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1. HME HA JJEKAPCTBEHUS TIPOAYKT | XamKa xapakmepiucmuxa wa npogyxma  Npurowente

Atopuc 40 mg ¢puamupaHu TabJieTKH Paspeweniie N
Atoris 40 mg film-coated tablets ng;é;*; 1 4 -06- 2024
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2. KAYECTBEH H KOJIMYECTBEH CBCTAB ==

Beska ¢punmupana tadbsietka cbabpka 40 mg atopBacTaTuH (atorvastatin) KaTto aTOpBacTaTHH KaJLUi
(atorvastatin calcium).

[loMOLIIHM BeleCcTBa ¢ U3BECTHO JIEHCTBHUE:
JIAKTO3a MOHOXHIpAT M Jp.

3a MbJIHKA CMUCHK HA MOMOLLHKTE BELECTBA, BUXKTe Touka 6. 1.

3. JIEKAPCTBEHA ®OPMA

dunmupaHa tTadbnerka.

Atopuc 40 mg ¢puimMUpaHu TadJETKH ca Oeu, KPbIJIM M JIEKO ABONHOU3ITbKHAIM.

4. KIMHUYHHU JAHHHA
4.1 TepaneBTHYHH NOKA3aHHUA

XUnepxosecrepoaeMus

ATOPHC € MOoKa3aH KaTo [0MMb/JHEHHE KbM JHETaTa 3a HaMaJIABaHe Ha MOBULIEHHUTE 0011 X01eCcTepoll,
(06w -C), LDL-xonecrepon (LDL-C), anoaunonporenH B U TpUravuepuam npy Bb3pacTHH, IOHOLIH
W neua Haa 10-roaMiuHa Bb3pacT ¢ MbPBHYHA XMIEPXOIECTEPOIEMHS, BKJIIOUYHTEIHO (paMHITHA
XHIEPXO0JIECTEPOJIEMHS (XETEPO3UIOTEH BAPHAHT), HIIM KOMOMHHUpPaHa (CMECEHa) XHIEP/TUITHIEMHS
(orrosapsiuia Ha Tvn Il a u 11 b ot knacudukauusara Ha Fredrickson), koraro edexTbT Ha AMeTaTA M
ApyruTe HeapMaKOJIOrH4YHHU CPEACTBA € HeJOCTAaThYEH.

ATOpHC € NOKa3aH ChLIO W 3a NOHW)KaBaHe Ha oOwwus xoaectepos i LDL-C npu Bb3pacTHH ¢
XOMO3HMIOTHA (PaMHJIHA XHUITEPXO0JIECTEPOJIEMUS KATO AOMbJIIHEHHE KbM JPYTHTE METOIH 34
MOHWXaBaHe Ha IunUauTe (Hanpumep adgepesa Ha LDL) uiau B ciiyyaure, Korato Te3u METOAM ca
HEJOCTBITHH.

[IpodunakTuka Ha cbpPAEHYHOCHAOBO 3a009BaHE

[IpoduiakTHKa Ha CbPAEYHOCHAOBH CHbOMTHS NMPH Bb3PACTHH MALMEHTH, MTPH KOUTO € OLIEHEHO, Y€
HMaT BUCOK PHCK 32 MbPBO CbPAEYHOCHAOBO CHOUTHE (BXK. TOYKA 5.1) KAaTO AOMBIHEHHE KbM
KOpPEKLMATA Ha APYTH PUCKOBH (PaKTOPH.

4.2 /lo3HpPOBKA H HAYHH HA NPHJIOXKEHHE

o3upoBka

[Ipenn na nonyun ATopuc nauveHTsT TpsAOBa na Obae MOCTABEH HA CTAHAPTHA
X0JiecTepo/ia AMeTa v TpAOBa a NpOAbJIKH [1a Cria3Ba Ta3d JMeTa Mo BpeMe Ha
ATOpHC. o o M RO R



Jlo3zara TpsadBa na Obae MHAMBHUYAIM3HpaHa B 3aBUCUMOCT OT M3XOAHMTE HUBA Ha LDL-C, uenaTta Ha
JIEYEHUETO U pEeaKLIMATa Ha NalMeHTa.

OOuyaiHaTa HavaiHa 103a € 10 mg BeaHbk AHeBHO. Kopekuus Ha 103aTa ce W3BbpLIBA Npe3
HHTEPBA/IK OT 4 WiIM noBeye ceaAMHLK. MakcumasninaTa 103a € 80 mg BeAHBK AHEBHO.

[Ivpsuuna xunepxo.iecneporemus u KOMOUHUPAHA (CMecenad) XUnepaunuoemus

[loBeueTo nauneHTH ce nosiussar ycneuwHo ¢ Atopuc 10 mg BeaHbxk AHeBHO. TepaneBTHUEH edekT
C€ J0CTUra 10 ABE CEAMHLIH, & MAKCHMAJIEH TepareBTUYEH e(PeKT ce NOCTHra OOMKHOBEHO 3a 4
ceamuuH. EdexTsT ce 3ana3Ba no BpeMe Ha XpPOHUYHOTO JIEYEHHE.

Xemepo3ueomua amuina xunepxoaecmepoiemus

JleuenneTo Ha nauueHTa TpsaOBa na 3anouHe ¢ Atopuc 10 mg aHeBHo. Jlo3UTe ce MHAMBHIYATH3UPAT
M KOpUrupaT Ha BcekH 4 ceamuuu 10 40 mg nHeBHo. Cnea ToBa n03aTa Moxe J1a Ob/ie yBeaHueHa A0
mMakcuMyM 80 mg aHeBHO WM 40 mg aTOpBACTATHH €JHOKPATHO JHEBHO M /1a C€ KOMOMHHPAT Che
CEKBECTPAHT HA KJIbYHUTE KHCEIUHM,

Xomoszueomuna pamurna xunepxonecmeponemus

HasinyHu ca orpaHuyeH Opo# 1aHHM (Bxk. Touka 5.1).

Jlo3aTa Ha aTOpPBACTaTHH MPH NALMEHTH C XOMO3HIOTHA (haMHU/IHA XHnepxoaecTeposemus € ot 10 10
80 mg aHeBHO (BK. To4Ka 5.1). ATopBacTaTuH Tpsa6Ba 1a Obae U3NOA3BAH KATO AOMBJIHEHHE KbM
ApPYTH TUNKAO-NOHWKABALUM TepaneBTHYHH cpeacTsa (Hanp. LDL-adepesa) npu Te3u nauMeHTy wim
NpH HEBBb3MOXKHOCT 3a U3I10J13BaHE HA TaKKBA CPE/ICTBA.

[Ipogpunrakmuxa na cvpoeunocv0060 3adonseane

[1pu npoyuBaHusTa 3a mbpBUYHa npoduiakTHKa ao03arta € 6una 10 mg aHeBHO. Moxke na ca
HEOOXOMMH MO-BMCOKH /103H, 3a N1a c€ NoAabpxKaT HUBa Ha LDL- xonectepona cnopea HacTosiure
PBbKOBOACTBA.

bvopeuno yepexcoane

He ce Hanara npomsHa Ha no3ara (Bx. Touka 4.4).

Heproopobna nedocmamvynocm

ATopuc TpsOBa na ce U3MoJI3Ba NPEANna3/ikBo MpH NaLUKMEHTH C YePHOAPOOHO YBpexaaHe (BXK. TOUKK
4.4 1 5.2). ATopHc € NpOTUBONOKA3aH NPH MALKUEHTH C aKTHBHO Y€PHOAPOOHO 3a601sBaHe (BXK. TOUKA

4.3).

CHIHP‘IECH’H 6b3pacm

EdukacHocTTa M 6e30nacHOCTTa NpU naLueHTH Haja 70 roaMHM, NpUeMAaLM MPenopbyYBaHUTE J03H, Ca
CXOHH C Te€3M Mpu odwara nonynauus

Ileoumapuuna nonyaayus

Xunepxoaecmeporemus.

[lpunaraneTo Ha nekapcTBOTO B neaMaTpusTa TPAOBA 1a Ce M3BBPLUBA CAMO OT C
JIEYEHHETO Ha AeTCKaTa XHMNEPJIHIHAEMHS, KaTO MaLMEHTUTE TpsSOBa 1a ObaaT n
MO OTHOLUEHHWE HA Harnpeabka Ha JIEYEHUETO.



[Ipy naumeHTH C XeTepo3urorTHa pamuiaHa xunepxosecreposieMus Ha 10 U noBeye roguHH
npenopbYBaHaTa cTapToBa A03a atopBactatuH € 10 mg aHeBHO (BX. Touka 5.1). Jlo3ara moxe na ce
yBesinyM 10 80 mg JHEBHO CHIJIACHO OTroBOpa U NoHocuMocTTa. /lo3ute TpsOBa na Obaat
HHAWBHAYAJIM3UPAHH CBIJIACHO MPENOPbLUYMTENHATA Lie Ha TepanusaTa. Kopekuuure TpsiOBa ja ce
HarnpaBsT Ha UHTEPBAJIU OT 4 CEAMUUM WK noseye. TuTpupaHeTo Ha ao3ata 10 80 mg AHEBHO ce
MOAKpErs OT JaHHH OT NMPOYUBAHHUA MPH Bb3PACTHU U OT OrPaHUYEHHU KJIHHUYHH JAHHH OT
[MpOYy4BaHUs MPH Aela ¢ XeTepPO3UroTHa paMuiiHa xunepxosecreposemus (Bxk. touka 4.8 u 5.1).

Mma orpaHH4yeHH 1aHHH 3a 0€30MacHOCT MpH Jeua C XeTepo3uMroTHa paMUuIHa XHIIEePXO0JIeCTEPO/IEMUS
MexKay 6- v 10- roauuHa Bb3pacT, rnojlyu4eHU OT OTBOPEHH NMPOYUYBAHUSA. ATOPBACTATHH HE Ce
npenopbuBa 3a JieYeHHe Ha nauveHTu noa 10-roauuiHa Bb3pacT.

HanuyHuTe naHHu ca onucaHu B ToukH 4.8, 5.1 U 5.2, HO HE MOXe aa ce HanpaBu npenopbka 3a
103UPOBKa.

JIpyru ¢apmavnieBTHUHH (POPMHU/KOHLIEHTPALIMK MOXeE J1a ca MO-NOAXOAALIM 32 Ta3H MOMNyJaLus.
Eonoepemenna ynompeoba ¢ opyeu 1ekapcmeenu npooyKmu

[Ipy naureHTH, npyeMalli aHTUBUPYCHUTE CpeACTBA 3a JieueHHe Ha xenatuT C, kaTo
€,10acBHUp/rpa3ornpeBUp HJIK JIETEPMOBHP 3a NPOPUIAKTHKA HA LIMTOMEraJIOBUPYCHA HH(EKLUS,

ChITBTCTBALIO C aTOPBACTATHH, 103aTa Ha aTOPBACTaTHH He TpAOBa na npesuiuasa 20 mg/aeH (Bx.
TOYKH 4.4 1 4.5).

He ce npenopbsuBa ynorpedara Ha aTopBacTaTHH MPH NalUMEHTH, PpUEMalllH JIETEPMOBHP
€IHOBPEMEHHO CBHC LIMKJIOCTIOPHH (BXK. TOUYKH 4.4 u 4.5).

HayuH Ha npUIOKEHHE

ATOpHC € 3a NepopaiHO NMpUioXKeHHe. Beska qHeBHA 103a aTOPBACTATHH Ce /1aBa €JHOKPATHO JHEBHO
[10 KOETO M 1a BpEME OT /I€HA, CbC UJIK O€3 XpaHa.

4.3 [IpornBONOKa3aHHSA

ATOpHC € NPOTHUBOMOKA3aH NPH NalHEeHTH:
- CbC CBpbXUYYBCTBHTENHOCT KbM AKTHBHOTO BELLECTBO WM KbM HAKOE OT MOMOLLHHUTE BELLIECTBA

Ha TO3H JIEKapCTBEH MPOAYKT, H30pOeHH B Touka 6.1.

- C akTUBHO 4epHOAPOOHO 3a00NABaHE WU HEUZACHEHO NEPCUCTHUPALLIO MOBUILIEHHE HA
CEPYMHHMTE TpaHCAMHUHA3H, HAAXBBPJIALLO 3 MbTH ropHaTa rpaHULIa HA HOPMATa;

- [To Bpeme Ha OpeMEHHOCT; 110 BpeMe Ha KbpMEHE U MPH KEHHU B IETEPO/IHA Bb3PACT,
Hernpuaral CHrypHH KOHTpaLenTUBHHU cpeacTBa (BxkK. Touka 4.6):

- JlekyBaHH ¢ aHTUBUPYCHHTE CpPEeACTBA 3a JieueHHe Ha xenatuT C rnekanpeBup/nuOpeHTaCcBHP.

4.4 CnennaJiHH npeaynpexIeHHs H CHIeNHAJIHH NpeANa3HH MEePKH NPH ynorpeda

HepHoapoOHO yBpexaaHe

Tpsabsa na ce HanpaBAT QYHKUMOHAIHW YEPHOAPOOHHU M3C/I€IBAHKS NMPEAH 3aN04YBaHE HA JEYEHHUETO H
nepuoAr4HoO cien Toea. [1py nauMeHTH, Npu KOMTO ce NoABAT Oene3n U CUMINTOMH, Npeanonaraiim
YEPHOAPOOHO YBpEXKAAaHE, TE3H TECTOBE ca 3aab/KUTENHU. [TaLMeHTH, NpH KOMTO ce NMOoBULIAT HUBATA
Ha TpaHCaMHWHa3uTe, TpAOBa na ObAAT KOHTPOJIMPAHHU 10 W3YEe3BaHE Ha aHOMasMATa (a -
AKO MOBHULIEHHETO HA TPAHCAMHUHA3UTE, HAAXBBHPJIALIO MOBEYE OT 3 MbTH rOPHATA T
HopmaTa (ULN), nepcuctupa, ce npenopbyBa HamasasiBaHE Ha 103aTa WK MpeycTa
npyvema Ha ATopuc (Bx. Touka 4.8).

ATDpHC Tpﬂﬁﬂa Ja CE IpHjiara npeana3sjivBo rnpy nauyHeHTH, KOUTO KOHCYMHpAT 3



KOJIMYECTBA AJIKOXOJ1 M/H/IH UMAT aHaMHE3a 3a YepHOAPOOHO 3a00/19BaHe.

[IpenoTBpaTaBaHe Ha MHCYJIT YPE3 arpeCMBHO HaAMalsiBaHE HA HUBATa Ha xoJjecrtepona ((Stroke
Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL)).

Post-hoc aHanu3 Ha cyOTHMNOBETE MHCYITH MPH NauUMeHTH O0e3 ucxemuyHa 6osiect Ha cupuerto (UBC),
KOMTO ca OMJIM C HACKOPO MpeKapaH UHCYJT WK TpaH3uTOpHa ucxemMuyHa araka (TIA), e nokasan rno-
BMCOKA Y€CTOTAa Ha XEMOPAru4yeH HHCYJIT MPH NaLKUEHTUTE, BKIIKOYEHH HA Teparus ¢ aTOpBaCcTaTHH

80 mg cnpsamo naauedo. [ToBuiueH puck e oTOeNA3aH NPeAUMHO NPH NMALIUEHTHUTE C MPEAXO/IEH
XEMOparvyeH WHCYJ/T WK JIJaKyHapeH HH(apKT MNpy BKJIKOYBAHE B MPOYYBAHETO. 3a MALIUEHTHUTE C
NpeAXO/AeH XeMOparu4yeH HHCYJIT WM JJaKkyHapeH UH(apKT, OanaHCHT MEXIY PUCKOBETE H MMOJI3UTE OT
aropBacTHH 80 mg € HECHIyPEH W MOTEHUHUAIHUAT PUCK OT XEMOpAaruyeH UHCYJT TpsiOBa aa Obae
BHUMATEJIHO MPELEHEH MpeaH 3arno4yBaHe Ha Tepanuara (Bx. Touka J.1).

