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1. HUME HA JEKAPCTBEHHA ITPOAYKT

Aropramma 20 mg uaMupany TabNeTKH
Atorgamma 20 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbhCTAB

Bcexka punMupana tabneTka chabpxa 20 mg aTopBacTaTHH (KaTO aTOPBACTATHH KaJlMil).

3a MBIHHUA CTIHCBK Ha MOMOILHHUTE BEILECTBA, BUKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

Ounmupana tabnetka

benu, Kpbriiy, ABOHHOH3NMBKHAIM, ¢ AHAMETHP 9 mm, ¢unMupasdy TableTku.

4. KJIHHHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKAIAHHA

XunepxojecTepoaeMus

ATOopraMMa e noka3aH Kato AOMBbAHCHHUE KbM JIHETAaTa 38 HAMASIBAHE Ha NOBUIUEHHTE OOII X0IecTepo
(06w - C), LDL-xonecrepon (LDL-C), anomunonporenH B u Tpurnuuepuiiv pH Bb3pacTHH,
MoApacTBalllk U Jela Ha 1 HaZ 10-roguiuHa Bb3pacT ¢ [IbPBHYHA XUNEPXOJIECTEPOIIEMHS, BKITIOYHTEIHO
daMuiHa XUTIEpXoRecTeponeMus (XCTEPO3UIroTeH BAPHaHT) UiIH KOMOWHHpaHa (CMEeceHa)
xunepnunuaeMus (orrosapsima Ha Tdn Ila u IIb ot knacudmkanusara na Fredrickson), korato epexkTsT Ha
JAMETaTa H APYTUTE HedapMaKoIOTHYHH METOAH € HEIOCTATHYCH.

ATopramMma e MokKa3aH CBHIIC H 3a MOHHXKaBaHe Ha obmma xoaecrepol (0om - C) u LDL-C npH Bp3pacTHH
¢ XOMO3HIOTHA (PaMMIIHA XHIEPX0JeCTEPONIEMUA KaTO JONBIHEHHUE KBM APYrUTe METOAH 324 TIOHHXKABAaHE
HUBOTO Ha TUNHAMTE (HanpuMep adepesa Ha LDL) wnn B cnyvyauTte, KOraTo Te€3W METOH HE €A HATMYHM.

[IpodunakTuka HA ChPAEYHO-CHIOBO 3a00sBaHe

[IpodprnaxkTnka Ha CbPACYHO-CHAOBY HHIMAEHTH NPU Bb3PACTHH, NIPH KOKTO € OLIEHEH BHCOK PHCK 34
MbPBHU CHPAEHHO-CBA0B MHUMIEHT (BK. TOYKa 3.1) KaTo JOMBIHEHNE KbM KOPEKLUHATA HA APYTH PUCKOBH
thaxTOpH.

4.2 1o3MpOBKA M HAYINH HA NMPHJIOKECHHE
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Hozara TpabBa 1a Ob1e HHAUBHAYAIH3HPAHa B 3aBUCHMOCT OT H3X0oAHKHTe HHBA Ha LDL-xonectepona,
[{eJITa Ha JEYCHUETO M OTrOBOpa Ha NMalMeHTa KbM NeYeHHUETOo.,

Obnyaiinarta HadaliHa g03a e 10 mg BeAHBX AHEBHO. KOopeKIiHd Ha J03aTa ¢e H3BDPLIBA [Pe3 HHTEPBATH
oT 4 unu noeeue ceaMUUH. MakcuMannara f1o3a ¢ 80 mg BeAHHXK JHEBHO.

[lvpsuuna xunepxonecmeporemMus Y KOMOuHupara (cmecena) Xunepaunuoemus

[ToeeueTo NanieHTH ce NOBRHABAT yenelrno ¢ AtopraMma 10 mg Beausk AHeBHo. TepanepTnyeH edexr
ce Habmoapa 0 /1Be CeAMHLM, a MaKCUMAJIEH TepaleBTH4YeH eeKT ce MocTUra oOMKHOBEHO 3a 4
ceIMHIM. EQexrThT ce noaabpxa 1IpH NpOgBIDKHTETHO JIEHeHHE.

Xemepozueomna QaMuIng Xunepxoiecnepoiemus

Jleuenuero 3anousa ¢ Atopramma 10 mg nuesHo. Jlo3uTe ce HHAUBHAYAIU3UPAT U KOPUTHPAT HA BCEKH 4
cenmuun a0 40 mg auesHo. Cnea ToBa uiu ao3ata Moxe Aa Osjie yeenuiena 1o Makcumym 80 mg
AHEBHO, UJIH Ce Mpuiara koMOMHAIMA OT CEKBECTPAHT Ha XKIILYHHTE KHCEJIHHY U aTopBacTaTyH 40 mg
EHOKpPATHO /IHEBHO,

XoMO3U20MHa PamMuiIna XunepxorecmeporeMus

HanuuHu ca orpasuuecu Opoit 7anHu (BX. To4ka 5.1).

Jlo3upoBKaTa Ha aTOPBACTATHH IIPH NALIMEHTH ¢ XOMO3UIOTHA (paMUITHA XuliepxonecteponeMus € ot 10
A0 80 mg auesHo (BxK. Touka 5.1). [IpH Te3u nmauMeHTH atopBacTaTHH TpAOBa 1a Obe H3MOI3BaH KaTo

JAOMBJIHEHUE KbM IPYTH JHIKAOMOHMKABAIIM TeparleBTHYHH cpeicTBa (Hanp. LDL-adepesa) unu npu
HEBB3MOXHOCT 32 U3II0JI3BAHE HA TaKKWBa CPEeACTBA.

Ilpoduraxmuxa na cvpldeuno-cvooee 3aboaasane
[Ipn npoy4BaHMsTa 3a OBPBHYHA NpoduiakTHka Ao3ara ¢ 6una 10 mg aHeHO. Moxxe j1a ca HeobxoaUMHU
10-BUCOKH JIO3H, 3a J1a e nojAbpxar HuBa Ha LDL- xonecrepona cnopea HacTOAIIKUTE PbKOBOACTRA.

[layuenmu c 6vOpeuHa HedoCHmanibYHOCH
He ce Hanara npoMsHa Ha jo3ara (BxXK. Touka 4.4).

Hayuenmu ¢ 4wepHOOPOGHA HEQOCMAMBYHOCT

ATopramMma TpAOBa Ja ce npuiaara ¢ IOBHILIEHO BHUMaHWe NpH MAalMEeHTH ¢ YSPHOAPOOHA
HEeZOCTATBYHOCT {BXK. TOUKH 4.4 U 5.2). ATOpramMMa € NpoTHBOTIOKA3aH IIPH NallMeHTH C aKTUBHO
yepHOApoOHO 3a00aBaHe (BxK. TouKa 4.3).

IIpunodicenue 8 cmapyuecxa gv3pacm
EdnxacHocTTa M De30macHOCTTa MPH AUHEHTH HAJ 70 rOAMHY, TPHEMAIH NPENOPBYHTEHATE A03H, Ca
CXO/IHM C Te3d MpH 001aTa IONyNaIus.

leduampuuna nonyrayua
XunepxoyuecreponeMus:
[Ipunaranero Ha TekapcTBEHHA NPOAYKT B NneguaTpugaTa TpadBa Ja ce U3BBPILBA CaMO OT CIICLHANNCT C OIHUT B
JIEYEHHETO Ha JeTcKaTa XUNEPAHIHAEeMUs , KaTo [TalHeHTHUTE TpaOBa Aa ObAaT npeueHssald peaoBHO Mo
OTHOLUEHHE HA HalpeIbKa Ha JIEYEHHETO.

[1Ipy nanmenTy Ha 10 ¥ DOBEYE rOAWHHN NPENOPBYUBAHATA CTAPTOBA /1032 aTOPBACTATHH € 10 mg OHEBHO ¢
yBenuuasaHe 70 20 mg aHeBHO. TUTpUpaHeTo Ha fo3aTa Ou TpabBano Ja ce H3RBPIUBA ChIVIACHO HHAMBHIYATHHS
OTIOBOP H NMOHOCHMOCT Ha NNalHeHTHTe B eauapruaTta. Mudopmanusara 3a 6€30MacHOCTTA IIPH [IpHIArane Ha
Ao3u oT Hax 20 mg, orrosapauy Ha 0,5 mg/kg, npy nauWeHTd B IeAUAaTPUATA, € OTPAHUYCHA.
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Jpyru nekapcTteeHH (hOPMH/KOHLUEHTPAaUMKH MOXe J1a ¢a NO-NOAXOARMIM 32 Ta3H IONyJIanus.

HauuH Ha npuaokeHne
ATopraMMa € NpelHa3Ha4yeH 3a IepOpAIHO NPWIoKeHHe, Begka JHEBHA J103a ATOPBACTATHH C¢ JlaBa
HaBeIHBK H MOXKe Aa ObJie npueMaHa 110 BCAKO BpeMe Ha JIeHA ¢ HiH Oe3 XpaHa.

4.3 ITporuBonmokaszanus

ATOPI"&MM& € MPOTHBONOKA3AH MNMPH NallHEHTH:

" CBbC CBPBXUYYBCTBHTEJIHOCT KbM @KTHBHOTO BEIUECTBO HJIM KbM HAKOE OT IIOMOIIHHTE BEIISCTBA,
U30poeHH B To4KA 6.1.

" ¢ aKTHBHO 4YepHOJApoOHO 3a00NMBAHE HITH HEM3ACHEHO MMEPCHCTHPAIO NOBUILIEHHE HA CEPYMHHATE
TPAHCAMHHA3H, HAAXBbPIIALLC 3 IBTU TOPHATA MPaHKIIA HAa HOpMaTa

* 110 BpeMe Ha DPEeMEHHOCT, KbPMEHE U NPH XCHH ¢ AeTEpoJACH NOTEHUMAN, HellpuIaramy ToAX0 AU
MEpPKH 3a KOHTpauenuus (Bx. To4uka 4.6).

4.4 CpoenunalHn Opeaynpexac¢HHsi H NPeANIA3HH MepKH NpH ynoTpeba

YepuoapoOHU NposBH
TpaOea na ce HanpaBaT yepHogpoOHU QYHKIHOHAIHH TECTOBE NMPEJH 3all0YBaHe Ha JIEUeHHETO

NepHOANYHO ciiel Tosa. [1ps mauvenTH, NpU KOKUTO c€ MOABAT Gene3u UK CHMIOTOMH, IIpeArnoIaraim
YepHOAPOOHO YBpEXAaHe, TE3H YepHOAPOOHH (YHKIMOHATHH TECTOBE €a 3aABJKHUTENHY, [laltueHTH, npH
KOUTO C€ MMOBHINABAT HUBATA HA TPAHCAMHUHA3UTE, TPAOBa Aa ObAAT KOHTPONHPAHH A0 H3YE3BAHE HA
OTKJIOHEHUETO (OTKIOHCHUATA). AKO [I0BHILEHHETO HA TPAHCAMHHA3ZHUTE, HAAXBLPIAIIO MOBEYE OT TPH
ITbTH FOPHATA FpaHKLa HA HOPMAaTa, IEPCUCTHPA, Ce MPEeNnopbuBa HAMAISBAHE HA J103aTa HITH
npeKpaTdaBaHe nmpueMa Ha Atopramma (Bx. Touka 4.8).

ATopramMma TpaOBa Jia ce IIpHJiara NpeANasjiHBo [IPH NALMEHTH, KOUTO KOHCYMHUPAT 3HAYNTETHH KOJHYECTBA
aJIKOXOJ1 U/MI¥ UMAT aHaMHe3a 3a 4YepHOAPoOHO 3abongBaHe.

[IpenoTBparaBaHe HA HHCYJIT Ype3 arpecUBHO HaMajisBaHe Ha HMBATa Ha xoJiecteposa (Stroke Prevention
by Aggressive Reduction in Cholesterol Levels (SPARCL))

Post-hoc ananu3 Ha CyOTHIOBRETE HHCY/ITH NPH NaleHTH 6e3 KOpOHApHO CEpAeYHO 3adonasane (KC3),
KOUTO c¢a OMIIM ¢ HACKOPO HpeKapaH WHCYIT HIIH TPaH3UTOpHA HeXxeMHdHa araka (T1A), e nokasal no-
BUCOKA YECTOTA HA XeMOpari4eH UHCYAT NpH NAMEHTHTE, 3aI0YHAIH C aTopBacTaTiH 80 mg cnpaMo
maueto. [lopuiieH puck e oTbenAsaH npeAMMHO MTPH NALHEHTUTE C NPEAXOAEH XEMOPara4eH HHCYIIT
WIU JIaKyHapeH WHQApPKT NpH BKIIOYBAHE B IPOYYBAHETO. 3a MallHEHTHTE C MPEAXOJASH XEMOpAaruieH
WHCYJIT WIIH JJAKYHApeH HHpapKT, OIaHChT MEXAY PHCKOBETE H MOJI3UTE OT aropBacTHH 80 mg ¢
HECUT'YPEH H NOTEHLUATHHAT PUCK OT XEMOParnyeH HHCYAT TpaOBa Aa ObAe BHUMATEIHO NIPElICHEH
[Ipe/id 3aN1I0YBAHE HA TepanuaTa (BxX. To4ka 3.1).

IIposBM OT ¢cTpaHa HA CKEJIETHATA MYCKY/IAaTypa

AropsacTaTHH, KakTo U Apyrute HMG-CoA-peaykrasHd HHXUOMTOPH, B PEAKH CIy4au MOXKe Ja OKaKe
HeONAroNpUATHO BB31EHCTBHE BEPXY CKEIEeTHATA MYCKyaaTypa U Ja NPUYHMHH MUAITHA, MHO3HUT H
MHOIIATHA, KOHUTO MOraT Aa NporpecHpar Ao pabaoMHONKH3a - IIOTCHIMANHO JXUBOTO3aCTPaLIABAIIO
CBLCTOAHME, XapaKTepPH3HPALIO Ce ChC 3HAUMTEIHO NOBHILCHHE HA HMBATA Ha kpeaTHHkUHa3aTta (KK) -
(>10 nbTH HaJl rOpHA I'PAHMLIA HA HOPMATA), MHOTTIOOMHEMHS H MMOTTOOMHYPHS, KOUTO MOTAT A0
aoBeAar 10 ObOpeyHa HeoCTaThYHOCT.

