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KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA

UME HA JIEKAPCTBEHUA ITPOAYKT

KAJIUITPA 10 mg ¢puamupanu tabnerku
CALIPRA 10 mg film-coated tablets
KAJIUITPA 20 mg ¢puamupanu TabaeTku
CALIPRA 20 mg film-coated tablets
KAJIUIIPA 40 mg ¢puamupanu TabnerTku
CALIPRA 40 mg film-coated tablets
KAJIUITPA 80 mg dbunmupanu tabieTku
CALIPRA 80 mg film-coated tablets

KAYECTBEH U KOJIMYECTBEH CBbCTAB

Eana punmupana tabnerka coabpka 10 mg aropBacTaTtuH (atorvastatin) KaTo aTOpBacTaTHH
KaJuMKi Tpuxuapar (atorvastatin calcium trihydrate).
Eana ¢punmupana tabnerka cbabpaka 20 mg atopBacTaTuH (aforvastatin) Kato aTopBacTaTHH
KaJluMi Tpuxuapar (atorvastatin calcium trihydrate).
Enna ¢punmupana tabnerka crabpka 40 mg atopBactaTuH (aforvastatin) KaTo aTopBacTaTUH
Kaluui Tpuxuapar (atorvastatin calcium trihydrate).
Eana ¢punmupana tabnerka cbabpka 80 mg atopBacratuH (alforvastatin) KaTo aTOpBacTaTHH
KaJlUWH Tpuxuapar (atorvastatin calcium trihydrate).

[ loMOLIIHHU BEelIEeCTBA C U3BECTHO JICHCTBHE:

Beska ¢punmupana tabnerka Kanunpa 10 mg cbabpxka 45.82 mg nakro3sa.
Besaka punmupana tabnerka Kanunpa 20 mg cvabpxka 91,63 mg nakro3a.
Beska ¢puamupana tabnerka Kanunpa 40 mg cbabpxka 183,26 mg nakro3sa.
Beska ¢puimupana tabnerka Kanunpa 80 mg cbabpxka 366,53 mg siakto3a.

3a NbJIHUA CIMTUCHK HA MOMOILIHUTE BELIECTBA BHKTE TOoUka 6.1.

JIEKAPCTBEHA ®OPMA

MOunmupana tadsieTka

10 mg: Kanunpa punmupanu tabsietku ca 6eu, Kpbriu, IBOHHOM3ITbKHAIH TaOJIETKH C
JIESTUTETHA YepTa OT €1HaTa cTpaHa U Haanuc 10 ot apyrara crpaHa. Pazmepure Ha BCsKa
Tabserka ca npuOausurenHo 7,0 mm.

20 mg: Kanunpa ¢punmupanu tabsieTku ca 0eu, KpbIrjd, IBOHHOU3IMbKHAIW TaOJIETKH C
JICJIMTEJTHA YepTa OT e/iHaTa cTtpaHa U Haanuc 20 ot apyrara crtpaHa. Pasmepure Ha BCcsika
Tabaerka ca npudauzurenHo 9,0 mm.
40 mg: Kanunpa ¢punamupanu tabsieTku ca OeJIn, KPbIyld, 1BOWHOU3IMTbKHAIH T36 5
JICJTUTEJIHA YepTa OT e/1HaTa cTpaHa U Haanuc 40 oT apyrara cTpaHa. Pa'mep
tabnerka ca npudbausurento 11,0 mm.

80 mg: Kanunpa pusiMupanu tabsieTku ca 0esu, npoab/IroBaTH, ﬂBDﬁHGHB
JIeJIATE/THA YepTa OT eiHara ctpaHa v Haanuc 80 oT apyrara cTpaHa. Pa"sMe
tabnerka ca npubausurento 20,0 mm x 8,0 mm.




4.1

4.2

Tabnetkata Moxe Aa Obae pazaeneHa Ha paBHH 103H.

KJIMHAYHH JAHHH
TepaneBTHYHH NOKA3AHHA

XUnepxouecTepoaeMus

Kanunpa € noka3aH KaTo IOMbJIHEHUE KbM AUETA 32 HAMAJIABAHE HA MOBMIUECHUA 001
xonectepon (06m-C), LDL-xonecrepona (LDL-C), anonunonporenH B U TpurnuMuepuauTe npu
Bb3paCTHH, FOHOLU U ieua Ha Bb3pacT 10 roAMHM WIH MO-Bb3PACTHHU C MTbPBHYHA
XHKIIEPXOJIeCTEPONEMMSA, BIUTIOUHTENHO (PaMHITHA XUTIEPXONecTepoaeMUs (XETEPO3UrOTEH
BApPHAHT) WX KOMOHHHpaHa (cMeceHa) xunepaunuaeMus (cvoTBercTBally Ha THN lla u [1b no
KnacugukauuaTa Ha OpeApHKCOH), KOraTo ePEeKTHT Ha JUETaTa W APYrUTe HEPapMaKoOJIOrHUHH
METOAH € HeJOCTAThUEH.

Kanunpa cburo € nokasal 3a HaManseaHe Ha obua xonecrepon u LDL-C npu Bw3pacTam
NALMEHTH ¢ XOMO3HIOTHA (PAMMIIIHA XHNEPXOJIECTEPOSIEMHUA KAaTO AOMBIHEHHE KbM APYIo
aunuaocnoHnkasawoe neueHue (Hanp. LDL adepesa) nnu ako HaMa Bb3IMOKHOCT 32 TAKOBA

JICHCHHC.

[IpodunakTuka Ha CLPAEUHO-CLAOBO 3200 IsBAHE

[IpopunakTuka Ha CbpACUYHO-CHAOBH HHLIMACHTH NPHU Rb3PAaCTHH NalMEHTH, IIPH KOUTO €
YCTAHOBEH BHCOK PHCK 3a [TbPBH CbPAECHYHO-CHAOB HHLUMACHT (BX. TOUYKA 5.1), KATO JOMBIHEHHE
KbM KOPEKLIMATa Ha APYrH PUCKOBH (aKTOPH.

JIO3HPOBKA H HAMHH HA NMPHJIOKCHHE

EGSH POBKA

[Ipean HauanoTo Ha neueHue ¢ Kanunpa, nauueHTsT TPAOBA Aa Oba€ MOCTABEH HA CTAHJAPTHA
XOJIeCTepO-MIOHWKABALIIA AHETa, KOATO TOH TpabBa Aa NpOALMKH A4 CNa3Ba H 10 BPEME HA
nevyeHuero ¢ Kanunpa.

Jo3ara TpsabBa ga ce onpeaens HHAUBUAYANHO B 3aBUCHMOCT OT M3XOAHHMTE HUBA Ha LDL-C,
LIEJTUTE HA NEYEHHETO H KIIMHUYHHA OTTOROP HA MallHeHTa.

Oo6unuaiinata HayanHa no3a e 10 mg seanbx AHEBHO. KopeKkUua Ha no3ara ce U3BbpLIBa Npe3
HHTEpPBAJIM OT 4 UIIK NoBeuye ceaMULIM. MakcumanHaTta no3a € 80 mg BEeAHDBK JHEBHO.

[Tvpsuuna xunepxoaecmeporemus U KOMOUHUPAHA (CMECeHA) XUNnepIunuoemus

IToBeueTo naitMeHTH ce noBJMaBaT yenemHo ¢ Kanunpa 10 mg equd nbT AHeBHO. TepanesTUUEH
OTFOBOp C€ NPOABSBA B PAMKUTE HA 2 CEIMMLIM, @ MAKCHMANEH TEPaIleBTUHEH OTTOBOp
0OUKHOBEHO ce nocTura B paMmxute Ha 4 cenMuuU. EdexTbT ce noaabpxa 1o BpemMe Ha
NPOABILKUTENTHO JIEUECHHUE.

Xemepozuzomna haMuwing xunepxonrecmepoiemus
JleueHuerto Tpadea na sanoude ¢ Kanunpa 10 mg nHesHo. Jo3nte TpabBa na ce npeuecHsT
WHAMBHIYaJIHO U [1a C€ KOPUTHpaT Ha BcekH 4 ceamuun ao 40 mg aHeBHO. Criea TQRAIAS
MOXK€ WM Ja ObAe noBUlIEHA A0 MAKCHMAHA AHeBHA A03a oT 80 mg, nin aa gi

aTOpPBAaCTATHH B KOMOWHALNA ChC CEKBECTPAHT Ha AUTbUHHTE KUCECTUHH BE AP

XoMo3uzomua Gamunna xunepxoaecmeponremus
Ha pa3nonioxeHHe ca caMo OrpaHUYEHH JaHHH (BXK. Touka 5.1).




Jo3aTa Ha aTOPBACTATHH NMpPHY NALUMEHTH ¢ XOMO3HIroTHA (hamMUIHA XUrepxonecrteponemMus € ot 10
o 80 mg nHesHO (BX, Touka 5.1). ATopacTaTHH TpOBa Aa C& U3MOA3BA KATO JOMBJIHEHUE KbM
Opyro NeyeHue 3a NoHmxkasaHe Ha nunuaute (Hanp. LDL adepesa) npy Te3u NaLMEHTH WK aKO
HAMAa BBb3MOXHOCT 3a TAKOBA JICYEHHE.

IIpodhunakmuxa na cepoeuno-cv0060 3aborseane

B npoyuBanusaTa 3a mbpBUYHA NpoduniakTuka go3ara € 10 mg/aeH. Moxe na ca Heodxoaumu no-
BUCOKH A03H, 3a Ja ¢e nocTurHat HUBa Ha (L.DL-) xonecteposn B CbOTBETCTBHE C HACTOALLUTE
HACOKH.

Eonospemenno npunodicenue ¢ Opy2u 1eKapcmeery npooyxKmu

[1pu nauueHTH, NpUeMally aHTUBHPYCHHU CPEACTBA 3a NevYeHUe Ha xenaTuT C KaTo
enbacBUp/rpazonpeBUp WK NETEPMOBHP 3a NPOPHIAKTHKA Ha IIHTOMETAJIOBUPYCHA HHpeEKLNA,
CBIBTCTBALLO C ATOPBACTATHH, £03aTa HA aTOPBACTaTHH He TpAOBa Aa npepriuaea 20 mg/neH
(B>k. TOUukH 4.4 v 4.5).

He ce npenoprura ynorpebara Ha aTOpBacTaTHH MPU NALUEHTH NMPUEMALLIM €AHOBPEMEHHO
JIETEPMOBHUP H LHUKNOCHIOPHUH (BK. TOUKH 4.4. 1 4.5).

bvbpeuno yapescoane
He ce Hanara kopekumsa Ha jo3arta (BX. To4ka 4.4).

Yeprnoopobro yepesicoane

Kanunpa tpadea aa ce u3non3ea ¢ MOBULLIEHO BHUMAHHE NPU NALIHEHTH C YEPHOAPOOHO
yBpexxaaHe (BxK. Touky 4.4 y 5.2). Kanunpa € npoTHBONOKa3aH npu MaUHEHTH ¢ AKTHBHO
yepHOoApoOHO 3abongBane (Bxk. Touka 4.3).

Cmapuecka ev3pacm
E¢ukacHocTTa ¥ 6€30MmacHOCTTa NPH MaUUeHTH Ha Bb3pacT Haj 70 rogMHu, npueMatiy
NPENOPBUUATENHUTE A03H, Ca CXOAHU C Te3H, HAbMAaBaHHU B 00IIaTa NOMyaaLus.

ITeouampuuna nonyaayus
Xunepxonecmeponemun.
[leanaTpruna ynorpeba TpabBa n1a ce n3pbpluBa CaMo OT JICKAPY C OTNHT B JICUCHHUETO Ha

ncaHaTpyuviHHd NauHCHTH C XHNCPIAHIMHUIAEMHUA U NALUUCHTHTC Tpﬂﬁﬂa Aa 61:;131‘ OUCHABAHH PCAOBHO

32 OLIEHKA Ha Harnpeabka.
3a MaUHEHTH C XETEPOIUroTHA haMUIIHA XHUNEPXONeCTepoieMUs Ha Bb3pacT 10 ¥ noBeye roaHHH,

NpENopbYMTENIHATA Ha4aliHa f03a aTopBacTaTHH € 10 mg Ha nen (BuxkTe Touka 5.1). JlozaTa
MOXKE J1a ce yBeJINYH Ao 80 mg AHEBHO, B 3aBUCHUMOCT OT OTroBopa U noHocHMocTTa. Jlosure
TpsabBa na 6bAAT HHAMBUAYAIH3UPAHU CNIOpeA NPenopbYaHaTa Le Ha JieueHueTo. Kopekiimn Ha
no3ute O TpaOBAIO Aa Ce NpaBAT Npe3 HHTEPBAIH OT 4 CEAMHLH WK noBeye. TUTPHUpaHETO Ha
no3ata 10 80 mg QHEBHO € NMOAKPENEeHO ¢ JaHHU OT NPOYHBAHUA MPHU Bb3PACTHHU H ¢ OTPaHUUEHH
KIWMHHYHH JaHHH OT NPOYYBAHHS NPH Acla ¢ XETEPO3UroTHa PaMHUITHA XHIIEPXONECTEPOSIEMHUA
(BuxTe TOUkH 4.8 1 5.1).

Hannyuu ca orpaHM4eHn JaHHU OTHOCHO 6€30N1aCHOCTTa M €(PMKACHOCTTa HA aTOPBACTATHH NPH
Aela ¢ XeTepo3UrorHa paMUIIHA XHITEPXONECTEPONEMH Ha Bb3pacT Mexay 6 u 10 roaunu,
NPOH3NA3NH OT OTBOPEHHU NPOYUBAHUA. ATOPBACTATHH HE € NOKAa3aH 3a JICUSHHE HA Ma

Ha4yuH Ha NpUIOKEHHE
Kanunpa e npeanasHayel 3a nepopainHo npuinoxenue. Bedka aHeBHa no3a ¢
HaBEAHBXK H MOXE [1a CE NpHeMa 1o BCAKO BpeMe Ha JeHA ¢ HIH Oe3 XpaHa.




4.3 IIpoTHBONOKA3ANHSA

Kanunpa € npoTHBONOKa3aH Npyd NauMEeHTH:

- ChC CBPBXUYYBCTBHTENHOCT KbM AKTHBHOTO BEHIECTBO WM KbM HAKOE OT NMOMOILIHATE

BellleCTBa, H3DpOEHH B TOUKa 6.1;

— C AKTHBHO 4e€pHOAPOOHO 3abonsBaHe WK HEOOACHUMO NMEPCUCTUPALLC NMOBHILIEHHE Ha

CEpYMHHUTE TPAaHCAMHMHA3U HaJ 3 MbTH rOpHATa IPaHMLA HA HOPMATA;

- JIEKYBAHHW C AHTHBHPYCHHUTE CPEJCTBa 3a JleueHHe Ha xenaTtuT C rinekanpesup/
NMUOPEHCTACBHD;

— o BpeMe Ha OpeMEHHOCT, NO BpeMe Ha KbPMEHE U NPH JKEHH ¢ AETEPOJACH NOTEHUHAN,

KOWTO HE U3MOA3BAT MOAXOAALIN KOHTPALIENTUBHH MEPKH (BK. TO4uKa 4.6).

4.4 Crnennaaud npeaynpexiaeHus H Npeanasii MepKH nNpu ynorpebda

UepHonpobHO yBpeknaHe
Tpabea aa ce U3BBLPLIBAT YEPHOAPOOHH (PYHKLHOHATHH TECTOBE NPEAH 3aNOHBaHe HA JIEUEHHUETO

U nepHoanYHO cnel ToBa. [Ipy nauneHTH, KOUTO Pa3BUAT MPU3HALIM HJIH CHMITOMH,
npeanoJiarallii yBpekaaHe Ha uepHus gpol, TpaOBa Aa ce HanpaBAT U3C/IeABAHUA Ha
yepuoapodHara dyHkiud. [laluuedTy, KOUTO Pa3BHUAT MOBUILIEHW HHBA HA TPaHCAMUHA3HU, TPAOBa
Aa 6bpar HabmoaaBaHU, JOKATO CTOMHOCTHTE Ce HopManuaupart. B cny4yail, ye yReIHUEHHETO Ha
TpaHCaMHHA3UTE CE€ 3aabpky Haa 3 NMbTH ropHarta rpaHuua Ha Hopmarta (ULN), ce npenoprura
HaMaJISsBaHE Ha A03aTa WK NpeyCcTaHOBABaHE NpueMa Ha Kanunpa (Bxk. Touka 4.8).

