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| MIANBAHWTENHA ATEHLIMS! 110 NEKAPCTBATA
1. HME HA JEKAPCTBEHHS IIPOIYKT | mrmrrcors me mpocrs T ’

L0 £ 0¥

Atopuc 40 mg punmupany TabneTku
Atoris 40 mg film-coated tablets

2. KAMECTBEH U KOJIHYECTBEH CBCT SR O A ronerinseasensas

Besaxa gpruimupana tabnetka ceabpxa 40 mg aTOpBacTaTHH (alorvastatin) KaTo ATOpBACTATHH KaJILu
(atorvastatin calcium).

[IoMoOI1IHH BeleCTBa ¢ U3BECTHO AcHCTBUE:
J1AKTO3a MOHOXUAPAT W Ap.

3a MTBJHHA CIIUCHK HA TIOMOLIHWTE BeLlecTBa, BIOKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA
dunmupana Tabnerka.

ATtopuc 40 mg ¢punmupanu TabneTkH ca Oenu, KPuIvIM H JIEKO IBOHHOH3ITBKHAIH,

4. KIMHHYHHU JAHHHA
4.1 TepaneBTHYHH DOKAIAHAA

XunepxoliecTepoieMHs

ATOpHC € NoKa3aH KaTo AOMBAHEHHE KbM AHETATa 3a HaMaJIABaHE Ha NMOBUILEHUTE 001 XONecTepos,
(06m -C), LDL-xonecrepon (LDL-C), anonunonpotend B 1 Tpurnxuepuay npH Be3pacTHH, IOHOLUIH
 Aena Haa 10-rouiHa Be3pacT ¢ MbPBHYHA XUNEPXOecTePONeMHs, BKIIOYATENHO (GAMIITHA
XHOEPXOJIeCTEPOSIEMHS (XETepO3UIOTEH BAPHAHT), WM KOMOMHUpaHa (CMeCeHa) XMMEPIUITHAECMHUS
(otroBapsa Ha tyn Il a u 11 b ot knacugukaungra va Fredrickson), koraro e(peKTHT HA AMETATA U
Apyrute HedapMakoIOrHYHH CPEACTBA € HEAOCTATHYEH.

ATOpHC € NOKa3aH ChINO Y 32 NOHWKaBaHe Ha oOLus xonecrepon u LDL-C npu pw3pactuu ¢
XOMO3HUIOTHA (paMITHA XHNIEPXOIECTEPONeMMS KaTO AOITbIHEHUE KbM APYTHTE METOAH 32
MOHM)KaBaHe Ha JIKNUAKMTE (Hanpumep adepesa Ha LDL) unu B ciiyuauTe, KOraTto Te3H METOAM Ca
HEOCTRITHMU.

[TpodunakTrka Ha CHPACYHOCHEAOBO 3200/ 15BaHE

IIpodunaktvika Ha CHPACYHOCHAOBHU CHONUTHSA NMPH Bb3IPACTHH MALMEHTH, NIPY KOKTO € OLEHEHO, Ye
HMMAaT BHCOK PHCK 38 MbPBO ChPACYHOCHAOBO CuOHTHE (BiK. TOUKA 5.1) KATO JONBJIHEHHE KBbM
KOpPEKLIMATA HA APYTH PHCKOBH (PaKTopH.

4.2 [Mo3upoBKA H HAYHH HA NPHIICKEHHE

Hosvposka




Ho3ata TpaOea na 6bae HHAWBHAYAIM3UPAHA B 3aBHCHMOCT OT M3XoauuTe HUBA Ha LDL-C, uenrta Ha
JICUEHHETO U PeaKLUATa Ha NaLMeHTa,

Ob6uyaiiHaTa Ha4aTHa 7034 € 10 mg seanbk qHeBHO. Kopekiys Ha Ro3ata ce H3BBPIIBA 1pe3
MHTEPBANK OT 4 WK noBe4e ceaMHLUM. MakcumanHaTta 103a ¢ 80 mg BeAHBXK JHEBHO.

ITvpguura xunepxonecmeponemus ¥ KOMOUHUPAHA (CMECeNA) XURepAURUOeMUs

I[ToBeueTo nauueHTH ce NOBIUABAT ycnewHo ¢ Atopuc 10 mg seaHexk nHeBHO. TepanesTuyeH epekT
ce JoCTUra A0 ABE CEAMULM, a MAKCHMAJIEH TepaneBTHUYEH edeKT ce nocTHra 0OuKHOBEHO 3a 4
ceamuiM. EexTsT ce 3ana3ea no BpeMe Ha XPOHWUHOTO JIEYEHHE.

Xemepozuzomua pamunna xunepxorecmepoiemun

JleyeHHeTo Ha nNalMeHTa TPKOBA Aa 3anovHe ¢ Atopuc 10 mg nreBHo. [losure ce HHAMBUAYATH3UPAT
H KOpHTrHpaT Ha BCeKH 4 cenmuuM go 40 mg anesHo. Cien ToBa n03ata MOXKE Aa 6bje yBEIHUEHa A0
makcuMyM 80 mg nHeBHO WaM 40 mg aTOPBACTATHH €AHOKPATHO JHEBHO M /1a c€ KOMOHHHMPAT ChC
CEKBECTPAHT Ha XTbYHHTE KUCETHHH,

Xomozucomuq pamuana xXunepxorecmepoiemus

Hanuunu ca orpaHuueH 6poH 1aHHHM (BxK. Touka 5.1).

Ho3ara Ha aTOpPBACTATHH MPH NAUKUEHTH ¢ XOMO3UroTHa PaMIIHA XHIIEpXonecTepoaeMus € ot 10 ao
80 mg nHeBHO (BXK. TOouka 5.1). ATopacTaTHH TpaOBa 1a ObAe UINON3BAH KATO AOMBIHEHHE KbM
OPYTH JIMITHAO-TIOHWIKABAILH TEpanerTHYHH cpelactea (Hanp. LDL-adepe3a) npy Te34 MaleHTH WIKH
PH HEBB3MOIKHOCT 334 M3MTOJI3BAHE HAa TAKHBA CPEICTBA.

IIpodhunaxmuxa nHa cupdeunocvoo6o 3abonseane

ITpu mpoyuranmsATa 3a MbpBHUYHA OpoduIakTHKa no3aTa ¢ Ouna 10 mg aAHeBHO. Moxe aa ca
HeoOXOAUMH [10-BHCOKH J03H, 32 Aa ce noaAabpkar HuBa Ha LDL- xonectepona cnopea HacTosuTe
PBKOBOACTBA.

bvbpeuno yepexcoane

He ce nanara npomsana Ha 103aTa {BXK. Touka 4.4).

Yeproopobua nedocmamvunocm

Atopuc TpsaOBa 1a ce W3no/3Ba IPEANAzINBO IPH NALHMEHTH € YePHOAPOOHO YBpekKAaHe (BIK. TOUKH
4.4 n 5.2). Aropyc € NPOTHBONOKA3aH NMPH MNALMEHTH C AKTHBHO YepHOAPOOHO 3ab0asaBane (BXK. TOUKa
4.3).

Cmapuecka gvipacm

E¢gukacHOCTTa 1 6€30MacHOCTTA NP ralMeHTH Haa 70 roMHY, NpHEMALM NPENOPBUBAHUTE JO3H, Ca
CXOAHH C TE3H NMpH 001IATA MOMyNALHA

Ileoumapuuna nonyaayus

Xunepxoaecmeponremua.

JAEUYEHUETO Ha NeTCKATa XUINCPIUNUAEMHA, KaTO NaLUMeHTHTE TpAOBa ga 6baaT 1
10 OTHOLIEHWE HA HanpeabKa Ha JEUYEHUETO.




[Ipu nauueHTH ¢ XeTepo3uroTHa GaMuiHa XxunepxoecTepoaeMus Ha 10 ¥ noBeye roaHHH
npenopsuBaHaTa CTapToea N03a aTopeactatiH € 10 mg qHesHo (BK. Touka 5.1). Jozata moxe aa ce
yBenuyHd Ao 80 mg aHeBHO CBHIIaCHO OTIOROpa M NMoHocHMocTTa. Ho3ute Tpadea ga 6wiar
HHIMBHAYIH3HPAHY CBIIACHO MPENOPhUMTENHATA Len Ha Tepanusara. Kopekuuure Tpabea na ce
HAMPABAT HA UHTEPBAIIM OT 4 CeIMULM MK Noeeye, TuTpupaHeTo Ha Ao3ata A0 80 mg AHEBHO ce
MOAKPENsA OT JAHHU OT NPOYYBAHUS MPH Bb3IPACTHH W OT OrPABHUCHHU KIMHHUYHH JAHHU OT
Npoy4YBaHHA NpH AELA C XETEPO3IUTOTHA (PaMHIHA XMIIEPXOoIecTepONeMUs (BxK. Touka 4.8 u 5.1).

Mma orpaHnH4eHn JaHHH 3a 0€30MACHOCT NMPH A€l ¢ XETePO3UTroTHa paMHIHA XHIIEPXOJIECTEPONEMUS
Mexay 6- ¥ 10- roquumna BB3pacT, NOAYYEHH OT OTBOPEHH NMPOYUBAHHA. ATOPBACTATHH HE ¢
NpenopepYBa 3a JIeUeHUe Ha nauMeHTH noja 10-roaMiHa Bu3pacr.

Hanuunure nanHu ca onvcanu B ToukH 4.8, 5.1 ¥ 5.2, HO He MOXe J1a ce HAMpaBKu NpenopbKa 3a
AO3HPOBKA.

HApyru apMaueBTHHHA GOPpMEH/KOHUSHTPaWHH MOXKE Aa ¢a MO-TIOXXOAALIH 38 Ta3H NOMYIaliHA.
Eonoepemenna ynompeba ¢ opyzu nexapcmeenu npooyKmi

IIpy maumenTH, NpUeMailid AHTHBHPYCHUTE CPEACTBA 3a JigdeHHe Ha XxenatuT C, Kato
ebacBup/rpa3onpeBrUp HIIM NETEPMOBHP 3a NpoHUIAKTHKA HA LIKTOMEralOBHPyCHA HHpEKLHA,
CBITHTCTBALIO C aTOPBACTATHH, 103aTa Ha ATOPBACTATHH He TpadBa na npesuiuaBa 20 mg/neH (BiK.

TOUKH 4.4 1 4.5).

He ce npenopbyra ynorpedara Ha aTOPRACTATHH NPH NAaLMEHTH, TPUEMAIIH JICTEPMOBHP
EHOBPEMEHHO Ch¢ LIMKNOCTIOPHH (BXK. TOUKH 4.4 u 4.5).

HauuH Ha npuioxkeHue

ATopHC € 3a nepopaliHoO npuiokeHHe. Beska mHeBHa 1033 aTOpPBACTATHH Ce aBa ENHOKPATHO JHEBHO
10 KOETO H Jia BpeMe OT AeHA, ChC WK be3 Xpana.

4.3 HporuBonoKazaHHA

ATopuc € NPOTHBONOKA3aH [PH NALMECHTH:

- CbC CBpBEXYYBCTBHTENHOCT KbM AKTHBHOTO BELLECTBO MM KbM HAKOE OT MOMOLIHHTE BElIECTRA
Ha TO3H NEKapCTBEH NPOAYKT, H3GpoeHH B TOUKa 6. 1.

- C aKTHBHO YepHOAPOOHO 3a00NABaHE HITH HEU3ACHEHO NEPCHCTHUPALLO NOBHUIEHHUE HA
CEpYMHHUTE TPAHCAMMHAZH, HAAXBBPJIAILO 3 [TBTH TOpHATa I'PaHHLI2 HA HOPMATA,;

- 1o speMe Ha OpEeMEHHOCT; MO BpeMe Ha KbPMEHE Y NPH KEHU B ACTEPOAHA BbL3PACT,
HeMnpHnaralyy CHIypHH KOHTpaLUEnTHBHK CpeacTBa (B, ToqKa 4.6);

- JlekyBaHH C aHTHBHPYCHHUTE CPEACTRA 3a eueHHe Ha XenaTut C riekanperup/ muOpeHTacBup.

4.4 CnennanHy ApelynpekieHHd H CNEHHAIHH NPeANAa3HE MEPKH NPH ynoTpeda

YepHoapobHO YBpeKIAHE

TpaOsa na ce HanpaBAT QyHKUMOHANIHH YEPHOAPOOHH M3CaeBaHNA NPEIH 3aMI0YBaHE Ha JIEYEHHETO U
NepHOAHYHO ciel ToBa. [Ipn manHeHTH, npH KOUTO ce NOABAT Oene3d W CUMIITOMH, NpeaAnoJaraiu

4epHOAPOOHO YBpeXkAaHe, TE3H TECTOBE Ca 3aAb/KHTEIHH. [lallHenTH, IpH KOHTO Ce NOBHILAT HMBATA
Ha TpaHcaMHHAa3uTe, TPAOBA fa OBIAT KOHTPOIHDPAHHK AO U3YE3BAHE HA AHOMAITHATA (aﬂomaﬂvrme) .
AKO MOBHIICHHUETO HA TPAHCAMHHA3ZMTE, HAAXBBPISLIO MTOBEYE OT 3 MbTH rOpPHATa rpa;;ﬁua Ha - - 1 " ;;_;’**i::;‘

HopMara (ULN), nepcuctupa, ce npenopbyea HaMaJIsIBAHE HA NO3ATa WK NPEYCTaHOk ﬁBaHe‘ Ha \ e
npuema Ha Atopuc (BK. Touka 4.8). e e A




KOJIHYECTBA AJIKOX01 W/WIA HMAT aHaMHe3a 3a YepHOIpOoOHO 3a00idBaHe.

[IpeoTBpaTaBaHE HA HHCYJIT YPE3 arpecHBHO HAMANABAHE HA HUBATA Ha xonecrepona ((Stroke
Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL)).

Post-hoc ananu3 Ha cyOTUNOBETe HHCYNTH NPH MALHEHTH Oe3 ucxeMuuna 6oject Ha cppuiero (MBC),
KOMTO ca OMITH € HACKOPO MPeKapaH MHCYIT WIH TPaH3UTOPHA uexeMuyHa ataka (TIA), e nokasan mo-
BHCOKA Y€CTOTA HAa XEMOPAaru4eH UHCYAT MPH NALMEHTHTE, BKIIOYEHH HA TEPAlHA C ATOPBACTATHH

80 mg cnpamo mnauedo. [lopuied puck e ordeassad NpeaAUMHO MPH NALMEHTHTE C NPENXOJCH
XeMOparviyeH UHCyJIT WY TaKyHapeH WH(apPKT NPH BKIOUYBAHE B NPOYUYBAHETO. 34 MALIMEHTHTE C
NPEaXOAEH XeMoparu4yeH HHCYJIT WIH JaKyHapeH HH(apKT, OanaHChT MEXKIY PUCKORETE H MON3UTE OT
aropeacTHH 80 mg e HECUIypeH H MOTEHLHANHUAAT PHCK OT XeMoparuyeH HHCYJIT TpAOBa fa Obae
BHHUMATEIHO NPELCHEH NpeaH 3alouBaHe Ha TepanuaTa (BxK. Touka 5.1).