[IpodBH OT cTpaHa HA CKENETHATA MYCKY.J1aTypa

ATopBacTtaTHH, KakTo U aApyrure HMG-CoA-peayKkrazHH MHXHOUTOPH, B PEAKH Cly4au MOXKe /J1a
OKake HeO1aronpusaTHO Bb31EHCTBHE BbPXY CKeJIETHaTa MYCKYJIaTypa W 1a NPUYHHH MHAJITHS,
MHO3UT U MHOINATHA, KOUTO MOrar Ja nporpecupar a0 pabaoMH1oIn3a, NOTEHLHATHO
YKHUBOTO3aCTpallaBallo CbCTOSHUE, XapaKTEPU3UPaLLO C€ CbC 3HAYMUTETHO NOBHILIEHUE HA HMBATA HA
kpeaTHHHH kuHa3a (CK) (> 10 nbTH Han HopMmaTa), MUOrOOUHEMUSt U MHOTJIOOMHYPHS, KOUTO MOTraT
10 aoenar no 6bOpeyHa HeA0CTaTbYHOCT.

[Ipedu neuenuemo

ATopBacTaTHH Tps0Ba aa ce W3MnoJ38a BHUMATEIHO NPH NAUMEHTH ¢ npeapasnosaraii GakTopH 3a

pabaomuonusa. Huara Ha CK TpsOBa aa ce u3ciaeaBar npeau 3anoyBaHe Ha JieYeHHE CbC CTATHH B

CN€IHUTE CIyYaH:

- bbOpeuHo yBpexxaaHe;

- XHANOTUPEOHAU3IBM;

- AHaMHe3a, BKJI. H CEMEIHA, 3a HacC/IeACTBEHH 3a00/I9BaHHSA HA MYCKYJIUTE;

- AHaMHe3a 3a MyCKYJIHa TOKCHYHOCT OT CTaTHH WU puOpar;

- AHaMHe3a 3a YepHoApoOHO 3a0ossBaHe W/ WM yroTpeda Ha 3HAYMTETHH KOJIHYECTBA aJIKOXOJI;

- [Ipn nauneHTH B cTapyecka Bu3pact (> 70 r.) TpaOBa aa ce uMma npeaBHa HEOOXOAMMOCTTA OT
TOBa U3CJIE€/IBAHE B 3aBUCUMOCT OT HAJIMYKETO Ha ApYrH (hakTopH, nNpeapasnoJiaraiii KbM
padbaOMHOJ1U3Aa;

- Koraro e Bb3MOXHO MMOBHLIABAHE HA IUJIa3MEHUTE HUBA, HANp.NpH B3aMMOIEHCTBHS (BXK.
TOYKa 4.5) U CrieUHaIHU MONyalMH, BKJ1. FEHETHYHM cyOnonyanuu (BxK. Touka 5.2).

B TakuBa cuTyauuu TpsOBa Aa ce NpeUeHHU PUCKBT OT JIEYEHUETO CNPAMO Bb3MOKHHTE MOJI3H H CE
penopb4yBa KJIMHUYHO MOHHTOPHPAHE.

He Tpsa0Ba na ce 3anoysa jieyeHue, ako u3xoaHute HuBa Ha CK ca 3HauyuTe1HO NoBHILEHH (> 5 MbTH
HaJ HOpMara).

HS’;HEPB’HHE HAd KpedmuHuH Kurndsama

Kpearnnun kuHa3ara (CK) He TpsOBa na ce uscnensa cnen GU3M4ECKO HATOBAPBAHE WIIH TPH
HaJIHYUETO HA BEPOSATHA AJITEPHATHBHA MPHYHHA 32 HEHHOTO YBEJIHYEHHE, Thi KAaTO HHTEPNpETALUATA
Ha pe3yJITaTUTE B TAKUBA C/ly4yau € 3aTpyaHeHa. AKo u3xoaHure crtoilHocTH Ha CK ca 3HAYUTEITHO
MOBHLLIEHH (> 5 MbTH HA/l HOpMAaTa), HUBaTa TpAOBa a ce W3C/eABaT NMOBTOPHO B paMK
JIHH, 3a 1a C€ MOTBBPAAT PE3yJITATHTE.

I1o epeme na reyenuenmo

- [lauueHnTuTe TpAOBa n1a ObAAT NpeaynpeaeHHU BeaHara 1a ¢boOLasar 3a 1



OO0JIKH, KpamIii WK ¢1a00CT, 0OCOOEHO KOraTo TOBa € MPHU/IPYIKEHO C HEPA3IOJIOKEHHE HITH
MOBULLIEHUE HA TEMIMEpaATypara.

- Tpadsa na ce uscnensar HuBata Ha CK, ako ce nosBAT TaKHBA CUMIITOMH [10 BPEME Ha
TepanusaTa ¢ atopBactaTiH. HeoOXxoanMmo e npekpaTsBaHe Ha TepanusaTa, ako Ce YCTAHOBH, Y€
T€3W HUBA Ca 3HAYMUTEJIHO NMOBUILUEHH (> 5 MbTH HAjJ HOpMAaTa).

- Tpabsa na ce 0OMUCAM NpekpaTaBaHe HA JIEYEHHUETO, aKO MYCKYJIHUTE CUMITTOMHM €A TEXKKH U
[peU3BHUKBAT NOCTOSAHEH AUCKOMDOpPT, 10pU U B caydauTe, korato CK ca nosuiueHu 1o < 5
MbTH HAJ HOpMaTa.

- AKO cHMNITOMHTE OTWYMSAT U HUBaTa Ha CK ce HopManu3upar, Moxke 1a ce OOMMC/IH MOBTOPHO
BKJIIOYBAHE HA aTOPBACTaTHH WJIK 3aMOYBaHEe Ha Teparnus ¢ aJITEPHaTUBEH CTATHH MPH
H3M0J13BaHe HA HAW-HUCKaTa 103a U CTPUKTHO MOHUTOPUPAHE.

- [IppuembT Ha aTopBacTaTUH TpsAOBa Aa ObJe NMPEeyCTAaHOBEH, aKO ¢a HAIMLE MOBUILIEHH HUBA HA
CK (>10 nmbTH Haa HOpMaTa) WK ako ce JHarHOCTHLIMPA WK NMoAo3KMpa pad10MHO./IH3A.

Eonoepemenen npuem ¢ opyau iexkapcmeenu nPoOyKmu

PuckbT oT padioMHO.IM3a Ce NOBMLLABA MPH €1HOBPEMEHEH NPUEM Ha aTOPBACTATHH C OTpPeE/Ie/IEHH
JIEKapCTBEHHW NMPOAYKTH, KOUTO MOrar J1a MOoBHULIAT MJla3MeHaTa KOHLIEHTPALIUA Ha aTOPBACTATHH, KaToO
MOLLLHHTE UHXHOWTOPpH HAa CYP3 A4 wnu TpaHCNOPTHUTE NPOTEHHHU (HAMP.UMKIOCIIOPHH,
TEJIMTPOMHLIMH, KJIAPUTPOMHLIMH, €JIaBUPAHH, CTUPUIIEHTO/1, KETOKOHA30J1, BOPUKOHA30/1,
HTPaKOHa30J1, MO3aKoHa30/1, erepMoBHp WK HIV-nporeasHn HHXUOUTOPH BKJIKOYMTETHO PUTOHABHP,
JIONWHABHP, aTa3aHaBUP, HHAWPABUP, AAaPYHABUP, TPUNIPaHABUP/PUTOHABHUP M Ap.). PUCKBT OT
MHOMNATHs MOXE ChLIO J1a Oba€ MOBULLIEH NMPHU €AHOBPEMEHHOTO MPUIOKEHHE C reM(BUOPO3HI U IPYTH
(hubpaTH, aHTUBMPYCHH cpeacTBa 3a ieyeHue Ha xenatut C (HCV) (6ouenpesup, Tenanpesup,
endacBup/rpa3onpeBup, JeaunacBup/codocOyBUp), EPUTPOMHULIMH, HHALIMH WK €3€THMUO. AKO €
Bb3MOX>KHO, BMECTO T€3H JIEKAPCTBEHH MPOAYKTH TPAOBa Aa c€ OOMHUC/IH aNTEPHATHBHO
(HEB3aMMO/1IEMCTRALLIO JIeYEHHE).

[To BpeMe v ciiea 1eyeHue ¢ HAKOM CTaTUHHU € UMaJI0 MHOTO PEIKH ChOOILEHHS 3
HMyHOMe1MHMpaHa HekpoTH3aupalua muonatus (MMHM). Knuununo UMHM ce xapakrepusupa ¢
NepCUCTHpAaLLlA MPOKCHMaTHA MYCKYJ/IHAa ¢1adOCT U MOBULLEHW CEPYMHHU HUBA Ha KpeaTHH KMHA3aTa,
KOHMTO MEPCHCTUPAT BBITPEKH MPEKPATABAHETO HA JIEYEHUETO CbC CTATHHM, MOJIOKHTETHO aHTH-
HMG-CoA peaykTa3HO aHTUTAIO M NOA0OOpEHHEe ¢ HMYHOCYTIPECHBHH CPE/ICTBA.

B ciiy4au, korato € He0OX0AMMO €JHOBPEMEHHOTO MPUJIOKEHHE HA Te3H JIEKAPCTBEHH MPOYKTH C
aTOpBaCTaTHH, 110/13aTa U PUCKBT OT ChITBTCTBALLOTO JieueHHe TpAOBa na ObaaT OOMHUCIEHH
BHUMaTEJIHO. KoraTo nauyMeHTHTe nojly4yaBaT JIEKapCTBEHH NPOAYKTH, MOBULLIABALLH IJ1a3MEHATa
KOHLEHTpaLlMsl Ha aTOPBACTaTHH, CE€ NPErnopbyBa MNo-HACKa MaKCMMaJlHa 03a Ha aTopBacTaTHH. B
Clly4auTe C €JHOBPEMEHHO IpuJjaraHe ¢ MoLHH HHXUOUTOpH HAa CYP3 A4 TpabBa na ce o6¢bam no-
HUCKa Ha4aJlHa /1032 Ha aTOPBACTATHH H C€ MPEnopbYBa CbOTBETHO KIIMHUYHO MOHHTOPUPAHE Ha Te3H
nawMeHTH (BxK. Touka 4.5).

ATOpHC He TpsAOBa Ja ce npuiara €IHOBPEMEHHO € Py3U10Ba KUCEIMHA 32 CHCTEMHO MPUJIOKEHHE
WK B pAMKHTE Ha / JIHH CJIe[] CITMpaHe Ha JieyeHHUeTo ¢ Gy3uaoBa kucenuHa. [lpu nauueHTH, npwu
KOMTO yrnoTpedaTa Ha (py3uMa0Ba KMCEJIMHA 32 CHCTEMHO MPHJIOKEHHE € OT ChLIECTBEHO 3HAYEHHE,
JICYEHUETO CbC CTAaTHHH TPAOBA J1a Ce Crpe 3a LeUsA KypC Ha JiedeHHe ¢ py3uaoBa KMCENHHa.
Cb0o0LeHH ca cinyyan Ha pabaoMHOIK3a (HAKOH OT KOMTO (haTanmHK) MpH MaLMEHTH, MOJy4aBasiu
KOMOWHaUMs OT Py3U10Ba KMCETHHA CbC CTATHHH (BXK. TouKa 4.5).

[launenTuTe TpsAOBa Na ObAAT NOCHBETBAHH 1A NOTBLPCAT HE3a0ABHO JIEKAPCKA MOMOLLL, aKO MPH TAX Ce
NMOsABAT CUMIITOMH Ha MYCKYJIHA €J1a00CT, 00JIKa MW YyBCTBUTEJIHOCT.

JleyeHneTo cbe CTaTHHU MOXKE Aa ObAe 3arnoYHaTO OTHOBO CEEM IHH CJi€ MOCIENH
(¢y3ua0Ba KUCEJIUHA.

B oraenHu ciyvau, Korato € HEOOX0AUMO MPOAB/IKHTENHO JIeUeHHE ¢ (Py3H10BA
CUCTEMHO NPHJIOKEHHE, HAMP. NPH JIEYEHHUE HA TEXKH HHPEKLMH, HY)K/1aTa OT €/1H



[PpUI0KEHHUE HA ATOPHC UM Qy3U10Ba KMCEIMHA TPAOBA /1a C€ NPELIEHH 3a BCEKH OT/I€/IEH NMaLMEHT U
o NPAKO JIEKAPCKO HadJII0AEeHHE.

[leanaTpyuyHa nonyaauus

B 3-roauiuHo npoy4ysaHe, OCHOBAHO HAa OLIEHKA HA USJIOCTHOTO Ch3psiBaHE M pa3BUTHE, OLIEHKA MO
craavit Ha Tanner U U3MEpPBAHE HA BUCOYMHATA M TEMJIOTO, HE ce Ha0JI0JaBa KJIMHWUYHO 3Ha4YUM edekT
BbPXY pPa3BUTHETO M I10J10BATA 3pAJIOCT (BXK. TOYKA 4.8).

UnTrepcTuumnanHa 6enoapodHa doaect

[Ipu npuem Ha cTtaTMHHM ca cbOOLABAHH OTAEHHU CIyYad Ha MHTEPCTULIHAHA OenoapooHa Goulecr,
O0COOEHO NpH NPOAb/IKUTEHA Tepanus (BxkK. Touka 4.8). [IpogBure Morar aa BKIOUYBAT AUCITHEA,
HENPOAYKTHBHA KalllJILia ¥ OOLLO BJIOLIABaHE Ha 3paBeTo (yMopa, 3ary0a Ha TerJjio ¥ Tpecka).
Tepanusara cbe cTaTMHU TPAOBA [a Ce MMPEeyCTaHOBU, aKO Ce NMOI03MPa, Y€ NMaLMEHTa € pa3Bu)]
HHTEpCTULIMAIHA OenoapoOHa DoecT.

3axapeH auabder

Hsakou naHHHW MOKa3Bar, Y€ CTaTUHUTE Ca KJlac JIeKapCcTBa, KOWTO NMOBULLIABA KpbBHATA 3axap M Mnpu
HAKOH MaLUMEHTH, U3JIOXKEHHU HAa BUCOK PUCK OT pa3BUTHE HA AHA0ET, MOXKE 1a OBEAAT 10 ChbCTOSTHHE
Ha XMUNEPriIMKeMHUs, NMPH KOETO C€ H3UCKBA MPOBEXAAHETO HA MOAXOAALLUH MEPKH KAaKTO NpH AUHaleT.
To3u puck, obaue, ce kKOMNEHCHpa OT HaMaJIIBaHE Ha CbAOBUS PUCK MPH JIEYEHHETO ChC CTATHHH H
3aTOBa HE Tpsa0Ba na ObJe NpUYHMHA 3a CIMpaHe Ha NedeHueTo. Ha nauueHTUTe, H3/105KEHH HA PUCK
(roko3a Ha raaaHo 5.6-6.9 mmol/L, UTM> 30kg/ m?, nOBHILEHH TPUIIHLIEPHH, XMITEPTOHHS),
cje/lBa a Ha3Ha4d NMpoOBeXJaHe HA KIIMHUYHHA U OMOXUMHYHH U3C/I€1BAHUSA B CbOTBETCTBHE C
HalLlMOHAJIHUTE PbKOBO/CTBA.

MHuacTEHHs rpaBHC

B HsAKO/IKO ciiyyas ce cboOLuaBa, 4e CTaTUHHUTE MHAYLUUpAT de nOvo WW BIIOLLIABAT BEye
CbLIECTBYBALlla MHACTEHHUSA IPaBHC WK OYHA MHUACTEHHUA (BXK. TO4YKa 4.8). [IprioxkeHueTo Ha ATOpHC
TpsOBa aa ce cripe B cjly4yai Ha BjollaBaHe Ha cumnTomuTe. Mma cboOlueHus 3a peldauB npu
(MOBTOPHO) NMpHJ1araHe Ha ChLUMSA WU Pa3/IMUEH CTATHH.

I loMoOLIIHHU BeLllECTBA

ATOpHC CbAbpKa NaKTo3a. [lauMeHTH ¢ peaku HacaeaACTBEHH NMpodJieMH Ha HEMOHOCUMOCT KbM
rajlaKrosa, MbJieH JlakTa3eH AeULUMT WIH MHOKO3HO-rajlakTo3Ha ManabcopOuus He TpsaOBa na
[MPUEMAT TO3HM JIEKAPCTBEH MPOAYKT.

