KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. HUME HA JEKAPCTBEHHUSA ITPOAYKT
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ATORVISTAT K 10 mg film-coated tablets

"'"ﬂ"im.p__

SMF IO S e

”F_,é“?' //J 5 11 12 2023

i
i
§
:
!

2. KAYECTBEH U KOJIHUYECTBEH CHCTAB

Beaka duwimupana tabnerka chabpxa 10 mg ampBaCTaTﬂﬁfhfg"' astatin): ax B&CT&’I.‘P!H.!@:’.]HHH, ,,,,,,,
TPHUXMIPAT.

IToMOmHO BEWECTBO C U3BECTEH €(EKT:
10 mg: ceabpxa 38,3 mg nakroza MOHOXMApAT; 2,8 mg HaTpuii.

3a (IBJIHHAA CIIMCEHK HA MOMOLIHHTE BEIIECTBA BDKTE TOYKAa 6.1.

3. JIEKAPCTBEHA ®OPMA
OunvmupaHa Tabnerka

ATOPBHCTAT K 10 mg:
benu a0 nouTH O€NH, PUIMHAPAHKA €NTHICOBHIHH Ta0JETKH ¢ LIMPHHA OKOJIO 6,1 mm 1 IBKHHA OKOJIO
8,6 mm, ¢ BTEOHATO penedHo o3HaueHue “A30” OT eHaTa CcTpaHa M ITIAJKH OT ApYyrara CTpaHa

4. KIUWHAYHH JAHHHN
4.1 TepaneBTHYHH NOKA3ZAHHA

Xunepxonecmeponemus

ATOpBacTaTHH € MOKA3aH KaTO AOMBbJIHEHHE KbM XPAHHUTEICH PEKHM 32 HAMALABAHE HA MIOBHIICHHUTE 001
xosiectepou (total-C), LDL-xonecrepon (LDH-C), amomsnonporenH B M TpUriHuepuan NpH BE3PacTHH,
FOHOLIH H Jiela Ha BE3pacT 10 1 noseye rofMHy ¢ ITbPBHYHA XHIEPXOJIECTEPOJIEMHS, BKIIIOYHTEIHO (aMiilHa

XHMIIEPXOJIECTEPOJIEMHA (XETEPO3UTNOTEH BApHAHT) WIM KOMOUHWpaHa (CMeceHa) XHIePIHITHACMHS
(orropapsiua Ha TH Ila v IIb oT knacudukauuara Ha Fredrickson), koraTo e(peKTbT Ha XpaHHTEIHHA PEeKHM H
APYrHTE He(PAPMAKOJIOTHYHA METOAH € HEAOCTATLYEH.

ATOpPBACTAaTHH € IOKAa3aH ChILO 3a [MOHKWXaBaHe Ha oOwus xonectepon 1 LDL-C npr naumMeHTH €
XOMO3HIOTHA (PaMHJIHA XHTIEPXOJIECTEPOTIEMHS KATO NONBIHCHHE KBM JIPYTHTE METOH 34 MOHIDKABaHE

HUBOTO Ha qUnHANTe (Hanp. agepesa Ha LDL) unu B ciydauTe, KOraTo T€3W METOAM HE €A HATTHYHH.

Ilpodunaxmuxa na cepoeuno-cvo080 3aborssane

Hpodmnalcrm{a Ha CHPACHYHO-CHA0BH HHUHIACHTH MPH NAUHCHTH, IIPH KOHUTO € OLICHEH BUCOK 34 ITbPBH

(paKTOpH.

4.2 JI03MpPOBKA H HAYHH HA NPHJIOKEHHE



Ho3zuposka

[TaiueHTHT TPAOBA Aa ce MOCTABH HA CTaHAapPTeH XpaHUTENCH PEXXHUM 34 MOHMKABAHE HA X0JeCTepoia Ipeau
[IPHUEMA Ha ATOPBACTATUH U A IIPOABIKKM HA TO3HA XPAHUTEJICH PEIXKM FIO BPEME Ha JIEYEHHUETO C
aTOPBACTATHH.

Jlo3aTa Tps0Ba qa 0b/1e HHIMBH/IYAIHO ONMPEAC/IEHa, B 3aBHCUMOCT OT M3XoaHuTe HuBa HAa LDL-C, ueara na
TEpanusTa ¥ OTTOBOpPA HA TIALHEHTA.

Obuuaiinara Hauanna go3a ¢ 10 mg BeaHbk aHeBHO. Kopekuus Ha fo3aTa ce M3BBPUIBA [IPE3 HHTEPBA/IA OT
YEeTHPH WIH NoBeye ceaMuiin. Maxcumannara noza e 80 mg BEAHEK JHEBHO.

Ilvpsuuna xunepxonecmeporemMun 4 KOMOUKUPAHA (CMECeRA) XUNepAURuoeMusl

BOsILIMHCTBOTO OT NAIMCHTUTE JOCTUIAT KOHTPON TIPK aTtopBacTaTiH OT 10 mg BEAHEBK THEBHO.
TepaneBTHYEH OTrOBOP C€ AOKA3BA B PAMKMTE Ha 2 CEAMHLM, & MAKCUMAIHHUAT TCPaN€BTUYEH OTIOBOP c€
nocTura cOuyaiHo B paMKuTe Ha 4 cenMuild. OTrosopsT ¢¢ NOAABPIKA [IPH MPOABLKHTETHO JIeUESHHE.

Xemeposuzomna hamuana xunepxoiecmepoiemus

JleyeHHeTo Ha MauMeHTHTE TPAOBA 1a 3ano4He ¢ atopeactaruH 10 mg nHerHo. o3uTe Tpabsa aa ce
OMpEICNAT UHAURKAYANHO U KOPUTHAPAT Ha BCeKH 4 ceIMUIM AO AOCTUFAHE HA A03a oT 40 mg AHEBHO, Cnen
TOBA J03aTa MOYKe WIH a4 Ce NIOBHIIM A0 MAKCHMaUIHa A03a oT 80 mg qHeBHO WK Ja c€ KOMOHHHPa
CEKBECTPAHT Ha IBYHU KHCE/IHHU ¢ J03a OT 40 mg aropBacTaTHH BEOHbK AHEBHO.

