KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. UME HA JEKAPCTBEHUS IIPOJYKT N3MBLAHUTENHA ATEHUMA NO NEKAPCTEATA |
Kpamxa xapaxmepucmuka Ha npogyxma - puacxxerue 1
AtopeHcTtat 10 mg ¢dunMupadu TabieTku NSO 98
ATOpBHCTaT 20 mg dmnanaHn TaBIeTKH Kom Pez. Ne ... ‘Z{ ......................................................
ATopsucTar 40 mg dbuMupanu TadieTku % 3 yg/ 604
AtopercTar 80 mg bUAMUpaHH TAGTETKH Pagpewetus Ne ......llwemercrerssonn.. Sevroenns ?Ulﬂ
| Ogobpenug Me ......wcrvcconnnn... Sevoriseinsrierirorssisnasreseen.

Atorvistat 10 mg film-coated tablets
Alorvistat 20 mg film-coated tablets
Atorvistat 40 mg film-coated tablets
Atorvistat 80 mg tilm-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Aropsuctar 10 mg:
Beska ¢punMupana tabnetka cpabpka 10 mg aropsactaTus (1101 dopmaTa Ha aTOPBACTaTHH KaJlLUii).
CwberaBka: Beska Tabnetka cbabpxa 78.11 mg Oe3BogHa jakTo3a.

Aropeucrar 20 mg:
Beska ¢unmupana tabnerka cbabpka 20 mg aropsactaTiH (o ¢hopMaTa Ha aTOpBacTaTHH Kamuuil).
CoeraBka: Beska Tadnetka cbabpika 156.22 mg 6e3BoiHa NakTo3a.

Atopsuctar 40 mg:

Beska dunmupana rabnetka cpabpka 40 mg aropBactaTud (1ox ¢popMaTta Ha aTOpBacTaTHH KalLMil).
CberaBka: Beska Tabnetka cbabpxka 312.44 mg Ge3Bo/iHa IAaKTO3a.

Aropsucrar 80 mg:

Besika punMupana Tabnetka cpabpika 80 mg aropacTaTuH (roz ¢dopMara Ha aTOpPBACTATUH KaJILIMA).
CueraBka: Besika Tabnerka cbabpxka 624.88 mg Oe3BoAHa JlaKTO3a.

3a N'b/IHUS CIIMCBK CbC CHCTABKUTE, BUKTE pazjen 6.1.

3a MbJHUS COMCHK Ha MOMOIIHUTE BEILECTBA BXK. TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA
dunvupana tabierka.

10 mg: benu no kpemagu, ¢punMupany, oBaHM TadseTkn ¢ Hajanue “RX 12”7 ot eaHara cTpaHa U rilaku oT
Jpyrara.

apyrara



80 mg: benu no kpemasH, GUIMHpaHH, oBaiHU Tabnetku ¢ Haamuc “RX 8307 ot exHaTa ¢TpaHa U rajku OT
apyrata

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHH HOKAZAHHSH

XHnepxosecrepoieMus

ATOpBACTATHH € NPeJHa3HAYEeH KaTo JAOMBJIHEHHE KbM JMETATa, LAl IOHHKABAHE HUBOTO HA TOTAJHUS
xonectepo, LDL- xonectepona, anonunonporeuH B U TpurniuepuanTe npy MauyueHTH ¢ NbpBUYHA
XMIICPXOJIECTEPOSIEMMA, BIIIIOYBAILA (haMHIHA XUIIEPXOJeCTEPOIEMUA (XETEPO3UrOTEH BApHAHT),
NOJTUreHHa XUNepXxosecTepoIeMHs UM KOMOWHHpaHa (CMeCeHa) XUIepiunuieMus (CbOTBETCTBALLA HA THII
[Ta w 1I6 o knacudpukauusTa Ha OpeaPUKCOH), KOraTo pe3yITaThT OT AHETATA WU APYTH
He(BapMaKoIOrHYHHY MEPKH € HE3a0BOJIMTEICH. ATOPBACTATHH ChLIO TaKa € NpeAHa3HAYeH 1a CHUKABa
ToTanHus-C n LDL-C npu nauyeHTH ¢ XOMO3UIroTHA (haMUJTHA XUITEPXOJIECTEPOIEMHS, KATO AOMBIIHEHHE

KbM Apyro nevenune (nanp.LDL- adepesa) unu B ciy4an Ha He3aA0BOJIMTENIEH PE3YJITAT OT NPEANPUETOTO
JcUYeHUe.

ITpodunakTuka HA cHLPAEYHO-CHAOBH 3200/ IABAHHSA

ATOpBACTATHH CE NMPHNAra Kato MpoJyKT, CIIy>ell 3a NpoduIaKTHKA HA CbPAEUYHO-ChA0BU HHUMAEHTH NPH
MIALHEHTH, MOJUTOKEHH Ha BUCOK PUCK OT Pa3BUTHE Ha ITbPBHYEH ChPAESUHO-CHA0OB MHLMACHT (BUX pasiel
5.1). KaTo 1OMbJIHEHHE KbM KOPEKLMATA Ha PyTH PUCKOBH (PaKkTOpH.

4.2 103MpoBKA H HAYHH HA NMPHIOKEHHE

[laumeHTsT TpaOBa 1a € MpoBes CTaHJapTHA XOJIECTEPOII- MOHIKABAIIA AUETA MPEAU 1A 3aN04HE NPUEMA Ha
aTOPBACTaTHH M TPsAOBa Ja MPOJBIKU Ta3H AUETA MO BpeMe Ha JISYEHHETO C MPOAYKTA.

Ho3zata Tpabea na Obae MHAUBUAYJIHO ONpeAeseHa, B 3aBUCHMMOCT oT usxoanure LDL-C HMBa, LieuTe Ha
TEPANUATA U KIMHUYHHS OTTOBOP HA TALIMEHTA.

Obuuaiinata HauasiHa f03a ¢ 10 mg BeaHbX AHeBHO. [IpHucnioco0saBaHe Ha 103aTa TPAOBA Aa ce U3BBLPILBA B
MHTEpBaJIM OT 4 WK NOBE4Ee CEAMMLM. MakcuMmasHaTa JHEeBHA 103a, PHEMaHa BeAHbXK AHeBHO ¢ 80 mg.
Jo3n nag 20 mg/neH He ca MPOYYEHH MPH NalKeHTH <18 roauiiHa Bb3pacr.

Besika nHeBHa 103a aTopBacTaTHH ce MpHUeMa Be/IHBK JJHEBHO H MOJXKE Jla ce B3eMa [0 BCSIKO BPEME Ha aeHa
¢ WA Oe3 xpaHa.

3a nepopajseH MmpHeM.

[IpenopbuBa ce MPUABbP:KAHE KbM HACTOSILMTE HACOKH 34 JICUCHHE, 34 J]a C€ YCTAHOBABAT JIeUeGHHUTE Lieau
HMHIWBHAYATHO 32 BCEKH IMAaLHUSHT,

IIbpBHYHA XHIIEPX0JIecCTePoleMHA H KOMOHHHPaHa (CMeCeHA) XHNePIHIHAeMua

MHO3MHCTBOTO MalMEHTH CE [OBJUABAT afekBaTHO oT 10 mg AHEBHA A03a aTOpBACTATHH. TepaneBTHUHHUAT
OTrOBOP € BUAUM Clle]l 2 CEAMULM M 10CTHra MAaKCHMYM OOMKHOBEHO B paMKuTe Ha 4 ceaAMULU. OTroBopbLT
ce NMoAAbpIKa afAeKBATeH IPU XPOHUYHA TepAIIHsl.

Xerepo3uroTrua paMmuiiHa XunepxosjaecTepoieMHus

IauyenTure TpaOBa oa cTapTUpat ¢ AHEBHA J03a oT 10 mg. [o3ure TpsadBa Aa ce NPELEHAT HHAMBUIYATHO
1 Ja ce ﬂpl/lCl'[OCO6ﬂBaT Ha BCEKU 4 ceJMMIM 0 JOCTUraHe Ha JHeBHa Ao3a oT 40 mg. Cnen TOBA, Ao03aTta
MOXKeE Ja c€ TMOBHIIM 10 MakCUMallHaTa JHEBHa Ao3a ot 80 mg WIH Ja c¢ KOM6I/lHl/lpa CCKBECTPAHT Ha
AJTBUHUTE KKcesMHU ¢ 40 mg AHCBHA 034 aTOpBacCTaTUH.
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B npoBeseHO MpoyuBaHe ¢ ydyacTBanu 64 nauuenTa, npu 46 ¢ UMano MOTBBPXKICHHUE OT CTpaHa Ha LDL-
peLenTopHus oTroBop. OT Tesu 46 naumeHTa, 3HAYMTEHO TOHWKaBaHe Ha HuBoTO Ha LDL-C peuenropure
ce HabM01aBa Npy NPUOIM3UTENHO 21%. ATopBacTaTiH € O pUeMaH B 1034 10 80 mg/ neH.

[IpoduaakTHKA HA CHLPAEYHO-CHAOBH 3200/ 1IBAHNS
pu MbPBUYHO MPOBEAEHM ONMUTH Ao03aTa ¢ 6uia 10 mg/aen. ITo- BUCOKH A03M MoraT aa 6baaT HEOOXOIMMH
¢ uen nocrurade Ha Huea Ha LDL-xonecteposna, NOCOMEHH B HACTOSILUTE HACOKH 32 JISUSHHE.

Jlo3upoBKa PN NANKEHTH ¢ 0bOpeYHa HeXOCTATHIHOCT
bbOpeunuTe 3a0o/isiBaHUS HAMAT BIUSHUE HUTO BLPXY MJIa3MEHATA KOHLEHTALHWs Ha aTOPBACTATHH, HUTO
BbPXY JHUMKI0NOHMKABALIMS ePeKT Ha npoaykTa. He ce Hanara mpucrnocoOsBaHe Ha J03ara.

Jlo3upoBKa NpH NAUHEHTH ¢ YepHOAPOOHO 3a0019BaHe

ATtopBsucTar TpabBa jla ce npujara ¢ MOBMUIEHO BHUMaHWe MPH MaLMEHTH ¢ Y€PHOAPOOHA HEJOCTATHYHOCT
(BwK pazaen 4.4 u 5.2). ATOPBUCTAT € MMPOTHBOMOKA3EH MPU NAIMEHTH C aKTMBHO YEPHOAPOOHO 3abonsaBaHe
(BHk pazaen 4.3).

Ynorpeda B repuarpuaTa
EdukacHocTTa 1 6e30MacHoOCTTa NpH NaMeHTH Haa 70 TOAMIIHA Bb3pacT ca NoJA00OHHU Ha TE€3H, KOUTO Ce
Ha0r0AaBaAT B OCHOBHATA MOMYNALMS.

