa Ja NMpoas,l
Obae Ha Ta3H AUeTa N0 BPEME Ha JIeueHHeTo ¢ TonusaHo.

Hososusar auanasond Ha Tonusano e ot 10/10 mg anerHo oo 10/80 mg aueBHO. Obuais
mg BeIHBX AHEBHO. HHBOTO Ha JTHMONMPOTEHHOR XONECTEPON ¢ HHUCKA IIBTHOCT (LD
PHCKOBHAT MY CTaTyC OT KOpoHapHa O0necT Ha ChPLETO U PEaKLUigTa KbM HACTOALLA



MOHWKABAHE HA XoNecTeposa TpiaOBa Aa 6baT B3€TH NOA BHUMaHHKE, KOTATO Ce 3al04Ba Teparus Wil ce
peryaupa go3ara.

Ho3arta Tonu3ano TpabBa na ce onpenens HHAUBMAYaTHO Ha 6a3a Ha U3BecTHATa €PHUKACHOCT Ha
pasHyYHUTE 1030BH (popMu Ha TonmzaHo (BuxkTe ToUuka 5.1, Tabnuua 4) M OTTOBOPBT KbM HACTOALIIATA

TEpaIuA 3a [NOHHXapaHC Ha XOJICCTEPOJIA. PEFYJ]HPHHET O Ha A03aTa TpﬂﬁB& Ad CC U3BBpPLUIBA NTPC3
HHTCpPBAIH OT 4 WY NOBeYE CEAMMKIIH.

XOMO3U20mMHQ PaMuiHa Xunepxoiecmepoiemus
Jo3ara Tonu3aHo NpH NalUEHTH ¢ XOMO3UroTHa dpamuiHa xunepxonecreponemus € 10/10 no 10/80 mg
qHEBHO. TonU3aHO MOXE Aa C€ U3MON3BA KATO AOMBIHEHHE KBbM JIPYrH JICUCHHS 332 NOHKWKABAHE Ha

aunuaute (Hanp. LDL adepe3a) npu Te3W naudeHTH WIH B CAIY4anUTe, KOTaTO HAMA HOCTBI 0 TAKHBa
AeyHeHus.

CveMecmno npunodicerue ¢ opyzu 1exapcmea
[Tprema Ha pno3zara TonuzaHo TpaOBa Aa cTaHe WK =2 Yaca NpeaH, WK >4 yaca Ciiea NPUIoKEHHETO Ha

CCKBCCTPAHT HA AJIDYHH KHCCITHHH.

[Tpy nauHeHTH, KOUTO NPHEMAT AHTUBUPYCHHUTE CPEACTRA ¢0aCBHP/TPa3ONpesHp 3a IEUEHHE Ha XEaTHT
C cbBMecTHO ¢ TonuzaHo, go3ata TonuzaHo He TpAOBa na Haneuaea 10/20 mg AHEBHO (BHIKTE TOUKH

4.4 1 4.5).

Cmapuecka sv3pacm
Hama Hy»xaa oT KOpEKUHHK Ha 103aTa MPH No-Bb3pacTHH NaLMEHTH (BIDKTE TOUKA 5.2).

Ieduampuuna nonyrayus
BezonacHocTTa ¥ edpukacHocTTa Ha TOoNHM3aHO NMpH JeLa HE ca YCTaHOBEHH (BIoKTe TOuKa 5.2). Jluncear

AJdHHH.

Yeproopobro yspeowoane
Tonuzano TpabBa Aa ce U3NOA3BA BHUMATETHO NPH NALIMEHTH ¢ YEPHOAPOOHH yBpEeXXAaHHUA (BHXKTE
ToukH 4.4 1 5.2). Tonu3zaHo e NpOTUBONOKa3aH NpH MalHEHTH ¢ aKTHBHO YepHOoApoOHO 3ab0ABaHe

(BWOKTE TOYKaA 4.3).

bvbpeuno yepesxcoane
HsiMa Hy»1a OT KOpEeKLIMK Ha J03aTa NpH nauMeHTH ¢ 650peyHn yBpeKIaHus (BWKTE Touka 5.2).

HauuH Ha Npuno>KeHHe
TonuzaHo € npeaHA3HAYESH 32 NEPOPATHO NPHIOKeHHe. ToNH3aHO MOXe Ja ce npuara noa ¢gopmMara Ha

eHHHAYHA 1034 MO0 BCAKO BpeMe Ha JeHs, CbC MK Oe3 xpaHa.

4.3 IlpoTHBONOKA3AHAS

CBpPbXYYBCTBHTEIHOCT KbM AKTHBHHUTE BELLIECTBA WIH KbM HAKOE OT MTOMOUIHHUTE BELIECTBA, H30pOEHH B
TO4YKa 6.1.

Jleuenneto ¢ Tonn3aHo € NPOTHBOMOKA3aHO MO BpeMe HAa OPEMEHHOCT, NPH KBPME
A€TePOJIeH NOTEeHLHA, KOWTO HE M3MOI3BAT NOAXOAALIW KOHTPALUEHTHBHH CPEA




Tonu3zaHo € NPOTHBOMOKA3aH NPH MALMEHTH, KOUTO MMAT AKTHBHO YepHOAPOOHO 3abonsaBaHe UK
HeOOACHUMH MOCTOAHHY MOBKLUEHHA Ha CEPYMHHTE TPaHCAMHHA3H, KOWTO HaABHILABAT 3 MbTH rOPHATA

rpaHuLa Ha HopMara (ULN).

TonuzaHO € NPOTHBOMOKA3aH NMPH NALUEHTH, JIEKYBaHH ¢ aHTHBHPYCHHMTE CpPe/ICTBA
rAeKarpesup/MHOpEHTacBUP 3a eueHHe Ha xenaTt C.

4.4 CrhnennajJHRE NpeaynpexieHns H NPeANA3nH MEPKH NpPH ynorpeda

Muonarusa/pabaomMuonusa
[Ipn ynorpebara ciea myckaHe Ha na3apa Ha €3eTUMHO MMa chOOLLIEHH Cy4an Ha MHOTIATHA H

pabnomuonusa. [ToBeueTo nayHeHTH, KOMTO ca pa3BunH pabaoMHoIN3a, ca NPHEMAJIH CTaTHH 3aCHO C
e3eTuMub. BunpekH ToBa, MHOrO pAAKO ce ChoOlaBa 3a pabaoOMHONK3A NIPH MOHOTEPANHS C €36THMHO H
MHOTO PSZIKO NMpH A00aBSHETO Ha €3eTHMHUO KbM JPYTH JIEKapCTRA, 32 KOUTO € U3BECTHO, Y€ Ca CBbP3aHH
C NOBHIIEH PUCK OT pabaoMmuonusa.

Tosau3aHO ChAbPKA aTOPBACTATHH. ATOpBacTaTHHBT, NogobHo Ha aApyrd HMG-CoA peaykrasnu
HHXHOMTOPH, MOXKE B PEAKH CJTYy4au [ia NOBJKAE HA CKEJIETHHTE MYCKYJIM K 1a IOBEAC RO MHATIFHA,
MHO3HUT U MHOMNAaTHA, KOHTO MOKE J1a MporpecHpar Ao paboMHOIN3a — NOTEHLHATHO
YKHBOTO34CTPAIIaBAIN0 ChCTOSHUE, KOETO CE€ XapaKTepH3HUpa Cb< 3HAUMTEIHO MMOBHILICHU HHBA Ha
kpeaTH docdokunaza (CPK) (> 10 nwTe ropHaTa rpaH{lia Ha HOPMaIHOTO), MHOTTIOOMHEMHS U
MHOTIOOHHYpPHS, KOWTO MOXE Aa aoseaat a0 6u0peyHa HEAOCTATHYHOCT.

[Ipedu neuenuemo
Tonwusano TpabBa Aa ce NPEANMCBA ¢ NOBHLIEHO BHUMAaHHE MPH NAaUHEHTH ¢ NpeApasnosarauy KbM

pabaomMuomnnia dakropn. Husoro va CPK TpsabBa na ce H3MEPH Npean HAYAIOTO Ha ACUCHUETO B
CIICAHHATE CJTYYau:

* 50pe4HO yBpeKIaHE;

* XHNOTHPEOUIUIBM;

 NTHYHA WNH (paMHIHa aHaMHE3a 32 HacJIeACTBEHH MYCKYJIHY 3a00J1ABaHHs,

* NpedULiIHA aHAMHE3a 338 MYCKYJIHA TOKCHUHOCT ChC CTATHH HIH (puOpart;

* IpeIILHA aHaAMHE3A 3@ YepHOAPOOHO 3abonsBaHe H/WITH B CITy4aUTe, KOraTo ce ynoTpedssar
3HAYUTEHH KOJIMUECTRA aTKOXOT;

* NP MALHEHTH B cTapuecka Bb3pacT (> 70 roMHH) Heo6XOAMMOCTTa OT TaKOBa U3MEpBaHe TpAOBA [a
6bae B3eTa NOA BHHMAaHHKE CIIOpe/l HATHYHETO Ha APYTrH Npeapa3noiaraiii KbM pabaoMHonu3a GaxkToph;
* CHTYALIMH, MPH KOMTO MOXe [1a ¢€ CTUTHE J0 NOBHIICHHE HA MJIA3MEHHTE HHBA, HAlIpUMEP
B3aMMOAEHCTBUA (BHKTE TOUKA 4.5) M ClIeLHAIHH MOMyNAlNH, B T.4. TeHETUYHH NOANONYIALMH (BIXKTE
TOuKa 5.2).

B TakHBa cay4aH pUCKBT OT JIeYCHHETO TpAOBa Ja ce 0OMHC/IH BBB BPb3Ka C Bb3MOXKHATa 10133, KaTO CC
NpenopbyBa KIKHHYHO HaDNIOACHHE.

Axko u3xoauute croifHocTH Ha CPK ca cpiecTBeHO nosgHiIeHH (> 5 ITbTH rOpHAaTa rpaHHLA Ha
HOPMAJIHOTO), IEYEHHETO He TpAOBa [ia C€ 3arnoyBa.

H3mepesane na xpeamun gocpoxunazama
Kpeatnn docdokunazara (CPK) He Tpabpa na ce u3mepsa ciel HaTOBapBallly YIpas i
HaJIMYHE Ha KaKBaTO H Ja € MpaBAonoao0Ha alTepHATHBHA NPHYKHA 32 NOBHIUCHHATEH
TOBA 3aTPYAHABA THJIAKYBAHETO HA CTOMHOCTHTE. AKO H3XOAHHTE CTOHHOCTH Ha CH)|



NOBHILIEHM (> 5 MHTH T'OpHATA FPaHMIlG HA HOPMANHOTO), HUBaTa TpAOBA ia C€ K3MEPAT MOBTOPHO B
PaMKHTE Ha 5 a0 7 JHH MO-KbCHO, 3a MOTBBPKACHHE HA MONYUYEHHTE PE3YNTATH.

I1o speme na nevenuemo

o [TatmeHTHTe TpAGBa Aa 6BAAT YBeAOMEHM, Ue € HeoOX0auMo He3abaBHO Aa choOMIABAT 33 MYCKYJIHA
Oonka, KpaMnu WIM c1abocT, 0coDeHO ako ca ChIBTCTBAHM OT 001110 HEPa3NOJI0KEHUE HIH BHUCOKA
TEMIEPATYpa MM aKO 3acAraliutTe MYCKYJIHTE NPH3HALM U CHMIITOMH [POIB/DKAT Clie/l CNHpaHe Ha
npueMa Ha Tonu3aHo.

» AKO Bb3HHKHAT TAKHBA CUMITTOMH, JOKATO NMaLMEHTLT € Ha JieueHHe ¢ TonuzaHo, Hueata Ha CPK
TpaOBa 13 6bAaT n3MepeHH. AKO Ce YCTAHOBH, Y€ TE3H HHBA Ca CBLIECTBEHO MOBHLIEHH (> 5 ITHTH
ropHara rpaH#ila Ha HOPMAJTHOTO ), ICYEHHETO TpAOBa 2 ce NPECyCTAHOBH.

AKO MYCKYJIHWTE CHMITTOMM Ca TE€XKH M BOIAT 10 €KEAHEBECH AUCKOoMpopT, AopH ako HHBaTa Ha CPK ca
MOBHHIEHHU JI0 < 5 ITbTH ropHaTa rpaHHlia Ha HOPMATHOTO, TpA0Ba Ja ce 0OMUCIIH NpPEeyCTaHOBABAHE HA
JICYEHHETO.

» AKO CHMNITOMHTE OTINyMAT U HKuBara Ha CPK ce BBpHAT 10 HOPpMANHOTO, TOraBa MOXE Ja c€ OOMUCIH
[IOBTOPHO 3arnouBaHe Ha Tonu3aHO WIKM MPHEM HA APYr CbABDKALL CTATHHH MPOAYKT NpPH HaH-HHCKAaTa
1034 K Npako HabmoaeHve.

* [IppemsT Ha TonuzaHo TpaOBa Oa ce NpeycTaHOBH, KO BH3HUKHE KITHHHYHO 3HAYHMO MOBHILIEHHUE Ha
HiBaTa Ha CPK (> 10 nbTH ropHaTa rpaHdUara Ha HOPMaJIHOTO) WIH C€ AHArHOCTULIHPpA WIH 3a110003pe
pabaoMHoIN3a.

» IMa MHOTO peakH ¢hOOLLIEHUA 38 HMYHHO-MeAMMpaHa HekpoTHaupawa Muonatus (IMNM) no Bpeme Ha
NEYEeHHETO ¢ HAKOU CTATUHK WnH ciea ToBa. IMNM ce xapakrepH3Hpa KITHHHYHO ¢ NEPCHCTHpAIIA
NMPOKCHUMAJTHA MYCKYJIHa c1aboCT M MOBHMILEHA CEpYMHA KpeaTHH KUHAa3a, KOMTO NMPOABL/DKABAT BHIIPEKH
NPeyCTAHOBIBAHETO Ha JIEUEHUETO CHC CTATHHM.

[Mopanu ceabpkaHud B TONH3aHO KOMIIOHEHT aTOPBACTaTHH, PUCKBT OT pad10MHOJIM3A Ce MTOBULIIABA,
korato TONW3aHO ce NpIiara CbBMECTHO € ONpeAeieHH JIEKaPCTBEHH NMPOAYKTH, KOMTO MOXe J1a
YBENHYAT IJIa3MeHaTa KOHLEHTPaLMs HA aTOPBACTATHH, HAMTpUMep: MoK HHXHOUTOpU Ha CYP3A4
WJIH TPAHCTIOPTHH MPOTEHHH (KaTO UHAKJIOCMOPHH, TEIMTPOMHLIMH, KIApHTPOMUIIHH, JC/IaBHPAHH,
CTHUPHNEHTOJI, KETOKOHA30J1, BOPHKOHA30JI, HTpaKoHa3on, no3akoHazon U XHUB nporeasun uHXUOHTODPY,
BKJI. PUTOHABHP, JONHHABUP, aTa3aHaBUpP, HHAHHABHD, AapyHaBUP, THIIPAHABUP/PHTOHABHD H IP).
PUcKBT OT MHOMATHA CHLUO MOJXKE Ja ¢e MOBHIIM MIPH €AHOBPEMEHHO U3NO0J3BaHE Ha rempudpos3nn U
ApYry AepHUBaTH Ha GUOPHMHOBATA KHCENIHHA, aHTHBHPYCHH CpeACTBa 3a neueHue Ha Xenatut C (HCV)
(Hanp. 6ouenpeBUp, TENANPEBHP, e10acBHP/rpa3oNpeBHpP ), EPHTPOMULIMH WIIH HHALMH. AKO € BE3MOXHO,
BMECTO TE€3H JIEKAPCTBEHH NPOIYKTH TpAOBa 1a ce OOMUCNAT aNTEpPHATUBHH TEparnuM (Takusa 0€3
B3aumoaeincTaure) {(BHAKTE TouKa 4.8).

B c1yyam, npH KOMTO CHBBMECTHOTO NMPUWIOKEHHWE HA TE3H JIEKAPCTBEHH NMPOAYKTH ¢ TonmsaHo €
HeOOXOOHMO, MOJI3HTE H PUCKOBETE OT €JHOBPEMEHHOTO JICUCHHE TPAOBa Na C€ OOMUCAAT H3KIHOYHTEIHO
BHUMAaTENHO. Koraro nauMeHTHTe MpHeMaT JeKapCTBEHH NPOMYKTH, KOMTO MOBHILABAT IJIa3MeHaTa
KOHLICHTPALIMA HA aTOPBACTATHH, CE NPENOpbYBa Ja Ce U3MOI3Ba MO-HHCKA MaKCUMAJIHA 11032 TOJIH3aHo .
B nonbiHeHue, B CTy4aid ye ce npueMat MolUHHA HHxuOHTOpH Ha CYP3 A4, Tpadra na ce odmucnu
H3MON3BAHETO Ha MO-HHCKA HayalHa J03a Tou3aHo, KaTo ChLIO TaKa Ce MPEenopryBa MOAXOAALI0
KIMHUYHO HabnoaeHue Ha TaKUBa NAlKEHTH (BUKTE TOYKA 4.5).

ATopBacTaTuH He TpaOBa Aa ce npyMeMa €AHOBPEMEHHO ¢ (Ppy3HI0Ba KHMCEIHHA 38 CHCTEMHO NPHACIKEHHE
WIH B pAMKHMTE Ha 7 JJHM OT CIIMpaHe Ha JedeHHeTo ¢ dy3unosa kucenuna. [pu nauyve e ulo
M3M0JI3BAHETO HA (PY3HA0BA KUCEJIHHA 38 CUCTEMHO NPUIOKEHHE CE CUMTA 3a ChIIECHE Lor (1!
JIEYEHHETO CHC CTATHHY TPA0Ba Aa ¢e IpPeyCTAHOBH 3a CPOKA Ha JICHEHHETO ¢ QY3WAQR? N
¢cBHOOLLIEHKA 3a pabaoMHOIM3a (BKIIOYMTENTHO HAKONKO (haTalHU cliy4as) rpy nagfis
[OJTy4aBaT KOMOMHAUMH OT Py3UI0Ba KHCEJIHHA U CTATHHHM (BHXTE TOUYKA 4.5).




6bAaT NOCHBETBAHH HE3a0aBHO A3 MOTBLPCAT MEIULIMHCKA TTOMOILL, aKO U3NMTAT KAKBUTO U 112 OMITO
CHMITTOMH Ha MyCKynHa cnaboct, 6onka win 60ne3HeHOCT.

JleueHHETO CBC CTATHH MOXKE Ja Ce BB3CTAHOBH CEeIEM JIHH CJIe/l MOC/IeHATa 403a Py3Ha0Ba KHCENHHA.

[TpH M3KIHOUMTENHHM CAYHaH, B KOUTO € HeoOX0fHMa MPOABIKUTENHA ynoTpeda Ha (y3na0Ba KHCENTHHA,
HaMp. 3a NEUYCHHETO HA TEXKH HHPEKLIMH, HEOOXOAMMOCTTa OT ChBMECTHO MPUTOKEHHE HA TOIM3aHO C
¢$y3ua0Ba KHCEIHHA TpOBa 1a ce pa3rfiexaa camo Ha HHAMBMAyanHa 6a3a U MOA CTPHKTHO JIEKAPCKO
HaboaeHue.

