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2. KAYECTBEH ¥ KOJIMYECTBEH CbCTAB e
2.1. O0mo onucanue

Besika punmupana tabnerka cpabpxa 10 mg aropBacTaTHH KaTo aropBacTaTMH KajlUWH TpUXUapaT
(atorvastatin calcium trihydrate).

2.2. KayecTBeH H KOJIHYECTBEH CHCTAB

[loMOULIHO BELIECTBO C U3BECTHO JICHCTBHE:
Beska punmupana tabnerka AtopBuH 10 mg cbabpxa 32,075 mg nakro3a MOHOXHApAT.

3a NbJHUA CMUCHK HA NMOMOILLIHH BelleCcTBa, BUKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Ounmupana Tabnerka
benu npoabarosatu puiMUpaHu TabJIETKH.

4. K/IUMHUYHHU JAHHH
4.1. TepaneBTHYHH NOKA3AHHS

XUIMEPXOJIECTEPOIEMHUS

ATOpBHMH € MOKa3aH KaTo J0NbJIHEHHE KbM JIMETaTa 32 HAMaJIiBaHE Ha MOBULLIEHUTE 00U XOJIECTEpOI,
[LDL-xonecrepon, anondnonporedH B W Tpurnduepuad npH  NauMeHTH € [IbpBHYHA
XUINEPXO0NeCcTepPoIeMUsi, BKIKYUTENHO (haMHIIHA XMNEPXOJECTeposieMUs (XETepO3UroTeH BAPHUAHT)
WiM KoMOMHUpaHa (cmeceHa) xunepaunuaemus (orroBapswa Ha Tun lla w Tun 1llb ot
knacupukauuara Ha Fredrickson), korato egexkTbT Ha aAMeTata M JAPYruTe HedapMakKoJOrMyHH
Cpe/ICTBA € HEeOCTATbYEH.

ATOpPBHH € MOKa3aH CblIO0 M 3a lNOHW)KaBaHe Ha oOwms xosnecrtepos u LDL-C npu nauueHtm ¢
XOMO3UroTHa (aMuIHA XMIIEPXOJIECTEPOJIEMHA KaTro JOMBJIHEHUE KbM JPYrHT€ METOAM 3a
NoHW)KaBaHe Ha aunuaure (Hanpumep adepesa Ha LDL) uam B ciyyaurte, Korato T€3d METOAM ca
HEOCTBITHH.

[IpoduaakTHKA HA CbPACYHO-CBHA0BO 3a00J1s1BaHE

[lpodunakTHka Ha CbpPACYHO-CHJAOBU WHUMIAEHTH MPU MNALKMEHTH, MPH KOUTO € OLEHEHO, Y€ umar
BUCOK PUCK 3a NMbPBO CbPJEUYHO-CHAOBO CHOUTHE (BXK. TOYKA 5.1) KaTO JAONMBJIHEHHE KbM KOpEKLMATA
Ha JIPYTd pUCKOBH (PaKTOPH.

4.2. J103HPOBKAa H HAYHH HA NPHJIOKEHHE

Jlo3upoBKa
[Ipean na 3anoyHe jeyeHue ¢ ATOpPBUH NauUMEHTHT TpsaOBa na Obje nocrase
MOHWMXKABALLA XOJIeCTeposia JAuMeTa U TpsasdBA Aa NPOABLIKUA Aa cra3Ba Ta3u




neucHueto. Joznte TpabBa aa 6bAaT HHAMBUAYATH3IUPAHH B 3aBUCUMOCT OT M3XOIHNTE HUBA Ha LDL-
XOJIECTEPOA, LIEATA HA JICYEHUETO U OTIrOBOPA HA NALMEHTA KbM JIEHEHUETO.

OfuuaiiHaTa HavyanHa Jo3a € 10 mg BeAHbX AHEeBHO. Kopekuus Ha Jo3aTa C€ U3BBpLIBA MpPE3
MHTEPBAIH OT 4 WK NoBeve ceAMULK. MakcumantaTa no3a € 80 mg BeaHBX JHEBHO.,

[Tvpeuuna xunepxosecmeponeMust KOMOUHUPAHA (CMECEHA) XUNEPAUNUOEMUS

[loBe4eTO MALKUEHTH C€ [(OBJIMABAT yCnewHO ¢ ATOpBUH 10 mg ¢unMuUpaHu TaOAETKM BEAHBIK
IHEBHO. TepanesTH4eH edekT ¢ce Mmony4yasa A0 ABe CEAMMLM, a MAKCUMAJEH TEPANEBTHUEH eEeKT Ce
nocTura 0OUKHOBEHO 32 4 ceamuild. EQexThT ce 3ana3sa Npy Npoab/IKHUTETHO TIEYEHHUE.

Xemepo3ucomua amuina xunepxorecmeponemus

Jleuenrvero 3anousa ¢ AtopBuH 10 mg duimupanu TabneTkn BeAHbX AOHEBHO. Jlo3ute ce
WHAWBUAYANH3APAT U KOpUrupar Ha Bcekd 4 ceaMuuu ao 40 mg aHeBHo. Clea ToBa n03aTa MOXe Aa
Obae yBenuueHa 10 MakcumyMm 80 mg aHeBHO unu AtopeuH 40 mg dunmupaHu Tabnerky
€AHOKPATHO C€ KOMOHHHMPAT ChC CEKBECTPAHT HA XJIBYHUTE KUCEITHHM.

Xomozuzomua GamMwing xunepxoiecmepolemun
Hanu4Hy ca orpaHnueH 6poil naHHu (BK. Touka 5.1).

Ho3upoBKaTa Ha ATOPBACTATHH NPH NALMEHTUH C XOMO3UIOTHA (PAMUTHA XUNICPXOAECCTEPONEMUA € OT
10 no 80 mg nHeBHO (Bx. TOuKa 5.1). AropBactaTuH TpAOBa na ObAE U3NOJA3BAH KATO ACIBLAHECHHUE
KbM JApYId NHNIHOONOHMKABALIN TEepaneBTU4HUA cpeacTea (Hanp. LDL-adepesa) npy T€34 nauneHTH
WK NPKH HEBBIMOKHOCT 33 U3MOJI3BAHE HA TAKUBA CPEACTBA,

[Ipoghunaxmuxa na cvpoeuno-cvooso 3abonssare
[Ipy npoyuBaHWATa 3a MbpBMYHA NpodunakTuka ago3ara € O6una 10 mg aHeBHo. Moxe na ca
HEOOXOOUMH NMO-BHCOKH A03M, 34 Aa ce noaabpxarT HuBa Ha LDL-xonecrepona, cnopel HaCTOALLMTE

PBKOBOIACTBA.

Hayuenmu ¢ 6v6peuno yepexcoane
He ce nanara npoMsana B n103ara (BxK. Touka 4.4).

Hayuenmu ¢ 4eprodpobro yapexcoane

ATOpBYH TpsaDBa [a Ce npujiara ¢ NOBUHIEHO BHUMAHHWE MNP MALMEHTH C 4epHOAPOOHO yBpekaaHe
(Bk. Toukn 4.4 n 5.2). ATOpPBHH € NPOTHBONOKAa3aH NpPH MNalWEHTH C aKTHUBHO 4YepHOApPOOHO
3a00naBaHe (Bxk. Touka 4.3).

ITpunoacenue npu nayuenmu 6 cmapyecka ev3pacm
EdnxacHocrra ¥ 0€30nacHOCTTA MIPH NAUKMEHTH Han 70 roavHH, NpUeMalliy [penopbyYBaHUTe 034, ca

CXOJHH ¢ Te3H npy obluara nonynaLms.

leduampuuna nonyrayus

Xunepxonecmeponemu
IlpunaraHeTo Ha Ne€KapcTBEHUA NPOAYKT B NeAUaTpuATa TpadBa 1a ¢ U3BLPWBA CAMO OT CNEUHATHCT
C OMUT B JISUEHHETO HA ACTCKA XUNEPIUNMAEMUSA, KATO NalUeHTHTE TpabBa 1a 6LaaT npeLeHsaBaHH
PEAOBHO NO OTHOLUIEHHAE HANPEAbKa Ha IEYEHHETO.

IlIpr naumedHtv Ha 10 M nopede roaAMHH NPENOPBLYUTENHATA CTApTOBA N03a aTopBacTaTHH € 10 mg
OHEBHO ¢ yBenu4aBaHe 00 20 mg AHEeBHO. Y BEMHUEHHETO HA f03aTa TpAOBa Aa ¢€ U3BbPLUBA ChIIACHO
WHAMBHIYANHHA OTFFOBOP M MOHOCHMMOCT Ha mauUWeHTUTe B neauvatpusta. HMudopmaumara 3a
6e30macHOCTTa NPY NpuiiaraHeTo Ha 034 Haa 20 mg, orropapsinyd Ha okomno 0,5 mg/kg npH nauMeHTH
B NCAUATPUATA, € OTPAHHYEHA.

OnNuTBLT B NEJHATPHUATA TPH Aclla Mexay 6- 1 10-roaMiiHa Bb3pacT € OrpaHnyeH (B




ATOpBACTATHH HE € NOKA3aH 3a JICYCHME Ha NnauueHTH noa 10-roamiiHa Bb»3pacT.

Hpyry nekapcTBeHH (OPMH/KONMNYECTBA HA AKTHBHOTO BELUECTBO MOXE Aa Ca MOAXOIALIM Npu Ta3M
nonyJaaLus.

Ha4yuH Ha NpHAGKEHHUE
ATOpPBHH € NpeJHa3Ha4yeH 3a NnepopanHo npunoxeHne. Begka aHeBHa A03a aTOPBACTATHH C€ MpUEMa

HABEJAHBXK U MOXE Ra Obac npyeMaHa rno BCAKO BPEME Ha NEHA ChC KM 0€3 XpaHa.
4.3. IlpoTHBONOKA3AHUSA

ATOpPBAacCTaTHH € MPOTHUBOIOKA3aH NPH MALMEHTH:

- CBHC CBPBXUYYBCTBHTENHOCT KBM AKTUBHOTO BELIECTBO WK KbM HAKOS OT NOMOINHHUTE BELIESCTBa HA
NIEKApCTBEHUA MPOAYKT, U30poeHH B Touka 6.1;

- C aKTMBHO 4YCPHOAPOOHO 3a00NABAHE WIM HEU3ACHCHO MEPCUCTUPALIO NOBHUIEHHE HA CEpPYMHUTE
TPAHCAMHHA3H, HAAXBLPSLUO 3 IbTH rOpHATa rpaHHULA HAa HOPMATa;

- N0 BpeMe Ha OpeMeHHOCT, KbPMEHE W NPH KEHHU C AETEPOAEH MOTEHLMWAN, HENpWIaraily CUIrypHH
KOHTpPaALUECNTUBHU cpeacTsa (BxK. Touka 4.6).

4.4. CneuHaJHy npeaynpexxAeHHA H NIpeANA3ZHH MEPKH NPH ynorpeda

YepHoapobuu npossu

TpabBa na c¢ HANpPaBAT PYyHKUMOHANHN YECPHOAPOOHHU HICNERBAHUA NPEAK 3aMOYBAHE HA ICYEHHETO H
NepUOANYHO ciel ToBa. [lpd mauueHTH, NpU KOUTO ce MOoABAT Oene3n U CUMNTOMH, NpeAnoaaraim
YepHOAPOOHO YBpeXJaHe, TE3U TECTOBE Ca 3aAb/LKUTENHU. [laliMeHTH, NpH KOUTO ce MOBMILAT HUBATA
Ha TpaHcamMuHasuTe, TpadOBa nOa ObAAT KOHTPONUPAHM MO0 H3IYE3BAHE HA OTKIOHEHHETO
(OTKIOHEHUATA). AKO NOBHUIIEHHETO HA TPAHCAMMHA3HUTE, HAAXBBPIIALLO MOBEYE OT TPH N'bTH TOpHATA
rpaHuiLla Ha HOpMaTa, NEPCHCTHPA, CE€ NPENnopbYBa HAMaNABAHE HA N03aTa WIM NPEYCTAHOBABAHE HA
npuema Ha ATopBHH (BX. TOuka 4.8).

AtopBuH TpsOBa na ¢€ npunara NpeanasivBo MNpPH MALMEHTH, KOUTO KOHCYMHpPAT 3HAYMTEIHH
KORMYECTBRA AIKOXO0N W/UAH UMAT aHaMHe3a 34 4epHoApoOHO 3adonaBaHe.

[IpenorspaTaBaHe Ha MHCYAT 4PE3 arpeCUBHO HaManABaHE Ha xonecrepona (Stroke Prevention by
Aggressive reduction tn Cholesterol Levels (SPARCL))

Post-hoc aHann3 Ha CyOTHNOBETE UHCYNTH fIpK NALMEHTH 03 ucxemudna donect Ha cepueto (UBC),
KOHWTO ca OWJIM C HACKOPO MMpeKapaH MHCYNT WM TPAH3UTOPHA HcxeMMuHa aTaka (TI1A), e nokazan no-
BHCOKA 4ECTOTA HA XEMOpParvM4eH HHCY/IT NMpH NaLUeHTUTE, BKIIOYEHH Ha TEpanus ¢ aTOpPBACTATHH
80 mg cnpamo nnaue®o. [MopuweH puck € oTdensA3aH NPEeAMMHO NPH MALMEHTHTE € NpPEAXOAEH
XEMOpPArvuyeH UHCYJIT WM JAKyYHApeH MHGMAPKT Npv BKJIIOYBAHE B NMPOYYBAaHETO. 33 NMALMEHTHTE C
NPEAXONEH XEMOparvueH UHCYNT 0aNaHCHT MEKAY PHUCKOBETE U Noa3uTe OT aropBacratuH 80 mg e
HECUT'YPEH W MOTEHLUHANMHHUAT PHCK OT XEMOpardyeH HHCYAT TpAOBa Aa Oble BHUMATEIHO NpeLEeHEH
npeayd 3ano4sade Ha Tepanuata {Bx. Touyka 5.1).