Ynorpeba B neuarpusita

OnuThT B rieiMaTpUATa € OrpaHUYeH 10 MaJTbK OpOil MaLIMEHTH ¢ TEXKKa AUCIIMIMAEMUS, KATO HaNpUMeEp
XOMO3HUTroTHA paMHiIHA XumepxonecTepoiemus (Buk pasaen 5.1). JlanHuTe 3a 6e30MacHOCT HATPYNAHU TIpH
pazpaboTBaHETO HA MPOAYKTA HE ca OWIM OLEHEHHU.

VYrorpebdara npu rieiMaTpUIHKU NalMeHTH TPsiOBa Aa ce phKOBOAM OT CIELUAJIUCTH.

4.3 TIlporuBonokaszaHusi

ATOpBAcTaTHH € NPOTHUBONOKA3eH MPU NALMEHTH:

¢ CbC CBPbXUYBCTBUTEIHOCT KBM AKTMBHOTO BELIECTBO MJIM HAKOE OT IIOMOLIHMTE BELIECTBA HA
NpoayKTa

® ¢ aKTMBHO 4YepHOApOOHO 3aboNsfBaHe WM HEOOACHMMO IIOKayBaHE€ Ha HUBOTO HA CEPYMHUTE
TpaHcaMMHa3M ¢ 3 MbTH HajJl IOpHATa rpaHyla Ha HopMara

L4 C MUoIIaTus

* 110 BpeMe Ha OpeMeHHOCT

® [0 BpeME Ha KbpMeHe

® [IpM XKEHH B AETEPOAHA Bb3PACT, KOUTO M3MOJ3BAT HEMOAXOAALHN MEPKH 3@ KOHTPALENLUs

4.4 CueusajHH HpeaAyHPeXIEeHUN H NPeANA3HH MEePKH NpH ynorpeba

YepHoapotun epexTH
Tpsabra na ce MpoBenaT U3CAEBaHUS HA YSPHOAPOOHATa GYHKUUA MPEAU HAYATIOTO HA JIEYEHHETO U
NepHOANYHO cliell ToBa. Ha maLMeHTH, KOWTO UMaT KAKBUTO U Ja € 3HALW WIM CHMIITOMU, TIOJIO3PUTENIHH 34
YyepHOIPOOHA HEIOCTATLYHOCT, TPAOBA A3 Ce HANMPABAT U3C/eIBaHUs HA YepHOApoOHaTa QyHKLUMS.
[TailMeHTH, KOUTO UMAT NMOKAYBaHEe HA HUBOTO HA TpaHCAaMUHA3MTe, TpsOBa 1@ ce Ha0JIoAaBaT, JOKATO
CTOWHOCTUTE ¢€ NMOoHIKAT. B ciiyyanre, npu KOMTO ce 3abPKH MOKaYBaHe HUBOTO HAa TPAHCAMHUHA3HTE 3
MbTH HaJl rOPHATa MpaHMia Ha HopMara, TpsaOBa Aa ce HamMalTu 103aTa WK Aa C€ NPEKpaTH yn0Tpe6aTa Ha
aTopsacTaTul (BUXx pazzaen 4.8). AroppactaTvH TpsiOBa Aa ce IpHJIAra ¢ BHUMAaHHUE NPH MalHeH

npexojHa UCXeMHYHA aTakKa, ce YCTAHOBABA BUCOK pncx OT XEMOpAarvuyeH UHCYIT Npu Tez\l‘/( cgd@gf i3

80 mg aHeBHa 1n03a aTOpBAcTaTWH, cpaBHeHu ¢ miaueGo. HabGmopaBa ce ocobeHo B é”q:/((\pnw_
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MaUHUCHTH, KOUTO CTapTHUPAT U3CJIC/IBAHETO C aHAMHE3a 3a NpCKapaH XCMOparuicH UHCYJT WK JJaKyHapeH
l/lH(i)apKT. le/l NalHCHTH ¢ I'bPBUYCH XEMOPAru4€H HHCYJIT WK JIAKYHAPCH I/IH(bapKT, 0anaHChLT MEXAY
pHUCKa M MoJi3ara OT NpUIaraHETO Ha aTopBacTAaTHUH 80 mg ¢ HecTabWieH U NOTCHUHANTHUAT PUCK OT

XEMOpParu4eH HHCYIT Tpﬂ6Ba Ja 6’]:,[[6 BHHUMATCIIHO IPCUCHCH NPEaX 3allo4BaHe HA JICUYCHUCTO (BI/I)K pasaci
5.1).

EdexTn BBLpPXy ckeJeTHATA MYCKYJdaTypa

AtopBactatuH, kakTo M ocraHanute HMG-CoA penykrasHu MHXHMOMTOPH, MOXKE B PeAKM clayuau faa
NOBJIMSAE CKe/leTHATa MYCKyJlarypa W JAa MPUYUHU MHAITHSA, MMO3WT M MHUOIATHSA, KOWTO MOraTr jJa
nporpecupar 10 padAOMHONM3a, KOSTO MPEACTABIABA MOTEHUMANHO >KMBOTO3aCTPAILABAILO CbCTOSHHUE,
XapaKTepH3Hpailo Ce ChC 3HAUMTENHO MOKauYBaHEe HA HHMBaTa Ha kpeaTHH docdokuHaza (CPK) (> 10 nbru
HaJ ropHaTa rpaHdia Ha HOpMara), MHOTIIOOMHEMHS U MHOIJIOOHMHYPHS, KOMTO OT CBOS CTpaHa Morar ja
JloBeaaT 10 Ob0pevHa HeI0CTaTBYHOCT.

Ipexn 3anoyuBane HA JIeYeHHETO

AtopBactatuH TpsA0Ba 1a Ce MpeANHCcBa ¢ BHMMAHHWE HAa MALMEHTH C Mpejapasnonaraiy (akropu 3a
pazeuTHe Ha padaonmuonusa. Husara Ha kpeatuH ¢ocdokunaza (CPK) TpsaOBa na ce uscneaBaT npeau
HAuYano0TO HA JIEYEHHE CbC CTATHHH B CNEHUTE CJyUau:

e ObOpeyHa HEJOCTATHLYHOCT

®  XUMOTHPOUANIBM

e cobOcTBeHa MM aMUIIHA aHAMHe3a 3a HAaCJIeACTBEHH MYCKYJIHU 3a00/1sBaHHs

®  Ope/lIecTBalla aHAMHE3a 38 TOKCHYHO BIIMSHHE Ha CTATUHHU WIH GUOpATH BbPXY MYCKYJIUTE

®  Npe/LIECTBALIA aHAMHE3a 33 YepHOAPOOHO 3200 IsBaHe HITH B CITyYanTe Ha YNnoTpeda Ha 3HAYMTEIIHH
KOJIMYeCcTBa anKoXoJ

®* pd MaUWEeHTU B HampeaHana Bb3pacT (Haa 70 roaMuiHa Bb3pacTt), HEOOXOAUMOCTTa OT TE3H
M3CJIeIBaHUA TPAOBA Aa ce MpeLEeHU, cnopel HAIMYMETO Ha ApYrd npeapasnosarawy Gpakrtopu 3a
pa3BUTHE Ha padaoMHOIM3a

B Tes3M ciyuau, puUCKBT OT JjiedeHHeTo TPOBa a ce MPEeUeHH CIpsAMO Bb3MOXKHUTE o3y, IlpenopbuBa ce
KJIMHMYHO MOHMTOPHPAHE Ha MallueHTa.

Axo nuparta Ha CPK ca 3HauuresnHo nouieHu (> 5 me ULN-ropHa rpaHuia Ha HopMara), He TpsOBa aa
ce 3ano4vpa JIieueHHe.

H3cnenBane Ha kpeaTtuH docoknnaza

Kpeatun dochoknnaza (CPK) He TpsOBa ma ce uscneaBa ciel yeuaeHH GU3MUECKU YTIpakKHEHUs WK TPy
HaJIMYHETO Ha ChCTOAHHE, KOETO BOAM [0 MPUEMJIMBO MokauBaHe HUBOTO Ha CPK, Tbit kato ToBa MoXxe na
3aTPYJAHU OLICHSBAHETO Ha MOJy4YeHUTE CTOMHOCTH. Ako HUBOTO Ha CPK 3HauuTenHo ce noBuuiM (> 5 nbTH
HaJ ropHaTa rpaHula Ha HopMara), TpsaGBa Ja ce U3cieaBa OTHOBO ciied 5 a0 7 [HH, 3a Ja € NOTBbPIAT
pesynratuTe.

I1o BpeMe HA JIeYeHHETO
[Maunenture TpsadBa ga OBbAAT Pa3MUTBAHU 33 HATUYHETO Ha Obp30MOsABsBALLA CE€ MYCKYJIHa O0JiKa, cria3Mu,
WK MYCKYJiHa ciiabocT, 0co0eHO aKko Te ¢a ChIIPOBOISHU OT HEPa3IoNoXKEeHHE WIH Tpecka.

AKO Te3M CUMITOMHU Ce IMOSBAT, JOKATO MALMEHTHT MPOBEXJIa JledeHHe ¢ aTopBacTaTWH, TpsAdBa na ce
u3csensat Hueata Ha CPK. B ciyuaii, ye Te ca 3HA4UMTEIHO MOBUILEHU (5 bTH HaJl TOpHATA IpaHUla Ha
HOpMarTa), jieueHUeTo TpOBa Ja ¢e MPEeKpaTH.

AKO CUMIITOMHTE OT CTPaHa HA MYCKYJIMTE ca TeKKH U MPUUUHABAT THEBEH AMCKOMMOPT, AOPH U HUBATa Ha
CPK na ca cHWXeHH 10 < 5 MbTH MOJ ropHATa MpaHHila Ha HopMmara, TpsaOBa fa ce oOMHCAH nperaTﬂBaHe
Ha JIeYeHHEeTO. o

CTATHUHUTEC, KaTO B TO3U cnyqan C¢ HaJlara MOHHUTOPHUPAHE.




[lpneMbT Ha aTOPBACTATHH TpsOBa Aa ce IPEYCTAHOBH B Cllyyal Ha 3HAYMTEJHO MOKA4YBAHE HA HMBATA HA
CPK (> 10 nbTH Haj ropHaTa MpaHULIA HAa HOPMATa) WM B CIy4auTe Ha JHArHOCTHUMPAHE WK MOA03peHHE
3a pad0MHOIIN3a.

