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1.  HMME HA JEKAPCTBEHUSI [IPOAYKT H3NLAHUTENHA AI’EHU.MH 110 NEKAPCTBATA

Aroppa 40 mg dunamupanu TabreTku fhp&!ﬂf{a XapAKMEpUCMIUKE Ha npOgyKMa - Hpunomeuue 1

Atopea 80 mg ¢punMupanu Tabnerku Kon Pez. Ne .. 0&9 / 6 2 / f J !
/..3.?66'0 4 UB ﬂﬁ m

Atorva 40 mg film-coated tablets PaspewseHue Ne'..
Atorva 80 mg film-coated tablets

{OGOBPEHUB N8 s sirssd i cnnrs s scnaen,

2. KAYECTBEH H KOJIHYECTBEH CHCTAB
Beska gunmupana Tabnerka cbabpxka 40 mg aTopBacTaTHH KaTO ATOPBACTATHH Kanuuil (aforvastatin
calcium).

Bedka ¢unmupana taGnetka chabpxka 80 mg aTtopBacTaTUH KaToO aTOPBAacTAaTHH KANUMI (alforvasiatin
calcium).

ITOMOIIHO BELIECTBO ¢ H3BECTHO JIeHCTBHE:

Beaka gunmupana tabnerka Atopsa 40 mg chabpika TakTo3a MOHOXKApAT 256 mg.
Beska ¢punmnpana tabnerxa Aroppa 80 mg chanpxa nakrosa Monoxmapar 512 mg.

3a MHIHKS CITHCLK HA MOMOILHHUTE BELeCTRa BUMCTE Touka 6.1.
3. JEKAPCTBEHA ©®OPMA
Ounmupasa Tabnerka.

Atopsa 40 mg GuimMHpanu Tabnetku ca: 6enu, KpLIM, JBOHHO H3MBLKHAIH, C AENMTENHA YepTa OT eaHaTa
CTpaHa ¥ ¢ MapkdpoBka AT4 ot apyrara.

ATopsa 80 mg duaMupanu Tabnerku ca: Genu, NPoALATOBATH, ABOHHO M3ITBKHANM, C JCIHTENHA yepra oT
€HaTa CTpaHa W MapkHpoBka AT8 ot apyrara.

Tabnerxure morar na 6baaT pasaeneHH Ha ABe PaBHH MOJOBHHM.

4. KJIHHWYHH JAHHH

4.1 TepaneBTHYHH DOKA3AHHAY

Xnnepxonccreponemm

ATOpBa € MOKa3aH KaTo AOMbAHEHHE KbM AMETaTa 33 HaMa/iABaHe Ha MoBHIIEHHUTe 06wy xonectepon, [LDL.-
XOACCTEPOIl, aNOJMIONPOTEHH B M TpUInuilepuau npy Bb3pacTHH, NOAPACTBAMIM ¥ Aeua Haa | 0-roaminHa
BB3pacT ¢ [MBPBHYHA  XHIIEPXONECTEPOsIEMHA, BKNOYHTENHO (QaMuIHA  XHOEPXOIECTEPONeMHs
(XeTepo3nroTeH BapHaHT) MM KOMOHHAPaHa (CMeceHa) XMIepaunuaeMus (orroeapsawa #a tan lla m Iib ot
knacuprkanusrta Ha Fredrickson), korato edektsT Ha auerara u apyrute HedapMakoNOrHYHH METOOM €
HEAOCTATBHUEH.

ATOpBa € MOKa3aH ChILO 32 NOHIKaBaHE Ha o0wWMs xonectepon H LDL-C npH Bb3pacTHH ¢ XOMO3HrOTHA
(baMm/IHE XHNEPXONECTEPONEMUS KATO AOMBIAHEHME KbM APYFHTE METOAH 33 TOHHXABIHE -
nunuauTe (Hanp. adepesa Ha LDL) unu B cnyuante, KOrato Te€3u METO/IM HE €a HAIIMUHH, f"_

[IpodrnakTka HA CHLPASUHO-CHIOBO 3a001%2BaHE : ;‘ &

daKkTopHu.



4,2 Ho3BpOBKA H HAYMHH HA NPHIOKEHHE

Ho3uporka
[1peau na nonyuu ATopea, NauMEeHTHT TpAOBa Aa 6bAe NOCTABEH HA CTAHJAPTHA MOHWXKARALA XonecTepona

AHETA U ']'pHGBEl Aa [poaABJiKH 4a CNa3ea Ta3n NHCTa NO BPEME Ha JICUCHHETO C ATO]JBEL

Jlosara TpsbBa na Obae MHAMBHAYANIHM3HpAHA B 3aBMCHMMOCT OT u3xoanuTe HWBa Ha LDL xonecrepona,
LI€JITa Ha JICYEHHETO H OTrOBOPA HA NALIMEHTa KbM JICYEHHETO.

O6nuaiiHaTa HavanHa fo3a e 10 mg Beanbxk nHeBHO. Kopekuus Ha J03aTa ce H3BLPILBE Npe3 HHTEPBANK OT
4 yny noeeue ceaMu. MakcumanHata 1o03a ¢ 80 mg BeJIHbK AHEBHO.

[TbpBHYHA XHIIEpXOJiECTEPOAEMHS W KOMOHHMpaHa (CMEceHa) XUnepaHnuaemMHs

[ToBedeTo MALMEHTH ce MOBMUABAT ycneiHo ¢ Atopsa 10 mg seanbx nueBHo. TepanepTudeH edexT ce
HabmoaaBa 00 ABe CEAMHIUM, A MAKCHMAJIEH TepaneBTHUYEH eeKT ce NocTHra 0OHKHOBEHO 33 4 CeaAMMLIM.
E¢exTbT ce noaanpka npH npoabDKHTENHO NEUEHHE.

Xerepo3urorHa haMuHa XUNIEPXONecTeposieMUA

Jleuenrero sanoupa ¢ Atopsa 10 mg jaweeno. Jlo3ure ce MHAMBHAYANW3UpAT W KOPHrHpaT Ha Bcekn 4
ceaMuii Ao 40 mg aHesHo. Ciea TOBA MM J1o3aTa MOXe J1a ObAe yBennueHa A0 Makcumym 80 mg nHeBHo,
WIH €€ NpHJiara KoMOHHALKA OT CEKBECTPAHT Ha XUTHUYHMTE KHCEIWHHU M aTtopsacTaTHH 40 mg eIHOKPATHO
AHEBHO.

XOMO3UIOTHAE PaAMHITHA XHITEPXONECTEPOIEMHS
Hanuuny ca orpanuuen Spoii jaHHH (BX. TO4YKa S.1).

JlO3UpOBKAaTa HAa aTOPBACTATHH IPH NALMEHTH C XOMO3HIOTHA (aMHIIHA XHIIEpXonecTeposeMus € oT 10 mg
a0 80 mg aHesHO (Bk. Touka 5.1). ATopeactarun Tpadsa na Oblie WINON3BAH KATO /IOMbJHEHHE KBM JIPYrH
JAUMHIOTIOHIKABALIH TEpaneBTHYHH cpeactBa (Hanp. LDL adepesa) npu Te3d nauMedTH HAH NpH
HEBB3MOIKHOCT 33 H3NMOJI3BAHE HA TAKMBA CPEACTBA.

[IpodunakTHka Ha ChPASHHO-CHAOBO 3a00naBane

Ipu npoyysannsara 3a mepBu4Ha npodunakrika nozara € Ouna 10 mg aueeHo. Moxke aa ca HeoOxoaUMH
Mo-BHCOKH JIO3M, 3a Ja ce noaawpiKaT HiRa Ha LDL xonectepona, cnopen HacCTOALKMTE PbKOBOACTEA.

[Taunenty ¢ 6L6peunHo yBpexaaHe
He ce Hanara npoMsaHa Ha no3ata (Bx. Touxa 4.4).

[TauMeHTH ¢ YephoapoOHO YBpeXKIaHe

Aropea TpaOBa Ja ce mpuiara ¢ TIOBHUIEHO BHMMAaHHE NPU NALMEHTH ¢ 4epHoApoBHO ympexnaHe (Bix.
TOYKH 4.4 H 5.2). ATOpBa € NPOTHBOMOKA3aH NMPH NAUMEHTH C aKTHBHO 4epHOApoOHO 3abonssaHe (BiK.
Touka 4.3).

[ IprnoXKeHHe NPU NalMEeHTH B CTAPYECKA Bh3PacT
E¢ukacHocTra M GesomacHocTTa MpH nauveHTd Haa 70 roaMHK, ApHEMAINH OPeNnopbYUTETHHTE A03H, Ca
CXO[HH C Te3H NpH obLiaTa nomynauus.

lleduampuuna nonyaayus

XHUOEPXOJIECTEPOIEeMHUS: ; ' ,.53
[Mpunaranero Ha nekapcTBEHHWA MPOAYKT B NMEAMATPHATA TpAGBa na ce H3BbPLUBA CaMO T gneiidag
ONIHT B JICYEHHETO HAa AETCKAaTa XHNEPIWIUAEMNA, KaTO MalUHeHTHTe Tpabma aa 6141@ - H# BR

PEOBHO MO OTHOLIEHHE HANPEABKA HA IEUEHUETO. \‘% SRR




HHIHUBHIYAIIHHA OTTOBOP M MOHOCHMOCT Ha NALMEHTHTE B neavarpHata. Mugopmauuara 3a 6ezonacHocTTa
NMpH npuiaaraHeTo Ha A03W Haa 20 mg, orroapawy Ha okono 0,5 mg/kg npu nauMeHTH B neauaTpunaTta €
OrpaHHY€Ha.

OnuTeT B memuaTpuaTa npv geua Mexay 6- u 10-roaumma Bbn3pacT € orpaHuyeH (Bx. Touka 5.1).
ATOpBACTATHH HE € NOKA3aH 3a JIeYeHHE HA MaUMEHTHU oA, 10-roAMiuKHa Bb3pact.

JApyru jexapcTBeHH (OpMU/KOMHUYECTBA HA AKTHBHOTO BEIIECTBO MOXKE AA €a MO-NOAXOIASIHM MPH Ta3H
NONYNALKA.

HauuH Ha npunokenue
ATOpBa e NpeaAHa3HAYEH 3a NepOPanHO npuioxeHue. Beska qHeBHa 10332 aTOPBACTaTHH CE€ aBa HABEAHBXK

1 MOXe Jla ObJie npyueMaHa no BCAKO BpEMe Ha JICHS Che WIH §e3 XpaHa.
4.3 IIpoTHBOMOKAIAHHA

ATOpBa € APOTHBOMNOKA3aH NPH NALHEHTH:

- CbC CBPBXYYBCTBHTEIHOCT KbM AKTHBHOTO BELUECTBO MM KbM HAKOE OT MOMOUIHHMTE BELWIECTBA HA
NeKapCTBEHHA NPOAYKT, H3OpoeHH B TouKa 6.1;

- C AKTHBHO 4YEepHOAPOOHO 3a60/ABaHE WM HEHM3ACHEHO MEPCHCTHPALLO NOBHILIEHHE HA CEPYMHHTE
TPaHCaMHHAa3#, HAAXBBLPAALLO 3 ITbTH FOpHATA MPaHHLIA HAa HOPMATA;

- Mo BpeMe Ha OPEMEHHOCT, KbPMEHE H NPH JKEHH C JETEPOJEH [IOTEHUHAN, HENPHIAraly NOAXOAA1LM
MEpKH 3a KOHTpaLenuua (Bx. Touka 4.6).

4.4 CpenuajdHu npeIynpexacHHs H NpeJNa3HH MEPKH NpH ynotpeba

Yepuoapobuu nposeu
Tpabra ga ce HanpaBAT uepHOAPOOHH (YHKUMOHANHM TECTOBE MpeAd 3aNO¥BAHE HA JIEYEHHETO H

nepuoau4HO cnea ToBa. IIp nMalHEHTH, NpH KOHTO ce NOABAT Oene3d HIH CUMITTOMH, Npeanonaraiiu
YEPHOAPOOHO YBpexkaaHe, Te3H HEPHOAPOOHH (PYHKUHOHATHU TecToBE ca 3agblikuTentu. [launentn, npu
KOHTO C€ TMOBHILAT HHBaTa Ha TpaHCaMHHa3uTe, TpAOBa nAa Obaar KOHTPONMpaHH A0 H3YE3RaHEe Ha
OTKMNOHEHHETO (OTKIOHEHHATA). AKO MOBHUICHMETO HA TPAHCAMHHA3MTE, HAAXBBPJISILO NOBEYE OT TPH NbTH
ropHaTa rpaHiLa Ha HOpMaTa, NepCcUCTHPA, CE NPENOPbYBA HAMANABAHE HA A03aTa WK NPeyCTaHOBABAHE Ha
npremMa Ha Aropsa (BXK. Touka 4.8).

ATopBa TpsOBa na ce mpunara npeanaziuBo NPY NalMEeHTH, KOMTO KOHCYMMPAT 3HAYMTEIHH KONUUECTBA
ATIKOXOJ1 W/HUNH UMAT aHaMHe3a 33 YepHoApoOHO 3aboaBaHe.

[IpenoTepaTaBaHe Ha UHCYNT Ype3 arpecCHBHO HaMaNsABAHE HA HMBATA Ha xonecTepona {Stroke Prevention bv
Aggressive Reduction in Cholesterol Levels - SPARCL)

Post-hoc ananu3 Ha cy6THnoBeTe MHCYATH NPH NaLuesTH 6e3 nexemuuna Gonect Ha cwpuero (MBC), kouto
ca OWJIA ¢ HacKOpO MpeKapaH HHCYJAT MAKM TPaH3HTOpHA HcxemHuuna araka (TIA), e mokazan no-BMcoka
YE€CTOTa Ha XEMOparHueH HHCYNT NPH TAUWEHTUTE, 3anovHand ¢ atopactatid 80 mg cnpamo nnauedo.
[NosuilEH pHck € oTbens3aH NpeJUMHO MPH MALIMEHTHTE ¢ NPEAXOAER XeMOParniyeH HHCYT HiIH JaKyHapeH
HHQApKT MpH BKIIOYBAHE B TNPOYYBAHETO. 34 MNALMEHTHTE ¢ NPEAXOJACH XEMOParu4YeH KWHCYIT WM
nakyHapeH wH}papKT OanaHChT MEXAY PUCKOBETE H 1OA3uMTe OT artopBacTHH 80 mg e HecurypeH W
NOTCHUHATHUAT PUCK OT XEMOparwdeH HHCynT TpAbBa Aa ObAe BHUMATETHO NPELICHEH NPEaH 3anoUuBaHe HA
TepanuAaTa (Bx. Touka 5.1).