[IpOABY OT CTpAHA Ha CKENETHATA MYCKYJIATYPa

ATopBacTtaTHH, XakTo U Apyrute HMG-CoA-peayktasHd UHXHOUTOPU, B PElKH ClyHad MOXKE Aa
oKaxe HeOnaronpUATHO BB3ACHCTBUEC BhPXy CKENETHATA MYCKYJNaTtypa M A& NpPUYMMHH MUANTHA,
MHO3HT MW MHONATHUA, KOMTO MOraT j[a nporpecupar oo pabaoMHonusa - MOTEHLUATHO
»HBOTO3aCTPALIABRAIIO ChCTOAHHE, XapaKTepH3IHpaLlO Ce€ CbC 3HAYHTENHO MOBHILEHHE HA HHUBATAa Ha
kpeatnHkuHa3ata (KK) - (> 10 npTu Han vHopmara), MuornoduneMus 1 MHOTIOOHHYPHS, KOHTO MOrar
na gosenar A0 OnrOpeyHa HeJoCTATHYHOCT.




[Ipeou nevenuemo
ATOpBAacTaTUH TPAOBA Na Ce U3MO/3BA BHUMATE/IHO NPH NAUMEHTH ¢ npeapasnonarauy GakTopH 3a
pabapomuonu3a. HuBata Ha kpearunkuHaszata (KK) Tpsbea ga ce uviacneaBaT npeAu 3amo4BaHe Ha
JICUEHHE CbC CTATHH B CIEAHUTE CNYYaH:
- OBOpEeUYHO yBpexaaHe;
- XHNOTHPEOHAHIBM;
- aHamHe3a, BK/1. U CEMEHHA, 3a HACIEACTBEHH 3a00NABAHUA HA MYCKYJIUTE;
-  aHaMHe3a 33 MYCKYJIHA TOKCUYHOCT OT CTATHH UNH ¢uOpar;
- dHaMHe3a 3a yepHoapoOHo 3abonaBaHe W/HnY ynotpeda Ha 3HAYUTENHH KOJIMMECTBA AIKOXO0JI,
- Np4 MAUKHEHTH B CTAapyecKa Bb3pacT (> 70 r.) Tpadea aa ¢e iMa NpeaBuA HEOOXOOMMOCTTA OT
TOBA U3CJIENBAHE B 3ABUCUMOCT OT HAJIMUMETO Ha ApYrW (akTopH, rnpeapasnonaraild xKbM
pabaOMHO/IN3A;
- KOraro € BB3MOXHO MOBMIUIABAHE HA TUTA3MCHMTE HHMBA, HAP. NPH B3aUMOICHCTBHA (BXK.
TO4Ka 4.5) ¥ CNCUMATTHH NOMyNaLMH, BKJI. FEHETHYHY cybnonynauuu (Bx. Touka 5.2).

B TtakuBa cHTyauMu TpabBa na ce NpeueHd pUCKbLT OT NEUEHUETO CNPAMO Bb3IMOMXKHHUTE MOJ3H U Ce
NpenopsL4YBa KIMHUYHO MTPOCIEAABAHE.
He TpaOBa na ce 3ano4ysa neueHue, ako u3xoaHuTe HUBA Ha KK ca 3HauuTenHo noBUuweHHU. (> 5 nbTH

HaJ HOopMaTa).

H3mepBane Ha KpeaTHHKHHA3aTa (KK)

Kpearunkunasara (KK) ne tpabBa aa ce u3cnenpa crnea HanperHato (pHIMYECKO HATOBAPBAHE WIIK
MPA HAJINYMETO HA BEpPOATHA alTEepHATHMBHA nNpvuyMHA 3a yBeadueHuero Ha KK, TbH Karo
MHTEPNpETALMATA HA PE3YNTATUTE B TAKHUBA CllyYad € 3aTpyAHEHA. AKO H3X0AHHUTE cTolHOCTH HAa KK
¢ca 3HAYMTENHO NOBHMIUEHU (> 5 MBTH HAJ HOPMaTa), HMUBATA TPAOBA Aa €€ M3ICNEABAT MOBTOPHO B
PAMKHTE Ha 5 10 7 AHMU, 34 1a C€ NOTBbPAAT pPE3YJITATHTE.

[Io epeme na nevenuemo

- llauuenrure TpaOBa ga 6bAAT NpeaynpeneHU BeaHAra Aa ¢hoOLABAT 3a MOABA HA MYCKYJTHH
Oonku, xpamMnu Wi cnaboct, ocobeHO B CAydauTe, KOraTo TOBA € MNPHAPYXKEHO C
Hepa3noJoKeEHHE UK NOBHLICHHE HA TEMMNEPATYpaTa.

- TpadBa na ce wicneapat HuBata Ha KK, ako ce nosBAT TakWBa CUMNTOMH IO BpeMe Ha
TépanusATa ¢ aTropeacTaTtuH. Heobxoanmo € npekpartaBaHe Ha TEpalMATa, aKO C€ YCTAHOBH, ue
T€3H HUBA €A 3IHAYUTEJTHO NOBHUIEHH (> 5 NbTH HAX HOpMAaTa).

- Tpabsa na ce oOMUCNIHU NPEKPaTABAHE HA JICUCHUETO, AKO MYCKYJHUTE CUMITTOMH Ca TEXKH 1
NPeNU3BUMKBAT NOCTOAHEH JUCKOMQOPT, Oopu U B ciyuauTe, korato KK ca nosuinesHn ao <5
TLbTU HAL HOpMATa.

- Ako cumntomute otwiymaT M HMBata Ha KK ce HOpmanu3upar, MOXke Ja ce oOMMCIH
MOBTOPHO BKJIIOYUBAHE HA ATOPBACTATHH WM 3aMOYyBaHe Ha TEpanus C anTepHaTUBEH CTATHH
MpH U3MON3BAHE Ha HAW-HUCKATA 1034 U CTPUKTHO MOHUTOPHPAHE.

- 1lpveMBT Ha aTOpPBAcCTATHH TPAOBA Aa ObAe NPEeYCTAHOBEH, aKO € HAJTMLUE KIIMHUYHO 3HAYHMO
nosMuieHdHe Ha HuBata Ha KK (>10 nmbTH Hag Hopmara) MM ako C€ JMarHoctauMpa MM
noao3upa pabaoMuonusa,

Eonogpemenen npuem ¢ Opyau 1eKapcmeenHy npooyvKmiu
PUCKBT OT pabaoMHOAH3a ce NOBHUILABA NMPH €IHOBPEMEHEH MPHEM HAa aTOPBACTaTHH C OMNpEAe/ieHH
NeKapcTBEHH NMPORYKTH, KOMTO MOTaT Ja (TOBMLUAT [1J1a3MeHaTa KOHUSHTpaLMA Ha aTOPBAaCTATHH, KaTo
MOLIHUTE HHXUOHTOPH Ha CYP3A4 unv TPaHCNOPTHUTE NPOTEMHH (HAMNp. UMKIOCMOPHH,
TENUTPOMULIMH, KIApPUTPOMHUIIMH, JAEIABUPIWH, CTUPUMNEHTON, KETOKOHA30J, BOPMKOHA30,
HTpaKOHa30J1, Mo3akoHa3on Hiu HIV-nporeasHu HHXHOUTOPH, BIIIOHHUTENHO PUTOHABHP, JOMHHABUP,
ara’aHaBHp, HHAHPABUP, JapyHABUD U Ap.). PUCKBT OT MHONATHA MOXeE CBLIO Aa Obae NMOBHUUICH NpU
€JHOBPEMEHHOTO MPUIOKEHUE ¢ remdudOpo3un U apyrn Gubpatn, GoUenpPeBHp, E€PHTPOMUEHAL
HUWaUMH, €3¢eTUMMO, TenanpeBdp UAM KOMOMHALMA OT TUIIPAHABUP/PUTOHABHP. AKO &
BMECTO TE3M JieKapcTBa TpaOBa na ¢ce OOMUCTAT anTEPHATHBHH (HEB3aUMOAEHCTBRAIIL




Muoro pagxo ce c¢boOiiaBa 3a HMYHOMeJAMHpaHa HeKpoTH3upaina muomnatksa (Immune-mediated
necrotizing myopathy, IMNM) no speMe wnM chnea neueHHe CbC CTATMHH, BKIIOUHTETHO C
atoppactatuH. IMNM xnuHH4YHO Ce xapakTepuiupa Cb¢ CNadOCT HA NMPOKCUMATHHUTE MYCKYJIH W
MOBMLIEHHN HHBA HA KPEAaTMHKMWHA3a, KOETO NPOABL/IKABA BBMNPEKM MPEKPATABAHE HAa NIEUEHHETO ChC
CTaTHHH.

B ciydyau, Korato € HeoOX0ANMO €HOBPEMCHHOTO MPMJIOKEHUE HA TE3M JIEKApPCTBA ¢ ATOPBACTATHH,
noasara U PUCKBT OT CBLIOBTCTBALLOTO JeueHue TpAdBa Aa ObaaT obmucneHU BHUMarenHo. Korato
NALUMEHTUTE NOJIy4aBaT JIEKAPCTBA, NOBHIUABALUY [UTA3MEHATA KOHLUEHTPALIMA HA ATOPBACTATHH, Ce
NPenopbYRa MO-HWCKA MAKCUMAJIHA 1034 HA aTOPBacTaTUH. B ciiy4auTe ¢ €IHOBPEMEHHO NMPHUITAraHe ¢
MOILLUHH HHXUOUTOpH HA CYP3 A4 Tpadea na ce 00CHAM NO-HUCKA HAYAIHA J032& HA aTOPBACTATHH ¥ CE
NpenopbuBa CLOTBETHO KIIMHHYHO MOHHUTOPHPARE Ha T€3HW NALUMCHTH (BXK. TouKa 4.5).

EnHOBpEMEHHOTO NMpHiarale Ha aToOpBacTaTHH U PYyCHANHOBA KMCENHHA He ce mpenopsyBa. ETo 3auio
MO0 BpEeME Ha Tepanua ¢ gycuAWHOBA KUCEInHA TpAOBa Ra C€ OOMUC/IM BPEMEHHO MNMPEeKpaTABAHE Ha
npUeMa Ha aTOPBAaCTATHH (BXK. TOUKa 4.5).

PUCKBLT OT MHONaTUA W/ WK pabaoMHONKH3a MOXE Ja C& MOBHIIM NPH CLABLTCTBALLIO NMPUTMKEHHE Ha
HMG-CoA penyktazHi UHXMOUTOPU (HAMp. aTopBacTaTUH) U HanTOMULMH (BX. Touka 4.5). Tpabsa na
ce OOMHUCIH BPEMEHHO CNUpaHe Ha ATOPBHH NPH NMaUUEHTH, [pPHEMALH JANTOMHMLUH, OCBEH aKo
MON3UTE OT CHITBTCTBALUOTO MPHIOKEHUE HE MPEBHLUABAT PHCKA. AKO CbBMECTHOTO NPWIOXKEHHE HE
MOXe Ja ce uzberue, nuBara Ha KK TpabBa na ce uaMepsar 2-3 mbTH CEAMUYHO U NALMEHTUTE TpaOBa
na ce HabnoaaBaT BHUMATETHO 34 BCAKAKBYA NMPU3HALM WM CUMIITOMH, KOATO DMXa MOTIIM Ja ca U3ABa
Ha MUOMNATU.

[lenuaTpruHa nonyaalus
Bce omue HAma aaHHKM 3@ 0€30MaCcHOCTTA H& NCKAPCTBEHMS MPOAYKT MO OTHOLLUEHHWE HAa pacTexa U
Pa3BUTHETO NPH Ta3H nomynaiuda (Bx. Touka 4.8).

HuTtepctuumania 6enoapobHa donect

M3onnpaHH ciydyan #Ha uHTEepcTHUWanHa Oenogpodna Oonect ca NoKnaaBaHW NPH HAKOHW CTAaTHHM,
0ocoOeHO MpH NPOALIKUTE/IHA Tepanus (Bxk. Touka 4.8). CUMNTOMUTE MOraT Ja BK/IKOYBAT IUCIHEA,
HENPOAYKTHBHA KalUMMUA WM BAOWABAHE HA LAIOCTHOTO 3JPABOCIOBHO CbCTOAHHE HA OpraHu3Ma
(ymopa, 3ary0a Ha Terjo U Tpecka). AKO C€ YCTAaHOBHM, Y€ MNAaLMEHT € pa3BWil HHTEPCTULIHATTHA
OenoapoHa bonect, TepanuaTa ChC CTaTHHU TpAGBa 1a OBbae npeKkpaTeHa.

3axapeH Auader
Hsakon zaHHM NOKa3BaT, Y€ CTATHMHHTE KaTO KAac IeKapCcTBa NOBHIIZBAT HUBATA Ha MIK0KO03a B KPLBTA

H, MPH HAKOM MAUMEHTH C BHCOX PHUCK OT Objeur auaber, MoraT Aa NpeIW3BHKAT HMBO Ha
XUMIEPraHKEMHUA, [PH KOETO € TNOAXOASUIO MPWUIAraHeTo Ha CTaHAapTHO JieyeHHe Mnpu auadber.
Bbopeku ToBa MOHWXKABAHETO HA CHAOBMS PUCK OT CTATUHWTE NPEBUILABA M0 3HAYCHHE pUCKA OT
nnaber u Toil He TpAdBa na Obac NpUuUMHA 33 NMPEKPATABAHE HA TepanuATa ChC CTaTMHHU. PUCKOBHTE
nauMeHTH (rmoko3a Ha rnagHo 5,6 10 6,9 mmol/l, BMI>30 kg/m?, nosHuieuy Tpuravuepuny,
XUNEPTOHUA ) TPAOBRA Aa Ce NpocneasBaT KIMHHYHO U OHOXHMHYHO CBIJIaCHO MECTHMTE PBKOBOJACTRA.

[ToMOUIHH BELIECTRA
ATOpBMH cCbiAbpka naxkro3a. [lauMeHTH ¢ peakW HACNEACTBEHM MNpodNEMHM Karo ranakTo3Ha

HEMOHOCUMOCT, J1aKTa3eH aeuuuT Ha Lapp Win MoKo30-ranakto3Ha Manabcopbumns He TpsOBa Ha
npueMaT TOBa NE€KapCTBO.

4.5. BaauMonaelicTBHE ¢ APYIH JIEKAPCTBEHH MPOAYKTH H ApYrH GopMH Ha BiaHMoAelicTBHe




MpU1araHe Ha NEKapCTBEHH NPOAYKTH, KOHTO ¢a UHXHUOHTOpPU Ha CYP3A4 WnM Ha TPaAHCNOPTHHUTE
NPOTeUHU MOKE Aa A0BeAE A0 MOBMILABAHE HA [UIA3MEHUTE KOHLEHTPAUMM HAa aTOpPBACTATHH M
NOBUIUEH PUCK OT MHONATHA. PUCKLT MOXKE Ja ¢ MOBHUIUM CblUO MPH eIHOBPEMEHHO MNpUnaraHe Ha
aTOPBACTATHH C APYrHU NEKAPCTBEHHU MPOAYKTH, TIPUTEXKABALM NOTEHUMAN Ja MHAYLMpPAT MMOMATHA
karo pudpartu n ezeTUMUD (BK. TOUuka 4.4).