To3u nnekapcTBEH NPOAYKT ChAbpaKa NMo-Majako ot | mmol HaTpuit (23 mg) Ha TabneTka, T.€. MOXe 1a
Ce KaXKe, Y€ MPaKTHYECKH HE CbAbprKa HAaTPHH.

4.5 B3aumoaeHcTBHE C APYIH JIEKAPCTBEHH NPOAYKTH H ApYrH GOpMH HA B3aHMOAeHCTBHE

EdekTy Ha eIHOBPEMEHHO NMPHUJIOKEHH JIEKAPCTBEHH NPOAYKTH BbPXY aTOPBACTATHH

ATopBacTaTuH ce metadbonu3upa ot uutoxpom P450 3A4 (CYP3A4) u e cydeTpaT Ha 4epHOAPOOHHTE
TpaHCMopTepH, OpraHMYHUs aHHOH-TpaHcnopreH noaunentua 1B1 (OATP1IBI1) n 1B3 (OATPIB3)
TpaHcroprep. Merabonurure Ha atopBactatuH ca cyoctpati Ha OATPI1BI1. YcraHoBeps
Taka, 4€ aTOpBacTaTHH € cyocTpar Ha eyiyKCHUTE TpaHcnopTepy P-riiMkonporeunH !'/;;-
NpOTEHHa Ha PE3UCTEHTHOCT Ha pakKa Ha rbpaara (Breast cancer resistant protein, BZRY
Jla OrpaHU4aT YpeBHaTa adcopOLMs W HKTBbUYHHUS KIHPBHC HA aTOPBACTATHH (BXK. -,l
EAHOBPEMEHHHUAT NMpUEM HA JIEKAPCTBEHH NMPOAYKTH, KOUTO ca HHXHOUTOpH Ha C Y PEA .
TPAHCHOPTHHUTE MPOTEHHH MOKE a 10BeAe 10 NOBHLLIABAHE HA MJa3MEHHTE ]{OHLI,'Fég fis
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aToOpBaCTaTHH. H MOBUILIEH PUCK OT MHOMNATUA. PUCKBT MOKe 1a ce MOBHUILLM CbIIO MPH €IHOBPEMEHHO
pUjlaraHe Ha aTOpBacTaTHH C JAPYTIH JIEKAPCTBEHH NMPOYKTH, NMPUTEXKaBally NOTEHLHMA Ja
HHAYLMpaT MHONaTusa Kato (huopatu U e3eTUMHO (BK. Touka 4.4).

CYP3A44 unxuoumopu

MouHute CYP3A4 nHXHOMTOPH ca nokasaiiu, 4e BOASAT A0 YYBCTBUTEIHO MO-BUCOKA KOHLIEHTpaLHUS
Ha aTropBacTaTHH (BH)KTe Tadauua 1 U cneunduyHara uHGopmauus no-goay). EaHoBpeMeHHOTO
rnpujaraHe Ha MOLLHH HHXHOHUTOpU HAa CYP3 A4 (Hanp. UMKJIOCNOPUH, TETHTPOMHLIMH,
KJIApUTPOMHLIUH, €JJaBUPAHH, CTHPHUIIEHTOJ, KETOKOHA30J1, BOPUKOHA30/1, HTPAKOHA30.1,
N03aKOHa30J1, HAKOM aHTUBUPYCHH CPEACTBA, U3M0JI13BaHH NpH JjeuyeHueTo Ha HCV (Hanpumep
endbacsup/rpasonpesup) u HIV-nporeazHn HHXHOUTOPH, BKJIFOUHTENTHO PUTOHABHD, JIONIMHABHDP,
aTa3aHaBUp, HHAWHABHUP, JapYHaBHP W [1p.) M0 B3MOXKHOCT TpsAOBa j1a ce u3dbarea. B ciyuyau, koraro
HE MOJXKE /1a c€ U30€erHe €IHOBPEMEHHOTO MpHJiaraHe Ha T€3H JIEKAPCTBEHH MPOAYKTH C aTOPBACTaTHH,
TpsAOBa na ce OOMMCAT NO-HUCKHU HaYalHA M MAKCUMATHA 1034 HAa aTOPBACTaTHH, U CE Mpenopb4Ba
MOAXOAALLO KJIHHHYHO MnpocieasaBaHe Ha nauyeHra (Bxk. Tabauvua 1).

YmepeHnute HHXUOUTOpH Ha CYP3 A4 (Hanp. epUTPOMULIMH, IHJITHA3EM, BepanaMu/l U (J1yKOHa30:1)
MOraT Ja NMOBULIAT IJIA3MEHHUTE KOHLUEHTpAaLlMU Ha aTopBacTaTuH (B>, Tadbauua 1). HabnronasaH e
MOBULIEH PUCK OT MHOMNAaTHUs NpH ynotpeda Ha epUTPOMULIMH B KOMOMHALMA cbe craTHHU. He ca
MPOBEXKAAaHHW MPOYyYBAHHUA HA B3aUMOJEHCTBHUATA, KOUTO Aa OLUEHAT e(heKTUTEe Ha aMHOJAPOH HIIH
BEparnamm/ BbpXy aropBacTaTHH. M3BecTHO e, ue amMoaapoH W BepanaMuil HHXHOHUpAT aKTHBHOCTTA
Ha CYP3A4 1 eqHOBPEMEHHOTO NpHJaraHe ¢ aTOpBaCTaTHH MOXKeE /1a 0BeIE A0 MOBHILIEHA
€KCMO3HLMA Ha aTopBacTaTHH. ETO 3a110 npu eaHoBpeMeHHa ynortpeda ¢ ymepeHH HHXHOUTOpH Ha
CYP3A4 tpaOsa na ce 00CHaM NMO-HUCKA MaKCHMAaJIHA 034 Ha aTOPBACTaTHH H Ja CE€ MPOBE/E
MNOAXOAALLO KIMHHYHO MpocieasBaHe Ha nauMeHTa. KIMHUYHO npocneasBaHe ce npenopbysa KakTo
[pH 3aro4YBaHe Ha TepanuaTa, Taka U MpH nocjeapaula NpoMsHa Ha J03MpOBKaTa Ha HHXUOKWTOPA.

Hnoykmopu na CYP3A4

EAHOBpEMEHHOTO MPHJIOKEHHE HA aTOPBACTATHH C HHAYKTOPH Ha UMTOXpOM P 450 3A4 (Hanp.
e(paBUpEHL, pH(PAMIHH, XKbJIT KAHTAPUOH) MOKE J1a JOBe/Ie 10 MPOMEHIHBO MOHWKEHHE Ha
J1a3MEHHUTE KOHLEHTpaLMHU Ha atopBacTaTuH. [lopaau ABOMHMA MEeXaHU3bM Ha B3aMMOEHCTBHE HA
pudamMnuH (MHAYKUHUS HA UMTOXpOM P-450 3A4 1 uHxuOupaHe Ha TpaHCNOpTEPa Ha XENaTOLUTHOTO
3axBainaHe OATPIB1) ce npenopbuBa eqHOBpEeMEHHO NpularaHe Ha aTOPBACTATHH ¢ pU(aAMIHH, Thil
KaTo Mo-KbCHOTO MPHUJIOKEHHUE HA aTOPBACTATHH CJie MPUEM Ha pyU(daMIKH ce CBbP3Ba ChC 3HAUYHMO
HamaJisiBaHE Ha MJIa3MEHWTE KOHLUEHTPALIMK Ha aTopBacTaTUH. BiusiHueTo Ha pudaMnuH BbpXyY
KOHLUEHTpPALIHMTE HA aTOPBACTaTHH B XEMaTOLMTHTE € HEU3BECTHO M, aKO €JHOBPEMEHHOTO MpHJIaraHe
HE MOXeE J1a ce u30erHe, nauMeHTUTe TpaOBa 1a ce NpocaeasBaT BHUMATEIHO 3a OLIEHKA Ha
TE€paneBTHYHUTE €(DEKTH.

1pancnopmuu unxubumopu

MHXUOUTOpHTE HA TPAHCMIOPTHUTE NMPOTEUHHU MOXKE J1a MOBUILAT CUCTEMHATA HAJIMYHOCT Ha
aTopBacTaTvH. LIUK1OCNOPHH U JIeTEPMOBUP ca HHXHOUTOPH HA TPAHCTIOPTEPUTE, BKIIOYEHH B
€JIMMHHHUpaHETO Ha atopBactaTuH, Hanp. OATP1B1/1B3, P-gp, u BCRP, koeTo Boau 10 nosuLueHa
CUCTEMHA HAJIMYHOCT Ha atopBacTaTHH (BX. Tadbauua 1). EQexkTbT OT HHXHOHUpaHETO Ha
TPAHCMOPTEPHTE HA XENATOLIMTHOTO 3aXBalllaHe BbPXY KOHLUEHTpALMATA Ha aTOPBACTATHH B
X€NaTOLMTHTE € HEU3BECTEH. AKO €IHOBPEMEHHOTO NpHJaraHe He MOXe J1a ce u3derHe, ce
npenopn»4Ba NOHWXKaBaHe Ha 103aTa W KJIMHUYHO HabtoaeHue Ha epektute (Bxk. Tabaunua 1).

€IHOBPEMEHHO CbC LIUKJIOCTIOPHH (BXK. TOouka 4.4).

l'empuopozur/puopamu




CamocTosTenHaTa ynorpebda Ha ¢puOpaTH ce CBbp3Ba NOHAKOra ¢ MUONATHUSA, BKJIKOUHUTETHO
padaoMHOIM3a. PUCKBT OT TaKMBA CHCTOAHUSA MOXE /14 C€ NOBULUM NPH €JHOBPEMEHHOTO Mpu/iaraHe
Ha puOpaTH M aTOpBaCcTaTHUH. AKO €1HOBPEMEHHOTO IpHJaraHe He MOXKe aa ce u3berHe, TpsOBa aa ce
rpujara Han-HUCKaTa TeparneBTHYHa /103a aTopBacTaTUH U NauMeHTa TpsAOBa 1a c€ MOHUTOpHpa
BHUMATEJHO (BX. TOYKa 4.4).

Ezemumuo

CamMOCTOATETHOTO NMPHIOKEHHE HA €3€TUMHUO Cce CBbp3Ba C MUOMATHSA, BKIIHOUYMTETHO padIOMHOIH3A.
3aToBa pUCKBT OT TAKHBA CbCTOAHHA MOXKe /1a Ob/1e NOBULLEH NPH €HOBPEMEHHOTO NpHjiaraHe Ha
e3eTUMHUO ¥ aTopBacTaTvH. [IpenopbuBa ce BHUMATETHO KIMHUYHO MOHHTOPUPAHE HA TE€3M MALHEHTH.

Konecmunon

[L1a3MeHuTe KOHUEHTpPaUMH Ha aTOPBACTATHH H AKTUBHUTE MY METa0O0/IMTH ca OMJIM NO-HHUCKH
(CLOTHOLLIEHHE Ha KOHLIEHTpauusaTa aropBactaTuH: 0,74), KOrato KOJECTHION € NpujiaraH
€/IHOBPEMEHHO C atopBacTaTtiH. EQexkTbT cripamMo aMnuaHuTe HUBa obave € OU No-U3pas3eH, KoraTto
ATOPHC W KOJIECTHIIOJI Ca MpHJIaraHu € IHOBPEMEHHO, OTKOJIKOTO MPH CAMOCTOATEHO MPHII0KEHHUE HA
/1BaTa JIEKAPCTBEHH NPOAYKTa.

Dyzuooea KuceauHd

PuckbT OT MHOMATHA, BKJIFOYHTETHO pabIOMHOIK3a, MOXKE @ CE MOBUILLH NMPH €JHOBPEMEHHO
MPUJIOKEHHUE HA (PY3UA0BA KUCEJIMHA 332 CHCTEMHO NPHJIOXKEHHUE CbC CTATHHH. MeXaHHW3MBT Ha TOBa
B3auMoiercTeue ((papMakOAMHAMHUYHO WK (PAPMAKOKMHETUYHO, WJIK W JIBETE) BCE OLLIE € HEU3BECTEH.
Mma cboOluenus 3a ciyyau Ha pab1oMHO/IM3a (HAKOU OT KOUTO ¢ (haTasieH u3XoM) MpHU MalHeHTH,
[oJly4yaBajy Ta3u KOMOHHaLMA.

AKO € He0OX0AUMO JieueHHe ¢ Py3Uua0Ba KUCETMHA 32 CHCTEMHO MPHJIOKEHHUE, TEPAMNHUATA C
aTopBacTaTHH TpsOBa aa ce NPEeKpTH Mo BpeMe Ha JiedueHHeTOo ¢ (y3u10Ba kKuceanHa. Bukre cblio

Touka 4.4.

Konaxuyun

Bbnpeku ye Ha ca npoBe)JaHW NPOy4BaHUA 3a B3aMMOAECHCTBUATA HA aTOPBACTATHH C KOMXHLIMH,
cbOOLLIABAHH Ca C/y4Yau HAa MUOMATHs, KOraTo arTOpBacTaTHH € MpuJiaraH eJHOBPEMEHHO C KOJIXHLMH.
HeobxoauMMo € noBULLIEHO BHUMAHUE MPH NPEANUCBAHETO HA AaTOPBACTATHH C KOJIXHULIMH.

E(bEI{T Ha aTOPBACTATHH BbPXY €AHOBPEMCHHO NpUJIaraHy JICKapCTBCHH MNMPOAYKTH

Jueoxcun

[Ipy MHOrOKpaTHO MpUJIOKEHHE HA AUFOKCHH eAHOBpeMeHHO ¢ 10 mg aTopBacTaTHH CTALIMOHAPHHTE
KOHLUEHTpaLMH Ha AUITOKCHH C€ MoBHLUaBaT Jeko. [launMeHTH, KOMTO npUemaTt AUrokCUH, TpsAaOBa aa
ObaaT BHUMATETHO MPOCJ/ICAABAHH.

llepoparnu konmpayenmugu

EAHOBpEMEHHOTO NnpuiaraHe Ha aTOpBacTaTHH C NEpOPaIeH KOHTPALUENTUB BOAMW 10 NOBHULIEHA
KOHLIEHTpaLMs Ha HOPETUHAPOH K €ETHHHJ1 €CTPAJHOI.

Bapgapun




KbM |5-THs 1€H HA JIEYEHHETO ¢ aTopBacTaTHH. Bbrpeku ye MHOro paako ca ¢boOLaBaHH KIMHHUYHO
3HAYMMH B3aMMO/ICHCTBHS C AaHTHKOAryJ/1laHTH, NPOTPOMOMHOBOTO BpeMe TpsiOBa Aa Obae onpeaesieHo
MpeaM 3arno4yBaHe Ha aTOPBACTATHH MPHU NMALIMEHTH, MOyYaBalllh KYMapuHOBH aHTUKOAryJ/IaHTH H
JNOCTATbYHO YE€CTO B HAYAJIOTO Ha TEpariMAaTa, 3a Ja ce MnoJACUMrypH, 4e He Bb3HUKBA 3HAYUMa MpoOMsaHa
B MPOTPOMOMHOBOTO BpeMe. Korato ce 10KyMeHTHpa cTaOMJIHO NPOTPOMOMHOBO BpEME, TO MOXKE /1a
Ob/Ie MOHUTOPUPAHO Ha HHTEPBAIH, KOUTO OOMKHOBEHO C€ MPEenopbYBaT MPH NalLKEHTH Ha
KyMapHHOBH aHTHKOAryJ/laHTH. AKO 103aTa Ha aTOPBAaCTaTHH C€ NPOMEHHU HJIK CE€ NMPEKpaTH NpHema,
TpsAdBa Ja ce NMOBTOPHM ChluaTa npoueaypa. Tepanusita c aTOpBacTaTUH HE C€ CBbP3BA C KbPBEHE HMIIH C
[IPOMEHU B NPOTPOMOUHOBOTO BpeME MpPH MALUEHTH, KOUTO HE NMPUEMAT aHTHKOAryJIaHTH.

