KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA




1. HWME HAJIEKAPCTBEHUA ITPOAYKT

ATtopuc 30 mg puamupanu TadsieTKH

Atopuc 60 mg puamupanu TabneTku it O”;‘}-//-——_? 31-M

Atopuc 80 mg puamMupanu TadneTku

Atoris 30 mg film-coated tablets
Atoris 60 mg film-coated tablets
Atoris 80 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Atopuc 30 mg puamMupaHu TadiaeTKH
Beska puamupana tabnerka cvabpxka 30 mg aropBacTaTHH (aforvastatin) Kato atopBacTaTHH KaJLMH
(atorvastatin calcium).

ATopuc 60 mg duamupanu Tabaerku
Bceska puamupana tabnetka cbabpka 60 mg aropBactaTuH (atorvastatin) KaTto aTOpBaCcTaTHH KaJlLU
(atorvastatin calcium).

Atopuc 80 mg puiamupaHu TadNETKH
Beska dunmupana tabnerka cbabpka 80 mg atopBacTatuH (aforvastatin) Kato aTOpBacTaTHH KaslLHiA
(atorvastatin calcium).

[TomOLIHM BELIECTBA C H3BECTHO JIEHCTBHE:!
30 mg Tabnerkn | 60 mg TabieTku 80 mg TabseTkH
JlakTo3a 167,35 mg 334,72 mg 446,29 mg

3a NMbJIHUA CITUCBK HA NMOMOILIHUTE BELLIECTBA, BHXKTE TOUKA 6.1.

k, JIEKAPCTBEHA ®OPMA

duamupaHa radierTka.

30 mg TabneTku: Oenu, KpPbIJIH, JIEKO H3ITbKHAIK (PUIMHpaHH TabJNeTKH, CbC CKOCEHH pbOoBe.
60 mg Tabnerku: OenH, eTMNCOBHUAHH, ABOHHOM3NbKHAIH, (PHIIMHPAHHU TabJIETKH.
80 mg Tabnerku: 6Genu, NPOABArOBaTH, IBOHHOW3MbKHAIH, (PUIMHpPAHHU TAOJIETKH.,

4. KJUHHUHYHH JAHHH
4.1 TepaneBTHYHH NOKa3aAHHUNA

ATOpPHC € NnoKa3aH KaTo J0IMbJIHEHHE KbM /IMETATA 38 HAMAJIABaAHE Ha MOBHLLEHWTE 00LLL XOJIeCTEPOII,
(00w -C), LDL-xonectrepon (LDL-C), anosunonporend B v Tpurivuepuan npu Bb3pacTHHU, FOHOLLH
1 aeua Haja 10-roaviuHa Bb3pacT ¢ MbPBHYHA XHIEPXOJIECTEPOIEMHS, BKIKOUYHTETHO (haMUiIHA
XHUIEPXOJIECTEPOIEMHUA (XETEPOIUIOTEH BAPHAHT), HJIM KOMOMHHMpaHa (CMeceHa) XHIEepIMIu1eMus
(otroapsiua Ha Tdn Il a u II b or knacudukaumsTa Ha Fredrickson), korato eekrsT HA aMeTaTa U
ApPYruTe HedapMaKoJOrHYHH CPe/ICTBA € HE0CTAaThYEH.

ATOpPHC € MoKa3aH CbLIO U 3a NOHWKaBaHe Ha oOwMsa xonectepon U LDL-C npu Bb3
XOMO3MroTHa (paMHIHA XHIEPXOJIECTEPOIEMHUS KAaTO JOMbIHEHHE KbM APYrHTE M€
MOHUIKaBaHe Ha aunuauTe (Hanpumep adepesa Ha LDL) wnu B cayuaure, korato T
HEOCTBITHH.




[IpoduiakTHKa Ha CbpREYHOCHAOBO 3ab0nsa8ane

[MpodunakTrka Ha CbPAECUYHOCHAOBH CHOHTHA NMPH Bb3PACTHH NALMEHTH, NPH KOUTO € OUEHEHO, Ye
HMAaT BHCOK PHCK 3a MLPBO ChPASYHOCHAOBO cbOMTHE (BAK. TOUYKA 5.1) KATO AONBIHEHHE KbM
KOPEKLIMATA HA APYTH PUCKOBH (PaKTOPH.

4.2 [o3HpOBKA H HAYHH HA MPHJI0KEHHE

Ho3uposka

[Mpeau na nonyun ATopHc nauneHTHT TpabBa na Hbae NOCTaBeH HA CTRHAAPTHA NOHHXABALIA
XonecTepona aAvera U TpaOBa 1a NPOAL/KU 1a Ca3Ba Ta3u AUETa M0 BPEME Ha JIEYEHHETO CbC
ATOpHC.

Hozara tpabsa na 6bae HHAUBHAYANU3UPAHA B 3aBHCHMOCT OT H3xoaHUTe HKUBa HA LDL-C, uenta Ha
NEYEHHWETO M PeaKLMATA HA NaLMEHTA.

O6uuaitHaTa HauanHa no3a € 10 mg BeaHbK AHeBHO. KopekLUA HA 103aTa ce U3BLPLUBA Npe3
HHTEpPBATH OT 4 HNIK noBeYe ceaMHULUW. MakcumanHara no3a € 80 mg Beansx JHEBHO,

[Ivpeuuna xunepxo.iecmepoieMus u KOMOUHUPAHA (CMeCena) XunepIunuoemus

[ToBeueTo nauueHTH ce MOBNHABAT ycnewHo ¢ Atopuc 10 mg BeaHbK AHEBHO. TepaneBTHHEH edekT
C€ JOCTHIra A0 BE CEIMMLM, 3 MAKCUMANEH TepaneBTHYeH edeKT ce nocTydra cOHKHOBEHO 3a 4
ceaMuun. EdexThT ce 3ana3sa no BpeMe Ha NPOABLIKHTENRHOTO NEYEHHE.

Xe mepo3ucomua ¢£IM WIHG xunepxoiecmepoileMun

JleueHuero Ha nauneHTa TpabBa aa 3anoune ¢ Atopuc 10 mg anesHo. [lo3uTe ce HHAKBHAYANK3UpAT
W KOpUIHpaT Ha BcekH 4 ceamuuu 1o 40 mg aHesHo. Cnen ToBa A03aTa MOxke 1a 6bae yBenuuyeHa ao
makcHMYM 80 mg anesHo win 40 mg aTOpPBACTaTHH €ZHOKPATHO AHEBHO H Na Ce KOMOMHHpAT ChC
CEKBECTPAHT HA XK/TbYHHTE KHCEIHHH,

Xomozucomna amuina xunepxonecmepoiemus

HannuHu ca orpannyes Spoit naHHM (BK. Touka 5.1).

Jo3ara Ha aTopBacTaTHH NMPH MaLKEHTH ¢ XOMO3HIroTHa hamunHa xunepxonecrepoiemus € ot 10 mg
no 80 mg aHesHO (Bxk. Touka 5.1). ATopsactaTiH Tpabea Aa 6bae W3NOA3BAH KATO AOMBIHEHHE KbM
APYrY NHNHAO-NOHKXABALHK TepaneBRTHUYHY cpeacTea (Hanp. LDL-adepe3a) npu Te3n nauveHTH HNK
NPH HEBB3MOXKHOCT 33 M3MO/3BAHE HA TAKMBA CPEACTBA.

Ipogdpuraxmuxa na cvpoewnocvoo80 3aborreare

[Tpu npoyuBaHuaTa 3a NbpBUYHA NpodrnakTHKa ao3ara € 6una 10 mg aHesHo. Moxe aa ca
HeOOXOAHMH NMO-BHCOKH A03H, 3a 1a ce noaabpxat H1uBa Ha LDL- xonecrepona cnopen HacTosiuuTe
PbKCBOACTBA.

bvbpeuno yspescoane

He ce nanara npomsana Ha ao3arta {(Bx. Touka 4.4).

Heproodpobra nedocmamuvynocm

ATtopuc TpabBa na ce W3NON3Ba NPEANA3IUBO NPH NALUMEHTH C YepHOAPOOHO YBpeXaaHe



4.4 n 5.2). ATOpHC € NPOTHBOMIOKA3aH NPH NaUKEHTH ¢ aKTHBHO YepHoapoOHo 3abonasaHe (BXK. TOUKa
4.3).

Cmapuecka év3pacm

EdukacHocTTa M 6e30nacHocTTa Npy nauueHT Haa 70 roaMHy, npHeMally npenopbLYBaHUTE 403H, ca
CXOHHW C Te3W ApH odluaTa nomynauus,

fledumapuuria nonysayus

Xunepxonecmeponemus.

l'lpunarane*ro Ha NCKApPCTBOTO B [I€JHATPHATA TpﬂﬁBa Aa €€ H3BBLPUIBA CAMO OT CIIELUHATHCT C ONUT B
JCHYCHHETO Ha ACTCKaTad XHIICPIHIMTHAEMHA, KATO NMaUUCHTHUTEC Tpaﬁaa na 6vaar MPCUCHABAHH PCAOBHO
o OTHOLUCHHWE HA HAlpEAbKa HA JICHECHUETO.

[Ipn NnaUKeHTH ¢ XeTepo3nuroTHa aMunba xunepxonecrepoieMus Ha 10 # noBeye roanHu
npenopbUBaAHaTa CTapTOBa 1033 aTopsacTaTtuH € 10 mg nHeBHO (BX. Touka 5.1). Jlo3zara Moxe na ce
yBennud a0 80 mg aHeBHO, cbraacHo oTrosopa u nonocumoctra. Jlosure Tpadbea na 6vaar
HHAWBHAYANH3IHPAHH CbIACHO NPENOPbUHTENHATA uen Ha Tepanusta. Kopekuuure Tpabaa na ce
HanpaBAT Ha HHTEPBAIHM OT 4 ceAMHUM HIH noBeve. THTPHpaHeTO Ha ao3ara Ao 80 mg aqHeBHO ce
NOAKpena OT AaHHH OT NPOYYBAHHA MPH BL3PACTHH H OT ONPaHHUYECHH KIIHHUYHH AAHHH OT
MPOYYBAHWA NPH J€Ua ¢ XeTEPO3IUroTHa PpamMuiHa xunepxonecteponemus (Bx. touka 4.8 u 5.1).

Mma orpaHH4eHH AaHHH 3a 6€3011aCHOCT NPH Jeua ¢ XETEPO3HIroTHA PaAMHAHE XUNEPXONECTEPOSIEMHS
mexay 6- 1 10- roaMilHa Bb3pacT, NOAYYEHH OT OTBOPEHH MPOYUBAHHA. ATOPBACTATHH HE CE
npenopbLYBa 3a AeYeHHe Ha nauuMeHTH noa 10-roanwna sb3pact. HanMuHHUTE 1aHHHW Ca ONUCAHH B
ToukH 4.8, 5.1 K 5.2, HO He MOXKe [1a CE€ HaMpaBu NpenopbKa 3a J03UPOBKA.

,[[pyru q)apmauemwmu ¢'OpMH/KOHU.eHTpalIHH MOXKE Aa Ca NOo-NMoAxXo4ALIHN 33 Ta3H NoMmynauui,

Eonospemenna ynompeba ¢ Opy2u sexapcmeenu npooyKmuy

flpu nauMeHTH, NnpUeMalllH AHTHBHPYCHHUTE CPeACTBA 3a JieueHue Ha XenaTHT C, KaTo
endacBUp/rpa3onpeBup WK NETEPMOBHP 3a NPO(PHIAKTHKA HA LHTOMErANOBUPYCHA HHpEKLUA,

CBHABTCTRALLO C ATOPBACTATHH, A03aTa Ha aTOPBACTATHH He TpAbBa na npesyiwasa 20 mg/aeH (Bx.
TOYKH 4.4 1 4.5).

He ce npenopbusa ynotpebaTta Ha aTOpBACTATHH NPH NALKUEHTH, NPUEMALLH JIETEPMOBHP
€HOBPEMEHHO CbC LIMKJIOCNOPHH (BXK. TOYKH 4.4 1 4.5).

HaunH Ha npuioxkeHue

ATOPHC € 3a NICPOPATHO [MPHITOKEHHUC. Bcska qHeBHa 103a aTOpBacTaTHH C€ JaBa €AHOKPATHO AHCBHO
no KOCTO H Aa € BpEME OT ACHA, C HJIH Oes XpaHa.

4.3 I[IpoTrBONOKA3ARAY

ATOpHC € NPpOTHBONOKA3aH MNPH NALHEHTH:

- CbC CBPBLXUYBCTBHUTENHOCT KbM aKTHBHOTO BELLECTBO WIH KbM HAKOE OT NOMOLIHHMTE BELUECTBA
Ha TO3H JIEKAPCTBEH NPOAYKT, H30pOeHH B Touka 6. 1.

- C akTuBHO YyepHOAPOOHO 3ab0nABaHE WM HEH3IACHEHO NEPCUCTUPALIO NOBHILLIEH
CEPYMHHTE TPAHCAMHKHA3H, HAAXBBPAALWO 3 MBTH NOPHATA MPaHHLA HA HOPMATA;

- [To Bpeme Ha HpeMEHHOCT; 11O BPEME Ha KbPMEHE H NPH XKEHH B ACTCPOHA Bb3
HeMNpH1/1aralul CUrypHH KOHTPaUENTHBHH CpeaAcTBa (BWKTe To4Ka 4.6);

- JlekyBaHH C aHTHBHPYCHHTE CPeACTBa 3a NedeHue Ha xenatut C rnekanpeBup/




4.4 CnennanHn npeaynpexaeH s H Npeana3HH MepKH NpH ynorpeba
HepHo HO YB aHe

Tpabra na ce HanpaBaT PyHKUHOHANHH YepHOOPOOHU H3C/IeBAHHA NpeaHx 3arnovBaHe Ha NEHEHHETO U
nepuoaHuHo cnea tosa. IIpH nauneHTH, NpH KOHUTO ce NOABAT BEne3H U CHMNTOMY, NpeANonaraiy
yepHOaApOOHO yBpeXXaaHe, TE3H TeCTOBE ca 3aAb/DKHTENHH. [TlauneHTH, NpK KOHTO cE NOBHWAT HHBATA
Ha TpaHcaMHHa3uTe, TpAOBA 1a ObaaT KOHTPONMPAHH 0 HIUe3BAHE HA AHOMANTHATA (AHOMATHHTE).
AKO NMOBHUIEHHETO Ha TPAaHCAMHHA3MTE, HAAXBBLPAALLO MOBEYE OT 3 NMbTH FOPHATA FPaHHLA Ha
nopmarta (ULN), nepcuctupa, ce npenopbu4sa HaMalaBaHe Ha 103aTa WIH NPEYCTAHOBABAHE HA
npMemMa Ha ATOpHC (BXK. Touka 4.8).

ATopuc TpadBa na ce npuiaara npeana3iuBo NpH NaLMEHTH, KOHTO KOHCYMHPAT 3HAUHTE/HH
KOJIHYECTBA ANIKOXOM H/ UK UMaT aHaMmHe3a 3a uepHoapobHo 3abonasane.

MpeaoTepaTaBaHe Ha HHCYAT Ype3 arpecHBHO HAMaNABAHE HA HUBATA Ha xonecTepona ((Stroke
Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL

Post-hoc ananu3 Ha cyOTHNOBETE HHCYATH NpH nauneHTH Oe3 ucxemuuHa donect Ha copuero (UBC),
KOHTO ca Ounu ¢ Hackopo npekapaH HHCYIT WK TPAH3UTOpHA HCXeMHYHa aTaka (T1A), € nokazan no-
BHCOKA 4Y€CTOTAa Ha XEMOPArMi4eH HHCYT NpU MNaLMEHTHUTE, BKJIKOUEHH HA TEPaNHsA ¢ aTOPBAaCTATHH

80 mg cnpamo naauebo. IloBuiucH puck € otOens3an NpeAMMHO NPH NALMEHTHTE C NpeaAXoaeH
XeMOparuyeH KHCYNT WiIH IaKyHapeH HHQAPKT NPH BKIIFOYBAHE B NPOYUBAHETO. 3a NALHEHTHTE C
NpeaxoAeH XeMOparHyeH HHCYIT WIH NaKyHapeH HHGapKT, 6anaHChT MEXIY PUCKOBETE U NOA3HTE OT
atropeacTHH 80 mg e HeCHrypeH H NOTEHLHATHHAT PUCK OT XEMOparu4yeH HHCyNT Tpadsa aa 6vae
BHUMATENHO NPELEHEH NPeaH 3anoyBaHe Ha TepanyaTa (BX. Touka 5.1).

