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1. UME HA JIEKAPCTBEHUSA INTPOAYKT

ATtopBuH 20 mg ¢punMupaHu TabsieTKH Sl csiaseegic
Atorvin 20 mg film-coated tablets :' Y00B0eHE

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

2.1. O0mo onucaHue
Besika punmupana tabnerka cbabpka 20 mg aTopBacTaTUH Karo aropBacTaTHH KaJILUMHU TPUXHUpaT

(atorvastatin calcium trihydrate).

2.2. KauecTBeH H KOJIHYECTBEH CHCTAB

[loMOLIIHO BELIECTBO C U3BECTHO JICUCTBHE:
Bcesika gunmupana tabnerka AtopsuH 20 mg cbabpka 64,15 mg j1akTo3a MOHOXU/IpAT.

3a MBJAHUA CIUCHK HA MOMOIIHK BEIIECTBA, BUIKTE TOYKa 6. 1.

3. JEKAPCTBEHA ®OPMA

Punmupana radierka
beaun npoabarosatu puiMupaHu TabIETKH.

4. KJHUHHUYHU JAHHHU
4.1. TepaneBTHYHH NOKA3aHHS

XHUIIEPX0JIECTEPOJIEM U

ATOPBHMH € N0Ka3aH KaTo J0NbJHEHUE KbM JMETAaTa 32 HaMaJIABaHE HA MOBULLIEHUTE 00LL XOJECTEPOI,
[LDL-xonecrepon, anonunonporedH B W Tpurmvuepuad npv  NauMEHTH € [IbpPBHYHA
XHUINEPXONECTEPOIEMHUS, BKJIIOUMTETHO (PaAMUIIHA XUIEPXOJIECTEPOIIEMUS (XETEPO3UIOTEH BAPHAHT)
WiM KoMOMHMpaHa (cmeceHa) xunepaunuiaemus (orrosapsiw@a Ha tan lla w Ttun Ilb ot

knacupukaumara Ha Fredrickson), koraro egexkTbT Ha auerata WU JApyrure HedapMakoJIOrMyHH
CPEe/CTBA € HE/I0CTATbYEH.

ATOpPBUH € NOKa3aH CbIIO M 3a MOHWkKaBaHe Ha oOwuMa xonecrepoil U LDL-C npu naumeHTu c
XOMO3MIOTHA (paMUJIHA XMIIEPXOJIECTEPOJIEeMHA KAaTo JOMbJIHEHHE KbM JIPYITHTE METOAM 3a
NnoHWKaBaHe Ha Junuaute (Hanpumep adepe3a Ha LDL) uim B cnyuaure, Kkorato Te€3M METOAM ca
HEIOCTBITHH.

[IpoduiakTika HA CbPACYHO-CBHA0BO 3a00sBaHE

[lpodunakTuka Ha CbpPACYHO-CHAOBU MHUMIAECHTH MPH NMAUMEHTH, TIPH KOUTO € OLICHEHO, Y€ uMar
BUCOK PHUCK 3@ MBbPBO CbPJACYHO-CHAOBO CHOUTHE (BXK. TOUKA 5.1) KaTO JIOMBJIHEHHE KbM KOpPEKLIUATA
Ha JApPYId pUCKOBH (DaKTOPH.

4.2. J103HPOBKAa H HAYHH HA NMPHJI0KEHHE

Jo3upoBka
[lpean na 3arnouHe JjeyeHUe ¢ ATOPBUH NALMUEHTBHT TpsAOBa aa Obje HOCTHBEH
MOHWXKaBAlA XoJlecTeposia aueTa M TpsabBa Ja NPOABL/IKM /a Cra3Ba Tasu ME ‘s\uh




ne4deduero. Jlosure Tpadea n1a ObAaT HHAUBUAYATH3IUPAHY B 3aBICUMOCT OT U3XOAHKTE HMBA HA LDL-
X01€CTEpONna, UeJTa Ha JCUEHHETO U OTTOBOPA HA MNALMEHTA KbM JICYEHHETO.

O6buuaifinata HayanHa po3a € 10 mg BeaHBXK OHEBHO. Kopekuds Ha 103aTa CE€ H3BLPILBA NPe3
MHTEpBANH OT 4 WIKM NOBeYe ceamuLiM. Makcumanyara noza € 80 mg BeaHBK AHEBHO.

ITvpeuuna xunepxonecmeponemun KoMbunuparna (CcMecena) Xuneprunuoemun

[loBeueTo mauMeHTH Ce€ MOBAMABAT YCnemHo ¢ ArtopsMH 10 mg dunmupanHud TabIETKH BEAHBX
NHeBHO. TepaneBTH4EH eexkT ce NOAy4YaBa o0 ABE CEAMHULM, & MAKCHMAIIEH TEPANeBTHYEH €eKT Ce
nocrura 0OUMKHOBEHO 32 4 ceamuLin. EQexTsT ce 3ana3Ba npu NpOABLIAUTENHO JIEYEHHE.,

Xemepo3uzomua QaMuina Xunepxoaecmeporemust

Jlevennero 3amouBa ¢ ATopBHH 10 mg d¢uiMupand TtabneTku BeaHwbXK AHeBHo. [lo3ute ce
UHAUBUIYQIW3IMPAT U KOPUTUpaT Ha Bceku 4 ceaMuum ao 40 mg nuesHo, Cnen ToBa 103aTa MOXKE /1a
Obae yeennueHa 10 Makcumym B0 mg nHeBHo uauM ATtopBuH 40 mg dunMupaHy TabNETKH
CAHOKPATHO ¢€ KOMOWHHPAT ChC CEKBECTPAHT HA XKIThYHUTE KUCETUHH,

Xomozuzomua Gamuina Xunepxorecmeponemus
Hanuunu ca orpaHnded Opoi RaHHU (BXK. TouKa 5.1).

JI03MpoBKaTa Ha aTopBacTATHH MPH MAIIHEHTH C XOMO3WIoTHa JaMHUNHa XUMEPXO0JECTEPONEMHUS € OT
10 no 80 mg nueBHO (BXK. TOuKa 5.1). ATopBacTtaTHH TpsaOBa Aa ObAE H3INON3BAH KATO AOMbJHEHHE
KbM APYrd JMIIMAONOHWXKABAIUK TepaneBTUYHU cpeacTea (Hanp. LDL-adepesa) npy T3 nauneHTH
UJIH TIPH HEBBIMOXHOCT 33 U3MTOM3BAHE HA TaKHMBaA CPEACTBA.

[Ipogpunaxmuxa na cepdeyuro-cv0060 3a60126aHe

[Tpy mpoyuBaHdATa 3a MbpBHYHA npodunakTUka go3ata € Ouna 10 mg nHerHo. Moxe na ca
HeoOX0aUMH No-BUCOKHM J03M, 3a 1a ce NoAAbpxaT HWBa Ha LDL-xonecrepona, criopes HacCTOALLIKWTE
PbKOBOICTBA. |

[layuenmu c bvbpeuno yapedicoane
He ce Hanara npomsHa B no3arta (Bx. ToUka 4.4).

llayuenmu ¢ uepnodpobHo yvepexcoane

ATopBuH TpaOBa Aa ce npunara ¢ NOBUINEHO BHUMaHHE TMPH MALKEHTH ¢ YEPHOAPOOHO YBpEKAAHE
(Bk. Toukd 4.4 ¥ 5.2). ATOpBMH € NpPOTUBOINOKa3aH MPH NAUHEHTH C AKTUBHO YepHOAPODOHO
3abonsBaHe (BXK. TouKa 4.3).

IIpunoxcenue npu nayuenmu 6 cmapyecka evb3pacm
EjurxacHocTTa 4 6€30NaCHOCTTa NpH NALMEHTH HAA 70 rOAUHM, MPUEMalY NMPEMnOPLYBAHHATE 103U, Ca
CXO/HM C Te3W NpH obulaTa nonynauus.

[eduampuuna nonvaayus

XUnepxXonecmeponremun
[IpnaraHeTo Ha JIeKApCTBEHHUA MIPOAYKT B NeAUaTPpHaTa Tpa0Ba Ja ce U3BBPLIBA CAMO OT CRELMANNCT
C OIIMT B JIEYSHHUETO HA ACTCKA XMNOEPAUNMASCMUA, KATO NAaUMEHTHTE TpAOBa na 6bAaT npeueHABaHU
PEAOBHO 10 OTHOILIEHHWE HATpEAbKA HA ISHEHHETO.

[Ipy nmauueHTd Ha 10 U noBeye rOAMHW NPENOPBLYMTENIHATA CTAPTOBA A03a aTOpBacTaTHH € 10 mg
AHEBHO ¢ yBejn4yaBaHe 10 20 mg AHEBHO. Y BENHYECHHETO Ha A03aTa TPAOBA Na ¢€ W3BbPLIBA CHIJIACHO
MHIMBUAYANHUSA OTroBOP M MOHOCHMOCT Ha MNauueHTMTe B neauarpuara. HMudopmauusta 3a
0e30MacHOCTTA NpU NpUIaraHeTo Ha A03d Haa 20 mg, otropapany Ha okono 0,5 mg/ke npu nauueHTH
B NNeJUATPUATA, € OrpaHHYeHa. '

OnuThT B NeauaTpuaTa npH aeua Mekay 6- U 10-roguiiHa Bb3pacT € orpaHHueH (BX.




ATOpBaCTAaTUH HE € NMOKAa3aH 3a JieYeHHe Ha nauueHT noa 10-roguuiHa se3pact.

Hp}’FH JJICKApCTBCHH (bOpMH/KOIIH‘IECTBEl Ha aKTHBHOTO BCLUECTBO MOXKC 4a Ca NOoAXOOALWN [IPH Td3H
[MOITYJIaLHA,

HayuH Ha NPUICKEHHE
ATOpPBHYH € NpelHa3HAYEH 33 [epOpanHo NpunokeHye. Beska AHeBHa A03a aTOPBACTaTHH ce NpHeMma
HABSAHBXK M MOKe Aa Obje npueMaHa Nno BCAKO BpeMe Ha AcHA CbC WK O€e3 XpaHa.

4.3. IlpoTuBonokazanns

ATOPBACTATHH € MPOTHBOMNOKA3AH MPH MAUHEHTH:

- CbC CBPbXYYBCTBUTEITHOCT KbM 2KTUBHOTO BELUECTBO WIHM KbBM HRKOE OT NOMOLUIHUTE BEUIECTBA HA
NeKapCTBCHUA NPOAYKT, U30PpoeHH B ToUKa 6.1,

- C AKTUBHO 4€pHOAPOOHO 3a00NABAHE WM HEUIACHEHO MEPCHCTUPALLO MOBUILIEHHE HA CEPYMHHTE
TPaHCAaMHHA3H, HAAXBbPASLIC 3 ITETH TOPHATA MPAHUIIA HA HOPMATA;

- N0 BpeMe Ha OPeMEHHOCT, KbPMEHE U MPH XKEHU C AETEPOAECH MOTEHUUAN, HEMPUNATaUIH CHIYPHH
KOHTPALENITHBHY CPEACTBRA (BXK. TOUKA 4.6).

4.4. CneunaaHn npeaynpexxaeHHa U NpeanaiHd MepKH NpH ynorpeba

YepHoapoOuy npossu

TpsabBa na ce HanpaBAT QYHKUHOHATHH YEPHOAPOOHHU W3CNEBAHUA NPEAH 3aM0MBaHE HA NEUYEHHETO U
nepyonnuHo cnea tosa. [IpH nauneHTH, Npyu KOUTO ce noAsaT Oene3u U CUMITTOMH, NMPEANoaaraiy
yepHoApPOOHO yBpeXaaHe, Te3U TECTOBE Ca 3aAbJKUTENHH. [1alMeHTH, NMPH KOUTO Ce NOBUUIAT HUBATA
HA TpaHcaMuHa3zuTe, TpabOpa aa OBJAT KOHTPONMUP2HH OO0 HM3YE3BAHE HA OTKIOHEHHETO
(oTKNoHeHuATa). AKO MOBHUIEHHETO HA TPAHCAMKHA3HWTE, HAJAXBbPAALIO NOBEYE OT TPH NLTH NrOpHATA
rpaHylia Ha HOpMAara, MEPCHCTHPA, CE NPENoPbYBa HAMAJNABAHE HA J034TA WIM NPECYCTAHOBABAHE HA
npueMa Ha ATOpPBHUH (BA. To4ka 4.8).

ATOpBHH TpabGBa Aa ce npuiara NpeanaziiBO NPH MAUMEHTH, KOUTQO KOHCYMHPAT 3HA4MTENHH
KOJIMYECTBA ANKOXOJ W/ IR UMAT aHaMHeE3a 3a 4epHoapoOHO 3abonseane.

[IpenoTBparaBane Ha_ MHCYAT 4Ype3 arpecHBHO HaMalABaHe Ha XonecTepona {Stroke Prevention by
Aggressive reduction in Cholesterol Levels (SPARCL))

Post-hoc aHanuz Ha cyOTHNOBETE MHCYJITH NP NauydeHTH 0e3 ucxemudna doqaect Ha cepuero (UbC),
KOUTO ca OWIM ¢ HACKOPO NpeKapaH UHCY/IT WK TPAH3MTOPHA HCXeMHYHa ataka (T1A), € nokasan no-
BUCOKA YECTOTA Ha XeMoparuueH HHCYJT MpH MauMeHTHUTES, BKIKUYEHH HA TCPANHMA ¢ aTOpPBACTATHUH
80 mg cnpamo mnauebo. IloBuileH pUCK € OTOENd3aH NPEAUMHO NPU MALUCHTUTE ¢ MNPEAXO/EH
XEMOPArHueéH WUHCYJIT WIM NAaKyHapeH WHQAPKT NMpy BKIIOUBAHE B MPOYUBAHETO. 3a MALMEHTUTE C
APEAXONEH XeMOparvyeH WHCYAT OAllaHChT MEXAYy PUCKOBETE W Nnon3ure or aroppacraTtuH 80 mg ¢
HECUTYPEH H MOTEHLMATHHAT PUCK OT XeMoparuueH UHCYNT TpaOBa aa Obiae BHUMATENHO MpeLeHeH
npeay 3anoUuBaHe Ha TepanudaTa (BXK. Touka 5.1).