Tabauua 1: EpekTn Ha eHOBPEMEHHO NpUJIaraHy J€KAPCTBEHH MPOAYKTH BbPXY
(hapMaKOKMHETHUKATa HAa aTOPBACTATHH

EaHoBpeMeHHO npu/araH ATOpBACTATHH

/IeKapPCTBEH NPOAYKT H PEKHM | Jlo3a (mg) CroTHo= KmRRaHa [lpEIIﬂpLICHﬂ

R ROIHPAHE IIeHHEe HA

- AUCT ]

['nekanpesup 400 mg BeAHDBXK 10 mg BeaHbK 8,3 .‘- EaHoBpemMeHHOTO

aHeBHo/ITuOpenTaceup 120 mg JIHEBHO 3a 7 AHM MPUII0KEHHUE C MPOAYKTH,

BEAHDbX AHEBHO, 7 HH ChAbPKALLUU I'JIEKATPEBUP
WU NUOpEHTACBHUp, €
MPOTUBOMNOKA3aHO (BXK.

_ _ | Touka 4.3).

Tupnanasup 500 mg nsa nbTH 40 mg ot aeH 1, 9,4 Koraro eqHOBpEMEHHOTO |

nHeBHo/ PutoHaBup 200 mg nBa 10 mg ot aeH 20 | MpUnaraHe ¢ aTopBacTaTHH

NbTH AHEBHO, 8 nHHU (oT neH 14 € He0OXO0IMMO, He

no 21) npesywiasaire 10 mg
aTOPBACTaTUH JIHEBHO.
[IpenopbyBa c€ KIMHHYHO
NpocieasBaHe Ha TE€3H

| NaLHEHTH.

Tenanpesup 750 mg Ha 8 yaca 3a | 20 mg eqHOKpaTHa 1,9 |

10 nHwM n03a

LluknocnopuH 5,2 mg/kg/nen, 10 mg BeaAHBXK 8,7

NMOCTOSSHHA 1034 JIHEBHO 3a 28 1HH

Jlonunaeup 400 mg aBa nbTH 20 mg BeaHBXK 5,9 Korato e1HOBpeMeHHOTO

nHeBHo/ PuroHaBup 100 mg nBa | aHeBHO 3a 4 HW [pUjaraHe ¢ aTopBacTaTHH

MbTH IHEBHO, 14 NHH € HE0OX0aAMMO, ce
Npenopb4YBaT MO-HUCKH
NOAABPIKALLH A03HM Ha
atopsactatH. [Ipu 103u Ha |
aTOpBACTaTHH
HaaBuwasauu 20 mg, ce
MPenopb4Ba KJIIMHUYHO

Knapurpomuuux 500 mg nBa [ 80 Mg BEAHBXK 4,5 Sineasuiali
MaLUHEHTHTE.

MbTH AHEBHO, 9 NHH JIHEBHO 3a 8 1HHM




CakBuHasup 400 mg aBa nbTH

aHeBHo/ Putonaeup (300 mg nBa

MbTH AHEBHO OT JAHHU 5-7.
nosuuieH 10 400 mg aBa nbTH
JHEBHO Ha jaeH 8), nHu 4-18, 30
min ¢Jea A03aTa Ha
aTOpBacTaTHH

40 mg BeAHBK
AHEBHO 3a 4 HH

JlapyHaBup 300 mg nBa nbTH
nHeBHo/PutoHaBup 100 mg nBa
MbTH AHEBHO, 9 1HH

J
O

10 mg BeaAHBK
JAHEBHO 3a 4 OHH

HUrpakonaszon 200 mg nHesHo, 4
JTHH

40 mg eaqHOKpaTHa
no3a

do3zamnpenasup 700 mg aBa

nbTH AHEeBHO/ PuTtoHaBup 100 mg

ABa IMbTH JHCBHO, 14 AHH

Haasuwagawu 40 mg, ce

| naumeHTuTE.

10 mg BeaHBK
JIHEBHO 3a 4 HH

®o3amnpenaBup 1400 mg npa
MbTH AHEBHO, 14 QHH

10 mg BeAHBXK
JTHEBHO 3a 4 NHH

! —

KoraTo e1HOBpEMEHHOTO —I
[pujaraHe ¢ aTopBacTaTHH
€ HEOOX0aAUMO, Cce
[PENnoOpbYBAT MO-HUCKH
NOAAbPIKALLM 103H Ha
atopsacTatuH. [1pu 103u Ha
aTOpBaCTaTHH

npenopbn4Ba KJIMHHYHO
MpocCjiICAABaHE HA

Enbacsup 50 mg BeaHBK
nHeBHO/I pa3zonpesup 200 mg
BEHbXK JHEBHO, |13 nHMH

10 mg eaMHHUYHA
a03a

| JletrepmoBup 480 mg BeAHDBK
nHeBo, 10 aHu

20 mg eaAMHUYHA
Ao3a

[ 1,95

3,29

Hendunasup 1250 mg asa nbtH
OHEBHO, 14 qHH

10 mg BeaAHBX
IOHEBHO 3a 28 nHMU

Cok ot rpeindpyT, 240 mL
BeHDbX JHEBHO*

Jlo3ara Ha aTOpBaCTaTHH HE
TpsOBa 1a HaJBHLLIABA
AHeBHa a03a oT 20 mg no
BpE€ME Ha €IHOBPEMEHHO
MPUJIOKEHHUE C NPOAYKTH,
ChAbpXKALLM €10aCBHP HIIH

|_rpa30npeaup.

Jlo3ara Ha aTopBacTaTuH He
TpsaOBa J1a HaJBH1lIaBa
AHeBHa 103a ot 20 mg no
BPEME HAa €AHOBPEMEHHO
[MPHJIOKEHHE C NMPOAYKTH,
ChAbPKALIUH JIETEPMOBHP.

1,74

Hsama cneuuanHu

MpenopbKH.
—

40 mg, eAHOKpaTHa
n03a

Junntuazem 240 mg BeaHbK
IHEBHO, 28 1HH

11,37

He ce npenopbuBa
€IHOBPEMEHHHSA NMPHUEM Ha
roJIEMH KOJIMYECTBA COK OT

rperndpyT u

dTOpBACTATHH.

40 mg, eqHOKpaTHa
no3a

1,51

Eputpomuuut 500 mg yetupu
MbTH JHEBHO, 7 OHH

10 mg, enHOKpaTHa
A03a

AminoaunuH 10 mg, BeaAHBbX)
THEBHO

Cnen 3ano4YBaHETO Ha
TepHHHHTﬂ UJIH CJIC ]
ﬂpOMHHﬁ Ha HDBHPDBI{HTH
Ha JHJITHA3EM, CC
Npenopb4yBa KJIIMHUYHO
[pocJ/ieISBaHE HA
NaLlHEHTHTE.

1,33

[IpenopbuBa ce no-HUCKa
MaKCHUMAaJTHAa ¥
/7

80 mg, enHokpaTHa
ao03a

1,18




| Liumernann 300 mg 4YeTHpH [ 10 Mg BEAHBK 1,00 Hama cneuuanHu

MbTH JHEBHO, 2 C€AMHULH AHEBHO 3a 42 NPENOPHKH.
Ce/IMHULIH

Konectunon 10 g aBa nbTH 40 mg BeaAHBXK 0,74** Hsama cneumanHu

JIHEBHO, 28 ceaAMH LM JTHEBHO 3a 28 MPENOPbHKH.
CeIMULHU

AHTHALIM/IHA CYCMNEH3HUA OT 10 mg BeaAHBXK 0,66 Hsama cneuunanHu

MarHe3uMeB U aTlyMHHHUEB IHEBHO 3a |5 aHHM [IPENOPBKH.

xuapokcuau, 30 mL yetupu

NbTH AHEBHO, |7 qHH

Etbaﬂnpenu 600 mg BeaAHDbXK 10 mg 3a 3 aHM 0,59 Hsama cneuuantu
IHEBHO, 14 nHHU NMPENOPbKH.
| Pudpamnuu 600 mg BeaHbxK 40 mg eaHoKpaTHa 1,12 AKO €JHOBPEMEHHOTO
JIHEBHO, 7 1HH (€ JHOBPEMEHHO n03a npujaraHe He MOXe J1a Ce
MPHJI0KEH) u3derHe, ce npenopbysa
| KnuHHYHO npoc/jeasBaHe
NPy €JHOBPEMEHHO
rpuJiaraHe Ha
aTOpPBACTaTHH U pUdaMMKH.
Pudamnuu 600 mg BeaHbxK 40 mg eaqHOKpaTHa 0,20
JIHEBHO, 5 AHM (103MUTE ca 1034
pa3/ie/IEHH) |
['emdpudpo3un 600 mg aga nbth | 40 mg eaHOKpaTHa 1535 [IpenopbuBa ce no-HUCKa
JHEBHO, / IHH | no3a HayaJiHa 1034 U KJIMHUYHO
NpocJie1sBaHe Ha TE€3HM
NaLHEHTH.
®eHopudOpar 160 mg BeaHbXK ‘ 40 mg eaHOKpaTHa 1,03 [IpenopbuBa ce no-HUCKa
JHEBHO, 7 HH no3a | Ha4aHa 103a M KIIMHUYHO
npocjieAsiBaHe Ha TE3M
| | | MALMEHTH.
| bouenpesup 800 mg Tpu NbTH 40 mg eaHOKpaTHa 2.3 [IpenopbuBa ce no-HUCKa
JHEBHO J103a Ha4yaJlHa J103a U KJIHHUYHO
poc/ieasaBaHe Ha TE3H
nauMeHTH. [1pu
e/IHOBPEMOHHO
NpUJIOKEHHE C DoLienpeBUp
, JHEBHA 71034
aTOpBacCTaTHH He TpsaOBa na
| npesHiuasa 20 mg
&

[IpeacraBnsgBa CbOTHOLUEHHUE MEXKAY JIEYEHUATA (JIEKAPCTBEH MPOAYKT, NpUaraH € JHOBPEMEHHO

C aToOpBaACTATHH, CIIPAMO CAMOCTOATEJIHO MNMPHIIOXKCHHUE HA EITOPBHCTEITHH).
#

BX. TOYKHU 4.4 1 4.5 3a KIMHUYHATA 3HAYUMOCT.
* Cbabpika e1Ha WK NnoBeye CbCTaBKU, KOUTO HHXHMOUpaT CYP3 A4 u Mmorar aa nouiuar
JITa3MEHUTE KOHUEHTPALMU Ha JIEKAPCTBEHH NMPOAYKTH, KOMTO ce MeTabosn3upar ot CYP3A4.
[IpuembT Ha eaHa yawa 240 ml cok ot rpelndpyT cbo Boau a0 noHwxkasaHe Ha AUC ot 20,4%
32 AKTUBHUSA OPTOXHIAPOKCH MeTadoJUT. ['osieMH konnuecTBa cok oT rpeindpyt (Haa 1,2 | HEBHO
3a 5 aHW) noBuwasa AUC Ha aropBacTaTuH 2,5 nbTH U AUC Ha aKTUBHUTE CbCTABKH
(aropBactatuH U MeTadouTH), HMG-COA — peaykrazHu UHXHOUTOPH, 1,3 NbTH.
** CproTHOWEHHE, Da3MpaHO HA eAMHHYHA Npo0a, B3eta 8-16 yaca cnen no3ara.
OD =Beanwx aHesHo, SD = eaHokpaTtHa no3a, BID= aBa nbTu aHesHo, TID = 1p
QID= 4yeTHpH NbTH IHEBHO




Tabauua 2: Edekr Ha aTopBacTaTUH BbpXY (hapMaKOKMHETHKATAa HA €AHOBPEMEHHO MPUI0KEHHE
JI€KAPCTBEHH MPOAYKTH

ATOpBacTaTHH U CXeMa Ha EAHOBpEMEHHO NMPHI0KEH JIeKapCTBEH MPOAYKT
N03UpaHe
JlekapcTBeH CbhoTtHOoweHue | KIHHUYHHM
npoaykt/J{o3a (mg) s ATIC [PernopbKH
80 mg BeaHBK AHEBHO 3a 10 | Jurokcux 0,25 mg Ldo | MaunenTu
AHH BEAHBXK AHEBHO, 20 [pUeMally AMrOKCHH
IHH TpsOBa aa Obaar
BHUMATEJIHO
| | _ | nmpociefsBaHH. |
40 mg BeAHDBXK AHEBHO 3a 22 [lepopaiiuu 1,28 Hsama cneumanHu
IHH KOHTpauernTHUBH 1,19 NMpernopbKHM.
BEIHBXK JAHEBHO, 2
Mecela
- HOPETHHAPOH | mg
- ETHHUJIECTPAHO
| 35 pg e
80 mg BeAHBK AHEBHO 3a 15 * deHazoH, 600 mg 1,03 Hsama cneunanyu
JIHH eAHOKpaTHa ao3a* NPenoOpPbKH
10 mg eqHOKpaTHa a03a Tunpanasup 500 mg 1,08 Hsama cneuunanHm
[1BA MMbTH AHEBHO/ NpenopbKu
PutonaBup 200 mg '
Ba NMbTU NHEBHO, 7
I S ... S | .
10 mg BeaAHBK AHEBHO 3a 4 Po3aMnpeHaBUp 0,73 Hsma cneumannu
JTHH 1400 mg nBa nbTH NnpenopbKu
JOHEBHO, 14 nHU
10 mg BeaAHBK AHEBHO 3a 4 do3amnpeHaBup 0,99 Hsama cneuuannu [
OHH 700 mg nBa mbTH MpenopbKH

AHeBHO/ PUTOHaBHp
100 mg aBa nbTH

OHEeBHO, 14 nHU

[IpencrasiisiBa CbOTHOLLUEHHUE MEXY JIEYEHUATA (JIEKAPCTBEH MPOAYKT, NpUJiaraH €HOBPEMEHHO C
aTOpPBACTaTHH, CIPAMO CAMOCTOATE/IHO NPUJIOMKEHHUE HA aTOPBACTATHH).
* EAHOBpEMEHHOTO npujiaraHe Ha MHOrOKpPaTHH J03H aTOPBACTATHH W (D€HA30H MOKA3BaT MabK
WJIM HE0JIOBUM e(eKT BbpPXY KJIMPbHCA Ha (peHa30H.
OD =BeaHbx aHeBHO, SD = eaHokparHa n03a, BID = nBa nbTH AHEBHO.

&

lleanaTpuyHa nomyJauus

[IpoyuBaHHs BbPXY JIEKAPCTBEHUTE B3aMMOIEHCTBUA Ca U3BbPLUEHH €AMHCTBEHO NPH Bb3pacTHH(BIK.
Touka 4.8). CreneHTa Ha B3aMMO/IEMCTBHUE B ME€MAaTPUYHATA MOIYyJ1alUsa He € u3BecTHa. TpsaOBa na ce
MUMaT MpeaABH rOPECNOMEHATUTE B3aUMOAEHCTBHUSA MPH Bb3PaCTHHU W NPEAYNpPEexKACHUATA B TOUKaA 4.4
MpH MPHIOKEHHUE B MeAUaTPUUHATA NMONMYyJaLMs.

4.6 PDepTHIAHTET, OPEMEHHOCT H KbpPMeHe

JKeHH ¢ A€TEPOACH MNMOTCHLHAJ]

JeHuTe ¢ ACTCPOILCH INOTCHLHAJ] Tpﬂﬁﬂﬂ a U3I110J13BaT E':(I)eI{THBHa KOHTpaUCIUHA 1o




neyeHUueTo (BXK. Touka 4.3).

bpemeHHOCT

ATOpHC € NpOTUBOINOKA3aH MO BpeMe Ha OpeMEHHOCT (BK. Touka 4.3). bezonacHocTra npu OpeMeHHH
K€HHW He € ycTtaHoBeHa. He ca npoBex1aHH KOHTPOJIMPAHH KIIMHHYHU NMPOYYBAHUS C aTOPBACTATHH
npy OpeMeHHH XKeHHU. Paako ca nosyyaBaHu cbOOLUEHUS 32 BPOJAEHH AaHOMAJIMM CJIe/l MHHTpayTepUHHA
ekcno3uuus Ha HMG-CoA-peaykrazHu HHXUOUTOPU. [IpoyuBaHuUsTa NMpH dKUBOTHHU NMOKA3BaT
penpoAyKTHBHA TOKCHYHOCT (BX. TOYKa 5.3).

