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1. HWME HA JIEKAPCTBEHHUA INTPOAYKT
oV orps
Atopuc 10 mg puamupanmn TadneTku ’z - /f}
Atopuc 20 mg puiamupanmn TabneTku 2o 3 _ /0 31 -01- 2075
- L

Atoris 10 mg film-coated tablets
Atoris 20 mg film-coated tablets

A KAYECTBEH U KOJIMYECTBEH CbCTAB

Besaka ¢punmupana tabnerka coabvpka 10 mg uamn 20 mg aropBacTaTuH (atorvastatin) Kato
aTopBacTaTHH KaJIUMK (atorvastatin calcium).

[ loMOLLIHHU BELIECTBA C U3BECTHO J1IEUCTBHE:
JIAKTO3a MOHOXH/ApAT MU Ap.

3a NMbJHUSA CIUCHLK HA MOMOLILHUTE BELLLECTBA, BUKTE TOYKA 6.1.

e 8 JIEKAPCTBEHA ®OPMA

®uamupaHa tabnerka.

Ouamupanute Tadaetku ot 10 mg 1 20 mg ca 6e/1u, KpbIjld U JIEKO ABOHHOU3IMbKHAJIH.

4. KJIUHHYHH JAHHH

4.1 TepaneBTHYHH NOKA3AHHSA

XH NEPXOJECTCPOJICMHA

ATOpPHC € NMOKa3aH KaTo A0MbJIHEHHE KbM /IMETATa 3a HaMallsBaHe Ha NOBULLEHUTE 0011l XOJecTepol,
(06w -C), LDL-xonectepon (LDL-C), anoaunonporend B ¥ TpUriavuepuad npy Bb3pacTHH, IOHOLLK
v eua Haa 1 0-roaMiuHa Bb3pacT ¢ NbpPBHYHA XHITEPXOJIECTEPOIEMHS, BKIIOUHTEIHO hamuiHa
XHIEPXOIECTEPOIEMHSA (XETEPO3IUTOTEH BAPHAHT), HIIK KOMOMHHpaHa (CMeceHa) XHIMepIHNHIAEMHUS
(orropapsilia Ha Tin Il a u 11 b ot knacudukaumsaTa na Fredrickson), koraro eekrbT Ha AneTarTa U
Apyrute HeapMaKkoJIOrHYHH CPeICTBA € HEe10CTaThYeH.

ATOpPHC € NMOKa3aH CbLIO H 3a NOHWKaBaHe Ha oOwKnsa xonectepoi U LDL-C npu Bb3pacTHH ¢
XOMO3HUIroTHa (pamMHuIHA XHINEPXOIECTEPOIEMHS KAaTO A0MbIHEHHE KbM IPYIHTE METO/IH 3a
NOHMU)KAaBaHe Ha annuaute (HanpuMmep adepesa Ha LDL) nau B ciiyyaure, Korato T€3H METO/H ca
HE/I0CTBITHH.

[IpodhmnakTuka Ha CbLPACYHOCHI0BO 3a00asBaHE

[lpodmnakTuka Ha CbPACYHOCHIOBH CHOUTHS NPH Bb3PACTHUA MALMEHTH, NMPH KOUTO € OLICHEHO, Ye
MMaT BUCOK PHMCK 3a MbPBO CbPACYHOCHA0BO CbOUTHE (BK. TOUKA S5.1) KaTO 10MbJIHEHHE KbM
KOPEKLMATA HA APYTH PUCKOBH (PAKTOPH. ~

4.2 J1o3HpOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

[lpeamn na noayuu ATopuc naumMeHTsLT TpAOBA 1a Ob/1€ NOCTABEH HA CTAHAApPTHA [0



XOnecTepona avera U TpadBa ga NpoABLIXKKM Aa cna3Ba Ta3u AHETA MO BpeMe Ha JIeHeHHETO ChbC
ATOpPMC.

Ho3aTa Tpabsa aa 6bae HHAMBHAYAIH3IWPAHA B 3aBUCHMOCT OT H3XOJHWTE HUBa Ha LDL-C, uenra Ha
NIEYEHHETO H PEAKLIMATA HA NALHEHTA.

O6Gnuainara HavyanHa no3a ¢ 10 mg BeaHbxk NHeBHO. Kopekuus Ha no3aTta ce U3BbLPLLBa Npe3
HHTepBaNH OT 4 Uny noseye ceAMHNUK. MakcHManHaTta ao3a e 80 mg BEAHBX OHEBHO,

ITvpeuuta xunepxo.aecmepoieMun u KoMOunupana (CMecena) xunepiunuoeMus

[ToBeueTo nauMeHTH ce NOBAMABAT ycnewro ¢ Atopuc 10 mg BeaHbxk AHeBHO. TepaneBTHYEH edeKT
ce XOCTHra A0 ABE CEAMHLIK, a8 MAKCHMANIEH TepaneBTHYEH eeKT ce NOCTHra OOMKHOBEHO 3a 4
ceAMHLH. EQeKTsT ce 3ana3sa no BpeMe Ha XpOHHYHOTO JIEHEHHE,

Xemepo3zuzomua amuina xunepxoiecmepoieMun

JleueHneTo Ha nauueHTa TpadBa aa 3anouHe ¢ Atopuc 10 mg aHesHo. JJo3nTe ce€ HHAUBUAYANU3HpAT
H KOPHIHpaT Ha BcekH 4 ceamuun Ao 40 mg anesHo. Caea ToBa A03aTa MOXe Aa ObJe yBEIHYEHA A0
MakcHMYM 80 mg aHeBHO WK 40 mg aTOPBACTATHH €IHOKPATHO JHEBHO H 1a c€ KOMOHHHpAT ChC
CEKBECTPAHT Ha XKIbYHHUTE KHUCETHHH,

Xomozuecomua amMuina xunepxoiecmeporemMun

Hanuunu ca orpannuen 6poit nanHu (Bxk. Touka 5.1).

Jo3aTa Ha aTOPBACTATHH NPH NALUMEHTH C XOMO3UIOTHA haMHIHa xunepxoaecteponemus € ot 10 o
80 mg aHeBHO (BX. TouKa 5.1). ATopBacTaTUH TpadBa na 6bae U3NOI3BAH KATO AONBIHEHHE KbM
APYTH THNHAO-NOHWKABALIH TepaneBTHYHHU cpeactsa (Hanp. LDL-adepe3a) npu T€3u nauMEHTH HIH
MPHU HEBB3IMOXKHOCT 3a H3NON3BAHE HA TAKUBA CPEACTBA.

Ipogurakmuxa na cvpoeuHocvo0080 3aboarsane

[Tpu npoyuBaHuaTa 33 NbpBUYHA NpodunakTUKa go03ata e 6una 10 mg aHesHo. Moske na ca
HeoOXOAMMH NMO-BUCOKH 103K, 3a Aa ce NoaAAbpxkaT HUBa Ha LDL- xonecTepona cnopea HacToALLHUTE
pPbLKOBOACTBA.

bvbpeuno yepexcoane

He ce Hanara npomaHa Ha no3ara (BX. Touka 4.4).

Yeproopobra nedocmamvunocm

ATtopuc Tpabsa aa ce H3non3Ba NpeaAnalinBo NPU NALUHEHTH C YHEPHORPOOHO yBpEXAAHE (BXK. TOUKH
4.4 1 5.2). ATOopHc € NPOTHBONOKA3aH NPH NALIMEHTH C aKTHBHO 4epHOApOOHO 3abonsBaHe (BXK. TOUKa
4.3).

Cmapuecka gv3pacm
EdnxacHoctra H 6e3onacHocTTa Npu nauveHTH Had 70 roaAnHK, NpUEMalLH MPENnoOpbYBaHUTE 103M, Ca
CXOAHH € TE3H NpH obiaTa nonyjaumns. =

[leoumapuuna nonyrayus

XunepxonrecmepoaeMua.




JACYEHHETO HAa AC€TCKATA XHICPIMNTUACMHAA, KATO MNMALHEHTHTC Tpaﬁaa na Ovaar NMpeUCHABaAHU PCAOBHO
No OTHOLUCHHUE HA HANPCABKA HA JIEYCHHUETO.

[1pn nauxenTH ¢ XeTepo3urorHa pamuiHa xunepxonecreponeMus Ha 10 U noseye roauHu
npenopbuYBaHaTa CTapToBa N03a aropsactaTvH € 10 mg aAHesHO (BX. Touka 5.1). JlozaTa Moxke na ce
yBenn4d 20 80 mg AHEBHO, CBHFIaCHO OTrOBOpa W noHocumocTTa. JlozuTte Tpadbea aa 6vaar
HHAHBHAYATHIUPAHH ChINACHO NPENOPbYHTENHATA Len Ha TepanuaTta. Kopekuuure Tpadsa na ce
HanpaBAT HA UHTEPBAJK OT 4 ceAMHULIM HWAH noBede. TUTpUpaHeTo Ha no3ata 10 80 mg nHeBHo ce
NoJKpeNna OT AaHHH OT NPOYYBAHHA MPH BL3PACTHH U OT OrPaHHYEHH KAHHHYHH JaHHH OT
Npoy4BaHHUA NPH ACLA ¢ XETEPO3UroTHA (haMUNHa XunepxonecTeponeMus (Bx. Touka 4.8 u 5.1).
Mma orpaHuueHun JaHHH 3a Oe30nacHOCT U e(hUKACHOCT NpH AEUa C XETEPO3IHIroTHA PaMHIHa
XHnepxonecreponeMus Mexay 6- u 10- ronMiHa Bb3pacT, NOAYUEHH OT OTBOPEHH MPOYUBAHUA.
ATOpPBACTATHH HE CE NPENOPBYBA 34 IeYEHHE Ha NauneHTH noj 10-rogniuHa pb3pacT. Hannunure
AAHHU ca onucaHM B ToukH 4.8, 5.1 1 5.2, HO He MOXke Aa ce HanpaBK NpenopbKa 3a A03UPOBKa.

Hpyru dpapmaneBTHHHA GOPMU/KOHLIEHTPALIMK MOXeE a ca NOo-NOAXOAAUIM 3a Ta3H NOMyJIaLHA.
Eonoepemenna ynompeba c Opy2u 1exapcmeeru npooykmu

[pn nauyeHTH, NpHeMalliH aHTHBHPYCHHTE CpECTBA 3a NeyeHde Ha xenaTHT C, KaTo
enbacBHp/rpa3sonpeBUp WiH JIETEPMOBHP 3a NPOPHIAKTHKE HA UHTOMETAIOBUPYCHA HHDEKLMUA,
CbNBHTCTBALLO C aTOPBACTAaTHH, 03aTa Ha aTOPBACTATHH He TpaOBa na npepuluasa 20 mg/aeH (Bx.

ToukH 4.4 u 4.5).

He ce npenopbupa ynorpebara Ha aTOpPBACTATHH NPH NALMUEHTH, NPHEMALLH JIETEPMOBHP
€AHOBPEMEHHO ChC UMKIIOCTIOPHH (BX. TOUKH 4.4 1 4.5).

Ha4yuH Ha NpHIOXKEHHE

ATOPHC € 3a NCpopanHoO I'IpHJ'lG}I(BHHe.BCHK& AHCBHA A03a aTOopBacTaTHH CC JaBa CAHOKPATHO DHEBHO
Mo KOCTO U Aa BpEME OT ACHA, CHC HITH Oe3 XpPaHa.

4.3 IIpoTHBONOKA3aHUSA

ATOpHC € MPOTHBONOKA3aH MPH NALMEHTH:

- Cbe CBPBbXHYBCTBHTE/IHOCT KbM AKTHBHOTO BELIECTBO HJIK KbM HAKOE OT NOMOLUHHTE BELIECTBA
Ha TO3H IEKAPCTBEH NPOAYKT, H3OpoeHHu B Touka 6.1.

- C akTHBHO 4epHOAPOOHO 3aDONABAHE WK HEM3ACHEHO NEPCHCTHPALLO NOBHILEHHE HA
CEpPYMHHTE TPAHCAMHHA3H, HAAXBBLPAALIQC 3 MbTH FOPHATa FPaHHLIA HA HOPMATA;

- [To BpeMe Ha OpeMEHHOCT; NO BpeMe Ha KbpPMEHE H NMPH KEHH B A€TepOAHA Bb3PAacT,
Henpuiaralid CHrypHH KOHTpaLeNTHBHH cpeacTBa (Bx. Touka 4.6);

- JlekyBaHH ¢ aHTHBUPYCHHUTE CPEACTBA 3a JeueHHe Ha xenaTHT C raexanpesup/nubpeHTacBHp.

4.4 Cneunannn npeaynpexicHis B COCNHAIRA NPEeANa3HH MEepKH npn ynorpeba

YepHoapoOHo yBpexkaae

Tpabea 1a ce HanpaBAT GyHKUUOHANHY YepHOAPOOHH M3CNEABAHNS NPEaH 3aNOYBAHE HA ICUCHHUETO U
NnepUoAUYHO cien ToBa. [Ipn NauUEeHTH, MPHU KOUTO ce NOABAT OEN€3W H CHMNTOMH, npe,unonarau.m
yepHoaApoOHO yBpexaaHe, Te3U TECTOBE Ca 3aAb/IKHTENHU. [TaUMeHTH, NpH KOUTO ce ¥
Ha TpaHCcaMuHa3uTe, TpabBa fa 6baaT KOHTPONIUPAHU A0 U3HE3IBAHE HA AaHOMATMATA
AKO NOBHUIEHUETO HA TPAHCAMUHA3UTE, HAAXBBPAALLO NOBEYE OT 3 NBLTH ropHaTa
HopMata (ULN), nepcuctupa, ce npenopbusa HaMaasiBaHE Ha J038Ta WIH MPEYCT;
npueMa Ha ATOpHC (BxX. Touka 4.8).

ATopHc Tpa0Ba aa ce npHnara NpeanasnuBo NPH NaLHEHTH, KOMTO KOHCYMHpAT 3



KOJIMYECTBA aN1KOX0/ H/WIH UMAT aHaMHe3a 3a uepHoapoOHo 3abonsasaxe.

[pepoTBpaTsaBaHe HA MHCYNT 4Ype3 arpECHBHO HAMANABAHE HA HMBATa HA xonectepona ((Stroke
Prevention by Aggressive Reduction in Cholesterol Levels (SPARCLY)

Post-hoc aHanu3 Ha cyGTHnNoBeTe HHCYNTH NpH naudeHTH 6e3 HexemuuHa 6onect Ha cvpueto (UBC),
KOMTO ca OMIH ¢ HACKOPO NPEKapaH HHCYAT WIH TPAH3UTOpHA HexemHuuHa aTaka (T1A), e nokaszan no-
BMCOKA YECTOTA HA XEMOpArvueH HHCYAT NPH NaLMEeHTHTE, BKIIOYEHH Ha TEparnks ¢ aTopBacTaTHH

80 mg cnpamo naauedo. [losHiueH puck € otdenssan NpeaUMHO NPH NAUHEHTHTE ¢ NPEAXOAEH
XEMOparvyeH HHCYANT WIH JJaKyHapeH HHGAPKT NpH BKIKOYBAHE B NPOYYBAHETO. 32 NALIHEHTHTE C
NpeaxodeH XeMOpariueH HHCYT WIH NaKkyHapeH WH(ApKT, 6anaHchbT MEXAY PUCKOBETE H MOI3HTE OT
atropBacTHH 80 mg e HecCHrypeH H MOTEHLIHATHHAT PUCK OT XeMOparv4yeH HHCyaT TpadBa na 6bae
BHUMATETHO NPELICHEH NPEAH 3aMno4BaHe Ha TepanusaTa (BX. Touka 5.1).