IiposBH OT cTpaHa Ha CKEJICTHATA MYCKYIaTypa

AtopBacTaTHH, KakTo # gpyrute HMG-CoA-peaykra3un uHXUOHTOpH, B PEAKH ClTy4ad MOXKeE Ja
OKa@)Xe HEOJ1aronpuaTHO BE3AeHCTBHE PBPXY CKEJIETHATA MYCKY/IaTypa H Ja NPHYMHHA MHANT K,
MHO3MT M MUOMATHA, KOUWTO MOTaT [1a Nporpecupar A0 padIoMUONH3a, TOTEHLHATHO
AKHUBOTO3ACTPALIABAING CHCTOSHHE, XapaKTEPU3UPAINO Ce ChC IHAMUTENHO MOBHINEHHE HA HHBATA HA
kpeaTyHUH kuHasza (CK) (> 10 nbTH Hag HopMaTa), MUOITIOOHHEMHS H MHOTNIOOHHYPHS, KOHTO MOTaT
1o aoseaar a0 0sOpeyHa HeJOCTATBHYHOCT.

B HAKkOaKO cnyuad ce cno0uiaea, ye CTATHHUTE HHIYLUpPAT de nove WK BAOIIABAT Beye
CHIIECTBYRAIa MHACTEHHA IPAaBUC HIIM O4HAa MUACTeHHUA (BK. Touka 4.8). [IpunoxeHueTo Ha ATOpHC
TpAORa Ja ce Chpe B ClIy4aH Ha BnoiuaBaHe Ha cuMmiroMuTe. FiMa chobluenus 3a peLyads npu
(TOBTOPHO) NPWIAraHe Ha ChUIUS HIH Pa3lM4Y€H CTaTHH.

Ilpedu newenuemo

ATopeacTaTHH TpsOBa Ja c& M3N0/3Ba BHUMATEITHO NPH MALMEHTH ¢ Mpejpasnonarauid GakTopu 3a

pabaomuonuza. Hueara Ha CK TpabBa ga ce uzcneasaT npead 3ariOYBaHe Ha JICUEHHUe ChC CTATHH B

CneJHHUTE CIy4an:

- BbOpeuHo yepexaaHe;

- XHUIIOTHPEOUTHIBM;

- AHaMmHe3a, BKII. U ceMeiiHa, 3a HacJIeICTBEHH 3a009BaHMA HA MYCKYJIUTE;

- AHaMHe3a 3a MyCKYJIHa TOKCHYHOCT OT CTATHH MW QHOpaT;

- AHamHe3sa 3a yepHoapoOHo 3abonssane Wiy yrorpeba Ha 3HAUUTEIHH KOJTUYECTBA anKOXOJl;

- IlpH naunenTy B crapuecka Bp3pacT (> 70 r.) Tpabea Oa ce MMa npenBH HeoOXOAUMOCTTA OT
TOBA U3C/ieABAHE B 3AaBHCHMOCT OT HANTHYUETO Ha NpyrH $akTOpH, Tpeapasnoiaraiiy KbM
pabaOMHOIN3A;

- Korato € Bb3MOKHO NOBHIIABAHE HA IJIA3MEHMTE HUBA, HATIP.OPHU B3aUMOJEHCTBHA (BXK.
Touka 4.5) u cneunanHy NOMyAauMH, BKJ. FTeHeTUYHH CyOnonyaauut (BxkK. ToUKa 5.2).

B TakuBa CHTyauuu TpaOBa aa ce NpeleHr PUCKDBT OT JISYEHHETO CpAMO Bb3MOKHHTE MOM3H H ¢
NpenopbYBa KIHHHYHO MOHUTOPUpAHE,

He TpsabBa na ce 3anousa eveHHe, ako u3xoaHuTe HuBa Ha CK ca 3HauMTeTHO noBuilieH! (> 5 muTH
HaJ HOpMarTa). |

Hzrmepeare wa Kpeamuist KuHa3ama
- = ’,4.""‘“ “"""‘N..“\‘
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Kpearusuu kuHazara (CK) ne tpadsa aa ce wscneapa cnen pu3utiecko HaToBapBa
HAJIMYKMETO HA BepOATHA aATepHATHBHA MPHYUHA 32 HEHHOTO yBENMUEHKe, THii k&



IHH, 3a [a C€ NOTBBPIAT PE3YJITATHTE.

Ilo speme na neuenuemo

- [TauveHTHTe TpsOBa Na ObaaT npeaynpeacHH BeaHara Ja CLo0LLABAT 3a MOABA HA MYCKYJIHH
OONIKM, KpaMnH WK cnabocT, 0cobeHO KOraTo TORa € NPUAPYIKEHO ¢ HEPA3MONOKEHHE HITH
MOBHILEHUE HA TeMIlepaTypara.

- Tpabsa na ce uscneapar HuBata Ha CK, ako ce NosABAT TAKHBAa CHMIITOMH MO BpeMe Ha
TepanH4ATa ¢ atopsactaTHH. Heobxoanumo e npekpaTaBaHe Ha TepanHuAaTa, AKO ¢e YCTAHOBH, Ue
TE3H HUBA Ca 3HAUMUTETHO NMOBULICHH (> 5 ITBTH Hajl HOpMaTa).

- Tpabea na ce oOMHMCIIU [TpEKPATABAHE HA JIEYEHHETO, AKO MYCKY/THUTE CHMITTOMH €4 TEXKKH U
npeAU3BMKBAT NOCTOsSIHEH JUCKOMGOPT, 1OpH U B ciiyyauTe, korato CK ca nosuienu 1o < 5
MbTH HAZ HOpMATA.

- AKO CHMITTOMHTE OTWIYMAT H HHBata Ha CK ce HopManm3upat, Moke 12 ¢e 0OMHCIH TTOBTOPHO
BKJIIOYBAHE HA ATOPBACTATHH MM 3arOoYBaHe HA Tepanus ¢ alTepHATHBREH CTATHUH MpPH
M3MON3BAHE HA HAM-HUCKATA /1033 H CTPUKTHO MOHUTOPHpaHE.

- [TpveMsT Ha aTopBacTaTHH TPAORa na ObAe NpeyCTaHOBEH, aKO ¢a HAJTHIIE MOBHINEHH HHBA Ha
CK (>10 nbTH Han HOpMATa) WM aKo €& AMArHOCTHLIMPA WK No03Hpa pabIoMHONH3A.

Eonoepemenen npuem ¢ Opyzu 1exapcmeaeenu nPooyKmu

PucksT o pabaoMnonusa ce nosHUlaga Npu €AHOBPEMEHEH NPUEM Ha aTOPBACTATHH C OMpeaeIeHH
JICKApCTBEHK NPOAYKTH, KOXUTO MOFAT a [TOBHLIAT [1/1a3MeHaTa KOHLEHTPAUUS Ha ATOPBACTATHH, KATO
MouHHTe HHxHOKnTOopH HA CY P3A4 wnu TpancnoprHMTe NPOTEHHH (HANP.LHKIOCTIOPHH,
TEAHTPOMHLIMH, KIAPUTPOMHULIMH, ASNABUPAMH, CTHPHIICHTOJI, KETOKOHA30J, BOPHKOHA30.,
MTPAKOHA30/1, [103aKOHA30/, JJeTepMoBUp win HIV-nporeasHu uHXHOHTOPH BKTIOYHTETHO PUTOHABHUD,
JIOTIUHABHP, aTA3aHABHP, HHAHPABUD, JAPYHARHP, TPHIIpaHABHP/PUTOHABHP M Ap.). PHCK®T OT
MHOIMATHA MOXKE ChLIO Ka ObAe MOBHINEH NPH €IHOBPEMEHHOTO NPHIMKeHUEe ¢ reMbnbpo3un u Apyru
(ubpaTu, aHTHBHPYCHH cpeJCTBa 3a neyeHue ua xenatut C (HCV) (bouenperup, Tenanpesup,
enGacBUp/rpasonpesup, equnacBup/codocOyBUp), EPHTPOMMUMH, HUALMH HIH e3eTHMHO. AKO €
BB3MOXKHO, BMECTO TE€3H JIEKAPCTBEHHM NPOAYKTH TPAOBA 1A ce OOMHUCIH aTepHATHBHO
(HeB3aUMOACHCTRALLLO EeUYEeHUE).

Ilo Bpeme nin ciien neycHYe © HAKOM CTATHHH € HMAJO MHOTO pellKH Cso01IeHHs 3a
UMyHOMEAHMpaHa HekpoTu3avpaua Muonata (MMHM). Knkknuno MMHM ce xapakTtepusnpa ¢
epCUCTHUpALLA [POKCUMANHA MYCKYJTHA CIa00CT U MOBUINEHH CEpPYMHH HUBA Ha KpeaTHH KHHAa3arTa,
KOWTO NEepCHUCTUpAT BHIIPEKH NPEKPATABAHETO HA JEUSHHETO ChC CTATHHHU.

B cnyuam, xoraro e Heo0XoaumMo €IHOBPEMEHHOTO NPHOKEHHE HA TE3M JISKAPCTBEHH MPOAYKTH C
aTopBacCTaTHH, M10Ji3aTa U PUCKBT OT ChIILTCTBALLOTO NeveHHe TpaOBa na 6baaT cOMUCIEHH
BHUMATEHO. Koraro nauHeHTHTE MOy4asart JICKApCTBEHH IPOAYKTH, NOBUIUABAIIM IUIA3MEHATA
KOHLICHTPALIUA Ha aTOPBACTATHH, CE NPETNOPHYBA NO-HUCKA MAKCHMAHA /1032 HA aTOPBAcTaTHH. B
CITyMaHTE C €AHOBPEMEHHO NipHiarate ¢ MoliHi HHXHOuTopu Ha CYP3 A4 tpsabsa da ce o6¢bau no-
HHCKA Ha4alIHa [1032 Ha aTOPBACTATHH H Ce MPENopLHBa CHOTBETHO KITMHUYHO MOHUTOPUPAHE Ha Te3H
NALMEeHTH (BX. TOYKa 4.5).

ATop¥Hc He TpAORa J1a ce Mpusara €JHOBPEMEHHO ¢ QY3H/I0Ba KUCETMHA 33 CHCTEMHO MPHI0KEHHE

WK B PaMKHMTE Ha 7 IHW cneJ cnUpaHe Ha NeueluneTo ¢ dy3uaosa kucenuHa. [Ip naunentu, npu

xoMTO ynorpebara Ha py3MI0Ba KMCEIUHA 32 CHCTEMHO NPHJIOKEHHE € OT ChLUECTBEHO 3HAUCHHE,
NEYSHUETO ChC CTATHHH TPAOBA 1a Ce CIIpe 3a Lenus KypPC Ha NeueHHe ¢ Gy3HI0Ba KUCeHHG. . - ...,
ChoOILeHH ca cydan Ha padIoMHOIA3a (HAKOK OT KOKWTO (aTaaHH) NpH NaUHEHTH, HQH}’H&B&JIH Mtx
KOMOHHALMA OT Qy3UA0BA KUCEIUHA CBC CTATHHE (BX. TOuka 4.5). A e
[MaienTHTe TpsaOBa 1a OBOAT NOCHRETBAHM 14 MOTHPCAT He3abaBHO NeKapcka nom#‘j;;_'aicq npﬁmxm

NosABAT CHMNTOMH Ha MyCKy/Ha cnabocT, GoNKa WM UyBCTBHTEIHOCT. N T L L

JIeueHHETO CBC CTATHHH MOXeE [a b€ 3aMO4HATO OTHOBO CEAEM AHH CAEN nocneﬁﬁaﬁhﬁfia?-'-:;1_--;. o )
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¢y3unoBa KHCENHHA.

B oraendu cnyvam, korato e HeoGXoauMO NPOIBLKUTEHO NedeHHe ¢ py3HIA0BA KHMCE/IHHE 32
CHCTEMHO NPHAOKEHHE, HAMP. TIPU NEYESHHE HA TEXKY HHPEKIIUH, HYXKIATa OT eHOBPEMEHHO
NpUAOKEHHE HA ATOPHC U QY3UI0Ba KHUCEIMHA TpaOBa Ja ¢€ mpelueHH 3a BceXH OTAENeH NAUMEHT H
MOA NMPAKO MEKaAPCKO HAOIIOAeHHE.

[lennaTpuyHa nonyaaius

B 3-roguuiHo npoyusaHe, OCHOBAHO Ha OL{eHKA Ha LAJIOCTHOTO ChL3pABaHE U Pa3BHUTHE, OLCHKA MO
cTaaui Ha Tanner 1 H3MepBaHE Ha BUCOYHHATA M TEIIOTO, He ce HabmoAaBa KIIMHUYHO 3HaYHM €(PeKT
BBLPXY PA3BHTHETO M TMONIOBATA 3pANOCT (BX. To4KA 4.8).

Hurepctuiivanna benoapobua donecr

{Ipu npHeM Ha CTaTHHM ca CHOOLIABAHM OTAEIHH Cy4aH HA HHTEpCTHIHANHA Geoapobua bonect,
ocoBeHO NpH NpoALIKATENHA Tepanus (Bx. Touka 4.8). [IposeuTe MOraT Ja BKIHOUYBAT JUCIHES,
HENMpPOAYKTHBHA KalknHua H oOLIO BiIOWIaBaHe Ha 3[paBeTo (YMOpa, 3aryba Ha Tersjio U Tpecka).
TepanusTa cb¢ CTATHHH TPIOBA Aa Ce MPEYCTAHOBH, KO C€ NONO3HPA, Y€ NALHEHTA € PA3BHII
HHTepcTULIMAnHa OeoapodHa OonecT.

3axapeH nuaer

Hsaxoun aandn noka3sar, ye CTaTHHUTE €a KJ1aC JIEKAPCTRa, KOHTO NOBHILABA KPHBHATA 3aXap M [IPH
HAKOH MALIUEHTH, H3IOKEHH Ha BUCOK PHCK OT pasBUTHE HA quaber, MOXKE ja OBEIAT A0 ChbCTOIHME
Ha XHUTMEPriIHKeMUs, MPH KOETO ¢€ H3HCKBA NIPOBEXKIAHETO HA MOJXOAALUM MEPKH KAKTO Mpu guader.
To3u puck, obaye, ce KOMIIEHCHPA OT HAMAIABAHE HAa CHOOBHA PUCK MPH JIEUSHHETO CBC CTATHHY M
3aTORA He TPAOBa Aa ObJe NPUYMHA 3a CIIMPAHE HA JieueHHeTo. Ha nanueHTHTE, U3N0KEHH HA PUCK
(rmoko3a Ha riaaHo 5.6-6.9 mmol/L, UTM> 30kg/ m?, noBH1lIeHY TPHIVTHLEPHIH, XMIIEPTOHHS),
c/lelBa 1a Ha3Ha4M MPOBEXKAaHe HA KIMHWYHH U OHOXMMHYHK W3CIIEABAHHSA B ChOTBETCTBHE C
HaLHOHAJIHUTE PLKOBOJCTRA.

[IoMOlIIHM BelleCTBa

ATOpHC cBALPXKA N1akTo3a. [lauMeHTu ¢ peaku HacieacTBEHH NMPOGieMH HAa HENOHOCHMOCT KbM
rajlaKTo3a, ITLJICH AKTa3¢H Je(ULKT WM [NIFOKO3HO-ralakTo3Ha Manadcopouus He tpadsa aa
MpHEMAT TOBA JIEKAPCTRO.

Tosa nexapcTBo crabpka no-mManko or 1 mmol narpuii (23 mg) Ha TabneTKa, T.e. MOKe 1a Ce KaKe,
4e MPaKTHUECKH HE CHABPHA HATPHH.