PuckbT oT pabaomMuonuza ce MOBHINABA, KOraTO aropBACTATHH Ce IpHEMA CbBMECTHO ¢ MPOIYKTH KaTo:
LUMKIOCIIOPUH, EPUTPOMMIIMH, KIAPUTPOMMIIMH, HTPAKOHA30J, KETOKOHa30, He(}a30J0H, HHALMH,
remdpudpo3uIl, ApYyru AepuBatv Ha GubpuHoBaTta kucenuHa unu HIV- npoTeasHn HHXMOUTOPH (BHX pasaes
4.5 n pazgen 4.8). PUCKBT OT MHOMATHsS MOXE [a ce MOBHIIM NPU CbBMecTHata yrnorpeba ¢ ezeTumMud. B
ciiyuail Ha MmosBa Ha Bb3MOXHOCT 3a npujlaraHe Ha aiTepHATHBHU TepamnuH, Te TpsOBa 1a ce 0OMHUCIAT. AKO
cbBMECTHaTa yrnoTpeba Ha Te3M MPOAYKTH € HeoOXoauma, TpsOBa a ce MpPeLeHU ChOTHOILEHHUETO 110J13a/
puck. Korato mnauueHTUTe noiy4aBaT JIEKapcTBa, KOUTO [IOBHMLIABAT IUIa3MEHaTa KOHLUEHTpAlMs Ha
aTopBacTaTHH, ce MpenopbyBa MMO- HUCKA Ha4yajiHa j103a aropBacTaTuH. TpabBa Ja ce BHHUMaBa MNpuU
ynorpebata ¢ QHMKJIOCTIOPUH, KJIAPUTPOMHUIIMH U WTPaKoHa30j]. B Te3u cilydau € HeoOXOOMMO KIMHHUYHO
MOHHTOpHpaHe (BIK paznen 4.5).

[Ipn naunenTn noa 18 roaumiza Bb3pacT ehUKACHOCTTA U OE30MACHOCTTA 3a MEPOA HA JICYEHHE MO- AbABI
oT 52 ceMMLM HE ca NPOYUYeHH U ePeKTUTE HA MPOABLIPKUTETHUTE BIIUAHHUA BbPXY CbpPIACHYHO-CHAOBOBATA
cucTeMa ca HermosHaTh. EdexTbT Ha aTopBacTaTHH npH feua < 10 roaMiiHa Bb3PacT U MOMHYETA, NPEAH
MEHCTpyalUHs, He € U3CeABaH.

[IpoabmkuTennure eGekTH BbPXY pa3BUTHETO, pacTexka M y3psABaHETO Npe3 MyOeprera ca HEMo3HaTH.
ATopBacTaTMH CbAbPAKA JakTo3a. [lalMeHTH ¢ peaKu HacjeACTBEHH 3a00NABaHUS KaToO TajaKkTO3HA
HENOHOCHMOCT, Lapp /1akro3Ha HEJOCTaTbUHOCT W IJIIOKO30-rajlakTo3Ha ManabcopOuus He TpsaOBa da
NpueMar To3u NPOAYKT.

4.5 BianMojeilicTBHe ¢ APYTH JeKAPCTBEHH UNPOAYKTH H Apyra ¢opMH HA B3auMojelicTBHE

PuckbT oT MHonaTus no Bpeme Ha neueHre ¢ HMG-CoA peaykTa3HH HHXHUOUTOPH ce NMOBHLIABA NPH
eAHOBpeMeHHaTa ynoTpeda Ha LMKIIOCIIOPHH, GUOpATH, MAKPONHIHH aHTUOWOTHLIM KATO EPUTPOMHULINH;
a30/I0BM aHTUMHKOTHLM; HIV-nipoTeazHu MHXMOUTOPH WIKM HHALMH W B PEIKH CJIydad ce pa3BHBa
padoMuonn3a ¢ ObOPEUHO HapyIlleHHe, KOSTO BIJIIOUBA W NOC/eABalla MHOTIIO0YIMHY pus. B ciiyuaure,
KOraTo cbBMECTHaTa ynorpeba Ha Te3U NPOIYKTH ¢ aTOPBACTATUH € HAJIOKUTENIHA, CbOTHOLIEHHETO Nnosn3a/
pHcK TpsadBa ga ObJe BHUMATEHO MpeleHeHo. KoraTo rnalueHTUTe Moay4YaBaT npoayKTH, KOUTO NOBULIABAT
TlasMeHaTa KOHLEHTpallisg Ha aTOpPBacTaTHH, HavalHaTa €IHOKpaTHA JHEBHA 103a aTopBacTaTuH ¢ 10 mg.
B cryuaii, ue npuemMaT UHKIOCIOPHUH, KIAPUTPOMULIMH WIM UTPAKOHA30J1, TpAOBA 1a ce M3MOJI3Ba [10- HUCKA
Jl03a aTopBacTaTUH (BUxX pasfein 4.2 u no- Haaoy). HuBara Ha nunuaute TpsaOBa a ce U3cle/ABar, 3a 1a ce
NMOTBBLP/IM, YE Ce U3IMOJI3BA Hali- HUCKAaTa HEOOX0AUMa /103a aTOpBacTaTHH. (BHX pazaen 4.4).

Nuxuburopu Ha umtoxpom P450 3A4

ATOpBacTaTUH ce MeTadboIM3Upa upe3 uuToxpom P450 3A4. B3auMoaelicTBis Morar Aa ce MosiBAT NpU
e/IHOBpPEeMeHHa ynoTpeba Ha aTopBacTaTHH ¢ HHXUOHUTOpH Ha uuToxpoM P450 3A4 (Hamp. UUMKIOCNOPUH;
MaKpOJIUH KaTo €PUTPOMHILIMH U KJIAPUTPOMHULIMH, He(a30d0H; a30/1 KaTo uTpakoHa3ost; HIV-nporteaznu
UHxuOuTOpH). MosKe Aa ce Ha0/I10JaBa MOBULIABAHE HA TUIA3MEHATA KOHLEHTPALUs HA aTOPBACTATHH IIpH
chbBMecTHaTa ynoTpeda Ha npoayktute. [Topaau ToBa, T4 TpsaOBa Aa ce U3BbPLIBA MHOI'O BHUMATEIHO (BHXK
pazaen 4.4).

TpaHcnopTepHHd HHXUOUTOPH

ATOpBACTaTUH U HEroBUTe MeTaboIuTH ca cybetpat Ha OATP1B1 u P- rukonpoTenH Tpancnoprepure.
HHXxnOuTOpUTE HA TE3U TPAHCIIOPTepH (HAIP. LMKJIOCTIOPUH), MOTaT Ja NMOBULIAT CUCTEMHHA €(EKT Ha
atopsactaruH. CbBMecTHaTa yrorpeda Ha aropBactarud 10 mg v uurnocnoput 5.2 mg/ kg/nex soau o
nokausaHe ¢ 8.7 Ha kpuBata Ha AUC. B ciydaure, korato ce Hajara CbBMeCTHa yl'IOTpe6a/Hﬁ’———-—~¢~\

EpuTpoMHLINH, KIAPUTPOMULIMH .
EpUTPOMUILIMH U KITapUTPOMMIIMH Ca MO3HATH UHXMOUTOPU Ha LIMTOXpoM P450 3A4. #31;131@1 i

Ha aTopsacTatud 80 mg OD u eputpomuuuH (500 mg QID) Boaun 10 33%-Ho noxaqsaﬂc Ha‘" bkl
Ha of1aTa akTHBHOCT Ha aTtopBactatuH. CbBMecTHaTa ynoTpeba Ha atopBacTaThH 80 mng v



kapuTpoMuunH (500 mg nBa MbTH AHEBHO) BOJM 10 NOKauBaHe 4.4 MbTH HA €KCMIO3HLUATA HA
aTopBacTaTHH. B cnyyau, kb€TO cbBMECTHATa ynioTpeba Ha aTOPBACTaTHH € KAAPUTPOMHLIVH €
HaJI0XUTEJIHA, C€ MPENOPbYBAT AO- HUCKY MOAABPKAIUM 103U aropBacTaTthH. [lpu no3u Han 40 mg, e
HeOoOX0MMO MOIXOAAIO KIHHHYHO MOHHTOPUPAHE Ha MaLUeHTHTE.

HTtpakoHnazon
CbBMecTHaTa ynotpeba Ha aropsactatud 40 mg v urpakonaszon 200 mg qHeBHO, Boau 10 ¢ 2.5-3.3

MOKaYBaHE Ha €KCIMO3ULMATA Ha aTopBacTaTuH. B ciydaure, kbaeTo cbBMecTHaTa ynorpeda e HeobXoiuma,
noJabpKallaTa JHEBHA 03a aTopBacTaTHH He TpAOBa Aa npesumana 40 mg. [lanueHTH, KOMTO HOPMAaITHO
nosay4asar 80 mg atopBacTaTHUH, TpsAOBa Aa HAMaJIAT A03aTa N0 BpeMe Ha CbBMeCTHaTa yrnotpeba ¢
MTPAKOHA30J1 WK KaTo aiTepHaTHBa (B CJIydad Ha KPaThK jieueOeH Kype ¢ aHTUMUKOTHYEH MPOAYKT), MOXKE
J1a ce MPWIOKHU BPEMEHHO TpeKpaTiBaHe Ha JIeYeHHETO ¢ aTOPBACTATHH,

Ifporeazuu uHxUbUTOpHU

CbBMecTHaTa ynorpeba Ha aTOpBacTaTHH M IPOTEa3HU MHXUOUTOPU Ha uuToXpom P450 3A4, Boau 1o
NpHOJIM3HTENIHO ABOIHO TMOKaYBaHEe Ha I71a3MeHaTa KOHLICHTpaLKWs Ha aTopBacTaTuH. JIMnuaHuTe HUBaA
TpAOBa /a ce CJEJAT, 33 Ja ce MOTBbP/H, Ye Ce NMpUIaraT Haii-HUCKUTe eDEKTHBHU N03H.

Auntrazem Xuapoxaopusa

CbemecTHaTa ynotpeba Ha atopBactaTvH 40 mg u aunruazem 240 mg Boau A0 nokaupaHe ¢ 51% Ha
TJ1a3MEeHATa KOHLEHTPalKsa Ha aTopBacTaTvH. Crell MPUIOKEHHETO Ha JWITHA3EM WM MTPU MOCIIEABALLO
npucnocoOsaBaHe Ha 103aTa, € NPENOPBLUUTETHO MOHUTOPUpAHE Ha Te3U MallHeHTH.

Coxk ot rpeiindpyr

CbabpxKa €1WH UITH TIOBeYe KOMIIOHEHTa, kouTo HHxubOupat CYP3A4 u morat 1a AoBeJar /0 MoKa4BaHe Ha
NJ1a3MEHATA KOHLEHTPALMs Ha NPOAYKTH, KouTo ce uuxudupar upe3 CYP3A4. [IpuemsT Ha 240 ml cok ot
rpeiingpyTt Boan Ao nokauBaxe ¢ 37% Ha AUC Ha aropBactaThH v noHmkasa ¢ 20.4% AUC Ha akTMBHHS
OpTOXHApPOKCH MeTabosuT. [IpuemMbT Ha rojieMu KOJIMYECTBA HA COK OT rpeiindpyT (Han 1.2 1 aHeBHO B
npoabjiskeHue Ha 5 aHun) nopuwaBa AUC Ha aropsactaTuH 2.5 mbTh 1 AUC Ha akTUBHHUTE (aTOpBACTAaTHH
1 metadonntu) HMG-Co-penykrazuu uaxudburopu 1.3 nbti. TTopaau ToBa chBMecTHATa ynoTpeba Ha
rosieMU KOJIMYECTBA COK OT FpeindpyT U aTOPBACTaTHH HE € MPENOPbUYUTEIIHA.