1{posBM OT CcTpaHa Ha CKeNeTHATa MYCKYNATYpa ;
AtopsactatuH, kakto B Apyrute HMG-CoA-peaykrazHs MHXMOMTODH, B pElKH c.ny: aﬂ‘? nf{}m ;l& ok

HeOJNAronpUATHO BB3JCHCTBHE BLPXY CKENETHATA MYyCKyJarypa W Aa NPHUYMHM mﬁhﬁmﬂﬁ_-
MHOIIaTHA, KOMTO MOTAaT fAa NpOrpecHpaT A0 pabGaoMHONH3a - NOTEHUMAIHO mhae‘t\osacrpa;:_;“
CBhCTOAHKE, XapaKTEPH3INPALIO CE ChC 3HAYHTEHO NOBMIICHHE Ha HWBATA Ha era'ruuml-,lxﬁaa‘n’ﬁ (K8y>
(>10 nmbT™ Han ropHata rpanvua Ha Hopmara (['TH)), Mmuornobutemmns 1 MHOTIOOHHYD @}n’e
AoBeaar 10 OvOpeuHa HEAOCTATBUHOCT. ﬂ@“ _



[Npean neueHunero
ATOpBacTATHH TpAOBa Ja Ce€ HM3NON3Ba BHUMATENHO NpH nauMeHTH ¢ npeapasnonaratid (akTopH 3a

pabnomuonusa. Husara Ha xpearunkusasata (KK) Tpa6a na ce u3csensar npeay 3anoupaHe Ha fieueHue

ChC CTaTHH B CNEAHMUTE CITYYau:

- OBOpevHO yBpeKIaHe;

- XHIIOTHPEOHAH3bM;

- aHaMHE3a, BKJI. U CEMEHHA, 3a HacneACTBeHY 3a0019BaHNA Ha MYCKYIUTE;

- aHAMHE34a 32 MYCKYJIHa TOKCHYHOCT OT CTATHH HiH (ubpar;

- aHaMHe3a 3a YepHOApoOHO 3abonsraHe W/uan ynotpeba Ha 3HAYHTENHH KOJHUYECTBA ANKOXOM,

- MpH NALHEHTH B CTap4yecka Bb3pacT (> 70 r.) TpabBa na ce MMa npeaBua HEOOXOAMMOCTTA OT TOBA
H3C/ICABaHE B 3aBHCHMOCT OT HIHYHUETO Ha JPYrH QaKTOpU, NpeApaznofaraliy KeM padaoMuonusa;

- KOraTo € Bb3MOXHO TIOBHLIABAHE Ha IUIa3MEHHTE HMBA, HAND. NPU B3aUMOReicTBHA (BXK. Touka 4.5) 1
CNELHAJIHH NMOMyYJIaLMK, BKJ1. FeHETHYHH cyOnonynaunu (BX. Touka 5.2).

B TakuBa cuTyauuu TpsGBa Ja ce TNPELECHH PHCKBT OT JIEYEHHETO CIIPAMO BB3MOXKHHTE MON3H M Ce
TPENOPHYBA KNHHHYHO TIPOC/IEiIBaHe. |

He TpaGBa aa ce 3anousa neveHHe, ako n3xoaHuTe Huba Ha KK ca 3Haunrenso nosuinenn (> 5 nbTH Han
HOpMaTa).

H3MepBase Ha KpeaTHHKMHA3ATA

Kpeatunkunazara (KK) ne Tpabea na ce micnenpa cnea wanpersato dgmzuuecko HATOBApBaHE UK NPH
BEpOATHA alITCpHATHBHA NpPHYHHA 3a yBenuveHHeTo Ha KK, Tbil karo MHTepnpeTauusaTa Ha pe3ynTaTuTe B
TakuBa CaydaM € 3aTpyAHEH2. AKO W3xoaHuTe ctoitHocTd Ha KK ca 3HauuTenHO noBuluenn (> 5 NbTH Hal
HOpMaTa), HHBaT2 TpAGBa aa ce W3CNAeABAT MOBTOPHO B PAMKHTE Ha 5 40 7 JHW, 3a A4 <6 NOTBBLPAAT
pE3YJITaTHTE.

[1o BpeMe Ha NeYEeHHETO

- Mauyentute Tpabea fa GvaaT npegynpeneHu BeaHara Aa cxoGILABAT 33 NOABA HA MYCKY/IHH GOAKH,
Kpamnn HMiH €1abocT, 0CO0GEHO B Cly4auTe, KOFaTo TOBA € NMPHAPYXEHO C HEPasNoNIOKEHHE HIIH
NOBHUIEHHE HA TEMMEpaTypaTa.

- Tpabpa na ce uscnenear supara va KK, ako ce rnosiBAT TakMBa CUMIITOMH T1O BpEMe Ha TEpanHATa
aroppacTaTiH. Heobxonumo e mpekpaTABaHe Ha TepanusaTa, akO cCE€ YCTaHOBHW, Y€ TE€3M HWMBA ca
3HAYHTEJIHO NOBHIUEHH (> 5 MbTH Hal HOpMaTa).

- Tpabea na ce oOMHCAM npexpaTABaHe HAa NEUYEHHETO, AKO MYCKYNHWTE CHMITOMH Ca TEXKU W
NPCAU3BHKBAT NOCTOAHEH AHCKOMQOpT, AopH H B ciayuauTe, xorato KK ca nosuienn 1o < 5 nbTH
HAJl ropHaTa rpaH{la Ha HOpPMara.

- AKO CHMITOMHTE OTWYMAT M HuBata Ha KK ce Hopmanusupar, moxe na ce OGMHCIH MOBTOPHO
BK/IIOYBAHE HA aTOPBACTATHH MIIH 3aM0YBAHE HA TEpafMA ¢ alTEPHATUBEH CTATUH NPH M3MI03BAHE Ha
HaH-HUCKATA 1034 B CTPHKTHO MOHHTOPHPAHE.

- [lpuembT Ha aroppacTaTHH TpsAGBa xa GbAe NpPEYCTAHOBEH, aKO € HAIHLE KIHHHUYHO 3HAYMMO
nospmenne Ha wmBata Ha KK (> 10 npTv Hag ropHara rpaHuua Ha HopMarta) WOM ako ce
AWArHOCTHUHMPA WJIH NOJ03Upa pabaoMHoNmn3a.

Ednogpemenen npuem c Opyzu rexapcmsenu npooyxmu

PucksT or pabaomMuonusa ce yseauyaBa NpH eNHOBPEMEHEH NMPHEM HA ATOPBACTATHH ¢ ONpPEAESEHH
JIEKAPCTBEHH MPOAYKTH, KOMTO MOraT fa NOBHILAT IU1a3MEHATA KOHLEHTpalHs Ha aTOPBacTd
MOWHHTE WHXHOMTOPH Ha CYP3A4 wnu TpasHcrnopTHHTE npoTeuHu (Hanp. LHKNOCTIOPUH, TN
KIIAPHTPOMHIIHH, ACTABHPAMH, CTUPHIIEHTON, KETOKOHA30]1, BOPHKOHA30/, HTpaI{DHaBOH?.;]:(%r_ a3
HIV nporeashn HHXHOHTOPH, BKAIOUHTENHO PUTOHABHD, JIOMMHABUP, aTa3aHABKP, HHanﬁE_ﬁb,/ga,ﬁ&ﬁﬁgg@
np.). PHCKkBT OT MHonaTus Moke CbUIO fa Oble NOBHILEH TPU €AHOBPEMEHHOTGE Pﬁh ‘*
reMguOposun M Apyrn QuGpaTH, epHTPOMMLMH, HHALMH, e3eTUMMO, Tenanpesup HANEKOMOUHALGES
TUNPAHABHP/PUTOHABHP. AKO € BB3MOXKHO, BMECTO TE3H JIeKapeTea TpaGea aa ce oOMUONSTT aflTCpHE /i
(HeB3aHMoOAelicTBALLH) TEPAITHA. - A\ “‘%j?“- mmmmmmm o\ /
MHoro pajiko ce crodliapa 3a HMyHOMEAWHPaRa HekpoTH3upalla muonatugs (MMHM) n W “

T

cnea aedeHue ¢ HAKOM cratuHn. UMHM knuHMuHOo ce xapaxrepusupa ¢ nepcucrupawmia ciaboeT Ha
5
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MPOKCHMAIHUTE MYCKYIH M TOBUIIEHH CEPYMHHM HHMBA HA KEATMHKMHA33, KOMTO NPOIbIKABAT BbIIPEKH
[PeKpaTABaHE Ha JIEYCHHETO ChC CTATHHH.

B ciyuau, koraro ¢ HEOOXOIUMO €HORPEMEHHOTO NMPUIATaHe HAa TE3H JIeKapCTBA C AaTOPBACTATHH, NOJI3aTa
M PUCKBT OT CBINBTCTBALIOTO JeueHue TpadBa aa Obaar oOmucneHH BHMMaTeaHo. Koraro nauuveHrTure
nonay4aBaT ACKApCTBa, MOBHLIABALM Ma3MEHaTa KOHLEHTpAaUMA HA aropBacTaTUH, Ce€ Mpenopbsusa no-
HMCKA MaKCHMaJiHa A03a Ha aTopBacTaTuH. B ciyuante ¢ eGZHOBPEMEHHO NMPUNIArdHE C MOLLHK HHXHOUTOPH
Ha CYP3A4 tpabea na ce oOCbhbau no-HHCKa HavanHa 7032 Ha aTOPBACTATHH U CE MPENnopbysa ChHOTBETHO
KAWHAYHO NIPOCNeAABaHe Ha TE3H NauMeHTH (BXK. TOYKa 4.5).

EaHoBpeMeHHOTO nNpuAarane Ha aTopBacTaTHH ¥ (JyCHAHHOBA KMCENHHA He ce npenopbuea. ETo 3anio no
BPEME Ha TepanMs ¢ PyCHAHHOBA KHCEHHA TpabBa aa ce oOMUCIH BpEMEHHO MpeKpaTaBaHe Ha NpUeMa Ha
aTOPBACTATHH (BXK. TouKa 4.5).

[envaTpHyuHa ynoTpeda |
Bce ome HAMa paHHM 3a 0e30MacHOCTTA Ha JIEKAPCTBEHHA NPOAYKT MO OTHOIWIEHWE HA pactexa M

Pa3sBHTHETO NPH Ta3H NOMynaLus (BX. Touka 4.8).

HutepcTunyanna 6enoapobna 6onect
Ilpu nprem Ha cTaTHHM ca cbOOLLIABaHHM OTAENHH Cly4aH Ha HHTepcTHLHaIHA OenoapobHa Gonecr, ocobeHo

MPH NPOABKUTENIHA TepanHa (BxX. Touka 4.8). [IposBuTe Morar aa BKAIOYBAT AWCIIHEA, HENPOAYKTHBHA
Kalliiua 1 ofumo BaowaBane Ha 3ApaBero (YMopa, 3ary0a Ha Terno M Tpecka). TepanusTa ChC CTaTHHH
TpAOBa 5ja ce MpeycTaHOBH, aKO CE NOAO3MPA, Y€ NALIMEHTDT € Pa3sBHII MHTEPCTHLUHANHa OenoapobHa Gonecr.

3axapeH auabet

Hsikom nanH# nokaseat, Y€ CTaTHHMTE KAaTO KJIAC fIeKapCTBa NOBHIIABAT HWBATA Ha FIOK03a B KPBHBTA M MpH
HAKOW MaLMEHTH C BUCOK PHCK OT Obpzeln auvader Morat na npeau3BMKAT HHBO HA XHUNEPTIIMKEMHA, NMPH
KOETO € NOAXOAALI0 NPHIAraHETO HA CTAHAAPTHO aHTHAKMADETHO JieueHMe. Boiipekyd TOBa NOHWKABAHETO Ha
CBAOBHA PHCK OT CTaTHHHTE NPEBHIIABA M0 3HAYEHHUE PHUCKa OT Auader u Toi nHe Tpabea na 6bae npuuMBa
34 MIPEKpATABAHE Ha TEPANHUATA CbC CTATHHH. PUCKOBHTE naunenTy (rawko3a #Ha rnanHo 5,6 no 6,9 mmol/l,
BMI > 30kg/m®, nosHlieHH TPHIIIMLEPHUAW, XWUNEpPTOHHA) TpAGBAa Ja ce MpPOCAEAABAT KIMHMUYHO M
OHOXHMMHYHO CHIIACHO MECTHHTE PHEKOBOACTBA.

[ToMoniHy BelnecTBa
ATopBa CBABPKA NakTo3a. IlaumeHTH ¢ peaxH HacneaCTBEHH npobaeMu KaTo rajakTo3Ha HEMOHOCHMOCT,

naktaseH aepuumt Ha Lapp wnm raokoso-rajaktosda mManabcopbuds He TpabBa aa npueMaTr Tosa
NEKapCTRO.

