KPATKA XAPAKTEPHCTHKA HA ITPOJAYKTA



M3NLAHNTENHA ATEHUMS 110 IEKAPCTBATA

1. HME HA JEKAPCTBEHHA ITPOAYKT Paspeweriie Ne

COPTHC 10 mg ¢namupanu TabneTku

SORTIS 10 mg film-coated tablets (OGOOPBHUE Ne oo oo

Kpamxa xapaxmepucmuxks wa npogyxma [purowenve |

Lo poz. me L2072/ Rl 74/07003

1

COPTHC 20 mg ¢puaMupaHy TabNeTKH
SORTIS 20 mg film-coated tablets

COPTHC 40 mg ¢puaMupaHH TabneTKH
SORTIS 40 mg film-coated tablets

COPTHC 80 mg ¢punmupanu tabneTki
SORTIS 80 mg film-coated tablets

2. KAYECTBEH H KOJIMMECTBEH CbHCTAB

Beaka punmupana tabnetka cpaspxka 10 mg aTopBacTaTuH (atorvastatin}, KaTo aTOPBACTATHH KaJIlHHA
TPUXHApAT.
Besaxa punmupana tabnetka csabpxa 20 mg aTopeacTaTiH (atorvastatin}, KATO aTOpPBACTATHH KaJlLHi
TPUXUApPAT.
Besaxa puamupana tabnetka cvabpixa 40 mg atopeactaTiH (atorvastatin), KaTO aTOPBACTATHH KanLHi
TPHUXHUAPAT.
Beaka (punmupana tabaerka cpabpxa 80 mg aTopsactaTHH (atorvastatin), KaTo aTOPBACTATHH KaJIUH#H
TPUXUpAaT.

[TomowiHo(1) BelecTBO(a) ¢ H3BECTHO ACHCTBHUE:

Beska COPTHC 10 mg ¢pwamupana Tabnetia cbabpka 27,25 mg nakrosa MoHoxuapart H 0,00004 mg
GeH30eHa KucenrHa.
Besika COPTHUC 20 mg punamupana Tabnerka cpaspixka 54,50 mg nakrosa Moroxuapat 4 0,00008 mg

OeH30eHa KUCENHHA.
Besxa COPTHC 40 mg duamupana tabnerka ceabpxa 109,00 mg nakrosza Monoxuapat 4 0,00016 mg
OeH30eHa KHCeNHHA.
Besaka COPTHC 80 mg puamupana tTabnetka cbabpika 218,00 mg nakroza Monoxuapat ¢ 0,00032 mg
beH30eHa KHCenHHA.

3a TbJAHHS CNHCHK HA MOMOLIHUTE BELISCTBA BUXTE ToUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
dunMupaHa TabreTka.

beau, kpuriu, punMHpanu tabnetku 5,6 mm, ¢ rpaBupan naanuc "10" oT egHATa CTpaHa W HAAIHUC
"ATV" ot apyrara.

Benu, kxpbrau, punmupanu tabnerku 7,1 mm, ¢ rpaBupaH Haanuc "20" ot eaHaTa CTpaHa U HaJIHC
"ATV" ot apyrara.

benu, xperiau, punMupann tabaetku 9,5 mm, ¢ rpasupan Haanuc "40" oT egHaTa CTpaHA U HAZINC
"ATV" ot apyrara.

benn, kpbrau, punmMupanu Tabnerku 11,9 mm, ¢ rpasupad Haanuc "80" oT eaHaTa cTpaH
"ATV" or apyrara.
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4. KJIUHWYHM JAHHU

4.1 TepaneBTHUHH MOKA3ZAHHSA

XunepxoaecrepoaeMus

COPTHC ¢ nokazaH kaTo AONbIHEHHE KbM JHETATA 32 HaMaJifABaHe Ha [OBHILSHHTE 0B XonecTepo,
LDL-xonectepon, anonunonporedH B ¥ Tpuriuuepuan npy Bb3pacTHH, NOAPACTBALLH U Aeua Haj 10
FOJHLLIHA Bb3PacT C MbPBUYHA XHNIEPXONECTEPONEMHUS, BKIIOUUTETHO HaMHUIIHA XUIIEPXONECTEPONEMHUSA
(xeTepo3uroTeH BapHaHT) WiH KoMOuHMpaHa (cMeceHa) xunepaunuaemus (orrosapaiua Ha tun Ila u IIb
ot knachukauusnta Ha Fredrickson), korato edekTsT Ha fHeTaTa H ApyruTe HehapMAKOIOTHUHH METOAH
€ HEI0CTATbYEH.

COPTHC e nokazaH CBLUO H 32 IOHHAABAHE Ha 00w xonectepot H LDL-C npH Bb3pacTHH €
XOMO3HIOTHA QaMUIHa XHUTIEPXONECTEPOJIEMHS KATO JONbIHEHHE KbM APYTHTE METOAM 38 NOHWKABaHe
HHBOTO Ha nunuaute (HanpuMep adepesa Ha LDL) uam B cnyyanTe, KOTaTo T€3H METOAM HE Ca HAJIHYHH.

[TpodMaaKTHKA HA CHPACYHO-CHAOBO 3a00/asgBaHe

[IpounakTHka Ha ChPACYHO-CBAOBH ChOMTHA NPH BH3PACTHH MALHEHTH, NPH KOMTO € OLEHEH BACOK
PUCK 3a NBPBH CHPASUHO-CHAOB HHUMAEHT (BXK. TOYKa 5.1) KaTo AONBJHEHHE KbM KOPEKLUHATA Ha APYTH
PUCKOBY (PaKTOPH.

4.2 Jlo3supoBKAa M HAYHH HA NMPHJIOKEHHE

ﬂOBH POBKA

[Ipeau ga nonyuyn COPTHC nanueHTsT Tpabea Aa Gb/le MOCTABEH HA CTAHAAPTHA MOHHXABAILA
XojiecTepoa aueta ¥ TpabBa Aa NPOABLIDKM Aa Cra3Ba Ta3d AWETA Mo BpeMe Ha neveHuero ¢ke COPTHUC.

Hosara Tps6Ba ga 6b¢ HHANBHAYATU3WPAHA B 3aBUCHMOCT OT H3XOAHHTE HMBa Ha LDL-xonectepoina,
HEATA Ha JICUCHHUETO 4 OTroBOpPa Ha NalHEeHTa KbM NEUYCHHETO,

O6uuaiinara HayanHa 103a € 10 mg seinbk AHeBHO. KopekliHa Ha A03aTa ce H3BBPILBA 1Pe3 HHTEPBAIH
OT 4 WK noBeue ceaMuuUM. MakcumanHara f1o3a € 80 mg BeAHBK JHEBHO.

ITvpeuuna xunepxonecmeporemus U KOMOBUHUPAHQ (CMECEHA) XUREPIUNUOCMUR

[Toeyeto naunerTu ce nosaussar yenewHo ¢b¢ COPTHC 10 mg Beanbxk JHeBHO. TepaneBTHYEH eeKT
ce Habno1apa 10 ABe CEAMHIIM, a MAKCUMaNeH TepaneBTH4eH e(ekT ce nocTura 0OHKHOBEHO 3a 4
ceAMULK. EQexTBT ce noAabpKa NPH NPOALIIKHATENHO JSUEHHE.

Xemepo3ueomna hamuana xunepxonecmeponemus

Jleuennero 3anousa cs¢ COPTHUC 10 mg aneBHo. Jlo3uTe ce HHAMBUAYANU3UPAT W KOPHIUPAT Ha BCeKU 4
ceaAMHLIH J10 40 mg axeBHO. Caexn ToBa, WK 103aTa MOXE Aa 6bae yBeAnYeHa A0 MakcuMyM 80 mg
AHEBHO WM C€ mpunara KOMOHHALMA OT CEKBECTPAHT Ha MUTbHYHHTE KHCEIHHH H aropBacTaTUH 40 mg

CAHOKPAaTHO AHEBHO,

Xomosuzomua amunna Xunepxonecmepoiemusn

HanuuHu ca orpanndcH Opoi naHHH (Bx. Touka 5.1).




J{03upoBKaTa Ha ATOPBACTATHH NPU NALMEHTH ¢ XOMO3ZUIOTHA HaMHUITHA XUniepXoniecTepoieMus e oT 10
no 80 mg nHeBHO (BK. TOUKa 5.1). ATopBacTaTiH Tpabea Ja ObAe H3MMI3BAH KATO JONBIHEHHE KbM
ApYrd TUNUACNOHMXABAILM TepaneBTUYHK cpeacTBa (Hanp. LDL-adepe3a) npu T€34 nalMeHTH UKW NPH
HEBB3MOXKHOCT 33 M3NON3BaHE Ha TaKHBA CPEACTBA.

Ipoduraxmuxa na cvpdeuno-cvdoso 3aboansane

[Tpu npoy4yBaHHATa 3a MEPBUYHA NMpodHIaKTHKA fo3aTa e 6una 10 mg aueBHO. Moxe aa ca Heo6x0aAuMH
No-BHCOKH J1031, 3a Ja ce noaAxbpxart HuBa Ha LDL- xonectepona cnopes HACTOALWNWTE PbKOBOACTBA.

bvbpeuno yapexcoane
He ce Hanara npoMsHa Ha jo3aTa (Bx. Touxa 4.4).

Heprodpobro yepesxcoare

COPTHC Ttpsabea pa ce npunara ¢ IOBHIIEHO BHHMAHKE NPH Nal{HEHTH ¢ YepHOAPOOHO yBpexkaaHe (BX.

TO4KH 4.4 1 5.2). COPTHC e npoTHBONOKA3aH NPH NMALMEHTH ¢ aKTHBHO YepHoApoOHO 3abonaBaHe (Bxk.
TouKa 4.3).

Eonoepemenno npunoacenue ¢ Opyeu nekapemeenu RPoOyKm

[Ipu nauueHTH, NpUeMalny aHTUBUPYCHUTE CPEACTBA 3a JiedeHHe Ha xenaTHT C, kaTo
endacBup/rpasornpeByp UM NETEPMOBHD 3a NPodPUIAKTHKA HA LIMTOMETAN0BHPYCHA HHPEKIINA,

CBITBTCTBALLIO C ATOPBACTATHH, 103aTa Ha ATOPBACTATHH He TpAOBa Aa npepuluaBa 20 mg/aeH (BX. TOUKU
4.4 n4.5).

Ynotpe6ata Ha aTOpBACTATHH HE CE MPENOPHYBA NPH NAUMEHTH, IPHEMALIH JIETEPMOBHD €JHOBPEMEHHO
C UHKJOCTIOPUH (BX. TOUKH 4.4 U 4.5),

Cmapuecka gvipacm

EdukacHocTTa M 6e30nacHOCTTA IIpH NalUHEHTH HaA 70 roJHHH, NPHEMAILH IPENOPBHYUTEIHUTE A03H, Ca
CXOMHH C Te3u npH obliara nonynauuA.

Ieduampuuna nonyrayus

Xunepxoaecmepoasemus

HPHJIaPaHBTO Ha JIEKAPCTBCHHUA NMPORYKT B NCAHATPHATA TpHﬁBa Ja C€ H3IBbpIIBA CaMO OT CIICLHAJINCT €
ONHT B JICYCHHECTO HA RCTCKA XUIICPAHITUAEMHAS, KATO NALlUEHTHTE T]JﬂﬁBa Ja 6paar NpELHCHABAHH
PEAOBHO MO OTHOLICHHUE HAllpeOBKA Ha JIEYEHHETO.

Ilpu mauneHTH ¢ XeTepo3uroTHa GaMuNHa XUTIEpXONECTEPOIEMHE Ha Bb3pacT 10 # noBede roanuHu
NPenopbhYHTENHATA CTAPTOBA 1032 aTopBacTaTHH € 10 mg AHeBHO (BX. Touka 5.1). Jlozata Moxe Ja Obae
yBenuyeHa A0 80 mg aHeBHO, cnopes OTroBopa H noHocHuMocTTa. J{osuTe Tpabea aa ObAaT onpeae/eHu
MHAMBHIYAJIHO CIIOpe/ NpenopbyBaHara Led Ha repanuara. KopurvpaHe Ha aosute TpsdBa 21a ce npaBy
Ha MHTEpBaNIM OT 4 CEAMHLUYM UK NoBeue, TuTpupaHero Ha Ao3ata Ao 80 mg JHEBHO € ITOAKPENEHO ¢
AAHHH OT NPOYUBAHE NPH BB3PACTHH H OFPAHUYECHU JaHHH OT KJIMHHYHH [IPOYUBaHHA IIPH AcLa ¢
XETEPO3UIOTHA paMHITHA XUNepXonecTepoiieMus (BxK. ToukH 4.8 u 5.1).

Hanwuyny ca orpaHH4eHd JaHHH OT OTKPUTH MPOYYBaHHA 110 OTHOWIEHUE Ha 6e30
€(PHKACHOCTTA MU JIella C XETePO3UroTHa (haMHITHA XHNEPXONEeCTEpONeMHs Ha

4



10 ronMHH. ATOpBACTATHH HE € NOKa3aH 3a JIeYeHHe Ha nauueHTH noz 10-rogumHa se3pact. Hanuunure

KM MOMECHT& JaHHH Ca onvcaHH B TOUKH 4.8, 5.1 ¢ 5.2, HO HE MOXe Aa ce HanMpaBu MpenopbLKa 3a
AO3HpaHE.

Hpyru nexkapcTBeHH GOPMH/KONHYECTBA HA aKTHBHOTO BELLIECTBO MOXKE a €a MO-NOAXOAALLM NPH Ta3H
MOTynaLus.

HauuH Ha npuaoxeHue

COPTHC e npenHazHaueH 3a NepopaiHo npHiomkeHHe. Beska qHeBHA 1032 aTOPBacTaTHH Ce 11aBa
HaBeAHBXK H MOXKeE /1a ObJie nIpreMaHa No BCAKO BpeMe Ha JeHs ¢bC WM Oe3 xpaHa.

4.3 IIpornBonokaizaHus

COPTHC e npoTHBONOKa3aH NpH NaLHEHTH:

- CbC CBPBXYYBCTBHTENHOCT KbM aKTHBHOTO BELIECTBO HAH KbM HAKQE OT ITOMOIUHHTE BELLECTBa,
H30pOEHH B TOYKA 6.

— C aKTHBHO YepHOApoOHO 3a00BAHE HITH HEUZACHEHO NEPCHCTHUPALLO NOBHLUECHHE HA CEPYMHHTE
TpaHCaMHHAa3H, HAAXBBPIALNO 3 TBTH FOPHATA FPaHKHIA Ha HOpMAaTa

— 1O BpeMe Ha OpeMeHHOCT, KbPMEHE H [IPH XXEHH C AETEPOAeH MOTEeHIHAN, HeMpUaarally
HOAXOAALLM MEPKU 32 KOHTpauenius (BXK. Touka 4.6)

~ JICKyBaHH ¢ aHTHBUPYCHUTE CPEACTBA 3a NieueHHue Ha xenaTHT C rnekanpeBHp/nubperTacsup.

4.4 CoeunajHu npeaynpexacHHs H Npeana3zHH MEPKH NpH ynoTpeba

YepHoapobHo yBpexaane

TpnadBa na ce HaMPaBAT yepHOAPOOHKM (HYHKIIHOHAIIHH TECTOBE NMPEAH 3aN0YBAHE HA NIEUCHHETO U
HEPHOANYHO e TOBA. [[pH NALMEHTH, IIPH KOUTO Ce MOABAT Oeie3n HAH CUMATOMH, IIpeAnoaraiy
UePHOAPOOHO yBpeKdaHe, Te3H YepHONPOOHH (YHKILHOHAJHH TECTOBE ca 3aabmkuTentn. [lauuenty, npu
KOMTO C€ NMOBHILIAT HUBATA HA TPaHCAMHHa3KTe, TpAOBA 12 OB1aT KOHTPOJHPaHH fO H3aUe3BaHe Ha
OTKJIOHEHHETO (OTKNOHEHUATA). AKO NOBHIIEHUETO HA TPAHCAMKHA3MTE, HANXBBPJIALLO NOBEYE OT TPH
MbTH MOpHATA 'PAHKULIA Ha HOpMaTa, NEPCHCTHPA, CE NIPENOPhYBA HAMAISIBAHE HA 103aTa HIH
npeycravossisane Ha npueMa Ha COPTHC (Bx. Touka 4.8).