Huaykropu Ha uutoxpom P450 3A4

CbBMecTHaTa ynorpeba Ha aTOPBACTATHH ¢ UHAYKTOPU Ha HUTOXpoMm P450 3A4 (Hamp. edaBupeHil,
prdaMnuH, >KbAT KAHTAPHOH) MOXKE Ja I0BEIe A0 MPOMEHIMBO HaMallsiBaHe Ha KOHLIEHTpaLUsTa Ha
aTopBacTaTHH.

[Topaan ABoiHMAT MexaHU3BM Ha AciicTBHE Ha pudamMnuH (HuroxpoM P450 3A4 HHXUOUTOP U HHAYKTOP Ha
xenartouuTHus TpaHcnoptep OATP1B1), eqHoBpeMeHHaTa ynoTpeda Ha aTOPBACTATUH C pUdaMIUH ce
npenopbvupa, Karo 3ad0aBSHETO HA MpUEeMa Ha aTOPBACTAaTHH cJie] MpueMa Ha pudaMivH BOAK A0
3HAUUTEIHO HaMaJleHUe Ha IJla3MeHaTa KOHLEHTPALUs Ha aTOPBAaCTaTUH.

Bepanamui 1 amuoapoH

He ca nposejienu npoy4saHust 3a B3aMMO/JleliCTBMETO HAa aTOPBACTaTHH U Bepanamumil. Kakro Bepamamm,
Taka U aMuoaapoH UHXuOupat akTuBHOCTTa HAa CYP3A4 U ChbBMECTHUAT UM TIPUEM C aTOPBACTaTUH MOXKe
Jia 10BeJie /10 MOKaYBaHE HA BPEeMETO Ha €KCIIO3MLIMS Ha aTopBacTaTHH. JIunuaHuTe HUuBa TpAOBa Ja ce
CJIEJIAT, 3a /1a C€ OTBbPAM, Y€ Ce NpusiaraT Hai-HUCKUTe eheKTUBHM J03H aTOPBAaCTaTHH.

EszeTuMu0
CamocTtosTenHaTa ynotpeba Ha €3¢ THMHUO € CBbp3aHa ¢ MUONATUA. PUCKBT OT MHONIAaTHA MOXE Aa ce
MOBHLIK MPH CbBMECTHATA yroTpeba Ha €3eTUMHO U aTOPBACTATUH. :

EanoBpeMenHo npusioxedue ¢ APYrU JIEKAPCTBEHU MPOJIYKTH
Texigpuoposun/@ubpamu
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pasaen 4.4). CrBMecTHaTa ynotpeda Ha rembuoposun 600 mg BID aBa mbTH 1HEBHO BOAM 10 MOKa4YBaHe C
24% Ha ekcno3uUMATa HAa aTOPBACTATHH.

Hueorcun

B cnyvanTe Ha ripueM Ha MHOTOKPAaTHH /103U AMIOKCHH M 10 mg JHEBHA 1033 aTOPBACTATHH
€HOBPEMEHHO, HE Ce MOBJIUABA YCTOMYMBOTO ChCTOSIHUE HA MJIA3MEHATA KOHLEHTPALMS HA IUFOKCHH.
KoHnuentpauusara Ha JUroKCUH ce MoBuInara ¢ npudansutesio 20% ciie/t etHOBPEMEHHO NPHIOKEHHE Ha
anurokcHH M 80 mg AHeBHa Ao3a atopBacTatvH. ToBa B3auMoaeiicTBue MOXKe 1a Oble 00SCHEHO ¢
MHXHOMPAHETO Ha TPAHCHIOPTHUS MeMOpaHeH npoTeuH, P-rimmkonporenn. INauueHTture, mpuemaliu
JHTOKCHH TpsAOBa na 6baaT MOAXOAALO MOHUTOPHUPAHH.

lepopainu konmpayenmusu

CobeMecTHaTa ynorpeba Ha aTOPBACTATHH C NIEPOPAIIHH KOHTPALENITHBY BOJAM A0 MOBUILIABAHE Ha
N/1a3MEHAaTa KOHUEHTPALKA HA HOPETUHAPOH U €THHMI oecTpaauod. Tozu daxrt TpsOBa Aa ce UMa npeaBHI
npu W300p Ha MOAXO/sA1IATA 1033 HA KOHTPALCNTHBA.

Kouecmunon

[lnasMeHaTa KOHLUEHTpalMs HA aTOPBACTATHH W HETOBUTE dKTUBHU MeTabOJIMTH CE MOHMKABA (C
npudan3uTenHo 25%), KOraro KolecTUNOJ ce MpHeMa CbBMECTMHO ¢ aTOpPBacTaTUH. Buipekn ToBa eekThbT
BbPXY JIMITMAUTE CE MOBULLIABA B CIIYYAUTE, KOraTO aTOPBACTATUH U KOJIECTHIION C€ TTPHEMAT CbBMECTHO,
CPaBHEHO € MPUEMAHETO HAa BCEKU €UH OT MPOIYKTHTE CaMOCTOSTENHO.

Anmuayuo
CbBmMecTHaTa ynorpeba Ha aTOpPBAaCTaTHH C NIEPOPAIIHU aHTHALIMAHU CYOCTaHIUMH, ChbPIKAILKA MaTHE3HH H
aTyMUHHEBH XMIPOKCUAH, BOAU /10 MOHMIKABAHE HA IJla3MeHaTa KOHILICHTpAallMsl Ha aTOPBAaCTATHH M

HErOBMTE aKTMBHH METAOOIUTH ¢ MpubausuTenHo 35%, obaue He ce Hab/OaBa MPOMsIHA B IOHHXKABAHETO
na LDL-C.

Bappapun

CoBmecTHaTa ynorpeba Ha aTopBacTaThH ¢ BapdapuH BOM N0 €J1ab0 NOHWKABAHE HA MPOTPOMOHHOBOTO
BPEME N0 BPEME Ha ITbPBUS ICH OT JIEUEHHETO, KaTO MOKA3aTeNAT e BPblia B HOpMa B paMkuTe Ha 15 aHu
OT HAYaJIOTO Ha JIEYEHUETO C aropBacTaTHH. Bbrpeku ToBa, nalMeHTHTe nojyyasamiy BapdapuH Tpadea ga
€€ MOHUTOPHUPAT BHUMATE/IHO, KOTATO ATOPBACTaTHH ce MpubaBu KbM JICHEHUETO UM.

Denason

B cayvanTe Ha npvemM Ha MHOTOKPAaTHH 103 HA aTOPBACTATHH U (JeHA30H, ce Ha0JII0JaBa HE3HAUHTEICH
WJIM HEZI0JIOBUM ¢(eKT B KJIMbPbHCA HA (PEHA30H.

Lusvemuoun
[Tpu npoBeneHo u3zcneaBaHe 3a B3aUMOACHCTBUE MEXKAY IMMETHINH H aTOPBAaCTaTUH He ce HabmoaaBar
HHUKAKBH B3aUMOJICHCTBUS.

Artoounun

[1pu npoBeaecHO H3cAcABaHE Ha JICKAPCTBEHUTE B3aUMOISHCTBYSA, U3BBPLICHO BLPXY 3APaBH MaLUEHTH,
CbBMECTHHUAT [IpUeM Ha atopsacraTuH 80 mg u amyioaunuH 10 mg Boau A0 nokaysane ¢ 18% Ha
SKCMO3ULMATA Ha aTOPBACTATUH.

Hpyeu
[lpy KIMHUYHY NPOYYBAHHA, B KOUTO aTOPBACTaTHUH C€ Mpujara CbBMECTHO ¢ aHTUXHUIIEPTEH3UBHHU U
XUMOTTMKEMHUHHM MPOAYKTH, HE ¢a HabII0JaBaHU HUKAKBU 3HAUYUTEJIHM B3aUMOIEACTBMSL.

4.6 BpeMeHHOCT H KbpMeHe

aTopBacTaTHH MO BPCMEC Ha 6peMCHHOCT H KbPpMCHEC HC € JOKa3saHa.



Hsama pannu npu npoyusanus ¢ xxuBotHu, ye HMG-CoA pejykrazHUTe HHXMOWTOPH MOTAaT Aa MOBIUABAT
pa3BUTHETO HA eMOPHOHA UM T10AA. Pa3BUTHETO HA MOKOJEHUETO HA TUTBXOBE € 3a0aBEHO U
NOCTHATATHOTO OLIECJ/IABAHE HaMAJIABA, KOraTo MailkuTe- IIbXOBe ca OUIK NOJIOKEHU Ha AEHCTBUETO HA
aTopeacTaTHH B 1034 Hax 20 mg/ kg/ neH (KJIIMHHYHO CUCTEMHO JeHCTBHE).

[Ipn nabxoBse, MaazMeHaTa KOHLUEHTpALMs Ha aTOPBACTATHH W HETOBUTE aKTUBHH MeTabOJIMTH € Mo100Ha
Ha Ta3H B KbpMaTa uM. He ce 3Hae Jalli TO3u MPOAYKT U HETOBUTE META0OIUTH C€ €KCKPETHPAT B KbpMaTa.

4.7 EdexTn BbpXy cn0co0HOCTTA 32 modgupane u padoTa ¢ MALIMHH
ATOpBacTaTHH MMa He3HauUTelleH e(eKT BbPXY cocoOHOCTTA 3a odupaHe U paboTa ¢ MaLIUHU.
4.8 Hexenanu jiekapcTBeHH peakNHl

Haii-uecTuTe HexenaHu JIEKapCTBEHU Peakiliy ¢a OT CTPaHa Ha CTOMAIHO-YPEBHIUSA TPAKT, BKJIIOUYBAIIH
3alleK, METEOPU3bM, ANCTIENCHA B KopeMHa 6oJika, Te 00MKHOBEHO OTIIYMSBAT B X014 Ha
NPOABILKHTENHOTO jieyenue. [To-Manko oT 2% OT nanueHTUTE B KIIMHWYHH MPOYUYBAHUS TIPEKPATABAT
npHeMa Ha MPOAYKTA, IOPaJU HEXKENAHH JICKAPCTBEHU PEeaKIIUH, IbIDKALIM ce Ha pHUeMa Ha aTOPBACTATHH.
basupaiiky ce Ha JaHHU OT KJIMHHUYHU MPOYYBAHUS U OOHIMPHH MOCT-MAPKETHHIOBH MPOYYBAHKA,
ciienBalara MHGOpMaLHs NpeICTaBs YeCTOTaTa Ha HEXEJTaHUTE JIEKAPCTBEHH PEaKLMK Ha aTOPBACTATHH.
Cnopen npubiu3HTEIHATA YECTOTA HA PEAKIIMUTE Te ca pas3JesieHH Mo CieHuaT HauuH: yectH (1/100, <
1/10); neuecrn (1/1,000, < 1/100); peaxu (1/10,000, < 1/1,000); muoro peaxu (1/10,000).