4.5 BsaamoaelicTBHe ¢ APYTH JeKaPCTBEHH NPOAYKTH B APYrA opMH Ha B3anMoaeiicTBHE
Eexmu na eOnoepemenno nPWIOJICERU JEKADCMBENY NPOOYKMY GbPXY AMOPSACamuy

ATopBactatuH ce Metaboansvpa ot uurtoxpom P450 3A4 (CYP3A4) u e cybGctpar Ha TpaHCNOpTHHTE
NPOTEHHH, HATNIp. TPAHCMIOPTEpa Ha YepHoApoOHOTO 3axBaltaHe OATPIB1. EaHoBpeMEHHOTO TTpMnaraHe Ha
JIEKapCTBEHH NMPOAYKTH, KOUTO ca HHXHOHTOpU Ha CYP3A4 W Ha TpaHCIIOPTHHTE NPOTEMHHM, MOXeE Aa
JOoBENE N0 NOBHIIABaHE HA NNa3MEHHTE KOHUEHTpPAlMKH Ha aTOPBACTATHH H MOBHIHEH PUCK OT MHOMATHA.
PHCKBET MOKEe Aa ce MOBHIIH ChUIO TIPH €IHOBPEMEHHO NpHJaraHe Ha aTOpBACTATHH C APYTH JeKAPCTBEHH

MPOAYKTH, NPHTEXKABAIY MOTCHUWAI Aa HHAYLMPAT MHoNaTHA, Kato dubpark v esemmu/@ o
N

Huxuburopn na CYP3 A4 ,
HNwma nanny, we momHuTe HHXHOMTOPH Ha CYP3A4 soasaT no 3HAYHTENHO nosume

atopBacratuH (Biwk Tabmvua | v noapobnara undbopmauus no-pony). EaHospemdif
MOLLHY HquﬁuTopn Ha CYP3A4 (Hanp UHKJIOCMOPHH, TENIMTPOMMULIHH, lulapHTp'




NPOAYKTH C aTOPBAaCTAaTHH, TpAOBa Aa ce OOMHCIAT NO-HUCKHU HayalHa H MaKCHMaHa 4032 Ha aTOPBAaCTaTHH
H ce Mpenopnusa NOAXO0ARINO KIHHHWYHO NPOCNCAIBaHe Ha nalueHTa (Bx. Tabnuua 1).

Ymeperute uuxuduropr Ha CYP3A4 (Hanp. epHTPOMHLUHH, AUNTHAa3eM, BepanaMui H (pnykoHasosn) MOrarT
Aa NMOBHIIAT IUIA3MEHUTE KOHLEHTpAaUKy Ha aTtopeacTaTiH (BX. Tabnuua 1). HabnionaBau € noBHuIEH pUCK
OT MHOTIATHA [IPH YNOTpeda Ha EPHTPOMHLMA B KOMOUHAUMS CbC CTAaTUHH. He ca npoBexaaHn npoyusaHus
Ha B3aMMOACHCTBHATA, KOMTO Ja OLEHAT e(ekTUTe Ha aMBONAPOH WM BepanamMHMil BbLPXY aTOPBACTATHH.
H3sectHo €, ue amHoaapoH W Bepanamun WHxuOWpaT akTuBHOcTTa Ha CYP3A4 M eaHOBpEMEHHOTO
NPpHJaraHe ¢ aTOPBAaCTATHH MOXE Ja JOBEAE 10 MOBHLICHA E€KCNO3MUMS Ha atopeacTaThH. ETo 3aimo npw
eIHOBpeMeHHa ynoTpeba ¢ yMepeHu Wuxuburopu Ha CYP3A4 TpaGea aa ce 00CHAH NO-HHCKA MAKCHMAJIHA
7032 Ha aTOpPBACTATHH H Ja C€ NMPOBEAE MOAXOAALIO KJAMHMYHO NpocneafsBaHe Ha nauueHTta. KnHHHUYHO
NPOCICARBaHE CE MNPENOPLYBA KAKTO MPH 3anO4BaHE HA TEpanuaTa, Taka W Npu NOCAeABalla NpoMsAHA Ha
AO3UPOBKATa HA HHXMOUTOPA.

Huaykropu Ha CYP3A4

EnHOBpeMEHHOTO NpuaraHe Ha aTOpPBAcTaTUH ¢ HHAYKTOPH Ha uutoxpom P 450 3A4 (Hanp. edasupeHw,
PHMAMITHH, KBLAT KAHTAPHOH) MOXKE Aa AOBEIE 10 MPOMEHINBO NOHMMKEHHE HA IUIA3MEHHTE KOHLEHTPALIMK
Ha aTopsacTaTHH. [lopanu aBoilinna MexaHH3bM Ha B3anMoaeHCTBHE Ha pudaMnUH (MHAYKIHA HA LIHTOXPOM
P-450 3A4 ¥ uuxubupaHe Ha TpaHcnopTrepa Ha XenaTouuTHOTO 3axpaitaHe OATP1B1) ce npenopsusa
COHOBPEMEHHO TMpHIaraHe Ha aropBacTaTMH ¢ pUAMNHH, TbH KATO NO-KbCHOTO TMPHJIOKEHHE Ha
aTopBacTaTHH CJ€A TNPHEM Ha pPUQAMIIHH C€ CBBLP3BA CbC 3HAYMMO HAMANABAHE HA [MUIABMEHHUTE
KOHLEHTPALIHH Ha aTopeacTaTHH. Bauanuero Ha pudaMnHH BbLPXY KOHUEHTPALMMTE Ha aTOpBacTaTHH B
XENAaTOLUMTUTE € HEH3BECTHCO M aKO €AHOBPEMEHHOTO NpPHJIaraHe He MO)Ke Aa ce u30erHe, NauMeHTHTE
TpAOBa Aa ce npocaeAsBaT BHUMATEHO 33 OLIEHKA HA TEPANEBTHYHHUTE eheKTH.

MHXnOHTOpH HA TPAHCNOPTHHTE NPOTEUHH

HMHxuOUTOpHTE HAa TpPaHCMOPTHHMTE TPOTEMHH (HANP. UMKJIOCMOPHMH) MOXE Aa TOBMIIAT CHCTEMHATA
HAJIMYHOCT Ha aropBacTaTHH (Bx. Tabmuua 1). EdexTsT OT HHXHOMpaHeTO Ha TpaHCOOPTEPWTE HA
XENATOLWTHOTO 3aXBalaHEe BbPXY KOHLUEHTPAUMATa HA aTOPBACTATHH B XENATOLIWTHTE € HEM3BECTEH. AKO
CAHOBPEMEHHOTO NMpHJAraHe He MOXe Aa ce u3derHe, ce rnpenopbyYsa NOHKWKABAHE HA A034Ta U KJIMHUYHO
HabmoaeHue Ha ebekTuTe (BK. Tabanua 1).

[eMdndposwn /pubparu

CamocTtosrennara ynorpe6a Ha GpuOpaTtu ce cBbpP3Ba NOHAKOra C MHOMATHSA, BKIIOYMTENHO pabaOMHONN3A.
PHCKBT OT TakuBa CLCTOSHMA MOXKE Ja €€ MOBMINK NPH €IHOBPEMEHHOTO NpunaraHe Ha ¢ubparH M
aTopBacTaTHH. AKO €JHOBPEMEHHOTO NpWNAraHe He MoOXe aa ce u3berde, TpabBa Aa ce Npunara Haii-

HHCKATAa TCpalICBTHYHA 034 aTOpPBACTATHH H NALHUCHTET 'l"pﬂGBa dda CC MUHHTOPHPB, BHHMATCIHO (B}l{. TOYHKA
4.4).

E3zeTnMub

CaMOCTOATENTHOTO NPUJIOXKEHHE Ha €3eTUMHO ce CBBP3Ba C MHOMATHA, BKIIOYHTENHO pabaoMHonH3a.
3aToBa PHUCKBT OT TaKHMBa CbCTOAHMA MoOXe Ja ObJe MOBMIICH NPU €IHOBPEMEHHOTO NPUNATAHE Ha
e3eTuMHO 1 aTopBacTaTHH. [Ipenopbusa ce BHHMATENHO KIMHHYHO MOHHTOPHUPAHE Ha TE3H MALMEHTH.

KosecTHno
[L1asMeHUTe KOHUEHTpalliM Ha AaTOpPBACTATMH W AKTHBHUTE MYy MeTaloauTH ¢a OHIH  NO-HHUCKH
(npubmm3HTenHo ¢ 25%), KoraTo KOMECTHUNOS € NpWiaraH eJHOBPEMEHHO ¢ ATOpBA. Ed)e
NMUNHAHHTE HHBA obave € 6Wn Mo-H3paseH, KOraro ATOpBa M KOJECTHION Ca npunarau

i,
?

DyCHAUHOBA KHCEINHA i 1#
He ca nposexnany npoyyBaHys Ha B3aMOJEHCTBHATA Ha aTOPBACTATHH C (PYCHAMHO q,’ srigvia 4
[IPH OCTBHAJIATE CTATHHM, MPH NOCTMAPKETHHrOBaTa ynoTpeba ce choOLIaBa 32 MHO
pabIoMHOH3a, NPH €HOBPEMEHHO HIPUNAFAHE HA ATOPBACTATHH H (hYCHAHHOBA KHCEHE \
TOBa B3AHMOZEHCTBHE He € M3BeCTeH. ITaupenTHTE TPAGEA BHMATENHO 112 C& MOHHTOPHPaT M

YMCCTHO BPEMEHHO NMPEYCTAHOBABAHE Ha NPpHUEMA HA ATOPBaCTATHH.




Konxuuug
BrnpekH 4e He ca npoBeXXJaHM NPOyYBaHMs 33 B3aUMOJEHCTBHATA HA ATOPBACTATHH C KOJXWLUMH,

ChoOILIaBaHH ca CNyvyad Ha MHONATHs, KOrarg aropBacTaTHH € MPHIAraH €JHOBPEMEHHO C KOMXHWUMH.
Heob6xoa1Mo e noBHieHO BHUMaHKWe NPH MPEANTHCBAHETO HA aTOPBACTATHH C KONXHIIHH.

Egperm na amopsacmamun evpxy eonospemenno npuiazany 1eKApCmeeHy npoodyKmu

JHrokcuH

Ilpy MHOrokpaTHC npujaraHeé Ha AWNOKCHH egHoBpemeHHo ¢ 10 mg aropBacTaTHH CTaUMOHAPHUTE
KOHUEHTPAUKH HA JHTOKCHH CE€ MOBHIUABAT NeKO. [lauMeHTH, KOUTO NPHEMAT AMFOKCHH, TpaOBa Aa Obaat
BHUMATEJIHO NPOCISAIBAHH.

[NepopanHu KOHTpaUENTHBU
EnHOBPEMEHHOTO TNpPHNaraHe Ha ATOpBa ¢ nEpopaleH KOHTPAUENTUB BOAH A0 NOBHLIEHA Ma3MeHa

KOHUCHTPAUXA Ha HOPETHHAPOH H CTHHHICCTPAHOJN.

Bapdapun

B wiMHMYHO npoyuBaHe€ UpPH TALUMEHTH, TPHEMAUIM TPOALIDKATENHA Tepanua ¢ BapdapwH,
€AHOBPEMEHHOTO Nnpuiarane Ha 80 mg aTopeacTaTHH AHEBHO ¢ BaphapHH NPHYHHABA JIEKO NOHWKEHUE OT
[,7 CeKyHIH Ha NMPOTPOMOHHOBOTO BpeME B MMbpBHTE 4 AHH HA JIEUEHHUETO M BPbIAHE KbM HOpMaTa 1o 15-
MA J€H OT NCYEHHETO C aTopBacTaTHH. Bbnpeku ye MHOrO paako ca choOLABAHW KIIMHHYHO 3HAYMMMU
B3aHMOJICHCTBUS C AaHTHKOAryNaHTH, NPOTPOMOMHOBOTO BpeMe TpabOBa na Ovae onpeaeneHo npeau
3aMno4YBaHC HA ATOPBACTATHH MNpPH MNAUMEHTH, NOJIyYaBalld KyMapHHOBH AHTHUKOAryAaHTH W AOCTaThYHO
YeCTO B HaAYalOTO Ha TepanuaATa, 3a Ja C€ MOACUTYPH, Y€ HE Bb3HWMKBA 3HAYMMa HNPOMAHA B
npoTpoMOHHOBOTO BpeMe. Korato ce JOKyMEHTHpa cTaOMNHO OpOoTPpOMOWHOBO Bpeme, TO MoXKe Aa Obac
MOHMTOPHPAHO Ha HHTEpPBAJIH, KOMTO OOMKHOBEHO €& MPENOPBLYBAT APH NALMEHTH HAa KyMAPUHOBH
aHTHKOArynaHTH. AKO [034Ta Ha aropBacTaTHH c€ MNpPOMEHH MAH Ce NMpeKpaTH NpUeMET, TpAOBa na ce
MOBTOPH ChUIATA TPOLEAYpPa. TepanmusATa C aTOPBACTATHH HE Ce CBbP3BAa C KbPBEHE WIH C NPOMEHU B
MPOTPOMOHHOBOTO BPEME MPH NALIMEHTH, KOMTO HE NPHEMAT AHTHKOATYNaHTH.