[IposaBH OT CTpaHa Ha CKENeTHATA MYCKYNaTypa

AtopeactaTuH, kakTo H apyrute HMG-CoA-peaykrazin HHXHOHTOPH, B PEAKH Cly4aH MOXe Na
OKaXKe€ HeONaronpUATHO BbL3AEHCTBHE BbPXY CKEJIETHATA MYCKY/1aTypa H [1a NPUUUHK MHAATHA,
MHO3HT U MHOTIATHA, KOHTO MOraT [ia nporpecupar ac pabaoMHon13a, NOTCHUNATHO
XKHUBOTO3aCTPALLABALLO CHCTOAHHE, XapaKTEPH3IHPALILO CE ChC 3HAYHTENHO NMOBHILUEHHWE HA HMBATA Ha
xpeaTHHHH knuHa3a (CK) (> 10 nuTH Haa HopMata), MHOTI0DMHEMHA U MHOTTOOHHYPHSA, KOHTO MOrar
0o aosenar oo 6ubpeuHa HeJOCTATHYHOCT.

[Ipegdu newenuemo

ATOpBacTaTHH TPAOBA Aa Ce M3MOJI3Ba BHUMATEIHO MPH NALIMEHTH ¢ Npeapasnonaraily (pakTopH 3a

pabaomuonu3a. Husara Ha CK Tpabea aa ce uicneapar npeay 3anoysaHe Ha JICYEHHE ChC CTaTHH B

CNEHHUTE CNyHaH:

- br6peuHo yBpexnane;

- XHUNOTHPEOUIHIBM,

- AHaMHe3a, BKJI. M ceMeiHa, 3a Hac/IeACTBEHH 3a0019BaAHUA HA MYCKYTHTE,

- AHaMHe3a 3a MYCKY/IHa TOKCHYHOCT OT CTaTHH Wan pubpar;

- AHaMHe3a 3a yepHoApoOHO 3abonsapaHe WHIH yrioTpeda Ha 3HAYHTENHH KOJIKYECTBA AIKOXO,

- [Tpy naumneHTH B cTapyecka Bb3pacT (> 70 r.) TpabBa na ce uma npeaBua HEOOXOAUMOCTTA OT
TOBA H3C/e1BaHE B 38BHCHMOCT OT HAJTHYHMETO Ha APYrH (akTopH, npeapasnoiaraiy KoM
pabaomMuonuia,

- Korato € Bb3MOXHO NOBHLUABAHE HA M1a3MEHWUTE HHBA, HAMP.NPH B3aHMOACHCTBHA
4.5) ¥ cieuHaNHH NOMYyNauHK, BKJI. FreHETUYHM cyOnonynauxH (Bx. Touka 5.2).

B TakuBa CHTYaUuHH TpﬂGBa Aa C€ NPEUCHHU PUHCKET OT ACHEHHETO CNPAMO Bb3IMOXKHHTE
npenopuibsa KIKHHUHYHO MOHHTOPHPAHC.




He TpabBa 1a ce 3anoyBa neuyeHHne, ako H3xoaHuTe HUBA Ha CK ca 3HaYNTETHO NOBHLUEHH (> 5 NbTH
Haa HOpMATA).

HIHEPGHHG Hd Kpedmurun Kunaiama

Kpeatunud kruHa3ata (CK) He Tpsabsa na ce u3scaensa ciaex puznuecko HaToBapBaHe HITH MpH
HAJTWMMETO Ha BEPOSATHA ANTEPHATHBHA MPHYMUHA 32 HEHHOTO yBEeNHUYEHHE, Thbi KATO HHTEPNpPETALMATA
Ha pe3y/TaTUTE B TAKHBA C/Iy4aH € 3aTpyaHeHa. AKO H3XoaHuTe CTORHOCTH Ha CK ca 3HauuTenHo
MNOBHLUIEHH (> 5 NbTH HaA HOopMaTa), HUBaTa TpaOBa Aa ce HW3cieaBaT NOBTOPHO B paMKHTE Ha S A0 7
OHH, 332 N4 ¢e NOTBLPAAT pe3yITaTHTe.

1o epeme Ha revenuemo

- [TaunenTture Tpabea aa 6baaT npeaynpeaceHu seansara aa cbobLIABaT 3a NOABA HA MYCKYJIHH
00Ky, KpaMnH1 HAK cNabocT, 0cOOEHO KOraTo TOBa € NPHAPYKEHO C HEPA3MONOKEHHE HITH
NOBULIECHUE HA TEMNEpaTypara.

- Tpabea na ce uscneasat HuBata Ha CK, ako ce noABAT TakKMBa CHMNTOMH MO Bpeme Ha
TepanuaTa ¢ aropeactatud. Heobxoanmo e npekparasaHe Ha TepanMaTa, ako C€ YCTAHOBH, Y€
T€3H HHBA Ca 3HAYHUTETHO NOBHULUEHYU (> 5 NBTH HAA HOpMaTa).

- Tpabea na ce oOMHCH npekpaTaBaHe Ha JIEYEHHETO, KO MYCKYTHHTE CUMITTOMH Ca TEXKH H
NPEeAH3BHKBAT MOCTOAHEH AUCKOMAOPT, A0pH U B ciyuaudTe, korato CK ca noBuiueHH oo < 5
ITETH HAJ HOpMATa.

- AKO cuMnToMHUTE OTIEYMAT M HUBaTa Ha CK ce HopManu3npar, Moxe aa ce oOMHUC/IM NOBTOPHO
BIUTKOYBAHE Ha aTOPBACTATHH WIH 3aMI0YBAHE HA TEPanHs C AITEPHATHBEH CTATHH NPH
M3MO/I3BaHe Ha HaM-HUCKATA 038 H CTPHKTHO MOHHWTOPHpAHE.

- [lprembT Ha aTopBacTaTHH TpAOBa Aa ObAE NPEyCTAHOBEH, KO €A HAJTUUE NOBHLICHW HHBA HA
CK (>10 nbTH Hag HOpMaTa) MM aKO Ce ANarHOCTHLIHPa MM Nogo3vpa pabaomuonnia.

Eonogpemenen npuem ¢ Opyz2u rekapcmeenyu npooykmu

PuckbT oT paboMHONK3a Ce NOBULLABA NPH €IHOBPEMEHEH NIPHEM HA aTOPBACTATHH C ONIPEAENeHH
JIEKAPCTBEHH NPOAYKTH, KOHTO MOTAT /18 MOBHILAT M1a3MEeHaTa KOHUEHTPALMA Ha aTOPBACTaTHH, KaTo
MOLLIHHTE HHXHOUTOPH HA CYP3 A4 unn TpaHCIOPTHHUTE MPOTEHHH (HAMp. UWKIOCNOPUH,
TENUTPOMHLIMH, KIAPHTPOMHLIMH, JETABHPANH, CTHPHIIEHTOJ, KETOKOHA30J1, BOPHKOHA30/,
HTPaKOHAa30:, N03aKoHa3on, jeTepMoBHp unu HIV-nporeasHn MHXMOMTOpPH BKNIOYHTENHO PHTOHABMP,
NONWHABKHP, aTa3aHABHP, HHAHPABHP, NapyHAaBHP, TPHNPAHABHP/PHTOHABHP H OP.). PUCKDBT OT
MUOMAaTHA MOXe CbLIO Oa 6bIe NOBHIUEH NPH €AHOBPEMEHHOTO NPUIOKEHHE ¢ reMPHUOPO3NA U APYTH
¢ubpaTti, aHTHBHPYCHM cpeacTsa 3a nedeHue Ha xenatut C (HCV) (bouenpesup, Tenanpesup,
enbaceup/rpazonpesup, neannacsup/codocdbyBup), epHTPOMHULIHH, HHALIHH HIIH e3eTHMHO AKo €
Bb3MOXKHO, BMECTO TE3H JICKAPCTBEHH NPOAYKTH TpabBa aa ce 0OMHCIIH aNTEPHATHBHO
(HeB3aHMOIESHCTRALLO TeYEeHHE).

[To BpeMe WaK crel JleHeHHe C HAKOM CTaTHHH € HMaJlo MHOTO pefkH cbodlueHua 3a
UMYHOMEAHHpaHa HekpoTH3aupawa muonatus (MMHM). Knusnuno UMHM ce xapakrepusupa ¢
MepcCUCTHpalla NPOKCHMalTHa MYCKYJTHa c1aboCT ¥ MOBUULIEHH CEPYMHH HHBA HA KPEaTUHKHHA3aTA,
KOHTO MNEPCHCTHPAT BBLIPEKU NPEKPATABAHETO HA JICUCHHETO CbC CTATHHH, NONOKHTEAHO aHTH-
HMG-CoA peayKrasHO aHTHTAIO M NOA0OpeHHe ¢ HMYHOCYNPECHBHH CPEACTBA.

B cayuau, xoraro € HeOOX0AUMO €THOBPEMEHHOTO NPHUIIOIKEHHE HA TE3H JIEKAPCTBEHH NMPOAYKTH C
aTOpPBacTaTHH, MOJI3aTa H PHCKDBT OT ChTBTCTBALLOTO leueHHe TpabBa na 6baat obMuceHn
BHMMaTenHo. Korato nauyeHTHTE NonyyaBat teKapCTBEHH NPOAYKTH , MOBUILABALLLK I1a3M

HHCKA Haya/lHa 033 Ha aTOPBAaCTATHH M CE NPENOPBHUYBA ChOTBETHO KIHHUMHO MOHHUT
naureHTH (BxK. Touxa 4.5).



ATopuc He TpabBa aa ce npunara eAHOBPEMEHHO ¢ Py3U10Ba KUCENHHE 32 CHCTEMHO TMTPHIIOKEHHE
WK B PAMKHTE Ha 7 JHM CJie] CTIMpaHe Ha nedyeHUueTo ¢ ¢y3naosa kucennna. [1pu naumeHTH, npu
KOUTO ynotpebara Ha py3H10Ba KHCENHHA 32 CHCTEMHO NPHNOKEHHE € OT ChLUECTBEHO 3HAYEHHE,
NleyeHHUETO CbC CTaTHHHU TPAOBa na Ce CIpe 3a Le/NUs KyPC Ha NedYeHHe ¢ Qy3Ha08a KHCETHHA.
CvobuleHH ca cnyuaun Ha pabaomHoNu3a (HAKOH OT KOHTO (paTanHH) NPH NALMEHTH, NONy4aBalH
koMOHWHauMsa 0T Py3HA0Ba KHCENHHA ChC CTATHHH (BXK. TO4Ka 4.5).

[MauneuTuTe TpabBa na 63T NOCHLBETBAHH Aa NOTLPCAT He3abaBHO NeKapcKa NMOMOLLL, aKO NPH TAX Ce
MOKBAT CHMNTOMH Ha MYCKYJIHa cnabocT, 60/Ika AW YyBCTBHTENHOCT.

JleueHHETO CBC CTATHHH MOXKeE 1a ObAe 3anoYHaTO OTHOBO CEAEM JIHH CIEA NOC/ieaHaTa 4034
¢y3ua0Ba KHCENHHA.

B otaenHu ciayuyaud, korato € HeoOXoaUMO NPOABIKHTENHO JIEHEHHE ¢ QY3HA0BAa KHCENHHA 32
CHUCTEMHO MPHJIOKEHHE, HANP. NPH JCYCHUE HA TEAKKH HHPEKUNH, HY>KAATa OT €AHOBPEMEHHO
NPHIOKEHHE Ha ATOPHC W (y3UA0BA KHCENTHHA TPAOBa Aa ce NMPELCHH 3a BCEKH OTACNICH NALUMEHT H
noj Npako jJekapcko HabmonaeHue.

PuckbT OT MHONaTHa WK pabaomMHonn3a MoXke 12 c€ MOBHLLIK NPH CHITBTCTBALLO MTPHUIOKEHHE Ha
HMG-CoA peaykra3HH HHXHOMTOPH (HAMp. aTOPBACTATHH) H AANTOMHLHH (BX. TouKa 4.5). Tpabea
na ce oOMHMCIY BPEMEHHO CNIHPaHe Ha ATOPHC NPH MAUMEHTH, NpHeMalllH AANTOMHUUMKH, OCBEH aKo
NOJ3HTE OT CLITbTCTBALLOTO NPHIOKEHHE HE MPEBHIIABAT PHCKA. AKO ChBMECTHOTO MPWIOKEHHE HE
Moxe fa ce ui3berHe, Hueata Ha KK Tpabsa na ce wamepsar 2-3 mbTH ceaAMHYHO K NauueHTHTE Tpabsa
aa ce HaboaaBaT BHHMATENHO 38 BCAKAKBH NMPH3HALM WIH CHMITTOMH, KOUTO OHXa MoK ia ca
W3Ba HA MHOMNATHA.

[lenyaTpyH4Ha Nomynauus

B 3-roauwHo Npoy4eaHE, OCHOBAHO HA OUCHKA HE LANOCTHOTO Ch3pABAHE H PA3BHTHC, OLUCHKA MO
craavi Ha Tanner u AIMCpBaHEC Ha BHCOYHHATA H TCIJ10TO, HC CC Ha0monaBa KIIHHUYHO 3HAYHUM CEbEKT

BbPXY Pa3BUTHETO W NONOBATA 3PANOCT (BXK. TO4Ka 4.8).

HurepcTrnumnanta benoapobHa donect

[Ipu npreM Ha CTATHHM ca ¢cbOOLIaBaHK OTAENHW CAyuaHn Ha HHTEpPcTHUHANHa Benoapobua Gonecr,
0cOOEHO NpH NPOABIKHTENHA Tepanus (BXK. Touka 4.8). [IposBuTe MOraT aa BKAIOYBAT QUCTIHES,
HeNpPOAYKTHBHA Kauuua 1 ob1uo siowiasaHe Ha 3apaseTo (yMopa, 3aryba Ha TEro M Tpecka).
TepanuaTta cbe cTaTHHHE TPAOBA Na ce NpeycTaHOBH, akO €€ NOAO3WPA, Y€ NALUKEHTa € pa3Bui
WHTEpcTHLHANHA BenoapobHa Bonecr.

3axapeH anaber

Hskon naHHW NOKA3BaT, Y€ CTATHHHUTE €a KJIAC JIeKapCcTBa, KOWTO NOBHLLIABA KPbBHATA 3aXap W MpH
HAKOH MALHEHTH, HINIOXKEHH HAa BUCOK PHCK OT pa3sBMTHE Ha anabeT, MOXE Oa AOBEAAT N0 ChCTORHHUE
HA XMNEPIAHKEMHA, NPU KOETO CE M3NUCKBA NPOBEXAAHETO Ha NMNOAXOAAIUH MEPKH KaKTO rnpH aHabder.
To3n puck, obaue, ce KOMNEHCHPa OT HAMANABAHE HA CbAOBUA PHCK NMPH NEYEHHETO CHC CTATHHH U
3aToBa He TpaOBa Aa 6bje npu4KHa 3a cniMpaxe Ha neveHuero. Ha nalueHTHTE, M3N0XKEHH Ha pHUCK
(rn1oko3a Ha riagHo 5,6-6,9 mmol/L, UTM> 30kg/ m?, noeuwueRn TPUrAMLEPHAN, XHNEPTOHHS),
C/IEIBA 1a HA3HAUYH IPOBEXKAAHE HA KITHHUYHH H GHOXHUMHYHHU H3CNEABAHHA B CHOTBETCTBHE C
HALMOHAJTHUTE PbKOBOACTBA.

MuacTeHHs rpaBHc

B HAKONKO chyudas ce ¢hoOLlasa, ue CTaTHHUTE HHAYLUMPAT de novo WIH BIOLLABAT BOA
CBHLUECTBYBALLA MHACTEHUS MPABUC KM OYHA MUAcTeHHA (8. Touka 4.8). [Tpuaoxe ,
TpaOBa Aa ce Chpe B Ciiydad Ha BnowiasaHe Ha cuMnTomuTe. Mma crobiuenud 3a pe |§
{NOBTOPHO) MpH/IAraHe Ha ChLUHA WIH PA3/IHYEH CTATUH, =
“




[ToMOUIHH BEeUlECTBA

ATopuc cbabprKka sakTo3a. [launeHTH ¢ peakH HacaeACTBEHH HA HENOHOCHMOCT KbM ranakrosa,
MbJACH JaKTa3eH ACPULHT WK MMIOKO3HO-ranakTe3Ha Manabcopdumna He Tpadpa aa npuemar To3u
JIeKapCTBEH NPOAYKT.