4.5 B3saumopeiicTrBae ¢ APYrH JIEKAPCTBEHH NPOAYKTH M Apyrd GOpMH HA B3aHMOJcHCTBHE

EdexkTH Ha €IHOBPEMEHHO MPWIOKECHH JEKAPCTBEHU NPOIYKTH BBPXY ATOPBACTATHH

ATtopeactaTuH ce MeTabonusypa or uuToxpom P450 3A4 (CYP3 A4) u e cyOcrpar Ha uepHOApoOHUTE
TPAHCIOPTEPH, OpraHuyHHMS aHHOH-TpaHenopTeH nonunentun 1Bl (OATPiIB1) u (B3 (OATPIB3)
Tpancnoprep. MerabonuThre Ha atopsactaThi ca cyOcTpaty Ha OATP1B1. YeTaHoseHo € cbino
TaKa, YU¢ aTOPBAaCTaTHH € CyOCTpaT Ha NPOTEUHA, CBbP3aH C MHOYKECTBEHA IIEKAPCTBEHA
pesuctentHocT | (Multi-drug resistanT protein 1, MDR 1) # Ha npoTelina Ha PE3HCTEHTHOCT Ha paKa
Ha repAara (Breast cancer resistant protein, BCRP), kouto Moxe Aa orpanuyar upesHaTta abcopOuus

U AUTBYHHA KAMPBHC Ha aTOPBAcTaTUH (Bxk. To4Ka 5.2). EIHOBpPeMEHHHAT NIpUEM Ha TIEKAPCTREHA .
NPOIdYKTH, KOUTO ca HHXHGuTOpH Ha CYP3 A4 win Ha TpaHCOPTHHTE NPOTEHHH MOXE T2 JOBENE m
MOBMILABAHE HA MIA3MEHWTE KOHLEHTPALMH Ha ATOPBACTATHH. M TIOBMLIIEH PUCK OT MHONATHS., Pucm;r
MO:KE /I3 C€ MOBHIIH CHIIO MPH eAHOBPEMEHHO MPUIAraHe Ha aTOPBACTATHH C APYN ﬂemapcmenﬁ n
MPOAYKTH, MPHTEKABAINM NOTCHUNA Aa HHAYUMpPAT MHONATHA KaTo pudpaTH U e HMHﬁ (B}I{ Tof-u{a -
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CYP3A44 unxubumopu

Mounute CYP3 A4 unxuburtops ca nokasany, ye BOJAT J0 YYBCTBUTENHO NO-BHCOKA KOHLIEHTPALHS
Ha aTopBacTaTHH (BWKTe Tabnuua 1 ¥ cneunduiHaTra MHQOpMALKA M0-40aY). EAHOBpEMEHHOTO
npuiarase Ha MOLHHY MRXHOKMTOpU Ha CYP3 A4 (Hanp. UHKNOCNIOPHH, TENHTPOMHLIHH,
KJIADHTPOMHLIMH, AEaBUPAWH, CTUPUINEHTOJ, KETOKOHA3071, BOPHKOHA30J1, HTPAKOHA30,
[03aKOHA30/1, HAKOH aHTUBMPYCHH CPEACTBA, U3TION3BAHU IPH nevueHrueTo Ha HCV (Hanpumep
enbaceup/rpasonpesup) u HIV-nporeazHn HHXHOUTOPH, BKIIOUMTENIHO PUTOHABHP, TOTTHHABHDP,
arasaHaBUp, MHAKHABUD, AAPYHABUD H JIp.) MO BB3MOXKHOCT TpAOBa aa ce H3barea. B ciydau, korato
HE MOXKeE [1a ce H30erHe eAHOBPEMEHHOTO NIPHJIaraHe Ha Te3H JIeKaPCTBEHH MPOIYKTH C aTOpBACTATHH,
TpAOBa fa ce OOMHCIAT MO-HUCKH HAYAJTHA U MAKCHMAJTHA O34 HA ATOPBACTATHH, H CE MPenopbysa
NOAXOAALIO KIMHHUYHO npocneasBaHe Ha nauueHTa (Bx. Tabnuua 1).

YMepenure unxuduropu Ha CYP3 A4 (Hanp. epuTpoMHLIKMH, JWITHA3EM, BepanaMul U GuiyKOHA30I)
MOTAaT Ja NOBHLIAT [LTa3MEHUTE KOHLIEHTpaLMy Ha aTopBacTaThH (Bx. Tabnuua 1), Habnonaean e
TIOBHILIEH PUCK OT MHOTIATHA NIPH ynotpeda Ha EpUTPOMHLMH B kOMOUHALMA ¢be cTaTHHU. He ca
NPOBEXAaHH MPOyYBaHKs Ha B3aMMOICHCTBUATA, KOUTO [a OLEHAT ¢PeKTHTE Ha aMHOAZPOH WITH
BEpanaMHJI BbpXy aTopBacTaTuH. M3BecTHO e, 4¢ aMHOAapoH H BepanaMHjl HHXHOUPaT aKTHBHOCTTA
Ha CYP3A4 ¥ eITHOBPpEMEHHOTO NPKHJIAraHE C aTOPBACTATHH MOXKE /1A IOBEAE A0 MOBHULIEHA
€KCro3uLIMs Ha atopBacTaTiH. ETo 3alio npu eqHOBpeMeHHa ynioTpeba ¢ yMepeHH HHXHOUTOPH Ha
CYP3A4 tpabsa na ce 0bcban Mo-HUCKa MAKCHMaHa 1032 Ha aTOPBACTATHH U Jla C€ MpoBeae
MOAXOAAIIO KITHHUYHO MPpocieasBaHe Ha nalpeHTa, KITHHHYHO NpocneaaBaHe Ce NPenopbyRa KaKTo
NpH 3all0YRaHE HA TépanuATa, Taka W IPHY NOC/eABaLIA IPOMAHA Ha JO3HPOBKATA HA HHXHGHTOpA.

Huoyxkmopu na CYP3A4

EAHOBPEMEHHOTO MPHUIOKEHHE HA aTOPBACTATHH C HHAYKTOPH Ha LMTOXpoM P 450 3A4 (Hanp.
e(haBUpeHL, pUpaMIUH, KBIT KAHTAPHOH) MOXKe 13 JOBEAE 0 [IPOMEHIMBO MOHIKEHUE Ha
ILUIa3MEHWUTE KOHUECHTpaLuuH Ha aTopBacTaTyH. [lopaay ABoHHUA MEXaHHIBM HA B3aUMOASHCTBHE Ha
prdaMnuH (MHAYKUKA HA HHTOXpoM P-450 3A4 y uHxuOupaHe Ha TpaHCIIOPTEPA HA XEMATOLIUTHOTO
saxsaiiaHe OATP1B1) ce nipenopbuea eqHOBpEeMEHHO NpU/iaraHe Ha ATOPBACTATHH ¢ pUdaMMUK, Thil
KaTo no-KhCHOTO NPHJIOKEHUE HA aTOPBACTATUH CJIEA NpyeM Ha prdaMIIHH ¢ CBBbP3Ba ChC 3HAYHUMO
HaMaJIgBaHe Ha TUIa3MEHHTE KOHLCHTPAUKH Ha aTOpBacTaTHH. BnusHueTo Ha pudaMnuH BEPXY
KOHLIEHTPALIMHTE HA ATOPBACTATHH B XEMaTOLMTHTE € HEU3BECTHO M, aKO @ AHOBPEMEHHOTO NPHUNaraHe
HEe MOX€E Ja ce u30erHe, nauMeHTHTe TpadBa aa ce npocieasBaT BHHMATETHO 3a OLIEHKA Ha
TEPaANeBTHYHUTE e(QEKTH.

Tpancnopmuy unxubumopu

Nuxubutopute Ha TPAHCNOPTHATE NPOTEHHH MOXKE 1A NOBUIUAT CUCTEMHATA HAAHYHOCT Ha
atopBacTaTiH. LIMKN10CNOPHH H IETEPMOBUP ca HHXUOHTOPH HA TPAHCNIOPTEPUTE, BKIIOYEHH B
ETHMUHHUPAHETO Ha aTopBactatuH, Hanp. OATP1IB1/1B3, P-gp, u BCRP, koeTo Boau a0 noruileHa
CHCTEMHA HAIHYHOCT Ha atopeacTaru (Bxk. Tabnuua 1). EdexrbT 0T HHXHOMpaHETO Ha
TPaHCNOPTEPHTE HA XENATOUUTHOTO 3aXBalllaHe BLPXY KOHLEHTPALMATA HA ATOPBACTATHH B
XENaTOUMTHTE € HEU3RECTEH. AKO eJHOBPEMEHHOTO MpWIarate He MoxKe /1a ce u3derue, ce
Npenops4Ba NOHIWKABaHe Ha 103aTa H KIMHHYHO Habmtoaenne Ha epekture (Bk. Tabnuua 1).

He ce npenopvusa ynorpedara Ha aTopBacTaTHH NpU NALHEHTH, NTPUEMALIY JIETEPMOBHD
€JHOBPEMEHHO ChC LIMKIIOCNOPHH (BK. TOUKA 4.4).
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NpHNara Hai-HHCKATa TePaneBTHYHA 1033 AaTOPBACTATUH M MalHEHTa TPAORA Aa c& MOHHTOPHPA
BHUMATENHO (BXK. TOUKa 4.4).

Ezemunmut

CamoCTOATEIHOTO NPHUNOKEHHE HA €36TUMHD ce CBhp3Ba C MHOMATHA, BKIIIOYHTENHO pabaoMHOIIH3a.
3aT0Ba PMCKBT OT TAKMBA CECTOSHHA MOKE Aa ObAe MOBULUEH MPHY €AHOBPEMEHHOTO NpPHJIAraHe Ha
e3eTUMUO ¥ aropeacTaTHH. [IpenopruBa ce BHUMATETHO KTHHUYHO MOHHTOPHPAHE HA TE3H NALMEHTH.

Konecmunon

[InasMennTe KOHLIEHTPALMH HA aTOPBACTATHH ¥ aKTHBHHTE My MeTaGONUTH Ca GIUTH NO-HHCKH
(CBOTHOLLIEHHE HA KOHUCHTpaUHATa aropBacTaTii: (),74), Kkoraro KoNecTUNos e NpuiaraH
SIHOBPEMEHHO ¢ aropBacTaThH. EQekThT cripaMo JTMTHAHKTE HUBA obade € OMN nmo-u3paszeH, KoraTto
ATOpPHC M KOJIECTHUIION ¢a NPHIAraHH €JHOBPEMEHHO, OTKOJIKOTO MPU CAMOCTOSTEITHO NPHIOKEHHE HA
IBATa JEKAPCTBEHU NPOAYKTA.

Qy3udoea Kuceruna

PUCKBT OT MHONATHS, BKITIOYHTENHO pabJOMHMOITH3a, MOXKE Ja CC MOBUIUIU PH €AHOBPEMEHHO
NPUIOKEHUE Ha PY3MA0BA KHCETHHA 34 CHCTEMHO NPIUIOKEHHE ChC CTATHHH. MeXauusMbT Ha ToBa
B3aUMOAcHCTBHE (PapMaKoIWHAMHIHO HIH (apMaKOKHHETHYHO, MM ¥ JBeTe) Bee Ol € HEH3BEeCTeH.
liMa cuobulenus 3a cnyyad Ha pabaomMuonu3a (HIKOM OT KOUTO ¢ daTaneH W3Xo) NpH MaNMEHTH,
MOJYHaBaIy TA3H KOMOWHALIHA.

AKo e HeoOxoMUMO sieucHue ¢ ry3HI0BA KHCENHHA 338 CHCTEMHO MPUIOKEHUE, TEPAITHATA C
aTOPBACTATHH TPAOBA 2 Ce MPEKPTH MO BpeMe Ha JIeYeHHETO ¢ hy3Ma0Ba KHUCENHHA, BuxTe chuio

TOYKa 4 .4.

Koaxuuun

Bpripeky ye Ha ca npOBEXAaHM NPOYUBAHHA 32 B3AUMOACHCTBHATA HA ATOPBACTATHUH ¢ KOJIXHIIMH,
¢bO0LIABAHY ca CJy4yad Ha MMOTIATHA, KOraTO ATOPBACTATHH € IIPHJIAraH €AHOBPEMEHHO ¢ KOJIXMLIMH.
Heobxoaumo € nosxuieHo BHUMaHUE NPK NMPeLNHCBAHeTO HA aTOPBACTATHH ¢ KOJIXHIHH.

Ed]eKT Ha ATOPBACTATHH BbPXY €AHOBPEMEHHO NpHAarad JCKapCcTREHH HPONYKTH

JTuzoxcun

Hpy MHOrOKpaTHO NPpUWICKEHHE HA JUTOKCHH enHOBPeMEeHHO ¢ 10 mg aTOpBACTATHH CTALIMOHAPHUTE
KOHLIEHTPALIMK Ha IMI'OKCHH C€ MOBHINEBAT JeKo. I1aliueHTH, KOMTO IPUEMAT AWTOKCHH, TpAOBa Aa
OBbJAT BHUMATEHO NMPOCIEasBaHH,

Hepopannu xowmpayenmueu

EAHOBPEMEHHOTO NPHJIAraHe HA aTOPBACTATHH ¢ MEPOPAJIEH KOHTPALENTHR BOAH A0 [OBHILIEHA
KOHLIEHTpaLKs HA HOPETHHAPOH H ETHHHI €CTPAIHO.

Ba WH

B xiMHHYHO NpoyUuBaHE NPM NALMEHTH, NPHEMALLH NPOABL/DKUTENIHA Tepanus ¢ Bapqaapmgﬂ

KbM ls-mﬂ [ICH Ha JICUYEHNETO C aTOPBACTATHH. BLIpekH ue MHOTo pAaKo ca ¢hob 'ahaﬁumuhnq}l@\ <, ° ) ,
3HAYMMM B3aHMOIEHCTBUSA C AHTHKOArYNaHTH, TPOTPOMOHHOBOTO BpeMe TpAGBa A 6&.&6 enﬁeﬂehéﬂo by !
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AOCTATHYHO YECTO B HAYAIIOTO HA TépanusTa, 3a A3 € MOACHTYPH, Y€ He Bb3HHKBA 3HAYHMa MPOMAHA
B NpOTpoMOHHOBOTO BpeMe. Koraro ce nokyMeHTHpa cTabriaHo NpoTpOMOHHOBO BpeMe, TO MOXKE 1a
ObIe MOHHTOPHUPAHO HA HHTEPBANH, KOUTO OOUKHOBEHO C€ MPENopbhYBAT [PH MAIHEHTH Ha
KyMapHHOBH aHTUKOAryjJaHTh. AKO 103aTa HAa aTOPBACTATHH Ce TPOMEHHU WIH CE TIPEKPATH MpHEMa,
TpA0OBa 1a ¢e NMOBTOPH ChillaTa npoueiypa. Tepanuara ¢ aTOPBACTATHH HE ¢& CBLP3Ba ¢ KbPBEHE MIIH C
MPOMEHU B NPOTPOMOMHOBOTO RpEME NPH NALHEHTH, KOUTO He NPHEMAT aHTHKOAry/IaHTH.

Tabnuua 1: Edpexty Ha eTHOBpEMEHHO NPUIAraHH JJEKAPCTBEHN NPOAYKTH BBPXY
apMaKOKMHETUKATA HA ATOPBACTATHH

EanoBpeMeHH0 npHJIaran ATOpPBACTATHH

JIeKapcTBEH NPOAYKT H peskHM | To3a (mg) CLOTHO- T npenopmca#

HA A03HpaAKe HIeHHe HA

AUC"

["nexanperup 400 mg BEAHBK 10 mg BeaHBK 8,3 EXHOBpPEMEHHOTO

aHepHo/IInbpentaceup 120 mg JIHEBHO 3a 7 1HH NPUIIOXKEHHE ¢ MPOAYKTH,

BEJHDBX IHEBHO, 7 HU ChAbLPXKAIIH [ICKANpERUp
HIH IMHOpEHTaCRHp, €
TIPOTHBONOKA3aHO (BiK.
TOYKA 4.3).