JleueHHeTO Ha MalikaTa ¢ aTOPBACTATHH MOXE [1a MOHWXHU (DeTaTHUTE HUBA HA MEBAJIOHAT, KOWTO €
MPEeKypCcop Ha XoJiecTepoaoBaTa OMOCHHTE3a. ATEpOCK/Iepo3aTa € XPOHHYEH MpoLieC H OOMKHOBEHO
peKpaTsaBaHeTO Ha JIMMUAONOHWKABALIMUSA JIEKAPCTBEH MPOAYKT N0 BpeMe Ha OpeMeHHOCT Ou
TpAOBasI0 4a UMA MaTbK €(EKT MO OTHOLIEHHUE HA ABATOCPOYHHUSA PUCK, CBbP3aH C MbPBUYHATA
XHMIEePXO0JIEeCTEPOIEMHUS.

[To Te3u npuurHU ATOpHUC HE TpAOBa aa ce nmpuiara Npy Ke€HU, KOUTO ca OpeMeHHHW, ONMUTBAT CE 1a

3a0peMEHEAT WM NOA03HPAT, Ye ca OpeMeHHH. JleueHueTo ¢ ATopuc TpsaOBa aa ce NpeyCcTaHOBH 3a
rnepuoaa Ha OpeMEeHHOCTTA UJIK A0KATO C€ YCTAHOBH JIMNCa Ha OpeMeHHOCT (BX. Touka 4.3.)

KbpMmeHe

He e u3BeCcTHO Aanu aTOpPBACTATHH U HEMOBUTE META0OJIMTH CE€ EKCKPETUPAT B KbpMara.

[Ipn nabXxOBe njiazMeHaTa KOHUEHTpaLUs Ha aTOPBAaCTaTUH U HErOBUTE aKTUBHH METAOOJIUTH €
CXO/IHA C Ta3W B KbpMara.(BUX TO4YKa 5.3 ). [lopaan Bb3MOXKHOCTTA 3a CEPUO3HU HEXKEJIAaHW pPEaKLUH,
XX€HUTE npuemMalid ATopuc TpaOBa aa rnpeycTaHOBAT KbPMEHETO (BXK. ToUKa 4.3). ATOpBACTaTHH €
MPOTUBOMNOKA3aH B MEpHOAA HA KbpMEHE (BXK. TOuKa 4.3).

deprHaureT

[IpoyuBaHusATaA MPHU dKUBOTHU HE MOKA3BaT BJIMSHWE HA aTOPBACTATHH BbPXY MbXKKHA MJIH dKEHCKHS
dbepTUMTET (BX. TOUKA 5.3).

4.7 EdexkTn BbpXy cnocoOnocTTa 32 InopHpaHe H padora ¢ MAILIHHH
ATOpPHC UMa HE3HAYUTEJIHO BJIMAHUE BbPXY CMOCOOHOCTTA 3a WwodHupaHe U padoTa ¢ MaLLIHWHH.
4.8 Hexe/1aHH JIEKAPCTBEHH peaKIHH

Pe3tome Ha npoduia Ha Oe30nacHOCT

Cnopea AaHHUTE OT MJ1auedo KOHTPOJIMPAHH KJIMHHUYHHU NPOYYBaHUs ¢ aTopBacTaTHH oT 16 066
aTopBacTaTuH cpewly 7311 nanued0) nauMeHTH, 1€KyBaHH B MPOAB/IKEHHE HA CPEAHO 53 CEAMULIM,
5,2% OT nauMeHTUTE Ha aTOPBACTATUH Ca MPEKPATHIIH JIEYEHUETO MOPAAH HEXKETAHUPEAKLIMHM B
cpaBHeHHe ¢ 4,0% npu nauMeHTUTE, MpUEMaJIH 1auedo.

Bb3 ocHOBa Ha JAHHUTE OT KJIMHUYHU NMPOYYBAHUA U OOLLUMPHHUS MOCTMAPKETHUHIOB OIMT MO-10J1Yy €
npeAcTaBeH Npo(UIbT Ha HEXKETAHUTE JIEKAPCTBEHH PeaKLIMKd Ha aTOPBACTATHH.

TabiMueH CrUCHK HA HEXKEJTaHHUTE PCAKLIHH -

M3uyncneHuTe 4eCTOTH HA HEXKEJTAHUTE JIEKAPCTBEHH PEAKLIMH Ca IrpyNHPaHH, KakTo cjie ? : #,% T~ \.
17100, < 1/10), neuectu (= 1/1000, < 1/100), peaxu (= 1/10 000, < 1/1 000), mHoro pe 7Y

1/10 000), ¢ Heu3BecTHa YecToTa (HEe MOXKe /1a Ob/le OLIEHEHA OT HAJIMYHUTE JIaHHH ). = AKEECA
% . ;L‘h—::}f“-: - E‘-‘ )
C, \ St vy . |
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YecTu: HazohapUHIUT

HapyiueHus Ha KpbBTa W aMMdHaTa cucTema:
Peaku: TpoMOOUHUTONEHHUS

HapyuieHuss Ha UMYHHaTa cucTeMa
YecTu: asiepruyHu peakumu
MHOro peaku: aHaH1IaKCus

HapyuieHus Ha MmeTabo0aM3Ma U XpaHEHETO

Yectu: XHIICPIJIHKEMHUA
HeuyecTu: XUnorjivkeMus, noByllaBaHe Ha TCIJ10TO, aHOPCKCHA

[ICHXWYHHU HApYLUEHUS
HeuyecTH: Koumapu, 60e3cbHHUe

HapyluieHus Ha HepBHATa CUCTEMA:

Yectu: rnaBodosine

HeuecTH: 3aMagHOCT, napecTe3us, XMIoecTe3us, AUCrey3us, aMHe3us
Peaxu: nepudepHa HeBponarus

C Heu3BECTHA YECTOTA: MUACTEHUS TPABHC

HapylueHHusa Ha O4YHUTe:

HeuecTu: HapyUI€HHE HA 3PEHUETO
Peaku: 3pyuTEIHU HapyLUEHHUS

C HEeU3BECTHA YECTOTa: OYHA MHACTEHHS

HapylueHus Ha yXOTO W 1a0UpHHTA
HeyecTu: iym B yuuure
MHoro peaku: 3aryba Ha ciyxa

PecnuparopHu. rpbAHU U MEAUACTUHATHU HAPYLLIEHUS:
YecTtu: dpapuHronapuHreanta 60sika, €NUCTaAKCHC

CTOMAaLIHO-YPEBHU HAPYILIEHUS
HYecTu: 3anek, ¢paartyJieHUMs, AUCNENCHA, raIEHe, AHapUs
HeuecTH: nospbiuaHe, 00/Ka B ropHaTa M 10J1HA 4acT Ha KOpeEMa, OPUrBaHe, MaHKPEaTHT

XenaroOMIHapHHU HAPYLIEHHS

HeuecTu: xenatur

Penku: xonecrasa

MHOro peaku: 4epHOAPOOHA HEAOCTATHYHOCT

HapyuieHus Ha KoXaTta ¥ NOAKOXKHATA ThKaH

HeuecTu: yprukapus, KoxxeH OOpUB, NPypPHUTYC, aJIONeLus

Penku: aHFTHOHEBPOTHYEH OTOK, OYJIO3€H IEPMATHUT, BIJTIOUYUTETHO epuTeMa MyaTuGopme, CHHIPOM
Ha Stevens-Johnson ¥ TOKCHYHa enuaepmaiHa HEKPOJIM3a

HapylueHus Ha MYCKYJIHO-CKeJIETHAaTa CUCTEMA W CheAMHUTEIHATA ThKaH
YecTu: Muanrus, aprpairus, 0O0JKH B KpAHHULIMTE, MYCKYJIHH CNa3MH, NMO1yBaHe Ha CTaBUTE, O
rppOa

HeuecTu: 60KkH BbB BpaTa, MyCKYJIHa cJ1a00CT

Penku: MHonaTus, MMO3UT, pabaOMHOIM3a, PYTNIPYpa HA MYCKYJI, TEHJAHHONATHSA, NMOHA
YCI0XKHEHH C pa3KbCBaHe

MHOro peaku: Jynyc-rnoaodeH CHHAPOM
C Heu3BecTHa YecToTa: HMyHOMEAMMpPaHA HEKPOTH3Kpalla Myonartus (Bx. Touka 4.4)




HapyiieHusa Ha Bb3NpOU3BOAMTENHATA CUCTEMA W I'bpAATA
MHOro peaKu: rHHEKOMAaCTHS

OO0wH HapyLieHHUs U ePeKTH Ha MACTOTO HA MPHIIOKEHHE
HeuecTu: Hepa3nosioxkeHHe, acTeHUs, rpbaHa 0oska, nepudepHy OTOLM, yMOpa, Tpecka

H3cneaBaHus

HecTu: noBULIEHH CTOMHOCTH Ha Ye€PHOAPOOHHUTE (hyHKLIMOHAIHH NMOKA3aTENH, MOBHULIEHA CepyMHa
KpeaTuH(pOCHOKHHA3A

HeuecTu: 1€BKOUMTH B ypHHaTa

Kakto u npu apyrure HMG-CoA-peaykra3zHu MHXHOWTOPH, NPH NaLMEHTH, JIEKYBAHH CbC
aToOpBacTaTHH, € CbOOLIABAHO 3a MOBHLIEHH CEPYMHH TpaHCaMUHa3H. Te3n npoMeHH OGUKHOBEHO ca
OMJIH JIEKH M MPEXO/IHH U HE Ca Ha/larajiu npeycTaHoBsBaHe Ha TepanuaTa. KIMHHYHO 3HaYUMHU (>
3MbTH HAaJl HOPMAJIHMTE CTOMHOCTH) MOBUILEHUS HA TPAHCAMMHA3HTE ca ycTaHOBeHH npH 0,8% oT
OOnHMTE Ha aTOpBacTaTHH. Te3u MoBULIEHHUS ca OWIIK 1030-3aBUCUMHU M OOPaTUMHU MPH BCUUKH
MaLHUEHTH.

[ToBuiuenu H1Ba Ha cepymHaTa kpeaTtvH docdokunasza (CPK) 3 nbTu Haa ropHara rpaHyua Ha
HOpMaTa ca yCTaHOBEHH MnpH 2,5% OT OOJIHMTE Ha aTOpBacTaTHH, NoA00HO Ha Apyrute HMG-CoA-
peAyKTa3HH HHXHOMTOPH B KIIMHHYHH npoyyBaHus. Huea, 10 mbTH no-BMCOKM OT ropHaTa rpaHuLa Ha
HopMara, € umasio npu 0,4% OT NeKyBaHUTE CbC aTOPBACTaTHH NALIMEHTH (BXK. Touka 4.4).

[leanaTpuyHa nonyJiauus

[lenuaTpuyhu nauMeHTH Ha Bb3pacT oT 10 10 17 roauHu, JieKyBaHH ¢ aTOPBacTaTHH, ca UMAJTU
npogu Ha 6€30MacHOCT, NOAOOEH Ha TO3M MpPH NALMEHTH, JIEKYBaHHU ¢ naauedo. Hail-uecture
HeXelaHH eeKTH, Had/0JaBaHH B IBETE rPyIH, HE3aBUCHMO OT NMPHYMHHO-CJIEICTBEHATA BPb3Ka, ca
Ounu nHpekuuuTe. B 3-roauuiHo npoyusaxe, Ha 6azaTa Ha OLEHKA Ha OOLLOTO Ch3pABAHE U Pa3BHUTHE,
OLIEHKaTa no craaul Ha Tanner v U3MepBaHe Ha BUCOUYMHATA M TELJIOTO, HE C€ HAaOM0aaBa KIIMHUYHO
3HaYMM €(EKT BbPXY Pa3BUTHETO W MnosioBaTa 3paaocT. [IpoduirbT Ha 6€30MacHOCT U MOHOCHMOCT
MpH NeHaTPHYHHU NALKMEHTH € OUN Noao0eH Ha U3BeCTHMA Npodun Ha 6€30MacHOCT Ha aTOPBACTATHH
[PU Bb3PACTHH.

KinHnyHaTa 6a3a 1aHHM 3a 6€30NacHOCT BKJIIOYBAT JaHHH 3a Ge3onacHocTTa npu 520 nauueHTa B
JIE€TCKa Bb3pacT, KOMTO ca NnoJiy4aBasiM aTOpBaCTaTHH, OT KOUTO 7 MaUMEHTH ca Ouau noa 6-roauiuHa
Bb3pacT, 121 naureHTH Ha BB3pacT mexay 6 U 9 roguuu, U 392 nauueHTu ca 6uau 10 u 17 roauHm.
Ha ocHoBaTa Ha HATMYHKTE JAHHH YECTOTATA, TUITBT K TEKECTTA HAa HEKEJIAHUTE PeaKLIMH NPH Aela
Ca CXOJHH C TE€3H MPH Bb3PACTHH.

[Ipy NnpUnOKEHUETO HA HAKOW CTATHMHH ca CHOOLLABAHU CEAHUTE HEXKENAHH ChOHTHS:

- HapyweHna cekcyanHa pyHkLMS.

- Jenpecus.

- OtaenHu ciayyan Ha MHTepCTHUMANHA GenoapobHa Bonect, 0COGEHO MPH AbLJATOCPOUHA TEPANHs
(BXK. TOUuKa 4.4).

- 3axapeH auabet: YecToTaTa L€ 3aBUCH OT HAJIMYHETO WJIH JIMIICATA HA PUCKOBH (aKTOPH
(raoko3a Ha riagHo 5,6-6,9 mmol/L, MTM> 30kg/ m?, noBuiLEeHH TPUTIHLIEPUAH, HATHYHETO
Ha XUIMEepTEeH3Ma B aHaMHe3aTa)

CpoOulaBaHe Ha NOA03UPAHH HEXEJaHHW peaKLMH
JloknanBaHeTo Ha MNO03HPaHHTE HEXKEIAaHH PeaKLMH, Clle/l pa3pelleHHe Ha JeKapCTBEH
BXKHO. 10 M03B0JIABA MO-HATATHLLIEH MOHUTOPUHI HAa CbOTHOLLEHHETO MOJI3a/PUCK HA
npoaykT. M3MCKBa Ce MEAMLIMHCKHMTE CMNELMAIMCTH J1a IOK/IABAT 3a BCAKA MOJ03HPaH
peakuus upe3

M3nbiHuTEeHA areHuMs no JieKkapcTBara
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4.9 [Ipeno3upane

CrieunprYHO JIeYeHHE NPH Npelo3MpaHe Ha aTopBacTaThH Hsama. [1pu npeno3upaHe nauMeHTbT
TpsOBa Aa Ob/ie JIEKyBaH CHMITTOMATHYHO U J1a C€ MpeArnpUeMar MnoUIbpiKallii MEPKH Crope/L
HeoOXxoaumocTTa. Tpsadsa na ce uscieaBar YepHOAPOOHHUTE €H3MMH W J1a C€ MOHMTOPUPAT HUBATA Ha

cepymHara CK. [lopaau BHcOokarTa cTeneH Ha CBbp3BaHe Ha aTOPBACTATHH C MJIA3MEHHUTE MPOTEHHH He
Ce OYaKBa Xe€MO/1HaJIM3aTa /1a YCKOPH 3HAUYUTETHO KJIMPbHCA HA aTOPBACTATHH.