To3u nekapcTBEH NPOJYKT ChAbpXKa no-Manko ot | mmol HaTpuii (23 mg) Ha Tabnetka, T.e. MOXeE na
CE KaXE, Y€ NPAKTHYECKH HE Ch/bpiKa HATPHH.

4.5 B3anmogelicTBHe ¢ APYTH JIeKAPCTBEHH NPOAYKTH H APYrH ¢opMa HA B3aHMoAeHCTBHE

EdekTH Ha €JHOBPEMEHHO NPUIOKEHH JIEKAPCTBEHH NPOAYKTH BLPXY aTOpPBacTATHH

ATopsacraTuH ce Metabonuaupa ot uutToxpom P450 3A4 (CYP3A4) u e cybeTpar Ha yepHoapoOHHTE
TPAHCMOPTEPH, OpraHH4YHus aHHOH-TpancnopreH nonvnentua 1B1 (OATPIBI1) u 1B3 (OATP1B3)
Tpancnoprep. Meraboaurure Ha atopBacTaTHH ca cybcTparn Ha OATPI1BI1. YcTanoseHo e cbuio
TaKa, 4e aTOpBACTATHH € CyOCTpaT Ha eduiykCHHTe TpaHcnopTepd P-rinkonpotenH (P-gp) v Ha
NPOTEHHA HA PE3UCTEHTHOCT Ha paka Ha rbpaarta (Breast cancer resistant protein, BCRP), kouto moxe
Aa orpaHHYaT YypeHaTa abcopOums H XIBYHHA KNIMPBHC HA aTOPBACTATHH (BX. TO4YKa 5.2).
EnHOBPEMEHHUAT NIPHEM HA NEXAPCTBEHHU NPOAYKTH, KOUTO ca HHXHOUTOPH HAa CYP3 A4 unv Ha
TPAHCMOPTHUTE NPOTEHHU MOXKE 13 JOBEAE A0 NOBHILIABAHE HA [LTa3MEHUTE KOHLUEHTPAUMHU Ha
aTOPBACTATHH. H NOBHIUEH PUCK OT MHOTIATHA. PUCKBT MOXKe Aa Ce NOBHIUH ChINO MIPH EZHOBPEMEHHO
NpyUiaraHe Ha aTOPBACTATHH ¢ APYTH JIEKAPCTBEHH NMPOAYKTH, NMPHUTEXKaBally MOTECHUXAN Aa
HHAYUHpAT MHONATHA KaTo PubpaTH H e3eTUMHO (BXK. Touka 4.3).

CYP3A4 unxubumopu

[MprnoxedneTo Ha MOLUHH HHXHOHTOPH Ha CYP3 A4 € noka3ano, ye BOAM A0 NOAYEPTAHO MOBHIICHA
KOHUEHTpauHnd Ha atopacTaTvH (BrxTe Tabnuua 1 H cneundruHaTa HHPopMaLHA NTO-A00Y).
EaHoBpeMeHHOTO npunarade Ha MOLWHH HHXHOUTOpH Ha CYP3A4 (Hanp. UMKNOCNOPHKH,
TENUTPOMHLIMH, KTaPHTPOMHLHKH, AeaBUPAHH, CTHPHIIEHTON, KETOKOHA30M, BOPHKOHA30J1,
HTPaKoHa30J1, M03aKOHA30/1, HAKOW AaHTHBHPYCHH CPEACTBA, H3MNOJ3BaHH NpH jeyeHueTo va HCV
(vHanpumep enbaceup/rpasonpeeup) ¥ HIV-nporeasin HHXHOHTOPH, BKIIOUHTENHO PHTOHABHD,
NONHHABHP, aTa3aHABUP, HHOAWHABHP, NAPYHABHP K Op.) NO B3MOXKHOCT TpaOBa ga ce u3barea. B
CITY4&H, KOTraTO He MOXeE Aa ce u30erHe eNHOBPEMEHHOTO NPWIAaraHe Ha Te3H JIEKAPCTBEHH NPOAYKTH
C aTOpBacTaTHH, TpAbBa ga ce 0OMMCNAT NO-HMUCKH HAYAIHA W MAKCHMAJTHA IO3M HA aTOPBACTaTHH, H
CE€ NPENOpPBUBA NOAXOASILO KNIHHHYHO NPOCNeasBaHe Ha nauyenTta (sx. Tabavua 1).

Ymepennte uuxubntopu Ha CYP3 A4 (Hanp. epHTPOMHLIMH, IHNTHA3EM, BEpanaMiul H (JiyKOHAa30.1)
MOTAaT Aa NMOBHLUAT NJAa3MEHHTE KOHUEHTPAUWH Ha aTopBacTaTHH (BxX. Tabnuua 1). Habmopasan ¢
MOBHLUEH PHCK OT MHOMATHA NMPH ynotpeda Ha epUTPOMHLUMH B KOMOHHALIMA CbC cTaTHHH. He ca
NPOBEXKAAHH NPOYUBAHUA HA B3aUMOAECHCTBHATA, KOUTO 1A OLEHAT eheKTUTE HA aMHOZAPOH WK
BEpanaMni BbpXy aropsactaTtHH. HisecTHo e, u¢ aMmHOJapoH W BepanaMun HHXHOUpAT akTHBHOCTTA
Ha CYP3A4 v ¢AHOBPEMEHHOTO NMPUNIAraHe ¢ aTOPBACTATHH MOXE 2 NOBEAE A0 NOBHLICHA
€KCMO3KUKA Ha aTopBacTaTHH. ETo 3aL10 npu eaHoBpeMeHHa ynoTpeda ¢ yMepeHU HHXHOHTOPH Ha
CYP3A4 tpabaa na ce 06CbaM NO-HUCKA MAKCHMATHA J03a Ha aTOPBACTATHH W Aa CE NpoBeae
NOAXOAALLO KITHHUYHO NPOCNEAsBaHEe Ha nauKeHTa. KNMHUYHO NpocneAsBaHe ce NMpenopbyBa KakTo
NpH 3aN04BaHE Ha TEPANHUATA, TaKa U NPH NocaeaBalla NPOMIHA Ha JO3MPOBKATA Ha HHXMOUTOpA.

Huoyxmopu na CYP3A4

EaHOBpEMEHHOTO MPUIIOKEHHWE HA ATOPBACTATHH ¢ HHAYKTOPH HA UMTOXpOM P 450 3/
edaBupeHL, pUdAMNHH, XBIT KAHTAPHOH) MOXKE a 10BEAC OO NMPOMEHIHBO NOHMKE i

M1a3MEHUTE KOHLUCHTPAUMH HA aTOpBacTaThH. [lopaayu ABOKHHMSA MEXaHH3IBM HA B3aut : STNE
'*: i'i. T .

pupaMnuy (MHOYKUHA Ha UHTOXpOM P-450 3A4 n uHxubupaHe Ha TpaHcnopTepa Ha & 0 01 _?.g};s! » I

saxsawiaie OATPIBI1) ce npenopbusa eAHOBPEMEHHO NpUNaraHe Ha aTOPBAaCTATHH QP e SH / . / /




KaTO Mo-KbCHOTO NPHIOKEHHE Ha aTOPBACTATHH clel NpUeM Ha pUdaMnuH ce CBbP3Ba ChC IHAYHMO
HaMaNABaHe Ha Ma3MEHUTE KOHUEHTPALIHY Ha aropBacTaTHH. BanaHueTo Ha pudaMnuH BbpXy
KOHLEHTPAUHHTE Ha ATOPBACTATHH B XENATOLHTHTE € HEU3IBECTHO M, KO €AHOBPEMEHHOTO NpUiaraHe
He MOKe Aa ce u3berne, naudeHTHTe TpsOBA Aa ce npocjieaAsaBaT BHUMATEIHO 32 OLEHKA Ha
TepaneBTHYHHTE €PEKTH.

Tpancnopmuu unxubumopu

MHxuOUTOpHUTE HA TPAHCTIOPTHUTE NPOTEHHH MOXKE [a NOBHULLAT CHCTEMHATA HAJIHYHOCT Ha
ATOPBACTATHH. LIMKNOCNOPHH H NETEPMOBHP ¢a HHXUOHTOPH Ha TPAHCMOPTEPHTE, BKIIOHEHH B
eJIMMHHUPAHETO Ha atopBacTaThH, Hanp. OATPIB1/1B3, P-gp, n BCRP, koeto BoaH A0 noBuiueHa
CHCTEMHA HANMYHOCT Ha aTtopeacTaThH (BX. Tabnuua 1). EdexTsT OT HHXHOHpaHETO Ha
TPAHCMOPTEPHTE Ha XEMATOLUMTHOTO 3aXBAalllAHE BbPXY KOHLUECHTPALMATA Ha ATOPBACTATHH B
X€MaTOUHTHTE € HEM3BECTEH. AKO €AHOBPEMEHHOTO MPUNAraHe He MOXe Aa ce M3derHe, ce
NpenopbHBa NOHWKABaHE HA K03aTa M KJIMHHYHO HabmoaeHne Ha epekTuTe (BX. Tabnuua 1).

He ce npenopbuBa ynotpebara Ha aTOpPBACTATHH NPH NAUKWEHTH, MPHEMALLH NETEPMOBUP
€HOBPEMEHHO CbHC LMKINOCTIOPHH (BX. Touka 4.4).

lem@pubpozwy/gubpamu

CamocTtoarenHara ynorpeda Ha pubpartu ce ¢cBbp3Ba NOHAKOra ¢ MHONATHA, BKNKUYUTENHO
pabaomMuonunia. PUCKLT OT TAKHBA CbCTOAHUA MOXE A CE MOBHLIH NMPH EIHOBPEMEHHOTO NpUNarale
Ha ¢ubpaTu U aTopBacTaTHH. AKO €IHOBPEMEHHOTO NpHaraHe He MoXe aa ce u3berne, Tpadea ga ce
npuiara Haf-HUCKATa TepaneBTHYHA 1034 aTOPBAaCTaTHH W NAUHEHTa TpAOBa Aa Ce MOHHUTOpPHpA
BHHUMATEHO (BX. TOuKa 4.4).

Ezemuvmud

CaMOoCTOATENHOTO NPHIOKEHHE HA e3eTHMHO ce CBLp3Ba ¢ MHOMATHA, BKIHOYHTENHO pabaoMuoan3a.
3aToBa PUCKLT OT TRKMBA CHCTOAHUA MOXKE Ja Obae NOBULLEH NPH €AHOBPEMEHHOTO NpUNaraHe Ha
e3eTUMHO H aTopBacTaTHH. [lpenopbyBa ce BHHMATENHO KITHHHYHO MOHHTOPHPAHE HA TE3H NMALHEHTH.

Korecmunona

[ThasMeHHTEe KOHUEHTpPAUHH HA aTOPBACTATUH U AKTUBHUTE MY MeTaboNHTH ca OWIH NO-HHCKH
(CHOTHOLIEHHE HA KOHLEHTpauurAaTa atopacTaTuH; 0,74), Korato KoJ1eCTHNOA € NpUnarad
eIHOBpPEMEHHO ¢ aropBacTaTHH. EdekTbT cnpaMo nunuaonuTe HMuBa ofbaye € Hunm no-n3paseH, Koraro
aATOPBACTATHH W KOJIECTHNOJ Ca NPUIAraHy €1HOBPEMEHHO, OTKOJIKOTO NMPH CAMOCTOATEHO
NPUIOKEHHUE HA IBATA NEKAPCTBEHH NPOAYKTA.

Py3u0084a Klcenuna

PucksT OT MHONATHA, BKIKOYHTENHO padaoOMHOIN3a, MOXKE 3 C€ NOBULH NPU €AHOBPEMEHHO
NpUIOKeHHe Ha (Py3UN0Ba KHCENHHA 38 CHCTEMHO MPHIOKEHHE CbC CTATHHH. MeXaHH3MBT Ha TOBa
B3auMoaeicTBHe (papMakoAUHAMHYHO WIH (PapMAaKOKMHETHYHO, HIH H JBETE) BCE OLLE € HEH3IBECTEH.
Uma cbobuieHns 3a cnydaun Ha pabaomuoania (HAKOH OT KOUTO ¢ aTaneH M3XOA) MPH NauUeHTH,
NOJy4HaBanu Ta3H KOMOHHALKS.

AXO € HeoOX0aHMO NleueHHE ¢ PYy3UAOBA KHCEIHHA 38 CHCTEMHO NPHIIOKEHHE, TEPANHATA C
aTopBacTaTHH TpABBA Ja Ce MpeKpTH MO BpeMe Ha JleueHUeTo ¢ dy3naosa knucennda. Bu
TouKa 4.4.

Koaxuyun

B'bnpeku HC Ha Ca MpoBLOKIAaHH NpOoY4YBaHHA 34 B3aHMOAEUCTBHATA Ha ATOpBaACTATHH




cbobiuaBaHu ca cly4ad Ha MHONATHA, KOraTO aTOPBAacTaTHH € NpUIaraH €1HOBPEMEHHO C KONMXHLIMH.
Heobxoaumo e noBuilleHO BHHMAaHHE NPH NPeANUCBAHETO HA aTOPBACTATHH C KOJIXHLIKH.

anmomMulyiuH

Covobwasanu ca cnyyan Ha MHONATHA W/ UK padaoMHONIN3E NPH CLBMECTHO NpuioxeHue Ha HMG-
CoA penykrazHH HHXHOHTOPH (Hanp. aTOPBRACTATHH) H AANTOMHUUKHH. AKO CbBMECTHOTO NMPHIOKEHHE
He Moxe na 6bae u3berHaro, ce npenopbyBa NOAXOAALLO KIHHHYHO HabmoneHne (Bx. Touka 4.4).

EdexT Ha aTopBacTaTHH BBPXY EAHOBPEMEHHO NpUNaraHu NEKAPCTBEHH NPOAYKTH

Huweokcun

HPH MHOTOKPATHO MNMPHJIOKEHHE HA AMIOKCUH CAHOBPCMCHHO € 10 mg aropsaCTaTHH CTAUHOHAPHHTEC
KOHUEHTPAUHH Ha JHUIMOKCHH C€ MOBHLLARAT JIEKO. nallHEHTH, KOHTO NpHEMAT JUTOKCHH, Tpaﬁna Ja

O6baaT BHUMATENHO MPOCNEAABAHH.

Ilepopannu xonmpayenmusgu

EnHoBpeMEHHOTO NpUiaraHe Ha aTOPBACTATHH C NEPOPANEH KOHTPALIENITUB BOAH A0 NMOBULIEHA

KOHLUEHTpPaUHA Ha HOPETUHIAPOH H €THHHWJ CCTPaaHOJ.

Bapgapun

B xNMMHHYHO NpoyuBaHe NpH NaUHMEHTH, NPHEMALIH NMPOABIDKHTEHA Teparnua ¢ BapgdapHH,
eHOBPEMEHHOTO rpuiaraHe Ha atopsactaTiH 80 mg AHEBHO M BaphapUH BOOH 2O JIEKO NOHHKEHHE
ot 1,7 cekyHOu Ha NpoTPOMOHHOBOTO BpeME B MBPBHTE 4 IHU OT JICYEHHETO U BpblllaHE KbM HOpPMATa
KbM |15-THA JeH Ha NeyeHHEeTOo ¢ aTopBacTaTHH. Bbhnpexu ye MHOro paako ca cbo0aBaHd KIHHHYHO
3HAYMMH B3aUMOAEHCTBHUA C AHTHKOAryJaHTH, NpoTPOMOMHOBOTO Bpeme TpabBa Aa Obae onpeaeneHo
npeay 3anoypaHe Ha ATOPBACTATHUH NpPH NALMEHTH, NOJy4aBallld KyMapHHOBH aHTHKOAry/laHTH H
AOCTaThYHO YECTO B HAYAJIOTO HA TEPANHATA, 3a Ja Ce NOACHTYPH, He HE BB3HMKBA 3HAYHMMa NPOMAHA
B npoTpoMOHHOBOTO Bpeme. KoraTto ce gokymeHTHpa cTabHIHO NpOTPOMOHHOBO BpeMe, TO MOXeE 1a
Ob/le MOHUTOPHPAHO HA HHTEPBAIH, KOMTO OOMKHOBEHO Ce NpPenopbLYBAaT NPU NAUMEHTH Ha
KYMapHHOBH aHTHKOAryJaHTH. AKO 103aTa Ha aTOPBAacCTaTHH Ce MPOMEHH WIH Ce NMPEKPATH NPHEMA,
TpaOBa Ja ce NOBTOPH ChluaTa npouenypa. TepanuaTta c aTOpBacTaTHH HE CE CBLP3BA C KbPBEHE WK C
NPOMEHH B NPOTPOMOHHOBOTO BpeME NMPHU NALIMEHTH, KOUTO HE MPUEMAT AHTHKOAryJIaHTH.