AITTOMHLIHH
CroblapaHH ca cJTy4yad Ha MHOMAaTHA W/ WK pabIOMHOJIN3a, KOraTO ChbBMECTHO C JAITTOMHLWH C€
npunaratr HMG-CoA peaykrazHu HHXMOWTOpPH (Hamnp. aTOPBacTaTHH M e3eTiMHUO/aTopsacTaTuH). Tpadsa
[a ce MOoaX0xAa ¢ MOBUILIEHO BHUMaHUe, koraTo ce usnucear HMG-CoA penykrazHH HHXHOUTOPH 3a
CBBMECTHO MPWIOKEHHE C JATTOMMULUKH, ThH KaTO BCAKO OT TE3H CPEACTBa MOXKE 1a NPHYHHH MHOMATHUS
u/uiM pabIOMMONIH3a, KOTATO Ce fpHaara caMocToaTenHo. Tpabdsa na ce OOMHCIH BPEMEHHOTO
MpeyCTAHOBABAHE HA MpHeMa Ha Tonu3aHo MpU MAUHEHTH, KOHTO NPHEMAT AANTOMHLIMH, OCBEH aKo
[1O/I3UTE OT CHBMECTHOTO MPHIOKEHHE He NpeBUIIaBaT pHcka. lipernesaire HHpOpMaLHATA 34
MpeANUCBAaHE Ha AAMTOMHULIKMH, 3a Aa noay4uuTe no-gobpo pasbupaHe Ha NOTCHUMATHHTE B3aHMOACHCTBHA
¢ HMG-CoA penykTa3Hu HHXMOHTOPH (Hanp. aTOPBACTaTHH H €3€TUMHG/aTOPBACTaTHH), KAKTO H 32
NOITBJIHWTETHY YKA3aHHA, CBbP3aHA C MOHHTOPHPAHETO (BHXKTE TOUKa 4.5.).

MuacTeHHA rpaBUC/04Ha MHACTEHHA

B peaku cnyuau € cp006maBano, 4ye CTATUHUTE UHAYLUMpAT HOBAa WM BIOLIABAT BEYE CHUISCTBYBALLA
MHACTEHMUs 'PaBUC KM OuHAa MuacTeHus (BibkTe Touka 4.8). [lpuembT Ha TonusaHo Tpabea na ce
ApeyCTaHOBH B CTy4ali Ha BiowaBaHe Ha cuMNToMuTe. CHOOILEHO € 33 pEUHWIHBY APH (TTOBTOPHOTO)
NIPUJIOKEHHE HA CbLIHA WM PazIHUCH CTAaTHH.

YepHoapoOHH €H3UMU

[Ip¥ KOHTPONMPAHH W3NUTBAHKA 32 KOMOMHHpAHA TEpanus NPU NaUUEHTH, NOTy4YaBallli €3¢THMHD U
aTOPBACTATHH, € 6HI0 HabMOJaBaHO MOC/EABALLO NOBHIIABAHE HA CTOHHOCTUTE Ha TpaHCaMuHasuTe (=3
ITBTH ropHaTta rpaHuua Ha HopMata [ULN]) (Bwkre To4ka 4.8).

Tpabsa na ce HanpapaT YepHOApOoOHH QYHKUHMOHANTHNA TECTOBE, NMPEAH 3aMOYBAHE HA JICYCHHETO, KAKTO H
EPHOHYHO cieq ToBa. Ha naupeHTHTE, KOUTO Pa3BHAT KAaKBUTO H A2 OUIO NMPH3HALIM WIIH CUMITTOMH,
npeanoaralid yBpexjaaHe Ha uepHus Apob Tpabea na ce HanpapAT YEPHOAPOOHH (PYHKLIHOHANHU
tectose. [1aLeHTH, MPH KOKMTO ¢e HabaroaaBaT NOBHILEHH HHBa Ha TPaHCaMHHa3HTE, TpadBa aa Obaat
BHUMATESIHO MPOCEACHH 1O U3UE3BAHE HA OTKJIOHEHHETO (OTIIOHECHHATA). B ciiydaH, Y€ nOBUIIABAHETO
Ha TPAHCAMMHA3WTE HaJ 3 TBTH ropHata rpaHuua Ha HopmanHoto (ULN), ce npenopbuBa HaManABaHe Ha
J03aTa WIH NpeycrasoBsiBaHe Ha Tonu3aHo.

TonuzaHo Tps6Ba Aa ce H3MOJI3BA ¢ MOBHLIEHO BHUMAHHE MPH MALHEHTH, KOHTO KOHCYMHPAT 3HAYHTC/THH
KOJIMUECTBA a/IKOX0J1 H/WIH MMaT aHaMHe3a 3a YepHoapoOHO 3abonsBaHe.

YepHONpoOHA HEAOCTATHYHOCT
[Topaau HEH3BECTHHTE €EKTH Ha MPOAB/DKUTETHA EKCIIO3HLIAA Ha €3€TUMHO MPH NMALMEHTH C
10 TEXKKA YePHOAPOOGHA HEAOCTATLUHOCT, TOJIM3aHO HE CE NMPenopbuBa (BHXKTE TOUKA J.

OudpaTH




bezonacHOCTTa K €(PUKACHOCTTA HA €3eTUMHO, MPWIOKEH €AHOBPEMEHHO C ¢ubpaTH, HE Ca YCTAHOBEHH;
Nnopaay TOBa HE C€ MPENnOpbYBa ChBMECTHO MPUIOKEHHE Ha TOMH3aHO 3a€QHO C dbubpaTH (BHOKTE TOYKA

4.3).

LluknocnopHH
Tpatra na ce noaxoxkaa ¢ NOBUILIEHO BHUMaHHeE, KOraTo Ce 3ano4sa npueM Ha TosH3aHO NpH NaLMEHTH,

KOHMTO Beue npHemar LMknocnopuH. KoHUEHTpauuKuTe Ha LMKIIOCTIOPHH TpAabBa 1a ce Clesr pH
NallMEHTH, KOUTO B3eMaT TONH3aHO U LIMKIIOCMOPHH (BIDKTE TOUKa 4.5).

AHTHKOATryJaHTH
Axo Tonuzano Obae nobaseH kbM BapdapHH, ApYr KYMaZPHHOB aHTHKOAryJ1aHT WIH (UIyHHIHOH,
MEKIYHApOAHOTO HopManu3upaHo choTHolieHHe (INR) TpsaOBa aa 6bae KOHTPOIUPAHO MO NOAXOMSMLLL

Ha4YMH (B¥KTE TOUKa 4.5).

[IpeBeHLIMA HA MHCYIT Ype3 ArpeCUBHO HaMalgBaHE Ha HUBATA Ha xonecTepoda (Stroke Prevention by
Aggressive Reduction in Cholesterol Levels, SPARCL)

B post-hoc aHanu3 Ha noATUNOBETE HA HHCYJT NpH nauueHtu 6e3 xopoHapHa 6onect Ha cwpuero (CHD),
KOMTO Ca MMAJIM CKOPOLIEH HHCYNT WIM NpexogHa HexeMHuyHa artaka ( I1A), yectorara Ha XeMoparuueH
UHCYJIT NPH MAaLKEHTH, 3aNO4YHAIH JieueHe ¢ aTopracTaTiH 80 mg e no-BUCOKa B CPaBHEHHE C TE3H Ha
ranebo. [ToBHIeHUAT pHCK e oTOenA3aH NpeaUMHO NPY MALKEHTH C INPeAHLIEH XEMOParHieH HHCYIT
WM NaKyHapeH HH(ApKT KbM MOMEHTA Ha BKJIIOYBAHE B IPOYUYBAHETO. 32 NALMEHTH C NPEALICCTBALL
XeMOpar{ueH HHCYJIT MK NTaKyHapeH HH(ApKT ChOTHOLICHHETO NOM3a/pucK OT atopsacTaTud 80 mg e
HEACHO, KaTO MOTEHLIMATIHHAT PUCK OT XeMOparuieH HHCYJIT TpAOBa fa ce B3eMe NpedBHI, [PpeaH 1a Ce
NpeMHHE KbM JIEYEHHETO (BIDKTE TOUKA 5.1).

HurepcTunManta 6enoapobna donecr

[Tpu HAKOM CTATHHM Ca CHOBIEHH PeAKH c/y4ad HA HHTepcTHUMAaNHA 6enoapobra Honect, 0codeHo npu
NPOAB/DKUTENHO NeUeHHUE (BIOKTE ToUuKa 4.8). HayanHUTe CHMIITOMHM MOraT Aa BKJIIOYBAT JUCITHESA,
HENPOTYKTHBHA KalUUIHLA H BIIOIABaHe HA OOLLOTO 34paBOCIOBHO CHCTOAHHE (YMOpa, BUCOKA
TeMnepatrypa M 3aryba Ha rernio). AKO uMa CbMHEHHA, Y€ NAUMEHTET € pa3Bujl HHTEPCTHLWAIHA
O6enoapobHa 6onecT, NeMeHHETO CBC CTATUHU TPpaOBa Na ObAe NMPEeyCTAHOBEHO.

3axapeH _anaber

Hskou nokazaTenicTBa npeAnojarar, 4e CTaTHHUTE KaTo Kjlac, NOBUILIABAT KPbBHATA 3axap, KaTo NnpH
HAKOH MalHEHTH, KOUTO ¢a M3/I0KEHW Ha BUCOK PHUCK OT pa3BUTHE Ha Auaber, Morar aa JoBeaaT 40 HHBO
Ha XMNepriiMKeMHs, NPH KOETO L€ € MOAXOALLIO CTAHAAPTHO seucHue 3a AMabera. To3u prck obaue ce
KOMIIEHCHpA OT NOHHIKABAHETO Ha ChAOBHR PUCK CbC CTATHHM M CIIEAOBATENHO He TpAOBa na Obae
NPUYKHHA 3a MPEYCTAHOBABAHE HA ICYEHUETO CBC CTATUH. M3N0XKEeHUTE Ha PUCK NMALMEHTH (C KPbBHA
3axap Ha raaaHo 5,6 o 6,9 mmol/L, BMI>30Kkg/m?, MOBHLIEHO HHBO HA TPUITHLEPHIH, XHNEPTOHHA)
TpaOBa Ja 6bAaT KIIHHAYHO H OMOXHMHYHO MPOCAEaAsgBaHH, CbIIaCHO HAUUOHATHUTE NPENOPHKH.

IloMOUIHH BelLECTBA

ToJAH3RHO CHABLPXKA JAKTO34,
dunmupanute Tabnerku ot 10 mg/10 mg, 10 mg/20 mg u 10 mg/40 mg cvavpkaT nakro3a. [lauueHTy ¢
pPEAKH HacIeACTBEHH NMPoOaeMH KaTO HEMOHOCHMOCT KbM IJ1aKTO34a, IThJISH JaKTaseH negu
rIIIOKO30-rallakTo3Ha MajtadcopbLis He TpaOBa 1a MpHEeMAaT TOBA NEKAPCTBO.

Toan3ano ¢cLALPXKA HATPHIA.
To3u nekapcTBeH NPOAYKT ChabPXKa NO-Manko 0T 1 mmol Hatpuii (23 mg) B Tabner
Ka)K€, Y€ MPAKTHYECKH HE ChIBPIKA HATPHH.



4.5 BiaamMojaeiicTBRE ¢ APYrH JIEKAPCTBEHH NPOAYKTH H APYrH ¢opMH HA B3AHMOACHCTBHE

MHOXEeCTBO MEXAHH3MH MOXKe J1a IONIPHHECAT 3a IToTeHUHanHuTe B3aumoaeicTeus ¢ HMG CoA
peayKTa3zHH MHXUOUTOpH. JlekapcTBa Ui OUNKOBHY NPOAYKTH, KOUTO MHXHOMpAT onpeaesieHH €H3HMH
(nanp. CYP3A4) w/vnu Tpancnopriu netuuia (Hanp. OATP1B), Moxe na nosHiat nnasMeHuTe
KOHLICHTpALMHK Ha ATOPBACTATHH M Aa AOBEJAT 00 MO-BHCOK PHCK OT Pa3BUTHETO Ha

MUONATHA/ pabaOMHONHU3A.

IlpernexaiiTe HAQOPMANHATA 32 NPEANACBAHE H2 BCHUKH €AHOBPEMEHHO H3NO/I3BAHH
JIeKApPCTBEHH NPOAYKTH, 34 2 NOJYYHTE J0NLIHATE]IHA HAGOPMANRSA 34 NOTCHHHANHATE HM
B3IAHMOACHCTBHA ¢ ATOPBACTATHH H/AJIH Bb3IMOKHOCTTA 32 IPOMEHH HA €H3HMA HJIH TPaHCIOpTepa
H BL3MOKHHTE KOPEKIHH HA JO3ATA B CXeMAaTAa HA OpHJIarase.

dapMaKOJIMHAMHUYHHY B3aUMOICHCTBUS
ATOpBacTaTHH ce MeTabonausupa ot uuroxpom P450 3A4 (CYP3A4) u e cyOeTpar Ha yepHoapobHUTE

TPaHCNOPTEPH, OpraHWYeH aHHOoH-TpaHcniopTupaly nosunentua 1Bl (OATP1B1) u 1B3 (OATP1B3)
TpaHcnopTep. Merabonurure Ha aropBactaruH ca cybcrpartu Ha OATP1B1. ATopBacTaTHH CHLIO Taka ce
uaeHTUGHLIMpaA KaTo CyOCcTpaT Ha NpOTEHH 1, CBBpP3aH C MHOXKECTBEHA JIEKAPCTBEHA PE3HCTEHTHOCT
(MDR1) 1 npoTenHa 3a pe3MCTEHTHOCT Ha paka Ha rspaarta (BCRP), koeTo moxe na orpaHn4u YpeBHaTa
abcopOLMA U XKITBYHHSA KIMPBHHC HA aTOPBACTATHH (BIOKTE TO4YKa 5.2). CHBMECTHOTO NPWIOXKEHHE Ha
NleKapcTBEHH MPOIYKTH, KOUTO ca HHXMOUTOpH HAa CYP3 A4 wnH TpaHCIIOPTHHTE NPOTEHHH, MOXE N1a
A0BeAE N0 MOBHILIEHH IVIa3MEHH KOHLIEHTPALMH HA aTOPBAaCTAaTHH U MO-BUCOK PHCK OT MHONaThd. PHCKET

CBIIO TAKa MOXe Ja Ob/1e MOBHIIEH NTPH €THOBpeMeHHa ynoTpeda Ha Tonu3aHo ¢ Apyr JIEKapCTBEHH
NMPOAYKTH, KOHTO HMAT NOTEHLXAA 1a MpeAU3BUKAT MUOIIATHA, KaTO NMPOU3BOAHHU HA GUOPHHOBA
KMCETHHA H e3eTUMHO (BIbKTe Touka 4.4).

dapMaKOKHHETUYHH B3aUMOJEHCTBUA
Kombunayus om ezemumub/amopeacmamur

Hama kn1MHHYHO 3HaYMMH $apMaKOKHHETHYHH B3aMMOACHCTBHSA B CIYHauTe HA CRBMECTHO NPUIIOKEHHE
Ha €3eTHMHO ¢ aropBacTaTHH.

Egbexmu na opyzu nexapcmeaenu npooykmu 8vpxy KoMOuHayuama ezemumud/amopeacmamun

Ezremunud

Aumuayuou: EAHOBpEMEHHOTO NPWIOKEHHE HA AHTHALIMIN HaMaasaBa CKOpocTTa Ha abcopbuums Ha
e3eTUMHO, HO He OKas3Ra edekT BppXy OHORanW4YHOCTTa Ha e3eTUMMD. Tazu HaManeHa CKOpOCT Ha
abcopbuus He ce CUMTa 33 KIIMHUYHO 3Ha4YKMa.

Xonecmupamun: ENHOBPEMEHHOTO MPUIOKEHUE HA XONECTHPAMUH HamMallgBa CpeAHaTa IUIoL Noj,
kpuBara (AUC) Ha o0y e3eTUMHO (e3eTUMHO + e3eTUMHO MTIOKYpOHUA) A0 NpruOAn3UTENHO 55%.
[NocTeneHHoTO noHmwkapake Ha LDL-C 8 pesyntaT Ha 1o0aBsHeTO Ha e3eTHMHO/aTOPBACTATHH KbM
XOJECTHpaMHHa MOXe Ja Obae HaMAaIeHO BCEACTBUE Ha TOBA B3auMoOAeHCTBHE (BHIKTE TOUKa 4.2).

Luxnocnopun: B npoyuBaHe c oceM nauynedT cnep OrOpeyuHa TpaHCrnaHTaluMs ¢ KpeaTHHHHOB KNIdpE
ot >50 ml/min, Ha crabHiHa 103a WHKJIOCTIOPHH, €JHOKpaTHa a03a o1 10 mg e3eTHMHO € AOBS,
KpaTHO (06xBat ot 2,3 10 7,9 kpaTHO) noBHileHKe Ha cpefHata AUC 3a oOuns e3eTHMHO/E Qpak
CrpynaTa Ha 3ApaBaTa KOHTPOJHA NOMYNaltka, N0Ty4YaBalla camMmo e3¢THMHO, OT Apyro NPy HeEp
B apyro npoyuBaHe npH nauueHT ¢ 6p0petHa TpaHCIJIAHTaLMA ¢ TEXKa cTeneH Ha 616 -{ g &f

HEJOCTATbYHOCT, KOWTO € NPUEMAN ¢ LMKITOCIOPHH H MHOXECTBO JPYrd NIEKapCTBECHH




AeMOHCTpHpaHa 12-NbTH NO-BHCOKA €KCMO3HLIMA KbM 001 €3€THMHO B CPABHEHHE C €AHOBPEMEHHUTE
KOHTPO/IM, KOUTO Ca NOTy4YaBaid caMo e3eTHMHO. B 2BynepuoiHO KphCcTOCAHO NpOYYBaHe C JBaHAeCeT
3[paBH YYaCTHHLIHK, €XKESAHEBHOTO NIpHNOKeHHE Ha 20 mg e3eTHMHO B NPOABLIDKEHHE Ha 8 HH ¢
enHOKpaTHa f03a oT 100 mg uuxnocnopuH npes Jex 7, e noeeno 2o cpeaHo 15% yeennuenue Ha AUC
Ha (uknocnopuH (odxear or 10% HamManasaHe a0 51% noBHilaBaHe), B CpaBHEHHE C €JHOKpATHA 1032 OT
100 mg UMKIOCTIOPHH NPKICKEH CAMOCTOATENHO. He € npoBexnaHO KOHTPOAHPAHO TIPOYYBaHE HA
ed)eKTa HA CbBMECTHO MpUiaraH €3eTUMHO BbPXY EKCIIO3ULIMATA KbM LIMKJIOCTIOPHH MPH MaUMEHTH C
O6u6peunu TpaHcrutanTauuu. Tpabpa ga ce noaxoXcaa ¢ MNOBHILIEHO BHHMaHHe, KOraTo ce 3ano4sa npuem
Ha KOMOHMHALUMATA €3eTHMHO/aTOPBACTATHH MPH MALIMEHTH, KOUTO BEUY€ NpHEMAT UHKIOCTIOPHH.
KoHueHTpaumuTe Ha LMKIOCIOPHH TpAOBa Aa ce CAesT NpH MALMEHTH, KOUTO NMPHEMAT KOMOMHALIMATA
e3eTHMHO/aTOPBACTATHH H IUKIIOCHOPHH (BHXKTE TOYKa 4.4).

Dubpamu: ChIBTCTBAILO NPHIOKEHHE HA Geropubpar unn reMpubpo3n nNosMIaBa OOILMTE
KOHUEHTpALHK Ha e3eTHMHO choTBeTHO npubiu3nTenHo 1,5 v 1,7 meTH. Bhnpeku 4e Te34 NOBHILIECHHS HE
CE CYMTAT 3a KJIHHUYHO 3HAYMMH, HE C€ MPETNOPbLBa CbBMECTHO NPHIOKEHHE Ha KOMOHHALHATA
ezeTHMHO/aTopBacTaTHH ¢ pubpary (BUXTE ToUKa 4.4).