Huxuburopn Ha CYP3A4
Hma naHHU, 4¢ MOUIHHTE HHXHOHTOPH HA CYP3A4 BOOAT A0 3HAYMTENIHO MOBHILEHH KOHLIEHTPALUH
Ha aropBacTaTMH (BW>X Tabnuua ! M noapoOHarta uHGoOpMauusas no-aony). EaHoBpeMeHHOTO

npunaraHe Ha wmowHW HMHXHOuWTopun Ha CYP3A4 (Hanp. UMKIOCNOPHH, TEJHMTPOMMILIKH,
KNApUTPOMULINH, N€aBUPMH, CTHPUIICHTO, KETOKOHA30/1, BOPMKOHA30/1, MTPAKOHA30J1, [03aKOHA30/]
n HIV-nporeasHu HHXUOUTOPH, BKNIOUMTEIHO PHTOHABUpP, JIONMHHABMUP, aTA3aHABUD, WHIWHABHD,
AapyHaBHp H Ap.) MO Bb3MOXHOCT TpaOsa na ce u3baArea. B caydau, koraro HE MOXe ga ce n3berHe
€AHOBPEMEHHOTO NpUIaraHe Ha T€3H NEKAPCTBEHH NPOAYKTHU ¢ aTOPBACTATHH, TPSOBA 1a ¢ OOMUCHAT
NO-HUCKH HAyaliHa U MAaKCUMAJIHA 1034 HA aTOPBAaCcTATHH, H €€ NPENOpBYBA MOIXOAALLO KNKHUYHO
npocnengasade Ha nauueHTa (8x. rabnuua 1).

YMmepennte nuxubutopn Ha CYP3A4 (Hanp. epuTPOMULIMH, AHJITHA3EM, BepanaMuil M ¢payKoHa3on)
MOTAT [la MOBMILAT NNA3MEHUTE KOHLEHTPALMK HAa atopBacTtaTHH (BX. Tabnuua |). Habnionasan e
MOBKHLIEH PHCK OT MHONATHA NpH ynorpeda Ha epUTPOMHUMH B KOMOHHauMs cbc crarmHd. He ca
MPOBEKAAHU MPOYYBAHHUS HA B3aUMOACHCTBHATA, KOMTO Oa OUCHAT edeKTHUTE HA aMHOJAPOH WIH
BEpanamn BbpXY aTopBacTaTuH. U3BECTHO €, Y€ aMHOJapOH M BepanaMHJl HHXHOHpPAT aKTHBHOCTTA
Ha CYP3A4 v enHOBpeMESHHOTO MNpWIAraHe C ATOPBACTaTHH MOXKE Ja J0Bele [0 [MOBHILEHA
€KCMO3ULMA HA aTOPBACTATUH. ETO 321110 NMpy eAHOBpEMEHHA ynoTpeba ¢ yMepeHH MHXHONTOPpH Ha

CYP3A4 1psbBa Aa ce¢ oOCbAM MO-HUCKA MakCHMalHA 1033 HAa aTOpBacTaTHH W [1a C€ NPOBEJE
NOAXOAAILC KIMHUYHO NpocneisBaHe Ha nauueHTa. KnuHuyHo npocneasaBaHe ce NpenopbuBa KAKTO
NPH 3an04BaHe Ha TEPANUATA, TAKA U NPH NOCIEABAILA MPOMAHA Ha 103HPOBKATA HA HHXHOHUTOpA.

HMuaykropu Ha CYP3A4

ENHOBpPEMEHHOTO rpunaraHe Ha aTopBacTaTHH ¢ HHAYKTOpH Ha uutoxpom P 450 3A4 (manp.
edaBupenl, pudamMnuH, XKbAT KAHTAPHMOH) MOXKE a2 JAOBEAE /[0 NPOMEHIHWBO TOHHXEHHE Ha
M1asMEHHTE KOHUEHTpAlLMK HA aropsactarvH. [lopaan ABOWHMA MEXaHW3IbM HA B3aWMOJAECHCTBHE HA
pudamnud (MHAYKUNA HA LUTOXpOM P-450 3A4 v nHxHOHpaHe Ha TpaHCIOpTEPA HA XE€NATOLMTHOTO
3axBauiaHe OATP1B1) ce npenopbysa €e1HOBPEMEHHO NPWIArase Ha aTopBacTaTHH C pHdaMnuH, Thi
KaTo MO-KbCHOTO MPUNOKEHUE HAa ATOPBACTaTHH CE MPHEM Ha pudaMuH c€ CBbP3BA ChC 3HAYNMO

HAMAABAHE Ha MNMNA3IMECHHTS KOHUCHTpalHKH Ha aTOpBACTaTHH. BansHuero Ha pucl)amnuﬂ BbpPXY
KOHLUCHTPALUHHTC HA ATOPBACTATHH B XCINIATOUMTHTE € HCHU3BECTHO H, aKO €EAHOBPEMECHHOTO IIpHUNaraHe
HE MOMKC Ja C€ H36EFHE, NauHEHTHTE Tpﬂﬁﬂﬂ da CC [MpocacaaBaT BHHMATC/IHO 34 OLCHKa HA

TepaneBTHYHUTE CPEKTH.

UHxHOUTOPH HA TPAHCNIOPTHUTE NPOTEHHH

MHXUOUMTOPUTE HA TPAHCMIOPTHUTE NMPOTEHHH (HANP. LMKIOCTIOPHH) MOXeE Ja MOBHMILIAT CUCTEMHATA
HANMYHOCT Ha atopBacratuH (BX. Tabnuua 1). EQekTbT oT MHXNOMpaHETO Ha TpaHCOOpTEpHUTE Ha
X€NaTOLUTHOTO 3aXBallaHe BbpPXY KOHLIEHTPALMATA HA aTOPBACTATHH B XEIATOLUTHTE € HEW3BECTEH.
AKO €IHOBPEMEHHOTO MpWlaraHe HEMOKe fa ce U3berue, ce npenopsLuBa NOHWXaBaHe Ha J03aTa M
KNTWHU4YHO HabnwaeHue Ha edexTuTe (BX. Tabnuua 1).

[emdpubpo3un/Oudpatu

CamocroarenHata ynorpeba Ha ¢(uOpaTh ce CBbp3Ba MOHAKOTA C MHOMATHA, BKIKYHTENHO
pabaoMuonusa. PUCKBET OT TakuMBa CbCTOSHMS MOKE Ja C€ MOBHLIH NPH €IHOBPEMEHHOTO
npunoxeHne Ha GudpaTh ¥ aTopBacTaTUH. AKO €AHOBPEMEHHOTO NIPUNAraHe He MOXE N2 ce Y0erns

MOHHMTOPHPA BHUMATEIHO (BXK. TO4Ka 4.4.).




EzeTuMHub

CaMOCTOSTENHOTO MPHJIOKEHHE HA €3eTHUMHO Ce CBbpP3Ba C MHOMATHA, BKIHOYHTENHO pabJIoMHONHK3A.
3aToBa PUCKBT OT TAKUBA CLCTOAHHNA MOXe Ja Ob¢ NOBUIIEH NMPU ¢AHOBPEMEHHOTO MPUIOKEHUE Ha
e3eTUMHO ¥ atopsacTaTiH. [IpenopbuBa C& BHUMATENHO KIHHHYHO MOHHTOPUPAHE HA TE3H NAlMEHTH.

Konectunon

[InasMeHUTe KOHUEHTpALMH HAa aTopBACTATHH H AKTHBHUTE MY MeTabONHTH ca OUNY NO-HUCKH
(npubaunsuTenHo ¢ 25%) Korato KoOJIECTHROA € MPWIAraH €JIHOBPEMEHHO C aTopBacTaTHH. EQeKkTuT
COpAMO JIUNUAHKUTE HMBa obaue e Oun no-u3paseH, Korato ATOPBHH M KOJECTUION Ca fPUIAraHH
€AHOBPEMEHHO, OTKOJIKOTO MPH CAMOCTOATENHO NPUIOKEHHE HA IBETE JIEKAPCTBEHN CPEACTRA.

DycUaMHOBA KUCETMHA
He ca npoBexaaHH MpPOyUBaHUA HA B3aUMOACHCTBMATA HA ATOPBACTaTHH ¢ GyCcUAMHOBA KUCENTHHA.

KakTo ¢ ocTaHanuTe CTaTHHM, MHONATUA, BKIIOUMTENHO padAOMHONM3a, ca CbOOLIABaHH IpH
MOCTMAPKETHHIOBaTa ynoTpeda npH €AHOBPEMEHHO MpHIaraHe Ha aTtopBacTaTHH U ¢yCHIOHOBA
KHUcenuHa. MexaHu3MbT Ha TOBA B3aUMOAEHCTBUE HE € U3BecTeH. [lalueHTuTe Tpadra BHUMATENRHO 12
CE MOHUTOPHpPAT H MOXeE Na DBbAC YMECTHO BPEMEHHO NPEYCTAHOBABAHE TPHEMA HA ATOPBACTATHH.

KonxXHLUH

BounpekH, ue He ¢a NMpoBEXAaHW NPOYYBAHHA 33 B3aUMOAESHCTBUATA HA aTOPBACTATHH ¢ KOJNXMLMH,
ChOOIL@BaHH C€a CTy4an Ha MHOMATHA, KOraTo aTOPBACTATHH € NPUIaraH €AHOBPEMEHHO ¢ KONXHUMH.
Heobx0auMO € NOBULIEHO BHUMAHHE MPH NPEANHCBAHETO HAa aTOPBACTATHH C KOJIXHKLIMH.

Hantomuuun: CbrobluaBalu ca ciyyad Ha MUOTIATHA W/HUITH pabaoMHOIH3a [TPH CbBMECTHO
npunoxeHne Ha HMG-CoA peaykrazHu HHXHOUTOPH (Hanp. aTOPBaCTaTHH) U RANTOMHKLMH, AKO
CLBMECTHOTO MPUJIOXKEHHE He MOXKE Aa OBAE H3DErHaro, ce npenopeusa MOAXOAALIO KIHHAYHO
HabnloaeHue (BXK. Touka 4.4).

E@Eﬁm HQ amopeacmdamund avpxy E@HHHPMEHHH RPpUAASQGHU JCKQPCMBER U npﬂayxmu

JIUrokcuH
[Ipy MHOFOKpPaTHO MPHIOKEHUE HA AUIMOKCHH €AHOBpPEMEHHO ¢ 10 mg aTopBacTaTUH CTALIMOHAPHHUTE

KOHLEHTPAllMH HA OHIOKCHH C€ MOBUUIABAT feko. [lalMeHTH, KOUTO NMpUeMaT OWIrOKCHH, TpAOBa Aa
§'baaT BHUMATETHO NIPOCICAABAHN.

[lepopanHu KOHTpALIEMTHBN
EnHOBpEeMEHHOTO NpUJlaraHeé Ha aTopBACTATHH ¢ [EPOpaANeH KOHTPAUENTHB BOJH 140 MOBHLIESHA
Mnia3MeHa KOHHEHTPALWS Ha HOPETUHIAPOH U ETHHUNIECTPAINOIN.

Bapgapun

B KIMHWMYHO nNpoydBaHE NpPH NAUMEHTH, MPHUEMALLM TNPORBL/DKHMTENHA Tepanua ¢ BapdapuH,
€AHOBPEMEHHOTO npwnaraHe Ha 80 mg aropBacTaTMH [OHEBHO ¢ BapdapHH NPHYHHABA JEKO
NoHWXKEHUE OT 1,7 cekyHau Ha NpPoTpoMOHHOBOTO BpeME B NLPBUTE 4 AHM HA EYECHHETO W BPbIUAHE
KBM HOpMaTa A0 |5-TUs AeH OT JICYEHHUETO ¢ aTOPBACTATHH. BBNpeky ue MHOTO pARKO ¢a ChOOIIaRaHH
KIMHUYHO 3HAYMUMH B3aUMOAEHCTBHA ¢ AHTUKOArynaHTH, NpoTpoMOHHOBOTO BpeMe TpabGBa na Obae
onpeneneHo TNpead 3ano4yBaHé HA AaTOPBACTATHH NPH MauMeHTH, NoJyvyaBalld KYMapHHOBH
AHTHKOATy/IaHTH M JOCTATHYHO YE€CTO B HAYANOTO HA TEpPANWATA, 3a Ja C€ NOACUTYPH, Y€ HE BhIHUKBA
3HaYyuMa MpoMAHa B NMPOoTpOMOHHOBOTO BpeMe. Korato ce JOKyMeHTHpa cTabWIHO MOTPOMOMHOBO
BpeMe, TO MOXe 1a ObA€ MOHHUTOPMPAHO HA HHTECPBATM, KOUTO OOMKHOBEHO Ce MPEenopbLYBaT TpH
MaLKWEHTH Ha KYMapHHOBH aHTUKOarynaHTu. Jlo3ara Ha aTOpPBAaCTaTHH HE CE CBbP3Ba C KbPBEHE WIH C
NPOMEeHH B MpOTPOMOHHOBOTO BpeEME MPHU NMALUEHTH, KOUTO HE NPUEMAT AHTHKOAryaHTH.

[leanaTpuyHa nonyaaums
[IpoyuBaHHs BbPXY NEKAPCTBEHUTE B3aHUMOACSHCTBHA Ca W3BBLPIUEHH €AMHCTBEHO
CreneHra Ha B3aWMOACHCTBME B NEAMATPUYHATA MMOMNynalUMsAs HE € U3BeCTHA. T4




NnpeABHI rOpecrioMeHaTUTe B3aUMOIEHCTBUA NPH Bb3PACTHH U NMPECAYNPEKIAEHUATA B TOUKa 4.4 npu
NpWiokKeHHe B NeMaTpuyHaTa nomynauus.