Kannnpa TpﬂﬁBEl Add C€ H3I0J13Ba € NOBHLUICHO BHHUMAHUC [IPH NAUHCHTH, KOUTO KOHCYMHDPAT
3HAYMTEIHH KOJIHYECTBA AJIKOXO/ W/ WJIH HMaT aHaMHe3a 3a ‘-«lEpHOﬂpOﬁHO 3ab0/1aBaHeE.

[IpodurnakTHKa Ha MHCYNT 4pe3 arpeCUBHO HaMaNsABaHE HA HWBaTa Ha xoJsecrepoaa (Stroke
Prevention by Aggressive Reduction in Cholesterol Levels, SPARCL)

[1pu post-hoc aHanKu3 Ha NOATHNOBETE UHCYATH NPH NalUMeHTH 6e3 HexeMuyHa 6onecT Ha
copueTo (MbC), KouTO ca UManu CKOPOLUEH UHCYAT WK NpexoaHa UHcxeMHuyHa ataka (T1A), ce
YCTAHOBABA MO-BACOKA YECTOTA HA XEMOPArv4eH HHCYJT MPH NALKEHTH, 3afIOMHAIIH JIeYEHHUE C
aTopsacTaTuH 80 mg B cpaBHeHHe ¢ nnauedo. [loBHileH puck € 0Tdensa3aH NpeaAUMHO NpH
NALUMEHTUTE C NIPEAXOAEH XeMOPArHYeH HHCYNT WK JlakyHapeH HHGApPKT NP BKIIOYBAHE B
NPOYYBAHETO. 32 MALMUEHTH ¢ NPE/IILEeCTRALL XEMOParuyeH UHCYIT WU TaKyHapeH HHPApKT,
OanaHCBT Ha PUCKOBETE H MOJI3UTE OT aTopBacTaTUH 80 Mg € HECUTYPEH U NOTEHUHATHHUAT PHCK
OT XeMoparuiueH HHCYAT TpadBa f1a ObAE BHUMATENHO NPELEHEH NpeH 3anoUuBaHe Ha JIEYEHUETO

(BK. TouKka 3.1).

MuacTeHus

B Hakonko cny4yas ce ¢»001UaBa, Ye CTATUHUTE HHAYUHPAT de NOVO WM BIIOIIABAT BEYE
CBLUECTBYBALA MHACTEHUSA FPABHC UM OYHA MHACTEHUS (BK. To4Ka 4.8). IlpHioxxeHHeTO Ha
Kanunpa TpsaGea aa ce cnpe 8 ciy4ail Ha BaoLlaBaHe Ha cumntomuTe. MMa chobmenus 3a
peuUAUB Npy (MOBTOPHO) NPUIAraHe Ha ChLIWA WK Pa3IMUueH CTATHH.

EdexTH BbpXY cKeNeTHATA MYCKYaTypa
ATopBactaTuH, KakTo ¥ Apyrute HMG-CoA peaykTazHu HHXHOWTOPH, B pe,u PPN C Aa
3acerHe CKejleTHaTa MyCKyJ/iaTypa ¥ [a NpHYHHHA MUAITHA, MHO3HT U MHOMN gy At _ :
AporpecHpar 1o pabAoMHONK3a, MOTEHIMATHO KHBOTO3aCTPAIIABALLO CHOHOIMUC, 4 s\ €
XapaKTEPHU3UPALIO CE CbC 3HAYUTETHO MOBULLIEHH HMBA HA KpPeaTHH KHHATARE (_ kel -,;f._:"‘i,i;s?
ropHaTa rpaHHila Ha HopMaTa), MUOTJIOOHHEMHUS ¥ MUOIrMOOUHYpUS, KOH u Prpe '
ObOpeyHa HEAOCTaThHHOCT. %
%41'




[To BpeMe Ha WiIH clef JieveHUE ¢ HAKOU CTATHHHU € HMAJIO MHOIO peaKH ChOOLLEeHHA 3a
MMYHOMeauHpaHa HekpoTusvpaiwua Muonatua (MMHM). Knuununo HMHM ce xapakrepusupa ¢
NepCHCTHpAaLLia NPOKCUMAIHA MYCKYJ/IHA ¢/1aboCT ¥ NOBUIIIEHH CEPYMHH HHBA HAa KpeaTHH
KHMHA3aTa, KOUTO NEPCUCTHPAT BBIIPEKH NPEKPATABAHETO HA JIEUEHHETO ChC CTATHHM,
nosoxuTeHO aHTH-HMG-CoA peayxTazHo aHTUTAIIO H MOAOOPEHHE C HMYHOCYITPECHBHH
CpeacTBa.

lIpedu reyenuemo

ATopBacTaTHH TpaOBa na ce NPEeANUCBa C NOBULLIEHO BHUMAHUE MPH NALMEHTH C PaKTOPH,
npeapasnoaraiiy KbM padaomuonusa. Hupoto Ha CK tpabea na ce namep rnpeam 3ano4baHe
Ha NEYEHHUE CBbC CTATHHU B CIEIHUTE CUTYALIUMU;

- O61nOpeuHo yBpexxaaHe

- XHUIIOTUPEOUAUIBM

- nepcoOHaTHA WK daMUTHa aHAMHE3a 32 HACNEACTBEHH MYCKYHH 3abongBaHung

— aHaMHe3a 33 MYCKYJ/IHa TOKCHUYHOCT OT CTaTHH UM (udpat

- aHaMHe3a 3a yepHoApoOHO 3adonaBaHe WHITH ynoTpeda Ha 3HAYMTENHH KOJIHYeCcTBa
aJIKOXO0J

- Npy NalUMeHTH B cTapuecka Bb3pacT (Haa 70 rogunu) Tpadbea ga ce vma npeasua
HEOOX0AMMOCTTA OT TOBA M3CJEBAHE B 3AaBUCHMOCT OT HAJTMUHETO Ha APYrH QakTOpH,
nmpeapasnoyaraii KkeM pabaomMHoIH3a

— CAyYaH, MPH KOUTO MOXKeE /1a Bb3HUKHE MOBUIUEHUE HA IJIa3MEHUTE HUBA, HATIPUMEP NIPH
B3aMMOJeHCTBNA (BXK. TOUKA 4.5) M cieyHanHy [MOMyAauuH, BKJI. F’eHETHUHM CyOrnonynaumm (Bix.
TOUKa 5.2).

B Te3u ciiydam pUCKBT OT JIeUeHHETO TpAOBA [a C€ NMPELIEHH CIIPAMO BBL3MOXKHHUTE N10J13U H CE
NpenoOpbYBa KJIIMHUYHO NPOC/IEAABAHE.

Ako HupaTta Ha CK ca 3HauuTeNHO NnoBuMilIeHH (> 5 NbTH ropHaTa rpaHulia Ha HOpMara) npu
U3XOOHOTO HUBO, JICUEHHETO He TPAOBA 14 3ar0uBa.

Himepeane na Kpeamut KuHazamd

KpeatuH kuHa3ata (CK) He TpaOea aa ce H3Mepsa ciel PU3HUEeCKO HaTOBApBaHEe WK NpHU
HaJIMYUETO HA APYra BepoATHA MPHUYHMHA 32 HEHHOTO YBEJIHUEHHE, THH KaTO MHTEpNpeTaLMaTa Ha
pe3yiTaTHTE B TAKMBA C/Ty4aH € 3aTpyAHeHa. Ako HMBara Ha CK ca 3HaUHTENHO MOBULUECHH MpH
M3XOJJHOTO HUBO (> 5 bTH ropHara rpaHHlla Ha HopMara), T¢ TpaOBa Ja ¢ce U3cheABaT NOBTOPHO
B paMKHMTE Ha 5 10 7 OHH, 3a 214 Ce NOTBBbPAAT PE3YITATHUTE.

{lo apeme na nevenuemo
— [TanpeHTuTe TpAOBaA A2 OBbAAT NOMOJIEHH Aa ChOOLIABAT 3a MYCKYJIHH OOJIKH, CNa3MHu
naM ¢aaboct, 0cobEHO aKo ¢a MPUIAPYKEHN OT HEPAIMONOAKEHHE UITH MOBULLEHA TEMNEPATYPA.
- AKO ce MOABAT TAKMBA CUMITTOMH, JOKATO NMALMEHTDT M0JYYaBa JIEUEHHE C
aTOPBACTATHH, TpAOBa na ce uicneasaTt HHBaTa HAa CK. AKO ce yCTaHOBH, Y€ T€3W HHBA ca
3HAYUTETHO NOBHUILUEHH (> 5 MbTH ropHaTa rpaHHla Ha HOpMarTa), neuerueTo TpadBa na ouac
MPEYCTaHOBEHO.

- AKO MYCKYJTHUTE CHMITTOMH €a TE€KKH W NMPUYUHABAT €KEHEBEH AUCKOMGOPT, AOPH H
ako HuBaTa Ha CK ca noruuieHu a0 < 5 ropHaTa rpaHydLa Ha Hopmara, TpsbBa fa ce oOMucau
NnpekpaTsBaHe Ha JICYEHHETO.
— AKO CUMINITOMUTE OTWIYMAT W HABaTa Ha CK ce HopManu3upar, MO
[MOBTOPHO IPUJIOKEHUE HA ATOPBACTATUH WK APyl CTATHH, KATO CE MpHIIa
C€ NPOBEXAa CTPUKTHO HaOo/IeHHe.
- JleyeHHeTo ¢ atopBacTaTHH TpA0OBa Na ce MPEeYCTAHOBH, aKo ce M
3HAYUMO MoBHLUEeHHE Ha HUBaTa Ha CK (> 10 nbTH ropHara rpaHMila Ha
JABArHOCTUALMpa HIH NMogo3upa pabaoMHoIu3a.




Eonoepemenno aeuenue ¢ Opy2u rekapcmeenu NPooyKkmu
PuckbT OT pabooMuonusa ce ypenu4ana, KOraTo aTOpBacTaTUH C€ NpUiara €IHOBPEMEHHO C

HAKOH JICKAPCTBCHH NPOJAYKTH, KOWTO MOraT Aa NOBHLIAT IU1a3MEHATA KOHLEHTPALHUA Ha
aTOpBAacTATHH, KATO MOUIHKA WHXHOUTOpH Ha CYP3A4 nin TpaHCOPTHH NMPOTEUHH (HAMD.
LIUKJTOCTIOPHH, TENTUTPOMULIMH, KNAPMTPOMULIMH, J€NaBUPAHH, CTHPHNIEHTONBT, KETOKOHA30J1,
BOPHUKOHA30J1, UTPAKOHA30J1, N03aKoHazon, JjetepMmosup U HIV npoteasHu HHXUOUTOPH,
BKJIKOMHUTEIHO PUTOHABUP, JIOTIMHABUP, ATA3aHABUP, UHAWHABUP, 1apYHaBUp,
THNpAHABHUP/PUTOHABHP K Ap.). PUCKBLT OT MHONATHA MOXKE Ja Ce YBEJIMHH U C €AHOBPEMEHHATA
ynotpeda Ha reMpuOpo3wI U Apyrd Npou3BOAHN Ha GUOpUHOBATA KHCE/IMHA, aHTHBHPYCHH
cpeacTea 3a Jievernue Ha xenmatut C (HCV) (Gouenpesup, Tenanpesup, enbacsup/rpasonpeBup,
neaunacsup/coocOyBrp), epUTPOMHLINH, HHALMH WIHE3eTUMHD.. AKO € Bb3MOXKHO, TpsabBa aa
ce OOMUCIAT anTepHaTUBHM (HEB3aMMOACHCTBALLIH ) TEpAlIMHA, BMECTO TE€3H JIEKAPCTBEHU
NPOAYKTH.

B cnyvauTe, Koraro € He0OX0AUMO €THOBPEMEHHO NPHJIOKEHHE HA TE€3H JIEKAPCTBEHH NPOAYKTH
C aTOpBACTaTHUH, MON3aTa U PUCKDBT OT CbNBTCTBALLOTO JIEHEHUE TpAOBa ga ce OOMHCAAT
BHUMATEHO. 34 MallUEHTH, NONYHaBallH JIEKAPCTBEHHU NMPOAYKTH, KOUTO MOBHILIABAT M1a3MEHATA
KOHLCHTPALIUA Ha aTOPBACTATHH, C€ MPENOPbYBA NO-HUCKA MakCMMallHa 103a Ha aTOPBacTaTHH,
B nonbnHeHue, B cnydail Ha MmouiHU CYP3 A4 uuxuburopu, Tpadea ga ce 0OMHCIH NO-HUCKA
HaJaJjiHa J03a Ha aTOPBACTATHH U C€ NPEnopbyBa NOAXOAAILO KIHHHUYHO MPoCiegBaHe Ha Te3HM
naijueHTH (BK. TOuKa 4.5).

ATOpBacTaTHH He TpsOBa /a ce nNpuiara €IHOBPEMEHHO C (PY3HI0Ba KUCETHHA 32 CUCTEMHO
MPWIOXKEHHUE WK 7 IHHU clle] cnupaHe Ha neueHueTo ¢ ¢y3unosa kucesinHa. [1pu nauverru, npu
KOUTO CUCTEMHOTO M3NON3BAHE HA (PY3UI0ORA KUCENUHA € HATOXKHTEHO, JIEUEHHETO ChC CTATUHU
TpsOBa Na Oble NpeyCcTaHOBEHO MPE3 LieJIUA NMEepHO Ha JeueHre ¢ Py3unoBa kuceanHa. Uma
cbLOOLIECHHMA 324 ClTydad Ha pa0AoOMHOIH3a (BKIIOYHTEHO C JIETaJICEH U3XO0A) MPH MaLWEHTH,
npHeMally KOMOHHaLHG OT ¢y3Ha0Ba KHUCEJIMHA W CTAaTHHHU (BHXTe Touka 4.5). IlauMeHTsT
TpaOBa aa 6bae nHPopMHUpaH He3a0aBHO /1a NOTHPCH MEIHUMHCKA NMOMOLL, aKO NOJYYH
CUMITOMH Ha MYCKyJTHa ¢nabocT, O0NKH niK DONIE3HEHOCT.

JleyuesneTo CbC CTaTHH, MOXKe Aa Obae NOJHOBEHO CeleM AHH Clied nocieaHara ao3a ¢hy3uaosa
KUCEMMHA.

[1pu U3KNOUYUTETHH 0DCTOATENCTBA, NPH KOETO € HEODXOAUMO NPOAB/IKHTENHO CHCTEMHO
NPUIOKEHHE Ha Gy3Ua0Ba KHCEJIMHA, HANPUMED, 33 NCYEHHE HA TEXKKH WHDEKILIUM,
HeOOX0AMMOCTTA OT €JHOBPEMEHHOTO NpHIIoKeHHe Ha Kanunpa u ¢dy3amaosa kuceivHa Tpadea
na Obae oOMHUCTIEHA HHAMBUIYATHO, 33 BCEKH OTAENEH CIY4Yal M Mo CTPOre MEIHLIMHCKO
Ha0MIOIEHHE.

PHUCKBT OT MUONIATUA W/UITK padaOMHUOIN3a MOXKE /14 C€ ITOBUIUIM IIPH ChITbTCTBAILO

npunoxeHue Ha HMG-CoA peaykTaziu HHXHOUTOPH (HAINp. aTOPBACTATHH) H
JanTOMULKH (BX. To4ka 4.5). Tpgabpa ga ce 0OMHUCIH BpeMEHHO CIIMPAHE HA NIPU
MallUEHTH, MPUEMAIllK JAIITOMHUIIMH, OCBEH AKO MOJI3UTE OT ChIIBTCTBAINOTO IIPHIIOKEHHUE
He MIpeBUINABAT PHUCKa. AKO CHbBMECTHOTO NPHJIOXKECHHE HE MOXKe Ja ce n30erne, HUBaTa
Ha KK tpga6Ba na ce u3MepBar 2-3 NbTH CEIMHYHO M ALUCHTHTE TpgOBa aa ce
Ha0moaaBaT BHUMATEJIHO 32 BCAKAKBH IIPU3HAIM MM CUMIITOMM, KOUTO OHXa MOTTIH Aa

Ca U3j4Ba HAa MHUOIIATHA.

[leguaTpyuHa nonmyjaauus
He e HabnropaBaH KITMHHUYHO 3HA4YMM e(eKT BbPXY PacTexka U MOJOBOTO Ch3ps
npoyusaHe, 6a3UpaHO Ha OlleHKaTa Ha UAJIOCTHOTO Ch3pABaHE K Pa3BHTHE, '

HHTtepcTuunanta SenoapodbHa 6onect
EAUHUYHKN cnyvau Ha uHTepceTHUMaTHA OenoapobHa Gonect ca fokaaBar
HAKOU CTAaTHHH, OCODEHO NPH NPOABTIKUTETHO JIEUEeHHE (BX. ToUKa 4.8).