IIpedu nevernuenmo
ATopracTaTuH TpadBa /2 ce H3MOI3Ba BHAMATENHO NPH NallUEHTH C Npeapa3nonarauu cbax'ropn;
pabaoMuonuza. Hupara Ha kpeatunkuHazata (KK) Tpabea fa ce uscieapaT npefy 3ano4BaHe Ha AeqeEN
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"  OBOpeyHO yBpexzaHe,;

"  XUNOTHPEOUJH3IBM;

* aHaMHe3a, BKJI. ¥ ceMeifHa, 3a HacKeACTBEHH 3a00MABaHNA HA MYCKY/IUTE;

*  aHaMHe3a 33 MYCKYJIHA TOKCHYHOCT OT CTaTHH Ui QHOparT;

" aHaMHe3a 33 YepHOApoOHO 3abonsgBaHe H/HWMM ynoTpeba HA 3HAYHUTENHH KOJIHYECTRA &IIKOXO0;

"  [pd NalUeHTH B HanpeaHana Be3pact (> 70 r.) tpaOBa aa ce uMa npeaBug HeoOXOAMMOCTTA OT
TOBA H3CIEABAaHE B 3aBUCHMOCT OT HAITHYHETO Ha ApYyr# axTopH, Mpeapa3ionaraiuy KbM
pabaomMuAONN3a;

"  KOraro € Bb3MQKHO MOBHIIABAHE HA MJIA3MEHUTE HUBA, HAIP. IIPK B3aUMOACHCTBUA (BXK. TOUKA
4.5) W clieuMaIHyd OOIYJIALHM, BKJI. FeHETHYHH CcyOrnonynanuu (Bx. Touka 3.2).

B TtakuBa cuTyaluy TpAOBa Aa ce NMpeleHH PUCKa OT JISUSHUETO CIPAMO BBE3MOXHHTE IIQJI3H H CE
IpenopbYBa KIUHHYHO NPOCTE/IABAHE.

He TpabBa na ce 3ano4Ba jeveHHe, ako U3X0AHUTEe HUBA Ha KK ca 3Ha4HTENIHO NOBUILEHHM (> 5 I'BTH HAJ
rOpHA rpaHulia Ha HOpMAaTa). |

Hamepesane na xpeamunxunazama (KK)

Kpearunkunasara (KK) He TpAOBa ga ce U3caeaBa ciiesl HAIperHato (pU3NUECKO HATOBApPBAHE HITH MPH
HAJIMYMETO HAa BEPOATHA aJITePHATHBHA MNPUYKHA 3a yBenuueHueTo Ha KK, Tei kaTo HHTEpnpeTauuaTa Ha
pPe3VJITATHTE B TAKHBA CNYYaH € 3aTpyJHeHa. AKo n3xoaHuTe cToiiHocTH Ha KK ca 3HauuTenno
NOBMIIEHH (> 5 MBbTH HAJ rOopHa rpaHuIa HA HOpMATa), HUBaTa TpAOBA [a ce N3caeABaT IOBTOPHO B
paMKHTE Ha 5 J10 7 IHH, 32 a € MIOTRBPAAT pe3YNTATUTE,

1lo apeme na nevenuemo

* [laumenrture TpAGBa na ObJAT MpeayNpeeHH BegHara Ja ¢bobllasar 3a ogBa Ha MYCKYJIHH
OonKH, KpaMu UK ¢nadoct, 0CoOEHD B CllyyauTe, KOraTo TOBa € NPUAPYKEHO C
Hepa3NoJIoKeHNe HTH [TIOBHILICHUE HA TeMIIepaTypara.

. TpﬂﬁBa Ha C& N3CJIeABAT HHBATa HA KK, AKO CE€ MOABAT TAKHBa CHMIITOMH 10 BPEME Ha TCPAIIHUATA
C ATOPBACTATHH. Heobxognmo e I[IPCKPATABAHC HA TCPAIIHATA, aKO C€ YCTAaHOBH, Y€ TC3H HHBA Cd

3HAYUTENHO MOBUIISHH (> 5 TbTH Ha MOpHA rpaHHLia Ha HOpMara).

« Tpabea fa ce 0OMHUCHN NIPEKpaTABAHE Ha JICUCHUETO, AKO MYCKYTHHTE CUMIITOMH Ca TEXKKH H
npeu3BUKBAT IIOCTORHEH AMCKOMAOPT, JIOpH U B ciny4yaunTe, korato KK ca nmosumenu o <5
I'bTH HaJl HOPMATA.,

*  Axo cuMnToMuTE OTIIYMSAT ¥ HUBATa Ha KK ce HopManus3upar, Moxe aa ce 0OMHCIIH IIOBTOPHO
BKJTIIOYBAHE HA aTOPBACTATHH HMJIM 3all0UBAHE HA TEpanus C AITEPHATHBEH CTATUH NPH H3MOJI3BaHe
Ha Hali-HUCKATa /1032 U CTPUKTHO MOHUTOPHUPAHE.

= [IpuembT Ha aTopBacTaTHH TpA0Ba Aa Obje NIpeyCTAHOBEH, aK0 € HAMHIE KIMHHYHO 3HAYHMO
nopunieHye Ha HuBata Ha KK (>10 meTi Hag ropHa rpaHuLia Ha HOpMAaTa) HIH ako ce
OHArHOCTHIHpA WM MOA03Mpa padaoMHOIIH3A.

Edunospemenen npuem ¢ opyzu rexapcmeen RPeOYKImy

PucxbT OoT pabnomMuoinnza ce MoBUIIABA MPH €AHOBPEMEHEH TIPHEM Ha aTOPBACTATHH C OTIPE/ICNICHH
AEeKapCTBEHH NMPOAYKTH, KOUTO MOraT Aa MOBHUIIAT IJIa3MeHATa KOHIEHTpallksa Ha aTOpBacTaTHH, KaTo
MoIIHUTe HHXHOUTOPU HA CYP3A4 nnu TpaHCIOPTHHTE NPOTEHHH (HAaMp. [UKIOCNOPHH, TENHTPOMHIIHH,
KJIAPUTPOMHULMH, ACTABHPAUH, CTUPUIICHTON, KETOKOHA30/1, BOPUKOHA30JI, HTPAaKOHAa30/], [103aK0HA30J1
uny HIV-npoTeasHd HHXMOHTOPH BKIKOUYUTEIHO PUTOHABHD, ICIIMHABUD, aTa3aHaBHP, HHAHHABHP,
JapYHABUP U Jp.). PUCKBT OT MHUOMATHA MOKE CBILO 13 OBbAe NOBUILEH IPH €HOBPEMEHHOTO
MPHIOKEHHE ¢ reMbubpo3na 1 gpyry GudparTu, CpUTPOMHULIMH, HUALIMH W e3eTHMUO. AKO € Bb3MO
BMECTO TE3H JIeKapcTBa TPAOBA J1a ce 0OMUCIIAT ANTepHAaTHBHH (HEB3aMMOACHCTBALIH) TEPAIIHY / T; Jﬁ 3
B ciyuan, koraro ¢ HeoOX0AUMO €JHOBPEMEHHOTO TIPHJIAraHe Ha Te3H JIEKapCTBa © aTDpBaCTaTHHy %ﬁ“ﬁz |
MoN3ata ¥ PHCKBT OT CHITBTCTRAINOTO JieueHHe Tpabea aa 0paaT 0OMUCIEHH BHUMATENHO. K(;:Ta;ﬂ} ‘ LA
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NMALMEHTUTE NMONY4YaBaT JeKapcTBa, MOBUILIABAIY MJIa3MEHAaTa KOHLEHTpalMA Ha aTOpBacTaTHH, Ce
npenopbyBa MO-HACKA HAYaJlHa 034 Ha aTOpBAaCTATHH. B cnyyauTe Ha ¢NHOBPEMEHHO MPHUIIATAHE C
MOIHH UHXHOUTOPH Ha CYP3A4 tpabsa aa ce 00cbhau Mo-HUCKA HaYalHA 403a HA aTOPBACTATHH H C€
NpenopbuBa COTBETHO KIIHHHYHO MPOCNeAsBaHe HA TC3H NAHKMEHTH (BaK. Touka 4.5).

ENHOBPEMEHHOTO [IpUJIaraHe Ha aTopBacTaTHH U PYCUAMHOBA KUCEITHHA HE Ce NpenophyBa, eTo 3allo M0
BpeMe Ha Tepanus ¢ pycHHHOBA KNcenwHa Tpadsa Ja ce 0OMUCIIH BPEMEHHO MPEeKpaTABaHe HA NIpHeMa
Ha aTOPBAcTATHH (BX. Touka 4.5).

HuTepcTuninanya 6enoapodHa Gojiect
[Ipy mpueM Ha cTaTHHYW ca ChOOWIABAHW OTHENHHM CIy4ad Ha WHTEPCTUIMANHA OenojpobHa Oonecr,
ocobeHo mnpH npoab/pKuTenHa Tepanua (kK. Touka 4.8). IlposBHTe Morat aa BKIIOYBAT AMCIHEA,
HEeMpOAYKTHBHA Kamnuua u oOII0 BJOIIaBaHe Ha 37ApaBeTo (yMopa, 3aryba Ha Terio H Tpecka).
TepanuaTa ¢bC CTaTMHH TpAOBa Oa ce HPEYCTAHOBH, aKo <€ TOA03Hpa, Y€ MAUMEHTHT € pa3BHI
MHTEPCTHIIHAIHA OenoapobHa Oonect.

Jaxaped auaber

Hakou JaHHH [10Ka3BAT, YE CTATMHUTE KATO JIEKAPCTBA MOBHUILABALIM KPbBHATA [IIOKO3a, IPUA0XKEHH Ha
NALMEHTH H3/105KEHH Ha BUCOK pHCK OT Obaell AunabeT, MOraT a JOBEAAT JO HHBA Ha XHUIEPriuKeMHUTa,
[IPH KOUTO € NMOAXOAANI0 OOMUYaHHOTO JIcucHHe Ha AMabera. PUCKa OT MOBHIIABAHE HUBATA Ha
XHUIIEPIINKEMHATE, o0ade ce KOMIIEHCHPa OT HaMalidBaHe Ha ChAOBHA PHCK H MOPagH Ta3H NpPHUHHA
MEYEeHHETO ChC CTATUHU He OU TpabBano Aa ce crupa. [lauMedTH H3I0KEHM Ha pHCK {TMIOK03a Ha MNAJHO
5,6-6,9 mmol / L, UTM> 30kg/m®, HapacTBaiu HMBA Ha TPUIIMUEPHIUTE, XHIIEPTOHHUA), CIEABA 12 CE
IpOCNEASBAT KTHHUYHO U OHOXHMHYHO B CHOTBETCTBUE C HALHOHATHUTE PHKOBOJHH IIPHHIUIIA.

HenuarpuyHa nonyaanms
Bcee ome HaMa faHHM 3a 0e30MacHOCTTa Ha NeKapCTBEHHUA TIPOAYKT IO OTHOUIEHHE HA Pa3BUTHETO, MPH
neAuaTpUYHAaTa nonynauus (Bux pasjaen 4.8.).

4.5 BsanMoaelcTBHE ¢ APYIrH J€KAPCTBEHH NPOAYKTH H Apyrn GOpMH HA B3aAHMOJEHCTBHE

Edektn Ha eIHOBPEMEHHO NMPHUIQXKEHH JIEKAPCTBEHH NP0 1 BbPXY ATOPBACTATHH

ATopBacTaTHH ce MeTabomuzupa ot uuToxpoM P450 3A4 (CYP3A4) u e cybeTpaT Ha TPaHCIIOPTHHTE
MPOTEHHM HAMp. TpaHcnopTepa Ha YepHoApobHoTO 3axBawiane OATP1B1. EanospeMennoTo npunarane
Ha JICKAPCTBEHH NPOAYKTH, KOMTO ¢a HHXHOUTOPH Ha CYP3A4 WM Ha TPAaHCIIOPTHUTE MPOTEHHH, MOKE
1a JoBeJe 10 MOBHUIABAHE Ha TUIA3MEHUTE KOHLUEHTPAIMM HA ATOPBACTATHH H MOBHILEH PHCK OT
MHOTIATUS, PUCKBT MOKE a C€ MOBUIIIM ChIQ TTPU €JHOBPEMEHHO IIPHJIAraHe HA aTOPBACTATHH C IPYIH
JIEKAPCTBEHH MPOAYKTH, TIPHTEXKABAILH IOTEHLHAN Aa HHAYLAPAT MHONATUA KaTo GUOpaTH N e3eTUMHO
(BX. TOYKa 4.4).

