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2. KAYECTBEH H KOJIHHECTBEH CHhCTAB

2.1, Ob6mmo onHcanue

Besaxa dunmupaHa tabnetka cbabpika 20 mg aTOpBacTaTUH KaTO aTOPRAcTATHH KaNLMH TpHUXHIpaT
(aforvastatin calcium trihydrate).

2.2. KavecTBEeH H KOJTHYECTREH ChCTAB

[ToMOUIHO BELIECTBO ¢ U3BECTHO NEUCTBHE:
Besika gunmupana Tabnerka AtopBuH 20 mg cpaspika 64,15 mg 1akT03a MOHOXUAPAT.

3a MBIHWS CNUCHK HAa MOMOMIHM BelecTBa, BHKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA

dunmupaHa Tabnerka
benw npoawnToBaTH GUIMUpPaHH TaONETKH.

4. KJIVMHWUYHH JAHEH

4,1, TepaneBTHYHH NOKAZAHHSA

XHUNEPXOneCTepoIeMUs

ATOPBHH € TI0Ka3aH KaTo JOMbJIHEHKE KM [VETaTa 33 HAMAIABAHE HA MOBUILEHHTE 001 X0JecTepor,
LDL-xonectepon, anojumnonpoTenH B v TpurmuuepHad npy  NayHeHTH ¢  OBPBHAYHA
XHTICPXONECTEPONEMUSA, BKIIOUHTENHO (aMHIHA XHIIEPXONECTEepONeMHs (XEeTepo3UroTeH BapHaHT)
MM KOMOMHMpaHa (CMeceHa) Xxumepnunupemus (orrosapsmia Ha Tt [la w tum IIb or
knacudbukawiaTta Ha Fredrickson), koraro edexThT Ha AWeTara H APYIMTe He()APMaKOIOrHYHH
CPeacTBa & HeOCTATBICH,

ATODBHH € [TOKa3aH CBII0 W 3d NOHMWKAaBaH¢ Ha obupis xonectepoa W LDL-C mpu nanueHTH C
XOMO3HTOTH2 (DAMIWIHA XMNEPXOJECTEPOIEeMUsT KaTo JIOOBIMHEHHE KbM JPYTHTE METOAH 3a
[OHIKABAHE Ha MunuauTe (Hanpumep adepesza Ha LDL) unu B cay4anTe, KOTaTo TE3W METOAM Ca

HCOAOCTHRITHH.

HQOQI!HJT&KTHI{E Ha CHPACYHO-CBI0BO 3300 BaHE

[podunakTHka HA CHPAEYHO-CHAOBH MHUMACHTH NpH MAlMeHTH, [IPY KOWTO € OLEHEHO, Y€ HMAT
BHCOK PHMCK 3@ [ThPBO CHPAEUHO-CBAOBO ChOMTHE (BK. TOUKA 5.1) KATO JONBIHEHHE KbM KOPCKUHATA
Ha JpYrH pUCKOBH (PaKTOPH.

4.2. J0o3HpoBKA ¥ HAYKH HA NPHNOXKEHHE

Ho3upoBka
[pean ga 3amouHe JedeHHe C ATOPBHH MAUMEHTHT TpsAbBa ga Obie MOCTaBEH Ha,

.'




neuennero. o3ute TpaGea fa 6baaT HHIMBHIYAIN3HPAHH B 3aBUCUMOCT OT U3XOJHHTE HHBa Ha LDL-
XOJeCTepoNa, IENTA Ha NEYSHHETO M OTMOBOPA Ha MTALIHEHTA KBM JICUCHHETO,

O6uuaifnata sHavaHa jgo3a € 10 mg BeauwXk AHEBHO, Kopexuus Ha [o3ata ¢€ H3BBPUIBA MPE3
WHTEPBANTH OT 4 WK noeeve ceAMULM. MakcumannaTa no3a € 80 mg BeIHBX AHCBHO.

ITvypsuuna xunepxonecmeponemun KOMOURUPAHA (CMECeHa) XunepaunuoemMus

[ToBedeTo NAUMEHTH ce MOBAEARAT ycnewHo ¢ AtopsnH 10 mg ¢unMupannd TabneTkd BeIHDBX
nHesHo. TepanenTuueH eQekT ce mony4asa a0 JBE CEAMHLM, a3 MAaKCHMAIEH TepaneBTHUYeH edeKT ce
NocTHTa 06MKHOBEHO 3a 4 ceAMUUH. EQEKTHT ce 3aassa npH MPOLh/IKHTENHO JIEHCHHE.

Xemeposuzomua Gamuina xunepxonecmeponemus

Jleuennero zamousa ¢ AtopsuH 10 mg duiMdpand TabNeTkd BeAHBK AHeBHO. J[lo3nTe ce
MHAMBUYAIH3MPAT H KOPUTHpAaT Ha BCekd 4 ceamMuum jio 40 mg muesHo. Cnen ToBa no3ara MOke Jia
Obae yBenuueHa A0 MakcHMMyM 80 mg gmeBHo wid ATopeuH 40 mg ¢unMHpaHH TabneTkH
¢HOKPATHO ¢ KOMOMHHMPAT CbC CEKBECTPAHT HA KITBYHHTE KHCEIIHHHU,

Xomo3u2omua hamunng xunepxonecmeponemus
Hanuunau ca orpanuyen Opoit 1auHu (Bx. Touka 3.1).

Jlo3HpOBKATA HAa arOpBaCTaTHH NPy NBLHEHTH ¢ XOMO3MIOTHA (QaMHIHA XMIIEPXOJECTEPOIEMHUA € OT
10 1o 80 mg nueBHO {Bx. Touka 5.1). ATopBacTaTUH TpAOBa Ja ObAE U3NON3BAH KATO NOMBIHCHHUE
KbM APYTH JHNHAONOHIKABALIN TepaneBTHYHU cpencTea (Hanp. LDL-adepesa) NpH T€3M NaLMEHTH
WITH MPH HEBBH3MOKHOCT 33 M3MON3BAHE HA TAKHBA CPEACTBA.

Ipogunaxmura Ha cwpoeuno-cvooso 3abonneane

[Ipy nmpoyymaHusTa 3a NbpBHYHA MpodunakTHka Ao3aTa ¢ Owna 10 mg aneBHo. Moke na ca
HeoOXOIMMH MO-BHCOKH J03H, 3a Ja ce NogabpxaT Husa Ha LDL-xonecrepona, cnopej HaCTOAMINTE
PBKOBOICTRA.

ITayuenmu ¢ 6vbpeuno yapeocoane
He ce nanara npoMsaHa B fo3ata (BxX. Touka 4.4).

HHayuenmu ¢ weprodpobro yepeacoane

ATOPBHH TpaOBa I1a ce NMpWiIara ¢ NOBHILEHO BHUMAHHE [IPH NALMEHTH C YE€PHOAPOOHO YBpeXnaaHe
(Bk. Toukn 4.4 ¥ 5.2). ATOPBHH € TIPOTHBONOKA3aH IPH MALMEHTH ¢ AKTHWBHO HEPHOAPOOHO
jabonaBaHe (BX. Touka 4.3).

Ilpunoxcenue npyu nAyuenmy 8 CMAPYECKa 8L3pPacm
EdukacHoctra # 6e3o0macHoCcTTa IpH nauHeHT: Hax 70 roRvHH, NpHEMaly npellophYBaHHATE JO3M, Ca
CXO/JHHM C Te3H NpH obl1ara nonynauqs.

Heduampuuna nonynayud

Xunepxoaecmeponemus.
[TpusiaraneTo Ha NEKAPCTBEHHA TPOAYKT B [eiaTpHsTa TpAOBa 1a ce U3BHPLUBA CaMO OT CTICLMATHCT

C OTIMT B JICUEHHETO Ha JICTCKA XUNEpNHIUASMHA, KaTo NailMenTuTe TpAOBa Aa OBAaT NMpeLeHABaHN
PEOBHO MO OTHOLLIEHHWE HANPEABKA HA JICHEHHETO.

Mpu naumenTd Ha 10 M NoBedYe rOAMHH MpPENOPBUMTENHATA CTapTOBA [03a aroppacraTuk € 10 mg
JTHEBHO C YBennvapane 70 20 mg [HeBHO. YBEeNTMYEHHUETO Ha 103aTa TPAOBa 1a C¢ M3BBPILBA ChIIIACHO
MHAUBMAYATHMS OTTOBOP H NOHOCHMOCT HAa TAlMEHTHTE B Oeauarpuara. Mugopmauwara 3a
Ge30macHOCTTA TIPH NPUIIaradeTo Ha A03# Haj 20 mg, oTroBapalM Ha oxono 0,5 mg/kg npH MalHeHTy
B MEAUATPUATA, € OrPpaHHYEHA.




ATOpBaCTATHH HE € MOKa3aH 3a ICYeHHE Ha nalWedTH noj 10-roaHiIHa Bh3pacT.

Hpyru nexkapcreeHd GOpMU/KOIUYECTRA HA AKTUBHOTO BEWECTBO MOXKE [Ad ¢4 NMOAXCAAWM [IPH Ta3K
MOmyJIaLHA.

Hauuu Ha DpUNOKEHUE
ATOpPBHH € NMpeIHA3Ha4YeH 34 MCpOpallHO NpHIOKEHUE. Besaka AHEBHa 103a aTOpBACTAaTHH C€ NpHeMa

HaBeAHBK H MOKe Aa Objic MpHEMaHa o BCAKO BpeMe Ha eHd ChC WK 03 XpaHa.
4.3. IIpoTHBONOKAZAHHA

ATOpBAacTaTHH € MPOTHBOIOKE3aH IIPH TAUHEHTH:

- CbC CBPBXYYBCTBUTENHOCT KBM aKTHBHOTO BEIIECTBO MJIM KBhM HIKOE OT MOMOIIHHMTE BEILECTBA HA
NeKApCTBEHUs NMPOAYKT, H30poeHH B TouKa 6.1;

- ¢ 8KTHBHO 4epHOapobHO 3a00NfBaHe HIIH HEW3ACHEHO MEpPCHCTHPAINO MOBHUICHHE HA CEPYMHUTE
TPaHCaMMHa3MW, HAIXBLPMAIL0 3 IBTH TOPHATA ITpaHylla Ha HOPMATa;

- MO BpeMe Ha OpEeMEHHOCT, KbpMEHE W MPH XEHHW ¢ ASTepOAeH TIOTEHUHAN, HelpUIaraild CUTypHH
KOHTpALIEITUBHH CpeacTBa {BK. TOUKa 4.6).

4.4, CneupaJjiHH NpexynpexieHuss H NpeAna3Hi MePKH npy ynotpebda

YepHoapobuyn nposasy
Tpsabsa sa ce HanpaBAT PyHKLIHOHAIHH 4YepHOAPOOHH H3CAECABAHUA TIPEAM 3aN04YBaHe HA ICYCHHETO U

MEPHOAHYHO crel Toea. I1pH MAIEHTH, TIpH KOUTO c€ NOABAT 0€ne3d ¥ CHMNTOMH, IpeANOJaramii
4epHOAPpOOHO YBpEXKIaHe, TE3H TECTOBE €A 3aABbIKUTE/NHH. [JalHeHTH, NPH KOUTC C€ MOBUILIAT HUBATA
Ha TpaHCaMHHa3HMTe, TpiA0Ba A4 ObOAT KOHTPOJAUpaHH [0 H34e3BaHE Ha OTKIOHEHHETO
(OTKNOHEHHATA). AKO TOBHILEHHETO Ha TPAHCAMUHA3WTE, HAAXBBPIALIO MOBEYC OT TPH IIBTH IOpHATA
rpaHMIla Ha HOpMAaTa, NMEPCUCTHPAa, CE MPENnopbhYBa HAMalsABaHE Ha Ho3aTa WM MPEYCTaHOBABAHE HA
npueMa Ha ATOpBHH (Bx. TO4YKa 4.8).

ATOpBHH TpAOBa 2 ce Npuiara NpeAnasJHBO TpH MAlUeHTH, KOHTO KOHCYMHpaT 3HAYHMTEHH
KONMYECTBA AIKOX0J1 WUIH UMAT aHAMHE3a 32 YepHoapobHO 3abonaBaHe.

[IpenoTEpaTaBaHe HA WHCYJIT 4pe3 arpeCHBHO HaMalABaHE Ha XOJIECTEpoa (Stroke Prevention by
Agpressive reduction in Cholesterol Levels (SPARCLY)

Post-hoc ananus Ha CyOTHUIIOBETE UHCYITH IIPH IAaUKCHTH Ge3 uexemutdna Gonect Ha cwpueto (MBC),
KOMTO ca OMITH ¢ HACKOPO MpeKapaH HHCYNT WIH TpaH3UTOpHa HexeMUyHa araka (TIA), e nokasan no-
BHCOKa YE€CTOTA HA XEMOpArMYeH WHCYNT NpPU NAKMEHTUTE, BKIKOYEHH Ha TEpanus ¢ aropBacTaTHH
80 mg cnpamo mwiauebo. [ToBuieH PUCK e oTOENA3aH NpPEAHMHO MpH MalNMeHTHTE ¢ NPEAXOAcH
XEMOpAarMueH MHCYAT WIM JakyHapeH HH(apKT npM BKMIOYBAHE B NPOYYBAHETO. 3a MAUMCHTHTE C
NMPEAXOAEH XEMOPardueH MHCYAT OATaHCHT MEXIY PHCKOBETE H MOA3HTE OT aropsacratiH 80 mg ¢
HECHTYpeH H MOTCHIHATHHAT PUCK OT XeMOparndeH HHCYIT TpAOBa na Oboe BHAMATENHO NPEHEHEH
Npeay 3anouBaHe Ha TepanusaTa (Bx. To4ka 3.1).

LipodaBH OT ¢rpaHa Ha CKeNeTHaTa MyCKyJjaTypa

AtoppacTaTl, kakro M Apyrute HMG-CoA-penykrasHy HHXMOWTOpH, B pEAKH ClIydaW MoXe Ja
OKaxce HeONarompusATHO BL3XEHCTBHE BBPXY CKEACTHATa MYCKylarypa W Ja NpHYHHA MHAITHA,
MHO3WT M MHOTIATHS, KOWTO MOTET Ja TpoTpecHpar [0 padAOMHONH3A - TOTEHLMANHO
KUBOTO3ACTPALIABAINO CHCTOAHUE, XAPaKTEPHIUPAIIO C€ ChC 3HAYHTEIHO MOBHILCHHE Ha HUBATa Ha
xpearnaxuHasata (KK) - (> 10 nbTH Hag HopMaTa), MUOTNOOHHEMHS ¥ MHOTJIOOMHYPHs, KOUTO MOTaT
[a 0oBeAaT No 0LOpeuHa HeMOCTATEYHOCT.