XoMo3u2omna pamuana xunepxonecmepoiemMus

HanmuuHu ca caMo orpaHM4eHH JaHHH (BaK. CBLIO TOYKa 5.1).

Jlo3ara Ha aTOpBaCTATHH MPH MALMEHTH ¢ XOMO3MroTHa gaMuHa Xunepxonecteponemus e ot 10 mg 10

80 mg aHeBHO (BX. Touka 5.1). ATopBactaTiH TpsAOBa Ja ce NpHjiara KaTo AOIMBJIHEHHE KbM JIPYTUTE METOIH
3a [IOHWXABAHE HUBOTO Ha nunuanTe (Hamnp. adepesa Ha LDL) unm B ciayvaure, KOrato Te3W METO/JH HE ca
HaJIMYHH,

Hpoguiaxmuxa na cepoetno-cvo080 3aboasBanRe
[Tpu npoyuBaHus 3a nxpBHYHA podHIaKTHKA Ho3aTa € 6una 10 mg/nen. Moxke Ja ca HEOOXOAUMH TMO-
BHCOKH J03H 3a nNocTurade HUBara Ha L.DL-xonecrepon B CLOTBETCTBHE ¢ HACTOSIIHTE YKA3aHHUS 34 JICYECHHE.

BvOpeuno yepeoscoane
He ce Hanara kopurupaHe Ha ao3ata (Bx. Touka 4.4),

Yeprodpobro yepescoane
ATOpBacTaTuH TpaOBa [a ce NMpWiara ¢ MOBUILIECHO BHUMAHKE TTPH TIALIMEHTH ¢ YEPHOAPOOHO yBPEeKIaHe (BXK.

ToukH 4.4 1 5.2). ATOpBacTaTHH € MPOTUBOIOKA3aH TIPH MAIMEHTH ¢ aKTHBHO YEPHOAPOOHO 3abosBaHe (BK.
TouKa 4.3).

EQnoepementio npuiogiceiue ¢ Opy2u 1ekapCmeen npooykmu

[Tpn nauMeHTH, NpHeManiid aHTUBUPYCHH CPEACTRA 34 JicucHHe Ha XerratuT C KaTo e6acBup/rpa3onpeBHp
CBILTCTBANIO C ATOPBACTATHH, JI03aTa HA aTOPBACTAaTHH He TPsAOBa Aa npeeuinasa 20 mg/aek (BK. TOUkK 4.4 1
4.5).

Ynorpebata Ha aTOPRACTATHH HE Ce MPENOPBYBA HA [AI[UEHTH, IPHEMAILHA €AHOBPEMEHHO JIETSPMOBHP C
LHKJIOCTIOPHH (BK. TOUkH 4.4 u 4.5).

Hayuenmu & cmapuecka gb3pacm
E¢ukacHocTTa 4 De301acHOCTTA NP NMauHeHTH Haa 70-roidiliHa Bb3pacT, npuiaraiiy nper
1034, ca noobHM Ha Te3H, HabmoAaBaHK B 00LIATa MOMYIaLUA.

Heguampuuna nonynayus

Xunepxonecmeponemion.



[Ipri1ok€HHUETO NMPH NESHATPUYHMA NALUEHTH TPAOBA J1a C& U3BBPIIBA CAMO OT JIEKAPH € OMHT B JICUCHHETO Ha
[eAHaTPUYHA XHTICPIHITUACMHUS, a TTALMEHTHTE TpsOBa peIOBHO [4a CE OLEHABAT MOBTOPHO 3a OTHYUTAHE HA
HAIIPETBK.

1Ipu mauMeHTH ¢ XeTEpO3HroTHa haMuiHa XunepxosecreponeMus Ha Be3pacT 10 roquHu U nopeye roMHY,
penopbpUHTEIHATA HAYa/1HA 103a aTtopBacTaTiH € 10 mg aHerHo (BK. Touka 3.1). Jlosara MOXe na ce
yeeHuK Ao 80 mg AHEBHO, B 3aBHCUMOCT OT OTrOBOPa M MOHOCHMOCTTA. Jlo3uTe TpsabBa na Obaar
OMpe/IeNieHd HHOHBUAYAIHO B CHOTBETCTBHE C MIPENophYaHaTa e Ha TepanuaTa. KopurupaHe Ha jo3ure
TpaOBa Aa ce NpaBH Ha HHTEPBA/H OT 4 CEJMHIH HIIH rosede. THTpHpaHeTo Ha ao3ara 0 80 mg AHEBHO €
AOAKPENCHO C JAHHH OT NIPOYYBAHHA NMPH B3PACTHH H OT OrpaH{YeHU JaHHH OT KIMHUYHH NMPOYUYBAHMUS MPH
A€LA C XeTEPO3UTOTHA (PaMUIHA XHTIEPXOJIECTePOoIeMus (BaK. TOMKHA 4.8 1 5.1).

Hauile ca orpaHMYeHH JaHHKM OT OTKPHMTH MPOYUYBAHKSA [0 OTHOMIEHHE Ha 6e30MmacHoCTTa ¥ ePHKACHOCTTA
IPH [eLa C XETePO3HroTHA (PaMHUNHA XHIIEPXONEeCTEPOJIEMHS Ha Bh3pacT Mexk Ly 6 H 10 roquHu.
ATOpRAaCTATHH HE € [0Ka3aH 34 JieYeHHe Ha nauMeHTH 110/ 10 roauiiHa BbipacT. HATHYHHTE KBM MOMEHTA
A@HHHU ca ONHcaHu B Touku 4.8, 5.1 1 5.2, HO He MOXKe J1a ce€ HanpaBH IPenopbKa 3a J03HPOBKA.

Jpyrv nexapcTBeHr POPMI/KOHIICHTPAIIMH MOXKE /1 ¢a I10-IOAXOA[1IM IIPU Ta3y NOILy NaLHs.