JAACMHEA, HENPOAYKTHBHA KALILUTHLIA W BJOLUABAHE HA OOLWIOTO 3APAaBOCIOBHO CHCTOAHHE (YMOPa,
3aryba Ha Ter/10 ¥ nNoBMiLIieHa TeMITepaTypa). AKO HMa CbMHEHHWE 3a pa3BUTHE Ha
WHTEpCTHUMANHA OenoapobHa OonecT, NeUeHUETO CbC CTATUHH TPAOBA a Ce€ NPEeyCTaHOBH.

3axapeH auader
Hsikon naHHM NOKA3BAaT, Y€ CTATHHUTE KATO KNAC NOBULLABAT KPbBHATA IIKOKO3a M NMPHU HAKOM

NaLHAE€HTH, H3JIOKEHH HAa BUCOK PHUCK OT pa3BHTHE Ha AUadeT, TOBa MOXE Aa JOBEAE 0 HUBO HA
XUMEPrIUKEMHUSA, MPH KOETO € NOAXOAALIO NMPUNATaHETO Ha NeveHHe 3a Auabet. To3M puck,
obaue, ¢€ KOMIMEHCHpa OT HaMaNABaHE Ha CLAOBUA PUCK MPH NPUEMAHE HA CTATHHH U 3aTOBA HE
TpabBa aa ObJc NPUYKHA 32 CMMPAHE Ha JIEYEHHETO CbC CTAaTHHU. [1aLIMEHTH, H3TOKEHHN HAa PUCK
(rnroxo3a Ha rnmajgHo 5,6-6,9 mmol/l, UTM> 30kg/m2 noBHIL€HO HUBO Ha TPHITIHLEPHAH,
XHUIIEPTOHMS ), TpAORA Aa ce npocaeasaBaT KIHHHYHO H OHOXMMHAYHO CHrAaCcHO HAMOHANHUTE

HACOKH.

[ToMOLIIHH BelllecTBAa
Kanunpa ceabpika nakrosa. [TauueHTn ¢ peaku HacneacTeeHH npobiieMH Ha HEMOHOCHMOCT KbM

rafiakTo3a, IbJACH NaKTa3eH A1e(ULUMT WK ITKO30-rajakTo3Ha MasiabcopOuus He TpadBa na
MpHUeMarT TOBa JIEKapCTRO.

ToBa nekapcTBO ChAbLPKA Mo-MaNKo oT | mmol HaTpuil (23 mg) Ha 0033, T.€. MOXKE 1A CE Kaxke,
Y€ NPAKTHYECKH HE ChAbPXKa HATPHA.

4.5 B3aAaMoOAeHCTBHE ¢ APYIH JIEKADCTBEHH NPOAYKTH H APYrH GOopMH HA
B3aAHMOJEHCTBHE

BbaneicTBHE HA €AHOBPEMEHHO NPWJIOKEHH JEKAPCTBEHU NPOAYKTH BbPXY aTOPBACTATUH
ATopBacTaTHH ce MeTabonuzupa ot uuroxpom P450 3A4 (CYP3A4) u e cyOceTpar Ha
YepHOZPOOHHUTE TPAHCTIOPTEPH W HA MOJIMITENTUAMTE, TPAHCIIOPTUPALLMA OpraHUUHU aHuoHH 1B1
(Organic anion-transporting polypeptide 1B1, OATPIB1) u 1B3 (OATPI1B3). MetraboantuTe Ha
atopBacTaTuH ca cybcrpaTtu Ha OATPIB1. AropBactaTvH ¢blLO ¢€ UAEHTHPUUHMPA KATO
cybcTpaT Ha epnyKCHHUA TpaHcnopTtep P-rnukonporend (P-gp) u Ha NnpoTenHa Ha pe3UCTEHTHOCT
Ha paka Ha repaara (Breast cancer resistance protein, BCRP), konTo Moxke na orpanvuar
ypesHaTta abcopOLMA W XKIbYHHSA KIHPBHC HA ATOPRACTATUHH (BXK. TOUKa 5.2).

EAHOBPEMEHHOTO NPHIIOKEHHE HAa NEKAPCTBEHH NPOAYKTH, KOWTO ¢a HHXHuOUTOpU Ha CYP3 A4
WK HAa TPAHCIIOPTHH MPOTEUHU, MOXKE 1a JOBEAE [0 MOBHLIECHH TUIa3MEHH KOHLIEHTpAaLMKM Ha
aTOPBACTATHH M NOBHULLEH PUCK OT MUONATHA. PUCKBT MOXeE a C€ YBETHUH CBLUO NMPH
€1HOBPEMEHHO MPHNOKEHHE Ha aTOPBACTATHH € JAPYTH JIEKAPCTBEHH MPOAYKTH, KOUTO HMAT
NoTEHUHAN 3a NPEAN3BMKBAHE Ha MMOMNATH, KATO NPOU3BOAHM Ha pUOpHHOBATA KHCENHHA M
e3eTHMHO (BX. Touka 4.3 ¥ Touka 4.4).

Huxubumopu na CYP3A4

YCTaHOBEHO €, 4e MOLLHK HHXHOUTOPH HA CYP3A4 BoaAT 10 3HAUYUTENHO NOBULLICHH
KOHLIEHTPALIMK Ha aTOpBacTaThH (BXK. Tabinnua | U KOHKpeTHAaTa HHGOPMaALUA MO-101Y).
EaHoBpeMeHHOTO npuiioxkeHue Ha MOLIHU CYP3 A4 unxubutopu (Hanp. LKMKJIOCIOPHH,
TEIUTPOMHLIMH, KITAPUTPOMULIUH, AETaBUPAWH, CTHPUIIEHTOIBT, KETOKOHA30J1, BOPUKOHA3071,
MTPaKOHa30J1, MO3aKOHA30J1, HAKOW aHTHBHPYCHHU CPEACTBA 3a JieueHHe Ha xenatut C (Hagn
enbaceup/rpazonpesnp) v HIV npoteasHy HHXHOHTOPH, BKITIOMHTENHO PHTOHA B ‘\“

KOTaTO €AHOBPEMEHHOTO NPUACHKEHUE HA TE3H JICKAPCTBEHH MPOIYKTH € aTQURS
Ja ce uszberte, Tpadpa j1a ce oOMHCIHM NO-HUCKA HAYAJIHA M MaKCHMAJTHA 10 f
Ce NpenoprYBa NOAXOAALNO KIMHHYHO MpocineaaBaHe Ha nauueHTa (BxK. Taf
YmepeHu uuxubutopu Ha CYP3 A4 (Hanp. epMTPOMHLIMH, JUJITHA3EM, BEpa
(byKOHA30M) MOTaT [a NOBHLIAT NIA3MEHUTE KOHLUEHTPALHH HA ATOPBACTAT




[ToBuilieH pUCK OT MUOTNIATHA ce HaOMKOaBa MPH U3MON3BAHETO HA CPUTPOMULIMH B KOMOWHALIMA
CbC CTaTHHM. [IpoyuBanus Ha B3aUMOACHCTBHE 3a OLIEHKA HA BB3JECHCTBUETO HA AMHOLAPOH WIIH
BEpanaMWi BbPXY ATOPBAacTaTHH HE ¢a nMpoBexaany. MisecTHo e, ue aMMOAapOH H BEpanaMmuI
WHxuOupaT aktuBHocTTa Ha CYP3 A4 ¥ eAHOBpEMEHHOTO NPUIIAraHe ¢ aropBacTaTHH MOXe Ja
AoBeAe A0 MOBHUICHa eKCro3uums Ha aropeacTaTuH. [lo Tasu npuuuna Tpabea na ce oOmucnu
I0-HUCKA MaKCHMallHa 4034 Ha aTOpBacTaTHH U CE NMPENOpbYBA MOAXOAALLO KIHHHYHO
HabaloaeHHe Ha NaLMeHTa, KOTaTo ce Npwiara ¢AHOBPEMEHHO ¢ YMEPEHH UHXHOHUTOPH Ha
CYP3A4. KnunuuHo npocneasipade ce NpenopsLYBa MPU 3aN0OUYBaHE Ha JIEUEHHETO U MPH
[IOCNeBallla MpoMsAHa Ha 403aTa Ha MHXMOUTODpA.

Huoyxmopu na CYP3IA4

EnHOBpeMEHHOTO MPHJIOKEHHE Ha aTOPBACTATHH ¢ HHAYKTOPH Ha LUTOXpoM P450 3 A (Harp.
edasupeHLl, pidaMNHH, XKBJIT KRHTAPUOH) MOXKE /1a IOBEAE AC NIPOMEHIIMBO HAMAIABAHE Ha
rtasMeHMTe KOHUEHTPaLMH Ha aTopBacTaTHH. [Topaau ABOMHHMSA MEXAHU3BM HA B3aAUMOIEHCTBHE
Ha pudamMnuH (LuToxpoM P450 3A uHaykuua ¥ HHXUOUpaHe Ha TPAHCMOPTEPa Ha
XenaToudTHOTO 3axpailiaHe OATP1B!), ce npenopbuBa eAHOBPEMEHHO [PHITOKEHHE Ha
aTOPBACTAaTHH ¢ pruaMIuH, ThH KAaTO OTNOXKEHOTO NpUiaraHe Ha aTOPBACTATHH ClIE NPHUEM HA
pH(paMIIKH € CBBP3aHO CbC 3HAYHTENHO HAMANIABAHE HA TUIA3MEHUTE KOHLUEHTPALUH Ha
aTopBacTaTHH. EQEeKTHT Ha pHdaMNWH BbPXY KOHUECHTPALMMTE HA aTOPBACTaTUH B
XEMATOLMTUTE HE € U3BECTEH U aKO €IHOBPEMEHHOTO TMPUOKEHHE HE MOXE 11a ce U3berHe,
naudeHTHTE TpAOBA 1a ObAAT BHUMATEIHO HabloAaBaHH 3a OLEHKA Ha TEPaNeBTHUHHA €DEKT.

Huxubumopu na mpancnopmepume

HMHXHOHUTOPH Ha TPAHCMIOPTHUTE MPOTEHHH MOraT Aa MOBMILAT CUCTEMHATA €KCNO3HUHA Ha
aTopBacTaTuH. LIMKNOCNOpHH 1 NeTepMOBHP ¢a HHXUOHTOPH Ha TPAHCIIOPTEPH, YYaCTBALLUH B
pa3npeacneHUero Ha aroppactatut, T.e. OATP1B1/1B3, P-gp u BCRP, xoeto Boau no
MOBHUIEHA CHCTEMHA €KCMNO3HLIMA Ha aTopBacTaTHH (Bxk. Tabnuua 1). EdexrsT Ha HHXUOHpaHe
HA TPAHCTNOPTEPUTE HA XENATOLMTHOTO 3aXBalllaHe BbPXY €KCIIO3MUUATA HA aTOPBAaCcTaTHH B
XE€NATOLIMTHTE € HEH3IBECTEH. AKO € AHOBPEMEHHOTO MPHJIOKEHUE HE MOXKE J1a c€ u3berHe,
NPENopLrYBa C€ HAMAIABAHE HA 103aTa U KJIMHUYHO Ha0n0AeHHe HA TepaneBRTHYHHA €PEKT (BXK.
Tabnuna 1).

He ce npenopbuBa ynorpebaTa Ha aTopBacTaTHH NPH NAUUEHTH, NPHUEMALLIH €1HOBPEMEHHO
JIETEPMOBHUP U LHUKNOCTIMPHH (BXK.TOYKa 4.4.).

I'empubpozur/npoussodnu Ha pubpurosama xuceaunda
CaMocTosTenHara ynotpeba Ha ¢pubpaTi NOHsAKOra ce CBbLP3Ba ¢ MYCKYJIHH CBOHTHA,

BKJIFOUMTENHO pabaomuonuza. PUCKBT OT T€3H ChOMTUA MOXKE J1a CE MOBHILH [1PH

e JHOBpEMeHHaTa ynotpeba Ha nNpoH3BOAHH Ha (PUOPHHOBATA KMCEJIMHA H aTOPBACcTaTHH. AKO
¢IHOBPEMEHHOTO NPHIMKEHHE HE MOXKE f1a ce u3berne, TpabBa ga ce U3ON3Ba HaH-HUCKATa

033 Ha aTOPBACTATHH 34 MOCTHIaHEe HA TepaneBTHYHATA UeN U nauMeHTuTe Tpadsa na 6bvaar

BHUMATEJIHO HabMonaBaHHU (BXK. Touka 4.4).

Ezemumub
CamocToaTenHaTa ynotpeda Ha e3¢TUMHO ce CBLP3Ba C MYCKYJIHH CHOMTHA, BKIIIOYHTEITHO
pabnomuonusa. [1o Tazn npUuurHA PUCKDBT OT TE3H CHOUTHSI MOXKE J1a CE€ MMOBULLH TIPH
eHOBpeMeHHa ynoTpeba Ha e3eTHMHO K aTopBacTatiH. [IpenopbyBa ce noaAXoAsLIO
HabnioneHue Ha Te3u MalUEHTH.

Hanmomuyun
CboburapaHu ¢a Clnydyand Ha MHOTATHA WKWK pabaoMHoM3a NpH ChbBMECTHOM
HMG-CoA peagykTa3zHd HHXUOUTOPH (Hanp. aTOpBacTaTHH) U AaNTOMHLIE. &
NPUIOKEHUE HE MOXKE 1a Oble H30erHaro, ce Npenopb4Ba MNoAXOASLIO KAHE
(BXK. Touka 4.4).



Koaecmunon
[InasmMeHuTE KOHLUEHTpALIMX Ha aTOPBACTATHH U HEMOBUTE aKTHBHHU MeTa0ONHUTH Ca NO-HUCKU

(CBOTHOLLUEHHE HA KOHUECHTPALMATA Ha aTOpBAacTaTHH: 00.74), KOrato KOJIeCTUIION Ce Npuara
eAHOBpeMeHHO ¢ Kanunpa. Jinnuauure edpexktu obaue ca no-uipaseHu, korato Kanunpa u
KOJIECTHIION € MPHNAraT €AHOBPEMEHHO, OTKOJIKOTO KOTraTo BCEKH JIEKAPCTBEH NMPOAYKT Ce
npUnara caMoCTOATENTHO.

Dy3ucdosa xuceauHa

PHUCKBT OT MHONATHS, BKJIKOYMTEIHO pabaoMHONH3a MOXE Aa C€ YBIIMYM [PH €1HOBPEMEHHOTO
CUCTEMHO MPUNOXKEHHE Ha (PY3UA0BA KMCE/IHHA M CTaTHHH. MexaHU3MbT Ha TOBa
B3aUMOJEHCTBHE (aany e papMaKOAWHAMUUHO UK (PapMaKOKHHETHYHO) BCE OLUE HEe € U3BECTEH.
Mma crollueHnd 3a cnyyau Ha pabaoMuonnza (BKIKOYUTENHO C NETANEH H3X0A) NMPU NALHEHTH,
[MpUeMaill Ta3u KOMOHHaLIMA.

I1pn mauueHTH, NPH KOUTO CUCTEMHOTO NMPHWIOKEHUE HA (PY3HI0BA KHCE/IHHA € HAIOKHTEITHO,
JNEYEHUETO ¢ ATOPBACTATUH TPAOBA 1a ObAe NPEYCTAHOREHO NpeE3 LIEIUA NIEPHOA Ha JIEYEHHE C
¢dy3ua0Ba KUceauHa (BUXKTE Touka 4.4).

Koaxuyun

Burnpeky, ue He ca NPOBEXKAAHHM MPOYUBAHUA 34 B3aUMOJEHCTBHA ¢ aTOPBACTATHH M KOJIXMLIMH,
cboOLIaBaHH ca ClTy4yal Ha MHOMNATHSA MPH € JHOBPEMEHHO NPHIOXKEHHE Ha ATOPBACTATHH H
KOJIXMLMH U TpaOBa fa ce BHHMaBa, KOraTo ¢e NpenMcBa aTopBacTaTHH ¢ KOMXHLIMH.