IIpedu nevenuemo
ATOpBacTaTHH TpA6GBa Na ce H3MOJ3BA BHUMATEIHO NpH TIAHHEHTH ¢ Npedpa3nojaraiiy GpaxTopy 3a
pabaomuonusa. HuBara Ha kpearnHkHHa3zara (KK) Tpadea na ce m3cnempar MpeaW 3amotBaHE Ha
Ne4eHHe CbC CTATHH B CIEHUTE Clydau:
- OBOpeUHO YBpEXKIaHE;
- XHIOTHUPEOHAW3IBM;
- aHaMHe3a, BKII. ¥ CEMeliHa, 33 HaCNEeACTBECHU 3a00JIABAHHS HAa MYCKYJIHTE,
- aHAMHE3a 33 MYCKYJTHA TOKCHYHOCT OT CTaTHH Wi Pubpart;
- aHaMHe3a 3a YepHoApoOHo 3abonsBane WKWK ynoTpeda Ha 3HaUUTENHU KOJIMYECTBA ATKOXOT;
- [pH MaUHEHTH B CTap4ecka Br3pacT (> 70 r.) TpabBa Ja ce uMa NpeaBHi HEOOXOOUMOCTTa OT
TOBA W3CJAEJBAHE B 3aBHCUMOCT OT HAJIMUHETO Ha Apyrd (axTopu, npeapasrnonaralili KbM
padaIOMHONNH3A;
- KOTaTo € BB3MOXHO [NOBHLIABAHE HA IUTA3MEHWTC HHBA, HAMp. [pH B3aHMOACHCTBHA (BiK.
TOYKA 4.5) W CIIELHANHY NONYaliEY, BKII. TeHETHYHH cyOnonmynanmy (Bx. Touka 3.2).

B trakuBa cuTyaluH TpabBa Aa ce MpeLcHr pHUCKBT OT JIEYEHUETO CIOPAMO BbIMOXHUTE MOJ3H M €
Npernopb4YBa KIMHUYHO NpOCheasBaHe.
He tpatea Ja ce 3anoupa JiedeHye, ako u3xoauuTe Hupa Ha KK ca 3HauHMTEeNnHO NOBUIIEHH. (> 5 IETH

HaJL HOpMaTa).

Hamepeane Ha kpeariHkuHasata (KK )

Kpearunkunazara (KK) He TpabBa na ce m3cieasa ciell HanperHato GU3MYeCKo HATOBAPBAHE HITH
Mp¥ HAITMYMETO Ha BEPOATHA ANTEPHATHBHA NpuuMHA 3a yBenuueHwero Ha KK, TBH Kato
MHTEPNpETAIMATA HA PE3YITATUTE B TAKHBA CJIy4YaH € 3aTPydHeHa. AKO U3XOAHUTE CTOMHOCTH Ha KK
ca 3HAUMTENIHO TOBHIEHH (> 5 mbTH Haja HOopMara), HHUBara Tpabsa Aa ce M3CIENBAT MOBTOPHO B
pamkHuTe Ha 5 1o 7 KM, 3a 14 ce NOTBBPAAT pe3yJITaTHTE.

Ilo apeme Ha nevenuemo

- TauuentHTe TpA0Ba Aa OBAAT NpeRynpPeacHH BEAHara Ja ¢pobIaBaT 3a NogBa Ha MYCKYITHU
Oonku, KpammM Wi cnaboct, ocobeHo B Cly4aMTe, KOrato TOBa € MNpUAPYKEHO C
HEPA3IOJIOKEHUE UK NOBWIUEHHE HA TEMIICpaTypara.

- Tpsabsa ma ce macnensaT HuBata Ha KK, ako ce MOABAT TakdBa CHMIITOMH [0 BPEME Ha
TepanuaTa ¢ aropbactaTid. HeoOxoniMo ¢ mpekpaTaBaHe Ha TEPAIMATA, AKO €€ YCTaHOBH, 4e
TE3H HHUBA C¢a 3HAYWTENHO MOBULICHH (> 5 LT HAJ HOpMara).

-  Tpsnbea na c€ 0OMUCIH NpeKpaTaBaHe HA JIEYEHHETO, aKO MYCKYJIHHTE CHMITTOMH Ca TEXKKH H
NPEeAU3BUKBAT MOCTOAHEH AHCKOMQOPT, AOPH U B cnyvauTe, korato KK ca nosumenn ao < 5
ITBTH HaA HOPMATA.

- AKO CHMITOMHTE OTWIYMAT W HMBara Ha KK ce Hopmamu3upar, MOXe Ja ce 0OMHcIH
MOBTOPHO BKIIOUBAHE HA aTOPBACTATUH WY 3an0¥BaHe HA Tepalis ¢ anTepHAaTHBCH CTATHH
[pH W3IMOJI3BAHE HA HaW-HUCKATA 1033 H CTPHKTHO MOHUTOPHPAHE.

- IlpweMBbT Ha aTopBacTaTHH TpAOBa Aa ObJE NPEYCTAKOBEH, aKO € HATHLE KJIIMHUYHO 3HATHMO
nosHimeHyde Ha HuBata HAa KK (>10 meTH Hag HOpMAaTa) WiH aKO C€ JAWArHOCTULINPA HITH

noaosupa pabapomuonusa.

Ednospemerien npuem ¢ Opyau neKapcmeeHu npodykmu

PucksT OT pabaoMHOIH3a Ce [OBHIUABa IPH SAHOBPDEMEHEH NPHEM HA aTOPBACTATHH C ONMPEAETICHH
JIEKapCTBEHN NPOAYKTH, KOMTO MOFAT jAa NOBHUINAT IUTa3MEHATa KOHIIEHTPalua Ha aTopBacTATHH, KaTo
molwre HHxuburopy Ha CYP3A4 wnM TpPaHCHOPTHHMYE IHIPOTCHMHH (HANp. LHKNOCMOPHH,
TETUTPOMHMLIME, KIApPUTPOMHLMH, JACNABUDIWH, CTHPMIECHTON, KCTOKOHA30/, BOPHKOHA30],
UTPakoHason, rozakonazon uian HIV-nporeasun HHXMOHTOPH, BRIIOUHUTETTHO PHTOHABHP, JIOMKHABHD,
aTa3aHaBHpP, HHAUPABHP, JAPYHABHP M Ap.). PHCKBT OT MHOMATHA MOXKE ChILO 11a OBAE nonnm_e_g_ npn
¢/HOBPEMEHHOTO Tpunokesve ¢ rempubposun u apyru ¢ubpatu, Gouenperup, € I




HHaAUMH, e3eTuMub, TelanpeBup WIM KOMOMHALMA OT TUNPaHABHWDP/PUTOHABHP. AKO € BB3MOXKHO,
BMECTO TE€3K JIeKapcTBa TpsOBa Ja ¢ OOMHCIAT aNTepPHATUBHH (HEB3aUMOACHCTBAILH) TEpaltH.

MHoro pafko ce cpoGwasa 3a HMYHOMEAMHMpPaHAa HeKpoTH3upaila MHonatud (Immune-mediated
necrotizing myopathy, IMNM) mo Bpeme unM ciel JEUEHHE CBC CTATHHH, BKIIOYHTENHO C
aroppactaTiH. IMNM KJIHHWYHO C€ XapaKTepuzupa CbC cnabocT Ha NPOKCHMANHUTE MYCKYJIH H
MOBUIIEHA HHBA HA KpeaTHHKWHA3a, KOETO MPOABJDKABa BBLIPEKH MMPEKpaTABAHE HA JICYEHHETO CEC
CTATHHM,

B cnyuan, korato € HeoOX0AHMO €IHOBPEMEHHOTO IMPHIIOKCHUE Ha TE3M JICKAPCTBA C aTOPBACTATHH,
MOJI3aTa H PUCKBT OT CBITBTCTBALLOTO JieueHHe Tpadea fa Obaar obmucieHHd BHuMarenHo. Korarto
MAalHEHTHTE MOJIYUABaT JIEKApCTBA, MOBUILIABAILN TUTa3MEHATa KOHLUCHTPAUWA Ha aTOpPBAacTATHH, Ce
MpenophyBa Mo-HUCKa MaKCHMAITHA /1033 HA aTOpBAcTATHH. B ciy4anTe C €IHOBPEMEHHO NMPHIAraHe ¢
moLHE HEXHOHTOpU HAa CYP3A4 Tpsabea aa ce 0OCHAH O-HMCKA HAYaTHA 103a Ha aTOPBACTATHH U Ce
MpPEnoOpPbYBa CHOTBETHO KIIHHHYHO MOHMTOPHPaHE Ha Te3H MallHeHTH (BXK. Touka 4.5).

EAaHOBpEMEHHOTO NpUNarade Ha aTopBacTaTHH H PycHAWHOBA KMCENMHA HE ce Mpenopbysa. ETo 3amo
no BpEeMe Ha Tepanua ¢ (pycuiMHOBa KucenuHa TpabBa Aa ce 0OMUCIH BPEMEHHO MPEKpaTABaHE Ha
NPUEMa HA RTOPBACTATHH (BX. To4ka 4.5).

[TeauarpHyHa IONYNALIUSA
Bce ome HAMa maHHH 3a 0e30MacHOCTTa HA NMEKapCTBEHHMA MPOAYKT MO OTHOLICHUE Ha pacTexa H
Pa3BUTHETO TIPH TA3H Nomynauns (Bx. Touxa 4.8).

UuTepcTiuanta desoapodHa donect
M3onupaHW cayyay Ha HHTEPCTHIHanHa OenoapobHa Gonect ca JOKNAABaHW MPH HAKOH CTaTWHH,

oco0eHO NMPU NPOABLIDKHUTEIHA Tepanud (Bx. Touka 4.8), CUMITOMHTE MOrar ia BK/IOYBAT AWCITHEA,
HENPOAYKTHBHA KalLIMla M BIOIIABAHEC HA LAIOCTHOTO 3APABOCIOBHO CBCTOAHHE Ha OpraHuiMa
(ymopa, 3aryba Ha Terjo U Tpecka). AKO ce YCTaHOBH, Y€ IMAUHEHT ¢ pa3BUNl UHTEPCTHIWANHA
Genoapona Gonect, TepanuATa Che CTATHHYU TpadBa fa OBbAe NpekpaTeHa.

JaxapeH gHater

HsaxoH maHHM noka3paT, Y€ CTATHHHUTE KaTo KJAC JICKapCTBa MOBHIIABAT HUBATA HA INIKDK03a B KPBBTA
H, TMPpH HAKOH IMaOUCHTH € BHCOK PHCK OT 6’bﬂ,elll II'.HB,GE:T, Morar na TpCid3iBHKAT HHBO Ha
XUNEPIIIMKEMHA, NPM KOETO € MOAXOAAUIO TIPHNIAraHeTO Ha CTAHAAPTHO JeYeHHEe IMpH JAHa0erT.
Brripekd TOBa MOHWXKABAHETO HAa ChAOBHMA PHCK OT CTATHHHTE NPEBUILIABA MO 3HAYCHHE PHCKA OT
nnaber ¥ Toi He TpAdBa 1a Obae MpHYMHE 3@ MPEKPATSBAHE Ha TEPANHATa CbC CTATHHH. PHCKOBUTE
nauveHTH (rmoxo3a Ha rnagso 5,6 mo 6,9 mmol/l, BME>30 kg/mz, MOBUIUCHU TPUTTHLEPHIMN,
XHIIEPTOHHA ) TpAOBA Ja Ce IPoCIeadBaT KIHHEMYHO H OHOXHMUYHO CBITIACHO MECTHHTE PDBKOBONCTEA.

[IoMOIIHHY BenlecTBa
ATOpPBHH CpAbpXKa JakTo3a. [lalMEHTH ¢ pEAKH HACICACTBEHH MNPOONIEMH Karo ralaKkTo3Ha
HEMOHOCHMOCT, NaKTaseH JeuuMT HAa Lapp Wid rmoko3o-ranakTo3Ha manabcopbuus He TpsdBa na

NPHEMAT TOBA JIEKAPCTRO.

4.5. BzaHMoneiicTaHe ¢ APYrH JeKAPCTBEHH MPOAYKTH H ApYTrH (GOPMH Ha B3AHMO/EHCTBHE.
Eexmu na ednoepemenno npunoXiCeny 1eKapcmeeny npodyKmu 6bpxy amopeacmamur

ATopBacTaTHH ce merabonmzupa oT uutoxpoM P450 3A4 (CYP3A4) u e cyOcTpar Ha TpaHCTIOPTHHTE
MPOTEMHW Hamp. TpaHCIopTepa Ha uepHoppoOHoTO 3axBamaHe OATPIB1. EawospemennoTO
IPHAATAHE HA JIEKAPCTBEHU MPONYKTH, KOMTO ca uuHxuburopu Ha CYP3A4 Wi Ha TPaHCIOPTHHTE
IPOTEMHW MOMKE Ja NOBEle OO NOBHILABaHE HA MNJA3MEHUTE KOHIIEHTpPalMH HA aTopBacTaTHH H
MOBHIIIEH PUCK OT MHOTIATHA, PHCKBT MOkKeE Ja c€ NOBUINM CHIIO MPH SAHOBPEMEHHO NPUIAraHe Ha




4TOPBACTATHH C OPYrH JEKAPCTBEHW MPOAYKTH, [PUTEXABALIHM MMOTEHUHAT A3 HHIYIIMPAT MHOIATHA
karo Guopatu U eseTUMUO (Bxk. Touka 4.4).