5, OAPMAKOJIOTrHYHU CBOUCTBA

S.1 PapMaKoIHHAMHYHH CBOHCTBA

dapmakoTepaneBTi4Ha rpyna: Jlekapcrsa, peryavpawm amnuaure, HMG-CoA-penykTa3Hu
uHxuouropu, ATC koaq C10AA05

MexaHH3bM Ha 1EMCTBUE

ATopBacTaTHH € cenekTuBeH, komnetutieeH HMG-CoA-peaykra3eH HHXHOUTOpP, CKOPOCTONpPEAESLLL
€H3UM, OTTOBOPEH 3a NMPEeBPbLIAHETO HA 3-XUAPOKCH-3-METHI-TJTyTapUI-KOEH3UM A 10 MEBaJIOHAT,
MPEKYpCOp Ha CTEPOJIUTE, BKJIIOUYHUTEIHO HA XOJIeCTeposia. TpUIriMUEpHANTE U XONECTEPOIbT B YEPHHS
Npo0 ce BKIKOYBAT B CbCTaBa Ha JIMMONMPOTEHHH ¢ MHOrO HUCKa nabTHOCT (VLDL) U ce oTnensr B
rnJia3mara 3a npeHacsiHe 10 nepuepHure TbkaHu. JlunonporenHure ¢ Hucka mabTHOCT (LDL) ce
obpasysart ot VLDL u ce karabonusupar npeau BCHYKO 4pe3 peLienTopu ¢ BUCOK abuHuTeT 3a LDL
(LDL peuenTopn).

dapmMakogUHAMUYHU ePEeKTH

ATOpBAaCTaTHH MOHWXABA IUIA3MEHUTE HMBA HA XOJIECTEPOJIA H JIMITONPOTEUHHUTE Ype3 HHXUOHpaHe Ha
HMG-CoA peaykra3sara v nocneasaiiata OHOCHHTE3a Ha XOJIECTEPOJI B YEPHHUSA ApO0 M yBeIMYaBa
Opos Ha yepHOApOOHHUTE peuenTopH 3a LDL BbpXy K/ieTbYHATA MOBbPXHOCT 3a YCHIEHO YCBOSIBAHE M
karabonu3zbm Ha LDL.

ATOpBacTaTHH HamassBa obpasysaHeTo Ha LDL u 6pos Ha LDL-yacTuuuTe. ATOpBacTaTHH
NPHYUHABA 3HAYMTETHO H AbJArOTPAaHHO NOBHLLIABAHE HA AaKTUBHOCTTA Ha peuenTopuTe 3a LDL,
MPUAPYKEHO C OJaronpusaTHa MPOMsHA B KQUECTBOTO Ha LMPKYaUpaliuTe LDL-yacTuum.
ATOpBacTaTHH € eUKaceH 3a noHnxkasaHe Ha LDL-xonecteposa npy nauMeHTH ¢ XOMO3MroTHA
¢amuiHa xunepxonecreposieMus, rpyna 00JHH, KOUTO OOMKHOBEHO HE Ce BJHAAT OT MOHHKABALLM
JIMMU/ANTE JIEKAPCTBEHH NMPOIYKTH.

YcTaHOBEHO €, Y€ aTOpBacTaTHH MOHMKaBa 00U XosecTepoa (30-46%), LDL-xonectepona (41-
61%), anonunonporenH B (34-50%) u tpurnuuepuaunte (14-33%), KaTo ChbLIEBPEMEHHO BOIH 10
BapHaOuaHu nosuiueHus Ha HDL-C w anonunonpotenn A, B 103a-3aBUCHMO NpOYyYBaHe.

Te3u pe3ynraT ce NOTBbPKAABAT MPH NALMEHTH C XETEPO3UIOTHA (haMHUIHA XMIIEPXOJIECTEPOIEMMUS,
He(haMHITHA XMIMEPXOJIECTEPOIEMHS W CMECEHA XHIMEPIUIMUAEMHUS, BKIIOUHTETHO NALMEHTH C
HEWHCYJIMH-3aBMCUM 3axapeH aHaler.

Jloka3zaHo e, 4e MOHWKEHHETO Ha 001K xonectepos, LDL-xonecrepona v anonunonp
HamaJisiBa pucKa OT Cbp€YHOCHA0BH HHLMIEHTH U CbpP/I€YHOCHI0BA CMbPTHOCT.

KsinHWyHa edukacHocT M Oe30nacHOCT
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Xomoszucomua d)il“ WIHA Xunepxo.aecmepo.ievus

B My/THLIEHTPOBO OCEM CEAMHUYHO OTBOPEHO MPOYUYBAHE 3a MUJIOCHPAHA yroTpeda ¢ (akyTaTUBEH
YABJ/DKUTEJIEH MEPHO C pa3/iIMuHa NPOAB/KUTEHOCT, ca OMIM BKJIKOYEHH 335 nauueHTH, 89 oT KoUTO
ca C yCTaHOBEHA XOMO3HUroTHa (pamuiHa xunepxonecreponemus. [1pu te3u 89 naumeHTH, cpeaHoTo
noHwxeHue Ha LDL-xonecrepona e npudanzurento 20%. ATopBactaTHH € npuaarai B 103M 10

80 mg/neH.

Amepockieposa

B kanHu4uHOTO npoyuBaHe Reversing Atherosclerosis with Aggressive Lipid -Lowering Study
(REVERSAL) e(eKkTbT Ha HHTEH3HMBHO MOHM)KABAHE HA TMNUAUTE ¢ aTopBacTaTHH 80 mg u
CTaHapTHO MOHW)KaBaHe Ha JIMNUAUTE ¢ npasBactatud 40 mg npu KOpoHapHa aTepoCcKJiepo3a e
OLIEHEH 4pe3 BbTPECHA0BO YJITpa3BykoBO u3caeasaHe (1VUS) no Bpeme Ha anrnorpadus npu
MnauMeHTH ¢ ucxemuyHa donect Ha cbpueto (MBC). B ToBa panaomMu3upaHo, 1BOMHO-CIIANO,
MYJITULICHTPOBO, KOHTPOJIMPAaHO KITHHUYHO npoy4BaHe [VUS e HanpaBeH B Ha4a0TO Ha NPOY4YBAHETO
u Ha 18" meceu npu 502 naunenT. B rpynara Ha atopBactaTuH (n=253) HsAMa nporpecus Ha
arepockiiepo3ara. CpeIHHUAT NPOLEHT Ha NpoMsiHa B 00LIMs 00eM Ha aTepOCK/IEpOTHYHATA IJ1aKa OT
Ha4yasjI0TO Ha NPOYYBAHETO (MbPBHYEH KPHUTEPHH Ha npoyy4BaHeTo) € -0.4 % (p=0,98) B rpynara Ha
aropsactatuH U +2,7 % (p=0,001) B rpynara Ha npaBactaTuH (n=249). B cpaBHeHHe ¢ npaBacTaTHH
€(pEeKTHTE HAa aTOPBACTATHH ca CTaTUCTUYECKH 3HAYMMHU (p=0,02). EpekThT HA HHTEH3UBHOTO
JIAMUAHO NMOHHWXKABAaHE BbPXY ChbpPACYHOCHA0BATA KpaiHa uena (Hanp. He00OX0AHMMOCT OT
peBackyapu3auus, HegaraleH MHOKapAeH HH(ApPKT, KOpPOHapHAa CMBPT) HE € U3CJIeIBaH B TOBA
MPOYy4BaHe.

B rpynara Ha atopBactatiH LDL-XxonectepoasT ce € noHuxkua a0 cpeaHa ctoHocT ot 2,04 mmol/L
+ 0,8 (78,9 mg/dL+ 30) cnpsamo u3xoaHara croiHoct oT 3,98 mmol/L + 0,7 (150 mg/dL + 28), a B
rpynara Ha npasactatiH LDL-xosnecTteponsbT ce € nOHWKKUA 10 cpeaHa CTOMHOCT OoT 2,85 mmol/L +
0,7 (110 mg/dL+ 26) cnpsamMo u3xoaHara croiHocT ot 3,89 mmol/L + 0,7 (150 mg/dL + 26)
(p<0,0001). ATopBacTaTUH CbLLO TaKa 3HAYMTEJIHO € HAMAJIKJ1 CPEIHUTE CTOMHOCTH HA OOLHs
xosiectepoa ¢ 34,1% (npasacraruH: -18,4%, p<0,0001), cpeaHure HUBa Ha TpuriMuepuaure ¢ 20%
(npaBacrtatuH: -6,8%, p<0,0009) u cpeanus anonunonporeuH B ¢ 39,1% (npaBactarun: -22,0%,
p=0,0001). Aropsactarux ¢ nosuwuns cpeauus HDL-C xonecrepon cpento ¢ 2,9% (npaBacTaTHH:
+3,6%, p=NS). Uma cpeaHo Hamanenue ot 36,4% Ha C-peakTHBHUA NPOTEUH B rpynara Ha
aTOPBACTAaTHH B CPaBHEHHUE C HamasieHue oT J5,2% B rpynara Ha npasacTtatuH (p<0,0001).

PesyaraTure OT nNpoy4YBaHETO ca MnojayyeHH npu go3uposka ot 80 mg. CnenosaresnHo, Te HE MOrar aa
C€ eKCTpanoJiIMpaT BbpPXY NO-HUCKUTE I03HPOBKH.
[Ipo¢unure Ha O€30NaCHOCT H MOHOCHUMOCT B ABETE JIEKYBAaHU IPyNH ca OWJIM CPaBHUMM.

EdekTbT OT MHTEH3MBHOTO NOHWXXABaHE HA JIMNUAMTE BbPXY OCHOBHHTE ChPA€YHOCHI0BH KpalHH
LI€JIU HE € u3csieIBaH B ToBa npoyuBaHe. [lopaau ToBa, K1MHUYHATA 3HAYMMOCT Ha T€3H MOJy4YEHH
pe3yJITaTH MO OTHOLLUEHWE Ha MbPBUYHATA U BTOPUUYHA NPOGHUIAKTHKA HA CbP/IE4YHOCHIOBHUTE
CbOUTHSA, HE € U3BECTEH.

Ocmbp KOpOHAPEeH CUHOPOM

B npoyusanero MIRACL ce oueHnsiBa atopsactatud 80 mg npu 3086 nauueHTH (aTopBactaTuH
n=1538; nnauedo n=1548) ¢ ocTbp KOpoHapeH cuHApOM (non-Q MUOKapaeH HHGAPKT WK
HecTaOM/IHA aHrMHa nekTopuc). JleueHueTo e 3anoyHaTo nNo BpeMe Ha octpara (a3sa cien

XOCIHTAJIH3UPAHE U € MPOAB/KHIIO 3a nepuoa ot 16 ceamuum. JleueHueTo ¢ aTopBacTaTHH
JIHEBHO YBE€JIH4aBa BPEMETO /10 M0sBa HAa KOMOMHUpaHaTa MbPBUYHA KpaiHa To4Yka, onp
CMBbPT, HE3aBUCHMO OT MPUYHHATA, HedaTasleH MUHOKapaeH UH(DAPKT, peCYCLIUTHPaH ¢
HJIM aHT'MHa MNEKTOPUC C JaHHM 3a UCXEMHUS Ha MUOKapAa, Hajaraula Xocrnuraan3auus
peaykuus Ha pucka ¢ 16% (p=0,048). Tosa e npeaumHo BcaeacTeue Ha 26% penykii
PEXOCMHTAIU3aLHUATA 3@ AHM'MHA NEKTOPHC C 1aHHH 3a UCXeMHA Ha MHokapaa (p=0,01




BTOPUYHH KPAWHH LIEJIK HE JOCTUraT CTaTHYMCKA 3HAYUMOCT caMH no cede cH (001o: rnauedo:
22,2%, aropBactatuH: 22,4%).

[IpoduabT Ha Oe3onacHoOCT Ha aropBacTatuH B npoy4yBaHeTo MIRACL choTBeTCTBa Ha ONMUCAHUAT B
TOouka 4.8.

[Ipoghurakmuka Ha cbpoeyHoCHLO0B0 3a00IA6AHE

EdexTbT Ha aTopBacTaTHH BbpXY (paTasiHa M He-(daTa/iHa UcxeMuyHa 00J1eCT Ha ChPLIETO € OLIEHEH B
paHAOMHU3UpPAHO, ABOUHO-CIIANO, NJauedo-koHTposMpaHo npoyuBaHe, Anglo-Scandinavian Cardiac
Outcomes Trial Lipid Lowering Arm (ASCOT-LLA). [TaunenTuTe ca xuneproHuuu, 40-79-roamiuHu,
0€3 NpeaX0/eH MHOKAapAEH HH(APKT UK JICYEHHE 3a CTEHOKAPAUA U ¢ HMBA Ha o001 xonectepol (0X)
<6,5 mmol/l (251 mg/dl). Bcuuku naumeHTH ca umanu Haik-Manko 3 rnpeaBapuTeHO AeDUHHPAHH
CbPAECYHOCHA0BH PUCKOBH (PAKTOPHU: MBIKKH M0J1, Bb3pacT >55 roauHu, nyuieHe, amader, aHaMHesa 3a
MbC npu poacteeHuk ot nmbpBa auHuA, OX:HDL-C >6, nepudepHo cbaoBo 3adonsaBaHe,
JIeBOKaMepHa XUneprTpodus, NpeaxoaeH MO3b4HO-Cb10B HHUMAEHT, cneudduryna EKI™ aHomanums,
[pOTeUHYpHUs/anOyMuHypus. He BCHUKM BKJIFOYEHH NALMEHTH ca NMpeLEHEHH KaTo NallMEHTH ¢ BUCOK
PUCK 3a MbPBU CHPAEYHOCHI0B HHLIUIEHT.

[TauneHTHTE Ca IEKyBaHU C aHTUXUNEPTEH3WBHA Tepanus (UM aMIOAUNKUH - Oa3UpaH PEKHUM, WK
aTeHOJ10J1 - 0a3supaH pexxuM), Kakto 4 artopBactatiH 10 mg aHeBHo (n=5,168) wiu naauedo

(n=5,137).

EdexTbT 3a HamansiBaHe Ha aOCONIOTHUS U OTHOCHUTE/IHUA PUCK C aTOPBACTAaTHH € OMJI KakTo clie/Ba:

MHumaeHT OTHOCHTENTHO bpo#i Ha AOBCOJIIOTHO CTOHHOCT Ha |
HaMaJIeHWe Ha | MHLMJEHTHT | HaMaJleHHEe Ha p
priva ® pncrcal (%)
(%) (aTopBacTaTH
H CIPAMO
_ nianedo
daranna UBC natoc 36% 100 cnpsamo 1,1% 0,0005
Hedaranen MU 20% 154 9% 0,0008
OO0 CbPEUHO 29% 389 cnpsimo 4% 0,0006
CbJI0OBH UHLIMJIEHTHH H 483
pEBACKYJIapU3aLlHOHHH |78 cnpsaMo
npoueaypH 247
OO0 KOPOHAPHH
UHLIMIEHTH

!

Bb3 ocHOBa Ha pa3siMkaTa B 00L11aTa 4ecTOTa Ha HHUMAECHTUTE, HaOI04aBaHH MPH CPeaHO
npocieasBaHe oT 3,3 rOAHHH.
UBC - ucxemununa 6onect Ha cbpuero; MU — MuokapieH uHpapkr.

OOwara CMBPTHOCT M CbPAEYHOCHAOBATa CMbPTHOCT HE ca 3Ha4YUMO HamasieHH (185 cnpsamo 212
uHumaedra, p=0,17 u 74 cnpsamo 82, p=0,51). B ananuza Ha noarpynara no noxa (81 % mbxe, 19%
)KEHH) OaronpusaTeH eQeKkT Ha aTopBacTaTHH e OW1 HabJIIoNaBaH NMPH MBbXKETE, HO HE MOJKE J1a ce
YCTaHOBH NPH KEHHUTE, BEPOATHO MOPAJH HUCKATA Y€CTOTA HA HHLIMAEHTH B XKE€HCKAaTa Mnoarpyna.
OOwara 1 CbpA€4YHOCH10BATa CMBbPTHOCT € YHUCIEHO NO-BUCOKA NpH xeHuTe (38 cripsimo 30 u 17
cnpsmo 12), HO ToBa HE € OWJI0 CTATUCTUYECKH 3HA4YUMO. UMaJ10 € 3HAYMTENHO TepaneBTHYHO
B3aHMOJEHCTBHE OT aHTHXUIEPTEH3UBHATa OCHOBHA Tepanud. [IbpBuuHaTa kpaitHa uen (¢aranHa
UBC natoc Hedaranen MH) ca 3HauMmMo peayurdpaHu OT aTOPBACTATHH MPH MALIUEHTH, Ji€ /.-e 7
:

amaoaunuH (HR 0,47 (0,32-0,69), p=0,00008), HO He 1 npu Te3M, N1eKyBaHH ¢ aTeHOJ10J1 ARIES:
(0,59-1,17), p=0,287). ‘SQ"‘
s

EdexrbT Ha aTopBacTaTUH BbpPXY (aTa/iHO U He(aTaATHO CHbPAEYHOCHI0BO 3a00/IIBAHE %}
=
%



H B paHIOMH3HPAHO, ABOHHO-CJIANO, MYJITHLIEHTPOBO, MJ1aLed0-KOHTPOJIMPAHO MPOYUBaHE
Collaborative Atorvastatin Diabetes Study (CARDS) npu nauuenTu ¢ tun 2 auader, 40-75-roamiuHmu,
Oe3 npeaxoaHa aHaMHes3a 3a CbpAe4HOCHA0BO 3abonsBaHe U ¢ LDL-C <4,14 mmol/1 (160 mg/dl) u
rpuraduepuau < 6,78 mmol/1 (600 mg/dl). Bcuukn nauuenT ca umanu nole | ot cieAHUTE PUCKOBH
(hakTOpH: XMUNEPTOHUSA, HACTOALLO MYLLUEHE, PETUHONATUA, MUKPOAIOYMHUHYPHS HJIH
MaKpoa10yMHHYpHS.