COPTHC tpsabea fa ce npunara npeanasnyuBo NPH NALHEHTH, KOMTO KOHCYMHPAT 3HAUMTENRHH
KOJTM4ECTBa aJIKOXO0J H/MJIM HMAT aHaMHe3a 3a UEpPHOAPOSHO 3a60A4BaHE.

lIpeaoTBpaTaBaHe HA UHCYAT Ype3 arpecHBHO HAMaNsBaHe HA HHBATA Ha xouectepona ((Stroke Prevention
by Aggressive Reduction in Cholesterol Levels (SPARCL))

Post-hoc aHanu3 Ha cyOTHIoBeTe HHCYATH Npu NalHeHTH 6e3 ucxemuuna 6onect Ha ¢brpueto (MBC),
KOMTO ca OMJIM C HACKOPO MpekapaH KHCYAT WK TPAH3UTOPHA UcXeMUyHa ataka (TIA), e mokasan no-
BUCOKA Y€CTOTa HA XEMOpPArHYe€H HHCYAT NMPH NALUKHEHTUTE, 3aNOYHANH ¢ aTopBacTtaTuH 80 mg cripamo
niauebo. INosHiieH puck e oTOenA3aH NpeJUMHO NPH MALMEHTHTE € MPEAXOAEH XeMOpart4eH MHCY AT
HJIM JJAKYHapeH HEQAPKT IPH BKAIOYBAHE B HPOYUYBAHETO. 32 NALHEHTHTE ¢ NPEAX0JEH XeMOparuieH
HHCYJIT UK NaKyHapeH HH(apKT 0anaHchT MEXRY PUCKOBETE H NON3UTE OT aTopBacTHH 80 mg e
HECHIYPEH H NMOTEHUHAIHUAT PUCK OT XeMoparviyeH HHCyAT TpabBa aa 6be BHUMATETHO [IPELCHEH
IpeaH 3anoyBaHe HA TepanusATa (BXK. To4ka 5.1).

[IposiBY OT CTpaHa Ha CKENeTHATA MYCKYNATYDa
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ATOpBacTaTHH, KakTo ¥ Apyrute HMG-CoA-penykraziy HHXHOUTOPH, B PEAKY Cyuau MOXeE J1a OKaxkKe
HeONaronpuaTHO Bb3AEHCTBUE BHPXY CKENeTHATa MyCKYNaTypa H Aa NPHYMHH MHAJITHS, MUO3HT H
MHONATHA, KOHTO MOraT Ja NporpecHpar a0 pabAoOMHOAK3a - MOTEHIMAIHO XUBOTO3aCTpallaBailio
CLCTOSAHUE, XapaKTEPpU3HPALIO C€ ChC 3HAUHTEJIHO MOBHIIECHHE Ha HMBATa Ha KpearnHKHHazata (KK) -
(>10 meTH HaJ HOPMATA), MHOTJIOOUHEMHES ¥ MHOrJIOOHHY PHS, KOWTO MOraT 1o A0BeAaT A0 6L6petHa
HEAOCTATHLYHOCT.

MHoro paaxo ce cbodLaBa 3a HMyHOMEAMHpaHa HekpoTuH3upalla Muonatus {(MMHM) no Bpeme Ha uin
cliefl neyenue ¢ HAKod cratuin. MMHM knHHHYHO ce XapaKTepH3upa ¢ TIEpCUCTHpalla c1abocT Ha
IPOKCUMATHMTE MYCKYJIH U IOBUIICHH CEPYMHH HUBA Ha KPeaTHHKHHA3aTa, KOMTO NPOABJKABAT
BBIIPEKH NPEKpaTABaHE HA JIEUYEHUETO ChC CTATHHH, NoNoKHTENHH aHTU-HMG-CoA peayxraznu
AHTUTENA U NOAOOPEHHE C UIMYHOCYIPECHBHH CPEJICTRA.

[Ipeou nevenuemo

ATopBacTaThH TpabBa Ja ce M3NoN3Ra BHUMATENHO NPH NALKEHTH C Npeapasnonaraliiy $akTopH 3a
pabaomMuonusa. Hisarta Ha kpeatuHkuHaszata (KK) TpabBa aa ce u3cieasaT npeaM 3armoyBale Ha JICUCHHE
CbC CTATHH B CNCOHWTE ClIyUau:

—  O6nlpeuno yspexaaue,

- XUIIOTHPEOUAH3BM;

— aHaMHe34a, BKII. H ceMeliHa, 3a HACEACTBCHH 3a00ngBaHKA HA MYCKYTUTE;

= aHaMHe3a 33 MYCKYJIHa TOKCUYHOCT OT CTaTHH WAK pubpar;

— aHaMHe3a 3a YepHOApOoOHO 3abonsBaHe /WK ynoTpeda Ha 3HAYUTENHH KONHMECTBA AlIKOXON;

- pU NALMEeHTH B cTapuyecka Bb3pacT (> 70 r.) Tpabsa fa ce uMa npeaBua HEOOXOAKWMOCTTA OT TOBA
U3CneaBaHe B 3aBHCUMOCT OT HATMYKHETO Ha APYry GaKtopH, Ipeapas3nogaraiy KbM
pabaoMuonu3a;

- KOTaTo € Bb3MO)KHO MOBHILIABAHE HA MIAa3MEHHTE HHWBA, HANP.MPH B3anuMoaehcTBus (BXK. ToUKa 4.3)
H Cneluuandy NomyJaliK, BKA. reHeTHHHH cybnomynauuu (BX. Touka 5.2).

B TakuBa cHTyalMH TpsOBa Ja €€ NPELEHH PUCKBT OT JIEYEHHETO CMPAMO Bb3MOXHHTE [10J13H H C€
MPEnopBLYBa KIMHUYHO NPOC/IEASBAHE,

He TpsbBa na ce 3ano4sa neuenue, ako u3xoaHute HuBa Ha KK ca 3HaunTenHO NOBHIUEHH (> 5 MbTH Haj
HOPMAarTa).

Hamepsane na kpeamunxunazama (KK)

Kpeatunkunazara (KK) He Tpabsa na ce u3cnenpa chea Hanperdato (pU3uyecKko HaTOBAPBAHE HIH NPH
HaNMYHEeTO Ha BEPOATHA AITCpPHATHBHA NPHYMHA 3a yeeauueHHeTo Ha KK, Tbil KaTO HHTepnpeTaLusiTa Ha
pe3yITAaTHTE B Tak¥Ba Clly4aH € 3aTpyAHeHa. AKO U3XoAHHTe cToiiHOCcTH Ha KK ca 3HaunTenHo
[IOBHILEHH (> 5 IbTH HAJ HOpMAaTa), HEMBaTa TPAOBA Ja ce u3CcAeBAT NOBTOPHO B PAMKHTE Ha 5 10 7 AHH,
33 Ja C€ IIOTBBPAAT Pe3ynTaTHTE.

[lo gpeme Ha reveruemo

- [Taumenrure Tpabea aa ObaaT NpeaynpeleHy BeHAra 1a ChoOIaBaT 3a NOABa HA MYCKYJIHH DONKH,
KpaMnu Uim cnabocT, 0CoBEHO B CAYUYaUTE, KOTaTO TOBA € NPHAPYKEHO C HEPAINOJIOKEHHE HITH
NOBHILIEHHE HA TEMNEpaTypara,

- Tpabea na ce uscneapar Husarta Ha KK, ako ce mosaBaT TakiBa CHMNTOMH 10 BpEME Ha TepanusTa C
aTopBactaTiH., HeoOXxoQuMo e npekpatsaBaHe Ha TepanuaTa, ako c€ YCTAaHOBH, Ue T€3M HUBA Ca
3HAYHTENHO NOBUIUEHU (> 5 ITBTH HAJ HOPMATa).

— Tpsabra na ce oOMUCIH NpeKpaTABAHE HA IEUEHHETO, aKO MYCKYJIHHTE CUMNTO
NPEeaU3BHKBAT NOCTOAHEH AUCKOMGDOPT, JOPH H B ciayyauTe, korato KK ca m
HaJ HOPMATA.




- AKO CUMNITOMUTE OTLIYMSAT ¥ HUBaTa Ha KK ce HopManu3supar, moxe fa ce 0OMHUCIIH NOBTOPHO
BKNKOYBAHE HA aTOPBACTATHH WU 3aN0YBAaHE HA Tepankd C &/ITepHATHBEH CTAaTHH NPH H3MON3BAHE
Ha HaH-HUCKATa J103a ¥ CTPUKTHO MOHUTOPHPAHE.

- [IpuemMbT Ha aTopBacTaTHH TPAGBA Aa 6bAe NpeyCcTaHOBEH, aKo € HAJTKMLE KIMHHYHO 3Ha4YUMO
noBuileHMe Ha HUBaTa HA KK (>10 nbTH Haa HOpMATa) MM aKo Ce JHATHOCTHUMPA WK MOAC3Hpa
pabaomuonuza.

ENHOBpPeMEHEH NpHEM ¢ JAPYTH NEKAPCTBEHH MPOAYKTH

PuckbT 0T pabromuonysa ce NOBMINABA TPU ChITBTCTBALIO MPHJIOXKEHUE HAa aTOPBACTATHH C ONpPEAENeHHU
JIEKapCTBEHH NMPOAYKTH, KOUTO MOraT Aa NOBMLIAT NJIa3MeHaTa KOHUEHTPALIMS Ha aTOPBACTATHH, KATO
MOLLIHHTE HHXHOUTOPH Ha CYP3A4 MK TpaHCNOPTHHUTE NMPOTERHH (HAND. LHKIOCTIOPHH, TEAUTPOMULIMH,
KNapHTPOMHLIHH, AENABUPIAHH, CTUPUNIEHTOJI, KETOKOHA301, BOPHKOHA30JI, HTPAKOHA30I1, NO3aKOHA30/I,
netepMmoBup H HIV-nporeazHu HHXHONTOPHU, BKIIOUHTENHO PUTOHABHP, JONHHABUD, aTa3aHaBUD,
WHAMHABHD, AapYHABHD, THNPAHABUP/PUTOHABUP 1 Ap.). PUCKBT OT MHONIATHA MOXe ChLIO Aa Onj1e
MOBHILEH MPH CENBTCTBALLO TpUIIOKeHUe ¢ reMpubpo3un u apyru ¢pubparh, aHTHBHPYCHH CPEeACTBA 32
neyenne Ha xenatut C (HCV) (nanp. 6ouenpesup, Tenanpesup, eabacsup/rpazonpesup,
negunacBup/codocOyBup), CPUTPOMHIHH, HHALIHH HUITH e3eTHMHO. AKO € Bb3MOXKHO, BMECTO TE3H
JNieKapcTBa, TpAdBa 1a ce OOMUCAAT anTepHEATUBHH (HEB3aHMMOACKHCTBALLUM) TEpanuH.

B ciyuam, korato € He0OXOAHMMO eAHOBPEMEHHOTO NPHJIATaHe HA T€3H NEKAPCTBA ¢ ATOPBACTATHH,
MO3aTa H PHCKBT OT CHITETCTBALLOTO JieucHHe TpAOBa Ba Obaat obMucineny BHuMartesHo. Korato
MAaUMEHTHUTE MOJYUYABAT JIEKAPCTBA, [TOBHILIABAllIM JIA3MEHATa KOHUEHTpALUs HA ATOPBacTaTHH, Ce
MPEenopbYBa NO-HHUCKA MAKCHMATHA 032 HA aTOPBAaCcTaTHH. B ciydauTe ¢ eAHOBPEMEHHO NPHIAraHe ¢
MoilHH HHXKOUTOpH HA CYP3A4 TpabBa Aa ce 00CHN NO-HKCKA HaYalHa 1032 HA aTOPBACTATHH H Ce
MpenopsYBa CHOTBETHO KIMHAYHO NPOCIEAsBaHE HA TE31 MALMEHTH (BXK. ToUKa 4.35).

ATopBacTaTHH He TpsOBa Aa ce Npuiara eXAHOBPEMEHHO ¢ (Py3MA0Ba KHUCEIHHA 32 CHCTEMHO NPUIIOKEHHE
HJIH B paMKHUTE Ha 7 JHHU CNe/l CHHPAHE HA NeyeHHeTo ¢ Gy3ua0Ba KucenuHa. [IpH nauuenTd, NpH KOKUTO
ynorpebara Ha ¢y3ua0Ba KHCEIHHA 33 CHCTEMHO IIPHIJIOKEHHE € OT ChIIECTBEHO 3HAUEHUE, ICUEHHETO
ChC CTaTHHH TpAOBa J1a ce CIpe 3a LeJHA KYpe Ha AeueHHe ¢ Ppy3ugosa kucennHa. CboOLIEHH ca CiyvaH
Ha pabaoMMOnK3a (HAKOU OT KOUTO (BaTanH#) NpH NaUHEeHTH, MoJyyaBaid koMOuHauus ot Py3ujaosa
KHCEIHHA ChC CTATHHHU (BXK. Touka 4.5). [Taunenture Tpabsa Aa ObaaT NocbBeTBaHH Aa NOTbPCAT
He3abaBHO nexapcKa NOMOLL, aKO MPH TAX ¢ NOSBAT CUMITOMH Ha MyCKyaHa cnaboct, 60Jika HIH
YYBCTBUTEJHOCT.

JleyeHHETO ChC CTATHHH MOXe Aa Oblie 3aMOYHATO OTHOBO CeeM JAHH clej NoclIeaHaTa 103a (byauﬂosa
KHCC/IHHA.

B otaenHu ciyyau, Kkorato € HeoOX0AMMO NPOOBIKHTENHO JIeUeHHE ¢ Py3nRoBa KHCEIHHA 38 CHCTEMHO
MPHIIOKEHHKE, HANP. NPH JICHEHHE HA TEKKH HHPEKLHH, HYXXJaTa OT SAHOBPEMEHHO NPHIOXKEHHE Ha
COPTHC ¢ dy3unosa kucenuHa TpaOBa Ja ce npeleHH 3a BCEKH OTAEEH MALUHEHT U NIOJ MPAKO
neKapcko Habmonenue.

[TlenuaTpHyHa NONYJalLHHA

B 3-roauunHo npoyupaHe, OCHOBaHO Ha OLEHKA Ha LANOCTHOTO Ch3pABaHe U pa3BUTHE, OLIEHKa MO CTajuH
Ha Tanner 4 H3MepBaHe Ha BHCOUHHATA U TEMNIOTO, He ce HAGMI0AaBa KIHHHYHO 3HaYUM e(eKT BbPXY
PA3BHTHETO M NOJOBATA 3PANOCT (BX. Touka 4.8).

HurepcTunania 6enonpodbua bonecr




IIpu npueM Ha CTATHHU €a CLOOLIARAHH OTAESIHYN CNyHau Ha HHTepCTULHANTHA GenoapobHa Bonecr,
0coDEHO NpH NPOJBDKUTENHA Tepanns (XK. Touka 4.8). [1posgBiTe MOraT Aa BKJIKOYBAT JUCNHER,
HENPOAYKTHBHA KaUlIHLA H 00W10 BiOIIaBaHe Ha 3apaseTo (yMopa, 3aryba Ha Terno u Tpecka).
TepanuaTa cbe cratuHu TpsORa Aa ce NpeyCcTaHOBH, aKo Ce NMOAO03HPA, Ye NAUKHEHTHT € Pa3BIl
UHTEpCTHLNANHA 6enoapobHa Gonecr.

Jaxaped nuaber

Hakon naHHM noxassart, Ye CTaTHHMTE KATO KJIAC NeKapCTBa NNOBHMILABAT HUBATA KA INIIOKO3a B KPHBTA H,
IIPH HAKOH IaLlHEHTH ¢ BUCOK pHCK OT Obaelll AuabeT, Morat Aa npeAu3BHKAT HUBO HA XUTIEPrAHKEMILA,
IPH KOETO € MOAXOAALLO NPUNAraHeTO Ha CTAHAAPTHO JICUEHHUE npH Auaber. Burnpeku ToBa
MIOHHXABAHETO HA ChAOBHS PUCK OT CTATHHUTE NPEBHIIABA NO 3HAYEHUE PUCKA OT Auader U ToH He
TpsGBa Aa ObAe NpUYHHA 3a IPEKpaTABAHE Ha TEPaNHAaTa CbC CTATHHH. PUCKOBHTE nanueHTH (I/110K03a Ha
raagHo 5,6 1o 6,9 mmol/l, BMI>30kg/m?, noBuinesy TpUriuiepuas, XUNepTonus) TpaGBa na ce
npociensaBaT KIXHUYHO H OHOXHMHYHO ChIIaCHO MECTHHTE PbKOBOACTBA.