[TposiBK OT cTpaHa Ha CKEIETHATA MYCKYNATypa

ATopBacTaTuH, Kakto W apyrute HMG-CoA-penykTasHH UHXWOMTOpDYM, B pedKd ciiyyad MOXe Oa
OKaXXe HeOAaronpHATHO BBL3ACICTBHE BbPXY CKENETHATA MYCKyJiaTypa ¥ Aa [pPUYMHU MHaNTH4,
MHUO3UT KM MHOMATHA, KOMTO MOrar nAa MnporpecHpatr Ao pabaoMuonusa - [OTEHUHATHO
MUBOTO3ACTPALIABAILO ChCTOSHHE, XAPAKTEPH3IUPALLO C& CbC 3HAYMTENHO MOBHIUIEHHE HA HUBATA HA
kpeaTuHkuHaszara (KK) - (> 10 neTy Han HopMara), MUOrnoOHHeMuss H MUOFIOOHHYpHS, KOHUTO MOTar
na aoseaar oo 6b0peyHa HeJOCTATBbYHOCT.




IIpedu nevenuemo
ATopBacTaTuH TpAOBa Ja ce W3NOA3Ba BHHMATENIHO TIPH NMAauMeHTH ¢ npeapasnonaraiy ¢pakTopH 3a
pabnoMnonuia. HuBara Ha kpeaTuHxuHazata (KK) Tpabesa na ce uv3cneasar npeayd 3anouBaHE Ha
NIeHEeHHE CbC CTAaTHH B CAEAHHTE CIYHaM:
-  OuOpeuHo yBpeXKaaHe;
- XHNOTHPEOHIH3BM;
- aHaMHe3a, BKJ. H CEMEIHHA, 3a HACNEACTBEHH 3a00N9BaAHHUA HA MYCKYJINTE;
- aHaMHe3a 33 MYCKYJIHA TOKCHYHOCT OT CTaTHH UnH gubpar;
-  aHaMHe3a 3a 4YepHOoAPOOHO 3a00/sBaHEe W/HNHK yNoTpeda HA 3HAYHTENIHHK KOJTMYECTBA aJIKOXOM;
- [IpY MAUUEHTH B cTapyecka sn3pact (> 70 r.) Tpabea aa ce umMa npeaBUx HEOOXOAUMOCTTA OT
TOBA M3CJICABAHE B 3aBUCHMOCT OT HANMYMETO HAa APYrd (pakTopH, nNpeapa3nonaraliy KbM
pabAoMMOAN3a;
-  KOratQ € Bb3MOXKHO NOBUIUABAHE HA TUTA3MCHWTE HUBA, Hanp. MpPH B3anMOJEHCTBHA (BX.
TOYKA 4.5) ¥ CICUMANHM NOMYJ1AUKMH, BKJ1. TEHETHYHH CyOnonynauuu (BX. Touka 5.2).

B takuBa cuTyauMu TpadBa [a Ce MpeucHH PUCKBT OT JICYEHUETO CNPAMO BB3IMOXHHTE NOJ3H H Ce
npenopbyba KJIHHUYHO NpocieasBaHe.
He tpsbBa na ce 3ano4Ba jeveHne, ako U3xoaHuTe HUBa Ha KK ca 3HaunTeHO noBUILeHH. (> 5 TBTH

HaJ HOpMarTa).

H3mepBaHe Ha KpeaTUHKKHAa3aTa (KK)

KpeatuHkuHazata (KK) He TpsaOBa na ce u3csnenpa clicll HAMPErHaTo Gu3v4eCKO HATOBAapBaHE WIH
NMpd HATHYMETO HA BEPOATHA aNTEpHATUBHA npu4MHa 3a yBeaudeHnero Ha KK, Te#A Kkarto
WHTEpPNpeTaLMATa Ha PEIYNTATHTE B TAKUBA CITYYaM € 3aTpyAHeHa. AKO U3XOAHUTE CTOMHOCTH Ha KK
Ca 3HAYMTENHO MOBUILIEHH (> 5 MBLTH HaJd HOPMATA), HWBaTa TPAOBA Oa ce M3CNEABAT NOBTOPHO B
paMKUTe Ha S5 10 7 AHHM, 3a Ja CE NOTBLPAAT pPe3yTaTHTE.

Ilo apeme Ha nevenuemo

- [launenturte Tpaba na 6Gbaar npenynpeneHd BEOHAra na ChbOOLUABAT 3a OAB3 HA MYCKY/IHH
OonkH, Kpamnu Win cinaboct, ocobeHO B CAydYyauTe, KOrarg TOBA € TMNPHIAPYXKEHO C
HEPA3MONGKEHUE UK MOBULLIEHHE HA TEMIIEPATYpaTa.

- Tpabea na ce n3cnenpar HuBatra Ha KK, ako ce MmodABAT TakHBa CHUMIITOMHM M0 BPEME Ha
TeEpanuaTa ¢ atopeactarud. Heobxoanmo ¢ npekparaBaHe HA TepanusTa, aKko C€ YCTAHOBH, 4e
TE3W HUBA Ca 3HAYUTENHO MOBHLUCHHU (> 5 TbTH HAJ HOpMAaTa).

- Tpabea ga ce oOMNCIN NpeKkpaTaBaHe HA NEYEHUETO, AKO MYCKYJIHUTE CHMIITOMH Ca TEXKH M
NPEeAH3BUKBAT NOCTOAHEH TUCKOMPOPT, HOpH U B cay4yauTe, korato KK c¢a nosuiueHu ao < 5
NbTH HAA HOPMATA.

- Ako cumnromMuTe oTwymAT M HuBata Ha KK ce HopManuizupar, MoxXe Ja ce 0OMHCIH
NOBTOPHO BKJKOYBAHE HA ATOPBACTATUH WM 3aMO4YBAHE HA TepalHus C A1TePHATMBEH CTATHH
NMpH H3MON3BAHE Ha HAR-HHCKATA 1038 U CTPUKTHO MOHUTOPHpaHE.

- IlpuemtT Ha aTopBacTaTvH TpaAdBa Aa ObIE NPEeyCTAHOBEH, AKO € HAJIWLE KIIMHUYHO 3HAYHMO
nopuuieHue Ha Hupata Ha KK (>10 nbTH Han HopMmaTa) MM ako ¢€ JHATHOCTHLHpA WIH
noao3upa pabnomuonnsa.

Eonogpemenen npuem ¢ Opyu AeKapcmeeH i nNpooyKmu
PucksT OoT pabaoMuony3a ce NoBUUIARA NPU ENHOBPEMCHEH NMPHUEM HA aTOPBAacTaTHH C oNpenesieHu
NEKAPCTBEHH MPOAYKTH, KOUTO MOraT Aa NOBUILUAT FU1a3MEHATa KOHLEHTpAaLMA Ha aTOPBACTATHH, KaTo
MOLIHHTE HWHXWOMTOpH Ha CYP3A4 unu TPAHCMOPTHUTE TMPOTEUHH (HAMp. LMKIOCIOPHH,
TCAUTPOMHULIMH, KNapUTPOMULMH, [ENaBUPAUH, CTHPHIEHTOJ, KETOKOHAa30/, BOPHUKOHA30N,
UTPAKOHA30/, No3akoHa3oa uau HIV-nporeasny HHXHOUTOPH, BKIKOUKHTEAHO PUTOHABHP, JIONTMHABHD,
aTa’aHaBHUp, HHRUPABUP, JAPYHABHP M Ap.). PUCKBT OT MHONATHUA MOXE CbLIO Aa ObJe NoBUILEH MPH
€HOBPEMEHHOTO MPWIOKEHUE ¢ reMpubposun u apyrd ¢ubparv, OouenpeBup, epPUTPOMHLHH,
HHALMH, €3e€THMHO, TesnarnpeBup Wi KOMOMHAUMA OT TUNPAHABHP/PUTOHABHP. AKO € Bb3

BMECTO Te3H Nekapcersa Tpadpa na ¢e oOMNCIAT anTepHaTUBHH (HEB3aUMOAEHCTRAILIH) TEP




Muoro psaako ce cpo0masa 3a UMYHOMEAUMHMpaHa HekpoTusupatua muonatns (Immune-mediated
necrotizing myopathy, IMNM) no Bpeme UnM cien NeYeHHE CBC CTATHHH, BKIKYHUTENHO €
aropsactatuH. IMNM KIHMHWYHO CE€ XapaKTepu3dpa CbC ¢1aboCcT HA NMPOKCHMAIHHTE MYCKYJIH M
NOBAULICHW HUBA H& KPECATHHKKHA3A, KOETO MPOABLIKABA BLIPEKH NPEKPATABAHE HA JCYEHUETO ChC
CTATUHMU.

B cnyyau, KOraro € HeOOX0AMMO €AHOBPEMEHHOTO IPHIIOKEHHUE Ha TE3M JIEKAPCTBA ¢ aTOPBACTATHH,
noazata U pUCKBLT OT CBITLTCTBAUIOTO JieueHHEe TpAOdBa Aa O6baat oOMHUcneHd BHUMATENHO. Korarto
NALUMEHTHTE TONY4YaBaT JICKApCTBA, NMOBULIABAINK TUTA3MEHATA KOHLUEHTpaluMs HA aTOpBAaCcTATHUH, CE
MPEenopbyYBa MO-HUCKA MAKCHMAITHa 1033 HA aTOPBACTATHH. B CnyyauTe ¢ €AHOBPEMEHHO NPHUNAraHe ¢
MOLUHH UHXUOUTOPU Ha CYP3 A4 Tpadra na ce oOCHAH MO-HACKA HAYAJIHA 1033 HA aTOPBACTATHH U CE
MPenopbLYBa CbOTBETHO KJIMHHYHO MOHHUTOPHPAHE Ha T€3H MaluueHTH (BXK. Touka 4.5).

EnHOBpeMEHHOTO NPRAAraHe Ha aTOPBACTATUH U (YCHAUHOBA KMCENIMHA HE ¢e npenopbuBa. ETo 3aito
Mo BpEME Ha Tepanusa ¢ (ycuAMHOBA KMCENHUHA TpAOBa 1a ce OOMMCIH BPEMEHHO NpeKpaTaBaHe Ha
NpUEeMa Ha aToOpBAacTaTHH (BXK. TOUKA 4.5).

PHCK®T OT MHONatHs H/WnH pabaoMHOIM3a MOXE Aa C& MOBHUIUH MPH CbIIbTCTBALLO PHIOKEHHUE Ha
HMG-CoA peaykrasHy MHXHOUTOPH (HAMp. aTtopBacTaTHH) U AANTOMULUMH (BXK. TO4Ka 4.5). Tpabea
aa ce oOMMCIIM BpEMEHHO ClMpaHe HAa ATOPBUH NPH NAUMUEHTH, NMpHEMaLluM AANTOMMLHWH, OCBEH aKo
NON3UTE OT ChIBTCTBALLOTO APHIOKEHUE HE NPEBULIABAT PUCKA. AKO CHBMECTHOTO NPUI0KEHHE HE
MoK Aa ce u3dberde, Hupara Ha KK Tpa0Ba na ce uamepsar 2-3 MuTH CEAMHUYHO W MALMEHTHTE TpaOBa
Aa ce HaOnrogaBar BHMMATENHO 3a BCAKAKBU NPU3HALKM WM CUMIITOMH, KOMTO OMxa Moriu jaa ca
U35Ba HA MUONATHA.

[leayaTpUy4Ha nonynaius
Bce ouwe nama gaHHu 3a O€30NMacCHOCTTA Ha NEKAPCTBEHUA MPORYKT NO OTHOLICHUE HA PACTEeXa M
pPa3BMTUETO NPU Ta3u nonyjaauus (Bx. Touka 4.8).

Hurepcruuranna 6enoapodna donecr

M3onupanu cayyad Ha MHTEpPCTHUMANHa OenoapodHa 00/1€CT ca AOKA3ABAHY NPH HAKOHW CTATHHH,
oco0eHO NpH MpoaAbMXKUTENHA TepanHsa (BK. Touka 4.8). CUMNTOMHTE MOTAaT Aa BKTHOYBAT JUCIHES,
HEMPOAYKTHBHA KaUUIMLA M RJIOLIABAHE HA UANOCTHOTO 3[PABOCNOBHO ChLCTOAHHE H& OpraHu3Ma
(yMopa, 3ary0a Ha Terno H Tpecka). AKO €€ YCTAHOBH, Y€ MAUMEHT € pa3BUNl MHTEPCTHUHMATHA
OenogpoHa DonecT, repanyvaTa CbC CTaTUHU TPAOBA 1a ObAE npekpaTeHa.

3JaxapeH nuaber
HskoH AaHHH NMOKA3BaT, Y€ CTATHHHUTE KaTo KJ1ac ieKapcTBa NOBUILABAT HKMBATA Ha IJil0Ko03a B KpPLBTa

W, NPH HAKOW NAHWEHTH ¢ BUCOK PUCK OT Objaewl amaber, Morar Ja npead3BHKaT HUBO Ha
XHNEPrNIUXEMMA, NPU KOETO € MNOAXOASLI0 NIPUIAraHeTO Ha CTAHAApTHO JiedeHue npud Auaber.
Boopeku ToBa NOHMXKAaBaHETO HAa CHAOBHA PHMCK OT CTaTHHHMTE NpPEBHIIABA 110 3HAYEHHUE PUCKA OT
auaber ¥ Toil He Tpabsa Aa ObIe NPHYUMHA 3a NPEKPATABAHE HA TEpPANHMATA CbC CTAaTHHU. PHckoBuTE
nauMeHTH (rmoxo3a Ha rnagHo 5,6 xo 6,9 mmol/l, BMI>30 kg/m’, noBuiIeHH TPUTIIHLIEPHAH,
XHUIMEpTOHUA ) TpAOBa na ce NpocneaaBaT KIMHUYHO K OMOXMMHYHO CBhITIACHO MECTHHTE PBKOBOJACTRA.

[1oMoIHH BellecTBa

ATOpPBHH Cbabpka naxro3a. [lauMeHTH ¢ peakW HacneACTBEHHM NpodNeMHM Karo ralakTOo3Ha
HEMOHOCUMOCT, JaKkTaseH aehUUMT HA Lapp WIM rRioKo30-rajakTo3Ha Manabcopbuus He TpabBa aa
NMpUEMAT TOBA NIEKAPCTRO.

4.5. BzauMoaeHCcTBHE ¢ APYI'H JJEKAPCTBEHH NPOAYKTH H APYTH JOPMH HA B3aHMOAEHCTBHE

Epexmu na ednospemenno npunoxcenu 1eKapecmeenu RpOOyKmu ebpxy amopeacmamun
ATopBacTatuH ce MeTadonusupa or uuToxpom P450 3A4 (CYP3A4) n e cyberpar Ha Tp##
NMPOTEMHU HaMp. TPaHCNoOpTepa Ha 4YepHOApoOHOTO 3axBamiane OATPIBI.