[launenTure ca nekyBanu ¢ aropsactatii 10 mg nuesHo (n—1,428) unau nnauedo (= 1,410) npw
CPEAHO npocaeasBaHe ot 3,9 roauHH.

E¢ekTbT 32 HamansBaHe Ha a0COMOTHHS U OTHOCHTEIHHS PUCK C aTOpBACTaTHH € OMJ1 KaKTO CJie/iBa:

UHumnaeHT OTHOCHTETHO bpoii Ha ADCOMTHO CTO#H
HaMaJleHUe Ha MHUMIEHTUTE HaMaJieHUEe HA  OCT Ha
pHCcKa (aTopBacTaTHH DHC ka (%) p
(%) CnpsAMo
nianedo) |
["osieMH CbpAEYHOCH/I0BH 37% 83 cnipsimo 127 3,2% 0,0010
HHLUMAEHTH
(ataneH u HedaTaieH OCTbP
MH, Tux MH, BHe3anHa cMbpT
Bcaeacreue Ha UbC,
HecTaOWJIHA CTEHOKapams,
CABG, PTCA,
PeBaCKYyJIU3aLUs, HHCYJIT)
MU (¢araneH u HedaTaneH 42% 38 cnipsamo 64 1,9% 0,0070
OMMH, tux MH)
UHcyntu (paranuu 1 8% 21 cnpsamo 39 1,3% 0,0163
He(aTalHH)

|

Bb3 ocHOBa Ha pa3jiMkara B 00L1aTa Y€CTOTA HA HHLUMIEGHTHTE, HA0II0aBaHH NPH CPEIHO NPOCJIeAsABaHE
roauHu; CABG - kopoHapeH aprepuainen 6aiinac; UBC - ucxemuuna 6osect Ha cbpueto; MU — muokap
uHpapkT; PTCA - nepkyraHHa TpaHCIyMHHa/IHA KOPOHApHA aHMMOTJIACTHKA.

Hsama noka3saTencTBo 3a pasjivka B e(peKxTa OT JICUEHHETO Cropel 101a, Bb3pacTTa WiH MbPBOHAYAIHOTO
HWBO Ha LDL-C Ha nauuvenTa. baaronpusatHa TeHaeHUMs € HaG0aaBaHa MPH CMbPTHOCTTA (82

CMBPTHH CJIy4aH NpH ruiauedo rpynara cnpsamo 61 B rpynara Ha aropBactathH, p-0,0592).

Peyudusupawy uncyim

B npoyuBaHeTo Stroke Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL), e
oueHeH epekTbT Ha aropBacTaTUH 80 mg AHeBHO MM Mnauedo BbPXy MHCYJITa NpH 473 1 naumeHTH ¢
HHCYJIT WJIK npexoaHa ucxemMuyHa araka (I'1A) B paMkuTe Ha npeaxoaHuTe 6 Meceua v 6e3 aHamHesa
3a bC. [launenture ca 60% mbxe, 21-92 roauum (cpeaHa Bb3pacT 63 roaMHH) U U3XOAHO HUBO HA
LDL cpeano 133 mg/dl (3,4 mmol/L). Cpeanara crorinocT Ha LDL-C e 73 mg/dL (1,9 mmol/L) no
BpeMe Ha JieyeHHeTO ¢ aropeacTaTvH M 129 mg/dl (3.3 mmol/1) no Bpeme Ha neueHuero ¢ riauedo.
Cpennara npoaAb/KUTE/THOCT Ha npocieasBaHe € 4,9 roauHw.

ATtopBacTaTHH 80 mg € Hama/InJ1 pUcKa OT MbpPBUYHATA KpaiHa uen dartaieH U He-(haTaneH HHCYIIT C

15% (HR 0,85; 95% CI, 0,71-,00; P=0,05 nnu 0, 84; 95% CI, 0,71-0,99; p=0,03 cnen ananppare H ‘
M3XOJHMTE XapaKTEPUCTHKH) B cpaBHEeHHMe ¢ niane6o. Obwara cMbpTHOCT € 9,1% (216/226 8k 2
aropsacTaTuH cnpsamo 8,9% (211/2366) npu naauedo. ‘S‘t? T hy

B post-hoc ananu3 aropacratun 80 mg e Hamaiun yecToTaTaTa HA HCXEMHYEH MHCY
9,2% cnpamo 274/2366, 11,6%, p=0,01) u € noBULIKA YecTOTaTa HA XEMOPArHUYEH HH!




2,3% cnpsamo 33/2366, 1,4%, p=0,02) B cpaBHeHHe ¢ niauedo.

- PUCKBT OT XeMOparvyeH UHCYJIT € MOBHULLUEH MNPH NaLUMEHTUTE, KOUTO ca C NnpeaLiecTBalll
XEMOparu4yeH HHCYJT MPH BKJIKOYBAHE B MPOYyYBaAHETO (7/45 npu atopBacTaTuH cnpsamMo 2/48
npu nnauedo; HR 4,06; CI 0,84-19,57) 1 pUCKBT OT HCXEMHUYEH HHCYJIT € CXO/1€H B [IBETE
rpynu (3/45 npu aropBactatuH cnpamo 2/48 npu nnauedo; HR 1,64; 95%» Cl, 0,27-9,82)

- PUCKBT OT XeMOparuueH HHCYJIT € MOBULLEH NPHU MaUMEHTH, KOMTO ca ¢ Mpe/llecTBalll
NaKyHapeH UH(ApKT npH BKJIouBaHe B npoyusBaHeTo (20/708 npu atopBactaTuH cnpsamo 4/701
npu naauedo; HR 4,99; 95% CI, 1,71-14,6), HO pUCKBT OT UCXEMHUYEH UHCYJIT MPH TE3H
MaUMUEHTH CbLULO € Hamansn (79/708 npu aTtopsactatud cnpsamo 102/701 npu nnauedo; HR 0,76;
95% CI1, 0,57-1,02), Bb3MOXKHO € KpaWHHUAT PUCK OT MHCYJT /1@ € NOBHULIEH MPH MaLHEHTHTE C
MpeAXOAEH JIaKyHapeH UH(APKT, KOUTO nosy4yaBaT atopBacTtaTuH 80 mg Ha neH.

OOwara cmbpTHOCT € 15,6% (7/45) npu atopBactatuH cripamo 10,4% (5/48) npu niaauedo B
noarpymnara nauMeHTH ¢ NnpeaxoeH xemoparnieH HHeyaT. Obuwara cMmbpTtHOCT € 10,9% (77/708) npu
aTopBacTatuH cnpamo 9,1% (64/701) npu nnauedo B noarpynara nauMeHTH C NPEAXO/I€H JlaKyHapeH
HH]apKT.

[leanaTpyyHa nonyJiauus

Xemepo3zuecomua ghamunna xunepxonecmeponemus npu neQUAMpPUYHU nayueHmu Ha ev3pacm 6-17
COOUHU.

[I[poBeneHO € 8-ceAMHYHO OTBOPEHO MPOYUBAHE 3a OLUEHKA Ha (hapMaKOKMHETUKATA,
(hapmakoiMHaMUKaTa U 0€30MacHOCTTa Ha aTOPBACTATHH MPH €Lla W NMOAPACTBALLH C FEHETHYHO
J10Ka3aHa XeTepO3UroTHa pamMuiHa xunepxonecrepoiemMus U 6a3zoBu ctoiHocT Ha LDL>4 mmol/L.
[IpoyuBaHeTo oOxBaiua 39 neua v noapacTealuM Ha Bb3pact ot 6 10 17 roguHu. Koxoprta A Bk/rOYBa
15 neua, Ha BB3pacT 6 — 12 roauuu B nbpBH cTtaamii no Tanner. Koxopra b Bkitousa 24 neua Ha
Bb3pacT 10 - 17 roauHu B ctaaui no Tanner >2.

HauanHara no3a aropsactaTiH B KoxopTa A € 5 mg AHeBHO noa hopmaTa Ha TabieTka 3a AbBYEHE H
10 mg nHeBHO B kOoxopTa b. JlaneHa € Bb3MOXKHOCT HayajiHaTa /103a J1a C€ YABOH aKO HE € JOCTUrHaTa
TapreTHara cToMHoOCT 3a LDL-C <3.35 mmol/L Ha yeTBBbpTa C€AMMULIA U aKO aTOPBACTATHH CE MOHACH
noope.

Cpeanure croiHocT 3a LDL-C, TC, VLDL-C, u Apo B ca Hamanenu npe3 BTopara ceaMuLia npu
BCUYKH nauueHTH. [lpy naumeHTUTe, Ha KOMTO J03ara € Ou/ia yaBoeHa, € Ouno Hab1roaaBaHo
JAOMBIIHUTEIHO HAMAJIEHHE HAa CTOMHOCTUTE HAa BTOpaTa CeAMHULA NPH MbPBOTO U3MEPBAHE CJIe]]
noBHLUaBaHe Ha ao3arta. CpeaHara CTeneH Ha MNOHWXKAaBaHE Ha CTOMHOCTHTE Ha JIMMUAHUTE NapaMeTpH
e OuMna cxo/aHa 3a ABEeTe KOXOPTH 0€3 3HaYeHHe Jali NalMEHTUTE ca OMJIM OCTABEHH Ha TAXHATa
MbpBOHA4YaiHa 103MPOBKa WK T4 € Ouaa yaBoeHa. Ha 8-a ceaMuua cpeaHara creneH Ha NpoMsiHa Ha
0azoBuTe cToiHOCTH Ha LDL-C u TC e 6una npubnusurento cborBetHo 40% u 30% Haxg obOcera Ha
Bb3JEUCTBHUE.

BbB BTOpO OTBOPEHO NpoOyYBaHe, € €HO pamo, 271 MoMueTa U MOMHYETA C XETEPO3UIroTHA (haMHUIIHA
XUIMEPXOJHUCTEPOJIEMHUs Ha Bb3paTe 6-15 roanMHu ca OWIM BKJIKOYEHH M JIEKYBAHH C aTOPBACTATHH 34
MepUoOa OT 3 NOAMHH. 3a BKJIIOYBAHE B MPOYUYBAHETO € H3UCKBAHO MOTBbP/1€HA XeTePO3UroTHa
(haMuIHA XMnepxoaecTteponeMus U u3xoaHa ctohHocT Ha LDL-C > 4 mmol/L (npubau3urenHo

152 mg/ dL). [1poyuBaneTo BatouBa 139 neua B nbpBu craauii no Tanner (0OMKHOBEHO Ha Bb3pacT

neua Ha Bb3pact noa 10 roaunu. Jleuara Ha Bb3pacT 10 roaMHH W NMoBeye ca 3ano4yHaiu
10 mg aropBacTaTvH (BeAHbX AHEBHO). BCHYKHM aeua ca MOIIM 1a nosiy4yaT TUTpUpaH

N03HM, 3a NOCTUTraHe Ha npuueHyd ctoHocT Ha LDL-C < 3 35 mmol/L. CpE:,.[I.HaTEl 10

rOIMHU U noBeye e Ouna 23,9 mg.




Cpeanure (+/- CO) uzxoauu croiHocT Ha LDL-C ca 6uam 6,12 (1,26) mmol/L. koeTo e 6110
npubau3uTenHo 233 (48) mg/dL. Buxre Tabnuua 3 no-a01y 3a OKOHYATETHUTE PE3YJITATH.

JlaHHWTE ca CbOTBETCTBA/IM Ha JIMIICA HAa e(PEKT BbPXY KOMTO M /1a € OT MapaMeTPHUTE Ha pacTexka W
pa3BUTHETO (Hamp. BUCOYHHA, Tersio, BMI, craauii no Tanner, oueHka Ha u3cienoBaTens BbpXy
LSJIOCTHOTO Ch3pABAHE M PA3BUTHE) MPH NEAHATPUUHHU MALMEHTH W IOHOLLM C XETEPO3UroTHA
(pamusiHa XHnepxoaecTeposeMus, MoJyyaBalllk JeyeHHe ¢ aTOPBACTATHH MO BPEME Ha 3-rOAMLIHOTO
npoy4saHe. Bb3 OCHOBa Ha OLEHKaTa Ha U3C/1e10BaTe s, HE € OTYeTEH e(EeKT MO OTHOLLIEHHE HA
BUCOYMHaTa, Ternoro, BMI no Bb3pact, Wi no noa npuv noceLueHHe.

Tabnuua 3 JIunuaonoHwkasauy ehekTy Ha aTOPBACTATHH MPH KOHOLIM MOMYETa H MOMMYETA C

XETEPO3UroTHA haMHIHA Xunepxoaecreponemus (mmol/L)

Bpemera N TC (CO) LDL-C HDL-C (CO) TG (CO) Apo B (CO)#
TOYKa (CO)

HU3xoaHH 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) | 1,327(0,2796) | 0,79(0,38)* | 0,90(0,17)*
Meceu 240 5,12(0,86) 3,45(0,81) | 1,308(0,2739) | 0,78(0,41) 0,93(0,20)%**
36/ET

TC= 06w xonecrepoa; LDL-C = xonectepon ¢ Hucka mibtHOCcT-C; HDL-C = Xonectepon ¢ BUCOKa
nabTHOCT-C; TG = Tpurnuuepuan; Apo B = anonunonporeus B; “Mecew 36/ET” BxitouBa
noc/jieHaTa BU3MTa 3a JIHLIATA, KOMTO Ca H3JIE€3/1M OT NMPOY4BAHETO MpeaH MaHKWpaHaTa KpaiHa
TO4YKa Ha 36 MeceLl, KaKTO M MbJIHK 36-MeCeYHH JaHHM 3a 1MLaTa, 3aBbPLIKIH 36 MECEYHOTO
yuactue; “*"= Meceu 30 N 3a To3u napameTbp e 6un 207; “**”= U3xoauu croitHocTH N 3a TO3M
napametsp e oun 270; “***” = Mecew 36/ET N 3a To3u napametsp e 6un 243; “#”=g/L 3a Apo B.

Xemepozucomna hpavuina XunepxojiecmepoieMus npu neouampuynu hayuenwmu Ha ev3pacm 10- 17
COOUHU.

B nBoiHO-c1an0, miauebo KOHTPOJIMpaHO NpoyuBaHe, Moc/eABaHo OT OTBOpeHa (a3a Ha
npoyusaHeTo, 187 MoMuY€eTa H MOMHUETA CJIe/] MbpBaTa MEHCTpyaLus, Ha Bb3pacT 10-17 roauuu
(cpeaHo 14,1 roaunuu) ¢ xerepo3urorHa pamuiaHa xunepxonecrepoiemus (FH) uau texka
XHIEPXO0JIECTEPOJIEMHS ca OMIK paHAOMU3UpPAHH Ha aTopBacTaTHH (n=140) wiu nnaauedo (n=47) 3a 26
CE/IMHLIH, C/1el KOETO BCHYKH IM0OJIy4YaBaT aTOpBacTaTvH 3a 26 ceamuuM. Jlo3upoBkaTa Ha
aToOpBacTaTHH (BEAHDBXK AHEBHO) € 10 mg 3a mbpBUTE 4 CEAMHLM C MOCJIE€ABAILO YBEJIHYaBaHE 10

20 mg B ciyyai ye LDL-C nuBara ca >3.36 mmol/l. AtopBacTaTHH CHrHH(UKATHO HaMaJ1sBa
[J1a3MeHUTE HHBa Ha 00wmsa xonectepos, LDL-C, tpurnuuepuaure v anonunonporeds B npes
nbpBUTE 26 C€AMHMUM Ha ABOMHO-cnsAnara ¢a3a. CpeaHara nocturyara croiHocT Ha LDL-C e 3.38
mmol/l (range: 1.81-6.26 mmol/l) B rpynara Ha aTopBacTaTuH, cpaBHeHa ¢ 5.91 mmol/l (range: 3.93-
9.96 mmol/l) B nnauebo rpynara npe3 26-ceamuyHarTa ABOHHO-casANa (asa.