ITennaTpuuna nonyiaius

I[IpoyuBanusd BBPXY NEKAPCTBEHHTE B3aUMOACHCTBHA ca M3BBPILEHH €AHHCTBEHO NPH BB3pacTHH. CTeneHTa
HA B3aMMOJEHCTBHE B [MEAMATPWYHATA NONYyJNalUWd He € u3pecTHA. TpadBa ne ce uUmar npeaBHA
FrOpeCNIOMEHATHTE B3aHMOACHCTBMA NPH BbL3PacTHH W NpeAYNPEXKACHHATA B TOUKA 4.4 NpH OpUIIOKEHHE B
neavaTpUYHATa NMOoNynanms,

Tabnuua 1: EdextH Ha eRHOBpeMeHHO NprnaraHy JEKapCTBEHH NPOAYKTH BrpXY $apMakOKHHETHKATa Ha
ATOpBacCTaTHH

EnnospeMenHo ATOpBacTaTHH

npunaraH  JIEKapCTBEH

NMPOAYKT H PCKHM HA | Jlo3a (mg) Mpomsua 8 AUC* Knuuuuna npenopbxa’

JO3HpAHE

Tunpanasup 500 mg asa | 40 mg or neH 1, T 9.4 neTH Korarto

TbTH aHesHo/ | 10 mg ot gen 20 €AHOBPEMEHHOTO

Puronaeup 200 mg npuiaraHe ¢

ABA ITLTH AHEBHO, 8 IHH aToOpBacTRFF ;EM Ay R

(or aen 14 no 21) Heoﬁx - e

Tenanpesup 750 mg wa | 20 mg eanokparna gosa | T 7,9 neTH "Peﬁ!’w.@%ﬂ‘i LAk

8 yaca 3a 10 anm aTopi aﬁrgr A

Limknocnopus 10 mg Beanwbk aHesHo | T 8,7 mbTH Mperiopblipa s s 220

5,2 mg/kg/neH, | 3a 28 aHu KITHHAYHON, 563

NOCTOSHHA A03a npocnend 13- TEEH
nauneﬂ'ﬁ%‘ﬁ




Jlonvnaenp 400 mg apa | 20 mg eeawbx axeBHo | T 5.9 mbv Korato

NLTH NHeBHO! | 3a 4 nHuU e AHOBPEMEHHOTO

Putonasup 100 mg npa MpHJIaraHe C

NbTH AHEBHO, 14 nHH aTOpPBaCTaTHH e

Knapurpomuumn 500 mg | 80 mg Beawvsxk auesro | T 4.4 motw HeoOX0AHMO, ce

nBa ITbTH AHEBHO, 9 AHM | 3a 8 AHH NpenopbUYBAT  NO-HHUCKHM
noAgbpXXalM 1034 Ha
aTopeacTaTvH. [1pH 1034
Ha aTOPBACTATUH
HaaBuwasawy 20 mg, ce
NPENOPLYBA KAWHHYHO
npocheasBaHe Ha
NMauUEHTUTE.

CaxeuHasup 400 mg asa | 40 mg seauwvx axesHo | T 3.9 nuTi Koraro

nbTH AHeBHO/PuToHaBHp | 32 4 nuu €JHOBPEMEHHOTO

(300 mg nBa npTH npHiaraHe C

JHEBHO OT AHH 5-7, aTOpPBaCTaTHH €

nopHeH Ao 400 mg HE00X0AMMO, ce

ABa ObTH JHEBHO Ha Npenopb4BaT MO-HHUCKH

neH 8), nuu 4-18, noaIbpXally JA03H  Ha

30 min cnea go3ara Ha atopsactaruH. [1pu 1031

ATOPBACTATHH Ha aTOPBACTATHH

Hapynasup 300 mg nsa | 10 mg seaubxk aHerwo | T 3,3 muTu HajBMaBalny 40 mg, ce

NeTH AHEBHO/PHTOHABHp | 32 4 NHM NpenopbLYBa KIUHHYHO

100 mg aBa ObTH npocnesspaHe Ha

AHeRHO, 9 nHYU naLUHeHTHTE.

HUrpakonazon 200 mg | 40 mg eaxnoxpatHa nosa | T 3.3 neru

BeAHLXK JHEBHO, 4 THHU

Mozamnpenasup 700 mg | 10 mg Beaubx aHeBHo | T 2.5 muTH

ABa  OBTH  JXHEBHO/ | 3a 4 AHM

Puronasnp 100 mg npa |

[TbTH AHEBHO, 14 AHK

@ o3aMIIPEHABHP 10 mg meansx AaHesHo | T 2.3 nurH

1400 mg naBa nbTH | 3324 QHM

AHEeBHO, 14 aHU

Hendunasup 1250 mg | 10 mg Bennwx auesno | T 1,7 mvtu® Hama CRELMATHH

JBa MbTH JHERHO, 3a 28 AHK APEeNOPhKH.

14 nuu

Coxk ot rpeiindpyr, 40 mg, T 37 nb1H He «ce npenopbusa

240 ml BenHbx AHEBHO* | emHOKpaTHA 1034 €OJHOBPEMEHHHAT TIPHEM
Ha TONEMH KOJHYECTBA
COK OT rpeindpyr u
aTOPBACTATHH,

HurruazeM 240 mg | 40 mg, T 51 meTH Cnea  3anouBaHeTd Ha

BE[HBK JHEBHO, 28 AHW | €AHOKpaTHA N03a TepanuaTa Wiad  chnel
npomMAHa Ha
A03UPOBKATa HA

e —
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npenog,ﬁﬁ’ﬂmv ,
npocne.u, s
nauphedfe, T

Eputpomuunn 500 mg [ 10 mg, T 33 mw” Mpen p'g,ltnﬁ ng'_*;;gg%i‘ )

YeTUPH MbTH JHEBHO, €QHOKpaTHa 034 HHCKS, MaRCHMAIHA
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NMALUEHTUTE

Avnopunue 10 mg, | 80 mg, T18% Hama cneuaiiH

eAHOKpaTHa A03a €HOKpaTHa 103a NPENOpPBKH.

Humeruaun 300 mg | 10 mg Beaubx aHEBHO | 4 mo-manko oT 1%" Hsama CIIELIHAJTHH

YE€THPH NbTH JHEBHO, 34 2 CeAMULH APENOPBKH.

2 ceaMMiIM

AHTHauMAHA cycneHsus | 10 mg BenHBXK AHEBHO | 4 35%" Hama crieLHanHy

oT MAarHe3Hes U | 324 ceamuuu NMPEMOPLKH.

aNyMHHHEB XHUIPOKCHA,

30 ml d4ermpu nnTH

JHEBHO, 2 CEAMHLIH

Edasupenny, 600 mg | 10 mg3a3 guu y41% Hsama CHELHANHH

BEAHLK JHERHO, 14 nHM PENOPLKH.

Pupamnun 600 mg [ 40 mg T 30% AKO  eIHOBPEMEHHUAT

BEAHDBX AHCBHO, 7 OHH | €NHOKPATHa 1032 NIPHEM He MOXKE Ha ce

(npueMHTE ca no eaHo M u3berne, ce npenopnysa

CBHUIO BpEME) KJIMHUYHO

Pudamnua 600 mg | 40 mg l 80% npocjiespaHe Ha

BEAHBK AHEBHO, 5 AHM | eAHOKpaTHA 1032 NaUHEHTHTE.

(npueMHTe ca 1o

| PasfiMuHO BpeMe)

lempubposun 600 mg | 40 mg T 35% Mpenopruea ce  no-

ABa ObTH AHEBHO, 7 AHM | €AHOKpaTHA 034 HHCKA HavyanHa 7033 H
KIIHHAYHO
npocaeasBaHe Ha
NaLHEHTHTE.

Denodubpar 160 mg | 40 mg T3% [lpenopruBa ce mo-

BEAHBLK AHEBHO, 7 AHM | eIHOKpaTHa A03a HHCKA Ha4anHa no3a M
KJIHHHYHO
NpocneasBaHe Ha
NALUHCHTHTC,

bouenpesup 800 mg Tpu | 40 mg eanoxparna no3a | T 2.3 myrm [fpenoprusa ce no-

MbTH AHEBHO, 7 AHHU HHCKA HauyajHa [03a M
KJIHHWYHO
MpOCNEasBaHe Ha TE3H
NAlUCHTH. [lpu
€IHOBPEMEHHOTO
NPpHICIKEHHE C
OouenpeBup AHEBHaTa
033 Ha aropBacTaTHH
HE TpaORa ha
npeerinasa 20 mg.

%CToHHOCTHTE, NajleHH KaTo X-ITbTH NpoMAHA, NPEACTABAT MPOCTO CHOTHOLIEHHE MEXKAY ChMBTCTBAUIO
NPHJIAraHe H CaMOCTOATE/IHO NpUIaraHe Ha aTopBacTaTHH (T.e. 1 - NbT = HAMa npomsaHa). CToiHOCTHTE,
AajcHH Kato % npoMAHa, MpeACTaBAT % pa3ivMka MO OTHOWICHHE HA CaMOCTOATENHO NPHIOKEH
aTOpBacTaTHH (T.e. 0% = HAMA MpOMAHA).
# BXK. TOYKH 4.4 1 4.5 332 KTHHHYHATA 3HAYHMOCT.
* Chabpika eHa Wi NOBeYe ChCTABKH, KOWTO vHxubupat CYP3A4 » MoraT aa noat;
KOHUCHTPALMK Ha NCKApCTBEHH MPOAYKTH, kouto ce Metabonuznpar ot CYP3A4. MMpuehs
240 ml cok ot rpeiindpyT cbwo BoaM Ao nonmxkasane Ha AUC or 20,4% 3a amns’lﬁé‘
metaGonut. Tonemu konuuecta cok ot rpeiindpyr (Hag 1,2 | awesHo 3a 5 AHY) THIBHL
aTopBacTatiH 2,5 mbTH W AUC Ha aKTUBHHTE CBCTABKH (ATOPBACTATHH U METaboR!
penykTa3sHi HHXHGHTOpH 1,3 mbTH.

~ CyMapHa aTopBacTATHH EKBUBA/ICHTHA AKTHBHOCT

a..



[ToBUIIEHHETO € O3HAYEHO KATO ,,T” MOHMKEHHUETO KATO ,.,.Jr""

Tabnuua 2: Edext Ha aTopBacTaTHH BbpXY (DapMaKOKHHETHKATA Ha €QHOBPEMEHHO TNPHAOKEHH

JNCKAPCTBCHH NMPOIAVKTH

ATOpBacTaTHH H CXEMa
Ha JO3HpaHe

EaHOBpeMEHHO NPHIOKEH JICKAPCTBEH NPOAYKT

Jlexapcreen [pomsna B AUC# KnuHuvHa npenopbka

npoaykr/Jlo3a (mg)
80 mg Benuvx ameeHo | Jurokewn 0,25 mg| T 15% [laupeHTd, npHeMauy
3a 10 nHu BeHbK AHEBHO, 20 AHU OWrokcuH, TpadOea na

O6vpar BHUMATEITHO
npocneasBaHH

40 mg Beanbxk AHEBHO | [Tepopanu T28% Hama CrieLManHy
3a 22 1HU KOHTpaLenTUBKH BeaHbXK | T 19 % NpenopbKA.

JHEBHO, 2 Mecela

-~ HOPETHHAPOH 1 mg

~ ETHHWIECTPAIHON

35 g
80 mg BeaHmk aueBHO | * enason, 600 mg | T3 % Hsama CrIELHANHH
3a 15 Anu €IHOKpaTHa n03a NPETIOPBKH.
10 mg ennokpatHa no3a | Tunpanaeup 500 mg asa | Hama npomsiHa Hama CreUHaIHm

ITbTH JHEBHO/PuTOHaBHD MPENnOpPBKH.

200 mg ogOBa nNBTH

OHEBHO, 7 JHU
10 mg Bennbx aHeBHO | Mozamnpenarnp 1400 | 127% Hsama CRELIHaNHH
3a 4 1HH mg ABa ITbTH AHEBHO, MPENOPHKH.

14 nHu
10 mg seanwx aHeBHO | DozamnpenaBup 700 mg | Hama npomsna Hsama CreLHanHu
3a 4 AHM ABa IMbTH XHEBHO, npenopbLKYy.

14 auun /Putoraeup
100 mg ppa
IHEeBHO, 14 nHM

IMLTH

& CroliHOCTHTE, NajeHH kaTo % IpoMsHa, npeacTaBaT % pasnuka o OTHoUISHHE HA CAMOCTOATENHO
NpHAOHKEH aTopBacTaTHH (T.e. 0% = HIAMa IPOMAHA) |
* ENHOBpPEMEHHOTO NMpUNaraHe HA MHOTOKDATHH JO3H aTOPBACTATHH W (PEHA30H MOKA3BAT MAbK WIH
HEZ0MOBHM €(eKT BBPXY KIHpPBHCA Ha GEeHA3OH.,
[TosHIneHnETO € 03Ha4eHOo KaTo ,,7” MOHWKEHHETO KaTo 3.

4.6 PepTHIATET, DPEMEHHOCT H KBPMEHE

XeHu ¢ aereponeH noTesUHAal

KeHuTte ¢ ACTCPOACH NOTCHHHAN TPHGBB, 24 W3MON3BaT ed)EKT HBHa KOHTPAUCIILHA MO BpeME Ha NCUYCHUCTO

(BK. TO4Ka 4.3).

bpemeHHOCT

ATOpBa € NPOTHBONOKA3aH no BpeMe Ha OpeMeHHOCT (BxK. Touka 4.3). bezonacHocTTa nip
He e ycTaHoBeHa. He ca npoBexgaHn KOHTPOMMPaHH KIHHHYHH MPOYYBAHUA C aTopBacTa L o
XeHH. Paako ca nonydaBaHu cboOOLIEHWA 3a BPOJACHH AHOMAIMH ciel HHTpayTepmm& FI/{QH W
HMG-CoA-peayxrazHu uuxubutopu. [TpoyusanuaTa npH XKMBOTHH MOKa3BaT penpnnylcﬂipuﬂf Tﬂ‘kcm-moc

(BXK. TOuKa 5.3).

JleueHneTo Ha Maiikara c aropBacTaTHH MOXKe Ja MOHMXKM (PETANTHUTE HMBA Ha MEBQJIE
MPEKypcop Ha XONECTEPONOBHA OHOCHHTE3. ATEpPOCKIEpPO3aTa € XPOHUHYEH Mpouec -
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NPEKPaTABAHETO HA AWNHUAONOHMIKABALIMS JICKAPCTBEH MPOAYKT MO Bpeme Ha OpemeHHocT Ou TpsbBano na
HMa MaiTbK €EKT MO OTHOLIEHHE HA JTBJITOCPOYHHUS PHCK, CBhP3aH C MbPBHUHATA XHNEPXONECTEPOSIEMHSL.