Bb3aelcTBUE HA ATOPBACTATHH BLPXY €THOBPEMEHHO NPHIATAHM JIEKAPCTBEHH MPORAYKTH

Hucoxcun

[lpy MHOrOKpAaTHO NPUAOXKEHHE Ha IUTOKCHH eIHOBpeMeHHO ¢ 10 mg aTopBacTaTHH ce
HabnloaaBa 1eKO yBEIHYaBaHE HA PABHOBECHUTE KOHLEHTPALKWKA Ha TUrokcuH. [launeHTure,
MpHeMaily AUrokcHH, TpaOBa aa ObaaT npocieasaBaHy MO NMOAXOAAL] HAYHH,

lepoparnu xkonmpayenmusu
EaHoBpeMeHHOTO nprioxkenue Ha Kanunpa ¢ nepopanHi KOHTPAUCHTHBH BOAH A0 YBEJIHYEHHE

Ha IVIA3MCHHUTC KOHUEHTPALIHH HA HOPCTHHIAPOH U €TUHWJT €CTpagHoOfl.

Bapdapun
B KJIMHHA4YHO NMPOYyYBaHE NPH NMALHEHTH HA MOCTOAHHO NeueHue ¢ BapdapyH, €IHOBPEMEHHOTO
NPHUIIOJKEHHE Ha aTopBacTaTHH 80 mg nMHErHO ¢ RapdapuH BoAH A0 cnabo HaMalieHHe OT OKOJ0
1,7 CéKyHaH Ha MpOTPOMOKHOBOTO BpeMe npe3 MBPBUTE 4 AHU Ha NPUIOKEHHE, KOETO Ce BphLLa
KbM HOpPMaTHHTE CTONHOCTH B paMKHTeE Ha 15 JHM OT JIeYEHHUETO C aTOPBACTATHH. BbnpekH ue ca
NOKNAaJBAHH MHOIO PElIKH CITyYad Ha KNIMHUYHO 3HAYUMH B3aUMOJEHCTBUA C AaHTHKOATYJIaHTH,
MpOTPOMOHHOBOTO Bpeme TpAOBa Aa ce ofpeae/n Npean 3ano4YBaHe Ha JEYEHHETO C
aToOpPBaCTaTHH [IPH MNallMEHTH, NpHeMallli KyMApHHOBH AHTUKOAryJ1aHTH, H IOCTATbYHO YeCTO B
Ha4aJIOTO Ha JICUCHHETO, 3a A CE rapaHTHpa, Y€ HE HACTLIIBA 3HAYUMA [POMSAHA B
npoTpoMOHMHOBOTO Bpeme. KoraTto ce nokyMeHTHpa cTAOUIHO MPOTPOMOHHOBO BpeMe,
MPOTPOMOHWHOBUTE BPEMEHA MOTAT J1a Ce CNIeAT Ha HHTEPBAIH, 0OUKHOBEHO MNPEenopbYBaHH 3a
NaUMEeHTH, NpYUeMallli KYMapHHOBH aHTHKOAryJIaHTH. AKO J03aTa Ha aTOpPBACIIMuTI=RROMEHEHA
HWJIH IPHEMBT € NMPEYCTAHOBEH, TPA0Ba Aa CE MOBTOPH CbLIATA NPOLEAYP :
aTOPBACTaTHH HE € CBBP3aHO C KbPBEHE HAH C NPOMEHH B IPOTPOMOHHO}
MalMEHTH, KOUTO HE NPUEMAT AHTUKOAryJ1aHTH.

[leanaTpu4Ha nonmynauus




[TpoyuBaHHs Ha JIeKapCTBEH# B3AUMOAECHCTBUA Ca NMPOBEMKIAHH CaMO NPH Bh3pacTHU. CTerneHTa
Ha B3aHMOJEHCTBHE B NeauaTpHYHATA NOIyNailusa He € u3BecTHa. [ opecnoMeHaTuTe

B3aUMOAEHCTBHA NPH Bb3PACTHH W NpexynpexAeHusTa B To4ka 4.4 TpadBa aa 6baat B3eTH noa
BHHMAaHUE [IPH NeaUaTpUyHaTa Nnomynanug.

JIekapCTBEHU B3aUMOAEUCTBUS

Tabnuua 1: Br3necTeue Ha €AHOBPEMEHHO NPUAATAHUTE NEKAPCTBEHH NPOAYKTH BLPXY

hapMakOKHHETHKATA HA ATOPBACTATHH

[FLLTENRTTTRTIRT I VIR L INELINELE PP IR IR NP R e g e e e R P BT P PR E S

- —— =TT ETEAEETES WESE . sasenaae . fe e rmemmimm————————

Ennospemeu HO NpHUNAaraH J€KapCTBEH ATopBaCTaTHH
gnpoﬂym 1 CXeMa Ha A03HpaHe I[o?.a (mg) l'lpomsma KinunnvnHa npenopbka’
E B AUC* %
rTanaHaBHp 500 mg BID/ puronasup |40 mg Ha geH 19,4 B ciyuaute, korato € Heo6X0AHMO |
200 mg BID, 8 auu (anu 14 no 21) 1, 10 mg Ha C¢IHOBPEMEHHO TIPHIIOKEHHUE C
aeH 20 aTOpBACTATHH, 1A HE Ce€ HAJABHILABA
'rl_lHI{J'IOCI'IO]JHH 5,2 mg/kg/nen, crabunua |10 mg OD 3a (8,7 10 mg aTopsacTaTun aHeBHo.
| [IpenopbuBa ce KIMHHYHO
J03a 28 nHH
= HabAKACHHE HA Te3U NMAUUEHTH.
Tenanpeasup 750 mg Ha 8 yaca 3a 10 guu {20 mg, SD 77,9 )
T nexanpepup 400 mg BeaAHBK 10 mg I8,3 EaROBpeMEHHOTO NpUnarane c
NHEBHO/MUOpEHTACBUP BEHDbXK NPOOYKTH, ChbAbPXKALUH
120 mg BegHbX AHEBHO, 7 IHU JHEBHO 32 7 rjieKanpeBUp WIH
AHH NHOpPEeHTaCBHp, €
NMPOTHRONOKA3aHO (BX. TOYKA
4 3)
______________________________________________________________________________________ I o
J'Ionuuaﬂup 400 mg BID/ pmoi;;;;;; 100 20Hé OD 3a 3,9 B cnyqaﬁ;é . KOTaTo € Heoﬁxdnumo
mg BID, 14 anu 4 AHH | €HOBPEMEHHO NPUIOKEHHE C
KnapHTpDMHuHH 500 mg BID, 9 auu 80 mg OD 3a 14,5 aTopBacTaTHH, Nperopbikar ce o~
| 8 nHM HUCKH MOAAbPHKAILH J03H Ha
atopBacTaTuH. [1pu 103m
aTOPBACTATHH, npeywiasaiiy 20
mg, ¢e NpenopbyBa KJIMHUYHO
| npocneaaBaHe Ha TE3HW MaUUCHTH.
TCa}r&mH.'eur.up 400 mg BID/ putonarup |40 mg OD 3a '3,9 B ciyyauTe, Korato € He0oDX0IMMO
(300 mg BID 3a nuu 5-7, yBenudena no |4 AHH ' €IHOBPEMEHHO NMPHIOKEHHE C
400 mg BID Ha aeH 8), atu 4-18, 30 aTOpBaCcTaTHH, NPENOpBLYBAT C€ I10-
?MtuTu cliel Jo3aTta aTopBacTaTHH HUCKM NOAAbPKAIH N03U Ha
I[apyﬂaﬂup 300 mg BID/ puronasup 100 l10 mg OD 3a 3.4 aropactatH. lIpH fo3n
me BID. 9 anu 4 v |aTopBacTaTHH, npeBuilaBamy 40
8 7 A A mg, ce NpenopbL4YBa KIHHKYHO |
éHTpaKGHaBOH 200 mg OD, 4 aHu 40 mg SD 3,3 NnpociacaABaHC HA TC3M NMAUHCHTH. |
§CD03amnp1E:HaBup 700 mg BID/ o mg OD 3a 2,5 -
puToHaBup 100 mg BID, 14 anu 4 nHM
ti)é-éamnpeﬁanup 1 400 mg BID 14",uH11 i OméOD sa 2,3 ----------------------
| 4 nHH
Enﬁacsup 50 mg BeHBX 10 mg 1,95 I[oaa'ra Ha aTyg




f |
AHeBHO/rpazonpesup 200 mg eAXHHYHA TpaOBa na NpeBUiliaBa JHEBHA
‘BEAHDBLK AHEBHO, |13 AHM 1032 no3a ot 20 mg npw
e IHOBPEMEHHO NpUIlaraHe Ha
| MPOAYKTH, ChAbPKALLH i
ea0acBUp UK rpa3orpeBKp. |

Jlerepmosup 480 mg OD, 10 auu 20 mg SD 3,29 Jlo3aTa Ha aTOPBACTATHH HE

| TpsAOBa Ja NpeBUILaBa JHECBHA
A03a ot 20 mg npwu
eAHOBPEMEHHO NpUjaraHe Ha
MPOAYKTH, ChAbPKALH
€TEPMOBHP.

HenchHaBHp 1 250 mg BID, 14 anu 10 mgOD3a (1,74 Hsama cneumbuqnu npenapbxn

28 nHH

Cox oT rpeund:pyT, 240 mt OD * 40 mg, SD 1,37 EQHOBPEMEHHOTO aneMaHe Ha
rOIEMH KOJHYECTBA COK OT |
rperndpyT H aTOPBACTATHH HE Ce
TIpenopbHBa.

,[[H.n'masem 240 mg OD 28 IHH 40 mg, SD 1,51 Crnen 3anoyBaHe WM nocne,usamu '
KOPEKLMHY Ha 03aTa Ha JWITHA3EM,
3a Te3W NAlLHEHTH CE MpENopbYBa |

| NOAXOASLIO KIHHHYHO |
| poC/eAsBaHE.

, R T ST St I

Epurpomuuun 500 mg QID, 7 anu 10 mg, SD 1,33 [TpenopbuBa ce NO-HUCKA

MAKCHMATHa 10334 Y KJIMHUYHO
NPOC/ACAABAHE HA TE€3H MALMEHTH. |

Amnonunuﬂ 10 mg, eaHOKparHa nosa 80 mg, SD 1,18 Hsama cneuucbmuu NPENopbKH. |

]_lHMETPI,I[HH 300 mg QID, 2 ceamHLH 10 mgOD3a | 1,00 Hsima cnetindyuHK NpenopbKH.

2 CeaMHLM
Konecrunon 10 g BID, 24 ceamuuu 40 mg OD 3a [0,74** |Hama cneuuduyHy NpenopuKH.
8 ceaMMLM |

AHTHauuaHa cycneHuus Ha mardHe3ueB M |10 mg OD 3a (0,66 HsaMa cneunr4HU NMpenopbKH.

anyMuHueB xuapokeua, 30 mL QID, 17 |15 anu

,[l,HH
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EdJaBHPEHI_I, 600 mg OD 14 qun 10 mg 3a 3 0,59 Hama cneuuduyuHN npenopbKH.

AHH |

PH(])&MHHH 600 mg OD 7 IHH 140 mg SD 1,12 Ako e,uuoapemeHHmo npuﬂox{mme |

(eﬂHDBpeMGHHD npnno}xenue) HE MOXE J1a ce u3berHe, |

Pud)amnuu 600 mg OD 5 IHH (O'rneﬂenH 40 mg SD 0,20 HPETOPBABA € KITHHHMARO

71024) NMPOC/ICAABAHE TIPH €JHOBPEMEHHO

| NPUIOKEHUE HA aTOPBACTATHH €
pu(aMnuH.

Iemdu6po3un 600 mg BID, 7 auu 40mgSD 1,35

dleﬂadmﬁpa'r 160 mg OD 7 DHH 40 mg SD 1,03




[Ipenopbusa ce NO-HUCKA HAYaNHA |
1033 U KJIMHHYHO NPOCeiaBaHe Ha |
Te€3d malueHTH. Jlo3ara Ha |
aTOpBacTaTvH HE TpadBa 1a
npeByIIaBa JHeBHATAa a03a ot 20
mg NpH €AHOBPEMEHHO

% u MPUIOKCHHE C 60HEHPEBHP.

% ITpeacraBs CHOTHOLUEHHE HA EYEHHETO (€IHOBPEMEHHO NIPUIOKEHHE Ha aTOPBACTATHH C APYTo
JIEKAPCTBO W NPUIOXKEHUTO Ha ATOPBACTATUH CAMOCTOSTEAHO).

* Buoxre ToukH 4.4 ¥ 4.5 33 KIMHUHMHOTO 3HAYEHHE,

* Cbabpka eJHH WIH NOBeYe KOMIMOHEHTH, KOUTO HHXUOHpaAT CYP3 A4, 1 Moxe Ja NOBUUIH [UTa3MEHUTE
KOHLEHTpaUry Ha JIEKapcTBeHN NpoAayKTH, Metabonusnpanu ot CYP3A4. Ilpuemanero Ha 240 ml cok ot
rpeitndpyt Boau ao HamansBaHe Ha AUC ¢ 20,4% 3a akTMBHUSA OPTOXHIAPOKCH MeTabonur. 'onemu
KOJIMYECTBa COK OT rpedndpyT (Haa 1,2 nuTpa AHEBHO B NMpOoab/LKEHHE Ha 5 AHH) yeenuuasaT AUC Ha
atopsacTatuH 2,5 nbTi 1 AUC Ha akTMBHUTE BellecTBa (aTOpBacTaTHH U MeTaboNUTH) Ha
uHxuburopure Ha HMGCoA penykraza 1,3 nvrh.

** CpoTHOLIEHKE Bb3 OCHOBA Ha €IMHUYHA npoda, B3eTa 8-16 vaca cnen Ao3ara.

OD = BeaHbx AHEBHO; SD = eaHokpaTHa n03a; BID = aBa nvTH aHeBHo; TID = Tpu nbTH aHeBHO; QID =
YETHPH MBTH JAHEBHO

?Bouenpenup 800 mg TID, 7 nuu 40 mg SD 2.3

L Th Ty

Tabnuua 2: Br3aelicTeye Ha aTOpBACTaTHH BBPXY (apMaKOKWHETHKATA HA €AHOBPEMEHHO NpUiaraHy
JIEKAPCTBEHH NPOAYKTH

o, . T T T

Al Syt

EATO[JBEICT&THH U |EJHOBpeMEeHHO NpUnoXKeH NEKapcTBEH NPOAYKT
‘cXeMa Ha
JlexapcTBeH npoaykr/ao3a {(mg) CrboTHoweHue | KnHHUYHA npenopeka
AO3HpaHe Ha AUC% |
80 mgOD3a 10 |[Iurokcun 0,25 mg OD, 20 nuu m i 1,15 o [latuentuTe, aneMaLE;I E
AHH | [IMIOKCHH, TpAOBa na Obaat
' MPOCAEAABAHH IO NOAXOALL
| HauMH.
40 mg OD 3a 22 |Ilepopanen kourpauentus OD, 2 Hama cneunprynm
JHU Mecena 1,28 [PENOPBKH,
- HOPETHHAPOH | mg 1,19 |
-eTUHWecTpaauon 35 pg ' |
80mgODza 15 |* ®eHason, 600 mg SD 1,03 Hama cneuuduunm
JHH | NpenopbKH
10 mg SD Tunpauasup 500 mg BID/ putonasup |1,08 Hsama cneurduusn
200 mg BID, 7 nnu [IPENOPbKHU.
10mgOD3a4 docamnpenasup 1400 mg BID, 14 gun (0,73 Hsama cneunduunn
JHM | TIPEMOPBKH.
;10 mgOD3a4 | @ocamnpenarup 700 mg BID/ 0,99 'Hsma cneunpUiHHA
JHHU puroHasup 100 mg BID, 14 auwu i NPEnopPLKH. |

% IMpencrasa nedyeHre (eAHOBPEMEHHO MPHIIOKEHHUE Ha APYroO NEKAPCTBO ILTIOC ATOPBACTATHH B

CPABHCHHE C TNIPHJIOKCHHUC Ha aTOPBACTATHH C&MOCTOHTEJ’IHO).

¥ EnNHOBpEMEHHOTO MpHIaraHe Ha MHOTOKPaTHW JO3H aTOPBACTATHH M PEHA30H NMOK

HEAONOBUM edeKT BbpXY KiupbHca Ha peHas3oH,

OD = enHbk OHEBHO; SD = eqHokpaTHa no3a; BID = aBa NbTH AHEBHO;

4.6

PepTUAHTET, OPEMEHHOCT H KhpMeHe




JKeHu ¢ gerepoaeH noTeHuUal
XKeuute ¢ gerepoaeH NOTEHUHA TpAOBA Ja U3NOA3BAT MNOAXOASIM KOHTPALEIITHBHH MEPKH MO
BPEME Ha JICUSHHETO (BXK, ToukKa 4.3).

bpemeHHOCT

Kanunpa e npotuBonoka3saH no speMe Ha OpeMeHHOCT (BXK. Touka 4.3). besonacHocTTa nipu
OpeMeHHH >XeHM He € ycTtaHoBeHa. He ca npose)xaaHu KOHTPOIHpPaHH KIIMHHYHM MPOYYBAHHA C
aTOpBacTaTHH NpH OpeMeHHU KeHHU. [lonyueHu ca peaku cboOLIEHHS 3a BPOAECHHU aHOMANHH Clel
BbTpeMaTouHo HanaraHe Ha HMG-CoA peaykrasHu unxuburopu. [Ipoyusanmsra rnpy ;xMBOTHY
NOKa3BaT PENpPOoAYKTHBHA TOKCHYHOCT {BX. TOUKA 5.3).