HauuH Ha OpuioXxeHue
ATOpBACTaTHH € 3a NEepopaTHO NPHIOKEeHHE. Beaka THeBHA J03a aTOPBAaCcTATHH CE IIPHEMA HABSHBK U MOXKE
Ja C€ Ipuiiara o BCAKO BPEME Ha [IcHA CbC WK Oe3 XpaHa.

4.3 IlpoTHBOMOKA3aAHHA

ATOpBacTATHH € NMPOTUBONOKA3aH NPH NALUEHTH:

- ChC CBPBXYYBCTBUTEIHOCT KbM AKTHBHOTO BELIECTBO WK KbM HAKOE OT [IOMOLIHUTE BEIIECTRA,
H30pOEeHH B Touka 6.1

- C AKTUBHO 4epHOApoOHO 3ab0sABaHE HIH HEHU3ACHEHO NEPCHCTHPALLO [TOBHULIECHHE HA CEPYMHHTE
TpaHCAMMHA3H, HAIXBBLPIIAIIO TPH MbTH FOpHATA IPaHMIa HA HOPMATa

- 110 BpeME Ha OPEMEHHOCT, KbPMEHE M [IPH JKEHH C JeTEPOAEH NOTEHUHAII, HEPUIaramy moaXoAsmu
MEPKH 3a KOHTpaLuenus (BxK. Touka 4.6)

- JIEKYBAHH C AHTHBUPYCHHTE CPSACTBA 32 JIeUeHHE Ha XenaTuT C riekanpeBup/ndOpeHTacBHp.

4.4 ChelHaaHH NpeIynpexkIeHus H NPeaNa3Hu MEPKH NpH ynorpeda

YepronpoOnu yBpexaanus

[Ipenu 3anouyBaHe Ha JIEYEHHETO K MEPUOTHYHO CJIE/] TOBa TPAOBA [1a ¢ NIPOBEXK/IAT YepHOAPOOHH
(DYHKLHOHAITHY M3CiieABaHuA. [JaipeHTH, KOUTO pa3BHBAT HAKAKBH ITPH3HALM WIH CUMIITOMH, NPEAIoaraliu
4epHOAPOOHO YBpEKAaHe, TpAOBA Ja PasMONAraT ¢ HapaBeHH Y€PHOAPOOHH QYHKIMOHAIHH H3CJICABAHHUA.
[launeHTH, KOMTO pa3BHBAT IMOBHILIEHH HHBA Ha TpPaHCaMHHA3HTe, TPAOBRa Aa ce nmpociieassaT A0 pa3pelaBpaHe
Ha abHopmenaTa cToHHOCT(H). Koraro MOBHIIEHHETO HA TPAHCAMMHA3MTE, HAABHIIIABALIIO 3 [TBTH rOpHATA
IpaHHIla HA HOPMAaTa Ce 3abP3KH, Ce NPENOPHUBA HAMATABAHE Ha 103aTa WIH NIPEKpATABAHE HA JICHCHHETO ¢
aropBacTaTHH (BK. Touka 4.8).

ArtopsacTaTHH TpaOBa f1a ce rpusara ¢ MOBUIICHO BHUMAHHME MPH MALMEHTH, KOHTO KOHCYMHPAT 3HAYHTEIHH
KOJTMYESCTBA AJIKOXOJI M/WJIM MMAT aHAMHE3a 3a YepHoapobHo 3abonaBaHe.

[TpopmunakTHKa HA MHCYIIT YPE3 arPECHBHO HAMAJIABAHE HHUBATA HA XOAECTEpona

IIpu mocT-XOK aHa/IM3 HAa NOATHIIOBETE HHCYJIT IPH NalMeHTH Oe3 KopoHapHa OonecT Ha chpueTo (CHD),
KOHMTO €a NPETHPIIENH HEOTIABHALIEH HHCYJIT WIH NMPeXoAeH HCXeMUYeH NpUcThil (11A), € HMaJIo Mo-BHCOKa
YECTOTAa Ha XEMOPAarnieH HHCYJ/IT [IPH TE3H, KOWTO Ca 3aMmoYHAITH JIEIEHHE ¢ atopBacTaTHH oT 80 mg, B
cpaBHeHHe ¢ mauedo. [TosumenusT puck e 6un HabnoaaBaH 0coOSHO MPH ALMEHTHUTE ¢ NIpe/IIECTBaLl
MPOYYBAHETO XEMOPAryueH HHCYIT Wi JaKyHapeH HHOapkT. [IpH namHeHTH ¢ npe,umec S XEN - DAMNUCH

MHCYJIT WM JIAKYHAPEH WH(APKT, CLOTHOLICHUETO PHCK/MION3H OT NMPUIIAraHeTo Ha a n ‘ %@;‘A d:4) e
HEYCTAHOBEHO Y MOTEHIMAITHUAAT PUCK OT XeMOparvieH WHCYnT TpaOBa na Obae BHIY ‘?l © o

3aMo4YBaHe Ha JICUCHHMETO (B3K, TO4Ka 5.1). t ,, %?-
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ATopBacTaruH, 11o100Ho Ha octaHanuTe HHXUOUTOpH Ha HMG-CoA peaykrasa, MOk B pSAKH Cllydau 1a
3aCErHE CKEETHATA MYCKYJIATYPa H JIa NPHYHMHH MHAJITHS, MHO3HT KU MHONATH, KOMTO MOraT /a Mporpecupar
N0 paGaOMHONU3A — OTEHIHATHO KHBOTO3aCTPAINABALIO CHCTOAHHE, XapakTePU3HPaLLo C€ C NOAYEPTAHO
MOBHMINECHME HAa HUBaTa Ha KpeaTuH kuHa3za {CK) (> 10 mpTH ropHaTa rpaHulia HA HOpMAarTa), MHOTIOOHHEMHS
H MHOTJIOOMHYPHS, KOMTO MOTaT /a A0BeAaT A0 ObOpeuHa HEAOCTATHYHOCT.