Huxubumopu na CYP3A4

MIMa naHHH, Y€ MOIHHUTe HHXHOUTOpH Ha CYP3A4 BOAAT A0 3HAYHUTENHO NTOBHIICHY KOHLIEHTPALlHH Ha
aropeacTaTiH (Bwx Tabnuia 1 u nogpodHaTa MHGOpMaLKs [10-101Y). EXHOBpeMEHHOTO IIpU/IaraHe Ha
MOIIHH HHXHOuTOpH Ha CYP3 A4 (Hanp. HHKITOCIOPHH, TEIUTPOMULIMH, KIAPHTPOMHIIKH, JICTaBHPAHH,
CTHPHIIEHTOJ, KETOKOHA30/1, BOPHKOHA30/1, HTPAKOHA30J1, 1103aKoHa30)1 U HIV-npoTeasHH WEXHOUTODA,
BXJIFOUHTETHO PUTOHABMP, JIONMHABHUD, aTA3aHABHP, MHAHHABKP, JApYHABHUP H Ip.) N0 BB3MOXKHOCT
TpAOBa a ce u30sarea. B cnydyan, korato He Moxke Aa ce n3berne eAHOBPEMEHHOTO IIPH/IaraHe Ha Te3H
JeKapCTBEHM TIPOJYKTH ¢ aTOopBactaTHH, TpAOBa f1a ce oOOMHCIIAT MO-HHCKH Ha4aiHa 1 MakCHManHa JO3H
Ha aTOPBACTATHH, U Ce NpeNopbYBa [IOAXOAAINO KNHHHYHO npociedsipaHe Ha nauueHTa (Bx. Tabnuna 1).

Ymepernurte uaxuOuTopu Ha CYP3A4 (Hanp. epyTPOMULIMH, JUITHA3ZEM, BepanaMuii U (BpIyKoHz
MOTAT Jia [I0BULIAT IJIA3MEHHTE KOHHEHTpallMK Ha aTtopsacTaTHH (Bx. Tabnuna 1). Haﬁnmﬂa&ﬁ&ﬁ T
MOBMILIEH PHCK OT MHOMATUA MPH yHoTpeba Ha epUTPOMULHH B KOMOHHALMSA ChC CTATHHH. Hefr.}&llr‘ -._' B
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IIPOBCIKAAHH IIPOYHBAHMA HA B3aUMOAEHCTBUATA, KOHTO Aa OIEHAT eheKTHTE HAa AMUOLAPOH HIIH
BEpanaMun BbpXy aTopBacTaTHH. M3BeCTHO €, Ye aMHOJapOH M BepanaMujl HHXUOHMpAT akTHBHOCTTA Ha
CYP3A4 u enHOBPEMEHHOTO MpHJIAraHe ¢ aTOPBACTATHH MOXKE JIa AOBEAE A0 OBHIIEHA eKCIIO3MIHS Ha
aropsacTatuH. ETo 3amo mpu eanospemerHa ynorpeba ¢ ymepenn unxuburopn Ha CYP3A4 TpsiGea na ce
0DCHIM NMO-HUCKA MAKCUMATHA 1032 HA aTOPBACTATHH 1 /I Ce IPOBEE TIOAXOAAIO KIMHUUHO
POCNIC/IABAaHE HA NalHeHTa. KIHHUYHO NpocieAdBaHe ce MpenopbyBa KakTo NpH 3al0YBaHe Ha
TeparusiTa, Taka ¥ [PH MoCIeBallla MPOMIHA Ha JO3UPOBKATA HA WHXHOHTOPA.

Hudyxmopu na CYP3A4

EnnoBpeMeHHOTO puiiarale Ha aTopBACTATHH C HHAYKTOpH Ha HHTOXpOoM P 450 3A4 (wanp. edasupeni,
praMiTHH, BT KAHTAPHOH) MOXE J1a IoBEE 0 MPOMEHIHBO MOHHKEHHE HA TUIA3MEHHTE
KOHLUCHTPALMK HA aTOPBACTATUH. Ilopaju BOHHNS MEXAHU3BM Ha B3aHMOJCHCTBHE Ha pUpaMIIHH
(MHAYKUHA HA TETOXpOM P-450 3A4 1 uHxuBUpaHe Ha TPAHCIOPTEPA HA XEMATOUMTHOTO 32XBALAHE
OATPI1B1) ce npenopbuBa e1HOBPEMEHHO NPUIAraHE HA ATOPBACTATHH ¢ pudaMnuH, Te KaTo no-
KBCHOTO NMPHIIOKEHHE Ha aTOPBACTATHH CJIEJ NMPHEM Ha pr(aMIIHH ce CBEP3Ba CbC 3HAYHMO HAMAJITBAHE
Ha TUIa3MEHHTE KOHUCHTPALWH Ha aTOPBAcTATHH. Biuanvero Ha pudaMnuH BEPXY KOHLEHTPALMKUTE Ha
aTOPBACTATHH B XCMATOUMTHTE € HEH3BECTHO H aKO HE MOKe J1a ce H3DEerHe e/IHOBPEMEHHOTO [IPHIAraHe,
NAUMEHTHTE TPAOBA /la Ce MPOC/IEAsIBAT BHUMATENHO 32 OLIEHKA HA TEPANERTHYHHTE SeKTH.

Huxubumopu na mpancnopmuume npomeuny

HuxubuTOpHTE HAa TPAHCNIOPTHHTE NPOTEMHH (HAND. IMKIOCNOPHH) MOXe 12 NOBHINAT CHCTEMHATA
HAJIMIHOCT Ha aTopBacTaTHH (BX. Tabmuna 1). EdekThT or vHXMOHpaHETO Ha TPAHCIOPTEPUTE HA
XCMAaTONUTHOTO 3axBalllaHe BbPXY KOHIEHTPaLKATa HAa aTOPBACTATHH B XEMIATOLUUTHUTE € HEU3BECTEH. AKO
CIHOBPEMCHHOTO NMpHUtaraHe He MOXKE Ja ce u30derde, ce mpenoppusa NOHMKABAHE HA /103aTa M KIHHHYHO
Habmro/ieHne Ha edextuTe (Bx. Tabnuma 1).

Lembubposun /hubpamu

CamocToaTentara ynorpeba Ha GHGPATH ce CBBP3Ba TIOHAKOTA C MHOIIATHS, BKITFOYHTEIHO
pabAoMuONK3a. PUCKBT OT TAKHBA CHCTOSHUA MOXKE 713 C€ TIOBHILH IPH €/IHOBPEMEHHOTO [IPHIIaraHe Ha
¢pubpartu u aTopBACTATUH. AKO €QHOBPEMEHHOTO NPHIIAraHe He MOXKE [a ce H30erHe, TpAOBa aa ce

puiara Hai-HACKATa TEPANeBTHYHA 1103 ATOPBACTATHH U NALHEHTHT TpA0Ba 1a Ce MOHHTOPHPA
BHHMATEJIHO (B3K. TOUKaA 4.4).

Ezemumut

CaMOCTOATENHOTO NIPUITOKEHUE HA €3€TUMHG CE CBBP3BA C MUONMATHA, BKJIKOUHTE/THO pabpoMHoNN3a.
3aTOBA PUCKBT OT TAKHBA ChCTOSHHS MOKe Jia ObJie TOBHUIIEH TIPH CAHOBPEMEHHOTO IIpUHJIarane Ha
e3eTHMHO W aTopBacTaTHH. [IpernopbuBa ce BHUMATENHO KIMHUYHO MOHHTOPHPAHE HA TE3H NMalHEHTH.

Konrecmunon

[InasmMenHTe KOHLEHTPAWH HA aTOPBACTATHH M aKTHBHHTE MY METaGOTHTH ca GWJIM IIo-HHUCKH
(mpubiH3HTeNHO ¢ 25%), KOraTo KOJIECTHIION € TIPUJIAraH eTHOBPEMEeHHO ¢ ATOopramma. EdekrsT cripaMo
TMIAAHUTE HUBA 0ba4e ¢ Ou Mo-u3paseH, korato ATOpraMma H KOJIECTHIION ¢a [IPHIIAraHu
CIHOBPEMEHHO, OTKOIKOTO IIPH CAMOCTOATENHO MPHUIOKECHHE HA JIBATA JIEKAPCTBEHH [IPOAYKTA.

Dycudunosa Kuceiuna

He ca npoBexzaanu npoyusanus Ha B3aMMOZEHCTBHATA HA ATOPBACTATHH C {pycnauHoRa KHcenuHa. Kaxro

C OCTAHAJTHTE CTATHHH, MHONATHA, BKIKYHTENHO pabaoMHONM3a, ¢a Chobluasaiy npu

MOCTMApKETHHIOBATA YOTpeDa Mpy €AHOBPEMEHHO NPHJIaraHe Ha aTOPBAaCTaTHH H GycHANHOBa

KMCETHHA. MeXaHH3MbT Ha TOBA B3aHMMOJEHCTRHE He ¢ usBecTeH. [lanHenTHTe TpaOBa BHHMATEIHO d Ce

MOHMTOPHPAT U MOXeE ia OB/Ie YMECTHO BPEMEHHO NPEYCTAHOBABAHE NPHEMA HA aTOPBACTATHH. /«;‘ . A
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Hueoxcun

Ilpy MHOTOKpaTHO NpuiiaraHe Ha JHITOKCHH eJHoBpeMeHHo ¢ 10 mg aTopBacTaTHH, CTALIMOHAPHHUTE
KOHLEHTpALUH Ha AUrOKCHH Ce IOBHINABAT JieKo. [lanueHTH, KONTO NpuemMar JUroKCHH, TpAOBa fa Obar
BHUMATEJHO MPOCICABAHH.

llepopannu xoumpayenmugu
ExnOBpeMeHHOTO Nnpuiarade Ha ATopraMMa ¢ nepopajieH KOHTPaleNnTHB BOJH 10 TIOBHIIEHA [JIa3MEHa
KOHLEHTPAMA HAa HOPETHHAPOH H ETHHHJIECTPaAHUOI.

Bapdapun

B KJIMHHYHO POYYBAHE MPU NAUKEHTH, IPHEMaILH [IPOABIDKUATENHA Tepanus ¢ BapdapuH,
eJHOBpEeMEHHOTO npuiarane Ha 80 mg aropBacTaTHH JHEBHO ¢ BapdapHH NPHYMHABA JISKO IIOHIKEHHE
ot 1,7 cexyHIiM Ha NpOTPOMOMHOBOTO BpeMeE B TbPBUTE 4 IHU HA JICUEHHETO M BPBIIAHE KbM HOpPMATA J0
15-THA [eH OT NeYEeHHEeTO € aTOPBACTATHH. BBhIIpeKH 4e MHOrO PAAKO ca ¢hoOIaBaHy KJIMHUYHO 3HAYAMH
B3aUMOAEHCTBUA C aHTUKOATYIaHTH, NPOTPOMOUHOBOTO BpeMe TpabBa fa Obae onpeaesieHo Npeau
3alOUBAHE HA aTOPBACTaTHH NPH NALUEHTH, MONy4aBalld KYMAPHHOBH aHTHKOArYNIAHTU JIO0CTATbYHO
4eCTO B HAYAIO0TO Ha TepanuAaTa, 3a 4a ce NOACUTYPH, Y€ HE Bb3HHKBA 3HaYMMAa NPOMAHA B
npoTpoMbuHOBOTO BpeMe. Korato ce JokyMeHTHpa ¢cTabHIHO MPOTPOMOMHOBO BpeMe, TO MOXe Aa Oble
MOHHTOPHPaHO HA MHTEPBAJIH, KOHTO OOMKHOBEHO CE NMPENOPLYBAT MPH [TAMEHTH HA KYMAPHHOBH
aHTHUKOAryInaHTH. AKO 103aTa Ha aTOpBacTaTHH ce MPOMEHH WJIM Ce MpeKpaTH npueMa, TpaOea Aa ce
[MOBTOPH Chlata NIpoliexypa. TepanyusTa ¢ aropsacTaTHH HE CE CBBP3BA C KbPBEHE HITH ¢ IPOMEHH B
IPOTPOMOHHOBOTO BPEME NPH NAUHCHTH, KOUTO HE IPHEMAT aHTHKOATyIIaHTH.

APMAKOKHHCTHKATA Ha

aATOPBACTATHH

EnHoBpeMeHHRO npuaara ATOpBaCcTaTHH

JIEKAPCTBEH NPOAYKT U PEXUM Ha =

JI03UpaHe Hoza (mg) [Tpomsina B AUC Kannndna ,
pernophbKa

Tupnanasup 500 mg aBa neTH 40 mg ot neu 1, 10 1 9.4 mpTH Koraro

nHeBHo/ Putonasup 200 mg asa | mg ot acH 20 eIHOBPEMEHHOTO

ITTH JHEBHO, 8 nHU (0T AeH 14 IIpHJIarate c

a0 21) aATOPBACTATHH €

[{uknocniopuH 5,2 mg/kg/neH, 10 mg BegHDBXK 1 8,7 nbTH HEeO0OXOAHMO, HE

NOCTOAHHA 1032 AHEBHO 34 28 AHH npepriiasaiTe 10 mg
ATOpPBACTATHH
aHeBHO. [ Ipenopbusa
ce KIHHHYHO
IPOCNE/ABaHE HA
Te3H MalHEeHTH.