Tupnanasup 500 mg nBa NbTH 40 mg ot geH 1, 0.4 Koraro enHOBpeMeHHOTO

aHesno/ Puronasup 200 mg asa | 10 mg ot aex 20 [IpUJaraHte ¢ aropBacTATHH

IETH JHEBHO, 8 AHM (oT neH 14 e HeoDX0ANMO, He

0o 21) npesumaeaiire 10 mg
ATOPBACTATUH JHEBHO.
[IpenopbuBa ce KNMHHUYHO
npocliesABaHe HA TE3M
[ALHEHTH.

Tenanpesup 750 mg Ha 8 yaca 3a | 20 mg enHokpaTHa 7,9

10 nuu no3a

——

Huknocnopun 5,2 mg/kg/neH, 10 mg BeaHBXK 8,7

MOCTOSHHA /1034 IHEBHO 3a 28 aHu

Jlormmuasup 400 mg ABa meTH 20 mg BeagHBK 5,9 Koraro exHOBpEMEHHOTO

aHesHo/ Puronaeup 100 mg nsa | qHeBHO 3a 4 JHK [pwiaraHe ¢ aTOpBaCTATHH

[IbTH OHEBHO, 14 OHH e HeoDXOoauMO, ce
OpenopprYBAT NO-HHUCKH
NOAABPHKALIM J03H HA
aTopsBacTraTHH. [Ipy 103M Ha
aTOpPBACTATHH
HaaBuInaeramu 20 mg, ce
NpenopbYBa KIMHHYHO

KnapurpomuuuH 500 mg npa 80 mg BeaHbK 4,5 MPOCACIARAHC HA
NalHEHTHTE.

TbTHU JHEBHO, 9 OHH JHEeBHO 3a 8 JHH

CaxsunHaeup 400 mg na nbeTH 40 mg BeAHDK 3,9 Koraro eqHOBpeMeHHOTO

aHesro/ Puronasup (300 mg aBa | JHEBHO 3a 4 JHU Npuaarade ¢ aTOPBaCTATHH

IETH JHEBHO OT [HU 5-7, € HeoOXoaHuMo, ce

nosuiieH 10 400 mg apa NbTH NPEeNopPBYBAT MO-HHUCKY

OHEBHO Ha 1eH 8), nuu 4-18, 30 FOUYBPXKALIN JO3H Ha

min ¢iel A03aTa Ha ampnacga;rﬂn an ,uomua

aTopBACTATHH aATOPBACTATHH ..
H&LlBl;lil]ﬂB?lllH 40 mg, ce A
nperfepbqna tmumwne ‘u,* 1‘
npocnemmaue Ha s
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Hapyunasup 300 mg apa nbTH 10 mg BeaHBLXK 34 NauHECHTHTE.

aHeBHO/Puronaeup 100 mg npa AHEBHO 3a 4 AHH

TLTH AHEBHO, 9 AHU

Hrpakonaszon 200 mg gHesHo, 4 | 40 mg egquokparHa | 3,3

AHH ao3a

®o3amnpedasup 700 mg apa 10 mg BeaHBXK 2,5

bTH AHeBHO/ Puronarup 100 mg | AHerHO 3a 4 aHK

IBa ITbTH AHEBHO, |4 AHU

®ozamnpenasup 400 mg npa 10 mg BeHbBx 2,3

IbTH AHEBHO, 14 1HU JHERHO 33 4 nHU

Enbacsup 50 mg Begnbxk 10 mg enuHHuHa 1,95 Jlo3aTta Ha aTOpBacTaTHH He

aHeBHO/T pazonpesup 200 mg no3a TpaORa na HaBMLUABA

BeJHDLXK JHEBHO, 13 nnu IHeBHa fo3a o1 20 mg no
BpeMe Ha ¢XHOBPEMEHHO
AIPHJIOKEHHE C NPOAYKTH,
ChABPKALUM eN0ACBHP HITH
TPa3onpeBup.

JlerepmoBup 480 mg BeaHBX 20 mg equHUYHA 3,29 Ho3aTa Ha aTOpBacTATHH He

aHero, 10 nHu no3a TpaOBa 1a HaaBUILABRA
AHeBHA 03a oT 20 mg no
BpPEME Ha €JHOBPEMEHHO
MPHIOXKEHUE C MMPOAYKTH,
ChABPKAILM TETEPMOBHP.

Hengunasup 1250 mg aga mete | 10 mg BeaHsIK 1,74 Hama cnenyanuy

AHEBHO, 14 anu JAHEBHO 3a 28 nuu NPENOPHKHU.

Cox ot rpetingpyT, 240 mL 40 mg, ennokpatia | 1,37 He ce npenopnhusa

BeIHBXK AHeBHO* no3a eIHOBPEMEHHHA NPHEM Ha
TOJIEMH KOJIMYECTBA COK OT
rpedngpyt u
aTOPBACTATHH.

Jnntuasem 240 mg BeqHBX 40 mg, eAHOKpaTHA 1,51 Crnen 3anoyBaHeTo Ha

IHEBHO, 28 MHM no3a TepannaTa WM clie
OpOMAHA Ha JO3HPOBKATa
HA DUITHA3EM, CE
NpenopbhyBa KIHHHYHO
NPOCISAABaHE Ha
MALUEHTHTE,

Epurpomuuus 500 mg yeTupu 10 mg, enHOKpaTHa 1,33 IpermopbuBa ce Mo-HUCKA

MbTH AHEBHO, 7 IHH A034 MAKCHMAaNHAa 038 U
KJIUHHYHO NpOcneasBaHe
HA NalUEeHTHTE.

AmnoaunuH 10 mg, BegHBbK 80 mg, enHoKpaTHa 1,18 Hama cneunannmu

IHEBHO a03a PEMOPHKH.

LlumeTand 300 mg ueTHpH {0 mg BeaHBXK 1,60 Hsima cieuyanun

MbTH QHEBHO, 2 CEAMUIIH JHEBHO 33 42 NPENnOpPbKH.

ceIMULM
Konecrunon 10 g nga nbtH 40 mg BEOHBK 0,74** Hama cneywanuu

OHEBHO, 28 ceaMULH

IHEBHO 3a 28
CCIAMHULH

NIPENOPBHKH.
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AHTHALMIHA CYCNIEHR3HA OT
MAarHe3MER U UTYMHHHEB
XUAPOKCHIH, 30 mL ueTnpu
TbTH AHEBHO, | 7 nHU

10 mg BenHBK
IHeBHO 3a 15 nHu

0,66

Hsama cneuuanay
PETOPBKH.

AJHEBHO

J034

Edapupeny 600 mg Beansx 10 mg 3a 3 nauu 0,59 Hama cneuyanum

JHEBHO, 14 auHn NpenopPBKH.

Pudammmu 600 mg BegHBK 40 mg eqHOKpaTHA 1,12 AKO €THOBPEMEHHOTO

IHEBHO, 7 AHM (€IHOBPEMEHHO no3a MPUIArade He MOXKe Aa Ce

NPHIOXKEH) u3berHe, ce npenopbypa
KIHHHYHO NPOCICAABaHe
MPH €AHOBPEMEHHO
npuiarate Ha
aTOpBacTaTHH M pUdAMITHH,

Pugamnuu 600 mg BeaHbxK 40 mg eaHokpaTHa 0,20

JAHEBHO, S5 THH (Ro3MTE Ca 1032

paszaeneHm)

['em¢ubposun 600 mg ara metu | 40 mg eaHokparHa 1,35 [Ipenoppypa ce No-HUCKa

AHEBHO, 7 OHH nosa Ha4aJHA 4032 U KTHHHYHO
MpocnesABaHe HA TE3H
MaLUeHTH.

Denodudpar 160 mg BeaHDK 40 mg eqHoKpaTHA 1,03 Ilpenopbusa ce no-HUCKa

JHEBHO, 7 NHMH 03a Ha4alnHa J03a U KIIHHUYHO
NpociaeaaBaHe HA TE3H
TALHECHTH.

Bouenperup 8§00 mg Tpu nuTH 40 mg enHOKpaTHA 2,3 Ipenopbusa ce no-HIHCKa

Ha4aJiHa 034 U KJIIMHUYHO
MpocieAABaHe HA TE3H
nauneHTy. [Ipu
€AHOBPEMOHHO
NpUNOKEHUE ¢ BouenpeBup
, IHECBHA 1034
aTopRacTaTUH He TpadBa aa
npeermapa 20 mg

&

Hpeﬂ,CTaBﬂHBa CHOTHOLICHHE MOXAY NCHEHUATA (JIEKapCTBEH NpoOaykKT, Npyuiaarad ¢ AHOBPCMCHHO

C aTOPRACTATUH, CIPAMO CAMOCTOATENHO NPUIOKEHHE HA ATOPBACTATHH).

’ BAK. TOUKA 4.4 4 4.5 332 KIMHAYHATA 3HAYHMOCT.
* CbaAbpika €NHA WM NOBede ChCTaBKHU, KOUTO WHXuOHpaT CYP3A4 v Morar 1a noRHmat
Mia3MeHHUTE KOHUEHTPALIMH HA NeKaAPCTBEHH NMPOAYKTH, KOUTO ¢e MeTabomsupar or CYP3A4.
IMpueMbT Ha eana yama 240 mi cok ot rpefindpyT culLo BogH Ao nouwxkaBaHe na AUC ot 20,4%
3a aKTHBHHA OPTOXHAPOKCH MeTaboauT. ['osieMu xonuvectBa Cok OT rpeiindpyT (Hana 1,2 | auesHo
3a 5 nuu) nopuiasa AUC Ha atopBactaTtuH 2,5 mbTH 1 AUC Ha akTHBHUTE CHCTABKY
(atopsactatud u Merabonut), HMG-CoA — peayxrasuu vaxubutopuy, 1,3 neru.

** CroTHOWEeHUe, OasupaHO Ha eauHU4HA npola, B3eTa 8-16 waca cnen go3ara.

OD =senunk AHeBHO, SD = ennokparda n03a, BID= nea mutu anesro, TID = Tpu nbTH AHEBHO,

QID= yeTHpn NbTH FHEBHO

Tabnuua 2: EdbekT Ha aTopBacTaTHH BLDX

JEKAPCTBEHH NMPOAYKTH

APDMAKOKHHETHKATA HA CAHOBPDEMCHHO NPHIQKCHHE
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JlekapcTeeH Crordowienue | KnuHu4HH

nponykr/o3a (mg) na AUCY [PenopLKu
80 mg BeaHBkK AHEBHO 33 1) Huroxcun 0,25 mg 1,15 [TaumenTu
JHH . BEAHBXK OHEBHO, 20 rIpHeMalLi JUFOKCHH
HU TpalOea aa Obaar
BHHUMATE/IHO
NpocleaABaHM.
40 mg BeAHBbK AHEBHO 3a 22 [lepopanuu 1,28 Hama cneuuanHu
IHU KOHTpaUECNTHBH 1,19 APEenopbKH.
BEAHDA AHEBHO, 2
MeceLa

~ HOpeTuHAPOH 1 mg
- ETHHHIECTPaLHOI

35 pg
80 mg BeaHBLK JHEBHO 3a 15 * OeHaszoH, 600 mg 1,03 Hsma cneunansu
JHU eAHOKpaTHa Jo3a* NPENOPHKH
10 mg enHoOKpaTHa 4034 Turnipasasup 500 mg 1,08 Hxma cietnanHu
ABA ITbTH JHEBHO/ npenopbKH
Puroxagup 200 mg
B2 ITbTH JTHEBHO, 7
JHH
10 mg BeaHBK AHEBHO 3a 4 dozamnpeHaBHp 0,73 Hsama cnemuanuu
IHU 1400 mg npa npTH [IPenopbKU
AHEeBHO, 14 gHH
10 mg peaubK AHEBHO 3a 4 PozaMIpPCHABUD 0,99 Hsama crieupaium
AHH 700 mg nBa meTHU NPEenNoOpbKYU

AHeBHO/ PUTOHaBUp
100 mg nBa oreTY
AHEBHO, 14 aHM

IlpeacTapnspa ChOTHOWIEHHE MEKAY JEHEHHATA (NICKAPCTREH MPOAYKT, MPHUAAraH eIHOBPEMERHO C
aTOPBACTATHH, CIIPAMO CAMOCTOATETHO MPHIOKEHHE Ha aTOPBACTATHH).
* EAHOBPEMEHHOTO [IpHAarale Ha MHOTOKPATHM JIO3H aTOPBACTATHH U (PEHA30H MOKA3BAT MANTBK
HTH HEAONOBHM e(peKT BLPXY KIHPBHCA HA (heHa30H.
OD =Begnbx aHeBHo, SD = eaHokparHa no3a, BID = nBa nbTv AHeBHO.

[leanaTpuyta NOMyaaLMS

IIpoy4BaHHKs BbpXy JICKAPCTBEHUTE BIaUMOACUCTBHA Ca U3BBPIUCHH CAHHCTBEHO IPH Bh3PACTHH{BIK.
TouKa 4.8). CTenexra Ha 83aMMOACHCTBHE B TCAHATPHYHATA NOMyJIallua He € u3kecTHa. TpaOra na ce
UMAaT PeABHA FOPECTIOMEHATHTE B3aUMONECHCTRHS NTPH B3PACTHH M NPEAYNPEKNEHUATA B TOUKA 4.4
Npy MPHJIOKECHHE B [TEAUATPHYHATA TTOMY AU,

4.6 DepruanTter, OpemMeHHOCT N KhpMeHe

Jenu ¢ nereponen noreHunan

JKEHHTE ¢ NEeTePOIeH MOTeHLMa TpA0Ba 1a H3MON3BAT €(heKTHBHA KOHTPALIENLINS 11O BpEME Ha
JICYESHHETO (BXK. TouKa 4.3).

BpemeHHocT
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npu OpeMeHHN xeHH. Paaxo ca noayyasany cso0L1eHH 3a BPOJSHH aHOMAIHY ClIe] HHTPayTEpHHHA
excnozdums Ha HMG-CoA-peaykrazHu unxuburopu, [IpoyuraHusTa npH >KMBOTHH NOKA3BaT
pENpoAYKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3).

JleueHHeTo Ha MalKaTa C aTOPBACTATHH MOKE Aa MOHWKH QeTATHHTE HHBA HAa MEBAIOHAT, KOHTO ¢
APEKYPCOp Ha XOaeCTepoNoBaTa GHOCHHTE3a. ATEpOCKIepo3aTa e XpOHHUEeH TNpoLec H OOHKHOBEHO
NPEKPaATABAHETO HA JIMIHAONOHKXABALMA IEKAPCTBEH MPOAYKT O BpeMe Ha OpeMeHHOCT Oun
TPAOBANO Ja HMa MAJTbK €PEKT NO OTHOLIEHHWE HA ABITOCPOYHHA PHCK, CBbP3aH C TbPEUYHATA
XHUNEPXOAECTEPOIICMMUA.

[lo Tean npHunHM ATOPHC He TPAOBaA Aa Ce Npuiara Npy JKeHH, KOUTo ca OpeMEHHH, ONUTBAT ce
3a0peMeHeaT Wik M0J03UPpaT, Ye ca GpeMeHHH. JleueHHeTo ¢ ATOpHC TPsAGBa Aa Ce MPeyCTaHOBH 3a
nepuosa Ha OpPEMEHHOCTTA WK AOKATO Ce YCTAHOBH JTHIIC Ha OPeMEHHOCT (B, Touka 4.3.)

Kbpmere

He e H3BeCcTHO naNlK aTOpBACTATHH W HErOBHTE METAOOJIUTH ce eKCKPETHPAT B KbpMATa.