JleyeHune Ha MaiikaTa ¢ aTOpBacTaTHH MOXKE Ja HamalH (PETaJTHUTE HUBA HA MEBAIOHAT, KOHTO €
npexypcop B OHOCHHTE3a Ha XojiecTepona. ATEpOCKIEpO3aTa € XpOHHUYEH Mpouec U
0OMKHOBEHOTO NPEKPATABAHE HA JIMMHAONOHMKABALMKTE NIEKAPCTBEHH NMPOAYKTH MO BpEME Ha
OpeMEeHHOCT TPAOBA 1a UMA MAJTKO BIIMAHUE BbPXY OBJANOCPOYHKS PUCK, CBBP3aH ¢ NbpPBKYHATA
XUIEPXONECTEPOIEMHUS.

Hopanu te3n npuurHK, Kanunpa He TpabBa aa ce M3non3sa NpH XXEHH, KOUTO ca OpeMEHHM,
OMHMTBAT Ja 3a0peMeHeAT WIH Noxo3upar, de ca OpemeHHHU. JleueHuero ¢ Kanunpa psadsa 1a
Obae npeycTaHOBEHO 334 BpeMEeTO Ha OPeMEHHOCTTA MM JIOKATO CE€ YCTAHOBH JIMNCA Ha
OpemeHHOCT (BX. TOuKa 4.3.)

KbnpmeHe

He € n3BecTHO Janu aTOpBacTaTHH WM HETOBUTE META0ONHMTH ce eKCKpeTHpaT B KbpMaTa. [Ipn
MJIbXOBE, MIa3MEHHTE KOHLIEHTPALIMK Ha aTOPBACTATHH H HEMOBHUTE aKTUBHH METabDOIIHTH ca
nogo0HM Ha Te3U B MIAKOTO (BxX. Todka 5.3). [lopaad BE3MOXHOCTTA 3a CEPHO3HH HEXKENaHU
peakiyH, xeHuTe, npueMaiuu Kanunpa, tpsadea aa npeycTaHOBAT KbPMEHETO (BXK. TouKa 4.3).
ATOpBAaCTaTHH € NPOTHBONOKA3aH MO BpeMe Ha KbpMeHE (BXK. TOuKa 4.3).

QO epTUIUTET
[Tpu npoyuBaHHUA C XXKMBOTHHU aTOPBACTATHH HE € OKa3aJl BJIMAHUE BbPXY MBXKKHSA UITH KEHCKHS

depTunuTeT (BXK. TOUKA 5.3).

4.7 EdexTH BEpXY cnocofOHOCTTA 34 odupane B padoTa ¢ MANIHHHA

Kanunpa noBnusBsa B Majka cTeneH crnocobHocTTa 3a wodupaHe H padboTa ¢ MaLLIMHHY.

4.8 Hexenanu J1eKapcTBeHH PeaKIHi

Cnopen 6a3aTa JaHHY HA 11aLeb0-KOHTPOHPAHO KIIMHMYHO MPOYUHBAHE C aTOPBACTATHH MpPH
16 066 (8755 aropBacraruu cnpamo 7311 nnauebo) naumeHTH, NeKyBaHH 3a CPEACH AEPHOL OT
53 ceamuum, 5,2% OT nallMEHTHUTE HA aTOPBACTATHH Ca NPEKPATU/IH YYACTHETO CH Nopaiu
HexKeJlaHM peakUMK B cpaBHeHHUe ¢ 4,0% o1 nauueHTHTE Ha rnauedo.

B13 ocHOBa Ha JaHHUTE OT KIIHHHYHHU MPOYYBAHUA U OOLUHPHUS NOCT-MAPKETHUHIOB OIHT, B
cienBallara Tabanua e npeactabeH NpodunbT HA HEXKENTAHUTE peaKUHU Ha aTOPBACTATHH.
OuaKkBaHHTE YE€CTOTH Ha PEeaKLHHTE Ca rpyNupaHy CbIVIACHO CIEAHATA KOHBEHLIWA:

Yectu (oT 2 1/100 go < 1/10)

Heuecty (oT > 1/1 000 oo < 1/100)

Peaku (ot 2 1/10 000 no < 1/1 000)

MHoro peaku (<1/10 000)

C Heu3BECTHA 4eCTOTA {OT HAJTMMHMTE JaHHHK HE MOXXE 11a 6bae HarlpaBeHa

Hudexyuu u unpecmanyuu.




UecTu: Ha30¢apHHTHT.

Hapywenua na xpvema u aumghpnama cucmema

Penku: TpomboumMToneHus.

Hapvuwenus na umynnama cucmema

UecTH: alepruiHu peakLMM,

MHoro peaku: aHadbunakcus.

Hapyvwenua na memaboauzma u xpanenemo

UecTu: XUneprivkeMus.

HeuecTy: xunorinnkeMus, HaanaBaHe Ha TEMNO, aHOPEKCHUA.
Hcuxuunu napywenus

HeuecTH: kowMapH, Oe3¢bHHE.

Hapywenua na nepenama cucmema

Yectu: rnarobonue.

HeuecTn: 3aMasHOCT, napecte3ns, XHNOECTE3UA, AUCTEY3INS, AMHE3HA.
Penku: nepudepHaTta HeBponaTHs.

C HEW3BECTHa YECTOTa: MUACTEHHSA MpaBHC.

Hapywenusa na ouume

HeuecTH: 3aMBIIIEHO 3peHKE,

Peaxu: 3pUTEHU HApYLIEHHS.

C HEH3BECTHA YE€CTOTA: OUHA MHACTEHMUA.

Hapywenua na yxomo u aabupunma

HeuvecTu: uyM B yuiuTe

MHoro peaku: 3ary0a Ha ciayxa.

Cvoosu napywenus

Penku: Backynur.

Pecnupamopru, epeoHu U MEOUACMURAIRY HADVIMEHUA.:
Yectu: dapuHronapuHreasda 00onka, eNUCTAKCHC.
Cmomauno-ypesnu HapyueHus

YecTu: 3anek, METeopUsbM, AUCNIENCHS, FaficHe, AHApHS.
HeuecTy: moBpbiaHe, O0ska B ropHaTa M I0/1HATa YACT HA KOpeMa, OPUIrBaHe, NMaHKPEaTHUT.

Xenamoburuapiu HapyueHus
HevecTH: XenaTur.

Peaku: xosnecrasa.

MHoro peaku: yepHogpoOHa HeIOCTATHYHOCT.
Hapyuwenua na xooicama u ROOKONCHAMA MbKaAH
HeuecTH: ypTHkapus, koskeH oOpHB, Chplex, ajioneius.
Peaxu: aHrMOHeBpOTHYEH OTOK, OyJI03€H NEPMATHT, BKNIOUHUTENHO EpUTEMA MYJITH(HOPME,
CHHApOM Ha CTHUBBH-/[PKOYHC U TOKCHUHA €NUAEpMalHa HEKPOIU3a, IMXEHOU/HA IeKapCTBEHA
peakuus.

Hapywenwst Ha MYCKYAHO-CKeaemuama cucmema i Cb€OUHUMeTHAMa Myvkau

YecTH: muanrus, aptpanrus, 6oika B KpailiHULIMTE, MYCKYJIHH CIIa3MH, NMOJYBaHe Ha CTABMTE,
OoJikK B rbp0a.

HeuectH: OoJsika B luuATa, MYCKYJ/IHA YMOpa.

Penky: MHONAaTHA, MHO3UT, pabaOMHONN3a, pa3KBECBAHE HA MYCKYIHTE, TEHAWHONATHS, KOATO
MOHSKOra Ce YCIOXKHABA OT PyNTypa.

MHoro peaiku: nynmyc-noao0eH CUHAPOM.

C HeusBecTHa yectota: UMyHOMeaHHpaHa HEKPOTH3HpALLIA MHONATHA (BXK. TOUKAA
Hapywenua na 8v3npouzgodumentnama cucmema u 2bpoamd .
MHOro peakn: rHHEKOMAacTHA.

Obwgu napyuenus u edhexmu Ba MACMOMO HA NPURONCCHUE

HeuecTtu: Hepasnonoxenue, acrenus, 601ka B rbpaHTe, nepudepeH oToK, }
H3acneosanua




YecTH: NaTONOrHYHN YEPHOAPOOHN PYHKUHOHAITHH TECTOBE, NOBUILIEHO HHBO HA KPEaTHH
KHHa3a.

Heuyectn: Oenu KpbBHU KNE€TKH B YPHHATA.

Kakro u npu apyrute HMG-CoA peaykTrazid HHXHOUTOPH, MPH MalUEHTH, JEKYBAHHU C
aTOpBACTATHH, c€ HabJIIOlaRa MOBUIIIABAHE HA CEPYMHHTE TpaHCaMUHa3H. Te3u NpoMeHH
OOHMKHOBEHO Ca JIEKH, IIPEXO0/IHM U He M3UCKBAT NPEKbCBAHE Ha JIeueHUETO. KiTMHUYHO 3HauuMO
NOBHIIABAHE HA CEPYMHHTE TpaHCAMHWHA3H (> 3 'bTH ropHaTa rpaHHLia Ha HOPMara) €
Bb3HHKHAIO NpH 0,8% OT NaLHCHTHTE, NpHeMalliy aTOPBACTaTHH. [ €34 MOBHLIEHHA Ca
A0303aBUCHMHU U 0OpaTUMM NPU BCUYKH NALMEHTH.

B KAMHHAYHM NpOy4BaHus, NOBUILEHH CepYMHU HHBA Ha KpeaThH kvHa3a (CK) Hana 3 meTH
ropHaTa rpaHMLa Ha HOpMaTa € HabmoaaBaHo npH 2,5% oT NalMeHTUTE, MPHEMaLIH
aTopBacTaTHH, Noao0Ho Ha apyrd HMG-CoA peaykraznu uuxuburopu. Huea Haa 10 netH
ropHata rpaHula Ha HopMara ca Ha0mrogaeraHu npu (,4% OT mauMeHTHTE, IEKYBAHH C
aTOPBACTATUH (BXK. TOUKa 4.4).

[leanarpuyHa oonynauus

[Ipn neayaTpHyHU NALKMEHTH Ha BB3pacT oT 10 70 17 roauHu, JIEKyBaHH C aTOPRACTaTHH,
npo¢dUIBT Ha HEXKENAHU JIEKAapCTBEHH PEAKLIMM € CXOAEH HA TO3H TPH MALMEHTH, JIEKYBAHH C
nnauebo. Hakli-uecTture HeXXenaHu peakuyu, HabkO1aBaHHU B JIBETE IPYIH, HE3ABHCHUMO OT
OLIEHKATa Ha MPpUYHHHO-C/Ie/ICTBeHaTa Bph3Kka, ca Ounu uHdekumure. He € HabnroaaraH
KIIMHUYHO 3HAUYUM e(dEeKT BbpPXY pacTexka U NOJNOBOTO Ch3pSBaHE B 3-TOAUIUHOTO NPOYYBAHE,
OCHOBAHO Ha OLEHKATAa Ha UAAOCTHOTO Cb3PABAaHE U PA3BUTHE, OLICHKATA HA CTaauuTe Ha TaHep
(Tanner Stage) u u3MepBaHeTO Ha BUCOUMHATA U Ter1oTo. [IpodunsbT Ha Oe30MacHOCT U
[MOHOCHMOCT MPH NEIUATPHYHH NALIMEHTH € NoJ00EH Ha U3BSCTHHSA podui Ha Oe30MacHOCT Ha

ATOPBACTATUH MPU BB3PACTHH Mal[UCHTH.

bazara naHHM 3a KIMHHYHA 0e30MACHOCT BKIKOUBA JaHHH 3a Oe3onacHoCT 3a 520 neanatpy4HH
naluMeHTH, KOWTO ¢a oJIy4aBalid aTOPBacTaTHH, CPEeA KOUTO 7 MALAEHTH oA 6-roauiHa
Bb3pacT, 121 nauyeHTu BbB Bb3pacToBara rpyna ot 6 10 9 v 392 naumeHTy BB Bb3pacToBaTa
rpyna ot 10 ao 17. Bpb3 ocHOBa HA HANHYHUTE NAHHH, YECTOTATA, BUABLT U TEXKECTTA HA
HEXEJIAHUTE PCAaKLIMU TpU AeLaTa ca noao0HW Ha Te3H MPH BE3PACTHUTE.

ClenHHUTe HEXKEIaHH PCAKLUHH Ca JOKNaABaHH ITPH HAKOH CTAaTHHH.

. CekcyaliHa AMCYHKITHUS.

. Jlenpecus.

. EauMHUYHM cyyal Ha HHTepCTULHAHA OenonpobHa 6onecT, ocodeHO npH
NPOABIKUTEHO JIeUeHUE (BXK. Touka 4.4).

. 3axapeH auadeT: UecToTara L€ 3aBUCH OT HAJTUMUETO MUITH JIMIICATA HA PUCKOBHUTE

(akTopHu (KpbBHA I'MIOKO3a HA raagHo = 5,6 mmol/l, M TM>30kg/m2, noBuiieHo HUBO HA
TPUIJIMLEPUIH, AHAMHE3A 33 XUITEPTOHHUS ).

CrobmaBaHe HA MOAO3HPAHH HEXEIAHH PEAKIHH
Cno011laBaHETO Ha MOA03IHPAHH HEKENaHH peaKkLiMHd clie] pa3pellaBaHe 3a ynoTpeba Ha
NEKAPCTBEHMUA NMPOAYKT ¢ BaXkHO. T'OBa Mo3BOJIABA A4 NPOABLILKYA HAOIIOACHUETO Ha
CHOTHOUIEHUETO MON3a/pPUCK 3a JEKAPCTBEHUA NPOAYKT. OT MEOULUMHCKHTE CIIELIUAIHUCTH CE
M3UCKBA Ja ChOOLLAaBaT BCAKA NOAO3UPAHA HEKENAHA peakLus upes:
NanbinyTeNHA areH1uMa no JeKapceTeara

yi1. ,,Jlamau I'pyer* Ne §

1303 Codus

Ten.: +359 2 8903417

yeOcaiiT: www.bda.bg




4.9 Ilpeno3upane

CneuuduuHo neueHne npH npeao3rpane ¢ Kanunpa Hama. B cnydail Ha npeaosupasne,
NMaUMEHTHLT TPAOBA Ja C€ AEKYBa CHMITTOMATHYHO ¥ NPH HEOOXOAUMOCT Ja C€ MPHIOXKH
NoAAbpIKaLLO neycHye. Tpabpa Aa ce HampaBAT U3CIEABAHHA Ha YepHOAPOOHaTa QYHKLHA H Na
ce npocsieaaT cepyMuure HuBa Ha CK. [lopaau BHCOKHS alMHUTET HA CBbP3BaHEe HA
ATOPBACTATHH C [UIA3MEHUTE MNPOTEHHHU, HE CE€ OUaKBa XEMO/HaNU34aTa Aa NOKa4YH 3HAYHTETHO

KIHUPDHHCA HA aTOPBACTaTHH.

5. OPAPMAKOJIOTMYHHA CBONUCTBA

5.1 PapmMakoIHHAMHAYHH CBOHCTBA

dapMakoTepaneBTH4YHa rpyna: Jlekapctsa, peryaupaiuu aunuaute, HMG-CoA-peaykTa3Hu
uHxuouTopu, ATC xoa: C10AAQS

ATOpBACTaTHH € CENEKTUBEH, KOHKYypeHTeH Huxudburop Ha HMG-CoA peayxra3sara,
CKOPOCTOONPEASAALUMAT €H3HM, OTFOBOPEH 3a NPEBPLLUAHETO HA 3-XHAPOKCH-3-METHJI-
rMyTapMII-KOEH3dM A B MEBAJIOHAT, NPEKYPCOP HA CTEPOJIUTE, BKIHUUTEIHO HA XONecTepona.
TpUrMHLEPUINTE H XONECTEPONBT B YEPHHUS APO0 ca BKJIAKOYEHH B ChCTABA HA JTUIIONPOTEUHNUTE C
MHOro Hucka ristHoet (VLDL) m nocTenBart B niasMara, AOCTHIakkH A0 NepUpEpHUTE THKAHH.
JIunonporeunnuTe ¢ HUCcKa mnbTHOCT (LDL) ce popmupat ot VLDL H ce karabonuzupar rinapHo
ypes peuenTtopH ¢ sucox agpuHuTeT KbM LDL (LDL-peuentop).