Tabnuua |1: EdexTn Ha eAHOBPEMERHO NPUAAaraH JeKapCTBEHK NPOAYKTH BbPXY

MMRKOKHHETH KaTda Ha aTopBacTaTHH

axesHo/TIubpentaceup 120 mg
BEAHBXK JHEBHO, 7 AHH

JAHEBHO 33 7 AHH

EnnoBpeMeHHO npunaray ATOpBACTaTHH
NEKapCTBEH NPOLYKT W PEXKHM | Tlo3a (mg) CHbOTHOWEHHE | nuipuna npenophxa#
Ha JO3HpAHE &
Ha AUC |
'nekanpesup 400 mg BeaHbLXK 10 mg BenHbXK 8.3 EAHOBpPEMEHHOTO NPUIOKEHHE

C NPOAYKTH, ChAbPHKALUM
rMEKanpeBup Win
nuOpeHTacBUp, €
NPOTHUBONOKA32HO (BXK. TOUKA
4.3).




Tupnanasup 500 mg aga nbtu | 40 mg ot aex 1, 9.4 Korarto eaHOBpEMEHHOTO
aHeBHo/PutonaBup 200 mg aga | 10 mg ot nex 20 npuiaraHe ¢ aTOpPBacTATHH €
NbTH AHEBHO, 8 nHH (OT AeH 14 HEOOXOAHMO, HE
ao 21) npesuiasaiite 10 mg
aTOPBacTATHH AHEBHO.
[penopbyusa ce KNIHHHYHO
NpocAeasBaHE HAa TE3U
NauKeHTH.
| Tenan 750 8 [20 79
pEeBHp mg Ha 8 yaca mg eaHokpaTHa | 7,
3a 10 auu no3a
LluknocnopuH 5,2 mg/kg/nen, [ 10 mg BeAHDBXK [ 8,7
NOCTOAHHA 11034 AHEBHO 3a 28 aHM |
Jlonnnasup 400 mg nsa mbTH 20 mg BeaHDBXK 5,9 KoraTto e1HOBpEeMEHHOTO
aHeBHo/ PutoHaBup 100 mg asa | aHeBHO 3a 4 AHM npwiaraHe ¢ aTopBacTaTHH €
NbTH ZHEBHO, |4 aHM HeoOX0AHUMO, ce NpenopbLUYBAaT
NO-HHUCKH NMOAABPKALUH T03H
Ha aTopBactaThH. [Ipy 1034 Ha
aTOPBACTATHH HaJABH1LABALLH
20 mg, ce npenopvyBa
KJIMHUYHO NMPOCIEAABAHE HA
MaLHEHTHTE.
— 4
Knaputpomuumt 500 mg nga 80 mg BeaHDbXK 4.5
NbTH AHEBHO, 9 OHH | AHEBHO 33 8 QHH i
CaksnHaeup 400 mg nBa nbTH 40 mg BeaAHBXK 3,9 Koraro eaHoBpeMEHHOTO
aHeBHO/Putonasup (300 mg aBa | aHeBHO 32 4 OHH MPUJIaraHe ¢ aTOPBACTATHH €
MbTH AHEBHO OT AHH 5-7, HeoOX0AHMO, ce NpenopbYBaT
nosrweH 10 400 mg asa mbTH MO-HHUCKH NOAABPIKALUMK J03H
JHEBHO Ha AeH 8), anu 4-18, 30 Ha aTopBacTaTHH. [1pn no3u Ha
min cnex ao3ara Ha aTOpPBAaCTATHH HaJBHilABALUH
aTOPBACTATHH 40 mg, ce npenopbtba
KAHHHYHO NPOC/EAsBaHE HA
NaLHEHTUTE.
4 +
HapyHasup 300 mg aga nbTH 10 mg peanbXx 3.4
aHesHO/PuroHaBup 100 mg aABa | AHEeBHO 3a 4 OHH
MbTH AHEBHO, 9 AHH l
Hrpakonason 200 mg auesHo, 4 40 mg €HOKPATHa

L3,3

AHH ao3a
Oozamnpenasup 700 mg asa 10 mg BeaHBKC 2,5
NbTH AHeBHO/ PHTOHABHP AHEBHO 3a 4 OHH
100 mg apa mbTH AHEBHO, 14

| AHK _ _
Qozamnpenasup 1400 mg aea 10 mg BeaHbXK 2.3

| MHTH QHEBHO, 14 nuu NAHEBHO 3a 4 AHH
EnGaceup 50 mg eannx 10 mg eavHuyHa 1,95 HJo3ara Ha aTOpPBaCTATHH He
anesHo/I pazonpesrp 200 mg no3a TpaOBa Aa HaJABHLLABA AHEBHA
BeAHBLXK AHEBHO, |3 AHH ao3a ot 20 mg no Bpeme Ha
Jletepmorup 480 mg BeaHbLXK 20 mg eaMHHYHA 3,29
aHeBo, 10 auu no3a




€AHOBPEMEHHO NPHIOKEHHE ¢
MPOOYKTH, ChAbPKALLH
NIETEPMOBHP.

r

|

Hendunasup 1250 mg nea mvti | 10 mg Beanbx 1,74 [ Hama CneyUaniy NpenopbKH.
AHeBHO, 14 aHK AHEBHO 3a 28 OHH |
[ Cok ot rpeindpyT, 240 mL [40 Mg, eAHOKPATHA . 1,37 He ce npenopbysa
BEAHBXK AHEBHO™ no3a €HOBpPEMEHHHA NPHEM Ha
rojIEMH KOJIMYECTBA COK OT
rpedndpyT U aTOPBACTATHH.
Huntnazem 240 mg BeaHBIK 40 mg, eaHokpartHa | 1,51 Chen 3ano4yBaHeTo Ha
AHEBHO, 28 AHU no3a TEpaANUATA WIIH clie] MpOMAHA
HA AO3UPOBKAaTa HA JHNTHA3EM,
ce MpenopbUBa KIHHUYHO
MPOCNCAABAHE HA NAUHEHTHTE.
EputpoMuunt 500 mg yetupn | 10 mg, 1,33 [Ipenopbupa ce no-HHUCKA
MbTU AHEBHO, 7 OHH €QHOKpaTHa 1034 MaKCHMAaJIHa 11033 H KJIMHHYHO
MPOCNCAABAHE HA NALMEHTHTE.
AmioaunuH 10 mg, seaHbxk 80 mg, 1,18 Hsama cneuranHu npenopbKH.
OHEBHO eAHOKpaTHa 1034 |
LlnmeTuand 300 mg wetHpu {0 mg BeaHBK 1,00 Hsama cneumnanHy npenopbkH.
TbTH AHEBHO, 2 CEIMHLIM AHEBHO 3a 42
CEeaAMMLH |
| Konectunion 10 g IBa ITLTH 40 mg BeAHDBXK 0,74** Hsama cneuranHy npenopuKH.
AHEBHO, 28 ceaMuuM AHEBHO 3a 28
CeMHLH
AHTHAUHAHA CYCNEH3HA OT 10 mg BeaHDXK 0,66 Hsama cneuHanHHi npenopbKH.
MarHe3ues K aTyMHHHEB AHEBHO 3a 15 oM
xuapokcuan, 30 mL uetHpu
fHTH AHEBHO, | 7 AHU |
Edasnpeny 600 mg BeaHbXK 10 mg 3a 3 aHu 0,59 Hsama cneuuanHu npenopbKH.
AHesHO, 14 nHu _
Pudamnun 600 mg seaHbk 40 mg eaHokpatHa | 1,12 AKO eIHOBPEMEHHOTO
OHEBHO, 7 AHH (€AHOBpPEMEHHO | 1034 NPHJIAraHe He MOXE Na ce
MPUAOKEH) niberue, ce npenopbvusa
KIMHHUYHO NPOCIEAABAHE NPpH
eHOBPEMEHHO NPHAAraHe Ha
aTOPBACTATHH H pH(pAMITHH.
| Pudamnuu 600 mg seaHbxk 40 mg enuokpatHa | 0,20
JHEBHO, 5 AHH (A03MTE Ca Jo03a
pasie/eHu) | _ h
[lemdpubposnn 600 mg aga nxtH | 40 mg easokparHa | 1,35 [1penopbusa ce no-HUCKa
JHEBHO, 7/ 1HH 1033 Ha4yaJHa 00334 H KJIIMHHYHO
npocieAsBaHE Ha TE3H
NaLHEHTH.
FdJeHochGpaT 160 mg BeaHbXK 40 mg enHokpatHa | 1,03 [Tpenopbue:
JAHEBHO, 7 OHH ao3a HayanHa ngxe




Bouenpesup 800 mg Tpu nvtv | 40 mg enHokpaTHa | 2,3 ] [penopbusa ce no-HUCcKa
OHEBHO no3a HayasaHa 40338 H KJIHHHYHO
npocjaensBaHe Ha Te3H
nauveHTH. [1py eAHOBPEMOHHO
npuioxenne ¢ douenpesup,
AHEBHA 1033 aTOPBACTaTHH HE
TpsbBa na npesuuiasa 20 mg.

&
[IpeacTasnsasa cLOTHOLIEHHE MEXIY JIEYEHHATA (N1€KapCTBEH NPOAYKT, MPHAAraH CAHOBPEMEHHO C

aTOPBACTATHH, CIIPAMO CAMOCTOATE/HO NMPHIIOKEHHE HA aTOPBACTAaTHH).
-
BK. TOUKH 4.4 1 4.5 332 KTMHUUYHATA 3HAYHUMOCT.

* Chabpaka eIHa WK NoBeYe CbCTaBKH, KOUTO HHXUOHpaT CYP3A4 v morar na nosywat
fUTa3MEHKUTE KOHLIEHTPALMHY Ha NEKAPCTBEHH NPOAYKTH, KOMTO ce Metabonu3upar ot CYP3A4.
[TpreMbT Ha eaHa vawa 240 ml cok ot rpefdndpyT ¢bwo BoaH a0 noHuxkasane Ha AUC ot 20,4% 3a
aKTHBHUS OpToxuaApokcH MeTabonuT. [lonemu konnuecTea cok ot rpeindpyT (Haa 1,2 | aveBHo 3a 5
AHK) nosruwaea AUC Ha aTtopsacTaTtul 2,5 mbTH 1 AUC Ha akTMBHMTE CbCTaBKH (aTOPBACTATHH M
metabonutH), HMG-CoA — peaykrasuu uuxuburops, 1,3 nbTH.

** CvoTHOWweHHe, OaznpaHo HA eaAnHHYHA npoba, B3eTa 8-16 yaca cnea goszara.

OD =peaHwx aHeBHo, SD = eaHokpaTHa n03a, BID= aBa nbTv AHesHo, TID = TpH nbTH OHEBHO,
QID= yeTHpH MbTH JHEBHO

Tabanua 2: EdexT Ha aTopBacTaTHH BbPXY (PapMakKOKHHETHKATA HA €AHOBPEMEHHO NPHIQKEHHE
NIEKAPCTBEHH NI KTH

ATOpBAacTaTHH H CX€Ma Ha ExHOBpEeMEHHO NPHUIOKEH NTEXapCTBEH NPOAYKT
NO3HpaHe
JlekapcTBeH CvoTHolieHHe | KIIHHWYHH NPENOpLKH
npoaykr/[{o3a (mg) Ha AUC
80 mg BeaHbkK AHEBHO 3a 10 Hurokcux 0,25 mg 1,15 [MTaumeHT npuemaluu
OHH BEAHbX AHEBHO, 20 AWTOKCHH TpabBa na 6bvaar
AHH BHUMATE/THO
J NpoCaeAABaHH. ]
40 mg BeAHBX AHEBHO 3a 22 [lepopantu r 1,28 Hsama cneunantu
IOHH KOHTPALENTHBH 1,19 NPENOPHLKH.
BEAHBIK AHEBHO, 2
Mecela

- HOpPeTHHAPOH | mg
- ETUHKAECTPaaAroN 35

. | 1S
80 mg BeaHbX AHeBHO 3a 15 * Menason, 600 mg 1,03 Hsama cneuunantu
AHW eHOKpaTHa A03a NpenopbKH
10 mg ennokpaTHa n03a Tunpanasup 500 mg 1,08 Hsma cneunanHu
JIBA bTH AHEBHO/ NpeENoOpPbKH
Putonasup 200 mg
JBa MbTH AHEBHO, 7
AHU [
10 mg BeaHbK AHEBHO 3a 4 [(Doaau npeHasup 0,73 Hama cneunansu
JHH 1460 mg nsa meTH
| IHEBHO, 14 HH l ‘
10 mg BeaHbX AHEBHO 3a 4 do3zaMnpeHaBup 0,99
JHH 700 mg nBa NbTH
AHeBHO/ PHTOHABHP
100 mg aBa mMbTH




JAHEBHO, |4 AHH

&
[lpencTasnsBa CHOTHOLEHHE MEXIY JIEUEHHATA (1€KAPCTBEH NPOAYKT, NPHJIAraH € THOBPEMEHHO C

aTOPBACTaTHH, CPAMO CAMOCTOATENHO NPHJIOXKEHHE Ha ATOPBACTATHUH).

* EAHOBpEMEHHOTO ApKHNaraHe Ha MHOTOKPAaTHHK 03K aTOpBacTaTHH U (PEHA30H NOKA3BaT MANLK
HAH HEAONOBUM e(eKT BLPXY KIAHPbHCE Ha (peHA30H.

OD =pegHbxx OHeBHO, SD = eqHOKpaTHa no3a, BID = gBa nbTH AHEBHO.

[leanaTpruHa nonynauus

[1poyuBaHHs BLPXY JIEKAPCTBEHUTE B3AUMOACHCTBHS Ca HIBbPLIEHH €IHHCTBEHO MPH Bb3PAaCTHU.(BXK.
To4Ka 4.8) CreneHTa Ha B3aWMOICHCTBME B NEaHaTpUUHATa NMOMyJauua He € H3BecTHa. Tpsbea ae ce

HMaT NpeaBUa FoOpeciOMEHATHTE B3IaUMOIEHCTBHA NPH BL3PAaCTHHU W NMpeAynpeKIAeHHATa B To4Ka 4.4

NPH NPHIOKEHHE B NEAHATPHYUHATA NOMYJIaUHA.

4.6 DepTaanTteT, (pEeMEHHOCT H KbPMEHe

XeHu ¢ AeTeposieH NoTeHUHan

HKeHunre ¢ nerepoacH noreHuran Tpsbsa ga n3non3sart epeKTHBHA KOHTpALIENLMA NO BPEME Ha
neyeHuero (Bx. Touka 4.3).

bpemenHocT

ATOpHC e MPOTHBOMNOKA3aH Mo BpeMe Ha OpeMeHHOCT (BaK. Touka 4.3). bezonacHocTra npu SpeMeHHH
KEHHU He ¢ ycTaHoseHa. He ca nposexaaHn KOHTPOJUPaHH KIHHKUYHHK NMPOYYBAHHA C aTOPBACTAaTHH
npH OpEMEHHH KeHK. PAako ca nony4aBaHy cboOlUeHHs 38 BPOJAEHH aHOMANIHH Cltel HHTpayTepUHHA
ekcno3uuus Ha HMG-CoA-peaykraznu HHXHOUTOPH. [1poyuBaRHATA NPH KHUBOTHH NOKA3BAT
penpPOAYKTHBHA TOKCHYHOCT (BX. TO4YKa 5.3).