[fo BpeMe Ha WK chesl ICUeHHUE ¢ HAKOH CTATHHU MHOIO pAAKO ce Cho0laBa 3a HMyHO-MeIHHpaHa
HekpoTusupaiia muonatis (MMHM). Knuraununo UMHM ce xapakrepu3mpa ¢ nepcucTUpalla ciaboct Ha
[MPOKCHMATHHTE MYCKYJIM W NMTOBHUIEHH CCPYMHH HHBA HAa KPEaTHHKHHA3aTa, KOHTO MPOABDKABAT BBIPECKH
IPEKPATABAHETO HA ICHEHUETO CHC CTATUHM, NotoxkuTeTHH HMG-CoA peaykrasa - aHTHTENA M 11000peHue
[IPH H3[OJI3BAHETO HA HMYHOCYIIPECHBHM arcHTH.

B naxonko ciayudas ce cpobiaBa, 4e craTHHMTE MHAYUHPAT de novo WIKM BAOMIABAT BCHE CHIICCTBYBAILA
MUACTEHHs IPABHC WIH O4HA MHACTEHuUs (BXK. Touka 4.8). [IpuiokeHHeTo Ha aropBacTaTiH TpadBa j1a ce cnpe
B Clly4ail HA BionIaBaHe Ha cUMIToMHTe. MiMa ¢hobuienns 3a pelyauB npH (TOBTOPHO) NPHIaraHe Ha ChIlHs
WK pas/IMY€H CTATHH.

lpedu zanoueane na nevenuemo

ArtopBacTaTHH TpsOBa J1a ce IPEANHKCBA ¢ [IOBHIIEHO BHMMAHHME HA MALMEHTH ¢ npepasnosaraiiiy gakrops 3a
pa3BuTHe HA pabnomuonu3a. Husoro Ha kpeatuH kuHaza (CK) Tpabpa naa ce mamepsa npead 3anoyBafe Ha
JIEYEHHETO CHC CTATHHH B CIIEAHHUTE CIIyYaH:

- 6uOpeunHo yBpeskaaHe

- XUIIOTHPEOH I3 BM

- JIM4HA MM (PAMHITHA aHAMHE3a 34 HACICACTBEHN MyCKY.JTHH 3a00/151BaHkA

- IpeALIecTBAalla aHAMHE3a 38 TOKCHYHH ePeKTH Ha cTaTHH Wi PUOpaT BLpXy MYCKYJIMTE

- PeALIESCTRALA aHAMHE3a 3a YepHOAPOoOHO 3aboIsaBaHe M/HIM KOraTo ¢€ KOHCYMHPAT 3HAYUTE/IHH
KOJIMYECTBA aJIKOXON

- IPH TIAIIMEHTH B HaNpeAHATA Bb3pacT (Had 70 roguun) HeoGX0IMMOCTTA OT TaKOBa H3MepBaHe TpAbBa na ce
[MPELICHHU, CTIOPe HATHYHETO Ha JIPYTM npeapasnoiaraim Gaxropu 3a pa3suTHe Ha pabIoMHOIN3A

- B CJIy4ad, KOTaTO MOJKe /1 HACTBITH MOBHILICHHE Ha MTa3MEHHTE KOHLIGHTPALUMH, KaTo NMpH B3aUMOICHCTBAS
(B3K. TOYKA 4.5) U CNEUHATHN MOITYIalMY, BKJIIOYHTEIHO FeHETUYHH CYOnoIy/ialuy (BxX. TOUKa 5.2).

B Te3n Ciiydan pUCKbT OT JICUEHHETO TpAdBa fia ce IPeUeHH CNPAMO Bb3MOXKXHHMTE NMOJI3K U CC NPEeNOpbUBA
KIMHHYHO NPOCIEAABaHE.

Ako HMBaTa Ha kpeaTuH kuHaza (CK) ca 3HauMTeIHO MoBUUIeHH (> 5 ITBTH FOPHATA IPaHHila HA HOpMATa),
ne4yeHueTo He Tpadea Aa ce 3amnoypa.

Hzmepeane na xpeamun kunaza

Kpeatun kuHasza (CK) ne TpabBa aa ce u3MepBa ciiej] yCUIeHH QU3UYSCKH YITPKHEHHA WITH NPU HATTAYHE HA
KaKBaTO H A2 € MpasaonoaodHa anTepHaTuBHa npyuyHHa 3a nosuienudero Ha CK, Thi xaTo TOBa MOXE Ja
3aTPy.AHH OOsICHEHHETO Ha NIONYYEHHTE CTOHHOCTH. AKO u3xoaAHUTe HUBa HA CK ca 3HaUYMTETHO NOBULIEHH
(> 5 0BbTH ropHaTa rpaHuiila Ha HOpMaTa), HABaTa TPAOBa a C€ U3MEPAT MOBTOPHO B PAMKHTE Ha 5 10 7 AHU
[10-KbCHO, 32 [1a C& MOTRBPAAT Pe3yNTATUTE.

l{o gpeme na nevenvemo
- [Tanwentute Tpabsa na 6bAaT MOMOJIEHH 4 ChOOIABAT CBOEBPEMEHHO 3a MYCKYJIHM DOJIKHM, KPAMITH Hild
MYCKYJIHa c1abocT, 0COBEHO aKO Te ca CHIIPOBOACHH OT HEPA3IIONOKECHME WM TPECKA.

- AKO Te3M CUMITTOMH C€ IOFBAT, JOKATO [IALMEHTHT [IPOBEKIA JIeYeHHe C ATOPBACTAaTHH, TPAOBa Ja ce
w3MepsaT HuBaTta Ha CK. Axo ce yCTaHOBH, Y€ T€ ¢a 3HaYMTE/THO MOBHINEHHW (> 5 ITbTH rOPHATA I'PaHH1Ia HA
HOpMara), TeYeHHeTo TpAdBa Aa Ce npeKpaTH.