Amopeacmamun

Huxubumopu na CYP3A4: YcranoBeHo e, ye MolauTe UHXUOUTOpU Ha CYP3A4 BOAAT [0 3HAYMTEITHO
MOBULIEHH KOHLEHTpALMK aropsacTaTiH (BHxTe Tabnuua | v koHkpeTHara HHopMauKa no-gony). o
BB3MOXKHOCT TPA0Ba 1a ce M30ArBa CbBMECTHO MPUIOKEHHE Ha MOIIHY HHXuOUTOpH Ha CYP3A4 (xato
LIMKJIOCTIOPKH, TEJIATPOMHLIMH, KJIADUTPOMHLIWH, ACNaBUPIHH, CTHPHIIEHTOJ, KETOKOHA30JI,
BOPHUKOHA30JI, ATPAKOHA30, MMO3aKOHA30J1, HIKOW AHTHBHPYCHH CPEICTBA, H3IO/I3BAHH 3a JICYCHHUETO Ha
HCV (xarto enbacsup/rpazonpesup) u XHB nporeazuu HHXUOHUTOPH, BKJI. pPHTOHABHD, JIONTHHABHP,
aTa3aHaBHp, HHIHHABUP, JapyHaBHp U 1p.). B ciyuau, npH KOUTO CEBMECTHOTO NMPHIOKEHHE Ha TE3H
NIEKaPCTBEHH MPOLYKTH ¥ KOMOHHALIMAT2 e3eTHMHO/aTOpBacTaTHH HE MOXeE Ja ce Hiberne, TpadBa na ce
OOMMCIIM H3NOI3BAHETO HA NMO-HUCKH HAaYyaJlHa H MaKCHMasHa A03a OT KOMOHHauMATa
e3eTUMHO/aTOPBACTATHH, KaTo CHIIO Taka Ce MpenopbUBa NOAXOAALLO KIHHHYHO HabMoaeHHe Ha
nanueHTa (Buxre Tabnuua 1).

YMmepenn uaxuburopr Ha CYP3 A4 (kato epUTPOMHUMH, AHNTHA3EM, BEpanaMuil H QITyKOHA30J1) MOXe
[a MOBUILAT TLU1a3MEHHWTE KOHLIEHTPaLUUH Ha atopBacTaTuH (Buwxte Tabnuua 1). HabmoaaeaH € nosuiuex
PHCK OT MHOMATHA MPH H3MNOI3BAHETO HA EPUTPOMHLIMH B KOMOHHaLMA ¢bC CTATHHH, He ca npaseny
Mpoy4BaHHA HA B3aMMOAEHCTBHETO, B KOUTO Ja C€ OLECHABA €(pEeKTHT HA aMHOJIAPOH WK BeparnaMmi
BBbPXY aTopBacTaTHH. U3BECTHO €, e aMHOAAPOH M BepanamMui HHXHOMpaT akTHBHOCTTa Ha CYP3 A4,
KaTO CbBMECTHOTO HM MPHIOXKEHHE 3a€JHO ¢ KOMOHMHALIMATA €3¢TUMHO/aTOPBACTATHH MOXKE J1a IOBEAE
10 MOBHULIEHA EKCIO3ULIMA KbM aTopBacTaTHH. [lopanu ToBa Tpabea na ce oOMHKCIHN NO-HUCKA
MaKCHUMAasHa 103a Ha KOMOHHaLHATA €3eTHMHO/aTOPBACTATHH U CE MPENopbUBa MOAXOAALIO KIIHHHYHO
HabMIOAeHHE Ha MNALHEHTA B CITyYaHTE Ha ChBMECTHO H3MONI3BAHE 3a€AHO ¢ YMEPEHH HHXHOHTOPH Ha
CYP3A4, IIpenopbuBa ce CHOTBETHO KIWHWYHO HaOMONEHHE CIIEA 3ano4uBaHe HA TpHEMa WiH Clie]l
peryidpaHe Ha A03aTa BHXUOUTOP.

Huxubumopu na npomeuna 3a pezucmenmuocm Ha pax na 2epoama (BCRP)

CBBMECTHOTO NPUIOKEHHE Ha NPOAYKTH, KOHTO ca HHxuOuTopH Ha BCRP (nanp. enbacsup u
rpazonpeBdp) MOXKE Aa JOBeAe A0 MOBUILEHH IU1A3MEHH KOHUEHTPALIMH HAa aTOPBACTaTHH Y Lasie
PUCK OT MHOMATHSA; Nopanyu ToBa TpaOBa Oa ¢¢ OOMHC/IH KOPUTHpaHe Ha 103aTa aTOpBacTITHK WA 71p %




MPUEMAT CHITLTCTBALIA TEPANUA ¢ MPOAYKTH, ChABPKALIM e16acBUp HIH rpa3onpeBup (BIKTE TOYKH 4.2
u4.4),

Huoyxmopu na yumoxpom P450 344

CBBMECTHOTO NPUAGKEHHE HA ATOPBACTATHH ¢ MHIYKTOpU Ha UMTOXpoM P450 3A4 (Hamp. edaBupeHll,
pudaMNULMH, XKBIT KAHTAPUOH) MOKE Ja A0BEAE A0 TPOMEHIMBY HAMAIIEHUA HA [U1a3MEHUATE
KOHLIEHTPALMH Ha aropsactatvH. [Topaau ABOHHHMAT MEXaHW3BM Ha B3aUMOAEHCTBHE Ha pHdAMIIHLMH
(uHayuMpaHe Ha uutoxpoM P450 3A4 u vHXuOHpaHe Ha XeNaTOLHUTEH TPAHCNOPTEH IPOTEHH
OATPI1B1), ce npenopbuBa eHOBPEMEHHO CbBMECTHO NPHIIOKEHHE Ha KOMOMHALIMATA
€3eTUMHO/aTOpBACTATHH Y pUAMITHLIKH, Thil KaTo 3a0aBEHOTO NMPHIMKEHHE HA AaTOPBACTATHH Cliel
PUIOKEHHETO HA pHGAMITHLIMH € aCOLIMUPAHO CBC 3HAYHMO HAMAJIEHHUE HA IUTa3MEHUTE KOHLICHTPALlMK
Ha aTopBacTaTHH. Burpeku Topa edexTsT Ha pudaMNUIIMH BbPXY KOHLUCHTPALMUTE Ha aTOpPBACTATHH B
XEMaTOLUHUTHTE HE € U3BECTEH, KaTO HE MOXKE /1a ¢ H36erHe CbBMECTHO TIPHJIOKEHYUE, NauyeHTHTe TpaOBa
na 6b4aT NOLNOXKEHH Ha BHUMATENHO HAGIIOEHHE C LieN OCHIypaBaHe Ha €(PEKTHBHOCTTA.

Huxubumopu Ha mpancnopmepu

HUuxuburopyre Ha TPaHCHIOPTHU MPOTEUHHU (HAMNP. LUKIOCIOPUH) MOTaT [a yBE/IU4aT CHCTEMHATa
eKCITO3ULIMA KBM aTopBacTaTHH (Bkre Tabnuua 1). EdexTsT OT HHXWOHpaHETO HA TPAHCTIOPTCPUTE Ha
06pPaTHO MOEMAaHE BbPXY KOHLIEHTPALIMMTE HA aTOPBACTATHH NPH XENATOLIUTHTE HE € U3BECTEH. AKO HE
MOXe a ce H3BerHe CbBMECTHO NPHIOKEHHE, ¢€ NPENOoPbUBa HAMAIABAHE Ha A03aT4 HA KOMOHHALMATA
e3eTUMHUG/aTOPBACTATHH U KJIHHWUHO HabmoaenHe ¢ uen eduxkacHocT (Biokre Tabnuua 1).

Tempubpozuwr/oepusamu na ubpunoea xucesuna
CaMOCTOSTEHOTO H3MO3BaHe Ha PUOPATH NMOHSKOTa CE aCOLMHPA ChC CBEP3aHHU C MYCKY/IUTE ChOuTH,
B T.4. pabaoMuonK3a. PUCKBT OT Te3u ChOMTHA MOXeE [1a CE NMOBHLIM NPH CbBMECTHO NPHIIOKEHHE Ha

AepHBaTH Ha HHOPHHOBA KUCEIMHA H ATOPBACTATHH.

EzemumubpCaMOCTOATEMHOTO M3NOI3BAHE Ha €3¢THMUOD CE acOLMUpa ChC CBBbP3aHH C MYCKYJIATE
cbbuTH, B T.4. pabaoMuonusa. [Topaau TOBa pHCKBT OT TE3M CHOMTHSI MOXeE J1a C€ NOBHLIH NIPH
CBBMECTHO H3MOJI3BaHe Ha e3eTUMHO K atopBacTaTH. [Ipenoprusa ce noaXo o KNIHHHYHO

HaOIOJeHUE Ha Te3H NAaLUEHTH.

Korecmunon

[11a3MEHHTE KOHLEHTPALIWM HA aTOPBACTATHH H HETOBHTE aKTHBHH MeTaboNMTH Ca MO-HUCKH (C
nprGIH3HTENHO 25%), KOraTo KOJIECTUIION C€ MPUEMA ChBMECTHO C ATOPBACTATHH. BBIpeKH ToBa,
edEeKTHT BBLPXY JIHITHAKTE € [0-CUIEH NPH CbBMECTHO NPUNOXKEHUE Ha ATOPBACTATHH M KOJICCTUIION B
CPaBHEHHE ChC CAMOCTOATENHOTO UM NPHIOKEHHE.

Dy3uoosa xuceaund

PHCKBT OT MHOTIATHSA, BKJIIOYHTENHO pabaoOMHONN3a, MOKE 14 OBbJ€ MOBHILEH OT €AHOBPEMEHHOTO
MPWIOKEHUE Ha Py3UIOBA KUCENMHA 32 CHCTEMHO TIPHIIOKEHHE ChC CTATHHH. MeXaHH3MEBT Ha TOBA
R3aHMOJIEHCTBHE (HE3aBUCHMO AU € apMakoJHHAMHUUHO, (apMAaKOKHHETHUHO HITH K [IBETe) BCE OLle
He e u3secTeH. ma c1obleHus 3a pabaoMuonmsa (BKTHOUHTEHO HAKOIKO daTanHy ciyvas) npu
NaLuKeHTH, KOMTO MpHEeMAaT Ta3H KoMOHHauu4.

TaKa U Touka 4.4.

Komxuyur




B‘bﬂpﬂl{ﬂ 4 HC Ca IPOBEXAAHH NPOYYBAHAA Ha B3aHMOIEHCTBHETO C dTOpBaCTATHH H KOJIXHLIHH, Cd
CHODLIEHH CJIYYaH HaA MHONATHA [IPH CBbBMCCTHO NPHIOXKCHHE HA aTOPBACTATHH 34CAHO C KOAXHLIHH,
KaTo TpﬂﬁBa Ad CC MMoAX0xXA4a € NOBUUICHO BHUMAHHUE, KOraTO CC aTOPBAaCTATHH CC MIPEANNHKCBA 3a€AHO C

KOJIXHIIKH.

Hanmomuyu
PuckbT oT MHONATHA WHIH paGaOMHONIN3a MOXKE A4 C€ YBEIUYH NPH CBBMECTHO npunoxenre Ha HMG-

CoA peaykrasHH HHXMOMTODPH ¢ JanTOMHUMH. Tpadbea na ce OOMHCIH BpEMEHHOTO NPEYCTAHOBABAHE Ha
npyeMa Ha KOMOHHaLUATA e3eTUMHO/aTOpPBACTATHH TP MMALHEHTH, KOUTO MpHEeMAT JaITTOMULIMH, OCBEH
aKO IMOJI3UTE OT CHBMECTHOTO NPWIOKEHHUE HE NPEBULIABAT pUCKA {BHXKTE To4KA 4.4).

boyenpeeup

ExcrosMumATa Ha aTOpPBACTATHH Ce NOBULIABA NIPH CBBMECTHO NpUaokeHHe ¢ bouenpesup. Koraro e
HEOOXOAMMO [1a C€ M3MON3BA CHhBMECTHO MPHJIOKEHHE ¢ KOMOMHALIMATA €3¢TUMHO/aTOpBAaCcTaTHH, TpAOBa
na ce 0OMMCIIH 3an04YBaHe C Hal-HUCKATA BB3MOXKHA 1038 TONMM3aHO H THTPUPAHE HAa 103aTa A0
JOCTMIaHE HA XKEJIAHUA KIHHHYEH edeKT, 10KATO CHILEBPEMEHHO Ce OChLUICCTBABA HA0MI0AECHHME ¢ LIET
OCHrypsBaHe Ha Oe3onacHocTTa, 6€3 a ce npeBHLIaBa IHeBHA 103a oT 10/20 mg. I1pn nauueHTH, KOHUTO
B MOMeHTa npuemat TonuszaHo , Ao3ata Tonu3zaHo He TpAOBa aa Haapuinara 10/20 mg AHEBHO No BpeMe

Ha CbBMECTHOTO NPUIOKEHHE ¢ HoLenpeBup.

Egexmu na xombunayuama ezemumub/amopseacmamun 8bpxy papmaxoxuremuxama na opyau
Aexapcmeeru npooyKkmu

Ezemumud

B npeAlTHHHYHH W3NUTBaHUA € MTOKa3aHo, Y€ €3eTUMHUD He HHIyLHpa LUTOXpoM P450 nexapcrso-
merabonusupaimmre eH3uMH. He ca HabniogaBaHy 3Ha4UMH HapMaKOKHHETHYHH B3aUMOACHCTBHS MEXKAY
€3€THMHO ¥ JIEKapCTBa, 38 KOUTO € M3BECTHO, Ye ce MeTaboNMH3npar oT LuToXpoMH P450 1A2, 2D6, 2C8,
2C9 1 3A4, unu N-aueTunrpancdepasa.

Anmuxoazynranumu: CbBMECTHOTO NPUIOAKEHHE Ha e3eTUMHO (10 mg BeAHBK AHEBHO) HE € OKA3a/I0
3HA4UM €(PEeKT BbpXy OMOHATHYHOCTTa Ha BaphapHH WIH NPOTPOMOHHOBOTO BPEME B IPOYYBAHE
ABAHAJECET 3/IpaBH, MBIHOJETHH YUYACTHHULIM OT MBXKKH NOJ. Bbnpexku ToBa, iMa ¢cbo0LIEHNHS chel
ITyCKAHETO Ha nasapa 3a NMOBUILIEHO MEXIYHApPOAHO HOpManu3upaHo csoTHomieHHe (INR) npu naumeHTH,
npH KOHTO €3¢TUMHO e nobasen xbM BapdapuH wiH ¢pnynHauoH. Ako Tonuzano 6bae Ao6aBeH KbM
Bap(dapuH, Apyr KyMap#HOB aHTHKQArynaHT Wid ¢ayuHaHoH, INR tpa6ea ga e noa noaxoasio
HabnogeHue (BHXTE TOUKa 4.4).

Amopesacmamun
Hueoxcun: TIpy CLBMECTHO NPHIIOKEHUE HA MHOIOKPATHH JO3M JUIOKCHH 3aeano ¢ 10 mg aTopBacTaTHH
KOHLUICHTpallMATa Ha IHTOKCHH B CTALMOHAPHO CBCTOSHHUE JIEKO ce € noBuinmwna. [TlanuenTure, kourto

NpyUeMaT JUroKCUH, Tpa0Ba na 6baaT Nnoa ChOTBETHO HaOMOAEHHE.

Hepopanru xonmpayenmueu: CbBMECTHOTO NPWIOKEHHE HA ATOPBACTATHH C IEPOPAJIEH KO
BOAM 0 NOBHIIIEHHs HA IJTa3MEHUTE KOHLUEHTPAUUH Ha HOPETHCTEPOH U ETHHHI €CTPaAHO)

Bapgapun: B KTHHAYHO NpOy4BaHe ¢ MallHEHTH HA XPOHHYHA Tepanus ¢ BapdapHH ChbE
NPUIOKEHUE Ha aTopBacTaTUH 80 mg exxeAHEBHO 3a€AHO ¢ Bap(apHH € JOBEIO 10 Jie
CCKYHAM Ha NPOTPOMOHHOBOTO BpeMe Mpe3 ITbPBHTE 4 AHHM OT AO3UPAHETO, KOETO CE € §

HOPMATHOTO B pAMKHTE Ha 15 AHYU OT NleYeHUeTo ¢ aTopBacTaTHH. ChINO TaKa ca 06 N



M3KJTFIOMMTEJTHO PEAKH CTyYad Ha KIIMHWYHO 3HAYMMH B3aMMOLECHCTBHA C aHTHKOATYJIaHTH,
npoTpOMOKWHOBOTO BpeMe TpaAGBa a ce onpeaeny npeiy Ha4ajloTo Ha MpHeMa Ha KOMOHHAIMATA
e3eTUMHUO/aTOpBACTATHH NPH NaLMEHTH, KOUTO B3€MaT KYMAapHHOBH aHTHKOAryJIaHTH, KAKTO H YECTO IO
BpEeME Ha PaHHHTE €TANK Ha TCPANHKATA, 3a 1a C€ rapaHTyupa, Y€ HAMA Aa c€ CTUTHE JO 3HAYHUMO
HU3MeHEHHE Ha npoTpoMOuHOBOTO BpeMe. Cnea KaTto ce A0OKyMeHTHpa ¢TabiHO mpoTpoMOHHOBO BpeMe,
NPOTPOMOHHOBOTO BPEME MOXKE A CE€ CJICAN Npe3 HHTEPBAIUTE, KOUTO ca 0OMYaliHO NpenopbUYaHM 3a
MalHeHTH HA KYMapHHOBH aHTHKOAryJIaHTH. AKO A03aTa Ha KOMOHHaUMATA €3€TUMHUO/aTOpBacTaTHH
OB2e MPOMEHEHA MM NPeyCTaAHOBEHA, TPAOBa a ce MOBTOPH ChlUAaTa nNpoucaypa. Tepanusra c
ATOPBAaCTaTHH HE € ACOLIMUPAHA ¢ KbPBEHE WM ¢ NMPOMEHH Ha NPOTPOMOMHOBOTO BpeMe MpH MaLUeHTH,

KOWUTO HC B3CMAT aHTHKOAr'yJIaHTH.

Tadbauua 1

EdekT Ha cCLBMECTHO NPHAATAHH JIEKAPCTBEHH NPOAYKTH BLPXY GApMaKOKHHETHKATA Ha ATOPBACTATHH

CbBMECTHO NMpHNAraH neKapcTBeH ATOpBacTATHH KoMmOunHauus ot
MPOAYKT U PEXKHM Ha AO3UpAHE €3€THMHO/aTOPBACTATHH
Ho3a (mg) MpomaHa Ha KnusnuHa npernophka’
AUC*
Tunpanasup 500 mg n8a nbTH 40mgalen 1,10 | 19,4 nvmH B cnyyaute, Korato
nHeBHO / puTOHaBUp 200 mg nBa mg B JleH 20 CBBMECTHOTO
NeTH AHeBHO, 8 OHH ([AHM 14 a0 NPHIIQIKEHUE 3a€qHO C
21) koMOHHaLHATa
e3eTUMMNO/aTOpPBaCTATHH
e HeoDX0XUMO, HE
HuxnocnopuH 5,2 mg/kg/neH, 10 mg BeAHDbK 7 8,7 nbTH TpaAOBa Aa ce
crabunxa ao3a AHEBHO 3a 28 AHM Haasurasat 10/10 mg
TonnuzaHo AHEBHO.
[Ipenopbusa ce
KIHHUYHO HabmoaeHwne
Ha T€3H NMaLHEeHTH.
JonuHaerp 400 mg oBa meTH 20 mg BeaHbX T 5,9 muTH B cnyvyauTe, Koraro
AHeBHO / putoHasup 100 mg apa AHEBHO 3a 4 AHH CBBMECTHOTO
NbLTH AHEBHO, 14 1HM MPUNOKEHHUE 3aeJHO C
KnaputpomuuuH 500 mg asa meti | 80 mg BeaHbxX T 4,4 ibTH koMOUHaUHMATA
AHEBHO, 9 AHH OHEBHO 32 8 IHH e3eTHMUO/aropBacTaTUH
e HeoOX0 MO, ce
MpenopbYBaT MO-HHCKH
MOAABLPHKAILK AO3H
Tonu3zano. I1pu no3m
Tonu3zaHo, KOUTO
nHansuwasat 10/20 mg,
ce NpenopLYBa 1a ce
OCBIUHECTBH KIHHHYHO
HabMOOEHNE HA TE3H
MaLuHEHTH.
CaxsuHaBup 400 mg 1Ba NbTH 40 mg BeJHBXK T 3,9 nuTH B cnyyauTe, KOraro
nHeBHO / putoHaBup 300 mg npa AHEBHO 3a 4 oHH CbBMECTHOTO
TBTH AHEBHO OT JIHH 5-7, IPUIIOXKEHHE 3Aa€HO C
yBenndeHo Ha 400 mg asa neTH xoMOMHaAUMATA
nHesHo B Jlen 8, [luu 5-18, 30 ezeTHMHO/aTo / -
MHHYTH CJiel O3HPaHeTO C e HeoOxoau W
aTOpPBaCTaTHH [MpenopHYB,
Hapyuasup 300 mg apa nbTH 10 mg BeaHBX T 3,3 NbTH NOAABPKE ! =nped
AHEBHO / AHEeBHO 3a 4 NHH Tﬂnuaaﬂn P\ L
Puronaskp 100 mg aBa nbTH Tonusano, _-E‘g
-




CBBMECTHO NpHaaral nekapcrBeH ATOpBacTaTHH KomOuHauma ot
MNPOAYKT H peXXHM HA JO3HpaHE e3eTUMHO/aTopBacTaTHH
Hoza (mg) [IpomsHa Ha KnuunyHa npenopbka®
AUC%
IHEBHO, 9 AHHM HaasuiuaBat 10/40 mg,
Htpakonazon 200 mg BeaHsx 40 mg T 3,3 neTH ce MpencpbYBa Aa ce

JHEBHO, 4 NHH

eIHOKpATHA 1032

OCHUWECTBH KIHHHUYHO

Mdozamnpedasup 700 mg apa nbtv | 10 mg BEeAHBXK 12,5 mbTH HaOmoJeHHe Ha Te3H

nHneBHo / putoHaBup 100 mg nea AHEBHO 3a 4 JHU NaLuKEHTH.