MMHacTeHH s rpaBUC

B naxonko ciyyas ce cbobl1aRa, He CTATHHHTE HHAYLMUPAT de novo WK BJIOHIABAT BEYE ChIEeCTRY Balla
MHACTEHHA IPaBHC WIIH OYHA MuacTeHus (BxK. Touka 4.8). [Ipunoxennero Ha COPTHUC 1pabea aa ce cnpe
B CJIy4ai Ha BNiollaBaHe HAa cuMnToMuTte. MMa chboDlilieHMs 32 peunauB IpH (NOBTOPHO) NpHAaraHe Ha
CBLILMA HJIH pa3NHueH CTaTHH,

IToMoLIHM BellecTBA

COPTHUC chabpika nakrosa. [TalueHTH ¢ peaKH HacneACTBEHH 1Ipo0aeMH Ha HEITOHOCHMOCT KbM
ranakrosa, ibJieH JaKTa3eH fJeGHUUT MK MII0K030-ralakTo3Ha Manabcopbuus ve TpadBa fa npuemar
TOB& JIEKapPCTBO.

To3n nexapcTeeH NPoAYKT CLABPKA NO-Manko ot | mmol warpuii (23 mg) Ha TabneTka, T.€. MOXKe Ja ce
KaXKe, 4e NPAKTHYECKH HE ChAbpKa HATPHIA.

10 mg tabneTku
To3n nekapcreed npoaykT ¢habpka 0,00004 mg 6eH3oeHa KHcenHHa BeB Besika TabneTka.

20 mg tabneTku
To3n nexapcTeeH npoaykT cuappxa 0,00008 mg GeH3oeHa KHCEIHHA BBB BCsika TabneTka.

40 mg TabyieTKu
To3n nexapcTBeH MpoayKT chabpxa 0,00016 mg 6eH30eHa kucenMHa BbB Besika TabneTka.

80 mg TabneTku
Tosu nexapctBen npoaykT ceabpxa 0,00032 mg GeH3oeHa KHceNndHa BbB Beska Tabnetka.

4.5 B3anmoaelcTBHE € APYIrH JIEKAPCTBEHH NPOAYKTH H ApYrH (pOPMH HA B3aHMOAEHCTBHE
EdexTn Ha eHOBPEMEHHO NPHIOKEHK 1EKAPCTBEHN NPOAYKTH BbPXY aTOPBACTATUH

ATopBacTaTuH ce MeTtabonmuzupa ot untToxpom P450 3A4 (CYP3A4) 1 e cyGeTpar Ha ve
TPAaHCNOPTEPH H Ha MOJHNENTHAUTE, TPAHCIIOPTHPALLH OPraHH4YHM aHnoHH 1B1 (Or

transporting polypeptide 1B1, OATP1B1) u 1B3 (OATP1B3). Merabonuture Ha & ‘?f;g:\
cyocrpatu Ha OATP1BI. YeranoeHo e ¢blio Taka, e aTOPBacTaTHH € CyfeTpar, KoMER D,
TpaHcNopTepH Ha P-raukonporenH (P-gp) H Ha NPOTEHHA HA PE3UCTEHTHOCT Ha QﬂaT"ﬁ(BreaStl _
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cancer resistance protein, BCRP), kouto Moxe fa orpannyaT upebHaTa abcopOums H sk MbHHUA KIHPBHC
Ha aTOPBACTATHH (BX. TOYKa 5.2). CBNBTCTBALIOTO NPUIAraHe HA NEKAPCTBEHH NMPOAYKTH, KOMTO ca
HHXMOHTOPH HAa CYP3 A4 unu Ha TPAHCNOPTHUTE NPOTEHHH, MOXeE [a JOBEJE A0 NOBHIABAHE HA
MNa3sMEHHTE KOHLEHTPALMH Ha aTOPBACTATHH W TIOBMIIEH PUCK OT MHONATHA. PUCKBET MOXeE fia ce
MOBUILH CBILO NPH SHOBPEMEHHO NPUNAraHe Ha aTOPBACTATHH ¢ APYTH NEKAPCTBEHH NIPOJYKTH,
MPpHTEXKABAIK NOTEHLHUAN A2 HHAYUHpAT MHoNaThs Karo dubparu u ezeTuMnd (Bx. Touxu 4.3 u 4.4).

Hnxubumopu na CYP3A44

Hma pannH, ve MowHuTe HHXHOUTOPH Ha CYP3A4 BOAAT 10 3HAYHTENHO NMOBHILIEHH KOHLEHTPALMH Ha
aropBacTaTHH (BHx Tabnuua 1 v nonpoduara HHPOpPMaUKA no-noay). ETHOBPEMEHHOTO pHJIaraHe Ha
MOLIHH HHXHOUTOPH Ha CYP3 A4 (Hamp. LHUKIOCNOPHH, TETHTPOMHIIMH, KIAPHTPOMULIHH, JETIABUPANH,
CTHPHIIEHTOJ, KETOKOHA30;1, BOPUKOHA30/1, HTPAKOHA30JI, 103aKOHA30/, HIKOU aHTHBHPYCHH CPEACTEA 33
neydeHne Ha xenatut C (Hanp. enbacBup/rpasonpesup) U Ha HIV-npoTeasHi HHXHOUTOPH, BKIIOYHTENHO
PHUTOHABHD, TOMHHABUD, aTA3aHABUP, MHOWHABUP, AapYHABHUD H AD.), MO BBIMOXKHOCT TpsAOBa Aa ce
H3barea. B cimyuan, korato He Moxe aa ce u3derne eJHOBpeMEHHOTO MPHJIAraHe Ha TE3H NEKapCTBEHM
MPOAYKTH C aTOPBACTaTHH, TPAOBA Ja Ce OOMHCIAT NO-HUCKH HaYaJlHa H MAKCHMAJIHA JO3H Ha
aropBacTaTHH. [Ipenopbusa ce ¥ NOAXOAALI0 KIHHHYHO NIpOcIeaaBaHe Ha natHenTa (ex. Tadnuua 1),

Ymepenute HHxub6uTopn Ha CYP3A4 (Hanp. epuTpOMULIMH, AUITHA3EM, BepanamMun ¥ (pJIyKoHa307)
MOraT Aa MOBHILNAT MIA3MEHHTE KOHLIEHTPaunH Ha aropBactaThl (Bx. Ta6nuua 1). Habmonasan e
MOBHILEH PHCK OT MUONATHA NMPH ynotpeda Ha EpUTPOMHLIMH B KOMOHHALIRA CbC CTATHHH. He ca
NMPOBENAAHH MTPOYYBAHUA HA B3AUMOAECHCTBUATA, KOUTO 1a OUEHAT ePeKTUTE HA aMHOJAPOH HIIH
BepanaMMJ/l BbPXY aTopBacTaTHH. HM3BecTHo e, ue aMUOAApPOH M BEpanaMun HHXHOMPAT aKTHBHOCTTA Ha
CYP3A4 u enHOBpeMeHHOTO MPH/IaraHe ¢ aTOPBACTATHH MOXE Ja JOBeAe AC MOBHLIEHA EKCIIO3HULHA Ha
aTopeacTaTiH. ETo 3a110 npy eaHoBpeMeHHa ynoTpeba c ymepenu uuxuburopu Ha CYP3A4 tpabea na ce
00CHAM NO-HUCKA MAKCHMAJIHA A03a Ha ATOPBACTATHH U Aa C€ NPOBEJE TOAXOASLIO KIMHHUHO
npociieAsaBaHe Ha naurHeHTa. KIHHHYHO npocneasBaHe ce NpenopbyBa KakTo MpH 3arno4BaHe Ha
TEpanusATa, Taka H IIpH NOCNEBaLlA NPOMSHA HA AO3UPOBKAaTa HAa HHXHOHTOPA.

Huoyxmopu na CYP3A4

EnHOBpeMEHHOTO NpuaraHe Ha aTOpPBAcTATHH C MHAYKTOPH Ha LUTOXpoM P450 3A4 (Hamp. edaBupen,
PH(AMIIUH, XKBAT KAHTAPHOH) MOXeE J1a OBE/IE 10 MPOMEHNHBO NOHMKEHHE HA NINA3MEHHATE
KOHLIEHTpalHK Ha atopBacTaTHH. [lopanu ABofiHMA MexaHHZbLM Ha B3auMoneiicTBHe Ha pudaMnHH
(uunyxkuus Ha uuroxpom P450 3A4 » nixrubupaHe Ha TpaHcnoOpTepa Ha XeMaTOLUHTHOTO 3aXBalllaHe
OATP1B1) ce npenopsyea ¢JHOBPEMEHHO NPHJIAraHe HA aTOPBACTATHH ¢ pUdaMNuH, THH KaTo Mo-
KbCHOTO NPHJIOXKEHHE HA ATOPBACTATHH CJie] MPUEM Ha pudaMNHH ce CBbP3Ba CBHC 3HAYMMO HaMaNsBaHe
Ha NasMeHHTE KOHUEHTPpALMH Ha aTopBacTaTHH, BAUAHHETO Ha pudaMNuH BEPXY KOHLUEHTPALHUTE Ha
aTOPBACTATHH B XEMATOLUTHTE € HEU3BECTHO M, aKO eIHOBPEMEHHOTO NPHAraHe He MoXe 1a ce u3berue,
nauHeHTHTe TpAOBA Ja ce mpociesBaT BHHMATEIHO 3a OLeHKA Ha TepaneBTHYHHTE eEeKTH.

Huxubumopu na mpancnopmepume

HMHXubUTOpHTE HA TPAHCIOPTHUTE NPOTEHHH MOXKE Ja [TOBHILAT CHCTEMHATa HAIHYHOCT Ha
aropBacTaTiH. Linknocnopud ¥ NETEpMOBHP ¢a HHXUOUTOPH Ha TPAHCMOPTEPHTE, BKIIOYEHH B
€NMMHHHpaHeTo Ha atopsactaTuH, Hanp. OATP1B1/1B3, P-gp u BCRP, koeto BoAM [0 NOBHILEHA
CHCTEeMHA HANMUYHOCT Ha aTopBacTaTHH (BXx. Tabauna 1). EQekTsT oT HHXHOHPaHETO HA TPAHCIIOPTEPHTE
Ha XCNaTOLUTHOTO 3aXBalllaHe BBPXY HaJIMUHOCTTA HA aTOPBACTATHH B XENATOUHTHTE € HEH . AKO
€IHOBPEMEHHOTO MPUIAraHe HE MOXe Jla ce H3DerHe, ce NpenopbLYBa MOHMMKABAHE HA
HabnogeHue Ha edextuTe (BK. Tabmuua 1).
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Ynorpebara Ha aTOpPBaCTATHH HE Ce MPenopbyBa NpH NAaLUHEHTH, TPHEMALIH IETEPMOBUP €JHOBPEMEHHO
¢ IIMKJIOCIIOPHH (BX. TO4YKa 4.4).

Temepubposun/cpubpamu

CamocTosiTensaTa ynorpeda Ha (pHOpaTH ce CBLp3Ba IOHAKOra ¢ MHONATHA, BKIIOUMTEIHO
pabnoMuoM3a. PHCKBT OT TAKMBA CHCTOAHHA MOXKeE J1a Ce TIOBHILH [IPH €JHOBPEMEHHOTO NpHaraHe Ha
¢ubpartn 1 aTopBacTaTHH. AKO €HOBPEMEHHOTO MpHAaraHe He Moxe 1a ce n3berne, TpsadBa aa ce

pHJiara Haku-HUCKaTa TepaneBTHYHA 4033 ATOPBACTATHH M NaLUeHTa TpabBa Aa ce MOHHUTOpHPA
BHUMATENHO (B, TouKa 4.4).

Ezemumub

CaMOCTOSTENHOTO NPHNOKEHHE HA €3eTUMHO ce CBhpP3Ba C MHONATHS, BKIIOYHTENHO pabaoMuonuaa.
3aTOBA PHCKBT OT TAKMBA CHCTOAHUS MOXKE A3 ObJe NMOBHILEH NPH €AHOBPEMEHHOTO NMPHJIAraHe Ha
€3¢THMHO M aTopBacTaTHH. [IpenopbuBa c€ BHHMATEMHO KIMHKHYHO MOHHTOPHPAHE HA Te3U MALHEHTH.

Konecmunon

[L1aaMeHHTE KOHUEHTPALKMH HA aTOPBACTATHH M AKTHBHHUTE MY MeTa0OoNHuTH ca OHTH NO-HUCKH
(CLOTHOLLEHHE HA KOHLEHTPALIHATA aTOPBACTATHH: 0,74), KOraTo KOAECTHIION € IPHAAraH €AHOBPEMEHHO
cbe COPTHUC. EdexrbT cnpaMo nunuAHKTE HUBA o6aue e 6un no-u3pasel, koraro COPTHUC u
KOJICCTHNON €& NPUAAraHH €IHOBPEMEHHO, OTKOJIKOTO [IPH CAMOCTOATEIIHO IIPHIOKEHHE HA BCEKH OT
J1BaTa NIEKApCTBEHH NMPOAYKTA.

@y3udosa Kuceruna
PUCKBT OT MHONATHSA, BKJIIIOMHTENHO PabaOMHONIN3a, MOXE 14 Ce MTOBHILH [IPH €HOBPEMEHHO

NpUAoKeHHe Ha Qy3UA0Ba KUCEJIHHA 38 CHCTEMHO NMPHIIOKEHHE ChC CTATHHH. MEXaHH3MBT HA TOBA
B3aUMOJIeHCTBHE ((papMakoIHHAMHYHO HIIH (PapMAKOKHHEETHYHO, HIIH H JBETE) BCE OLLUE € HEH3BECTEH.
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HMima cbobuienus 3a ciayyas Ha pabaoMHOIN2a (HAKOU OT KOKTO C (paTaneH U3X0[) NpH [TALHEHTH,
nony4yasajy Ta3u KOMOUHALIHA.

AKko e HeobXx0aMMO NedeHHe ¢ (y31MN0BA KHCENHHA 32 CUCTEMHO NIPUNOXKEHHIE, TEPaNUATA C ATOPBACTATHH
TPAOBA 212 Ce& NPEKPATH 110 BpeME Ha JIYEHHETO C Py3uN0Ba KHMCENHHA (BXK. TouKa 4.4).

Konxuyun

BbIpekn 4e He ca MpoBexXJaHH [POy4BaHWA 3a B3aMMOACHCTBHATA HA aTOPBACTaTHH C KOJIXMLIHH,
CLOOWIABAHH Ca CIIy4ay Ha MHONATHS, KOTATO ATOPBACTATHH € MPUIAraH eIHOBPEMEHHO C KOJIXHLIMH.
HeobxoauMo € NOBHILIEHO BHUMaHUE MPH NPEANKMCBAHETO HA ATOPBACTATHH ¢ KOAXMIIHH.

EdekT Ha aTOpBacTATHH BEPXY €AHOBPEMEHHO NIPHJIAraHY JEKAPCTBEHH O KTH

Huzoxcun

[Ip1 MHOrOKpaTHO NpHJarade Ha AMFOKCHH €IHOBpeMeHHO ¢ 10 mg aTOpBACTATHH CTALMOHAPHHUTE
KOHUEHTPALIMH Ha IUNOKCHH C€ MOBULIABAT Jieko. [launeHTH, KOUTO NpUeMart AUroKCHH, TpsadBa na Obaat
BHAMATENHO NMPOCNCSAABAHH.