L

- AKO CUMIITOMMTE OT CTPaHa Ha MYCKYJIMTE Ca TEXKH U MPUYMHABAT JAHEBEH JHCK
Ha CK ca noBuiieHu 10 < 5 1TbTH ropHata rpaHUIA HA HOpMaTa, TpadBa na ce 00
NeYeHUETO.
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- AKO cuMIniToMHTe OTILYMAT M HHBaTa Ha CK cnaanar 4o HOpMaiHHTe, MOXKeE Jia c& OOMHCIIH Bb30OHOBABAHE
Ha IPHEMA Ha aTOPBACTATHH WK BBBEXIAaHE HA aITEPHATHBEH CTaTUH IIPH HAH-HHCKA 1033 H CTPUKTHO
NPOCIIEAABAHE.

- [lpuemMbT Ha aTopBacTaTHH TpAOBa [a ce NPEYCTAHOBH, aKO Bh3HUKHE KIMHUYHO 3HAYHMO MMOBHIICHHUE HA
Hueata Ha CK (> 10 mbTH ropHaTta rpaHHia Ha HOPMATA) HIIH B CJIYYAHWTE Ha AUArHOCTHULMPaHE HIM CbMHEHHE
3a pabaoMaOonu3a.

Crhrbmemeauio AeneHue ¢ Opyeu REKAPCmEeH YU NPOOyKmu

PuckbT OoT pabaoMuon3a ce TIOBUILIABA, KOTATO aTOPBACTATHH Ce MPWIArd €AHOBPEMEHHO C ONpPeAe/ICHU
JICKApCTBEHH NMPOAYKTH, KOMTO MOTAaT Ja [OBHIIAT [UIA3MEHATa KOHLIEHTPALMA Ha aTOPBacTaTUH, KaTO MOIIHH
HHXUOHTOPH Ha CYP3 A4 Wiy TpaHCNOPTHY NPOTSHHH (HANp. IMKIOCTIOPHH, TEIHTPOMHIIHH,
KJIAPUTPOMHLIMH, JCTIaBUPUH, CTUPHIIEHTO, KETOKOHA30J1, BOPHKOHA30J1, HTPaKOHAa30J1, 03aK0HAa30.1,
neTepMoBHp WM HHXHOUTOpH Ha HIV-npoTteasa, B TOBa YHCNO pUTOHABHP, JOMHHABHD, aTA3aHABUD,
MHIWHABUP, JapYHABUD, TPHIIPAHABHP/PATOHABUP Jp.). PHCKBT OT MHOMIATHS MOXE CBILO JIa CE€ MOBHILH I1PH
CBIIBTCTBALIO NMPUIAraHe Ha reMpUOPO3UNI U APYTH NPOU3BOAHH HA GUOPHUHOBATA KMCETUHA (HAIID.
GocenpesHp, Tenanpesup, endaceHp/Tpa3onpeByp, Aeaunaceup/ codgoOysHp, EPHTPOMHUNH, HHUALIMH WIIH
e3eTMHO). IIpu BBE3MOKHOCT, BMECTO TE3H JIeKAPCTBEHH MPOIYKTH TPAOBA fla c€ OOMHMCITAT AITCPHATHBHH
(HE-B3aUMONEHCTBALLM) TepalTHH.

B ciay4alTe KOraTo ¢e Hajara €JHOBPEMEHHO NTPMIIaraHe Ha TE3H JIEKAPCTBEHH NMPOAYKTH € aTOPBACTaTHH,
TpA0Ba BHUMATEIHO Ja CE OLIEHH CHOTHOLIEHHETO M0N3a/PUCK OT CHITBTCTBALIOTO JeueHHe. Koraro
NALMEHTUTE NOJAYYaBaT JIEKAPCTBEHA NPOAYKTH, KOUTO MOBULUARAT TL1A3MEHATA KOHLICHTpALMA Ha
aTOpBacTaTHH, ce [IPENMOPbuBa MIO-HHCKa MAKCHMAITHA 1032 Ha aropsacTaTyH. B fonmbenxeHHe, B CTyuaH Ha
neyenre ¢ MoHu nuxudbutopu Ha CYP3 A4, Tpabea fa ce obMuUcaH MO-HUCKA HAYallHa 1034 Ha aTopBaCcTaTHH
¥ CE MPENopbYBa AAEKBATHO KJIMHUYHO TIPOCIeasBaHe HA Te3W MALUEHTH (BX. TOUKa 4.5).

ATOpBacTaTHH HE TPAOBA /1a CE IpHEMa €AHOBPEMEHHO ¢ KOMIUIEKCHO AEMCTBAIM CHEIMHEHUA HA
(py3u10BaTa KMCENUHA WIH B CPOK AC 7 AHH ClIe] Kpas Ha JleueHHeTO ¢ Py3ua0Ba kucenuHa. Ilpu naumeHTH,
[pH KOMTO YNOTpedaTa Ha KOMIUIEKCHO ACHCTRALIA (PY3HA0BA KHCEIHHEA C€ CUMTA 32 HAJTOXKHUTETHO,
JIEYEHHETO ChC CTAaTHH OU TpAGBasIO a ce MPeyCTAHOBH, JOKATO NPOAB/DKABA JIEUCHHETO ¢ (y3H/I0Ba
kucenHa. Crobmagar ce ciayyau Ha padaoMHoaM3a (BKIIOUHTEIHO CMBPTHH CITY4YaH) MPH MaLUCHTH,
MpHEMALIM €JHOBPEMEHHO Py3HAOBA KUCEJIMHA M CTATHHH (BK. pasaea 4.5). [laimeHTHTe Tpabea aa Obaar
npeaynpeacHH 1a NOTbPCAT He3a0aBHO MEJUUMHCKA MOMOILII, aKO [TOYYBCTBAT CHMIITOMH Ha MYCKYJIHA
cnadocT, OONE3HEHOCT WM YYBCTRATCITHOCT.

CraTHHOBATa Tepanus MOXe Ja Obj¢ NOAHOBEHA CeeM AHU cel nocleaHara 203a Qy3naoBa KHCEIHHa.