ITLTH AHEBHO, 14 OHM

DozamnpeHasup 1400 mg nsa meTH | 10 mg BeAHBXK T 2,3 nbTH

IHEeBHO, 14 OHU AHeBHO 3a 4 AHH

Henguuaeup 1250 mg nea nbTH 10 mg BenHbX t 1,7 oeTdt” be3 KOHKPEeTHH

AHEBHO, 14 IHH RHEBHO 3a 28 QHH MPENOPHKH.

Cok ot rpeiindpyt, 240 ml seansxk | 40 mg t 37% He ce npenopbusa

OHeBHO* e JHOKpaTHa J103a CBHBMECTEH NPUEM Ha
roneMH KOJIHYeCTBA COK
OT rpeingpyT U
Tonu3saHo.

dunrTrHazem 240 mg BeaHBX 40 mg T 51% Cnen 3anoyBaHe Ha

IHEBHO, 28 IHM eqHOKpaTHa 103a npveMa UM cieln
CIeIHUTE KOPEKLHUH HA
[03aTa AHITHA3EM CE
[Ipenops4YBa Aa ce
OCBLIECTBH HAANEKHO
KNUHHYHO HaOMoaeHue
Ha TE€3H MNALMEHTH.

EputpomMuuud 500 mg ueTUpH 10 mg T 33%" [TpenopwuBa ce MO-HUCKA

MbTH RHEBHO, 7 OHH €IHOKpaTHa A03a MaKCUMAJIHA 1034 H
KITHHHYHO HabmoNeHne
HA Te3H NaLMEHTH.

AmnoaunuH 10 mg, eannyyHa go3za | 80 mg T 18% be3 KOHKpeTHH

¢[IHOKpaTHA 1033 NpenopbKH.
[HHumetnaud 300 mg 4eTUpH NBTH 10 mg BeAHBK | mo-Manko ot be3 KOHKpEeTHH
IHEBHO, 2 CEXMHULIH JHEBHO 32 4 1%" NpenOpuEKH
CeAMHLH
AHTHaUKMOHA CYCNEH3Ud OT 10 mg BeAHBX 1 35%" be3 KOHKpPETHH

MarHe3HeBH U aIlYMHUHHUEBH
xuapoxkcuam, 30 ml yetHpu nbTH
JHEBHO, 2 CEIMULIH

IHEBHO 3a 4
ceaMUUH

NMPEenOpPHKH.

Edaeuperu 600 mg BeaHbx 10 mg 3a 3 aum 1 41% be3 KOHKpeTHH
[HEBHO, 14 OHH IpEeNnOPbHKH.
Pudpamnuumun 600 mg BeAHBLX 40 mg T 30% AKO He MOXe a ce
OHEBHO, 7 AHHU (CHBMECTHO eAHOKpaTHa A03a u3berHe CbBMECTHO
MPHIOKEHHE) NPUNCKEHHE, Ce
PudamnuunH 600 mg BeaHbX 40 mg ] 80% npenoppyba
OHEBHO, 5 nHU (pa3acNieHH 103H) €AHOKpaTHa 003a €IHOBPEMEHHO
CBBMECTHO NPHIIOKEHUE
Ha KOMOHHAUUATS
e3eTHMHO/aTopHe
7 pmbamnu / ‘ *
KITHHUYHO :.:...'..-.:: i
'empuGposnn 600 mg ABa MbTH 40 mg 1t 35% He ce npengy EE: A
AHEBHO, 7 JHH €IHOKpAaTHa 1034 ,
Genodubpar 160 mg BeaHbLK 40 mg 13% He ce HpEl‘[ﬂ'b - P




CBBMECTHO NpHJiaraH JEKapCTBEH ATOpBacTaTHH KombunHauua ot

NMPOAYKT H PEKHM Ha 103HpaHe e3eTHMHO/aTopBacTaTHH
Ho3a (mg) [poMsHa Ha Knunnuna npenopbka®
AUC*
OHEBHO, 7 AHH eAHOKpaTHAa 103a
bouenpesup 800 mg Tpu NbTH 40 mg 12,3 0bTH [Tpenopruba ce NoO-HUCKA
AHEBHO, 7 THH €IHOKpAaTHA A03a HavajaHa Ao3a 4

KNHHHYHO HaOmoAeHue
Ha Te3H MaLHEHTH.
Ho3zara TonusaHo He
TpabBa na HagBULIABA
AHeBHa mo3a ot 10/20 mg
no BpeMe Ha
CbBMECTHOTO
NPHIOKEHHUE C
OOLEMPEBHP.

Enbaceup 50 mg Beaubx asesHo/ | 10 mg T 1,94 metH Hozarta TonusaHo He
rpazonpesdp 200 mg BeAHDBXK eAHOKpaTHa n03a TpsOBa Aa Ha/BHIIABA
OHEBHO, 13 nHH oHeBHa A03a ot 10/20 mg
10 BpEMe Ha
CbBMECTHOTO
MPUICKEHNE C
NMpPOAYKTH, KOUTO
ChABLPKAT eNOACBUD HIH

rpa3onpeBup.
["'nexanpesup 400 mg BeAHBK 10 mg BeaHBXK t 8,3 meTH CBBMECTHOTO
AHeBHO / nubpenTaceup 120 mg AHEBHO 32 7 JHH MPHIOKEHHE C
BEIHBXK IHEBHO, 7 OHH NPORYKTH, CBABLPKALIH

rneKanpesydp UiM
nubpeHTacBHp, €

NPOTUBOIMOKA3aHO
(BMcTe TOUKA 4.3).

& IlaHHHUTEe, JAAEHM KATO X ITLTH NPOMSAHA, MPEACTABIABAT [TPOCTC CHOTHOLIEHHE MEXKIY CHbBMECTHO NPUIOKEHHE
U MOHOTepanHsA ¢ atopBacTatvH (Hanp. | T = 6e3 npoMaHa). lanuuTe, naneHy karo % MpoMaHa, NPEACTABIABAT
pa3iukaTa B % cnpAMO MOHOTepanusaTa ¢ aropsactaTil (Hanp. 0% = 0e3 npoMaHa)

* Buxte Touxa 4.4 u 4.5 3a KIMHHYHATA 3HAYUMOCT

* CpObpika eIUH UK NOBE4YE KOMIOHEHTH, Koute KHxHOUpar CYP3A4 » morar Aa noBHIIAT IJIA3MEHHTE
KOHLIEHTPALIMK HA NIEKapCTBEHNUTE NpoayKkTH, Metabonuarpanu ot CYP3 A4, TlpueMsT Ha eaHa vawa 240 ml cok
oT rpeingpyT cpiio BoAH A0 HamaneHa AUC ot 20,4% 3a akTHBHMA OPTOXHAPOKCH MeTabonuT. I'oneMH
KO/TM4ECTBA COK OT rpedndpyT (Han 1,2 nMTpa exXeaHeBHO B Mpoabkerue Ha 3 nHu) noBruiasat AUC Ha_
atopBacTaTHH 2,5 meTH 1 AUC Ha akTHBHOTO BeIEECTBO (aTOPBACTAaTHH H METaDOJIHTH)

~ 00113 €KBUBAJICHTHA AKTHBHOCT HAa aTOPBACTATHH

YpBennuenuero ce o603Hauaea ¢ ,, 1, a NOHHXKeHHUeTO ¢ ,, )"

OD = pegnbx aHeBHO; SD = enHokparna no3a; BID = asa neTH AHeBHO; TID = TpH nbTH A
MBbTH NHEBHO

Tadbanua 2



EdexT Ha aTOPBACTATHH BbpXY GQAPpMAKOKHHETHKATA HA CHbBMECTHO NPHJIATAHH JIEKAPCTBEHH MPOAYKTH

ATOpBAacCTATHH U PEXUM CBBMECTHO NpHJIArad JeKapCTBEH MPOAYKT KombrHauua ot
3a 1O3HpaHe JlekapcTBeH [Mpomsana Ha AUC* e3eTUMHO/aTopBacTaTHH
NpoaykT/ao3a (mg)
KnMHWuHa npenopbKa
80 mg BeAHDBIK JHEBHO HuroxcuH 0,25 mg T 15% [TauneHTHTE, KOUTO
3a 10 nHu BEHBXK OIHEBHO, 20 OHM [MpHEMAT AUTOKCHH,

TpabBa na 6bAaT Noa
ChLOTBETHO HAOMACHHE.

40 mg BeAHBX AHEBHO [Tepopanen 1 28% be3 KOHKpeTHH
33 22 OHH KOHTPALIENTUB BEAHBXK T 19% NpenopuKH,
IHEBHO, 2 MeceLa

- HOpeTUCTEPOH | mg

- €THUHMUII ecTpanuon 35

e
30 mg BeaHbXK AHEBHO * denason, 600 mg T 3% be3 KOHKpeTHH
3a 15 qHu €JHOKpaTHa A03a NpenopLKH
10 mg BeAHBX JHEBHO MDozamnpeHasup 1400 1 27% be3 KOHKpEeTHH
33 4 IHH mg ABa [TbTH AHEBHO, 14 npenopsLKu
OHH

& IlannuTe, naneHH kato % NpoMsHa, NPEACTABIABAT PA3THKATa B % CIPAMO MOHOTEPATTHATA C ATOPBACTATHH
(Hanp. 0% = 6e3 npomsAHa)
¥

CBBMECTHOTO NMPHITOKEHHE HA MHOTOKPATHH AO3K aTOPBACTATHH U PEHA30H NOKA3Ba JIEK WK HENMOMIEKALL Ha

OTKpHBaHe edexT
BLPXY KNHpBHCaA Ha (peHA3I0H
YeenuueHueTo ce 0603Havaea ¢ ,, 1%, a MOHHXKEHHETO ¢ ,,0*

OD = Beanbk nHeBHO; SD = enHokpaTHa 003a; BID = aBa nbTH AHEBHO
4.6 Pepruanter, (peMEHHOCT H KbPMEHE

/Kenu ¢ demepooern nomenyuarn
JKeHH ¢ aeTepoeH noTeHUMan TpAaOBa Aa U3NoI3BaT NOAXOAALIM KOHTPAUSMTHBHY MEPKH MO BPEME Ha

Je4eHueTo {BxK. Touka 4.3).

bpeMeHHOCT

ATBPGCHJ'IEPOB&T& IPpCACTAB/IsIBa XPOHHYCH MMPOoUCC KU OONKHOBEHO NpCYCTAHOBABAHCTO HA TMPHCMA Ha
NOHWKaBallH JIMITUAHUTC JICKApCTBa IO BpEME Ha 6P€M€HHOC'IT a cJie/iBa Ja uMa c1abo Bb3JeHCTBHE BbpPXY
ABJIITOCPOYHHATE PUCKOBE, KOUTO €A CBBRP3aHH C ITEPBUHHATA XHUIIEPXOIECTCPOJICMHSL.

Toauzano
ITpuembT Ha Tonu3aHO € NPOTUBONIOKA3aH MO BpeMe Ha OpeMeHHOCT (BIKTe Touka 4.3). Hama HanpdHm
KJIMHWYHHU JaHHHM OTHOCHO ynoTpebara Ha Tonn3aHo no Bpeme Ha OpemenHocT. TonuzaHo He TpadBa na
Ce U3MOJI3BA OT XKEHH, KOWTO ca OpeMeHHH, ONUTRAT ce Oa 3abpeMeHeaT Win NOAO3UPAT, YE € BB3IMOKHO
na ca OpemeHHH. Jleuenuero ¢ TonuzaHo TpadBa Aa ce NpeyCTAHOBH 33 BPEMETC Ha OpEeMEeHHOC
NOKATO HE Ce ONPEACIIM, Y€ KEHATa He € OpeMeHHa (BHKTE Touka 4.3.)

EnHOBpEMEHHO MPWIOKEHHE HAa €3€TUMHO U aTOPBACTAaTHUH, OMKHCAHO B CTATHA KBM MO
OpeMeHHH IUTEXOBE, CBbP3dHa C YBEJIMYEHHE HA CKENIETHATa NPOMSHA ,,HaMalleHa OCU(H
rpbAHATA KOCT™ [IPH Irpynarta ¢ BUCOKA 0034 e3eTHMHUO/aTopBacTaTiH. ToBa MOXe Ja € ¢
Ha0JII0AaBaHOTO NOHWXKEHUE HA TEJIECHOTO Ternao Ha nnoaa. [Ipy OpemeHHn 3aiinm ce Ha




Opoii ckeneTHH nedopMaluy (CIETH TPBAHH KOCTH, CIETH ONALUHH NPELUNIEHH H aCHMETPHYHH BapHalMH
Ha IPBAHHUTE KOCTH).

Amopseacmamun

besonacHocTTa npu OpeMeHHH KEHH He € yecTaHoBeHa. Hama npoBexxaaHH KOHTPONHPAHH KITHHHYHH
M3UTBaHHS C aTOPBAaCcTATHH NpH OpeMeHHH xeHU. [TonydeHuTe choO1eHuns ce peaKH 3a BpOICHH
aHOManuu ciell BeTpemaToyHa ekcnozuuma kbM HMG-CoA penyxrasni uHxuOHTOpH. [1py npoyvBaHus
¢ >KUBOTHHM e HaOmolapaHa penpoyKTHBHA TOKCHUYHOCT { BHKTE To4Ka 5.3). JleyeHreTo Ha MaliKara C
aTOpPBACTATHH MOXeE 1a HaMan (peTATHUTE HUBa HA MEBAJIOHAT, KOHTO € MpeKypcop B OHOCHHTE3aTa Ha
XOJIECTEPOJI.

Ezemunmubd
Hsma K1HHHYHH JaHHH 38 H3MOI3BAHETO Ha €3eTHMHUO no BpeMe Ha OpeMeHHoCT. [lpoyuBanusiTa ¢

’KMBOTHH OTHOCHO ynorpebara Ha e3eTUMHO KaTO MOHOTEpanus HE AaBAT HUKAaKBH JOKa3aTesICTBa 3a
NpeKH WIH KOCBEHH BpeaHH eexTH BLpXy OpeMeHHOCTTa, eMOPHOPETRITHOTO Pa3BHTHE, PAXKIGHETO UITH
MOCTHATAJIHOTO pa3sBUTHE (BHXTE TOoUYKa 35.3).

KbpMeHe
TonuzaHo € NPOTHBONOKA3aH MO BpeMe Ha KbpMeHe. [lopaau noteHUHansT 3a TEXKKH HEXE/TaHH PeaKLHH

YKEHHTe, KOHTO npueMaT TonuzaHo , He TpabBa Aa kbpMAT cBoUTE OebeTa. IIpoyuBaHHATA ¢ TUTEXOBE
MOKAa3BaT, Y€ €3eTHMHO ce cekpeTupa B KbpMata. [Ipy nabxoBeTe riasMeHHTe KOHLUEHTPaUHH Ha
aTOPBACTATHH W @KTHBHHUTE My MeTaDONMTH Ca CXOJHH C T€3H B KbpMara. He e u3BecTHO Jali akTHBHUTE
KOMIMOHEHTH Ha ToaM3aHO ce CeKpeTHpaT B HOBEUIKaTa KbpMa (BIKTE TouKa 4.3).

DepTIIHTET
He ca npoBexaaHH Mpoy4YBaHusa 3a gepTuuTeTa MPpH NPpUEM Ha KOMOMHALMATA €3€TUMUO/aTOPBACTATHH,

Amopsacmamun
B npoyuBaHHs ¢ )XMBOTHH ATOPBACTATHH HE MOKa3Ba eQeKT BbPXY MBIKKHA H/IH HKEHCKHS PEPTHIIHTET.

Ezemumub
E3zeTumud HAMa edeKT BbpXy QEepTHINTETA Ha MBKKHTE HIH JKEHCKHTE IUTBXOBE.

4.7 EdexT BLpXY cnoco0HOCTTA 32 modupane H padora ¢ MAIHHHA

Tonu3aHo NMOBIMABA B NpeHeOPEXMUTETHA CTENEH CIOCOOHOCTTA 3a WodupaHe H paboTa ¢ MalLHHH.
Binpeky TOBa, NpH WodHpaHe WK paboTa ¢ MalunHH TpAGBa fa ce HMA NnpeaBU, Ye HMa ChoDILeHN 3a
3aMasHOCT 10 BPEME HA TEParMATa.

4.8 HexenaHnn JeKAPCTBERH PeaKUHH

O60611eH npodun Ha 0€30NaCHOCTTA

KomGHHanusaTa or e3eTUMHO/aTOpBacTaTHH (1M CHbBMECTHOTO NPWIOXKEHUE Ha €3€THMHO H
aTOPBACTATHH, KOETO € EKBUBAIEHT HA KOMOWHALMA OT €3€THMHO/aTOpBACTATHH) € OLIEHEHA OTKBM
HesonacHocT npH roepeye ot 2400 nauneHTH B 7 KIIMHUYHH H3NUTBAHWA.

TabnuueH CNUCHhK HA HEXKETAHUTE PEAKIINY

Hexenauure peakiiyy, HaOMmoJaBaHW B KJIMHHYHH W3IMTBAHUA Ha KOMOMHALIUATA
e3eTHMHO/aTOpBacTaTHH (WM CHbBMECTHO NPUIOKEHHE HA €3€THMHO H aTOPBACTaTHH,
EKBHBAIICHT Ha KOMOHHALINATA €3¢ THMUO/aTOPBACTATHH) HITH €3€TUMHO MITH aTOpBac




e3eTHMHUO UMK aTOPBACTaTHH, ca nocoucHu B Tabauua 3. Te3n peakiiuy ca NpeacTaBeHH MO CHCTEMEH
OpraHeH KJiac u no 4yectora. Yecrorara e nepHHMpaHa KakTo cneapa: MHOTo 4ecTd (>1/10); uectn
(>1/100 go <1/10); Heuectu (=1/1000 no <1/100); peaxn (=1/10 000 no <1/1000); MHOrO peaku
(<1/10 000); c HeH3BECTHA YECTOTA YECTOTATA HE MOXKE Ja ObAe OnpeaesieHa OT HAUTUYHUTE JaHHH).