[TposBK OT cTpaHa Ha CKeNeTHaTa MyCKy/aTypa

ATtopsacTtaTiH, KakTo d Apyrute HMG-CoA-peaykrazHi HHXHOHTOPH, B PEAKH Clly4Yan MOXE Na
oKaxe HeDNaronpHATHO Bb3ACHCTBHE BbPXY CKENNETHATa MYCKYIaTypa H Aa NPHYHHH MHANTHA,
MHO3HT H MHOMATHA, KOWTO MOTaT Ja NporpecHpar 2o pabaomMHoan3a, NOTEHUHATHO
XUBOTO3aCTPALIABALIO ChbCTOAHHE, XaPaKTEPH3IHPALLO CE CbC 3HAYHTENHO NOBHIIEHHE HA HUBATA Ha
kpeaTHHHH kuHaza (CK) (> 10 nbTu Han HOpMaTa), MHOTJIOOHHEMHA H MHOTTIOOHMHYPHSL, KOHUTO MOraT
o aoeenar oo 6uOpeuHa HeAOCTATBLYHOCT.

[Ipedu aevenuemo

ATopeacTaTHH TpaOBa Aa ce H3MOJI3Ba BHUMATETHO NPHU NAaLKHEHTH ¢ Npeapa3nosnaraiiy (pakTopH 3a

pabaomuonusa. Hueata va CK tpabea na ce nicneapar npeay 3anousaqe Ha JIEYEHHE ChC CTATHH B

CNEeJHHTE ClIy4au:

- buOpeuHo yBpexaane;

- XHIMOTHPEOUANILM,

- AHaMHe3a, BK/. H ceMeiiHa, 32 HaCeACTBEHH 3ab0naBaHHA HA MYCKYJIUTE;

- AHaMHe3a 3a MYCKYJTHA TOKCHYHOCT OT CTATHH Mau ¢ubpar;

- AHaMHe3a 3a yepHoapoOHo 3abonaBaHe W/ Hay ynorpeda Ha 3HAUUTENHH KOJTHUECTBA AlKOXO,;

- [Mpu nauHeHTH B cCTapyecka sb3pacT (> 70 r.) Tpabea na ce nMa npeAsHA HEOOXOIUMOCTTa OT
TOBa H3CNENBAHE B 3aBHCHMOCT OT HAJTMYHETO HA OPYrH (pakTopH, Npeapasnosiaraliid Kbm
pabaomuonnsa,

- Korato e Bb3MOXKHO NOBHLIIABAHE HA MJIA3MEHWUTE HHBA, HANP.NPH B3aUMOJEHCTBHA (BX. TOUKA

4.5) K cnieunanHy NONyNAauxH, BKJI. FeHeTHYHK cybnonmynauun (Bx. Touka 5.2).

B Takusa CHTyYauHH Tpaﬁaa Aa ce NpEUCHN PHCKBT OT JECUYCHHETO CIIPAMO Bb3MOXHHTE MNOJI3H K CC
npenopnruBa K1HHRYHO MOHHTOPHPAHC.

He Tpabea na ce 3anousa nedeHHe, ako H3XoAHHTE HHBA Ha CK ca 3HauMTeNHO NOBHLIEHH (> 5 IBTH
Haa HopMarTa).

Havepeane na xpeamunun kunazama

KpeatunnH kuHazata (CK) He TpabBa na ce uscnensa cnenl PH3IHYECKO HATOBAPBAHE WIH MPH
HAJIHYHETO HA BEPOATHA aNTEpHAaTHBHA NPHYHHA 38 HEHHOTO YBEIHYEHHE, ThH KATO MHTEPIIpETALIUATA
Ha PE3YNTATHTE B TAKHBA C/Iy4aH € 3aTpyaHeHa. Ako u3xogHHUTe cToiHOCTH Ha CK ca 3Hau -

AHH, 33 134 CE€ NMOTBDLPOAT PEIYNTATHTC.

Ilo 8PEME HA AEHEHUEMO




bonku, kpaMnu unn cnaboct, 0cobEHO KOraTo TOBa € NPHAPYHKEHO C HEPA3NOJIOKEHHE HIH
NOBHLLEHHE HA TeMNepaTypaTa.

- Tpa6sa na ce nicneasar Husata Ha CK, ako ce NOABAT TaKMBA CHMIATOMH MO BpeMe Ha
TepanuaTa ¢ atopeactaTHH. HeoOXxoauMo € npekpaTsBaHe Ha TepanuAaTa, aKO Ce YCTAHOBH, 4e
Te3W HWBA ca 3HAYHTEAHO NOBULWIEHH (> 5 MbTH Hax HOpmarTa).

- TpabBa ga ce 0OMUCAH NpekpaTABaHe Ha JIEHEHHETO, KO MYCKYJTHHTE CHMITOMH Ca TEXKH H
Mpean3BHKBAT NOCTOAHEH AUCKOM]OpPT, AOPH H B ciiyyanTe, korato CK ca nosHiueHH 1o < 5
MbTH HaA HOpMATA.

- AKO CUMNTOMHTE OTWYMAT K HUBaTa Ha CK ce HopManu3supar, Moxke aa ce 0OMUCIH NOBTOPHO
BK/IKOYBAHE Ha aTOPBACTATHH WJIH 3aM04YBaHE HA TEPANHs ¢ ANTEPHATUBEH CTATHH MPH
M3MON3BAHE HA HAH-HUCKATA 1034 U CTPUKTHO MOHHTOPHPAHE.

- [IpuemMbT Ha aTopBacTaTHH Tpabpa Aa Ob/e npeycraHOBEH, aKO ¢a HanMUeE MOBHLUCHHU HHBA Ha
CK (>10 nbTH Han HopMaTa) WIIH aKO Ce IMarHOCTULIMPpA WK nMoao3npa pabaoMuonnaa.

EOnogpemenen npuem ¢ opyzu 1exapcmeenu npooyxmu

PucksT OoT pabaomMHonn3a ce nopHilasa NpH eAHOBPEMEHEH NPHEM Ha aTOPBACTATHH C ONpPENEsieHH
NEKapCTBEHH NPOAYKTH, KOMTO MOTAT [a NOBHULIAT Na3MEHATa KOHLEHTPAUHA Ha aTOPBACTATHH, KaTo
MolLHKTE HHXHOHTOPH Ha CY P3 A4 Wy TpaHCNOPTHUTE NPOTEHHU (HANP. UHKIOCNOPHH,
TETHTPOMUUMH, KNAPHTPOMHLIHH, A€NaBUPAHH, CTHPHUIIEHTOJI, KETOKOHA30.1, BOPHKOHA30,
UTPaKOHA30.1, [I03aKOoHAa30/, AeTepMoBrp Han HIV-nporeasHn HHXUOUTOPH BKIIKOYHTETHO PHTOHABHP,
NOMNWHABHP, aTa3aHABHD, HHAUPABHD, AapYHABHP, TPHIIPAHABHP/PHTOHABHP H Ap.). PHCKBT OT
MHONATHA MOXe CbLo Aa Obae NOBUILEH NPU EAHOBPEMEHHOTO NpHAOKEHHE ¢ reMpubpo3nn u apyru
¢ubpaTtH, aHTUBUPYCHH cpeacTBa 3a jeueHue Ha xenatHT C (HCV) (bouenpesup, Tenanpeeup,
enbaceup/rpazonpesup, neannaceup/codpocOyBup), epUTPOMULMH, HHALIMH WIH €3eTHMHO. AKO €
BBH3MOKHO, BMECTO TE3H JIEKAPCTBEHHW NPOAYKTH TpAORa na ce OOMMCIN anTEPHATHBHO
(HeB3auMOaeHCTBALLO JIEUeHHe).

[To BpeMe WK cael ICUEHHE C HAKOHW CTaTUHH € UMAJI0 MHOTO pPeKH CbODUIEHHS 3a
UMYHOMeAWHpaHa HekpoTuiaupaiia Mmuonatus (MMHM). Knuununo MMHM ce xapakrepusupa ¢
NEPCUCTHpallla POKCHMANHA MYCKY/THA cnabocT M NOBHILIEHH CEPYMHH HABA Ha KPEaTHH KHHa3aTa,
KOWTO NEPCUCTHPAT BBIIPEKH NMPEKPATABAHETO HA JICHEHHETO CbC CTATHHH, MOJOKHTEIHO @HTH-
HMG-CoA penykTa3Ho aHTUTANO ¥ NoAoOpeHHe ¢ WMYHOCYTIPECHBHH CpeacTBa.

B cnyuan, xorato e HeobX0AHMO €AHOBPEMEHHOTO NPUIOKEHHE HA TE3H IEKAPCTBEHH MPOAYKTH C
aATOPBACTATHH, MON3aTa H PHCKBT OT CbITLTCTBALLOTO JiedeHue TpabBa na 6vaat obmucneHH
BHUMaTeNHO. Korato nauHeHTHTE NONYy4aBsatT JEeKapCTBEHH NPOAYKTH , MOBULLABALIH NJ1a3MeEHATa
KOHLIEHTPALMKA HA aTOPBACTATHH, CE NPENOPBYBA NO-HUCKA MAKCHMATHA 1033 Ha aTopBacTaTuH. B
CJly4aHTe ¢ eIHOBPEMEHHO NpHiaarale ¢ MOWHH HHXHOUTOpH Ha CYP3 A4 Tpabea na ce 06cbamn no-
HHCKA HavaJlHa 1032 Ha aTOPBACTATHH W CE NPENOPHUBA CHOTBETHO KJIHHWYHO MOHHTOPHPAHE HA Te3H
NauMeHTH (BX. Touka 4.5).

ATOpHc He TpaOBa Jia ce npuaara ¢AHOBPEMEHHO ¢ Py3Ha0Ba KHCEIHHA 32 CHCTEMHO NMPHNOXKEHHE
WJIM B PAMKHTE Ha 7 JHH Cliel CNYPAaHe Ha JeYeHHUETO ¢ dy3uaosa kucenuua. [lpu nauuenTu, npu
KOMTO ynorpebara Ha y3uaoBa KHCENHHA 38 CUCTEMHO NPUIOKEHHE € OT ChUIECTBEHO 3HAYEHHE,
NEeYEHHETO CbC CTATHHU TPAOBa aa ce crpe 3a LeNus Kypc Ha JieueHHe ¢ Py3Ma0Ba KHCENHHA.
CbobuweHH ca cnyyau Ha padaoMuonusa (HAKOU OT KOMTO (aTanHy) Npy NaluKUeHTH, NoJyyaBaiu
KOMOHHAUMA OT Py3HN0Ba KHCEITHHA CBC CTATHHH (BXK. TOUKa 4.5).

[TaumeHTHTE TPaOBa N3 OBbAAT NOCHBETBAHHU 1A NOTLPCAT HE3aDABHO NEKAPCKa MOMOLLL, AKO TMPH THAX CE
NOABAT CHMINTOMH Ha MYCKYNIHa cnabocTt, 601Ka WK YYBCTBHTETHOCT.

JleyeHHeTO CbC CTATUHU MOXKE Aa ObAE 3aNOYHATO OTHOBO CEAEM AHH CeR NOCNeHE
(hy3u10Ba KHCEIHHA.



NPHIOKEHHE HA ATOpPHC H (GYy3Ha0Ba KHCEHHA TPAOBa N3 CE NPELCHH 3a BCEKH OTAECH MaUHEeHT !
noA NPSKO JieKapcko Habnoaetue.

PHCKBLT OT MHONATHA WKWK pabdaoMHOIH3a MOXE Aa CE NOBULLY NPH CbITBTCTBALLO NPHWIOKEHHE Ha
HMG-CoA peaykrazHd HHXHOMTOpH (Hanp. aTOpBacTaTHH) H NanNTOMULHMH (BX. Touka 4.5). Tpabsa
na ce OOMHUCAHM BPEMEHHO CIIHPAaHE Ha ATOPHC NPH NALUKEHTH, NPUEMaLLX JANTTOMHLIHH, OCBEH aKo
NOA3HTE OT ChNBTCTBALLOTO MPHAOKEHHE HE MPEBHLLABAT PUCKA. AKO CbBMECTHOTO MPHIOKEHHE HE
MOXe aa ce u3derxe, HuBaTa Ha KK Tpabea na ce usmepsar 2-3 nbTH CEAMHYHO W NaUHEHTHTE Tpabea
na ce HabnioJaBaT BHUMATENHO 33 BCAKAKBU MPH3HALIA WIH CHMITOMH, KOUTO DHXa MOT/IH 1a ca
U3Ba HA MHOMATHA.

[feanaTpryHa nonyaaums

B 3-roauuiHo npoy4BaHe, OCHOBAHO Ha OLIEHKA HA LLNOCTHOTO Ch3PABAHE K Pa3BHTHE, OUCHKA MO
craauit Ha Tanner H H3MepRaHe HA BUHCOYHHATA M TErNOTO, HE C¢ HabNoNaBa KIHHKYHO 3HAYHUM eeKT
BbpXY Pa3BHTHETO H I0JI0BATA 3PANOCT.

HuTepcTuiimanta 6enoapobHa Gonect

[pu npHem Ha cTaTHHH ca cbOOLWABAHH OTIENHH C/ly4yau Ha HHTepcTHLHaTHA BenoapobHa Oonecr,
ocobeHO npu npoab/DKUTENHa Tepanus (BXK. Touka 4.8). [IposasuTe MoraTt aa BKIKOYBAT AUCIHEA,
HeNpoAYKTHBHA Kauut4ua W of110 BiowasaHe Ha 3apaBeto (YMopa, 3aryba Ha Terno u Tpecka).
TepanusaTa cbe cTaTHHH TpAOBa 13 C€ APEyCTAHOBH, aKO Ce NMOA03HPA, Ye NaLMEHTa € Pa3BHJl
HHTepcTHLManHa Benoapobua Bonect.

3axapeH AMaber

Hsakon 1aHHH nOKa3BaT, ye CTAaTHHMTE ca K1ac 1eKapcTBa, KONTO NOBUILIABA KPLBHATA 3aXap H NpH
HAKOH NALHEHTH, HITOKEHH Ha BUCOK PUCK OT pa3BUTHE Ha AHabeT, MOXe na NOBEAAT A0 CbCTOAHUE
Ha XUMEPrTHKEMHS, NPY KOETO CE€ H3IHCKBA NPOBENAAHETO HA NMOAXOIALLH MEPKY KaKTo NpH guaber.
To3n puck, obaue, ce KOMNEHCHpa OT HaMalABaHE Ha CbIOBHA PUCK NPH JIEUEHHUETO CbC CTaTHHHU H
3aTOBA He TpAOBa na ObAe NpHYKMHA 33 cNMpaHe Ha JleueHHeTo. Ha nayueHTHTe, HANTOXKEHH HA PHCK
(raroko3a Ha rnagHo 5.6-6.9 mmol/L, UTM> 30kg/ m?, noBHLLIEHH TPHIIHLIEPHAH, XHITEPTOHHKA),
cneaBa Ja Ha3HA4YH MPOBEXAAHE HA KIHHHYHH H OHOXUMHUYHH H3CNEABAHHA B ChOTBETCTBHE C
HALIHOHAJTHHTE PbKOBOACTBA.

MuacTeHna rpaBuc

B Hsikonko cnyuas ce chobLiaBa, Y€ CTATHHHTE UHAYLMpAT de novo WK BAOLIaBaT Beue
CHIECTRYBALLA MHACTEHHUA MPaBUC WIH O4HA MHacTeHHuA (8. Touka 4.8). [IpunoxeHneTo Ha ATOpuc
TpAOBa Aa ce cnpe B CAyHai Ha BAOLLABAHE HA CHMATOMHUTE, MMa cbobLIeHHs 3a peunanB npy
(NOBTOPHO) NPHIAraHe Ha CbLIXA WIH pa3NHYE€H CTaTHH.

[IoMOLUHH BELLECTBA

ATOpHC ¢habpxa 1akTo3a. [lauMeHTH ¢ pekH HacneACTBEHH NPobJeMH HA HEMOHOCHMOCT KbM
ranaKrola, MbJeH NaKTa3eH eHUHT KK FMIOKO3HO-ranakTo3Ha Manabcopbuus He Tpabea na
NPUEMAT TO3H IEKAPCTBEH NPOAYKT.