[pUNarale Ha ACKAPCTBEHH NPOAYKTH, KOUTO ¢a UWHXHOUTOpPH Ha CYP3A4 unu Ha TpaHCnopTHUTE
MPOTEHUHW MOXKE Aa AOBede A0 MOBHBIABAHE HA IUIA3MEHUTE KOHUEHTPALMM Ha aTOPBACTATHH W
MOBUUICH PUCK OT MUOMaTUA. PUCKBLT MOXe Aa ¢e MOBUIUM CHLIO NPU €AHOBPEMEHHO MpUaraHe Ha
ATOPBACTaTHH C JPYTd JIEKAPCTBEHW NPOAYKTH, NPUTEXKaBAlLM TOTCHUMAN J1a MHAYUHPAT MHOMATHSA
KaTo Gudpatu 4 e3eTnMud (BX. Touka 4.4).

Huxubutopu Ha CYP3A4

Mma pnaHuu, e Moiuuute HXuOuTOpU Ha CYP3A4 BOAAT N0 IHAYMTENHO NOBULIEHH KOHLUECHTPALMH
Ha atopsactaTMH (BWK Tabnuua | u nompobHara undpopmauus no-gony). EnHoBpeMeHHOTO
npunarase Ha MOwWHW UHXUOMTOpH Ha CYP3A4 (Hanp. UMKNOCNOPHH, TENMTPOMHLHH,
KNapUTPOMULIMH, JAENABUPIIKH, CTHPHNICHTON, KETOKOHA30/1, BOPUKOHA30A, HTPAKOHA30/1, NM03aK0Ha30
U HIV-npoTeasHH HHXHOMTOpH, BKIIIQUMTETHO PUTOHABMP, JIOMMHABHP, aTa3aHABUP, WHIHWHABHUD,
JapyHaBUp U Ap.) N0 Bb3MOKHOCT TpAOBa na ce n3barsa. B cinyuam, korato He MOXe 1a ce u3berse
eAHOBPEMEHHOTO NMPHAAraHe Ha TE3IN JICKApPCTBEHU NPOAYKTH C aTOPRACTATHH, TpabBa ga ce oOMUCHAT
NO-HUCKM HAYANIHA ¥ MAKCUMAallHA JIO3M Ha aTOPBACTATHH, M C€ NPEnopbhYBa NMOAXOIALIO KIHHHYHO
npocneasaBaHe Ha nauueHTa (Bx. Tabnuua 1).

YmepeHute HHxubuTopu Ha CYP3A4 (Hanp. epuTpOMMUMH, TWITHA3EM, BepanaMhl U (uyxkoHason)
MOraT Aa NOBHILAT I1a3MEHUTE KOHUEHTpALIMKH Ha artopsactaTHH (BX. Tabnuua 1). Habnonaean ¢
MOBHIUIEH PMCK OT MUOMATHR NpH ynotpeda Ha CPUTPOMHUMH B KOMOMHauus chc craTuHM. He ca
MPOBEXNAHK TMPOYYBAHUA HA B3aUMOJEHCTBHUATA, KOUTO O3 OUCHAT €(PEKTUTE Ha aMHOAApOH WM
BEpaMaMUIl BbpXY aTtopBacTaTUH. M3BecTHO €, ue aMnoaapoH U BepanaMui HHXUOHMpAT aKTHBHOCTTA
Ha CYP3A4 u eaHOBpeMEHHOTO NpUIaraHe ¢ aTopBacTATHH MOXE Ja HOOBede OO0 MNOBMUIEHA
€KCMO3HKLIMA Ha aTopBacTaTHH. ETO 3a10 npy enHoBpeMeHHa ynotpeda ¢ yMepeHH HHXHOUTOpH Ha

CYP3A4 tpabBa na ce ofcbAM NO-HHCKA MaKCHManHa 103a Ha ATOPBACTATHH M [Ja C€ NpPOBEIe
NOAXOAAINO KIMHUYHO NPOCieasBaHe Ha naieHTa. KNMHUYHO NpocnensBaHe ce npenopbLiBa KakTo
NpY 3an04BaHe Ha TepanuATa, TaKa H MPH NOCAEABaLILA IPOMAHA Ha JO3HPOBKATA HA HRXUOUTODA.

Huayxktopu Ha CYP3A4

EaHoBpeMEeHHOTO Mpunaraie Ha aTOPBACTATMH C WHAYKTOpH Ha uuroxpom P 450 3A4 (uanp.
epaBUpEeHL, pHPaMiKH, XBAT KAHTAPHUOH) MOXE Ja JOBede A0 TNPOMEHIHWBO [MOHMXKEHHE HA
MUIA3MEHUTE KOHLEHTpaUWH Ha atopsBacTaTyH. [lopaan ABOHHMA MEXaHW3ILM Ha B3aUMOJEHCTBHUE Ha
pudamMnny (MHOYKUHMA HA uuTOXpoM P-450 3A4 u uHxHOMpaHe HA TpaHCNOPTEpa HA XEeNaTOLMTHOTO
3axsaitaHe OATP1B1) ce npenopbuBa e1HOBPEMEHHO NPHIAraHe Ha aTOpPBacTaTHH ¢ pu)aMITuH, Thid
KaTo MO-KbCHOTO IMPWIOKEHHE HA aTOPBACTATHH CJIER NMPHEM HA pUPAaMNHUH CE CBBP3BA ChC 3HAYHUMO
HaMalsfBaHE HA IUIa3MEHHTE KOHUEHTpauMH Ha aropBacTaTUH. Bnusnuero Ha pudaMIHUH BbPXY
KOHIUEHTpaLKMUTE HA aTOPBACTATHH B XCMATOUUTHTE € HEU3BECTHO MU, AKO CAHOBPEMEHHOTO NpHaraHe
HE MOKe faa ce u3berne, naudeHtTuTe TpsbBa Ja ¢e npocneasBaT BHUMATENHO 3a OLEGHKA Ha
TepaneBTHYHHTE ePEeKTH.

Nuxnbutopn Ha TpaHCNODPTHUTE NPOTEUHU

NuxubutoprTe Ha TPaHCNOPTHUTE MPOTEMHH (HAnNp. UMKIOCTIOPHH) MOXE Ja MOBMINAT CHUCTEMHATA
HaJIMYHOCT Ha aTopBacTatvH (BkK. Tabnvua 1). EdexTbT oT UHXHOHMPAHETO HA TPAHCMOPTEPUTE HA
XEIMATOUXTHOTO 3aXBalllaHE BbPXY KOHLEHTpAlMATa HAa aTOPBACTATHH B XEMATOLUTHTE € HEU3BECTEH.
AKO €IHOBPEMEHHOTO NpUIaraHe HEMOKE a ce u3berHe, ce MpenopbyBa MOHWKABAHE Ha Jo3aTa U
KNUHAYHO HaOmoaeHne na edekrure (Bx, Tabnnua 1).

[eMpubpoznn/Pubparn
CaMocrosrenHara ynotpeba Ha ¢uOpaTH ce CBBpP3BA MNOHAKOra C MHUONATHA, BKIYOUYHUTENRHO
pabaomuonuza. PUCKBT OT TaKHMBa CbCTOAHWA MOXKe O3 C€ [MOBHINM NPH €IHOBPEMEHHOTO
MpUIOKEHHE HA HUOPATH U aTOPBACTATHH. AKO €JHOBPEMEHHOTO NTPUNAraHe HE MOXe aa ce uiberue,
TpAOBa Na ce npunara Hal-HUCKAaTa TepaneBTHYHA /1032 ATOPBACTATHH W nauueHTa TpsGBa Na ce
MOHUTOPHPA BHUMATENHO (BK, TOYKa 4.4.).




EzeTuMub

CaMOCTOATENHOTO NMPUNOKEHHE HA €3€TUMHD ce CBLP3Ba C MHUONATHSA, BKNIOUMUTENHO pabaoMHOIH3a.
3aTOB2 PUMCKBT OT TaKHBa CbCTOSHHUA MOXe Aa ObAe NOBHILNEH NPH €XHOBPEMEHHOTO MPUIIOKEHHE Ha
e3eTMHub u aropeacraThH. [lpenopbuBa ¢¢ BHUMATENHO KIMHHYHO MOHUTOPHPAHE Ha TE3HU NALHEHTH.

KonecTuno

[InazsMeHUTE KOHLUEHTPAlUWM HA ATOPBACTAaTHH M AKTUBHUTE MY METAalOJUTH ca OWIH MO-HHUCKH
(npnbnu3nTeaHo ¢ 25%) KOraTo KOJECTHNON € MpuiaraH €IHOBPEMEHHO C aTopBacTaruH. E¢exTbt
CIPAMO NUNUIHKUTE HUBa obaue e Oun no-u3pa3seH, KOrato ATOPBHH U KOJNECTHMON Ca NMpunaraHy
eTHOBpPEMEHHO, OTKONKOTO NPH CAMOCTOSATENHO MPUITOKEHHE HA JIBETE NE€KAPCTBEHH CPEACTBA.

PyCHINHOBA KUCETIHHA
He ca nposexnaHd npoyuBaHHA Ha B3aMMOJACHCTBHUATA Ha aTOPBACTATHH ¢ PYCHUOMHOBA KHUCCIIMHA.

Kakto ¢ ocrasanuWTe CTaTMHH, MHUOMATHA, BK/IOYHMTENHO pabaoMuonu3a, ca cbobllaBaHM INpH
NOCTMapKETHHrosaTa ynorpeba npu eJHOBPEMEHHO MPWIAaraHe Ha aTopBacTaTHH H (PyCHAOHOBA
kucenuHa. MexaHH3MBbT Ha TOBa B3auMoaeicTBUe He € u3BecTeH. [laumenTure Tpabea BHMMATENHO A3
C€ MOHWTOPHPAT U MOXE Aa OBbJe YMECTHO BPEMEHHO MPEyCTAHOBABAHE NPHEMA HA ATOPBACTATHH,

KoJxHUHH

Bbnpexky, ye He ca NpoBEXAaHY MPOYYBAHUA 33 B3AUMOACHCTBUATA Ha ATOPBACTATHH € KOJIXHLHY,
CbODLIaBaHM Ca CTy4ad HAa MHONATHS, KOFaTO aTOPBACTATUH € NPUIarad e1HOBPEMEHHO C KOJXHULUUH.
Heobxonumo e noBHUIEHO BHUMAHUE MPH NPEAMHCBAHETO HAa ATOPBACTaTUH € KOJXULIMH.

HantToMuunH: Chobl1aBaHy ca cnyyad Ha MUONATHA WKW pabaoMUONK3A TPH CbBMECTHO
npunoxenue Ha HMG-CoA penykrasHyM HHXMOMTOPH (HANp. aTOPBACTATHH) K NANTOMULYH. AKO
CbBMECTHOTO MPHI0AKCHHE HE MOXKE a ObAe H3DErHaTo, ce Npenopbyba MOAXOAAI0 KIMHHYHO
HabnoaeHue (Bx. Touka 4.4).

Echexm na amopeacmamun abpxy eOHOBPEMEHKO NPUIALAHU AeKAPCMBEHU NPOOYKMU

HHrokCcHH

[lpy MHOTOKpPaTHO NPUIOKEHUE HA AUCOKCHH €XHOBPEMEHHO ¢ 10 mg aTOpBacTaTHH CTALUMOHAPHHUTE
KOHLIEHTPayUMH Ha AWFOKCHH Ce [MOBHIUABAT JIeKO. [laUHEHTH, KOKTO NIPUEMAT AUIOKCHH, TpAdBa ja
ObaaT BHUMATENHO NPOCAECAABAHH.

[lepopaniy KOHTPALENTUBH
EAHOBpEMEHHOTO [MpWaraHe Ha aTOpBAaCTATHH € MEpOpaleH KOHTPALENTHB BOAM A0 MNOBHILIEHA
nnasMeHa KOHUSHTPAUMUA HA HOPETUHAPOH U €THHUNECTPAAHOIN.

BapdapuH

B KIMHWYHO nNPOYYBAHE TMNpPH [MALWEHTH, [pHEMALLM MOpOALDKUMTENHA Tepanus ¢ BapdapuH,
€AHOBPEMEHHOTO MNpHnaraHe Ha 80 mg aTopBacTaTUH AHEBHO ¢ BapdapHH MPHYMHABA J1E€KO
MOHWXEHUE OT 1,7 cexyHau Ha npoTpOMOHHOBOTO BpeMe B NbpBUTE 4 NHMU HA NEUYEHUETO U BpbllaHe
KEM HOpMAaTa A0 | 5-TuA AeH OT NEUCHUETO C aTOpBacTaTuH. BbuOpekn ye MHOIMO pAAKo ca chobLUaBaHy
KJIUHUYHO 3HAYUMH B3aUMOACHCTBMA C AHTUKOAryJlaHTH, NpoTpoMOMHOBOTO BpeMe TpaOBa da Obae
OTNIpeIENeHO [peAW 3ano4yBaHE HA aTOPBACTATMH NPH NAUMEHTH, IOAYYABALUKM KYMapPHHOBU
AHTUKOATYJIAHTH W AOCTATBYHO YECTO B HAYANOTO HA TEPANUSATA, 34 A4 CE MOACHUIYPH, Y€ HE Bb3HHKBA
3HAYMMa TMPOMAHA B NMpOTPpoMOHHOBOTO BpeMe. Korato ce moxyMenThpa ¢TabMiHO NOTpoMOHMHOBO
BpEME, TO MOXKe Ja ObAC MOHUTOPHPAHO HA HMHTEPBANH, KOUTO OOMKHOBEHO C€ MPENnopbuMBaT IPH
NALMEHTH HA KYMapUMHOBM @HTHKOArynaHTH. Jlo3aTa Ha aTOpBacTaTHH HE CE CBLP3BA ¢ KbPBEHE WIH C
[IPOMEHH B MPOTPOMOMHOBOTO BpEME IPU NALMEHTH, KOUTO HE NPUEMAT AHTHKOATYIAHTH.

[leauaTpuvHa nonynaims
[IpoyuBaHHA BBLPXY NEKAPCTBEHUTE B3aUMOJCIICTBUS Ca M3BBPIUEHW €IMHCTBEHO MpPH




NpeaBUI IrOpeCOMCHATUTE B3AUMOAEHCTBHA NPH BB3PACTHH W NMPEAYNPEKACHHATA B ToUKa 4.4 npH
NPUIIOXKEHUE B NeAHATPUYHATA [IOITYIaLHA.