JleueHHeTo Ha mMalikaTa ¢ aTOPBACTaTHH MOXE Aa NOHHXKH (eTanHHWTe HMBA HA MEBAIOHAT, KOHTO ¢
NpeKypcop Ha xoJjecTeposiopaTa OHOCHHTE3a. ATEPOCKNEPO3aTa € XPOHHYEH Npouec U OOUKHOBEHO
NPeKpaTABAHETO Ha MHMUAONOHHKABAILHR NEKAPCTBEH NPOAYKT NO Bpeme Ha HpemeHHocT Ou
TpabBano na HMa ManbK edexT MO OTHOLUEHHE Ha IBATOCPO4HHS PHCK, CBbP3aH C TbPBHYHATA
XHNEepXOoecTePOIEMHA.

[lo Te3u npuunnmn ATopnc He TpaOBa Aa ce NpHiara NpH XeHH, KOUTO ca OpeMeHHH, ONUTBAT ce 1a
3afpeMeHeaT win noao3upar, de ca OpemenHu. Jleuennero ¢ Atopuc Tpabsa ga ce npeycTaHOBH 3a
nepHoaa Ha 6peMeHHOCTTa WK 0KATO CE YCTAHOBH JIKNCa Ha OpeMeHHOCT (BX. Touka 4.3.)

KbpMmeHe

He ¢ u3BecTHO AanH aTOpBaCTATHH M HETOBUTE META0ONIMTH C€ €KCKPETUPAT B KbpMaTa.

[Mpu nabX0BE MNa3MEHaTa KOHUCHTPAUXA Ha ATOPBACTATHH M HEFOBUTE aKTHBHH MeTaboNNUTH €
CXO[HA C TA3W B KbpMaTa.(BWXKTE TOUKa 5.3). [lopaau Bb3IMOXHOCTTA 3a CEPHO3HH HEXENaHH
peaKLHH, XeHUTe NpHemaltd ATopHc TpabBa Aa nNpeycTaHOBAT KbpPMEHETO (Bx. To4ka 4.3).
ATOpPBaCTATHH € NPOTUBOMOKA3aH B MEPHOAA Ha KbpMeHe (BXK. Touka 4.3).

DepTHauTeT

[1poyuBaHHATa NPH KHBOTHU HE NOKA3BaT BJAWAHUE HA aTOPBACTATHH BhPXY MBXKKHA
depTuauTeT (B3K. TOUKA 5.3).

4.7 E¢exTr Bupxy cnocobaocTTa 3a modupane H pabora c MamuHA




ATOPHC HMa HE3HAYHTENHO BIMAHHE BLPXY CNOCOOHOCTTA 32 wodupaHe 4 paboTa ¢ MalKHH.
4.8 Hexe1anH JIeKAPCTBEHH PeaKknHu

Pestome Ha npoduaa Ha He3onacHoCT

HaHnHuTte OT auedbo-KoOHTPOIHPAHO NPOYYBAHE ¢ aTopBacTaTHH npu 16 066 (8 755 TpeTupaHu ¢
atopsacTaTHH cpewty 7 311 ¢ nnauedo) nauMeHTH, TPETHPaHHK CPedHO 3a NEpHOL OT 53 ceaMuln, NpH
5,2% OT NaLueHTHTEe NPHEMALLHN aTOPBACTATUH, NTPYEMA € NMPEKPATEH NOpaaH HEXENaHH PeaKLiUy B
cpasHenrue ¢ 4.0% oT nauueHnTHTE, NnpHemMally rnauebo.

Bb3 0CHOBa Ha JaHHHTE OT KIIHHHYHH NPOYYBAHHA H OOLLUHPHHA NOCTMAPKETHHIOB OMHT NO-J0NY €
MPEACTaBEH NPOPWITBT HA HEXKENAHHUTE JIEKAPCTBEHH PEakLMK Ha aTOPBAaCTATHH.

TabanueH CUCHK HA HEXENIAHWTE PEaKLIHH

H3uKcieHnTE YECTOTH Ha HEXETAHHUTE JIEKAPCTBEHH PEAKUMH Cca rPyNHpaHH, KaKTO ClieBa; 4ecTH (>
1/100, < 1/10), Heuectn (= 1/1 000, < 1/100), peaku (=1/10 000, < 1/1 000), Mmuoro peaxs (< 1/10
000), c Heu3BecTHA yecTOTa (HE MOXKE N1a ObJe OlleHEeHa OT HAMHYHHTE JaHHH).

HUndexumu n nudecraunu
UecTu: Haz0hapHHIHT

HapyuieHrs Ha KpbRTa ¥ JUMEHATA CHCTEMa
Peaku: TpoMOounTOnEeHus

Hapyiiienvis Ha UMYHHaTa CHCTEMA
UecTH: anepruyHy peakiuy
MHoro peaku: aHadpHNBKCHA

Hapyuienys Ha MeTabonuimMa U XpaHEHETo
YecT: XxHnepraukeMus

HeuectTH: xHUnorankemMus, nosyiliapase Ha Ternoro, aHOPCKCHA

[IcuxH4HW HAPYLWICHUSA
Heuectn: kowumapH, 6escbHue

HapyluieHnus Ha HepBHATa CHCTEMA

Yectu: rnarobonue

HeuecTu: 3aMasHOCT, napecTe3ns, XUNoecTe3us, JHCrey3Ha, aMmHe3us
Penxu: neprdepHa HepponaTus

C Heu3BECTHA YECTOTA: MHACTEHHS MPaBuC

HapyuieHus Ha O4HTE

HeuecTh: HapylieHHe Ha 3peHHETO
Peaku: 3pUTENnHU HApYLUEHHS

C Heu3BeCcTHa YECTOTA: O4YHA MHACTEHNWA

HapyiieHnus Ha yxoTo u nabHupHHTa
HeuecTu: LiyM B yLUWTE
MHoro peaku: 3aryba Ha cnyxa

CHa0BY HAPYLUCHUA
Peakn: BackyniT




PecnupaTophu, rpbaHH H MEAHACTHHANTHH HAPYLLEHNS
Yecth: papuHronapunreanta bonka, enUCTaKCUC

CTOMAaLIHO-YpeBHH HAPYIIEHHS
Yectu: 3anek, pnaryaeHuns, IMCNencus, raaexHe, AMapus
HeuecTu: noBpblilane, BONKa B rOpHaTa H N0JIHA YaCT HA KOpeMa, OpHIrBaHe, NaHKpeaTHT

XenarobuinapHy HapyuieHus

HeuecTu: xenatur

Penku: xonecrasza

MHoro peakH: yepHoapobHa HEAOCTATBYHOCT

HapyuieHua Ha KOXaTa M NOJKOXKHATA ThKAH

HeuecTH: ypTHKapHs, KOoxeH oOpuB, NpypHTYC, anoneuus

Penku: aHruoHeBpOTHYEH OTOK, OYN03EH 1epPMAaTHT, BKAIOYUTENHO EPHTEMA MYITHPOPME, CHHIPOM
Ha Stevens-Johnson K TOKCHYHa enNHIEpMaHa HEKPOIH3A, TMXCHOHMIHA ICKAPCTBEHA peaKLHA.

HapyLieHHa Ha MYCKYNHO-CKEJIEeTHATA CHCTEMA U CHhEAWHUTEIHATA ThKaH

YecTu: Mmuanrus, aptpanrus, O601KH B KpallHULWTE, MYCKYJIHH CNa3MH, MOAYBaHe Ha CTaBUTE, OOJIKH B
repba

HeuecTu: 6onku BbB BpaTa, MyckyaHa ciaboct

Penku: Mmuonatus, MHO3HMT, pabaoMHONW3a, PYNTYpa HA MYCKY/, TEHAHHONATHUA, MOHAKOra
YCNOXXHEHH C pa3KbCBaHE

MHoro peakn: aynyc-noaobeH CHHAPOM

C HeW3BECTHA YECTOTA: HMYHOMEAHHpAHA HEKPOTH3HPaLLA MHONATHA (BX. Touka 4.4)

H&Q!lﬂeHHﬂ Ha Bb3MNPOH3IBOAHTC/NIHATE CHCTEMA H I'bPDNIATA
Muoro PEAKH: THHEKOMACTHA

OGEH HAPYLUCHHA H EQ)CKTH Ha MACTOTO Ha IMPHIOKCHHE

Heuectu: HEPA3INOJIOKCHHNE, aCTCHHA, I'Pb,HA 60.111(&, nepmbepHH OTOUH, YMOpa, TpECKa

H3cnenpaHus
YecTH: MOBULLEHHW CTORHOCTH Ha YePHOAPOOHHTE PyHKLMOHANHH NOKa3aTeid, NoBHileHa CepyMHa

xpeaTHHPOCHOKHHa3a

HeuecTH: neBKOLMTH B ypHHATA

Kakro u npu apyrure HMG-CoA-peaykTa3HH HHXHOMTOPH, NPH NALUHEHTH, NEKYBAHH CbC
aTOpPBaCTaTHH, € CHOOLIABAHO 32 NOBUILEHH CEPYMHH TPaHCaMHHa3H. Te3H NpOMEHH ODHKHOBEHO ca
Ounu eku ¥ NPEXOAHHK K HE Ca HANaraiu NpeycTaHOBABaHE Ha TepanuaTa. KIHHHYHO 3HaYnMH (> 3
Ha HOPMATHHTE CTORHOCTH) NOBHILEHHS HA TpaHcaMHHa3uTe ca yctaHoBeHH npH (,8% ot bonHuTe
Ha aTopBacTaTHH. Te3n nosHlleHNs ca OHNH 1030-3aBUCHMH H OOpaTHMH NPHU BCHUYKH NALUEHTH.

[MosHiLeHK HHBA HaA cepyMHaTa KpeaTHH (pochokrHaza (CPK) 3 nbTH Haa ropHaTa rpasHyua Ha
HOpMAaTa ¢a yCTaHOBeHM npH 2,5% ot HonHuTe Ha aTopBacTaTHH, noaocdbHo Ha apyrure HMG-CoA-
pedyKTa3HH HHXHOHTOpPH B KIMHHYHU npoyyBaHud. Hupa, 10 mbTH no-BMCOKH OT ropHaTa rpaHiua Ha
HopMaTa, € UMano npy 0,4% ot neKyBaHHWTE CbC ATOPBACTATHH MAUMEHTH (BXK. Touka 4.4).

[leaguaTpu4na nonynauyus

[leanarpuunu nauneHTH Ha Bb3pact oT 10 g0 17 roanHu, nekyBaHM ¢ aTOPBACTATHH, Ca UM
npodun Ha 6e3onacHocT, nogobeH Ha TO3H NPHU NALMEHTH, NeKyBaHH ¢ niauebo. Hai-u
HexxenaHu edekTu, HabnoaaBaHU B ABETE IPYMNH, HE3ABHCHMO OT NIPHHHHHO-CNICACTBE
6unun nidpekuumte. B 3-rogunHo npoyusade, Ha 6a3ara Ha oueHkKa Ha obOTO CBL3pA
oueHKaTa Mo cTaaui Ha Tanner ¥ U3MepBaHe HA BUCOUMHATA U TErTIOTO, HE ¢¢ Habn
3HA4YHUM €(EKT BBPXY Pa3BHTHETO M NoaoBata 3paiocT. [IpodpunsT Ha 6e30nacHocT H




NpH NEAHATPHYHH NAUXEHTH € 6un nogodeH Ha WiBeCcTHHA NPpodun HA O€30MaCHOCT HAa aTOPBACTATHH
NPH Bb3PACTHH.

Knunnuynara 6a3a naHuu 3a 6e30nacHoCT BKIOYBAT AaHHY 32 HezonacHocTTa npH 520 nauueHTa B
AETCKA Bb3PacT, KOMTO ¢a NOAYYaBA/IK ATOPBACTATHH, OT KOMTO 7 NauMeHTH ca OWiK noa 6-roaMiuHa
Bb3pacT, 121 nauxeHTH Ha Bb3pacT Mexay 6 u 9 roauuu, u 392 naunentn ca 6nnn 10 u 17 roguun.
Ha ocHoBaTa Ha HaTHYHHTE JAHHH YECTOTaTa, THNBT M TEXECTTA HA HEXKENAHWTE PEakLMH IIpH Aeua
ca CXO[HH C TE€3Y NIPU Bb3PacTHMU,

[Npu NPHUIOKEHHETO HA HAKOH CTATHHH ca CbOOLIABAHM CNEAHUTE HEXEIAHH CHOUTHA:

- Hapyuwiena cekcyanHa pyHKUMA.

- Jenpecus.

- OraenHu cnyyan Ha HHTepcTHUHaNHa benoapobHa Bonect, ocobeHo NpH OBArOCpoOUHa TEpAnug
(BK. TOuka 4.4),

- 3axapeH a1aber: yecTtoTaTa LUE 3aBHCH OT HATHYHUETO WIH JIUNCATAa HA PUCKOBH aKTOpH
(rnoKo3a Ha raaaHo 5,6-6,9 mmol/L, UTM> 30kg/ m?, noBHLLIEHH TPUTTHLIEPHIH, HATHYHETO
Ha XMMEePTOHHS B AHAMHE3aTa)

CrobmaBane HA NOAOIHPAHH HEXEJAHH PeaKklHH

CpobuiaBaHeTO Ha MOJO3HPAHHK HEKEIAHW PEAKLIHM Clie]l pa3pellaBsaHe 3a ynorpeda Ha nekapcTBeHUs
MPOAYKT € BaxkHO. ToBa No3songBa Aa NpoAb/LKH HabAl0JEHHETO Ha CHOTHOLUEHHETO TNO3a/PUCK 34
nexkapcTBeHUs NPpoaykT. OT MEAHLIMHCKUTE CNIELIMANHCTH Ce H3MCKBA A8 cboOLLaBaT BCAka
MOA03HPAHA HEXKENTAHA peaKLus upes

M3nbiaHKTENHA areHuma 1o JeKapeTaara

ya. ,,Jlamau I'pyeB” Ne 8

1303 Cognus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 Ilpexosupane

CneundnuHo neyeHre Npy Npeao3upaHe Ha aTOpBacTaTHH HaMa. [Ipu npeao3MpaHe NAUMEHTHLT
TpabBa na Hbvae NeKyBaH CHMNTOMATHYHO M Na C€ NPEANPHEMAT NOJIbPKALUY MEPKH CNOpeEA
HeobxoaumoctTa. Tpsabea aa ce uicieaBaT HEPHOAPOOHHTE €H3HMH H 1A C€ MOHHMTOPHUPAT HHBATA Ha
cepymuara CK. [lopaau Brcokara cTeneH Ha CBbp3BaHe HA aTOPBACTATHH C IUIA3MEHHTE NPOTEHHH HE
C€ OYaKBa XeMOAHANIH3aTa 4a YCKOPH 3HA4HUTENHO KIIHPBHHCA HA ATOPBACTATHH.

S ®APMAKOJOTHYHH CBONCTBA
S.1 DapMaxkoJHHAMHYHH CBOHCTBA

®apmakoTepanesTuuHa rpyna: Jlekapcrsa, peryanpaun nunuaute, HMG-CoA-penyxrazHu
uHxHOuTOopH, ATC koo C10AAQS

Mexauu3ibM Ha JeHCTBUE

ATOpBAacTaTHH € ceyiekTUBeH, KoMneTHTHBEH HMG-CoA-penykrazeH HHXHOUTOP, CkopocTONpeaensLL
€H3UM, OTFOBOPEH 3a NMPEBPHIUAHETO HA 3-XHIAPOKCH-3-METHI-IYTapHA-KOEH3UM A 10 MEBA/IOHAT,
NPEeKyPCOP Ha CTEPONKTE, BKIIFOYUHTENHO Ha XonecTepona. TPUIraHLepHAUTE U XONeCTEPOTbT B HEPHHS

Jpod ce BIUTKOYBAT B CHCTABA HA JIUIMONMPOTEUHH C MHOTO HHcKa nibTHOCT (VLDL) M ce OTASA

n1a3mMara 3a NpeHacaHe 40 nepupepHUTE ThKaHH. JIMNONPOTEHHHTE ¢ HUCKA NABTHOCT ( /’A( }iﬂm‘“" ’70
obpasyeat oT VLDL H ce katabonu3npar npeay BCHUYKO 4pe3 PELUSHTOPH C BUCOK apHHL ok, t&,
(LDL peuentoph). N

®apmakogHHaAMUYHK edexTH




ATOpBACTATHH NOHWKABA IJIA3MEHHTE HUBA HA XOJECTEPO/Ia U JIMMTONPOTEHHHTE Hpe3 HHXHOHpaHe Ha
HMG-CoA peayxrazara # nocneapaiiata OHOCHHTE3a Ha XOJIECTEPOS B UCPHHA ApoD H yBEeNHUYaBa
Opos Ha uepHoapoOHUTE peuenTopH 3a LDL pbpxy KneTbyHaTa MOBbPXHOCT 3a YCHJIEHO YCBOSIBAHE H
kaTtabonnibm Ha LDL.