CTomMaHIHO- YpeBHH HAPYHICHHA:
YeeTu: cromalliHa Oosika, 3anek, METeOPU3bM, JUCTIENICUS , TadcHe, JUapus
HeuecTH: aHOpeKCHA, NOBPBIIAHE

Hapymenus Ha KpbBTa M THMHATA CHCTEMA:
HeuecTn: TpoMGouuMToneHus

Hapymenusi Ha HMyYHHATA CHCTEMA:
YecTH: anepriuvHHd peakuuu
MHoro peaku: aHadunakcus

Hapyuwenus Ha eHIOKPHHHATA CHCTEMA:
HeuecTu: anoneuus, XuneprilukeMus, XUNOLJIMKEM U, ITAHKPEATHT

IlcuxuaTpHyuHu HAPYWIEHHS:
YecTu: Oe3cbHHE
HeuecTH: amHe3us

Hapyuienus na HepBHATa CHCTEMA:

YectH: rnasobonue, 00bPKAHOCT, 1apacTe3usl, XMIOECTE3UA
HeuvecTu: nepudepHa HeBponatus

MHoro peaku: nucreosus

3puTe/iHH HApYLICHHS
MHoro peaxu: BU3yaiHW HapylicHUs

Xenaro-OHJHAPHH HAPYIIEHHS:
Penku: xenmatur, XojecTaTuyHa KbJITEHULA
MHOFO peaku: yepHopobHa HEAOCTATHYHOCT

HapylleHus HA KOXKATa M NOAKOKHATA THKAH:
YecTu: 0OpUB, NPYPHTYC
Heuectu: yprukapus




Penku: anruoHeBpoTrueH enem, OysioseH oOpHUB (BKIIIOUUTENTHO epyUTeMa MyaTH(dOpMe, CUHIPOM Ha
CTuBBbH-/PKOHCHH M TOKCHYHA eNUIepMaliHa HeKpoJiu3a).

Hapywenust Ha yX0TO H JIAOHPHHTA:
HeuecTu: 3BLH B yILUTE
MHoro peaku: 3aryda Ha ciyx

Hapyumenus Ha MycKy/10-cKe1eTHATA CHCTEMA:
YecTu: Muanrus, apTpanrus, 00Jik4 B repba
HeuecTu: MuonaTus, MycKyJIHM Cria3Mu

Penku: MuosuT, padaomMuomza

MHOro peJiki: pynTypa Ha CyXOKUIHE

Hapymienus Ha penpy1oKTHBHATA CHCTEMA:
HeuecTH: UMIIOTEHTHOCT
MHOro peaku: rHHeKOMacTust

OO0mH HapyuieHus:
YecTu: acteHus, rppaHa 6onka, nepudepHa eaema.
HeuectH: HepasznosiokKeHue, HarbJIHIABaHE.

H3zcnenpanusn

Kakro n npu apyrure HMG-CoA penykTazHU MHXUOUTOPH, KOMTO MOBUIIABAT CEPYMHUTE TpaHCAMUHA3H,
TaKa M MpU aTopBacTATUH c€ HaOJII04aBa Ta3u peakuus. Te3u npoMeHu ca 0OMKHOBEHO yMEpeHHU, 0bpaTHMu
W He Hajlarar NnpekparsiBaHe Ha Je4eHHeTo. KNUHU4HO BakHU (>3 MBTH HaJl ropHaTa IpaHylia Ha HopMaTa)
NOBULIABAHKUA B CEPYMHMUTE TpaHcaMUHa3u ce HaOmionasat npu 0.8% ot nauuenture. Te3u nmoBUILABAHUS
€a J030 33aBUCUMH U ca 00paTUMHM NMPH BCHYKH TTALIUEHTH.

[ToBuinenn HuBa Ha cepyMHaTa kpeaThH (ocdokrHaza (CPK) noseue ot 3 mbTH HaJ ropHaTa rpaHdua Ha
HOpMaTa ce HabJtogaBat npu 2.5% OT NauMeHTUTe, NMpUeMally aTOPBACTATHH, KAKTO U npH Apyrute HMG-
CoA pelyKTa3HH UHXUOUTOPH, TIpUiaraiHy B Te3u uaciensanus . [1pu 0.4 % ot rpetupaHuTe ¢
aTOpBACcTaTHH MallMEHTH ce HabroaaBaT HUBa OKOJO 10 MbTH MO-BUCOKW OT HOPMAJIHATA rOpHA IpaHMLIA
(Bux paznen 4.4).

4.9 Ilpeno3upane

IIpu npeao3npaHe ¢ aTOpPBACTATHH HE ce Halara crneluduyHo jeueHue. B ciayuaii Ha npero3upade
NauMeHTHT TPAOBA Ja ce JieKyBa CUMIITOMATHYHO M Ja ce MpearprueMar noaxoasaiu mepku. Tpaosa aa ce
HanpaesT U3CiIeIBaHUS Ha YepHoIpoOHaTa QYHKUMS U Ja ¢ TIPOCcseAsBaT HiuBaTa Ha cepyMHaTa CPK.
[lopaan NpoABIIKUTEAHOTO CBBP3BAHE HA ATOPBACTATHH C [UIA3MEHUTE NIPOTEUHH, HE CE OYaKBa
XEeMO/IMaau3aTa Aa MoKavBa 3HAYUTENIHO CTOWHOCTTA Ha KITWBPHHCA.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 dapmMakoJUHAMHYHH CBOHCTBA

dapmakorepanesruusa rpyna: HMG- CoA- peaykrasuu unxuoutopu, ATC kox: C10AA05
ATOpBACTaTHH € CEJICKTUBEH, KOHKYpeHTeH uHxnbotop Ha HMG- CoA penykrasaTta, HUBO-OTpaHU4aBalil
CH3MM, OTTOBOPEH 3a TPEBPBIIAHETO Ha 3-XUAPOKCU-3-METHI-TIYyTapHI-KOEH3UM A B MEBAJIOHAT,
NpeKypcop Ha CTEPOUTE, BIJIFOUHUTEIHO XoJecTeposl. TpUriMLepyuanTe v XonecTepoia B uep
BKJIIOYEHH B CbCTaBa Ha JIMMIONPOTEUHU € MHOTO HUcKa mibTHOCT (VLDL) u noctensar B a3
noCTUraiiku 10 nepudepHuTe ThkaHu. Jiunonporennute ¢ HUcka mwibTHOCT (LDL) ce 06p; 158
ce BKJIIOUYBAT B KaTabOTM3Ma MTABHO Upe3 PelenTopy ¢ BUCOK aHHUTET KbM LDL (LDE{—piér?{i:;gf
ATOpBacTaTUH HaMaJjisBa fia3MeHaTa KOHLEHTpauu s Ha X0JIeCTEPOII U KOHUEHTpaUMATa HE NI

B cepyMa upe3 unxubupane Ha HMG-CoA peayKrasaTta U BOOCJIEACTBHE HA xoneCTeponQ\gé’;?\g 10
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4epHHUs Apob W nopuiuaBa 6pos Ha xenarouutHuTe LDL-pelienTopy BbPXY KIETbYHATA MOBBLPXHOCT C LN
no-a00bp kaTtadonusbm Ha LDL.

AtopeacTarud Hamansea LDL npoaykimsTa v 6pos Ha LDL- uactuuunte. Toil BoAM A0 3HAYMTETHO U
IPOABJKHTETHO NOBUIIaBaHe Ha LDL- penentopHara akTHBHOCT, KAKTO W 10 3HAYMTEJIHA MPOMSAHA Ha
kadecTBOTO Ha LDL- wactuumre. AtopBacraTu € edhekTuseH 3a Hamansieade Ha LDL-C npu nauuenTu ¢
XOMO3MIOTHa (haMHITHA XHIIEPXOJIECTEPOIeMUsl, IPyTIa MALUHEHTH, KOATO OOUYalHO HE CE MOBAUABA OT
NPOAYKTH, OHWXKABALIU JINMUIHTE.

ATopBacTaruH HamasisaBa KOHUEHTpauusaTa Ha ToTannus-C (30% - 46%), LDL-C (41% - 61%),
anoaunonpoteut B (34% - 50%) u tpurnvuepuau (14% - 33%) kato qaBa NPOMEHIHUBO NOKAYBAHE HA

HDL-C u anonunonporent Al B HalpaBeHo 0303aBUCHMO MPOYYBaHE.

,HO303aBl/lCl/lM KJIMHHUYEH OTTOBOP NPU NAUEHTH C IbPBHUYHA XHNICPXOJICCTCPOJICMUS

Jlo3a Ha N Opoit  TotaneH-C LDL-C (%) ApoB TG HDL-C (%)
aTopBacTaTHH(mMg) (%) (%) (%)

[Tnauebo 12 5 8 6 -1 -2

10 11 -30 -41 -34 -14 4

20 10 -35 -44 -36 -33 12

40 11 -38 -50 -41 -25 -3

80 11 -46 -61 -50 -27 3

[Tpeusuncnen cpeneH % npomsiHa OT KOHTpoJiaTa

Tesu pesynraTi ce OTHACAT 3a MALMEHTH C XeTepO3UroTHa GaMusiHa XUNepxoaecTepoaeMusi, HehaMuIHHu
(hOpMH Ha XUNIEPXOJIECTEPOJIEMHS U CMECEHA XUMEPIHTHIEMHUS, BKIFOUUTENHO MAllUEHTH ¢
HEUHCYJIMHO3aBUCHUM 3aXapeH aAuader.

[NonnxasBaHeTo Ha HHUBaTa Ha ToTtanHua- C, LDL- C u anonunonporerdH B HaMansBa pucka oT ¢bpacuHo-
Cb0OBM MHLUMAEHTH U ChPACHHO-CHAOBA CMBPT. [IpoyuBaHITa OTHOCHO CMBPTHOCTTA U 3a00/19BaeMOCTTa
BCE OLIE HE Ca 3aBbpUISHHU.

Amepocrieposa

[Tpu Reversing Atherosclerosis with Aggressive Lipid- Lowering Study (REVERSAL) npoyuBaHe ce
rpociaeasBa ehekTbT Ha MHTEH3WBHOTO HaMaslsiBaHe Ha JIMIUAWTe ¢ aTopBacTatuH 80 mg U B cTaHMapTHA
CTelleH HamaJlsiBaHe OT CTpaHa Ha npasactaTud 40 mg Ha KOpOHapHaTa aTepocKIepo3a, KaTo TOBa ce
JI0Ka3Ba ¢ BbTPECHA0BO yNTpa3BykoBo uzciensaHe (IVUS), no Bpeme Ha aHrHorpadus, npy nauueHTH cbe
3a0onBaHe Ha KOPOHAPHUTE apTepHu. B ToBa paHAOMHU3UPAHO, JBOMHO-CIIAMNO, MYJITULIEHTPORBO,
KOHTPOJIMPaHO KJIMHUYHO NpoyuBaHe, nposeeHo npy 502 nauueHTa 3a nepuo ot 18 Meceua, pesynrarure
o1 IVUS cnyxat karto ocHora. B rpynara nauueHTd, npuemMainy aropsactatit (n=253), ce Habmoaasa
HAMaJIiBaHE Ha MPOrpecHsTa Ha aTepPoCcKIIepo3ara.