Tabnoyua 1: EdekTH  Ha €AHOBPEMEHHO NpPWIAarah  JIEKapCTBEHW  MPOAYKTH  BBPXY

(hapMaKOKMHETHKATA HA AaTOPBACTATHH

EnHoBpeMEHHO ATOpBacTaTHH

npunarad JexkapcrBeH | Jloza (mg) [Mpomsina KiunHuuna npenopbka”

NPOAYKT M PEXHM Ha AUC#*

AO3HUpaHe

Tunpanaeup 500 mg | 40 mg ot aen |, 1 9.4 nbTH Koraro €AHOBPEMEHHOTO

nBa nbTy | 10 mg or aen 20 [IPUJIAraHe ¢ aTropBacTaTHH €

nHesHo/PutoHasup 200 HeOOX0AHMO, HE  MpEeBMIU

mg JABa MbTH JIHEBHO, 8§ apaiiTe 10 mg aropBacTaATHH

nHu (ot gen 14 n0 21) aHesHo. [IpenoppuBa ce

Tenanpesup 750 mgHa | 20 mg enHokparHa | T 7,9 nbTH KNHHHYHO MpOC/ieASBaHE Ha

8 yaca 3a 10 anu 1033 T€3H MaUHEHTH.

Lluknocnopus 5,2 | 10 mg seaHwx AaHeBHO | T 8,7 NbTH

mg/kg/neH, MocTosHHa | 3a 28 AHM

A03a

Jlonuuasup 400 mg | 20 mg BeaHbk AHEBHO | T 3,9 nbTH Koraro €HOBPEMEHHOTO

ABa NbTH  AHEBHO/ | 3a 4 NHK npunaraHe ¢ aTopBacTATHH €

Putonasup 100 mg asa HeoOX0A¥UMO, ce npenopbYBart

MbTH JHEBHO, 14 nHN NO-HUCKH MOAABPXKAILU [03HM

Knapurpomuuyn 500 | 80 mg BeaHbk AHeBHO | T 4,4 nbTU Ha artopBacTtaTvH. [Ipu no3u

mg ABa NbTH AHEBHO, 9 | 3a 8 AHK Ha aTOpBacTaTUH

IHH HaaBuwaBamy 20 mg, ce
Npenopb4Ba KITHHHYHO
NpocieAsBaHe Ha MALHEHTHTE.

Caksuuapup 400 mg | 40 mg Beanbx aAHEBHO | T 3,9 mbTH Koraro EAHOBPEMEHHOTO

N1Ba ITbTH  AHEBHO/ | 3a 4 AHW npularaHe ¢ aTopBacTATHH €

PuronaBup (300 mg HEOOX0ANMO, CE MpPEenoOpPbLYBAT

ABa MBTH IOHEBHO OT NO-HUCKWA NOAABPXKAUWIM A03H

AHU S5-7, NOBHILUEH A0 Ha aropBacTaTHH. [IpH no03H4

400 mg 4Ba 0OBTU Ha aTOPBACTATHH

JHEBHO Ha Ac¢H §8), IHH Hanpywaeaw 40 mg, ce

4-18, 30 min cnen nNpenopLYyBa KIHHHYHO

103aTa Ha [pocieAABaHEe HA NALMEHTHTE

aTOPBACTATHH

Hapynasup 300 mg apa | 10 mg Beanwx aHeBHo | T 3,3 NbTH

NbTH AHEBHO/ | 3a 4 NHU

Putonasup 100 mg aea

MbTH AHEBHO, 9 OHHK

Hrpakonaszon 200 mg | 40 mg enHokpatHa | T 3,3 nbTH

BEJHDBXK AHEBHO, 4 A1HU | 103a

Dozamnpedapup 700 | 10 mg seanbx aHeBHO | T 2,5 MBTH

mg AaBa MMbTH OHEBHO/ | 3a 4 AHH

PuronaBup 100 mg nBa

MbTH AHEBHO, |4 nHu

dozamnpeHasup 1400 | 10 mg BeaHbK aAueBHO | T 2,3 MbTH

mg ABa [bTH AHEBHO, | 3a 4 IHMH

14 nHu

Hendunaesup 1250 mg | 10 mg Beagubx aHesHo | T L,7 nbTH Hsama cneyy

JBa NBLTH AHEBHO, 14

34 28 OHH




AdHH

Cok or rpeiingpyt, | 40 mg, enHokpatHa | T37% He ce npenopb4na
240 ml BEOHbXK | 1034 CAHOBPEMEHHMA TMpPUEM Ha
AHEBHO™ FOJIEMU KOJIMYECTBA COK OT
rpernpyT H ATOPBaCTaTHH
Hnnthaszem 240 | 40 mg, endokparBa [ T51% Cnen 3ar04YBaHETO Ha
mgBENHBbX AHEBHO, 28 | Ho3a TepanuaTa MU cnea NpoMaHa
OHU Ha I03MPOBKATA Ha
AWATHA3EM, CE€ TMpenopbyBa
KIHHUMHO MpOCNeJABaHE Ha
NalMEeHTHTE.
Epurpomuud 500 mg | 10 mg, eaHokpatHa | T 33% [lpenopbuBa Cc€¢  HO-HUCKA
YeTUpu NbTH AHEBHO, 7 | Do3a MaKCHMAaJTHa [03a ¥ KIIMHHUYHO
I HH NpoCeAaBaHE HA MALIMEHTHUTE.
AmnogunddH 10 mg, | 80 mg, exnHokpatHa | T 18% HsaMa cneavansy npenopbxu
eHOKpaTHA 0034 1033

Humernand 300 mg
YeTHPH MbTHU AHEBHO, 2
CCAMMLIN

10 mg BedHbX AHEBHO
33 2 CeAMMULH

| no-Manko ot
1%

Hama cieunanyu NpenopbKy

AHTHALIMIHA 10 mg BeAHBK AHEBHO | | 35% HsaMa crneuranny npenopuLku

CYCIEH3HA OT | 3a 4 ceaMnuy

MarHe3nesn H

aTyMHWHHEB

xuapokcua, 30 ml

YETHPH NMbTH AHEBHO, 2

CeAMMLIU

Edasupeny 600 mg | 10 mg 3a 3 nuu 141% Hsima cnenyaiHu nopenopbKy

BeAHBX AHeBHO, |4

OHM

Pupamnue 600 mg |40 mg ennokpatHa | T 30% AKO €1HOBPEMEHHUAT [pHEM

BeAHDBX AHEBHO, 7 OHY | Ro3a He MOXe Na ce HuiberHe, ce

(npuemMuTe ca  no npenopbL4YBa KJIHHUYHO

pPa3zIniHO BpPEME) NpoCAeRABaHe Ha NaLKHEHTHTE.

Pugpamnun 600 mg |40 mg enHokpatHa | | 80%

BeAHB)X NHEBHO, 5 OHU | no3a

(mpuemMuTe ca  no

pa3an4yHO BPEME)

empubpozun 600 mg | 40 mg eaHokpatHa | T 35% [lpenopvuyBa ce  1O-HHUCKaA

nIBa 0OBLTH JAHEBHO, 7 | no3a Ha4YanHa 10334 W KIHHUYHO

NHY MpocaeAsBaHe HA MALMCHTUTE

deHopubpar 160 mg | 40 mg enHokpatHa | T 3% [IpenopbuBa <C€  NO-HHCKA

BEAHLX AHEBHO, 7 IHK | 1033 HavYalHa 00334 W KIHHWYHO
npociaeisBaHe Ha NalHeHTHTE

Bouenpesnp 800 mg |40 mg enHokpaTtHa | T 2,3 NbTH [IperopsyBpa c¢e  MO-HUCKA

TP [bTH AOHEBHO, 7 | no3a HayalHA [03@ Y KIMHUYHO

AHH

IpocieasBaHe Ha TE3H
MAlUEeHTH. [Tpu
€IHOBPEMEHHOTO NPUIOKEHHE
¢ fouenpeBydp, AHEBHATA 034
aTOpBacTaTHH He TpsaGBa na
rnpesuinasa 20 mg




npoMsHa). CtoHocTuTe, naneHu kKaro % npomsaHa, NPeACTaBAT % pasdKa N0 OTHOUIEHHME Ha
CAMOCTOATENHO MPUITOKEH aTopBacTaTHH (T.€ 0% = HAMa NPOMAHA).

“ B, Toux# 4.4 U 4.5 33 KNIHHUYHATA 3HAYUMOCT

*CbabpKa elHa WIH NoBe4e ChCTaBKku, KOUTO HHXUOKpaT CYP3A4 v Morat a MOBHILIAT IUIA3MEHHTE
KOHLUEHTpalHy Ha JIEeKapCTBeHH NMPOAYKTH, Kouto ce Metabonusupar oT CYP3A4. [lpuemsT Ha eana
yaa 240 ml cok or rpefindpyt cbino soad go nouwxasane Ha AUC ot 20,4% 3a akTMBHHA
oproxuapokcu merabonur. ['onemu konuuyectBa Cok oT rpeindpyt (Haa 1,2 | auesHo 3a 5 NIHH)
nosuwaea AUC Ha artopBactatvH 2,5 mbTt U AUC Ha akTUBHUTE CbCTAaBKM (aTOpBAcTaTHH H

MeTabOIUTH).

» CyMapHa aTOPBaCTATHH €KBUBATEHTHE AKTUBHOCT
[TOBUILEHHETO € 03HAYEHO KaTO ,, 1%, NOHHKEHHETO KATO ,, |

Ta6nuua 2: EdexkT Ha aTopBacTaTHH BbPXY (APMAKOKMHETUKATA HA €JAHOBPEMEHHO TMPUIOKEHH

JEKAPCTBCHH MNPOAYKTH

ATOpBacTaTHH v | EXHOBpEMEHHO NPHITOKEH NEKAPCTBEH MPOAYKT
CXEMa Ha NO3MpaHe Jlekapcteen  npoaykt/Jio3a | [pomana 8 AUC* KiInHHYHH

(mg) NPENOPbKH
80 mg  BeaHbx | JlurokcuH 0,25 mg Beaubx | T 15% [TauMeHTH npuemanin
AHEeBHO 32 10 1HK NHeBHO, 20 AHH AHTOKCHH TpaOBa JOa

ObOAT  BHUMATEIHO
npocyieAfABaHH
40 mg  Beadwvx | [lepopanin KoHTpauenTwBd | T 28% Hsama CreLHaiHu
AHEBHO 3a 22 IHH BEAHDBX OIHEBHO, 2 Meceua T 19% NPEenopPhKM
- Hoperunapou | mg
- Erununectpamnon 35
HE

80 mg BeaHbX | *denazoH, 600 mg | T 3% Hama CrIelHanHy
AHEBHO 3a 15 AHU €AHOKpaTHa 103a NpenopbLKU
10 mg eaHokparHa | Tunpanasup 3500 mg nBa | Hama npomsHa Hama CAELHATHH
A03a mbTH AHEBHO/PuToHaBup 200 npenopbKu

Mg ABA [TbTU NHEBHO, 7 RHH
10 mg  Beanbx | ®ozamnpedasup 1400 mg | | 27% Hsama criellHajlHA
AHEBHO 3a 4 NHH JIBa THTH AHEBHO, 14 AHH NpenopbKU
10 mg  Beanbx | ®ozanpenasnp 700 mg aBa | Hama npomsiHa Hsama CTICUUATIHU
JHEBHO 3a 4 THU nbTH AHeBHO/PuToHasup 100 NpenopbKy

Mg ABa MbTH JHEBHO, 14 JHH

% CTOHHOCTHTE AadeHH KaTo % MpoMsAHa NPEeAcCTaBAT % pa3ivka no OTHOLIEHHWE HA CAaMOCTOATENHO
NpunoXkeH atopeacTtatuH (T.€. 0% = HAMa npomaHa)

*EAHOBPEMEHHOTO NPWIAraHe Ha MHOTOKPATHU 103 aTOpBAacTaTHH U (PEHA30H [OKA3BAT MA/TbK WIH
HEeNONMOBKUM e(eKT BLPXY KJIMPBHCA Ha (PEHA3O0H.

[ToBuilieHHETO € 03HAYEHO KaTo ,,T*, MOHWXKEHUETO KaTo ,,]".

4.6. PepTHARTET, OPpeMEHHOCT H KbpPMEHE
XKenu ¢ JeTepoieH NOTEHLHA

XKennute ¢ aerepoaeH moteHuMan TpAOBa Aa M3INOA3BAT e€PEKTHBHA KOHTpAUCNUMA IO BpEeME Ha
neuyeHueTo (BXK. ToUka 4.3).

bpeMeHHOCT




UHTpayTepuHHa ekcno3uuks Ha HMG-CoA-penykrazHu MHxubutopu. TlpoyusaHuaTa npu XKMBOTHH
MOKAa3BaT PENPOAYKTHBHA TOKCHYHOCT (BX. To4Ka 5.3).

JleueHnero Ha Majikata ¢ aTOpPBAacTATHH MOXE Aa NOHWXKH (QETAIHHTE HMBA HAa MEBAIIOHAT, KOHTO €
PEKYPCop Ha XoNecTeponoBaTa OMOCHHTE3a. ATEPOCK/IEpPO3aTa € XPOHHUEH IpOoLEC U OOMKHOBEHO
NPEKpaTABAHETO HA NHMUAOMOHMKABAIIMA JIEKAPCTBEH NPOAYKT MO BpeMe Ha OpemeHHOCT OH
TpaOBano Ra MMa Manbk egeXT MO OTHOLIEHHE HA IBJATOCPOYHMA PHCK, CBbp3aH C NbpBHYHATA
XUITEPXOIECTEPOIIEMHUA,

[To Te3n npuunHH ATOPBHH He TpaOBa Aa ce Mpuiara npH *eHU, KOUTO ca OpEMEHHH, OMHTBAT CE J1a
3a0peMEHEAT WK MOJO3Npar, 4e ca OpeMeHHK. JleyeHHeTo ¢ ATOpBHH TpAOBa Aa Ce€ NpeyCTAHOBH 3a
nepHoaa Ha OpEMEHHOCTTa HJIM JOKATO ¢ YCTAHOBH JIMICA Ha OpeMeHHOCT (BXK. To4ka 4.3).

KbpmeHe

He e U3BECTHO A NEKAPCTBEHOTO CPEACTBO U META0OIMTHTE MY C€ €EKCKPETHpAT B KhpMarTa.