Ilepopannu xoumpayenmusu

Envospemenroro npunaraHe Ha COPTHUC ¢ nepopaned KOHTpaLienTHB BOAH 10 NOBHLIEHA N/1a3MEHa
KOHLEHTpaluMsa Ha HOPETHHAPOH H ETHHHIECTPAAHON,

Bapdhapun

B KNMHHHYHO NPOyYBaHE TIPU MAUKEHTH, IPHEMAaILH NPOABIKHTENHA Tepanus ¢ BapdapHH,
eTHOBPEMEHHOTO Nnpuiiarade Ha 80 mg aropBacTaTHH AHEBHO ¢ BapapHH NPUYHHSBRE NEKO OHHWKEHHE
oT 1,7 cekyHu Ha NPOTPOMOHHOBOTO BpeMe B MbPBUTE 4 JHH HA IEYEHHETO U BPBLIAHE KbM HOpMAaTa 10
15-THs NEH OT NEUYEHHETO ¢ ATOPBACTATHH. BhIpekH ye MHOTO pPAAKO ¢a choOLIaBaHH KIMHHYHO 3HAYHMH
B3aMMOAECHCTBHA C AHTHKOAry1aHTH, NpoTpoMOHHOBOTO Bpeme TpADBa Ja Obae onpeaeseHo npeau
3arnQ4YBaHe Ha aTOPBACTATHH MPH NMaUMEHTH, MONYYaBAllM KYMapUHOBH aHTHKOAryJJaHTH U J0CTATbYHO
YECTO B HAYAJIOTO HA TEPANHATE, 34 A4 CE MOACUTYPH, Y€ HE BL3HMKBA 3HAUKMa IPOMAHA B
npoTpoMbHHOBOTO BpeMe. Korato ce JokyMeHTHpa ¢TabuIHO npoTpoMOHHORO BpeMe, TO MOke Aa 6bpae
MOHHTOPUPAHO HA HHTEPBA/IH, KOHTO OOMKHOBEHO €€ NPENOPBYBAT NPH MALKWEHTH HA KYMapHHOBH
AHTHKOArYJIAHTH. AKO J03aTa Ha aTOPBACTATHH Ce MPOMEHH UM ¢e IPEKpaTH npyeMa, TpadBa aa ce
NMOBTOPH ChiLlaTa NpoLieaypa. Tepanusara ¢ aTOpBACTaTHH He €€ CBbpP3Ba ¢ KbPBEHE HIIH C IIPOMEHH B
NpOTPOMOHHOBOTO BpEMe NPH MAaLUEHTH, KOMTO HE MPUEMAT aHTHKOaryaHTH.

[leaMaTpryHa NONyJaiks

[IpoyuBaHHa BLPXY JEKAPCTBEHHTE B3aHMOIEHCTBHS Ca H3BBbPIIEHH €AHHCTBEHO NPH BB3PACTHH.
Crenenra Ha B3aMMOJCHCTBHE B NeAMATPHYHATA NONYALlHA He e u3BecTHA. Tpabna fe ce UMaT NpeaBUA
ropecnoMEeHaTUTE B3aMMOACHCTRBHA NPH Bb3PACTHH H NPEAYNPEAACHUATA B TOUKA 4.4 NIPH NIPHUNOKEHHE B
MeAHATPUUHATA NOMYyJJauus.

JlexapcTBEHM B3aUMONEHCTBUSA

Tabanua 1: EdexTi Ha eAHOBpPeMeHHO NPHAATAHN JIEKADCTBEHH NPOAYKTH BbPXY
(apMaAKOKHHETHKATA HA ATOPBACTATHH

ATOpBACTaATHH
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EnnoBpeMeHHO npuiaray Ho3a (mg) Crortnomenne | Kinmunuxa npenopreka”

NEKAPCTBEH NMPOAYKT H cxema Ha AUC*

Ha TIpHJIaraLe

['nexanpesup 400 mg Begubx | 10 mg BeRHDK 3,3 EnnoBpeMeHHOTO

AHesHO/ nuOpenTaceup 120 JHEBHO 3a 7 AHM npHaaratHe ¢ NpoayKTH,

mg BeJAHBbX AHEBHO, 7 NHH CBABPKAULH MNIEKANPEBUD
HJIH NUOPEHTACBHD, €
NPOTHBOMOKA3aHO (BXK.
TOUKa 4.3).

Tunpanaeup 500 mg asa 40mgotraen 1, {94 Koraro eaHoBpeMeHHOTO

mbTH AHeBHO! Putonasup 200 | 10 mg ot nen 20 NpUNarale ¢ aTOpBacTaTHH

mg ABa& MbTH JHEBHO, 8 AHM e HeoDXoauMo, He

(oT aeH 14 no 21) npesuiiaraire 10 mg

Tenanpesup 750 mg Ha § 20 mg eauuuuHa | 7,9 aropBacTaTHH QHEBHO.

yaca 3a 10 auu 1032 [IpenoptyBa ce KIHHUYHO

Huinocnopuy 5,2 mg/kg/aen, | 10 mg peaHBX 8,7 NpocieasBaHE HA TE3H

MOCTOSIHHA 032 JHEBHO 33 28 NaLHEeHTH.

AHH

Jlonuuasup 400 mg aApa nbTH | 20 mg BeAHBXK 5,9 Koraro eAHOBpEMEHHOTO

AHeBHO/ PuroHasup 100 mg AHEBHO 3a 4 AHH NpUIAaraHe ¢ aTopBacTaTHH

IBa TbTH AHEBHO, 14 nHH e HeoOXoauMo, ce

Knaputpomunus 500 mg nsa | 80 mg Beannx | 4,5 NpenopbyusaT No-HHCKH

bTH AHEBHO, 9 AHU JIHEBHO 3a 8 AHH NOAABPMALLM A03U HA
atopsacratuH. [Ipu 1031 Ha
aTOPBACTATHH
Haapuiuapau 20 mg, ce
npenopsuBa KIMHHYHO
npocieagaBaHe Ha
MAUHEHTHTE,

CaxeuHaeup 400 mg aBa 40 mg BeAHBXK 3,9 Koraro eZHOBpEMEHHOTO

ITbTH AHEBHO/ PUTOHaBHp OHEBHO 33 4 AHU IpHJaraHe ¢ aTopBacTaTHH

(300 mg ABa NBTU JHEBHO OT ¢ HeoOXxoauMo, ce

AHM 5-7, nosvied 1o 400 mg Npenopb4YBaT MO-HUCKH

I{Ba ITbTH AHEBHO HA fieH §), NOAABPXALIK 1034 HA

nHu 4-18, 30 min caen nozara aTopBacTaTuH. Ilpu 1034 Ha

Ha aTOPBACTATHH aTOPBACTAaTHH

Hapynasup 300 mg apa met | 10 mg BegHBX | 3,4 HaABH1laBauu 40 mg, ce

nHesHo/Putonasup 100 mg JAHEBHO 32 4 AHU peropbYBa KIHHHYHO

[Ba ITbTH NHEBHO, 9 AHH npocieAsBaHe Ha

Hrpakonazon 200 mg pegunx | 40 mg egunuuHa | 3,3 NAlHCHTHTE.

AHEBHO, 4 NHH [03a

Pozamnpenasup 700 mg apa | 10 mg BeaHbk | 2,5

MbTH AHEeBHO! PUuTonaeup 100 | aHeBHO 3a 4 AHH

mg ABa MbTH AHEBHO, 14 gHK

®ozamnpenasup 1400 mg asa | 10 mg BeIHBX 2,3

MBTH SHEBHO, 14 AHU JHEeBHO 32 4 JHYU

Enbacsup 50 mg Beannx 10 mg equuanyna | 1,95 Jlo3aTa Ha aTOpBacTaTUH He

AHeBHO/rpasonpesup 200 mg | nosg Tpsi0Ba Ja npepHilaBa

BeOHBXK JHEBHO, 13 qHH JAHEeBHA N03a oT 2
€JHOBPEMEHH
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Jlerepmosup 480 mg BenHBX | 20 mg equHryda | 3,29 J03aTa Ha aTOPBacCTATHH HE
JHEBHO, 10 nHM n03a TpsOBa na npeBuilapa
AHEBHa go3a ot 20 mg npH
€OHOBPEMEHHO MpPUIIaraHe
HA NPOAYKTH, CbABPKALEH
AECTEPMOBHP.
Hendunaeup 1250 mg apa 10 mg BeaHBX 1,74 Hsama cieunannu
BTH AHEBHO, 14 fHH JIHEBHO 3a 28 NPEnopbKy.
AHH
Cox ot rpefindpyT, 240 ml 40 mg eamnnuba | 1,37 He ce npenopbusa
BEJHBXK JHEBHO* 21033 €JHOBPEMEHHHS TIPHEM Ha
roneMH KOJIMYECTBA COK OT
rpeAndpyT U
aTOpPBACTaTHH.
HuntnazeM 240 mg BeJHBXK 40 mg eayHndna | 1,51 Cren 3arouBaHeTo Ha
NHEBHO, 28 AHH a03a TEPANHATA HIIH CIex
[IPOMSHA HA J03UPOBKATa
Ha AWITHA3EM, CE
[penopb4YBa KJIHHHYHO
npocieasBase Ha
MAUMCHTHTE.
Eputpomuuun 500 mg 10 mg eanHnyHa | 1,33 [IpenopbyBa ce NO-HUCKA
4eTUPH NBTH AHEBHO, 7 JHH Jo3a MaKcHMallHa 103a K
KNAMHUYHO NPOCAEAABAHE HA
NALHEHTHTE.
Aminoaunud 10 mg eaunnvna | 80 mg eaunuysa | 1,18 Hsama cneunaniu
0032 1034 NpenopPbLKHM.
LlnmMeruann 300 mg ueTupu 10 mg BeaAHDBXK 1,00 HsaMa cneuuaiHu
MBTH AHEBHO, 2 CEAMKLH AHEBHO 32 2 NPenopbLKH.
CeAMHUIH
Konectunon 10 g aoBa nbTH 40 mg BeanbXK | 0,74** HamMa cnenyandu
JIHEBHO, 24 ceAMHUH IHEBHO 32 8 MPENOPBKH.
CEAMULIM
AHTHALHIHA CYCIICH3HS OT 10 mg BeAHBXK 0,66 HsaMa creunanau
MarHe3HeB U aTyMUHHEB JHEBHO 3a 15 NPENOPhKH,
xuapokcun, 30 ml yeTnpu JHH
NMbTH JHEBHO, 17 nHH
Edansupeny 600 mg BeaHDXK 10 mg3a3auu | 0,59 Hsama cneuuansu
JHEBHO, 14 nHuM NpENOPbKH.
Pudamnun 600 mg BeaHbXK 40 mg eguHuuHa | 1,12 AKO eJHOBPEMEHHUAT
IHEBHO, 7 A1uM (npHeMHUTE ca | Jo3a PHEM HE MOXE J1a CE
no €1HO H CHILO BpeMe) H3beruHe, ce NpenopbyBa
Pupamnun 600 mg Beannx 40 mg equnuyHa | 0,20 KJIMHHYHO NPoCciefsBaHe Ha
OHEBHO, 5 HM (MpueMuTe ¢a | 1034 [TaLHEHTHUTE.
N0 PalIN4HO BpeMe)
empudposnn 600 mg apa 40 mg eauHunuHa | 1,35 [IpenopbuBa ce NO-HUCKA
MbTH AHEBHO, 7 AHH J1034 HaYa/THA 034 ¥ KNHHHYHO
npocheasBaHe H
NalHEHTUTE
Penopubpar 160 mg segabx | 40 mg eaunnyta | 1,03
JHEBHO, 7 JHH 034
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bouenpesup 800 mg Tpu
MbTH AHEBHO, 7 AHMK

40 mg equHNYHa | 2,3

AQ034a

IIpenopryBa ce NO-HUCKA
HayallHa 1033 U KIIHHHYHO
Mpoc/ieA%BAHE Ha TE3H
nauHeHTH. I1pu
eAHOBPEMERHOTO
npuJickeHHe ¢ douenpesnp,
JIHEBHATA 032
aTOpBACTATHH HE TpsAdBa fa
npepHinaea 20 mg.

% TlpeacraBisBa CHOTHOILEHHE MEXJY NEYEHUATA {IEKAPCTBEH MPOJSYKT, MPUIAraH eIHOBPEMEHHO ¢

#
*

Tabnnua 2: Edekt Ha aTOpBacTATHH BbpPXY GapMAKOKHHETHKATA Ha €AHOBPEMEHHO NPHIOKEHH

ATOPBACTATUH, CIPAMO CAMOCTOATENHO NPUJIOHKEHUE HA AaTOPBACTATHH).
Bx. Toukn 4.4 ¥ 4.5 33 K IMHUYHATA 3HAYUMOCT.

Cobabpika efna WM noseue cbeTaBku, KOUTo HHXHOHpaT CYP3A4 ¥ Morar Ja MOBHLLAT Nia3MEHHTE
KOHUEHTPAUHY Ha NEKapCTBEHHU MPOAYKTH, KOUTO ¢e MeTabonmnsnpar ot CYP3A4. [IpuemMsbT Ha efHa

yama 240 ml cok ot rpeiindpyT chiio BoaH A0 NoHuxaBaHe ha AUC ot 20,4% 3a aKTHBHUS
OpPTOXHAPOKCH MeTabonuT. ['oneMu xonnuyecTBa cox oT rpeiingpyt (Haa 1,2 1 AHEBHO 332 5 1HK)
nospuiasa AUC sa atopBacTaTiH 2,5 mbTH H AUC Ha akTHUBHHTE ChCTABKH (ATOPBACTATHH U
metabonutn) HMG-CoA peaykTasHu wHxubHTOpH 1,3 MBTH.
**  (CpOTHOLlIeHHe, 6a3upaHO Ha eauHKUYHA npoda, B3eTa 8-16 4aca cieq Ao3aTa.

JNeKapCTBEHH NPOAYKTH

ATOpBAaCTaTHH EAHOBpEMEHHO OPUIOKEH NeKapcTBEH NPOJYKT
H CXE€Ma HA JlekapcTBeH npoaykt/Ho3a (mg) | CvorHo- | KnuHHYHK NPENnopbKH
npunaraie IIeHHE
Ha AUC%

80 mg BennBk | JlurokcuH 0,25 mg BeaAHBXK 1,15 [TauueHTH npHemalln
JAHEeBHO 32 10 AHEBHO, 20 1HU aurokcuH Tpadea na owaar
AHH BHHMATEAHO NPOC/ICIABAHH.
40 mg Beaubx | [lepopanHu KOHTpalLENTHBH 1,28 HsMa cneliHaniy NpenopbKH.
AHEBHO 34 22 BeIHbK AHEBHO, 2 Meceua 1,19
AHH - HOPETHHAPOH | mg

- eTHHUNecTpaauon 35 ug
80 mg Beannxk | * @enazol, 600 mg eqrHHYHA 1,03 HamMa crienlHajsHu NpenopbKH.
JHEBHO 3a 15 no3a
AHH
10 mg Tunpauasup 500 mg nsa reTH 1,08 HaMa crieuuaiHy npenopbKH.
eAMHHYHA no3a | auesHo/PutoHaBup 200 mg aBa

NHTH AHEBHO, 7 IHU
10 mg Beanbk | PozamnpeHasup 1400 mg aBa 0,73 Hsima crieuuaiHy NpenopeKH.
OHEBHO 33 4 MbTH JHEBHO, 14 nHK
OHH
10 mg Beanwk | Pozamnpenasup 700 mg aBa 0,99 Hsama cneudaiHHi npenopeKu.
AHEBHO 3a 4 mbTH AHesHo/Puronasup 100 mg
JHU JIBa NBTH AHEBHO, 14 aAHH

&

L

[IpeactapnsBa CLOTHOEHUE MEXLY JIeueHHATA (IEKAPCTBEH NPOAYKT, MPHIIAraH €1
aTOPBAaCTATHH, CIPAMO CAMOCTOATENIHO NPUNOXKEHHE HA ATOPBACTATHH).
EnnoBpeMeHHOTO TipHiarakie Ha MHOTOKpaTHM [03H aTOPBAcTaTHH ¥ (peHa3oH

HEeA0N0BHM eeKT BEpPXY KIHPbHCA Ha (PeHA30H.
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4.6 DepranuTeT, OPEMEHHOCT H KbpMEHE

JKeHH ¢ aeTepoaey NOTEHLMAI

XKenure ¢ gerepoaeH noreHUHan TpAGBa Ja H3NON3BAT edeKTHBHA KOHTPAUCTILHA 10 BpEME Ha
neyeHHeTo {Bx. Touka 4.3).

bpeMeHHOCT

COPTHC e npotuBonokasas no speMe Ha OpeMeHHoCT (Bx. Touka 4.3). BesonacHocTTa npu GpeMeHHH
KEHH He e ycraHoBeHa. He ca npoBexaaHy KOHTPONHPAHH KJIHHUMHU HPOYYBAHUSA C ATOPBACTATHH NpPH
OpeMeHHH %eHH. PAaKo ca nonyyaBany chOGIIEHHS 3a BPOASHH AaHOMAJIHH CJIeA, HHTpayTepHHHA
ekcnosuuua Ha HMG-CoA-peaykrazin nHxubutopu. [IpoyuBaHHATZ NpH XXMBOTHHK NOKa3BaT
penpoaAyKTHBHA TOKCHYHOCT (B, TOUKa 5.3).