{Ipx nnpXOBE U1a3MEHATA KOHLICHTpALWA HA AaTOPBACTATUH U HETOBUTE aKTHBHH META0OJIUTH €
CXOAHa ¢ Ta3H B KbpMaTa.(BHx TouKa 3.3). [lopany BE3MOXKHOCTTA 32 CEPHO3HH HEXEIaHH PEaKkLvH,
KEHHUTE fpHUeMaliid ATopHc TpAOBA 1a NpeyCcTAaHOBAT KEPMEHETO (BXK. Touka 4.3). ATOpBACTATHH €
NPOTHBOMOKA3aH B nepHoaa Ha kspMeHe (BK. Touka 4.3).

DepTHAHTET

IlpoyuBaHusaTa Mpy XKHBOTHH HE NOKA3BAT BJUSHAC HA ATOPBACTATUH BBPXY MBIKKHA HIIH XXEHCKUS
(depTunuTeT (BXK. TOUKa 5.3).

4.7 EdekTn BLpXY cnoco0HOCTTA 32 1ModhupaHe H paGoTa ¢ MAIIHAH
ATOPHC UMA HE3HAYHTE/IHO RAHAHNHE BBPXY CIIOCOOHOCTTa 32 miodupane U paboTa ¢ MalIuHN.
4.8 Heske1aHn JIEKAPCTBEHH PEAKITHM

PestoMe Ha npoduia Ha 6e3onacHoCT

Criopenl naHHUTe OT Mnauefo KOHTPOMMPAHU KIMHWYHU NPOYYBAHMS C aTOpBAcTaTHH oT 16 066
aropsacTaTuH cpeiy 7311 nanuebo) nanrenTH, NeKyBaHH B MPOABIKEHHE Ha Cpelto 53 ceamMHuliy,
5,2% OT NALMEHTHUTE Ha ATOPBACTATHH Ca MIPEKPATH/IH JICHCHHETO NOPAAH HEKENAHMPEAKLIHH B
cpaBHeHue ¢ 4,0% nipu nauneHTHTE, NpUeMany nianedo.

B3 ocHOBA Ha JAHHHUTE OT KIHHHUYHHU NPOYUYBAHHS M OOLIMPHHSA TIOCTMAPKETHHIOB ONKT MO-A0NY €
npeacTaseH npoQHAbT Ha HEKETaHUTE NIEKAPCTBEHH PeaKiiMy Ha ATOPBACTATHH.

TabnuyeH CNIMCHK HAa HEXKENAHUTE pPeaKLIMK

HM34yMCIEHHTE YECTOTH Ha HEKENAHUTE ICKAPCTBEHH Peakiiii Ca TPYIHPaHH, KaKTO CJIeABa: YecTH (>
1/100, < 1/10}), vewectu (> 1/1000, < 1/100), peaxn (> 1/10 000, < 1/1 000), mHoro peaks (<
1/10 000), ¢ HeusBecTHA YecToTa (He MOXKe 2 On/le OLIEHEHA OT HATMYHUTE SaHHH).

HNudpexnuu 1 uudectaimnm: T
Yectu: HazodapuHruT IR f
Hapyinenus Ha xpbpBTa M iumdHaTa cuctema: ,’{’J Lo S
Penku: TpoMGoLMTONEHMS f IR \'
L ERR ,-"-Lf:'* I_? -
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Hapyuienis Ha HMyBHaTa CHCTEMA




HecTH: anepruyHy peakLuMH
MHoro peaku: aHadpuIakcus

Hapyiuenus Ha MeTabonuamMa v XpaHEHETO
YecTu: xuneprivkemMus

HeuecTn: XHIIOrTHKCMHA, [TOBHIIABAHE HA TCIT1I0TO, AHOPEKCHA

TIcMXHYHK HAPYILEHHUA
Heuectu: kolimapH, 6e3chbHHE

HapviuieHds Ha HEPBHATA CHCTEMA:

YecTy: rnasobonue

HedecTs: 3amMasHOCT, napecTe3us, XMIOCCTE3UA, JUCTEY3HA, AMHE3HS
Penxu: nepudepHa HesponaTus

C HEH3BeCTHA YeCTOTa: MUACTEHHA rPaBHC

Hapyuierus Ha ouuTe:

Hedectu: HapyuieHHE HA 3pEHHETO
Penxu: 3purenyu HapyunieHus

C Heu3BeCTHA HECTOTa: O4HA MUACTEHHA

Hapyui¢nus Ha yXoT0 H 1abHpHHTa
Heuectu: ryMm B yinure
MmHoro peaxu: 3aryba Ha ciyxa

PecnHpaTOpPHH, IPBAHK U METHACTHHATHH HAPYILICHM:
Yectu: dpapuHronapunreanna 60i1xa, enucTakcue

CTOMaWHO-YPECBHHE HADYIICHUA
Uectu: 3anek, (praryieHuus, JUcnencyd, ranete, Anapus
Heuectu: nospeiuane, 60nka B ropHaTa B 10JTHa 9acT HA KOpeMa, OPHIBaHe, MaHKPeaTHT

XenaroOHNWapHH HAPYIIEHUA

HeuecTd: xenaTHT

Penxu: xonecrtasza

MHoro peaku: uepHoApoOHa HEAOCTATBYHOCT

Hapyinenvs Ha KO)KaTa U NMOJAKOXHATA TEKAH
HeuecTu: ypTHkapus, KoxeH 0OpHB, APYPHTYC, A101eunus

Penky: aHrHOHEBPOTHUYEH OTOK, OYJO3eH AEpMATHUT, BKIIIOUUTENHO epuTeMa MyaTH(opme, CHHAPOM
Ha Stevens-Johnson ¥ TOKCHM4HA enuacpManHa HEKpOIU3a

HapymeHus Ha MYCKY/IHO-CKeICTHATA CUCTEMa H CheAHHHTENHATA THKAH

YecTn: muanrus, aprpanrys, 60Jxy B KpailHuLyTe, MyCKYAHH CNla3MM, NOAYBAHE HA CTABHTE, OONKU B
repoa

HeuectH: Gonku BBB Bparta, MycKyjHa ¢j1adocT

Penku: MuonaTusa, MMO3NT, pabaoMHONKM3a, PYNIpPYpa Ha MYCKYI, TeHAHHONATHSA, MOHAKOra
YCIOXKHEHH C PASKBCBAHE

Mnoro peaks: aynyc-noaodeH CHHAPOM

C HeM3BecTHA 4eCTOTA: UMyHOMeAMHPaHA HEKPOTH3Upailla MUONaTUs (Bx. Touka 4.4) P R
ST T

Hapyuienns Ha Bb3NPOHIBOAMTENHATA CHCTEMA W I'bp/IaTa ’f{* T

MHOTO peaKH: THHEKOMACTHS f*f e

OGuin HapyiueHys U ePEKTH HA MACTOTO HA NPUIGKEHHE L Lo
Heuecrn: Hepa3nonoxkeuue, acTeHvs, rpbaHa 6oika, nepudepHn OTOLM, YMOpa, Tpecxa R P




HzcnenBaHug

HecTH: NOBHLIEHH CTOWHOCTH HA YEPHOAPOOHUTE PYHKIIMOHATHH 1I0KA3aTeN N, NOBHIIEHA CEpYMHA
kpeatundocgokvHaza

HedecTH: NieBKOLMTH B YPHHATA

Kakro n npu apyriure HMG-CoA -peayKkTazHH HHXMOHWTODH, NMPH NALIMEHTH, ISKYBaHH CbC
aTopBacTaTHH, € ChOOLABAHO 32 NOBUIIEHH CEPYMHH TpaHCaMUHA3H. Te3k MpoMeHH 0OHKHOBEHO ¢a
OunM IEKH ¥ NPEXOJHH M HE Ca HaNaraiy NpeycTaHoBABaHE Ha TepanuaTa. KniHWYHO 3HaunmMy (>
30bTH HaJl HOPMATTHUTE CTOHHOCTH) NOBHLIEHUS HA TPAHCAMHHA3MTE ¢a YCTAHOBEHH 11pH 0,8% ot
QosHuTe Ha aTopBacTarkH. Te3d NOBHILEHHUA c2 GWNM J030-3aBHCHMH H ODPAaTHMHM NIPH BCHYKH
NALMEHTH.

[losuineHn HHBa Ha cepyMHaTa kpeatuH gocpoxkrHaza (CPK) 3 nuTu Haa ropHara rpanuia Ha
HOpMaTa ca ycTaHOBEHH NpH 2,5% ot GonHUTe HAa aropBacTatuH, NMogobHo Ha apyrute HMG-CoA-
PEeAYKTa3HH HHXHOHTODH B KNIMHHYHH NpoyyBanus. Hupa, 10 mbTH Mo-BHCOKHM OT ropHAaTa rpaHuIld HA
Hopmara, € UMaio npu 0,4% ot NeKyBaHUTE CbC ATOPBACTATHH MALIMEHTH (B, TouKa 4.4).

HennatpudHa nonyaaius

Ilenuatpuynp nanyeHTy Ha Bb3pactT oT 10 10 17 roquHm, nexyBaHu ¢ aTOpBaCcTaTHH, €A HMATH
npodun Ha Oe3onacHocCT, NoAoOeH Ha TO3M NPH MALHEHTH, JIEKYBaHH ¢ rianebo. Hali-uectnre
HexenaHu edexT, HaboJaBaHW B BETE rPYITH, HE3aRUCHMO OT NPHUYMHHO-CIEACTREHATA BPB3Ka, Ca
Onnu undekupmre. B 3-roquuito npoyysaHe, Ha 0azaTa Ha OLieHKa Ha 0OLIOTO Ch3PABAHE H pa3BHTHE,
oueHKara no craanid Ha Tanner U H3MepBaHe HA BHCOYHHATA H TErJI0TO, He ¢e Habnionasa KITHHHYHO
3HAYMM e(eKT BbPXY Pa3BUTHETO H NTONIOBATa 3panocT. [TpodwinbT Ha 6e30NMacHOCT H TOHOCUMOCT
[PH NEAUATPUYHY NaUUeHTH ¢ 61N nofobeH Ha u3BecTHHA NpOd I Ha 6€30MacHOCT HA ATOPBACTATHH
PH BB3IPACTHH.

Knnnnynara 6a3a ganyy 3a 0e30nacHOCT BKIIOYBAT JaHHH 3a Ge3onacHocTTa npy 520 naitlgeHTa B
JAETCKA BB3pacT, KOUTO Ca NOJIYYaBa/id ATOPBACTATHH, OT KOMTO 7 MallHeHTH ¢a OUnM noj 6-roAviiHa
BB3pacT, 12] nalneHTH HA BB3pacT Mexay 6 U 9 rogunu, W 392 nauuenty ca 6uiu 10 1 17 roguuu.
Ha ocHoBaTa Ha HaJTHYHHMTE JAHHY YeCTOTATA, TUITLT H TEXKECTTA Ha HEKEIAHUTE PeakUMH fIpH Aena
Ca CXOAHHU C TE€3H NPH Bb3PACTHH.

I1py MpuIOKEHHETO HA HIKOU CTATHHU ca ChOOLIABAHH ClleIHUTE HEXeNaHu ¢bOUTHA:

- HapyieHa cekcyanna dyHkims.

- Henpecus.

- Oraennu cnywan Ha nuTepecTHumanHa 6enonpobua Honect, ocobeHo NpH ABITOCPOUHA Tepanus
(Bx. TOUKA 4.4).

- 3axapen AHabeT: Y4eCTOTATA LU 3aBHCH OT HAJIMHMETO UAH JIUNCATA Ha PUCKOBH haKTopH
(rmoko3a Ha rnaano 5,6-6,9 mmol/L, HTM> 30kg/ m?, NOBULICHH TPHIIHLEPUAH, HATHYHETO
Ha XHIEPTEH3Ua B AHAMHE3AT])

CrobuiapaHe Ha NOAO3NMPAHK HEXKENAHH peakliu
JOKIIaABAHETO Ha NONO3MPAHUTE HEKENAHU PEAKLIUM, Clell pa3pelieHue Ha JISKAPCTBEHUSA NPOAYKT €

BakHO. TO MO3BONIABA MO-HATATHIIEH MOHHTOPHHT HA ChOTHOMEHHWETO 1013a/PHCK HA 1eKAPCTBEHHA
npoaykT. U3HCKBa Ce MEAMUMHCKHTE CTIELMAITHCTH /13 JIOKIANBAT 33 BCAKA MO03MPAHA HEXXeNaHa
peakius ype3

M3mbHKTeNHA areHuus 1o JeKapeTBaTa RN
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Crneundyyno nedeHue fpy nMpeao3upaHe Ha aTopBacTaTHH HaMa. [pu npenosupase NANKEHTHT
TpadBa na Obae IeKyBaH CUMNTOMATHYHO U Aa ce NPEANPUEMAT NOANBPKALILHM MEPKH COpeA
neoOxoaumocTTa. TpaOBa fa ce U3CIeABAT YSPHOIPOOHHTE EH3UMH U 1a C€ MOHHTOPHUPAT HHBATA Ha
cepymtara CK. ITopagu Bucokara cTENEH HA CBBP3BAHE HA ATOPBACTATHH C [1IA3MEHHUTE NPOTEUHY He
Ce O4aKBa XeMOJHAJIN3ATA 43 YCKOPH 3HAUHTENHO KIHPHHCA HA ATOPBACTATHH.

5. GAPMAKOJOIMYHYU CBOMCTBA
S.1 DapmMAKOTHHAMHYHH CBOHCTBA

DapmaxoTepaneBTU4HA rpyna: Jiekaperea, perynupautd aundaute, HMG-CoA-penykrazun
uuxubutopu, ATC kog C10AA05

MexaHU3bM Ha JCHCTRHE

ATOpBacTaTHy e cenextuser, komnerurises HMG-CoA-penyxTazeH MHHXUGHTOP, CKOPOCTOTIPE AL
€H3UM, OTTOBOPEH 3a MPERPBLILAHETO HA 3-XU/IPOKCH-3-METHJI-TTYTAPHII-KOSH3UM A JI0 MEBAJIOHAT,
NPEeKypCcop Ha CTepoNINTe, BKIIOUYHTEIHO HA XolecTepoia. TPUrHUEPHANTE U XONECTEPONLT B YEPHHA
apo6 ce BIUTIOYBAT B CHCTABa HA JIMIIONPOTEUHH ¢ MHOTO HHCKa MbTHOCT (VLDL) u ce ornenar B
I1a3MarTa 3a npenacane ao nepudepHure Thkanu. Jinnonporennnte ¢ uucka mwrsTHocT (LDL) ce
obpasyBat oT VLDL u ce katalonu3upat nped BCHUKO 4pe3 penenTopH ¢ BUCOK apunmrer 3a LDL
(LDL peuenTopH).

PapMaKONHHAMHYHH e@elma

ATOPBACTATHH MIOHHKARA TJIa3MEHHUTE HHBA HA XOJIECTEPOJIa H JIMMTONPOTEHHHUTE Upe3 HHXHOMPAHE Ha
HMG-CoA penykrasaTta H MocaeABaaTa 6HOCHHTE3a Ha XOMeCTEpOIt B HepHHa Apod B YBeIH4aBa
6pos Ha uepHoapobHETE perentopH 3a LDL pppXy KieThUHATA NOBLPXHOCT 34 YCHIEHO YCBOABAHE U
katabonn3sM Ha LDL.