HMuxubutopyn Ha CYP3A4 |

Mma nagum, ye momuuTe HHXHOHTOpH HA CYP3A4 BoadAT A0 3HAYHMTENHO NMOBUIMICHH KOHICHTPALMH
Ha atopsacratuH (B Tabnuua 1 ¥ noapoGrara uHpOpPMauus Mo-A0NY). EAHOBPEMEHHOTO
npuiaraie Ha MoiHW Huxubutopn Ha CYP3A4 (Hamp. UMKAOCNIOPHH, TE/MHTPOMHLMH,
KNTApHTPOMHUMH, AeJIaBUPAMH, CTHPUNEHTOMN, KETOKOHA30J1, BOPHKOHA30J1, HTPaKOHA30/1, [103aKOHA30]I
u HIV-npoTeasin HHXUOUTOPYU, BKIIOHWUTENHO PHUTOHABHP, JIONMHHABHD, ara3aHaBWp, HHAWHABHP,
NAPYHABHD W Ap.) 110 BRIMOXKHOCT TpAOBA fa ce u3barea. B cnyyau, korato He Moxe fa ce u3bderne
&IIHOBPEMEHROTO MPUIArZHe Ha TE3M JCKAPCTEENH NMPOAYKTH C aTOPBACTATHH, TpADBa fa ce OOMHUCIIAT
[IO-HUCKH Ha4Ya/lHa H MakCHMAa/lH& J03M Ha aTOPBAacTaTHH, U C€ MMpenopbyBa MOAXOAAINO KIMHUYHO
TpocneaBaHe Ha nanuenTa (k. tabnuua 1).

Ymepennute HHXHOMTOpH Ha CYP3A4 (Hanp. epHTPOMHLIMH, AHITHA3EM, BEpanaMmuil H (yKoHason)
MOTAaT Aa MOBHINAT IJIA3MEHWTE KOHLEHTPallMH Ha aTopBacTarWH (Byk. Tabnuna !). Habmonasan e
MOBMUICH PHCK OT MHOIATHA Npu ynorpeba Ha epuTpOMHLMH B KOMOHWHallMs chc cTaTHHH. He ca
NMPOBEKIAHH NPOYUYBAHMS HA B3AaMMOIEHCTBUATA, KOMTO A3 OLEHAT e(PEKTHTE HAa aMHOJAPOH WM
BepanamMusl BbPXy aropeacTaTHH, M3BecTHO €, 4e aMHOIAPOH W BeparnaMul MHXHOHMpaT aKTHBHOCTTA
Ha CYP3A4 M c€IHOBpEMEHHOTO NpujaraHe ¢ aTopBacTaTHH MOXKE [Ja JOBEAC [OC TIOBHINCHA
EKCIIO3ULMA Ha aropBacTaTHH. ETO 3a1i0 NpH eJHOBpeMeHHA ynoTpebda ¢ yMEPEHH MHXMOUTOPH Ha

CYP3A4 TpsiGea ;ma ce oOCHAM MO-HKWCKA MAKCMMAZHA RO32 HA ATOPBACTATMH M Ja CE NpOBEAE
MOAXOAAIO KIHHUYHO ITPOCIEAABaHE HA naudeHTa. KNWHHYHO MpocieAsBaHe Ce MpenopbyBa KakTo
TIPH 3aMOYBAHE HA TEPAITUATA, TAKA W MPH [IOCNeBalla NPOMAHA Ha TO3HPOBKATA HA MHXHOHUTOpA.

Huayxropn Ha CYP3A4

ENHOBPEMEHHOTO INpMJIaraHe Ha aTOPBACTATMH C WHAYKTOPH Ha uuroxpom P 450 3A4 (Hanp.
edaBupedl], pPHOAMIIHH, XBJIT KaHTAPHUOH) MOKE fAa JOBEAE A0 NPOMEHNIMBO TIMOHHXECHUE HA
Na3MEeHUTe KOHLEHTpaLMK Ha aropsacTaTHH. [fopagn JBOWHHMS Mexanu3bM Ha B3aHMOICHCTBHE Ha
puaMnue (MHAYKIHS Ha LHTOXpoM P-450 3A4 n unxubupaHe Ha TPaHCMOPTEPa HA XENaTOLMTHOTO
saxpatiane OATP1B1) ce npenoprusa eHOBPEMEHHO pHIaraHe HA aTOPBACTATHH C PU(aMIMH, ThH
KATO MO-KBCHOTO MPHAOMEHUE Ha aTOPBACTATHH CNIeA NMpUeM Ha pH(paMnuH ¢e CBHP3Ba CbC 3HAYMMO
HAMAIABAHE WA IDTA3MEHUTE KOHICHTPALUMM HA aTOPBACTATHH. BiusHueTo Ha pudaMiunH BBLPXY
KOHLICHTPALIMHTE HA aTOPBACTATHH B XENaTOLWTHTE € HEM3BECTHO H, aKO €THOBPEMEHHOTO IpH/araHe
He MOxe MAa ¢e u30erHe, nampeHTuTe TpsadBa Oa c¢e NpoCiHendBaT BHHUMATE/NHO 3a OLEHKA HA
TepAreBTHYHHTE €(PEKTH.

HMuxubuTopH Ha TPAHCIOPTHHTE NPOTCHHH

MHXUOUTOPHUTE HA TPAHCMOPTHUTE TIPOTEHHH (HAmp. UMKIOCIIOPHH) MOXe A2 MOBHINAT CHCTEMHATA
HATMYHOCT Ha aropBacTaTMH (Bk. Tabnuua 1), EdexTeT OT HHXHOMPAHETO Ha TPAHCHOPTEPUTE Ha
XEMaTOUMTHOTO 3aXBAllaHe BHPXY KOHLIEHTPaLHATa HA aTOPBaCTaTHH B XE€NATOLMTHTE € HEU3BECTCH.
AKO €IHOBPEMEHHOTO MpHJIarade HeMoXe Ja ce U30erHe, ce MpenopbuBa NMOHWXKAaBaHe Ha 103aTa H

KIMHUYHO HaOmoaeHue Ha edekTuTe (Bx. Tabmuna 1).

Cemdubpoznn/Pubpatu

CamocroaTtenHara ymnotpeba Ha o¢HOpaTu ce cBbp3sa [MOHJAKOra ¢ MHOMATHA, BKIIHOYHTEIHO
pabgoMHoNMH3a. PHCKBT OT TakvBa CBCTOAHMA MOXE Ja Ce FMOBHIIM IpH €IHOBPEMCHHOTO
PHIIOKEHHE HA QHOPATH U aTOPBACTATHH. AKO €JHOBPEMEHHOTO NTPHIIATAHE HE MOXE J1a CC u3derHe,
tpafBa Ja ce mpuiara HAW-HHCKATa TepaleBTHYHA 032 aTOPBACTATMH M MauMenta TpAbsa pa ce
MOHUTOpHpPa BHUMATENHO (BXk. Touka 4.4.).




Ezernmud

CaMOCTOSTEIHOTO MPUIOKEHME HA €3eTHMHNO Cce CBhp3Ba ¢ MUONATHA, BKIIOYKTENHO PaOIOMHOIN3A.
3aTopa PUCKET OT TAKHBA CHCTOSHHA MOXe Jla ObJe MOBHILEH MPH €IHOBPEMEHHOTO MPWIOKEHHE HA
eseTuMud u aroppactathn. Ilperiopsuba ce BHUMATENHO KITHHHYHO MOHUTOPUPAHE HA TE3H MALWEHTH.

Konectumnon

[nasMeHWTE KOHLEHTPALMM HA ATOPBACTATHH W AKTHBHWTE MY MeTalonuTH ca OWIH NO-HHCKA
(npubnM3nTenHO ¢ 25%) KOraro KOJIECTHIION € NMpWuiaraH ¢IHOBPEMEHHO ¢ aTOpBacTarhH. EQekTsT
CHpAMO JHMHAHMTE HUBa 0bave ¢ OWN MO-M3paseH, KOraTo ATOPBHH M KONECTUNON ca TIPHIaraHy
ETHOBPEMEHHO, OTKOJIKOTO APH CAMOCTOATENIHO NPHIIOKEHNE HA JABETE IEKAPCTBEHU CPCACTBA,

OycUAHHOBA KHCEIHHA

He ca npoBexIaHH NMPOYUYBAHMS HA B3aMMOAEHCTBMATA HAa aTOPBAacTaTHH ¢ QYCHAMHOBA KHUCE/IHHA.
KakTo ¢ OCTAaHaMHTE CTAaTWHH, MHOMATHA, BKIIOUMTETHOo pabjoMHonKsa, ca cboOlmasaHy MpH
MOCTMAPKETMHIOBAaTa ynoTpebGa MpHM €AHOBPEMEHHO NPWIAraHe Ha aTopBacTaTHH M (GYCHAOHOBA
KHcennHa. Mexaun3MBT Ha TORA B3aumoaeiicTere He e H3BecTeH. [TaunenTuTe ThabOBa BHUMATEIHO Aa
ce MOHWTOPHPAT ¥ MOXKe 3 Obae YMECTHO BPEMEHHO NPECYCTAHOBABAHE ITPHEMa Ha aTOPBacTaTHH,

Konxuuuyg
Bnipeky, ue HE ca NPOBSKAAHU MPOYYBAHHA 3a B3auUMOJEHCTBHATA HA aTOPBACTaTUH C KOJIXWLHH,

CHOOIIABANY A CJTYYaH HAa MHOTATHA, KOTaTO aTOPBACTAaTHH € NIPHITaraH €IHOBPEMEHHO ¢ KOJIXHLUH.
HeobxoauMo € NOBHIIEHO BHHMAHUE NPU NPEAIHCBAHETO HA aTOPBACTATHH ¢ KONXHLIKH,

Edexm na amopsacmamuit 8upxy eOHOGPEMERKO NPUIA2AHY NEXAPCMEBENY RPOOYKMU

gHT‘O KCHH

[Tpy MHOrOKPAaTHO OPWIOXEHHE HA IMTOKCUH eIHOBpeMeHHO ¢ 10 mg aTopBacTaTHH CTallHOHAPHUTE
KOHIIEHTPALMM HA JUTOKCHH CE¢ NMOBMIIABAT JIeKO. [auieHTH, KOHTO NpHeMaT IUrOKCHH, TpabBa Aa
O0b1aT BHUMATEIHO NPOC/ISASBanH.

[lepopaniy KOHTpaLEOTHBH
EnHOBpeMeHHOTO TIpWJIaraHe Ha aTOpBACTATHH ¢ MEpopayeH KOHTPAUENTUB BOAW N0 MOBHUIICHA

nasMeHa KOHUEHTPAWMS Ha HOPETHHIPOH U eTHHHNECTPATHOIL.

Bapdapux

B KIMHMYHO IIpoyYBaHE NPH TAUWEHTH, NPHEMAIH TNpPOABKATETHA TepanuA ¢ BapapuH,
¢HOBPEMEHHOTO mnpHnaraHe Ha 80 mg aropBacTaTWH AHEBHO C Bapdapun IPHYHHABA JIEKO
noHvxenne ot 1,7 CEKYHAH Ha TPOTPOMOUHOBOTO BpeMe B ITbPBHTE 4 ITHW HA NEYCHUETO U BpBLIAHE
KBM HOPMAaTa A0 1 5-THA ReH OT JSHERHUETO ¢ aTOPBacTaTHH, BErpexy Ye MHOIO pAJIKo ¢a ChO0IaBaHy
KIMHUYHO 3HAYUMH B3aMMOJEIHCTBHS ¢ GHTHKOAryIaHTH, NpoTpoMOWHOBOTO BpeMe Tpsalea na Obae
onpeneaeHo Mpedd 3amotuBaHe HA aTopBacTaTHH MNpH [ALMEHTH, NOJy4YaBalld KyMapHHOBH
AHTHKOATYJIAHTH M JOCTATBYHO YECTO B HAYANOTO HA TEPANKATA, 34 /1a C& MMOACHTYPH, 1€ HE BL3HHKBA
3HaUMMa NPOMAHA B NPoTpoMGUHOBOTO Bpeme. Korato ce NOKyMEHTHpa CTabWIHO NOTPOMOMHOBO
BpEME, TO MOXKE Ja Dbjle MOHMTODMPAHO HA MHTEPBANM, KOHTO ODMKHOBEHO Ce Mpenopw4Bar IpH
MalMeHT HA KYMAPHHOBH aHTHKOarynanTy. Jlo3aTa Ha aToOpBACTATHH HE ¢€ CBbP3BA ¢ KbPBEHE UM €
NPOMEHH B IIPOTPOMOMHOBOTO BPEME NPH NALMEHTH, KOUTO HE MPUEMAT aHTUKOATYJIAHTH.

[lennaTpuyina nonyjaanus
[lpoyuBanua BLPXY JISKAPCTBEHHTE B3aMMOAENACTBHA €A M3BBPIUECHHM €IUHCTBECHO MpPH BB3PACTHHU.

CreneHTa Ha B3aMMOJAEHCTBUE B TEIMATPUYHATA NMONyNali He € H3pecTHa., Tpabea na ce uMar
MpeABH/ TOPECIIOMEHATUTE B3aWMOEHCTBUSA NMPH BH3PACTHH H TIPEHYNPEeXKACHUATA B TOYKA 4.4 apu
TIPUIIOKEHNE B NIEAUATPHYHATA MOy Ialns.




Tabnuuma_ 1:  Edexktd  Ha _¢AHOBPEMEHHO _ NpHIATAHM _ JEKAPCTBEHH TPOAYKTH  BBPXY

hapMakOKHHETHKATA HA ATOPBACTATHH

EaHospeMEHHO ATOpBAaCTaTHH

npHnarad  nexapcteed | Jloza (mg) [Tpomsna p | KinuHAYHA NpenopsKa”

NPOLYKT M PEXKHUM Ha AUC*

NO3UPaHe

Tunpauasup 3500 mg | 40 mg oT aeH |, 19,4 mBTH Koraro eJAHOBPEMEHHOTO

nBa obTH | 10 mg otT geH 20 npHaaraHe ¢ aTOpBACTATHH ¢

nHesHO/PuroHasup 200 HeoOXomuMO, HE  NpeRuil

mg ABa NBTH AHEBHO, § apalite 10 mg aropsacraTud

aHy (o1 AeH 14 no 21) JAHEBHO, Ilpenoprusa  ¢€

Tenanpesup 750 mg Ha | 20 mg endokparHa | T 7,9 mbTH KMAHHYHO IIpociensBaHe Ha

8 yaca 3a 10 gHu no3a TE3H NALKEHTH.