Ilo Te3n mpuunHH Artopea He TpaGBa na ce mpunara Npd >KeHH, KOMTO ca OpeMeHHH, OMUTBAT ce Aa
3a0peMEHEAT WK NIOA03HPAT, 4e ca OpeMeHHU. JleweHHeTo ¢ ATOpBa TpAOBa Na Ce NPEyCTAHOBH 3a NepHoaa
Ha HPEMEHHOCTTA WK JOKATO C€ YCTAHOBHM /IMica Ha OpeMeHHOCT (BK, TouKa 4.3.).

KnpmeHne
He e u3BecTHO nanyM aToppacTaTHH W HEroBMTe METAOONHTH Ce eKCKpeTHpaT B kbpmara. [Ipy nabxose

T1A3MEHHTE KOHLICHTPALWH HA aTOPBACTATUH W HErOBUTE AKTUBHA MeTaboIMTH ca OIU3KKH 10 MAAKOTO (BXK.
TOuKa 5.3). [Topaan BE3MOKHOCTTA 33 CEPHO3HH HEXKENNAHH PEAKLIMU XKEHUTE, npyeMalii ATopea, Tpa0Oea jia
MPeYCTAHOBAT KbPMEHETO (BXK. TO4Ka 4.3). ATOpBacTaTHH € NMPOTHBONOKA3aH BIIEPHOJA HA KbPMEHE (BiK.
TOYKa 4.3).

QepTUunurer
[IpoyuBaHusTa NpA XHMBOTHH HE TMNOKA3BAT BJIHAHME HA ATOPBACTATHH BbPXY MBXKKHUS WIM JKEHCKH#
peprunuret (BxkK. TOUkKa 5.3).

4,7 Edextr Bbpxy cnocodnocTTa 32 wnopupane u padora ¢ MANINHE

ATtopsa nosaussa npeHebpexRuMo cnocoOHOCTTA 3a IWodHpaHe 1 pabdoTa ¢ MalIUHH.
4.8 HexeJlaHH JIEKAPCTBEHH PeaKiHH

Cnopen Oazara naHHA OT nnauebo-KOHTPOIMPAaHH KIMHHYHK MPOYYBAaHHA ¢ aTopBacTaThh OT 16 066 (8755
Lipttor cpemy 7311 mnaue6o) nauuenT, NeKyBaHd B NPOXB/KEHHE Ha cpeaHo 53 ceamuuM, 5,2% ot
NauHEeHTHUTE Ha ATOPBACTATHH Ca MMPEKPaTHIIN JISUEHHETO NoPaaH HeXENaHH peakuiMu B cpaBHeHHe ¢ 4,0%
NpH NAUUEHTUTE, NPHEMANH nanedo.

B3 ocHOBa Ha naHHWTE OT KIHHHYHM MPOYYBAHMA H OOLUMPHKHA NOCTMAPKETHHIOB ONUT M0-A0AY €
NpeacTapeH NpoQUILT Ha HEXKENAHUTE IEKAPCTBECHH peakUuMH Ha ATOpBa.

HM3uncneHuTe 4eCTOTH Ha HeXENaHWTe SeKapCTBEHH pPeakUMH Ca rpynHpaHM CbILIacHo ciedHarta
KoHBeHUHA: decTH (& 1/100, < 1/10), newecrn (= 1/1000, < 1/100), peaxu (= 1/10 000, < 1/1000), mHoro
penku (< 1/10 000), c Hen3BecTHA YecTOTA {OT HATHUYHMTE AAHHH He MOXKE Aa ObAE HAMPABEHA OLEHKA).

Hudexuun u undecranuu
YectH: HazodapyHIHT.

HapyieHns Ha KpbBTa B auM¢HATA cMcTEMA

Penku: TpomOoUMTONEHHS.

HapyiieHus Ha IMYHHATA CHCTEMA

Yectu: aieprivHn peakuHH.
MHoro peakn: aHabunakcus.

HapywmeHus Ha MeTabonu3zma ¥ XpaHEHETO
YecTn: XuneprimkeMus.
Heuectu: xunornukemus, MOBUILARAHE HA TEMIOTO, aHOPEKCHA

IIcuxuyny HapyieHus
Heuecth: kommapH, OescnHue.

Hapyluenns Ha HEpBHATA CHCTEMA
YecTH: rnasobonue.

Heuecrth: 3aMadHOCT, NAPECTE3UR, XHNTOCCTC3UA, AHUCTICY3NA, AaMHE3HA.




Peaxu: nepndepHa HeBponaTHs.

Hapyuieuns Ha ounre
HeuyecTH: 3aMBIIEHO 3PEHHE.

Peaxu: 3pUTeHM HAPYLUEGHMS.

Hapyuienus Ha yxoto v aabupHHTa

HevectH: THHHTYC
MHoro peaku: 3aryba Ha ciyxa.

PEGHHPHTOQHH, PLAHH H MEAHACTHHATTHH HAPDYUICHHA

Yectu: dapunro-napuHreanta 60nka, eNUCTaKCHC.

CroMaliHO-4peBHU HapyLIeHHE
HecTu: 3anek, gaatyneHUnA, ANCNENCHs, FaieHe, HapHA.
HeuecTn: nospuluane, 60nka B ropHara 4 J0NHA YaCT HA KOPEMa, OPHIBaAHE, MAHKPEATHT.

XenatoOHIHAPHH HapYUICHHUS

HeuecTn: xenatur,

Penku: xonecraza.

MHoro peaxu: yepHoapoOHA HEAOCTATHYHOCT.

Hapyuienus Ha Ko)kaTa ¥ NOAKOMHATA ThKaH
HeuecTu: ypTkapus, xoskeH 0OpHB, NPYPHTYC, altoneLus.

Penku: aHMMOHEBPOTHUYEH OTOK, OYI03¢H NACPMATHT, BKIIOUMTENHO e€pUTeMa MyITH(OpME, CHHAPOM Ha
Stevens-Johnson # TokcH4YHa enMaepManHa HEKPOTM3a.

H&p}flﬂﬁHHﬂ Hd MYCKYJTHO-CKCJIETHATA CHCTCMA H CHEAMHUTEAHATA ThKaH

Yectn: muanrus, aprpanrua, 60ika B KpalfHHLMTe, MYCKYJIHH Cra3MH, NojJyBaHe Ha cTasuTe, 60nka B
rep0a.

Heuectu: Gonku BbB BpaTa, MyCKynHa ¢1a0oCT.

Penkn: MuonaTus, MHO3HUT, pabaOMHONH3a, TEHAMHONATHA, TOHSKOra YCNOMHEHH C pa3KbCBAHE.

C HeM3BeCTHA YECTOTA: HMYHOMEAHHPaHa HEKPOTH3HMpPAIa MHONATHA (BXK. Touka 4.4).

HHE!U.IEHHH Ha Bb3I[PDOUIBOAWUTEIHATE CUCTEMA H I'bpAdaTa

MHOTO pelIKi: rRHEKOMaCTHA.

Ob1iH HapyineHUA U edeKTH HA MACTOTO Ha MPUNOKEHHE

HeuecTH: HepasnonoxkeHue, acTeHnd, 60/ka B 001acTTa Ha rpbiHHS Koll, nepudeped 0TOK, yMOpa, BUCOKA
TEMIIEpaTypa.

Hacnenpauns
YecTH: NOBHUICHHM CTORHOCTH Ha yepHOAPOOHHTE (PYHKUMOHANIHM 10Ka3aTe/d, MOBHIUEHA CEpYMHA

KpeaTHHKHHa3a.
Hedectu: neBkoLMTH B YprHaTa.

Kaxro u npu apyrure HMG-CoA-peayKkra3zHH HHXHOWTOpH, NpH NauHeHTd, JieKyBaHu ¢ ATOpBa, €
chOO1IaBaHO 32 MOBHILEHH CEPYMHH TpaHCcaMHHazH. Te3n npoMeHH OOHKHOBEHO ca Ounu NIEKH H.

.-..i
Jir-!

Ilopuinenu Hupa Ha cepymHara kpeatWHxkuHaza (KK) 3 nmbTv Hag ropuara rpaswua’ i
yCTaHOBEHH NpH 2,5% ot Gonuure, nekysaHW ¢ Aropsa, nofobHo Ha apyrute HMG-C 5
HHXUOUTOPH B KNMHHWYHH npoyyBaHua. Huea, 10 ibTH no-BHCOKH OT ropHaTa rpaHMLia Ha How
npH 0,4% oT nexypaHMTe ¢ ATOPBa NALHEHTH (BX. Touka 4.4).



[lenuarpuyHa nonynauus

Knnunynara 6aza gaHHHW 3a Oe3onacHOCT BKIIOYBA JaHHU 3a Oe3zonacHOCTTa npy 249 mauueHTH B AeTCKa
Bb3PAcT, KOMTO Ca MNMOJY4aBaly aTOPBACTATHH, OT KOHTO 7 mauueHTH ca Ounn noa 6-rogniuHa su3pact, 14
HaHECHTH - Ha BB3PactT MEXAY 6 n 9 roansn, 1 228 - mexay 10 u 17 roauHu.

HaE}f[IIEHHH Ha HEPBHATA CHCTCMaA,

Yectu: rnasobosnue.

CTOMaWHO-YPEBHH HAPYLUICHHA;
YecTn: abnoMuHanHa 60oka.

HUacienpaHus:
YecTh: nopuiiapaHe Ha alaHHHaMMHOTpaHcdepasaTa, NOBMLIARAHE HA CEPYMHATA KpEaTUHKMHA3A.

B13 0CHOBa Ha HATHYHWTE NAHHU CE OHAKBA YECTOTaTa, BUABT H TEKECTTa HA HEXKENaHUTE PeakilivH MpH
Aeua na OBAAT CBHIIWTE KAaTo NpH Bb3pacTHH. [loHacTodlieM HAMA rofsM ONMT MO OTHOLUEHHME Ha
0e30nacHOCTTa B AbIrOCPOYEH IUIaH NMPH NleAMATPHUHATA NOMYyRALHS.

{1py npunoxeHeTo Ha HAKOH CTATHHH Ca CHOOILABAHH CIEHUTE HEXENAHHU CHOUTHA:
. Hapymena cekcyanHa QyHKUHS.

. Henpecus.

. Otaennu ciryyan Ha MHTepCTHUHAIHA GenoapoGHa 0onect, 0COOEHO NpH ALJATroCPOUHa Tepanus (BX.
TOuYKa 4.4).

. 3axapeH auaber. Yectotara 1ne 3aBHMCH OT HAIHYHETO WJIH OTCBCTBMETO Ha PHCKOBH (paKTopH

(rmokoza Ha raazHo > 3,6 mmol/l, BMI > 30kg/m2, noBuileHH TpUrinLEPUIH, AHAMHE3a 33 XHINEPTOHHA).

Crobmansane Ha NOAOZHPAHH HEKETAHE PEAKIHH

CroOluaBaHeTo Ha [MOAO3HPAHW HEXENMaHH peakUWH chej paspeilagaHe 3a ynoTpeda Ha NeKapCTBEHMS
NpoAyKT € BaxkHO. Toea mosponsaea Aa Npoabs/KM HAONIOAEHWETO HA CLOTHOLUEHHETO [0N3a/PUCK 3a
JIEKApCTBEHHA MAPOAYKT. OT MEAWUMHCKHMTE CELHANIMCTA Ceé M3MCKBA 1a CchoOLlaBaT BCSka NMOAO3MpaHa
HEXejlaHa peaklMa Ype3 HaUMOHAJHATAZ CHCTEMa 3a cbpoOulaBaHe, Ha HM3nmbaHMTENHA areHuMs no
nekapcreara. Karto cnoOumasare HexceslaHM peakLdH, MOXKeTe Ja JajAeTe ¢BOA MPUHOC 32 MOJy4YaBaHe Ha
NOBEYE HHPOPMALMA OTHOCHO 6€30MacCHOCTTa Ha TOBa JIEKapCTBO.

KontakTn:

H3mbanuTenHa areHUns No AekapcTBaTa
brarapus

yi. ,,JlaMsad I'pyes” Ne 8

1303 Codun

Ten.: +359 2 8303417

yeOcaiit: www.bda.bg

4.9 Ilpenosnpane
CneundgHuHo neyerre npu npenozdpane Ha Atopsa Hama. [1py npeaosupane nauueHtsT TPaOBa na Obae
NIEKyBaH CHMITTOMATHYHO U [ia c€ NpPeANpHEMAT TIOUIbPXKall MEPKH cnopel HeoOxonumoctTa. Tpabea na

Ce HampaBAT HEPHOAPOOHH (YHKUMOHANHM TECTOBE M A2 CE MOHWTOPHMpAaT HUBAaTa Ha cepyMHaTa KK.

XEMOHa1M3aTa Aa YCKOPH 3HAYHTCIHO KNUPBHCA HA AaTOPBACTATHH.




5. ®APMAKOJJIOrHYHH CBOMCTBA

5.1 dapmMakoAHHAMHYHH CBOHCTBA

®apmakorepanesTHYHA rpyna: JlekapcTsa, perynupainy JMNKIKTE, HMG-CoA-penykrazun WHXHOHTOPH,
ATC xon C10AA05

ATOpPBACTATHH €  CENIEKTHBEH, KOMIMETHTHBEH  WHXHOWUTOp Ha HMG-CoA-penykrazata -
CKOPOCTOONPEACAALUMAT CHIUM, OTrOBOPEH 3a MPEBPBINAHETO HA 3-XHAPOKCH-3-METHII-IIYTapHa-KOSH3UM
A 10 MeBanoHatT, MpeKypcop Ha CTEPOJMTe, BKIIOUMTEIHO Ha xonecrepona. Tpurnnuepuawre
XONECTEPOILT B YEPHHA [Po0 Ce BIUTIOYBAT B ChCTaBa HA JIMNONPOTEMHH ¢ MHOTO HHCKa TwibTHOCT (VLDL)
H CC OTACNAT B [/1a3MaTa 3a NMpeHacsHe Jo nepHdepHuTe ThkaHu. JIMNONPOTEHHHTE ¢ HUCKA MABTHOCT
(LDL) ce o6pazyear or VLDL u ce kataGoia3HpaT npeaH BCHYKO Ype3 PELENTOPH C BUCOK aPUHHUTET 3a
LDL (LDL peuentop).