JleyenneTo na malikaTta ¢ aTOpPBACTATHH MOXeE 2 NOHHXH (heTANHHTE HHBA HA MEBAJIOHAT, KOHTO €
MPeKypcop Ha X0NecTeposIoBaTa HOCHHTE3A. ATEPOCKIEpPO3aTa € XPOHHUEH NPOLEC U OOMKHOBEHO
IPEKPATABAHETO HA MHIHAOIIOHKKABAINKSA AEKAPCTBEH MPOAYKT MO BpeMe Ha OpeMEeHHOCT OH TpsAOBano

Ada HMa MalbK E‘:q)EKT [0 OTHOLICHHE Ha ABJIrOCPOHHHA PUCK, CBBP3aH C NbPBHYHATA
XHOEPXOJICCTCPONCMHA.

[To Tesu npuuunu COPTHC ne Tpabaa aa ce npunara npu xeHH, KONTO ca OpeMeHHHA, ONUTBAT Ce Ja
3a0peMeHeaT WM NOA03UPaT, ye ca 6pemeHHH. JleyeHuero cve COPTHC tpsbea pa ce npeycraHoBU 3a
neproaa Ha SpeMEeHHOCTTA MM JOKATO C€ YCTAHOBH JIHNCA Ha BpeMeHHOCT (BXK. Touka 4.3.)

KspMere

He e u3BecTHO nany aTOpBACTATHH W HEFOBHTE MeTa0OJIHTH C& EKCKPETHPAT B kbpMata. [Ipu nibxoBe
niasMeHHTe KOHLUEHTPALMH Ha aTOpBacTaTHH ¥ HEMOBHUTE aKTHBHH MeTabOJHUTH ca OAH3KH A0 TE3H B
MJIAKOTO (BXK. Touka 3.3). [lopaay Pb3MOKHOCTTA 3a CEPHO3HH HEXEJIAHU PEAKLIHH, )KEHHUTE NPHUEMally
COPTUC, TpabBa a IpeyCTaHOBAT KbPMEHETO {BK. TOuka 4.3). ATOPBACTaTHH € MPOTHBOMNOKA3aH B
NeprHoiaa Ha KbpMEHE (BX. TOuKa 4.3).

QepTUIUTET

IlpoyuBanusTa npu >KUBOTHH HE MOKA3BAT BAUAHHE HA ATOPBACTATHH BHPXY MBKKHS HJIH XEHCKHA
depTHIMTET (BXK. TOUKA 5.3).

4.7 EdexTH BbpXY cnocoGHOCTTA 33 odHPaHe H paboTa ¢ MAIUHHH

COPTUC nosnusBa npeHedpexuMo cnocoOHOCTTA 3a Wwodupane ¥ paboTa ¢ MAIIHHA.

4.8 HexenaHu JeKaAPCTBEHH peaKUHH

Cnopen 6a3ata jaHEH OT MIaUe60-KOHTPONMPAHH KIHHMYHH NpOYYBAHMS ¢ aTopBacTaTil oT 16 066
(87355 Lipitor cpeury 7311 nnanefo) nanueHT, JiekyBanu B NPOABIKEHHE HA cpenno 53 ceamuum, 5,2%

OT MAUMEHTHTE Ha ATOPBACTATUH Ca NPEKPATHIIH JICYEHHETO NOPaAN HEXKEIAHH PEaKlHH B CPABHEHHE C
4,0% npu nauveHTHTE, NMPpHEMAaH MIauebo.
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HM3uucieHHTe 4eCTOTH Ha HEXETAHNTE JIEKAPCTBEHH PEaKLiHH ¢a rpyHpaHy ChrIACHO CeAHATA
KOHBEHLHA: uecTH (=1/100 o <1/10), Heuectu (=1/1 000 mo <1/100), peaku (=1/10 000 go <1/1 000),
MHOTO peaku (<1/10 000), ¢ Heu3BecTHA YecToTa (OT HATMYHUTE AaHHH He MoXe Ja Oblie HanpaBeHa
OLIGHKA).

HUudekumuu u urubectaiuu
YecT: HA30QapHHTHT.

HapylieHug Ha KpBBTA U TMMOHATA CHCTEMA
Peaxn: TpomGouuToneHus.

HapylueHus Ha HMYHHATE CHCTEMA

UecTH: anepriuusu peaknum.
MHoro peaku: aHadunakcus,

Hapyiienug Ha MeTabonu3Ma H XPaHEHETO

UecTH: XUNepravKeMHs.
HeuecTH: XHnoraMkeMus, NOBHILIABAHE HA TETJIOTO, AaHOPEKCUA

HIcCHXHYHY HApYILEHHS
HeyecTH: KolIMapH, Oe3ckHUE.

HapyiieHus Ha HEPBHATA CHCTEMA
YecTH: rnapodbonue.

HedectH: 3aMasHOCT, napecreans, XUNOeCTE3UsA, AUCIEY31s, aMHEIH .
Peaxu: nepudepHa HepponaThs.
C HeM3BECTHA YECTOTa: MUACTEHHS IPaBHC.

Hapyiuenys Ha guHTe
HeuecTH: 3aMBbrieHo 3peHue.

Penxu: 3puTenHu HapylueHus.
C HEHM3BECTHA YeCTOTa: OYHA MHACTEHHS.

Hapyuienus Ha yXoTo ¢ jJabupuHTa

HedecTn: THHHTYC.
MHoro peaku: 3ary6a Ha ciyxa.

PecnupaTopHH, rpbAHH ¥ MEAHACTHHAIHY HAPYLUEHHA

Hectu: dapurronapuureansa 60/ka, eNUCTaKCHC.

CroMaliHO-UPEBHU HAPYIUCHHS
YecTn: 3anek, GuaTyneHuud, AHCHENICHA, FTAAEHE, JHAPHA.

Heuecrn: MMOBPEBILAHE, boJika B I'OpHaTa H J0JIHA HacT Ha KOpEMa, OPUTBaHE, [IAHKPCATHT.

XenaroSHaHapHH HapYILIEHUS

HeuecTH: xenartur.

Peaku: xonecrasa.

MHoro peaku: yepHoapoOHa HEAOCTATHYHOCT.

Hapyiienus Ha KOkaTa H N0AKOXHATA ThKaH
HeuecTu: yprukapus, KoxxeH 00pHB, IPYpPHTYC, aNOMELKA.

PeaxH: aHrHOHEBPOTHUEH OTOK, OYJIO3eH AepMATHT, BKIFOUHUTENHO EPHTEMA MYJIT
Stevens-Johnson H TOKCHYHA eNHAEPMANTHA HEKPOIH3a.
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Hapyienus Ha MyCKYNHO-CKENETHATA CHCTEMA ¥ ChEAMHUTEIHATA ThKAH
Hectu: Muanrus, aprpanrus, 6oika B kpaliHHUMTE, MyCKYJIHY CNa3sMH, NOJyBaHe Ha cTaBuTe, 6oaKa B

repoa.

HeuecTn: 601xH BpB BpaTa, MYCKyJiHa c1aboCT. |

Peaku: Muonartus, MHO3HT, pabioMHONK3a, PYIITYPa HA MYCKYJ1, TESHAHHONATHA, MOHAKOra YCA0XHEHA ¢
pPynTypa.

Muoro peaku: nynyc-noaodeH CuHApoM.

C HEH3BECTHA YECTOTA: HMYHOMEAHHPAHA HEKPOTH3HPaILA MHONATHS (BXK. ToUKa 4.4).

Hapyluenus Ha BL3NPOUIBOAMTENHATA CHCTEMA H rbpAaTa
MHoOro peaxkH: rHHEKOMacTHA.

Ob6111M HapylIeHRA H edeKTH HA MACTOTO HA IPHIIOKEHHE

HedyecTH: HepasnonoxkeHue, actenus, 60ka B 00/1acTTa HA IPBLARUS KOLL, Nneprgeper 0TOK, YMOpa,
BUCOKA TeMIIepaTypa.

Hacaenpanus
YecTu: noBuweHH CTOHHOCTH HAa YepHOAPOOHHUTE (DyHKLMOHANHYE MOK23aTElH, TIOBHLICHA CEPYMHA
KpeaTHHKHHA3a.

HeuecTH: neBKOLMTH B ypHHATA.

Kaxto n mpu apyrutre HMG-CoA-peaykTazii HHXHOUTOpH, NpH AUMEHTH, NnekyBauu cee COPTHC, e
Cb00I1aBaHO 32 MOBHILEHH CEPYMHH TpaHCAMHHa3K. Te3u npoMeHH OOGHKHOBEHO ca OMIHM JIEKH U
TPEXOAHH ¥ HE ca HaJlarasii npeycraHoBsBaHe Ha Tepanuara, KIMHUYHO 3HauHMH (moBede OT 3 ITbTH Haj
FOpHATa rpaHyLa HA HOPMaTa) MOBHILICHHA HA CEPYMHHTE TPAHCAMHHA3M ca ycTaHoBeHH npH 0,8% oT

bonuute, nexysauu cbc COPTHC. Te3u nosHineHus ca GHAN J0303aBHCHMH H oOpaTHMH NTPH BCHYKH
MalHeHTH.

[lToBuIIeHH HIBA Ha cepyMHaTa KpeaTHHkHHAa3a (KK) 3 nbTH Haj ropHaTa rpaHuLa Ha HOpMarTa ca
yCTaHOBEHU npU 2,5% oT SonnuTe, nekysanu ¢ne COPTHUC, noaobno xa apyrure HMG-CoA-
PEAYKTa3sHH HHXHOUTOPH B KAMHHYHH npoyuBaHua. Husa, 10 neTH N0-BHCOKHM OT NopHaTa rpaHula Ha
HopMaTa, € uMano npH 0,4% ot nekysanute cb¢ COPTHUC nanuenTH (B, TOuKa 4.4).

[leauaTpuyna nonyjaauus
IleanaTpHyHy nauneHTH Ha Bb3pacT oT 10 Ao 17 roauHu, JIeKyBaHH € aTOPBACTATHH, €4 HMaJlH NPOQHUI

Ha §e3omacroct, nofoOeH Ha TO3HW MPH MalUHEHTH, JIEKyBaHH ¢ miauedo. Haii-uecTiTe HeXenaHu eekTH,
HaboAaBalK B ABETE IPYNH, HE3aBUCHMO OT IIPHUMHHO-CJICACTBEHATA Bpb3Ka, ca OuIH HHDekuuTe. B
3-roAUINHO TIpOyUuBAaHe, Ha Ha3aTa Ha olleHKa Ha 0DLIOTO Ch3psiBaHe H Pa3BUTHE, OLIEHKA I10 CTafiHii Ha
Tanner u u3aMepBaHe Ha BUCOMHHATA U TErJ10TO, HE ¢ HabIi0aapa KNIHHHYHO 3HAYKMM e(DeKT BbPXY
Pa3sBHTHETO H oJioBaTa 3psanoct. [IpoduibT Ha 6e30nMacHOCT H TOHOCHMOCT NMPH NEAUATPHYHH NaLHEHTH
e Oun nogoden Ha U3BECTHHA TIpodHa Ha 630NACHOCT HA ATOPBACTATHH NIPY Bb3PACTHH.

Knuruunara faza naHuy 3a Ge30nacHoOCT BKJIIOYBA JaHHH 3a 6e30MacHocTTa MpH 520 nauMeHTH B AETCKa
Bh3pacT, KOUTO ca NOJy4aBalH aTOPBACTATHH, OT KOWTO 7 NalMEeHTH ca OMIIH noa 6-roAHLIHA Bb3pacT,
121 nanueHTH Ha BB3PaACcT Mexay 6 U 9 roauum, 1 392 naunentd ca 6und Mexay 10 u 17 roaunu. Ha
OCHOBATa Ha HAJIHYHHTE RAHHH YEeCTOTATa THNBT H TEKECTTA HAa HEXEJAHUTE peaKkliiy IpH Acua ca
CXOAHM C TE€3H NMPH BB3PACTHH.

IlpH NpHAOKEHHETO HA HAKOH CTATUHMU ca ChOOIIABAHM CNEAHUTE HEXENAHH ChONTHA,

s Hapywena cexkcyanHna gpyHK1us.
s Jlenpecus.
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¢ Ort/enHH clyuad Ha HHTEpCTULIHARHA DenoapobHa Gonect, ocobeHo NpH ABArOCPOUHA TEpanis
(BX. TOUKa 4.4).
e 3JaxapeHn guabet. HectoTars Llie 3aBHCH OT HATMYHETO HIIH OTCHCTBHETO HA PUCKOBH (hakTOpH

(rntoko3a Ha rnagHo = 5,6 mmol/l, BMI>30 kg/m?, noByileHH TPUIIHLEPHAH, aHAMHE3A 32
XHIIEPTOHUSA).

CrobiiaBane Ha NOAQ3UPAHH HEXEAaHu peaKiHu

CrobluaBaneTo Ha NOAO3NPAHHN HEXENaHH peakllny CJie] paspellaBaHe 3a yrorpeba Ha niekapcTBeHHS
NpoAYKT € BaXXHO. ToBa MN03B0JABA Aa NPOABIXH HAOMIOAESHHETO HA CBOTHOLLEHHUETO NMOJ3a/PHUCK 32
NIEKAPCTBEHUA NPOAYKT. OT MEAHLIMHCKHMTE CNELHATHCTH Ce H3UCKBA JIa ChOOLIABAT BCAKA TIOAQ3UPaHA
HEKeJlaHa peakuus upe3 ManbaHuTenHa areHUns no nekapersara, yi. ,.Jlamau I'pyes” Ne §, 1303 Codus,
Ten.: +359 2 8903417, yebeaiit: www.bda.bg.

4.9 Ilpeposnpane

Cneunduyno nevenne npr npegosupane Ha COPTHUC Hsama.

[Tpu npenozupane NAUEHTHT TPAORa Na ObAe NeKyBaH CHMITTOMATHYHO ¥ A2 ¢ TIpeATpHEMAT
MOAABPXKALLM MEPKH crioped HeoOxoquMocTTa. TpaOBa Aa ce HaNpaBAT YEPHOAPOOHH (YHKLIHOHAIHH
TECTOBE H Ja Ce MOHUTOPUPAT HHBara Ha cepyMHara KK. IMopaau BucokaTa cTeneH Ha CBbp3BaHe Ha
aTOPBACTATHH C MJIA3MEHNUTE MPOTEHHH HE C& OYAKBA XEMOAHANN3aTa Aa YCKOPH 3HAUMTENHO KIIMPBbHCa Ha
aTOPBAaCTATHH,

5. ©GAPMAKOJOI'NYHM CRONCTBA

5.1 apMakoaAHHAMHYHH CBOHcTBa

dapMakoTepaneBTHYHA rpyna: JlekapcTsa, peryadpauid sunnanre, HMG-CoA-peayKTa3HH
unxuburopu, ATC kog C10AADS

ATOPBACTaTHH € CeIeKTHBEH, komneTuThHaeH HHxubuTop Ha HMG-CoA-penyxrazara -
CKOPOCTOONPEACNALLHAT €H3UM, OTrOBOPEH 32 NPEBPBLIAHETO Ha 3-XHAPOKCH-3-METHI-TIyTAPHII-
KOEH3UM A JI0 MEBAJIOHAT, NPEKYPCOP Ha CTEPOJINTE, BKIIIOUHTENHO Ha XoJecTepona. TpHrIuluepuauTe H
XONECTEPONBT B uepHUS Apod ce BKIFOYBAT B ChCTABA HA JIMITONPOTEUHU ¢ MHOIMO HHCKA MIIBTHOCT
(VLDL) u ce oTaenst B nia3Mara 3a npeHacaHe a0 nepudepurTe Thkany. JIMnonpoTeHHHTE ¢ HUCKa
neTHOCT (LDL) ce o6pasysat or VLDL u ce xaraboauzudpat npean BCHYKO Upe3 PELENTOPH ¢ BUCOK
apuHuTeT 3a LDL (LDL peuenTtop).

ATOpBACTATHH MOHMKABA [ITIA3MEHHTE HHBA Ha XOJIECTEpOAa H JUNOMPOTEHHHTE Ype3 HHXUOHpaHe HA
HMG-CoA peaykrasara 4 nocieapamara OHOCHHTE3a Ha XOJIECTEpO B YyepHua Apod U yBenau4asa 6pos

Ha YepHoApobHUTe peuenTopH 3a LDL BppXy KieThuHaTa MOBBPXHOCT 32 YCHAEHO YCBOABAHE U
kaTabonnseM Ha LDL.