B M3KIIOYHTENIHH CTy4Yad, IPYU KOUTO CE HATAra NMPOAB/DKHUTENIEH MPHEM HA KOMILIEKCHO AEHCTRAILA
(py31a0Ba KHCEMUHA, HATpUMep Np#H JIEUSHUeTO HA OCTPH HHGEKIMH, EAHOBPEMEHHHUSAT IPHEM Ha
ATOpBAacTATHH H Qy3MA0Ba KHCEJIMHA ClIE/IBa Ja C¢ U3MKCRA KATO ¢ Pa3rackAa BCEKH OTACIIHHA CayvaH U ce
OCBILECTBABA MOCTOSHEH U CTPUKTEH MEIULIMHCKYA KOHTPOI.

IleauaTpu4Ha nomynanus

B 3-roauioHo npoy4BaHe, OCHOBAHO HA OLEHKA HA LAJIOCTHOTO Ch3PABAaHE W Pa3BUTHE, OLIEHKA 110 CTAAMH Ha
Tanner 1 M3MepBaHe HA BUCOYHHATA U TETJIOTO, HE ce HaD/I0AaBa KIIHHHYHO 3HAYHM S(CKT BLPXY pa3BUTHETO
W [10JI0BaTa 3psoCT (BAK. Touka 4.8).

Hurepctuumanya Senoapobua donect
EAMHUYHE cllyuad Ha MHTEpcTHIMaIHA Genoapobna Gonect ca choOILABAHM IPYU HAKOYM CTATHHH, 0COOCHO

IIpH NPOTBLIKHTEIHO JedeHHe (BK. Touka 4.8). XapakTepHHUTE NPOABH MOXE ia BKITIOUBALS c,- RaLTH11a
0¢3 OTC/IHE HA CEKPET M BAOLIABAHE HA OOIOTO 3/IpaBOC/IOBHO ChCTOIHUE (YMOPA, 39440¢ N R TN

L)

Tpecka). AKO UM CbMHEHHME, Y€ MALMEHTHT € Pa3BHI MHTEPCTHIMANHA DeoapobHa 6Ly, It
CTATHHH TpAbBa Ja Ce NPeyCTAHOBH.

JaxapeH guadber cfp
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Hskon nanHu npeamnosarar, 4e CTaTUHKUTE KaTo K1ac MNoBULLIABaT HUBATA HA KPBBHATA 3aXap U [pPU HAKOU
MaLHEHTH ¢ MOBHUIIEH PUCK OT Objem quabeT Moke 1a JOBEJAT 0 HUBO HA XUIIEPTITHKEMHS, [IPH KOETO
Oo(pMIHAITHO YCTAHOBEHUTE TPHXKH 338 AMAOETHLIM Ca TTOAXO/SAIIIH.

To3u puck, 0daue, ce KOMIOEHCHPA OT IMOHKEHHETO Ha BaCKYJIApHHA PUCK NPH NPWIAraHe Ha CTAaTHHH H,
clieI0BaTeNHO, He TpAOBa na Ob/ie NPHUYHHA 32 CIIMpaHe Ha JICYSHUWETO ChC CTATUHH. PUCKOBUTE MALIHCHTH
(rMoKOo3a Ha rAaaHo ot 5,6 Ao 6,9 mmol/l, uuaekc Ha Tenecua maca (BMI) > 30kg/m?, mopuineHn
TPUTJIHIICPHIN, XUIIEPTOHUA) TPAOBA 12 ce NpocieasBaT KaKTo KIMHHYHO, Taka H OHOXHMHUYHO, B
ChOTBETCTBHE C HALIMOHAITHWUTE YKAa3aHHA.

[ToMOIIHH BeLIeCTBA

ATOPBHUCTAT K cbabpprka naxrosa. [lanuenTts ¢ peaky HaCI€ACTREHH 3a00MsIBaHH KaTO rajlaKTo3Ha
HENOHOCHMMOCT, ITBJICH JIAKTa3eH AehHULIMT WK [IFOKO30-ralaKkTo3Ha Manabcopbuma He TpabBa na npuemar
TO3H JEKapCTBEH POaYKT.

ATOPBHUCTAT K cpaspxa nmo-manko ot | mmol Hatpu#i (23 mg) Ha Tabnaerka, T.€. MOXKE J1a C€ KaxXe, ue
NPaKTHYCCKH He ChIBPXKa HATPHH.

4.5 BiammojgelicTBHe ¢ APYrH JIEeKapCTBEeHH NPOAYKTH H APYTH (OpMH Ha B3aHMOLeHCTBHE

Edexry Ha eAHOBPEMEHHO NPWIIATAHUTE JICKAPCTBEHH MPOAYKTH BEPXY ATOPBACTATUH

ATOpBacTaTHH ce meTabou3upa or untoxpoM P450 3A4 (CYP3A4) u e cyberpar Ha uepHOAPOOHHUTE
TPaHCIIOPTEPH M Ha TIOJIMIICIITHIHTE, TPAaHCTIOPTHpally opranHund auuonn 1B1 (Organic anion-transporting
polypeptide 1B1, OATP1B1) u 1B3 (OATP1B3). MeraGonuTuTe Ha aTOPBAaCcTATHH ca cyOCTpaTH Ha
OATPI1BI1. YcranoBeHo € CBILO Taka, Y€ aTOPBACTATHH € cybcTpar Ha eduryKcHMA TpaHcoptep P-
riukonpoTedH (P-gp) i Ha IPOTeMHA HA PE3UCTEHTHOCT HA paka Ha rbpaara (Breast cancer resistance protein,
BCRP), kouto Moxe aa orpaHvu4aT ypeBHaTa abcopOLms H »IHYHUS KITHPBHC Ha aTOPBACTATHH (BXK. TOUKa
5.2). EnTHOBpeMEHHOTO MpHIIaraHe Ha JEKapCTBEHM NPOIYKTH, KOHTO ca HHxuOuTopu Ha CYP3A4 wnu Ha
TPaHCIOPTHH IIPOTEHHH MOXKeE JIa TOBEAE A0 NOBULUCHH [JIa3MECHH KOHLIEHTPallHH Ha aTOpBAaCTaTHH H
MOBULIEH PHCK OT MUOMNATHUA. PUCKBT OKM MOTBJT CHIIIO A4 C€ NOBHIIIK NPHU €AHOBPEMEHHO MIPUIlaraHe Ha
aTOpPBACTATHH C JPYrH JIEKAPCTBECHH IPOXYKTH, KOHTO IPUTEXKABAT NOTEHUHAJ Aa HHAYLHPAT MUOMNATHA, KaTO
MPOU3BOJHHU Ha GHOpUHOBATA KACENIMHA H e3¢TUMHD (BXK. ToukH 4. 3 1 4.4).