ATOPBACTATHH MOHWXABA IUIA3MEHHTE HWBA HA XONECTEPONA M NUNONPOTEHHUTE Upe3 UHXUOHUpaHe Ha
HMG-CoA peaykrasata » nocaensamus GMOCHHTES Ha XoNecTepos B 4epHus Apod v yeenuyasa Opos Ha
YepHOApoGHHTE peuenTopH 3a LDL pLpxy kneThuHara NMOBBPXHOCT 38 YCHJIEHO YCBOABAHE H KaTaboHIbLM
Ha LDL.

ATOpBacTaTHH HamanaBa obpasyeaHero Ha LDL u 6pos Ha LDL uactuuure. ATOPBACTATHH TNPHYUHABA
SHAYHTEIHO H ABIrOTPaHHO MNOBHIUABAHE HAa AKTMBHOCTTA Ha peuentopute 3a LDL, NPHIPYKEHO C
OnaronpuaTHA NMPOMAHA B KAYeCTBOTO Ha LMpKyJAupaumte LDL wacTuum. ATOpBacTaTUH € e(puKaceH 3a
noHwkasaH¢ na LDL xonecrepona npu naunentu ¢ xoMmo3urotna dpamunna XHNEpXoNecTepoNemMus - rpyna
OONHH, KOMTO OOMKHOBEHO HE CE BIHAAT OT MOHMKABALIM JTUNHAWTE NEKAPCTRA.

YCTaHOBEHO €, Y4e aTOPBACTATHH MOHMXKABA OOLUMS xonecrepon (30-46%), LDL xonectepona (41-61%),
anonunonpotresi B (34-50%) m tpurnuuepuante (14-33%), Karo ChLICBPEMEHHO BOAM A0 BapHadWIHH
nosHinenns Ha HDL xonectepona u anonunonporenn A, B nosa-3aBHcuMo npoyusaHe. Teau pesynTatH ce
NOTBbPXKAABAT TNPH TALKCHTH ¢ XeTEPO3UroTHA (aMIIHA XHAEPXONeCTEpoaeMus, HedaMuiHa
XHNEPXONCCTCPOJIEMUA H CMECEHA XHMCPIHNHACMHUS, BKIIOYMTENHO TAUHEHTH ¢ HEHHCYJTHHO3aBHCHM
3axapeH guaber.

HokasaHo e, ye noHmKeHNWeTo Ha OOLIMS xonecrepon, LDL xonecrepona u anomunonporenn B Hamansna
PHCKa OT CHPACYHO-CHAOBH HHLUMACHTH H CHPAEYHO-CbJOBA CMbPTHOCT.

XOMO3UroTHa hamMunHa XHNEPXOAECTEPOJEMHS

B MyJNTHUEHTPOBO OCEMCEAMHYHO OTBOPEHO NpOy4BaHE 3a MUNOCHpAHA yrnoTpeba ¢ (aKyJTaTHBEH
YABIDKHTEICH NEPHOA € Pa3sNHYHA NIPOIBDKHTENIHOCT, ca OMIH BKIIoueHH 335 nauueHTtH, 89 OT KOWTO ca ¢
YCTaHOBEHa XOMO3HIOTHa ¢aMHnHEa xunepxonecteponemus. [pu Tesn 89 naumenTH CPEAHOTO MOHHKEHUE
Ha LDL-xonecrepona e npu6ausntendo 20%. ATOpBacTaTHH € NpHiIarad B 403u o 80 mg/JCH.

ATepockneposa

B wisnHuHOTO npoyysane O6paTHO pa3sBHTHE Ha aTEPOCKNEPO3aTa YPE3 ATPECHBHO TMIHAHO MOHWKABAHE
(Reversing Atherosclerosis with Aggressive Lipid -Lowering Study - REVERSAL) €(PeKTHT Ha HHTEH3HBHO
NOHHXKABAHE HA JIMNHAMTE ¢ atopBacTtaTHH 80 MgZ W CTAaHAAPTHO HHBO HA NMOHWKABAHE HA JIMOMANTE C
npasactatiH 4( mg Npu KOPOHApHA aTEPOCKIIEPO3a € OLEHEH YpPe3 BLTPECHAOBO YITPA3BYKOBO H3C/IEABAHE
(IVUS) no BpeMe Ha aHrvorpadus npu nauHeHTH ¢ McxemMM4HA OOJeCT Ha cwpuero (UBC). B Toea
PaHAOMH3UPaHO, 1BOHHOCIANO, MY/ITHLEHTPOBO, KOHTPOIHPAHO KNMHUYHO NpoyusaHe IVUS e HanpaBeH B

Haval0ToO Ha NpoyuBaHeTo U Ha 18-ua Mecen npu 502 nauuenTn. B rpynara Ha aTOpBaCTa'rnHJLn—‘EES’_M
" i ¥
NPOrpecHa Ha aTepocKiepo3aTa. .

Meamanata Ha NpOLEHTA Ha MPOMAHA B OOIMS oBeM Ha aTEpOCKIEPOTHYHATA nnaméf
NPOYHBAHETO (ITbPBHYEH KPUTEPHI Ha NpoyusaHeTo) € -0,4 % (p=0,98) B rpynara Ha aropi
+2,7 % (p=0,001) B rpynata Ha npaBactaTHH (n=249). [Ipy cpaBHeHue c npaBacral




BbPXY CBpPAECYHO-CHAOBATA KpaidHa To4dka (Hanp. HEoOXOAMMOCT OT peBacKylnapM3auus, Hegaranex
MHOKapAeH HH(PAPKT, KOPOHAPHA CMbLPT) HE € H3CNEABAH B TOBA NMPOYUBaHE.

B rpynarta Ha aropBactatui LDL XonecTeponsbT ¢e € NOHMKKI [0 cpeaHa croidocT ot 2,04 mmol/t £ 0,8
(78,9 mg/dl + 30) cnpamo u3xoaHata croiisoct ot 3,89 mmol/l £ 0,7 (150 mg/dl + 28), a B rpynara Ha
npasactatiH LDL XxonecrepontT ce € noHWXKA A0 cpeaHa crokiHoct ot 2,85 mmol/l + 0,7 (110 mg/dl
26) cnpsaMo u3xoaHara croitHoct ot 3,89 mmol/l + 0,7 (150 mg/dl £ 26) (p<0,0001). AropsacraTiH ChILO
TaKa 3HAYHUTEJIHO € HAMAIKA CpPeHUTEe CTOHHOCTH Ha 001us xonectepon ¢ 34,1% (npasactaruH: - 18,4%,
p<0,0001), cpeanure nura Ha Tpurnuuepuaute ¢ 20% (npaeacratuH: -6,8%, p<0,0009) W cpeanus
anoaunonporevs B ¢ 39,1% (npasacratun: -22,0%, p=0,0001). AtopractatuH ¢ noeumun cpeirua HDL
xonecrepon ¢ 2,9% {(npasactatuH: +5,6%, p=NS). Uma cpeaHo HamaneHHe ot 36,4% u HA peaKTHBHUA
NpOTeHH B rpynara Ha aTOpBacTaTHH B CPaBHEHHE ¢ HaManeHHe oT 5,2% B rpynara Ha NpaBacTATHH
(p<0,0001).

PesynaTaTHTe OT MpOy4BAHETO ca MOJYYEHH NpH jgo3uposka ot 80 mg. CneloBaTeNHO Te HE MOTar Aa ce
EKCTPANoNMPAT BbPXY MO-HUCKHTE JO3HPOBKH.

Hpodunure Ha 6e30NacHOCT ¥ IOHOCKMOCT B JBETE JIEKYBAHH IPYNH ¢a GWIIH CPaBHHMMU.

E(exTsT OT HHTEH3WBHOTO NOHKXKABAHE HA IHMUANTE BbPXY OCHOBHHUTE ChPACYHO-CHAOBH KPAHHU LEAH HE
€ M3CJIEABAH B TOBA npoyuBaHe. ETO 3a110 KAHHMYHATA 3HAYHMMOCT Ha TE3M ,,BboOpakaeMH” pesynTaTu no
OTHOWICHHE HAa MMLPBHYHATA K BTOpHYHATA NPOoQHAAKTHKA HA CHPASHHO-CHAOBH CbOMTH HE € H3BECTHa.

OcTbp KOPOHAPEH CHHAPOM

B npoyusanero MIRACL ce ouensBa aropeacratux 80 mg npu 3086 naumentn (aropsacratHH n=1538;
nnauedo n=1548) ¢ ocTup kopoHapen cuuapoM (non-Q MuokapaeH WHGAPKT WIH HecTabunana aMrHda
NeKTopHc). JleuenHeTo e 3anouHATO MO BpeMe Ha ocTpaTa ¢asa cnell XOCIHTANM3NPAHE H € MPOABDKUNO 16
ceaMHum. Jlewennero ¢ atopeactatiH 80 mg AHEBHO yBeaMuaBa BpEMETO [0 NOABA Ha KOMOHHMpaHaTa
IbPBHYHA KpAaHHA TOYKA, OMpeNe/ieHA KaTo CMBPT, HE3aBUCHMO OT MPHUYHHATA, HedaTaneH MHOKapaeH
HHGAPKT, PEeCYCUNTUpPaH ChPACYEH apecT WIH aHTHHA MEKTOPHC ¢ JaHHH 33 HCXEMWS HAa MHOKapaa,
Hanaraila XocmHTanu3alMd, NokKa3BaWKW peaykuus Ha pucka ¢ 16% (p=0,048). Tora ¢ npeauMHO
BCIEACTBUE HAa 20% peayKuMs Ha PEXOCNHTANIM3ALIMATA 32 AHrMHA NEKTOPHC C JaHHM 3a WCXEMHA Ha
MHokapaa (p=0,018). [ipyrure BTOpUYHH KpaHHM UENM HE AOCTUrar CTATHCTHYECKA 3HAYMMOCT CaMH NO
cebe cu (obwo: nnauebo: 22,2%, atopsactaThl: 22,4%).

[Ipopuntr Ha GesonacHocT Ha atopeacTaTiH B npoyusaHeto MIRACL ¢boTBETCTBA Ha ONMCaHKs B TOYKa
4.8.

[Ipodmnaxriika Ha ChPNEYHO-CHAOBO 3a00sBaHE

EdexTbT Ha atopsactaTMH Bbpxy (atanna W HedaranHa HUCXeMHYHA GONECT HA CHLPUETO € OUEHEH B
PaHAOMM3HPAHO, ABOHHOCANO, MNAaUeOO-KOHTPOAHPAHO NpPOYYBaHE, AHIIO-CKAHAMHABCKO MPOYHBaHe 3a
ChpAEYHO-CBHAOB H3XO0A - KIOH C NMOHkaBaHe Ha nunuaute (Anglo-Scandinavian Cardiac Outcomes Trial
Lipid Lowering Atrm - ASCOT-LLA). [MTauxenrure ca ¢ xunepronns, 40-79-roanwny, 6e3 npeaxoaeH
MHOKapaeH HH(APKT WM NleYeHHe 3a CTEHOKAPAUs H ¢ HUBa Ha obuy xonectepon < 6,5 mmol/1 (251 mg/dl).
Bcuuky maiMeHTH ca umany Haii-Masiko 3 nmpeapapurTenHe aeGHHHpPaHH CHPACUHO-CHAOBH PHCKOBH
(akTOpH: MBKKH NMOJ, BB3pacT > 55 roaunu, nyiexe, apabet, aHamHesa 3a UBC npu poacTBeHUK OT bpea
miuws, obu, xonecrepon. HDL-C > 6, nepudepro craoso 3abonasaHe, neBokamepHa Xxuneprpodms,

CXema, OCHOBaBallla C€ Ha aTEHONON), B KOMOUHAIMA WM ¢ aTopBacTatHH 10 mg HHBBHQ%
mianedo (n=5,137). _.;\



EdexrbT Ha HamansBane Ha abCONIOTHHA M OTHOCUTEJIHHA PUCK MpM ynoTpeda Ha aTopBacTaTHH e 0w,

KaKTO CJICBA.

HHuuaeHT OrtHocuTenHo bpoit Ha | ABCOMIOTHO CrolHocT Ha p
HaMAJICHHE HA | UHUHACHTHTE HaMaJIEHHE Ha
prcka (%) {aTopBacTaTHH pucka ' (%)
cnpaMo nnauebo)
®aranna MUBC nmoc | 36% 100 cmpamo 154 1,1% 00,0005
nedatanen MU
Obio cbhpreuHo- | 20% 389 cnpamo 483 1,9% 0,0008
ChAOBH HHUMACHTH H
peBacKynapH3alUHOHHH
npoLeaAypU
Oowo KOpOHapHH | 29% 178 cnpamo 247 1,4% 0,0006
HHUUAEHTH

'Bb3 0CHOBa Ha pazfiukata B 06LIATa YeCTOTa HA HHLUMACHTHTE, HabNI012BaHy NPX CPEAHO NPOCIEAABAHE OT
3.3 ronHHM.
HMBC - ucxemunuana 6onect Ha cppuero; MU - muokapnen undapkr.