ATopBacTaTHH Hamansaea obpazysaHeTo Ha LDL v 6poa Ha LDL-yacthumnre. AvopeacraTni
MPHYMHABA 3HAYHTENHO H ABATOTPANHO NOBUIIABAHE HA AKTHBHOCTTA Ha peuenTopure 3a LDL,
NpUAPYKEHO ¢ DnaronpuaTHa NPOMAHA B KA4€CTBOTO HA uMpkyaupawute LDL-yacTHum.
ATtopBacTaTvH ¢ edHKaceH 3a noHuwxkasaHe Ha LDL-xonectepona Npy NauMEHTH C XOMO3UIOTHA
¢aMunHa xunepxonecteponeMus, rpyna 601HH, KOWTO OOMKHOBEHO HE CE BJIMAAT OT MNOHWKABALLH
JUTIYANTE NEeKapCTBEHH NPOAYKTH.

YCTaHOBEHO €, Y€ aTOPBACTATHH NOHWXKaBa o0wwus xonecrepo (30-46%), LDL-xonecrepona (41-
61%), anoannonpotenn B (34-50%) u Tpurnuuepuaute (14-33%), kaTo ChlileBpeMEHHO BOAH A0
Bapnabunnu nosrwenna ka HDL-C v anosaunonporens A, B 103a-3aBHCHMO NPOY4BaHE.

Te3un PE3YNTATH CE€ NOTBBPXKAABAT MNPH NALIUEHTH C XETCPO3HTOTHA (IJ&MHJ]H& XHNCPXONCCTEPOICMHAA,
He(baMHJlHa XHNEPXONECTEPONEMHUA N CMECEHA XHNEPTHIMTHAEMHA, BKTHOYHTE/HO MAaLHEHTH C

HCHHCYTHH-3aBHCHM 3aXap€H auaber.

HokazaHo e, ye NoHWXKeHHeTo Ha obwma xonecrepon, LDL-xonecrepona n anoannonporenH B
HaMalIaBa PHCKA OT CbPAEYHOCHAOBH HHUKHAEHTH H ChPACYHOCHA0BE CMBPTHOCT.

Knuynuna eduxacHocT u He3onacHoCT

XoMo3ucomua d)ﬂﬂlﬁlﬂﬂ Xunepxoirecmepo.ieMiin

B MyJATHUEHTPOBO OceM CeIMHYMHO OTBOPEHO NMPOYHBaHe 3a MHJIOChpAHa ynoTpeba ¢ aKynraTHBeH
YABJDKHUTENEH NEPHOI C pa3ivyHa NPOABIKHTENHOCT, ca Ouin BrntoyeHH 335 nauneHTH, 89 OT KOHTO
Ca ¢ YCTAHOBEHA XOMO3HUIOTHA haMHiIHa XHnepxonecteponeMus. [1pu Te3u 89 nauneHTH, cpeaHoTo

nouuxeHue Ha LDL-xonecrepona e npubnuaurento 20%. ATopBacTaTHH € npujiaraH B 1034 A0
80 mg/nen.

Amepockiepoza

B xnuunuHoTO npoyuBaHe Reversing Atherosclerosis with Aggressive Lipid -Lowering Study
(REVERSAL) edexkTsT Ha HHTEH3HBHO NMOHKWXKABAHE HA IMNUAYTE ¢ aTopBacTaTHH 80 mg
CTAHAAPTHO NOHWXABAHE Ha JIMNUAMTE C npaBacTaTHH 40 mg nNpH KOpoHapHa aTepoCK/epo3a €
OLUEHEH 4pe3 BLTPECHA0BO YATPa3ByKoso Hicneasare (IVUS) no speme Ha aHrHorpadus npu
naLueHTH ¢ nexemudHa 6onect Ha cbpuero (MBC). B ToBa paHaoMHU3UpaHO, ABOWHO-CNATNO,
MYJTHUEHTPOBO, KOHTPONKPaHO KNHHHYHO npoy4yBaHe IVUS e HanpaBeH B HAYANOTO Ha NPOYYBAHETO
1 Ha 18" mecen npu 502 naunenTy. B rpynara Ha aTopsacraTul (n=253) HamMa nporpecHs Ha
aTepockineposzarta. CpeaHHST NPOLIEHT HA MPOMAHA B 00wWHa 06eM Ha aTepOCKNEPOTHYHATA MJ1aKa OT
HAYaNlIOTO HA NPOYYBAHETO (MbPBHYEH KPHTEPHi HA NpoyuBaHeTo) e -0,4 % (p=0,98) B rpynaTa Ha
atopBacTtatuH U +2,7 % (p=0,001) 8 rpynaTa Ha npasacTaTvH (N=249). B cpaBHeHHWe ¢ nNpaBacTaTHH
edekTUTE HA ATOPBACTATHH Ca CTaTUCTUYECKH 3HaUUMH (p=0,02). E¢ekTbT Ha HHTEH3UBHOTO
JHNUAHO NTOHH)KABaHE BbPXY CbpAEYHOCHAOBATA KpaiiHa uen (Hanp. HeoOXOAUMOCT OT
peBacKyfapu3auud, HegataneH MHOKapaeH HHPAPKT, KOPOHAPHA CMBPT) HE € H3C/IEABaH B TOBA
NpOYyY4BAaHE.

B rpynara Ha atopeactaTiH LDL-xonecteponsT ce € NOHKWXHA 10 cpeaHa CTOHHOCT Of X
+ 0,8 (78,9 mg/dL+ 30) cnpamo u3xoaxara croiuoct ot 3,98 mmol/L + 0,7 (150 mg/f AN M
rpynarta Ha npasacTtaTHH LDL-xonecteponsT ce € NoOHWKKN A0 cpeaHa CTOHHOCT ' ,B 3 5
0,7 (110 mg/dL+ 26) cnpaMo u3xoaHaTa cToitHocT ot 3,89 mmol/L + 0,7 (150 mg/dl} +26). -
(p<0,0001). ATopBacTaTHH CbLUO TaKa 3HAYHTESAHO € HAMANKI CPEAHUTE CTOHHOCTH Ne BOMIMT




xonectepon ¢ 34,1% (npasacrarud: -18,4%, p<0,0001), cpeanure HHUBa Ha TpUranuepuaute ¢ 20%
(npaBacTaTHH: -6,8%, p<0,0009) u cpeanns anonunonpoterH B ¢ 39,1% (npaeacratuH: -22,0%,
p=0,0001). AtopeactaTuH e nosuwinn cpeauna HDL-C xonecrepon cpeaHo ¢ 2,9% (npaBacTaTHH:
+5,6%, p=NS). Uma cpeano Hamanenue ot 36,4% Ha C-peakTuBHUA NPOTEHH B rpynara Ha
aTOpBacTaTHH B CpaBHEHHE C HaMangHue oT 5,2% B rpynara Ha npasactatuH (p<0,0001).

PesynTaTHuTe OT npoyuBaHeTO ca noay4eHH npu go3vpoeka ot 80 mg. CnenosatenHo, Te He Morar aa
ce eKCTPanoNHpaT BbPXY NO-HUCKHTE I03HPOBKH.
[podunure Ha He30MACHOCT H NOHOCHMOCT B ABETE JIEKYBAHH Ipynu ca OWin cCpasBHUMH.

EdexTsT OT HHTEH3UBHOTO NOHMXKABAHE HA JTHNMUIAWTE BbPXY OCHOBHHTE ChPASCYHOCHAOBH KpaiHH
Le/IM HE € M3CNEeABaH B TOBA npoyysaHe.. [lopaan Topa, KIIHHHYHATA 3HAYHMOCT Ha TE3W NONYUYCHH
pe3yTaTH N0 OTHOLIEHHE HA MbPBHYHATA W BTOPHYHA NpodUIaKTHKA HA ChPACHHOCHAOBUTE
cbEOUTHA, HE € H3IBECTEH.

Ocmuvp xopoxapen cunopom

B npoyusaHero MIRACL ce ouenaga aropeacraTiH 80 mg npu 3086 nauneHTd (aTopsacrarvi
n=1538; mnauedo n=1548) ¢ ocTup KopoHapeH chHaApoM (non-Q MuokapaeH HHPApPKT WK
HecTaOHJIHA aHIHHA NEKTOPHC). JleueHHeTo ¢ 3ano4HaTo No BpeMe Ha ocTpara (a3a caen
XOCTIHTAIM3HPAHE U € NPOAB/DKHNO 3a nepuoa oT 16 ceamuuu. Jleuenunero ¢ atopactaTiH 80 mg
QHEBHO YBEJIMYaBa BPEMETO 0 NOABA HA KOMOHHHMpaHaTa NMbPBUYMHA KpailHa TOUYKA, ONpelesicHa KaTo
CMDBPT, HE3aBHCHMO OT NPHYHHATA, HedaTaneH MHOKapaeH HHPapKT, peCyCLUMTUPAaH CbpAEUEH apecT
WK AHFMHA NEKTOPHUC C AaHHH 32 HCXEMHMA HA MHOKApPIa, HAarala XOoCnHTain3aLus, nokasBanky
penykuus Ha pucka ¢ 16% (p=0,048). Tosa ¢ npeauMHo BcneacTeHe Ha 26% penykuds Ha
PEXOCTIMTANIU3ALIMATA 34 AHM'HHA MEKTOPHUC € JAHHH 32 HCXeMUs Ha muokapaa (p=0,018). dpyrute
BTOPHYHM KPaHHH LIEAIW HE AOCTHIaT CTATHYMCKA 3HAUHMOCT camH no cebe cH (0bio: nrauedo:
22,2%, aropBactaTHH: 22,4%).

[MpodunsT Ha 6e30nacHOCT Ha aTopsacTaTHl B Npoy4yraHeTo MIRACL ¢b»oTBETCTBA Ha ONHCAHHUAT B
Touka 4.8.

IIpoguraxmuxa na copoeunocvLO080 3aboaneane

EdexTbT Ha aTopBacTaTHH BbpXY (paTtanHa M He-paTanHa ucxemHuHa bonect Ha ChPLETO € OLEHEH B
PaHIOMH3UPAHO, ABOHHO-CAANO, Muauebo-KOHTpoaHpaHo npoyusaHe, Anglo-Scandinavian Cardiac
QOutcomes Trial Lipid Lowering Arm (ASCOT-LLA). [launenrure ca XHnepToHHUH, 40-79-roaniuHH,
0e3 npeaxoAcH MHOKapAeH WH(PAPKT WK Ne4EeHHE 3a CTEHOKapAKA ¥ ¢ HUBA Ha obty xonectepon (OX)
<6,5 mmol/l (251 mg/dl). Bcuukn naumeHTH ca HMany Hai-Manko 3 npeaBapHTeIHO AChHUHHPAHH
CbpAEHHOCHAOBH PHCKOBH (PaKTOPH: MBXKKH MOJ1, Bb3PacT >55 roanHu, nyuexe, AHaber, aHamHe3a 3a
UBC npu poacteenunk oT nupsa auHna, OX:HDL-C >6, nepudepHo cnaoeo 3adbonsasane,
nesoKkaMmepHa XxMnepTpodua, NpeaxoaeH MO3b4HO-CbAOB HHUUAEHT, cneunduura EKI” aHomanus,
npoTenHypHus/andymMuHypua. He BCHUKH BKNIOUYEHH NALMEHTH ca NPELIEHEHH KATO NALHEHTH ¢ BUCOK
PHCK 33 MbPBH CBPACYHOCBAOB HHLIHIEHT.

[lausteHTHTE Ca JIEKYBaAHH C AHTHXHINIEPTCH3IUBHA TEPAITHA (HJ'IH dMJIOAHIHH - GB,SHPBH PE€XHM, HIH

aTeHOoN0N - Da3upaH pexuM), KaKTo U atopeacTaTHH 10 mg aHeBHo (n=35,168) uaun nnauebdo
(n=5,137).

EdexTsT 32 HamanspaHe Ha aGCOMOTHHA U OTHOCHTENHHA PHCK C aTOPBACTATHH € Oun KakTo cagjpa:

HUHuuaeHT OTHOCHUTENHO bpoit Ha AbconoTHO
HaMaleHUe HAa | UHUMAEHTUT | HaManeHue Ha
|
prCka ¢ pucka (%)
(%) (aTopBacTaTi
H CNpAMO




rniauebo

®artanHa UbC natoc
HedaTtaien MH

O6bwo
CbPAEYHOCHAOBH
UHUMACHTHH H
pPEBACKYNAPH3IALLHOHHH
npouesypH

Obuto KOpoHapHH
HHUHAEHTH

36% 100 cnipsimo 1,1%
20% 154 1,9%
29% 389 cnpamo 1,4%
483
178 cipamo
247

0,0005
0,0008
0,0006

]
Bb3 ocHOBa Ha pa3niHKaTa B obimara wectora Ha HHLUUHACHTHTC, HabnroaaBaHH [IPH CPCAHO

npoceassaHe OT 3,3 rOOHHH.

UBC - ncxemnuHa Gonect Ha cbpueTo;, MU — MHokapaeH HHGapkT.

O6wara CMBPTHOCT K ChPAEYHOCHAOBATA CMbPTHOCT HE Ca 3HaYMMO HamauieHH (1835 cnpamo 212
HHuxgeHTa, p=0,17 n 74 cnpsamo 82, p=0,51). B ananuza Ha noarpynara no non (81 % muxe, 19%
’eHH) GnaronpuaTeH edekT Ha aTopBacTaTuH € 61un HabnoaaBaH Npu MBXKETE, HO HE MOXe Ja ce
YCTaHOBH NPH KEHUTE, BEPOATHO NOPAAM HHCKATA YECTOTA Ha HHLKACHTH B XKEHCKATa nnoarpyna.
Obwmara 4 CbpAEHHOCHIOBATa CMBPTHOCT € YHCIEHO NO-BUCOKa npu xeHute (38 cnpsimo 30 m 17

cnpaMo 12), Ho ToBa He € OWJI0 CTATHCTHYECKH 3HAaYMMO. HMano € 3HauMTeTHO TepanesTHUHO

B3aHMOJAEHCTBUE OT AHTHXHNEPTEH3UBHATA OCHOBHA Tepanus. [TepeHuHaTa kpalina uen (paranHa
HUBC nmoc HedaTaned MH) ca 3HauuMO peayurpaHy OT aTOpPBAaCTaTHH NPH NAUMEHTH, IEKYBAHH C
amnoaunud (HR 0,47 (0,32-0,69), p=0,00008), Ho He W npH Te3n, nekyBanu ¢ areHonon (HR 0,83

(0,59-1,17), p=0,287).

EdekTbT Ha aTOpBAacTaTHH BLPXY atanHo U HedaTanHO CHpPAEUYHOCHAOBO 3a00NABAHE € OLUEHEH ChILO
H B paHAOMHW3HPAHO, NBOHHO-CIANO, MYNTHLEHTPORO, M1aLEe60-KOHTPOJNHPAHO NPOYUBAHE
Collaborative Atorvastatin Diabetes Study (CARDS) npu naumnentu ¢ Tvn 2 auaber, 40-75-rognuiHu,
0e3 npexxonHa aHaMHe3a 3a cbpAedHOCHA0BO 3abonasaHe ¥ ¢ LDL-C < 4,14 mmol/1 (160 mg/dl) u

Tpuraxuepnan < 6,78 mmol/1 (600 mg/di). BcuukH nauveHTH ca Manu nole | OT CNEeaHHTE PHCKOBH
(haKTOPH: XHMEPTOHUSA, HACTOALIO MylleHe, PETHHONATHA, MHKPOaNnOyMHHYPHA WIH

mMakpoanbyMHHYpHA.