Huxubumopu na CYP3A44

JokazaHo e, ue MmourauTe HHXHOUTOPH Ha CYP3A4 BoasaT no noauepraHo ropHILIEHH KOHLICHTPALMWH Ha
aropeactaruH (Bx. Tabnuua 1 n nocoyenara no-aony cnerupuvHa uHhopmanus). EAHOBpEeMEHHOTO
NpHIarase Ha MowHKU MHXUOuTOpU Ha CYP3 A4 (Hanp. HUMKIOCTIOPHH, TENHTPOMHLHH, KTapHTPOMHIIKH,
ACNABUPAUH, CTHPHIIEHTOI, KETOKOHA30/1, BOPHUKOHA30/1, UTPAKOHA30, [103aKOHA30]1, HAKOH aHTHBUPYCHHU
cpelcTBa 3a JeueHue Ha xenatHT C (Hanp. enbaceup/rpasoimpeup) H MHXUOUTOpH Ha HIV-npoTeasa, B Toa
YHCIO PUTCHABHP, JIOIIMHABHP, aTa3aHABHP, HHWHABHD, AapYHABHP, Ap.) TPAORA 10 Bh3MOXKHOCT Jia C€
u30area. B cinyyaure, korato €QHOBPEMEHHOTO MPUIAraHE Ha TE3M JIEKAPCTBEHH IIPOAYKTH ¢ ATOPBACTATHH HE
MOKe aa ce u3berte, ¢ HeoOX0aUMO Aa ce OOMHCIIM [I0-HUCKA HadyaJTHa ¥ MaKCHMAJIHA JI03H Ha aTOPBaCTaTHH
H CE MPENOPHYBA aICKBATHO KIIMKHYHO MPOC/IEAiBaHe Ha naudeHTa (BxK. Tabnvua 1).

Ymepenute nHxuOuropu Ha CYP3 A4 (Hanp. epUTPOMHUMH, JHITHA3EM, BEpaNaMHIl M (DJIYKOHA30/1) MOraT 1a
NIOBHUILAT MJIA3MEHUTE KOHLEHTpauKU Ha atopBacTaTHH (BxK. Tabnauua 1). ITosuilleH PUCK OT MHOMATHA €
HabmoaBaH NpU NPWIAraHe Ha EpUTPOMHULIMH B KOMOHHALMA b CTATMHH. He ¢a npoBeKAaHu NpoyyiBaHKs
3a B3aMMOJICUCTRHATA, OLEHABALIYM eEKTHTE HA AMAOAAPOH HIIH BEpanaMi1 BbpXY aropeacTtaTud. M3sectHo
e, Ue KAKTO aMHOapPOH, TAKA U BepanaMHiI KHXHOHpaT akTHBHOCTTa HAa CYP3 A4 ¥ eIHOBPEMEHHOTO KM
IMPUIAraHe C ATOPBACTATHH MOXKE /1A JIOBEJIE 0 [IOBHLICHA CKCMIO3HIMA KbM aTopBacTaTul. ETo 3amo ¢
HeOOXO0IHMO 1a ce OOMUC/IM NIO-HHUCKA MAKCHMAJTHA 103a HAa ATOPBACTATHH U CE€ MPENOpPbYBa aICKBATHO
KITMHUYHO MPOCEASBaHe HA MALMEHTA [IPU €HOBPEMEHHO NIPHJIATAHE ¢ YMEPEHH UHXUO /:u Ha SYR3A4.
ANEKBATHO KIIMHUYHO MPOCIIENABAHE CE MPENOPLYBA U CJIe]l 3aM0YBAHE WIH KOPHIHDapy Heo3d) %’Qg

HHXHOHTOpA. X/ dw,
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aropBacTaTuH. [lopaau ABolinus MexaHH3EM Ha aelicTeue Ha pudamiuH (MHAYLUpaHe Ha uuToXpoM P450 3A
1 HHxHOHpare Ha Tpaucnoptep QATP1B1 Ha xenatouUTHOTO NOEMaHe), €IHOBPEMCHHOTO NIPHJIATaHe Ha
aTOPBAaCTATHH C PUPAMIIMH CE NMPENOPbYBA, KATO OTJIAFAHETO HA NPUEMaA Ha AaTOPBACTaTHH CIIE/l IpUEMa Ha
pHOAMIIMH € OUIO0 CBBP3aHO ChC 3HAYHTENIHO HAMATICHHE Ha IUTA3MEHUTE KOHLIEHTPallMd Ha aTOPBACTATHH.
Edexrbr Ha prdamnus BEPXY KOHLIEHTPALIMMTE HA ATOPBACTATUH B XETIATOUMTHTE, 00ave, € HEM3BECTEH U aKO
€/JHOBPEMEHHOTO MpHJIaTaHe He MOXe Jla ce u3berne, naleHTuTe TpAOBa 1a ObAAT BHUMATECITHO
POCNEAIBAHN OTHOCHO €PHKACHOCTTA.

Huxubumopu va mpancnopmepume

MuxuOUTOpHTE Ha TPAHCTIOPTHHTE MPOTEMHH MOTAT [ MOBHILAT CHCTEMHATA SKCITO3HIIHA HA aTOPBACTATHH.