Tabnuuza 1: Edekrd Ha  eAHOBpEMEHHO nNpuiaraHd  JEKAPCTBEHU  MPOAYKTH  BBPXY

(apMaKOKHHETHKATA HA aTOPBACTATUH

EAHOBpEMEHHO ATOpBACTAaTHH

npunaraH JekapcrBeH | Jloza (mg) [1pomsna B | Knuunvuna npenopbka”

NPOAYKT ¥ PEXKHM Ha AUC%

A03UpaHe

Tunpanasup 3500 mg | 40 mg ot aen 1, T 9,4 mbTH Koraro €IHOBPEMEHHOTO

ABa nbTH | 10 mg ot aen 20 npunaradHe ¢ atopBaCcTaTUH €

AneBHo/PutoHaBup 200 HEOOX0AMMO, He  NpeBHLU

mg JABa ’bTH JHEBHO, 8 apaite 10 mg aropBacTaTuH

aHH (ot neH 14 po 21) aHeBHo.  [lpenopwuBa  ce

Tenanpesup 750 mgna | 20 mg eaHokpatHa | T 7,9 nbTH KRUHAYHO NPOCNEeAsBaHE Ha

8 yaca 3a 10 gum 1033 TE3U MALUEHTH.

L{uxnocrnopuu 5,2 | 10 mg BeaHnx aHeBHo | T 8,7 NbTH

mg/kg/neH, nocrosHHa | 3a 28 aHH

n03a

Jlonunaeup 400 mg | 20 mg BeaHbXK AHEBHO | T 3,9 MbTH Korato eHOBPEMEHHOTO

ABa NbTH  JAHEBHO/ | 32 4 NHM npuiiaraHe ¢ aTOpPBacCTaTHH €

PutoHasup 100 mg nsa HeOOX0IUMO, Ce NpenopbLYBAT

MbTH AHEBHO, 14 AHH NO-HUCKH MOAABPXKALWMN 03U

Knaputpomuuun 500 | 80 mg Beaunxk nHEBHO | T 4,4 nbTH Ha aropsactaruH. [lpn a03u

mg OBa MbTH AHEBHO, 9 | 3a 8 nHHK Ha aTOPBACTATUH

HH Hagsuuiapaiuy 20 mg, ¢e
npenopwruBa KNUHUYHO
MPOCAEAABAHE HA NALUEHTHUTE.

Cakpunasup 400 mg | 40 mg BeaHbxk aHeBHo | T 3,9 nbtH Korarto €1HOBPEMEHHOTO

AB2 MbTH  AHEBHO/ | 3a 4 OHU NpyuiaraHe ¢ aTOpPBacTaTHH €

PutonaBup (300 mg He00X0ANMO, Ce MpenopbuBaT

ABa MBTU JHEBHO OT MO-HKUCKHA MMOAABPXALIM JO3H

AHU 5-7, MOBHMIUEH O Ha artopBacTatuH. [lpu no3m

400 mg naBa nBTH Ha aTopBacTaTHH

AHEBHO Ha AeH 8), nHH HanBumuaeawiM 40 mg, ce

4-18, 30 min cnen MpenopbYBa KITMHHYHO

203aTa Ha NMPOCNeASBaHE HA NALHUEHTUTE

aATOPBACTATUH

Hapynasup 300 mg apa | 10 mg BeaHwx aHeBHO | T 3,3 MbTH

MbTH AHEBHO/ | 33 4 IHH

Puronasup 100 mg nea

MIbTH AHEBHO, 9 ITHK

HMtpakonazon 200 mg | 40 mg eanoxpatHa | T 3.3 nbTH

BeAHDBX AHEBHO, 4 THKW | no3a

Do3zamnpenasup 700 | 10 mg Beauwx AHEBHO | T 2,5 nbTH

mg ABAa ObTH AHCBHO/ | 3a 4 NHK

PutoHasup 100 mg nBa

NbTH JHEBHO, 14 aHU

®oszamrnpeHasup 1400 | 10 mg Beanbk aHeBHo | T 2,3 MbTH

mg ABa NLTH AHEBHO, | 34 4 OHK

14 aHu

Henguxasup 1250 mg | 10 mg BeaHbx AHeBHO | T 1,7 nbTH’

IBa ObTA AHEBHO, 14
JHH

3a 28 OHHU




Cok or rpeiindpyrt, [ 40 mg, eaxokpatHa | T37% He ce [penopbyBa
240 ml BEAHDBX | 0034 €OJHOBPEMEHHUA TNpHeM Ha
AHEBHO* roJieMH KOJIMYECTBA COK OT
rperngpyT K aTOPBACTATHH
JHInntuaizem 240 [ 40 mg, eanokparHa | T51% Cnen 3a[I0YBAHETO Ha
mgBeAHbX AHEBHO, 28 | Ho3a TepanusATa WNM CREeA NMpoMsaHa
OHH Ha OO3NPOBKATA Ha
AWJITHA3eM, C€ NpenopnL4Ba
KIHHHYHO [pOCNEnaBaHe Ha
NAUUSCHTUTE.
Epurpomuunn 500 mg | 10 mg, ennokpatha | T33% [IpenopbuBa C€  NO-HUCKA
YeTHPH MBTH AHEBHO, 7 | 1034 MaxcHManHa n03a U KNHHUYHO
IHH NPOC/IEASBAHE HA MALUHEHTHTE.
AmnoaunuH 10 mg, | 80 mg, enHokparHa | T 18% Hsama cneumansy npenopbK
€IHOKpATHA 1034 003a

Llumeruaun 300 mg
YETUPH MLTH AHERHO, 2
CEAMMUIIH

10 mg BenHbXK RHEBHO
3a 2 ceaMHLM

| nmo-manko or
1%

HaMa cneuunanyy npenopbKy

AHH

AHTHallHHA 10 mg BenHbx AHEBHO | | 35% Hsama cneunanyuy npenopuky

CYCNEH3UA oT | 3a 4 ceAMHLH

MarHe31eB u

antyMHHHEB

xuapokcua, 30 ml

YETUPH MbTH ZHEBHO, 2

CEAMMLIM

Edasupenyy 600 mg | 10 mg 3a 3 auu | 41% Hsama cneunaniayn npenopsKy

BeNHBbX NHeBHO, 14

AHH

Pudpamnun 600 mg |40 mg eadokpatHa | T 30% AKO €QHOBPEMCHHHAT MNPUEM

BEIHBK AHEBHO, 7 AHM | o034 T HE MOXE Oa ce H3berHe, ce

(npuemMure ca 0o NpenopbLUBa KIMHUYHO

 passIMyHO BpeEME) NPOCeAIBAHE HA NMALACHTUTE.

Pupamvnun 600 mg |40 mg eanokparHa | | 80%

BEAHDBXK AHEBHO, 5 AHU | 1034

(npuemMuTe ca 1Mo

Pa3yIn4HO BpEME)

['em¢pudpo3sun 600 mg | 40 mg eaHokparua | T 35% [IpenopbuBa Cce  NO-HUCKA

JBa NBLTW [OHEBHO, 7 | 403a HavyanHa J03a M KJIKHUYHO

ITHH NPOCNEAABAHE HA MAaLHEHTHTE

®enopudbpar 160 mg [ 40 mg eaHokpatuHa | T 3% [IpenoppuBa €€  NO-HUCKA

BEJHLXK AHEBHO, 7 IHH | 11034 HayanHa [03a M KJIHHHYHO
MmpociensapaHe Ha MaLHEHTHTE

bouenpeenp 800 mg |40 mg eaHokpatHa | T 2,3 NbTH [IpernopbuBa c€  MO-HHUCKA

TPM [OBTH JHEBHO, / | Ao3a HAYanHA 034 M KJIWHHUYHO

NpociesBaHe Ha TE3U
MailHEHTH. [lpu
€QHOBPEMEHHOTO MPUN0KEHHE
c bouenpeBup, AHEBHATA 4034
aTopBacTaTUH He Tpadea na
npeskwasa 20 mg

“ CTOMHOCTMTE NAJEHW KAaTO X-[IbTH TIPOMSHA, NPEACTABAT NPOCTO CHOTHOLIEHHE MEXKIY




npoMaHa). CroilHocTuTe, NaaeHU kato % npoMsaHa, nNpencTaBaT % pasnukKa MO OTHOILEHHE Ha
CAMOCTOATENTHO NpHUNoKeH atopeacTaTH (T.e (% = HamMa npoMaHa).

" BK. TOUKH 4.4 1 4.5 3a KTHHWYHATA 3HAYHMOCT

*Cbabpxa e1Ha WK noBeye cbCTaBKU, KOUTO HHXUOUpaT CYP3A4 U morar Aa NnOBUMINAT NIA3MEHUTE
KOHLIEHTpallMK Ha NeKapCTBEHH NMPOAYKTH, KOMTO ce meTabonusupatr ot CYP3A4. [IpuemMbT Ha eana
yamia 240 ml cok ot rpeindpyr cbwio BoAM A0 noHWxasaHe Ha AUC ot 20,4% 3a akTuBHuUA
oproxuapokcn Metabonurt. ['onemu konuuecTBa cok oT rpedndgpyt (Haa 1,2 | aHeBHO 3a 5 AHM)
nosuditasa AUC Ha aropsacraTMH 2,5 nmbTd W AUC Ha akTUBHUTE CbCTABKH (aTOpBacCTATHH H
META0ONHTH).

» CyMapHa aTOpBacTATHH €KBMBANEHTHA aKTUBHOCT

[loBMIlLIEHHUETO € 03HAYEHO KaTo ,,T", MOHWKEHHUETO KaTo ,,|*

Tabnuua 2: EdekT Ha atopBacTaTvH BbpXY (HPapMakOKMHETHKATa HA €AHOBDEMEHHO NPHJIOHKEHH
JIEKAPCTBEHHU NTPOAYKTH

ATOpBaCcTaTUH 1 | ENHOBpEMEHHO NPUIOKEH JIEKAPCTBEH NPOAYKT
CXeMa Ha J03UpaHe JlekapctBen  npoaykr/Jlosa | Tlpomsana B AUC# KnuHWuYHH

(mg) Npenopbku
80 mg  BeaHbx | JurokcuH 0,25 mg Beanbx | T 15% [TaunenTy npueMalu
aHeBHO 3a 10 aHH AHEBHO, 20 aHH OUrOKCUH TpsabBa j1a

ObJaT  BHUMATEIHO
npociaeassaly
40 mg  BeaHbxk | [lepopanHd KkoHTpauenTusH | T 28% Hsma CNEeUHaTHA
AHEBHO 3a 22 AHY BE€AHBLXK AHEBHO, 2 MEceLa T 19% APENOPBKH
- Hoperunapon | mg
- Erunnnécrpaguvon 35
——

80 mg  BeaHwbx | *PeHazoH, 600 mg | T 3% Hsama CreuHUaTHA
JTHEBHO 33 |15 OHH €AHOKpAaTHA 1032 | NpPENOPLKH
10 mg eaHokparHa | Tunpanasup 500 mg nea | Hama npomsina Hama CrieaTHH
no3a nbTH AHesHO/PuTonaBup 200 | npenopLKU

mg B3 MbTH KAHEBHO, 7 THH
10 mg  BeaHbxk | PozamnpeHasup 1400 mg | | 27% Hama CMeHanHu
JHEBHO 32 4 NHH 1Ba NbTH AHEBHO, |4 aAHH NpenopbKU
10 mg  Beanwsxk | Pozanpedasup 700 mg aea | Hama npomsaHa Hsama CneUHaTHH
OHEBHO 3a 4 AHU MbTU AHeBHO/PutoHaBup 100 MPenOpbKY

mg ABa NbTH IHEBHO, 14 auu

% CTofiHOCTHTE NaAEHH KaTo % NpOMAHA NPEACTABAT % Pa3fMKa NO OTHOLICHME HA CaMOCTOSTENHO
NpUioXeH aTopBacTaTHH (T.€. 0% = HAMA NpOMAHA)

*EAHOBPEMEHHOTO NMpuharaHe Ha MHOTOKPATHH [103H aTOPBACTaTHH H (e€HA30H MOKa3BaT MaJbK MM
HCIONOBUM €(EeKT BbpPXY KIIMpbHCa Ha peHa30H.

[loBHLLIEHHETO € 03HaUYEHe KaTo ,,1*, NOHWXEHUETO KaTo ,,)“.

4.6. @epTuauTeT, 0peMEHHOCT H KbhpMeHe
XKenu ¢ setepoaeH NOTEHUNAN

XKenute ¢ perepomeH noreHunan TpsOBa na HM3MOA3BAT €(EKTUBHA KOHTPALENUHA MO BpEME Ha
neyeHueTo (Bx. Touka 4.3).

bpeMeHHoCT
ATOpBacTaTUH € NPOTHBONOKA3aH NO BpeMe Ha OpemeHHOCT (Bk. Touka 4.3). be3zonacHo
OpeMeHHH KeHW HEe € ycTaHoBeHa. He ca nmpoBeXxnaHW KOHTPONHPaHH KIKHWYHH
aToOpBacTaTHH NpH OpemeHHM keHU. Paako ca nonyyaBaHu CuOOLICHUS 3a BPOJSHH 4




uHTpayTepiHHa ekcno3uuus Ha HMG-CoA-peayktazHn nHxubutops. [lpoyusanuara npy KUBOTHH
NOXa3BaT PENpOoaAYKTHBHA TOKCHUYHOCT (BX. TouKa 5.3).

JleueHHeTo Ha Maiikara ¢ aTOPBACTATHMH MOXE A MOHIKHU QETATHUTE HUBA Ha MECBAIOHAT, KOWUTO €
MPEeKypcop Ha xonecrteponoBara OMOCHHTE3a. ATEpPOCKICpO3aTa € XPOHUYEH NpouUec U 0OUKHOBEHO
NPEKPATABAHETO Ha JUNHUAONOHWXKABALLIMA JICKAPCTBEH TMPOAYKT MO BpEME HAa OpPEMEHHOCT OU
TpabBano na ¥Ma Mansk e€QexT Mo OTHOWEHUE HA OLJArOCPOYHHSA PHCK, CBBP3aH C NMbPBHYHATA
XHIMEPXONECTEPONIEMHA.

[To Te3n npyUyMHH ATOPBHH HE TpAOBA Aa CE Npuiara npy XeHH, KOUTO ¢a OpeMeHHH, ONUTBAT ce Aa
3abpeMeHeaT WM NOoA03HpaT, Ye ca OpeMeHHU. JIeueHHETO ¢ ATOPBHH TpAOBa Aa ce NMPEeyCTaHOBU 3a
nepuoaa Ha OPEMEHHOCTTA WK JOKATO Ce YCTAHOBH JIMIIca HA HpeMeHHOCT (BxX. To4ka 4.3).