[launenTvTe ca nexyraHu ¢ aropsacrartiH 10 mg aHesHo (n—1,428) wan nnauebo (n= 1,410) npu

CpeAHO npocneasasaHe ot 3,9 roauHs.

Ed)elﬂ'bT 33 HaMa1ABaHe Ha aDCOMIOTHHA H OTHOCHTE/THHA PHCK C aTOPBACTATHH € Oun kakTo cnenpa:

(daraneH 1 HedaTaneH oCTHP
MH, Tux MU, BHe3anHa cMBpT
BcneacTesue Ha UbC,
HecTaOKW.IHA CTEHOKApAKA,
CABG, PTCA,

| peBacCKY/H3aLIHA, HHCYIT)

MuunaeHT OTHOcHTENHO Bpoit Ha AbcontorHo CroitH
HaMaJleHHe Ha WHUHAEHTHTE HaMa/leHHe Ha  OCT Ha
pucka (aropBacTaTHH pucxal (%) p
(%) CAPAMO
niauebo)
['onemH chpaeYHOCHAOBH 37% 83 cnpamo 127 3,2% 0,0010
HHUHUACHTH




ﬁ
MH (daranen v HedaTanen 42% 38 cnipsamo 64 1,.9% 0,0070
OMMU, Thx MH)

Hucyntu (patantun u 8% 21 cnpamo 39 1,3% 0,0163
HedaTanHH)
!

B13 ocHOBa Ha pa3nukara B oOLIaTa 4eCTOTa Ha HHUMACHTHTE, HA01I0AaBaHH NMPH CPEIHO NPOCIEaABaHE
roauHH;, CABG - kopoHapen aptepunanen 6atinac; UbBC - uexemununa 6onect Ha cspuero; MU — muokapa
uHdpapkT; PTCA - nepxyTaHHa TPaHCJYMHHATHA KOPOHAPHA aHIHOMACTHKA.

Hsama nokazaTencTBo 3a pasnuka B eeKTa OT IEUCHHETO CNOPEN NoNa, Bb3PACTTa WK MbPBOHAHATHOTO

HHBO Ha LDL-C Ha nauueHTa. bnaronpusatHa TeHacHuus ¢ Habnoaarana npu cMbpTHOCTTA (82
CMBPTHH ¢ny4daH npu nnauebo rpynara cnpamo 61 B rpynara Ha atopeacTtaTut, p-0,0592).

Peyudusupawy uncyam

B npoyusaneTo Stroke Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL), ¢
oueHeH edekTbT Ha atopsacTaTHH 80 mg AHeBHO WM nauebo BbpXy HHCyATa Npy 4731 nauveHTH ¢
WHCYJIT WIH NpexoaHa HexeMuyHa aTtaka (T1A) B pamkHTe Ha npeaxoaHuTe 6 Mecela 1 63 aHamHesa
3a UBC. INaunenture ca 60% mbxe, 21-92 roannn (cpeaHa Bb3pacT 63 rooMHH) ¥ U3XOAHO HHBO HA
LDL cpeano 133 mg/dl (3,4 mmol/L). Cpeanara croiinoct Ha LDL-C e 73 mg/dL (1,9 mmol/L) no
BpeMe Ha neveHHeTo ¢ aropBacTaThH M 129 mg/dl (3,3 mmol/1) no Bpeme Ha neuenuero ¢ mrauebo.
CpenHaTta NPOABIXKHUTENTHOCT Ha npocneaasaHe € 4,9 roavHm.

ATtopsactaTiH 80 mg € Hamanun pucka OT MbPBHYHATA KpaiHa uen GaTtaneH U He-QaTaIeH HHCYAT ¢
15% (HR 0,85; 95% CI, 0,71-,00; P=0,05 nau 0, 84; 95% Cl, 0,71-0,99; p=0,03 cnen agantupaxe Ha
H3IXOAHHUTE XapaKTEPUCTHKH) B CpaBHeHHe ¢ mauedo. O6wara cMbpTHOCT € 9,1% (216/2365) npu
aTopBacTaTHH cripamo 8,9% (211/2366) npu nnauebo.

B post-hoc ananu3 atopsacraTvd 80 mg € Hamanun decToTaTaTa Ha HCXeMHUYeH HHCYAT (218/23635,
9,2% cnpamo 274/2366, 11,6%, p=0,01) 1 € noBMILKA YeCTOTATA HA XEMOPArHUYeH HHCYAT (55/23635,
2,3% cnpsamo 33/2366, 1,4%, p=0,02) 8 cpaBHeHue ¢ mauedo.

- PHUCKBT OT XeMOparvueH HHCYJT € MOBULLEH NPH NAUHEHTHTE, KOUTO €a ¢ NPEAEeCTBalL
XeMOparu4eH HHCYNT NpH BKJIOYBaHe B Npoy4BaHeTo (7/45 npu aTopBacTaThH cnpamo 2/48
npu nnauebo; HR 4,06; Cl 0,84-19,57) v pHCKBT OT HCXEMHYEH HHCYJIT € CXO/EH B IBETE
rpyn# (3/45 npu atopsactaTuH cnpamo 2/48 npu nnauebo; HR 1,64; 95%» Cl, 0,27-9,82)

- PuckbT OT XeMoparuuies HHCYAT € MOBHLIEH MPH NauMeHTH, KOUTO Ca ¢ NpeaLlecTeaLl
naxKyHapeH HHapKT npH BKIousaHe B npoyusaHeTo (20/708 npu aTopBacTardi cnpamo 4/701
npu naauebo; HR 4,99; 95% Cl, 1,71-14,6), HO pUCKBT OT HCXEMHYEH HHCYAT MPH Te3H
NauUMEHTH cbllo € Hamansa (79/708 npu aTopsacraTiH cnpamo 102/701 npu naauebo; HR 0,76;
25% Cl, 0,57-1,02), BL3MOXHO € KpaHHUAT PUCK OT HHCYJIT A4 € NOBULUEH MPH NAUHEHTUTE C
NPeAXOAEH NakyHapeH HHPApKT, KOUTO nonyyasat atopsactatiH 80 mg Ha ageH.

O6wara cmbpTHOCT € 15,6% (7/45) npu aTtopsacratiH cnpamo 10,4% (5/48) npu nnawuebo B
noarpynara nauMeHTH ¢ NpeaxoacH XxeMoparuuen HHcyaT. Obwmata cMbpTHOCT € 10,9% (77/708) npu
aTopsacTaTHH cnpamo 9,1% (64/701) npu nnauebo B noarpynara NauMeHTH ¢ NPEAXOAEH aKyHapeH
HHDapKT.

MeanaTpuuHa nonmynauns ?gt“w No
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[TpoBeneHo ¢ 8-ceAMHYHO OTBOPEHO NPOYUYBAHE 33 OLUEHKa Ha PapMaKkOKHHETHKATA,
¢papmakoayHamHKaTa ¥ 6€30MacHOCTTa Ha aTOPBACTATHH NMPH AeUa H NOAPACTBAaLLH C FEHETHYHO
NOKa3aHa XeTepo3uroTHa gamMunHa xunepxonecreponemus M 6asosu ctoiHocT Ha LDL>4 mmol/L.
[1poyyBaneTo obxBawa 39 neua v nogpacrsealld Ha Bb3pacT oT 6 1o 17 roauun. Koxoprta A Bknrousa
15 neua, Ha Bb3pact 6 — 12 roanHu B mbpBH cTaavit no Tanner. Koxopra b Bkmousa 24 aeua Ha
Bb3pacT 10 - 17 roauHu B craauit no Tanner >2.

Hauyanuara no3a atopsacraTvuH B KOXopra A € 5 mg qHeBHO noa popmara Ha Tabnerka 3a AbBYEHE H
10 mg oHeBHO B koxopTta b. JlaneHa € Bb3MOXKHOCT HAYAIHATA A03a 4a CE YABOU aKO HE € JOCTHIHATA
TapretHaTa cToiHOCT 38 LDL-C <3.35 mmol/L Ha 4eTBbpTa ceamMHLa H aKO aTOPBACTATHH C€ NOHACH
nobpe.

Cpeanure croiiHocTi 3a LDL-C, TC, VLDL-C, 1 Apo B ca Hamanenu npes sroparta ceAMHLA MNpH
BCHukH nauveHTH. IIpu naymeHTHTE, HA KOMTO AO3aTa € Ouna yasoeHa, e 6uno HabnoaasaHo
AOITBAHUTENHO HAMANEHHE HA CTOMHOCTHUTE HA BTOPAaTa CEAMHULA MPH ITbPBOTO H3MEPBAHE Clie]
NOBHLLIABAHE HA fo3ata. CpeaHaTa CTeNeH Ha NOHWXKABAHE HA CTOMHOCTUTE HA NUNUAHUTE NapaMeTpH
e 6una cxonaHa 3a aABeTe KOXOPTH 0€3 3HaueHHUE AaNH NaLKEHTHTE ca OMTH OCTABEHH HA TAXHATA
MbpPBOHAYaNHa N03UPOBKA UNK T4 € Ouna yaeoeHa. Ha 8-a ceaMuua cpegnara creneH Ha npoMsHa Ha
6aszoeuTe CTOHHOCTH HA LDL-C n TC e 6una npubausurento cvorsetHo 40% v 30% Han obcera Ha
BBL3NCUCTBUE.

B1B BTOPO OTBOPEHO NpOYuBaHe, ¢ €4HO paMo, 27] MOMUYETE H MOMHYETA ¢ XETEPO3HIrOoTHaA paMIHa
XHMEPXOJHCTEPONEMHA Ha BB3paTe 6-15 roarMHu ca OWIH BIITIOMEHH H JIEKYBAHH C aTOPBACTATHH 3a
NepyoAa OT 3 rOAKMHH. 3a BKIKOYBAHE B NPOYYBAHETO € H3UCKBAHO MOTBBLPACHA XETEPO3UIOTHA
(aMHIHA XHnepxonecTepoaeMus H H3xoaHa ctoiHocT Ha LDL-C > 4 mmol/L (npubanzurento

152 mg/ dL). INpoyusanero sxntousa {39 neua B mupeu craaunii no Tanner (0OMKHOBEHO Ha Bb3pacT
oT 6-10 roanun). Jlozata Ha aTOPBACTAaTHUH (BEAHLXK AHEBHO) € Ouna 5 mg (TabneTkH 3a OBBYEHE) NPH
Aela Ha sb3pacT noa 10 roaunu. deuara Ha Bb3pacT 10 roAMHH U noseye ca 3alno4HaNH NeYeHHUe ¢

10 mg aropBacTaTHH (BeAHbK AHEBHO). BCUUKHK AeLa ca MOTIH Aa NOAYYAT THTPHpaHe g0 No-BHCOKH
A03M, 3a NOCTHraHe Ha NpHLUENHH cToilHocTd Ha LDL-C < 3,35 mmol/L. Cpeaxarta no3a, anantupaHa
CRIPAMO TErNIOTO, 3a nela Ha Bb3pacT ot 6 1o 9 roanHH e buna 19,6 mg, a 3a aeua Ha Bu3pact 10
roAMHH M noeeue € duna 23,9 mg.

Cpenuure (+/- CO) n3xonsu ctoiiHocti Ha LDL-C ca 6nnu 6,12 (1,26) mmol/L, xoeto € 6nno
npubnninrenno 233 (48) mg/dL. Buxre Tabnnua 3 no-aony 3a OKOHYATENHUTE PE3YNTATH.

JlaHHHWTE Ca ChOTBETCTBAIH HA IUMNCa Ha €PEKT BbPXY KOHTO W Aa € OT NapaMeTPHTE Ha pacTexa H
pa3BUHTHETO (Hanp. BucouuHa, Terno, BMI, craauii no Tanner, ouenka Ha H3caea0BaTENA BbPXY
LUANOCTHOTO Ch3PABAHE K PA3BUTHE) NPH NMEAHATPHUHH NAUHEHTH H IOHOLLH C XETEPO3HIOTHA
dbaMUIHA XUNIEPXONECTEPONEMHUS, NONYHABALIH IEHYEHHUE ¢ aTOPBACTAaTHH MO BPEME HA 3-roAMUIHOTO
npoy4eaHe. Bv3 OCHOBa Ha OLiCHKATA HA W3C/IEN0BATEA, HE € OTUETEH €(PEKT MO OTHOLUEHHE Ha
BHCO4YHWHATA, Ternoro, BMI no sb3pacT, Wi no non npu noceweHue.

Tabnwua 3 Jlunugononvxasaiuu eeKTH Ha aTOPBACTATHH NMPH IOHOLIH MOMYETa U MOMU4ETA C

XCTCPO3HIOTHA QHMHJ]HB XHIICDXOJICCTEPOJIEMHA gmmol/L[

Bpemena N TC (CO) LDL-C HDL-C (CO) | TG (CO) Apo B (CO¥
TOYKA (CO)

H3axoaHu 271 7,86(1,30) 6,12(1,26) | 1,314(0,2663) | 0,93(0,47) 1,42(0,28)**
CTOHHOCTH

Meceu 30 | 206 4,95(0,77)* | 3,25(0,67) 1 1,327(0,2796) | 0,79(0,38)* | 0,90 :
Meceu 240 5,12(0,86) 3,45(0,81) | 1,308(0,2739) | 0,78(041) |0 Mo
36/ET
TC= 06wt xonecrepos; LDL-C = xonecrepon ¢ HUcka masTHOCT-C; HDL-C = xone ,

bTHOCT-C; TO = Tpuravuepuan; Apo B = anonunonporeun B; “Meceu 36/ET” é MR
NOC/Ne/IHaTa BUIHTA 32 IMLATA, KOWTO €A MANE3NH OT NPOYUBAHETO NPE/IH 1aHUPA tud ot s
Ha 36 Mecel, KAKTO 4 MbAHH 36-MeceyHH AaHHUW 3a THLATA, 3aBbPINWIM 36 MeceyH | ry ”=/




Meceu 30 N 3a To34 napaMetsp e 6un 207; “**”= KUixoaHu ctoHocTH N 3a TO3H napaMeTsp € Oun
270; “***” = Meceu 36/ET N 3a T03u napamersp € 6un 243; “#”=g/L 3a Apo B.

Xemepozuzomua damuana xunepxoiecmepoiemus npu neouampuyru nayuewmu xa ev3pacm 10- 17
COOUHU,

B apofiHo-cnano, nnauebo KOHTPONHpPaHO Npoy4BaHe, MOCAEABAHO OT OTBOpPEHA (pa3a Ha
npoy4saHero, 187 momueTa U MOMHYeTa clel MbpBaTa MEHCTPyaLUua, Ha Bb3pacT 10-17 roanuu
(cpeano 14,1 ronuuu)e xeTeposnrorHa pamunna xunepxonecreponemus (FH) nunn texxka
XHIMEPXONECTEPONEMHA ca OHIH paHaOMHU3HpaHH Ha aropBacTaTHH (n=140) niu naauedo (n=47) 3a 26
CEAMHLUM, CNeA KOETO BCHUKH MOJ1yYaBaT aTopBacTaTHH 3a 26 ceamuuy. Jozuposkara Ha
aTOPBacTaTUH (BEIHBK AHEBHO) € 10 mg 3a NbpBHUTE 4 CEAMHUM ¢ NOCAECABALUO YBETHYABAHE N0

20 mg 8 cnyuaii ye LDL-C HuBarta ca >3.36 mmol/l. ATopBacTaTHH CHrHHQHKATHO HAMaIABa
nnasMeHUTEe HUBaA Ha obius xonectepon, LDL-C, tpurnuuepuanTe v anoaunonpoterdH B npes
nbpBuTe 26 ceaMULM HAa ABOHHO-cnanara ¢pasza. CpeaHara gocturHara crodHocT Ha LDL-C e 3.38
mmol/l (range: 1.81-6.26 mmol/l) B rpynaTa Ha aTopBacTaTHH, cpaBHeHa ¢ 5.91 mmol/l (range: 3.93-
9.96 mmol/l) 8 mnauebo rpynara npes 26-ceamuuHaTa ABoHHO-cAna ¢asa.