To3K nekapcTBed NpoAYKT ChAbpAKa No-Manko ot 1 mmol Hatpuit (23 mg) Ha Tabnerka, T.€. MOXe Aa
ce Kaxe, 4Ye NPaKTHYECKH HE ChAbPKAE HATPHH.

4.5 BiaamoaeHcTBHE C APYIH JIEKAPCTBEHA NPOAYKTH B APYrH GOpPMH HA

EdexTH Ha e 1HOBPEMEHHO NPHJI0KEHU JIEKAPCTBEHHU N KTH BbPXY aTOpPBACT

¥ "
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ATtoppactaTtuH ce meTtabonuznpa ot untoxpom P450 3A4 (CYP3A4) u e cyOcTpaT Ha yepHOApOOHHTE
TPaHCNOPTEPH, OpraHHYHHA anHoH-Tpadcnopred noaunentda 1Bl (OATPIB1) » 1 B3 (OATPIB3)
TpaHcnoprep. Merabonuture Ha atopeacTaTHH ca cybctpath Ha OATPIBI. YcTaHoBeHo € cblio
TaKa, 4¢ aTOPBACTaTHH ¢ cybcTpaT Ha ednykCHUTE TpaHcnoprepu P-rnnxonporeun (P-gp) H Ha
NpoTeHHa Ha Pe3UCTEHTHOCT Ha paka Ha rppaara {Breast cancer resistant protein, BCRP), kouTo moxe
[a OrpaHH4aT YpeBHaTa abcopOLHg H KNTbYHHKS KIMPBHC Ha aTOPBACTATHH (BX. TOuka 5.2).
EQHOBPEMEHHHUAT NPHEM HA 1EKAPCTBEHH NPOAYKTH, KOHTO ca HHXUOUTOpH Ha CYP3A4 nnu na
TPAHCNOPTHHTE NPOTEHHH MOKE Ja ROBEAE A0 NOBULUABAHE HA NNIA3MEHHTE KOHLIEHTPALHH Ha
aTOPBAaCTATHH W NOBULUEH PUCK OT MUOMATUR. PUCKBT MOXE Aa C€ NOBHULIMH CHLUO NPH €QHOBPEMEHHO
npuiarale Ha aTOPBacTaTHH C APYTH JIEKAPCTBEHHW NPOAYKTH, NPUTEXABALLK MOTEHLUHAN 1a
HHAYLUUpPAT MHONATHA KATO GUOpaTH H e3eTHMUD (BXK. TOUKA 4.4).

CYP3A4 unxubumopu

MouHnte CYP3A4 nuxuOUTOpPH ca nokazanM, 4e BOAAT A0 YYBCTBHTENHO NMNO-BHCOKA KOHLEHTpaLMA
Ha aTopBacTaTUH (BuMxk Tabauua 1 v cneunduyHara nHpopmauns no-101y). EaAHoBpeMeHHOTO
npujaraHe Ha MOLWHH HHXHOHTOPH Ha CYP3 A4 (Hanp. UMKNOCMOPHH, TENUTPOMHUMH,
KAaPHTPOMHLHH, AENaBUPAHH, CTHPHNEHTO, KETOKOHA30M, BOPUKOHA30/, HTPaKOHA301,
NO3aKOHAa30/, HAKOW AHTUBUPYCHH CPEACTBA, W3NOI3BaHU NpHU nedyeHuero va HCV (Hanpumep
enbacsup/rpazonpesup) U HIV-nporeasHn HHXHOUTOPH, BKIIOYHTENHO PHTOHABHP, JIOTTHHABHP,
ara3aHasup, HHAKHaBHP, NAPYHABHUP H Ap.) N0 BL3MOXHOCT TpAOBRa na ce u3barsa. B cnyyau, Korato
He MOXe na ce n3berHe eAHOBPEMEHHOTO NpUiaraHe Ha Te3H NEKAPpCTBEHH NMPOAYKTH ¢ aTOPBACTATHH,
TpabBa na ce OOMHUCNAT NO-HHCKH HAYANHA H MAKCHUMA/THA JO3H Ha ATOPBAaCTATHH, H CE NPENnopbYBa
NMOAXOASKLLO KIMHHUYHO NpOocAeasBale Ha nauueHTa (Bx. Tabnnua 1).

Ymepeuunte HHXHOUTOPH Ha CYP3 A4 (Hanp. epUTPOMHLMH, AWITHA3EM, BepanamMui H (GayKoHason)
MOTAT [Ja NOBULLAT MIA3MEHUTE KOHUCHTPALIMKM Ha aTopBacTaTHH {BX. Tabnuua 1). HabnionaeaH e
MOBHLUEH PHCK OT MHOMATHA NpH ynotpeba Ha epUTPOMHLUHMH B KOMOHHALIMA CbC cTaTHHH. He ca
NPOoBEXKAAHU NPOYUBAHUSA HA B3aMMOAECHCTBUATA, KOHTO Aa OLUCHAT éPEKTUTE HA AMHOAAPOH WIH
BepanaMui BbPXy aTopBacTaTHH. H3BecTHO e, 4e aMHOJAapOH U BepanaMu.l UHXHOHPAT aKTHBHOCTTA
Ha CYP3A4 » eaHOBpeMEHHOTO NpWUNAraHe ¢ aTOpBacTaTHH MOXE A4 A0BEAE OO NMOBHLUCHA
€KCMO3MUMA Ha atopBacTaTdH. ETO 3a1to npu eayoBpeMeHHa ynotpefa ¢ yMepeHn HHXUBUTOPH Ha
CYP3A4 tpsabsa na ce 06cbAM No-HUCKA MAKCHMATHA A03a Ha aTOPBACTATUH M Aa C€ NpoBeae
NOAXOAALLO KIIHHHUYHO NpocaeaaBaHe Ha nauyeHTa. KNMHWYHO npocieassaHe ce MpenopbLYBa KakTo
NPy 3anNO4BaHE HA TEpanusaTa, Taka W NPY NociieaBallia NpOMAHA Ha JO3HPOBKATa Ha HHXHOUTOPA.

Huoykmopu na CYP3A4

EnHOBpeMEHHOTO NPHWIOKEHHE H& AaTOPBACTATHH ¢ HHAYKTOPH Ha uuTroxpom P 450 3A4 (nanp.
edasupeHLl, pHhaMnuH, XBIT KAHTAPHOH) MOXe a AOBEAE N0 NPOMEHNHBO NOHHXXEHHE Ha
UIA3MEHHTE KOHLCHTPAaUWHK Ha aropeacTaTHH. [lopaan aBOHHHA MEXAHH3IBM Ha B3aHMOOCHCTBHE Ha
pudaMnuH (MHAYKLUHA Ha uMTOXpoM P-450 3A4 u nHxHOHpaHe Ha TpaHCNOpTEpa Ha XENATOLUMWTHOTO
3axsaiaHe OATPIB1) ce npenopbuBa eAHOBPEMEHHO NpHJIAraHe Ha aTOPBACTATHH C pUaMnuH, Tbil
KaTo NO-KbCHOTO NPHIOKEHHE Ha aTOPBACTaTHH chea NpHeM Ha pudaMnuH ce CRbP3Ba CbC 3HAYHMO
HAMAIABAHE HA NIa3MEHHTE KOHUEHTPaLUMH Ha aTopBacTaTHH. BauaHHeTo Ha pu(paMnuH BbpPXY
KOHUEHTPAUMHTE Ha aTOPBACTATHH B XCNATOLUUTHTE € HEUIBECTHO H, AKO €AHOBPEMEHHOTO MpHIaraHe
He Moxe Aa ce H3berue, nauneHTHTe TpaOBa Aa ce NMpoc/easBaT BHHMATENHO 3a OLUECHKA Ha
TepanesTHYHUTE ePeKTH.

Tpancnopmuu unxubumopu

UHxuburopuTe Ha TPAHCNIOPTHHTE NMPOTEUHH MOXKE A MOBHLLAT CHCTEMHATA HANUWAG
aTopBacTaTHH. LIMKIOCTIOpHH U AeTepMOBHP ca HHXHOKUTOPH HA TpaHCNopTepUTe /AR
CJIMMHHUpAHETO Ha aTtopBactaTtuH, Hanp. OATP1B1/1B3, P-gp, u BCRP, xoeto ok
CUCTEMHA HANTUMYHOCT Ha aTopBacTaThH (Bxk. Tabnuua 1). EdexTsT oT uHXHOHpaHeR




XEMATOLHTHTE € HEW3BECTEH. AKO €HOBPEMEHHOTO MPpHIaraHe He MOXe Ja ce u3berte, ce
npenopbyYBa NOHMWKaBaHe Ha 103aTa U KIIMHUWYHO HabatoaeHue Ha edekTuTe (Bxk. Tabanua 1).

He ce npenopbusa ynorpebata Ha aTOpBaCTATHH NPH NALIMEHTH, IPHEMALIH JETEPMOBHP
€IHOBPEMEHHO CbC LIMKIIOCNOPHH {BXK. TO4YKa 4.4).

levgpubposur/pubpamu

CamocToarenHara ynotpeba Ha ¢pubpath ce CBBbp3Ba NOHAKOra ¢ MHONATHA, BKJIIOYHTENHO
pabaomMuonuza. PUCKLT OT TaKMBA CLCTOAHHA MOXKE [1a Ce MOBUILH MPU EAHOBPEMEHHOTO NpHaaraHe
Ha pHOpaTH KU aTOpBACTATHH. AKO €HOBPEMEHHOTO NpHIaraHe He MOXe Na ce uiberne, Tpabra na ce
npunara Hah-HHCKaTa TepanesTHYHA 103a aTOPBACTaTHH U NauHeHTa TpabBa na ce MOHHTOpHpa
BHUMaTeNHO (BXK. Touka 4.4).

Eremuvub

CaMOCTOSTETHOTO NMPAHIOKCHHUE Ha e3eTHMHO ce CBbp3Ba C MUOMATHA, BKNKYHUTCIAHO paﬁnom HOJTH3A.
3aTtoBa PHCKDBT OT TaKHBA CbCTOAHHUA MOXKC A4 Ovae noBuLIEH npyu CAHOBPEMECHHOTO MPHUNAraHe Ha
€3¢TUMHD M dATOPBACTATHH. l'lpenop'bqsa CC BHHMATCIHO KTHHHYHO MOHHTOPHPAHE Ha TC3H MAUHCHTH.

Koaecmunon

[InazmeHHTE KOHUEHTPALHK HA ATOPBACTATHH U AKTHBHHTE MY MeTaboaHTH ca OWIH NO-HUCKH
(CHOTHOLUEHHE HA KOHUEHTPaUMAaTa aTopBacTaThH; 0,74) KOraTo KoJecTUNON € NpunaraH
eqHOBpeMeHHO ¢ ATtopuc. EdexThT cnpaMo aunnauuTe HUBa obaue € 6W no-u3paseH, KoraTto
aTOPBACTaTHH W KOJIECTHIION Ca NPHIAraHu €JHOBPEMEHHO, OTKONKOTO MPH CAMOCTOATENHO
NPWIOKEHHE HA ABATA JICKAPCTBEHU NPOAYKTA.

Py3ugosa Kuceauna

PyckbT OT MMONATHA, BKIIOUKTENHO pabioMuonusa, MOXe Aa ce NOBULLW NPH €AHOBPEMEHHO
NpUIOKEHHE Ha (Py3HA0BA KHCENHHA 38 CUCTEMHO NPUWIOKEHHE CbC CTaTHHU. MexaHHM3MbT Ha TOBA
B3anMoaekicTeue (papMakoaMHaMUUHO AU GAapMAKOKHHETHYHO, WK K ABETE) BCE OLLE € HEUIBECTEH.
Hma cbobiueHua 3a cny4dau Ha pabaomMuonunsa (HSKOW OT KOUTO ¢ daTaneH u3xoa) Npu NagUeHTH,
nony4asany Tasu KOMOHHaLHA.

AKO € HeOOX0AMMO JieueHUe ¢ Dy3H10Ba KUCENHHA 3a CHCTEMHO MPHIOKEHHE, TEPATIHATA C
aToOpBacTaTHH TpAOBA a ce NPEKPTH NO BPEMeE Ha JedeHHeTo ¢ Gy3naoBa KHcennHa. Bukre cbiio
Touka 4.4,

Koxuyutin

anpem«l 4E€ HA ca MpOBCXKIaHH NPOYYBAHHA 34 B3aUMOOCHCTBUATA HA aTopBaCcTaTHH C KONXHLUH,
CBODLIABAHH ca C/lly4aH HA MHOMNAaTHA, KOraTo atopBaCTaTHH € NnprunaradH ¢AHOBpPCMCHHO € KOJIXHLIHH.
HeobxoanMo e NoBULLIEHO BHUMaHHE NpH NPEANMHCBAHCETO Ha ATOPBACTATHH C KOJIXHLIHH.

Janmomuyun

CopobutaBaHu ca cliyyau Ha MHONATHA W/ UNH pabaOMHONK3a NPH CBBMECTHO Npuioxenue Ha HMG-
CoA peayktrazHu HHXHOMTOPH (Hanp. aTopBacTaTHH) H AANTOMULIMH. AKO CHBMECTHOTO MPHIOKEHHE
He moxe aa 6bae u3bernaro, ce npenopbYBa NOAXOAAO KIHMHHYHO HaboaeHne AR 4

E(bCKT Ha ATOPBACTATHH BbPXY €AHOBPDEMCHHO NpHIaraHi JCKapCTBEHH TPO/

Juzoxcun




[Tpy MHOrOKpaTHO NMPUNOKEHHE HA AHIOKCHH €1HOBpEMEHHO ¢ 10 mg aTopBacTaTHH CTaLIMOHAPHHUTE
KOHUEHTPALUHMM HA IMFOKCHH Ce NOBULLABAT feko. [TauMeHTH, KOMTO NpUeMaT AHroKCHH, Tpadea na
ObaaT BHUMATENHO NPOCAEAABAHH.

[lepopainu konmpayenmugu

EaonoBpeMeHHOTO npunaraHe Ha aTOPBAacTaTHH ¢ MEPOPA/IEH KOHTPaUENTHB BOAH 40 NOBHUICHA
KOHLUEHTPAUHUS Ha HOPETHHAPOH W €THHHN €CTPATHOI.

Bapdapun

B KNHHWYHO NpPOoy4YBaHE NPH NALIMEHTH, PHEMALLH NPOABDKHTENHA Tepanus ¢ BapgapuH,
eAHOBPEMEHHOTO NpiitaratHe Ha aropsactatdH 80 mg AHeBHO U BapdapHH BOAH A0 JIEKO NOHHKEHHE
oT 1,7 ceKyHaIH Ha NpOTPOMOHHOBOTO BPEME B MbPBUTE 4 AHH OT JICHEHHETO H BpbLIAHE KbM HOpMaTa
kbM |5-THA JeH Ha NeYEeHHETO ¢ aTOPBAacTaTHH. Bhnpeky ye MHOToO paako ca cbodlasaHu KIHHHYHO
3HAYUMH B3AHUMOAEHCTBHA C AHTHKOAryJaHTH, NpoTpoMOMHOBOTO BpeMme TpAOBa aa Obae onpeaeneHo
npeaM 3ano4YBaHe Ha ATOPBACTATUH NPH NALKEHTH, NONYUaABALIH KYMaAPHHOBH AHTHKOAry/JIaHTH H
AOCTATLMHO YECTO B HAYAIOTO HA TEPANUATAa, 3a Ja C€ MOACHIYPH, Y€ HE Bb3IHHKBA 3HAYUMA MPOMAHE
B npoTpoMOKHOBOTO Bpeme. Korato ce 10KyMeHTHpa cTabMIHO NpoTpoMOHHOBO BpEME, TO MOXKE 14
6'be MOHUTOPUPAHO HA MHTEPBAIK, KOUTO OOMKHOBEHO C€ MpenopbYBaT NPH NALMEHTH HA
KYMAPUHOBH AHTHKOAIyNaHTU. AKO 103aTa Ha aTOPBACTATHH Ce MPOMEHH WK C€ NPEKPATH NpHUEMa,
TpabBa Aa ce NOBTOPH ¢bLUATA Npoueaypa. TepanuaTta ¢ aTOPBACTATHH He CE CBbP3Ba ¢ KbPBEHE HIIH C
NMPOMEHH B NPOTPOMOHHOBOTO BpeMe NMPH NALHEHTH, KOUTO HE NMPHEMAT aHTHKOAryNaHTH.