ATOpPBAaCTaTUH MOHUXKABA TUTIA3MEHHA XOJECTEPOII H KOHLUEHTPALUATA HA TUINONPOTEHHH B
cepyMa upe3 nHxubupane Ha HMG-CoA penykrasara v BnocaeACTBHE HA OHOCKHHTE3a Ha
X0necTepon B uepHus Aped u yeennuara Opos Ha yepHoapobuute LDL peuentopu BbpXy
KJIeThYHAaTa NOBBPXHOCT 3a Mo-100po 3axBalllaHe ¥ kaTabonu3zbM Ha LDL.

ATOpBacTaTHH HaMansaBa obpasyeaHeTo Ha LDL u 6poa Ha LLDL yacTHumTe. ATOpBacTaTHH BOAM
A0 3HAYUTENHO U TpalHO nouiuapaHe Ha LDL-peuentopHaTta akTHBHOCT, ChUYETAHO C
OnaronpysTHa MPOMAHA B KA4eCTBOTO HA UMpKYaupawuTe LDL yacTuun. ATOpBacTaTHH €
epexTupeH 3a HamanaeaHe Ha LDL-C npy nauMeHTH ¢ XOM0O3UroTHa gpamMmuaHa
XHMIEPXOJIECTEPOIEMHUA, IPyIa MALHEHTH, KOATO 0OMUaliHO He ce MOBJIMABA OT JIEKAPCTBEHH
NPOAYKTH, MOHWKaBalUK NHITUAUTE.

YCTaHOBEHO €, Y€ aTOPBAaCTATHH NOHW)KABA KOHUEHTpauusTa Ha obuug xonecrepon (30% -
46%), LDL xonecrepona (41% - 61%), anonunonporenH B (34% - 50%) u Tpurnvuepuaure
(14% - 33%), xaTo chlueBpeMEeHHO BOJIHW 0 BapuabunHo nopuiuasaHe Ha HDL xonecrepona u
aMmOMUNOIMNONPOTENH Al B HanpaBeHO A0303aBUCHUMO NPOyUYBaHe. TE€3H pe3yNTaTH C€ OTHACAT
3a MalMEHTH ¢ XETEPO3IUrOTHA paMUITHA XHUNEPXONECTEPOaEeMHUd, HepaMUunHa hopma Ha
XHMIIEPXONeCTEPOJIEMHUA U CMECEHA XUMEPAHMUAEMHUA, BKJIFOUUTETHO NMALMEHTH C
HEMHCYJIMHO3aBHCHM 3axapeH aHaber.

Hoka3zaHo e, 4ue NOHWKEHUETO Ha HUBOTO Ha ob1uKa xonectepon, LDL-C v anonunonporeuH B

XOMO3UroTHa paMHuIHa XHUNEPXOJIeCTePONEMHUS
B MHOroLEHTPOBO 8 CEAMUYHO OTBOPEHO NPOYHBAHE 32 MIWIOCHPAHA YN A
yAbKeHa (asa ¢ IPOMEHANBA NPOABIIKUTENHOCT, Ca BKJIIOYEHH 335 na{jue:
OWIH HaOeHTHOULMPAHH KaTO NMAaUMEHTH ¢ XOMO3UIOTHA paMH/IHa XUTIEp 1u
6’ T

%




Ttean 89 nauueHTH, CpeaHOTO NpoueHTHO HamaneHue Ha LDL-C € npubnnzurento 20%.
ATOpBACTAaTHH € npuiaraH B 1034 A0 80 mg/aeH.

ATepockiieposa

B kIMHUYHOTO NpoyuBaHe ,,Q0paTHO pa3BMTHE HA aTEPOCK/IEpPO3aTa Ypes arpeCHBHO JTUNUAHO
noHuxkaBaHe™ (Reversing Atherosclerosis with Aggressive Lipid- Lowering Study, REVERSAL),
e(PEeKTHT Ha HHTECH3UBHO NOHWXKABAHE HA JIMITUAWTE ¢ aTopBacTaTHH 80 mg ¥ cTaHAapTHO HUBO
Ha NMOHWKABAHE Ha AWUIMUIAMTE ¢ nNpaBacTaTUH 40 mg npd KOpoHapHa aTepOCKIIEpO3a € OLUEHEH
ype3 BLTPECHAOBO YATpa3syKkoso uaciensaHe (IVUS) no Bpeme Ha aHruorpagusa npy naluMEHTH
¢ McxeMuuHa fonect Ha cbpueTo. B TOBa paHAOMU3HPAHO, IBOWHO-CIANO, MYATHLEHTPOBO,
KOHTPOJIHPaHO KNHHHYHO npoyuBade, IVUS e nanpaseH B Ha4anoTo Ha Npoy4YBaHETO U Ha 18-us
Meced nipy 302 nauMeHTa. B rpynara Ha aropBacTaTHH (n=253) HaMa nporpecus Ha
aTepoCKiepo3ara.

CpenHara npoUeHTHa MPOMSHA OT U3XOAHOTO HUBO B 001ysA 00eM aTepoMHa f1aka (MbpBHYHM
KpUTEpUH Ha npoyuBaHeTo) € -0,4% (p=0,98) B rpynara Ha aropsacTtatH U +2,7% (p=0,001) B
rpynara Ha npaBacTtaTHH (n=249). Ilpu cpaBHeHHe ¢ NpaBacTaTHH, €peKTUTe HA ATOPBACTATHH Ca
CTATHCTHYECKH 3HaYHMH (p=0,02). EdexTnT Ha MHTEH3UBHOTO THUIMUAHO [TOHHXKABAHE BbPXY
CBPAEYHO-CBAOBHUTE KPaHHU TOYKH (Hanp. HEOOXOAHMOCT OT peBacKylapu3aLua, HedaraieH
HH(APKT HA MHUOKApIa, KOPOHAPHA CMbPT) HE € M3CNeIBaH B TOBA MPOY4BAHE.

B rpynara Ha aropsactaTud, LDL-xonecteponsT ce € nOHHXUA A0 CpeaHa cTolHocT oT 2,04
mmol/L + 0,8 (78,9 mg/dL + 30) cnpsaMo u3xoaHara ctoitHocT oT 3,89 mmol/L + 0,7 (150 mg/dL
+ 28), a B rpynara Ha npaBactatid, LDL-xonecteponasT ce € MOHWKHI A0 CpelHa CTOHHOCT OT
2,85 mmol/L. £ 0,7 (110 mg/dL + 26) cnpsaMo u3xoaHata ¢ctoiHocT ot 3,89 mmol/L £ 0,7 (150
mg/dL + 26) (p<0,0001). ATopBacTaTiH CBLIO Taka 3Ha4UUTeTHO NoHMkara cpeauus TC ¢ 34,1%
(npaBacTaTuH: -18,4%, p<0,0001), cpeanure HuBa Ha TG ¢ 20% (npaBactaTuH: -6,8%, p<0,0009)
H cpeanus anonvnpoterH B ¢ 39,1% (npaBacrarun: -22,0%, p<0,0001). ATopBacTaTtHH ¢
nosuuun cpeauus HDL-C ¢ 2,9% (npaBacraTtuH: +5,6%, p=NS). HMa cpeano HamaneHue ot
36,4% ua CRP B rpynata Ha atopBacTaTvuH B CpaBHEHHE ¢ HaManeHHe oT 5,2% rpymnara Ha
npasacTaTHH (p<0,0001).

Pe3zyntaTHTe OT NPOYUYBAHETO ca MOAYHEHH NpH no3mpoeka oT 80 mg. CnenoBaresniHo, Te He
MOraT [1a C€ EKCTPAnOJIMPaT BbPXY MO-HUCKHTE JO3UPOBKH.

[Ipodunute Ha G€30MaCHOCT H MOHOCHMOCT B JABETE JIEKYBaHH IPYNH ¢a OMJIH CPaBHHUMM.
EdexTbT Ha HHTEH3UBHO NMOHHXKABAHE HA JIUMNHIUTE MO OTHOLIEHHUE Ha MOJIEMHTE ChpPACUHO-
Ch/I0BH KpailHH TOUYKH HE € H3C/Ie[IBaH B TOBA NMpoy4BaHe. [lopaan ToBa, KTIHHUYHOTO 3HAYEHHE
Ha T€3U Pe3yJITaTH NO OTHOLIEHWE Ha MbPBUYHA U BTOPUYHA NPO(PUAAKTHKA HA ChPIAEUYHO-ChAOBH
HHLIMIEHTH HE € U3BECTHA.

OcTbp KOPOHAPEH CHHIPOM
B npoyusaHeTo MIRACL e u3BbplueHO oueHsaBaHe Ha atopBacTaTHH 80 mg npu 3 086 nauneHTH
(atopeactaTuH n=1 538; nnauebo n=1 548) ¢ ocTup KOpoOHapeH CHHAPOM {HETpaHCMYpaJicH
HH(QapKT Ha MUOKapaa WK HecTaOWIHa cTeHokapaus). JleueHnHeTo e 3ano4Hao no BpeMe Ha
ocTparta (pasa cliell XOCNUTATH3aLUHA M € MPOAb/DKUIIO 3a neproa oT 16 ceamuuu. Jleuenuero ¢
aTopBacTaTHH 80 mg/neH yBennuaBa BpemMeTo N0 NOABA Ha KOMOMHHpaHaTa MbPBHYHA KpaliHa
TOYKA, AePHHHPAHA KaTO CMBPT, HE3aBUCHMO OT NPHUKHaTA, HedaTaneH HHpapkI-HamdQKapaa,
PECYCLMTHPAH ChPEUEH apecT WK aHIUHA NEKTOPHC C JaHHH 33 MHOKapAHAAC g
H3MCKBALH XOCNHUTAIM3ALMA, KOETO MOKa3Ba HaMalABaHe Ha pUcKa ¢ 1 6%//1sd),b478).
MpeaHMHO BCIEACTBHE Ha 26% HaManeHHe Ha NMOBTOPHATA XOCIUTATH3AY ga e i}

b Lea,

JaHHHU 3a MUOKapaHa ucxemus (p=0,018). lpyrure BTOpUUHUA KpalHHU T J
CTATUCTHUYECKA 3HAYUMOCT CaMH no cebe cu (0010 nnauedo: 22,2%, amiipBe



ITpogmnsT Ha Ge30nacHoOCT Ha aropBacraThH B npoyuBaHeTo MIRACL cvoTBeTCTBa Ha
ONMHUCaHus B Touka 4.8.

[IpodunakTuka Ha ChpACHHO-CHAORO 3a00NIBAHE

EdexTeT Ha aTopBacTaTuH BLpXY (paTanHa H HedaTaiHa HCXEMHYHA 60NTeCT Ha ChPLETO €
OLIEHEH B paHAOMU3HPAHO, ABOHHO-CANO, MIauedo-KOHTPONIHpPaHO NpoyYBaHe, AHIIO-
CKaHAUHABCKO MPOYYBAHE 3a CHLPACYHO-CHAOB U3XO0 — KJIOH C [TOHMKABAHE Ha JIMITHINTE
(Anglo-Scandinavian Cardiac Outcomes Trial Lipid Lowering Arm, ASCOT-LLA). [Tauuenrure
ca ¢ xunepronus, 40-79-roauiuHu, 0e3 npeaxoaeH MHokapaeH HHpApPKT WiH JIeUeHHE 3a
CTEHOKapAMs ¥ ¢ HHBa Ha o0y xonecrepon 6,5 mmol/L (251 mg/dL.). Bcuuku naumeHTH Cca
HMAIH HAW-MAJTKO 3 NpelBapUTESIHO ACPHHUPAHH CbPACYHO-CHAOBH PUCKOBH (hakTOpa: MbXKKH
MoJI, BL3PAcT 2 55 roAMHHM, MmylueHe, nuadet, aHamHes3a 3a UBC npu poacTBeHHK OT mbpBa
nunms, TC:HDL-C >6, nepudepHo chaoso 3abongpaHe, 1eBokamepHa XUnepTpodus, NpeaxoaeH
MO3BYHO-CHJ0B MHUKRAEHT, cneurduuHa EKI" aHomanua, nporeunypua/andbymunypus. He
BCHYKH BKJIFOYEHH NAUMEHTH Ca NPELUEHEHU KATO MALUWEHTH ¢ BHCOK PUCK 3a ITHPBH CbPAEYHO-
CbIOB MHLIMAEHT.

[TauneHTHTE Ca NnekyBaHu ¢ aHTHXMNEPTEH3KWBHA Tepanus (MM cXeMa, OCHOBAaBAallla Ce Ha
aMJIOJIMIHUH, HJIH CXeMa, OCHOBABAlLLla CE€ Ha aT€HOJION) B KOMOKHALHUA WM ¢ atopBacTaThH 10 mg

aHeBHO (n=5 168), unu ¢ nnauedo (n=5 137).

E(bﬂHT'bT Ha HaMalsgBaHe Ha a0COMOTHHUA ¥ OTHOCHTETHUA PHCK NpH yHOTpﬁﬁﬂ Ha aTOpBAaCTATHH € KAKTO
ClicJBa.

HHuMaeHT Hamanenue Ha %Bpoﬁ HamaneHue Ha CTo#HoCT|
OTHOCHUTE/IHMA |HHUMACHTH  |aGcontoTHus puck' |Ha p

puck (%) (atropBacTtaTHH {(%)

CNpAMO | | %

5 nnaue6o) f §

®aranna UBC wiioc Hedatanens MU 36% 100 cnpamo  |1,1% 0,0005

‘O6Wo cbpACYHO-CHAOBH HHUMAEHTH H  {20% 154 1,9% 10,0008

NpoLEypH 3a peBacky/lapu3auus 29% 389 cnpamo 11,4% 0,0006

‘O6110 KOPOHAPHH MHLIMAEHTH 483 5 ;

178 cnipamo

247

3.3 roguHu.
HbC = ucxemnuna 6onect Ha cuplieTo; MU = MuokapaeH uHdapkr.

Obuwara CMBPTHOCT M ChPAESYHO-CHAOBATA CMBPTHOCT He ¢a OMIH 3HauUMMO HaMateHHM (185
cnpsimo 212 unumaeHTta, p=0,17 u 74 cnpsaMo 82 ununaenra, p=0,51). B ananuza Ha noarpynara
no noJ (81% mexke, 19% xkenn), OnaronpuareH edekT Ha aTOpracTaTHH € O HAOMOAaBaH NpH
MBIKETE, HO HE MOXKE 1a C€ YCTAHOBHM IPH AKEHHUTE, BEPOATHO NOpaH HUCKATa Y€CTOTA Ha
HHUHAECHTH B )KEHCKaTa rnoarpyna. Obuara v cbpaeyHO-CbI0BATa CMBPTHOCT € YHCJIEHO MO-
BHCOKA NpH keHuTe (38 cripamMo 30 u 17 cnipsamo 12), Ho TOBa He € OMTO CTATHCTHYECKH
3HaUYUMO. MIMano e 3HauUTENMHO TEpaneBTHYHO B3aUMOAEHCTBHE OT CTPpaHa Ha OCHOBHAaTa
aHTHUXHIEpTeH3uBHA Tepanua. [IbpBruuHaTa kpaitHa Touka (datanHa UBC nmoc Hede

€ 3Ha4YHMMO pelyLHpaHa OT aTOPBaCTATHH NP NMALHUEHTH, JIEKYBaHU ¢ aMJIOIH
(0,32-0,69), p=0,00008), Ho He 1 npu Te3n, nekyBanu ¢ atenonoa (HR 0,83
p=0,287).

EdexTbT Ha aTOPBACTATHH BBPXY (haTanHO H HEDATATHO ChPACYHO-CHAOBO Y

OLEHEH B PAHAOMHM3UPAHO, ABOHHO-CNANO, MYNTHLEHTPOBO, MaLebo KOHTPY




.1 I[poyuBaHe Ha atopsactatuH npH auabet™ (Collaborative Atorvastatin Diabetes Study,
CARDS) npu nauventu ¢ auaber tun 2, 40-75-roanwunm, 6€3 npeaxogHa aHaMHe3a 3a
CbpAEHHO-CBA0BO 3abongaBane U ¢ LDL-C <4,14 mmol/L (160 mg/dl) u Tpurnuuepunun < 6,78
mmol/L (600 mg/dL). Bcuuku naupeHTH ca UManu Hai-MaNiko |1 OT Cne/IHUTE pUCKOBH (paKTOpH:
XMITEPTOHUS, HACTOAO TIOTIHOHOMYLUEHE, PETHHONATHA, MHKPOATOYMHHYPHUS HITH
MaKpoanbyMHHYpPHSA.