[Ipy nabxoBe MNA3MEHUTE KOHUEHTPALMW Ha aTOpPBACTATHH W HErOBUTE AKTHBHM METaDOJIMTH ca
ONU3KH B0 Te3U B KbpMaTa (8. Touka 5.3). [lopaau Bp3MOXHOCTTA 3a CEPHO3HH HEXKENAHH PEAKLIHM,
KEHWUTE MpHEeMALLd ATOpBUK, TPAOBa Aa NMpeyCTAHOBAT KbpPMEHETO (BX. TOYKa 4.3). ATOpBAaCTaTHH €
MPOTHBOTIOKA3aH MO BPEME Ha KbpMEHe. (BK. TouKa 4.3).

QepTUIHTET
[IpoyuBaHMATA NPH KMBOTHW HE MOKA3BAT BIHAHHE HA AaTOPBACTATHH BbPXY MDBKKHA M IKEHCKUS
depTrnrTeT (BXK. TOUka 3.3).

4.7. EdexTu BLpXy cnocobHocTTa 32 m1opHpane H paboTa ¢ MALIHHH

ATOpPBHH HE TIOBNHMABA WM NOBNHABA TpeHebpexxuMo cnocobHocTTa 3a wodmpaHe W paboTa ¢
MAiUHHH.

4.8. HexenaHH JieKapcTBeHH peaKilHH

Cnopea 6azata AaHHM OT maauebo KOHTPONMpPaHM NPOYYBAHUA C aropBacTatHH ot 16 066 (8 755,
npueMalld atopBacTaTHh W 7311, npuemauiud nnauebo) nauMeHTH, JEKYBaHW B NPOARDKEHHE Ha
cpeaHo 53 ceaMuum, 5,2% OT nauMEeHTMTE HAa aTOpBAaCTATUH Ca MPEKpPaTWIH JNEe4CHHETO Nopanu
HEKENaHK JIEKAPCTBEHH PEaKLIUK, B cpaBHeHue ¢ 4% OT nauueHTHTe Ha nnauedo.

B13 ocHOBa Ha JaHHUTE OT KJIWHWYHM NPOYUBAHHA W ODIIMPHHA NOCTMAPKETHHIOB OIUAT NO-A0JY €
MpeACTABEH NPOPHNBLT HA HEXENAHUTE NMEKAPCTBEHW PEAKLLUHM HA aTOPBACTaTHH.

HU3zyncneHnTe 4ECTOTH HA HEKENAHWTE JIEKAPCTBEHM peaklliy ca rpynupaHd CbrilacHO cieaHarta
KOHBeHLHMA: vecTH (> 1/100 mo < 1/10); nedectu (= 1/1 000 no < 1/100); peakn (= 1/10 000 no
< 1/1 000); mHoro peaxu (< 1/10 000); ¢ HenspecTHA YecTOTA (OT HANMYHHUTE JAHHH HE MOXe Aa 6bae
HanpaBeHa OLCHKA).

Hngpexyuu u usgpecmayuu
Hecmu. HA30(APUHIHT

Hapywienun Ha xpvema u aum@pnama cucmema
Peoxu: tpoMbOLMTONEHHS

Hapywenus na umynnama cucmema
Hecmu: anepruyHy peakuuu
Muozo pedxu: aHadprnakcus




Hapywenua na memaboauima u xpaneremo
Yecmu: XHIEPriieKUMUA

Heuecmu: XHNOIrNMHKEMHUA, NOBUHILIABAHC HA TCI10TO, aHOPCKCHA

Hcwxuunu napyuernus
Heuecmu: Kolumapu, 6e3¢hHuUe

Hapyuwenus na nepsnama cucmema

Yecrmnu: rnagodonue,
Hevwecmu. 3aMafBaHE, NApeCTE3nA, XUNOECTE3NA, BHCrey3Us, aMHE3H
Peoxu: nepugepHa HeBponaTus

Hapvwernusi na ouume
Hevecmu: 3aMBITIEHO 3PEHHE

Peoxu: 3PUTENHH HapYILUECHUSA

Hapyvwenwi va yxomo u rabupurima
Hevecmu: THHUTYC
Mnuozo peoxu: 3aryda Ha cnyxa

Pecnupamoptu, 2pvoru u MeQuUacmuHaIHu
Yecmu: (¢apuHronapuHreanya 60aka, EnNUCTaAKCUC

CmoMauno-4peaHu HapYEeHUA
Yecmu: 3aneK, (hnaTyACHLUNA, AHCAEICHA, Ta/IEHE, AHapus
Hevecmu: NoBPBLUIAHE, 00NIKa B rOpHaTa M J0JHATA YacT Ha KOopeMa, OpHrBaHe, MaHKPECaTUT

Xenamobuwruapru HAPYIEHUus

Hevecmu: XEnaTUT

Peoru: XoJjecrasa

Muozo peoxu: 4epHOAPOOHA HENOCTATBLYHOCT

Hapywenua na xoxcama u nodkoicHama msvKaH

Hevecmu: YPTUKAPUA, KOWKEH OOPUB, NPYPUTYC, anoneuns. Cbpoex

Peoxu: AHCHOHEBPOTHYEH OTOK, Oyno3eH AEPMAaTHUT, BKIKYHUTENHO €pUTEMa MYITHROpME,
CHHAPOM Ha Stevens-Johnson M TOKCHYHA e€NUACPMATIHA HEKPOJIMN3A), JTUXCHOMIHA
NEKapCTBEHA PeaKuud

Hapvwenus na Myckynro-ckenemnama CUCmemMa u CbeOUHUMEIRAMQ MuKax

Hecmu: MHANrUA, apTpanrdd, 6onka B KpaHHUUKTE, MYCKYJIHK CNa3MH, TOAYBAHE HA CTABHTE,
bosika B repda

Hevwecmu: OONKU BbB BpaTa, MYCKYJHa cnaboct

Peodxu: MUOMaTHA, MHO3UT, pabaomMuonunsa, TEHIAMHOMNATHHA, [IOHAKOra YCMOXKHEHH C
Pa3KbCBAHE

C Heuzgecmua yecmoma: HMYHOMEIWHWPDAdHA HCKPOTH3HPaAlld MUONATHA

Hapywenuwi na sv3npousgooumerHama cucmema u 2xpoama
Muozo pedrxu: TMHEKOMacCTUA

Obuju Hapyuienus 4 epexmu Ha MACMOMO HA NPUIONCEHUE
Hevecmu: HEPa3MoONOKEeHHe, acTeHuA, Oonka B 00nacTra Ha rpeaHMA Koul, NEpUdEepeH OTOK,
yMOpa, BUCOKA TeMIeparypa




H3creosanus

HYecmu. NOBHULIEHA CTOWHOCT HA UYEPHOAPOOHUTE (YHKUMOHAIHW TOKAa3aTeaM, [OBMilleHA
CEpYMHA KPECATHHKHHA3A.
Hevecmu: JIEBKOLUMUTH B YPUHATA

Cv0o6u HapyuieHus:
Pedru: BaCKY/IUT

Kakto # npu apyrute HMG-CoA-peaykrtasHd HHXMOUTOPH, MpU MAUMEHTH, JNEKYBaHH C
aTOPBACTAaTHH, ¢ CHOOWaBaHo 3a MOBHILUCHU CEPYMHM TpaHCaMHHa3H. Te3d npoMeHH 0OMKHOBEHO ca
Ouny ek M NPEexoaHW M He ca Hanaranud RpeycTaHOBABaHE Ha TepanuaATa. KIIMHWYHO 3HaYMMM
(noseye OT 3 NMBLTH HAA ropHATa MPAHMLIA HA HOPMATA) NOBULLEHHWA HAa CEPYMHHTE TPaHCaMHHA3W Ca
ycTaHOBeHH nNpu 0,8% or OonHWTE HAa NeueHWe ¢ aropBactaTvH. Te3d noBHUIEHUA ca OWIM
10303aBUCHMH U OOpaTUMHK NPH BCUYKH MALMEHTH,

[TosuineHn HMBa Ha cepymHaTa kpeatdHkuHasa (KK) 3 nbTy Haa ropHara rpaHuua Ha HopMarta ca
ycTaHOBEHH npH 2,5% oT OONHUTE HA NEYEeHUE ¢ aropBacTaTvH, nogobHo Ha Apyrure HMG-CoA-
PEAYKTa3HH HHXUOWUTOPH B KNIMHUYHM npoyuBanus. Huea, 10 nbT# N0o-BHCOKM OT ropHaTa rpaHHLA Ha
HOopMaTa, € UMano u npu 0,4% oT IeKyBaHUTE C aTOPBACTATHH NALMEHTH (BXK. TOYka 4.4).

[leauarprMyHa nonynauus
Knunrunara 6asa pandHd 3a 6e30MacHOCT BKJIKOMBA JaHHMW 33 OeszonacHOCT npu 249 nalMeHTH B

AeTCKa Bb3pacT, KOHTO ¢a NOJIY4aBaJli aTopBacTATHH, OT KOWTO 7 nauMeHTH ca Ounu noa 6-roauiuHa
Bb3pacT, 14 nayueHTH Ha Bb3pacT MexAay 6 U 9 roavuun, u 228 nauueHTh ca 6unu Mexay 10 u 17
roMHH.

Hapywernun ng nepenama cucmema
Yecmu. riasobonue

CmoMauiHo-u4pesHU HapYuieH s

Yecmu: abnoMuHanHa 6onka

Hacneosanus

Yecmu: NOBUIIABAHE Ha  alaHMHaAMUMHOTpaHcdepa3aTa, IMOBHIIABAHE Ha CcepyMHarta
KpeaTWHKHHA3a.

Bb3 0CHOBA HA HATWYHHTE JAaHHW CE OYaKBAa HECTOTaTa, BUABT H TEXECTTA HAd HEXKCIIAHHTC pPCaKUHH
npH Acld aa OBLJAaT ChUKTE KaTo NPH Bb3paCTHH. [ToHacTOSRLUEM HAMA IOJAM OIMUT NO OTHOUIEHHUE Ha
de3onacHoOCTTAa B ABJINOCPOYCH IJIdH MPH NEAUATPHYHATA MONYyNaLH1.

[Tpy NpUsIOIKEHHETO HA HAKOU CTATHHH Ca CLOOLIABAHU CICIHUTE HEXeNaHH cbOuTHA:

¢ HapyuieHa cekcyanHa QyHKHUA,

o Jlenpecus;

o OrtienHn cnyyan Ha HWHTepcTHumnanda OenogpobHa 6Honect, ocobeHO ApU ABJATOCpPOUHA
Tepanus (BxK. TOyka 4.4);

e 3axapeH auadber. YecTtoTara e 3aBUCH OT HATHUYHMETO WU OTCHCTBUETO Ha PUCKOBH axTopH
(rmoko3a Ha rnaaHo > 5,6 mmol/l, BMI > 30 kg/m?, nosuiueny Tpuriguepuay, aHaMHe3a 3a
XMNEPTOHHUA).

CrobuiaBaHe Ha NOA03UPAHH HEXENAHH peaKLHu

CbobLaBaHETO Ha NOAO3UPAHHM HEXeTaHH peakLiMd cnejl paspeluasaHe 3a ynorpeba Ha nexkapcTseH
APOAYKT € BaKHO. ToBa Mo3Bo/ABA Ja NPOABIKH HabNIOAEHHUETO HA CHOTHOLUEHHETO TOFSE/ Dk
neKkapcTBeHUs TpoAYKT. HexenaHwTe peakuud MoOke jaa Ownpar cboblleHM T3
HManbnuuTenHa areHuus no nexapcreara (MAJID:




BBJITAPUSL, Codua 1303, ya. Hamsau ['pyes 8
Ten. +359 2 8903555

en. nowma: bdai@bda.bg

yebcalhiT: www.bda.bg

4.9. Ilpeno3upane

CneuuduyHO Ne4YEeHHEe NMPH npeaoiupale Ha ATOpPBHUH HAMa. [IpH npeno3npaHe nauveHTHT TpAOGBa 1a
ObAe JieKyBaH CHMIITOMAaTHYHO W 1a CE NPeRNpHEMAT NOAAbPKAIIH MEPKH cnopel HeoOX0AHMOCTTA.
TpabBa na ce HanpaBsT 4CPHOAPOOHU QYHKHHUOHANHM TECTOBE M Ja ¢€ MOHMTOPHUPAT HUBATA Ha
cepymHaTa KK. [Topaau BucokaTa cTeneH Ha CBbpP3BaHE Ha aTOPBACTATHH C MNA3MEHHTE MPOTEUHM HE
CE& OYaKBa XEMOJHaNU3aTa J1a YCKOPH 3HAYUTENHO KNUPBHCA Ha aTOPBACTATHH,

5. GAPMAKOJIOTrMYHHU CBOMCTBA

5.1, dapMaKkoIHHaAMHYHH cBOHCTBA

dapmakoTepanesTHyHa rpyna: Jlekapcresa, peryaupawu naunuaute, HMG-CoA-peaykrazHu
nHxubuTopy, ATC xoa: CI0AAODS

ATOpBAcTaTUH € CeNIeKTUBEH, koMNeTUTHBEH HMG-CoA-peaykraseH HHXHOMTOP, CKOPOCTONpPENeSILL
€H3MM, OTTOBOPEH 3a NMPEBPBLLIAHETO Ha 3-XHAPOKCH-3-METHN-TNYTApUNKOEH3UM A A0 MEBaNOHAT,
MPEKYPCOP HA CTEPOJINTE, BKIOUYHTENIHO HA XONecTepona. TpUrIHLEPUAMTE U XONECTEPONBLT B YEPHHS
Apod ce BKIIOYBAT B ChCTABA HA JTUMOMNPOTEHMHH ¢ MHOro Hucka nabTHOCT (VLDL) u ce otaensaT B
J1a3MaTa 3a npeHacsHe A0 nepudepHuTe ThkaHU. Jlunonporeunute ¢ Hucka masTHOCT (LDL) ce
oOpasysat or VLDL u ce katabonu3npar npean BCHYKO 4pe3 peuenTopH ¢ BHCOK adpuHuTeT KbM LDL
(LDL peuentop).

ATOpPBAaCTATHH MOHWUXKABRA [JIA3MEHHUTE HUBA HA XOJNECTEPOa U JIUMONPOTEUHUTE Upe3 HHXUBUpaHe Ha
HMG-CoA-peaykraszata ¥ nocieapailata OUOCHHTE3a Ha XONECTEPOa B 4E€pHUA Apod v yBenu4yaBa
Opoa Ha yepHoApoOHHUTE peuenTopH 3a LDL BbpXy KI€TbYHATA MOBLPXHOCT 3a YCUIEHO YCBOSIBAHE M
katabonusbm Ha LDL.