KbpMeHe

He e u3secTHO nany nekapcTrseHOTO CPEACTBO M METADOIUTUTE MY CE EKCKPETUPAT B KbPMATA,

[I[py AnbXxoBe NNa3MEHHTE KOHUEHTPALHH Ha aTOpPBACTATHH W HEroBUTE AKTHUBHH METaOOJIMTH ca
Gnu3kH A0 Te3n B KbpMarta (Bx. Touka 5.3). [lopaau BE3MOKHOCTTA 33 CEPHUO3HHA HEXETAHH PEAKUMM,
KCHHUTE npueMallld ATOpBHH, TpAOBA Aa NPEYCTAHOBAT KbPMEHETO (BXK. TOUKa 4.3). ATOPBACTATHH €
MPOTHBOMOKA3aH MO BPEME HA KbPMEHE. ( BXK. TouKa 4.3).

QOepTUInTET
Ilpoy4BaHHATA NMPHU KHUBOTHH HE NOKAa3BaT BJIIMAHHE HAa ATOPBACTATHH BBPXY MBXKHS WU KEHCKUA
beprrunuTeT (BX. TouKa 5.3).

4.7. EdexTH BbpXY cr1ocobHOCTTA 32 nogHpaHe H padoTa ¢ MAILIHHH

ATOpPBHH HE I[IOB/IMABA UMU MOBIUABA TNPEHEOPEMKUMO CMOCOOHOCTTA 3a ogUpaHe U padoTa ¢
MaLUMHH.

4.8. HexxenaHu NeKAPCTBEHH PeaKLHH

Cnopen 0azara naHHH OT miauedo KOHTpONMUpaHW npoy4ysaHWA ¢ aTtopsactaTuH ot 16 066 (8 755,
NPUEMALEH aTopBacTaTHH ¥ 7311, npvemamy nnauedo) nauMEHTH, NEKYBaHW B MPOABIKEHUE Ha
cpeaHo 53 cenMuum, 35,2% OT NalUEeHTUTE HA aTOPBACTATHH CA NPEKpPaTWIH JIEYEHHETO MNOpaiy
HEXKENMAHY IEKAPCTBEHH PEaKLMH, B CpaBHEHHUE € 4% OT NallMeHTUTE Ha nnauecdo.

Bb3 OCHOBa Ha JAHHUTE OT KJIWHWYHU NPOYYBAHHS ¥ OOLUMPHHUA MOCTMAPKETHHIOB OIMUT MO-A0MY €
MpeACTaBeH NPOQUNBLT HA HEXXENAHUTE NEKAPCTBEHHU peakLiMy Ha aTOPBaCTaTHH.

M3uucneHUTe YECTOTH HA HEXKENAHWTE NEKAPCTBCHH PEAaKUHMM €a IpynupaHd ChMNACHO CleAHaTa
kOHBeHUMA: vecTH (= 1/100 mo < 1/10); Heuectu (= 1/1 000 mo < 1/100); peaku (= 1/10 000 no
< 1/1 000); mHoro peaku (< 1/10 000); ¢ Heu3BecTHA YecTOoTa (OT HANTHYHHTE JaHHYU He MOXke Ja Obie
HapaBeHa OLECHKA).

Hupexyuu u unpecmayuu
Yecmu. Ha30(apUHIUT

Hapywenua na kpvema u numgnama cucmema
Peoxu: TpoMOOLMTONEHUA

Hapywenus na umynnama cucmema
Hecmu: AJ1EPruyYyHy peaKkuuH
Mwnozco peoxu: aHadunakcus




Hapviuenus na memabonuama u xparenemo

Hecmu: XHUIIEPrICKUMHUSA
Hevwecmu. XHIOMHKEMHUA, NOBHILABAHE HA TEr10TO, AHOPEKCHA

Ilcuxuynu Hapyuuernus
Hevecmu. KoWwMapH, 0e3cbHHE

HHPWEHHH HA HEpagrHama cucmemMa

Hecmu: rnasodonue,
Heuecmu. 3aMaiBaHe, rnapecre3ns, XUNoeCcTe3usd, JUCTey U, aMHe3Hus
Peoxu: nepruepHa HEBpPONaTHUA

Hapywenus na ouume
Hevecmu: 3aMBIICHO 3PEHUE
Peoxu: 3PUTENIHU HAPYLLUEHHUSA

Hapywenua na yxomo u rabupurma
Heuecmu. THHUTYC
Muoco peoxku: 3aryba Ha ciyxa

Pecnupamopru,_zpboHu ¥ MeQuacmuHaIny
Yecmu, ¢apuHrosaprMureanta 6on1ka, eNUCTAKCHC

CmoMauHo-4pesru HAPYVIIEH Us
Yecmu. 3anex, puaryneHums, JMCrencus, raacHe, Anapms
Heyecmu: nospbulane, 60nka B rOPHATA H J0OJTHATA YacT HAa KOpPEMa, OpUIrBaHe, NAHKPEaTUT

AenamoburuapHu HapyuieHus

Hevwecmu. XECMATHT

Peoku. Xonecrasa

Muozo pedku: 4eproapodOHA HEAOCTATHYHOCT

Hapywenusa na koxcama u nodxoxcHama muvxas

Hevecmu: YPTHKapHs, KOXXeH o0OpHB, NpypHTYyC, anoneuus. chpbex

Peodxu. AHFHOHEBPOTHYEH OTOK, Oyl03€eH nepMaTHUT, BKIHOUYUTENIHO epHTeMa MYJITH(HOpME,
CHH/JpOM Ha Stevens-Johnson U TOKCHYHA €NMUAEpMAliHA HEKPOAM3a), NUXEHOWIHA
NEKapCTBEHA peaK LM

HHR}?MEHI{H HQ MYCKYAO-CKEAemHama CUcmema U CheQURUuUMeHama muvKaH.

Yecmu: MHITHA, apTpanrus, O0nKa 8 KpaHHHULUMTE, MYCKY/IHY Cra3MH, NOJYBaHe Ha CTABUTE,
bonka B ropba

Hevecmu: Gonkn BLB BpaTa, MyCKYyJiHa cnabocT

Peoxu. MHONAaTHA, MHO3MT, pabdaoMUonu3a, TEHOWHONATUA, TNOHAKOra YCIOXKHEHH C
pa3KbCBaHE

C neuszeecmna yvecmoma: AMYHOMEIHMHPaHa HEKPOTH3KpALLA MUOTTATHA

Hapywenus na ev3npouzgcdumeniama cucmema u 2epoama
Muoeo pedku: rHHEKOMacTHA

Obwu Hapyuienun u edhexmu Ha MACHIOMO HA NDURONCEHUE
Heyecmu: HEPa3NoONOXKEHHE, acTeHHs, 0oska B obnacTra Ha rpbAHUA KOIU, nNepHdepeH OTOK,
yMOpa, BUCOKa TeMneparypa

Hzcneosanun




Yecmu: MOBKIIEHA CTOHHOCT Ha 4epHoApoOHUTE GYHKLUMOHANHHW MOKa3aTend, MOBHUIEHA
cepyMHa KpeaTHHKHHAa3a.
Heuecmu: JI€BKCIIMTH B ypUHATa

Cvoo6u HapyuieHun.!
Pedxu, BaCKyJIUT

Kakto w npu apyrute HMG-CoA-pepykrazHW HWHXMOUTOPH, NpU MNALMEHTH, JNEKYBAHH C
aTOPBACTaTHH, € ChOOLIABaHO 3a NOBHIIEHN CEPYMHHM TpaHCAMHUHA3K. Te3n npoMeHH OOHKHOBEHO ca
OMIM NeKM W MPEXOJHH M He ¢a Hanarand MNpeycTaHOBABaHE Ha TepanuAtra. KNUHWYHO 3HaUYKMM
(noBeye OT 3 MbTH HAJ ropHaTa rpaHHLIA HA HOPMATA4) ROBULLEHWS Ha CEPYMHHUTE TpaHCAMHHA3M Ca
ycraHoenu npu 0,8% or OonHMTE Ha NeueHME ¢ aTopBacTaTUH. [€3M MOBULICHWA ca OUIH
A0303aBUCHMH Y 00paTHMH TPU BCUUYKH NALMUEHTH.

[ToBHileHH HHMBa Ha cepyMHara kpcatuHkuHaza (KK) 3 mbTH Haa ropHara rpanulia Ha HOpMarta ca
yCTAHOBEHH MMpH 2,5% oT O0NHUTE Ha NedeHHe C aTopBacTaTHH, noaobHo Ha apyrute HMG-CoA-
pedyKTa3HN HHXHOMTOPH B KIMHWYHYK MpoyuBaHusa. Husa, |0 NbTH NMO-BHCOKYW OT ropHaTa rpaHuLa Ha
HOopMaTa, € UMano u npu 0,4% oT NeKyBaHKHTE ¢ aTOPBACTATHH MaUKUEHTH (BXK. TOUKa 4.4).

[leanaTpuyHa nonyaayus

Knunnyhara 0a3a oaHHH 32 6€30MacHOCT BKJIKO4YBA AAHHU 3a 0€30MacHOCT Npd 249 nauMeHTH B
JAETCKA Bb3PacT, KOWTO ¢a NOAy4aBaiy aTOpBACTaTHH, OT KOUTO 7 MalUMEHTH ca OWNH noa 6-roaninHa
Bb3PACT, 14 MauMeHTH Ha BbL3pacT Mexay 6 u 9 rogunu, ¥ 228 nauueHtd ca 6unn Mexay 10 u 17
rOAMHH.

Hapyiwenua na Hepguama cucmema
Yecmu. rrasodonue

CrmoMauiHO-4YDEBH U HADYIEH U

Uecmu. abaoMuHan#a bonka

Hacnedsanus

Hecmu, MOBHILIABAHE HAa alaHMHAMMHOTpaHcdepaszaTra, TMNOBHIUIABAHE Ha CEpyMHaTa
KpeaTHHKHHA3A.

B13 oCHOBa Ha HATMYHHWTE JaHHHU CE OYAKBA YECTOTaTa, BHADT M TEXKECTTA HA HEXENMAHUTS pPCaKLIHH

Mpy acua Ja OBbAAaT CBHIUIKTE KATO [1IPH BbL3PACTHH. [loHacrodiueM HAMA roJiiM OIUT MQ OTHOLIEHUE HA
B6e3zonacHoCcTTa B TBAMOCPOYCH NNaH MNpH NEAHATPUYHATA MNMONYJallHA.

[Ipy NpHNoXeHHETO HA HAKOM CTATHHH Ca CbhoD1aBaHK CIEAHUTE HEXETaHU ChOUTHA:
» HapyuieHa cekcyanHa QyHKLNA;
o [lenpecus;
e OTaenHW caydad Ha HMHTEpCTHUMANHA OenoapoOHa Oonect, OCODEHO NpPH ABLATOCPOYHA
Tepanuia (Bx. Touka 4.4);

¢ 3axaped auaber. YecToTara Lie 3aBUCH OT HATHYUETO WU OTCHCTBHETO HA PUCKOBU (pakToph
(rnoKo3a Ha raagHo > 5,6 mmol/l, BMI > 30 kg/m?, noBuIneHH TPUIIMUEPHUAM, AHAMHE?A 34
XUMNEePTOHUA).

ChoOluaBaHe Ha MNOAO3IMPAHH HEWXENAHN PEAKLNY

CroD1aBaHeTo Ha MOAO3HUPAHH HEXENIAHHY PEAKIIMKA CNCH paspeluasane 3a ynorpeda Ha NeKapCTBEHNSA

NEKApCTBeHHUA npoaykT.  Hexkenanute peakuuu MOXe Ja ObAaT ChoOLUEH
H3nsnHnTenHa areHudd no nekapereara (MAJl):



bbJIFAPUSL, Codus 1303, yn. Jamsau ['pyes 8
Ten. +359 2 8903555

en. noiua; bda@bda.bg

yeBcaiiT: www.bda.bg

4.9. [Ipeao3upane

CneuncpuuHo JieueHHe Npy npeao3npaHe Ha ATopeuH HaMa. [1pyU npeno3upane naiyeHTsLT TpAOGBA Aa
Obae JeKyBaH CUMITOMATUYHO U Ad CE€ MPEANPUEMAT TTOAABPKALLM MEPKHU CNopea HeoOXoaAUMOCTTa.
Tpabea ga ce HanpaeAT 4epHOZPOOHM (PYHKUHMOHANHH TECTOBE U Ja Ce MOHMUTOpPUpAT HUBaTa Ha
cepyMHara KK, [lopany sucokara cTeneH Ha CBbP3BAHE HA ATOPBACTATHH C NMIA3MEHUTE NPOTEHHH HE
Ce OYaKBa XEMOJHAIHN3aTa Ja YCKOPH 3HAUMTENHO KIMPLHCA Ha aTOPBACTATHH.

5. ®OAPMAKOJOIHWYHH CBOHCTBA
5.1. ®apmaKoAHHAMH4YHH CBOHCTBA

GapmakoTepanesTudHa rpyna: Jlekapcrea, peryaupawn gunuaute, HMG-CoA-penykrasuu
nHxuouTopyn, ATC kon: C10AAOQS

ATOpBACTATUH € CeneKTUBEH, KOMIIETUTHBeH HMG-CoA-peaykTa3zeH HHXHOKTOpP, CKopocTonpeaenall
€H3UM, OTFOBOPEH 3a NPEBPLIIAHSTO Ha 3-XUAPOKCU-3-METWII-TIYTAPUIKOSH3UM A 10 MEBAJIOHAT,
PEKYPCOP HA CTEPOIUTE, BKIIHOYHUTENHO HA XONECTEpoaa. TPUrAULEPUANTE U XOJECTEPONTBT B YEPHUA
Opod ce BKJIIOYBAT B ChCTABa HA JIMNOMPOTEHHH ¢ MHOrQ HUCKA MILTHOCT (VLDL) 1 ce oTnendar B
nnasMara 3a [peHaciHe N0 nepudepHUTe ThKaHW. JInnonporeuHute ¢ HUCKA mbTHoCT (LDL) ce
oOpa3ysat or VLDL u ce karabonuiupar npean BCUYKO 4Ype3 peUeNTOPH ¢ BUCOK apuHUTeT KbM LDL
(LDL perenrop).

ATOpBACTATHH NOHHKABA IU1a3MEHUTE HHBA HAa XONECTEPONA U THNONPOTEUHUTE Ype3 HHXHOHUpaHe Ha
HMG-CoA-penykrazata U nocnensaniata OUMOCHHTE3a Ha XOJIECTEpPON B YEpHUS ApoOd M yBenuyapa
Opos Ha YepHoapoOHHUTE peuenTopu 3a LDL BbpXy KIeThbYHATA NOBBPXHOCT 33 YCUAEHO YCBOSBAHE W
KarabonnssM Ha LDL.