LIMK0CHopUH 5,2 1 10 mg Beausx gueBHO | T 8,7 npTH

mg/kg/nen, rnocroaHHa | 3a 28 nHu

032

Jlomuunapup 400 mg | 20 mg BeaH®BX AHEBHO | T 5,9 MBTH Koraro €IHOBPEMEHHOTQ

NBa IOBTH  JAHEBHO/ | 3a 4 qHH npunarase ¢ aropBacTaTHH €

Putonaemnp 100 mg nBa HEOOX0AMMO, cé MpernoppYBaT

MGTH AHEBHO, 14 1HH NO-HUCKY MNOAABDKALIA T03M

Krnapurpomuumn 500 | 80 mg sBeawnx AHeBHO | T 4,4 NBTH Ha ATOPBACTATHH. [IpU Ao3U

mg JBa IBTH JHEBHO, 9 | 3a 8 nHH Ha aTopBACTATUH

IIHH Hagpuiapam 20 mg, ce
Nnpenopr4YBa KAMHUYHO
NPOCNCAABAHE HA MMALHEHTHTE.

CaxBuuarup 400 mg | 40 mg sexusx pHesno | 13,9 netH Koraro CAHOBPEMEHHOTO

nBa NBTH AHEBHO/ | 3a 4 QHH MpHIaraHe ¢ aTOpPBaCTaTHH €

Putonasup (300 mg HEOOXOOHMO, Cc¢ NpellopbYBat

OBa NbTH JHEBHO OT NO-HHCKH MOAABpXallHd RO03H

AHK 5-7, noBULIeH RO Ha artopBactaTHH. Ilpn 103u

400 mg nBa MOBTH HA aTOPBACTATHH

AHEBHO HA OcH §), AHU Haaeuagamn 40 mg, ce

4-18, 30 min crneg NPEnopbIBA KJIIMHMIHO

A03ara Ha NPOoCIEasBaHE Ha MAIUEHTHTE

aTopBacCTaTHUH

JapyHasup 300 mg nBa | 10 mg BeaHbx nHeBHO | T 3,3 NbTH

NBETH NHEBHO/ | 3a 4 OHH

Putonasvp 100 mg nBa

TETHA DHEBHO, 9 THH

Urpaxonazon 200 mg | 40 wmg ennokparsa | T 3,3 MbTH

BENHLX JHERHO, 4 THKN | O03a

Mdozamnpenapup 700 | 10 mg BeaHbx JHEBHO | T 2,5 NETH

mg ABa MbTH AHEBHO/ | 3a 4 nud

Puronasup 100 mg nBa

NbTH AHEeBHO, 14 anum

®ozamnpeHasup 1400 | 10 mg Beanbk JHEBHO | T 2,3 MBTH

mg ABa T AHEBHO, | 3a 4 OHH

14 nHK

Henduuasup 1250 mg | 10 mg Beansx auesHo | T 1,7 weTe HsMa ¢rnendaniy npenopok

ABa NwTH AHesHo, 14 | 3a 28 anu

OHH

Cok ot rpelinppyrT, | 40 mg, enHokpaTtHa | T37% He ce penopbiBa

240 ml  BenHBXK | J03a eIHOBPEMEHHH-

A




JHeBHO*

TOJIEMH KOMMYECTBa, COK OT
rpeRngpyT ¥ ATOpBACTATHH

Huntraszem 240 | 40 mg, eanoxpatHa | T51% Cnen 3all0MBaHETO Ha
MEREAHBX AHEBHO, 28 | n03a TepanuATa HIH ciel [MpoMdHa
IHH Ha HO3APOBKAaTa Ha
OWITHA3eM, Ce¢ MpernopbYBa
KIHHHYHO TMpPOCNeasABaHe Ha
MaUHECHTHTE.
Epurpomuiud 500 mg [ 10 mg, eanokpatHa | 1 33% [IpenopryBa ¢  TO-HHUCKa
YOTUPH BT AHEBHO, 7 | no3a MaKCHUManHa 1032 W KTHHHYHO
JHH pocneasgBaHe Ha NauueHTHTE.
Amnogunue 10 mg, | 80 mg, enHoxpatHa | T 18% Hama cnellHanHy npenopbKH
EIHOKpATHA 1034 1033 -

[Qumeruaud 300 mg
YETUPH IBTH AHEBHO, 2
CEAMMILH

10 mg BeaH®BX IHEBHO
3a 2 CeAMULH

| no-manko ot
1%

HsAma criellMaliHy npenopeKH

AHTHALMIHA 10 mg BemHbK ZHEBHO | | 35% HsiMa crietiHaiHH NpenopBKH

CYCIMCH3HA OT | 3a 4 ceaqMHULIH

MArHE3NEB n

ATYMHHUEB

xuapokcug, 30  ml

YETHPH MBTH JHEBHO, 2

CCOIMHLH

Edasupeny 600 mg | 10 mg 323 aHu 1 41% Hsma crieniuanuu npenopbKH

BEIHBK JHHEBHO, 14

OHH

Pudpamnuar 600 mg | 40 mg emHokpatHa | T 30% AKQO €QHOBPEMEHHHAT IPHEM

BEAHBHK JHEBHO, 7 AHHU | mo3a He MOXxe Aa ce u3berwe, ce

(npueMHTE ca IO penophYBa KJJHHUYHO

paznH4HO BpeMe) npocaeagsaHe Ha NALHEHTHTE,

Pudamrun 600 mg |40 mg exnHokpatHa | | 80%

BEAWDLK AHEBHO, 5 OHu | Joza

(mpuemMHTe ¢ca Mo

pa3TH4YHO BpeME)

l'emdubposun 600 mg | 40 mg eaHoxkpatHa | T 35% [Ipenopsysa ce  nNO-HHUCKA

ABa [MbhTH JHEBHO, 7 | A03a HA4YaIHA J[03a H KJIHHUYHO

JHH poCaeAABaHe HA NAaUHEHTHTE

denodubpar 160 mg | 40 mg enHokpatHa | T 3% [lpenoppuBa ce  MO-HHUCKA

BEIHBK IHEBHO, 7 AHU | 1034 HaqyajJHa J03a MW KIHHHYHO
MpoCHeASBAHE HA MATNEHTUTE

Bouenpepup 800 mg | 40 mg enHokparHa | T 2,3 NeTH [lpenoppuBa ce  1nO-HHCKA

TP IBTH JHEBHO, 7 | A03a HaYaJlHa J03a M KIHHMYHO

AHH

NpoCneasBaHe TE3H
MaLUEHTH. [ipw
€[IHOBPEMEHHOTO NPUITOKEHHE
¢ fouenpeBHp, AHEBHATA J103a
aropsacTaTiH He TpabBa Aa
npesumasa 20 mg

Ha

& CrofiHocTHTe JANE€HH Karo X-I'TH TIPOMAHZ, MPEICTaBAT IIPOCTO CHOTHOIUCHHE MEXIY
CBITBTCTBAINO NPHIAraHe H CAMOCTOATENHC TNpUNaraHe Ha aropsBacTaTtHH (T.e 1 — OBT = HiAMA
npomaHa). CTOWHOCTHTE, AaNeHU Karo % NpOMsiHA, NMpeAcTaBsT % pa3jHKa MO OTHOIICHHE Ha
CaMOCTOATEITHO MPHIIOKEH aropsacTaTvH (T.¢ 0% = HAMa IPOMAHA).

A

By, TOUKUA 4.4 1 4.5 33 KNUHHUYHATA 3IHAUUMQACT




*CoIRpKa €[(HA WIH [10BEY€ CHCTABKH, KouTO MHXMOHpaT CYP3A4 1 Morat Aa roBHIIAT MIa3MEeHATE
KOHLEHTPaliu HA NEKapCTBEHH MpoayKTH, kouto ce Merabonusupar oT CYP3A4. IlpueMsT Ha eaHa
vaima 240 ml cok ot rpefingpyr cbio Boad 1o noHwkaeaHe Ha AUC ot 20,4% 3a akTuBHUSA
opTOXHApOKCH Merabomur. [omeMH kommuecTBa ¢ok ot rpeingpyr (man 1,2 | nHeBHo 3a 5 nHH)
nosuwasa AUC Ha aropBactatiH 2,5 neTH U AUC Ha akTHBHMTE CBbCTaBKH (aTopBacTaTvH M

MeTaboNUTH).

* CyMapHa aTOpBACTATUH €KBHBAIIEHTHA AKTHBHOCT
[ [oBHILIEHHETO € 03HAYEHO KaTo ,,T%, MOHWMEHUETO KATO ,,]*

Tadbnuua 2: Edext Ha aropBacTaTUH BEPX
JIﬂKE_lECT BEHH I'IQDQ}_‘KTH

ApMAKOKHHETHKATA HAa CAHOBPEMCHHO

WI0XEHH

mg ABa IBTH AHCBHO, 14 AHK

ATOpBAcTaTHH H EIHOBPEMEHHO IPUIOKEH JICKAPCTBEH IPOIYKT
CXEMa Ha J03HpaHe JiekapctBeH  mpoaykr/Hoza | [lpomsHa B AUE& KNUHWYHHA
(mg) NPenopbKH
80 mg  Beauwsxk | Huroxcun 0,25 mg Begusx | T 15% TlamueHTH NpHeMally
AHeBHO 3a 10 aHu JAHEBHO, 20 IHH AMrokcuH TpsbBa na
ObgaT  BHHUMATENHO
N NPOCHSAABANY
40 mg  BemHbXk | [lepopannn xorTpanentuBd | T 28% Hsama CIICIIWAJIHHA
OHEBHO 33 22 THH BeAHBX THEBHO, 2 Mecena T 19% TIPENOPBKH
- Hoperuuapos | mg
- Ermununecrpaawon 35
ug
80 mg  BeIHBX | *DeHa3oH, 600 mg | 13% Hsama CrieUHaTHU
' AHEBHO 32 15 THY ¢/IHOKpaTHa 4032 NPEnoOpPEKH
10 mg epHokpaTtHa | Tunpanasup 3500 mg asa | Hama mpoMsHa Hama CIIELIHAJTHA
03a IeTH JHeBHO/PuTonaBup 200 NPEeNOPHKH
i mg ABa MbTH IHEBHO, 7 JHM
10 mg  Beaubk | ®ozamnpenasup 1400 mg | | 27% Hsima crieuralHu
AHEBHO 3a 4 OHH IBA ITETH KHEBHO, 14 THU PENnOpPBKH
10 mg  Beuuwxk | Oozanpenasup 700 mg aea | Hama npoMsiHa Hsama CrieHanHy
MHEBHO 3a 4 1HU nsTH AHeBHo/Putonasup 100 NpenopLEKH

—

% CroitnocTHTe mamenu kaTo % IPOMAHA MPEACTABAT % PA3THKA MO OTHOIIEHWE HA CAMOCTOATENHO
IPUITOXKEH aTOpBaCTaTUH (T.¢. 0% = HsMa poMsHa)
*EIHOBpEMEHHOTO NMpUIaraHe Ha MHOTOKPATHY N03H ATOPBACTATHH M (PCHA30H ITOKA3BAT MAIBK WJIH
HEJTONOBHM €heKT BbPXY KAMPBHCA Ha (DEHA30H.
[ToBHLLIEHHETO € 03HAYCHO KaTo ,,1%, MOHWKEHHUETO KaTo ,, )%,

4.6. QepTHaNTET, OPEMEHHOCT H KbPMEHe

JACeHU ¢ ISTepoJcH NOTEHUHAN
XKenure ¢ perepomeH noreHuMan TpadBa J1a M3MOI3BaT €PEKTHBHA KOHTPAUCIUWA MO BPEME Ha

neucHuero (Bx, Touka 4.3).

bpeMeHHOCT

ATopBacTaTHH € MPOTHRONOKAa3aH Mo BpeMe Ha OpeMeHHocT (BX. Toyka 4.3). besomacrHoctra npu
OpeMeHHM XEHM He e ycTaHoBeHa. He ca MpoBekaaHM KOHTPOJNHMPaHH KIWHWYHH NpOoy4BaHHA C
aTOpPBACTaTHH MpH OpeMeHHH XeHd. PAako ca nonyuaBann chOOLIEHUS 32 BPONEHH AaHOMANUM ClEn

uHTpayTepHHHa excrno3uiia Ha HMG-CoA-penykTrazan MHXuburopu. Ilpoy4ysaHHuaTa np
MOKA3BaT PEMPONYKTHBHA TOKCHUHOCT (BX. TOUKa 3.3).




JleueHueTo Ha Malikara C AaTOPBACTATHH MOXE A2 NOHIKY (eTanHuTe HHBA Ha MEBNOHAT, KOUTO e
NPEKYpcop Ha XoecTeposopara OHOCHHTE3a. ATEPOCKIIEPO3aTa € XPOHHYEH IPOoleC H OOHKHOBEHO
NpPeKpaTABAHETO HA JIMINHAONOHHKABALINA JIEKAPCTBEH NPOOYKT MO BpeMe Ha OpeMEHHOCT Ou
TpaOBalo Ja HMAa MalbK €(EeKT NO OTHOUICHHE HA IBJIFOCPOYHMSA PHUCK, CRBpP3aH € MBPBHYHATA
XHIIEPXOIECTEPONTEMUS.

[To Te3n MpuUYMHA ATOPBHH He TpaOBa Ja ¢¢ MpHiara NpH *eHH, KOUTO ¢a OPeMEHHH, ONHTBAT CE [a
3abpeMeHenT WM NoJo3Hpar, Ye ca OpeMeHHu. JledeHuero ¢ ATOpBHH TpAOBa a ce IPeyCTaHOBH 32
neprosia Ha GpEeMEHHOCTTA WIH JOKATO C€ YCTAHOBH JIiNca Ha 6peMeHHoCT (BX. Touka 4.3).

KbpMmeHe

He € u3BeCTHO JallH JISKAPCTBEHOTO CPEACTBO H METa00/IMTHTE MY C€ €KCKPETHPAT B KbpMarTa.

[Ipy nuBXOBE IUIA3MEHHMTE KOHUEHTPAaUHWH Ha ATOPBACTATHH H HETOBUTE aKTMBHM METaDONHTH ca
GnW3KK 10 T€3H B KbpMaTa (BXk. Touka 5.3). [Topany Bb3MOXKHOCTTA 34 CCPHO3HH HEXENAHH PCAKUHH,
KCHHUTE MPHEMallld ATOpBUH, TpAGBa 13 NPEYCTAHOBAT KbPMEHETO (BK. TOuKa 4.3). ATOPBacCTaTHH €
IPOTHBOMOKA3aH 10 BpEME Ha KbpMeHe. (BX. Touka 4.3).