Tabanuna 3

Hexke/IaHH PpeaKIHHA
CHCcTeMO-0pranes Knac Hexenana peaknns
YecToTa
Hndexnnn B HHpecTALIHA
Heuectu rpUn
C HeH3BECTHa YeCcToTa Ha30(apHHIHT
HapymeHHs Ha KPLBTA H JHM(pHATA CHCTEMA
C Heu3BeCTHA YECTOTa TpOMOOHHTOMEHNA
HapymeHRS HA AMYHHATA CHCTEMA
C Hen3BeCTHa 4eCTOTa CBPBbXYYBCTBHTEIHOCT, BKJIIOUHTEIHO

aHaunakcHs, aHrmoeaeM, oOprUs U ypTHKapHs

HﬂEyIIIEHIIH Aa MeTaboan3mMa | XPpAHRCHETO

C HeM3BeCTHA 4ecToTa HaMAaJIeH aleTHT; AHOPEKCHA; XHITEPTIIHKEMHH;
XUMNOrMUKeMHs

IIcHXHYHH HApYINEHHS

HeuecTn aenpecus; 6€3cbHUE, HAPYIICHHS Ha ChHS

C HEM3BECTHA YECTOTA KOLUMapH

HapymenHs HA HEPBHATA CHCTEMA

HeuectH 3aMasHOCT; JHCTEY3HS; rinaeroboine;
NapecTe3xs

C HEU3BECTHA YECTOTA XHNOECTE3UA;, aMHE3UA; NepHpepHa
HEBpOMNAaTHA; MHACTEHHUSA IPABHC

Hapymensus Ha ouHnTe

C Hen3BeCTHA 4ecToTa 3aMBbIJICHO 3pEHHE; 3PHUTEIHH CMYLLEHHS; O4Ha
MHACTECHHS

HapymeHnnd HA YXOTO H 1a0HpHHTA

C HeH3BECTHA 4ECTOTA LIyM B YIIHTE; 3aryba Ha CityX

Chpaeunn HapymeHAs

HeuectH CHHYCOBa Opaaukapaus

CraoBH HApYIIEHAS

Heuectu ropeilH BbJIHH;

C HeH3BeCTHa YeCcToTa XHIEPTOHUA

PecnHpaTOpHH, TPBAHHE H MEIHACTHHAIHH HAPYINECHHS —

HeuecTH AVCITHEA

C HeM3BECTHA YECTOTA Kaluua; ¢papuHroapuHreanta 6
€MHCTAKCHC

CToMalInO-YpeBHE HADYIIeHHA
YectH JHApHA,

s
e




CHcTeMo-opranen Kiac
Yecrorta

Hexenana peaknns

HeuecTn

anckoMdopT B KOpPEMa; NMOAYBAHE HA KOpEMa,
6oska B Kopema; OoKka B I0JIHATA YaCT Ha
KopemMa; boNka B ropHaTa 4acT Ha KOPEMa;
3aneK; AUCTIENCHA; ra30Be; YECTH NO3HBH 34
H3X0XKIAHE; FaCTPHT; rajICHE; CTOMAalleH
JIUCKOMGOPT

C HeM3BECTHa 4YecTOTAa

[MAHKPEAaTHT; racTpo-e3odareata pedayKkcHa
OonecT; OpUreaHe; NOBPHLUAHE; CYXOTa B
ycTara

XenaToOHIHAPDHH HAPYIICHHSA

C Hen3pecTHA YecToTa

XEMaTHT, XOJIeIUTHA3a; XOJEUHCTHT;
XxonecTasa; ¢aranHa u HedaranHa yepHOApPOOHA
HEJOCTATHYHOCT

HﬂE}'ﬂlBHﬂﬂ HA KOKATA H NOAKOAKHATAE ThKAH

HeuecTu

aKHE; YpTHKapHUS

C Hev3BeCTHA 4ecTOTa

anoneuys; oOpUB Ha KOXKaTa; NPYPUTYC,
epyuTeMa MYITU(GOPME; aHFTMOHEBPOTHUECH
eneM; Oyno3eH JepMaTHT, BKITIOYHTEIIHO
epuTeMa myatugopme, CUHIpOM Ha CTUBBHC-
JOKOHCHH M TOKCHYHA eMUISPMATHA HEKPOJIH3A

HapymeHus Ha MYCKY/IHO-CKEJIETHATA CHCTEMA H CheIHHETE/IHATA ThKAH

YecTH

MHAJITHA

Heuectu

aprpanrus; bonka B repba; MyCKyJiHa yMOpa,;
MYCKYJIHM CIIa3MH; MYCKYJ1Ha ciaboct; 6onka B
KpaWHULIUTE

C HeU3BeCTHa 4ecToTa

MHoNaTHa/pabaoMHONU3a; pyTITYpa Ha
MYCKY/1a; TEHAWHONATHA, NOHAKOTra YC/I0KHEHA
OT pa3KbCBaHe, 00NKa BbB BpaTa; OTOK Ha
CTABUTE; MHO3MT; JIYNYyC-NMOA0OEH CUHHAPOM;
MMYHOMEIHHpPAHa HEKPOTH3HpaLlla MHOIATHS
(BHXKTE TOUYKA 4.4)

Hap_ymennﬂ HA BLIMNPOH3IBOAHTE/IHATA CACTEMA H I'hpAATA

C HeuW3BEeCTHA 4ecToTa

ITMHCKOMACTHA

O6mu HApYHIeHHR H epeKTH HA MACTOTO HA NPHJIOKEHHE

HeuecTtH acTEeHUA; YMOpa; obUi0 HEpa3MOJI0KEHHE,; OTOK

C HeM3BeCcTHA YECTOTA Oonka B repavre; 00nka; nepugepeH OToK;
MUPEKCHS

Hicaensanua

HeuecTn nosuiieHue Ha ALT w/unu AST; nopuiueHune

Ha aflkallHa ocdaTasa; [TOBHILEHHUE HA
kpeaTuH pochokunaza (CPK) B KpLpst
NOBHILEHHE HA ramMa-rIyTaMuITp3acEo
NMOBKIIEHHE Ha YEPHOAPOOHH eH /
HeoOHUaeH pe3ynTaTr OT U3CICAN;
yepHoApoOHAaTa QPYHKLIMA; NOBH
TErN0




CHCTeMO-OpraHen Kiac Hexenana peaknus

YecTOTAa

C Hen3BecTHa 4ecToTa MOJIOKHUTENEH PE3YATAT 32 ICBKOLIUTH B
ypUHaTa

J1abopaTopHH CTOMHOCTH

B KOHTpOJHpaHH KIMHHYHH H3NHTBAHKA YECTOTATa HA NOBHILEHHA HA CEPYMHUTE TPaHCAMHHA3ZH C
kiMHryHa 3HauHMocT (ALT wunu AST 23 x ULN, cvoTBeTHO) € HabmonasaHa npu 0,6% ot
MalHEeHTHTE, KOUTO ¢a JIEKYBaHH ¢ KOMOMHaunATa eseTumub/aTopBactaTiH. Te3u NoBuLIeHUA ca DMK
Hali-001110 6€3CHMITOMHH, He ca OWIH acOLHUPaHM C XONIeCTa3a, U ca OOpPaTUMH C BPBbLIAHE KbM
H3XOHHUTE CTOHHOCTH, CIIOHTAHHO WM CJel NPEYCTAHOBABAHE HA TepanuaTa (BHXKTE Touka 4.4).

CneaHuTe HEXENaHU PCaKLHH Ca ChOOIIEHH MNMpPH HAKOH CTATHHH.

* CeKCyasTHa AUCHYHKLIMA
* ¢cHOOLLEHHM ¢a peAKH CTy4au Ha MHHTepCTHLIMAaNHA 6enoapobHa bonect, 0cOOEHO NpH ABArOCpOYHA
Tepanus (BHXKTe ToUuka 4.4).

* 3aXapeH AUabeT: YeCTOTaTa 1IE 3aBUCH OT HAJIHYHETO WJIM JIMIICATA HA PUCKOBH (PakTopH (KpbBHA
3axap Ha raagHo > 5,6 mmol/L, BMI > 30 kg/m’, noBMiineHO HHBO HAa TPUrAIMUEPHAH, aHAMHe3a 3a
XHUIIEPTOHHA ).

CrobillapaHe Ha NOAO3UPAHHU HEIKEITAHH PEAKLIUH

CrobuiaBaHeTO Ha NOJO3IUPAHHU HEXEIaHH PeaKLMK clell paspeluapaHe 3a ynotpeda Ha JJeKapCTBECHHSA
NPOAYKT € BXXHO. TOBa NO3BOJIABA Aa APOAL/DKM HaONIOAEHHETO KA CHOTHOLUEHUETO MON3a/PUCK 32
NeKapcTBeHHUA nNpoaykr. Ot MEAHLIMHCKUTE CMICLMANIHCTH C€ H3KUCKBA Aa choOlaBaT BCAKA NOAO3HPaHa
HeXenaHa peaklus ypeas:

HM3nbaHuTEeIHA areHLMs Mo JTeKapcTBaTa

ya. ,,JdamsaH [ 'pyeB® Ne 8

1303 Codns

Ten.: +359 2 8903417
yebcanT: www.bda.bg

4.9 Ilpeaozmpane

Kombunayua ezemumub/amopeacmamun

B cnyyaii Ha npeno3upaHe TpaOBa Ja ce npeanpyueMaT CHMIITOMATHYHA U NOAAbPIKaLUH MepKH. Tpadea
Ja ce HanpasaT W3CAEABaHUA Ha YepHoapodHara ¢yHKLUMA, KaTo cepyMHUTe HuBa Ha CPK Tpsabea ga
Obaar nox HaOMOOEeHHe.

Ezemumut
B IHHUYHH H3NKUTBAHHA NPHITOXKEHUETO HA e3eTUMHUO, 50 mg/neH, npu 15 3a0paBu yyacTHMLHM 32 NEPHOA
70 14 aHu, unu 40 mg/aeH npyu 18 nauMeHTH ¢ NbPBUYHA XUTNIEPIUIIHAEMHA 3a NIEPHOA A0 56 OHH,

obnkHoBeHO Oewie nobpe noHocuMo. JlokaanBaHH ca HAKOJIKO clyyas Ha nNpefo3dpaHe: IIOBEYETo HE ca
CBbP3aHH ¢ HeXeNaHu nocaeacTaus. ChOOLIEHUTE HEXKENAHU MOCTIEACTBHA HE Ca CEPHO3HYA
’KHBOTHH He € HabogapaHa TOKCHYHOCT CJie] €JHHHUYHM nepopaiHyi Ao3H oT 5000 mg/]
IbxoBe U MULLKHA H 3000 mg/kg npu xyuera.

Amopseacmamunr
Ilopaam BucokaTa creneH Ha CBbp3BaHE HA aTOPBACTATHH C IUIA3MEHHTE NMPOTEUHH HE

XeMOAHa/in3aTta 1a YCKOPH 3HAYHTEC/THO KJTHPBRHCA HA aTOPBAaCcTaTHH.




5. ©APMAKOJOI'MYHHU CBOUCTBA

5.1 dQapmMakoxHHAMHYHH cBOHCTBaA

dapmakoTepanesTHuHa rpyna: Moauduuupawy runuaure cpeacrsa, HMG CoA penykrasHu
MHXHOMTOPH B KOMOMHALIMA ¢ Apyrk Moauduuupawy munuante cpencrea, ATC xoa: C10BAOS

KoM6unaumaTa e3eTuMub/aropBacTaTHH € MOHWKABALY THIHINTE NPOIYKT, KOHTO CEJIEKTHUBHO
HHXHOMpa YpeBHaTa abcopbLMs Ha XOMECTepoia U CBbP3aHH PaCTHTEIHH CTEPOIH U HHXHOHpa
€HAOTEHHHMA CUHTE3 Ha XOJIECTEPOI.

MexaHu3bpM Ha feHCTBHE
Kombunayus om ezemumub/amopsacmamu

[T1asMeHuAT XOIeCTEPO e MOJIy4aBa OT YPEBHOTO YCBOSABAHE U €HAOTCHHHUA CHHTe3. KoMOHHAUMATA
ChABPXKA €3eTUMHO U aTOpBacTaTHH — ABE MOHWKABALIH JIMMTHAKTE CHEAWHEHHA ¢ JOITB/IBALUH Ce
MEXaHU3MH Ha aeiicteie. KomOuuauusaTa ezeTiMub/aToppacTaTUH HaMaigBa MOBHILEHUS 0611
xonecrepon (061-C), LDL-C, anonunonporens B (Apo B), tpurnuuepunu (TG) 1 xonecrepona B
NMUNONPOTEHHUTE ¢ HeBUCOKA MTBTHOCT (non-HDL-C) 1 nosHiuasa xoecTeposia B JIHIIONPOTEHHHTE C
Bucoka IIbTHOCT (HDL-C) upes apoiiHo nHxubupaHe Ha abcopOLuaTa U CHHTE3a Ha XOJIeECTepoa.

Ezemumut

Ezerumu0 nHXxuOHpa upeBHaTa abcopOuna Ha xonecrtepona. EzeTuMub € axTHBEeH NpH NepopaiHo
MPWIOKEHHE U MPUTEKABA MEXAHM3BM HA NEHCTBHE, KOWTO C€ palyiHyaBa OT TO3HM Ha JAPYTUTE KacoBe
MOHWKABALIH XO0JIECTEPONA CheAUHEeHN (Hanp. CTATHHH, CEKBECTPaHTH Ha *J1bYHATa KHCETHHA
[cMonu], nepuBaTh Ha dUOPUHORA KHCEIHHA H PACTHTENHH cTaHOAM). [IpylienHaTa Touka Ha
MOJIEKYIHO HHBO Ha e3eTuMHO e npenocurens Ha ctepoan Niemann-Pick Cl-Like 1 (NPCI1L1), ko#To
OTrOBaps 3a upeBHaTa abcopOuus Ha XonecTeposia H QUTOCTEPOIIUTE B TEHKHTE YEpPBa.

EsetuMHO ce MO3MLIMOHMpPA Ha MPAHMLIA HA BIACHHKHTE B ThHKUTE yepBa U HHXUOUpa abcopbuusra Ha

XOJIECTEPOIIA, KOETO BOJM 10 HAMANABAHE Ha JOCTABAHETO HA UPEBEH XOJECTEPOS JO HEPHHS pOO0;
CTATUHHTE HAMATABAT CHHTE3a Ha XOJIECTEpONa B UEPHHA P00 H 3a¢HO TE3H OTAECTHH MEXaHH3MH
OCHUrYpsIBAT JOIMBJIBALLO Ce HaMalIsBaHE Ha xomnecrepona. B 2-ceIMHYHO KITMHHYHO Mpoy4BaHe ¢ 138
NMauKHeHTH ¢ XHUIIEPXOAecTEPOeMHsn e3eTHMUO MHXHOUpa upeBHaTa abcopOums Ha xonecrepoa ¢ 54% B

CpaBHEHHe ¢ fuauedo.

[IpoBeacHEHA € CEpHA NMPEAKITHHUYHH H3NKWTBAH|A, 33 1a CE ONpeAe/H CENeKTHBHOCTTA Ha e3eTHMKO 3a
uHXUbHpaHe Ha aGcopbLmsaTa Ha XonecTepod. Esernmu6 nuxubupa abeopbumsara Ha [*C]-xonectepon
Oe3 edekT BHPXY abcopOuMATA HA TPUTIHULIEPUAN, MACTHH KHCEIMHH, XThYHH KHCEITHHH, NPOTreCTEPOH,
ETHHHII €CTPaJHOI WIK MACTHOPa3TBOPUMH BHTaMHHH A H D.

Amopsacmamun

ATODBACTaTHH € CeJIeKTHBEH, KOHKYpeHTeH HHxuOuTop Ha HMG-CoA penykrasata — 7 haF

CKOpPOCTTa €H3HM, KOWTO OTrOBaps 3a NPEBPLINAHETO HA 3-XUAPOKCH-3-METHI-IJ1YyTa] ( RKOtHIN

MEBAJIOHAT — MPEKYPCOP Ha CTEPOJIUTE, B T.4. XoJecTepona. TpHIMHLEpHAXTE H XONIGETEY h A “"'?* TRl m
Apo6 ca BKJTIOUYEHH B JIMIMONPOTEMHH ¢ MHOrO HHCcKa bTHOCT (VLDL) M ce ocBobo ‘ P i""ﬂ‘: :

3a locTaBsHe 10 nepupepunTe Thkanu. Jlunonporente ¢ Hucka mbTHOCT (LDL) ce §€ S

VLDL u ce karaGonnu3upar rnaBHo upes peuenTopa ¢ BUCOk apuHUTEeT KbM LDL (LD \ eu“eqmp)



ATOpBacTaTHH MOHWXKABA TNIA3MEHHSA XONECTEPON U JUMONPOTEHHOBUTE CEPYMHH KOHLIEHTPALKH, KaTo
nuxudupa HMG-CoA peaykra3zara v BriocieACTBHE OMOCHMHTE3A Ha XONECTEPOII B UepHHUS Apo0 U
nosuiaBa 6pos Ha yepHoapoOuuTe LDL penenTopy Ha KNeTbYHATA MOBBPXHOCT 34 NO-A00PO MOoeMaHe
U KkaTabonuswsm Ha LDL.

ATopBacTaTHH HaManaBa npouseoactTeoTo Ha LDL u 6posa va LDL yacTuiure. ATopBacTaTMH BOAH 10
3HAYHATEJTHO U MPOABLJKHTENHO NOBHLIEHHE Ha akTUBHOCTTAa Ha LDL peuenTopute 3aeaHo ¢
OnaronpHATHA NMPOMAHA B KAYECTBOTO Ha LHUpKyIupawuTte L.DL yacTtuuu. ATopBacTaTHH € e(pekTHBEH
npH HaMmansiBaHeTO Ha LDL-C npu nauMeHTy ¢ XOMO3HIroTHa paMHITHA XHNEPXOJIECTEPOSIEMHS — rpyna
AAaLMEeHTH, B KOATO OOHUKHOBEHO He ce HaD/oJaBa OTrOBOP KbM JICKAPCTBEHH NPOAYKTH 3a NNOHWKaBaHe
Ha JIM[IHIHNTE.

B npoyusaHe 3a OTrOBOp KbM J03aTa € I0Ka3aHo, Y€ aTOpBacTaTHH HaMa/IsAiBa KOHUECHTPALMKTE Ha
obuua xonecrepon (30% - 46%), LDL-C (41% - 61%), anoaunonporeux B (34% - 50%) u
Tpurnuuepuaure (14% - 33%), aokaro BoaH 40 NPpOMEHIHBH noBueHna Ha HDL-C u
anoaunonporerH Al. Te3u pesynraTu ca nociaegoBaTeNHH IIPH MAUMEHTH C XETEPO3UIrOTHA haMHTHA
XUNEepXoIecTepoaeMus, HepaMHAHN POPMH HA XHNIEPXOJECTEPONEMHA U CMECEHA XHUITCPITHITHACMHA, B
T.4. NPK NALUEHTH ChC 3aXapeH AUA0eT, KOUTO HE 3aBUCAT OT HHCYJIUH.

KnuHuyHa epukacHOCT M 6€30MacHOCT

B KOHTpOAUpaHU KTHHHYHU U3NUTBAHHA KOMOHHALMATA €3eTUMHO/aTOpBACTATHH BOAH A0 3HAUYUTENHO
NnoHWwXxeHue Ha obuus xonecrepon, LDL-C, Apo B » Tpurnvuepuavre, Kato CbIIO Taka OBULIABA
HDL-C npy nauUMEeHTUTE C XHIIEPXOIEeCTEPOIEMHA.