Tabanua 1: EdexTn Ha eRHOBpEMEHHO NPUNAraHH JEKAPCTBEHH NPOAYKTH BbPXY
GapMaKOKHHETHKATA HA aTOPBACTaTHH

EnHoBpeMeHHO npunaraH ATOpPBACTATHH

NeKapcTBeH NPOAYKT K PEXHM Ha | J[o3a (mg) CBbOTHO- | Knuruuna npenopbxa#

AO3HPAHC LIEHHE Ha

| auc”

[ nexanpesrp 400 mg BeaHBXK 10 mg BeaHBXK 8,3 EaHoBpeMeHHOTO

aHesHo/TInbpeHTaceup 120 mg AHEBHO 3a 7 IHM NPUIOKEHWE C TPOAYKTH,

BeHDbX AHEBHO, 7 JHH ChAbPIKALUH FleKanpesyp
HWJIH NUOpeHTacBHp, €
NPOTHBOMOKA3aHO (BXK.
Touka 4.3).

Tupnanasup 500 mg aga MbTH 40 mg ot aeH 1, 9.4 Korato eaHOBpEMEHHOTO

aHeBHO/Putonasup 200 mg aBa 10 mg oT aeH 20 NPHICKEHHE C

NbTH OHEBHO, 8 AWK (OT AcH 14 ATOPBACTATHH €

no21) HeoOX0AHMMO, He
npesviuasaite 10 mg
a8TOPBACTaTUH JHEBHO.
[IpenopbuBa ce KIHHHYHO

_ _ L MpocneasBaHe HA TE3U

Tenanpesup 750 mg Ha 8 yaca 3a | 20 mg enHOKpaTHa 7,9 NANHCHTH.

10 anu ao3a

Lnknocnopun 5,2 mg/kg/neH, 10 mg BeaHbXK 8,7

NMOCTOAHHa 1033 OHEBHO 3a 28 AHM




Jonuuasnp 400 mg asa nutH
AHeBHO/ PuTtonasup 100 mg apa
MbTH OAHEBHO, 14 AHM

20 mg BeaAHBXK
JHEBHO 3a 4 OHH

5,9

Koraro e1HOBPEMEHHOTO
npuaaraHe ¢
ATOPBACTATHH €
HeobxoauMmo, ce
Npenopb-YBAT NO-HHCKH
noaabpXauii 10341 Ha
atopsacTaThH. [1pu no3u
Ha aTOpBacTaTHH
HaaBHwWwasawy 20 mg, ce
NpenopbYBa KIIHHHYHO

Be1HDbX AHEBHOY

A03a

Knaputpomuuus 500 mg nsa 80 mg BeaHBX 4,5 npocnenABaHe Ha
[IbTH OJHEBHO, 9 THH AHEBHO 3a 8 OHH
| | NaUHUEHTHTE,

CaksuHaeup 400 mg nga nbTH 40 mg BeAHDBX 3.9 KoraTo eqHOBpEeMEHHOTO

aHesHo/ PutoHasup (300 mg aBa | AHeBHO 3a 4 AHM npHaaraHe ¢

MbTH AHEBHO OT AHM -7, aTOpBacTATHH €

nosuweH g0 400 mg nsa nvTH HeoBxoanmo, ce

OHEBHO Ha AeH 8), aHH 4-18, 30 Npenopb»UYBAT NO-HHCKH

min cneg Ao3ara Ha NOAABLPKALUM A03U HA

aTOpBACTATHH aropsactatuH. [1pu go3u
Ha aTOpBacTaTHH
HaasHwasaluy 40 mg, ce
NMpenopbYBa KIHHHYHO

Hapynasup 300 mg aea nbTH 10 mg BeaHBLXK 34 NPOC/ICAABAHC Ha

aHeBHO/PutoHaBup 100 mg nea | aHeBHO 32 4 AHH NMAUHCHTHTC.

TbTU AHEBHO, 9 AHM ‘

Hrpakouna3zon 200 mg axveeHo, 4 | 40 mg eaHokpaTHa 3,3

AHH Ao03a

dozamnpeHasup 700 mg nsa 10 mg BeaHbxK 2,5

mLTH AHEBHO/ PutoHasup 100 mg | aHeeHo 3a 4 aHM

JABa NBbTH AHEBHO, {4 aHU

dozamnpeHasup 1400 mg nsa 10 mg BeaHbxk 2,3

MbTH AHEBHO, 14 OHMK AHEBHO 3a 4 OHH !

Enbacsup 50 mg BeaHBK 10 mg enunnuna nosza | 1,95 Jlo3zaTa Ha aTOpBacCTaTHH

aHeBHo/T paszonpesup 200 He TpabBa na HaaBULLABA

Mg BEAHDbLX JHEBHO, |3 OHH AHeBHa no3a ot 20 mg no
BPEME Ha €IHOBPEMEHHO
NPHNOXKEHHE C NPOAYKTH,
CbAbpAKaLWK endacBup
HIIH TPa3onpeBHp.

JletrepmoBup 480 mg peaHbxk 20 mg enuHuyHa no3a | 3,29 Jo3ara Ha aTopBacTaTUH

aHeBo, |0 aHn He TpaGBa na HaBKIIABA
aHeBHa 0o3a ot 20 mg no
BpEME Ha €JHOBPEMEHHO
NPUNOXKEHHE C NPOAYKTH,

. ‘ | ChABPKALLM NETEPMOBHD.

Henduuaeup 1250 mg apa netd | 10 mg BeaHbXK 1,74 Hsama cneuuanHu

AHEBHO, 14 XHH | AHeBHO 3a 28 aHu NPEeNOPHLKH.

Coxk ot rpeiingpyT, 240 mL 40 mg, eqHOKpaTHa 1,37




Ountnazem 240 mg BeaHBK 40 mg, enHOKpaTHa 1,51 Cnen 3anousaHeTo Ha

JHEeBHO, 28 oHu n03a TEpANHUATA WIH clel
NpOMSAHA Ha A03HPOBKATa
HAa JUNTHA3EM, Ce
NpenopbuBa KJIMHHYHO
npocneasBaHe Ha
MALMEHTHTE.

EpurpomuunH 500 mg uetupn 10 mg, eaHoxpaTHa 1,33 [IpenopbuBa ce NO-HHCKA

NbLTH QHEBHO, 7 OHKU 403a MaKCHMaNHa 103a U
KJAHHHYHO NpocheasBaHe
Ha NaLHeHTHTE.

AmnoaunuH 10 mg, BeaHbXK 80 mg, enHokpatHa 1,18 Hama cneunanyu

AHEBHO | ao3a NpenopPbKH.

Linmernauns 300 mg weTupm 10 mg BeaAHBK AHEBHO |' 1,00 Hsama cneunanHu

MbTH QHEBHO, 2 CEAMHLUH 33 2 CeIMHUM NpenopbKH.

KonecTunon 10 g nBa mbTH
IHEBHO, 28 ceaMuuu

3a 28 cenMUUM

40 mg BeAHDBK AHEBHO | (,74**

Hama cneunanHu
NpenopbKH.

AHTHaUHAHA CYCNEH3Us OT
MAarHe3MeB H ATYMHUHHEB
xuapokcHay, 30 mL yetHpH
MbTH AHEBHO, | 7 AHU

$ !
10 mg Beanbxk aHeBHoO | 0,66

3a 15 aum

Hama cneuuanuu

NPENOPbKH.

Edasuperu 600 mg seansx 10 mg 3a 3 aHK 0,59 Hsama cneuranHu

OHEBHO, 14 nHH NPENOPHKH.

Pudamnun 600 mg seaHbx 40 mg eqHOKpaTHa 1,12 AKO €JHOBPEMEHHOTO

AHEBHO, 7 IHU (CIHOBPEMEHHO n03a npwiaraHe He MOXKe [1a C¢

NPUIOKEH) u3berue, ce npenopbuBa
KIMHHUYHO NpociieaaBaHe
NPH €IHOBPEMEHHO
npuaaraHe Ha
aTOPBACTATHH H

Pudamnun 600 mg Beansx 40 mg enHOKpaTHa 0,20 pHpaMuH.

AHEBHO, 5 nHH (N03UTe ca no3a

pa3AeneHH)

["'emdpudpo3un 600 mg ora vt | 40 mg eqHOXpaTHA 1,35 [Ipenopbuea ce No-HUCKaA

AHEBHO, 7 AHH no3a HauallHa 10338 U KTHHHYHO
NpocieAABAHE HA TE3U

| NaLKEHTH.

®enodubpar 160 mg BeaHbxkK 40 mg eaHokpaTHa 1,03 [IpenopbuBa ¢ce NO-HHUCKA

IHEBHO, 7 AHH no3a HaYaTHa 1034 U KJIHHHUYHO
NpoCNeaaBaHe HA Te3H
NauKEeHTH.

bouenpesup 800 mg TpH nbTH 40 mg eaHOKpaTHAa 2,3. [Ipenopbusa ce No-HHUCKA

AHEBHO A03a HayanHa 403a M KIHHHYHO

NpoCnCAABaHC HA TE3H




&

[lpeactaBniaBa CbOTHOLLEHHE MEXAY JCUYEHUATA (NEKAPCTBEH NPOAYKT, NPHIAraH €AHOBPEMEHHO ¢
aTOPBACTATHH, CMPAMO CAMOCTOATENHO NPHAOXKEHHE HA ATOPBACTATHH).

i

BX. TOUKH 4.4 1 4.5 3a KIHHHYHATA 3HAYHMOCT.
* Cbabprka eqHa WIH NOBeYe CbCTaBKH, KOMTO HHXHOMpaT CYP3A4 u Morar fa noByLLAT NJa3MeHHTe
KOHLIEHTPalMH Ha JIEKAPCTBEHH NPOAYKTH, koUTO ce Metabonniupar ot CYP3A4. [lpnembT Ha eana
yawa 240 ml cok ot rpefindpyT Lo BoAH N0 nosuxkaBaHe H8 AUC ot 20,4% 3a akTHBHHSA
OpTOXHAPOKCH MeTabouHT. ['onemu KonuyecTea cok ot rpeingpyT (Han 1,2 | anesHo 3a 5 aHM)
noBuinapa AUC Ha aropsactaTH 2,5 nbTH 1 AUC Ha aKTHBHHTE CbCTABKH (ATOPBACTATHH H
meTabonutn), HMG-CoA - peayxrazuu unxuburopu, 1,3 nuTH.
** CvroTHOWweHHe, 6a3upaHo HA eaAHHWYHA Npoba, B3eTa 8-16 vaca cnen nosara.

OD =seanbx aHesHo, SD = eaHokpaTHa no3a, BID= asa nbty aHeBHo, TID = Tpu nbTH AHEBHO,

QID= yeTHpPH MBLTH AHEBHO

Tabauua 2: Edekt Ha aTOpBacTaTHH BbPXY HAPMAKOKHHETHKATA HA €JHOBPEMEHHO NPHIOKEHHE

JCKAPDCTBCHH NMPOAYKTH

ATOpBAacTaTHH U CXeMa Ha
AO3HpaHe

EnHoBpeMeHHO NPHIIOKEH JIeKApCTBEH MPOAYKT

AHH

elHOKpaTHa no3a*

JlekapcTeeH CwotHotwenne | KnuHH4HM
npoayxt/Jloza (mg) | Ha AUCT NpenopbKH
80 mg BeaHbk aHeBHO 3a 10 JAurokcutx 0,25 mg 1,15 [TaumenTH
JIHH Be/IHbX AHeBHO, 20 npHeMalll OHTOKCHH
IHH Tpabsa na 6Hbvaar
BHUMATETHO
_ MpoCAeiABaHH.
40 mg BeAHBLXK AHEBHO 34 22 [lepopanuu 1,28 Hsama cneuunanHu
AHH KOHTpPaALENTHBH 1,19 NpenopbKYy.
BEAHDBLXK JHEBHO, 2
Mecela
- HOpEeTHHAPOH | mg
- eTHHUIIECTpaaxon 35
BB | 1
80 mg BeaHBLK QHEeBHO 2a 15 * ®enason, 600 mg 1,03 Hama cneunandu

NpenopbLKH

F

AHH

700 mg aBa NbTH
AHeBHO/ PHTOHaBHP
100 mg apa nbTH
OHEBHO, 14 aHuU

10 mg eaHOKpaTHa 1034 Tunpanaeup 500 mg 1,08 Hsama cneuwanuu
ABa MbTH AHEBHO/ NPEeNOPBKH
Putonaeup 200 mg
ABa MbTH AHEBHO, 7

_ | AHH

10 mg BeanLx nHesHO 3a 4 do3aMNpeHaBHp 0,73 Hama cneuunanHu

JAHH 1400 mg nBa nmbTH NpenopLKH
AHEBHO, 14 nHM _

10 mg peaH®BX AHEBHO 34 4 PozaMnpeHaBUp 0,99 Hsama cnieunantu

MpenopbKH

&

ATOPBACTATHH, CNIPAMO CAMOCTOATCTHO MPHAOKCHHC Ha aTOPBaCTaTHH).

* EIlHOBpEMCHHOTO npuwnaraH€ Ha MHOroKpaTHH 103 aTopBacTaTH H CbEHaBOH MOKY

HEA0NOBUM eeKT BbPXY KIHPbHCa Ha (peHa3oH.




OD =BeaHvx oHeBHO, SD = eaHoxpaTHa no3a; BID = n8a nbuTH AHEBHO.

[eaunaTpuuHa nonynauus

[TpoyuBaHusa BbPXY ieKapcTBEHUTE B3aHMOAEHCTBUA Ca H3BBPLUEHH eAHUHCTBEHO MPH Bb3PaCTHH.(BX.
Touka 4.8) CTeneHTa Ha B3aMMOACHCTBHE B NEAHATPHYHATA NMOMYyIaLUMA HE € u3BecTHA. Tpadaa Aa ce

HUMaT NpeaBHI FOPECNOMEHATHTE B3aHMOACHCTBHA NPH BL3PACTHHU Y npeaynpexaeHHATa B Touka 4.4

NPH NPHIOKEHHE B NEAHATPUYHATA MOMYJIaLHA.

4.6 PepTHANTET, OpeMERHOCT H KEPMEHE

KeHu ¢ perepoaeH noTeHUHan

Xennte ¢ gerepoaeH noreHunan Tpadbea aa Hanon3ear ePeKTHBHA KOHTPAUENMA MO BPEME Ha
neyeuuneto (BX. Touka 4.3).

bpemenHocT

ATOpHC € NPOTHBOMOKA3aH NO BpeMe Ha DpeMeHHOCT (BXx. Touka 4.3). besonacHocTTa npu OpeMeHHH
KEHH He € yCTaHOBeHa. He ca npoBexxaaHH KOHTPOMHPAHY KIHHUYHM NPOYUBAHHS C aTOPBACTaTHH
npu OpeMeHHH XeHU. PAaKo ca nonyyaBaHH cboOLWieHHS 32 BpPOACHH aHOMAIHH CIEA MHTPayTepyUHHa
ekcno3uuua Ha HMG-CoA-penykrazHu HHXxHOHTOpH. TlpoyuBaHuaTa npH XXUBOTHK NOKA3BaT
peNpoOAyKTHBHA TOKCHYHOCT (BK. TO4Ka 5.3).

JleyeHuneTo Ha malikara ¢ aTOPBaCTaTHH MOXE Aa NOHWXKH (PeTANHHUTE HHBA HA MEBAJIOHAT, KOHTO €
NPEKYPCOP Ha XONECTEPONoBaTa OHOCHHTE3A. ATEpOCKIEPO3aTa € XPOHHYEH NpoLec H OBHKHOBEHO
NpeKpaTABAHETO Ha NUNHACMOHHKABALUMA JIEKAPCTBEH NPOAYKT Mo 8peMe Ha bpeMeHHOCT OH
TpabBano ga nMa MambK eeKT NO OTHOLICHHE HA ABLArOCPOHHHUA PUCK, CBBP3aH ¢ MbPBHYHATA
XHUNEPXONecTEPONEMHUA.