Ilauuentute ca nexkyBaHu ¢ aropBacratud 10 mg aHesHo (n=1 428) unu mnauebo (n=1 410) npu
cpeaHO npocneasBaHe oT 3,9 roauHm.

E(IJEKT'I:T Ha HaMaJIaBaHe Ha a0CONMIOTHUS H OTHOCHUTEIHHA PHCK HPH yl'lDTp36ﬂ Hd aTOpPBACTATHH
e KHKTG cne,uaa

I/IHuH,ueHT Hamanenue Ha bpoii Hamanenue Ha Cmﬁuoc*r?
OTHOCHTENTHMA HHUMAEHTH  abCOMOTHHA PHCK' |Ha p
puck (%) (aTopBacTaThH (%) | }

CTIPSMO |
| nnaue6o) | | |

3HAYMMH CHPAEHHO-CHAOBH HHUMIEHTH [37% 183 cnpamo 3,2% 10,0010

(datanen u Hedaranes OMHU, Tux MU, 127 .

BHe3anHa cMbpT B ciieactsue Ha UBC,  |42% 1,9% 10,0070 |

HecrabuiHa creHokapaus, CABG, 48% 38 cnipamo 64 11,3% 0,0163

PTCA, peBackynapuzaius, MHCYJIT) ! 21 cnpsimo 39

MH (daranen u Hedatanen OMU, Tix

MH)

|
HHcy.nTH (cbaTa.rte:H H HecbaTaﬂeH) | 5 ;

smmATARARtrIEEEL

'Bb3 OCHOBA Ha painvkata B obuara 4ECTOTA HA WHUMAEHTUTE, HACTBNMIN an cpe,uﬂo npocneﬂﬂﬂaue oT
3,9 roauHu.

OMMH = ocTsp MHokapaeH undapkTt; CABG = xopoHapeH apTepuanes Gaitnac; UBC = ncxemuuna
oonect Ha cbpueto; MU = muokapaen nndapkr, PTCA = nepkyTaHHa TpaHCIIYMUHAJIHA KOPOHAPHA
aHTUOIACTHKA.

Hama nokasarencrso 3a pasfivka B epeKra OT JIEHEHHETO CIopea NMoJfa, Bb3pacTTa WiH
H3XO0AHOTO HHBO Ha LDL-C Ha nauuenTa. bnaronpustHa TeHAEHLMA € HabIroaaBaHa no
OTHOLIEHHE HHBOTO Ha CMBPTHOCT (82 cMBpTHHU ciiydau npH miauebdo rpynara crnpsamo 61 B
rpynarta Ha atopsactaTuH, p=0,0592).

PeuayBypan) HHCYIT
B npoyusaunero ,,[IpenoTspaTsBaHe Ha HHCYJIT Upe3 arpecUBHO HaAMAaJISBaHE HA HUBATA HA
xosectepona” (Stroke Prevention by Aggressive Reduction in Cholesterol Levels, SPARCL) e
6un oueHeH edekThT Ha aropBacTaTHH 80 mg AHEBHO WM Nauedo N0 OTHOLIEHHE NOIBATA HA
HHCYAT npHu 4 73] naumeHTH C HHCYAT WK NpexoaHa ncxemMuyHa araka (TIA) B paMkuTe Ha
npeaxoaHUuTe 6 Mecela M 6e3 aHaMHe3a 3a ucxemMuuHa 6onect Ha cbpueto (MBC). Tauuenture
ca 60% mMbxke, 21-92 roaunu (cpeaHa BB3pacT 63 rogMHH) M CPEIHO U3XOJHO HHUB
mg/dL (3,4 mmol/L). Cpeanara ctoiiHoct Ha LDL-C e 6una 73 mg/dL (1,9
Ha eueHHueTo ¢ atopBacTaTtiH U 129 mg/dL (3,3 mmol/L) no Bpeme Ha neu
CpeaHoTo npocnenssane € 4,9 roauHu.

T

ATopBactaruH 80 mg e HaManmua pHUcKa OT MbpBUYHATA KpaiHa TOUKA HA (yaTy :"':M ? ;.’r:"'"-s
ucynr ¢ 15% (HR 0,85; 95% CI, 0,72-1,00; p=0,05 wnu 0,84; 95% ClI, 0, H FEEHS ¢



afanTUpaHe Ha u3xoaHuTe (pakTopH) B cpaBHeHHUe ¢ mnauedo. Obwarta cMbpTHOCT € 9,1%
(216/2365) 3a aropBactaTuH cnpamo 8,9% (211/2366) npu nianebo.

B post-hoc ananus atopeacratuH 80 mg € HaMaTHT YecToTaTa Ha UCXEMHUYEH HHCYAT (218/23635,
9,2% cnpamo 274/2366, 11,6%, p=0,01) 1 € noBMLIUIKUN Y€CTOTATA HA XEMOpPAruieH UHCYJIT
(55/2365, 2,3% cnpamo 33/2366, 1,4%, p=0,02) 8 cpaBHeHHe ¢ nnauedo.

. PHCKBT OT XeMOparuyeH UHCYT € MOBULIEH NPM MAaLUHEHTH, KOUTO ca ¢ NpewecTBall
XeMOparu4eH WHCYIT Npear BKIKOYBaHE B NpoyuBaHeTo (7/45 3a aropBacTaTuH cnpamo 2/48 3a
rnanebo; HR 4,06; 95% CI, 0,84-19,57), ¥ pUCKBT OT HCXEMHUYEH HHCYJIT € CXO/IEH B JBETE
rpynu (3/45 3a atopBactaTiHH cripaMo 2/48 3a nnauebo; HR 1,64; 95% Cl, 0,27-9,82).

. PUCKBT OT XeMOparH4yeH WHCYAT € NOBHLUEH MPH NALUMEHTH, KOUTO ca ¢ NpeAliecTBaLl
NnakyHapeH HHdapk npead BKIK4YBaHe B npoyuBaHeTo (20/708 3a aTopBacTaTvH cnipamo 4/701 3a
nnauebo; HR 4,99; 95% CI, 1,71-14,61), HO 1 pHCKBT OT UCXEMHUEH HHCYT CbLLIO € HaMasifn
(79/708 3a aropeactaTuH cnipamo 102/701 3a nnauebo; HR 0,76; 95% CI, 0,57-1,02). Bb3mMoxHo
€ KpalHHUAT PUCK OT HHCYNT A4 € MOBMIIEH NPH NALKMEHTH ¢ NPEAXOAEH NAaKYHapeH HHQapKT,
KOMTO nony4asat atopsactaTyuH 80 mg/aeH.

Obwara cmbpTHOCT € 15,6% (7/45) 3a atopeactaTtuH cnipsamo 10,4% (5/48) B noarpynara
NALMEHTH C NPEeaXOACH XeMoparuueH HHcynT. Obuiata cmbpTHOCT € 10,9% (77/708) 3a
ATOPBAacTaTHH crpAMo 9,1% (64/701) 3a nnauebo B noarpynara NauMEHTH ¢ NPEAXOAEH
naxKyHapeH WHQAPKT.

| leayaTpuyHa nonynaums

Xemepozucomua hamuana xunepxoiecmepoiemMus npu NeOUAMpPUYHU RAYUEHMU HA 8b3pAcm om
6-17 2o00unu

[lpoBeneHo € 8-ceAMUUHO OTBOPEHO MPOYUYBAHE 33 OLEHKa Ha dapMaKOKUHETHKATA,
¢apmakogrHaMHrKaTa, 0€30MacHOCTTa H MOHOCHMOCTTA Ha aTOPBACTATHH IPH JA€Lia H IOHOLIH C
FEHETH4YHO NMOTBbLPACHA XETEPO3UIOTHA (PaMHUIIHA XHINIEPXONECTEPONEMHA W U3XOAHO HHBO Ha
LDL-C > 4 mmol/L. Bxntouenu ca o610 39 neua v 1oHOWK Ha Bb3pacT oT 6 no 1 7 roannu. B
paM0O A ca BKIKO4YEHH |5 geua Ha Bb3pacT o1 6 1o 12 roauHu v B etan | Ha mybepreTa. B pamo B
ca BKJIIOUYEHM 24 aeua Ha Bb3pacT ot 10 1o 17 roanHu v B etan > 2 Ha nybeprera.

Havanxara n03a Ha aTOpBacTaTHH € 5 mg AHEBHO KaTo Tabnerka 3a abBueHe B paMo A W 10 mg
IHeBHO B TabiieTHa ¢popMa B pamo B. Pa3zpelueHo € no3aTa Ha aTOpPBACTATHH J1a C€ YABOM, aKo
MaLHeHTHT He nocturye ueara Ha LDL-C ot < 3,35 mmol/L B cenMHua 4 1 ako aTOpBAaCTATHH CE
noHacsa nobpe.

Cpeannrte crodnoct Ha LDL-C, TC, VLDL-C n Apo B ca Hamanenu BbB 2-pa ceAMHULA IPH
BCHUKH NnauueHTH. [Ipy naumenTuTe, 32 KOUTO f03aTa € Ouna yapoeHa, AONbAHUTENHH
[MOHIXKEHUA ce Ha0JIioAaBaT Hail-paHo cne 2 CeaAMHUILIN, MPH MbPBA OLUEHKA, Cile/ MOBULIaBaHe Ha
ao3ata. CpeHHUAT NPOLIEHT MOHWKEHHE B JIMMHIHUTE NApPaMeTPH € NOJ00EH U 3a ABETE paMeHa,
HE3aBHCHMO OT TOBa AAJH MalMEHTHTE OCTABAT HA MbPBOHAYAIHATA /1033 WM MbpPBOHAYAHATA
n03a € yasoeHa. B 8-ta ceaMmuua, cpeaHo, NpoOLCHTHATA NPOMSIHA CIPAMO U3XOAHHUTE CTOHHOCTH
Ha LDL-C u TC e ¢ okono 40% u 30% cbhoTBeTHO Haa 06XBaTa Ha €KCMIO3ULIUMATE.

BB BTOPOTO OTBOpPEHO, €0HO-paMo NpoyuBaHe, 271 MomMueTa H MOMHYETA C
tamunHa xunepxonecreponemus (HeFH), na sb3pact ot 6-15 roamuu, ca
NEKYBaHH ¢ aTOPBATCTATHH AO TPU FOJIMHU. BK1OUBAHETO B NPOYUYBAHET
NOTBBPACHA XETESPOZUroTHA haMuiiHa xunepxonecreponemus (HeFH) u
C = 4 mmol/L. (npubnuzurenno 152 mg/dL). [poyuBaHeTo € BKIIOYBAJIO
pa3BuTHE No Tanep (0OukHOBeHO BapHpawmM ot 6-10 roguHu). Jlo3upoBK



(BeOHBX IHEBHO) € OUa 3ano4Harta ¢ 5 mg (TabneTka 3a ALBUYEHE) NpH Aela Ha Bb3pact noa 10
roavHHy. Jleuara Ha pw3pact 10 roauuu u noeeve ca 3anoyHany ¢ 10 mg aTopBacTaTHH (BEAHBXK
OHEBHO). BcHyky aeua ca Mornu aa 6baaT TUTPUPAHH A0 NO-BHCOKH JI03H, 3a [1a C€ MOCTUCHE
uenta <3,35 mmol /L LDL-C. Cpeanara u3MepeHa 103a 3a Aclia Ha BB3pacT OT 6 A0 9 roauHu €
19,6 mg v cpeqHaTa U3MEpPEHa 1034 3a aella Ha Bb3pact 10 roquHu M noeeue € 23,9 mg.
CpeaHata (+/SD) 6a3zoa crofiHoct Ha LDLC € 6,12 (1,26) mmol/L, koero e npubnusurenno 233
(48) mg/dL. Buwxre Tabnauua 3. no-aoy 3a OKOHYATEIHHTE pe3yATaTH.
JlaHHHTE ca CHBMECTHMH C JIMFICATA Ha JICKAPCTBEH e(DEKT BLPXY BCEKH €IWH OT NapaMeTpuTe Ha
pacTexxa u pa3BuUTHETO (T.€. BUCOUHHA, Terfo, BMI, ctaauii no TaHep, oueHKa Ha U3CIea0BaTeENd
338 WAJIOCTHO CH3PABAHE W pa3BUTHE) MU acLa M 1oHowy ¢ HeFH, nonyyasaiuy neveHue ¢
aTOpBacTaTUH npe3 3- roaviuHo npoyuBaHe. He € uMaio oueHeH nekapCTBeH eeKT OT CTpaHa Ha
H3cJaeAoBares, othena3aHd no BUCouMHa, Terno, BMI no Bb3pacT Wi 10 1o npu noceweHue.

Tabnuua 3. EdekTbT Ha HamanaBaHe Ha Ma3HUHWUTE C aTOPBACTAaTHH MPH KOHOLIH- MOMYETA U MOMHYETA
¢ XeTepo3uroTHa amMuiaHa xunepxonecreponeMus (mmol/L)

[leppopna | N TC(S.D.) | LDL-C HDL-C TG (8.D.) Apo B
OLieHKa (8.D.) (5.D.) (S.D.Y#
H3xoaHo 271 7,86(1,30) | 6,12(1,26) 1,314(0,2663) | 0,93(0,47) 1,42(0,28)**
HHBO

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

TC= o061 xonecrepon; LDLC = xonectepon ¢ Hu3ka misTHOCT C; HDLC = Xonectepon ¢ BUCOKa
mnbTHocT C; TG = tpurnmuepuau; Apo B = anonunonpoteuH B; “Meceun 36/ET” Brknrouenu ca naHHu
OT NOCNEIHATa BU3UTALIMA HA YYACTHMUIIUTE KOUTO €a MPHUKIIOYHAN YHACTHETO B MPOYUYBAHETO NPEIH
nIaHupaHusa 36-MeceueH nepuoa OT BpEME, KAKTO W MbJIHKA JaHHHM 3a 36 Mecela 32 YY4aCTHULIMTE KOUTO
ca NMPHKTIOYKAN 36- MecE4HOTO npoy4BaHe. ; “*”= Meceu 30 N 3a T03u napamersp e 207; “**”=
H3xonHo Hueo N 3a To3u napamersbp € 270; “***” = Meceu 36/ET N 3a To3u napametsp e 243; “#7=g/L.

3a Apo B.

Xemepozuecomua hamMuinag xunepxonrecmeponemMus npu neQuampuyHu RayueHmu Ha ¢b3pacm om

10-17 200unu

B aBoiiHo-cnano, niuanebo-KOHTPOJIHPAHO NPpOoYYBaHe, MOCIEABAHO OT OTBOpPeHO (aza, 187
MOMYETA U MOMHYETA Cied MbpBa MEHCTpyauns Ha Bb3pacT 10-17 ronunu (cpeana se3pacr 14,1
ro/IMHH) ¢ XeTepo3uroTHa gpamMunna xunepxonecrepoyieMmus (FH) nauv Texka
XUNEPXOeCTEPONEMHs ca paHAOMH3HPaHH Ha atopeacTaThH (n=140) unu nnauedo (n=47) 3a 26
CEAMHLIH U C/IEJ TOBA BCUYKH €a MONY4YaBalid aTOPBACTATHH B MPOALIDKEHHE Ha 26 CEAMHLH.
J1o3upoBKaTa Ha aTOPBACTAaTHH (BEOHBX AHEBHO) € 10 mg 3a MbpBHTE 4 CEAMHLIM H € NOBHUIEHA
no 20 mg, ako Hupoto Ha LDL-C € > 3,36 mmol/L. ATopBacTaTHH 3HAYMTEIHO HaMalABa
[U1a3MEeHHTE HHUBa Ha oOLuusa xonectepon, LDL-C, Tpurnduepuaure ¥ anonunonporerH B no
BpeMe Ha 26-ceaMnyHaTa ABoHHa cngna a3a. [locrurnararta cpeada croiHocT Ha LDL-C e 3,38
mmol/L (qnanazon: 1,81-6,26 mmol/L) npu rpynara Ha aTopBacTaTHH B CPaBHEHME C 5,91
mmol/L (auwanazoun: 3,93-9,96 mmol/L) npu rnauebo rpynara no speme Ha 26-ceAMHYHAaTa

ABO#MHa cigna ¢a3za.