Cpe/iHaTa NpoLEHTHA NPOMsiHA HA TOTAJHUAT 00eM Ha aTepoOMUTE (KOUTO ca IbPBUUYHHUSAT KpUTEpHil B
W3CJIE/IBAHETO), CpaBHEHA € TO3W B HA4aJIOTO Ha rpoyuBaHeTo 6una 0.4% ( p=0.98) B rpynara Ha
nauMeHTUTE, MpUeMally aropeactatul; +2.7% (p=0.001) B rpynata Ha nallMeHTHTE, NPHEMAallU
npasacTaTHH (n=249). CpaBHEeH ¢ nmpaBacTaTHH, e(heKTHT Ha AaTOPBACTATHH € 3HauuTeseH (p=0.02).
BAMsiHWETO Ha HHTEH3UBHOTO JIMITUAHO MOHMKABAHE BBPXY ChPACHHO-CH0BATA CHCTEMA
(Hanp.peBackyanuzauus, HedaTaieH MUOKapAeH HH(PAPKT, KOpOHapHa CMBPT) HE € NMPOyUeH B TOBA
u3caeIBaHe.

-;;::‘:&\
B rpynara Ha nauueHTuTe, npueMalinn atoppactatiH LDL-C ce moHmkara cbe cpefHo 2.04 mmg?LckAQb& iy ;‘\
(78.9 mg/dl &+ 30 ) ot ycTaHOBEHHUS B HA4AJIOTO Ha H3cieaBanero 3.89 mmol/l + 0.7 (150 mg/dl/ﬂ:@t?\) 1’[@;\ \\’

ChLUIO TaKa BOAM 0 3HAYUTENHO cHkaBaHe Ha TC cbe cpejmo 34.1% (npaBaCTaTHH -18. 4%,\\p<;0(
cpeanute HuBa Ha TG ¢ 20%(npaBactatuH: -6.8%, p<0.0009), 1 cpenHyTe HMBa Ha anonnnonpoefeml' B

10



39.1% (npasactatun: -22.0%, p<0.0001). HaGntonasa ce cpeiHo nouuxkasane ¢ 36.4% na CRP Ha
aTOPBACTATHH, CpPaBHEHO ¢ 5.2% nonmwxasade Ha CRP B rpynara Ha npaBactatuH (p<0.0001).

PesyaTaTuTe OT U3CAEIBAHETO ca IOJyYEeHH [TpU npuiiarane Ha g1o3a ot 80 mg. 3aToBa Te He OMXa MOMIIHM J1a
Ce eKCTParoJupar 3a Mo- HUCKH JI03H.

[Tpodunute 3a 6e30MaCHOCT U TOJIEPAHTHOCT B JIBETE I'PYIIH Ca CXOJHH.

BinsitHneTo Ha HHTEH3UBHO JTUMUIHO TTOHM)KABAHE HA ATOPBACTATHUH BbPXY ChPAECYHO-CHAOBATA CMBPTHOCT
1 3a00JIEBAEMOCT HE € Npoy4eH B ToBa uscneasane. [lopaau ToBa, KIMHUYHOTO 3HAYECHHE HA TE3U
pe3ynrard 3a MbpBUYHATA H BTOPUYHA MPEBEHLIN HA ChPACYHO-ChAOBUTE HHLMAEHTH € HEU3BECTHO.,

XeTepo3uroTHa haMUIIHA XUMIEPXOIeCTEPOTISMHES [IPY IeAUATPUYHN NALMEHTH

[1pu eaHO ABOHHO-CIANO, KOHTPOJIUPAHO NPOYUBaHe, NOCeIBaHO OT OTKpuTa dasza, 187 moMueTa n
momuyera ot 10-17 rogMHK, MPU KOUTO UMA MeCeUeH LMKBJ (cpeaHa Bb3pacT 14.1 roaMHu ¢ XeTepo3uroTHa
¢pamunna xunepxonecreponemus (FH) uiu Texka XxunepxosnecTeporaeMus ca U3CaeABaHu Ha ciy4acH
npuxumn (n=140) unu nnauedo (n=47) 3a 26 ce MUK M cJle]l TOBa BCHUYKH Ca MOJy4aBalld aTopBacTaTHH 3a
nepuos ot 26 ceamuum. M3ucksanudara 3a BiuiiouBade B npoyusadeto Ouwnun: 1) LDL-C Hugo > 4.91 mmol/l
u 2) LDL-C > 4.14 mmol/l u TpsdBano 7a vMat no3urruBaHa ¢pamunHa aHamHe3a 3a FH unu panno paszsuino
ce MbPBUYHO WM BTOPUUYHO ChPIAeYHO-CHAOBO 3abonsaBaHe. Cpenrure HuBa Ha LDL-C 6unu 5.65 mmol/l
(Bapupaiiku: 3.58-9.96 mmol/l) B rpynata, npuemMaiia aropeactaTuH 1 5.95 mmol/l (Bapupaiixu: 4.14-8.39
mmol/l) B mnaue6o rpynara. EnnHutdHaTa IHEBHA j103a aTopBacTaTUH 61na 10 mg B paMkuTe Ha mbpBUTE 4
ce/IMMUM U ce nokaveana 1o 20 mg, B caydauTe Korato HUBoTo Ha LDL-C 6uno > 3.36 mmol/l. Bpost Ha
NnalHUeHTHTe, TPETHPAHH C ATOPBACTATHH, MPU KOUTO UMAJIO HEOOXOAMMOCT OT IMOKAaYBaHe Ha [103aTa ciel
fIepHoA OT 4 ceAMHLIM B paMKUTE Ha ABOUMHO cisanata ¢asa 6un 80 (57.1%).

ATOpPBACTATHH 3HAYUTEIIHO MOHKXKABA M1a3MEeHOTO HUBO Ha ToTtanHug-C, LDL-C, Tpurnuuepuaute u
anojaunonpoTeuH B B pamkute Ha 26- cemuyHaTa cisna ¢asa (Bux tadbnuua 2).

Tabanua2. JlunuaonoHmwxkasai eekT Ha aTOPBACTATHUH TPH MOJPACTBAIN MOMYETAa U MOMHUYETA C
XeTePO3UroTHa GaMIIIHA XHUTIEPXOJIECTEPOSIEMUs WITH TEXKa XUTIepXoJiecTeposieMus(Cpe/ieH MPOLEHT
NPOMsiHA OT KOHTPOJATA B kpaliHaTa ToYKa MPH YMUIIIEHO TPETHpaHa monynauus )

Hoza N Toranen -C LDL-C HDL-C TG Apo B
[1nauebo 47 -1.5 -0.4 -1.9 1.0 0.7
ATOpBacTaTUH 140 -31.4 -39.6 2.8 -12.0 -34.0

B pamkure Ha 26- ceiMmuuHaTa ABOHHO- ciistna dhaza cpe/iHO MocTUrHaraTta cToiHOCT Ha HUBOTO HAa LDL-C
ouna 3.38 mmol/l (Bapupaiiku: 1.81- 6.26 mmol/l) B rpynata Ha aropBactaTtuH ¥4 5.91 mmol/l (Bapupaiiku:
3.93- 9.96 mmol/l) B niauebo rpynara.

B eaHo orpaHsueHo NpoBeACHO KOHTPONMPAHO MPOYyUYBaHe, He ce € HaOmiolaBal yCTaHOBUM e(heKT BbpPXY
pacTexa Uil CEeKCYanHOTO Pa3BUTHE MPH MOMYETA WITH B MEHCTPYAITHUS LMKBJ IPH MOMHYETA.
ATOpBacTaTHH HE € MPOYUYEH MPU KOHTPOJIUPAHU KIMHUYHU U3CIICABaHuA, 3acArally NalMeHTH B
npennybdepreTHa Bb3pacT UM Aeua noa 10 roauuiHa Bb3pact.

Ipoghuraxmura na cvpoeuno-cvoosu 3a60168aHUS

EdekThT Ha atopBacTaTUH BbPXY (paTalHu B HedaTalHU CbPASHHO-CHAOBH 3a00/Is1BAHUSA HA KOPOHAPHHTE
apTepHH € OLIEHEH B PAMKHUTE Ha €THO PaHAOMU3UPAHO, JBOHHO-CIIANO, MIaLeO0-KOHTPOJUPAHO APOYYBaHE
Ha Anglo-Scandinavian Cardiac Outcomes Trial Lipid Lowering Arm (ASCOT-LLA). [launenTute 6unu
XUIEepTOHULH, oT 40 10 79 roaulIIHa BB3pacT, KOUTO HAMAIM Mpe/IIiecTBall MUOKApAeH HH(APKT WITH HE
OUNKM NeKyBaHu 3a cTeHokapaus u umanu Huea Ha TC < 6.5 mmol/l (251 mg/dl). Berukn nanueHTy umanu
noHe 3 OT NMpeABAPUTETHO ONPECICHUTE PUCKOBH (PaKTOpH 3a pa3BUTHE HAa CbPAEYHO-ChA0BO 3a00/19BaHe:
MBIKE, HaJl 55 rO/IMIIHA Bb3pAcT, [yla4yu, AHaOeTHIIM, aHaMHe3a 332 XPOHHYHO CbPACUHO-ChA0BO
sabosBaHe ¢ pesiaTuBHOCT mbpBa ctenieH, TC/HDL-C > 6, nepudeHo cbaoBo 3a60/4BaHe, NABOKaMEPHA
XUNepTpodhus, MpealecTBall CbPASUHO-CHA0B HHUMAEHT , crieiMdunyna EKT npomsiHa, npotenHypus/
andymMunypusa. He BcHUKH naliMeHTH ca OHIK OlIEHEHH KaTO TaKMBa C BUCOK PUCK OT Pa3BUTHE HAa TbPBH
CbPACYHO-CHAOB HHIW/ICHT.