[Mo Te3u npuuKHK ATOpHC He TpaOBa 1a ce npwiara NPy XeHHU, KOUTO ca OpeMEHHH, ONHTBAT ce aa
3a0peMEHERT UMK NOJO3UPAT, ue ca OpeMeHHH, Jleuennero ¢ ATopuc TpadBa na ce npeyCcTaHOBH 34
nepuoaa Ha 6peMEeHHOCTTa WKW JOKATO CE YCTAHOBH JIMNca Ha OpeMeHHOCT (BXK. Touka 4.3.)

KnpmeHe

He e U3BeCcTHO DAy aTOPBAacTATHH H HErOBUTE METADOIMTH Ce eKCKPETHpaT B KbpMarTa.

[Ipu nabXxoBe NMnasmMeHaTa KOHLIEHTPALMA Ha aTOPBAaCTaTHH H HEMOBUTE AKTHBHH MeTaboNnTH €
CXO0[Ha C Ta3u B KbpMmara.(Brxkre Touka 5.3). [lopaau BL3IMOKHOCTTE 32 CEPHO3HH HEXKeENaHH
peakLMH, )KEHHTE npHeMalld ATopHc Tpabea na npeycTaHOBAT KbpMeHeETO (BXK. Touka 4.3).
ATOpBACTaTHH € NPOTHRONOKAa3aH B NEPHOAA Ha KbpMeEHE (BX. To4ka 4.3).

DepTUanTeT

[MpoyuBaHHATA NPH KHUBOTHU HE MOKA3BAT BIUAHHE HA BATOPBACTATHH BbPXY MBKKHA HIIH KEHCKHA
deprunuTeT (BX. TOUKa 3.3).

4.7 Edexrn shpxy cnocobrocrra 3a mopupane g pabora ¢ Mamnnn

ATOPHC HMa HE3HAYHTENIHO BIUAHKHE BLPXY CnocobHOCTTa 3a wodupane U pabora c

4.8 Hexcenany NeKapCcTBeHH peaknHH

Pe3toMe Ha npodunaa Ha He3onacHoCT

Cnopea aaHHHWTE OT N1auebo KOHTPONMHPaHH KIMHHYHM [TPOYYBAHHUA C ATOPBAcTa




aTopBacTaTHH cpewty 7311 nanuedo) nauMeHTH, NEKYBAHH B MPOABL/KEHHE HA CPEAHO 33 ceaMHULIM,
5,2% OT NauMeHTHTE HA ATOPBACTATHH Ca NPEKPATHIH JNEeHEHHETO MOPaaH HEKENAHUPEaKUHH B
cpaBHeHue ¢ 4,0% npu nauneHTUTE, NpueMany nrauebo.

B13 0CHOBA Ha NAHHHUTE OT KJIMHHYHH MpOy4BaHHA H OﬁﬂalHHﬂ NOCTMAPKCTHHIOB ONHT NO-40J1Y €
npeacTaBCH I'IpO(I)HJ'I'bT Ha HOXC/IAHHTE NCKAPCTBEHHU PCAKUHHA HA aTOPBACTATHH.

TabanyeH CNUCHK HA HEXENAHHUTE PeaklHH

U3uncneHuTe YeCTOTH Ha HEXKENAHUTE JIEKAPCTBEHH PEaKLIMK Ca rPYNIHPAHH, KAKTO CNeAsa: YeCcTH
(=1/100, < 1/10), Heuectu (= 1/1000, < 1/100), peaxu (= 1/10 000, < 1/1000), MHOTO peaku (<
1/10 000), ¢ Hen3BecTHa YecTOoTa (HE MOXE 1a Oble OLEHEHA OT HAJIMYHHTE JAHHH).

Undekunn m nudecralmu
YecTH: HazogapHHIUT

HapyiieHuna Ha kpbBTa M AnmM@HaTa cCHCTEMa
Penxu: tpomboumToneHus

HapyuieHus Ha HMYHHATa CHCTEMA
YecTH: anepryiHu peakiuny
Muoro penxn: aHadunakcus

Hapyuienusa Ha MeTaboiiM3ma U XPaHEHETO
UecTH: xHneprivkemus
HeuecTu: XHNOrnuKeMHsa, NOBUMLLABAHE HA TETNIOTO, AHOPEKCHS

[Icuxu4HH HapyuleHHS
HeuecTu: kowimMapu, 6e3csHue

HapyiieHHs Ha HepBHaTa CUCTEMA

YecTu: rnasodonue

HeuecTu: 3aMasHOCT, NapecTe3na, XUNOECTEINA, AHCTEY3HS, aMHE3Hs
Peaku: nepudepHa HeBponaTus

C HeHW3BeCTHA YECTOTA: MHACTEHHA MPaBHC

HapyuieHus Ha OYHTE:

HeuecTu: HapylleHHe Ha 3peHHETO
Penku: 3puUTEIHYA HAPYLLECHHA

C "HeH3BeCTHA HYECTOTA: OYHA MHACTEHHA

HapylueHns Ha yXoTo K 1abUpHHTA
HeuectH: luym B yuure
MHoro peaku: 3aryba Ha ¢cnyxa

CbAOBH HapYUIEHUS
Peaku: BackyuT

PecnHpaTopHH, (PbAHKH U MEAHACTHUHANIHH HADYIIEHUS
Yectn: dapudronapuxreanHa Oonka, enucTakcue

CTOMAaLUHO-YPERHHW HAPYNIEHUS
YecTu: 3anex, ¢gnatyneHuusa, JUCHENCUs, raaeHe, AUapHs
HeuyecTu: nospbiuaHe, 60/Ka B ropHaTa M JOHA YacT HA KOpPEMa, OPUrBaHe, NaH

XenatobuanapHy HapylHeHHS




Heuectu: xenatur
Penku: xonecrtasa
MHoro peaks: YyepHoaApoOHa HEAOCTATBYHOCT

HapyuieHus Ha koxaTta ¥ NoJKOXKHATa ThKaH

HeuectH: ypTHkapusa, KoxeH oOpHB, NpypHTyc, aloneums

Penku: aHrMoHeBpOTHYEH OTOK, Oy/103€H AepMAaTHT, BIJTIFOYHTETHO EPUTEMA MYJITHPOPME, CHHAPOM
Ha Stevens-Johnson » TOkCHYHA enuaepManHa HEKPOK3a, IMXEHOUIHA JIEKaPCTBEHA peaKLHs.

HapyuieHus Ha MYCKYHO-CKENeTHATa CHCTEMA H CheAHHHTENHATa ThKaH

Yectu: Muanrua, aptpanrud, 601Kk B KpaHHULIMTE, MYCKYJTHH Cna3MH, NOAYBaHE Ha CTaBUTE, DOJIKH B
ropba

Heuectu: 601kH BbB BpaTa, MycKyaHa cnabocr

Peaku: MuonaTtusa, MHO3UT, pabaomMuonusa, pynrypa Ha MycKyJl, TEHAHHOMATHA, MOHAKOTA
YCI0XHEHH C Pa3KbCBaHe

MHoro peaku: aynyc-nogobeH CHHAPOM

C HeW3BeCTHa 4eCTOTa: HMYHOMEAHHpaHa HEKPOTH3Hpalla MHOMaTHA (BxX. Touka 4.4)

HapylueHus Ha Bb3NpON3BOAWUTENHATA CHCTEMA H MbpAATA
MHoro peaxu: rHHEKOMacTHA

O0u1n HapylieHUs H ePEKTH Ha MACTOTO Ha MPHJIOKEHHE
Heuectn: HepasnonoxkeHHe, acTeHHA, 'pbaHa 60nKa, nepHdEpHH OTOUH, YMOpa, TPECKA

H3cneasanns

YecTH: NnoBHLIEHH CTOHHOCTH HAa YEpHOAPOOHUTE (PYHKLIMOHATHHU NOKa3aTe/H, NOBHLUEHA CEpYMHA
kpeaTHHdocPokHHa3a

HeuecTH: neBKOUHTH B ypUHaTa

Kakto ¥ npu apyrure HMG-CoA-peaykrazHu HHXUOMTOPH, NPH NALMEHTH, JEKYBAHU CbC
aTOPBACTaTHH, € Ch0O1U1aBAHO 3a MOBHIUEHH CepyMHH TpaHCaMHHAa3H. Te3n npoMeHH OOMKHOBEHO ca
OWIH NNeKH M NPEXORHH M He ca Hanaranu nNpeycTaHOBABaHE Ha TepanusTa. KIHHHYHO 3HaYUMH (>
3nBbTH HAJ HOPMATHUTE CTOAHOCTH) NOBHLLIEHUSE HA TPAHCAMHHAZHTE ca yctaHoeeHHd npH 0,8% ot
6onuuTe Ha aTopBacTaTHH. Te3u NOBHILNEHHA ca DKUY J030-3aBHCHMH W OOPATHMH NMPU BCHUKH
NaLHEHTH.

MoBuiueHn HUBa Ha cepymHarta kpeaTHH docdoknnaza (CPK) 3 bt Han ropHara rpaHuua Ha
HOpMAaTa ca YCTaHOBEHH npH 2,5% ot BonHuTe Ha atopBacTaTH, noaodHo Ha ApyrHTe HMG-CoA-
peayKTa3HH HHXUOUTOPH B KITIHHUYHH npoyuBaHUAa. Huea, 10 nbTH No-BHCOKH OT ropHaTa rpaH1La Ha
HOopMaTa, e Umano np 0,4% ot nekysaHHUTE CbC aTOPBACTATHH NAUMEHTH (BK. TOUKa 4.4).

[MeanaTpHyHa nonynayxs

[NeanaTprusn nauneHTH Ha BB3pacT o1 10 10 17 roanHu, neKyBaHH C aTOPBaCTaTUH, Ca HMANK
npodun Ha Oe30nacHoOCT, NoAOoOEH HA TO3H NPH NMALMEHTH, NIeKyBaHH ¢ auedo. Hafi-uecture
HexenaHu edexTH, HabnoaaBaHU B JBETE IPYNH, HE3ABUCHMO OT NPHYHHHO-CIICICTBEHATA BPb3Ka, Ca
6wnmn undexuuure. B 3-roaMuHo npoyusaHe, Ha 6a3aTa Ha oLEeHKa Ha OOLIOTO CH3pABAHE W pa3BUTHE,
OLEHKATa Nno cTaauii Ha Tanner H U3MEpBAaHE HA BUCOYMHATA H TErNOTO, HE ce HabnoaaBa KIHHUYHO
3HauUM e(eKT BbPXY pa3BUTHETO H Monosara 3panocT. [IpogunbT Ha Ge30NMacHOCT U MOHOCHMOCT
[IPY NEAUATPHYHHM NMaLKHeHTH € 6un noaobeH Ha u3recTHHA npodu Ha 6e30MacHOCT Ha aTOpBacTaTHH
[pH Bb3PACTHH.

KnuHuyHaTa 6a3a JadHM 3a 6€30nacHOCT BKIIIOYRAT AaHHH 3a 6e30nacHOCTTa NpH 57
AETCKA Bb3PacT, KOKTO Ca NMOoNy4aBaiH aTOPBACTaTHH, OT KOWTO 7 nauMeHTH ca 6mn
Bb3pacT, 121 nauveHTH Ha Bb3pacT Mexay 6 ¥ 9 roaunu, H 392 nauneHTH ca oMU
Ha ocHOBaTa Ha HANHYHUTE AaHHH YeCTOTaTa, THNLT H TEKECTTa HA HEXKENAHHTE pey



Ca CXO4HH C TC3H NPH BB3PACTHH.

[Ipu npHNOXKEHHETO HA HAKOK CTATHHH ca ChOOLLABaHH C/IEAHHTE HEXENAHH ChOHUTHUA:

- Hapymena cexcyanHa ¢pyHkuus.

- Henpecus.

- OTtaenHu cayyau Ha HTepcTHUManHa benoapobna Gonect, ocobeHo npu ABIrecpoyHa Tepanus
(BXkK. TOUKA 4.4).

- 3axapeH anabeT: 4ecTOTaTa LWe 3aBHCH OT HANHYHETO WM JIMNCATa Ha PUCKOBH (pakTopH
(rnoko3a Ha raaaHo 5,6-6,9 mmol/L, UTM> 30kg/ m?, noBuiteHH TPHIAHLIEPHAH, HATHYHETO
Ha XUNEepTeH3Ha B aHAMHE3aTa)

CovoluiaBaHe Ha NOAO3IMPAHH HEXENAHH peaKLHH

JoKaaABaHETO HA NOAO3IHPAHUTE HEXKENaHH PeaklMH, Clell pa3pellieHHE Ha IEKAPCTBEHHA NPOAYKT €
Ba)kHO. TO No3BONABA NO-HATATBIIEH MOHHTOPHHT HA CbOTHOLLEHHETO NOA3a/PUCK HA JIEKAPCTBEHUS
npoAyKT. M3KUCKBa ce MEAHLIMHCKUTE CNELIMANMCTH Aa AOKNAABAT 34 BCAKA MNOJ03IMPAHA HEKENaHa
peakuMs ypes

H3nuaHUTENHA areHLUus NO neKapcTBara

yn. JamsaH I'pyes” Ne 8

1303 Codnus

Ten.: +359 2 8903417

yeOcaiiT: www.bda.bg

4.9 Ilpeaosznpane

CneunduruHo neyeHue nNpH npeao3dpaHe Ha aTopsBacTaTHH HaMa. [Ipu npenosMpaHe NnauMeHTLT
TpabBa Ja Obae NEKYBAH CUMATOMATHYHO H 21a CE NPEANPUEMAT NOATbPXKALLH MEPKH CMOpen
HeobxoanmocTTa. Tpabea na ce H3cAeaBaT YEPHOIAPOOHHTE €H3IUMH M 1a C€ MOHHTOPHPAT HHBATA Ha
cepyMHaTa CK. [lopaau BucokaTa CTENEH Ha CBLP3BAHE HA ATOPBACTATHH C NIa3MEHHTE NPOTEHHH HE
Ce OYAKBa XEMOJAHWA/IN3aTa A3 YCKOPH 3HAYWTENIHO KJTHPbHCA HA ATOPBACTATHH.

5 GAPMAKOJIOTHYHH CBOHCTBA
5.1 PapMaKOAHHAMHYHH CBOHCTBA

@apmakoTepaneBTH4YHa rpyna: JlekapcTea, perynaupaiun aundanre, HMG-CoA-penykrazHu
uHxubuTopu, ATC xoa C10AADS

MexaHu3bM Ha AeiHcTBHE

ATopBacTaTHH € cenekTueer, komnetutiseH HMG-CoA-peaykrasend HHxubuTop, ckopocTonpenensiu
€H3HWM, OTFOBOPEH 33 NPEBPBLUAHETO HA 3-XHIPOKCH-3-METHI-TNYTApHI-KOEH3WM A 10 MeEBa/oHaT,
NMpeKypcop Ha CTEPOIMTE, BKIIIOYHUTENHO Ha XonecTepona. TPHINHUEPHAUTE KB XONECTEPONBT B YEPHHA
apob ce BKIIKOUBAT B CbCTABA HA JIHMOMPOTEHHH C MHOMO HHCKA NbTHOCT (VLDL) u ce otaendar B
I1a3MaTa 32 npeHacaHe A0 nepudepHuTe TbKaHKW. JIHNonpoTeHHUTe ¢ HUCKa NBTHOCT (LDL) ce
obpazysar or VLDL u ce xataboamnzupar npeau BCHUYKO 4pe3 peuentopy ¢ BUCOK adpunuTeT 3a LDL
(LDL peuerrropn).

dapMaxogHHAMHYHH €QEKTH

ATOpBAacTaTHH NMNOHMXKABA MUIA3MEHUTE HUBA Ha XOMECTEPO/1A H JIMITONPOTEUHHUTE YPE3 HHEHDHPARRYS
HMG-CoA penykrasarta u nocjieaBalata OHOCHHTEZa Ha XOAECTEPON B uepHHUs aApob

Opos Ha uepHOApOOHKUTE pelenTopH 3a LDL BbpXy KNeTbUYHATA MOBLPXHOCT 38 YC / 303
karabonu3zeMm Ha LDL.