Geprunurer
[TpoyuBaHusaTa [pH KHBOTHM HE [IOKa3BaT BIWUAHHWE HA ATOPBACTATHMH BBPXY MBKKUA H HKEHCKHS
(epTunureT (BK. TOUKa 3.3).

4.7. EdexTy BLpXy cnocofHOCTTA 32 WodHpaHe n paboTa ¢ MAIGHHH

ATOpBMH He TOB/IHABA WM TIOBNAHABA nNpeHeGpexumo crnocobHocTTa 3a miodupaHe W paborta ¢
MaIIHHH.

4.8. HexeNann JeKAPCTBEHH PeaKIHH

Cnopen 0a3ata naHHM OT nAanefo KOHTPONMpaHK NpoydBaHUA ¢ aTtopsacratvH OT 16 066 (8 755,
npHeMaily aropsactardH v 7311, npueMamy nnauedo) NALHEHTH, JCKYBAHH B MPOABDKCHUC Ha
cpenno 53 cenMuuH, 5,2% OT NALMEHTHTES HA aTOPBacTaTHH Ca MPEKPaTWiIX JICYCHHETO MOopany
HEXETAHH JEKAPCTBEHH PEaKIliH, B cpaBHeHHe ¢ 4% OT maumeHTHTe Ha rianedo.

BB3 ocHOBa HA JAHHHUTE OT KJIWHHYHM NPOYUBAHUA H OOUIHPHHA AOCTMAPKETHHTOB OMUT IO-AONY €
PEACTABEH NPOMHIBT HA HEXENAHUTE JEKAPCTBEHH PEaKLUH HA aTOPBACTATHH.

M34yMcieHUTe YeCTOTH HA HeXeTaHHTe JISKAPCTBEHH PEeaKlLMH ca TPynHpaHHd CBIIIacHO CcleaHaTa
KOHBEHLMA: 4ecTH (= 1/100 mo < 1/10); meuectd (> 1/1000 mo < 1/100); penxm (=1/10000 no
< 1/1 000); Muoro peaxu (< 1/10 000); ¢ HensBecTHa yecTOT2 (0T HATHYHUTE JAHHH HE MOXe na Obae
HanpaBeHa OUECHKA).

Hugrexyuu u unghecmayuu.
Yecrmu: Ha30(papWHIUT

Hapywenus Ha xpvema u qaum@Hama cucnema:
Peoxu: TpomMOOLIUTOIIEHHA

Hapyuwerus Ha uMyHHamMA cucmema.
Hecmu: aNepruyHH PeaKLUH
Mnozo peoxu: aHadMNaKcus

Hapyuenusn Ha MemaboaumMa 1 XpaneHemo.
Yecmu. XUAMEeprieKuMHs

Heyecmu: XHUTIOTTHKEM U, MOBHAILIABAHE HA TETTIOTO, AHOPCKCHA




Hcuxuunu napyuienus.
Hevecmu: KOLUMapH, O€3CeHHE

Hapyuwienusn na Hepanama cucmema.

Yecmu. rnanodonue,
Hevecrmu: 3aMaliBaHe, IapecTe3ya, XUITOeCTe3Hd, JUCTEY3HA, aMHE3HA
Peoxu: nepupepHa HEBponaTHA

Hapywenus na ovume:
Heuvecmu. 3aMBIJICHO 3PEHHE

Peoxu: 3PUTEIIHA HAPYUIEHUA

Hapyuwiernug na yxomo u rabupunma:
Heuecmu. THHUTYC
Mnuozo pedxu: 3aryba Ha cnyxa

Pecnupamophu, 2peOrY 1 MEOUACHUHAARY
Yecmu. ¢papuHrogaprHreanna 0oJiKa, enucTaKCuc

CmoMauiHo-4pesHYy HAPYULeHUR.
Yecmu: 3anek, pnaTyneHuus, AUCIIeNCHA, MaJCHe, THAPUA
Heuecmu: MOBpbILAHE, OONKA B TOPHATA H J0/IHATA 4acT HA KOpeMa, OPUIBaHe, NAHKPEaTUT

XenamoburuapHu HAPYUIEHUR.

Hevwecmu, XenaTuT

Peoxu: Xonecrasa

Mrno20 peoxu: depHOAPOOHA HEAOCTATBYHOCT

Hapyuwenus Ha Koswcama u ROQKONICHAMA NbKAH.
Hevecmu: YPTHKApHd, KOeH 0OpHB, IPYPUTYC, anoneuud. Chpoex

Peoxu: AHTMOHEBPOTHYEH OTOK, Oy/03€H IEpMATUT, BKIFOYHUTENIHO €PHTEMa MYJNTHQOPME,
cUHIpoM Ha Stevens-Johnson v TOkCHYHA enHAEPMATHA HEKPOIK3a)

Hapvuenus na Myckyao-ckeiemnama CUCmema U CoeOUHUMEAHAMG MBKAH.

Yecmu: MUaJITHs1, apTPaITrus, D0JIKa B KpaHHHIIUTE, MYCKY/THH CIIa3MH, NOAYBAHE HA CTABHTE,
bonka B repba |

Hevwecmu. 00JKM BEB BpaTa, MyCKYyJIHa ¢1abocT

Peoxu: MHOIATHA, MWO3HT, pabgoMyoNKW3a, TCHAUMHONATHUA, [OHAKOra YCIOXKHEHH C
pa3KbCBaHE

C neuzgecmua wecmoma. HMYHOMC/IMHPAHA HEKpOTH3IHpallla MHOIIATHA

Hapyuenua na gb3npousgooumennama cucmema U 2bpoama.
Mrnozo peoxu: THHEKOMACTHA

Obwgu napyueHus y eqiexmy Ha MACMOMO Ha RPURONCEHUE.
Hevecmu: HEPA3MOJNIOKEHNE, acTeHHUs, OoJika B OONACTTA HA TPBAHKA KOLL, nieprdepen OTOK,

yMOpa, BUCOKa TeMIlepaTypa

Hacnedaanua.
Yeemu: NOBHULICHA CTONRHOCT Ha uepHoApoOHWTE (YHKLMOHANHM NOKa3aTelH, MOBULICHA
cepyMHa KpeaTUHKUHA3A.

Heuecmu: MEBKOLIMTH B YpHUHATA




Kakro u npun gpyrute HMG-CoA-peaykrasHd UHXUOWTOPW, 0OpH MALHEHTH, J€KyBaHH C
aTOPBACTATHH, € CHOOIIABAHO 3a MOBHIIEHM CEPYMHH TpaHcaMHHasd, Te3n NpoMeHH 0OHKHOBEHO Ca
OMnM JIeKH W MPEXOLHW M HE ca Halarald MpeyCTaHOBABAHE Ha TepanuaTa. KAuHWUYHO 3HAYMMH
(moBeue OT 3 METH Ha/l FOPHATA IPaHULIA HA HOPMAara) NOBHIICHUA WA CEPYMHHTE TpPaHCAaMHHA3H ca
ycraHoBeHH rnpH 0,8% oT OoNHWTE Ha JieueHHE ¢ ATOPBacTaTHH. 1e3M IIOBUIUEHMH ca OHIH
N0303aBHCHMH ¥ 00paTUMH ITPH BCHYKH TNALHEHTH.

[ToBuinenn HuBa Ha cepyMHara kpearnHkuHaza (KK) 3 mbTH Hax ropHara rpaHdua Ha HOpMarta ca
yCTaHOBEHW npy 2,5% OT GOJIHWTE HA NheueHwe ¢ atopBactatH, nopobuo Ha Apyrute HMG-CoA-
penyKTa3Hu HHXHOUTOPH B XUIMHKYHHM NIpoyqBaHusa. Husa, 10 0bTH Mo-BMCOKH OT TOpHaTa rpaHHLIa Ha
HopMara, € HMano 1 npu 0,4% oT NeKyBaHHTE ¢ aTOPBAaCTaTHH MaLUeHTH (BX. To4Ka 4.4).

[lennaTpuyHa mMonmynaHs

Knunanynara 6a3a gaHHM 3a 6€30NacHOCT BKIMNOYBA JaHHW 3a Oe30macHOCT Ipd 249 manHeHTH B
[ETCKA BB3PACT, KOUTO €A MOJIyYaBaid aropBacTaTHH, OT KOWTO 7 ManyeHTH ¢a OwiH o4 6-roadiiHa
BB3PACT, 14 HaLMEeHTH Ha BB3pAcT Mexay 6 U 9 roguuu, n 228 naumentn ca 6unn mexay 10 u 17
TOJAWHH.

Hapywenua na nepenama cucmema:
Yecmu: rinasobonne

CIHOM&MHO-QQESHH HAPDVILEH WA,

Uecmu: abnoMuHaHa BoJka

Hacneoesanus.

Yeemu; MOBMUIIIABAHE Ha aJaHMHAMHHOTpaHc(epaszara, TMOBHIIABAHE HAa CepyMHara
KPEaTHHKHHA3A.

Bb3 OCHOB4 HA HAJTMMHHTE JAHHHW C€ OYaKBaA YECTOTAaTa, BUABT H TEKECTTA HA HCKCIAHHTE pCaKllin
INpH ACLA A4 G'B,IlﬂT CbhIIHTE KATO IIPH BE3PACTHH. IloHacToALleM HAMA TOJA4IM ONMMUT MO OTHOUICHHUE Ha

be3onacHoOCTTA B OBJATOCpO4CH niaH npy rneavarpuyHaTa rnomymaaliHA.

[TpY APUNOKEHUETO HA HAKOK CTATHHH €2 CHOOIIABAHH CNEIHHUTE HEKETaHH ChOUTHA:
¢ HapyieHa cekcyansa QyHKLHA;
Henpecnd;
e OrfenHu cnyyad Ha HWHTepcTHiManHa OenoapobHa GonecT, 0coDEHO INPH ABITOCPOYHA
Tepanis (BX. Touka 4.4);
¢ 3axapeH guaber. YecTOTaTa MIE 3aBMCH OT HATHIHETO WITH OTCHCTBHETO Ha PHCKOBU (akTOpH
(rnmoko3a Ha rnagHe > 5,6 mmol/l, BMI > 30 Kg/m®, NOBUINEHY TPMITTHLIEPUAM, AHAMHE3A 32
XHMNEPTOHHUA ).

CrobuiapaHe Ha MOAO3WPAHH HEXKEIAHH PEaKIINH

CooBLIABAHETO HA MOAO3HPAHY HeXeTaHH peakiiy CNel paspellaBane 33 ynoTpeda Ha 1eKapCTBEHHA
NPOAYKT € BakHo, ToBa MO3BOMNABA A3 MPOIBIKM HAaGMIONCHHETO HAa CHOTHOLIEHHETO NONI3a/PUCK 32
NeKapcTBEHMA MPOAyKT.  HexkenaHWTe peakuud Moske Ra OwiaT CbHOOMICHH JMPCKTHO Ha
H3nwneuTenHa areHUya 1o jekapersara (MAJI):

BLJITAPHA, Codusa 1303, v Jlamsd I'pyes 8
Ten. +359 2 8903555

en. mowma: bda@bda.bg

yebcaiiT: www.bda.bg




4.9. Ilpeao3upane

CrieupM9HO JIeUcHHE NP Npefo3rpaHe Ha ATOPBUH HaMa. TIpy npego3upaHe NaUMEHThT TpAOBa aa
Obe NeKyBaH CHMITOMATHYHO U Ja ce MpearpHeMaT NOAABPKAIIM MEPKH CTTOPEN HEOOXOAHMOCTTA.
Tpsbea ma ce HanpaesaT 4epHOAPOOHM (YHKIMOHAIHHM TECTOBE W A C€ MOHMTOPHPAT HMBATA HA
cepymuara KK. ITopaau BHCOKaTa CTENIEH HA CBBP3BaHE HA aTOPBACTATHH C IJIA3MEHUTE NPOTEHHH HE
CE QUAKBa XEMOAWANU3ATA A2 YCKOPH 3HAYUTENHO KNKPHHCA Ha aATOPBACTaTHH.

5. @®APMAKOJIOTHYHU CBOUCTBA
5.1. ®apMaAKOAHHAMHYHH CBOHCTBA

(MapmakoTepaneBTHYHa rpyma: Jlekapcrea, perynupamy aunuaure, HMG-CoA-penykrasnu
uHxubuTopu, ATC xon: C10AAQS

ATOpBAacTaTHH € celiekTHBEH, koMmneTurrnBeH HMG-CoA-penykrazeH HHXHOHTOP, CKOPOCTOTIpEACTAII
€H3MM, OTTOBOPEH 33 MPEBPBIIFHETO Ha 3-XWAPOKCH-3-METHI-IIYTAPHIKOSH3UM A 10 MEBalOHar,
MpeKypcop Ha CTEPOJINTE, BKIIOYUTENHO Ha xonectepona. TpUrlHUCPHIUTE H XOJIECTEPOIET B YEPHHA
Npo6 Ce BK/MOYBAT B CHCT2BA HA JIMMNONPOTEHHH ¢ MHOro HMcKa mIsTHOCT (VLDL) u ce otaenst B
[1a3MaTa 33 NpeHacsHe A0 nepudepHuTe ThKaHd. JlumonporenHHTe ¢ HHCKa MiasTHOCT (LDL) ce
o6pa3ysar oT VLDL H ce kataGonu3upat npeaH BCHYKO Ype3 pelienTOpH ¢ BHcok aduuuter KoM LDL
{LDL petteniTop).

ATOPBAaCTATHH MOHUMKABA IA3MCHHTE HMBA Ha XORECTEPONa W IUNONPOTEHHUTE YPe3 WHXuOUpaHe Ha
HMG-CoA-penykrasaTa ¥ rnocienBaiaTa GHOCHHTe3a Ha XOJIECTEPON B YEpHUA Npod W yBennuapa
Opos Ha gepHOApoORNTe peuenTopH 3a LDL sppxXy KI€THYHATA MOBBPXHOCT 34 YCHIICHO YCBOABAHE H
katabonnsbpm Ha LDL.