[TaymeHTHTE OUIIM NOI0KEHHU Ha aHTUXUIICPTEH3UBHA Teparust (aMJIOAMITHH MITH aTEHOMO0JT) Wiy
atopsactatud 10 mg auesHo (n=5,168) nau miaunedo (n=5,137).
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AOCOMOTHHUAT U OTHOCHUTESEH NMOHWIXKaBalll pyUcCKa C(I)CKT Ha aTOPBACTATHH € KAKTO CJIC/Ba:

Huumnaenr [lonumxaBade Ha No. Ha Ilonuxasan | p-
OTHOCHUTEJTHUS WHLIMJCHTHTE € Ha CTOMHOCT
pHCK (aTopBacraTuH abCoFOTHUS
(%) CIPAMO puck ' (%)

maiedo)

daranHo XpOHUYHO CHPACHHO- 36 100 cnpsamo154 | 1.1 0.0005

Cb/10BO 3a00J1BaHe TUTKOC HedaTajleH

MHOKapJEH HH(APKT

OO0 cbpAHUHO-CHAOBY UHUKMACHTH | 20 389 cnpamo483 | 1.9 0.0008

H PEBACKyaIH3aLMOHHU MPOLeypH

OO0 KOPOHAPHHU HHLUIEHTH 29 178 cnpsimo 247 | 1.4 0.0006

' basnpaiiku ce Ha pasnnumuaTa B 00LIaTa YeCTOTa HA HHLUMAEHTHUTE, HAG/IOIaBaHH TIPH CPEHO

npocieagasade oT 3.3 roaMuu

Obuara CMbPTHOCT U CbPJIEHHO-CHIOBATA CMBPTHOCT HE ¢a 3HAYMTENHO cHukeHU (185 cnipsamo 212
unuuaeHTa, p=0.17 u 74 cnipamo 82 p=0.51). Ilpn noarpynosu ananusu crnopeq nona (81% mwxe, 19%
JKEHH), [0N13aTa OT aTOPBACTATHH Ce HAOJII0JaBa MPU MbKE, HO HE MOJKE /1a C€ YCTAHOBM NPH JKEeHH,
BCPOATHO NOpaJM HUCKOTO HMBO Ha MHLIMACHTH B MOATrpyTnaTa Ha keHuTe. O01mara u ¢bpaeuHO-Cha0Ba
CMbPTHOCT OMIIM YMCJIEHO N0-BUCOKHU NpH skeru (38 cipsimo 30 u 17 cipamo 12), Ho ToBa HAMa

CTaTHCTHYECKa CTOMHOCT. MiMa 3HauuTeIHO Ie4eOHO B3aMMOACHCTBYE MPU OCHOBHATA AHTHXUIIEPTEH3UBHA
Tepanisi- OCHOBHATA KpaiiHa CTOHHOCT Ha (paTalTHO XPOHUUYHO ChPAECUYHO-CHAOBO 3a00JIBaHE TTOC
HedaTaseH MMOKap/ieH UHApKT OWTa 3HAYNTEITHO TIOHMKEHA TIPU MALMEHTUTE HA ATOPBACTATHH, KOUTO ca
npuemany amnoaunud (HR 0.47 (0.32-0.69), p=0.00008), Ho He v npu Te3u JiekyBaHu ¢ ateHonon (HR 0.83
(0.59-1.17), p=0.287).

EdexTbT Ha aTopBacTaTHH BbPXY (atasHute W HebaTaaHi ChpAEYHO-ChIOBH 3a00NABaHUS GUIT CBIIO Taka
NMPOYHEH TMPH €IHO PAHAOMH3HPAHO, IBOHHO-CIIANO, MYJITULIEHTPOBO, MITaLeb0-KOHTPOIUPAHO TIPOYUBaHE
Collaborative Atorvastatin Diabetes Study (CARDS) , npoBesieHO npu NauMEHTH ¢ TUII 2 3aXapeH Auaber,
ot 40 no 75 roauuiHa Bh3pacT, 6e3 aHaMHe3a 3a MPeALECTBALIO ChPAEYHO-Ch0BO 3a00IBaHe, UMALIH
croiHocTH Ha LDL-C < 4.14 mmol/l (160 mg/dl) n TG < 6.78 mmol/l (600 mg/dl). Bcuuku naupentu
MMaJIH NMOHE €IUH OT CJIEHHUTE PUCKOBH (DAKTOPU: XHIIEPTOHUS, MyIIAYH, PETHHOMATHS,
MHKPOanOyMHUHYpPHSE WK MaKpoalIOyMuHy pus.

[latnenture Ounu Tperupanu ¢ atropsactatiH 10 mg aueBHo (n=1,428) unum maue6o (n=1,410) 3a nepuon
oT 3.9 roAuHu.

ADOCOJIFOTHUAT U OTHOCUTEJIEH TNOHMXKaBalll puCKa C(I)GKT Ha aTOpPBACTATHH € KaKTO CJigaBa:

WMuunaeHr ‘ llonnxaBaHe Ha  |No. Ha INonwxaBaHe Ha | |p-
OTHOCHUTCJTHHA HUHUHUACHTHTE a0COMIOTHHSA CTOHHOCT
pHCK (aropBacTaTuH puck (%)
(%) crpamo miane6o)
['naBHH Cbp/ieUHO-CBAOBH L37 ‘ [83 crnpsamol27 ‘ [3.2 ‘ ‘0.001
WHUHIeHTH (aTaneH Wiu
nedaranes AMI, Tux MI, CHD
CMBPT, HecTabH/1HA aHIUHA
nekropuc, CABG, PTCA,
peBacKyaIM3alus, HHCYJIT)
MH(dpatanen u nedaranen ‘42 ‘ l38 cnpamo64 I !1.9
OMMH,tux MH) g
Hncynt(batanen n Hedarasnen) 148 —l ‘21cnpﬂM0 39 ’ l1.3 #
N e ;,.3\///
N e
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'bazupaiiku ce Ha paznnyusTa B 00I1aTa YecToTa Ha HHIMIEHTHTE, HabmoaaBaHU NIPU CPEAHO
npocneassade ot 3.9 roguHu. AMI=ocTsp MuokapaeH undapkr; CABG= kopoHapeH aprepuaneH Haiinac;
CHD=cbpaeuno 3abossaBaHe Ha KopoHapHute aprepun; MI= muokapaeH undapkr; PTCA = nepkyTraHHa
TPAHCJIyMHUHAJIHA aHTUOMJIACTHKA.

Hsama nanum 3a pasinuue B ieueOHUA eheKT B 3aBUCUMOCT OT [10J1a, Bb3PAacTTa UM Ha4yaJHUTE HUBA Ha
LDL-C. Habntonasa ce 61aronpusTHO pa3BUTHE B HUBOTO Ha CMBPTHOCT (82 CMBPTHHM ciiyuast npH riale6o
rpynara cnpsimo 61 B rpynara Ha atopeacratuH, p=0.0592)

Perypenmen uncynm

[1pu Stroke Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL) edektsbT Ha
aTtopBacTaTHH 80 mg AHEBHO WM IU1alle00 BbPXY MHCYNTA ce oueHsBa npu 4731 nauueHTa, KOUTO ca
NPEKUBEIH MHCYJIT WIH MIPEXOHO UCXEMHUYHO YBPEKAaHE B pAMKUTE HAa NPEAXOJHUTE 6 Mecela U HAMAT
aHaMHe3a 3a KOPOHApHO cbpaeyHo 3abonspane. [Tauuenture Ounu 60% Mbxe, ot 21-92 roauiiiHa Bb3pacT
(cpenno 63 rojulliHa Bb3pacT) ¥ ca UMM U3xoHo HUBO Ha LDL -133 mg/dl (3.4 mmol/l). CpeaHoTo HHUBO
Ha LDL-C o Bpeme Ha neueHueTo ¢ atopactatul 6uio 73 mg/dl (1.9 mmol/)u 129 mg/dL (3.3 mmol/L)
npu nnauedo. CpeJHOTO Mpoc/ie/isBaHe MPOAbLKHI0 4.9 roauHH.

AtopsactaTuH 80 mg noHwxasa pucka ot daraiex uinn Hedartanexn uacynt ¢ (HR 0.85; 95% CI, 0.72-1.00;
p=0.05 nnm 0.84; 95% CI, 0.71-0.99; p=0.03 15% cpaBHEHO ¢ UIXOJHUTE CTOMHOCTHU.) COPAMO MOJTyYEHHTE
npu niaue6o. CMbPTHOCTTA NOpaay BCHYKU NpH4MHY Ouia 9.1%(216/2365) B rpynara Ha aTOpBacTaTHH
cnpsamo 8.9% (211/2366) npu miane6o.

B nocnensaul aHanus ce ycTaHOBsIBA, Ye aTopBacTaThH 80 mg MOHMXaBa pUCKa OT UCXEMHUUYEH UHCYIIT
(218/2365, 9.2% cnpsimo 274/2366, 11.6%, p=0.01) 1 noBuiapa pucka oT XeMoparuieH HHeynr ¢ (55/2365,
2.3% cnpamo33/2366, 1.4%, p=0.02), cpaBHeH ¢ ruianebo.

* PUCKBT OT XEMOPAruyeH UHCYJIT C€ MOKa4YBa MU [ALMEHTH, KOUTO B HAYAJIOTO HA U3C/ICABAHETO UMAT
aHaMHe3a 3a [pekapaH xeMoparuieH HHCy T (7/45 3a aropBactaTuH cripsimo 2/48 3a nnaue6o; HR 4.06;
95% (I, 0.84-19.57)

* PUCKBT OT XEMOparuueH HHCYJIT ¢ TIOKayBa MpU NaLMEHTH, KOUTO B HAYAJIOTO HA H3CSABAHETO UMAT
aHamHesa 3a fnpekapax nakyHapes nadapkr (20/708 3a atopsactarun cripsmo 4/701 3a maue6o; HR 4.99;
95% CI, 1.71-14.61), HO PUCKBT OT MCXEMUUCH UHCYJ/IT ce€ MOHMXKABA NpH Te3u nauuedTH (79/708 3a
aTopsacraruH crpsmo 102/701 za manue6o; HR 0.76; 95% CI, 0.57-1.02). Bb3MOXKHO € KPaiiHUAT PUCK OT
MHCYJIT Ja €€ NOBHILABa MNP NALUMEHTH ¢ JTaKyHapeH UH(ApKT, KOUTO Mojly4aBar aTopBacTaTHH B Jo03a 80
mg/aeH.

CMBPTHOCTTA, NOpaAHd BCUUKU puunHu Ouna 15.6% (7/45) 3a aropsactaTuH cripamo 10.4% (5/48) B
MOArpynata Ha NalHeHTUTE ¢ MPEeAXOAeH XeMopardueH UHCyIT. CMbPTHOCTTA MOPaAH BCUUKK NPUYMHH
ouna 10.9% (77/708) 3a atopBacTarus cripamo 9.1% (64/701) 3a nnaue6o B noarpymnara Ha NaLMeHTHTE C
NpeaX0/CH JiakyHapeH HH}apKT.