ATopBacTaTiuH Hamaaea obpasyeaHero Ha LDL u Opos Ha LDL-yactHuure. Atopsacrarud
NPUYHHABA 3HAYMTEJIHO M ABJITOTPAaHHO MOBMIIIABAHE HA AKTUBHOCTTA Ha pevenTopute 38 LDL,
NPHAPYKEHO ¢ OMarofipUATHA IPOMAHA B KAYECTEOTO Ha nupiymupamyre LDL-uacthip.
ATopBacTaTHH € epHKaceH 3a nonwxaeane Ha LDL-xonecrepona npu naliMeHTH ¢ XOMO3HTOTHA
(pamMuIHa XUTIepXoAecTepoOneMus, rpyna 00MHH, KOUTO OOMKHOBEHO HE CE BIIMAAT OT NOHWKABAIY
NUNYUIHTE NEKAPCTBEHH NPOAYKTH. |

YcTaHOBEHO e, Ue aTopBacTaTHH NoHWKara o0uua xonecrepon (30-46%), LDL-xonecrepona (41-
61%)}, anonunonporeun B (34-50%) u tpurnnuepnanre (14-33%), kato CHIIEBPEMEHHO BOAM 10
BapraGuiHH nosHmennd Ha HDL-C v anonunonporenH A, B 103a-3aBUCHMO NpOY4BaHe.

Te3u pe3ynTaTi ce NOTBLPHIABAT MPH NALUEHTH ¢ XETEPO3ZHTOTHA (PAMUIHA XUIIEPXOJIeCTEPOIEMHS,
HehaMUNHA XUTIEPXONIECTEPOIEMHA W CMECEHA XUNEPNUNUAEMHUA, BKIIKOUHTENHO TIALMEHTH C
HEUHCYIHH-3aBUCHM 3axapeH auader.

JlokazaHo €, ye OHIKeHHETO Ha 00iuuA xonecrepoi, LDL-xonectepona v anonunonporteny B
HaManaBa PHCKA OT CHPACHHOCHAOBY HHIMAEHTH ¥ ChPISUHOCHA0BA CMBPTHOCT.

KnuHuyna epukacHoct B Ge3onacHocT
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" nonmwxkexue Ha LDL-xonectepona e npubnusurenno 20%. ATopBacTaTHH € IPUIAraH B JO3H 10
80 mg/nen.

Amepockrepoza

B xnunuuHoTO npoyusade Reversing Atherosclerosis with Aggressive Lipid -Lowering Study
(REVERSAL) ebexTbT Ha HHTEH3WBHO NOHMKaBaHe Ha TUNKAKTE ¢ atopeacTaTiH 80 mg v
CTaHAAPTHO MOHMXKABAHE HA NMNHANTE C NpasacTaThH 40 mg nNpH KOpoHapHa aTepOCKIEpO3a €
OUCHEH Ype3 BLTPECHAOBO YNTpa3Bykoso uicneapaune (IVUS) no speMe Ha aHrnorpagusa npu
TALKEHTH ¢ UcxemudHa boaecT na cwxpuero (MBC). B ToBa panaoMHU3npaHo, JBOHHO-CAANO,
MY/THLEHTPOBO, KOHTPOJHNPAHO KIMHKYHO nipoyusane IVUS e HanpaseH B HaYaioTo Ha npoyyBaHETO
1 Ha 18" Meceu npu 502 nauuenryn. B rpynara Ha aropeacratus (n=253) HAMa nporpecus Ha
arepocknieposara. CpeaHUAT NPOLIEHT Ha NPOMAHA B 0011pa 00eM Ha aTepOCKIEPOTUMHATA TIIAKA OT
HayaJoTO Ha MpOoYy4YBaHeTo (TPBHUCH KPHTEPH Ha npoyuBaHeTo) € -0,4 % (p=0,98) B rpynara na
aTopeacraTiH K +2,7 % (p=0,001) B rpynara Ha npaBacTtatuH (n1=249). B cpaBHeHHe ¢ npaBacTaTHH
€(EKTHTE Ha ATOPBACTATHH Ca CTATUCTHUYECKH 3HauuMHA (p=0,02). EexTsT Ha HHTEHIHBHOTO
JMHITHAHO MOHHXKABAHE BLPXY ChPASHHOCHAOBATA KpaiiHa 1en (Hanp. Heo0XoaHMOCT OT
peBacKyapu3alps, He(ataneH MHOKAPACH HH(PAPKT, KOPOHAPHA CMBPT) HE € HIC/ICABAH B TOBA
NpoyduBaHe.

B rpynata na atopeactatiH LDL-xonecTeponsT ce € MOHKWKHI A0 ¢peRHa cTOHHOCT o1 2,04 mmol/L
+ 0,8 (78,9 mg/dL.+ 30) cnpamo u3xoanara croitoct ot 3,98 mmol/L + 0,7 (150 mg/dL + 28),a B
rpynara Ha npasacTatdH LDL-XxofecTeponsT ce € MOHKWKHA A0 CpedHa CTORHOCT ot 2,85 mmol/L +
0,7 (110 mg/dL+ 26) cnpamMo uzxoaHaTa cToiiHocT oT 3,89 mmol/L + 0,7 (150 mg/dL + 26)
(p<0,0001). ATopBacTaTiH CBILO Taka 3HAYUTEHO € HAMATHA CPEIHUTE CTOHHOCTH Ha 001U
xonecrepon ¢ 34,1% (npasactarun: -18,4%, p<0,0001), cpenuure HHRa Ha TpUrnKHUepuanTe ¢ 20%
(npasactaTuH: -6,8%, p<0,0009) 1 cpeanus anonunonporeud B ¢ 39,1% (npasacratun: -22,0%,
p=0,0001). Aropeactarus ¢ nosruwi cpeanus HDL-C xonectepon cpeato ¢ 2,9% (npabacraTuH:
+3,6%, p=NS). IMa cpeano namaneuue ot 36,4% na C-peakTHBHUA NPOTEYH B rPynara Ha
aTOPBAaCTATHH B CPABHEHUE ¢ HAMANICHHE OT 5,2% B rpynara Ha npasactatiH {(p<0,0001),

Pesynrarure ot npoyusaneTo ca nomyvenn npu no3uposka ot 80 mg. CnenorarenHo, Te He Morar aa
Ce €KCTpANOIUpaT BEpXY NO-HUCKHTE JOIUPOBKH.
[Tpodunute Ha HezonmacHOCT M MOHOCHMOCT B BETE JIEKYBAHH rPyITH ca OMITH CPABHHMH,

E$EKThT OT MHTEH3UBHOTO MOHWKABAHE HA JIHTTHIANTE BBPXY OCHOBHUTE ChPACYHOCHAOBH KpaiHH
Lie/IH HE € H3C/IEABaH B TOBA Mpoy4eane. [lopaau ToBa, KIHHHYHATA 3HAYHMOCT HA Te3H NOJyYeHH

PE3YNTaTH O OTHOUIEHHE HAa MHPBUYHATA W BTOPHYHA NpodUIaKTHKA HA ChPAEYHOCHAOBHTE
CLOUTHA, HE € U3BECTEH.

Qcmvp kopoHapen cuHOpoM

B npoyusanero MIRACL ce ouensBa aropsactarud 80 mg npu 3086 naunenTu (atopsacrarun
n=1538; nnauebo n=1548) ¢ ocTsp KopoHapeH cungpoM (non-Q MuokapaeH MHPAPKT HIH
HecTa0WIHA aHrMHa nekTopyc). JleueHueTo e 3anouHaTo no Bpeme Ha ocTpaTa dasza cnen
XOCMHTAIH3HPAHE v € MPOABLILKUNO 3a Neproa oT 16 cenmuiln. Jleyenuero ¢ aropeactaTud 80 mg
JHEBHO yBeliHuasa BPpEMeTO A0 NnoABa Ha KOMOMHUpaHATA ITbpBHYHA KpailiHa ToUKa, ONpeaesieHa KaTo
CMBPT, HE3ABUCHMO OT IPHUHHATA, HedaTaleH MUOKApAEH HH(APKT, peCYCUHTHPAH ChPAEYEH ApeCT
WJIN aHrMHA EKTOPUC ¢ JaHHH 3a HCXEMUA HA MUOKAPJA, HANArAlA XOCMHTATHIALHA, noxaaaanxﬂ
peaykuus Ha pucka ¢ 16% (p=0,048). Tosa e npeaumuo scneacTre Ha 26% peayxums Ha-— "~ ©
peXOCnMTaTH3aLHATa 332 aHMHMHA NEKTOPHC € JAaHHM 3a UcxeMus Ha Muokapaa (p=0, 018) ,I[pyrme
BTOPHYHH KpaHHM LIEJIN He JOCTUraT CTATHYKHCKA 3HAYMMOCT caMH 1o cebe cu (ofud: rmaneﬁn

22,2%, aTopBacTaTHH: 22,4%). [ e &
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Ipodunaxmuxa na cvpdeunocs0080 3a6016aHE

EdextnT Ha aTopBacTaTHH BBPXY haTasiHA M He-(DaTaHa HCXeMUYHa GOecT Ha ChpPLETO € OLEHEH B
paHxOMU3HPaHO, ABOHHO-CAANO, IaLeb0-KOHTPONUpako npoyusaHe, Anglo-Scandinavian Cardiac
Outcomes Trial Lipid Lowering Arm (ASCOT-LLA). [TauveHTHTE ca XUTIepTOHKLU, 40-79-rOAUILIIKH,
0e3 npeaxoneH MHOKapaeH HH(PAPKT HITH JIeUeHHE 3a CTEHOKapaus H ¢ HMUBA Ha 0buy Xonecrepon (0X)
<6,5 mmol/1 (251 mg/d!). Bcuuky nanueHTH ca uMany Haii-Manko 3 npeapapuTEeNnHo AchHHUPAHK
CBPACYHOCHAORH PUCKOBH (PAKTOPH: MBKKH NOJI, BB3pacT >55 roavHy, myuieHe, anader, aHaMHe3a 3a
HUBC npu poacrseHuk ot nbpea nuHus, OX:HDL-C >6, nepudepHo ¢uaoso 3abonssane,
NeBOKaMepHa XUnepTpodusd, nNpeaxoieH MOIBUYHO-CHIOB UHIMACHT, cnetuduyna EKT anomanus,
MPOTeHHYpUA/anOyMuHypurs. He BCHYKH BKIIOYEHH MALHEHTH Ca MPEUSHESHH KATO MNALHUEHTH ¢ BHCOK
PHMCK 33 NbPBH CHPACYHOCHAOB MHUHACHT.

[laupeHTuTe Ca jIeKyBaHH C AHTHXUNEPTEH3UBHA TEPANNA (WTH aMJIOJHNHH - Ha3UpaH pexuM, HIIH

aTEHOJ0A - DazHpaH pexXHM), KakTo u aroppacTaTHH 10 mg aHeBuo (1=>5,168) uiu wiauebo
(1=5,137).

EdexTnT 32 HamanaBaHe Ha aGCOMIOTHUA H OTHOCHTENHUA PHCK ¢ aTOPBACTATHH € 611 KaKTO CleBa:

HNHumaeHT OTHOCHTENHO bpoii Ha ABcomoTHO CroliHocT Ha
HaMaleHHe Ha | WHUMUAEHTHT | HAMAICHHE Ha p
prcKa € pucxal (%)
(%) (aropBacrat

H CIPAMO

mnanebo
®aranna UbC mnioc 36% 100 cripamo 1,1% 0,0005
Hedaranen MH 20% 154 1,9% 0,0008
OO0Lo cLpACUHO 29% 389 cnpamo 1.4% 0,0006
ChIOBH WHLIMJCHTHH U 483
PEeBACKYTaPH3ALHOHHA 178 cnpamo
npoueaypH 247
Odumo KopoHapHU
WHLYICHTH

B13 ocHOBa Ha pa3nuKara B o011aTa 4eCTOTa Ha MHUMOESHTHTE, HabAtoAaBaHH NPH CPEIHO
ripocneassase or 3,3 TOquHH.

HBC - ncxemuuna bonecr Ha cupuero; MU — MMokapaen uHgpapkr.

OBwwaTa CMBPTHOCT H CHPAEYHOCHAORATA CMBPTHOCT HE ¢a 3HAYKUMO Hamaneuu (85 cnpamo 212
HHuHaenTa, p=0,17 u 74 copamo 82, p=0,51). B ananuza Ha noarpynata o noJ (81 % mbxke, 19%
KEHH) OnaronpuATeH eeKkT Ha aTopBacTaTHH ¢ O HabGAI0NaBaH IPH MBIKETE, HO HE MOXKE 1A CE
YCTAHOBH [1pH JKEHUTE, BEPOATHO NMOpaAd HUCKATA Y€CTOTA HA HHIIMAEHTH B XXEHCKATa noArpyna.
O01mara H CLpAEHHOCHIOBATA CMBPTHOCT € YHCIIEHO NO-BUCOKA npH skeHuTe (38 cripamo 30 u 17
cripsaMo 12), HO TOBA He € OUNO CTATACTUYECKH 3HAYHMO. MIMaNO € 3HAYHTENTHO TePANICBTULHO
B3aUMOACHCTBHUE OT AHTUXUIIEPTEH3UBHATA OCHOBHA Tepanusi. [ [bpBHuHaTa kpakHa uen {(daraiHa
HUBC moc sedaranen MU) ca 3Ha4HMO peyUHpaHu OT ATOPBACTATHH NP NALIMEHTH, TEKYBAHH ¢
amnogunux (HR 0,47 (0,32-0,69), p=0,00008), Ho He v mpn Te3M, nexyBaHH ¢ atenonon (HR 0,83
(0,59-1,17), p=0,287).

EdekTbT Ha aTOpBAcTaTHH BLPXY (aTanio v Hehataito CbpAeUHOCHA0BO 3a60BaHE € OLSHEH ChiIO
U B paHAOMH3HPAHO, ABOHHO-CJIATIO, MYJITHLEHTPOBO, IaLeb0-KOHTPOAHPAHO npquqaﬂe N f' --"-
Collaborative Atorvastatin Diabetes Study (CARDS) npu nauuenth ¢ Tan 2 nuabet, 40-75- ronnmm@, ““
Ges npenxonHa aHaMHe3a 3a chpleYHOCHAOBO 3abonaBane U ¢ LDL-C < 4,14 mmol/f! (160 mg/cll) U
TPUMriHuepuau < 6,78 mmol/1 (600 mg/dl). Bewuky DaLHEHTH Ca HMaTH [1oHe | OFEJIBﬂHWT& pHGEﬁ‘BH\l
(PaKTOPH: XUNEPTOHHS, HACTOHILQ MTyILEHE, PETUHONATHA, MUKPOATOYMHHYPHA H.nqr RN
MaKpoanoyMHHYpHA. \ S I _,f .



INauueHTMTE Ca NleKkyBaHH ¢ aropracTatd 10 mg aHerHo (1—1,428) wiu wauebo (= 1,410) ripu
CpeaHO NPOocaeaAaBaHe or 3,9 rogquHy.

EQemT 338 HAMAJISRaHe HA aDCOMIIOTHUN H OTHOCUTEAHUS PUCK ¢ aTOpBAacTaTHH € Oun KakTo ciesipa:
7| . v

HLHAAEHT OTHOCUTENHO Bpoii Ha ABCONOTHO Croiid
HaMaleHHE Ha MHLUICHTHTE HAMAaJleHHe HA  OCT HAa
pHcKa (aTopBacTaTHH pncxal (%) p
(%) CnpAMO
iwauebo)
["'onemu cppaeHHOCHI0BH 37% 83 crpamo 127 3,2% 0,0010
HHLMIEHTH
(aTaneH u HedaTaneH ocTLP
MU, Tux MH, BHe3ariHa cMBPT
seneacTre Ha UBC,
HecTAOHMNIHA CTEHOKAPAMA,
CABG, PTCA,
peBACKY/IU3ALHSA, HHCYIT)
MM (daranen u HedaTaneH 42% 38 cnipamo 64 1,9% 0,0070
OMH, Thx MH)
Hucyntu (daranuu u 8% 21 cnpamo 39 1,3% 0,0163
| HedaTaiHH)
1

B®13 ocHOBa Ha pa3znukarta B 00111aTa YecTOTAa Ha MHLIMACHTUTE, HAOMIOIaBAHH [P CPeXHO MPOC/IEAABAHE
roadnu; CABG - kopoHapen aprepuanen Gaiinac; UBC - ucxemnuna 6onect na cupueto; MU — muokapay
uHbapkT; PTCA - nepkyTaHHa TPaHCITYMHHATHA KOPOHAPHA AHTHOILTACTHKA.