AtopBacTaTiH HamManssa oOpasyBadero #Ha LDL u Opos na LDL-uactmusre. ATOpBacTaThh
MpUYMHABA 3HAYWTENHO W ABLArOTPAliHO MOBWILABAHE Ha aKTHBHOCTTA Ha peuenTopute 3a LDL,
OPHAPYXEHO ¢ ONarofmpysTHa IPOMSAHA B KA4eCTBOTO HAa LMpKysupammre LDL-dacTuig.
ATopBacTaTMH ¢ edukaceH 3a MoHwkaBaHe Ha LDL-xonecrepona npy NMauueHTH ¢ XOMO3WIOTHA
daMuiHa xHEpXoJecTepoieMus — rpyna 60nHH, KOMTO 0OWKHOBEHO HE C€ BIIMAAT OT MMOHHKABALIH
JHNHUAWTE NEKaApPTTRA.

VCTaHOBEHO €, Ye aTopBacTaTHH NoHwiasa obumma xonecrepon (30-46%), LDL-xonectepona (41-
61%), anoanmnonpoteun B (34-50%) n tpurnuuepupnte (14-33%), kato ChLUEBPEMEHHO BOJHM 10
Bapiabuany nopuienna Ha HDL-C ¥ amonumonmpoTenH A; B 103a-3aBHCHMO npoyyBaHe. Tesw
pe3yNTaTH c€ TOTBBKAABAT MPH MAMMEHTH C XETEPO3HroTHa (PaMUNHA XHNEPXONECTEPONEMMUT,
HeaMIUIHA XHMEPXOMECTEPONEMHs] H CMeceHa XHUIEPIHTHACMHA, BKIIOUHTENIHO MNallHeHTH C
HEHHCY/IMHO3aBHCHM 3axXapeH nuaber.

JloKkazaHo e, 4Ye IIOHIKEeHHETO Ha obmms xonectepon, LDL-xonecrepona M anoaunonporedH B
HamalsiBa PHCKA OT ChPJAeYHO-CBAOBH HHLHACHTH H CBPACYHO-ChA0BA CMBPTHOCT.

XomozuroTHa daMiIHa XUNEPXONECTEPONSMHUS

B MyJITHIEHTPOBO OCEM CEAMHYHO OTBOPEHO NPOYYBAHE 33 MUNOCHPAHA YnoTpeba ¢ daxynTaTHBeH
YIIBIKEH TIEPHO ¢ PA3THYHA IPOABHKUTENHOCT, ¢a OuNM BroYeHd 333 naunenTy, 89 oT KOHTO Ca C
YCTAHOBEHA XOMO3WroTHa (pamunHa xumepxonecreposieMusa. [lpu Tesn 89 manmeHTH, CpeIHOTO
nonukenme Ha LDL-xonectepona e npubnusurento 20%. ATOpBacTaTHH € rpuaarad B 03k 1o 80

mg/neu.

ATepocknepo3a
B xnauununoto npoyysaHe REVERSAL (Reversing Atherosclerosis with Aggressive Lipi
Study — PeBepcus Ha aTepoCKIIEpo3aTa 4ype3 arpeCHMBHO JIMNMUAHO MNOHMXKABaHE




WHTCH3WBHO TNOHWKABaHe Ha JHNWAWTE ¢ aropeactaTUH 80 mg H CTaHAapTHO [IOHWKABAHE HA
NUIMAMTE ¢ tupasacTaTHH 40 mEg Opd KOPOHAPHA ATEPOCKNLPO3a € OHSHEeH 4pe3 BLTPECHIOBO
yTpasBykoso uacieasane (1VUS) mo speme Ha awrporpadus npu NauHEHTH ¢ HCXeMUYHa 0osiecT Ha
cepuero (MBC). B Topa paHAOMU3IHPaHO, ABOHHO-CAANO, MYJITHLEHTPOBO, KOHTPONHPAHO KJIHHHYHO
npoy4Bane, IVUS e HanpaBeHO B HAYal0TO Ha npoy4BaHeTo U Ha | 8-ua mecen npy 502 nauuenty. B
[PYNaTa Ha ATOPRACTATHH (1=253) HAMA POTrPecHs Ha aTepoOCKiepo3aTa.

Meaunanara Ha NpoLieHTa Ha NpoMsAHa B o0mua 00eM Ha aTepOCKIEPOTHYHATA T1aKa 0T HAaUAI0TO Ha
Npoy4YBaHeTo (IbPBHYEH KpuTepuil Ha npoyuBaHero) e -0,4% (p=0,98) B rpynata Ha aropBacaTHH U
+2.7% (p=0,001) B rpymnaTa Ha npabacraThH (n=249). B cpaBHEHHE C [IpaBacTaTHH, eQPECKTHUTE HA
aTopBacTaTHH ca cratucTudecky 3dadumu (p=0,02). EdexTsT Ha WHTCHIUBHOTO [UNMMAHO
NOHWXKABAHE BEPXY ChPACYHO-ChIOBaTA KpalHa Toyka (Halp. HeoOXOAHMOCT OT PeBacKynapH3alyi,
HegaraleH MMOKapASH HH(APKT, KOPOHAPHA CMBPT) HE € H3CIEABaH B TOBA NMPOYUYBAHE.

B rpynara Ha atopsacatud LDL-X0NecTeponsT ce € MOHWKU KO CPEeAHaTa cToHocT ot 2,04 mmol/L
10,8 (78,9 mg/dL +30) cmpamo usxoAHata crofinoct ot 3,98 mmolVL +0,7 (150 mg/dL +28), a 8
rpynata Ha npasacTaTHd LDL-XONECTEPONBT Ce € MOHIKKA A0 cpeaHaTa croiiHocT ot 2,85 mmol/L
10,7 (110 mg/dL. +26) cnpamo H3xoaHara croiHocT oT 3,98 mmol/L +0,7 (150 mg/dL +26)
(p<0,0001). ATOpBACTATHH CBHUIO TaKa 3HAYMTEAHO € HaMamwl CPEAHHTE CTOHHOCTM Ha OOLIHA
xonecrepon ¢ 34,1% (npapacratuH: -18,4%, p<0,0001), cpenuure HUBa Ha Tpurnmuuepunure ¢ 20%
(npapacratun: -6,8%, p<0,0009) u cpennus anonunonporenH B ¢ 39,1% (mpasacratun -22.0%,
p<0,0001). AtopsacTarid € noeuwma cpeadds HDL-C xonecrepon ¢ 2,9% (npasacrated +5,6%,
p=N5). Uma cpenno namanenue ot 36,4% na C-peakTUBHHA NMPOTEHH B rPynaTa Ha aTOpBacTaTHH B
cpaBHeHMEe C HaManeHue ot 5,2% B rpynara Ha npasacrarus (p<0,0001).

Pe3yaTaTHTE OT NpOY4YBAHETO ¢a NONYHYEeHH NpH A03HpoBKa oT 80 mg. ClesoBarenHo, Te He MOTraT Aa
c€ EKCIUIOATHPAT BBPXY [O-HUCKUTE TO3HPOBKH.

[Ipoguire Ha 6€30IACHOCT ¥ MOHOCHMOCT B ABETE JICKYBaHH IPYIH ¢a OWIH CPABHUMH.

EQekTsT OT MHTEH3HBHOTO NOHHXABAHE HR JMITHAUTE BhPXY OCHOBHHTE CbpPACYHO-CHAOBM KpaHHH
HESIM HE € W3CNEABaH B TOBA NPOydBaHe, ETO 3a110 KIHHUYHATA 3HAYUMOCT Ha TE3H ,,Bho0pakaeMu’
PEIYATATH M0 OTHOUIEHHE HA MBPBUYHATA U BTOPUYHATA TPOPUNAKTHKE HR ChPACUHO-CHAOBH
cbOMTHUA HE € H3BECTHA.

OcThp KOPOHApPEH CRHAPOM

B npoyusaneto MIRACI, ce ouenssa aropBacratud 80 mg npu 3086 maiwentu (aropBacTaTvy
n=1538; mnaue6o n=1548) ¢ ocTBP KOpoHapeH CHHAPOM (non-Q MHOKApAEH HH(ApKT MHIH
HecTaGHnHa anrMEa nekTopuc). JledewweTo € 3amodHaTo no BpeMe Ha ocTpa ¢asa cnen
XOCNHUTAJH3UPAHE U € MPOABIKMIO 32 nepHon oT 16 ceamuum. JledeHuero ¢ aropsactatuH 80 mg
NHERHO YBEIWYABA BPEMETO A0 Nosea Ha koMOMHMpaHaTa WepBMYHa KpaHHA TOWKA, OTIPEReNeHa KaTo
CMBPT, HE3ABHCHMO OT MpHYHMHATa, HedaTaneH MHOKApPAEH MHGADKT, peCYCLIHTUPAH CBHPALUCH apecT
WJIH SHTHHA TIEKTOpHMC ¢ JAHHH 33 HCXeMHMs Ha MMOKap[a, Hanaraiga XOCTIHTAIH3aLKs, TOKa3BaHKH
pedykius Ha pucka ¢ 16% (p=0,048). ToBa e mpenHMHO BCAEACTBME HA 206% pelyKLMs Ha
PEXOCTINTANM3ANMATA 38 AHTVWHA TEKTOPHC € AaHHW 38 UCXEMHS HAa MHOKapzaa {(p=0,018). Hpyrure
BTOPHYHH KpaliH{ LEeTH HE AOCTUraT CTaTHCTHYeCKa 3HAMMOCT camu no cefe cu (odwo: mranebdo:
22,2 %, aropeactatuH: 22,4 %).

NpodguneT Ha Ge30macHOCT Ha aropBacTaTtiH B npoyuBaHero MIRACL choTBeTCTBa HA OTIHCRHHAT B
Touka 4.8.

[IpodunakTHKa Ha ChPAEYHO-CHIOBO 320018 BaHE

EQexThT HA aTOpPBAacTaTHH BBPXY (baTanHa H HedaTalHa HCXEMHYHA OOMECT HA CHPLET
paHoOMW3upanc, ABolfHO-chsno, niauebo-KOHTPONMpaHO Tpoyusane, AHMI
MpOy4BaHE 34 CBHPAEYHO-CBHAOB H3X0A — KJOH ¢ MOHIKABaHE Ha aumHaure (A




Cardial Outcomes Trial Lipid Lowering Arm (ASCOT-LLA)). INauuenTHte ¢a ¢ XHNepToHud, 40-79-
FOAWUIHE, 0€3 MPEeaxXoACH MHOKApAeH MHQApKT MM JIeYEHHE 3a CTEHOKApAWA W ¢ HHMBA HA 00l
xonecrepon (OX) <6,5mmol/l (251 mg/dl). BcuukM manveHTH ca HMald Hal-manko 3
npenBapuTenHo AeQUHHMPAHU ChPAEYHO-CBHAOBH PHCKOBM (AaKTOpH: MBXKKH MNOJ, BB3pacT > 55
roAnHM, nyliexne, Auader, aHamuesa 3a MBC npu poncreeHux ot mepea nunufa, OX:HDL-C> 6,
neprUepHOe ChAORO 3a00ssBaHeE, JIeBOKAMEpHa XHNEPTPodgHs, NPEAXOAEH MO3BYHO-CHI0OB MHIIMICHT,
cnenduyna EKI[T anomanus, npoTeMHYpus/anOymuHypus. He BCHYKK BKIIOYEHH NAMHEHTH ca
NpeleHENH KaTo NalUeHTH ¢ BACOK PHCK 3a IMMbPBH ChPASYHO-CHA0B HHIHACHT.

[MauyenTuTe ca IeKyBaHH ¢ aHTHXHIIEPTEH3MBHA Teparnis (MK CXeMa, OCHOBABAlla C€ Ha AMJIOJHITHH,
WM CXeMa, OCHOBaBallla c€ HA aTeHoIoN), B KoMOWHAlLMsA WK ¢ artopsacTaTdH 10 mg OHEBHO
(n=5,168) wiu mauebo (n=5,137).

EdexTsT Ha HamasaBaHe Ha a0COMOTHHA U OTHOCHTETHHA PHCK NpH yrnoTpela Ha aTOpBacTaTHH € Ou
KaKTO Clensa:

Hraumnent OTHOCHTCTHO bpoi na ADCONIOTHO CroliHocr Ha p

HaMaJeHHe Ha HHIHIEHTHTE HaMaJdeHHe HA

pncka (%) (atopBacraTun | pucka' (%)

CIpsIMO N1aue6o)

Qaranna UbC miroc 36% 100 cipamo 154 | 1,1% 0,0005
Hetaranen MU
Q0110 chpaeuHoO-chaoBE | 20% 389 cnipamo 483 | 1,9% 00,0008
UHIHIACHTH U
PEBACKYNAPU3IALMOHHN
IpoLELYPH
06uo kopoHapHy 29% 178 cnpamo 247 | 1,4% 0,0006
MHIHALEHTH

'Bb2 OCHOBA HA pa3nMkara B ofata 4ecToTa HA WHUWACHTHTE, HaONIONABAHM 0pH CPERHO
npocneasaBade ot 3,3 roAUHH,
UBC — ncxeMuuna Gonect Ha ¢upuetro; MH — muokapaed undapkr,

OfImara CMBPTHOCT H CHPAEYHO-CHIOBATA CMBbPTHOCT He ca OMnM 3HauMMo HamaieHu (185 cnpamo
212 unimpenTa, p=0,17 u 74 cupamo 82, p=0,51). B ananusa Ha noarpynara no non (81% mexe, 19%
#eHn) OnaronpusTeH edexT Ha aropBacTaTHH € OGun HabnwaaBaH NPH MBXETE, HO HE MOXE la ce
YCTAHOBH TIPH KEHHUTE, BEPOATHO MOpagH HUCKAaTa H€CTOTAa Ha HHLUMACHTH B JKEHCKaTa rnoarpyna.
O61ara W ChPAEYHO-CHA0BATa CMBPTHOCT € YMCAEHO Mo-BHCOKA NpH xenute (38 crmpamo 30 u 17
cipamo 12), HO ToBa HE € OWNO CTaTHCTHYECKH 3Ha4UMO. MMano € 3Ha9HTENHO TEPaNCBTHYHO
B3aMMO/IEHCTBHE OT CTPAaHA HA OCHOBHATA aHTMXHMMEepTeH3uBHa TepanuA. IupBuuHaTa KpaiHa TOYKA
(baranna UBC nmoc sHedaranen MHU) e 3HaumMo pelyurpaHa OT aTOpBacTaTHH IpH MMAUMEHTH,
nexysadu ¢ amnoann#d (HR 0,47 (0,32-0,69), p=0,00008), Ho He U npH Te3d, NEKYBAHH ¢ aTEHONOJ
(HR 0,83 (0,59-1,17), p=0,287).