ATOPBACTATHH HaManasa o0pasysaneTo na LDL u 6pos na LDL-vacTuipuTe. AtopBactaTtus NpHYHHABA
3HAYKTENIHO H IBATOTPaMHO MOBHLLIABAHE HA AKTHBHOCTTA Ha peuentopute 3a LDL, NpUApYKeHO ¢
OnaronpusTHa NPOMsHA B KAYECTBOTO Ha UHpKyaupaiiute LDL-vyacTHUH. ATOpPBaCTaTUH € edHKaceH 3a
nonuxasaHe Ha LDL-xonecTepona npy nalMeHTH ¢ XOMO3HIOTHA (paMUITHA XHIEPXONECTEPOSIEMHUS -
rpyna 0OMNHH, KOUTO OGHKHOBEHO He CE BJIMAAT OT MOHHXKABALM IHIIHAHTE JIEKapCTBA.

noBKILeHHA Ha HDL-xonecrepona u anosMnonpoTend A B A0303aBUCHMO [TPOYYRS
ce MOTBBPXKAABAT IIPH NALKEHTH € XeTepO3HIOTHA PaMHUTHA XHIIEPXONECTEpONEMHS
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XHIIEPXOAECTEPONEMHA H CMECEHA XUTTEPAHNMUAEMHS, BKTIOYHUTENHO NAHEHTH ¢ HEHHCYIHHO3aBHCHM
3axapeH auaber.

JloKa3aHo €, ye IOHUKEHHETO Ha obwns xonecrepon, LDL-xonectepona ¥ anoaunonpoteut B Hamanasa
PHCKA OT ChbPACYHO-CBA0OBHY HHUMACHTH U ChPAEYHO-CHA0BA CMBPTHOCT.

XOMO3UTOTHA haMHIHA XHNEPXOAECTEPOIEMHS

B My ITHLIEHTPOBO OCEMCEIMHYHO OTBOPEHO MPOYYBAHE 33 MUJIOCHPAHA YNOTpeda ¢ (PaKyATaTHBEH
YAB/DKHTENEH NTEPHOJ ¢ Pa3IHUHA IPOABLIDKUTENHOCT, ¢a OunM BiunodeHH 335 naunenTH, 89 OT KOUTO ca
C YCTAHOBEHA XOMO3UIOTHA amMinna xunepxonecreponemud. I1pu Te3n 89 nauMeHTH, CPEAHOTO

rmoHmxkeHne Ha LDL-xonectepona e npubausurento 20%. AropBacTaTH € IIpUIarald B A03H J0
80 mg/nex.

ATepocKieposa

B xnHM4YHOTO npoyuBaHe QOOpaTHO pa3BHTHE HA ATEPOCKIIEPO3aTa Ype3 arpecuBHO MUIMHAHO
noHmxasane (Reversing Atherosclerosis with Aggressive Lipid —Lowering Study (REVERSAL)) edexrsT
Ha HHTEH3HBHO NMOHHXaBaHe Ha NMUIUAUTE C aTopBacTaTiH 80 mg ¥ CTAHAAPTHO HUBO HA NOHUXABaHE HA
NAMAANTE ¢ NpaBacTaTUH 40 mg IpH KOPOHAPHA &TEPOCKIIEPO3a € OLECHEH YPe3 BETPECHAOBO
yAatpa3Bykoso uicneapane (IVUS) no ppeme Ha anruorpa¢us IpH NALMEHTH ¢ HCXEMHYHA DOJIeCT Ha
cwpuero (MBC). B Topa panaoMHu3upano, ABOHHOCAAIIO, MYJITHLIEHTPOBO, KOHTPONMUPAHO KIMHUYHO
npoy4usaHe IVUS e HalpaBeH B HAYANOTO Ha Npoy4BaHeTo W Ha 18™ mecen npH 502 nauueHTH. B
FPyNaTa Ha aTopBacTaTHH (n=253) HsMa NPOrpecHs Ha aTepocKiepo3ara.

MeanaHaTa Ha npoueHTa Ha npoMsaHa B 001na o6eM Ha aTepoCKNEpPOTHYHATA MU1aKa OT HAYal0TO Ha
Npoy4BaHEeTO (MbPBUYUEH KPUTEPHH HA npoyuraHeTo) e -0,4 % (p=0,98) B rpynarta Ha aToOpBacTaTHH H
+2,7 % (p=0,001) B rpynara Ha npaBactatiH (n=249). [Ipu cpaBHeHHE C TpaBacTaTHH e(EKTHTE Ha
aTOPBaCTATHH Ca CTATHCTHUYECKH 3HAYUMH (p=0,02). EdpexTbT HAa HHTEH3UBHOTO JUNMHAHO NOHUXKABAHE
BBPXY ChPACYHO-CHAOBATA KpaiiHA TOUKa (Halp. HEoOXOAMMOCT OT PeBaCKyYlapu3alus, HedaraseH
MHOKapAEH UH(APKT, KOpOHAPHA CMbBPT) HE € H3CAEABaH B TOBA NPOYYBaHE.

B rpynara na aTopBactatud LDL-XonecteponsT ce e NOHKWXKKA A0 cpeaHa croiiHocT ot 2,04 mmol/l + 0,8
(78,9 mg/d] + 30) cnpamMo u3xoaHara croifHocT ot 3,89 mmol/l + 0,7 (150 mg/dl + 28), a B rpynara Ha
npasactaTHH LDL-xonecTeponsT ¢& € NOHHXKKA A0 cpeina cToiiHocT oT 2,85 mmol/1 £ 0,7 (110 mg/dl +
26) cnpaMo u3axoaHara cToitHocT oT 3,89 mmol/1 + 0,7 (150 mg/dl £ 26) (p<0,0001). ATopBacTaTHH CbILO
TaKa 3HAYHTENIHO € HaMaJli/l CpeIHUTE CTOMHOCTH Ha 00iumnsa xonectepon ¢ 34,1% (npasacraTui: -18,4%,
p<0,0001}, cpeaxuTe H1uBa na Tpuranuepuaute ¢ 20% (npasacratus: -6,8%, p<0,0009) n cpennus
anonunonporedH B ¢ 39,1% (npasactatvu: -22,0%, p=0,0001). ATopBacTaTUH € NOBUILIUA CPEAHHA
HDL- xonecrepon ¢ 2,9% (npaBactatuu: +5,6%, p=NS). HMa cpeaHo HaManeHue ot 36,4% Ha C-
peakTHBHHA NPOTEHH B FPYNaTa Ha aTOPBACTATHH B CPABHEHHE ¢ HaManeHue oT 5,2% B rpynara Ha
npaBactaTiH (p<0,0001).

Pesynratute ot npoyusaHeTo ca nofyYeHyu IpH 1o3upoBKa oT 80 mg. CneaoBaTeNHo, Te He MOTraT Ja ce
CKCTPaIoJJKpaT BbpXy NO~-HUCKHUTE AO3HPOBKH.

[Tpoduiure Ha 6€30MaCHOCT H NOHOCHMOCT B 1BETE IEKYBAHH I'PyNH ca OMIIH CPABHHMH.

EQEeKTbT OT HHTEH3HBHOTO NMOHHXABAHE HA IMIUANTE BhPXY OCHOBHUTE ChPACHHO-CHAOBHU KpaHHH LiENH

He € H3CNieABaH B TOBA npoyurade. ETO 3alli0 KIMHHYHATA 3HAYHMMOCT Ha TE3H ,,BL00paXkaeMHu’™ pe3yTaTH
MO OTHOLIEHHE HA TBPBUYHATA M BTOpHYHATa NpodunakTHKa Ha ChPAEYHO-CHAOBH CHOUTHS
H3BECTHA.

‘r
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OCTLP KOPOHAPEH CHHAPOM
B npoyusanero MIRACL ce ouenssa atopsactatid 80 mg ripu 3086 nauueHTH (aTopBacraTdd n=1538;

niaauedo n=1548) ¢ ocThp KopoHapeH ¢UHApoM (non-Q MHOKapaeH HHAPKT WK HecTabHIIHA aHTHHA
nexkropuc). JleueHHeTo € 3aroyHaTO No BpeMe Ha ocTpara (asa ciell XOCMMTANMIUPAHE H € MPOALIIKHIO
3a nepuo ot 16 ceamuuy. Jleuenueto ¢ aroppacratHi 80 mg AHEBHO yBeJIUUYaBa BPEMETO A0 N0sBa Ha
KOMOHHHpaHaTa MLPBHYHA KpalHa TOUKA, OIpeAeNeHa KaTo CMbPT, HE3ABHCHMO OT MPHYHHATA,
HedaTaneH MHOKapAeH HHpAPKT, peCyCLMTHPaH ChbpAeHEH apecT UK aHIMHA MEKTOPHC C IaHHY 32
HCXEMHMS HA MHOKap/a, Hajlarauia XoCIHTaIH3alM, NOKa3Baiiki peayKuus Ha pucka ¢ 16% (p=0,048).
Tosa e npeanMHO BCieACTBUE Ha 26% pedyKlKs Ha peXOCAUTATH3ALMATA 38 AHIHHA [IEKTOPHC C JaHHH 33
HCXeMUA Ha Muokapaa (p=0,018). JIpyrure BTOpUYHM KpalH# HENH HEe JOCTUraT CTATHCTHYECKA
3HAYHMOCT caMH Mo cebe cu (0bwo: nnauedo; 22,2%, atopeactatl: 22,4%).

[IpodunsT Ha Ge3onacHOCT Ha aTopBacTaTHH B npoyuBaHeTo MIRACL chOTBETCTBA HA ONKHCAHUS B TOUKA
4.8.

[IpoduaakTHKa Ha CbpACYHO-CBAOBO 3abonaBaHe

EdexTeT Ha aTopBacTaTHH BbpXY thaTanHa M HedaTanHa HCXeMHYHa 60JIECT Ha ChPLIETO € OLIEHEH B
PAHAOMH3HUPAHO, JIBOKHOCIANO, MIaile00-KOHTPOJMPAHO NPOYHBaHe, AHIIIO-CKAHAWHABCKO ITPOYYBaHe 3a
ChPACUHO-CHAOB H3XOR — KJIOH C TIOHMXaBaHe Ha aunuauTe (Anglo-Scandinavian Cardiac Outcomes Trial
Lipid Lowering Arm (ASCOT-LLA)). Ilanuenture ca ¢ xunepronus, 40-79-roauiusu, 6€3 npeaxoacH
MHOKapAeH HH(MAPKT MK JIeYeHHEe 3a CTEHOKApAMS H ¢ HHBa Ha o611 Xonectepon <6,5 mmol/l (251
mg/dl). Beuukyn nauuenTy ¢a iManu Hal-Maiko 3 npeaBaputento JeHHUpaHH CopAeHHO-ChAOBH
PHCKOBH ()aKTOPH: MBIKKH T0J1, Bb3PACT >55 rofakHu, nylene, nuader, anamuesa 3a MbC npu
POACTBEHMK OT NbpBa JIMHHUI, 061 xonecTepon:HDL-C >6, nepudepHo cpaoBo 3aD0nsBaHe, J€BOKAMEPHa
XUIEPTPOPHS, NPEAXOIEH MOIBYHO-CHAOB MHLUMACHT, cnelubuuna EKI aHoManus,
NpoTeHHYpUs/anbyMunypHa. He BCHUYKM BKIIOUEHH NAMEHTH Ca NPELSHEHH KaTO NALMEHTH C BUCOK
PHCK 3a MTEPBU CHPAEYHO-CBAOB HHIIMAEHT.

[latpenture ca JICKYBaHH C aHTHXHUIICPTCH3HBHA T¢panuia (H.Tll-‘l CXE€Ma, OCHOBagallla €€ Ha aMJIOAHNHH,

H/TM CXEMA, OCHOBABALIlA CE€ HAa aTEHOJI0N), B KOMOHWHALMA Wi ¢ atopBacTaTiH 10 mg aHesHO (n=5,168),
nim ¢ mnauebo (n=5,137).

EdextbT Ha HamaABaHe Ha a0COMIOTHHSA M OTHOCUTENHHKA PHCK MPH yoTpeGa HA aTOpBacTaTHH € Ol
KaKTO CNeaBa:

OTHOCUTENHO bpoii Ha AOCOMOTHO
HaMaJIeHHe HHUHIEHTHTE  HaManeHHe
Ha PUCKa (aTopBacTaTHH  Ha pucka'
MHUHZEHT (%) CIPAMO (%) Cro#iHocT
| niauebo Ha P
Paranna UbC nimoc HedaraneH 36% 100 cnpsamo 1,1% 0,0005
MH 154
OO0L10 ChpAEYHO-CBAOBH 20% 389 cnpamo ~  1,9% 0,0008
HHI{HACHTHA U 483
peBacKyJ1apH3aluOHHH
NpoleaypH
O61110 KOpOHAPHH HHUMIEHTH 29% 178 cnpaMmo 1,4% 0,0006
247

'Bb3 OCHOBa Ha pa3nukara B 0011aTa YeCTOTa HAa HHUMASHTHTE, HaGNI0AaBAHH NP cpe
npocnenssate ot 3,3 roANHM.
HbC - nexemuuna Gonect Ha chpuero; MU — muokapaeH HH$papKT.
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Ofwwara CMBbPTHOCT H ChPASYHO-CBAOBATA CMBPTHOCT He ca GuiIH 3HaunmMo HamaneHd (185 cnpamo 212
uHuHAeHTa, p=0,17 1 74 cnpsamo 82, p=0,51). B ananuaa wa noarpynara mno noa (81% mbxke, 19% xeHu)
OnaronpuaTeH egexT Ha aTopBacTaTHH € OUN HabmoaaBaH NpU MBXKETE, HO He MOXKE /1a C& YCTAHOBH MPH
KEHHTE, BEPOATHO IOPaJd HUCKATA YECTOTa HA MHUM/AEHTH B KEHCKaTa noarpyna. Oémara u cspaeuHo-
CbJOBATA CMbPTHOCT € YHCJIEHO NO-BUCOKA NpH xeHuTe (38 cnpamo 30 u 17 cnpamo 12), Ho ToBa He €
OHJIO cTaTHCTHYeCKH 3Ha4YMMO. ViMalio e 3HAUNTEHO TepaneBTHYHO B3aUMoAeHCTBHE OT CTpaHa Ha
OCHOBHATA aHTHXUIIEPTEH3HBHA Tepanus. [IbpBrunara kpaiina Touka (daranHa HBC niroc HedaTaneH
MH) e 3Ha"KuMO peayLiupaHa OT aTOPBACTATHH NPH NMalMeHTH, NeKyBann ¢ amnogunud (HR 0,47 (0,32-
0,69), p=0,00008), no ne u npu tezu, nekysaun ¢ arexsonon (HR 0,83 (0,59-1,17), p=0,287).

EdextbT Ha aTopBacTaTHH BHpXY (paTanHo ¥ He(ATANHO ChPAESYHO-CBAOBO 3a00/IABAHE € CHLIO OLICHEH B
PaHIOMH3HPaHO, ABOHHOCAANO, MYATHLEHTPOBO, NNale00-KOHTPONKPAHO NpoyuBaHe, [IpoyuBaHe Ha
aropsactatuH npu nuaber” (Collaborative Atorvastatin Diabetes Study (CARDS)) nps nauveHTy ¢ tun 2
auabet, 40-75-roguiiHK, 63 npeaxoaHa aHaMHe3a 3a ChPASYHO-CHA0BO 3aboassaHe H ¢ LDL-C <4,14
mmol/] (160 mg/dl) u Tpurmuuepuan <6,78 mmol/l (600 mg/dl). BCHUKH naLHEHTH ¢a HMAIK NOHE 1 OT
CNEAHUTE PUCKOBH HAKTOPH: XUNIEPTOHN A, HACTORLO NYilieHe, PETHHONATHE, MUKpoanty MHHYDHA HIH
MakpoanbyMHHYpHUS.

[launenture ca nexypasu ¢ aropsacratud 10 mg nuesso (n=1,428) wiu nnauedo (n=1,410) npu meauana
Ha npocjaensasade 3,9 roaxHH.