Hsama noKazaTe/ICTRO 3a pasnuka B eeKTa OT N1eYSHHETO CIOPE 11014, Bh3PacTTa MM ITbPBOHAYATHOTO
H4BO Ha LDL-C na pauvenra. bnaronpuarna TeHneHuMs e HabmogaraHa npu cMbPTHOCTTA (82
CMBPTHH ClTy4aH NMpH 1uianedo rpynara cnipamo 61 B rpynara Ha aropsBactaThd, p-0,0592).

Peyudueupaw; urncynm

B npoyusaHeto Stroke Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL), e
OUCHEH eeKThT HA aTOpBacTaTUH 80 mg AHEeBHO WM auedo BBPXY UHCYATA npy 4731 nauMeHTy ¢
HHCYIT WJTH NTpeXo/Ha HcXxeMHuuHa araka (T1A) B paMmkuTe Ha npeaxoguuTe 6 Mecena v 0¢3 aHaMHe3a
3a UBC. [NaunenTrre ca 60% muie, 21-92 ropunu (cpeaHa Bb3pact 63 roqWHU) H U3XOHO HUBO Ha
LDL cpeauo 133 mg/dl (3,4 mmol/L). Cpeanara croiinoct wa LDL-C e 73 mg/dL (1,9 mmol/L) no
BpeMe Ha JISUeHHETO ¢ aTopBacTaTHH W 129 mg/dl (3,3 mmol/1) no speme Ha neuenuero ¢ nnauebo.
CpenHaTa npoABDKHTETHOCT Ha npociieassaHe € 4,9 roauuu.

AtopsacTtaruH 80 mg e Hamanna pUcKa OT THPBUYHATA KpakHa uen daTaned U He-paTaleH HHCYNT ¢
15% (HR 0,85; 95% CI, 0,71- ,00; P=0,05 unu 0, 84; 95% CI, 0,71-0,99; p=0,03 cnen ananrupase Ha
M3XOAHHTE XapaKTEPHUCTUKM) B cpaBHeHue ¢ iauedo. O0mara cMbupTHOCT € 9,1% (216/2365) npu
aroppactaTuH cnpamo 8,9% (211/2366) npu mwiaueto.

B post-hoc ananus aropsacratun 80 mg e Hamanun Yectorarara Ha ucxemudeH HHeynT (218/2365,
9,2% cnpamo 274/2366, 11,6%, p=0,01) 4 e nopuiun YecTOTAaTA HA XEMOPATHYEH Hﬂcyn"r (SS/2365
2,3% cnpsamo 33/2366, 1,4%, p—O 02) B cpaBHeHHUE ¢ L1aLebo. g

- L \ 1

- PHCKBT OT XeMOpParuyeH HHCYIIT € TIOBHLIEH NPH NALHEHTHTE, KOUTO C4 npe)imecmam ﬂ
XeMOpar4eH UHCYIT NPH BKIIOUBAHE B mpoy4BaHeTo (7/45 npH aTopBagTATHH { enpamo 2/48.
mpu niatedo; HR 4,06; C1 0,84-19,57) u prckbT OT HCXEeMHYEH HHCYAT B ﬁXblIBH B ABETE -

rpyrny (3/45 npu aropeactatid cnpamo 2/48 npu nnaue6o; HR 1,64; 95%» C*l GJ 27 -9, 82)
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- PHCKBT OT XeMOpardyeH HHCYAT € NOBULICH NPH NMALUEeHTH, KOUTO ¢a ¢ NPeauecTrarl
NaKyHapeH HHQAPKT 1pH BKIIOYBaHe B nipoy4yeaneto (20/708 npu aropeactaTH cnpamo 4/701
npu rauebo; HR 4,99; 95% C1, 1,71-14,6), HO pUCKBT OT HCXEMHUECH MHCYNT NPH TE3H
NauMeHTH CBLLO ¢ Hamansn (79/708 npu aropeacTatud cnpsamo 102/701 npu nnauebo; HR 0,76;
95% CI, 0,57-1,02), Bb3M0XKHO € KpaliHUAT PHCK OT UHCYNT Ad € NOBHILEH MPH ITALHEHTHTE C
MpeaXOoAcH AaKyHapeH HHPApKT, KOHTC HOTY4aBaT aropepactaTyH 80 mg Ha new.

Obwmiara cmbppTHOCT € 15,6% (7/45) npu aropeactatuH cnpamo 10,4% (5/48) npu nnauebo B
NoArpynaTa NAauHeHTH C NPeaxojeH xemoparudeH uueyaT. Obuara ecmbptHoct e 10,9% (77/708) npu
atopeacraTHH cnipsmo 9,1% (64/701) npu niane6o B noarpynara NaudeHTH ¢ NpeaXOACH JTAKYHAPEH
HUH(QAPKT.

YlenquarpuyHa nomyaanus

Xemepo3uzomna GamMuina XunepxXonrecmeponemus npu neouUampyyHu RAYueRmu Ha gvzpacm 6-17
200UHU,

IlpoBeaeno e 8-ceamMuyHO OTBOPEHO NPOYUBAHE 33 OLICHKA HA (PapMAKOKHHETHKATA,
¢dapMakoaHaMHUKaTa 1 6e30macHOCTTa HA aTOPBACTATHH MpPHU A€lia ¥ MONPACTBAIIM ¢ TeHETHYHO
AOKAa3aHa XE€TEPO3HroTHa (paMHIIHA XUnepxosecreponeMus U 6a3oeu cToinocT Ha LDL>4 mmol/L.
[Tpoyusanero ob6xBama 39 aella U noApacTBaLM Ha Bb3pactT ot 6 1o 17 roguuu, Koxopra A Bkio4Ba
15 aena, Ha BB3pacT 6 — 12 roauHy B mppeH cTaauii no Tanner, Koxopra b Bkarouna 24 geua Ha
Bb3pact 10 - 17 roaunau B craguit no Tanner >2.

Hauannata nos3a aTropBacTaTiH B KOXOPTa A € 5 mg AHeBHO NMoA GhopMaTa Ha TabneTKa 3a NbRYEHE U
10 mg nueBHoO B KOXopTa b. [lageHa e Bb3MOKHOCT HAWa/IHATA 7034 A4 ¢6 YABOM aKO HE € IOCTUIHATa
TaprerHara cToiHoct 3a LDL-C <3.35 mmol/L. va ueTBBLpTa ceaMuLia ¥ aKO aTOPBACTATHH C€ MMOHACH
pobpe.

Cpennwure crofinoctu 3a LDL-C, TC, VLDL-C, u Apo B ca Hamanenu npez Bropara ceaMMila nipy
B8CHYKH NMauyeHTy. [Ipu nauuenTute, Ha KoUTO 103aTa € OMa yaBOeHa, € Ouno HabnoaaBaHo
AOMTBIHUTEITHO HAMANICHUE HAa CTOMHOCTHTE HAa BTOPATA CEAMHLA MPH MEPBOTO H3MEPRAHE ClIEN
MoBMlUaBaHe Ha Ao3ata. CpeaHaTa CTeNeH Ha NMOHMKARAHE HA CTOMHOCTHTE Ha JJHIMHIAHHATE MapaMeTpH
e 6uita cXoaHa 3a ABeTe KOXOPTH Be3 3HAUEHHE AaIM NMALIMEHTHTE ¢a OMNM OCTABEHH Ha TAXHATA
IYBPBOHAYAIHA NO3MPOBKA WK T4 e Ouna yapoeHa. Ha 8-a ceamuuia cpeanara creneH Ha npomsiHA Ha
6asoeute croiiHocTH Ha LDL-C u TC e 6una npubnuzurenso cboreetHO 40% 1 30% wan obcera na
BB3ACHCTRHE.

B1e BTOPO OTBOpPEHO NMpOyUBaHe, C €AHO paMo, 271 MOMUETa H MOMHYETA C XETEPO3HIOTHA (DaMKUIIHA
XHMIEPXOJMCTEPONEMHUA Ha BB3patc 6-15 ronyHy ca OMnu BKIIIOYEHH M JIEKYBAHH C aTOPBACTATHH 3a
NEepHOL OT 3 rOAKHU. 3a BIITIOYBAHE B [IPOYUBAHETO € H3UCKBAHO MOTBbPACHA XETePO3IHIOTHA
dbaMuHA XHunepxonecTeponeMus U u3xoaHa ctoiinoct Ha LDL-C > 4 mmol/L (npubnusyrenHo

152 mg/ dL). Ilpoyusanero sknousa 139 neua B mbpsu ctaguii no Tanner (0OMKHOBEHO HA BB3PACT
ot 6-10 roanum). [lo3ara Ha aTopBacTaTvuH (BeAHbX AHEBHO) ¢ Ouna 5 mg (TabneTku 3a abBYEHE) MPH
neua Ha sp3pact nmoa 10 roaund. Jdeuata Ha b3pact 10 roauHu ¥ noBeye ¢a 3anoYHaIM JICUEHHE C

10 mg aropBacTathH (BeHBX AHeBHO). BCcHuky nena ca MoK Aa NoyyvaT THTPHPAHE [0 NMO-BHCOKH
J03H, 33 NOCTUIraHe Ha npuuenuy croidocTd Ha LDL-C < 3,35 mmol/L. Cpeanara no3a, agantupana
CTIPAMO TETNOTO, 34 Aclia Ha BB3pacT OT 6 A0 9 roauHu e 6una 19,6 mg, a 3a neua Ha BL3PAcCT. lﬁ,. -
roAMHH ¥ noeeve € ouna 23,9 mg, /“" S \;\

o -.+{-A._:i N,
Cpeanure (+/- CO) u3xoanu croHoctu Ha LDL-C ca 6nnm 6,12 (1,26) mmol/L, kot e.cﬁugm SN
npubnuzutenno 233 (48) mg/dL. Brmxre Tabnuua 3 no-1ony 3a OKOHYATEJIHHTE pe ﬁ/nira'm_ RS ey \ 2
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HANOCTHOTO Ch3PABAHE U PA3BHTHE) NPH MNEAKATPHYUHH MTALUEHTH H IOHOILH ¢ XETEPO3UIOTHA
(haMHUITHE XUTIEPXOTECTEPONEMHSA, NOTYHaBalIH JEYECHHE C ATOPBACTATHH 110 BPEME HA 3-TORULIHOTO
npoy4saHe. Bv3 ocHOBa Ha OLEHKATA Ha U3CAEJOBATEN, He € OTYETEH €(PEKT 1O OTHOLUEHHE Ha

BHCOYMHATA, TernoTo, BMI no pu3pact, nu no non npu nocenieHue.

Tabmuua 3 Jlunugononmwxasamy egexTy HA ATOPBACTATHH NPH IOHOIITH MOMYETA U MOMMYETA C

XETepO3UroTHa haMrIHa XMNEpXxoaecTepoieMHud (mmol/L
Bpemesa N TC (CO) LDL-C HDL-C (CO) | TG (CO) Apo B (CO)
TOUKA (CO)
Haxomnu | 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)* 13,25(0,67) | 1,327(0,2796) | 0,79(0,38)* | 0,90(0,17)*
MeceLl 240 5,12(0,86) | 3,45(0,81) | 1,308(0,2739) 1 0,78(0,41) | 0,93(0,20)***
36/ET

Y4aCTHE;

wieTHOCT-C; TG

iayr_

TC= obm xonectepon; LDL.-C = xonecrepon ¢ Hucka misthoct-C;, HDL-C = xonectepon ¢ BUCOKa
= Tpuravuepuan; Apo B = anonunonporeun B; “Mecen 36/ET” Bkntovsa
N0C/IeHATA BH3WTA 3Q JIMLIATA, KOHTO €A H3NEANH OT NPOYUBAHETO NPEAY IUIaHHMpaHaTa Kpaiina
TOYKA HA 36 Mecell, KaKTO M ITh/JHH 36-MeceuHH AaHHH 33 THIATA, 3aBLPUIHIHY 36 MECEUHOTO
Mecen 30 N 3a To3u napamersp e 6un 207; “**”= HMixonuu crofinoct N 33 T034
napaMeThp ¢ 6un 270; “***” = Meceny 36/ET N 3a To3n napamersp ¢ 6un 243; “#”=g/L 3a Apo B.

Xemepo3uzomna QaMWiHG XunepxorecmeporemMus npu ReQUAMpuiny nayuermy na gvapacm 10- 17

200UHU.

B apoiiHo-cnano, nianebo KOHTPOIMPAHO NMPOYYBAHE, MOCNEABAHO OT OTROPEHA (ha3a Ha
npoyuBaHeTo, 187 MOMuEeTa H MOMHUYETA CllE], MbPBATa MEHCTPYALys, Ha BB3pacT 10-17 roguHu
{cpenno 14,1 roaunn) ¢ xerepo3urorHa pamunna xunepxonecreponemus (FH) nnm texka
XHINepxoJecTeponeMus ca OWin paHzoMH3MpaHH Ha atopeactaThH (n=140) unu maueto (n=47) 3a 26
Ce/IMHMLM, CNEe/ KOETO BCHUYKY MOYYaBaT aTOPBACTATHH 34 26 ceamuun, o3HpoekaTa Ha
aToOpBACTATHH (BeaHBX AHEBHO) € 10 mg 3a nppeuTe 4 cCeAMHKLM ¢ [10C/IeIBALUC YBEIHYABAHE N0

20 mg B ciyyait ye LDIL.-C HuBaTa ca >3.36 mmol/l. AropeactatiH curHRpUKaTHO HaMangBa
MUIa3MeHHTe HiBa Ha o0Lua xonectepoit, LDL-C, tpurauuepuauTe B anogunonpoTeryH B npes
ibpBHTE 26 CeaMHUM HA ABOHHO-canaTa daza. CpenHara JOCTHrHaTta ¢ToiiHocT Ha LDL-C e 3.38
mmo)/] (range: 1.81-6.26 mmol/]) e rpynara Ha atopBactaruH, cpasHeHa ¢ 5.91 mmol/] (range: 3.93-
9.96 mmol/l) B nnane6o rpynara npez 26-ceaMuuHaTa ABoHO-cANa daza.

JIOMTBIHUTENHO TIEAMATPHYHO NPOY4BaHE HA ATOPBACTATHH CPELY KONECTHIION MPH MALUEHTH Ha
Bb3pact 10-18 roaunm yecraHossiga, ue atopBactaTuH (N=25) npeau3BHKBa CUFHH(PHKAHTHO
Hamasiense Ha LDL-C na 26-ta ceamuia (p<0.05), cpashen ¢ koaectumos (N=31).