ATopBacTaTHH HamMansaea obpasysaHeto Ha LDL u 6pos na LDL-vactuuvre. ATophadys



NPHYHHABA 3HAYMTEIHO U ABArOTPAHHO MOBHINABAHE HA AKTHBHOCTTA Ha peuentopuTe 3a LDL,
NMPUAPYXEHO ¢ 61aronpuaTHA NPOMAHA B KA4€CTBOTO Ha LMpKyaupawuTte LDL-uacTrum.
ATopBacTaTHH € eduKaceH 3a noHmwxkaBaHe Ha LDL-xonecTepona npH nauMeHTH ¢ XOMO3HIOTHA
damunHa xunepxonecteponeMus, rpyna 60JHU, KOUTO OOMKHOBEHO HE C€ BIIMAAT OT NOHHKABALLK
NUIMTHANTE JEKAPCTBEHU NPOAYKTH.

YCTaHOBEHO e, He aTOpBacTaTHH NOHUkaBa obuna xonectepon (30-46%), LDL-xonectepona (41-
61%), anonunonpotend B (34-50%) n Tpurnuuepuaure (14-33%), KaTo CHLUEBPEMEHHO BOAX A0
BapuabunHu noBHieHna Ha HDL-C n anonunonpotenH A, B 103a-3aBUCUMO NpPOYUBaHeE.

Te3u pe3ynTaTv ce NOTBbPKAABAT NPY MALIUEHTH C XETEPO3IUroTHa (PaMUIHA XUIIEPXOJIECTEPOIEMHA,
He(aMUIHA XUNIEPXOIECTEPONIEMHA M CMECEHA XUTIEPTUMHAEMHSA, BKIIOYUTENHO NALUMEHTH C

HCHHCYJINH-3ABHCHM 34aXapPCH aHaber.

Hoka3zaHo e, ue noHwxkeHHeTo Ha obwmsa xonectepon, LDL-xonecrepona v anonunonporewH B
HaMaJisiBa PMCKa OT CbPACYHOCHAOBH HHLIMAEHTH H CbPASUHOCHA0BA CMbPTHOCT.

KnnHuuHa edukacHOCT U He3onacHocT

Xomo3zuzcomua @QMIUIHH XUNEepxXonrecmeporemMun

B MynTHLEHTPOBO OCEM CEAMHUUHO OTBOPEHO MPOYUBAHE 33 MUAOCHpAHA ynoTpeba ¢ akynTaTUBEH
YOB/DKHTENEH NEPHO/ € Pa3IMvHa NPOABLIKUTENHOCT, ¢a OUIK BKIOUEHH 335 nauueHTH, 89 0T KOUTO
ca ¢ YCTAHOBEHA XOMO3HIoTHa aMunHa xunepxonecreponeMmus. [Ipu Te3n 89 naumeHTH, CpeaHOTO
nounxkenue Ha LDL-xonecrepona e npubauzurenHo 20%. ATopBacTaTHH € npuiaraH B 4034 10

80 mg/zeH.

Amepocxaeposza

B xnuHuyHOTO npoyusane Reversing Atherosclerosis with Aggressive Lipid -Lowering Study
(REVERSAL) edexTbT Ha MHTEH3UBHO NOHWKABAHE HA JIMNHAHTE ¢ aTopBacTaTHH 80 mg u
CTaHJApPTHO NOHHXKaBaHE Ha JIMNMUAMTE ¢ NpaBacTaTHH 40 mg nNpu KOpOHapHa aTepocKiepo3a €
OLIEHEH Ype3 BBLTPECHAOBO YATPa3BYKORO U3dcneasaHe (IVUS) no speme Ha aHrHorpadua npu
MauMeHTH ¢ ucxemudHa bonect Ha crpueto (MBC). B ToBa paHaoMusnpaHo, A8oOHHO-CAANO,
MYJITHUEHTPOBO, KOHTPOAHPAHO KINHMHHYHO npoyuBaHe IVUS e HanpaBeH B Ha4al0TO HAa NPOYy4BaHETO
1 Ha 18"" mecell npu 502 nauneHTd. B rpynaTa Ha aTopBacTaTHH (M=253) HAMa NpPOrpecHa Ha
aTepoCcKiepo3ara.

CpeoHMAT NpOLEHT Ha NpoMAHa B 001K 00eM Ha aTepOCKIEpOTHYHATA NJ1aka OT Ha4alloTO Ha
NPOYYBaHETO (MbPBUYECH KPUTEPHH HA npoy4BaHeTo) € -0,4 % (p=0,98) B rpynarta Ha aTOpBacTaTHH K
+2,7 % (p=0,001) B rpynara Ha npapacTaTHH (n=249). B cpaBHeHKe ¢ npaBacTaTUH e(deKTUTE Ha
ATOpPBACTATHH ca cTaTUCTHYEeCKH 3HaYUMHU (p=0,02). EdekTbT Ha HHTEH3UBHOTO MMNKAHO
MOHWKABAHE BbPXY ChPACHHOCHAOBATA KPaiiHa uen (Hanmp. HeoOXOAMMOCT OT PeBacKy1apH3auHs,
HedaTaleH MHOKapAeH HH(APKT, KOPOHapHa CMBPT) HE € U3CIIEABAH B TOBA MPOY4BaHE.

B rpynara Ha atopactaTHH LDL-XxonecteponsT ce € NOHWKUA 10 cpeaHa cToHHOCT oT 2,04 mmol/L
+ 0,8 (78,9 mg/dL+ 30) cnpamo u3xoaHara croiHoct ot 3,98 mmol/L + 0,7 (150 mg/dL + 28),a B
rpynarta Ha npasactaTiH LDL-xonectepontT ce € noHWKuKA A0 cpeaHa CTOHHOCT oT 2,85 mmol/L +
0,7 (110 mg/dL+ 26) cnpamo u3xoagHarta crorHocT ot 3,89 mmol/L + 0,7 (150 mg/dL + 26)
(p<0,0001). ATOpBacTaTHH CBIIO TaKa 3HAMHTENHO € HAMANKI CPEJHHTE CTOMHOCTH Ha 0bLLuA
xonectepoa ¢ 34,1% (npasactatun: -18,4%, p<0,0001), cpenHuTe HUBa Ha TpUrIULEP
(nmpaBacrtatuH: -6,8%, p<0,0009) u cpeaHus anonunonpoteuH B ¢ 39,1% (npaBacra
p=0,0001). AtopBacratuH ¢ noeuwiun cpeanus HDL-C xonectepon cpeaHo ¢ 2,9%
+3,6%, p=NS). Uma cpeano HamasieHHe oT 36,4% Ha C-peaKTHBHMA NPOTEUH B
aTOPBACTaTHH B CpaBHEHHE C HaManeHHe oT 5,2% B rpynaTa Ha NpaBacTaTHH (p<




PesyntaTuTe OT npoyusaHeTo ca nonayyeHu npu gosuposka ot 80 mg. Cnegosarenyo, Te He MOrar aa
ce eKCTParnoNNparT BbpXy NMO-HUCKUTE NO3UPOBKH.

[TpogunuTe Ha Ge30NacCHOCT ¥ NOHOCHMOCT B BETE JIEKYBaHH IPYINH ¢a OHAH CPaBHUMM.
EdexTsT OT MHTEH3HBHOTO NOHMKABAHE HA AHMNHANTE BbPXY OCHOBHHTE ChPAEHHOCHIOBH KpanHH
LIE/IH HE € W3CNeaBaH B ToBa npoy4eane. [lopagn TOBa, KJIHHMYHATA 3HAYHMOCT HA TE€3H NONYUYEHH

PE3yNTAaTH MO OTHOLLIECHHE Ha MbPBHYHATA M BTOPHYHA NPOGUNAKTHKA HAa CbPACYHOCHAOBHTE
CBHOUTHA, HE € U3IBECTEH.

Ocmbp KOPOHAPEH CUHOPOM

B npoyusaneTro MIRACL ce ouensasa aropsactatud 80 mg npu 3086 naunenTu (aropsacTaTuH
n=1538; nnauedo n=1548) c ocTbp kopoHapeH cHHApoM (non-Q MUoKapaeH HHPAPKT HIH
HectabuaHa aHrMHa nekropuc). JleueHHeTo e 3anoyHaTo no BpeMe Ha octpara ¢a3a cnea
XOCNHTAIM3UPAHE H € NPOAB/DKKIO 3a neproa ot 16 ceamuuu. JleweHunero ¢ atopsacTaTuH 80 mg
AHEBHO yBE/IHM4aBa BPEMETO A0 NOABA Ha KOMOMHHpaHaTa MbPBHYHA KpaitHA TOYKAE, ONpeaeneHa Karo
CMBPT, HE3aBUCHUMO OT NpUYHHaTa, HedaTaneH MHOKapAEH HHPAPKT, PECYCLIMTUPaH CbPACHEH apecT
MJTH AHTHHA NEKTOPHC C JaHHH 33 HCXEMHA Ha MHOKapAa, Hanaraula XocnuTaan3aLus, NoKa3panku
peaykuMs Ha pucka ¢ 16% (p=0,048). Tosa e npeauMHO BCieacTeue Ha 26% peaykuda Ha
PEXOCMUTAH3ALMSATA 32 AaHFMHA NIEKTOPHC ¢ AAHHH 332 HCXeMKuA Ha MHokapaa (p=0,018). dpyrure
BTOPHYHH KpaHHH UENIH HE ROCTUraT CTATHYHCKA 3HAYHMMOCT caMu no cebe cu (0bwo: mnauebo:
22,2%, atopsacTaTHH: 22,4%).

[MpodunsT Ha Be3ornacHOCT HA aTopBacTaTHH B npoyuBaHeTo MIRACL ¢cbhoTBETCTBa HA OMMCAHHAT B
Touka 4.8.

Ipodhwraxkmuxa Ha cvpodeunocwvdo80 3abonssane

EdexkTbT Ha aTOpBAacTaTHH BLPXY (aTanHa U He-daTtanHa HCXeMUUYHA B0JIecT Ha CBPLIETO € OLUEHEH B
PaHIOMH3WPAHO, ABOHHO-CNANO, Nnauedo-KOHTponupaHo npoyusane, Anglo-Scandinavian Cardiac
Outcomes Trial Lipid Lowering Arm (ASCOT-LLA). [Maunestire ca xuneprounum, 40-79-roaviHu,
Oe3 npeaxonen MrokapaeH HHPaApPKT WM JIeYEHHUE 32 CTEHOKAPAHA U ¢ HUBA Ha 00w xonectepon (OX)
<6,5 mmol/1 (251 mg/dl). Bcuuku nauHeHTH ca UManu Haii-Manko 3 NpeaBaApPHTENHO AC(PHUHHPAHH
CHPACHHOCBHAOBH PUCKOBH (PAKTOPHU: MBAKKH 1O, BB3PACT >55 roauHH, nyweHe, anader, aHaMHe3a 3a
HUBC npu poacreenuk oT nbpea AnHua, OX:HDL-C >6, nepudepHo cbaoso 3abonasaue,
neBoKaMepHa XunepTpodd, NpeaxoaeH MO3bHHO-CHAOB HHUXAEHT, cneundruHa EKI aHoManus,
npoteMHypHa/andymMuHypus. He BCHukH BKNIOYEHH MAUKEHTH Ca MPEeLEeHEHH KaTo NaUHeHTH C BHCOK
PHCK 33 TbPBH CHPACUYHOCHAO0B HHUHIECHT.

[TauneHTHTE ca JIEKyBaHH C aHTHXHNEPTEH3HBHA TEpanud (WIH aMI0OWNKH - 0a3upaH PeXHM, WIH
areHonon - 6azupaH pexxnMm), kakTo H atopeactatuH 10 mg aHesHO (n=3,168) nwnu nnauebo
(n=5,137).

E(bEKT'bT 3a HaMansBaHe Ha aOCOMIOTHHA U OTHOCHTETHUSA PHCK C aTOPBACTATHH € 6UN KaKTO CneaBa:

HUuunaenT OrHocuTenHo bpo# Ha ABconoTHO CTo#HOCT Ha p
HaMalleHHe Ha HHUHAEHTHUTE HaMaJleHHe Ha
pucka (aTopeacTaTyuH pncxal (%)
(%) cnpsamo nnauebo




®atanna UbBC wmoc 36% 100 cnpamo 154 1,1% 0,0005
HedaTanen MHA

O6110 cbpACHHOCHAOBH 20% 389 cnpamo 483 1,9% 0,0008
HHUHAEHTHH H
peBacKylapH3aLHOHHH

npouenypu

Obuwio kopoHapHH 29% 178 cnpamo 247 1,4% 0,0006
HHLHOCHTH

|
B13 ocHoBa Ha pa3nvkaTta B 0fu1aTa 4eCTOTa HA HHUMACHTHTE, HabNtOaBaHW NPH CPEAHO

npocneassaHe ot 3,3 roaMHH.

UBC - ncxeMuyHa bonect Ha cbpuero; MH — muokapaeH nHgapkT.

Obuara cMbPTHOCT M CHPAEYHOCHA0BATA CMBPTHOCT HE Ca 3Ha4YuMO HaMaleHH (185 cnpamo 212
HHUHaeHTa, p=0,17 n 74 cnpamo 82, p=0,51). B ananu3a Ha noarpynara no non (81 % muixke, 19%
eHH) OnaronpuaTeH eekT Ha aTopBacTaTHH € Oua Hab0AABAH MPH MBIKETE, HO HE MOXE Ja C€
YCTAHOBH NPH KEHUTE, BEPOATHO NOPaAH HHCKaTa YECTOTA HA HHUMIOEHTH B XKEHCKATa NoArpyna.
O6waTa 1 CHPAEYHOCHI0BATA CMBPTHOCT € YUCACHO MO-BUCOKA NpH KeHUTE (38 cnpamo 30 u 17
cnpamo 12), HO TOBA He € DUNO CTATHCTHUECKH 3HAYKMMO. MMano e 3HauMTeNHO TepaneBTHYHO
B3aHMOJCHCTBHE OT aHTHXHNEPTEH3UBHATA OCHOBHA Tepanua. [TypeuunaTa kpaiina uen (¢paranHa
UBC nnioc HedaTanen MH) ca 3HauMMO peayurpady OT aTOPBaCcTaTHH NMPH NALMEHTH, JIEKYBaHH C
amnoaunnud (HR 0,47 (0,32-0,69), p=0,00008), Ho He u npu Te3u, aekysanu ¢ areHonon (HR 0,83
(0,59-1,17), p=0,287).

EdekTbT Ha aTOpBacTaTHH BLPXY GaTasiHO U HedaTATHO CHPACHHOCHAOBO 3a00N%BaHE € OLEHEH CbLLO
{4 B paHAOMH3HpPaAHO, ABOHHO-CIIAMNO, MYATHLIEHTPOBO, M1auebo-KOHTPONHPaHO NPOY4BaHEe
Collaborative Atorvastatin Diabetes Study (CARDS) npu nauwenTtu ¢ Tun 2 auader, 40-75-roanwxy,
0e3 npeaxoaHa aHaMHe3a 3a ¢bpaeyHocbaoBo 3abongaeaHe U ¢ LDL-C <4,14 mmol/1 (160 mg/dl) n
TpHravuepuau < 6,78 mmol/1 (600 mg/dl). Bcuuku nauneHTH ca HMaau noHe 1 OT C1EOHUTE PUCKOBH
(aKTOpH: XHUNEPTOHHUA, HACTOALLO [TYLUEHE, PETHHONATHA, MUKPOaTOYMHUHYPHSA HWIH
MaKpoanbyMHHypus.