ITepsuuna xunepxonecmeponemus

B konTponupaHo ¢ mauebo npoyusaHe 628 nauuMeHTH ¢ XUNCPIUNUASMHUS Ca paHIOMU3HPAHH 3a
npHeM Ha nnauedo, ezetumud (10 mg), aropracratv (10 mg, 20 mg, 40 mg nin 80 mg) vnn
ChbBMECTHO MPHJIOKEHHE Ha €3€TUMHO M aTOpBacTaTHH, KOETO € EKBUBAJICHTHO Ha KOMOHHALMATA
esetumub/aropsactatud (10/10, 10/20, 10/40 u 10/80) 3a neproa g0 12 ceamuy.

[NauneHTH, NOTy4aBallll BCHYKH 034 €3eTHMHAO/aTopBacTaTHH, ¢4 CPaBHEHH C NMALHEHTHTE,
MoJTy4aBailld BCHYKHA JO34 aTopBacTaTHH. E3eTHMuO/aTopBacTaTHH NOHKWKAB 00ILMA XonecTepon-C,
LDL-C, Apo B, TG u non-HDL-C, u ¢criuespeMenHo nosumaea HDL-C 3HauuTenHo noseue,
OTKOJIKOTO MOHOTEpanuiaTa ¢ atopeacratdH. (Bwxre Tabnuua 4.)

Taoauna 4

Otrosop KbM KOMOHHALIAATA €3¢THMHAO/ATOPBACTATHH NPH NAIIHEHTH ¢ NhpBHAYHA
XHOEepJAANHACMAS

(Cpeana® % npomsana cnpamo HerpeTapaHo 6a3zoso HuBo® caea 12 ceamm

Jleuenne N O6m- LDL- Apo Tpuramnepuan® HD
(IneBHa 103a) C C B C



O6061neHH faHHH 255  -41 56  -45 -33 +7 -52
(BCHYKH KOMOHHALIHH OT

0034
€3€TUMHUO/aTOpBACTATHH)"®
O0600111eHN JaHHHU 248 32 -44 -36 -24 +4 -41

(BCHUKH J03M

aTopBacTaTHH !“

E3eTHMuO 10 mg 65 -14 -20 -15 -5 +4 -18

[Tnauebo 60 +4 +4 +3 -6 +4 +4

KomOHHaLua oT

e3eTUMHO/aTopBacTaTHH

no nosa 65 -38 -53 -43 -31 +9 -49
O L e _
020 62 -39 54 44 30 X A0
10740 65 42 56 45 34 WS 2

10/80 63 -46 -61 -50 -40 +7 -58
ATOPBACTATHH - 1033 e ]
AOmeg 60 _-26 _ -37 _-28 2l Y6 34
20mg 60 30 42 34 23 X 39
AMmg ] 66 32 A5 37 . 24 o FA AL

80 mg 62 ~4() -54 -46 -31 +3 -51

" 3a TpUraMuepUaH — cpeaHaTa % npoMsaHa cnpamo 6a3OBOTO HUBO
TP P pe po p
5 Ba30BO HHBO — 6€3 Teparus ¢ IEKAPCTBEH MPOAYKT 38 NOHWKABAHE HA JIMITHIUTE

® CbBKynHa koMOHHauMa esetumMud/aTopeactatul (10/10-10/80 mg), Boau 10 3HAYKUTENHO NOHMXKEH
ooy xonecrepon, LDL-C, Apo B, Tpurnvuepunn M xoaecrepoin, koiro He € HDL, ¥ cbliecTBeHO
noeuiieHHe Ha HDL-C B cpaBHeHHE ¢bC CHBKYTNIHUTE JAaHHH 3a BCHUKH J03M aTtopeactaTvH (10-80 mg)

B KOHTpONIHPaHOTO NpoyUuBaHe- TUTPHpaHE Ha aTOPBACTATHH cripaMo A00aBSIHETO Ha €3€TUMHUO KbM
aATOPBACTATHH NMPY NALHEHTH ¢ XHnepxonecteponeMus (Titration of Atorvastatin vs Ezetimibe Add-On
to Atorvastatin in Patients with Hypercholesterolaemia, TEMPO), 184 naunentu ¢ HuBo Ha LDL-C >
2,6 mmol/l u < 4,1 mmol/l n ymepeHo BUCOK PUCK OT KOpOHapHa 00IeCT Ha ChPLIETO Ca MNMOTyYasanH
aropBactaTHH 20 mg 3a moHe 4 ceAMHULUH npeaH paHaoMusupaHeTo. [launenrure 6e3 uueo Ha LDL-C ot
< 2,6 mmol/l ca pannomMu3MpaHH 3a NMpHeM Ha CbBMECTHO NMpWiIaraHu €3¢TUMUO M aTOpPBACTATHH
(ekBUBaIEHT Ha kKOMOUHauus ezeruMub/aropeactatrH 10/20) wau aropeactatud 40 mg B MPOABIIKEHUE
Ha 6 ceaMuLM.

KomOunanusara ezerumud/atoppacrtarun 10/20 € 3HauMTeNHO no-edeKTHBHA OT YABOABAHE Ha J03aTa
aTopBacTaTHH a0 40 mg 3a nNo-CWIHOTO HaManABaHe Ha obmms xonecrepon (-20% copsamo -7%), LDL-
C (-31% cnpamo -11%), Apo B (-21% cnpamo -8%) u xonecrepon, koiito He e HDL (-27% cnpsmo -
10%). Peayatarure 3a HDL-C u Tpurnuuepuanre Mexay ABeTe rPYNH 3a JIeUcHUE He Ca ChLUECTBEHO
pazmu4HU. CBILIO TAKA CHIIECTREHO NMOBEUE NMALWESHTH, KOUTO NOJy4yaBaT KOMOMHALUATA
ezeTuMub/aropeacTaTtul 10/20, ca nonyunnu LDL-C < 2,6 mmol/l B cpaBHeHHE ¢ nauue
nojyyapatid aropBactatuH 40 mg — 84% cnpsmo 49%.

B xoHTposnpaHoTo npoyuBaHe - E3eTHMuUO n10C aTOPBACTATHH CIPAMO TUTPUpAHE
IIOCTUraHEeTO Ha NMO-HUCKH CcTOHHOCTH HAa LDL-C npy nauueHTH ¢ XHNEPXONeCTEPO
Ezetimibe Patients, EZ-PATH) — 556 naumeHTH ¢ BHCOK KapAHOBAcKYJapeH PUCK ¢ Y



mmol/l 1 £ 4,1 mmol/l ca nonyuyasanu aropeacratuH 40 mg 3a noHe 4 ceAMHULM npeay
pangoMusauuaTa. IlaupenTn, unmeto Huso Ha LDL-C He ¢ < 1,8 mmol/l ca panaomuzupanu ga
NOJTy4aBaT €HOBPEMEHHO €3eTUMHO U aTOpPBAaCcTAaTHH (€KBUBAJICHT HA KOMOWHALMS
ezeTuMuO/aTopeacratvd 10/40) unu aropsactaTuH 80 mg B Npoab/xXeHUE Ha 6 CEAMHMLIM.

KomOunanngra eserumub/aropactatud 10/40 e 3HauMTeNnHO No-€(PEKTHBHA OT YIBOABAHE HA 103ara
aropBacTaTHH A0 80 mg 3a Mo-CUNHOTO HaMasaBaHe Ha o0wma xonecrepon (-17% copsmo -7%), LDL-
C (-27% cnpamo -11%), Apo B (-18% cnpamo -8%), tpuranuepuam (-12% cnpsamo -6%) 1 xonecrepo,
koito He € HDL (-23% cnpamo -9%). Pesyntature 3a HDL-C Mexay aBere rpynu 3a JICUCHHUE HE Ca
ChlecTBeHO pazNnvyHM. ChIO TaKa CHIIECTBEHO MOBEYE MALMEHTH, KOHUTO MTOJIy4aBaT KOMOHHALHATA
eseTrMuO/atopsactarun 10/40, ca nonyuunu LDL-C < 1,8 mmol/L B cpaBHeHHe ¢ nauMeHTHTE,
norydyaBaiuy aropsactatid 80 mg — 74% cnpsamo 32%.

B konTponupaHo ¢ miauebdo rnpoy4saHe ¢ NpoAbKUTENHOCT OT 8 ceamuuy 308 mauueHTH ¢
XHIEPXOJIECTEPOSIEMHA Ca NMOTY4YaBalid aTOPBACTATHH, 63 na nocturHar uen 3a LDL-C no nauxonanHa
obpaszosarenHa nmporpaMma oTHocHO xonectepona (NCEP) (uenta 3a LDL-C ce 6asupa Bp3 ocHOBa Ha
6azoBuTe LDL-C M puckoB cTaTyc 3a KOpoHapHa 00NeCT HA CHPLETO), Ca PAHAOMH3HPAHH 33 MPHEM Ha
e3eTumMuO 10 mg wiM mnanedo B JOMBIHEHHE KbM HACTOALLATA KM Tepanus ¢ aTOpBacTaTHH.

Cpen nauMeHTHTE, KOUTO He ca nocTturHaiu uen 3a LDL-C npu 6a3osoto HUBO (~83%), 3HaUMTEHO
NnoBeye nauMeHTH, KOUTO NOJIyyaBaT €3eTUMHO B CHBMECTHO NPHIOKEHHE ¢ aTOPBACTATHH, Ca
NOCTHrHaNy Lenra ck 3a LDL-C B cpapHeHHe ¢ NalIUEHTHTE, KOUTO MOTy4aBar nianedo B CbBMECTHO
NPUIOKEHHE ¢ aTopBacTaTHH — 67% cnpsamo 19%. EzetuMu0, 100aBeH KEM TEPANUATA ¢ aTOPBACTaTHH,
¢ noHWKHWA LDL-C csecTBeHo noBede o1 mnanedboTo, 106aBeHO KbM TepanusaTa ¢ aTOpBacTATHH —
25% cnipamo 4%. Esetumu0, nobGaseH KbM TEpanKATa ¢ aTOPBACcTaTHH, ChINO TaKa € MOHIKHJI
CbLIECTBEHO O0LUNA XonecTepos, Apo B u TpurnuuepuauTe B CpaBHeHHe ¢ 11aLedoTo, 100aBEHO KM
TEpanuAaTa ¢ aTOPBacTATHH.

B xontponupano, 12-ceamMuuHo npoyuBaHe ¢ 2 ¢as3u 1539 nauMeHTH ¢ BUCOK PUCK OT ChPACYHOCHAOBH
cpOuTHA, ¢ HHBO Ha LDL-C mexay 2,6 u 4,1 mmol/l, Ha aHeBHa po3a atropBacTaTtiH OoT 10 mg, ca
paHIOMH3HpaHH 3a MPpHEM Ha: aTopBacTtaTHH 20 mg, posysactaruH 10 mg unw koMOHHauud
eserumub/aropeactatud 10/10. Cnen 6 ceqmuniu neueHue (daza ) mauueHTUTE, KOUTO Ca NpUeMany
aropsacTaTHH 20 mg U KOHTO He ca nocTturHany HUBo Ha LDL-C ot < 2,6 mmol/l, ca npemunany Ha
aTopBacTaTUH 40 mg unu KkombuHauMsA esetimub/aropractatud 10/20 3a 6 ceamuuu (gaza II), noxarto
CXOOHH ITAUHEHTH, KOKTO ¢a npHeManyd po3yBactatud 10 mg no Bpeme Ha ¢aza |, ca npemuHany Ha
po3yBacTaTHH 20 mg nnu kombuHauug eserumub/atopeacratud 10/20. B Tabnuua 5 ca nokazaHu
HamasneHusaTa Ha LDL-C u cpaBHeHHMATa MeXIy rpynata ¢ KOMOMHalUATa €3eTHMHO/aTOpBACTATHH M
OCTaHAJIMTE MPOYYEHH IPYIIH 3a JIeUEHHUE,

Tadanua §

OTrosop KbM KOMOMHALIMATA e3eTHMHO/ATOPBACTATHH™ NPR NANMEHTH MOA BHCOK PHCK, KOHTO
aMaT HEBO HAa LDL-C mexay 2,6 1 4,1 mmol/l m npeeMar atopBactatag 10 mg AEeBHO KBbM

0a230BOTO HHBO

Jleuenne N

O6u- LDL- ApoB Tpura HDL
C C uuepy -C




He ¢ HDL

JH*
Paza I
[IpemMuHanu oT aTOopBacTaTHH

10 mg
Kom6unanus ot 120 -13,5 22,2 -11,3 -6,0 +0,6 -18,3
eszerumub/aTopBacrar
uH 10/10
AtopsactatHH 20 mg 480 -6,4° -9,5% -6,07 -3,9 -1,1  -8,1%
Pozysacratid 10 mg 939 -7,7%  -13,05 -6,9 -1,1 +1,1  -10,6°
Da3za Il
IlpemunHanu OT aTOpBaCTaTUH
20 mg
Kombuuauus ot 124 -10.7 -17.4 9.8 -5,9 +0,7 -15,1
eseTuMUub/aTopBacrar
wH 10/20
AtopBactatni 40 mg 124 -3 8° -6,9° -5.4 -3.1 +1,7  -5,8°
[IpemMuHany OT po3yBacTaTUH
10 mg
KomOuHanusa ot 231 -1.,8 -17,1 -11,9 -10,2  +0,1 -16,2
e3zeTMMUO/aTOpBaACTAT
un 10/20

Posysacratua 20 mg 205  -4,57 -7,57 -4,1° -3,2° +0,8  -6,4"

*CBBMECTHO MPWIOKEHHUE HA €3eTUMUO H aTOPBACTATHH, EKBHBAJIEHTHO Ha KOMOHHALIKA
eserumub/aroppactatid 10/10 unu xombuHaums eserumub/aropeactatu 10/20

' M-ouenku (B3 OCHOBA Ha MeTona Ha Huber; 95% noBepHTeeH MHTEPBAT M P-CTOMHOCT ¢a NOJMyUYEHH
ype3 HanacBaHe Ha cTa0WIEH perpecHOHEH MOIEN C YCJIOBHA 32 JieueHde H 06a30BO HHBO)

+ FeOMETPHYHMTE CPEAHH NPOLIEHTHU MPOMEHH OT 6230BOTO HHBO HA TPHIIHLEPHANTE Ca H3UHCICHH Bb3
OCHOBa Ha oOpaTHa TpaHcopMaLHA Hpe3 EKCNIOHEHIIMHPaHe Ha 0a3MpaHUTE Ha MoOJIe1a Hal-Manku
lfg(a)npamﬂ (L'S) cpeaHHd CTOMHOCTH H H3pa3eHH KaTo (reoOMeTpHYHa cpeaHa CTOMHOCT — 1), YMHOXEHO 1o
¥ p<0,001 cipaMo komMOHHaLKA ezeTumub/aTopBacTatun 10/10

1p<0,01 cnpsamo koM6uHauus eseTumub/aroppactaTiy 10/10

* p<0,05 cnpamo xomGuHalms eseTumub/aTopeactatud 10/10

P p<0,001 cripsaMo koMOMHAaLMa e3eTHMUG/aTopBacTaTuH 10/20

® p<0,05 cnpsimo koMbHHaLMs eseTuMn6/aTopeacTaTiH 10/20

Tabamua 5 He cbbpka JaHHH, CpaBHABALM edeKkTa OT KOMOHHAUMATA eseTiMHO/aTopBacTaThd 10/10
win 10/20, c 1034, KOMTO ca MO-BUCOKM OT atopBacTaTtuH 40 mg uau posysactaTuH 20 mg.

B xonTponupaHo ¢ nnauebo npoyusane, Peqykuns Ha MHOKapAHA HCXEMHSA C arpeCHBHO NOHMXABaHE Ha
xonectepona (Myocardial Ischaemia Reduction with Aggressive Cholesterol-Lowering, MIRACL),
MALHEHTH C OCTHP KOpoHapeH cuHIpoM (MU 6e3 Q-2p0e1 MK HecrabuiHa aHrMHA NMEKTOPUC) ca
pPaHAOMH3HUpPAaHH 3a MpHUEM Ha atopBacTaTHH 80 mg aHeBHO (n = 1538) unu mauebo (n = 1548).
JleyeHHeTO € 3aMoUHATO N0 BpEME Ha ocTpaTa $as3a ciiell XOCMUTAIM3UPAHE U € MPOIBIDKHIIO 33 NEPHO.
ot 16 ceamuun. AtopBactatrH 80 mg aHesHo e ocurypun 16% (p = 0,048) HamangBaHe Ha pHcKa OT
KOMOMHHMpaHaTa ITbPBUYHA KpaiHa TOUKAa: CMBPT NOPaAH KaKBaTO H Aa OWI0 npuYHHa, HedaTalHa
MHOKapJHa UCXEeMHS, peaHUMHPaH CbPACUEH apecT WM aHTMHA NEKTOPHC ¢ JaHHH 3a MHOKapJk
HCXEMHUS, U3UCKBALLA XOoCnHTaNHu3alud. ToBa ce AnDKH r1aBHO Ha 26% HaMalleHHe Ha
PEXOCIIMTAIM3ALMATA 3a aHTHHA NTEKTOPHC ¢ JaHHH 3a MHOKapaHa uexemus (p = 0,018)

KoMmbuHauusaTa eseTuMHb/aTopBacTaTHH ChIBpPXKA aTOPBACTATHH. B nmnane6o-koHTpo
— AHIJIO-CKaHAHWHABCKOTO MPOYYBaHE 33 ChPAEHHO-CHIOB H3XOA-KJIOH ¢ TIOHHKABAHE




aroppacTaTHH 10 mg BEpXy aTaiHu M HedaTaNHH clydad Ha KOpOHapHa O0JIECT Ha ChPLETO € OLEHEH
npH 10 305 nauneHTH ¢ XunepToHus, Ha Bb3pacT oT 40 no 80 roaunu, ¢ TC Huea < 6,5 mmol/l v noHe
TPH CBHPAECYHOCHAOBH PHCKOBH (dakTopa. ITaumMeHTHTE ca NpocieleHy 3a CpeAeH NeprHoa oT 3,3 rOAUHH.
AtoppactaTud 10 mg B 3HauuTenHa creneH (p < 0,001) ¢ HaManW OTHOCHTEIHHA PHCK OT: (aTajiHa
KOpOoHapHa 601ecT Ha ChPLETO MUoc HedaTaiHa MUOKapIHa HCxeMus ¢ 36% (abcomOTHO HaMaleHHE Ha
pucka = 1,1%); 061H CHPACUHOCHAOBU CHOMTHS W NpoUEIypPH Mo pesackyapusaumsa ¢ 20% (adbcomoTHO
HaMaJIcHHe Ha pHcKa = 1,9%); v 061K cbaoBu ceOMTHs € 29% (abComoTHO HAMAICHHE Ha PUCKaA =
1,4%).

B koHTposupaHo ¢ nianeto npoyupaHe — ChbBMECTHO MPOYUYBAHE Ha aTOPBACTATHH NPH AHabeT
(Collaborative Atorvastatin Diabetes Studty, CARDS) — edekTsT Ha aTopBacTatiH 10 mg BBpXy
KpaliHMTE TOUKH 3a ChpacuHocsA0BH 3abonasanus (CVD) e ouecnen npu 2838 nauueHTH, Ha BE3PAcT OT
40 no 75 roguHy, ¢ guaber TMN 2, eIUH WIH NOBeUe ChpAeUHOCHA0BH PUCKOBU (akTopa, LDL <4,1
mmol/l ¥ TpuraMuepuam < 6,8 mmol/l. [auneHTHTE ca MpocaeaeHN 3a CPEEH MepHoa OT 3,9 roauHm.
Aropractarud 10 mg B ceuiecTBeHa creneH (p < 0,05) e HaManui: yecToTara Ha rojicMH
CBPACYHOCHAOBH ChOUTHSA ¢ 37% (abcomoTHO HaManeHue Ha pucka = 3,2%); PUCKBT OT HHCYAT ¢ 48%
(abcoNOTHO HaManeHue Ha pucka = 1,3%); KaKTo ¥ pucKa oT MHOKapAHa UcxeMHs ¢ 42% (abcomoTHo
HaMaJieHue Ha pucka = 1,9%).