Jlonunasup 400 mg aBa reTH 20 mg BeqHBX 1 5,9 neTH Koraro

nHeBHo/ Putonaeup 100 mg nipa | AHeBHO 3a 4 gHM eHOBPEMEHHOTO

IBTA JHEBHO, 14 OHHU npuaarade ¢
ATOPBACTATHH €
HeOoDXOAHMO, Ce

Knapurpomuuud 500 mg asa 80 mg BEAHBK 1 4,4 mbTH IpCHOPBHBAT 110-

TbTH JHEBHO, 9 JHH JHEBHO 3a 8 JHH HHCKH IIOJAbKAIlH
OO3H Ha
aToOpBac )
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HaapuaBamy 20
mg, ce MpenophyBa

KJIHHUYHO
npocleasBaHe Ha
MalMeHTHTE.
CaksuHaBup 400 mg qBa IbTH 40 mg BEOHBXK 1 3,9 nu1H KoraTto
aHeeHo/ PuronaBup (300 mg aBa | AHeRHO 3a 4 AHH €JHOBPEMEHHOTO
I'bTH JHEBHO OT JHU 3-7, MpHIarale ¢
nosdwen go 400 mg ABa NbTH aTopBacTaTHH €
JHEBHO Ha JeH 8), nHu 5-18, 30 He0OX0AHMO, Ce
min ciief 1o3ara Ha Mpenopb4Bar I10-
ATOPBACTATHH HUCKH MTOAAbPKAIH
Hapynasup 300 mg ABa NbTH 10 mg BenHBXK 1 3,3 nbTH AO03N Ha
AueBHo/Puronasup 100 mg aBa JIHEBHO 332 4 JHH aTopBactaTHH. [1pu
NLTH JHEBHO, 9 AHU 031 Ha
HMrtpakonason 200 mg aHerHo, 4 | 40 mg enHOKpaTHa 13,3 nuTH aTOpBACTATHH
HU 1032 HagsuinaBaty 40
dozammnpenasup 700 mg apa 10 mg BeaunXK 12,5 obTH g, & [peliopbiba
meTH JHeBHO/ PuTonaBup 100 mg | AHeBHO 3a 4 AHH KJIHHAYHO
IBa IThTH AHeBHO, 14 aHH [IpOCICAABAHC Ha
dozamnpenasup 1400 mg n8a 10 mg BeaHDX 12,3 nbTH NaLHCHTHTE.
OBTH AHEBHO, 14 nHH AHEBHO 33 4 OHH
Hendunaeup 1250 mg aa netet | 10 mg BeaHbX 1 1,7 mpTu? Hama cnienuanau
nHeBHOo, 14 nan JIHEBHO 33 28 AHH [IPEIIOPBKH.
Cok ot rpeitngipyr, 240 mL 4( mg, enHOKpaTHA 1 37% He ce npenopbuBa
BeOHBXK AHEBHO™* 4034 eIHOBPEMECHHIA
IIPHEM Ha TrOJIEMH
KOJIMHECTBA COK OT
rpeindpyT U
ATOPBACTATUH.
HuntuazeM 240 mg BeaHDbXK 40 mg, eqHOKpaTHA 7 51% Crnen 3ano4BaHeTo Ha
AHEBHO, 28 HH no3a TepanyaTa Uiy cliel
NpoMsAHa Ha
JI03HPOBKATA Ha
DURIITHA3EM, CE
Mpenope4Ba
KIHUHUYHO
NPOCAe/IABaHE HA
NaLHCHTHTE.
EputpomunuH S00 mg deTnpu 10 mg, enHOKpaTHA T 33%" [IpenopnuBa ce no-
METH JHEBHO, 7 AHU 1032 HHCKA MaKCHMaJTHa
71032 ¥ KNHHHYHO
IpocJiegsBade Ha
TE3H NalHUECHTH.
AmnoaunuH 10 mg, equanyHa 80 mg, egHOKpaTHA T 18% Hawma creuHanHu

A03a

A03a

MPEIICPBKH

LiumeTuaun 300 mg yeTupyu neTH
JIHEBHO, 2 CEAMMUIIH

10 mg BeaHBXK
JHEBHO 32 4 ceMULIH

[]] no-manko ot 1%"




AHTHALKHA CyCIIEH3Us OT 10 mg BeAHDBK | 35%" Hama cnenuannu

MarHe3HeB U alyMMHHEB OHEBHO 3a 4 ceAMULIH npenopbKH

xuspokcua, 30 mL detupu ey

JHEBHO, 2 CeAMHIIH

Edarupenn 600 mg BeJHBXK 10 mg 3a 3 nHM 141% Hsma cnenpannav

JHECBHO, 14 1HH NPEernopeKH

Pugammun 600 mg BeaHbK 40 mg enHOKpaTHa 1 30% B cnygaii, ue

JHEBHO, 7 AHH (CBITBTCTRALLIO 1033 CBITLTCTRAIIOTO

NPUIOKEHHE ) IIPUJICKEHHE HE
MOXKE Ja ce n3berne,
ce Tpenopryba
YCMOPEAHO
pujiarase Ha
aTOpPBAaCTATUH H
pHdammuH ¢
KJIHHHYHO
[IPOCTIEAABAHE.

Pudamnun 600 mg BeaHbK 40 mg eaHOKpaTHA | 80%

AHEBHO, 5 AHHK (OTIACITHO a03a

A03WpaHe)

lNemduOpoznn 600 mg aea neTH | 40mg enHOKpaTHA T 35% [IpenopwuBa ce no-

JIHEBHO, 7 IHH 1033 HUCKa Ha4daJIHa J103a
H KJIMHHYHO
npocieasBaHe Ha
TE3M MaLHEeHTH.

Denodndpar 160 mg BeIHLK 40mg eqHOKpaTHA 1 3% ITpenoppuBa ce no-

JIHEBHO, 7 OHH

no3a

HHCKA Ha4a/lHa 1032
1 KJIMHAYHO
npociaeasBaHe Ha
TE3H MalHeHTH.

&

[ToBHILEHHETO € 03HAYEHO KaTo “1”, MOHMKEHHUETO Karo “|”

Tadonuna 2: EdexkT Ha aTOpBACTATHH BhPX

1] |

CroliHOCTHTe, NaJ¢HH KaTO X-II'bTH MIPOMSHA, MPEeACTaBAT NPOCTO CHOTHOIICHHE MEXAY
CBITBTCTBALLQ IIPHIIATAHE ¥ CAMOCTOATENHO IIPUIIAraHe HA aTOPBACTATHH (T.€. | - BT =
HaMa npomsna). CToHHOCTHTE, OaaeHy KaTo %o MpoMsAHa, IIPEACTABAT % pasnvKa I1o
OTHOLIEHHE Ha CaMOCTOATENIHO NMPUIToXkeH aropBacTaTH (1.e. 0% = Hama npoMsHa).

BX. TOUKH 4.4 1 4.5 33 KIMHHYHATA 3HAYHUMOCT.
* CpIObpoKa €Ha HITH ToBeYe ChCTaBKH, kouTo HHxnbupar CYP3A4 u Morar fa noBHIIAT
MIa3MEHHATE KOHLIEHTPALMH HA JIEKapCTBEHH NPOAYKTH, KOHTO c& METabOIM3UPaT OT
CYP3A4. [IpuembT Ha efna yama 240 ml cok oT rpedndpyT Cbillo BOAH J0 MOHHXKABaHE
Ha AUC ot 20,4% 3a akTHBHHA OPTOXHAPOKCH MeTabOIHT. I 0J1eMH KOJIM4ECTBa COK OT
rpeiindpyr (Hag 1,2 | aaesHo 3a 5 gun) nosuiasa AUC Ha aTopBacTaTHH 2,5 BTH H AUC
Ha aKTHBHUTE ChCTABKH (aTOPBACTATHH U METabOJIMTH).
A CymapHa aropBacTaTHH €KBMBAJIEHTHA AKTHBHOCT

CKApPCTBCHH NPOIYKTH

ApMaKOKHHETHKATA HA €JHOBPCMCHHO MMPHAOKEHH
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ATOpPBACTATHH H CX€Ma Ha EnHOBpeMeHHO MPHITOKEH JIEKAPCTBEH MPOAYKT

A03UpaHe =
JlekapcTBeH Mpomsna 8 AUC KnuHu4HH
npojyk1//1o3a (mg) [penopbkH

30 mg Beannxk AHEBHO 3a 10 gHA HurokcuH 0,25 mg T 15% [TanuenTH npuemMaru
BEAHEX JHEBHO, 20 JIUFOKCHH TpaAOBa fla
OHH ObJaT BHUMATEITHO

IPOC/IeAABAHH.

40 mg BeaAHbXK AHEeBHO 3a 22 auu | [lepopanuu 1 28% HsaMa cneunannu
KOHTPALEIITHBH 1 19% NPenophky.
BEAHBX JHCBHO, 2
Mecela
-~ HOpeTHHAPOH 1 mg
- CTHHUNECTPAAUOII
35 g

30 mg regHbX OHEBHO 34 15 AHHU * denazox, 600 mg 1 3% HsaMa cnepaiiu
€JHOKpaTHa J103a [IPENOPBKHA.

&
CroHHoCTHTE AAJCHH KATO % NpoMAHA NIPEACTABAT % pasJHKa Mo OTHOUHIEHHE Ha CAMOCTOATEIHO

NMpHIIOKEH atopBacTaTuH (T.€. 0% = naMa npoMsiHa)

* EXHOBPEMEHHOTO NpH/iaraHe Ha MHOTOKPATHH J03W aTOPBACTATHH H (PEHA30H MTOKA3BAT MATBK HIH
HEZONOBUM €(]EKT BbPXY KIMPBHCA HA (PEHA30H.

[ [oBpHIIeHHEeTO € 03HAYeHO KaTo 1", NOHIKEHHETO KaTo )"

IlepuHaTpuyna nonynauus

[Ipoy4BaHHs BbpPXY JIEKapCTBEHUTE B3aUMOAEHCTBHA €A H3BbPILUEHH CAMO NpPH Bb3pacTHH. CTeneHTa Ha
B3aHMOJACHCTBHA NPH NMeAHaTpUYHATA HOoNyJaauna He € u3eecTHa. TpabBa Aa ce uMart npeaBul
ropeonycaHuTe B3aUMOACHCTBUA NIPY BE3PACTHU M NPEAYNPEXRACHHUATA OT pazaen 4.4. 3a NpUIIOKEHHE B
neauaTpU4Ha nonyiayus.

4.6 @eprunurer, OPEeMEHHOCT H KbPMEHE

JKeHH ¢ IeTepoieH MOTEHIHAT
JKenute ¢ nerepojieH noteHIAan TpsaOBa a U3MoA3BaT eeKTHBHA KOHTpaLlenus 110 BpeMe Ha
neueHueTo (BxK. Touka 4.3).

bpeMeHHOCT

ATopramMma e IpOTHBOIIOKAZaH MO BpeMe Ha OpeMeHHOCT (BX. Touka 4.3). bezonmacHocTTa IIpH OpeMeHHH
KEHH He € ycTaHoBeHa. He ca mpoBexJaHH KOHTPOIUPAHM KIMHUYHUA MPOYYBAHHA C aTOPBACTATHH IIPH
OpeMeHHH »XeHH. PAgKo ca mony4yaBaHM CBODIISHHA 3a BPOJCHHW AHOMANMM CJIe/i HHTpayTepHHHA
ekcriozuuna Ha HMG-CoA-penykra3zum  uHXHOUTOpH. [lpoyyBRaHuATa nOpH S>KHMBOTHH IIOKa3Bar
pelpOAYKTHBHA TOKCHYHOCT (BX. TOYKA 5.3 ).

JleyenueTo Ha MaiiKaTa ¢ aTOpBacTaTHH MOXE Ja MOHMXH (PETaNIHUTE HHBA HA MEBAJIOHAT, KOHTO €
IIPEKYPCOpP Ha X0JeCTEPOIOBaTa OMOCHHTE3A, ATEPOCKIEP03aTa € XpOHNYEH ITpotiec H 00MKHOBEHO
fIpeKpaTABAHETO Ha JIMMHIONOHMKABAINA JIEKAPCTBEH MPOAYKT 110 BpeMe Ha OpeMeHHocT Ou TpadBasio
A3 MM MATBK €(EKT 10 OTHOLIEHHE HA ABJIFOCPOHHA PHCK, CBbp3aH ¢ IIbPBHYHATA
XUIIEPXOIECTEPOJIEMH,

ITo Te3an npuurHEK ATOopraMma He TpabBa Ja ce npuiara OpH >K€HH, KOUTO ca OpeMeHHH, OITHTRAT
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KbspMeHe

He e n3BecTHO AanM aropBacTaTHH H HErOBHTE MeTabONUTH ce EKCKpeTHpaT B KbpMarta. [IpH misxose
JIa3MEHHTE KOHICHTPAUMH Ha aTOPBACTATHH K HEMOBHMTE AKTHBHH METAOOTHTH ca OIH3KH JI0 TE3H B
MJIKOTO (BK. ToUKa 5.3). [lopagl Bb3MOXKHOCTTA 34 CEPUO3HH HEXENIAHH PEAKUUH, KECHHUTE NpUEeMallH
ATopramma TpadBa ja NpeyCcTaHOBAT KbPMEHETO {BXK. TOYKa 4.3). ATOpBacTaTHH € NPOTHBOIOKA3aH B
NepHOJa Ha KbpMeHe (BX. To4dka 4.3).

Oeprunurer

[TpoyuBanustTa Npy XXMBOTHH HE MOKA3BAT BMHIHHE Ha aTOPBACTATHH BbPXY MBKKHSA HIH XKEHCKHS
depTUIMTET {BXK. TOUKaA 5.3).

4.7 EdexTn BLPXy cnoco0HOCTTa 32 IIodHpane u padoTra ¢ MALUUHH

ATOpraMMa MOBIHABA MPpeHeOpex Mo ¢criocoOHOCTTA 3a HiodHpaHe H paboTa ¢ MallIMHY,
4.8 Hexenanu NexapcTBeHH peakIHE

Crniopen 6a3ara fauHy OT Mianedo KOHTPONMPAHH KIHHMYHM POYYBaHWA ¢ aTropBacTaTvH oT 16 066
(8755 Lipitor cpewty 7311 nnane6o) npu nalKeHTH, JCKYBaHH B TPOABIDKEHHE HA CPEHO 33 ceMHIY,
3,2% OT MALUEHTHTE HA ATOPBACTATHH Ca IIPEKPATHIIM JICUCHUETO Nopaay HEXXENaHU PeaKLUH B
cpaBHeHHe ¢ 4,0% oT MalydeHTHTe, NpUueMany nnanedo.

Br3ocHOBa HA JAHHUTE OT KIIMHHYHH IIPOYYRAHNA U OOIIMPHUSA [IOCTMAPKETHHIOB ONHT MO-J0JIY €
MpeACTABEH MTPOMUIBT HA HEXEIIAHUTE JICKAPCTBCHH PEakiiii Ha ATOpramMmma.