[NlauuenTnTe ca nekysanu ¢ aropsactatuH 10 mg anesHo (n—1,428) wnp auedo (n= 1,410) npu
CpeaHo npocaeaseaHe ot 3,9 roauHw.

EdexThT 332 HamanaBaHe Ha aOCOMOTHHA H OTHOCHTENHHA PHCK C aTOPBACTaTHH € OHNl KaKTO CaeaBa:

HuumpeHT OrHocuTenHo bpoii Ha ABCONI0THO CroitH
HaMaJieHue Ha HHLUMOEHTHTE HamajieHHe Ha | OCT Ha
pHCKa (aTopBacTaTHH pncxa] (%) p
(%) Cnpamo
nnauebo)
['onem# cbpACHHOCHAOBH 37% 83 cnpamo 127 3,2% 0,0010
HWHLIMAECHTH

(baTaneH v HedaTaneH OCTLP
MH, Tux MH, BHe3anHa cMbpT
BciieacteHe Ha UBC,
HecTabDWIHA CTEHOKapauA,

CABG, PTCA,
peBacKy/M3aLus, HHCYT)

MH (dataneH 4 HedaTanen 42% 38 cnipamo 64
OMH, Tux MH)

HucyntH (datanHy 1 8% 21 cnpamo 39
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B3 ocHOBA Ha pa3nvkarta B 00LLATa YECTOTA HA HHUMAEHTHTE, HabnlogaBaHK NpH cpeaHO
npocnenasade ot 3,9 roanun; CABG - kopoHapeH aprepuaneH 6ainac; UbC - nexemuuna 6onect Ha
cbpuero; MU — mnokapaeH nndapkT; PTCA - nepkyTaHHa TpaHCcAyMHHANHA KOpOHApHa
aHrMonnacTHka.

Hama nokasaTencTso 3a pa3djidka B eexTa OT NeHEeHHETO Cnopea noa, Bb3pacTra WK MbPBOHAYANTHOTO
HuBo Ha LDL-C Ha nauuenTa. bnaronpustha TeHaeHums € HabnioaaBaHa Npy CMBLPTHOCTTA (82
CMBPTHH CyuaM npu nnauedo rpynara cnpamMo 61 B rpynara Ha atopeacraTuH, p-0,0592).

Peyudusupawy uncyam

B npoyusaneTo Stroke Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL), ¢
oueHeH e¢ekTbT Ha atopBacTaTHH 80 mg aHeBHO MM Nauedo BbpXy HHCYATA NpH 4731 MauHeHTH ¢
HHCYNT HNH NpexoaHa HcxemuyHa ataka (TIA) 8 paMkuTe Ha npeaxoaHuTe 6 Meceua U 6e3 aHaMHe3a
3a UbC. IlaunenTute ca 60% mbxe, 21-92 roaunu (cpeana Bb3pacT 63 roaAMHH) U H3XOAHO HHUBO HA
LDL cpenso 133 mg/dl (3,4 mmol/L). Cpeanara crofinoct Ha LDL-C e 73 mg/dL (1,9 mmoV/L) no
BpPEME Ha JICHEHHETO ¢ aTopBacTaTHH ¥ 129 mg/dl (3,3 mmol/1) no Bpeme Ha neyeHueTo ¢ naauebo.
CpenHaTa NpoABILXHTENHOCT Ha NpocneaspaHe € 4,9 roauHy.

AtopsactaTvH 80 mg e HamManui pucka OT NbPBHYHATA KpailHa uen ¢aTtaneH U He-gaTaNeH HHCYAT ¢
15% (HR 0,85; 95% CI, 0,71- ,00; P=0,05 unu 0, 84; 95% ClI, 0,71-0,99; p=0,03 cnea anantupaHe Ha
W3XOAHHTE XapaKTEPHUCTHKH) B cpaBHeHHE ¢ riauebo. Obwara cMbpTHOCT € 9,1% (216/2365) npu
aropsacTaTui cnpamo 8,9% (211/2366) npu nnauebo.

B post-hoc ananus aropeacraTiH 80 mg ¢ HaMaTHA Y4ECTOTATATA HA HCXeMUHEH HHeyaT (218/2365,
9,2% cnpamo 274/2366, 11,6%, p=0,01) 1 € noBrwKa YecTOTaTa HA XEMOparu4eH MHCynT (55/2365,
2,3% cnpamo 33/2366, 1,4%, p=0,02) B cpaBHeHue ¢ rutauebo.

- PHUCKBT OT XeMOparu4eH HHCYJIT € NOBHULUEH MPH NMAUHEHTUTE, KOUTO ¢a C NPeALIECTBALL
XxeMoparu4eH HHCYAT NpH BKIIOYBaHE B Npoy4BaHeTo (7/45 npH atopsacTaTHH cnpsamo 2/48
npu naauedo; HR 4,06, CI 0,84-19,57) 1 pUCKBLT OT HCXEMHUYEH HHCYNT € CXOAEH B ABETE
rpynu (3/45 npu aTopBactaTuH cnpamo 2/48 npu rnauebo; HR 1,64; 95%» Cl, 0,27-9,82)

- PUCKBT OT XEMOPArM4e€H HHCYIT € NOBHLUICH NPYU NaLHEHTH, KOMTO ca ¢ NpeaLLeCTBall
naKyHapeH HHGApKT npH BKIousaHe B npoyusaHeto (20/708 npu aropeacTaTuH cnpamo 4/701
npu nnauebdo; HR 4,99; 95% CI, 1,71-14,6), HO pHCKBT OT HCXEMHUEH HHCYAT NPH TE3H
MauMeHTH cbILo ¢ Hamansan (79/708 npu aropsactatun cnpsamo 102/701 npu nnauebo; HR 0,76;
95% (1, 0,57-1,02), Bbp3MO0OkKHO € KpaHHHAT PUCK OT HHCYNT Ja € NOBHLUEH MNPH MALHEHTHTE C
nNpeaxoeH nakyHapeH HHdapkT, KOMTO nonyuasat aropsacTaTdd 80 mg Ha geH.

Obuwara cmbpTHOCT € 15,6% (7/45) npu atopsactatiH cnpamo 10,4% (5/48) npu nnauebo B
NOArpynara NnauKeHTH ¢ NPEAXOAEH XeMOoparuueH HHeyaT. Obwara embpThocT € 10,9% (77/708) nipu
aTopsacTaTus cnpamo 9,1% (64/701) npu nnauebo B noarpynarta nauMeHTy ¢ NpPeaAXOACH flaKyHapeH
HHbapKT.

[Meauarpuuna nomynauus

Xemepozucomua gamunna xunepxoiecmeposemus npu neQUanPUYHY NAYUEHMYU KA 6b3PACIFO-17
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[TpoBeneHo ¢ 8-ceAMUYHO OTBOPEHO NPOYUBAHE 33 OLEHKA HAa (ADMAKOKHHETHKATYY e 4‘:9 Bl ;
(hapMakoaHHaMHKaTa ¥ 6€30MacHOCTTa HA ATOPBACTATHH MpH Jela H NOAPACTBALIH (C FEHETURRID -,
[I0Ka3aHa XeTepO3UroTHa paMUIHa XHNepXxonecTeponemMus 1 6azosu croiiHoct Ha NUEB piiu
[Ipoy4Banero ob6xBaia 39 aeua U noapacTeald Ha sb3pacT or 6 10 17 roauHH. Ko of.’rra A BI{J'II{)'-IBH’




15 neua, Ha BB3pacT 6 — 12 roaMHy B nbpsu ctasuit no Tanner. Koxopra b Bxatouea 24 neua Ha
eb3pacT 10 - 17 ronnHu B craguit no Tanner >2.

Havannara 103a atopsactaTiH B KoxopTta A € 5 mg AHeBHO nol ¢opmara Ha TabsieTka 3a IbBYEHE H
10 mg aHesHo B koxopTa b. /laneHa e BL3IMOKHOCT HaYanHaTa 103a 4a ce YABOH aKO HE € ROCTHrHaTa
TapreTHarta cTOWHOCT 3a LDL-C <3.35 mmol/L Ha uerBbpTa ceaMUuA M aKO aTOPBACTATHH CE NOHACH
nobpe.

Cpeanute croitHoctn 3a LDL-C, TC, VLDL-C, n Apo B ca Hamanenu npe3 sTopara CeAMULA NPH
BCHYKH nauxeHTH. [Ipn nauMeHTHTE, Ha KOUTO ao3aTa € OHruna yasoeHa, € 6uno HabaoaasaHo
AOMBJIHUTENHO HAMAIEHHE Ha CTOHHOCTHTE Ha BTOpATa CEIMHUA ITPH NbPBOTO U3MEPBAHE CNER
NOBHLIABAHE HA A03aTa. CpeAAHATA CTENEH HAa NOHMKABAHE HA CTOMHOCTUTE Ha NUIHAHWTE NAPaMETPH
e OMna cxoaHa 3a aABeTe KOXOPTH 6e3 3HaYeHHE Janu nauMeHTHTE ca OWIH OCTAaBEHY Ha TAXHaTa
MbPBOHAYAHA JO3KPOBKA WIH TA € buna yasoena. Ha 8-a ceaMuua cpeaHara creneH Ha nNpoMaHa Ha
6azoBute croinocTy Ha LDL-C n TC e Huna npubausurento croreetHo 40% u 30% nan obcera Ha
Bb3ACHCTBHE.

BbB BTOpO OTBOPEHO NMPOYYBAHE, ¢ €OHO paMo, 271 MOMYETa H MOMHYETA C XETEPO3MTOTHA PaMHIIHA
XUNEPXOIUCTEPONIEMHS HA Bb3paTe 6-15 roauuu ca OuiM BKIKOUYEHH W JIEKYBAHM C ATOPBACTATHH 34
nepuoa OT 3 rOAHHHU. 3a BKIIOUBAHE B NPOYUYBAHETO € H3IUCKBAHO NOTBBLPACHA XETEPO3UrOTHA
dhaMHITHA XHITEpXOonecTeponeMHa H H3XxoaHa cTorHocT Ha LDL-C > 4 mmol/L (npubausnrenno

152 mg/ dL). Ilpoyusakero Bkntousa 139 neua B nbpeu ctaaud no Tanner (0OMKHOBEHO Ha Bb3pacT
oT 6-10 roanHu). Jlo3zaTa Ha aTOpBACTAaTHH (BeAHBX AHEBHO) € Ouna 5 mg (TabneTkH 3a gbBYEHE) NpH
aeua Ha Bb3pacTt noa 10 roamun. Jeuara Ha Bb3pact 10 roauHn v noBeye ¢a 3ano4HaNH JICHEHHE ¢

10 mg aropBacTaTHH (BeAHBLX AHEBHO). BCcHukK neua ca MOriM Aa NONYYaT THTPHPAHE 10 NO-BHCOKH
Z03H, 34 NMOCTUraHe Ha NMpHueaHy ctoidocTy Ha LDL-C < 3,35 mmol/L. Cpeanara no3a, anantupaHa
CNpAMO TErN0TO, 3a Aeua Ha Bb3pacT oT 6 a0 9 roauuu e 6una 19,6 mg, a 3a acua Ha Bb3pact 10
rOAWHH W noseue € Ouna 23,9 mg.

Cpeanure (+/- CO) n3xonnu croitHoctn Ha LDL-C ca 6unn 6,12 (1,26) mmol/L, xoeTo e buno
npubansurenyo 233 (48) mg/dL. Buxre Tabnuua 3 no-nony 3a OKOHYATENHUTE PE3YNTATH.

JlaHHKTE ca ChOTBETCTBANM Ha JIMNca Ha €(eKT BbPXY KOHTO U [a € OT NapaMeTPHTE Ha pacTeka H
pa3BUTHETO (Hanp. BUCOYuHHA, Terno, BMI, ctaauii no Tanner, ouexka Ha WicneaoBarens BbLpxy
LIAUIOCTHOTO Ch3PABAHE M PA3BUTHE) NPH NeAHATPHUHH MALRUEHTH H IOHOLWLH C XETEPO3IHIrOTHA
dhamMHAHA XHNEPXONECTEPONEMHUS, NOJTYUYABALLH NlIeYEHHE C ATOPBACTATHH NO BpeME HA 3-TOAMILIHOTO
npoyusaHe. Bb3 ocHOBa Ha OUEHKATa HAa H3CNEAOBATENA, HE € OTUETEH eEKT NO OTHOLUEHHE Ha
BHCOYHMHATA, Ternoto, BMI no Bb3pacT, Kin no non npH nocelseHue.

Tabauua 3 Jlunuaononwxkabauiy ¢PpekTy Ha ATOPBACTATHH NPH IOHOIH MOMYETA H MOMHYETA ¢
XETEPOINroTHa hamunHa xunepxoaecreponeMus (mmol/L)

Bpemesa N TC (CO) L.DL-C HDL-C {CO) TG (CO) Apo B (CO)#
TOUKA (CO)
HU3xoaHu 271 | 7,86(1,30) 6,12(1,26) | 1,314(0,2663) | 0,93(0,47) 1,42(0,28)**
CTOHHOCTH
Mecet 30 206 | 4.95(0,7)* | 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= obur xonectepon; LDL-C = xonecrepon ¢ vucka nabvtHocT-C; HDL-C = xoneﬂepon C BHCOKa
meTHOCT-C; TG = Tpurnuuepuan; Apo B = anonvnonporenn B; “Meceu 36/ET” pntoue
NOCNEJHATa BU3MTA 3a NHLATA, KOUTO Ca U3NSUIH OT MPOYHBAHETO NPEaH NanvupaHara yPs
TOYKA Ha 36 Mecell, KAKTO ¥ NbJHH 36-MECeUHH NaHHH 34 JIHUATA, 3aBBPLIKWIH 36 Meg -/
yuacTtue; “*’= Meceu 30 N 3a 1034 napameTsp € 6un 207; “**” = U3xoaHH cTOHRHOCT]
napameTbp € 6un 270; “***” = Meceu 36/ET N 3a To3u napametrsp € Oun 243; “#7=¢

Xemepo3uzomna haMwiHa xunepxoaecmeporemMus npy neQuUAmMpuyYHy nayueHmu Ha ﬂ‘bE uu 7 o



COOUNU,

B asofiHo-caano, nnauebo KOHTpoOAHPaHO NpoyuBaHe, NOC/IEABAHO OT OTBOPEHa ¢aza Ha
Nnpoy4BaHeTo, 187 MoMUYeTa H MOMHYETA C1ea NbpBaTa MEHCTpPYauus, Ha Bb3pacT 10-17 rogunu
(cpeano 14,1 ronunn)c xeTepo3nrotTHa pamunda xunepxonecreponemua (FH) nnm rexka
XHnepxonecTeposemMua ca O61Mnn paHaoMH3HpaHy Ha aTopBacTaTHH (n=140) uan naneuedo (n=47) 3a
26 ceaMHLMY, Clle/l KOETO BCHYKH MONYYaBaT aTOPRACTATHH 3a 26 ceamuuM. JlosupoBkara Ha
aTOPBACTATHH (BEAHBXK AHEBHO) € 10 mg 3a nbpBHTE 4 CEAMHUM € NOCAEABALLO YBENHYABAHE 10

20 mg B cnyyait ye LDL-C HuBara ca >3.36 mmol/l. AtoppacTaTHH CHrHH(HKATHO HAMANABA
njiasMeHUTe HHBa Ha 0bwka xonectepon, LDL-C, Tpuranuepuante u anoannonporedH B npes
MbpBUTE 26 ceaMULIM Ha ABOMHO-ChsnaTa daza. CpeaHara gocTHrHara crofinoet Ha LDL-C e 3.38
mmol/l (range: 1.81-6.26 mmol/l) 8 rpynara xa aropsacTtaTthH, cpaBHeHa ¢ 5.91 mmol/l (range: 3.93-
9.96 mmol/l) B nnaue6o rpynara npe3 26-ceamMHuHaTa n8oHHO-cnana ¢aza.