{Ipecenyua Ha cvpOeUHO-CHOOBU UHYUOEHMU

B MHOToLeHTPOBO, paHAOMHU3IHPAHO, NIBOHHO-CIIANO, AKTUBHO-KOHTPOJIUPAHO MPOYYBAHE Ha
e3eTUMKO/CUMBAcTaTHH ca ce BKmouniu 18 144 nauueHTH B paMkuTe Ha 10 AHH OT XOCTIHTAIM3MPAHE 34
ocTbp KopoHapeH cHHapoM (ACS; wan ocThp HHGapkr Ha Muokapaa [MI], unu HectabuiiHa aHrMHA
[UA]). BcHukM nMalyeHTH ca paHIOMH3UPaHK B ChOTHOWWEHHUE 1:1 3a npueM Ha e3eTUMHO/CHMBACTATHH
10/40 mg (n = 9067) unu cumeactatH 40 mg (n = 9077) n npocneneHy 3a cpearo 6,0 roaunm.
[TaiMeHTUTE ca Ha cpelHa Bh3pacT oT 63,6 rogunH; 76% ca ot MBXKKH NOJT, 84% ca oT eBpONeHCKH
Mpon3xo, kato 27% ca auaberuun. CpenHara ctodHocT Ha LDL-C kM MOMEHTA Ha ONpeIeNsHETO 32
oTrosapsHe Ha kpuTepuuTe 3a npoyuBaHero € 80 mg/dl (2,1 mmol/l) 3a nauneHTHTE Ha Tepanus 3a
MOHIKaBaHe Ha nunuamTe (n = 6390) u 101 mg/dl (2,6 mmol/l) nauueHTUTE, KOUTO HE ca OHIIH Ha
npeaIuiliHa Tepamus 3a MoHxkaraHe Ha tunuaure (n = 11 594). [1lpean xocnuranuskpaHeTo 3a
OTrOBapAILIOTO Ha KpuTepHuTe cubuTHE ACS, 34% OT NauMeHTHTE ca OWIM HA TEpaNnKs CbC CTATHHH.
Cnen enHa roaydHa cpeHara croifHoct Ha LDL-C 3a nauyeHTH, KOMTO NpOoaB/DKaBaT ¢ Tepanuara, € 53,2
mg/dl (1,4 mmol/l) 3a rpynara ¢ eszeTmMub/cuMBactatiH ¥ 69,9 mg/dl (1,8 mmol/]) 3a rpynara c
MOHOTEpAanHa CC CUMBAcCTATHH.

[TbpBHuHaTa KpaifHa TOYKa € KOMOKMHHpaHa, CHCTOAIIA CE€ OT CbPJCYHOCHAOBA CMBPT, KOPOHAPHU
cerburus (MCE; nedunupano karo Hedartanen HH(APKT Ha MHOKapaa, JOKYMEHTHpaHa HecTabHWIHA
aHIMHA, KOATO U3HCKBA XOCITHTAIN3HpaHE, HJIH KAKBUTO B Aa OUJI0 NMPOLIEAYPH MO KOpOHapHa
peBacKyJiapu3aums, Bb3HHKBala noHe 30 AHU cnea Ha3HAYEHOTO PaHIOMH3MPAHOTO JIEeHeHHE) U
HedaTaneH HHCYNT. [IpoyuBaHeTo AEMOHCTpPHUPA, Y€ JIEYEHHETO ¢ €3eTHMHO/CHMBACTATHH OCUTYpsBa
AOMBbIHKTEHA 1107132 32 HaMansaBaHe Ha ITbpBHYHATa KOMOHHHpaHa KpaiiHa TOYKa 3a ChpAeYHOCHAOBA
cmbpT, MCE ¥ HedaTaneH HHCYNT B CpaBHEHHE ¢ MOHOTEpAIUS CbC CHMBACTATHH (OTHOCHTENTHO
HaMaJIsiBaHe Ha pHcKa oT 6,4%, p = 0,016). [TepBuyHaTa KpaiiHa Touka € HacThNHIa Ipu 2572 ot 9067
naurenTtH (7-roauuinara yecrora o Kaplan-Meier [KM] e 32,72%) B rpynara ¢ e3eTHMHO/CHMBACTaTHH
n 2742 ot 9077 naunentd (7-roguirHara yectota no KM e 34,67%) B rpynara ¢ MOHOTEP
cumBactaTul. (Brwxkre Ourypa |1 # Tabnuua 6.) O4aksa ce Tasy JOMBJIHHTEIHA NON3a
CHBMECTHOTO NPUIOXKEHHE Ha e3eTHMHO H aTopBacTaTHH. O61UaTa CMBPTHOCT € He3
BHCOKOPHCKOBA rpyrna.




HMma usmocTHO nonodpeHue NPH BCHYKH HHCY/ITH; BbIIPEKH TOBA HMa MaJlKO, HECBLIECTBEHO NMOBHILECHHE
Ha XeMOparu4HUs HHCYJIT B rpynara ¢ e3eTUMHO/CMMBACTaTHH B CpaBHEHHE CbC CUMBACTATHH KaTo
MOHoTepanus. PUCKBT OT XeMOparvueH UHCYJT 3a €3€TUMHO, CbBMECTHO NMPUIAraH ¢bC CTATUHU ¢ NO-
BHCOKA [TOTEHTHOCT, HE € OUEHABaH B AbJIFOCPOYHH MPOYUYBAHUA.

EdexTsT OT neHeHHeTo ¢ e3eTUMUb/CUMBaAcTaTHH OOMKHOBEHO ChOTBETCTBA HA LIUIOCTHUTE PE3YIITATH OT
MHOT'O MOArpYIH, B T.4. OJI, BB3PACT, paca, MeJHLIMHCKA aHAMHe3a 3a 3axapeH auabert, 6a30BH JTHNMHIHH
HUBA, NPSAMIUHY TEPANTHHA CbC CTATHUHH, NPEeIULLIEH UHCYAT U XHUITEPTOHUA.

Purypa 1: E¢exT Ha e3eTHME(/CHMBACTATHH BLPXY HbPBHYHATA KOMOBRHHpAHA KpaiiHa TOUKA 32
ChHPACYHOCHA0BA CMBPT, I'OJIEeMH CbI0BH CHLOMTHS HIH He(pATAICH HHCYJIT
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Cumulative %

/ — Ezetimibe/Simvastatin
Simvastatin

1 2 3 4 5 6 7
Time Since Randomization (Years)

Subjects at risk
Ezetimibe/Simvastatin -~ 9067 7371 6801 6375 2839 4284 3307 1906
Simvastatin 9077 7455 6799 6327 5729 4206 3284 1857

Tabauna 6
['oJ1eMH ¢cHpAEYHOCHAOBH CHLOMTHS MO rpyna 3a JieyeHHe NPH BCHYKH PAHAOMH3HPAHH NANHEHTH B
IMPROVE-IT
EzeruMu0/cuMBACTATHH CumBacratun 40 mg'  CboTHOwWIEHHE p-
Pesyarar 10/40 mg* (N=9077) Ha pHCKAa CTOHHOCT
(N=9067) (95%
NOBEPHTEJIEH
HHTEpBaJ)
n K-M %* n K-M %*

[Ib,pBHyHa koMOMHHpaHa KpaliHa TOYKa 3a ePpUKACHOCT
(cbpaeYHOCHAOBA 25712 32,72% 2742 34,67% 0,936 (0,887: 0,016
CMBPT, KOPOHAPHH 0,988)

CbOUTHSA H
HedaralieH HHCYJIT)

KoMnoHeHTH HA MbPBHYHATAa KOMOHMHHPAHA KpaiiHa TOYKA H H30paHH KPaHHH TOYKH 32 ePHKACHOCT

(MbpBO Bb3HWKBAaHE Ha OMpe/ieieHO ChbOUTHE M0 BCAKO BpEME) -~
CbpaeyHocbaoBa 237 6,89% 538 6,84% 1,000 (0,887,
CMBPT L12T)
['0J1AMO CBIOBO CHOUTHE:
Hedaranen 945 12,77% 1083 14.41% 0,871 ((},?Sg
WH(APKT Ha 0,950)
MHOKap/aa

HecTabunua 156 2.06% 148 1,92% 1,059 (0,846; o T ‘




aHIrHHa 1,326)

M3KMCKBALRA
XOCTIHTATH3ALIHA
Koponapna 1690 21,84% 1793 23,36% 0,947 (0,886; 0,107
peBackyJiapH3alius 1,012)
cnen 30 aHu

Hedaraney MHCYNT 245 3,49% 305 4,24% 0,802 (0,678, 0,010

0,949)

* 40

6% ca TuTpHpaHu Harope no eseTiMub/cumpactatud 10/80 mg
¥27% ca TuTpupanu Harope o cHMBacTaTHH 80 mg
! Ouenxa no Kaplan-Meier cnea 7 roauHu

Xomozuzomua pamunua xunepxonecmeponemun (HoF H)

[IpoBeaeHO € ABOWHO-CNIANO, PAHAOMM3HPAHO, |2-CeAMUYHO NMPOYUYBaHE NPH NMaLHMEHTH ¢ KIIMHUYHA
H/WIK reHoTUNHa aMardosa 3a HoFH. AHanu3upanu ca JaHH4 OT noarpyna nauuedtyd (n = 36),
noJiyyaBawmy aropeacTaTid 40 mg B HA4a0TO HA NPOYYBAHETO. Y BEJIMYABAHETO HA /103aTa
aropBactaTud OT 40 10 80 mg (n = 12) noeexnaa a0 HamaneHue Ha LDL-C ot 2% crnipamo uixogHure
CTOHHOCTH, [PH JieueHHe ¢ aTopBacTaTHH 40 mg. CHBMECTHOTO NPHUIIOKEHHUE HA €3€THMHO M
aTOpPBAaCTaTHH, EKBHUBANIEHTHO HA kKOMOMHauua e3etumub/aropeacratis (10/40 u 10/80 cbBKynHO, n =
24), Bonu no HamaneHue Ha LDL-C ot 19% cnpamo u3xoaHUTE CTOMHOCTH, NPH JICUCHHE ¢ ATOPBACTATHH
40 mg. [Ipu nmaumeHTHTE CHC CBBMECTHO MPUJIOKEHHE HA €3€TUMHO M aTOPBACTATUH, €KBUBAJIEHTHO Ha
kOMOHHaLMs e3eTuMUO/aTopeacTtaTuH (10/80, n = 12), e nonyueno Hamaenre Ha LDL-C ot 25% cnpamo
U3XOOHHTE CTOWHOCTH [IPH JieueHue ¢ aTopeacTtaTtiH 40 mg.

Cnep 3aBbpliBaHe Ha | 2-CEAMHYHOTO MPOYyUBaHE OTrOBAPALIUTE HA KPHTEPHHTE NauMeHTH (n = 35),
KOKMTO Ca NoJIy4aBajy atopBacTtaTHl 40 mg B HavaJ10TO Ha NPOYUBAHETO, Ca Pasnpeae€eHH 33 CbBMECTHO
npuyIoXxeHue Ha esetuMub/aropeactatul 10/40 3a nomenHuTeneH nepuoa Ao 24 meceua. Cnea nouxe 4
CEIMHLIH JIEYEHHE J03aTa aTOPBACTATHH MOXKE A2 C€ YABOHW 10 MakcHMaiHa no3a ot 80 mg. B kpas Ha
24-te mecenia koMOuHauunaTa esetumud/aropeacrarud (10/40 u 10/80 crBKYNIHO) BoAM A0 HAMaJIeHHE HA
LDL-C, koeTo orropaps Ha HabimopasaHoTO B 12-ceAMHYHOTO NMpOYYBaHe.

EBponeiickaTa areHUMA MO JEKapCTBaTa € OTMEHWIA 3ab/UKEHHETO 33 U3NpalllaHe Ha pe3yATaTHUTe OT
M3MUTBAHUATA ¢ KOMOMHALIMATA e3eTUMHUO/aTOPBACTATHH IIPU BCUYKH NMOXHAOOPH e IMaTpHYHA
nonyjaauMs NpH JICYEHHETO Ha XUIIEPXOJeCTEPOIEMHsS U CMECEHA XHITepIUNUAeMHS {BHXKTe Touka 4.2 3a
MH(pOpMaLIUA OTHOCHO MNeauaTpHvHaTa ynorpeta).

5.2 DapMAKOKHHETHYHE CBoiicTBA

Kombunayus om ezemumub/amopsacmamun
HokazaHo €, ye koMOUHALMATA e3eTAMUO/aTOpBaCTATHH € OHOEKBHBAIEHTHA Ha NPIIOKEHUTE
€ JTHOBPEMEHHO B CHOTBETHH 03U €3eTUMHO U aTOpBacTaTHH TableTKH.

Abcopbums

Kombunayus om ezemumub/amopsacmamu
EdexruTe OT XpaHa ¢ BUCOKO Chbp)KaHUe Ha MA3HHHH BBPXY (PapMaKOKHMHETUMHUTE NOKA3ATEH Ha
€3€TUMUO ¥ aTOPBACTATHH, KOraTo ce NpHiarar kato KoMOHHalUs OT TabneTku e3eTHMHO/aTQPBACTRINK
Ca CpaBHHMM ChC CLOOMABAHMTE 32 OTAETTHUTE TaBIeTKH.

Ezemumut
Crien nepopanHo NpUnoKeHHe e3eTHMHO OBp30 ce abcopOHpa U B ronsMa CTeneH ce K

¢dbapMaKoJIOrHYHO aKTHBEH PeHOAECH IMIOKYPOHH] (e3eTHMHO-TIoKypoHHAa). CpelaH
IUTa3MEeHH KOHLUEHTpaluU (Crmax) BL3HUKBAT B paMKHTE Ha | A0 2 vaca 3a €3€THMMO-IITIYY

-




12 yaca 3a ezeTuMub. AGconoTHaTa GHOHANMYHOCT Ha €3eTHMHO HE MOXKE Ja ce ONnpe/iesid, Thi Karo
CheJHHEHHETO NMPAKTUYECKHU HE € pasTBOPUMO B NOAXOAALLA 32 HHXKEKTUPAHE BOJHA Cpela.

EnHOBpEMEHHOTO NMpHeMaHe Ha XpaHa (6oraTi Ha Ma3HUHH XpaHH Wi 00e3MacIeHH XpaHy) He OKasa
e(eKT BbPXY NEPOpAIHATA OMOHANHYHOCT HAa e3eTHMHO, KOraro ce npunara nox (ppopMara Ha TabNeTKH Ot

10 mg.

Amopeacmamun
ATopBacTaTHH ce abcopbupa Obp30 clel nepopaiHO MPHIOKEHHE; KaTO MAKCHMATHUTE IU1a3MEeHH

KOHUEHTpaIHH (Cmax) C€ JOCTHTaT B paMKHTe Ha | no 2 waca. CteneHra Ha abcopOLHA ce nNOBHINaBa
MPOMNOPLIMOHAJIHO Ha JIo3aTa aTopBacTaTHH. Crea nepopanHo NpuiokeHUe GUIMHPAHUTE TaOJIETKH
aTOPBACTATHH ¢a 95% Ao 99% 6uoHaNMMYHY B CpaBHEHUE C pa3TBOpA 3a MEPOPaTIHO NPUIOKEHHE.
AOcomoTHaTra OHOHAIMYHOCT HAa aTOPBAcTaTUH € NpHOAn3uTENHO 12% M cHucTemMHaTa OMOHATUYHOCT Ha
HMG-CoA peaykrazHara HHXMOUTOpPHA akTHUBHOCT € npubausurento 30%. Huckara cucreMHa
HAJTMYHOCT C€ JABJDKH HA NMPECHCTEMHHUS KJIMPBHC B CTOMALIIHO-YpeBHATA JIMraBHLla W/ WU YEpHOIpoOHUA
,,Ha IbPBO NMpeMHHaBaHe* (“‘first-pass”) MeTabOINIBM.

PasnpeneneHue
Ezemumud

EzeTuMHO ¥ e3eTHMHO-IIIOKYPOHHA ce CBBP3BaT Ha ChOTBETHO 99,7% u 88 no 92% c yosetnkure
M1a3MeHH NMPOTEUHH.

Amopeacmamun
CpenHuar 0beM Ha paznpeAeIeHHETO HA aTOpBACTATHH € NpubnusuTesnHo 381 nurpa. ATOPBacTATHH ¢
obrbpiBa Ha > 98% ¢ IasMeHHUTE NPOTEHHM.

buoTtpancdopmanns

Ezemumub

Ezetumu® ce metabonnsnpa OCHOBHO B THHKHMTE HEpBa M YepHHUA Apol 4pe3 NIIOKYPOHHUIHA KOHIOrauud
(peaxums ot ¢aza ll) ¢ nocneasaia xIbuHa exckpeuus. Ilpy BCHUKM oleHeHu BUAOBE € HaOmoaaBay
MHHHMaJjleH OKCHIaTHBEH MeTabomu3beM (peakuus oT ¢a3za [). Esetumud U e3eTUMHO-rIIOKYpPOHHA ca
OCHOBHUTE MPOH3BOAHH OT IEKAPCTBOTO CHEAUHEHHUA, KOUTO C€ OTKPHBAT B IJ1a3MaTa, NpeACcTaBnaBaiky
¢soTBeTHO NpHbnu3anTenHo 10 xo 20% u 80 mo 90% ot o6ioTo nekapcTBo B ria3mara. Kakto ezernmuo,
Taka U €3eTUMHUO-IITIOKYPOHHA OaBHO C€ €JIMMWHMPAT OT IJ1a3MATa, KaTO UMA JAaHHH 33 3HAYMMO
EHTEPOXENAaTUYHO peLHKIHpaHe. [IepuoabT Ha NONYXHUBOT 3a €3€TUMUO H €3eTHMHO-ITIOKYPOHUL €
npubAU3UTENHO 22 Haca.

Amopsacmamun

ATopBacTaTHH ce MeTaboau3upa ot uuroxpoM P450 3A4 1o opTo- H napaxuapoKCWIHpaHU JEPHBATH H
pa3znu4HH 0eTaOKCUAAHMOHHH NPOAYKTH. OTIENHO OT OCTAHAJINTE MbTHLLUA, TE3W MNPOAYKTH Ce
MeTabOIH3HPAT JOITEIHUTEIIHO Ype3 RIIOKYPOHUpaHe. In vitro nuxubupanetro Ha HMG-CoA
peayKTa3aTra 4pe3 OpTo- H NapaxuApOKCWIHpaHd MeTabOoIMTH € €KBHBAJIEHTHO Ha TOBA HA aTOPBACTATHH.
[Ipubnn3zurenno 70% ot umpkynupaiuata MHxubutopHa akroBHocT 3a HMG-CoA penykrazara ce Ib/DKH
Ha aKTUBHH MeTabONHUTH.

EnuMHHUpaHe
Ezemumub
Cnen nepopatHoto npunokenue Ha *C-esetumut (20 mg) npr xopa, oOLMAT €3€THM
npubnusurenno 93% ot obmara paarMoakTMBHOCT B rnasmara. [Tpubnusurentno 78%
NPUIOKEHATA PATHOAKTUBHOCT C€ OTKPHBA CHOTBETHO BbB (PEKANMHMTE H YpUHATa nMpey |
nepuod. Cnen 48 yaca HIMa OTKPHBacMH HHMBA Ha PAAHMOAKTHBHOCT B IJIa3MATA.




Amopsacmamun

ATOpPBACTATHH C€ €JIMMHHKPa OCHOBHO B )KJThUKATa Clle]l HepHOOpOOEH /WK eKCTpaueprOapodeH
mMeTabonu3asm. Brrpeku ToRa, 1€KAPCTBEHUAT NMPOOYKT HE U3MNEXKAA 1A NMpeMHUHaBa npe3 3HauuMa
€eHTEpOXENaTHYHA peuupKynaumus. CpeaHUsT 11a3MeH eTMMHHALIMOHEH NMOJypa3nal Ha aTopBacTaTHH
npuy xopa e npubnuzurenyo 14 yaca. [MoxyxnBoThT Ha HHXHOHTOpHATa akTHBHOCT 3a HMG-CoA

peaykTasa € npubnuznrento 20 ao 30 yaca nopaan NpHUHOCAa HA AKTUBHHUTE METAOONUTH.