EdpexThT Ha aTOpBacTaTWH BBPXY (aTajHo H HedaTATHO CHPACYHO-CHAOBO 3200/sBAHE € ChLIO
OLIEHEH B PaHAOMHM3HPAHO, ABOHHO-CIATO, MYJNTHLEHTPOBO, IUALeO0-KOHTPOMHPAHO NPOYHBAHE,
“IIpoy4sane Ha artoppactatid npu auaber (Collaborative Atorvastatin Diabetes Study (CARDS))
Mpy mauMenTH ¢ THn 2 amaber, 40-75-rogvmHu, 6e3 npenaxoaHa aHaMHe3a 3a ChHPACYHO-CRAOBO
saBGongBane ¥ ¢ LDL-C <4,14 mmoll (160 mg/dl) u tpurmuuepuan < 6,78 mmol/l {600 mg/di).
BCHUKM MALUEHTH €A HMAIHW ITOHEe | OT CIIEAHUTE PUCKOBY (PAKTOPH: XMASPTOHNS, HACTOALIO MYILICHE,
PETUHONATHS, MMKPOANOYMUHYPHS WM MaKpoanOyMHuHypHs.

IManvenTute Ca NeKyBan® ¢ aropsactarua 10 mg aseeuo (n=1,428) unm nnanebo (n=1,410) nipy
MeMaHa Ha NpocaeaaBaHe o1 3,9 roJnHun.

EdexThT Ha HAMANABAHE Ha aGCONFOTHHS H OTHOCHTENTHMA PUCK C ATOPBACTATHH € OHN




HAuuaeHT OTHOCHTEHO bpoi Ha AlcouoTHO CroiiHocT Ha p
HaMaJieHHe Ha HHUHICHTHTE HaMaJieHHe Ha
pucka (%) (aTopBacTATHH pucka' (%)
cnpaMo naauebo)
["oneMu CbpACUHO- 37% 83 cnpamo 127 3,2% 0,0010
ChJAOBH MHUMACHTH
(daranen n HedpaTtaner
OMH, Tux MU, BHe3zanua
HUBC cMmBpT, HecTadwiIHa
creHokapaua, CABG,
PTCA, peBackyTH3aLys,
MHCYJIT)
MMH (partanen 42% 38 cripamo 64 1,9% 0,0070
HedharaneH OMH, Tux
M)
Hucynrh ((patanHu n 48% 21 cripamo 39 1,3% 0,0163
nearanim)

'Bb3 OCHOBA Ha pawiMKaTa B 0OLIATA 4YecTOTa Ha WHUWACHTHTE, HabnoaaBauM NpH CPeAHO
npocnenseae ot 3,9 rogueEd.

OMH-ocTep Mmuokapied uHpapkr; CABG - koponapen aprepuanen ba#mac; MbC — nexeMu4Ha
Gosiect Ha cwvpuero, MU-muokapaeH undapkr; PTCA — nepkyTraHHa TpaHCTyMHUHAMHA KOpOHapHa
aHTHOIIACTHKA. |

HsMa [oxa3aTelcTBO 3a pa3nvka B ¢(eKTa OT JNEUEHHETO CIOpea ITONa, Bh3PacTTa WK H3XOAHOTO
HuBo Ha LDL-Xonecrepona Ha nmalpeHTa. braronmpusaTHa TeHASHUHSA € HabiloaaBara 1Mo OTHOILIEHHE
Ha HMBOTO Ha CMbpTHocT (82 CMBPTHM ciy4au npH miauebo rpynara cnopamo 61 B rpynara Ha
aropsactartud, p=0,0592).

Peunaupupan HHCYJIT

B npoyupaneTo [IpenoTepaTaBaHe Ha HHCYIT UPE3 arpeCHBHO HAMAIABAHE Ha HUBATa HA XONECTEPONa
(Stroke Prevention by Aggressive reduction in Cholesterol Levels (SPARCL)) e oueHer edexTsT Ha
aropBacTaTHH 80 mg AHEBHO MWK MTanedo Mo OTHOINEHHE IOABAaTa Ha HHCYIT npH 4731 MmauueHTH C
MHCYJIT AJTH TIPEXOAHA UcxeMHyHa aTtaka (TIA) B paMKHTe Ha npenxoqHuTe 6 Meceua u Ge3 aHaMHeEsa
3a UBC. MauuenTtute ca 60% Muxe, 21-92 roaunu (cpeaHa Be3pact 63 roauHd) ¥ H3XOXHO HUBO Ha
LDL cpenro 133 mg/dl (3,4 mmoV/1). Cpeanara croiiHoct Ha LDL-C e 6mnia 73 mg/dl (1,9 mmol?) no
BpeMe Ha JeyeHHeTo ¢ aropBactaTid M 129 mg/dl (3,3 mmol/l) no BpeMe Ha neueHueTo ¢ nuauedo.
Menuanara Ha npocienseane € 4,9 ronuus.

AtopsacTaTiH 80 mg e HamMauN pUCKa OT bPBHYHATA KpaliHa To4YKa daTaneH 1 HedaTalleH HHCYIT ¢
15% (HR 0,85; 95% CI, 0,72-1,00, P=0,05 unu 0,84; 95% CI, 0,71-0,99; p=0,03 ciex ananrpane Ha
H3XOMHHTE XapaKTEpHCTHKM) B cpaBHeHMe ¢ nainebo. O6mara cMbpTHOCT € 9,1% (216/2365) npu
aropsacratul crpamo 8,9% (211/2366) npu nnauebo.

B post-hoc ananu3 aropeactaTvH 80 mg € HaMajaHIH 4eCTOTara Ha MCXEMUYCH MHCYAT (218/2365,
9,2% cripsimo 274/2366, 11,6%, p=0,01) ¥ e NOBHIIMT YeCcTOTaTa HA XEMOPAarW4eH HHCYNT (55/2365,
2,3% cupamo 33/2366, 1,4%, 1=0,02) B cpaBHEHME ¢ nNaneoo.

¢ PHCKBT OT XEMOpArd4eH HHCYAT € NOBHUIEH NPU NAUMEHTHTE, KOWTO €a ¢ MpeaumecTBall
XEMOparHyeH HHCYNIT NpH BKIKYBaHe B NpoydyBaneTo (7/45 npu aTopBacTaTHH CIPAMO 2/48
npd nanuedo;, HR 4,06; CI 0,84-19,57) u puCKBT OT HCXCMHUYEH MHCYNT € CXOMAEH B JBETE
rpynu (3/45 npu atopsactariH cripamo 2/48 npu maue6o; HR 1,64; 95% CI, 0,27-9,82)

 PHCKBT OT XeMOparM4eH MHCYAT € NOBHIIEH NPH MAauMeHTH, KOWTO ca ¢ DPSAty
naKyHapeH MH(QApKT Npu BKMoYBaHe B npoyusaHeTo (20/708 mpu arops / a)} it
4/701 npn mnaue6o; HR 4,99; 95% CI, 1,71-14,6), HO pUCKBT OT HCXEMH4CH

.
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MAllHEHTH ChIUO € HaManan (79/708 npu aropsactatiH copamo 102/701 npu mnaefo; HR
0,76; 95% CI, 0,57-1,02), Bu3MOXHO € KpallHUAT PHUCK OT MHCYJAT 1A € MOBHILUEH [pH
NALUKMEHTHTE ¢ NPEXOeH JJaKyHApeH MHPApKT, KOUTO TI0/Ty4aBaT aTopBacTaTHH 80 mg Ha neH,

O6mara cMBpTHOCT ¢ 15,6% (7/45) npu neuenwe ¢ aropeactaTH cnpamo 10,4% (5/48) mpu
npunaraie Ha mianeGo B NOArpynara MHalMeHTH ¢ MpefXoleH xemoparnveH MuCyir. (Qomara
cMBpTHOCT e 10,9% (77/708) npu aTopeactarhH crpamo 9,1% (64/701) npu mnauedo B moarpynara
MAIIMEHTH ¢ MPEAXONEH NaKYHAPEH HHDAPKT.

[leguarpudHa monyaalus
Xemeposzuzomya PAMUIHA XUnREPXonecmepoiemusl_npu neduagmpuyuHu nayuenmu Ha 8b3pacm 6 - 17

2OO0UHU

[TpoBemeno e 8-ceAMUYHO OTBOPEHO TMIPOYUYBAHE 3a OIleHKa Ha (apMaKOKWHETHKATA,
¢apmakoaHaMUKAaTa, 6230MACHOCTTa ¥ IIOHOCHMOCTTA H3 aropBacTaTHH MpU JEUA M NOAPacTBALIM ¢
reHeTUYHO JOKA3aHA XETEPO3UroTHa (aMmiKa Xunepxonecreponemus u 6a3obu croiHocTr Ha LDL-
C>4 mmol/l. [Tpoyusanero ofxpama 39 nena W nopgpacteaiu Ha Bb3pacT oT 6 jgo |7 romuHw.
Koxopta A monousa 15 peila, Ha b3pacT 6 — 12 rogwnu B IbpBy cTanii no Tanner. Koxopra b
BKJIT04YBa 24 nena Ha Be3pact 10 — 17 roaunn B craquit o Tanner >2.

HauanHata 1032 aTOPBAaCTATHH B KOXOpPTa A e § mg AHeBHO Noj (opMara Ha Ta0reTka 32 JbBYEHE U
10 mg nueBHO Noa gopmMara Ha punmupana tabnerka B koxopra b. Jlanena € BE3IMOKHOCT Ha4aIHaTA
f033 fa e YABOM, aKO HE € JocTuraara crodinoct 3a LDL-C <3,35 mmol/l na yeTsbpTa ceiMuia u
aK0 aTOPBACTATHH C€ ITOHAcA aodpe.

Cpenunte crofivoctd 3a LDL-C, TC, VLDL-C, n Apo B ca namanenu npe3 BTopaTa CeAMHLA IIpH
BCUMKH NALUMEHTH. [IpH TAIMEHTH, HA KouTo jAo3ata ¢ Ouna yaBocHa, € OWio HabmoaaBaHo
JOUBMHUTENIHO HAMANeHHe HA CTOMHOCTHTE HA BTOpaTa cefMylia NP IHPBOTO UIMEPBAHE CICH
noBMiIaBaHe Ha Ao3ara. CpelHHAT NPOLEHT Ha MOHIDKABAHE HA CTOMHOCTMTE HA JIMIMHAHHUTE
napaMerpn € G CXOleH 3a JBeTe KOXOpTH 03 3HaueHHE AAIM MALMEHTHTE Ca OHIM OCTABCHH Ha
TAXHATa IHPBOHAYANHA JO3HPOBKA WITH TA ¢ Ouna yasocHa, Ha 8-ma ceamHla cpeHO NMpOLEHTLT Ha
npoMsHa oT 6azosuTe croitHocTH Ha LDL-C u TC ¢ 6un npubausutenso cpoTBerHo 40% U 30% Haz
oficera Ha BB3ASCTRUE,

Xemeposuzomua damunna xunepxonecmeporemus npy REOUAMPUYHY NAYUERMU HA 8v3pacm 10 — 17
200UHU

Mpu npoitHO-ciAmo, Iauebo KOHTPONHPAHO NpPOYUYBaHe NOCNEABAaHO OT OTBOpeHa ¢aza Ha
npoyyuBaHeTo, 187 MOMHETa M MOMHYETA C/eA [TbPBATA MEHCTpyallMs, Ha BB3pacT Mexcny 10 u 17
roguHy (cpenna Bb3pacT 14,1 roauHu) © Xerepo3uroTHa damunHa xunepxonecreponemus (FH) unu
TeRKA XHNepxonecTeponeMus ca GuaM paHnOMU3MpaHW Ha neyeHue ¢ aropsactatHH (n=140) wiu
nmnaueGo (n=47) B npoabKeHHE Ha 26 CeaMHLUH, Cleq KOSTO BCUYKH MPUEMANH aTOPBACTATWH B
NpoAB/KEHHE Ha olle 26 cegMHLM. J[03MpoBKaTa Ha ATOPBACTATHH (BEAHBX QHEBHO) € 10 mg 3a
ThpBUTE 4 CEAMMLIM U TOCTEABAINO yBenuYasane Jo 20 mg, B ¢1yyad 4e Hupata Ha LDL-xonectepona
ca > 3,36 mmol/l. ATopBacTaTWH  CMTHW(WKAHTHO HaMangBa IUIA3MEHWTEe HHUBA Ha OOILUS
xonecrepon, LDL-C, Tpurnwuepuaute ¥ anonmunonpotenH B npes nbpeute 26 ceAMULM Ha 1BOHHO-
cnanata dasa. Cpeanara gocturdara croiHoct Ha LDL-C e 3,38 mmol/] (range; 1,81 — 6,26 mmol/l}) B
rpynara Ha aTOpBACTATHH cpaBHeHa ¢ 5,91 mmol/l (range: 3,93 — 9,96 mmol/l) B wiauebo rpynara
npes 26-ceAMUYHATA ABOHHO-CANA (asza.

H,{}H'BHHHTGHHD NeANATPHYHO TIPOYYBaHC Ha ATOPBACTATHH Cpeily KoJAeCTHIOn NpH nafucHI™ ©




[Ipoyusane 3a ,MWIOCHEPAHa Yynorpeda™ MNpH DaNMEHTH C TeXKa XUNCpXONeCTEPOIeMHs
(BKMIOYHTEIHO XOMO3HTOTHA XHIEPXOJecTepolcMus), BKI4YBAa 40 neiHaTpHYHH NALHEHTH,
NEKyBaHK ¢ aTOPBACTATHH THUTPHUPAH B 32BHCUMOCT OT OTroBopa (HAKOH MauueHTH ca npuemany 80
Mg aTopBacTaTwH aHesHo). Ilpoyuranero npogbpmxasa 3 roaunu: LDL-xonecTeponsT € Hamanen ¢
36%.

JpnarocpoyHara e(MKacHOCT Ha Tepands ¢ aropBacTaTHH B JIETCKA BH3pacT 3a HamajdBaHe Ha
3a00/1EBaEMOCTTa H CMBPTHOCTTA B 3PAJIA BB3PACT HE € YCTAHOBEHA.