ATOpBacTaTHH HaManssa oOpaszyBaHero Ha LDL u Opos Ha LDL-4yactHuuTe. ATOpBacTaTHH
MPUYHHABA 3HAUYMTCIHO W ABJTOTPalHO MOBHIUABAHE HA AKTHBHOCTTZ Ha peucnropure 3a LDL,
MPUApPYKEHO ¢ OnaronpusTHa NpPOMSAHA B KauvecTBOTO Ha uupkynupawmrTe LDL-yactuum.
ATopBacraTuH € edukaceH 3a noHuxasaHe Ha [.DL-xonecrepona npy¥ nauMEeHTHM ¢ XOMO3ZHMIOTHA
GaMUIHa XUMEPXOAECTEPONEMHUA — rpyna O0JHH, KOMTO OOHKHOBEHO HE C€ BIHRAT OT MOHKKABALUH
NUNUJIUTE JICKAPCTBA.

YCTaHOBEHO €, “€ aTopBacTaTUH NMoHukasa o0wuna xonectepon (30-46%), LDL-xonecTepona (41-
61%), anonunonpotreud B (34-50%) u tpuranuepunure (14-33%), KaTo CHIUEBPEMEHHO BOAM OO
BapuabunHy nosuweHus Ha HDL-C 4 anonunonporedH A; B J03a-3aBHCHMO [IpOyuBaHe. Tesu
pe3yaTaT c€ NOTBLPXKAABAT NPH NAUMEHTH € XETepo3drotHa GaMunHa XHMepXoiecTepo/ieMus,
HedaMUNHA XWNEPXOJNECTEPOIEMHA MU CMECEHA XHNEPNMITHAEMHS, BKIIOUUTENHO [MALMEHTH C
HEHHCYJIHHO3aBACHM 3aXapeH A4aler.

Hoka3aHo e, ye mnoHMKeHHWeTo Ha oOums xonectepon, LDL-xonectepona v anonunonporemH B
Hama/nsBa pHUCKa OT CbPAEYHO-CbA0BH HHLUMAEHTH H ChPAEHHO-CbA0BA CMBPTHOCT.

XoMO3uroTHa aMuIHa XUNepxoaecTeponemMus |
B MynTHUEHTPOBO OCEM CEOMHWYHO OTBOPEHO NMPOYYBaHE 33 MHJIOCHPAHA ynoTpeda G PO AT M ER
YIBJHKEH MEPUOA € PANIHUYHA NPOIBHKUTENHOCT, Ca OWIM BKIKOUYEHHU 335 nauueHT /;" pFKouTa (10

YCTAaHOBEHA XOMO3WUroTHA (JamMUIHA XunepxonecreponemMusa. [lpu Teau 89 nay
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noxmxkesne Ha LDL-xonecrepona ¢ npubnusurendo 20%. ATopBacTaTvH € npunarad B Ao3u g0 80
mg/neH.

ATepockneposa

B knurnunoto npoyusaHe REVERSAL (Reversing Atherosclerosis with Aggressive Lipid- Lowering
Study — Pesepcusa Ha arepociiepo3zara 4pe3 arpeCMBHO JIMMUAHO TMOHWXKaBavHe) ¢PEKTbT Ha
WHTEH3UBHO [OHMKABAHE HAa NUNUAMTE C aropeacTaTHH 80 mg M CcTaHAApTHO MNOHHXKABaHE Ha
NMRUIATE ¢ npaBacTaTuH 40 mg npu KOPOHapHA AaTepPOCKICPO3a € OLUEHCH 4Ype3 BbTPECHAOBO
yaTpa3BykoBo Hicnaeasane (IVUS) no BpeMe Ha aHrHorpa®ua npd naudeHTH ¢ KCXeMHYHa OoJiecT Ha
cepuero (MBC). B ToBa paHIOMHU3HpAHO, HBOWHO-CNSAMO, MYNTHUEHTPOBO, KOHTPONHPAHO KNHHUYHO
npoy4Bane, IVUS e HanpaBeHO B HA4aN0TO HAa NPOy4YBaHETO M Ha |8-ua meceu npuw 502 nauveHTd. B
rpynara Ha aropBacTaTHH {n=253) HsAMa NpOrpecHs Ha aTepoCKIepo3ara.

MeauaHaTa Ha NPOUEHTa HA NpoMsHA B obluKA 00€M Ha aTepOCKIEpOTHYHATA [U1aKa OT HaYaloTo Ha
NpOYyUYBaHETO (MbPBHUYEH KpUTEPHA HA npoyusaHeto) € -0,4% (p=0,98) B rpynara Ha aTopBacatuH U
+2.7% (p=0,001) B rpynata Ha npaeacratuH (n=249). B cpasHeHWe ¢ npaBacTaTHH, ePeKTHTE HA
aTOPBACTATHH Ca crarucrudecky 3Hauumu (p=0,02). EdexTsT Ha WHTCH3UBHOTO JHIHAHO
MOHUKABAHE BBPXY CBPACYHO-CHAOBATA KpailHa TOuka (HANp. HEOOXOAUMOCT OT PEBacKyJlapy3aLuA,
HedaTaleH MHOKapAeH HH(APKT, KOPOHAPHA CMBPT) HE € U3CNIEABAH B TOBA MPOYYBaHE.

B rpynara Ha atopsacaTuH LDL-xonecTeponbT ce € NOHWKWI A0 cpeaHata CTORHOCT oT 2,04 mmoi/L
+0,8 (78,9 mg/dL. +£30) cnpsmo u3xoaHata croiiHocT or 3,98 mmol/L +0,7 (150 mg/dL +28), a B
rpynara Ha npasactatiH LDL-xonecreponsT ce € MOHMXKUI OO cpeaHara CToiHocT ot 2,85 mmol/L
+0,7 (110 mg/dl. +£26) cnpamo wu3xonnara c¢ronoct ot 3,98 mmol/L +0,7 (150 mg/dL +26)
(p<0,0001). ATopBacTaTMH CBIIO TAKa 3HAYUTEIHO € HAMAIHWJ CPEAHUTE CTOHHOCTH Ha OOWIMA
xonecrepon ¢ 34,1% (npaeacratuH: -18,4%, p<0,0001), cpeaHure HuBa Ha Tpurnuuepuaurte ¢ 20%
(mpaBacTatuH: -6,8%, p<0,0009) n cpeanus anonunonporenmd B ¢ 39,1% (npaBacratun -22.0%,
p<0,0001). Atopsactatud ¢ nosyunn cpeaius HDL-C xonecrepon ¢ 2,9% (npaBsacrarud +5,6%,
p=NS). UMa cperHo HamaneHue oT 36,4% Ha C-peakTUBHYA NPOTEMH B FPyNara Ha aTOPBACTATHH B
cpaBHEHME ¢ HamaneHue ot 5,2% B rpynara Ha npasacratuH (p<0,0001).

PesyntaruTe OT NPOYYBAHETO €A Noay4eHHn npy ao3upoeka ot 80 mg. CnegoBaTenHo, Te HE MOTaT Aa
C€ EKCIUTIOATHPAT BbPXY NO-HUCKUTE JO3SUPOBKH.

npﬂ[])ﬁﬂ HTe Ha 6e30nacHOCT U MOHOCHMOCT B IBETE JJIEKYBAHH I'PYIIH Ca ovnm CpdBHHMH.

EdexTsT OT HHTEH3IUBHOTO NOHMXKABAHE HA NHIMUAHTE BbPXY OCHOBHHWTE CbpPICHHO-CHAOBH KpaHHH
LeNK HE € M3CJIeABaH B TOBa NMpoyuBaHe. ETO 3al10 KNWHHUYHATA 3HAYUMOCT Ha Te3d ,,BboOpaxacMu™
PE3YNTATH NO OTHOLIEHHE HA [TbPBHYHATA U BTOPUYHATA NPOPUNAKTHKR Ha CbpPIAEYHO-CbAOBH
ChOMTHA HE € U3BECTHA.

OcThp KOpOHapeH CUHHAPOM
B npoyusanreto MIRACL ce ouenssa atopBactatiH 80 mg npu 3086 naumenTH (aTopBacTaTvH
n=1538; nmauebo n=1548) ¢ ocTbp KOpoHapeH cHHApOM (non-Q MHOKapAaeH HHPApPKT WM
HecTabWiHa aHrvHa nextopuc). JleueHnero € 3anoyHaTo MO BpeMe Ha ocTpa asa cuea
XOCIOUTANU3MPaHE U € NPOOBKUIO 3a nepuoa or 16 ceamuum. JleyeHuero ¢ aroppacratidH 80 mg
JHEBHO YBE/IM4aBa BPEMETO N0 NMoABa HAa KOMOWHHMpaHaTa NbLPBUYHA KPailHA TOYKA, ONMpenesieHa KaTo
CMBPT, HE3ABUCUMO OT NMPUYKMHATA, HedaTaneH MHOKapaAcH HHGAPKT, peCYCUNTHPAH ChbpAcYeH apecT
HIH aHIHHa NEKTOPHC C AaHHMW 3a UCXEMHA HA MHOKApAa, Hanaraila XOCMUTanu3alys, NMoKa3BaiKH
peaykuua Ha pucka ¢ 16% (p=0,048). ToBa ¢ npeanmHo Bcneacreue Ha 26% penykLMsA Ha
peEXOCNUTaNN3alMATa 38 aHTMHA MEKTOPUC ¢ JaHHHU 33 ucxeMMus Ha muokapapa (p=0,018). JIpyrure
BTOpPHYHH KPaHHH UENU He JOCTHUraT CTATHCTUYECKA 3HAYMMOCT caMi 1o cebe cu (obuo: nnaunedo:
22,2 %, atopBacraTtuH: 22,4 %),




[lpodpunbT Ha 6€30NacHOCT Ha aTopBacTaTthH B npoyuBaHeTo MIRACL choTBeTcTBA Ha ONUCAHUAT B
Touka 4.8.

[lpodunakrika Ha CbpACYHO-CBAOBO 3d00nABaHE

EdekTsT Ha aTopBacTaTUH BbPXY (ataiHa U HedaTtanHa UCXEMHUHA OONECT HA CBPLETO € OLEHEH B
pPaHAOMH3UPAHO, [ABOWHO-CNANO, NNane0O-KOHTPONKPAHO NPOYYBaHe, AHIMIO-CKAHAWHABCKO
MpoyuBaHEe 3a CbPACUHO-CHAOB HM3XOA — KNOH C MOHMXaBaHe Ha aunuavrte (Anglo-Scandinavian
Cardial Outcomes Trial Lipid Lowering Arm (ASCOT-LLA)). ITauuenture ca ¢ xuneprouua, 40-79-
roaMluHy, 0€3 npeaxoaeH MHOKAPRCH MHDAPKT WM JNICYEHUE 33 CTEHOKApPAMA M C HMBA Ha 00l
xonectepon (OX) =<6,5mmol/l (251 mg/dl). Bcnukm naumentn ca dmand  Hak-manko 3
npeasapyuTenHo neduHHpaHd ChpAEYHO-CBAOBH PHUCKOBH (AKTOpU: MBIKKM 10/, Bb3pacT > 355
rogdHd, nyiueHe, avader, aHamuesa 3a MUbC npu poacreeHuk ot nepBa anHusa, OX:HDL-C> 6,
nepudepHo cbAoBO 3abonsBaHe, NEBOKAMEPHA XHINEPTPOPHA, NPEAXOIEH MOIBYHO-CHAOB HHUMAEHT,
cneumpuyna EKID aHoManus, npoTreMHypus/anOymuHypusa. He BCHUKM BKNIOYEHH NaLMEeHTH ca
NMpeLeHEHHN KaTo NallMEHTH C BUCOK PHCK 33 ITbPBH CbPAECYHO-CHAOB HHLIMAEHT.

[lanneHTHTE Ca IeKYBaHW C aHTUXUITEPTEH3MBHA Tepanus (WIHA CXeMa, OCHOBABALla CE€ Ha aMIOJHIIHH,
HIM CX€Ma, OCHOBABAalla C€ Ha aTeHo/NoN), B KoMOUHAuUA Wi ¢ aropBacTatuH 10 mg AHEBHO
(n=5,168) unu miauedo (n=5,137).

E.EIJEKT'IJT Ha HaMalfaBaHe Ha abCORIOTHHA H OTHOCHTEHHA PHCK T1DH }’HGTPEGH Ha aTOpPBA4ACTATHH € oun
KaKkTO CJICABd

HHuuaeHT OTHOCHTEIHO bpoii Ha ABcoaioTHO CToHHOCT Ha p

HAMAJIEHHE Ha | HHIHAEHTHTE HAMAJIEHHE Ha

pucka (%) (aTopBacTaTHH | pHcka' (%)

| | enpaMo naauebo)

®atanna HMBC nmoc | 36% 100 cnpamo 154 | 1,1% 0,0005
Heparaned MU
Obwo cupacuHo-cpaOBH | 20% T {389 cnpsimo 483 | 1,9% 0,0008
WHUHACHTH H '
peBacKyJapH3aLMOHHH
NpoLERYPH .
O6wo KOpoHapHH | 29% 178 cnpsamo 247 | 1,4% 0,0006
WHIIHACHTH

'Bb3 ocHOBa Ha pasznMkara B o00luaTa 4eCcTOTa Ha HWHUMACHTHTE, HaONIoAaBaHW MpPH CPEAHo
npociAcasBaHe OT 3,3 roAMHH.
UBC - ucxemuuna bonect Ha crpueto; MU — muokapneH nndapkr.

O0mara CMBPTHOCT W ChPAEYHO-CHAOBATA CMBPTHOCT HE ca OMNM 3Hayumo HamaneHu {185 cnpsamo
212 nHuuaenTta, p=0,17 u 74 capsamo 82, p=0,51). B ananu3a xa noxarpynara no noin (81% Mbxe, 19%
KeHH) OnaronpuareH edekT Ha aTopBacTaTUH ¢ Oun HaOnoaaBsaH NpUH MBLKETES, HO HE MOXe J1a C¢
YCTAHOBH NpH KEHHUTE, BEPOATHO MOpaAUd HHCKATA YECTOTA HA MHUMIECHTH B XXEHCKATa MOArpyna.
Ob1arta 1 CbpAC4YHO-CBAOBATA CMBPTHOCT € YHCNEHO IMO-BUCOKA npH xeHute (38 crpamo 30 n 17
cnipaMo 12), HO TOBa HE ¢ OMNO CTATUCTUYECKH 3HA4YUMO. UMano ¢ 3Ha4YMTENIHO TEPaneBTHYHO
B3aHMOIEHCTBUE OT CTpPaHa HA OCHOBHATA AHTUXHTNEPTECH3WBHA Tepanus. [IbpBHYHaTa KpalHa To4kKa
(patanHna UBC nmoc Hedatanen MU) ¢ 3HauMMO pelyLHpaHa OT ATOPBACTATHH MPH MauHUEHTH,
nexkysaHy ¢ amnoaunud (HR 0,47 (0,32-0,69), p=0,00008), HO HE ¥ NpH TE3M, JJEKYBAHU C ATEHOJIOJ
(HR 0,83 (0,59-1,17), p=0,287).