EdexTsT Ha HaMassiBake Ha aGCONIOTHHA M OTHOCHUTEAHHSA PUCK NMPH yroTpeba Ha aTOPBACTATHH € DM
KaKTO CleABa:

OTHOCHTENHO bpoit Ha ABCOMOTHO
HaManeHue  MHUMACHTHTE  HaMalcHHE
Ha pHCKa (aTopsacTaTMH  Ha pucKa'
Huumpesr (%) CIPAMO (%) CroiiHoct
m1auebo) Ha D
[oneMH cbpaeUHO-CHAOBH 37% 83 capamo 127 3,2% 0,0010

MHLUAEHTH

(atanen u HedaTaleH OCTHD

MH, Tux MH, BHE3anHa CMBPT

seneacTeue Ha MBC, HecTabunna

cteHokapaus, CABG, PTCA,

peBacKyM3alHsa, HHCYJIT)

MH (Paranen u nedatanex

OMMU, tux MH) 42% 38 cripsamo 64 1,9% 0,0070

Hucynru (paTtansy ¥ HepaTalHu)

48% 21 cipsimo 39 1,3% 0,0163

'Bb3 0CHOBA HA pa3iMkaTa B ob1IaTa YECTOTA HA MHIMACHTHTE, HaBAOAABAHH IIPH CPEAHO
npocaeassane oT 3,9 roquan; CABG - kopoHapeH aprepnaneH 6aitnac; UbC - ucxemuuna donecr
Ha cepueTo; MM — muokapaen ungapkr; PTCA - nepkyTaHHa TpaHCIyMHHaNHa KOpOHapHa
AHTHONJIACTHKA.

Hsima 1oka3aTencTBo 3a pa3nuka B epekta OT JIEHSHHETO Cnope 044, Bb3pacTTa WM N3XOLHOTO HHUBO
Ha LDL-xonecrepona Ha nauMeHTa. bnaronpusaTHa TeqaeHua € HabmoaaBaHa No OTHOLIEHHE HUBOTO Ha
CMBPTHOCT {82 cMBPTHH CiiyyaH npH ninauebo rpytara cnpamo 61 B rpynarta Ha aTOpBacTaTHH,

p=0,0592).

Peunausupalt HHCYAT
B npoyusanero [IpenoTBpaTaBaHe Ha HHCYIIT Ype3 arpecHBHO HAMA/IABAHE HA HHB

(Stroke Prevention by Aggressive Reduction in Cholesterol Levels SPARCL) ¢ 6
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aTopeacTaTHH 80 mg AHEBHO UK nmnauedo no OTHOIUEHHE MOABATA HA HHCYAT NpU 4 731 nauMeHTH ¢
WHCY AT HAM NPeXOAHa uexeMudna ataka (T1A) B paMkuTe Ha npeaxodHuTe 6 Meceua u He3 aHamHesa 3a
MBC. IMauuentrTe ca 60% Mbxe, 21-92 roguHu (cpeaHa Bb3pacT 63 rOAHHH) U CPEeAHO H3XOAHO HHBO Ha
LDL 133 mg/d] (3,4 mmol/1). Cpeanara croiinoct Ha LDL-C e 6una 73 mg/dl (1,9 mmol/l) no Bpeme Ha
JeyeHueTo ¢ aroppacratul H 129 mg/dl (3,3 mmol/l) o BpeMe Ha jedyeHueto ¢ niauebo. MeanaHata Ha
npocieassate € 4,9 roqMH,

ATopsacTaTiH 80 mg € HaMaua pHCKa OT [TbPBHYHATA KpaiiHa ToYKa (aTasieH U HedaTaleH HHCYAT ¢
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 cnen ananrHpaHe Ha
H3XOQHUTE XapaKTEPHCTHKK) B cpaBHeHHe ¢ nmnauedo. Obmara cMbpTHOCT € 9,1% (216/2365) nipu
atopsacTaTHH cnpsmo 8,9% (211/2366) npu nnauebo.

B post-hoc ananu3 atopsactarus 80 mg € HaMaIMJ 4YeCTOTaTa Ha HCXeMHYeH HHCYAT (218/2365, 9,2%
cnpamo 274/2 366, 11,6%, p=0,01) ¥ e noBULIKI YeCTOTATA HA XeMOparHueH HHcyat (55/2 365, 2,3%
cnpamo 33/2 366, 1,4%, p=0,02) B cpaBHeHue ¢ mianedo.

. PUCKBT OT XeMOpard4eH WHCYNT € MOBUILEH NPH MaLHEHTHTE, KOMTO ¢a C NPEALLECTBALL
XeMOParHucH HHCYAT NPH BKMIOUBAHE B MpoyuBaHeTo (7/45 npH atopeacTaTHH cnpamo 2/48 npu
nrauedo; HR 4,06; CI 0,84-19,57) 0 pHCKBT OT HCXEMHUYEH HHCYT € CXOZeH B ABeTe rpynH (3/45
MpH aTopRacTaTH crnpaMo 2/48 npu nuauedo; HR 1,64; 95% (1, 0,27-9,82).

. PHCKDBT OT XEMOpPArHieH HHCYT € NOBHIUEH NPH MaLHEeHTH, KOUTO €& ¢ MpeALIeCTBALL J1aKy HapeH
HH(QAPKT NpH BXIIOUBaHE B npoyusauerto (20/708 npu aropsacTatiH cnpamo 4/701 npu nnauebo;
HR 4,99; 95% CI, 1,71-14,6), HO PHCKBT OT UCXEMHYESH HHCYJT MPH TE3H NAUMEHTH CBILIO €
Hamansn (79/708 npu atopeactardl cripamo 102/701 npu naauebo; HR 0,76; 95% CI, 0,57-1,02).
B13MOXHO € KpaHHUAT PHCK OT HHCY/IT Ja € NOBHILEH NMPH NAUHEHTUTE C MPEAXOALH jlaKyHapeH
HH(ApPKT, KOHTO NOJIy4aBaT aTopBacTaTHH 80 mg Ha JieH.

Obiwara cMbpTHOCT € 15,6% (7/45) npu neuenue ¢ aropBactatul cnpsimo 10,4% (5/48) npu npunarade
Ha maauedo B noarpynara nauMenTH ¢ NPeaxoieH xeMopariyed HHCyaT. O6iara cMbpTHOCT € 10,9%
(77/708) npu atopsacraTtuH cnpsMo 9,1% (64/701) npu nnanefo B NOArpynaTa NaUMEHTH C IpeaxoleH
naKyHapeH HRGApKT.

[leauaTpuysa nonynaius
Xemepo3zuzomna hamunna xunepxonecmepoiemus npu NeQuampuyHy Nayuesmy Ha abapacm 6-17

COOUNU.

[IpoBeaeHo € 8-ceAMHUYHO OTBOPEHO MPOYUBAHE 3a OLEHKA HA (papMaKOKMHETHKATA,
papmakoauHaMHKaTa, 6e30NacCHOCTTa H NOHOCHMOCTTA Ha ATOPBACTATHH TIPH JELA W MOJAPACTBALLH C
FeHETHYHO JIOKA3aHA XETEPO3IHIOTHA (HaMUIIHA XunepxonectepoyieMus U 6a3osu croiiHocT Ha LDL-C >4
mmol/l. [Tpoyusareto ofxeaa 39 aetia ¥ noApacTBany Ha BL3PAcT T 6 20 17 roaunn. Koxopra A
BK/tOuBa 13 Aeua, Ha Bb3pacr 6 — 12 roauHud B nbpBu cTaauii no Tanner. Koxopra b Bxiousa 24 aeua Ha
Bb3pacT 10 - 17 roauuu B ctaauii no Tanner >2.

Hauannara J103a atopBacTaTHH B KOX0pTa A e 5 mg gHeBHO noJ opmara na Tabnerka 3a gbBucHe H 10
mg AHEBHO NnoA ¢opMaTa Ha puIMupada TabneTka B koxopra b. JlaaeHa € BE3MOXKHOCT Ha4ajiHara 1032
Aa ce YIBOH, aKO HE € JOCTHUrHATA TapreTHaTta croinoct 3a LDL-C <3,35 mmol/l Ha 4yeTBbpTa cCeAMHULA i
aKO aropBacTaTHH ce noHacs golpe.

. WA
Cpenuure croiinocTh 3a LDL-C, TC, VLDL-C, u Apo B ca Hamaeli npe3 BTopata coffinia DQH% "
nauueHTH. [Ip1 nauuenTure, Ha kouTo A03arta e GURa yaBoeHa, e Guno HalnoaaBan HUERINIO N\ <

N

HaManeHHe Ha CTOHHOCTHTE HA BTOpaTa CeMULA NPH MbPBOTO H3MEpBaHE ciell NoBiIaAraHE Ha 1o3aTa.
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CpeHuAT NPOUEHT Ha NOHHIKABAHE HA CTOMHOCTHTE Ha JIKNUAHKTE IAPAMETPH € OU CXOJeH 3a JABETE
KOXOPTH 0€3 3HaYeHHe AanH NAIHEHTHTE ca OUNKM OCTABEHH HA TAXHATA NLPBOHAYANIHA AO3HPOBKA HITH TS
€ Ouna yasoeHa. Ha 8-a ceaMHUA CpeIHO MPOLIEHTET Ha POMaHA OT §a3oeuTe crodinocty Ha LDL-C
TC e 6un npubnusutento croreetHo 40% u 30% Haza obcera Ha Bb3ICHCTBHE.

BB BTOpO OTBOPEHO NpoyuBaHe, ¢ eIHO pamo, 271 MoMueTa # MOMHYETa ¢ XETEPO3HroTHa aMHuIHA
XHNIEPXOJIECTEPOTIEMHS HA BB3pacT 6-15 roaMHu ca 61 BKMIOUYEHH H JICKYBaHH ¢ aTOPBAacTaTHH 34
MEPHOA OT 3 rOAMHH. 3a BIUIIOYBAHE B IPOYYBAHETO € H3HCKBAHO NMOTBBPJEHA XETEPO3UTOTHA (PaMHIIHA
XHUTIEPXONECTEPOSIEMUA H H3X0AHa cToitHOoCT Ha LDL-C > 4 mmol/l (mpubauzutento 152 mg/dl).
[IpoyuBaneTo BiovBa 139 neua s nbpBH cTaguii no Tanner (0GWKHOBEHO Ha BB3pacT oT 6-10 roguHu).
JlosaTa Ha aTOpBACTATHH (BeAHBXK AHEBHO) € Ouna 5 mg (TabneTky 3a ABBUYEHE) NPH [eua Ha Bh3pacT 0]
10 roaunn, Jeua Ha sbapact 10 roguHy M oBeye ¢a 3anoyHany jgeueHue ¢ 10 mg aToppacTaTiH (BEOHDBX
AHEBHO). BCHUKH AeLa ¢a MOIIM Aa MoMyYaT THTPHPaHE A0 NO-BHCOKH J03H 3a [IOCTHIAHE Ha MPHIICTHH
croitHocTd Ha LDL-C < 3,35 mmol/l. Cpeanara no3a, azantupaHa CpsaMo TErIOTO, 3a Aelia Ha Be3pacT
oT 6 10 9 roguHM € Ouia 19,6 mg, a 3a aeua Ha BhapacT 10 roaus M noseye e Ouna 23,9 mg.

Cpeanurte (+/- CO) uzxonnu croitgoctd Ha LDL-C ca 6unu 6,12 (1,26) mmol/], koeTo e buio
npubau3utenHo 233 (48) mg/dl. Buxre Tabanna 3 no-noiy 3a OKOHUATETHUTE Pe3yITaTH.

JlaHHKTE ca CHOTBETCTBAJIM Ha NHIca HA e(eKT BbPXy KOMTO H [a € OT NapaMeTPUTE Ha PacTeka M
pa3BUTHETO (Hamp. BUCOUHKHA, Teryio, BMI, ctaauii no Tanner, oueHka Ha H3caea0BaTeNs 32 UANOCTHOTO
Ch3PABAHE H PA3BHTUE) [TPH NEAUMATPHUYHH TALMEHTH H IOHOUIK ¢ XeTepo3urotTHa haMuita
XHIIEPXOJIECTEPONEMHES, TOJIyHaBallY JIEYEHHE C ATOPBACTATUH 1O BPEME HA 3-roAHLIHOTO NpOYy4BaHE.
B3 0CHOBA HA OUEHKATA HA H3C/IEN0OBATENA HE € OTHETeH edeKT MO OTHOLLIEHUE HA BHCOYUHATA, TENOTO,
BMI no pe3pacT, 414 O NON NpH NMocelleHue.

Ta6muua 3. JIunpaononmxapaimy eheKTH HA ATOPBACTATHH IIPH IOHOMIH MOMYETa H MOMMYETa ¢
XeTepo3HroTHa hamunHa xunepxoJecrepoaemus (mmol/l)

Bpemesa |N | TC(CO) LDL-C (CO) | HDL-C(CO) | TG (CO) Apo B (CO)
TOHKA

H3xonuu 271 7,86(1,30) 6,12(1,26) 1,314(0,2663) 0,93(0,47) 1,42(0,28)**
CTOHHOCTH

Mecer 30 206 | 4,95(0,77)y* | 3,25(0,67) 1,327(0,2796) 0,79(0,38)* 0,90(0,17)*
Meceuy 240 | 5,12(0,86) 3,45(0,81) 1,308(0,2739) 0,78(0,41) 0,93(0,20)***
36/ET

TC= 061 xonectepoa; LDL-C = xonecrepon, nunonpotedut ¢ Hucka ruryTHoeT; HDL-C = xonecrepon, MHOOMPOTEHHH C BUCOKE
nawTHooT; TG = Tpurnnnepuayn; Apo B = anosunonporens B; “*Mecew 36/ET” BKiIHO4BA DOCSAHA BU3UTA 32 IMUATA, KOHTO A
H3JIE3JIH OT NPOYYBAHETO IIPpeay NAaGHHPAHATA KpaitHa Touka Ha 36-9 Mecel, KAKTO U MbjHH 36-MeCedHH JaHHM 34 NHUATH,
3ABBLPINKIH 36-MeceunoTo yuacTue. “*’= Meceut 30 N 3a 1o3n napametsp € 6un 207; “**= Waxoanu croifHocts N 3a TO3M
napameTsp ¢ 6un  270; “***”° = Mecen 36/ET N 3a To3n napamersp e 6un 243; “¥’=g/n 3a Apo B.

Xemepozucomna WIHA XUNEDXONLCNEDOAEMUS NPU neduampuyty nayuenmu na évapacm 10-17
200UHU.

B apoilinocnano, nnauefo-KOHTPOIMPaHO NPOyYBaHe, NOCASABaHO OT OTBOpPEHa da3a Ha
187 MOMUYeTa M MOMUYETA CIISL THPBATA MCHCTPYaliud, Ha BbapacT 10-17 roawnu {cpe
XETepO3UIOTHA PAMHITHA XUNEPXONECTEPOTEMHS HITH TEXKKA XUIIEPXONECTEPONEMHUS
paHAOMHU3HpPaHH Ha aropBacTatdH (n=140) unu miauebo (n=47) 3a 26 ceAMHLH, cne
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I10Jly4aBaT aTOPBACTATHH 3a 26 ceaMmuLi. [lo3uposkara Ha aTOPBRACTATHH (BEAHDK AdesHo) e 10 mg3a
I'bpBUTE 4 CEAMMLM M NMOCIEABALIO yBeauuaBate 10 20 mg B ciyyaii ue LDL-C nupata ca >3,36 mmol/l.
ATOpPBACTATHH CUTHU(DHKATHO HAMAJ/IABA INAa3MEHKHTE HHBA Ha obuus xonectepon, LDL-C,
TPHIVIHLEPHANTE H anoannonporenH B npes nbpeuTe 26 cenqMuuy Ha ABoiHocnANaTa daza. CpegHarta
pocturyiara croiHocr Ha LDL-C ¢ 3,38 mmol/l (range: 1,81-6,26 mmol/l) B rpynara Ha atopBacTaTHH
cpaBHeHa ¢ 5,91 mmol/] (range: 3,93-9,96 mmol/l) B nnaue6o rpynara npes 26-ceaMHU4HaTa ABOHHOCANA
¢aza.

JOMbAHUTENHO NEAYATPUYHO NPOYYBAHE HA aATOPBACTATHH CPEILY KOJECTHIION NPH MALMEHTH C
XHnepxonectTeponeMus Ha Bp3pact 10-18 ronuHu ycTaHoBABA, e aTopBacTarud {(N=23) npeausBuKBa
CUrHH(HKaHTHO HamaneHue Ha LDL-C Ha 26-Ta cenmuua (p<0,05), cpaBHeH ¢ konecTrnon (N=31).