Obwara CMBPTHOCT H ChPAEYHO-CHAOBATA CMBLPTHOCT HE ca Ounu 3HauuMo HamaneHu (185 cnpsamo 212
HHUHAeHTa, p=0,17 n 74 cnpamo 82, p=0,51). B ananuza na noarpynara no non (81% muxke, 19% xenu)
OnaronpuaTeH edext Ha aropracTaTHH € Gun HabMOAaBaH NPH MBKETE, HO HE MOXE Ja ce YCTAHOBY NPH
JKEHUTE, BEPOSTHO nNOpaJM HHCKaTa 4YeCTOTA HAa HHUMACGHTH B JKeHckata noarpyna. OOwara wu
ChPACHHOCHAOBATE CMBPTHOCT € HHCIEHO NMO-BHCOKA Npy xenurte (38 cnpamo 30 » 17 cnpsmo 12), Ho
TOBA HE € OWNO CTatucTHYecKH 3HAUYMMO. MIMaNo € 3HAYHTENIHO TepaneBTHYHO B3auMOeiicTBHE OT CTpaHa
Ha OCHOBHATa aHTHXHIIEpPTEH3HBHA Tepanuia. IlspBuuHaTa Kpaiiva Touka (¢paranHa UbC nnoc HedaraneH
MH) ¢ 3Ha4YHWMO penyuupaHa OT aTOpBAacTaTHH MpH NalUMeHTH, nekysand ¢ amnogunud (HR 0,47 (0,32-
0,69), p=0,00008), Ho He 1 npu Te3H, nexyeauu ¢ atesonon (HR 0,83 (0,59-1,17), p=0,287).

EdekTsT Ha atopBacTaTHH BbPXY daTtanuo n HedaTaIHO ChPAEYHO-CHAOBO 3a00NABaHe € ChUIO OLEHEH B
PaHAOMH3MPAHO, ABOMHOCIANO, MYJITHLEHTPOBO, mnauedo-KOHTpoNIMpaHo npoyusane, "llpoyuyBaHe Ha
aropsacraraH npu qHabetr" (Collaborative Atorvastatin Diabetes Study - CARDS) npu nausients ¢ 1un 2
nuaber, 40-75-roguinn, 6e3 nmpeaxoaHa aHaMHesa 3a ChPACYHO-CBLAOBO 3a6onssade v ¢ LDL-C <4,14
mmol/]1 (160 mg/dl) u Tpurnuuepuan <6,78 mmol/1 (600 mg/dl). Bcuuxu nauHeHTH ca umManu noue | ot
CIICAHUTE PUCKOBH (DAKTOPH: XUIEPTOHWA, HACTOAUIO MyLIeHE, PEeTUHONATHA, MHKPOAIOYMHUHYPHUS HIIH

MakpoanOyMUHYPHA.

[NaunenTure ca nekysanu c aropeactatdH 10 mg aueBuo n=1428) winn nnauebo (n=1410) npu MeaHaHa Ha
npociaenaBade 3.9 roquun.

EdexkThT Ha HamanaBaHe Ha aGCONMIOTHUA M OTHOCHTENHHA PHCK npH yrnoTpeba Ha aTtopeacTaTHH € Gui,
KaKTO CJeABA:

bpoii H
OTHOCHTENHO PO | A6comorHo
MHUMAEHTHTE 3
Huuupenr HaMaJiIeHHe Ha HamasicHHe Ha | CTOWHOCT Ha p
o (aropsacTaTuH | so
prcka (%) pucka ' (%)
cnpaMo rauebo)
['onemMu  chpaeyHo-
CBAOBH  HHLMACHTH
(dbaranen u
HedaTaneH OCTBP
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'B13 ocHOBa Ha pa3/MKaTa B 0011aTa 4ecToTa Ha HHUMACHTHTE, HabII0NaBaHH MPH CPeHO NpocieadBate ot
3,9 roaunn; CABG - xoponapen aprepuanes Gaiinac;, HBC - ncxeMuuHa 60aecT Ha ChpleTo;
MM - muokapaen nudapxr; PTCA - nepkyranna TpancnyMHUHanHa KOPOHApHA aHTHOIUTACTHKA.

HsaMa nokasarencTso 3a padivxa B €peKTa OT JIEYEHHETO CIIOpeX NoJjia, Bb3pacTTa WIH H3XOAHOTO HHBO Ha
LDL xonectepona Ha nauwenta. bnaronpuatHa TeHaeHuus e nabnioaaBaHa Mo OTHOWIEHWE HUBOTO Ha
CMBPTHOCT (82 CMBPTHH cnyuaud npu nnauebo-rpynara cnpaMo 61 8 rpynara Ha atopeacrarus, p=0,0592).

Peupnusupanl HHCYAT
B npoyusanero IIpenorepataBaHe Ha HMHCYNT upe3 arpeCMBHO HaMmalsBaHE Ha HMBaTa Ha XOJNeECTepoda

(Stroke Prevention by Aggressive Reduction in Cholesterol Levels - SPARCL) e 6un oueHeH edekTbT Ha
aropeacraTud 80 mg qHEBHO WK MIauedo No OTHOLlIEHHE NOABATA HA HHCYAT Npu 473 | naumeHTH ¢ UHCY T
WM npexoaHa UcxeMuuHa araka (TIA) B pamkuTe Ha npeaxoaHure 6 Meceua v Oe3 anamuesa 3a UbC.
[Taunenture ca 60% muxe, 21-92 roaunn (cpeana Bb3pacT 63 roavHH) H CPeAHO H3XOAHO HMBO Ha LDL
133 mg/dl (3,4 mmol/1). Cpeanara croithoct Ha LDL-C ¢ 6una 73 mg/di (1,9 mmol/l) no Bpeme Ha
JeyeHHeTo ¢ aropsacTtaTdH H 129 mg/dl (3,3 mmol/1) no Bpeme Ha neyenuero ¢ naauedo. Meauanara Ha
npocnensieane € 4,9 roguHu.

ATtopBactaTtud 80 mg € Hamanun pucka ot MbpBHYHATA KpaliHa Touka (aTanen K HedaTaneH HHCYNT ¢ 15%
(HR 0,85; 95% Cl, 0,72 -1,00; P=0,05 win 0, 84; 95% CI, 0,71-0,99; p=0,03 cnen apantupaHe Ha
U3XOAHHTE XapaKTEePUCTHKH) B CpaBHeHHe ¢ mnauebo. Obmara cmbprHOcT ¢ 9,1% (216/2365) npu
aTopBacTaTiH cnpsaMo 8,9% (211/2366) npu nnauedo. |

B post-hoc ananu3 aropsacratuH 80 mg € Hamanun udecrorara Ha HceXemuueH HHCyAaT (218/2365.9,2%
cripamo 274/2 366,11,6%, p=0,01) u e noBHIInI yecToTaTa Ha XeMOparnueH HHeynT (55/2 365,2,3%
cnipamo 33/2 366, 1,4%, p=0,02) B cpasHeHHe ¢ nnaiebo.

. PACKBT OT XeMOparu4eH HHCYAT € NOBHILEH MPH TALHEHTHTE, KOMTO ca ¢ MpeaLlecTBaly
XeMOpard4eH WHCY/T NpH BKJIOYBAHE B npoyuBaHeTo (7/45 npu atopBactaTuH cnpaMo 2/48 npu nnauebo;
HR 4,06; CI 0,84-19,57) R pHCKBT OT HCXEMHUEH MHCYNIT € CXOAEH B ABete rpyiin (3/45 npwu aTropBacTaThH
crpsamo 2/48 npu ninauebo; HR 1,64; 95% (I, 0,27-9,82).

. PHCKLT OT X€MOpAaru4eH WHCYNT € NOBHMINEH NHPH MAlMEHTH, KOUTO €A ¢ PEAINECTBAUL NAKYHAPEH
MHDAPKT NpH BKJIOYBaHe B npoy4ysaHeTo (20/708 npwu aropsactatha cnpamo 4/701 npu nnaue6o; HR 4,99;
95% CI, 1,71-14,6), HO PHCKBT OT HCXEMH4YEH MHCYIT MPH TE3W MALUMEHTH CbuUlo € Hamanan (79/708 npu
aropsacratu crpamo 102/701 npu nnauebo; HR 0,76; 95% Cl, 0,57-1,02). Bu3MOXHO € KPAaHHHAT PHCK OT
HHCYNT J1a € NOBHLICH MPH NAaLHEHTHTE ¢ NIPEAXOAEH JaKyHapeH HHAapKT, KOWTO MoJly4aBaT aTOpBacTaTHH
80 mg Ha ;en.

Obwara cMspTHOCT € 15,6% (7/45) npu neuenue ¢ atopeactatiH cnpamo 10,4% (5/481{%?(# ‘ ]
niauebo B noarpynara naudeHTH ¢ NpeaxoAeH xemoparudyeH uacyir. O6mara cmbpTHOGT €.F0 {4} {7173
npu aropsactaTdH crpamo 9,1% (64/701) npu nnaunedbo B noarpynata NauMeHTH ¢ np?/nmﬂew@& 34
UHapKT. Ty




[leanaTpuyHa nomynauus

Xemeposuzomna gpamunna xunepxorecmeponemus npu neouampuyny nayuenmu Ha evipacm 6-17 2oounu.

[IposencHo e 8-ceamuuHO OTBOPEHO NPOyUBaHe 3a OLEHKA Ha (apMakOKMHETHKAaTa, apMakoAMHAMHKATA,
0e30nacHOCTTa M MOHOCHMOCTTa Ha aTOpPBAacTaTHH NPH JElla M MOAPACTBAINK C FEHETHYHO J0KA3aHa
XeTepo3uroTsa daMunHa xunepxoaecteponemna u 6aszosu croiinoct Ha LDL-C > 4 mmol/l. TpoyusaneTo
obxrama 39 neua u noapacTeailm Ha BB3pacT ot 6 10 17 roaurin. Koxopra A skmousa 15 neua Ha Bb3pacT
6-12 roaunn B oepeu craamii no Tanner. Koxopra b Bknousa 24 neua #Ha su3pact 10-17 roaunu 8 craguit
no Tanner > 2.

Hauanxata 103a aTopBacTaTHH B KOXOPTa A e 5 mg AHEBHO oA hopmaTa Ha TabneTKa 3a abBYeHe H 10 mg
AHEBHO noA ¢opmara Ha punMupaHa Tabnetka B koxopta b. JlaneHa € Bb3MOXKHOCT HavanHara 103a Aa ce
YOBOH, 8KO HE € ROCTHrHara TapreTHara croiiHoct 3a LDL-C < 3,35 mmol/l na verebpra ceammua ¥ ako
aTopBacTaTHH Ce NoHacA ao0pe.

Cpeanure croiiHocti 3a LDL-C, TC, VLDL-C, u Apo B ca namanend npes sToparta ceAMHLIAa NPH BCHUKH
naienTH. [Ipy naumenTuTe, Ha KOHMTO n03ata € Ouna yapoeHa, ¢ OMNC HabAOAARAKO AONBIHWTENHO
HaMaJieHHe Ha CTOMHOCTHTE Ha BTOpaTa CEAMHLIA NPH MbPBOTO W3MepBaHE Ci¢/ NMOBHIIABAHE Ha A03aTa.
CpeaHHAT MPOLEHT Ha MOHH)XKABaHE HA CTOMHOCTHUTE HAa JMITHIHHTE Napamerpu € GWil CXOAeH 3a JABeTe
KOXOpTH 6€3 3HaYeHHe AaNH NaLMeHTHTE ca GWTM OCTABEHM Ha TAXHATA NLPBOHAYAIHA AO3HPOBKA WK TA €
Ouna yaeoena. Ha 8-a ceamuiia cpenHo nNpoueHTLT Ha NpoMaHa ot 6azoBHTe cTOMHOCTH Ha LDL-C w TC ¢
61 npubausurenHo croTeeTHo 40% 1 30% Hax obcera Ha Bb3seHCTBIE.

Xemepo3uzomna Gamuina Xunepxonecmeporemus npu neduampuynu nauuenmu na evipacm 10-17 200unu.

B neoitHocnano, niauebo-koHTpoAHpaHo NpoyvBaHe, NMOCASABAHO OT OTEOpeHa (ha3a Ha ripoyusaHeTo, |87
MOMYETAa U MOMHUETA CMIE] NBPBATA MEHCTPYauMs, Ha Bb3pact 10-17 rogusan (cpeaHo 14,1 rogunun) ¢
XeTepo3uroTHa ¢ammnHa xunepxonecteponaemua (FH) unm Texxa xunepxoaecreponemus ca OunM
pPaHAOMH3MPaHH Ha atopeactatMH (n=140) unu nnauebo (n=47) za 26 ceaAMUUM, CliE/l KOETO BCHYKH
NOJMy4aBaT aTOPBACTATHH 32 26 ceaMuuy. JlozMpoBKaTa Ha aTopBacTaTHH (BeAHBXK AHeBHO) € 10 mg 3a
ITbPBHTE 4 CCAMHLIH H MOCAEBALIC YBeM4aBaHe 10 20 mg 8 cnyuaii ue LDL-C nusara ca >3,36 mmol/I.
ATOpBacTaTHH CHFHHQWKATHO HAMANABA IUIA3MEHHTE HHBA Ha 0oOwMs xonectrepon, LDL-C,
TPUMAHLIEPHANTE H anoaHnonpoTerH B npes nbpeuTte 26 ceamuilm Ha aeoliHocadnara dasza. CpeaHara
AocTturHata cToHHoCT Ha LDL-C ¢ 3,38 mmol/l (range: 1,81-6,26 mmol/l) B rpynara na aropsactaTuH,
CpaBHeHa ¢ 5,91 mmol/] (range: 3,93-9,96 mmol/l) B naaueBo-rpynara npes 26-ceaMuyHaTa ABOMHOC/IANA
¢a3za.

JIOMBIHWTENHO REAHATPHYHO NPOYUBAHE HA ATOPBACTATHH CpEIlY KOMECTHNOA MNpH NALMEHTH C
XHNEPXOJIECTEpONeMHA Ha Bb3pacT 10-18 roguhu ycraHomsea, ve aropBacTaTMH (N=25) npeau3sHKBa
cHrHupUKaHTHO HamaseHue Ha LDL-C Ha 26-Ta ceamuua (p<0,05), cpasten ¢ konectunon (N=31).