EdekTsT Ha aropBacTaTHH BbPXY (aTaniHO W HedaTalHO CbpPAEYHO-CHAOBO 3a00JABaHE € ChUIO
OUEHCH B paHAOMM3HpaHO, ABOHHO-CNANO, MYATHUSHTPOBO, NNauebO-KOHTPOJNMPAaHO NpOYYBaHeE,
“[IpoyuBane Ha aropBactatvH npv auaber* (Collaborative Atorvastatin Diabetes Study (CARD




BeuukH nauHeHTH ca UMany noHe | OT cNeQHUTE PUCKOBH (PAKTOPH: XUNEPTOHUA, HACTOALLO ITYLIEHE,
PETHHONATUA, MUKPOaNnOYMHHYPHA WU MAKpPOa10YMUHYPHA.

[MTauveHtute ca fiekyBaHu ¢ atopBactatuH 10 mg pHesHo (n=1,428) wnu mnauebo (n=1,410) npu
MEHaHa Ha NpocneasBaHe oT 3,9 roauuy.

EdexTbT Ha HaMansABaHe Ha aOCONIOTHUA U OTHOCUTENHHRA PHCK € aTOPBACTATHH € OWI KAKTO CJIENBA

HHUHaeHT OTHOCHTEHO bpoi Hal AGCONMIOTHO CroiiHocT HA p
HAMAJICHHe HA | HHIUHACHTHTE HAMAJIEHHe HA
pHucka (%) (aTopBacTaTnn | pucka' (%)
cnpsaMo nianedo
[Conemu chpaeuHo- | 37% 83 cnpsamo 127 3,2% 0,0010
ChIOBH HHLUHACHTH

(baTtaieH W HedaraneH
OMH, Tux MH, BHe3anHa
HbC cMmbpT, HecTabuHa
CTEHOKapANA, CABG,
PTCA, pesackynun3aius,

MHCYJIT)

MU (dpaTaneH | 42% 38 cripamo 64 1,9% 0,0070
Heatanes OMMHM, THx

MH)

Uucyntn (datanuu u | 48% 21 cnpamo 39 1,3% 0,0163
HedaTanHu)

'BL3 OCHOBa Ha pa3znvkata B 00ILaTa 4ecToTa HA MHLMIAECHTHTE, HAOMIONaBaHW MpPH CPeaHO
npocneasBaHe oT 3,9 roauHm.

OMMH-ocTbp mMuokapaeH uHbpapkT; CABG — kopoHapeH aprepuaneH 6aiinac; MbC — ncexemuuna
bonect Ha cbpuero; MHU-muokapaedH wHgapkr; PTCA — nepkyraHHa TpaHCIyMKHHAHA KOPOHApHA
aHrHOMNacTHKa. | |

Hama nokazarencTso 3a padivka B edexTa OT JICUeHHWETO CIopel nojia, Bb3pacTra WKW M3XORHOTO
HuBO Ha LDL-xonecrepona Ha nauueHTa. BraronpusTHa TeHAEHUUS € HaGMIOJABaHA O OTHOLUEHHE
HA HHUBOTO HA CMBPTHOCT (82 CMBLPTHHU cnyl{au npy nnauebo rpynara cnpamo 61 B rpyrnara Ha
aropeactaTuH, p=0,0592).

PeuuanBupally HHCYJIT

B npoyusaHeTo [IpeaoTspaTtaBaHe Ha HHCYAT 4PE3 arpeCHBHO HAMalIABaHE HA HUBATa Ha XOJiecTepona
(Stroke Prevention by Aggressive reduction in Cholesterol Levels (SPARCL)) e oueHeH edpexTbT Ha
aropsactaTiuH 80 mg AHEBHO UM 1aUedO NO OTHOLUEHHE TTOABATA HA UHCYNT npH 4731 naumeHTH ¢
HHCY/T WM NpexodHa HcxeMruyHa ataka (TIA) B pamMkuTe Ha npeaxogHuTe 6 meceua M Oe3 aHamMHE3a
3a UBC. MMaumenture ca 60% Mbxe, 21-92 roguum (cpeaHa Bb3pacT 63 rogMHH) K U3XOOHO HHBO HA
LDL cpeano 133 mg/dl (3,4 mmol/l). Cpeanara cro#ivoct Ha LDL-C e 6una 73 mg/dl (1,9 mmol/l) no
BpEME Ha JieyeHHeTo ¢ atopBactatiH ¥ 129 mg/dl (3,3 mmol/l) no BpeMe Ha nedeHuero ¢ rnauebo.
Meananara Ha npocaensBaHe € 4,9 roauHu.

AtopeactaruH 80 mg e HaManun PUCKa OT ITLPBUYHATA KpaiiHa ToUYKa garaneHd W HeaTaneH KHCYNT C
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 cnex anantTupaHe Ha
M3XOAHNTE XapakTepUCTHKH) B cpaBHeHHe ¢ nanuebo. Obmara cMbpTHOCT € 9,1% (216/2365) npn
aropBacTaTHH cnpaMo 8,9% (211/2366) npu nnauedo.

B post-hoc ananu3 aropsacraryH 80 mg e HamanunM vecTtoTara Ha ncxeMuded HHCynT (218/23635,
9,2% cnpamo 274/2366, 11,6%, p=0,01) 4 € noBHILKWN yYecTOTATA HA XeMoparnyeH HHCyNT (55/23635,
2,3% cnpsmo 33/2366, 1,4%, p=0,02) B cpaBHerue ¢ nnaiedo.




e PHCKBT OT XEMOpardyeH HHCYJT € MOBHULICH NPH MAUUEHTHTE, KOUTO ¢a ¢ NpeallecTBalll
XeMoparuieH HHCY/IT NpY BXJOUYBaHE B npoyuBaHeTo (7/45 npM atopracTaTyH cnpamo 2/48
npu nanuedo;, HR 4,06; Cl 0,84-19,57) ¥ pUCKBT OT UCXEMHUUYEH WHCYIT € CXOJE€H B ABETE
rpyny (3/45 npu atopactaTuH cnpamo 2/48 npu mnauedo; HR 1,64; 95% Cl, 0,27-9,82)

® PHCKBT OT XemMoparu4¢H WUHCYNT € NOBULICH NPH MALWEHTH, KOMTO ca C MpealiecTBalll
naKyHapeH MHGApKT npd BKNKYBaHE B npoyuBaHeTo (20/708 npM aropBacTaTHH CPAMO
4/701 npu nnauedo; HR 4,99; 95% CIl, 1,71-14,6), HO PUCKBT OT UCXEMHYEH HHCYNT NPH TE3H
MauMeHTH cblo ¢ HaManan (79/708 npu artopeacratl cnpamo 102/701 npu mnauebo; HR
0,76; 95% CI, 0,57-1,02). Bb3MokKO € KpalHMAT PUCK OT HHCYAT [Ja € IMOBHUILUEH Rnpu
MaUMeHTHTE ¢ NPEXOoAeH JlaKyHapeH WH(apKT, KOUTO nony4apar atopsacraTuH 8( mg Ha AcH.

Obwata cmbpTHOCT € 15,6% (7/45) npu nedyenwe ¢ aropsacratud cnpsamo 10,4% (5/48) npwm
npunarade Ha Maauebo B noarpynara NAaUMEHTH C OPEAXOAEH XemoparuueH MHcyat. Ooluara
cmbpTHocT € 10,9% (77/708) npu aTopeactatul copamo 9,1% (64/701) npu nnauebdo B noarpynara
MAWEHTH C NIPEAXOACH NaKyHApEeH HHPApPKT.

lleaaTpuyHa nonynauns

Xemepo3uzomKa haMuinag Xunepxonecmepoiemus npu neduampuyHy nayueHmy Ha 8w3pacm 6 - 17
200UHU

[IpoeaeHo ¢ 8-ceAMUYHO OTBOPEHO TNpPOYUBaHE 334 OlUE€HKa Ha {apMaKOKUHETHKATA,
(apmMakoaMHaMHUKaTa, 6€30NacHOCTTA W [MOHOCHMOCTTA HAa aTOPBACTATHH MNPH AeLa U NOAPACTBALUN C
NeHETUYHO A0Ka3aHAa XeTepo3UroTHa gamMuiHa xunepxonecreposemus U 6a3osu cToiinocTy Ha LDL-
C>4 mmol/l. TpoyuBaHeTo oOxBawa 39 geua W noapacTeBalM Ha BB3pacT oTr 6 10 17 roavHu.
Koxopra A BxmwuBa |15 aeua, Ha Bb3pacT 6 — 12 roayHyn B mepBH ctaanii no Tanner. Koxopra b
BKJII0OYBa 24 neua Ha BB3pacT 10 — 17 roauuu 8 crannii no Tanner >2.

HauanHaTta n03a aTopBacTaTHH B KoxopTa A € 5 mg AHEeBHO noa ¢opmara HA TabneTka 3a AbBUYEHE U
10 mg aHeBHO Mop ¢opMaTa Ha ¢puImMUpaHa TabneTka B Koxopta b. JlaneHa e Bb3MOKHOCT HA4anHaTA
N03a Ja ce YABOH, aKko He € aocturHara croiiHoct 3a LDL-C <3,35 mmol/l Ha yersbpra ceaMuua u
aKO ATOpPBACTAaTHH Ce noHacs aodpe.

Cpeannte croiiHoctu 3a LDL-C, TC, VLDL-C, u Apo B ca Hamanenu npe3s Broparta ceAMHLA NpH
BCHUKH MauueHTH. [lpd nauueHTH, Ha KOMTO Jo3aTa € Ouna ynBoeHa, € OMno HabnwaAaBaHO
OOMBIHHUTENHO HAMAJNIEHHE HA CTOMHOCTHTE Ha BTOpATa CEAMHLA NpPH NMBPBOTO U3MEPBRHE Clej
MOBHIUNABAHE Ha Ao03ara. CpeAHWAT MPOLEHT HAa MMOHWKABAHE HA CTOWHOCTHUTE HA JIMMUIHUTE
napaMeTpy ¢ Oull CXOJEH 3a ABETE KOXOPTH Oe3 3HAYEHUE JAaNH NauMEHTUTE ca OWNd OCTaBeHH Ha
TAXHATA NbPBOHAYANHA N03UPOBKA WiM T4 € buna yasoeHa. Ha 8-Ma ceamuua cpeiHO NPOLEHTHT Ha
npomsHa ot 6azosute CTOWHOCTU HA LDL-C n TC e 6un npudnnazurenno chotretHO 40% n 30% Han
ofcera Ha Bb3eiCTRHE.

Xemepozuzomua amunna xunepxonecmepoieMus NPy neQuampuiHu nayuesmu Ha ev3pacm 10 — 17
COOUHY

[Ipyu aBoiiHO-CnAno, nnauedo KOHTPONMPAHO MPOYHBAHE TNOCNEABAHO OT OTBOpeHa ¢a3a Ha
npoy4ysaHero, 187 MoMuyera 1 MOMUYETA CAEA MbpBaTa MEHCTPyalus, Ha BB3pacT Mexay 10 u 17
rogMHH (cpeaHa Bu3pacT 14,1 roauHn) ¢ xerepo3nrorsHa paMuina xunepxonecreponemua (FH) wnu
TEXKa XUACPXONECTepoaeMua ca OMNU PpaHAOMMU3IWPAHU HA JieueHue ¢ atopeactaTMH (n=140) unu
iauedbo (n=47) B npoab/KeHUe Ha 26 ceAMUIH, CIEl KOETO BCUUKM NPUEManH aTOpBACTATUH B
npoaAbmkeHHe Ha owe 26 ceamuuu. Jo3uMpoBKara Ha aTopBacTaTHMH (BeIHLX AHeBHOo) € 10 mg 3a
MbPBUTE 4 CEAMMULM H MOCICABAIO YBennyasane 10 20 mg, B cny4ah ye HuBata Ha LDL-xonecrepona
ca > 3,36 mmol/l. AropsacTaTdH  CUTHH(PHMKAHTHO HAMANABA [UIA3MEHATE HWBA Ha nﬁmuﬂ
xonectepon, LDL-C, TpurivuepuanTe ¥ anoaunonpotedd B npe3 nbpBuTE 26 cCeAMML
cnsnara ¢a3za. Cpeanara gocrurnara crorHoct Ha LDL-C e 3,38 mmol/l (range; 1,81




rpynata Ha aTopBactaTHH cpaBHeHa ¢ 3,91 mmol/l (range: 3,93 — 9,96 mmol/l) B nnauebo rpynara
npe3 26-ceaMUUHaTa NBOHHO-cnANa ¢asa.

JIOMbNHUTENHO NEAUATPUMHO NPOYYBAHE HA ATOPBACTATHH CpELly KONECTHUNON MNpH NALMEHTH C
xunepxonecrepoiemus Ha Bb3pact 10-18 roanHu ycraHoBsBa, ue atopsactatuH (N=25) npeansBukBa
CUuriupukanTHO HaManenue Ha LDL-C Ha 26-Ta ceamuna (p<0,05), cpaBHeH ¢ konectunoa (N=31).

[lpoyuBaHe 3a ,MUAOCBHpAHA ynoTtpeba™ npU DNAUMEHTH ¢ TEXKA XHNEPXOJNECTCPONEeMUA
(BKJIIOUMTENHO XOMO3WIOTHA XMIMEpPXONecTepoieMus), BKIWOUBA 46 MNeRUMaTpUuHH MNAaLUEHTH,
JMEKYBAHU € aTOPBACTATUH TUTPUPAH B 3aBUCHMOCT OT OTroBOpa (HAKOM MauMeHTH ca npuemand 80
mg aTopBacTaTHH AHEBHO). [lpoyuBanero npongbr/inkaea 3 roaudy: LLDL-xonecreponsT € HaMaieH ¢
36%.