H3unciieHUuTe YeCTOTH Ha HEKCIIAHUTE JICKAPCTBCHH PEaKI[MH Ca TPYIHUPAHH ChIIacHO CleHaTa
KoHBeHLHA: yecTH (> 1/100, < 1/10), neyecru (> 1/1000, < 1/100), peaxn (= 1/10 000, < 1/1000), mHOrO
peaku (< 1/10 000).

Hugexnur 1 HHdecTaHu;
YecTH: Ha30dapUHTHUT.

Hapyinenys Ha KpbBTa W JiiM$HATA CHCTEMA
Peaxn: TpoMbGoLUTONEHNS.

HapylieHus Ha MMYHHATa CHCTEMa
YecTH: aigprUuHl peakLHu.
MHoro peaku: aHadMIaKCUs.

Hapviunennsg Ha MeTabon3Ma H XpaHeHeTo
YecTH: XUNeprimkeMHs.

HeuecTH: XHNIOrIHMKEMHS, IOBHILABAHE HA TCIVIOTO, AHOPEKCHS

[ICUXMYHY HApYIIEHUS
HeuecTu: kowMapn, Oe3CbHUE.

HapyilieHys Ha HEpBHATA CHUCTEMA

Yecry: rnapodolie. o
HeuecTH: 3aMasgsHOCT, MAPECTEINA, XUTIOECTEIN, JUCTEY3Us, aAMHE3HA. *TTN
Penkn: nepudepHa HEBponaTHA.,

¥

rEETVAT r NN

) 2
I
[

Hapyuienus Ha o4uTe
HeuecT: 3aMBIIEHO 3pEHHE.
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Penxy: 3puTENHH HApYIICHUA.,

HapyitieHus Ha yX0To M JialupuHTa
HeuectH: THHUTYC
MHoro penxu: 3aryba Ha ciyxa.

PecnupaTopHU, TPBIHM M MEAWACTHHAIIHK HAPYIIIGHUA:
YecTH: dpapuHronapuHreaisa 0oJka, elTHCTaKCHC.

CroManiHo-4YpeBHH HAPYIIEHHUA
YecTu: 3anek, QuaTyieHUMs, JUCNCNCUA, TaJICHE, IHApU,
Heuectu: moppbllaHe, 6oika B ropHaTa M J0JIHA 4acT HA KopeMa, OpUrBave, NaHKpPeaTHT.

XenatoOHInapHi HapyIHneHus

HeuecTH: xenarTur.

Penku: xonecrasa.

Muoro pesku: yepHoapobHa HEAOCTATHYHOCT.

Hapvilenus Ha KoskaTa ¥ NOAKOXKHATA THKAH

HedecT: ypTHKapus, KOXKeH 00pHB, IPYPUTYC, aNoIenus.

Peaky: aHrHOHEBPOTHYEH OTOK, OYJIO3EH IepMATHT, BKIIQUHTEIIHO epHTeMa MyNTH(GOpME, CHHAPOM Ha
Stevens-Johnson U TOKCHYHA enUepMania HeKpoIu3a.

HapyuieHug Ha MYCKYJIHO-CKEISTHATA CHCTEMA M CheIMHUTEIHATA ThKaH

YecTH: MUaJITHA, apTpanrus, 60Jka B KpaHHALMTE, MYCKYJIHH CIIa3MH, [TOAYBaHe Ha CTaBUTE, OOJNKa B
repoa.

HeuecTn: OOJIKH BBB BpaTa, MYCKYJIHA C1a00CT.

Penxu: MHOMaTHA, MHO3HT, pabAOMHOIN3a, TSHIMHONATHSA, IOHAKOra YCIOKHEHH € pa3KbCBaHE.

HapyilleHHa Ha BE3INPOU3BOAHTENHATA CHCTEMA M I'bpJATAa
Muoro PEAKH: THHCKOMACTHA.

Q01K HapyIIEHUA H e)eKTH Ha MACTOTO HA IIPHIIOKEHUE
Hedecru: HepaznonoxeHne, acTeHus, Oonka B 06nacTTa Ha TpbAHMA KO, HEpUGEPEH OTOK, YMOPa,
BHCOKa TEMIIEPATYpa.

Hacnegpagng

YecTH: NOBHIIIEHH CTOMHOCTH HAa YEPHOAPOOHHTE (PYHKUHOHAIHH NOKa3aTeNH, NOBHILIEHA CepyMHa
kpeaTrHkuHasza (KK).
HedecTH: 1€BKOLUTH B YPHHATA.

KakTo n npu apyrure HMG-CoA-peaykrazni HHXHOHTOPH, TIPH NALMEHTH, JIEKYBaHH ¢ AtopramMma ¢
chOOIIABAHO 32 NOBYILIEHN CEPYMHU TpaHCAaMHHA3H. Te3W IpOMEHH OOMKHOBEHO Ca OM/IM NEKH U
IIPEXO/HH M HE Ca HAJIarajid NpeyCcTaHOBABAHE Ha TepanusaTa. KIHHMYHO 3HauYnMH (TIOBede 0T 3 MBTH Hal
FOpHATA TPaHWIA Ha HOpMaTa) TIOBUILEHHS HAa CEPYMHHTE TPAaHCaMHUHAa3H ca yCTaHOBeHH nipH 0,8% ot
OonHHTE, NeKyBaHH ¢ ATopramMma . Te3u noBUIICHHA ca OUIA J03033aBHCHMU H 00paTUMH N1PH BCHUKH
NAalHEHTH.

IToruuIeHH HUBA HA CepyMHaTa KpeaTHHKUHaza {KK) 3 »TH Hag ropHarta rpaHdiia Ha HOpMAaTa ca
yCTAaHOBEHH TIpH 2,5% oT bonHuTeE, NexyBaHu ¢ ATopramma , nofobHo Ha apyrure HMG-CoA-

Hopmara, e uMano npu 0,4% oT nekyBaHKTe ¢ ATopraMma NalHMeHTH (BX. Touka 4.4). A
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EdekTu Ha kiaca:

= Hapyuwena cekcyanHa ¢gyHKUMSA.

= Jlenpecus.

*  OThesHM clydad Ha MHTepcTHUHanHa OenoapoOHa OoJiect, 0coOEHO NMPH ABATOCPOYHA TEpAIus
(Bk. Touka 4.4).

= 3axapeH auadeT: 4YeCToTaTa IIe 3aBUCH OT HAJTMYHETO WK JIMIcAaTa Ha PUCKOBH (paKTOpH (KpbBHA
3axap Ha rajgHo > 5,6 mmol/l , nnaexc Ha TenecHarta maca (BMI) >30kg/m”, noBuilieHO HUBO Ha
TPUTJIHLEPHANTE, aHAMHE3a 3a XUIIEPTOHMSA ).

[lequaTpuyHa monynamnms

KnuuuynaTa 0a3a JaHHH 3a 0e30nacHOCT BKJIKOYBA JJaHHM 3a Oe3onacHocTTa npu 249 naiuyeHra B JIeTCKa
Bb3pacT, KOMTO €4 MojyyaBaii aTopBacTaTHH, OT KOUTO 7 nalueHTa ca Ouau noj 6-rojuilHa Bb3pacr, 14
[MalMeHTa ca Ha Bb3pacT Mexay 6 u 9 roauuu, u 228 nauuveHta Ha Bb3pact oT 10 1o 17 roguHy.

HapyuieHus Ha HEpBHATA cUCTEMA
YecTH: rimapodosue.

[[aCTpOMHTECTHHATHU HAPYIICHUS
YecTH: abgoMHUHaHa 00JIKa.

M3cnensanus
Yectu: [loBUlIaBaHe Ha aJlaHWH aMHUHOTpaHcdepasara, NoBUillaBaHEe Ha CepyMHaTa KpeaTHHKHHa3a.

Bb30CHOBA Ha HATMYHHUTE JaHHU CE OYaKBa YECTOTATa, BUAA U TEXKECTTA HA HEXENlaHUTe peakl|u MpH
jeuara aa ObJaT ChLIUTE KaTo NpH Bb3pacTHUTE. [ToHACTOsIIIIEM WMa OrPaHHYEH OMUT MO OTHOLIEHHE Ha
0€30MaCHOCTTa B ABJITOCPOYEH MJIaH MPH MeJMaTpUuyHaTa nomyaLus.

CbobliaBaHe Ha MOJI03MPAHM HEXKEIaHU PeaKklUu

Cpo01aBaHeTO Ha MOI03MPAHH HEXEJTAHW PeaklMK clie]l pa3pellaBaHe 3a yrnorpeda Ha JieKapCTBEHHA
[MPOJYKT € BakKHO. TOBa M0O3BOJISABA JIa POIbIKH HADMI0IEHUETO HA ChOTHOLIEHUETO M0J13a/PHCK 3a
JleKapcTBEHHs NMPOJAYKT. OT MEAWLIMHCKUTE CIEeMAIMCTH C€ U3UCKBA J1a ChbOOLaBaT BCAKA MOA03MpaHa
He)KeJlaHa peaklivs Ype3 HallMOHAJIHA CHCTeMa 3a ChoOLIaBaHe:

buarapust

M3nbiHuTenHa areHUMs 110 JieKapcTBaTa
yi. ,,Jlamsau ['pyeB” Ne §

1303 Codus

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

4.9 Ilpenozupane

CrienudHuHO JeyeHue Npy npejo3upane Ha Atopramma Hsama. [Ipu npego3upane nauueHTsT TpsOBa fa
ObJIe JIEKYBaH CHMIITOMATHYHO M JIa C€ NpeArpyueMar noAIbpxaid MEpKH Crope HE0OX0IHMOCTTA.
TpabBa na ce HanpaBAT YePHOAPOOHHU (PYHKLIUOHAIHK TECTOBE M Ja C€ MOHUTOPUPAT HUBATA Ha
cepymHara CPK. [Topagu BucokaTa cTeleH Ha CBbpP3BaHe HAa aTOPBACTATHUH C IJIA3MEHUTE NPOTCHHH HE CC
OYyakKBa XeMOJAHaIM3aTa 4a YCKOPHU 3HAYUTEIHO KIMPBbHCA Ha aTOPBACTATHH.

5. ®OAPMAKOJIOI'MYHU CBOUCTBA
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5.1 @apMakoIHHAMHYHH CBOKHCTBa

QrapMakoTepanesTH4YHa rpyna: Jlekapctsa, perynupangy nunaaute, HMG-CoA-penykrasnu
HHxuOuTopHu, ATC xog C1CAA0DS

ATOpBACTATHH €  CeNeKTHUBCH, KOMIeTHTHBeH uHxuOutop Ha HMG-CoA-peaykrazara -
CKOPOCTOOMPEASNAIIHAT €H3HM, OTrOBOPEH 3a IMPEBPBIIAHETO HAa 3-XUJAPOKCH-3-METHI-TNYTapHJI-
KOEH3UM A 10 MCBAJIOHAT, MPEKYPCOP HA CTEPOJIHTE, BKIIIOYNTEIHO HA XolecTepoa. TpHriHuepuauTe U
X0JIECTEPONBT B Y€pHUA APo0 ce€ BKMIOYBAT B ChCTABa Ha JIMMOMPOTEHHM ¢ MHOTO HHMCKA MITBTHOCT
(VLDL) v ce oThenar B mnasmara 3a npeHacsHe o nepudepHure Thkady. JIMIONPOTEHHHTE ¢ HUCKA
mrbTHOCT (LDL) ce obpasyeat ot VLDL u ce katabonuzHpar npejd BCHYKO 4Ype3 pPeLENTOPH C BHCOK
apuuurer 2a LDL (LDL penenrop).

ATOpPBACTATHH MOHKKABA MIA3MEHUTE HHBA HA XONECTEPOJIA H IMIIONPOTEHHUTE Upe3 HHXUOHpaHe Ha
HMG-CoA penykrasaTa H nocieapauara SHOCHHTE3a Ha XONeCTepon B HepHHA Apod U yBenn4ana Opos

Ha yepHoapobHuTe peuentopH 3a LDL BbpXy KneThUHATA NOBBPXHOCT 33 YCHIIEHO YCBOSBAHE
karabonm3eMm Ha LDL.

ATopBacTaTHH HaMansnBsa obpasyBaneto Ha LDL u 6pos na LDL - yacTuuuTe. ATOpBaCTATHH IIPHYHHSABA
3HAQYHTENHO M JbJArOoTpaiHO MOBHIIABAHE Ha AKTHBHOCTTA Ha peuentopure 3a LDL, npuapyxeno ¢
OnaronpusTHa NpOMAHA B KAYECTBOTO Ha LUUpKynupawmuTte LDL - uacTunu. ATopsacraTui e edukaceH 3a
NoHHXaBaHe Ha LDL-xonectepona npH MauMeHTH ¢ XOMO3UIOTHA raMUITHa XHIIEPXOIECTEPOIEMHS -
rpyna 60JHH, KOUTO OOMKHOBEHO HE Ce BIHAAT OT MOHMXKABALLM JUIIHAMTE JIeKapCTBa.

YCTaHOBEHO €, Y€ aTOPBacTATHH MOHHKABa 00mua xonectepod (30-46%), LDL-xonectrepona (41-61%),
anonunonporenH B (34-50%) u Tpurnuuepuaute (14-33%), kaTo chIUEBPEMEHHO BOIH 10 BapHaOHIHH
nosHIIEeHNS Ha HDL-xonecrepona v anonunonporeuy A1 B 103a-3aBUCHMO IpOy4YBaHe. Te3H pe3ylITaTH

C€ NOTBBPXKAABAT NMPY [TALMEHTH C XETEPO3UIOTHA JaMUIIHA XUITEPXOJIECTEPOJIEMus, HedaMHUITHA
XHITEPXONECTEPONEMHA H CMECEHA XUTIEPNUNHAEMHUS, BKIIOYHTEIIHO NAlUEHTH ¢ HEHHCYJIHHO3aBHCHM
3axapeH guaber.