JIONBIIHUTENHO NEeAUaTPUYHO NPOYYBaHE Ha aTOPBACTATHH CPELILY KOJIECTUIIOJ MPU MALMEHTH Ha
Bb3pacT 10-18 ronunu ycraHoBssa, ye atopBactatuH (N=25) npeau3BHKBa CHTHH(PHKAHTHO
HamaneHue Ha LDL-C na 26-ta ceamuua (p<0.05), cpaBHeH ¢ konectunon (N=31).

[IpoyuBaHe 3a ,,MUIOCHp/HA yroTpeda’ NpU NALMEHTH C TEXKKA XHUIEPXOJIECTEPOIEMHUS
(BKJIIOYHMTE/THO XOMO3HIOTHA XHNEPXOJIECTEPOIEMH )BKIIOUBALLIO 46 NeIHaTPHUHH NALMEHTH,
JIEKYBaHH C aTOPBAaCTaTHH B 3aBHCHMOCT OT OTrOBOpa (HAKOHW NMauueHTH ca npuemaau 80 mg

aTopBacTaTHH AHEBHO). [IpoyuBanero npoab/nkasa 3 roaMHu: LDL-xonecrepoasT € HamasieH

JIbarocpouHara eQuKacHOCT Ha Tepanus ¢ aTOPBAaCTaTHH B IETCKA Bb3PacT 3a HAMaJIsABa
3a00J1eBaEMOCTTAa U CMBPTHOCTTA B 3psiJia Bb3PaCT HE € YCTAHOBEHA.



(pamusIHa XMNIEPXOJIECTEPOIEMHS, KAKTO U npH aeua oT 0 1o 18-roauiuHa Bb3pacT npH JICYEHHETO Ha
XOMO3HMroTHa (paMHJIHA XHUIEPXOJIECTEPOIEMUS, KOMOMHHpPAHA (CMECEHAa) XHIIEPXO0JIECTEPOJIEMHS,
[MbPBHYHA XUIIEPXOJIECTEPOJIEMHUSA H MPHU MPEBEHUMATA HA CbPACYHOCHAOBH CHOUTHA (BXK. Touka 4.2 3a
HHpopMauuUs 3a neaMaTpuuHarta ynorpeoda).

52 PapMaAKOKHHETHYHH CBOHCTBA

Abcopbuus

ATopBacTaTHH ce abcopOupa Obp30 clie1 NepopaHO NMPUIOKEHHE, MAKCUMaJIHA 1a3MeEHa
KoHUeHTpauus (Cnax) ce noctura 3a 1 a0 2 yaca. CreneHra Ha abcopOums ce nokaysa
NMPONOPLUOHAIHO Ha A03aTa Ha atopBacTaTuH. Ciea nepopanHo NpuiIoKeHHe OHOHATTMYHOCTTA Ha
aropBacTaTUH GUIMHpaHU TabneTkH e 95 no 99% B cpaBHeHHE C Ta3u Ha MEPOPATHHA Pa3TBOP.
AOcosoTHaTa OMOHAIMYHOCT HA aTOPBACTaTUH € NpUOAU3UTENHO 12% M CHCTEMHATA HAJIMYHOCT Ha
HHxuOuTopHara akTuBHOCT 3a HMG-CoA penykra3zara e npubausurento 30%. Huckara cucremHa
HAJIMYHOCT C€ OT/1aBa Ha MNPECUCTEMEH KJIMPBHC B raCTPOMHTECTUHAIHATA MYKO3a W/ WM Ha first-pass
MeTabOoIHU3BbM B UEPHUSA ApOD.

Pa3npeneneHue

CpeaHuar odem Ha pasrnpeesieHUe Ha aTopBacTaTUH € npudau3urenHo 381 L. ATopBactaTH ce
CBbp3Ba C MJIa3MEHUTE NPOTEHHHU B 98%.

MeTabo1u3BM

ATtopBacTaTHH ce meTadonu3upa ot uMtToxpom P-450 3A4 no opTo- U NapaxuApoOKCHIUPAHH
JIEPUBATH U Pa3/IM4YHH O€Ta-OKUCIUTENHH NpoAYKTH. OCBEH ApYruTe MbTHILA, TE3H JIEKAPCTBA CE
METabOIU3UPAT AOIMBJIHUTEIHO Ype3 IIOKypoHUpaHe. In vitro unxubuuusra Ha HMG-CoA
peayKTasara OT OpTO- U NapaxuAPOKCHIWPAHUTE META0OUTH € EeKMBAJIEHTHA HA Ta3H OT
aropsactatuH. [IpubausurentHo 70% ot uvpkynupaiara HHXHOUTOpHaA akTHBHOCT 3a HMG-CoA
peayKTa3ara ce OTAaBa Ha aKTUBHUTE METaOOTUTH.

EauMUHHUpaHe

ATOpBACTaTHH C€ U3/TbYBA NPEAUMHO C XKTbUYKATa CJie]l XenaTajieH W/ UM eKcTpaxernarasieH
meTtabonusbm. U3ranexna, obaue, ye JIeKkapcTBOTO He MPETHLPIsABa 3HAYUTE/IHA EHTEPOXENaTa/iHa
peunpkyJauus. CpeaHUAT r1a3MeH NoJy>XMBOT Ha aTOPBACTaTHH NMPHU Xopa € Npudau3uTenHo 14
yaca. [lomyxuBoTbT Ha HHXHOUTOpHaTa akTUBHOCT 32 HMG-CoA penykra3ara e npubausurenHo 20
no 30 yaca nopajgy y4aCTHETO HA aKTUBHUTE META0OJIUTH.

ATOpBacTaTHH € CyOCTpaT Ha YepHOAPOOHHUTE TPAHCTIOPTEPHU U HA MOJIMNENTHIANTE, TPAHCIIOPTHPALLH
opraHu4HHd aHHOHH 1B1 (OATP1B1) u 1B3 (OATPIB3). MeTaGonuTuTe Ha aTOpBacTaTHH ca
cyobctpatu Ha OATPIBI. YcTaHoBeHO € cbhlIO Taka, 4e€ aTOpBaCTaTHH € CyOCcTpaT Ha eyKCHUTE
TpaHcnoprepH P-ravkonporerH (P-gp) M Ha npoTerHa Ha pe3MCTEHTHOCT Ha pakKa Ha rbp/arTa
(BCRP), konTo Moxe 1a orpaHv4ar ypeBHaTa abcopOLUMS M XIJTbYHHUA KJIMPbHC HA aTOPBACTATHH.

Cneyuantuu nonviayuu

Cmapuecka év3pacm:

[1na3smMeHHTEe KOHLIEHTPALUMH HA aTOPBACTATHH M HEFOBHTE aKTMBHH METabOMTH ca NMo-BUCREATIDY ““‘"-'\
3/lpaBH XOpa B HanpeaHasa Bb3pacT, OTKOJKOTO NPH MJaaHd NaUHEeHTH, a ePeKTUTE MO Q a/r 530515 Q/?&_
JIMMNUAMTE ca CPaBHUMHU C TE€3U MPH MO-MJIaAH NMAaLHEHTH. 03
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OCHOBHH cTOHHOCTH Ha LDL-C >4 mmol/L ca nekyBaHu ¢ 5 uau 10 mg TadneTku 3a AbBYEHE WK
cbOTBETHO 5 WK 10 mg dunmupaHm TadeTKHM aTOpBACTaTUH BEIHbX AHEBHO. EAUHCTBEHaTa
3HAYMUTETHA NPOMsIHA BbB (DAPMAKOKMHETUUYHHUSA MOJIE Ha MOMNyJ/JlauMsTa, JISKyBaHa ¢ aTOpBacTaTHH €
TesiecHaTa Maca. Opa/IHMAT KJIMPBHC NPH NEAHATPUUHH MALMEHTH CE ABABA M0100EH HA TO3H MpH
Bb3PACTHH CJlIe] AIOMETPUYHO U3MEPBAHE Ha TeNeCHOTO Teryo. CboTrBeTHO HamaneHue Ha LDL-C u
TC e Onno ycTaHOBEHO cJie]l JIeYEHUETO C aTOPBACTATUH U O-XHUIPOKCHATOPBACTATHH.

Ilonx:

KoHueHTpallMuTe Ha aTOPBaCTaTUH U HETOBHUTE AKTUBHU METADOJIMTH MPH KEHUTE CE pa3/iMyaBaT OT
T€3U NpU MbxKeTE (GKEeHU: NpUOIU3UTENHO C 20% no-BUCOKH 38 Cpnax M € 0K0J10 10% no-HHUCKH 3a
AUC). Te3u pa3iMky HAMAT KIIMHHYHO 3HAYE€HHUE W HSIMA KJIMHHYHO 3HAYMMH pa3jIMKH MEXIY
e(eKkTUTE N0 OTHOLLEHUE HA JIUMTUANTE MPH MBIKE H JKEHH.

bvopeuno yspexcoane:
bbOpeuHuTe 3a00/19BaHUS HAMAT BJIMSHHUE BbPXY MUIA3MEHUTE KOHLUEHTPALMH WK BbPXY JIMITHIAHHUTE
e(ekTH Ha aTOPBACTATHH U HErOBUTE AKTUBHU META0OJIUTH.

Yeprnoopoono yepexcoaue:.

[11a3mMeHuTe KOHUEHTPALIMK HA aTOPBACTATHH U HETOBUTE AKTUBHU METabDOIMTH ca 3HAYMUTESTHO MO-
BUCOKH (npuOau3uTeIHO 16 nbTH 3a Cax ¥ 11 nbTH 32 AUC) npy nauMEeHTH ¢ XpOHHYHA aJIKOXOJIHA
yepHoapoOHa 6onect (Child-Pugh B).

SLOC1BI norumopguzvm:

YepHoapobHoTo 3axBaiiaHe Ha BCHYKH HMG-CoA-peaykTazHH HHXHOMTOPH, BKIIFOUYUTETHO
aTopBacTaTHH, ce W3BbpLuBa nocpeacTtsoM OATPIBI TpaHcnopreH nporeuH. [1pu nauueHTH cbe
SLCOI1BI nonumopdur3bM UMa PUCK OT NMOBHLLIEHA €KCMO3UMLIMSA Ha aTOPBACTAaTHH, KOETO MOXE J1a
J10Be/1€ 10 MOBHLIEH PUCK OT padaomuonn3a (Bx. Touka 4.4). [TonumMoppU3MbT NMpU reHa, Koaupaill
OATPIBI1 (SLCOIBI ¢.521CC) e cebp3aH ¢ 2,4 nNbTH NO-BHCOKA CHCTEMHA HAJIMYHOCT Ha
atopBactatiH (AUC) B cpaBHEeHHE ¢ HHAWBHAM O€3 TO3U reHoTureH BapvaHT (¢.521TT). [1pu Te3m
MaLMEHTH € Bb3MOXKHO ChLIO F’EHETUYHO /1a € HAPYLIEHO YepHOAPOOHOTO 3axXBalllaHE Ha
aTopBacTaTuH. Bb3MOXHUTE NOCNEACTBUS BbPXY €(PHUKACHOCTTA Ca HEU3BECTHH.

5.3 [Ipeak/IMHHYHH JaHHH 32 0€30MACHOCT

ATOpPBACTATHH HE € MoKa3ajl MyTareHeH WM KJ1acToreHeH noreHuudan B 6arepus ot 4 in vitro rectose
H B €1MH aHaJIu3 In VIvo. ATOPBACTaTUH HE € KAHLIEPOreHEH 3a MNJIbXOBE, HO MPH MpHJiaraHe Ha
BMCOKH 1034 NpH MULIKH (aoBeau 10 6-11 nbTH no-Bucoku ctomHocTH Ha AUC (0 no 24 yaca) B
CpaBHEHHE C T€3HU MPH XOpa, MpHUEMAJIM HAal-BUCOKATA MPENOPBUYMUTENIHA 103a) ca Ce MOSIBUIIH ClIyvau
Ha XenaTtoueyJjapeH aJeHOM MPH MBXKKHTE U XenaToue1yJ1apeH KapUHHOM MPH XKEHCKHUTE )KUBOTHH.

Mma naHHu ot npoyuBaHus npu »xMBOTHH, Ye HMG-CoA-peaykrazHUuTe HHXHOMTOPU MOXeE a1a
BJIMAAT BbPXY pa3BUTHETO Ha eMOpHoHuTe U etycuTte. [1pu nnbXoBe, 3alUM U KyyeTa aTOPBACTaTHH
HAMa €DEKT BbPXY (DEPTHIIUTETA U HE € TEPATOrNEHEH, HO NMPH TOKCUYHHU 32 MaWKara J03HM, MpH
MUIBXOBE M 3alUM € HaOJroJaBaHa PeTaiHa TOKCHYHOCT. Pa3BUTHETO HA MOKOJIEHHETO MPH TUTbXOBE €
3a0aBEHO M NOCTHATAJIHOTO OLEJIIBAHE HAMAJIEHO MPHU €KCMNO3MLIMS Ha MalKaTa Ha BUCOKH 103HM
atopsacTaTuH. [Ip4 mibxoBe UMa 10ka3aTe/ICTBO 3a NMPEeMHUHaBaHE Ha JIEKapCTBOTO Mpe3 IUlaLeHTaTa.
[Ipy nabXOBE M1a3MEHUTE KOHUEHTPALMK HA aTOPBACTAaTHH ca OJU3KHK 10 Te3W B MIIAKOTO. He e
M3BECTHO /1aJIM aTOPBACTATHH W HErOBUTE META0OUTH CE€ EKCKPETHPAT B KbpMara.

6. OPAPMALEBTHYHU JAHHH

6.1. CnHcbK HA NOMOIIHHUTE BelllecTBA

Snpo Ha TabaeTkara
[ToBuaoH




Harpuer naypuicyndar

Kanuues kapoonar (E170)
MukpokpucTaiHa uenyJiosa (E460)
JlakTo3a MOHOXHApAT
Kpockapmeno3a Hatpuii (E468)
KpocnoBu10H

Marue3ueB creapat (E470b)

DOUIMOBO NOKPHUTHE:
XHUIpoMenosa
TuranoB nuokcua (E171)

Makporona 400

6.2. HecbBMecTHMOCTH

Henpunoxumo.

6.3. Cpok Ha roaHocr

2 rO/IMHHU

6.4 Chneuna/iHH yC/IOBHSl HA CbXPAHEHHE

Jla ce cbxpansaBa noa 25°C.

6.5 JlaHHH 32 ONaKOBKATA

baucrepHa onakoska (Al poano, OPA/AI/PVC ¢poauo): 14 puamupanu tabiieTku, B KyTHS.
bnucrepna onakoBka (Al oo, OPA/AI/PVC donno): 30 dunmupanu tabiieTkH, B KyTHS.

bnucrepna onakoBka (Al ¢ponno, OPA/AI/PVC dponuo): 60 dunmuparu tabiieTKH, B KyTHS
bnaucrepna onakoska (Al ¢osno, OPA/AI/PVC donuo): 90 hpunmupanu tadsieTKH, B KyTHS.

He BcHMukM BUAOBE ONAKOBKK MOrar Aa Obaar nycHaTv Ha nasapa.
6.6 CrnenuajHu npeanazHd MepKH NPH H3XBbLPJIHE

Hsama cneuManHu U3UCKBAHUA.
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10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Toapo6Ha uHdopMaLmsa 3a TO3H JIEKApCTBEH MPOAYKT € NpeAocTaBeHa Ha yeOcaiita Ha U3nmbaHuTenHa
Arenuus no Jlekapcreara (MAJI) http://www.bda.bg.