JbiarocpouHata e(pMKacCHOCT Ha Tepanus ¢ aTOPBACTATMH B NETCKA Bb3PacT 3a HamaldABaHe Ha
3a00/1eBaEMOCTTA H CMBPTHOCTTA B 3pA/ia Bb3pacT He € YCTaHOBEHaA.

EBponeickara arcHUNA NO JICKAPCTBATA € OTNOKUIA 3AAB/DKEHHETO 33 NOAaBaHe Ha pPe3yiTaTH OT
MPOy4YBaHUs C aropBacTaTHH npd aeua ot O Ao noa O-roAdiiHa BB3pacT INpPH JIEYEHHE Ha
XETEPO3UroTHA (paMUNHA XUIIEPXONECTEPOJIEMHA, KAKTO H NpH aeua oT 0 ao noa 18-roauiiHa sb3pacr
Npy N€Y4EHHETO HAa XOMO3MIoTHa ©$aMWiIHA XHIOepxonecTteponeMus, KoMOMHHMpaHa (cMeceHa)
XHIIEPXOJIECTEPONEMUs, MbPBUUYHA XHMEPXONECTEPONEMHUA M [PEBCHUMATA HA CHPACHHO-CHAOBH
cbOuTHA (BX. Touka 4.2 332 uHGopMalMg 33 neaTpUYHaTa ynorpeda).

S5.2. PapMaKOKHHETHYHH ¢BOMcTBA

Abcopbuus

AtopeactaTiH ce abcopOupa Obp30 clield nNepopalHO MPWIOKEHHE, MakCMManHa IUIa3MeHa
koHueHTpauus {(Cmex) €€ noctura 3a 1 mo 2 uvaca. CrenmeHra Ha abcopbumsa ce nokausa
NPONOpPUWOHANHO Ha A03aTa Ha aTtopsacTaTvH. Cnea nepopanHo npunokeHue OHOHATMYHOCTTA Ha
aTopBacTaTMH GUIMUpaHy TabaeTku € ot 95 no 99% B cpaBHEHHUE C Ta3H HAa NEPOPATHHUA PA3TBOD.
AbOconmoTHaTa OMOHANHYHOCT HA ATOPBACTATHH e NpubausnTenHo 12% W cHcTeMHaTa HANHMYHOCT Ha
nHxubutopHara akTHBHOCT 3a HMG-CoA penykrasara e npubansurenio 30%. Huckarta cucreMHa
HAJIMYHOCT C€ OTAaBa HA NPECUCTEMEH KNHPBLHC B racTPO-HHTECTUHANIHATA MYKO3a W/HNH Ha first-pass
MeTabony3bLM B yepHus apoo.

PasnpeneneHue

Cpeanuar obeM Ha pasnpenencHde Ha atopeactatiH € npudnusutenHo 381 L. AtopBacTtaTvH ce
CBbpP3Ba ¢ [UTA3MEHUTE NPOTEHHU B > 98%.

buotpanchopmaiius

ATopsacTaTvH ce Merabonusupa ot udtoxpoM P-450 3A4 no opTo-u napaxUuapOKCHIUPAHHN NEPHUBATH
U padiHiHK  O€Ta-OKUCAHTENHH INpoayKTH. OcCBeH ApYruTe€ MbTHILA, Te3H JeKapcTsa ce
MeTaboNM3UpaT MAOMBIHUTEIHO 4Ype3 TNIOKypoHHpaHe. In vitro uHxubuuystTa Ha HMG-CoA
peidyKTasara OT OpTO- U NAapaxUIPOKCWIHpaHMTEe MeTaboNuTH € eKBMBAJIEHTHA Ha Tasu oOfF
atopBactatuHd. [lpubnusurenno 70% ot uMpxynupainara UHXHOMTOpHA akTHBHOCT 3a HMG-CoA
PEAYKTA3aTa Ce OTAaBa Ha aKTUBHHUTE METa0OIUTH.

EnuMHHUpaHe
ATOpBacTaTHH C€ W3MbYBA TNPESAMMHO C© JKNbYKATa CRel Xenaraned W/ WK eKcTpaxenaTaneH
metabonnieM. Uarnexkna, ofaue, ue nekapcTBOTO He MNPETLPNABA 3HAYMTENHA €HTEpOXEMaTalHa
peurpkynauus. CpeHHaT [UIa3MEH MOJYXKHMBOT Ha aTOpBacTaTHH NpU xopa € npubnusurenHo 14
yaca. [lony>kHBOTBHT Ha HHXUOUTOpHATA akTHBHOCT 3a HMG-CoA peaykTasara e npuOnHsiLs
ao 30 yaca nopaau yJaCTHETO Ha AKTHBHHUTE MeTabOJIUTH.

Cneyuannu nonyaayuu




Hayuenmu 6 cmapyecka 8v3pacm:

[lnazMeHnTe KOHUCHTPALIMY HA ATOPBACTATHH ¥ HETMOBMTE AKTUBHM METAlOMUTH ca MO-BUCOKH MpPH
3APABA XOpA B CTAPUYECKA Bb3IPACT, OTKOAKOTO MPU MIAAH MALUEHTH, 3 €PEKTUTE N0 OTHOLUEHKE HA
JMHUNUANTE ¢4 CPABHHMH C TE€3H NPH NO-MAAAU MALUHEHTH.

Ileduampuyuna nonynayus

B oTtBOpeHe, 8-ceaAMHUYHO NpOYy4YBaHe, NequaTpivyHi naudedTH (Ha Bb3pacT 6-17 roguHu) 1 craaui no
Tanner (N=135) u craauit no Tanner >2 (N=24) ¢ xeTepo3urotHa paMHIHA XUNCPXONECTEPONEMUA U
0azoBn croiivocTy Ha LDL-C >4 mmol/l ca nexypanu ¢ 5 uian 10 mg tabnetky 3a AbBUSHE WIH
choTBeTHO 10 unu 20 mg d¢unMupaHn TabneTky aTOpBACTATHUH BEAHBXK JAHCBHO, EAHHCTBeHATa
3HAUYUTENHA MPOMAHA BbB PapMaKOKHHETHUHMUA MOJEN HA MOIMY/IAUMATA, JIEKYBAHA ¢ ATOPBACTATHH, €
Te/lecHaTa Maca. BUIUMHAT nepopasieH KNHPLHC HA aTOPBACTATHH (PH NESAMATPHYHH NAUHEHTH CC
ABsBA NoaoGeH Ha TO3W NpM Bb3PACTHH Cled ANOMETPUYHO HW3MEPBAHE Ha TENeCHOTO TErno.
CvotBeTHO HamanenHue Ha LDL-C u TC e Ouno HabmiopaBaHO B AMAa3zoHa Ha €KCNO3ULMA Ha
ATOPBACTATHH U O-XUAPOKCUATOPBACTATHH.

llon

KOHUeHTpaUHUTE HA aTOPBACTATHH W HETOBUTE AKTHBHU META0ONHUTH NMPH KECHUTE CE pa3IMyYaBaT oOT
TE3H NpH MbxeTe (keHU: NpUOAU3UTENHO ¢ 20% no-BHCOKHU 33 Chpax B ¢ OK0n0o 10% no-HUCKkH 3a
AUC). Te3n pasnuKA HAMAT KIWHUYHO 3HAYEHHE M HAMA KIMHHYHO 3HAYHMH pPa3UKH MEXKIY
eQEKTUTE MO OTHOUICHHE HA IMMUAUTE NTPH MbXKE H )KEHM.

Hayuenmu c 6vbpeuno yapexcoane
brOpeunuTe 3a0019BaHMA HAMAT BIMAHUE BBHPXY [IA3MEHHUTE KOHUSHTPAUMWH WIH BBPXY JTUMHIHUTE
eEeKTH Ha aTOPBACTaTHH U HEMOBUTE aKTHBHH MeTaboauTH.

Hayuenmu ¢ wepHoOpobHo yepexcoane

[lna3sMeHuTe KOHLEHTpalUWH HA AaTOPBACTATHH H HErOBMTE aKTHBHM METAaOONMTH ca 3HAYHTENHO NO-
Bucoku (npubiinsurento 16 nbvty 32 Crac M 11 mbeTH 33 AUC) npy nauuMeHTH ¢ XpOHUYHA ANKOXO0JHA
yepHoapobua dosiect (Child-Pugh B).

SLOCIBI noaumopgusom

UepHoapoOroro 3axpamiaHe Ha BCHYKH HMG-CoA-penykrazHd MHXUOMTOPH, BKJIKOYHTENHO
aTopBacTaTUH c€¢ u3BbpLUBa nocpeactBoM AOTPIBI TpaHcnopreH nporeun. IIpw nauueHTH Cbe
SLCOIBI nonnmMopgH3bM MMa PHUCK OT AOBMILEHA €XCNO3WLMA HA aTOPBACTaTHH, KOETO MOXeE Ja
AOBEAE A0 NOBUIIEH puCK OT padaomuonnsa (Bxk. Touka 4.4). [lotuMopdH3IMbT NIpH I'eHa, KOAWPALLL
OATPIB] (SLCOIB1 ¢.521CC), e cBbp3aH ¢ 2,4 NBTH NO-BHCOKA CHCTEMHA HAIMYHOCT Ha
atopBactaTuH (AUC) B cpaBHeHHUe ¢ HHANUBHAX Oe3 To3n reHotuned BapHaHT (C.521TT). [Ipu Te3u
NAUMEHTH € BBb3MOKHO CbUI0 TEHETHYHO J[Ja € HApPYWEHO 4YepHOApoOHOTO 3axBalllaHe Ha
aATOpPBACTATHH. BB3MOXHUTE NOCNEACTBUA BhpXY €PUKACHOCTTA Ca HEH3BECTHH.

5.3. NMpeakaHHHYHH 2aHHH 32 HezonacHocT

ATOpBacTaTHH HE € NMOKa3an MyTareHeH UM KJAaCTONEHEH NOTeHUKaNn B 6aTepusd OT 4 In vitro TECTOBe
M B €AMH aHanHu3 in Vivo. ATOPBacTAaTUH HE € KAHUEPOTECHECH 3a IJIBXOBE, HO NpU NpUIaraHe Ha
BHCOKH A03W MpU MUILKHK {(aoBeny g0 6-11 nbTu no-sucoku croiiHocty Ha AUC (0 ao 24 wvaca) B
CpaBHEHHE € Te3HW MpPH XOpa, NpHEMa/IM HAW-BUCOKATA MPENOPBUUTENHA A03a) ¢a C€ MOABWIH Cly4aH
Ha XenarouenyaapeH aijeHoM MPH MbXKUTE U XENMATOLENYNAPSH KAPLUMHOM MPH MEHCKNUTE HHUBOTHMU.

MMa nadHn OT npoyusaHus NpH KUBOTHH, He HMG-CoA-penykTa3HUTE WHXHOHTOPH MOXE Ja
BINAAT BbPXY pa3sBUTUETO HA eMOpuonuTe K derycure. [1pn nabxose, 3ailuu W KyyeTa aTOpBacTaTHH
HAMa €(EeKT BbpXy (EpTWIMTETA MU HE € TEepaTOreHEeH, HO NMPH TOKCHYHW 3a Maiikara N03M, npu
MTBXOBE MU 3aiiun ¢ cHaGnlogaBana peranHa TOKCHUYHOCT. PazButnero Ha MoKomeHHeTo
320aB€HO Y MOCTHATAHOTO OLENABAHE HAMANEHO MpH E€KCMO3WUMA Ha MaitkaTta

dTOPBACTATHH. an [TBX0BC MMA JOKA3ATENCTBO 34 MPEMUHABAHEC HA JICKAPCTBOTO LGy
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[Ipy nibLXoBe NNasMEHUTE KOHLIEHTPALMM HA aTOPBACTATHH ¢a OAM3KW A0 Te3u B MaakoTo. He ¢
M3BECTHO JaJIM ATOPBACTATHH M HErOBUTE METADOIUTH Ce eKCKPETUPAT B KbpMaTa.

6. PAPMAUEBTHUYHH JAHHH
6.1. CnHCBK HA NOMOUMIHHTE BELECTBA
Kanuues kapboHat

JlakTo3a MOHOXHApAT

MukpokpucTanHa uenynosa
Kpockapmeno3a HaTpui

[Toancopdar 80

HuckoBucko3zna xuapokcunponunuenynoza (HPC-SSL)
Maruesues creapar

DHIMOBO NOKPHTHE
Onagpait AMB OY-B-28920 — noau(BMHunos ankoxon), TurasoB avoxkcua (E 171), tank (ES53b) —

nmy3eHau, neudtrH (E 322) - tank (E 553b) (1/1) u kcaHToHoBa ryma (E415).
6.2. HechBMEeCTHMOCTH

Henpunoxumo

6.3. Cpox Ha roasocTt

2 TOAUHH

6.4. CneunaaHu YCI0BHA HR ChXPaHeHHE

Ja ce cbxpaHaBa HA MACTO, HEAOCTBLIIHO 34 AeLa.

Jla ce chbxpaHsBa B OPUrHHAJIHATA ONAKOBKA.

Jla ce chxpanssa noxn 25°C.

6.5. Bua H ¢cbABPKAHNE HA ONAKOBKATA

bauctep ot 0sano Henpospayno Al-Al donmo.

Pazmep na OnakoBKHTE:

30 dpunmupaHy TabNETKH.

90 dbunmupaHu TabneTku

He BcHykK BUAKBE ONAKOBKU MOXE Aa ObaaT MyCHATH B nponaxoa.
6.6. CrneunanHv nNpeana3HH MEPKH NPH H3XBbPJASAHE

HaMa crieuuanHi H3UCKBAHHA.

Heusnoa3ganusT ACKApPCTBCH MNPOAYKT HJIH OTNAABbYHHUTE MATCPHANTHA OT HETO Tpﬂﬁﬂﬂ Aa CC H3XBBPIAT
B CbOTBETCTBHUE C MECTHHUTEC U3NCKBaHUA.

7. TNMPUATEXATEJ HA PABPELIEHHUETO 3A YIIOTPEBA




HOBEJI PAPMA EOQO/]

Oyn. ,.benrapus” Nel(9

Cotus 1404, brarapus

8. HOMEPHA PAIPEIHIEHHETO 3A YIIOTPEBA

Per. Ne 20120469

9. JATA HA ITbPBO PA3ZPEILABAHE/MOJHOBABAHE HA PAZPEHIEHHUETO 3A
YINOTPEBA

Jara Ha nbpeo pazpewasane: 20.09.2012 r.

Jlata Ha nogHoBaABaHe: 27.09.2017 r.

10. AATA HA AKTYAJ/IH3UPAHE HA TEKCTA

06/2026 r.