[Ipoyusaue 3a ,,MUNOCBPAHA yrioTpe6a” NpH HALMEHTH C TEXKa XUNEPXOJIeCTEPONEMHUA (BKIIOUHTETHO
XOMO3HIOTHA XHIIEPXOJIECTEPOIEMHS ), BKIIOYBA 46 NEANATPHYHM NALUEHTH, NEKYBAHH ¢ ATOPBACTaTHH
TUTPHPAH B 3aBUCHMOCT OT OTroBopa (HAKOH MauMeHTH ¢a nmprHeManau 80 mg aTopBacTaTHH JHEBHO).
[IpoyupateTo npoabiviaea 3 roaunu: LDL-xonecteporsT ¢ HaManeH ¢ 36%.

Jnnrocpounara epUKacHOCT HA Tepanus C ATOPBACTATHH B JE€TCKa Bb3pacT 3a HaMasBaHe Ha
3a00JieBaEMOCTTa H CMEBPTHOCTTA B 3pAia Bb3pacT HE € YCTaHOBEHA.

EsponeHckaTta areHuMa o JeKapeTrara € OTI0KHIA 3a0bJOKSHHETO 33 I0JaBaHe Ha Pe3Y/ITaTH OT
MPOY4YRAHUA € ATOPBACTATUH NPM Aenia OT O 10 noAa 6-rogriiHa Bb3PaCT [IPH IeYeHHe Ha XETePO3HIOTHA
(pamuiHa XHnepxonecteponeMus, KakTo ¥ npy aeua ot O o noa 18-roguiuHa Be3pacT NpH AEUEHHUETO Ha
XOMO3UTOTHA haMUIHA XHNEPXONECTEPOJIEMHS, KOMOHHMPAHA (CMECeHa) XHIIEPXONECTEPONIEMHUA,
MbPBHYHA XUNEPXONECTEPONEMHA U NPEBEHLIUATA Ha ChPACUHO-CHAOBH CHONTHA (BXK. TOYKE 4.2 32
HH(popMaLHd 32 neaHaTpuuHaTa ynorpeba).

5.2 @apMaKOKHHETHYHH CBOHCTBA

Abcopbuug

ATopBacTaTHH ce abcopbupa 6Bp30 cnell nepopaiHo MPUHIOKEHHE, MAKCHMaTHa NJla3MeHa KOHLEHTpaLHA
(Cmax) ce noctyra 3a 1 ao 2 vaca. Crenenra Ha abcopOLus ce nokaysa NPONOPLMOHANHO HA A03aTa Ha
aToppacTaTHH. Cnea NepopaiHO NPHIOKEHHE DHOHATHYHOCTTA HA ATOPBACTATHH PUAMHPaHKN TabAeTKH €
95 no 99% B cpaBHEHHE € Ta3K HA NepPOPaiIHHA pa3TBOp. AGCOIIOTHATA OHOHATHYHOCT Ha aTOPBACTATHH €
npuban3uTenHo 12% u cucremMHara HanW4HoCT Ha HHXuOGuTOpHaTa akTHBHOCT 32 HMG-CoA peaykrasara
€ npuban3uTenHo 30%. Huckara cucTeMHa HATHYHOCT Ce OT/aBa HA MPECUCTEMEH KNHPBHC B
TaCTPOHHTECTHHAIHATA MYKO3a /WK Ha first-pass MeraQonu3sM B YEPHHSA APOO.

PasnpeneneHue
Cpeanuar 0beM Ha pasnpeaeneHue Ha aTopBacTaTHH € npHbau3uTenHo 381 . ATopBacTaTyH Ce CBhP3BA C

MJIa3MEHUTE TIPOTCHHU B 298%.

buoTtpanctopmaling

ArtopBacTaTiH ce MeTabonusupa ot uutoxpom P-450 3A4 1o opTo- ¥ napaxuApOKCHNMPAHH AEPHBATH H
pasnu4HHU DETa-OKMCIHTENHH NpoayKTH. OCBEH IpYrHTE MbLTHIIA, TE3M JIEKAPCTBA ce MeTabOMM3HpaT
AOWBJIHMTENHO 4pe3 oKy poHupaHe. In vitro uHXHOMUunATa Ha HMG-CoA peaykrasaTa oOT opTo- H
NapaxuapoKCHINpaHuTe MeTaboMUTH € eKBHBAaNEHTHA HA Ta3H OT atopBacTaTHH. Ipubausutenno 70% ot
UHpKy aupamaTta HHXuOuTopHa aktiHBHOCT 32 HMG-CoA peaykTa3zara ce OTHaBpa Ha aKTHBHHTE
MeTabonuTH.

EjluMHHHPaHE
ATOpBAacTaTHH CE H3THMBA NPEAHMHO ¢ XKTBUYKATA ClIef XenaTanesd W/ HAH eKcTpaxenar

H3rnexaa, obave, ye JeKapCTBOTO HE MPETHLPNABA 3HAUUTEAHA eHTEPOXEnaTalta pe
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CpeaHuaT n1ia3MeH NOMy>KUBOT Ha aTOPBACTATHH NpH Xopa € npubnuauTenso 14 vaca. [1onyXHBOTHT Ha

HHXHOHTOpHAaTA akTHBHOCT 3a HMG-CoA peaykrasata e npuGnusurento 20 ao 30 yaca nopaau
YHaCTHETO Ha AKTUBHUTE MeTabOIHTH.

ATOpBacTaTHH € CyOCTpaT Ha YEPHOAPOOHUTE TPAHCNIOPTEPH H HA NOJMNENTHANTE, TPAHCNIOPTHPALLH
opraHuyHd aHnoRH 1B1 (OATP1B1) u 1B3 (OATP1B3). MerabonuTHTe Ha aTopBacTaTHH ca cybcTpaTi
Ha OATPIBI1. YcTaHOBEHO € CBILO TaKa, Ye ATOPBACTATHH € CYOCTpaT Ha eITYKCHHTE TPAHCIIOPTEPH Ha
P-rnukonpoterd (P-gp) 1 Ha npOTEHHA Ha pe3UCTEHTHOCT Ha paka Ha repzara (BCRP), kouto moxe na
orpaHuyat 4perHaTa abcopluus U XABUHKA KIUPHHC Ha aTOPBACTATHH.

CrelyanHy nonyaaiuu

Cmapuecxa ev3pacm

[InazMeHuUTe KOHUEHTPAIUM HA AaTOPBACTATUH ¥ HETOBUTE AaKTHBHM MeTalbONIMTH Ca NO-BUCOKY TIpH
3/IPABM XOpa B HAIIPEAHAJIA BB3PACT, OTKOJIKOTO MTPU MJIAAH AUMEHTH, a eeKTHTE N0 OTHOLIEHHE Ha
JTRIMANTE €& CPaBHUMM C TE3H NPH [TO-MNa Ay NalUNeHTH.

Heduampuuria nonynayus

B oTBOpEHO, 8-CEAMUUHO NPOYUBAHE, IEAUATPUUHK NAHEHTH (Ha BH3pacT 6-17 roaunn) 1 craauii no
Tanner (N=15) u craauii no Tanner >2 (N=24) ¢ xeTepo3Hrotia haMmuaHa XHAEPXOJeCTepONeEMHS U
6a3oBM croitHocTH Ha LDL-C >4 mmol/l ca nekyBaHu ¢ 5 i 10 mg tabneTku 3a AbeyeHE HAH
¢p0oTBeTHO 10 Mk 20 mg punMupann Tabnerky aTopBacTaTHH BEAHDBXK AHEBHO, EAWHCTBEHATA
3HAYUTEAHA IPOMAHA BB (PapMAKOKMHETHUHHA MOJIEN HA NONYNALMATA, JEKYBAHA C ATOPBACTATHH, €
TefecHaTa Maca. BUAUMUAT nepopanet KAMphHE Ha aTOPBACTATHH NpHU NEANATPUMHY NAMEHTH Ce ABABa
noAoOeH Ha TO3H [IPH BB3PACTHH CNeAl aNOMETPHYHO H3MEpBaHe Ha TENECHOTO Terno. CHOTBETHO
HaManeHue ua LDL-C u TC e 6uno nadnonasaHo B Inana3oHa Ha eKCIIO3HLMA Ha AaTOPBACTATHH U O-
XUJPOKCHATOPBACTATHH.

Ion

KOHLEHTpaUHHTE Ha aTOPBACTATHH ¥ HErOBHTE aKTUBHM MeTabONHTH NpH KEHHUTE CE pa3NH4aBaT OT TE3H
NpH MBXETE (KeHU: NPUOIH3HTENHO ¢ 20% no-BUCOKH 32 Cnax H € OK0J10 10% no-Hucky 3a AUC). Tesu
Pa3JIMKH HAMAT KIIMHHYHO 3HAUEHHE U HAMA KIIMHHYHO 3HAUYHMH PA3NNKH MEXAY eeKTUTe 110
OTHOUIEHHE Ha JIUITHANTE MPH MBKE H HKEHH.

Bvbpeuno yepeocoare
brOpeunuTe 3a6019BaHUA HAMAT BAHAHHE BHPXY [IA3MEHHTE KOHUEHTPAUHH HIIH BbPXY AMINHAIHUTE
e(peKTH Ha aTOPBACTATHH H HEMOBUTE AKTHBHH META0OHTH.

YeprnoOpobHo yspedcoane

[InasMeHHTE KOHLUEHTPALMU HA ATOPBACTATHH M HErOBUTE AaKTHBHH METa0OMUTH €2 3HAYHTEIHO NO-
BUCOKH (Ipubnu3uTenHo 16 nbTH 32 Cpuax 1 11 mbTH 33 AUC) npH NauueHTH ¢ XpOHHYHA aJKOXOJHA
yepHoapobHa 6onect (Child-Pugh B).

SLOCI1B1 nosumopusvm

YepHoapobHoTto 3axBailiaHe Ha BcHukd HMG-CoA-peaykTazHy HHXUOMTOPH, BKIIOYHTEIHO
aTOpPBaCTaTHH, Ce N3BbpuBa nocpenctsomM OATP1BI1 tpancnopred nporedH. I1pyU nauHeHTH CbC
SLCO1B1 monuMop$hH3sM UMa PUCK OT NOBULIECHA €KCIO3UUHA HA ATOPBACTATUH, KOETO MOXE J1a JoBele
A0 NOBHILIEH PUCK OT pabgomuonusa (Bx. Touka 4.4). [TlonuMopduIMBT npH reda, koaupai O

CpaBHeHHe ¢ HHAMBUAU Oe3 To3U reHoTHneH BapuanT (c.521TT). Ilpu Te3u nauueHTH €
reHETHYHO Aa € HAPYLUeHO YEPHOAPOOHOTO 3aXBaillaHe Ha aTOPBACTATHH. BB3MOXHUT
BbPXY €(DHKACHOCTTA Ca HEH3BECTHMU,
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5.3 IHpeaknuHu4yHH JanHK 332 GesonacHocT

ATOPBACTATHH HE e NOKa3an MyTAMEHEH KM KJIACTOrMeHEH MOTeHIHan B OaTepiua ot 4 in vitro TECTOBE U B
€1HH aHAJIN3 in vivo, ATOPBACTATHH HE € KaHLUEPOTEHEH 3a IEXOBE, HO MPH IIPUIAraHe Ha BUCOKH J103H
NPH MHIIKH (AoBend Ao 6-11 mpTU no-BHcoku cToiHocTH Ha AUC (0 no 24 yaca) B cpaBHEHHe € TE3U NpH
Xopa, NPUEMaJii HaH-BHCOKATA NTPENOPBUMTENHA 1033) ¢a C€ MOABU/HN CMYYal HA XenaToLeIyIapeH
a/IEHOM MIPH MEXKUTE U XENATOUESNY TAPeH KapUUHOM NPH KEHCKHTE MUBOTHH.

HMma naHHH OT npoy4BaHuA MpH XHBOTHH, ye HMG-CoA-peaykrazHuTe HHXUOUTOPH MOXE 1a BAHSIAT
BbPXY Pa3BUTHETO HA eMOPHOHKTE H (eTycuTe. [IpH mrbxoBe, 3aiiiid H Ky4eTa aTopBacTaTHH HaAMa edekT
BEPXY QEPTHIMTETA H HE € TepaTOreHeH, HO NPU TOKCHYHY 3a MalfkaTta A03H, MPH NIBXOBE W 3ailH €
HabmonaBaHa QetanHa TOKCHYHOCT. Pa3BHTHETO Ha NOKOIEHMETO NMPH MITBXOBE € 3a0aBEHO H
[IOCTHATATHOTO OLE/IBaHE HAMAJIEHO NPH eKCNO3HLKMA HAa MalKaTa Ha BHCOKH 403M aropBactatuH. [1pu
IbX0BE HMA LOKA3aTEICTBO 3a MPEMHHABAHE HA JIEKAPCTBOTO NIpe3 naateHrara. [Ipu niabxose
MIa3sMEHHTE KOHICHTPALMM Ha aTOPBACTATHH Ca ONMU3KH J0 T€3H B MAAKOTO. He € u3BecTHO Janu
ATOPBACTATHH ¥ HETOBUTE METabONMTH Ce eKCKPETHPAT B KbPMATa.

6. GOAPMAIIEBTHYHU JAHHH

6.1 CHnchbK Ha NOMOLHUTE BEIECTBA

ChpluieBHHa Ha TabseTKaTa:

Kanines kapbonat
MHKPOKPHCTaNIHA LieJTyn03a
Jlakro3a MoHOXHApAT
Kpockapmernosa Hatpuid
[Tonucopbart 80

XU ApOKCHTIPOMUILIENTYJ103a
Marse3sueB creapar

OUIMOBO [TOKPUTHE:

OUIMOBO NOKPHTHE, ChIBPXKAILO:
XunpoMenosa

Maxkporon 8000

Turanos auokcua (E 171)

Tank

CUMETHKOHOBA eMYJICUS, ChIbpXKAalLA:

CHMETHKOH

CreapuHoBH eMynratopu (nonucopbart 65, maxporonos creapat 400, rnuueponoB MoHocTeapar 40-35)
CrecTuTeH (METUILIENYI034, KCAHTAHOBA ryMa)

benaoena kucenuna (E 210)

CopbunoBa kHcenHa

CsapHa kucenHHa

6.2 HecbBMeCTHMOCTH

Henpunoxnmo.

6.3 Cpok Ha rogHocT
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3 roJuHH

6.4 CroenHajHH YC10BHA Ha ChXPAHEHHE

To3n nexapcTBeH NpoAYKT He U3HCKBA CNEUHANHH YCOBHSA Ha ChXpaHEHHE.
6.5 JlaHHH 3a ONTAKOBKATA

bcrepuTe ce cheToAT OT GopMyBaill QUM OT TIOTHAMKA/ATyMHHHEBO GONHO/NONMBHHHIXIOPHA H
TEPMHYHO 3ane4aTaHo MOKPHTHE OT ANTyMHHHEBO GONHO/BUHU.

bytunkara ce cscton o HDPE, ¢cbampika CylunTeN, Cbe 3alliiTeHa OT Aeua 3anyianka.
OnaxoBkH ¢ 6aucTEpH, ChabpXalUH 4, 7, 10, 14, 20, 28, 30, 50, 56, 84, 90, 98 u 100 puamMupaHu
TaBNETKH.

bostHH4YHH oNnakoBKH, chAbpKal 50, 84, 100, 200 (10 x 20) unu 500 dunmupanu TabneTku.
HDPE 6yTtuaku, ceappxatitn 90 ¢puaMupany TabneTku.

He Bcu4KH BHAOBE ONAaKOBKH MOraT Aa 6b4aT nyCHATH Ha na3apa.

6.6 Chnennanny npeanasnu MEpKN NPH HIXBLPASTHE

Hsima cnetianin u3HCKBaHM .

7.  TIPUTEXATEJ HA PASPEIHIEHUHETO 3A YIIOTPEBA

Upjohn EESV

Rivium Westlaan 142

2909 LD Capelle aan den 1Jssel
Huaepnasaus

8. HOMEP(A) HA PA3PEIIEHUETO 3A YIIOTPEBA
COPTHC 10 mg dpunmupasu Tabnetsd — 9800143
COPTHC 20 mg punmupanu tabnerxu — 9800142

COPTHC 40 mg punmupanu Tabnetku — 9800141
COPTHC 80 mg punmupanu tabnetd — 20030461

9. JRATA HA OIHPBO PASPEHIABAHEMIOAHOBABAHE HA PASPEIEHMUETO 3A
YIIOTPEBA

Hata Ra mupBO paspewiaane: 27 wHu 2003 r.
Hdata Ha nocnenHo nogHoBaBaHe: 18 suyapu 2016 .

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA:

27