Hoka3aHo e, 4ye NOHMKEeHHeTO Ha o0musa xonectepoa, LDL-xonecrepona u anominonporend B namansasa
PHCKA OT ChPAEYHO-CBA0BH HHIIUACHTH H CBPJAE€YHO-ChA0BA CMBPTHOCT.,

XoMO3UIroTHa paMHUIHA XHIIEPXOAECTEPOIEMHS

B MynITHIEHTPOBO OCEM CeIMUYHO OTBOPEHO NIPOYYBaHE 3a MHIOChPAHA yHoTpeba ¢ dpakynTaTuBeH
YABIKHTENCH NEPUOJ C pasfiuYHa NPOAB/IKHTEIHOCT, ca OUIKA BKIOYeHH 335 nauuedTH, 89 oT KkoMTo ca
C YCTaHOBEHA XOMO3HUTOTHa (paMuNHa XHnepxoyecteponeMud. [1pn Tesn 89 nauueHTH, CpeAHOTO
nonuxkenue Ha LDL-xonectepona e npubnnsurenno 20%. ATopBacTaTHH € nmpunaras B o34 10 80

mg/IeH.

ATepockieposa

B xnunu4HoTO npoy4sane OOpaTHO pa3BUTHE Ha aTEPOCKIIEpO3aTa Ypes arpecHBHO JIUITHAHO
nonrxapaHe (Reversing Atherosclerosis with Aggressive Lipid —Lowering Study (REVERSAL)) edekTeT
Ha HHTEH3HBHO NOHW>KaBaHe Ha JIMINAUTE ¢ aTOPBAcTaTHH 80 mg H CTAaHZAPTHO HUBO Ha NMOHHXABAHE HA
JIMIIUZAMTE C IIpaBacTaTHH 40 mg NpH KOpOHApPHa aTepoCKNEpo3a € OUEHEH Ype3 BETPEChAOBO
ynTpa3BykoBo uicneasaHe (IVUS) no spemMe Ha anrnorpadya IIpH NalHEHTH ¢ HCXEMHYHA DONECT Ha
cbpueto (MbC). B ToBa panaoMu3npano, ABOHHO-CAANQ, MYATULIEHTPOBO, KOHTPOJIHPAHO KIXMHHYHO

~HA
npoyuBaHe [VUS e HanpaBeH B HAYAIOTO HA IpOy4YBaHETO M HA 18  Mecen npu 502 nauneHTy. B
rpynara Ha aToOpBacTaTHH (N=253) HAMa mporpecHsa Ha arepoCcKIepoO3ara.

R . . R
. -'I" '1 e
. : ", I " ]
¢ i ST
1 ! = . i
- _C r 1] 1]
1, L
PRENE



MeuaHaTa Ha [IpOLEHTa Ha TPOMAHA B 0O1IUs o0eM Ha aTepocKIepOTHYHATA II1aKa OT HAYaloTo Ha
Mpoy4yBaHeTo (ILPBHYCH KpHTEpHH Ha npoyyBaHeTo) € -0,4 % (p=0,98) B rpynmaTa Ha aTopBacTaTHH H
+2,7 % (p=0,001) B rpynarta Ha npaBactaTiH (n=249). I1pu cpaBHenye ¢ npaBacTaTHH eeKTHTE Ha
aTOPBACTATHH Ca CTATUCTHYECKH 3HAYUMH (p=0,02). EdeKThT Ha NHTEH3UBROTO JIUIKUIHO NOHHXABAHE
BBPXY ChPACYHO-CHAOBATA KpaiiHa To4KA (Halp. HeoOX0AMMOCT OT peBacKynapuzaums, HedaTaneH
MHOKapZeH UHQAPKT, KOPOHAPHA CMBPT) HE € H3CNEABaH B TOBA NPOYYBAHE.

B rpynata Ha atopsactatiH LDL-XonecTepossT ce € NOHMXKHI A0 cpefHa cToiiHoct oT 2,04 mmol/l + 0,8
(78,9 mg/dl £ 30) cnpamo u3xonHara croiidoct ot 3,89 mmol/l + 0,7 (150 mg/dl + 28), a B rpynara Ha
npaBactaTéH LDL-xonecteponsT ce e noHWwxun A0 cpeaHa croinroct ot 2,85 mmol/l £ 0,7 (110 mg/dl +
26) cnipaMo H3xoAHarta croilnoct ot 3,89 mmol/l £ 0,7 (150 mg/dl £+ 26) (p<0,0001). ATOpBacTATHH CHILIO
TaKa 3Ha4YHTE/THO € HAMaJluJl CPpeIHUTe CTOHHOCTH Ha 001us xonecrepon ¢ 34,1% (npasactarun: -18,4%,
p<0,0001), cpeannte HuBa Ha Tpuriuuepuaute ¢ 20% (npapacratun: -6,8%, p<0,0009) u cpeaxus
anonunonpotedH B ¢ 39,1% (npasacratuu: -22,0%, p=0,0001). ATopBacraris ¢ NOBULINWI CPEIHUSA
HDL- xonecrepoi ¢ 2,9% (npasacrarud: +5,6%, p=NS). UMa cpeaHo HamaneHue ot 36,4% na C-
peaKTHBHHA IIPOTCHH B I'PyNaTa HAa aTOPBACTATHH B CpaBHEHUE C HaMalleHue oT 5,2% B rpynara Ha
npaBactatiH (p<0,0001).

Pesyatature OT IpoyYBAHETO ca NOay4eHH pH Jo3upobka oT 80 mg. CneioraTenHo, Te HE MOTAT J1a Ce
EKCTPANOJHPAT BLPXY [T0-HHCKUTE JO3HPOBKH.

[IpogunuTe Ha 6€30NaCHOCT M MOHOCHMOCT B JIBETE IEKYBAHH IPYIH ¢a OHIK CpaBHHMH.

EeKThT OT MHTEH3IUBHOTO IOHW)KABaHE HA TUIMANTE BhPXY OCHOBHUTE ChPACYHO-ChIAOBH KPAHHH LEH
HE € H3CNEBAH B TOBA Npoy4BaHe. ETo 3al10 KIMHUYHATA 3HAYUMOCT Ha TE€3H ,,BbO0OpakaeMH’ Pe3yNTATH

I10 OTHOLICHHC HA IThPBHYHATa H BTOPHYHATa npmbnnamm{a Hd CbpACTHO-CBA0BH CHOHTHA He €
H3BECTHA.

OCThbp KOPOHAPEH CHHAPOM

B npoyusanero MIRACL ce ouensea atopeactatuH 80 mg npu 3086 nauuenTn (atropBacratud n=1538;
miauebo n=1548) ¢ ocTbp KoOpoHapeH cHHApOM (non-Q MUOKap/eH HHGAPKT HIIM HeCcTaOUITHA aHTHHA
MEKTOPHC). JIeYeHHETO € 3allOYHATO MO BpeMe Ha ocTpara (asa ciesl XOCHUTANH3NPAHE H € NPOIhIKUI0
3a neprof ot 16 ceamuii. Jieueruero ¢ aroppactatud 80 mg JHEBHO yBEIHYaBa BPEMETO A0 MMOABA Ha
KOMOMHHpaHaTa IbPBHYHA KpaiiHa TOUKa, OTIpedelieHa KAaTO CMBPT, HE3aBHCHMO OT NIPUYHHATA,
HedaTaieH MHOKapAeH HH(papKT, peCyCUHTUPaH Chp/edeH apecT WKW aHTHHA MEKTOPHC ¢ JIAHHM 32
HCXEMHA HAa MHOKapAa, Hajaramua XoCuTanu3aiusa, nokassaiku peayknus Ha pucka ¢ 16% (p=0,048).
Tosa e npeaumMHoO BeneacTBYE HA 26% peAyKIIHA HA peXOCIHUTANN3ALIMATA 3a aHI'MHA MIEKTOPHUC ¢ JIaHHHM 32
ucxeMun Ha muokapga (p=0,018). Jipyrute BTOpHYHH KpalHH LIS/IM HE AOCTUrAT CTATUMHCKA 3HAYUMOCT
caMu 110 cebe cu (obmio: nnanebdo: 22,2%, atoppactatil: 22,4%).

ITpoguiret Ha be3onmacHocT Ha aTopeacTtaTuH B npoyusaneTo MIRACL cboTBeTCTBA Ha OMHCAHHAT B
TOYKa 4.8.

[1IpodunakTka Ha CbPASYHO-CHAOBO 3a00JIABAHE

E¢exTsT Ha aTOpPBACcTATHH BBbPXY daTaiHa U HedaTanHa HCXxeMHU4YHA DONIECT Ha ChPLUETO € OUCHEH B
PaHAOMH3HPAHO, ABORHO-CIIANO, MNAaLe00-KOHTPOIHPAaHO MPOYYBaHe ,, AHIVIO-CKAHIMHABCKO NPOYUYBaHe

33 ChPACYHO-CBA0B M3X0/] — KJIOH C IOHHXaBaHe Ha qunuanTe” (Anglo-Scandinavian Cardiac Outcomes

Trial Lipid Lowering Arm (ASCOT-LLA)). Ilaunuentute ca ¢ xunepronus, 40-79-roauiny, 6e3

npeaxoAeH MUOKApAEH UHDAPKT WU NeUCHHE 33 CTCHOKAP/IMA U ¢ HUBA Ha 0f11 XonecTepona <6,5 mmol/]

(251 mg/dl). Bcuyky manueHTH ca HMaJT¥ Hal-Maliko 3 mpeaBapUTEIHO Ac(pUHUpaHH CLpﬂBHHO-C’ngBH\

JI
PUCKOBH (J)aKTOPH: MBXKKH II0JI, BE3pacT = 55 roduHy, nylede, auadet, aHamuesa 3a UBC npw=""_., E;H'";ﬁ;\\
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XHepTpodHs, IPEIX0AEH MOFBUHO-CBA0B HHUHMAEHT, cnenpduuia EKI" anomanus,
NMPOTEHHYpusA/andyMHHYpHs. He BCuxH BKIIOMEHY NAIMEHTH Ca NpeleHeHH KaTo MALHEHTH C BHCOK
PHMCK 32 MbPBH CBPACYHO-CHA0B HHLIHAECHT.

[TauMeHTHTE ca NeKyBaHH ¢ AHTHXMIIEPTEH3HBHA TEPaNlnd (MM CXeMa, OCHOBABAILLA C¢ Ha aMJIOAMIIHH,
HJIM CXeMa, OCHOBaBallla ¢ Ha aTe€HOJI0/), B KoMOMHa|A WK ¢ aTopBactatiH 10 mg anesno (n=5,168),
M ¢ naanebo (n=5,137).

EdexTsT Ha HaMansgBaHe Ha aOCONMIOTHHUS ¥ OTHOCHTEIHHS PUCK pH ynorpeba Ha ATOPBACTATHH € OUII

KdKTO ClcaBa:

HMuauungenT OTHOCHTENHO bpoii Ha ABCONKTHO CtoHHOCT Ha p
HaMaJicHHe Ha HHIHACHTHTE HaMaJIEHHE Ha
pHCKa (aTopBacTaTMH pchal (%)
(%0) crpsamo mnanebo
®aranna UbC naroc HedaraneH 36% 100 cipamo 154 1,1% 0,0005
MH
001110 ChpAEYHO-CHAOBH 20% 339 cnipsmo 483 1,9% 0,0008
WHLUHICHTHH H
peBaCKyJIapU3allHOHHK
NpoUeaypH
Ob6o KOPOHAPHH HHIMEHTH 29% 178 cripsimo 247 1,4% 0,0006

]
Bb3ocHOBa Ha Pa3lIHKaT4a B Oﬁl.llaTﬂ HeCTOTAa Hd HHIITHACHTHTE, Haﬁﬂl{)ﬂaﬂaHH NpH CPEOHO

npocaeasaBaHe oT 3,3 roauHH.
HIbC - ucxemuuna 6onect Ha cppuero; MU — muokapaeH HHPapKT.

O0wara CMBPTHOCT H ChP/IEYHO-CHAOBATA CMEPTHOCT He ca Wiy 3Ha4MMo HamasenH (185 crnipamo 212
uHnuaedTa, p=0,17 u 74 cnpamo 82, p=0,51). B ananusa na noarpynara no non (81% mexe, 19% xeun)
OnaronpuATEH epeKT Ha aTOPBACTATHH € 0N HAOMIOAABAH [IPU MBKETE, HO HE MOXKE 14 CE€ YCTAHOBH IIpH
AMEHUTE, BEPOATHO MOPAJH HHCKATA YECTOTA HAa HHUNAECHTH B XKeHckaTa noArpyna, Odmara ¥ ¢cbpAaeUHo-
ChAOBATA CMBPTHOCT € YHCIIEHO MO-BHCOKA IIpH XeHuTe (38 cripamo 30 u 17 cnipamo 12), HO ToBa HE €
OWJIO CTATHCTHYECKH 3Ha4YMMoO. MMano e 3HaYHTEeNHO TepaneBTHYHO B3aMMO/ISHCTBHE OT CTpaHa Ha
OCHOBHATA aHTHXWIIEPTEH3NBHA TepanHi. [IspBuynaTa kpaiiHa Touka (paranna MbC nmoc HedaTanen
MH) e sHaunmMo penyuupana oT aTOpBacTaTHH NPH NAL[MEHTH, JieKyBaHH ¢ amuoaunud (HR 0,47 (0,32-
0,69), p=0,00008), rHO He u npu Te3y, NekyBanu ¢ areHoyon (HR 0,83 (0,59-1,17), p=0,287).