ATopBacTtaTHH Hamansea oOpaszysaHeTo Ha LDL 4 Opos Ha LDL-yactuuwTe. ATOpBacTaTHH
MPUYMHABA 3HAYUTENHO M ABLJTOTPANHO MOBHILABAHE HA AKTHBHOCTTA Ha peuentopute 3a LDL,
NpUOPYXEHO ¢ OnaronpuAtrHa npPpOMAHA B Ka4yecTBOTO Ha uupkyrupawuate LDL-wactuum.
ATtopBacTtaTuH € edHkaceH 3a noHuwxaBaHe Ha [.DL-xonecrepona npyv naluMEHTH C XOMO3WIOTHA
(paMuiHa XUepxonecTeponeMus — rpyna 00nHH, KOUTO OOHKHOBEHO He C€ BNMAAT OT MOHMKABAIUH
JINMKUANTE NEeKapCTBa.

YCTaHOBEHO €, Y€ aTopBacTaTUH NoHuxkapa obwus xonecrepon (30-46%), LDL-xonecrepona (41-
61%), anonunonporenH B (34-50%) w Tpurnuuepuaurte (14-33%), karo CbLIEBPEMEHHO BOAHW IO
BapuabunHv noBuweHus Ha HDL-C n anonunonporedH A, B 103a-3aBUCUMO HApoyuBaHe. Te3u
pe3YNTaTH CE€ MOTBBPXKAABAT NPH NAUMCHTH ¢ XCTEPO3MIOTHA (aMWIHA XHIOECPXONECTEPOJIEMHUS,
HEPaAMUNHA XHUIIEPXOACCTEPONIEMHA M CMECEHA XHMEpAHNHAEMHA, BKIUUTENHO NaUuHeHTH <
HCUHCYNMHO3ABUCHM 3axaper auaber.

HokazaHo e, 4e€ NOHWXKEHWETO Ha obuma xonecrepon, LDL-xonecrepona ¥ anonunonpoTenH B
HaMa/1ABa pUcKa OT ChPAEYHO-CHAOBH UHLIMAEHTH H CbPAEHHO-ChI0BA CMBPTHOCT.

XOMO3UIrOTHA QEM WlHa XHUNCPDXONCCTCPOJNEMHUA




yCTAHOBEHA XOMO3MroTHa amunua xunepxonaectepoiemusa. Ilpy te3n 89 nauueHtH, CpeaHOTO
noHwxenue Ha LDL-xonecrepona e npubnuszurento 20%. AtopeacraruH € npuiarad B 103 1o 80

mg/NeH.

ATEpoCKIepo3a

B knunanuHoTo npoyusaHe REVERSAL (Reversing Atherosclerosis with Aggressive Lipid- Lowering
Study — PeBepcus Ha arepockiiepo3ata 4pe3 arpeCHBHO JMNHUAHO TMOHMXaBaHe) e(PeKTLT Ha
WHTEH3WBHO MNOHMIXKABAHE Ha IHNMAMTE C aropBacTatiH 80 mg 4 CTaHAaApTHO MOHWXABAaHE Ha
aunuaute ¢ npasacratTiH 40 mg nNpW KOpOHApHA ATEPOCK/IEPO3a € OLEHEeH upe3 BbTPECHAOBO
yaTpa3sykoBo uicneasaHe (IVUS) mo speMme Ha aHruorpadua Npu NauMeHTH ¢ HCXeMuuHa OonecT Ha
cvpueto (MbC). B Tosa pannomMuznpaHo, ABOHHO-CRANO, MYATHLEHTPOBO, KOHTPOJIUPAHO KIHHHYHO
npoyuBaHe, IVUS ¢ HanpaBeHO B Hauano0To Ha Mpoy4BaHeTo M Ha |18-ua mecen npu 502 naumeHTtu. B
rpynara Ha aTopBacTaTHH (n=253) HAMa NPOrpecHs Ha aTepOCKNEpO3aTa.

Meauanara Ha npoueHTa Ha NpoMsHa B 00U Ma 00eM HA aTEpPOCKICPOTUYHATA TU1aKa OT HAYANOTO Ha
NPOY4BaHETO (ITbPBUYEH KPUTEPHH Ha npoyuyBaHeTo) € -0,4% (p=0,98) B rpynara Ha aTopsacatvH H
+2.7% (p=0,001) B rpynara Ha npaBactatuH (n=249). B cpaBHeHHe C MpaBacTaTuH, €(pCKTHTE HA
aTOPBAaCTaTMH C¢a cTaTHcTHYeckH 3HauuMH (p=0,02). EdexkTsT Ha MHTEH3MBHOTO JMIHIHO
MOHW)KABaHE BbPXY CbPAEYHO-CHAOBATA KpakHa TOYkKa (Hanp. HEOOXOAUMOCT OT peBacKyJiapH3allus,
HedaTaleH MUOKapAeH MHDAPKT, KOpoHapHa CMBPT) HE € U3C/EBaH B TOBA fIPOYUBAHE.

B rpynara Ha atopsacatud LDL-xonecteponsT ce € NoOHUXKHA A0 cpeaHara ¢roidnoct ot 2,04 mmol/L
+0,8 (78,9 mg/dL +30) cnpsamo m3axopHara cronHocT oT 3,98 mmol/L +£0,7 (150 mg/dL +28), a B
rpynara Ha npasactat¥d LDL-xonecreponst ce € noHuxun A0 cpeiHata CToHHoCT ot 2,85 mmol/L
+0,7 (110 mg/dL +26) cnpsmo wu3xoanata croiiHocT ot 3,98 mmol/l. +0,7 (150 mg/dL +26)
(p<0,0001). ATopBacTaTMH CBUIO TaKa 3HAYMUTENHO € HAMATWI CpeAHHTE CTOHHOCTH Ha o0 usA
xonecrepon ¢ 34,1% (npaBacratud: -18,4%, p<0,0001), cpeanuTe HHWBA HAa Tpuraduepuaure ¢ 20%
(npaBactatuH: -6,8%, p<0,0009) u cpeanua anonunonporenH B ¢ 39,1% (npaeacratun -22.0%,
p<0,0001). AropsacratyH e nosvwun cpeauna HDL-C xonectepon ¢ 2,9% (nmpaBactatiH +5,6%,
p=NS). Wma cpeaHo HamaneHnue ot 36,4% Ha C-peakTUBHUA MPOTEHH B rpyrnara Ha aTOpBAaCTATHH B
CpaBHEHHUE C HaManeHue ot 5,2% B rpynarta Ha npaBactatuH (p<0,0001).

PesynraTure OT NpoyYBAHETO Ca MOJy4eHH NpH ao3uposka oT 80 mg. CneaoBarenHo, T¢ He MOTaT Aa
CE€ EKCILI0ATHPAT BLPXY NO~-HUCKUTE JO3IUPOBKH.

[Ipodunure Ha He30MacHOCT M MOHOCHMMOCT B ABETE IEKYBAHW Py ca OWAM CPaBHHMH.

EdekTbT OT MHTEH3WBHOTO MOHW)KABAHE HA JIMIMIWUTE BbpPXY OCHOBHHUTE ChPAEHYHO-CHAOBH KpalHu
LIend HE € U3caenBaH B TOBa poyuBaHe. ETO 3all0 KTHHKHUYHATA 3HAYUMOCT Ha TE3H ,,BbO0pakaeMHu™
pe3yNTaTk NO OTHOLWEHHE HA ITbPBUYHATA M BTOPHYHATA NPOPHNIAKTHKA HA CbpPIEYHO-ChHAOBH
CbOUTHA HE € U3BECTHa.

OcCTbp KOPOHAPEH CHHIAPOM
B npoyuBaHeTo MIRACL ce oueHssa aropsactatuH 80 mg npe 3086 nauxeHTH (aTopBacTaTHH
n=1538; mnauebo n=1548) c ocTbp KopoHapeH cuHApoM (non-Q muHOKapaeH HMHGAPKT WM
HECTAOMNIHA AaHIWHA NeKTopuc). JledeHdero € 3anoyHaro no BpeMe Ha ocTpa (aza cien
XOCITUTATU3NPAHE H € APOIb/INKUIO 3a neproa oT 16 ceamuuu. Jlewenuero ¢ aropsactaTiH 80 mg
JHEBHO YBE/NWYaBa BPEMETO A0 M0ABa HA KOMOKMHMPAHATA NbPBHYHA KpaHHa TOYKA, ONMpEleeHa KaTo
CMBPT, HE3ABUCUMO OT NMpUUYKUHATA, HEedaTaneH MUOKAPAEH UHQAPKT, PECYCLIMTHPAH ChpAEUEH apecT
WIK aHIMHA NEKTOPUC ¢ JAHHU 32 MUCXEMHA Ha MMOKApAa, Hanarawma XOoCnuTanu3aldsa, Moxka3Baiky
peaykuus Ha pucka ¢ 16% (p=0,048). Tosa e npeauMMHo BChreacTBHEe Ha 26% peaykuus Ha
peXOCMUTANN3ALMATA 32 AHMMHA NEKTOPUC ¢ DAHHM 3a ucxeMus Ha muoxapaa (p=0,018). Jpyrure
BTOPHYHH KPaMHH LIENM HE JOCTHraT CTATHCTUUECKA 3HAYUMMOCT CaMH no cebe cu (obuo: s
22,2 %, aTopBactaTHH: 22,4 %).




[TpodmnsT Ha O€30nacHOCT Ha aTopBacTaTHH B npoyyBaHeTo MIRACL chOTBeTCTBA HA OMHCAHMAT B
TouKa 4.8.

[IpodunakTka Ha ChpAEYHO-ChAOBO 3ab0IBaHE

EdekTsT Ha aTopBacTaTUH BbLPXY (haTanHa M HedaTaTHA MCXEMHUYHA OONECT HA CHPLETO € OLEHEH B
pPaHOIOMHM3HpPaHO, ABOWHO-CAANO, TUTALEeOO-KOHTPONUPAHO [pOYy4YBaHe, AHIIO-CKaHAHHABCKO
NpoyYyBaHe 3a CHLPAEUYHO-CBIOB M3XOH — KJNOH ¢ nMoHWxaBaHe Ha nunuavte (Anglo-Scandinavian
Cardial Outcomes Trial Lipid Lowering Arm (ASCOT-LLA)). [lauveHTuTe ca ¢ xunepronus, 40-79-
rooMuiHy, 0€3 nNpeaxoneH MHoKapaeH WHQAPKT HNH JIEYEHHE 3a CTEHOKApAMA M ¢ HHBA HAa o0l
xonecrepon (OX) <6,5mmol/l (251 mg/dl). Bcuuku nauments ca wMand  Haif-mManko 3
NpeaABapUTENHO INePUHHUPAHH CBPACHHO-CHAOBH PHCKOBM (AKTOPH: MEBXKKH MO, Bb3pacT = 55
roAuHY, nywede, auaber, aHamuesza 33 UBC npu poactaeHuk ot nbpea auHus, OX:HDL-C> 6,
nepudepHo cbaoBo 3abongasaHe, NEBOKAMEPHA XUNEPTPOQHUA, MPEeaX0JeH MO3IbUHO-ChAOB HHIHACHT,
cneunpnyna EKI' aHomannsg, nportenHypus/anOyMuHypua. He BCHUKM BKIIOMEHHW NAaUHEHTH ca
[MPEUEHEHHU KaTo NMNAaUMEHTH ¢ BUCOK PUCK 3a MbPBH CLPASYHO-CbIOB HHUHAEHT.

[TauneHTHTE ca JIEKYBAHHW ¢ AHTUXUNCPTEH3UBHA Tepanus (WIiK CXeMa, OCHOBaBallla Cc€ Ha aMIOJMITHH,
WM CXEMa, OCHOBABallla C¢ Ha areHonon), B KOMOMHauus WnM ¢ aropsactatiH |0 mg naHEBHO
(n=35,168) nnu mauedo (n=5,137).

EdekTbT Ha HamanaBaHe Ha abCONIOTHHA M OTHOCUTETHUA PUCK NPH ynotpeba Ha aTOpBacTaTHH € O1n
KaKTO CIelBa.

HuuuaeHt OTHOCHTENHO bpos na AGcosoTHO CroliHocT Ha p

HAMAJCHHE H3 | HHUHACHTHTE HaMajleHHe HAa

pucka (%) (aTopsacTaTHH | pucka' (%)

CcNpsiMo nuaanedo)

Paranda HBC nnroc | 36% 100 cnpamo 154 1,1% 0,0005
HedaTated MU
O6wo cupaeuHo-cha0BH | 20% 389 cnpsimo 483 | 1,9% 0,0008
HHUHIOEHTH H
PEBACKY/JIApH3ALHOKHH
NpoLeaypH
06 KOPOHApHH | 29% 178 cnpamo 247 1,4% 0,0006
WHUMAEHTH

'Bb3 OCHOBa Ha pa3znvkara B ofiara 4ecroTa Ha MHUWIEHTHTE, HabMIONaBaHM MPH CPEAHO
npocneassase oT 3,3 rodHHH.
NUbC — ucxemununa donect Ha cvpuero; MU — muokaprern nHgapkrT.

O0l1ara CMBPTHOCT H CbPAEYHO-CBHAOBATA CMBPTHOCT HE ca OMIM 3HauyuMo HamaneHu (185 cripsimo
212 uHimpenTa, p=0,17 u 74 cnpamo 82, p=0,51). B anannza Ha noarpynara no non (81% muxe, 19%
KEHU) OnaronpHATeH ePexT Ha aTopBacTaTHH € Oun HabnwoaaBaH NpH MBKETE, HO HE MOXE Ja ce
YCTaHOBH MNpPH KEHWUTE, BEPOATHO MOpagyd HUCKAaTa YECTOTA HAa MHUMACHTH B KCHCKaTa MOATrpyna.
Obuiara ¥ ChPAEUYHO-CHAOBATA CMBPTHOCT € YHMCIEHO MNo-BUCOKA nipH xeHute (38 crpsamo 30 u 17
cnpaMo 12), HO ToBa HE ¢ OWNO CTAaTHCTHYECKH 3HAUYMMO. UMano € 3HauYuTenHo TepaneBTHYHO
B3aUMOOEHCTBHE OT CTpaHa Ha OCHOBHATA AHTHXUNEPTEH3WBHA TepanuA. ITbpBMUHATA KpaliHA TOYKA

(paranna UBC mmoc Hedaranen MH) e 3HauuMoO peayuupaHa OT aTOPBAcTaTHH MPH NAaLHEHTH,
nekysanu ¢ amytoaunuH (HR 0,47 (0,32-0,69), p=0,00008), HO HEe U npu Te3N, NEKYBAHM C AaTCHONON
(HR 0,83 (0,59-1,17), p=0,287).