[IpoyusaHe 3a ,MunochpAHa ynoTpeGa” NP MaUKMEHTH C TEXKA XHUNEPXONECTEPOAEMHS (BIJIIOUHTEIHO
XOMO3HIOTHa XHIEPXONECTEPONEMHA), BKMOYBA 46 neAUATPHUHK NAUMEHTH, JIEKYBAHW C aTOPBacTATHH,
THTPHPAH B 33aBHCHMOCT OT OTropopa (HAKOM MauHEHTH ca npHemand 80 mg aropBacTaTHH AHEBHO).
[lpoyusanero npoanixkasa 3 roguun: LDL xonecreponst e HamaneH ¢ 36%.

(paMHIHA XHMIEPXONECTEPONEMHA, KAKTO M NpH Zeua ot 0 70 noa 18-rofHiiiHa Bb3pacT np
XOMO3HTOTHA (paMHJIHA XUNiepXonecTeponeMus, KoMOHHUpaHa (CMECEHa) XHNEPXONECTEPOIEN
XHNEPXOJECTEPONEMHA M MPEBEHLMATA Ha CbPASUHO-CHAOBH ChOMTHS (BX. Touka 4.2 3a uH
neaMaTpu4HaTa ynorpeba).



S5.2. (PapMakOKHHETHYHN CBOHCTBA

Abcopbuus

ATopBacTaTiH ce abcopbupa 6bp30 ciiest epopanHo NpUIOKEHHE; MAKCHMANIHA NIA3MEHA KOHLIEHTDALIHS
(Cmex) ce nocrura 3a | o 2 uaca. Crenenta Ha abcopOUMA ce NMOKA4Ba NPONOPUMONHATIHO HA A03aTa Ha
aTopBacTaTHH. Clel NepopanHo NpUNokeHHe GHOHAIMYHOCTTA Ha aTOPBACTATHH (HIMHpaHH TaGreTku e
95 10 99% B cpaBHeHME ¢ Ta3W HA NEPOpaHNA pazTBOp. AGCONIOTHATA GHOHANMYHOCT Ha ATOPBACTATHH €
npubnuzurento 12% H cHCTEMHaTa HAIMMHOCT Ha MHXMGHTOpHATA akTHBHOCT 3a HMG-CoA peayKrazara €
npubnusutendo 30%. Huckara cHcTeMHa HAMMYHOCT Ce OTJaBa Ha NPEeCUCTEMEH KIMPLHC B racTpo-
HHTECTHHAJIHAaTa MyKO3a W/HIH Ha first-pass MeTabonu3bM B uepHUs Apob.

Pasnipeaenenue
Cpennust obeM Ha pasnpenencHue Ha aTopsactaTiH e puGnmsutento 381 1. ATopsacTaruH ce CBbpP3Ba C

T1a3MEeHUTE NMPOTEHHH B > 98%.

buorpancdopmals

ATopBacTaTHH ce mMeTaGonmsupa ot uHToXpom P-450 3A4 10 OpTO- W NApaxMAPOKCHIMPAHW JAEPUBATH M
pasnuuHu GeTa-OKMCIHTENHH npoaykTH. OCBEH ApYruTe MBLTHWIA, TE3H nekapcTea ce mertabonmsupar
AOMBLJIHUTEIIHO Ype3 [NOKyponupane. In vitro unxubuumara va HMG-CoA peaykrasata or opro- u
NIapaxHAPOKCHIIHPAHHTE METAbONHUTH € eKBMBAIEHTHA Ha Ta3d OT atopsactathy. [TpuGausurento 70% or
LMpKysiypalaTa *HXHOUTopHa akTHBHOCT 38 HMG-CoA peaykTasaTa ce OTaaBa Ha aKTHBHUTE METaGOIHTH.

Envumunnpane

ATOpBaCcTaTHH C€ H3NBYBA NIPENMMHO C AUTBYUKATA CIEH XenaTaneH u/nim eKxcTpaxenaraieH MeTadoNn3bm,
Hsrnexna obaye, ue 1€KapcTBOTO HE MPETHLPNISRA 3HAUUTENHA SHTEPOXENATANHA peuupkyaauus. CpenHHAT
UIa3MCH  NIONY)KMBOT Ha ATOpPBACTaTHH MNpH xopa € npubnusutenso 14 wvaca. TMonyxuBoTBT Ha
HHXHOUTOpHATa akTuBHOCT 38 HMG-CoA penykTasara e npubausurento 20 no 30 yaca MOpajaK y4acCTHETO
Ha aKTUBHUTE METAaGONMTH.

Creyuannu nonynayuu

[TaupenTH B cTapuecka Bb3pacT

IlnasmMennTe KOHLEHTPALMH Ha aTOPBACTATHH M HErOBHMTE AKTHBHH MeTABOIMTH ¢a MO-BMCOKH npH 3Apasu
XOpa B CTApYECcKa BB3PACT, OTKOIKOTO NPH MIAAH MALHUEHTH, a ePEeKTUTE TI0 OTHOLLICHUE Ha JUNHANUTE ca
CpaBHHUMH C TE€3H NPH NO-MJIAAH NANMEHTH.

[tennarpuyna nonynaips

B orBopeHo 8-ceamHuno npoyusade, neauaTpuuHM MauMeHTH (Ha Bb3pacT 6-17 roaHHu) 1 cTagui no
Tanner (N=15) u cranuii no Tanner > 2 (N=24) ¢ xeTepo3HroTHa daMunHa XHOepxonecreposieMus 1 6a3osu
crorHocTH Ha LDL-C > 4 mmol/l ca nekysanu ¢ 5 unu 10 mg tabnerxu 3a abBueHe iy choTeeTHO 10 MM
20 mg dunmupanu TabNETKW aTOpPBACTATMH BEAHBXK AHEBHO. E/MHCTBEHATA 3HAMMTE/HA NpoOMAHA BbLB
(apMakOKHHETHUHMS MOJEN Ha NONMYJALMATA, JEKYBaHa C aTOPBACTATHH, € TejecHaTa Maca. BUAMMMST
NCPOpANeH KINPBHC Ha ATOPBACTATHH MPH NEAHATPHMHH NALMEHTH € NOZOOEH HA TO3H NPH Bb3PACTHH ClEA
AJIOMCTPHYHO H3MEPBAHE Ha TejeCHOTO Terno. CboTBeTHO HamaneHue Ha LDL-C u TC e 6uno
HabMI0AaBaHO B AMANA30HA HA €KCIIO3HLMA HA ATOPBACTATHH H O-XHIPOKCHATOPBAaCTATHH.

KoHueHTpaunnTe Ha aTopBacTaTHH W HETOBHTE aKTUBHH MeTAabONHTH NpH KEHHTE ce}f YABAHHABRT- 1P
MbxkeTe (OKeHH: NpHOAU3HTENHO ¢ 20% N0-BUCOKM 3a Crax 4 ¢ 0K00 10% Mo-HHCKH 32 AUCE Tiedu. pasau
(o= L e T

HAMAT KIHHHYHO 3HAYEHHE H HAMAT KIHHMYHO 3HAYMMHM DAsNuKH MeXJy edexTHTe ng &
JUNTHANTE TIPH MBXKE H JKEHH. *




[TaumenTy ¢ 66peiHO YBpeKaaHe
buOpeuHnTe 3a00MABAHHAA HAMAT BIMAHHE BBPXY [MIa3MEHHTE KOHLEHTPALMH HIW BbPXY NHNHAHHTE
e()eKTH Ha aTOPBACTATHH K HEFOBUTE aKTHBHH META0ONHUTH.

[laumeHTH ¢ YEPHO, HO YBpexaaHe

[InasMeHHTe KOHLEHTPALHK HA ATOPBACTATHH W HErOBHTE aKTHMBHU META0O0UTH €a 3HAYHTEIIHO NO-BHCOKU
(npubnu3kTenHo 16 mbTH 33 Crax M 11 mbTH 332 AUC) npu naumeHTH ¢ XpOHWYHE aNKOXOJIHA YepHOApoDHa
6onect (Child-Pugh B).

SLOC1B1 noaumopdpu3bMm

YepHoapobHoro zaxBamane Ha Bcuuky HMG-CoA-penykTasHy WHXHOUTOPH, BIUTIOMHTENIHO aTOPBACTATHH,
ce wu3pbpwiBa nocpeacrsoM OATPIB1 TpaHcnopred nporteud. Ilpn naument® c¢bve SLCOILBI
NoJIMMOp(PU3BM UMa PHCK OT TNIOBHIIEHA SKCNO3HWLUHA HA aTOPBACTATHH, KOETO MOXe @ J0BeAe 10 MOBHILEH
pHCK oT pabaomuonmza (Bx. Touka 4.4). Ilonammopdumamsr npu rena, xoaupaw, OATPIBI (SLCOIBI
¢.521CC), e cBbp3aH ¢ 2,4 TbTH NO-BHCOKA CUCTEMHA HANMYHOCT Ha atopBacTaTHH {(AUC) B cpaBHeHHE ¢
HHAUBWAN Oe3 1031 reHoTuneH BapuaHT (¢.521TT). Ipu Te3n nauneHTH € Bb3MOMKHO ChLIC FEHETHYHO Ja €
HapYLICHO YEPHOAPOOHOTO 3aXBallaHe HA aTOpBAacTATUH. BL3MOXKHHUTE MOCHEACTBUS BLPXY €(PHKACHOCTTA
Ca HEH3BECTHH.

3.3. IlpeaAkIHHHYHH JAHHH 33 0€30NMACHOCT

ATOPBaCTaTHH He € NMOKAa3ai MYTareHeH WiH KJIACTOreHeH MoTeHLHan B 6atepusa oT 4 in vitro TECTOBE H B
€AMH aHATH3 In VivO. ATOPBACTATHH He € KaHLEPOreHeH 3a IUTbXOBE, HO MPH NPHJAraHe Ha BUCOKH R03M
npu MHLUIKH (aoBenu a0 6-11 nbTH no-pucokH croiHocTd Ha AUC (0 1o 24 yaca) B cpaBHEeHHe ¢ Te3H Nnpu
X0pa, NPUEMaNIH Hall-BHCOKATa NMPENOPBbYMTEIHA R03a) ¢a € NOABUAM Cyvad Ha XenaTouenynapeH aieHOM
MPH MBXKKUTE M XeNaToLENyNapeH KapiiMHOM NPH KEHCKUTE XKUBOTHH,.

Uma naHHH OT npoyuyraHua npu xUBOTHH, ue HMG-CoA-peaykrazHure UHXHOWTOPH MOXe 1a BAMAST
BBPXY Pa3BHTHETO Ha eMOpHOHMTE B deTycuTe. IlpH mbxose, 3ailllM ¥ KyueTa aTOpPBAacTaTHH HAMA e(eKT
BbpXY (pepTHIHTETa M HE € TEpPATOreHEH, HO TIPH TOKCHUYHH 3a MaiKara AO3H, NpH MTBXOBE M 3aiuu €
HabmonapaHa d¢ertanHa TOKCHMUYHOCT. Pa3BuTMeTOo HA NOKOJEHMETO NpPH NhbXoBe € 3a0aBeHO K
MOCTHATATHOTO OLCNABAHE € HAMAJICHO MPHY €KCMNO3MIWA HA MaiKaTa Ha BHCOKH /1034 aTopBacTaTHH. [ipu
MUTbXOBE HMA JIOKA3ATECTRO 3a NpPeMHHARAHE HA JIEKAPCTBOTO Mmpe3 niaueHTata. Ilpn nibxose naa3MeHnTe
KOHISHTPALUKHH Ha aTOPBACTATHH ca ONM3KKM A0 Te3u B MfkoTO. He € H3BecTHO Janu aTopsacTATHH H
HErOBHTE METaDOJIMTH C€ EKCKPETHpaT B KbpMara.

6. ®APMALEBTHYHM JAHHH

6.1. Chnnchbk HA NOMOIMHRAETE BelleCTBA

Slapo Ha Tabaerkara:

JlakTo3a MOHOXMApAT

Mardesnes creapat (E572)
MukpokpucTanHa uenynosa

Kononaen be3poaeH CHIMIIMEB THOKCHT
Hartpues naypuicyngar
byTunxuapokcuanuzon (E320)
Kpocnoenaon (E1202)

Harpues xuaporerwkap6onar (E500)
CrnecnyM

O6BnBKa Ha TabJerkara:
Opadry OYL-28900, 6an:
HaxTo3a MOHOXHApAT
Xunpomenosa

Turanos auokcun (E171)
Makporon 4000




6.2. HecnrBMecTEMOCTH

Henpunoxumo.

6.3. Cpok na roanocr

2 TOAHHM.

6.4. Cnenmannm yc/10BHA HA ChXpaHEeHHE
,I[a Ce chbXpaHsBa [pu Temrneparypa noa 30°C.
6.5. Bna n chrabpkaHHe HA ONAKOBKATA

OunmuparuTe TabneTku ca onakopanx B onucrepu Alu/Alu, KouTo ca nocraseHH B KAPTOHEHA KYTHS.
Besaxa kyTHa cbabprka 30 TabneTku.

6.6. Cnennajang npenna3s’HH MePKH NIPH H3IXBLPAAHE
Hsama cneuyanHi H3uCKBaHHUS.

7. ITPHATEIJKATEJI HA PA3SPEIIEHUETO 3A YIIOTPEBA

“YHaiixagapma Bucokokauectsenute Jlekapcrsa” AJf
oyn. ,,I'. M. Tumurpos™ Ne 1, rp. Codus 1172, Buarapus
Ten.: 02/ 962 54 54

¢akc: 02/ 960 37 03
e-mail: info{@tchaikapharma.com

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

9. JHATA HA IIBPBO PA3PEHIABAHE/MIOJHOBSABAHE HA PA3IPEHIEHUETO 3A
YIIOTPEBA

10. JATA HA AKTYAJIN3IUPAHE HA TEKCTA
Anpun, 2016