JONBIAHWTENHO NEAWATPHYHO NPOYYBAHE HA ATOPBACTATHH Cpellly KONECTHNON NPH NaLtHEHTH Ha
sb3pacT 10-18 roaunm ycraHossBa, ue atopsactaTud (N=25) npean3sukBa CUrHHPHKAHTHO
HamaneHue Ha LDL-C na 26-Ta ceamuua (p<0.03), cpasuen ¢ konectunon (N=31).

[IpoyuBaHe 3a ,,MHIO0CHPAHA ynoTpeba™ NpH MaLHEHTH C TEXKA XHNEpXonecTeponeMus
(BKTIOYHTEIHO XOMO3HIOTHA XUNEPXOIECTEPOIEMHA )BKNIOYUBALLO 46 neaUaTPUUHH NMALUEHTH,
NEKYBaHHW C ATOPBACTATHH B 3aBUCHMOCT OT OTrOBOpaA (HAKOHM NMauueHTH ca npuemanu 80 mg
aropsacTaTuH AHeBHO). [1poyuBaneTo npoavkasa 3 ronnuu: LDL-xonecteponsT € HamaneH ¢ 36%.

HduarocpoyHata epHKacHOCT Ha TEpants ¢ aTOPBACTATHH B JAETCKA BL3IPACT 33 HaMa/IfBaHE Ha
3a00/1€BAEMOCTTa H CMBLPTHOCTTA B 3psUla Bb3PACT HE € YCTAHOBEHA.

EsponeiickaTa areHUMA N0 JEKAPCTBATA € OTNOXKH/IA 3aJ/IKEHUETO 33 NOJABAHE HA PE3Y/ITaTH OT
NPOy4YBaHHKA C aTOPBACTATHH NpH aAeua oT 0 A0 6-roguiHa Bb3pacT NPH JICHEHHE HA XETEPO3HIOTHA
dbaMHIHA XHNIEPXONECTEPOIEMHSA, KakTO H npu neua ot 0 no 18-roaniiHa BL3pacT NpH NEHEHHETO Ha
XOMO3HIOoTHA (PaMHIIHA XUNIEPXOIECTEPONIEMHA, KOMOHHHpaHa (CMeceHa) XHNEPXOJeCTEPONEMHA,
TbPBHYHA XHITEPXONECTEPONEMHA H NPH NPEBEHLHATA HA CbPASYHOCHAOBH CLOMTHA (BXK. Touka 4.2 3a
vuH¢popMaLMa 3a negHaTpUvHaTa ynorpeba).

S.2 PApPMAKOKHHETRYHH CBOHCTBA

Abcopbuns

ATopsacTaThH ce abcopbupa 6bp30 cnea nepopanHo NPUNOKEHHE; MAKCHMATHA NNa3MeHa
koHueHTpauusa (Cmax) ce noctura 3a 1 oo 2 yaca. Crenexra Ha abcopbums ce nokausa
NPONOPUHOHAIIHO Ha A03aTa Ha aTopBacTaTHH. Cnea nepopanHo npuioxkeHHe OHOHANHYHOCTTA Ha
aTopeactaTHH pruimupans Tabnerxn ¢ 95 no 99% B cpaBHEHE ¢ TA3W HA NEPOPASIHHA Pa3TBOP.
AbBconoTHaTa GHOHANMYHOCT Ha aTOPBAcTaTUH € npubnusuTenHo 12% H CHCTEMHATA HAIMYHOCT Ha
uHxubuTopHara aktussocT 3a HMG-CoA penykrazara e npubausurenHo 30%. Huckara cHcremHa
HATHYHOCT C€ OTHAaBa Ha NPECHCTEMEH KITHPBHC B raCTPOMHTECTHHATTHATA MYKO3a H/UNHU Ha first-pass
meTabonHu3bM B UepHHUa Apob.

PasnpeaeneHue

Cpeaunnar obem Ha paznpeae/ieHrHe Ha aTopBacTaTUH € npubausuTtenno 381 L. AtopeacTaTHH ¢
CBbP3Ba ¢ MJ1a3MEeHUTE NpOTeHHU B 98%.

MeTtabonu3bm

ATopsacTathH ce Metabonusnpa ot untoxpom P-450 3A4 no opTo- M napaxuapokc
ASPUBATH K pa3IMUHKU OETa-OKHCIUTENHH NPOAYKTH. OCBEH APYIUTE MTbTULLA, TE3H J1 ookl $§ /
mMeTaboNM3UpPaT AOMBJIIHMTEAHO Ype3 NMIOKYpOoHHpaHe. In vitro uHxubuuusta Ha HM @\' o '



PEAYKTa3aTa OT OPTO- W NapaxHAPOKCHIHPAHHTE METADOTHTH € EKHBAJIEHTHA Ha Ta3u OT
atopsactaTvH. [1puGausurenno 70% ot unpkynupauiara uHxubuTopHa akTuBHOCT 3a HMG-CoA
peAyKTa3aTa Ce OTA4Ba HA AKTUBHUTE MeTabONUTH.

EnuMuHHpaHe

ATOpPBACTaTHH CE M3/TbYBA NPEAMMHO C ATHYKATA C/I€ XENaTaleH W/WIH eKCTpaxenaTaneH
meTabonuiem. U3rnexaa, obaue, ye NeKkapCcTBOTO HE NPETHPNABA 3HAYHTEIHA EHTEpOXEnaTanHa
peunpkynauma. CpeaHHAT NNa3MeH MOAYKHBOT Ha aTOPBACTaTHH MpH xopa e npubauzurento 14
yaca. [TonyxuoTbT Ha HHxHOHTOpHaTa akTHBHOCT 38 HMG-CoA penykrasara ¢ npubnunaurento 20
a0 30 yaca nopaaM y4yacTHETO Ha AKTUBHHTE MeTabDONUTH.

ATOpBacTaTHH € cybcTpaT Ha 4epHOOPOOHHUTE TPAHCMIOPTEPH U Ha NOJKXNENTHAWTE, TPAHCNOPTHPALLH
opranuyHu anuoun 1Bl (OATPIB1) u 1B3 (OATP1B3). MerabonuTiTe Ha aTOpBacTaTHH ca
cybcTpaty Ha OATPIB1. YcTaHoBeHO € Cbiuo Taka, 4e aTOPBACTAaTHH € cybcTpar Ha epayKCHUTE
Tpaucnoprepy P-raukonpotenH (P-gp) ¥ Ha MpoTenHa Ha pEe3UCTEHTHOCT Ha paka Ha ropaara
(BCRP), xkouto Moxke aa orpaHn4ar upesHaTa abcopOuns U XNbYHUS KIHPLHC Ha aTOPBACTATHH.

Cneyuanu nonyvaayuu

Cmapuecka ev3pacm:

[LnasmMeHHTe KOHUEHTPAUMHK Ha aTOPBACTATHH U HETOBUTE AKTHBHH MeTabONHTH Ca NO-BUCOKH NPH
3ApaBy XOpa B HaNpeHana Bbh3pacT, OTKOJIKOTO NPH MNAaH NalMKEeHTH, a ¢PEKTHTE NO OTHOLLEHHE Ha
JTUMIWANTE Ca CPABHHUMH C TE3H MPH MO-MNATH NALUMEHTH.

[leduampuuna nonyrayua.

B oTBopeHO, 8-ceaMHYHO MpoyyBaHe, NeAHATPHYHU NAUMEHTH (Ha Bb3pacT 6-17 roauun) | ctaauit no
Tanner (N=15) u craguii no Tanner >2 (N=24) ¢ xeTep0o3UroTHa paMHIIHA XHNEPXONECTEPONEMHA H
OCHOBHH cTOHHOCTH Ha LDL-C >4 mmol/L ca nexyBanu ¢ S wim 10 mg Tabnerku 3a AbBUEHE HNH
CcboTBETHO 5 WK 10 mg punmupaHn TabneTkn aTOpBaCTaTHH BeAHbXK AHeBHO. EnMHCTBeHaTa
JHAYUTENHA NPOMHA BbB (PapMaKOKHHETHYHHA MOAEI HA NOMYJIALHATA, JJEKYBAHA C ATOPBACTATHH €
TenecHara Maca. OpanHHUAT KIHPBHC NPH NeAHaTPHYHY NALMEHTH ce fBIBa NogobeH Ha TO3H npu
Bb3PAaCTHH CIE[ AIOMETPHYHO H3MEPBAHE HA TENECHOTO Terno. CroTBeTHO HamaneHHe Ha LDL-C w
TC e 6110 YCTAHOBEHO Clle NEYEHUETO C aTOPBACTATHH H O-XHAPOKCHATOPRACTATHH.

Iion:

KoHueHTpauHHTE Ha aTOpBACTATHH H HEMOBHTE AKTHBHH METabOIMTH NPH KEHHTE CE pa3Nnyapar ot
TE3W NpH MbxkeTe (KeHU: npubnusutento ¢ 20% no-BUcokH 3a Crax M ¢ 0kono 10% no-HUCKH 32
AUC). Te3u pazyiuky HAMAT KJIHHHYHO 3HAYEHHE W HAMA KIHHHYHO 3HAYHMH PAITHKH MeXAy
eeKTHTE MO OTHOLICHWE HA NHNHAMKTE MPH MBKE H KCHH.

bvbpeuno yspexcoane:
bu6peunuTe 3a60n19BaHHA HAMAT BAMAHHE BLPXY NNa3MEHUTE KOHUSHTPALIMH HAH BbPXY JIMITHIHHUTE
e(eKTH Ha aTOPBACTATUH M HETOBUTE AKTUBHU METAbONUTH.

Yeproopobro yspexcoare:

[LnazsMeHHTE KOHLIEHTPALUHHK Ha aTOPBAacTaTHH U HETOBHUTE AKTHBHU MeTa0ONHTH Ca 3HAYUTENTHO NO-
BHCOKM (nTpHOaH3uTENHO 16 NBTH 32 Chpax ¥ 1] NbTH 328 AUC) npy naumeHTH ¢ XpOHHYHA aNKOXONHa
yepHoapoOHa 6onect (Child-Pugh B).

SLOC1B1 norumopghuzvm:
YepuoapobHoro 3axsaiwaHe Ha BcHukH HMG-CoA-peayKkTasHH HHXHOHTOPH, BIITIOYATEN
aTOpPBAaCTATHH, ce W3BbpluBa nocpeactsom OATPIB1 Tpancnopren npoteun. [1pu 4 iing
SLCOI1BI noanMopdu3bM HMa PHCK OT MOBHLIEHA €KCMIO3HUHWA HA aTOPBACTATHH, KOET]
AcBeAE A0 NOBHILEH pUCK 0T pabaoMuonusa (Bx. Touka 4.4). [lonumopdusmuT npi\reds
OATPIBI (SLCOIBI1 ¢.521CC) e cBbp3aH ¢ 2,4 NbTH NO-BHCOKA CUCTEMHA HATHYRE o



aTopBactathH (AUC) B cpasHeHHe ¢ HHAKWBHUAM 6e3 TO3H reHoTuneH BapHaHT (C.521TT). I1pu Te3u
NaUHEHTH € Bb3MOXKHO ChLLIO FEHETHYHO 12 € HAPYLUEHO YepHOApPoOHOTO 3axBalllaHe Ha
aTOPBAcTaTHH. BLb3MOXHHMTE NocneacTsHs BbpXy €PUKACHOCTTA Ca HEHM3BECTHH.

S.3 [IpeaxNMHHYHH AaHHH 32 fe3zonacHocT

ATOpBaCTaTHH HEe € MoKa3al MyTareHeH WM KnacToreHeH noreHuMan B 6arepus ot 4 in vitro Tectose
H B €WH aHANKW3 in vVivo. ATOPBAaCTAaTHH HE € KaHLIEPOTEHEH 3a IUTbXOBE, HO NPH NpHiaraHe Ha
BHCOKH 1034 NpH MULIKH (10Beau 10 6-11 nbTy no-sucoky croiHocTy Ha AUC (0 no 24 vaca) B
CpaBHEHHE C TE3H NPH XOPa, NPHEMATH Hai-BHCOKATA NPENOPBUHTENHA A03a) Ca C€ NOABHAH CNyH4aH
Ha XenaTouenyJjapeH aaeHOM MNPH MBKKHTE U XENaTOUENYyNapeH KAPUHHOM MPH KEHCKHTE XKHBOTHH.
Hma naHHK OoT npoyuBaHHa NpH XKHBOTHH, ye HMG-CoA-penykrazuure nHXHOHTOpH MOKe na
BJTHSAT BLPXY Pa3BUTHETO Ha eMOpHoHUTE U detycuTe. [1pH mibxoBe, 3alun W KyweTa aTopBacTaTHH
HAMA epeKT BbpXY (PEPTHAHTETA U HE € TEPATOrEHEH, HO NMPH TOKCHYHH 3a MaikaTa 103H, NpH
MIbX0BE W 3aiiuu e HabnogaBaHa deTanHa TOKCHMHOCT. Pa3sBUTHETO HE NOKONEHHETO MPH MIbHXOBE €
3a0aBeHO ¥ MOCTHATATHOTO OLUENABAHE HAMATEHO NPH €KCTIO3ULIMA HA MAHKATa Ha BUCOKH [J03H
aTtopBacraTdH. [1py mIbXoBe MMA JOKA3aTENCTBO 3a NPEMHHABAHE HA IEKAPCTBOTO NpE3 NNaueHTAaTa.
[Tpy nbXoBE NNAa3MEHWTE KOHUECHTPALIMKM Ha aTOPBACTATHH ca O/IM3KH 10 Te3n B MagkoTo. He e
W3BECTHO NANH ATOPBACTATHH H HEMOBHTE MeTabONUTH CE€ EKCKPETHpaT B KbpMaTa.

6 OPAPMALHEBTHYHU JAHHHA
6.1. CnucebK HA NOMOILIIHHTE BEIeCTBA

Aapo Ha Tabnerkara:

[TosuaoH

Harpues naypuncyndar

Kanunes kapbonar (E170)
MukpokpHcTanta uenynosa (E460)
JlakT03a MOHOXHApAT
Kpockapmenoza nartpuit (E468)
Maruesues creapat (E470b)

DUHIMOBO NOKPHTHE:

[TonuBMHKNOB aANKOXON

Tutranoe auokcua (E171)

Maxporon 3000

Tank (E553b)

6.2. HecnrBMeCcTEMOCTH

Henpuioxkumo.

6.3. Cpok 8a rogHocT

2 roavHH

6.4 Cpnensansn yC10BHA HAa ChXpaHeHHe

JHa ce cvxpanapa noa 25°C,

6.5 /IlannH 3a ONAKOBKATA

Ounmupanu Tabnerku no 10 mg u 20 mg:
Baucrepua onakoska (Al donmno, OPA/AVPVC ¢osnuo): 30 punmuparu tabnerku




bauncrepna onakoska (Al ¢poano, OPA/AI/PVC donno): 90 puamupanmn tabnetTku, B KyTHS.
He BCHUKHK BH10BE ONAKOBKKM MOraT aa Ob/1at nyCcHaTH Ha nasapa.
6.6 CrnenHa/lHH NpeANna3sHH MEPKH MPH H3XBbPJ/IHE

Hsawma cneumnajiHi U3UCKBaHHUA.

7.  TIPUTEXATEJI HA PASPEILIEHHETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PABPEILIEHHETO 3A YIIOTPEBA

Per.Ne: 20040183 — Atopuc 10 mg

Per.Ne: 20040184 — Atopuc 20 mg

9. JAATA HA ITbPBO PAZPEIIABAHE/INIOJHOBABAHE HA PASPEHLIEHHETO 3A
YIIOTPEBA

JlaTta Ha nbpBa perucrpaums: 26.04.2004
Jlata na nocaeaHo noaHosseane: 12.10.2009

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA
15 Auyapu 2025

[MoapoGHa uHdopmaLs 3a TO3M JIEeKapCTBEH MPOAYKT € npeAocTaBeHa Ha yebcaitra Ha M3mbanuTenHa
Arenuus no Jlekapcrsara (MAJI) http://www.bda.bg.