EdexThT Ha aTOpBacTaTHH BBPXY (aTaliHO H HeaTallHO ChPACYHO-ChIOBO 3a00NMBaHE € ChHIIO OLEHEH B
PaHNOMH3HPAHO, ABOHHO-CIIAINO, MYJITHUSHTPOBO, TUIanebo KOHTpoIHpaHo npoy4uBaHe [IpoyuBane Ha
aTopBacTaTHH npu guaber (Collaborative Atorvastatin Diabetes Study (CARDS)) ripu naumeHTH ¢ THI 2
Anaber, 40-75-rogumny, 0e3 npeAXoaHa aHaMHE3a 33 CbPACYHO-CHA0BO 3a0onaeane H ¢ LDL-C <4,14
mmol/] (160 mg/dl} u Tpurmauepuan <6,78 mmol/l (600 mg/dl). Bcuuxy nauueHTH ca uMany node 1 or
CIE/IHNTE PHCKOBH (aKTOPH: XUNESPTOHUA, HACTOALLO MYIIEHE, PSTHHOIATHA, MHKPOANOYMHUHYPHA HIH
MaKpoaliO yMHHYpHS.

[lanmenTrte ca nexyBaHu ¢ atopBacTaTdH 10 mg aHeBHO (n=1,428) unu mnanebo (n=1,410) npn MeanaHa
Ha npoclaeasBade 3,9 roguHH.

EdexreT Ha HamandBaHe Ha a0COMIOTHUA H OTHOCHTENHHS PHCK IIpH YIIOoTpeba Ha aTOpBacTaTHH € Oun
KaKTo cleaBa:
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HHnuaeHT OTHOCHTENTHO Bpoii Ha ABCONIOTHO CroHHoCT Ha p
HAMaNleHWe Ha HHIHASHTHTE HaMaJleHHe Ha
pHCka {aTopBacTATHH pH{:Kal (%)
(%) CIIPAMO
nnauebo)
['oneMu cbpAEUHO-CEIOBH 37% 83 cnpsamo 127 3,2% 0,0010
HHUMACHTH
(daTanex u HedaTaleH OCTHP
MMH, tux MU, Brezanna cMBpT
BcnencTeHe Ha UBC,
HecTabHJIHA CTEHOKapAuA,
CABG, PTCA,
PEBACKYNN3AL K, HHCYIIT)
MH (daranen u HedaTaneH 42% 38 cnpsamo 64 1,9% 0,0070
OMH, tux MH)
Hucynrth (daranuu 1 48% 21 cnpamo 39 1,3% 0,0163
HethaTaNnHH)

1
B3 ocHoBa Ha pasniukara B o0mara 4ecToTa Ha HHUHAEHTUHTE, HaOMOAaBaHM NIPH CPEJHO

npocneassane ot 3,9 roqunn; CABG - kopoHapeH aprepuainen Oaiinac; UBC - ucxemuuna 6onect
Ha cbpueTo; MM — muokapneH nHdapkr; PTCA - nepkyraHHa TpaHCIyMHHATHA KOPOHAPHA
AHTHOTUTACTHKA.

Hama gokasaTencTBo 3a pasnuka B edexTa OT JIEUSHNETO CIIope] 11014, Bh3PACTTa WK H3XOAHOTO HUBO
Ha LDL-xonectepona Ha naunenTa. baaronpusitua TeHAEHIHA € HaOM0AaBaHa 10 OTHOILEHHE HHBOTO Ha

CMBPTHOCT (82 CMBPTHH Ciydad IpH mianebo rpynara cnpsMo 61 B rpynara Ha aTOpBacTAaTHH,
p=0,0592).

PeuyauBupaul HHCYAT

B npoyusanerto ,JIpenorspaTtaBate Ha HHCYIT Ype3 arpeCHBHO HaMaJABAHE HAa HMBATa Ha XoJecTepona‘
(Stroke Prevention by Aggressive Reduction in Cholesterol Levels)(SPARCL) e 61n oueHen eexTsT Ha
aropBacTaTHH 80 mg qHEBHO WM Miauebo No OTHOUICHUE [TOABATA HA MHCYIT IIpH 4 73] mauMeHuTH ¢
HHCYJIT MJIM IIPEX0O/AHA HCXeMHYHa aTaka (T1A), B paMkHuTe Ha mpeaxoaHuTe 6 Mecela H Oe3 aHaMHe3a 3a
WBC. [Taunenture ca 60% Mexe, 21-92 roguHu (cpeana Bp3pact 63 roHHH) H CPEAHO H3X0/JHO HHBO Ha
LDL 133 mg/dl (3,4 mmol/l). Cpeanara croitHoct Ha LDL-C e 6una 73 mg/dl (1,9 mmol/l) mo BpeMe Ha
NIEUEHHETO ¢ aTopBacTaTHH H 129 mg/dl (3,3 mmol/l) no Bpeme Ha neyennero ¢ mianebo. Meauanara Ha
npocnejaaBane e 4,9 roguHy.

AropsactaTuH 80 mg € HamManun pucka OT MbPBUYHATA KpaiiHa Touka (aTaneH U HedaTaleH HHCYIT 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 apantupase Ha
H3XO[HWTE XapAaKTEPHCTUKH) B CpaBHeHHE ¢ Mmaanebo. Obmara cmeprHocT € 9,1% (216/2365) ipu
aTopBacTaTHH cupamo 8,9% (211/2366) nmpu mnauebo.

B post-hoc apanu3 atopeacratuu 80 mg e HaManui yecToTarata Ha Hcxemuver Hueyat (218/2365, 9,2%
cnpamo 274/2 366, 11,6%, p=0,01) 1 e moBHLIKA YyecTOTATA HA XEMOparudeH HHCyaT (55/2 365, 2,3%
cupamo 33/2 366, 1,4%, p=0,02) B cpasuenne ¢ mianebo.

*  PHCKbBT OT X¢MOparu4eH UHCYIT € MOBHILEH NPH NAHEHTHTE, KOHTO ¢a C Tpe/IleCcTBal]
XeMOparH4yeH MHCYIIT NP BKIOYBAHE B MpOy4YBaHETO {7/45 Ipu aTopBacTaTHH cnpamo 2/48 npu
mnanebo; HR 4,06; CI 0,84-19,57) 1 pUCKBT OT UCXEMHYEH HHCYJIT € CXOJeH B ABeTe rpynH (3/
TIPH aTOpBacTaTHH crpAamo 2/48 npu mmauedo; HR 1,64; 95% CI, 0,27-9,82).
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* PuCKBT OT XeMOparnueH HHCY/T € MOBUILEH IIPU IALKEHTH, KOHTO Ca C MpeNiecTBall JakyHapeH
HH(APKT [IPU BIUTIOYBAHE B nTpoyuBaHero (20/708 npu aropsacratus copsmo 4/701 npu nnane6o;
HR 4,99, 5% CI, 1,71-14,6), HO PUCKBT OT UCXCMHYEH HHCY/IT IIPH TE3H MAIlHEHTH ChILO €
Hamanan (79/708 npu atopeactarun crpamo 102/701 npu nnaneSo; HR 0,76; 95% CI, 0,57-1,02).
B13MOKHO € KpallHUAT PHCK OT MHCYAT Ja € MOBHILIEH TIPH TAIHEHTHTE ¢ MPEAX0ASH JaKyHapeH
HH(}papKT, KOMTO MONy4aBatT aropsactaTild 80 mg Ha aeH.

Obwwara cmbpTHOCT € 15,6% (7/45) npu nevenune ¢ aropeactaTHl cupamo 10,4% (5/48) npu npuiarade
Ha nanedo B NoArpynara MaUeHTH ¢ BpeIXo/ieH XeMoparuieH uacyit. O6mara cMepTHOCT € 10,9%
(77/708) npu aTopBacTaTHH crpamo 9,1% (64/701) npu nmnauebo B noArpynaTa MauHEHTH ¢ IPEAXOICH
NnakyHapeH HH(pApPKT.

[leauaTpyuyHa Donyaamnus

Xemepo3uzomua Qamuina XunepxonecmepoieMus Pu NeQuampu4HLL nAyuenmy a evspacm 6-17
200UuHU

[Ipoeeneno € 8-ceIMUYHO OTBOPEHO MPOYUBAHE 32 OlICHKA Ha (papMakOKMHETHKara, GapMakoJHHAMHKATA
1 0e30MaCHOCTTa Ha ATOPBACTATHH IIPH Jelia H MOAPACTBAIIN C FeHETHYHO J0KA3aHA XeTEPO3UIOTHA
pamunna xunepxonecreponeMua 1 6azosu croiinoct Ha LDL-C >4 mmol/l. TTpoyusanero o6xsawma 39
Jela 1 noapacTaallyd Ha BB3pact oT 6 710 17 rogunn. Koxopra A Brimousa 15 aeua, Ha Bp3pact 6 — 12

FOJMHH B MbpBH CTaAul no Tanner. Koxopra b Bkmousa 24 geua Ha Be3pacT 10 - 17 roguHu B cTaamii mo
Tanner > 2,

HauanHara 103a aTOpBacTaTHH B KOXOpTa A € 5 mg jHerHo noa gopMara Ha TabneTka 3a JHBUCHE H
10 mg nHeBHO B koxopTa b. [lanena e Bb3MOXHOCT HayanHaTa 034 Ja Ce YABOH, aKO Ha YETBbPTa
CeIMHULIA HE € JOCTUrHaTa TapretHara ctoiHocT 3a LDL-C <3,35 mmol/l u ako aTopBacTaTHHBT CE
noHacd aobpe.

[1pu BeH4KK nanuenTn cpeanute croitHocty 3a LDL-C, TC, VLDL-C, u Apo B ca namanenu npes
BTOpaTa ceamuua. 11py nanuenTHTE, Ha KOUTO J03aTa ¢ Ousa yiBoeHa, e Onino HabnoaapaHo
AOMbJIHUTETHO HaMaTE€HHE Ha CTOMHOCTHTE [Ipe3 BTopara CeIMHIIA, MPH ILPBOTO H3IMEPBAaHE Chef]
MOBHILABAHETO Ha Ao3aTa. Cpeanara cTeneH Ha MOHMKABaHEe Ha CTOWHOCTHTE Ha NIMITHAHHTE NapaMeTpH e
Ouila cxo/1Ha 3a JBETE KOXOPTH, O3 3HaYeHHe NaIH NALKEHTHTE ca SHIIM OCTABEHH Ha TAXHAaTa
MbpBOHAYAJIHA JO3HPOBKaA UM TA € buna yaBoeHa. Ilpes ocMmara cefiMHUIE, CpeJHATA CTEEH Ha IPOMAHA
Ha 6a3oBHTE cToHHOCTH Ha LDL-C 1 TC ¢ 6una npubauzurendo cboTBeTHO 40% u 30% Han obcera Ha
BL3ICHCTBUE.

Xemepos3uzomua Gamuina XunepxoaecmeporemMusn npu neQUampuyhy nayuesmu Ha evapacm 10-

17 200unu.

B neoiHo-cidNo0, nnanebo KOHTPOIMPaHO NpOoy4YBaHe, MOCNEABaHO OT OTBOpeHa (a3a Ha NPOYUBAHETO,
187 MoM4eTa ¥ MOMUYETA CNEJ TbPBAaTa MEHCTPYalus, Ha Bb3pacT 10 - 17 rogunu (cpeauo 14,1 roaunu)
C XETEPO3HIroTHA (paMuiHa XunepxonecteposeMus (FH) unu texka XunepxonecreponemMus ca 6Unn
paHjoMHU3HpaHy Ha atopBacTaTHH (n=140) unu naauedo (n=47) 3a 26 ceMHIIM, clle] KOETO BCHYKH
IMoJIy4aBaT aTopBacIaTHH 3a 26 ceMHLA,

JlosupoBkaTa Ha aTOPBACTaTUH (BEAHBXK JHEBHO) € 10 mg 3a mbpBUTe 4 CEMHLH K OCNEABAILO
yBesnuasane 0o 20 mg, B cnyyvail ye LDL-C-unBara ca > 3,36 mmol/l.

ATOPBacTaTHH CUTHU(PUKATHO HaMalliBa MJIasMeHHTe HHBA Ha obwmsa xomectepon, LDL-C,
TPHITHLEPHIHUTE H aIlOIUNONpOoTeHH B npe3 nepeuTe 26 ceaMUIIM Ha ABOHHO-CANATa (hasa.
Cpeanara nocrurtara croiHocT Ha LDL-C e 3,38 mmol/l (range: 1,81-6,26 mmol/l) B rpynara Ha
aTOpPBACTATHH, cpaBHeHa ¢ 5,91 mmol/l (range: 3,93-9,96 mmol/l} B mnauebo rpynara npe3s 26-
ceIMHYHATA ABOHHO-cnsna dasa.
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JIONBIAHUTENHO MEeAUATPHUYHO MPOYUBAHE HA aTOPBACTaTHH B CpaBHEHHE € KOJIECTUNON MPY NALIUEHTH C
XunepxoJsecreponeMmus, Ha Be3apacT 10-18 rogunn, yctanoBsBa, 4e aropBacTaTHH (N=25) npeau3BUKBa
curuMgpHkanTHO HaManeHue Ha LDL-C Ha 26-ta ceamuna (p<0.05), cpaereH ¢ konectunon (N=31).

IHanmmaTrueHO MpOoYYBAHE NIPH NALHMEHTH C TEKKA XUIEepXonecTeposieMHs (BKIIIOUMUTEIHO XOMO3HIOTHA
XHUIIEPXONECTEPONIEMHS ) BKITIOUBALIO 46 NeHaTpUYHH NALHEHTH JIEKYBAHH C aTOPBACTaTHH B 3aBHCHMOCT
OT OTroBopa (HAKOU MallMeHTH ca npueMand 80 mg aTopBacTaTHH AHEBHO). [IpoyuBaHeTO MpoAbIXKaBa 3
roguad; LDL-xonecreponst € HamaneH ¢ 36%.

He e ycTaHOBeHa ABNrocpoYHaTa €QUKACHOCT Ha TEpANus ¢ aTOPBACTATHH B JSTCKA BB3PACT, 34
HaMmaJisBaHe Ha 3a00/ieBaeMoCTTa H CMBPTHOCTTA B 3pAjia Bh3pacT.