[Ipoyurasxe 3a ,,MHIOCBPAHA YNOTpeOa” MpH MAUHEHTH C TEXKA XHIEPXOIECTEPOIEMYS
(BKIIOYUTENHO XOMO3UI'OTHA XHIEPXONECTEPOJIeMU )BKAIOYBALIC 46 NeAATPUYHEA NALUSHTH,
JIEKYBaHH C aTOPBACTATHH B 3aBUCHMOCT OT OTIOBOpa (HAKOMW MAaLMeHTH ca npuemany 80 mg

aTopBacTaTvH JHeBHO). IIpoyusaneTo npoavmkaea 3 rogunu: LDL-xonectepontsT € HaManeH ¢ 36%.

Jbarocpounata eprKacHOCT Ha Tepanus ¢ AaTOPBACTATHH B NETCKA BB3PACT 3a HAMA/IABAHE HA
3a00J1EBAEMOCTTA U CMBLPTHOCTTA B 3pAJia BE3PACT HE € YCTAHOBEHA.

Eaponei«icxa"ra Arc¢HUHA Mno JICKapCTRaTa € OTNOXKHIA 3aIL/IKCHHUCTO 38 NoAaBaHe Ha PGB}'JH‘HTH ot

NPOYYBAHMA C ATOPBACTATHH npH Aeua oT 0 10 6-roxiiHa Bh3PacT MPH JeHeHHe Ha xere;)oaumma >
GaMIIHa XHIIEPXOaeCTEPOACMHA, KaKTo u fipu acua or 0 go 18-roguniHa sb3pacT :pr NEYEHHET Ha N

XOMO3HTOTHA (hamMu/IHa XHTIEPXOecTepONeMHs, KOMOMHUPAHA (CMECEHa) xnnepxﬁn&cﬁponemna, PR \k

MbPBYYHA XHNEPXONECTEPONEMHA 1 MIPH NPEBEHLHATA HA ChPAEYHOCHIOBH CHOMTIA (Bnc TOUKE 4 2 34
HH(popMaLna 3a neguarpyuHaTta ynorpe6a). v |

3.2

PapMaKOKHHETHYHH ¢BOHCTRa
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AbcopOiius

ATopsacTaThH ce abcopbupa OBp30 cres NepopaTHO NPUIOKEHHE; MAKCHMAJTHA MJIa3MeHa
koHUeHTpaLna (Cuax) ce noctura 3a 1 no 2 yaca. Creneura Ha abcopOuma ¢e nokaupa
PONOPLIMOHAIHO Ha [03aTa Ha artopracTaTHH. Crel nepopanHo NpUAmKeHHe OHOHAIMYHOCTTA Ha
aTOPBAacTaTHH GUIMHUpaHy TabneTku e 95 no 99% B cpaBHeHHUE C Ta3H HA NEPOPATTHHA PA3TBOD.
AOcontoTHaTa OHOHATUYHOCT HA aTOPBACTATHH e NpHOIH3uTENnHO 12% M CHCTeMHATa HATMYHOCT Ha
HHXuOHTOpHAaTa akTuBHOCT 3a HMG-CoA penyxra3zara e npubnusurento 30%. Huckara cuctemua
HANHYHOCT C€ OTJIABA HA NPECUCTEMEH KIHPBHC B FACTPOMHTECTHHATHATA MYK033 H/uiy Ha first-pass
MeTabOIN3LM B YEpHHA Apob.

PasnpeneneHue

Cpennuart o0eM Ha paznpenc/ieHHe Ha aTOPBACTATHH e npubiiusuTenHo 381 L. AtopsacTaTuH ce
CBBbP3Ba C IUIa3MeHHTE NPOTeHHH B 98%.

MeTabonusbM

ATopBacTaTHH ce MeTadoau3upa oT uuroxpom P-450 3A4 no opTo- 4 NapaXHAPOKCHIUPAHH
ACPHBATH U PA3IHYHH 6eTa-OKHCIUTENHH npogyKTH. OCBeH ApYrUTe NBTHLIA, TE3H JIEKApCTBa ce
METabonH3HpaT AOIBLIHHTENHO Ypes ImokypoHupane. In vitro uexnbuumara va HMG-CoA
pEAyKTa3aTa OT OPTO- M NapaxuIPOKCUIHpaHUTE MeTAOONMUTH € eKMBANCHTHA HA TA3H OT
aropBacTaTui. [Ipubnusurentno 70% ot unpkynupaiuara HHXnOUTOpHa akTHBHOCT 32 HMG-CoA
peAyKTasara ce OTJaBa Ha aKTHBHHTE METabOIHTH.

EJluMUHHpaHe

ATOpBACTATHH C& HAMTHYBA MMPEAUMHO ¢ HITBHKATA C/ICH XENATATCH H/HIH eKCTpaxenaTaicH
metaboauzeM. Harnexaa, obave, ue 1exapCTBOTO He NPETHPNSBA 3HAYMTEIHA CHTEPOXENATAIHA
perptpxynauus. CpeAHnarT Mna3MeH NOoAy>XHBOT Ha aTOPBACTATHH NpH Xopa € npubin3uTenHo 14
yaca. IToyxuBoTHT Ha HHxHOUTOpHATA aKTUBHOCT 38 HMG-CoA peaykTazara e npubnnsutento 20
o 30 yaca nopaay y4acTHETO Ha aKTUBHHTE METaboIMTH.

ATOpBacTaTHH € CyOCTpaT Ha 4epHOAPOOHNMTE TPaHCNOPTEPH U Ha NOJUNENTUAKTE, TPAHCTIOPTHPAILH
opranu4ny andoHu 1B1 (OATP1B1) u 1B3 (OATP1B3). Merabonurure Ha aTopBacTaTHH ca
cyberpatu Ha OATP1BI. VcranoBeHo e ¢BINO Taka, Y€ aTOPBACTATHH € CYOCTpar Ha epiyKCHUTE
TPAHCTIOPTEPH HA NPOTEHHA, CBBP3aH C MHOXECTBEHA teKapeTBeHa pesucTeHTHoCcT 1 (MDR1) M Ha
[IpOTEHHA HA PE3UCTECHTHOCT Ha paka Ha rbpaara (BCRP), kouTo Moxke aa orpanuyar ypeBHara
abcopOuus H AUIBYHMS KJIHPHHC HA ATOPRACTATHH.

Creyuanuu nonyiayuy

Cmapuecka ev3pacm.

[1nasMeHnTe KOHLICHTPALIMH HA ATOPBACTATHH M HErOBHTE AKTUBHH METAGOIUTH ca MO-BUCOKYU NPH
3/IpaBH XOPa B HAIPEAHANIA BB3PACT, OTKONKOTO [IPH MN1aH NALUEHTH, d e(PEKTHTE M0 OTHOLUCHHE Ha
JUTIUAUTE Ca CPaBHUMH C TE3H NIPH MO-MAAAH MaLHEHTH.

Heouampuuna nonyrayus: e

B orBopeHO, §-ceAMHYHO NPOY4BaHE, NENUATPHYHHN NallHeHTH (Ha BB3pacT 6-17 rogukmy 1 CTamfm no**
Tanner (N=15) v ctaauit o Tanner >2 (N=24) ¢ xeTepo3uroTHa GaMHIHA XWUNEpXo /emepmemnﬂ H
OCHOBHH cTOHHOCTH HA LDL-C >4 mmol/L ca nexysauu ¢ 5 unu 10 mg Tabnerku 3a3/AsBueHe” L N
choTBeTHO 5 Hwm 10 mg PUIMHpaHy TabaeTKH ATOPBACTATHH BEAHBLK JHEBHO. E,H,MZGTBEH&T& \ 7
3HAUWTENIHA NPOMSIHA BbB (PapMAaKOKHHETHUHHS MOJEI HA MOMYJIAUHATA, nexyBaHa'c a,quBacTaTHu e & i =
TenecHata maca. OpanHuAT KJIMPBHC NPH NENHaTPUYHY NALMEHTH ce sIBABA NoJo0eH. Ha TO3H. P+ _,r” k[_;-_..";’“
BbL3PACTHH ClIel &JIOMETPHYHO U3MEpPBaHe Ha TENECHOTO TerIo. ChOTRETHO HaMaJICHHE, Ha }DL -C u “
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TC e Ouno ycTanoBeHO criefl ICUCHHETO ¢ ATOPBACTATHH U O~XMIPOKCHATOPBACTATHH.

llox:

KoHnueHTpaluHTe Ha aTOPBaCTATHH H HETOBUTE aKTUBHH METa0OIMTH NIPH KEHHTE C& pa3iiHYaBaT OT
TE3U MPU MBKETE (OkeHH: pHbausuTenHo ¢ 20% no-sUcokH 3a Cyax M ¢ 0k0J0 10% no-HUCKH 3a
AUC). Tesy paznvxy HAMAT KUIHHHUYHO 3HAYEHWE U HAMA KIMHWYHO 3HAYMMH PA3NTHKHA MEXAY
e(pexTHTE NO OTHOLICHUE HA JIMMUANTE NIPH MBIKE M KEHH.

bvbpeuno yapeacoane:
brOpeunnTe 3abonasaHus HIMAT BIHAHME BBPXY IU1a3MEHHUTE KOHLEHTPALIMK WIH BBPXY JTUNHIHHTE
eexTH Ha aTOPBACTATHH M HETOBUTE AKTHBHU META0OJUTH.

Heprodpobro yapesicoane:

[L1a3MeHnTe KOHLEHTPALHH Ha ATOPRACTATHH H HErOBHTE aKTHBHHM METaGOMHTH Ca 3HAYUTEIHO [O-
BHCOKH (NpHONU3uTeNnHO 16 MbTH 338 Chax M 11 meTH 32 AUC) npu naupesT ¢ XpoHHYHA aIKOXOTHA
yepHoApoOHa Oonect (Child-Pugh B).

SLOC1B1 norumopuzom:

Yepuonpobroto 3axsamane Ha ek HMG-CoA-peaykrazni HHXMOHTOPH, BKIIOUHTEIHO
aTOpBAacTaTHH, ce H3BBpLUBA flocpeacTsoM OATPIB1 tpancnopren nporeuH. IlpH nalHeHTH CBC
SLCOI1B1 nonumopt¢hv3bM HMa PUCK OT NOBHIUEHA eKCIIO3ULIMA HA ATOPBACTATHH, KOETO MOXE Aa
JOBEE A0 NOBULLIEH PHCK OT pabaomHonusa (Bx. Touka 4.4). [lonumopduaMbT NpH reda, Koaupall
OATPIB1 (SLCOIB1 ¢.521CC} e cBbp3aH ¢ 2,4 NuTH NO-BUCOKA CHCTEMHA HATMYHOCT HA
aroppactaTHH (AUC) B cpaBHeH#e ¢ HHAMBHAK Oe3 TO3u reHoTHned BapnanT (¢.521TT). [1pu Te3n
NAUKMEHTH € BE3MOXKHO CHILIO reHeTHYHO Ja € HapyleHO YepHOAPOOHOTO 3aXBaillaHe Ha
ATOPBACTATHH. BB3IMOKHHTE TOCNEACTBHA BbPXY €(QUKACHOCTTA €2 HEH3BECTHH.

5.3 HpeakIHHAYHH JaHHH 32 0e300aCHOCT

ATOpBacTaTHH HE € MOKAa3a/1 MyTareHeH WIW KIIaCTOreHeH NnoTeHuuan B 6atepus ot 4 in vitro TecTose
Y B ¢IMH aHaH3 In VIivo. ATOpBAaCTATHH HE € KaHUIEPOreHEeH 3a [UThXOBE, HO TIPY NPUJIaraHe Ha
BHCOKH 1034 NIpM MHIIKM (poBeay no 6-11 meth no-eucoxu croiiHocty Ha AUC (0 1o 24 uaca) B
CPaBHEHHE C TE3H TPH XOpPa, NpHEMAId Hal-BHCOKATA NPENOPBbYMTENHA JO3a) Ca Ce MOSBHIM CITyYan
Ha XeNaToLeNyNapeH aJeHOM MPH MBXKKHTE U XeNaTouenyIapeH KapiHHOM MPH KEHCKHUTE KUBOTHH.

Mma nannd oT npoyuBaHus npH xuBotHH, ye HMG-CoA-penykrazudre HHXuOUTOpH MOXKe A
BIIMSIAT BBPXY Pa3BUTHETO HA eMOpHOHUTE U derycuTe. [Tpn mibXxose, 3alLH U Ky4eTa aTOpBacTATHH
HAMA eheKT BbpXyY DepTHIHTeTa U HE € TEPATOreHEH, HO NPH TOKCUMHH 32 MaiikaTa 103, NPy
IUTbXORBE M 3aiiLy ¢ HabmopaBana deTajiHa TOKCHYHOCT. Pa3BHTHETO HA MOKOJIEHHETO NIPH TLTLXOBE €
3a0aBEHO W MOCTHATAITHOTO OLIENABAaHE HAMAICHO NPH EKCMO3ULKA HA MAMKaTa Ka BHCOKH TO03U
aTopsacTaThH. [1pd rIbXoBe HMA I0KA3ATENCTBO 33 IPEMUHABAHE HA IEKAPCTBOTO NMpe3 IUIALICHTATA.
[Ipn mIbXoBe Mna3MeHUTe KOHLEHTPALKMK HA ATOPBACTATHH ca Oau3ku Jo Te3r B maakoto. He e
H3BECTHO JAJIH ATOPBACTATHH M HEMOBHTE META0OMHTH C€ EKCKPETHPAT B KbPMATA.

6. DAPMAUEBTHYHH TAHHHU

6.1. CrnHebk HA HOMOLIHHUTE BellecTRA

Anpo na Tabnerkara Y

NOBH/IOH | L TN
HATpHEB Jaypuncyndar / e ‘"H SRY
KajuueB kKapOoHar p e A ;?’11

LIEJTYJI03a, MHKPOKPUCTAITHA AR
KPOCKapMeI03a HaTpuH N et



KPOCIOBHAOH
MarHe3HeB cTeapar

OUAMOBO MOKPUTHE:
XMIIPOME03a

THTaHoB anokcua (E171)
Makporos 400

6.2. HechBMECTHMOCTH

Henpunoxumo.

6.3. Cpok ua rogHocr

2 rOAHHM

6.4 Crnennannu ycI0BHS HA CLXPAHEHHE

Ha ce cexpansasa noa 235°C,

6.5 /lannn 33 onaKoBKATa

bancrepna onaxoska (Al donuo, OPA/A/PVC donuo): 14 punMupany TabneTk, B KyTH.
bnucrepHa onakoska (Al ponuo, OPA/AVPVC dornuo): 30 punMupaun TabneTkH, B KyTHa.
bnvicrepna onakoexa (Al donuo, OPA/AV/PVC donuo): 60 punmupanu Tabnetky, B KyTHs
bnucrepHa onakoeka (Al oo, OPA/AVPVC donuo): 90 dunmupans TabneTky, B KyTHA.
He BCHUKH BUAOBE ONaKkoBKHM Morar Aa Obaat IMyCHATH Ha nasapa.

6.6 Cuoenuanuu NpeanasHH MepKH NPH H3XBbPJ/IAHE

Hsama cnenyanHy H3MCKBaHHAL.

7. TIPMTEXATEJI HA PA3PELHIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Nove mesto, gmarjeéka cesta 6, 8501 Novo mesto, CnopeHus

8. HOMEP(A) HA PAZPEHIEHHUETO 3A YIIOTPEBA

Per.Ne: 20060228

9. HATA HA HIHPBO PAZPEHIABAHE/HHOTHOBABAHE HA PA3PEINHEHUETO 3A
YIIOTPEBA

Hata Ha neppa peructpaums: 19.05.2006

Jara na nocnegno nogHossAgane: 20.09.2011

10. JATA HA AKTYAJINIAPAHE HA TEKCTA

05 Anpun 2023




Arenuua no Jlekapcreara (MAJI) hitp://www.bda.bg.
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