ATOpBAaCTATHH € CyOCTpaT Ha YepHOAPOOHHTE TPAHCTIOPTEPH, OPraHHYEH AHHOH-TPaHCIIOPTHPALLL
nonunentun 1B1 (OATPIB1) u 1B3 (OATP1B3) Tpancnoprep. Merabonurute Ha aTOpBACTATUH Ca
cybcrpati Ha OATP1B1. ATopBacTaTHH CBLIO TaKa ce UACHTH(DHLMpPaA KAaTO CyDeTpaTr Ha edyke
TPAHCIIOPTEPUTE MYJITHIIEKAPCTBEHATA Pe3UCTEHTEHTHOCT NnpoTend | (MDR1) v nporenHa 3a
PEe3HCTEHTHOCT Ha pak Ha repaara (BCRP), koeTo Moxe [a orpaHHyM YpeBHaTa abcopOUMa v HUTHUHHA
KJIUPBHC Ha aTOPRACTATHH.

[leanaTpyuyna nonynauus

Ezemumub

dapMakoKMHETHKATa Ha e3eTMMHO € cxoaHa MeKAY Aela Ha Bb3pacT 2 6 roqMHU U Bb3pacTHU. HaMma
HAIHYHH apMaKOKHHETHYHHW JaHHK MPH NEAMATPHUYHATA MOITy/alUus Ha BB3pacT <6 rOIMHM.
KAMHWUYHHAT ONKT OpH NEAMATPHYHH NALMEHTH M ITALIMEHTH B IOHOLIIECKA Bb3PacT BKIIOUBA MALIHEHTH C
Ho¥FH, HeFH unu curocTeponemus.

Amopeacmamun

B oTkpuro, 8-ceamuyHo npoyusane, eran | no Ta”ep (n = 15) u eran 2 no Tanep (n = 24), neauaTpHuHH
naldeHTH (Ha Bu3pacT 6 10 17 roauHNn) ¢ Xerepo3uroTHa paMuIHa XHUIIEPXONECTEPOAEMUA U U3XOIHH
croithocTH Ha LDL-C > 4 mmol/l ca Tpetupann cboTBeTHO € 5 MnM 10 mg tabnerku 3a gpBueHEe WK 10
Wik 20 mg ¢punMupasn TabneTky aToppacTaTHH BEIHBXK JHEBHO. TEIECHOTO TErNO € €AUHCTBEHHAT
CbLUECTBEH KOoBapuar B nonyjauuoHHua OK Moaen 3a aropsacraTuH. [IpUBHAHMAT NepopalieH KIHPHHC
HAa aTOPBACTATHH NPH NEAKATPUYHY YYACTHHLIM H3MTICHKAA CXOAEH ¢ TO3M NPH BH3PACTHH, KOraTo ce
CKaJlnpa aIOMETPHUYHO 110 TenecHo Terno. HabnoaaBaHu ca cvoTBeTcTBALIM MOHMKEeHUS Ha LDL-C u TC
B AHANA30HAa HA €KCMO3ULMHTE HA ATOPBACTATHH K O-XHIAPOKCHATOPBACTATHH.

Crapuecka Bb3pacT

Ezemumubd
[Ina3zMeHHTEe KOHLUEHTPALMH 33 0011 €3€THMHO ca OKOJIO 2 TbTH MO-BUCOKH ITPH JIMLIA B CTApYECKa

BL3pacT (65 roawum) cnpaMmo Miaanu (ot 18 no 45 rogunn). Hamangsanero Ha LDL-C n npodunst Ha
6e30MacHOCT ¢a CPpaBHUMH MEXAY JIEKyBaHHUTE ¢ €3eTUMHUO NallMEHTH B CTapyecKa Bb3PacT H NMo-MJIaaH
NalHeHTH.

Amopsacmamun

[LnazMeHHTe KOHLIEHTPAaLMH Ha aTOPBACTATHH U HETOBUTE aKTUBHHU METabOIMTH ca MO-BUCOKH NMPHU
3ApaBy YHACTHHULHU B CTap4e€CKa BLE3PACT, OTKOJKOTO IPH MIAaH IMBJIHOMETHH NALMEHTH, IOKATO
THIIKAHUTE eeKTH ¢a CpaBHUMH € Te3H HabI0gaBaHH NPH NMO-MJIAAUTE NALMEHTH.

HepHoapobHO YRpekaaHe

Ezemumubd __ v“—“w fio

Caen equnununa 103a ot 10 mg ezetumu6 cpennata AUC 3a 06 ezetumud beilie nosrzded € owtg 1.
IMBTH TPH NAaUMEHTH C JIeKa YepHoapobHa HeocTaThuHOCT (outeHKa no 5 win 6 no Chiffl Rughf¥l-3x. &
CPaBHECHHE ChC 3APABH YHACTHHLM. B 14-1HeBHO nNpoyusaHe ¢ MHOrOKpaTHH 1034 (10 g AHes
MalMEHTH ¢ yMepeHa YepHoApoOHa HenoctaTbuHocT (ouenka 7 10 9 no Child Pugh) cpe/fuaraiig:

o0 ezeTumud Heilie nopuieHa npubnusutento 4 neTH B JleH | v [eH 14 B cpaBHEHME =




yuacTHHLM. He e Heo6XxoauMo peryinpaHe Ha 103aTa Npy NALHEHTH C JieKa uepHoapoOHa
HegocTaTb4HOCT. [lopaau Hen3BecTHHTE eeKTH Ha MMOBHIIEHATa EKCIO3ULIMA KbM €3€THMHO NpH
NauMeHTH C YMEPEHa JI0 TeXKa yepHoapobHa HeaocTaTh4HOCT (oueHka > 9 no Child-Pugh), esetumud He
ce MPEnopbYBa 3a Te3d nauueHTH (Brkre ToUkH 4.2 1 4.4).

Amopeacmamun
[Lna3sMeHHTE KOHLEHTPALIMH Ha AaTOPBACTATHH M HETOBUTE aKTHBHH METabOUTH Ca 3HAYMTEIHO

nosuiieHH (npuGnusuTento 16 nuTH NpH Crax ¥ Npubnnsurento 11 metu npu AUC) Npy nauKeHTH ¢
XPOHUHMHO aJIKOXOJIHO vepHoapoOHo 3aboaasaxe (Child-Pugh B).

bLOpeuHo yBpexIane
Ezemumud

Cnen enuauyHa 103a oT 10 mg eseTumu® npy nauueHTH ¢ Texko 6s6pedHo 3abonasane (n=8; cpeaex
CrCl <30 ml/mun/1,73 m?), cpeauata AUC 3a oOmus esetumud Oellle NOBHILIEHA ¢ MPHONH3HTENHO 1,3
ITbTH B CPaBHEHHE ChbC 3APABHTE yHacTHULH (n = 9).

JlonmeIHHUTENEH MALKMEHT B TOBA NMpoy4BaHe (koiTo Oelue cnen 6u0peuHa TpaHCIUIAHTALMA K NO/Ty4aBalil
MHOXXECTBO JIEKAPCTBEHH NMPOAYKTH, B T.4. LUKJIOCTIOPUH) NTOTYYH 12 MBTH NO-rojIiMa eKCIO3HLHA KbM
o011 e3eTHMHO.

Amopeacmamun
B16peuHoTo 3a60/9BaHe HAMA BIIHAHHE BLPXY TUIa3MEHHUTE KOHLIEHTPALMH HIH JIMITUIHUTE ePEeKTH Ha
aTOpBACTaTHH M AKTUBHUTE MYy METabOAUTH.

Lon

Ezemumub

[LtazMeHHTE KOHLIEHTPALIMH 3a 001 e3eTHMHO ca JIEKO NO-BUCOKH (¢ npubnnsuTenHo 20%) npH KeHH,
OTKOJKOTO NpH MBke. Hamansasanero Ha LDL-C u npoduisT Ha 6€30MacHOCT ca CPAaBHMUMH MEXIY
NIEKYBAHHUTE C €3CTUMHO MbiKE U JKEHH.

Amopeacmamur

KoHLEHTpaLIMUTE Ha aTOPBACTATHH H aKTHBHHTE My METAOOJIMTH IPH JKEHH CE€ PasinuaBar OT Te3H NpH

MBbKe (okeHH: npuba. 20% no-Bucoku 3a Crax H Npubd. 10% no-nucku 3a AUC). Te3u pasinuku He ca OT
KJIMHHYHA 3HAUYMMOCT, KOETO BOAM [0 JIMNCA HAa KITHHHYHO 3HAYMMH Pa3iKKHd B TWMHAHATE edeKTH Cpel
MbIKE H XKEHH.

SLCO1B1 nonumophuznm
Amopeacmamut
YepHoapobHoTo noemane Ha Bcuuku HMG-CoA peaykxrazHu HHXHOHTOpPH, BKJI. aTOpBACTaTHH, BKITIOYBA
OATPIBI1 tpancnoprepa. [Ipn naunenTn ¢ SLCO1B1 nonumopdrssm ChieCTBYBAa PHCK OT NOBHILEHA
EKCIO3HUMSA KBM aTOPBACTATHH, KOETO MOXKE Ja AOBee A0 MO-BHCOK PHCK OT pabaoMHO/IM3a (BHXKTE
Touka 4.4). [TonumopdusmeT B reHa, koiito kogupa OATPIB1 (SLCO1BI ¢.521CC), e cebp3an ¢ 2,4
MBTH NO-BHCOKA €KCMO3HUMA KbM atopBacTaTHH (AUC), OTKONKOTO npu nuua 6e3 TO3H FreHOTUIIEH
papHaHT (¢.521TT). 'eHeTUYHO BIOIIEHOTO Ye€PHOAPOOHO NOEMAHE Ha AaTOPBACTATHH CHIIO TAKa €
Bb3MOXKHO TIpH T€3H MauHeHTH. Br3MoxXHUTE NocieACTBUA 32 €(PUKACHOCTTA HE Ca M3BECTHH.

5.3 Ilpesxnnnuunu faHHH 32 6e300ACHOCT

Kombunayus om ezemumub/amopsacmamun
[Ip# TPHMECEYHH NPOYUBAHUA ChC CHBMECTHO NMPHIOKEHHE C €3eTUMHD H aTopBacTar
Ky4yeTa HabJIIoJaBaHHTE TOKCHYHH edekTH 64Xa No ChLIECTBO TE3H, KOUTO OOUKHOBEH



craTMHH. CTAaTHHOMOAOOHHTE XACTONATONOTHUYHH Pe3YJITaTH OsXxa orpaHH4eHH 10 YepHusa Apod. Hiakou
OT TOKCHYHHTE epekTH OdXxa no-u3pa3eHH oT HabnwAaBaHHTE MO BpEME Ha MOHOTEPAIKA CaMO CbC
craTvHM. ToBa ce au/kH HA hapMakOKHHETHYHHTE WK $apMaKOAMHAMHYHUTE B3IdUMOACHCTBHA Clle]l

CbBMECTHOTO NPpHIOKECHHC.

CHBMECTHOTO NPWICKEHHUE HA €3€TUMUO N aTOPBACTATHH NpH OpEMEHHH TLTbXOBE MTOKa3Ba, Y¢ UMa
CBBP3aHO ¢ TECTA MOBHIIECHHE Ha CKeJIETHATA BapHaLMs ,,HaMalieHa OCH(UKaLUA Ha IPBAHHUTE KOCTH™
pH rpynarta ¢ Bucoka go3za (1000/108,6 mg/kg) eserumub/aToppactarvH. ToBa MOXe Aa € CBBP3aHO C
Hab1l0QaBaHOTO NMOHIDKEHHE HA TEECHOTO TErjio Ha rnoaa. Ilpu 6pemMennn 3aitiu ce HabmoaaBa MaTbK
Opofi cxeneTHH aedopMalMK (CETH TPbAHH KOCTH, CJIETH OFIALIHH TIpEIUIEHH H aCHMETPHYIHH BapHaLMH
Ha IPBIAHUTE KOCTH).

B cepus ot In vivo u In vitro aHanu3u e3eTuMHO, korato ce nMprHemMa caMOCTOATENHO HIH CHBMECTHO ©
aTOPBACTATHH, HE MT0KA3Ba FEHOTOKCHYEH NOTEeHLHanN.

Ezemumud
HanuTBaHMATZ NPH )KUBOTHH NO OTHOLIEHHE HA TOKCHYHOCT NPH MHOIOKPAaTHO NMPHJIOKEHHE Ha

e3eTHMHUO He ca OWIH YCTAaHOBEHH TAPreTHH OpraHM 3a ToKCUuHU edexTd. [Ipyu KyueTa, TpeTHpaHH B
Npoab/DKEHHE HA Y4eTHpU ceaMHLM ¢ ezeTuMHb (= 0,03 mg/kg/neH), KOHUEHTpaLHKHTE Ha XOJIECTEPO B
KHCTO3HATA XKIb4YKa € HapacHana ot 2,5 a0 3,5 neTy. BROpEKH TOBa, B €JHOMOAHLIHO NPOYYBaHE €
KyueTa, Ha KOMTO ce aaBaxa no3u ao 300 mg/kg/aHeBHo, HAMalwe Haba0AaBaHa MOBHILICHA Y€CTOTA Ha
XOJIEJIHTHA3a WIH JAPYrH XenatodunuapHH epekTi. 3HaYeHHETO Ha TE3H JaHHH 3a XOpa He € H3BECTHO.
He Moske 1a ce H3KIOUYH JTHTOICHEH PUCK, KOKTO € CBbp3aH ¢ TepaneBTHYHAaTa yniotpeda Ha e3eTHMHO.

Tecrosere 3a ABJIrOCPO4HA KAHLIEPOT€HHOCT Ha €3eTUMHMO Ca OTpHLIATENHH.

E3zeTuMHO HAMa e(eKkT BbpXY PepTWINTETA HA MBXKH WIH XKEHCKH IUTBXOBE, HHTO C€ YCTAHOBH, U€ €
TEPATOreHEH NPH TUTbXORE WIM 3aH1H, HUTO uMalle eQeKT BbpXY NPEHATATHOTO HIIH MOCTHATATHOTO
pa3euTHe. EzeTuMuO npemMmHaBa rialieHTapHara Oapuepa rnpu OpeMeHHH ILTBXOBE H 3aMLIH, HA KOKTO ca
JaBaHH MHOrokparuu 1034 ot 1000 mg/kg/nen.

Amopeacmamun
ATOPBAacTaTHH € OTPHULIATENIEH 33 MYTAar€HEH M KIacTOreHeH noteHuuan B 6arepus ot 4 In vitro
nicaeasaHus U 1 In vivo ananuz. He e yCTaHOBEHO, Y€ aTOPBACTATHH € KAHLIEPOreHEH NPH ILTBXOBE, HO
[IpY NpUIaraHe Ha BUCOKH J03M NpH MULLKH (aoBenu 40 6-11 nbt AUC-24n, AOCTHIHATA IIPHA XOPa C
Haii-BHCOKATa NPENopbyYaHa A03a) oKa3saT XenaroueTyJapHid aIcHOMH MPH MBKKHTE U
XeMnaToLENYJIApHH KApLUHOMHU TPH KeHCKUTE. OT eKCNEPHMEHTAIHHU NMPOYyYBaHHUA ¢ KHBOTHH UMa
nokasateacTra, ¢ HMG-CoA penykrazHuTe HHXHOUTOPH MOXKE Ja NMOBJIHMAAT HA Pa3BHTHETO HA IJI0AA
uiy detyca. [lpy rrexoBe, 3aiiiy ¥ KyyeTa aTOpBAaCcTaTHH He € oka3an eekT BbpXY (PepTHIMTETA U HE €
TEpaTOreHEH; BLIIPEKH TOBA NPH MUTBXOBE U 3aiild nMa HabmoaasaHa ¢eTalHa TOKCHYHOCT IIpH
TOKCHUYHH 32 MaiKaTa A034. Pa3BUTHETO HA 11042 NIPY TUTBXO0BE € 3a0aBeHO H NNOCTHATA/IHATa
NPEXHUBAEMOCT € HaMalleHa MPH eKCNO3MUHUA Ha MalikuTe KbM BUCOKH A03H aropBacTaTHH. [Ipu nabxose
HAMA JI0Ka3aTe/JICTBO 32 peMHHaBaHe npe3 aueHTara. [Ipu nisxope naasMeHHTe KOHLEHTpaLMH Ha
ATOPBACTATHH €4 CXOIHH C Te3H B KbpMaTa. He e H3BeCTHO Aanu aTopBacTaTHH WIH MeTabOITUTHTE MY C€
OTACIAT B YOBELLKATA KbpMa.

6. ®APMAIIEBTHYHH JAHHH

6.1 ChnHenbk HA TOMOLIHHTE BeLleCTBA
Aopo na mabremxama




MuxkpokpucTanHa uemynosa 101
MaHuTON

Kanuues kapOoHar
Kpockapmenosa HaTpHid
XHOPOKCHIIPOTIWILIETYJIO3a
ITonucopbar 80

KenezeH okcua, xbat (E172)
Maruesues creapar

[Toeuaon K-29/32

Harpues naypwicynagar

IHHoxpumue na mabaemxama
Tonuzano 10 mg/10 mg, 10 mg/20 mg, 10 mg/40 mg:

JlakTo3a MOHOXHApAT
Xunpomenosa 2910 (E464)
Twurados anoxcua (E171)
Makporon 4000 (E1521)

Toruzarno 10 mg/80 mg:

Xunpomenosa 2910 (E464)

Turanos guokcug (E171)

Tank (E553b)

Makporon 400 (E1521)

XKenesed okcua, xbaT (E172)

6.2 HecrBMECTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHocr

2 rOJAHHH

6.4. ConenmajgHH MepKH NPH ChXPAHECHHE
To3u nekapcTBeH NPOAYKT HE H3HCKBA CIELMATIHH YCIIOBHA HAa ChXPaHEHHE.

6.5 Buau chAbLpKAHEE HA ONAKOBKATA

OPA/AI/PVC//Al 6nuctepn n nepdopupady €AHOO030BH ONHCTEPH, ONAKOBAHH B KAPTOHEHW KYTHH.
Onakoska ot 30 u 30 x 1 duamupanH Tabnerks.

He BCcHUKM BHOOBe ONAKOBKM MOTraT Aa ObAaT MycHAaTH Ha na3sapa.

6.6 CrnenuajJHH NpeiNasnn MEPKH NPH HIXBBPJISHE

CBOTBCTCTBHE C MCCTHHUTC H3UCKBAHHKA.

7.  ITPHTEXATEJI HA PAZPEIIEHUETO 3A YIIOTPEBA




ALKALOID - INT d.o.o.
Slandrova ulica 4, 1231 Ljubljana - Crnuée

CrnoBeHHA
ten.; +386 1 300 42 90

daxc: +386 1 300 42 91
umeiin: info@alkaloid.si

8. HOMEP(A) HA PABPEIUEHHETO 3A YIIOTPEBA

Tonusano 10 mg/10 mg dunmupanu rabnerku Per.Ne
Toauzano 10 mg/20 mg punmupanu TabneTku Per.Ne
Toausano 10 mg/40 mg punmupann TabneTky Per.Ne
Tonuzano 10 mg/80 mg punmupann tabnerku Per.Ne

9. JTATA HA ITBPBO PASPEINABAHE/TIOJHOBABAHE HA PASPEIHLIEHHUETO 3A
YIIOTPEBA

Jarta Ha mbpBO paspeinasane: 10.09.2024
JlaTa Ha nocaeaqHo NOAHOBABAHE:

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

12/2024