JIONBIHUTENHO NEAUATPUHHO MTPOYYBAHE HA ATOPBACTATHH CIPAMO KOJICCT) SR
Xxunepxoaecreponemus Ha Bb3pact 10-18 roaMHu nokassa, ye aTopBacTaAREN
3HaYWTeNHO HaMansaBaHe Ha LDL-C B ceamuua 26 (p<0,05) B cpaBHEH
[TpoyuBaHe 3a MUNIOCHpAHA ynoTpeda nNpu NaLMEHTH C TEXKKA XUNEPXQPERHTE _
(BIJIIOYHTETHO XOMO3ZUIOTHA XHIIEPXONECTEPONIEMHA ) BIUTIONBA 46 neAfaspyafiiaiy

NeKYBaHHU ¢ aTOPBAacTaTHH, THTPUPAH B 3aBHCHMOCT OT OTIroBopa (HAKOY triX
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nonyyasanu 80 mg aroppacTaThH AHeBHO). [IpoyuBaHeTO € NpoABMKHIO 3 TOJIMHHU:
[Tonmxenuero Ha LD .-xonecrepona e 36%.

HBArocpouHa €(prUKacHOCT Ha JICYEHUETO ¢ ATOPBACTATHH B JETCTBOTO 33 HaMa/iABaHe Ha
3a00M1eBaEMOCTTA H CMBLPTHOCTTA B 3psijla Bb3PACT He € yCTaHOBEHa.

Esponeiickara areHUMa MO JiekapcTBaTa OCROO0KAaBa OT 3abJDKEHHETO 32 MPENOCTABAHE HA
pPE3yNATaTHTE OT NPOYYBAHHUATA C aTOPBACTaTHH NpPH Aela Ha Bb3pacT oT 0 10 6 roaguHy npu
JIEUEHHETO HA XETEPO3UIrOoTHA XHITIEPXOIECTEPOIEMHS W NMpH Jeua Ha Bb3pacT ot 0 ac 18 roauHu
NPH NEYEHUETO HAa XOMO3HWTOTHA (haMHUNHa XUnepxonecTeponeMus, kKoMOHHUpaHa (CMeceHa)
XHIIEPXOACCTEPONEMHA, MbPBHYHA XHIIEPXOJECTEPOTIEMHA U B NPEIOTBPATABAHETO HA CHPACUYHO-
CbhJAOBY HHUHACHTH (BXK. TO4Ka 4.2 3a HHPOPMALUA OTHOCHO yNnoTpeda B reAHATPHATA).

5.2 PapMaKOKHHETHIHR CBOHCTBA

A6copbuus

ATopBactaTuH ce abcopbupa 6BP30 crea nepopaTHO NPUIOKEHHE, MAKCUMANHH MTA3MEHHU
KOHLEHTpAUUHU (Cmax) CE MOCTHIAT B paMKUTE Ha | 10 2 yaca. CteneHTa Ha abcopbLua HapacTsa
NPONOPLIMOHANIHO Ha 0034aTa Ha aropBacTaTul. Cnea nepopanHo NpUACKEHHE, OUOHATTHYHOCTTA
Ha aTopBacTaTHH QUIMHpaHU TabaeTku € 95% 1o 99% B cpaBHeHHE ¢ Ta3HU Ha NEPOPAIHUS
pa3Teop. AbcomoTHaTa SHOHANTHYHOCT HA ATOPBACTAaTHH e nNpudau3nTeHO 12% H cucTeMHaTa
HaJIHYHOCT Ha HHXHOUTOpHAaTa akTUBHOCT 3a HMG-CoA peaykraszara e npubnuzurento 30%.
Huckara cucTeMHa HAMUYHOCT ¢e OTAaBa Ha MPECUCTEMEH KJIHPbHC B raCTPOMHTECTUHAHATA
MYKO3a W/ MJIH Ha MeTabonu3Ma npu MEPBOTO NpEMUHABaHe Npe3 HepHua Apob.

PaznpeaeneHue
CpelHuaT 00eM Ha pasnpeaeneHue Ha aTOpBacTaTHH € npubnuzutenHo 381 l. AtopeacTaTHH ce

CBBbP3Ba ¢ IUIa3MEHHUTE NPOTEHHH B 298%.

buorpancdopMauns

ATopBacTaTuH ce MeTabonuzupa ot uuToxpom P450 3A4 10 opTo- ¥ napaxuaApOKCHIHUPaHH
JIepHBaTH K Pa3/IMMHH NPOAYKTHU Ha OeTa okucneHuero. OCBEH APYruTe MbTHLLA, Te3H NPOAYKTH
ce MeTabONMU3UpaT upes rIOKYpoOHUpaHe. In vitro, unxutbupanero Ha HMG-CoA peanykrasara or
OPTO- W NMapaxHIPOKCHIUPAHHUTE MeTaDOIMTH € EKBHUBAJICHTHO HA TOBA Ha ATOPBACTATHH.
[Ipubnusutenno 70% ot uupkynupaiiara uHxubntopHa aktusHocT 3a HMG-CoA penykrasara
C€ QBJ/DKH HA AKTUBHUTE MeTabOoJIUTH.

EnMMHHUpaHE

ATOpBAaCTaTHH Ce €IMMHUHHPA MABHO ¢ XUThUKATa CleA YePHOAPOOEeH W/ WIH eKcTpaxenaraieH
MeTabonu3bM. BbIipeku TOBa, aTopBacTaTHH He NPEThPIIABA 3HAYMUTE/IHA EHTEPOXENATalHa
peurpxyJalHa. CpeIHUAT NNa3MeH eJIMMHUHAIIHOHEH NOMYKUBOT Ha aTOPBACTATHH NPH XOpa €
npubnusurenHo 14 yaca. [lonyxuBoThT Ha MHXUOUTOpHa akTHBHOCT 3a HMG-CoA penykrazara
e npudnuzntento 20 go 30 yaca nopaay y4aCTHETO Ha AKTUBHH METabO/IHTH.

ATOpBacTaTyH € cyocTpaT Ha 4epHOAPOOHHUTE TPAHCIIOPTEPH H HA NOIUNENTHINTE,
TpaHcnopTHpawi oprainuiy aHuodu 1B1 (OATPI1B1) u 1B3 (OATPI1B3). MetabonutHTe Ha
aTopBacTaTHH ca cybctpat Ha OATPIB1. YcTtaHoBEHO € ChII0 Taka, Y€ aTOpPBaCTATHH €
cybcTpar Ha eUIyKCHHTE TPRHCIIOPTEPH, CBBP3aH ¢ P-rankonporersa (P-gp), v Ba-BpQIEHHA HA
PE3MCTEHTHOCT Ha paka Ha repaata (BCRP), kouTo Moxke na orpanuuar upess Wﬁ .Th- U

XNbYHHA KIHPBHC HA aTOPRACTATHH. s:. O
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Hayuenmu 6 cmapuecka évipacm: Ilna3MeHHTe KOHLIEHTPALMH HA aTOPBACTATHH M HEMOBUTE
aKTHBHH METa0OJIUTH ca MO-BHCOKH MPH 34paBH JIMUA B CTAPUECKA BB3PACT, OTKOMKOTO MpPH
MJIA Y XODa, JOKATO e(PeKTHTE M0 OTHOLLIEHHUE HA JHMKWAWTE Ca CPaBHUMH ¢ T€3U, HAONOAaBaHH
npyu AO-MIaaH NalMEeHTH.

Ieduampuuna nonyarayusa: B oTBopeHo, 8-CeAMUYHO MPOYUYBAHE NPU NEAUATPUYUHH NALMEHTH B
etan 1 Ha mybepteTa (N=15) 1 etan 2 Ha nybeprera (N=24) (Ha Bb3pacT 6-17 roauHK) c
XeTepO3KMroTHa aMuIHa XunepxonaecteponeMus W u3xoaHo HHRo Ha LDL-C > 4 mmol/L ca
NEKYBaHU CbC CbOTBETHO S uaun 10 mg avByawa unu 10, wnu 20 mg punmupanu tabnerku
aTOPBACTATHH BEJHBXK JHEBHO. T€NecHOTO TErno € €1MHCTBEHATa 3HaYMMa KOBApHAaTa B
aropsactaTdH PK Moaena Ha nonynauugra. OQ4eBHAHHUAT NEPOPAIEH KIUPBLHC HA aTOPBACTATHUH
NpY NEAXATPUYHU NALUECHTH U3rAexaa noaodeH Ha TO3U NpH Bb3pacTHH, KOraTo ce maiabupa
aJIOMETPHUUHO OT TeNecHOTO Terno. [locnenosarenHoro HaManasane Ha LDL-C u TC ce
HabnwaaBa B pAMKUTE Ha AMAana3oHa HAa €KCIO3HLKS HAa aTOPBACTATUH U
O-XHIPOKCHATOPBaCTATHH.

llon: KOHUEHTpaUUHUTE HA ATOPBACTATUH U HEMTOBHTE aKTHBHH METAaOOUTH NPH XKEHHUTE Ce
pa3i{4yaBaT OT Te3H NpH MbxeTe (keHH: npuda. 20% no-rucoku 3a Crax ¥ ipudn. 10% no-HuckH
3a AUC). Tesy pasnHky HAMAT KIMHUYHO 3HAYEHHE U HAMA KITHHHYHO 3HAYHMHU PAa3/TUKH MEXIY
ePeKTHUTE N0 OTHOLUEHHE HA THITUOUTE MPH MbKE H HKEHH.

bvbpeurno yepexcoane: brbpeunrre 3ab0n9BaHNA HAMAT BIHAHUE BbPXY M1a3MEHHUTE
KOHLEHTPaLUHH WIH BbLPXY JIMMUAHUTE e(PEeKTH Ha ATOPBACTATUH M HE'OBUTE AKTHBHH

MeTaOOJIUTH.

YeproopobHo vepescoane: TInasMeHHTE KOHUEHTPALMY Ha aTOPBACTATHH U HETOBUTE AKTHBHH
MeTabOIUTH ca 3Ha4YuTeNHO NO-BUCOKHU (Npubdil. 16 mbTu 32 Crax v npudN. 11 nuTH 32 AUC) npy
NAaLMEHTH ¢ XpPOHUYHA alKoXoyiHa yepHoapobha Oonect (Child-Pugh B).

SLOC1BI norumopguzvm: YepHoapobHoto 3axsauane Ha Bcuuku HMG-CoA-penykrazHu
MHXUOUTOPH, BKIIIOUKUTENHO aTOPBACTATHH, c€ H3BBbpLUBa nocpeacTsoM OATPI1B1 TtpaHcnopTeH
npoteuH. [Ipu naunent ¢be SLCO1B1 noauMopdu3bm MMa pUCK OT NOBUILIEHA €KCNO3ULIUA Ha
aToOpPBacTaTHH, KOETO MOXE Aa AOBelle A0 MOBMILIEH PUCK OT pabaoMuonu3ia (Bx. Touka 4.4).
[TonumopduaMsT npu reda, koaupai OATPIBI1 (SLCOI1B1 ¢.521CC), e cebp3an ¢ 2,4 nbTH M0-
BUCOKa ekcno3uuus Ha atopsactaTiH (AUC) B cpaBHeHHE ¢ MHAUBUAY O€3 TO3H NEHOTHIIEH
BapHaHT (¢.521TT). [1pu T€3H NALUHEHTH € Bb3MOXKHO ChLIO F’EHETUYHO A4 € HAPYLUECHO
YEpHOAPOOHOTO 3aXBalllaHE Ha aTOPBAcTaTHH. BB3MOXKHHUTE OCEACTBUS BhPXY €(PHKACHOCTTA
Ca HEU3BECTHHM.

5.3 IIpeaKIHHUYHA JAHHH 32 0€30MACHOCT

ATOpPBACTATHH HE € NOKA3a1 MYTAreHEH WIH KIACTOr€HEH NOoTeHUMAan B OaTepus ot 4 in vitro
TE€CTa K B €AHH aHAIU3 in vive, ATOPBACTATHH HE € KaHLUEPOreHEH 3a IUTbXOBE, HO MPU ApHaraHe
Ha BUCOKH [03M NpH MHLUKM (10oBeaHu Ao 6-11 nbTH no-sucoxu cronHocTd Ha AUC (0 oo 24
yaca) B CpaBHEHHE C TE3M NPH XOpa, NPpUEMAH HAH-BUCOKATa NPENOPBYMTENIHA 1034a) €A ce
MOABHI/IN CIIYUYaH Ha XEMNaToLEeNyapeH aJeHOM MNPHU MBbKKHTE U XeNaToLeayaapeH KapUHHOM Npy
HKEHCKUTE XKHBOTHH, '

Mma naHHHU OT NMpOyUBAHUA NpU KHUBOTHH, ye HMG-CoA-peaykra3HHTE
BAIMAAT BbPXY Pa3BUTUETO Ha eMOpHOHHUTE U peTycuTe. [1pn masxose,
aTOPBACTAaTHH HAMA edeKT BrpXy (hepTHIIUTETA U HE € TepaToreHeH, HO{hif
MaiKkaTta 034, MPH MIbX0BE H 3alLM € HadatoaaBaHa deTtanHa TOKCHY c‘é




NOKOJEHUETO TIPH MIIBXOBE € 3a0aBeHO M NMOCTHATAIHOTO OLENABAHE € HAMAJIEHO MTPH
€KCIO3MUMA Ha MAaHKaTa HA BUCOKM 034 aropBacTaTHH. [1py nibxoBe MMa J0Ka3aTeCTBO 3a
npeMHHABaHE npe3 naaueHrara. [lpy nbXoBe N1a3zMEHUTE KOHIICHTPALMU HAa aTOPBACTATHH Ca
NoaoOHHU Ha TE3W B MIAKOTO. He € n3BeCTHO Jaiy aTopBacTaTMH MJIM HEMOBHTE METabDOTHTH Ce

EKCKPETHpAT B KbpMara.

6 PAPMAULUEBTHYHH JAHHH
6.1 CnHCBK HA NOMOLIHHTE BElllecTBA
ChpnesuHa:

JlakT03a MOHOXUAPAT/MUKPOKPHUCTAIHA LIEJ1YJI03a
Kanuuner kapboHat

KonosunoH VA 64

KpocnosuaoH tun B

Kpockapmenosa HaTpuli

Harpues naypuncyngar

Kononaen 6e3B0/ieH CUTHLIHEB JHOKCH]L

Tank

Marse3ues creapar

HoxkpuTne

XHNpoMenosa

TwranoB guokcug E 171

Makporon 400

6.2 HechbBMECTHMOCTH

Henpunoxunmo

6.3 Cpoxk Ha rogHoct

2 rOAUHH

6.4 CrneunHaHy yCJI0BHA HA ChLXPAHEHHE
Ha ce cuxpaHssa nog 25°C.

6.5 BHa H chABpPXKAHHE HA ONMIAKOBKATA

Kanunpa ¢unmupann TabneTky ca oOnakoBaHW B OJUCTEPHH  ONAaKOBKH  OT
PVC/TE/PVdAC/TBBbpao anyMHUHUEBO JONTUO, KOUTO Ca ONAKOBAHUW B KAPTOHEHU KYTHH.

TabneTkuTe ce npeanarat B onakoBku oT 30 TabneTku.
6.6 CneunaaHy npeanasHl MepKH NPH H3XBhpJIAHe
Hama cneuna Hn W3KCKBaHUA.

Heus3non3eaHUAT NpOAYKT WIKH OTNAAbYHUTE MATEPHAIH OT HEro TpsAOB
ChOTBETCTBHE C MECTHHTE U3HCKBAHHA.




7 INPUTEXKATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

ALKALOID-INT d.o.o.
Slandrova ulica 4
1231 Ljubljana - Crnuge

CnoBeHud

8 HOMEP(A) HA PAZPEIIEHHUETO 3A YIIOTPEBA
KAJIMITPA 10 mg dunmupanu tabnerxku Per. Ne 20130018
KAJIUTTPA 20 mg dbunmupanu tabnetkn Per. Ne 20130019

KAJIUITPA 40 mg ¢punmupanu tabnetku Per. Ne 20130020
KAJIATIPA 80 mg dmnmupanu tabnerkn Per. Ne 20130021

9 HATA HA ITBbPBO PAZPEIINABAHE/TIOAHOBSIBAHE HA PASPEHIEHHUETO
3A YIIOTPEBA

Hara Ha nmbpBo paspewaBae: 07 HAuyapu 2013r.
Jara Ha nocneaHo nogHosasane: 07 Gespyapu 201 8r.

10  JATA HA AKTYAJIM3UPAHE HA TEKCTA

10/2024