JIOMBIHUTENHO NEAHATPHUYHO NPOYYBAHE HA aTOPBACTATUH CPELLY KOJECTUNOA NPH AALMUEHTH Ha
Bb3pacT 10-18 roguuu yeraHossaBa, ue atopsacTaTHH (N=25) npean3suxea CHrHH(PUKAHTHO
Hamanenne Ha LDL-C na 26-ta ceamuua (p<0.05), cpasHeH ¢ konectinon (N=31).

[IpoyuBaHe 3a ,,MHIOCHpAHA YNOTPeDda™ NpPH NALIMEHTH C TEKKA XHUNEPXOIECTEpONEMUs
(BKJTKOUHTEIHO XOMO3UIrOTHA XUMIMIEPXONECTEPONIEMHUA ))BKNIOUYBRALLO 46 neaAHaTPUUHH NALKUEHTH,
NEKYBAaHH C aTOPBACTAaTHH B 3aBHCHMOCT OT OTroBopa (HAKOM NauMeHTH ca npHeMany 80 mg
aTopBacTaTHH AHEeBHO), [IpoyysaHeTo npoabmkasa 3 roauHu: LDL-xonecreponsT € Hamaied ¢ 36%.

Huarocpouynara €PHKacHOCT Ha TEpanus ¢ aTOpBacTaTHH B SETCKA BL3PACT 3a HAMANSBAHE Ha
3a00/1eBaEMOCTTa H CMBPTHOCTTA B 3pAJia Bb3PaCT HE € YCTAHOBEHA.

EBponeiickaTa areHUHMA NO NEKAPCTBATA € OTVIOKHIIA 33ABDKEHHETO 38 NOAABAHE HA Pe3yNTaTH OT
NPOY4YBaHHA C aTOPBACTATHH MNpH Aeua oT 0 A0 6-roAMiIHA BL3PAcT NPH JIEYEHHE HA XCTEPO3HIOTHA
dbaMuNHA XHNEPXONECTEPONEMHUSA, KAKTO M NpH Adeua ot 0 no 18-rogniuHa Bb3pacT nNpH NEHEHHETO Ha
XOMO3HTOTHA (PaMHIIHA XHINEPXONECTEPOJIEMHS, KOMOHHHpaHa (CMECEHA) XHNEPXOJIECTEPOJIEMHS,
MbPBHYHA XMNEPXOJIECTEPOIEMHA U NPH NPEBESHUMATA HA CHPAEHHOCHAOBH CHOUTHA (BX. pa3aen 4.2
3a HHpopMauMs 3a neaHaTpHYHaTa ynorpeba).

5.2 PapMaKkOKHHETHYHH CBOliCTBA

Abcopbums

ATopsactaTHH ce abcopbupa 6bp30 cnea nepopaiHO NPHIICKEHHUE; MAKCHMATHA TUIA3MEHA
kOoHuUeHTpauua (Crax) ce nocTHra 3a 1 ao 2 yaca. Crenenta Ha abcopbuna ce nokaysa
MPONOPLUMOHANHO HA A03aTa Ha atopsacTaTHH. Cnea nepopanHo npuiaokeHue SHOHANHYHOCTTA Ha
aTopBacTaTuH puamupanu Tabnerku e 95 o 99% B cpasHeHue ¢ Ta3u Ha NEpoOpanHHUA pa3TBOp.
AGcooTHaTa GHOHANMYHOCT HAa aTOPBACTaTHH € NPUOAH3HTENnHO 12% M cCHCTEMHATa HATHYHOCT Ha
HHxHOUTOpHATA akTUBHOCT 3a HMG-CoA peaykrazara e npubaunzurento 30%. Huckara cucreMHa
HAJIHYHOCT C€ OTAABa Ha NPECUCTEMEH KIMPLHC B raCTPOMHTECTHHANHATA MyKo3a H/HH Ha first-pass
MeTabou3bM B YepHHA apoD.

PasnpeneneHue

CpeaHuAT 0beM Ha pasnpeaeneHue Ha aTOpBacTaTHH € npubnusutenHo 381 L. Atops
CBBLP3Ba ¢ TUTA3MEHHTE NPOTEHHH B 98%.

buotpaHcdopmalius




ATopsacTaTtuH ce metabonnsnpa ot uutoxpom P-450 3A4 0o opTo- M napaxuaApOKCHIUPAHH
REPUBATH U pPazIH4HH DeTa-OKHCAUTENHHU NPOAYKTH. OCBEH ApYruTe MBLTHLLA, TE3H JIEKapCTBa Ce
MeTaboNH3KPaT AOMBJIHHTENHO 4pe3 rMIOKYpOoHHpaHe. In vitro unxubuunata Ha HMG-CoA
peayKTa3aTa OT OpTO- H NapaxHApPOKCHIHpaHUTE METAOOIHTH € EKWBAICHTHA HA Ta3H OT
atopsacraTuH. [Ipubnusnrenio 70% ot uMpkyinpawara uHxubutopHa akrueHocT 3a HMG-CoA
peayKTa3ara c¢ OTAaBa Ha aKTUBHHTE MeTabONHTH.

EavMuUHHpaHe

ATOPBACTATHH C€ M3TbYBA NPEAMMHO C HUTbUYKATa Clie XenaTaleH U/WIKN ekcTpaxenataneH
meTabonuzbm. U3rnexna, obaue, ue aTOpBaCTATHH HE NPETHLPMABA 3HAUUTENHA EHTEepOXENaTalHa
peunpkynauusa. CpeAHHAT NAa3MeH NOJAYXHBOT Ha aTOPBACTaTHH NPH xopa e npudansurento 14
yaca. [lonyxuBoTbT Ha HHXHOUTOpHATa akTHBHOCT 38 HMG-CoA penykrazara e npubnunzurento 20
00 30 yaca nopanu y4acTHETO Ha aKTHBHHTE MeTabOoNHTH.

ATOpPBACTaTHH ¢ CYOCTpaT Ha YepHOAPOOHUTE TPAHCNOPTEPH U HA NOAHMNENTHAMTE, TPAHCNOPTHPALLH
opraiu4Hi ainoHH 1B1 (OATPIBI1) u 1B3 (OATPIB3). MerabonuTuTe Ha aTOpRacTaTHH ca
cybctpatv Ha OATP1B1. YcraHoBeHo € Chbllo Taka, ue aTopBacTaTHH € cyOcTpaT Ha eduiyKCHHTE
Tpancnoprepu P-ravkonporens (P-gp) W Ha npoTerHa Ha pe3HCTEHTHOCT HAa paka Ha rbpaara
(BCRP), korTO MOXe aa orpaHH4aT ypeBHaTa abcopOLMs ¥ #UTHBUHHA KIIHPBHHC Ha aTOPBACTaTUM.

Cneuyanty nonyjaunuu

Cmapuecka év3pacm:

[TnazMeHHTE KOHUEHTPALHH HA ATOPBACTATHH W HEFOBHTE aKTHBHH META0OIHTH Ca NO-BHCOKHK NPH
3/paBH XOpa B CTAPYECKA Bb3PacT, OTKOJKOTO NMPH MJaAHW NALMEHTH, 8 €PEKTHTE NO OTHOLLIEHHE Ha
NUIUAUTE ca CPABHHMU € TE3H NPH NO-MJady MaLUeHTH.

Ileouampuuna nonyrayua:

B oTeopeHO, 8-ceAMUUHO NpoyuBaHe, NeAHATPHUHH NauMeHTH (Ha BB3IpacT 6-17 roguuy) | ctaguit no
Tanner (N=15) n cTaguii no Tanner >2 (N=24) ¢ xeTepo3uroTHa paMHIHA XHIIEPXONECTEPOIEMHS H
OCHOBHH cToiiHocTH Ha LDL-C >4 mmol/L ca nekysanu ¢ 5 unu 10 mg Tabnerku 3a xbBUEHE MM
¢bOTBETHO S WiK 10 mg dunmMupanu TabneTku aTopBacTaTHH BEAHBXK GHEBHO. EAWHCTBEHATA
3HAYHTENHA MPOMSAHE BbB (PapMaKOKHHETHUHHA MOAE HA MOMYAalHKATa, JIEKYBAHa C aTOPBACTATHH €
TenecHata Maca. OpanHHAT KIIHPBHC NMPH NEAHATPHYHH NALUEHTH Ce RBABA NOACOEH Ha TO3U NpH
Bb3PACTHH C/ied ATOMETPHYHO H3MEPBAHE HA TENICCHOTO Terno. CroTeeTHO HamaneHue Ha LDL-C u
TC e Ouno ycTaHOBEHO ClieR IEHEHUETO ¢ ATOPBACTATHH U O-XHAPOKCHATOPBACTATHH.

Hon:

KoHuUueHTpauKHTe Ha aTOPBACTATHH W HETOBUTE AKTUBHH METAbOMMTU NPH XKEHHTE Ce pazinuaBaT oT
Te3H NpH MbXeTe (keHH: npubnansutenHo ¢ 20% no-eucokH 3a Cmax M ¢ okono 10% no-HUCKH 3a
AUC). Te3n paznuky HAMAT KIIHHHYHO 3HA4YEHHE H HAMA KNTHHHUYHO 3HAYWMH PANTHKH MEXKIY
edeKTUTE NO OTHOLIEHHE HA IMNUAHTE NPH MBKE K HKEHH.

Bvbpeuno yspescoane.
bbv6peuHuTe 3abonsaBaHKg HAMAT BIIMHAHHE BHPXY MJIA3MEHHTE KOHUEHTPALUMH HIH BbPXY JTUIMHAHUTE
e(deKTH Ha aTOPBACTATHH U HErOBHTE aKTHBHH MeTabONUTH.

Yeproopobro yepexcoane:
[1naaMeHHUTe KOHUEHTPALIMU HA aTOPBACTATHH H HETOBUTE AKTHBHH MeTabOIHUTH Ca 3HAUH
BUCOKH (npubnun3zHTenHo 16 mbTH 33 Crax ¥ 11 mbTH 32 AUC) npH nauMeHTH ¢ XpoHHH

yepHoapobua 6onect (Child-Pugh B).

SLOC1B1 noarumopguzem:
YepHoapoOHoTo 3axBawiade Ha BCUUkKW HMG-CoA-peaykraizuu MHXHOHUTOPH, BKIIOY



aTOPBAcTaTHH, ce u3Bbpiisa nocpeacTsoM OATPIBI TpaHcnopreH npotenH. [1pn nauMeHTH cbe
SLCOIBI noaumMopduibM HMa PUCK OT NMOBHUICHA €KCIIO3HLUMS HA aTOPBACTaTHH, KOETO MOXeE Aa
aoBene A0 NOBHULLEH PHCK OT pabaoMuonuia (Bx. Touka 4.4). [TonumMopdu3mMbT NpU resa, Koaupaiu
OATPIBI (SLCOIBI ¢.521CC) e cBbp3aH ¢ 2,4 NBbTH MO-BHCOKA CHCTEMHA HAJIHYHOCT HA
atopBacTaTHH (AUC) B cpaBHeHHE ¢ HHOHBHAHK Oe3 TO3W reHoTuned BapranT (¢.521TT). Ilpn Te3u
MALHEHTH € Bb3MOXHO CbLLO FEHETHYHO /12 € HapylIeHO YepHoApoOHOTO 3axBallaHe Ha
aTopBacTaTHH. Bb3MOXHHTE NOCAECACTBHA BbPXY €(PHKACHOCTTA Ca HEHW3BECTHH.

5.3 lpeakNHHHYHHE RaHHH 32 OezonacHoCT

ATOpPBACTaTHH HE € NOoKa3an MyTareHeH WIH K1acTOreHEH NOTeHUHan B 6arepus ot 4 in vitro Tectose
H B €JMH aHanu3 in vivo. ATOpPBaCTaTHH HEe € KAHLIEPOTEHEH 3a TTbXOBE, HO NPH NMPHAAraHe Ha
BMCOKH 1034 NPH MKLWKHU (aoeeau a0 6-11 nvru no-sucoku croitHocth Ha AUC (0 10 24 yaca) B
CPaBHEHHE C Te3H NPH Xopa, NpHeMaH Hal-BHCOKAaTa NPENOpPbUYHTENHA 103a) Ca C€ MOABHIIH C/TY4au
Ha XENATOLENYJIapeH afiEcHOM MPU MBXKKHTE H XenaTouey/iapeH KApUHHOM NPH KEHCKHUTE XKHBOTHH.

Mma navHu oT npoyuealus npH KHBOTHHU, 4e HMG-CoA-peaykrasHure unxuburopu Moxe aa
BJIUSAAT BbPXY Pa3BHTHETO Ha eMOPHOHHTE U deTycuTe. [1pH mbxoee, 3aiiliM U KyueTa aTOpBaCTATHH
HAMA e(DEKT BLPXY (PEPTHIIMTETA H HE € TEPAaTONEHEH, HO NPH TOKCHYHH 3a MaiKaTa 103H, NpH
MJILXOBE M 3aiuy e HabnoaaBaHa deTanHa TOKCUMHOCT. Pa3BUTHETO HA NMNOKOJIEHHETO MPH MABXOBE €
3a0aBEHO H MOCTHATANHOTO OLE/ABAHE HAMANEHO MPH EKCNO3HLIMA HA MaHKaTa Ha BHCOKH [IO3H
aTopeacTaTud. [Ipy mibXoBe HMa ROKa3aTEACTBO 3a MPEMHHABAHE HA JIEKAPCTBOTO MpeE3 MJIaLeHTaTa.
[1py nabXx0OBE NNa3MeHUTE KOHUCHTPALMM Ha aTOPBacTaTWH ¢a O/1H3ku 10 Te3u B MilAkoTO. He €
H3IBECTHO [a/IH aTOPBACTATHH U HErOBHTE METabOIIHTH Ce EKCKPETHPAT B KbpMarTa.

6 PAPMANEBTHAYHH JAHHHA

6.1. CoachK HA NOMOIRHHTE BelllecTA

Anpo Ha Tabnerkara

HatpueB xuapoxkcun
Xuapoxcunponwt uenynosa (E463)

JlakTo3a MOHOXHApAT
MukpokpucranHa uenynosa (E460)
Kpocxapmenosa Hatpuii (E468)
KpocnosnaoH

Honucopbar 80

Marnesnes creapar (E470b)

QOUIMOBO NOKPUTHE:
Cuwcrae Ha Onagpait — [1 HP, 61 85F28751:
floavBUHMUNOB anKOXO0N

Tutanos auokcun (E171)
Makporon 3000
Tank (E553b)

6.2. HecnBMecTEMOCTH
Henpuioxumo.
6.3. Cpox Ha roaaocy

2 rOIHUHH




6.4 Cneuna/ilHH yCJI0BHSl HA CbXPAHEHHE
Jla ce cbxpaHsBa B OpUrMHajiHaTa ONaKoBKa, 3a Ja ce npejnas3y ot Biara.
6.5 BuauchabpxKaHHe HA ONAKOBKATA

baucrepra onakoska (OPA/AI/PVC-anymuuueso ¢onno): 14, 30, 60 u 90 puamupanu TadieTKH, B
KYTHS.

He BCHUKHW BH10BE ONAKOBKH MOrar Jla Obar rnycHaTH Ha rasapa.
6.6 CponeusHa/ilHH npeana3sHH MEePKH NPH H3XBbPJISHE

Hsama cneumaivu M3UCKBaAHUS.

7. HNPHTEXATEJI HA PABPELHIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHus

8. HOMEP(A) HA PABPEIIEHHETO 3A YIIOTPEBA
Per.No: 20120175 — Atopuc 30 mg

Per.No: 20120176 - Atopuc 60 mg
Per.Ne: 20120177 - Atopuc 80 mg

9. JATA HA ITbPBO PA3ZPEINABAHE/TIOAHOBSIBAHE HA PABPEIIEHUETO 3A
YIIOTPEBA

Jlata Ha nbpBa peructpauus: 29.03.2012
Jlata Ha nocaeaHo noaHosssauve: 13.03.2017

10. JATA HA AKTYAJIH3BUPAHE HA TEKCTA
15 SAuyapu 2025

[Tonpobna nHGopmaLns 3a TO3M IEKapCTBEH NMPOAYKT € NpeocTaBeHa Ha yebcaiita Ha M3nmbanuTenHa
Arenuus no Jlekapcrsara (MAJI) http://www.bda.bg.