EdexkTsT Ha aTtopBacraTUH BbpXY ¢aTtanHo ¥ HedaTalHO ChpPIACYHO-CHAOBO 3a00NABaHE € ChILO
OLEHEH B PaHAOMH3INPAHO, ABOWHO-CIANO, MYJNTHLEHTPOBO, MIauebO-KOHTPONUPAHO MpOYyUBaHE,




BcHukH nalMeHTH ca HMaIM noxe | oT CISAHUTE PUCKOBHY (QAKTOPU: XHNEPTOHHA, HACTOALLO TYLLIEHE,
PETHHONATHA, MUKPOATOYMUHYPHS WITH MaKpoaiOyMHUHYpUA.

[Mauventute ca nexkysanu ¢ aroppactatiH 10 mg aueBHo (n=1,428) vwnu mnauedo (n=1,410) npu
MeaHaHa Ha NpocaeasBaHe oT 3,9 roanHM.

EdekTsT Ha HaManaBaHe Ha aOCOMIOTHNA U OTHOCUTCIIHUA PUCK ¢ AaTOPBACTATHH € OWJI KAKTO Clie/Ba:

MHUHAEHT OTHOCHTENHO bpon Ha AGCoNIOTHO Croiitocr na p
HAMAJIEHHE HA | HHUHAEHTHTE HAMAJNECHHE HA
prucka (%) (aTopBacTatuH | pucka' (%)
crnpAMo naauedo)
["onemu cupacuUHO- | 37% 83 cnpamo 127 3,2% 0,0010
CbA0BH MHLMACHTH

(patanen U HedarTaneH
OMH, Tnx MH, BHe3anHa
MUBC cmbpT, Hecrabunna
CTEHOKApIUA, CABG,
PTCA, pepackynn3awLus,

HUHCYNT)

MH (patanex H| 42% 38 cnpamo 64 1,9% 0,0070
Hepataned OMMH, Tux

MU)

Uuncyntu (dartannu u | 48% 21 cnpamo 39 1,3% 0,0163
HedaTanHu)

'Bb3 ocHOBa Ha pa3zivkara B o0llaTa uecToTa Ha HWHUMAECHTHTE, HaOJI0NaBaHW [MpH CPeAHO
npocieassaHe ot 3,9 roavHm.

OMWU-ocrbp MHokapaeH uHbapkt,; CABG — kopoHapeH aprepuaneH Oaiinmac; UbC — ncxemuuyna
6onect Ha ¢wpuero; MU-muokapaen uHdapkT; PTCA — nepkyTtaHHa TpaHCIyMHHAlIHA KOpOHapHa
AHTUOILTACTHKA.

HaMa goka3aTtencrao 3a pa3idka B eeKTa OT JICYEHHETO CTIOpEA MNOJia, BL3PacTTa MWIM M3XOAHOTO
HuBo Ha LDL-xonecrepona Ha mauveHTa. bnaronpuaTHa TeHAeHUMA € HabnioaaBaHa Mo OTHOWIEHUE
HA HMBOTO Ha CMBPTHOCT (82 CMBPTHHM ciayyau npya njauedo rpynara cnpsmo 61 B rpymara Ha
atopeacratyH, p=0,0592).

PeuunBypall HHCYJT
B npoyusaHeTto [IpenoTsparsiBaHe Ha HHCYT Ype3 arpeCHBHO HaMalldBaHe HAa HHUBATa HA XONeCTepona

(Stroke Prevention by Aggressive reduction in Cholesterol Levels (SPARCL)) e oueHeH eexTbT Ha
aropsactatiH 80 mg AHEBHO WM nnauebo Mo OTHOWIEHHWE NOABATA HA HHCYNT NpH 4731 mauueHTH ¢
WHCYNT WIHM NpexoaHa ucxeMuuHa ataka (TIA) B paMkuTe Ha npeaxoakure 6 mecelia W be3 aHamHesa
3a UBC. INauuenture ca 60% muxe, 21-92 roandn (cpeaHa Bb3pacT 63 roAMHW) X U3XOQHO HUBO Ha
LDL cpeauno 133 mg/dl (3,4 mmol/l). Cpeasxara croiiHoct Ha LDL-C ¢ 6una 73 mg/di (1,9 mmol/l) no
BpEME Ha nedeHHeTo ¢ atopsactatdd U 129 mg/dl (3,3 mmol/l) no Bpeme Ha nevenuero ¢ nnauebdo.
Menunanarta Ha npociaenasade ¢ 4,9 ronuHu.

ATtopsacTatid 80 mg e HaManW pucka OT MbPBHYHATA KpaHHa TOYKA paTaneH H HedaTtaleH HHCYAT C
15% (HR 0,85; 95% Cl, 0,72-1,00, P=0,05 nnn 0,84; 95% CI, 0,71-0,99; p=0,03 cnen anantupane Ha
WIXOAHHUTE XAPaKTEPHCTHKK) B cpaBHeHue ¢ nmanuebo. Odwara cmbpTHOCT € 9,1% (216/2365) npu
aTopBacTaTHH cnpamo 8,9% (211/2366) npu nnauedo.

B post-hoc ananu3 atopsactaTuH 80 mg e HaMaJMAY YeCTOTaTa Ha MCXEMUYEH MHCYNT (218/2365,
9,2% cnpamo 274/2366, 11,6%, p=0,01) ¥ e noBUIIKA YECTOTATA HA XEMOparH4YeH WHCYNT
2,3% cnpamo 33/2366, 1,4%, p=0,02) 8 cpaBHeHuKe ¢ nnaueodo.




e PUCKDBT OT XeMOparWyYeH HHCYJIT € MOBHLIEH NpPH MALKEHTUTE, KOMTO €A ¢ NpeallecTBalll
X€MOpariiyeH WHCYJT MPH BKAKOYBAHC B NMpoyuBaHero (7/45 npu aTOpBacTaTUH cOpsMo 2/48
npy nanuebo; HR 4,06; CI 0,84-19,57) n pUCKBT OT HCXEMHUYEH UHCYJT € CXOAEH B JBETE
rpynu (3/45 npn aropeacTaruH cnpamo 2/48 npu nnaunedo; HR 1,64; 95% Cl, 0,27-9,82)

® PUCKBT OT XeMoparWyeH HWHCYNT € MOBMIIEH NPH NAUMEHTH, KOWUTO €a ¢ NpeallecTBall
nakyHapeH WH$apkT npd srawuBaHe B npoy4dsaHero (20/708 npu aTtopBacTaTHH COPAMO
4/701 npu mnauedo; HR 4,99; 95% CI, 1,71-14,6), HO pUCKBT OT HCXEMHUYEH WHCYJIT [IPH TE3HU
MaLHeHTH cblle e Hamanan (79/708 npu aropsacratud capamo 102/701 npu mnauebo; HR
0,76; 95% CI, 0,57-1,02). Bb3MOXKHO € KPaMHUAT PUCK OT HMHCYIT [a € MOBHWIUEH MpPU
MaLKEHTHTE C NMPEXOo/ieH NaKkyHapeH HH(APKT, KOUTO NMony4yasar aropBacraTii 80 mg Ha neH.

Obwata cMbprHOCT € 15,6% (7/45) npu neuenHue ¢ aropsacraTuH cnpsimo 10,4% (5/48) npw
npunaraHe Ha nnauebo B NOArpynara NALMEHTH ¢ MNPEeAXOOeH XeMoparu4er vHcyat. OOluara
cMbpTHOCT € 10,9% (77/708) npu aropBacratuHd cnpsimo 9,1% (64/701) npu nnauedbo B noarpynara
MALMEHTH € MPEAXOAEH IaKyHapeH HH(apPKT.

[leguaTpuuHa NONyNALKMS

Xemepo3uzomua GamMuing XunepxoaecmepoieMus npu neduampuyHu nayuesmu Ha evipacm 6 - 17
200UHY

[IpoeaeHo € 8-CEAMHYHO OTBOPEHO [pOYyuYBaHe 3a OlLEHKAa Ha (apMaKOKHHETHKATA,
dapmakoauHaMMKaTa, O€30MACHOCTTA U NOHOCUMOCTTA Ha aTOPBACTATUH NPHU ACLA U MOAPACTBAILH C
FeHETHYHO JOKA3aHd XeTepOo3uroTHa gamMiiHa XxunepxonecreponeMus H 6asosu croiHocty Ha LDL-
C>4 mmol/l. Ilpoy4saHero oGxBaina 39 geua M nmoapacTealld Ha Bb3pacT OT 6 mo 17 roauHu.
Koxopra A Bknwusa |5 aeua, Ha Bb3pacT 6 — 12 roaudn B nbpBy craauit no Tanner. Koxopra b
BKJII0YBA 24 aeua Ha Bb3pact 10 — 17 roannu 8 craauii no Tanner >2,

HauanHata no3a aTopBacTaTHH B KOXOopTa A € 5 mg AHeBHO noA dopMara Ha TadneTka 3a IBBYCHE H
10 mg nHeBHO noa gopmMara Ha punMupaHa tabnerka B koxopta b. JlaaeHa € Bb3MOXKHOCT HayanHaTa
1032 1a c€ YABOH, aKO HE € AoCTHrHara ¢rouHocT 3a LDL-C <3,35 mmol/l Ha yeTBbpTA Cenmuiia u
aKO aTOPBAaCTATHH CE NOHacA nobpe.

Cpeanute croiinoctd 3a LDL-C, TC, VLDL-C, u Apo B ca naManenu npe3 BTopaTa ceAMMULA (pK
BCUYKH nNauneHTH. [lpy nauuedTs, Ha kouTo ao3ara € Ouna yapoeHa, ¢ Ouno HabmojnaBaHo
AOMBIHATENHO HAMaleHHE Ha CTOMHOCTHTE HA BTOpaTa CeAMMLA MPH NBPBOTO U3MEPBAHE Chell
noBMilaBaHe Ha jo3ara. CpeaHUAT MPOUSHT HA [MOHMXKABaAHE HA CTOWHOCTUTE HAa JMUIHAHHTE
napaMeTpH € Oun CxoleH 33 ABeTe KOXOpTH Oe3 3HAa4YEHHE AaNM MalHeHTHTE ca OWNH OCTaBEHH Ha

TAXHATa MbpPBOHAYAIHA JO3UPOBKA WIH T4 € Ouna yasoeHa. Ha 8-Ma ceamuua ¢cpeHo MPOLEHTHT Ha
npomaHa oT 0azoBuTe cToiHocTH HAa LDL-C v TC e oun npubnuiznrento cbvoTBeTHO 40% 1 30% Han

obcera Ha Bb3OeHCTBHE.

Xemepo3uzomua QaMwing Xunepxorecmepotemusl npyu neQuampuysy nayuenmu Ha evspacm 10 — 17
2OOUHU
[lpy aBoHHO-cnaAno, nnauedo KOHTPONHpPAHO TMPOY4YUBAHE MOC/ASABAHO OT OTBOpeHa ¢a3a Ha
npoy4ysaHero, 187 Momyera ¥ MOMHUETA ClieAl NbpBaTa MEHCTpYaUus, Ha Bb3pacT Mexay 10 u 17
roguHu (cpeaHa sbapact 14,1 roguHH) ¢ Xerepo3urotHa gaMunHa xunepxonecrepoinemus (FH) nnu
TEKKA XUIEPXONECTEPONCMHUA ¢ca OWUNM PAaHAOMM3MPAHU Ha JedyeHre ¢ aTtopBacraTMH (n=140) uan
nnauefo (n=47) B NpOABLIKECHNE HA 26 ceaAMULM, CACA KOETO BCHYKH [PHEMallkW aTOpPBacTaTHH B
npoab/KEHHE Ha olle 26 ceamuuu. J[o3vpoBKaTA HA aTOPBACTATHH (BEAHLX AHEBHO) € 10 mg 3a
NBPBUTE 4 CEAMULIM ¥ NOCNEaBALLO YBenHyaBaHe no 20 mg, B cnyyai ye HuBata Ha LDL-xonecrepona
ca > 3,36 mmol/l. ArtoppactaTiH  CHrHH(WKAHTHO HaManABa IUIa3MEHHTE HUBA Ha OOLNMA
xonecrepon, LDL-C, tpurauuepuanre u anonunonpoTenH B npes mepsuTe 26 CCAMULN HA ABOHHO-
cnsanara ¢asa. Cpennara noctursara croiHoct Ha LDL-C e 3,38 mmol/] (range; 1,81 — _'lﬁﬂ I
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rpynara Ha aTopBacTaTHH cpaBHeHa ¢ 5,91 mmol/l (range: 3,93 — 9,96 mmol/l) B nga(iK

npe3 26-ceAMUUHaTa ABOHHO-CcNANa daza. §
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JOoMbAHMTENIHO NEAHAaTPUYHO MPOYYBAHE HA ATOPBACTATHH CPELLY KOJNECTMIION NPH NALUEHTH C
XHMEpPXonecTeposieMHua Ha Bb3pacT 10-18 roauHy yctaHoBsBa, ve atopBactaTtiH (N=235) npeanipuksa
curuudukanTHo HamaneHue Ha LDL-C Ha 26-ta ceamuua (p<0,05), cpasHeH ¢ konectunon (N=31).

[IpoyuBane 3a ,MunOoCbpaHa ynorpeda“™ npH MALMEHTH ¢ TEXKKA XHIEPXONECTEpOneMus
(BKTIOUHTEIHO XOMO3MUrOTHA XMNEPXOAECTEPOJIEMUA), BIKIHOUBA 406 nNEOHATPHUYHH NALIMEHTH,
NIEKYBAHH ¢ ATOPBACTATHH THUTPHUpPaH B 3aBUCHMMOCT OT OTroBopa (HAKO¥ nauueHTH ca npuemanu 80
Mg aropBacTaTHH AHEBHO). [IpoyusaHeTo mpoabikasa 3 roanHy: LDL-xonectepontsT e HaManeH ¢
36%.

JsnrocpouHara e(UKacHOCT Ha Teparnua C aTOpBacTaTHH B AETCKA BBb3PACT 3a HaMansgBaHE Ha
3a601€BaEMOCTTa H CMBPTHOCTTA B 3pAia BH3PAcT HE € YCTAHOBEHA.