5.2 dapMakoKHHeTMYHH CBOHCTBA

Abcopoyus

ATtopBacTaTuH ce abcopbupa OBp30 clieAl MepopalieH IpUeM; MAaKCUMAITHA [U1a3MeHa koHUeHTpauus (Cmax)
ce aoctura cieq 1 go 2 yaca. CteneHtra Ha abcopOuLMs € NPOMOPLUOHAIHA Ha 103aTa HA aTOPBACTATHH.
Ciiel nepopalieH npueM, aropBactaTid Guimupand tTabiaetky uMar ot 95% 10 99% OGMOHAIMUYHOCT, B
3aBUCUMOCT OT OpajiHarTa pe3opOuus. AOGCoMOTHaTa OHOHAJIMYHOCT HA aTOPBACTATHH € MPUONU3UTEITHO
12%, a cuctemuata Hanuynoct Ha HMG-CoA peaykTazHuTe UHXHOUTOPU € NPUOIIM3UTENTHO ;0;6 ancm )
cHMCTeMHa OMOHAIMYHOCT Ce OT/AaBa Ha Tpe-CUCTEMHUS KIUPBHC OT CTOMAIIHO-YpEeBHATA MYMSQ\P{ fm‘ﬂ'a/ e RN
e(eKkTa HA ITBPBO MPEMUHABAHE Npe3 YepHus Apo0l. b
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Puasnpeoeaenue
OcHOBHUAT 06eM Ha paslipesie/ieHHe Ha aTOPBACTaTHH € npubnusuTesHo 381 1. ATopeacTartuH ce CBbp3Ba B
98% ¢ nna3MeHUTE NPOTEUHH,

Mematoauszem

ATOpPBACTAaTHH ce MeTabonM3Mpa OT uuroxpom P450 3A4 1o opro- HapaxuapoCUIaTHU TTPOU3BOAHH U
PasIHYHM NPOAYKTH Ha GeTa-okucenue. 1o Apyry MbTHIIA HAa MeTabOoIM3UPaHE TE3H TIPOAYKTH Ce
MeTaboNIM3Mpar upes riokoponuaauus. MH BUTpo, nuxubupaneto Ha HMG-CoA peaykrasara ot OpTO- U
NapaxHapOKCUIIHUTE META0OHUTH € PaBHO Ha TOBa Ha atopsacTaTuH. [Ipubnuzutennu 70% ot
LUMpKyIupatiiata MHXMOuTopHa akTUBHOCT Ha HMG-CoA peykTasuTe ce Ib/DKHM HAa aKTUBHUTE
METabOJIHTH.

Ercxpeyus

ATOpBaCTaTHH ce €TMMMHHPA OCHOBHO IIPE3 XKTbYKATA, CJACABANKN XenaTATHUS W/ Wi eKCTpaxernaTajiHusl
meTabosu3bM. TO3M JlekapcTBeH MPOAYKT He € MOI0KEH Ha 3HAUMTENIEH €HTepoXemnaTajleH KpbroBpar.
OCHOBHHAT MIa3MeH MOJTy>KUBOT Ha aTOPBACTAaTHH NpH xopa e 14 yaca. IMonykMBOTHT HA HHXHUGHTOPHOTO
Aeiicteue Ha HMG-CoA e mpubausurendo 20 o 30 yaca, Mopaay HaJIMYUMETO HA aKTUBHU META0O0NUTH.

Creyuannu nonyrayuu

e Xopa B Hanpe/Hasa Bb3pacT: [1na3sMeHHTe KOHIIEHTPAINK HA ATOPBACTATHH U HETOBUTE
METaboJIHTH Ca [10- BUCOKH NPH 3/IpaBH HHIHBUIM B HANPEAHANA Bb3PAcCT, OTKOIKOTO HPH M0~
MJIaM Bb3PACTHH, 0KATO ¢PEKThT BbPXY JIMIMANTE € NOJ00CH Ha TO3M MPY MO-MJIAAM Bb3PacTHHU.

e Jleua: He e Hann4yna MHGOPMALIMs OTHOCHO (papMaKOKMHETHKATA 33 Ta3W IpyIa NaLHeHTH.

e llon: KoHueHTpauusATa Ha aTOPBACTATHH H HETOBHTE AKTUBHU METAOOMTH NPH JKEHH CE pa3inyaBa
OT Ta3n npu Mbxke (JKenn: npubnusurenHo 20% no-sucoka C max u npubausurento 10% no-Hucka
3a AUC). Te3u pasnnuus HAMAT KIHHUYHO 3HAYEHHE, BOJIEIIO 0 KIMHUYHO 3HAYHMH PA3IHKK B
edekTa BbPXY JMIUAUTE TPH KEHH U MbXKE.

* bnOpeyHa HeOCTATHYHOCT: BEOpeUHnTE 3a60N9BaHUS HAMAT BIMAHUE BbpXY MJla3MeHara
KOHLICHTPALMS WIIM BbPXY JIMITHIOMNOHMKABAIUA €)eKT HAa aTOPBACTATUH M HETOBUTE aKTHBHU
MeTabOJINTH.

* YepHoapobHa HepocTaThbuHOCT: I11a3MeHaTa KOHLEHTPALMS HAa aTOPBACTATHH M AKTUBHUTE MY
MeTabOJIMTH 3HAYMTETHO e MOKayuBa (MpHOAM3UTENHO 16 mbTH npu KpuBata Ha C max U 11 nbTH Ha
kpuara Ha AUC) np1 aumMeHTH ¢ XpOHUYHO alKOXOJIHO YepHOAPoOHO 3abonssane (Childs-Pugh
B).

5.3 llpeak/JIHHHYHH JAHHH 32 6€30MACHOCT

ATOPBACTATUH HE € KAHLUEPOreHEH NPH IUTbX0Be. MaKkcMManHaTa H3M03BaHa 03a 6una 63 mbTH 1o- BUCOKa
OTKOJIKOTO MaKCHMAJIHO J0MycTUMAaTa 3a HoBeKa (80mg/aeH) 6a3upaHa Ha mg/kg TenecHa Maca u 8 10 16-
nbTh 6asnpana Ha AUC (0-24), oueHeHa KaTo Takasa 4pe3 TOTalHATa HHXMOUTOPHA aKTHBHOCT. B
ABYTOANINHO NPOYYBaHE [IPY MUILIKH, HHIUJEHTUTE HA XeNAaTOLEyIapeH aicHOM MPH MbKKHUTE
CK3CMIUISPH U XenaTouenyaapeH KapLeHOM MPH )KEHCKUTE UHAMBU/IH C¢ MOBHUILIABA B 3aBUCHMOCT OT
MaKCHMaliHaTa W3MoJ13BaHa 1034, KaTo MaKCHMaJlHaTa U3I0J13BaHa [103a, KOATo e Oujla rpuiarana e 250-
TbTH MO-BUCOKA, OTKOJIKOTO NPH 4oBeK, Oaszupaiiku ce Ha mg/kg TinecHo Terso. CUCTEMHOTO AciicTBUE BUIIO
6 10 11 nbTH no-Bucoko, 6asupaiiku ce Ha AUC (0-24). ATopBacTaTiH He NPOABABA MyTareHeH Wi
KJIACTOICHEH MOTCHLIKAN, OLICHEH NPU 4 HHBMTPO TECTa ¢ WK 6€3 MeTabOJIMTHA aKTUBHOCT M TP €1HO UH
BMBO npoyusaxe. [Ipo npoyusanus ¢ :KMBOTHH aTOPBACTAaTHH HAMA €EKT BbPXY Pa3MHOKUTE/THATA - s
CMOCOOHOCT Ha MBIKKHTE M KEHCKHTE €K3EMILIAPH NpH 103M oT 175 u 225 mg/mg/nen, pecngﬁ‘f@gﬂo He;;;
TepaToreHeH. S
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6. ®APMAILIEBTUYHU JAHHU
6.1 Coucnbk B2 IOMOIIHATE BellecTBA

CobpueBuHa Ha TabneTkara:
besBoaHa nakrosa
MuUKpOKpUCTaHA UEyII03a
Xnapokecu nponun ueaynosa-L
bessonen HaTpuer kapboHar
Cunnumes JUOKCH, KOJIOUAEH Ge3BOAEH
Kpockapmesiosza Harpuii
Harpues naypun cyndar
Martesues cTeapar

By TWIXHUAPOKCHAHH30
ByTunxuapoxcuTonyeH

DuaM noKpuTHe:
[ToIMBUHUIOB aJIKOXO
Turanos anokeun (E171)
Tank

Jleuurnn

KcaHTanora ryma

IleyaTHO MaCTUIIO:

Opacode S-1-17823

6.2 HecnBmecTumocTn

He e npunoxumo.

6.3 Cpok Ha rogaocT

18 Meceua

6.4 CnennaaHH NpeANa3sHH MEPKH NPH ChbXpaHeHHE

To3un nekapcTBeH NpoyKT He M3UCKBA CTICLHATHU YCIOBUS HA ChbXPAHEHHE.
6.5 JlaHHHM 32 ONAKOBKATA

bauctepn oT anyMuHuUH, NOKPUTH ¢ aTyMHUHHEBO (OJIMO, MOKPHUTO Che surlyn.
HDPE OyTuika ¢ noamunponuieHoBa 3aBUHTBALLA CE KaNayKa.

bancrepu ot nonamun/ anymMuHueBo (poano/ NOTIMBUHII XJIOPHJ € aTyMUHHEBO (OJIMO C 1AKOBO MOKPHTHE
3a npeanassaHe OT TOTUTHHA

OITA /Anymunwuii / TIBLY AnymMunuii

baucrepu o AnyMunuii /AnyMunumii

Onakoekwu ot no: 7, 10, 14, 20, 28, 30, 56, 98 unu 100 punmupanu TabneTKH.
He BCcHYKM BUAOBE ONAKOBKM MOraT Ja GbAaT MyCHATH B Mpoaax0a.

6.6 CnenmanHu npeIna3sHH MEPKH NPH H3XBLPJsiHe H paboTa

Hsma crienmaTHM U3HCKBAHMA.

1=



7. IIpurexkaren na paspemenunero 3a ynorpea

YHHUDAPM AJl, Codus 1797, yn.” Tpaiiko CraHoes” Ne3, brvarapus

8. HOMEP(A) HA PASPEIUEHHUETO 3A YIIOTPEBA
Atopeucrat 10 mg puamapann TadaeTkn-20090485
ArtopeucTar 20 mg dpuamupann tadaeTku-20090486
Artopsucrar 40 mg ¢puamupann Taéaercu -20090487
Aropsucrar 80 mg pusimupann tadaerku -20090488

9. HAATA HA AKTYAJIUBUPAHE HA TEKCTA

Despyapu 2010 .

-




Omzosoprocmume na H3moiHumenna azenyus no 1eKapcmeama He 6KII046aM 3auuma Ha RAMEHMHY NPasa u mvp208CKY
mapku. Te He ca obekm Ha oyeHKa npu NPOYedyPama no NPOMAHA HA PA3PEULEHUEMO 3a YNOMPeba Ha NeKapCmaenus.
npooyxm,

The responsibility of Bulgarian Drug Agency does not include protection of patent rights and trademarks. They are no
subject of the evaluation, concerning the variation of the marketing authorisation of the medicinal product.

MAI'. PAPM. AIEKCAHJIBP SIHKOB
Mag. Pharm. ALEXANDER YANKOV

Hsnvanumenen oupexmop
Executive Director