EBponeiickaTta areHUMA MO JIEKAPCTBATa € OTIOKMIA 3a0b/DKCHUETO 34 NIOJABAHE HA PE3yNTaTd OT
NpOY4YBAHWA ¢ ATOpPBACTAaTMH npH xena or O go nog 6-rojMilHa BBIpPacT OpH JIEYCHHE HAa
XETEpO3UroTHA (paMHITHA XHIEPXOeCTEPOaeMHA, KakTo ¥ npu geua ot () Ao nox 18-roauina BE3pacT
IPU JIEYEHMETO HA XOMOIWUrOTHA (AMHIHA XMIEPXONECTeponeMus, koMmOuHupaHa (cMmeceda)
XUTMEPXOIECTEPONIEMHs, MbPBHYHA XUINEPXOAECTEPOJIEMHS H NPCBEHIMATE HA CHPACHYHO-ChAOBH
cuOutHs (B, Touka 4.2 3a wHbopMaIKa 3a NeguaTpudHara yrnorpeda).

5.2, PapMaKOKHHETHYHH CBONCTBA

AbcopbLus
Atopeactatud ce alcopbupa Obp3o cicn nepopasino NPUIOKEHHE, MaKCHManHa IUia3MeHa

kOHUSHTpaIMA (Cmax) ce mnoctura 3a | jgo 2 daca. CremeHra Ha abcopbuus ce nokaysa
NPONOPIHOHATHO HA J03aTa Ha artopeacTatud. Cnell IIepopalHO MPHIOKEHHEe OMOHATHYHOCTTA HA
aropeacTaTid puaMUpaHu TabiaeTkH e oT 95 1o 99% B cpaBHeHHE C Ta3W Ha NEPOPaIHHA Pa3sTBOP.
AGCOoNOTHaTa OHOHATMIHOCT HAa ATOPBACcTATHH € Npubnu3uTentHo 12% ¥ CHCTEMHATa HATMYHOCT Ha
nHxubuTopHara akTHBHOCT 32 HMG-CoA penyktasara e npubnusutenno 30%. Huckara cucTemHa
HAMYHOCT CE OT/aBa Ha MPECHCTEMEN KIHPBHC B FACTPO-MHTECTHHAIHATA MYK03a H/Hu Ha first-pass
METa0ONMIBM B depH#s ApoD.

Pasnpegenenue
CpenuuaT ofeM Ha pasnpeieleHMe Ha aropeacTaTHH e mpubnusurenHo 381 L. AropBacraTrh ce
CBBP3Ba C IUTA3MEHHUTE NIPOTEUHH B 2 98%.

buorpanchopManus

ATtopsacratuH ce merabomusupa oT HUTOXpoM P-450 3A4 1o opTo-H NapaxHApPOKCHIHPAHH JCPHBATH
M padimuHu  O€Ta-OKHCIUTENHH npoAykTH. OCBEH ApYIHTE€ WHTHIIA, TE3U JEKapCTBa CC
METa0onuU3UpaT JAOMBIHUTENHO upel ruwokypoHupane. n vitro waxubmmsra Ha HMG-CoA
penyKTazara OT OpTO- H [apaXWIPOKCHIUpaHHTe MeTaboJIMTH € eKBHBAfICHTHA Ha Ta3HM OT
aropsacTaTHH. [IpuGnusurendHo 70% oT wwpkyiIupamata MHXuOHTOpHAa akTHBHOCT 38 HMG-CoA
pelyKTas3aTa ce¢ OTAaBa Ha akTHBHHTE MeTabOMHTH.

ENMMUHHpaHE

ATOpBacTaTHH C€ H3IbYBA MPEOUMHO ¢ JKJIbYKATa ClEJd XermaTalneH WHIH eKCTpaxenaTaneH
metabonmanm. Harnexkpa, ofaude, ¥e neKApCTBOTO HE TIPETHPIABA JHAYKWTENHA CHTCPOXETATANHa
peuupkynanus. CpefIHHST IUIa3MEH oyXMBOT HAa aTOpBAacTaTHH IPH Xopa € mpuOmusutenzo 14
yaca. [Tony»HBOTET Ha HHXHOUTOpHaTa akTHBHOCT 332 HMG-CoA peaykrasata € npubnusurenHo 20
a0 30 yaca mopaliu yYacTHETO HAa aKTUBHHTE METaDOTUTH.

CreyuanHu nONYRayuy

{flayuenmu e cmapuecka gv3pacm:

[17a3MeHUTe KOHLEHTPAMK Ha aTOPBAcTATHH ¥ HETOBMTE AKTUBHHW METAbONWTH Ca NO-BUCOKH NpH
3gpaBH XOpa B CTApYeCKa BBH3PACT, OTKOJKOTO NMPU MIARH IALMEHTH, & €PEKTHTE NO OTHOWEHHE Ha
JTUOHAUTE ¢4 CPABHHMH C T€3H MpH I10-MJIAAH NALKUEHTH.




Heduampuuna nonynayus.:

B oTBOpEHO, 8-CEAMUYHO MPOYUBAHE, ICAHATPUYHE MALMEHTH (Ha BE3pacT 6-17 roguHu) 1 crapuii no
Tanner (N=15) u cragnii no Tanner >2 (N=24) c xeTepo3uroTHa GaMunHa XUIEPXoJeCTEPONeMHs U
6azoeu croiinocty Ha LDL-C >4 mmol/l ca nexysanu ¢ 5 wiu 10 mg Tabnerku 3a QBBYEHE MIIH
crorBeTHO 10 Mian 20 mg ¢uaMapapy TabNeTku ATOPBACTATWH BEJIHBK JHEBHO. ENMHCTBEHATa
JHaYMTe/IHA TPOMAHA BbB (PapMaKOKUHETHYHHA MOES Ha MONYaUMATa, JIEKYBaHa ¢ aTOpBACTATHH, €
TelecHaTa Maca. BHAMMMAT nepopaneH KIHPBHC Ha aropBacTaTHH NpPH NEAHATPHYHH MAaLMEHTH CE
ABABa mogobeH Ha TO3H IIPU BB3PACTHU Clied aJOMETPHYHO H3MEpBaHe HA TEJIECHOTO TEIVIO.
CroreerHo Hamanenue na LDL-C u TC ¢ Ouno naOmogasano B AMaAna3oHa Ha SKCHO3WUMs HA
aTrOpPBacTATHH H O-XUAPOKCHATOPBACTATHH.

Hon.

KoHueHTpauHHTe Ha aTOPBACTATHH W HETOBHTE AKTUBHM METabONMUTH MPH XKEHUTE C€ pasnuvaBar 0T
Te3n npH MBxkeTe (xeHHn: npubnuanrenHo ¢ 20% no-Bucokd 3a Cp, M € 0x0on0 10% mo-HHUCKH 32
AUC). Te3n pasnukd HAMAT KJIHHHYHO 3HAYCHHE W HAMA KJIMHHYHO 3HAYHUMM PasnuKd Mexay
¢eKkTHTE MO OTHOLUEHHE HA TUITHIUTE TNPH MBXKE H XKEHH.

Hayuenmu ¢ 6v6peuno yepescoane.
BrbpeunuTe 3a00NsaBAHHA HAMAT BIMAHHE BLPXY TUIA3MEHUTE KOHICHTPALHA AIIH BbPXY JIHIIUAHATE
e)eKTH Ha ATOPBACTATHH W HETOBUTE aKTHBHH METAaDOINUTH.,

Hayuenmu ¢ ueprodpobro yspesicoane.

[T1a3MeHHTe KOHLEHTPALHY HA aTOPBACTATHH ¥ HEroBUTE AKTHMBHH META0OIMTH ca 3HAUMTEITHO T10-
BHCOKH (nipuONH3uTEaHO 16 IBTH 38 Crp M 11 eTH 32 AUC) npy NaiueHTH ¢ XpoHUYHA alKOX0JIHa
uyepnoapoOHa Gosiect {Child-Pugh B).

SLOCIBI norumopguzem

YepHoopoOHoTo 3axpamaHe Ha Beudkd HMG-CoA-peaykrasHu HHXMOMTOPH, BKIHOYHMTEITHO
aTopBacTaTMH ¢e W3BbpiuBa mocpeactsoM AOTP1B1 rtpadcnopren nportewH. IIpyw nmauueHTH CBC
SLCOIB!1 nonumopdH3bM HMa pHCK OT MOBHIISHA €KCIIO3HIIWA Ha aTroOpBacTaTHH, KOCTO MOXC Ja
J0BeZie [0 TMOBHIUEH PUCK OT pabmomuonusa (Bxk. Touka 4.4). [TonuMOpQH3IMBT NpH reHa, KOAWpAIL
OATP1B1 (SLCOIBI ¢.521CC), ¢ cBbp3ad ¢ 2,4 OBTH MO-BHCOKA CUCTEMHAa HAJMYHOCT Ha
aroppacratvi (AUC) B cpasHenne ¢ unaubuan Oe3 Tom renotuned sapuant (¢.521TT). llpn Te3n
OAWEHTH € BB3IMOXKHO CBINO TEHETHYHO M4 ¢ HapyLleHo 4YepHOJpoOHOTO 3axBalllaHe Ha
ATOPBACTATUH, BH3MOXKHUTE NOCNEACTBUA BHPXY €PHKACHOCTTA ¢a HEH3IBECTHH.

5.3. IpeakJIHAUYHM JaHHH 3a 0€30MACHOCT

ATOPBACTaTHH HE € NOKa3asn MyTareHeH WIN KIacToreHeH NMOTeHUMan B 6atepust T 4 in Vitro TecToBe
M B eAdH aHaNH3 in vivo. ATOpBacTaTMH He € KaHUEPOreHEH 34 IIBXOBE, HO INpH IMPHJIAraHe Ha
BUCOKY I03W NPY MUIIKY (HoBenu Ao 6-11 meTu no-Bucoku croitHoctd Ha AUC (0 mo 24 maca) B
CpaBHEHUE C TE3H TIPH XOpa, NPHeMatH Half-BHCOKATa NPENOPhUNTENHA A03a) Ca c& MOABIIH CNyHaH
Ha XenarouenynapeH AASHOM NPH MBKKHATE Y XSTATOUESNYNAPCH KapUUHOM MPH XCHCKUTE XHBOTHN.

liMa gaHHu or npoyusanuA npu xkuBoTHu, 9¢ HMG-CoA-penykrasHute HHXHOWTOpDH MOXe Aa
BNUAST BBPXY Pa3BHTHETO HA emOpuoHHUTE U (eTycure. [TpH MIbXxoBe, 3aillH ¥ Ky4eTa aTopBacTaTHH
HAMA e(ekT BHPXY (DEPTH/IMTETA M He € TEpATOreHEH, HO NMpH TOKCHYHH 33 MaHKaTa RO3H, NpH
TBXOBE ¥ 3afili € cHabnoaaBaHa (eTalHa TOKCHUHOCT. Pa3sBUTHETO HA MOKOJICHHETO TIPH TUIBXOBE €
3a0aBEHO M MOCTHATAIHOTO OUEJABaHe HAMATIEHO IpH eKCIIO3MIHA Ha Maiikara Ha BHUCOKH I03H
atopsBacTaTH. IIpy IIBX0BE WMa JOKA3ATENCTBO 32 TIPEMHHABAHE HAa JIEKapCTROTO NPE3 IUALCHTATA.
[Ipy npXoBe IUIa3MEHWTE KOHLEHTpAalldH Ha aTopBacTarvH ca OJU3KH A0 TE3H B MIAKOTO. He ¢
M3BECTHO JAMH ATOPBACTATUH U HETOBUTE META0ONUTH Ce EKCKPeTUparT B KbpMara.




6. DAPMAIEBTHYHU JAHHH

6.1. CnuchbK Ha IOMOIIHATE BEMECTBA
Kannues kapbonar

Jlakro3a MOHOXMApAT

MHukpokpucTanHa Lemynosa
Kpockapmenosza nwarpuii

Ionncopoar 80

HuckoBrcko3Ha xuapokxcunponunuenynosa (HPC-SSL)
Marnesues creapar

PHIMOBO NOKPHTHE
Onanpait AMB OY-B-28920 — nonu(Baumiios ankoxon), Turanos guokcua (E 171), Tank (E553b) —

siyzenan, aeuMTHH (E 322) - rank (E 553b) (1/1) u kcanToHoBa ryma (E415).
6.2. HecnemecTumocTn

Henpunoxumo

6.3. Cpox Ba rogsoct

2 roauHH

6.4. Cnennajnm yc/10BHs HA ChXpaHenue

Ha ce crxpaHABa Ha MACTO, HEAOCTHITHO 3a Acua.

Ja ce cbxpaHaBa B OPHIHHAITHATA OfIAKOBKa.
Ha ce cvxpanaea o 25°C.

6.5. BuA H cHABpAKANHEE HA ONAKOBKATA

bnuctep or 6410 venpospauno Al-Al goamo.

Pasmep Ha onakoBkuTe:

30 $unmupanu TabaeTku.

90 dpunMupany Tabnerku

He BcHUuKH BHANBE OMAKOBKH MOKe A3 GBAAT MyCHATH B NpofaxGa.
6.6. CnennaNHaH NpeANA3SHE MEPKA NPH R3IXBLPIAAHE

Hsama cneruanHu W3UCKBaHUS.

HewsnonssanusaT nexapcTeen NpoxyKT WK OTIIaf’bYHKTE MaTEPHa/H OT HEro TPAGBA [a ce H3XBBPIAT
B CHOTBETCTBHE ¢ MECTHHTE H3HCKBAHMA.

7. UHPHATEXATEJI HA PASPEHIEHHVETO 3A YIIOTPEBA
HOBEJI ®APMA EOQON

OxonosprcreH oeT Ne 36
Codus 1415, bnnrapus

8. HOMEP HA PA3SPEIIEHUMETO 3A YIIOTPEBA




Per. Ne 20120469

9. JATA HA IBPBO PASPEINIABAHE/MOIHOBAABAHE HA PAZPEILEHHETO 3A
YIIOTPEBA

Hara Ha mbpBo pazpewasane: 20.09.2012r.
10. TATA HA AKTYAJNU3IHPAHE HA TEKCTA

08/2017