EBpormneiickaTa areHius Mo 1€KapcTBaTa € OTJIOKIIA 3a4bJKEHHETO 32 MOKABAHE Ha pe3yJITaTH

OT NPOY4YBaAHHUA C ATOPBACTATHH NpH Jieua oT 0 1o 6-rojgiiHa BB3pacT IPH JISHeHHEe Ha
XETEPO3UTOTHA (paMHIIHA XMIIEPXOJIECTEPOJIEMHA, KakTo U MpH Aeua ot O Jo 18-roguilHa BB3pacT IIpH
JMEYEHUETO HA XOMO3UIOTHA (haMHITHA XUTIEPXoecTeposieMus, KOMOHHHpaHa (CMeceHa)
XHIIEPXOJIECTEPOSIEMHS, ITEPBUYHA XHIIEPXCIECTEPONEMHS 1 TIPH MPEBCHLMATA HA

ChPAEYHO-CHA0BH ChOHTHA (BXK paszen 4.2 3a HHQOpMalldd OTHOCHO NeAUaTpHuHaTa yrnoTpeda).

5.2 dapMaKOKHHETHYHH CBoiicTBa

Abcopbrus
AtopBactaTiH ce abcopOupa Obp30 ciien nepopaHO NPWICKEHHE, MAKCHMAITHA MIa3MEHA KOHLUEHTPaLUs
(C_ ) ce noctura3a 1 po 2 yaca. CrenenTa Ha abcopbums ce nokaysa NPONOPLUHOHATHO Ha 103aTa Ha

aTopeacTaTHH. Ciiel epopaIHO MpUIoKeHHe OHOHAIUYHOCTTA HAa aTOpBAacTaTHH PHIMHPaHH TaDIICTKH €
95 no 99% B cpaBHEHUE C Ta3u Ha MEPOPATHHS pa3TBOp. AGcoMoTHaATa OHOHAIMYHOCT HA ATOPRACTATHH €
npubiusutenno 12% u cucreMHara RanIMYHOCT Ha HHXHOHTOpHAaTa akTHBHOCT 38 HMG-CoA peaykrasara
e npuonusutenHo 30%. Huckara CHCTEMHa HAIMYHOCT C€ OTAaBa Ha PECHCTEMEH KJIMPBHC B
racTPOMHTECTHHAIHATA MYKO3a W/ WK Ha first-pass MeTabo/MH3BM B YepHRsA JIpobd.

Pasnpenencuue
Cpennusart obeM Ha pa3npeacieHHe HA aTopeacTatul ¢ npubnuszurento 381 L. ATopeacTaTH ce CBBp3Ba
C JIA3MEHHUTE ITPOTEHHH B > 98%,

BuoTrpanchopMalus

AToppacTtaTvH ce Metabomusupa ot HUTOXpoM P-450 3A4 10 opTo- ¥ NapaxuIApOKCHIMPAHH AEPHBAaTH H
pazinyHu OeTa-OKHCITUTENHH MpoAYKTH. OCBEH APYTHTE TBTHINA, TE3H IeKApCTBa ce MeTabonu3upar
AOITBJIHUTEITHO Ype3 MIIOKypoHHpaHe. In vitro uaxubunuata Ha HMG-CoA penykrasara oT opTo- ¥
MapaxMApOKCUIMPAHUTE MeTaDONHTH € eKHBAJIEHTHA HA Ta3d OT atopsacTaTHH. [ [pubnusurenno 70% or
HUpKyIHpaniata tHxuduTopHa akTuBHOCT 32 HMG-CoA penykrasara ce 0T/1aBa Ha aKTUBHUTE
MeTaboIuTH.

ETuMHHHpaHe

ATOPBACTATHH Ce M3BYBA NPEJIMMHO C XITHYKATa CJe] XenaTaleH H/HIH €KCTPaXenaraneH MeTaboNIHIbM.
Marnexna obadge, 4e IeKapCTBOTO HE NMPETHPIABA 3HAYUTEIHA SHTEPOXEIIaTAIHA PELIUPKYJIaLiHsl.
CpenHusaT nnasMeH NoJNyXHBOT HA aTOpBACTaTUH NpH Xopa ¢ npudbnuzutento 14 gaca. [lonyxMBOTHT Ha
nuxnouropHara akTHBHOCT 3a HMG-CoA penvkrazara e npubnnzutento 20 10 30 yaca nopaau
YYACTHETO Ha aKTUBHHUTE MeTa0OIHTH.

CHE].[H&JIHH MNOITYAAlLHH
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Cmapyecka gv3pacm: [1na3MeHUTE KOHIIEHTPAIIMH Ha aTOPBACTATHH M HETOBHTE aKTHBHY META00NUTH ca
[10-BHCOKH IIPH 3/IpaBH X0pa B HAllpEAHAA BB3PacT, OTKOJIKOTO IPH MJIAIN ALKEHTH, a €PEKTHTE HO
OTHOLIEHHE HA IMIIHAUTE CA CPAaBHUMH C TE3H IIPH [T0-MJIA/IX NMAI[HEHTH.

[leduampus: B oTBOpeHO, 8-ceAMUYHO Npoy4yBaHe, NeAHATPUYHM NIALHEHTH {HA Bh3pacT 6-17 roauHH)
craauid 1 mo Tanner (N=15) u Craauii no Tanner >2 (N=24) ¢ xerepo3uroTHa (paMHIHa
XHIIEPXONECTEPOIIEMHS ¥ OCHOBHH cToliHOCTH Ha LDL-C >4 mmol/l ca nexyranu ¢ 5 unu 10 mg
TaONEeTKH 32 ABBYECHE UK ChOTBETHO S MK 10 mg GpuaMupasy TabNeTKH aTOPBACTATHH BEJIHBK JIHEBHO.
EfMHCTBEHATA 3HAYMTENHA POMAHA BbB apMaKOKMHETHYHHA MOZEN Ha MOMYJIallMATA, IEKYBAHa C
aTOPBACTATHH, € TenecHaTa Maca. OpalHHAT KIUPBHC NP NeAUaTpHYHH NAHEHTH ABHO € IToa00eH Ha
TO3M NpPH BE3PACTHH CJIE]] aNOMETPUIHO U3MEPBAHE HA TEACCHOTO Terno. ChOTBETHO HaManeHue Ha LDL.-
C u TC e 6uno yCTaHOBEHO CJeN JICUYEHHETO ¢ ATOPBACTATHH H O-XHAPOKCHATOPBACTATHH.

{lon: KonueHTpaluuuTe Ha aTOPBACTATHH ¥ HETOBUTE AKTUBHH MeTaOOIUTH PH KEHHTE Ce pa3IH4YaBar OT
TE3H P MbXeTe (3keHu: npuOIu3nTenHo ¢ 20% no-erucoku 3a C | ¢ okono 10% nmo-uucku 3a AUC).

max
Te3n pasnuky HAMAT KIHHWYHO 3HAYEHHE U HAMA KITHHUYHO 3HAUMMH PA3IHKK Mexay ePeKTHTe 10
OTHOIIEHHE Ha MTUIHIONTE IPH MEXKE H XKEHH.

bvbpeuna nedocmamevunocm: burbpeunute 3abonaBaHHA HAMAT BIHAHUE BhPXY NIA3MEHHUTE
KOHUEHTPAUHH WY BBPXY TUMUAHUTE €(PEKTH Ha ATOPBACTATHH H HEMOBHTE AKTHBHH METaOONIHMTH.

Yepuodpobua nHedocmamvunocm. [InazMeHnTe KOHIEHTPAIMH Ha aTOPBACTATHH K HETOBHTE aKTHBHH

MeTaDOIMTH ca 3HAUNUTESTHO MO-BUCOKH (pubnusutento 16 meri3a C W 11 mpTH 32 AUC) nipu
max

MALMEHTH ¢ XPOHHYHA ANTKoXonHa YepHoapodHa Oonect (Child-Pugh B).

SLOCIBI norumopdusem: Heproapoduoro zaxeamane Ha BCHIKH HMG-CoA-peaykrazHu nHXHOUTOPH,
BKIIOMHTE/HO aTOPBACTATHH, e U3BLpIlUBa nocpeacTtsoM OATP1B1 Tpancnopren nporeuH. [Ipn
naliedTH ¢be SLCO1B1 nonuMepduzbsM umMa puck OT NOBHIEHA eKCIIO3HIIMA HAa aTOPBACTaTHH, KOETO
MO3KE 12 A10Bee 10 MOBHIIEH pyck OT pabioMuoiu3a (BxK. Touka 4.4). [lomuMopdu3MBT TIpH TeHa,
kogupam OATP1B1 (SLCOI1B1 ¢.521CC) e cBbp3aH ¢ 2,4 NbTH NO-BUCOKA CHCTEMHA HANTWYHOCT Ha
aToppacTaTnd (AUC) B cpaBHeHHe ¢ MHAUBKAM Oe3 To3n reHoTHiieH BapuaHT (¢.5217TT). Ilpu te3n
MalHEeHTH € Bb3MOXHO ChIIO FEHETHYHO /1a € HAPYIIIEHO Y€PHOAPOOHOTO 3aXBalllaHe HA ATOPBACTATHH.
BEB3MOXHHTE MOCAEACTBUA BbPXY €PHKACHOCTTA Ca HEM3BECTHH.

5.3 HpeaAKJIHHHYHK JTAHHM 33 DE30MACHOCT

ATOPBACcTATHH HE € [10Ka3an MyTareHeH MM KNacTOreHeH OTeHn#an B Oarepud OT 4 in vitro TeCTOBE U B
e/IHH aHalHu3 In Vivo. ATOPBACTATHH HE € KaHI[epOoreHeH 3a TUTEXOBE, HO NMPpHU NpWJaradHe Ha BUCOKH N03H
nmpy MULIKK (oBenu 1o 6-11 bt no-Bucoku ctoiiHocTh Ha AUC (0 10 24 yaca) B cpaBHEHHE C TE3H TIPH
X0pa, MpHEMany Hali-BACOKATa [IPENOPBYUTENIHA A03a) €A c€ MOABHIIH ClIY4aH Ha XeNaToueaylapeH
aJCHOM IIPU MBXKKHTE H XeNaTouenyjdapeH KapIHHOM IIpH XXEHCKHUTE XXKMBOTHH. MiMa JaHHH OT
NPpOy4BaHHA TTPH KUBOTHH, 4e HMG-CoA-penykTazHHTE HHXHOUTOPH MOXXE Aa BIUAAT BBPXY
Pa3BUTHETO Ha eMOpHoHuTE 1 derycuTe. [[pu MIbXoRe, 3alUH ¥ KydeTa aTropBacTaTUH HAMa eeKT BLPXY
¢epTHIUTETA U HE € TepaTOreHEH, HO NMPH TOKCHYHH 33 MalikaTa 403U, NP IIBXOBE U 3aiil| €
HaOmroaBaHa deTaliHa TOKCHYHOCT. PasBHTHETO Ha ITOKOIEHHETO IIPH ILTHXOBE € 3a0aBeHo U
NOCTHATAJIHOTO OUENABAHE HAMAJIEHO NPH €KCNIO3HIMA Ha MalikaTa Ha BUCOKH J103H aTtopBacTtarHH. [1pu
MIbXOBE UMA JOKA3ATEICTBO 34 IPEMMHABAHE HA JIEKapCTBOTO Mpe3 IulaueHTaTa. [Ipu mirexose
IUIa3MEHHTE KOHLUEHTPALWK Ha aTOPBACTaTHH ca OJIU3KH JI0 Te3W B MAsAKoTO. He € u3BecTHO paiu
aTOPBACTATHH U HETOBUTE METAOONUTH ce eKCKpeTHpaT B KbpMarta.

6. DAPMAHEBTHYHH JAHHH
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6.1 CrnHenbk HA NOMOWEATE BellecTBA

Anpo Ha Tabnerkara:

Manuton (E 421)

MukpokpHCTATHA LIEay03a

Kanuues xapbonar (E 170)

ITopupoH (Tun K-30)

Kpockapmenosa HaTpuh

Hatpues naypuncyndar

Cununnes HOKCH] KOJIOHEeH, 0e3BoIeH
Marne3sueB cTeapar

[lokpuTHe Ha Tabyerkara:
Xunpomenosa 6 cP (E 464)

Tutanos auoxcun (E 171)
Maxporon 6000

6.2 HecnLBMeCTHMOCTH

Henpunoxumo.

6.3 Cpoxk 82 roguocr

2 TOAHHH

6.4 CoenuanaHn ycjaoBHs HA ChXpPaHeHHe

Ja ce cuxpannsa nox 25°C.
6.5 Hdaunu 3a onaxkoBKara

baucrepn (OPA-AI-PVC/Al): 4, 7, 10, 14, 20, 28, 30, 50, 56, 84, 90, 98, 100, 200 (10 x 20), 500 3a
BCHYKH KOHIIEHTPALWH.

He BCHYKH BHIOBEe 0MaKOBKY MOraT Ad G'I:,IIEI.T [IYCHATH B npo_naﬂcﬁa.

6.6 CnenHannn npeANa3AN MEPKH NPH U3XBLPJISRE

HsaMa cnenantHg M3UCKBaHm4.

7. HNPHUTEXATEJ HA PAZPEIIEHHUETO 3A YIIOTPEBA

Wérwag Pharma GmbH & Co. KG
Calwer Str. 7

D-71034 Béblingen
['epmanus

8. HOMEP(A) HA PAJPEIIEHHMETO 3A YIIOTPEBA
20100034
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9. IATA HA ITBPBO PAZPELIABAHE/TIOJHOBABAHE HA PA3ZPEIIEHUETO 3A

YINIOTPEBA

Jlata Ha mbpBoO paspeurasane: 21.01.2010

Jlata Ha mocneaHO MOJHOBABAHE:

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

06/2014
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