Epponeiickata areHUMs MO N€KapCTBaTa € OTIIOKHAA 3aJB/IKEHHETO 32 MOJAaBAHE HA Pe3yNiTaTH OT
MpOoy4YBaHWA ¢ aTopBacTaTWH npu ngeua ot 0 go nog 6-roguiHa BL3PACT [PH JICUCHHE HA
XeTEepO3HroTHA (PaMHUITHA XHUIIEPXONECTEPONEMHUA, KakTo U npH aeua ot 0 no noa 18-roaniHa Bb3pacT
pH JIEYEHMETO HA XOMO3MrotTHa QaMHunHa XxunepxonecreponeMus, komOrHUpaHa (CMeceHa)
XHUIEPXONECTEPOJIEMHUA, NbPBUYHA XUNEPXONECTEPONEMUA M TNIPEBEHUMATA HA CbPACYHO-CHIOBH
chOMTHA (BX. TOUKa 4.2 332 HHpOpPMaALUA 32 NTeAHaTpUyHaTa yriotpeda).

5.2, PapMAKOKHHETHYHH CBOHCTBA

Abcopbuus

AtoppactatuH ce abcopbupa Obp3e cnea nepopanHo TINpHIOKEHHe; MakKcHUMallHa [uia3MeHa
koHueHTpalnAd (Cmax) ce moctura 3a 1 no 2 yaca. CremeHra Ha abcopbuua ce nokausa
NPONOPLIMOHANHO HA Ro3arta Ha aropeactaTvH. (el nepopanHo NpuroXeHne OHOHANMUYHOCTTA Ha
aropBactaTiH ¢uimMypanH TabaeTku e oT 95 10 99% B cpaBHEHHE € Ta3H HaA MECPOPANHUA PA3TBOP.
AOconoTHaTa OUOHATHYHOCT HA aTOPBACTATHH € OpUONU3KUTENHO 12% M CHCTEMHATAa HANWYHOCT Ha
nHXxHOHTOpHaTa akTHBHOCT 3@ HMG-CoA peaykTtasara ¢ npubnusnutendo 30%. Huckara cHcTeMHa
HAJIMMHOCT Ce OTAaBA HA MPECUCTEMEH KNMPLHC B racTpO-UHTECTHHANHATE MYKO3a U/HUiK Ha first-pass
MeTab0IMIBM B YEPHHUA Apo0.

Pa3npeanenenue
CpenHust obemM Ha paznpeneseHue Ha aropBactaTHH ¢ npubnusurenHo 381 L. ATopsactaTuH ce

CBbP3BA C MIA3MCHUTE NPOTCHHM B = 98%.

buoTrpaHchopmaLus

ATOpBacTaTHH ce Metabonuzupa ot udToxpom P-450 3A4 10 opTo-H napaxUAPOKCHIMPAHHU JEpHBATH
¥ pa3nnyHd  Oera-okvcnauTenHd npoayktd. OcCBeH ApyruTe MBTHLLA, TeE3W JIEKapcTBa ce
MeTabonu3upar [ONBIHUTENHO upe3 CMIOKYpoHdpaHe. [n vitro unxubuuusta Ha HMG-CoA
peayKTa3ata OT OpTO- M MNapaxuIpOKCUIMPAaHUTE METaDONMUTH € EKBUBAJICHTHA Ha TasM oOT
aropactatuH. [lpubnusutenno 70% ot uupkynupaniata UHXHOMTOpHA akTHBHOCT 3a HMG-CoA
peNyKTa3ara C€ 0TAaBa HA AKTUBHUTE METAOOMNTH.

EnuMuHHpaHe

ATOpBacTaTHH €€ H3ITbYBA NPEAMMHO C IKIbYUKaTa CHel XernaTaleH WHIM eKcTpaxenaTanieH
meTabonussM. HMarnexaa, obaude, ue nexkapCTBOTO HE MPETHPIABA 3HAYWTENHA EHTCPOXEnaTaiHa
peudpKyaauua. CpeaHdsT mia3MeH MOAYKMBOT Ha aTOpPBACTATHH MPH Xxopa € npubiausurentHo 14
yaca. [1ony>XMBOTHT HA HHXHOKMTOpHATa akTUBHOCT 3a HMG-CoA peaykrazara ¢ npubnusurento 20
no 30 yaca nopaay y4acTHETO Ha aKTUBHHUTE METabOMINTH.

Cneyuannu nonynrayuu
[layuenmu e cmapuecka ev3pacm.




[InazmenuTe KOHLUCHTPALMK HA aTOPBACTAaTHH H HCTOBHUTC AKTHBHMH MeTabOoIUTH Ca MO-BHCOKH ITPpH
3ApPpaBH XOpa B CTAPYCCKA BB3pACT, OTKOJKOTO IIpH MJaldHd MNAlUEHTH, a Eq)EHTHTE Mo OTHOIWIEHHAE Ha
JTUIIHAHKTE Ca CpABHUMH C TE3H IpH MO-MJIAAH MMAUTHCHTH.

[Teduampuuna nonynayus

B oTBopeHO, 8-ceAMUUHO NpOyyBaHe, NeAHaTPHYHH NaLMeHTH (Ha Bb3pacT 6-17 roawnu) 1 craauil no
Tanner (N=15) u craanii no Tanner >2 (N=24) ¢ xerepo3urorHa ¢gaMuiIHa XANEPXOJECTEPOIEMHA U
6azoBH croHocTH Ha LDL-C >4 mmol/l ¢a nekysaHu ¢ 5 wan 10 mg T1abaeTku 3a QAbBUEHE MW
¢boTBeTHO 10 nnu 20 mg d¢uaMupand TabNETKH ATOpBACTaTHH BEIHBXK OHEBHO. EOWHCTBEHATa
3HAUUTENIHA MPOMAHA BbB (PapMaKOKUHETHHUHHAA MOJEN HA MONYJALMATa, NEKYBAHA C aTOPBACTATHUH, €
TeNecHaTa Maca. BUARMUAT nepopaiceH KIWPHLHC HA aTOPBACTATHH MPH NEAUATPHUUHU MALHEHTH CE
ABsisa NoNo0eH Ha TO3W MNPH Bb3PACTHH CHREH ANOMETPUUHO HIMEPBAHE HA TEJIECHOTO TEro.
CvorBeTHO Hamanenue Ha LDL-C u TC ¢ 6uno HabGnlogaBaHo B AyanazoHa Ha €KCNO3MUMA Ha
aTOPBAaCTATUH MU O-XHAPOKCHATOPBACTATHH.

flon

KoHueHTpauuuTe Ha aTOPBACTATHH H HErOBUTE AaKTHBHHM META0OMUTH MPH KEHUTE CE PA3NHvaBaT OT
TE3M TMPH MBXeTe (KEHU: NMpUOMUINTENHO ¢ 20% no-BHCOKH 33 Chax U € 0KOO 10% no-HUCKH 3a
AUC). Teszn paznuky HIMaT KIMHUYHO 3HAYCHHE M HAMA KIMHUYHO 3HAYMMH PA3THKH MEXIy
e(PEeKTUTE NO OTHOLIEHUE HA TUNUINTE MPH MBKE U KEHH.

Hayuenmu ¢ 6vbpeuno yapescoane
buOpeunuTe 3a0019BaHUA HAMAT BJIMAHHUE BBPXY [UIa3MEHUTE KOHLEHTPAUMH WU BbPXY NUNHUIAHUTE
edeKTH Ha aTOpBACTATHH U HETOBHTE AKTMBHH MeTaloNuTH.

ITayuenmu ¢ yepnodpobro yepexcoane

[InazMeHHTE KOHUEHTpPAUWW HA aTOPBACTATUH H HErOBHTE AKTHBHHM METabOMNTH €A 3HAYHATENIHO MO-
BUCOKH (NpuOAM3UTENHO 16 MbTH 32 Cmax M 1] mbTH 32 AUC) npy nauveHTH ¢ XpOHUYHA aJIKOXO0JHa
uepHoapobHa bonect (Child-Pugh B).

SLOCI1BI noaumopguzom

YepnoapoOHoTro 3axsawaHe Ha BCHukH HMG-CoA-peaykrasHH HHXHOUTOPH, BKIHOUYHTENRO
atopBacTatuH ¢¢ u3BbpiBa nocpeactsom AQTPIB1 TpaHcnopred nporeud. [Ipn naumeHTu Cbe
SLCOIBI nonuMop¢u3zsM BMa pUCK OT NMOBHILEHA CKCNO3WUMA HA ATOPBACTATHH, KOCTO MOXE Ia
AOBeAE DO NMOBHLUEH PUCK OT pabaoMuonuia (Bx. Touka 4.4). [lonuMopdH3IMBT NpH reHa, Koaupaill
OATPIBI (SLCOIBI1 ¢.521CC), ¢ cBbp3an ¢ 2,4 mbTH MO-BUCOKA CHUCTEMHA HAJIMYHOCT Ha
atopBacTatiH (AUC) B ¢paBHeHHe ¢ HHAYMBUAK 0€3 To3W reHotuneH BapvaHT (C.521TT). Ipu Te3u
NAaLUMEHTH € Bb3IMOXKHO CBLIO TEHETHMHO Ja € HapyLeHO YepHOApOOHOTO 3axpBaulaHe Ha
aTOPBACTATHH. BL3MOXHHNTE OCAEACTBHA BbPXY €PUKACHOCTTA CA HEU3IBECTHH.

3.3. IpeaxauEHYHH JAHHHU 33 De30nacHOCT

ATOpPBACTATHH HE € NMOKA3an MYTAr€HEH WK KJIACTON€HEH NOTEHUHaN B 0arepnd ot 4 in vilro TecToBe
M B €IWH aHalu3 in vivo. ATOPBAaCTaTHH HE € KAHLUEPOTEHEH 3a IUIBXOBE, HO MPU MPUIIAraHe Ha
BUCOKH A03d npd MUINKKH (noBend a0 6-11 nbTH no-eucoxy croiiHoctH Ha AUC (0 no 24 vaca) B
CPABHEHHE C TE3U NPH XOpa, NMPUEMATK HAll-BUCOKATA NPENOPBbUYMTENHA [103d) €A €€ NOABUIH Ciydau
Ha XenaTOoUEeNyIapeH aACHOM NMPH MBKKHUTE U XENaTOUC/TYJIapEH KapLUHHOM NPH KEHCKUTE )KHBOTHH.

MMa panHn or npoyusaHua npu #kuBOTHU, 4¢ HMG-CoA-penyktaznure HHXHMOUTOPHU MOXKE Aa
BAMAAT BbPXY PA3BUTHETO HA eMOpHOHHUTE U eTycuTe. [1pH nabXoBe, 3aiiun U KyUueTa aTopBacTaTHH
HAMa edekT BbpXY (DepTHIHTET2 M HE € TEepaTONeHEH, HO MpPH TOKCHYHH 3a ManKara A03H, MpH
NNIBXOBE U 3aiLiM € eHabnoaaBaHa geranHa TOKCHYHOCT. Pa3BUTHETO Ha NMOKOJEHUETO NPHU MIThXOBEE
3a0aBCHO M MOCTHATANTHOTO OLUE/NSBAHE HAMANECHO TIPH E€KCNO3MLMA HA MaiKara Ha
aropeactatuH. [1py NnbXxoBe MMA NOKA3ATENCTBO 3a MPEMUHABAHE HA NIEKAPCTBOTO I[E




[Ipy nABLXOBE [UIA3MEHMTE KOHUCHTPaLKU HAa aATOPBACTATHH ca ONH3KH A0 Te3n B MJAKOTO. He e
N3BECTHO JAJIM ATOPBACTATHH M HErOBUTE META0OUTH CE EKCKPETHUPAT B KbPMATA.

6. DOAPMALIEBTHYHMW JAHHH
6.1. CnHCBLK H3 NOMOIHHTE BellecTRA
Kanuues kapboHar

JlakTo3a MOHOXUApAT

MukpoKpUdcTania Leayno3a

Kpockapmenosa HaTpyi

IMonucopdar 80

HuckosuckosHa xuapokcunponunueaynosa (HPC-SSL)
Marxe3nes creapar

OHAMOBO NOKPHTHE
Onaapaii AMB OY-B-28920 -- nonu(Buswios ankoxon), TutaHoB anokcna (E 171), tank (E553b) —

ny3eHak, neuuTuH (E 322) - tank (E 553b) (1/1) u kcanTaHosa ryma (E415).
6.2. HecbBMEeCTHMOCTH

Henpunoxumo

6.3. Cpox Ha roaHocT

2 rOQUHH

6.4. CneunajiHH yCJIOBHS H3 ChXPAHEHHE

Jla ce chxpaHABa HA MSCTO, HEAOCTBITHO 3a JeLa.

Jla ce cbxpaHsaBa B OPHIrMHATHATa ONAKOBKA.

Jla ce cbxpansaBa noa 25°C.

6.5. BHAa M cCBABPKAHHE HA ONAKOBKATA

bnucrtep ot 010 Henpo3pauHo Al-Al donuo.

PazMep Ha OMakOBKHUTE:

30 punMupaHu TabneTkH

90 ¢unmupanu TabneTku

He Bcnuku BUAMBE OMAKOBKKU MOXKE Aa ObaaT nycHaTU B npogaxda.
6.6. CneuHaHH NpeaANa3HH MePKH NMPH HIXBbPAAHE

Hsama crieuranHu U3HCKBaHHA.

Heusnon3saHUAT JEKAPCTBCH MNPOAYKT KNH OTIHIAALMHHTC MATCpPHanH OT HETO TPHGBH Ad CE UIXBBLPIAT
B CbOTBECTCTBHEC C MCCTHHTEC HIUCKBAHHA.

7. NPHTEXATEJI HA PAZPELIEHHETO 3A YITIOTPEBA




HOBEJI ®APMA EOO[]

byi. ,.bbnrapua” Nel ()9

Codus 1404, bvarapus

8. HOMEP HA PAZPELUIEHHUETO 3A YINIOTPEBA

Per. Ne 20120468

9. JAATA HA IIBbPBO PAZPEIHIABAHE/MTIOJHOBABAHE HA PA3ZPELIEHHUETO 3A
YNNOTPEDBA

JlaTa Ha nbpao paspewanane: 20.09.2012 r.

JlaTta ua nogHoBsaBaHe: 27.09.2017 r.

10. JATA HA AKTYAJIIUZUPAHE HA TEKCTA

06/2026 r.