L IMKIOCTIOPHH U JIETEPMOBUD Ca MHXUOWTOPH HAa TPAHCTIOPTEPHUTE, BKIIIOUEHH B JIMCNIO3ULIMATA HA
atopeacTaTvl kato OATPIB1/1B3, P-gp u BCRP, Bojgemm o MoBHILNCHA CHCTEMHA €KCITO3UUHA Ha
atopeactatiH ( Bx. Tabnuia 1). EQekrsT 0T HHXHOMpaHEeTO HAa TPAHCIIOPTEPUTE HA YEPHOAPOOHOTO MOEMAaHe
BbPXY KOHUSHTPALMHTE Ha ATOPBACTATHH B X€MATOLUTHTE € HEU3BECTEH. AKO €IHOBPEMEHHOTO TIPUIaraHe He
MOKe J1a ce U3berHe, ce Npenopb4Ba HaMaIBaHe Ha J103aTa U KIIWHUYHO NPOCIeNsBaHe OTHOCHO
edukacHocTTa (BXK. Tabauua 1).

Ynorpebara Ha aTOPBACTATHH He ¢€ NMPENOPHYBA NPH NAIIUCHTH, MPUEMALIH JETEPMOBHP SAHOBPCMEHHO C
[IMKIIOCIOPHH (BXK. Touka 4.4).

Fem@pubposun / npouzsodnu na pubpunosama Kuceauna

CaMOCTOATETHOTO MpHIaraHe Ha GpubparT € CBLP3aHO MOHAKOra ¢ HeXe/IaHH CHOUTHA, CBBP3aHH C
MYCKYAHUTE, BIIIOUHTENTHO padaomMuonu3a. PUCKBT OT Te3u CHOMTHA MOXKE 12 C€ NOBHILH IIPH €/THOBPEMEHHO
MpUJIaraHe Ha AcpUBaTH HA GUOPHHOBATA KHCEIKMHA M ATOPBACTATHH. AKO €/lHOBPEMEHHOTO TIPHIAraHe He
MOXE Aa ce u30erHe, TpsaOBa Aa ce U3MoA3Ba HAH-HUCKATA 7034 H& ATOPBACTATHH 3a MOCTHraHe Ha
TepareBTHYHATA L1EI M IALHEHTHTE TPA0Ba Ja ce mpocieaaBaT aaeKBaTHO (BX. Touka 4.4).

Ezemumut

CaMOCTOSTENHOTO TIpUNAraHe Ha €3¢THMUD € CRBP3aHO ¢ HeweNlaHu ChOMTHA, CBhP3aHH C MYCKYJTHTE,
BIJIIOYHTENHO pabaoMuoinsa. PUCKBT OT Te34 CHOMTHS MOXKE, C/I€I0BATEIHO, 14 C¢ MOBHLIH NpH
€THOBPEMEHHO NpuyaraHe Ha e3eTUMHO U atopacTaTHH. [IpenopbuBa ce af¢KBaTHO KIIMHUYHO MpoCieAdBaHe
HA TE3H [TaLIMCHTH.

Konecmunon

[1na3MeHuTe KOHIICHTPALMM HA ATOPBACTATHH M HETOBMTE AKTHRHH METa0OIUTH Ca OHJIM N0-HUCKH
(CHOTHOLLIEHWE HA KOHLIEHTPALMATA Ha aTopBacTaTHH: (0,74), KOrato KOJIEeCTHIION € NpUiaraH € THOBPEMEHHO C
atopBactaTHH. EdeKTuTe BEpXY JHIIHANTE, obaue, ca OWITH MO-TOJIEMH, KOraro aTropBacTaTHH H KOJIECTHUIION
ca MpUJiaraHyu €1HOBPEMEHHD, OTKOJIKOTO KOraTo BCEKH €IHH OT JICKaPCTBECHUTE NMPOAYKTH € ITpHlaraH
CAMOCTOSTEITHO.

Dy3u008a KUCeIuHa

PUCKBT OT MHONIATHA, BKIHOUHTENIHO pabaoMHOIN3a MOKe Ja Oble yBearuueH MPH eJHOBPEMCHHOTO [IPUEMaHE
Ha KOMITIEKCHO JicHcTBama Hy3uA0Ba KHCENHHA ChC CTATHHA. MeXaHH3MEBT Ha TOBA B3aUMOJEHCTBHE (Aa/H
TO © (papMaKOAMHAMMYHO HITH (DAPMAKOKHHETHYHO, WM M IBETE ) BCE OLLe He € U3BecTeH. Chobiarar ce
cy4dau Ha pabaoMHoiin3a (BKIIOUMUTETHO CMBPTHH CITy4aHn) [PY MALMEHTH, IPUEMallUd ChbBMECTHO TE3H
MEIUKAMEHTH.

AKO € HeoOXOIHMO JIeYeHHE C KOMILIEKCHO AeHCTBaINa Qy3HI0BA KUCEIHHA, TEUSHUETO ¢ ATOpPBacTaTHH OH
TpAOBAJIO 4 ce MPEKpaTH MO BPEME Ha JICYCHHUETO ¢ (y31I0Ba KMcelMHa. Brbkre cbio paszaen 4.4.

Konxuyun
Benpexkuy, ue He ca [IpoBex/AaHd TPOY4YBaHUA 32 B3aHMOJECHCTBHE MEKAY aTOPBACTATHH H KQUMHHIL, Ca
CHOOIIEHH CTyUYad Ha MHOTIATHA MPH €THOBPEMEHHOTO IMPHWIOKEHHE HA TC3H ABA NPOAY '
TpAOBA J1a c€ NOAX0XAa € BHUMAHUE, KOTraTo ¢e MpeAlMcBa aTOPBACTATHH ¢ KOJXHLH

EdekTH Ha aTOpBacTATHH BLPX CAHOBPEMEHHO MNPHWJIATAHWUTE JICKARCTBCHH MNMPOAYKTH

Juzoxcun




an CAHOBPCMCHHO IIPHJIArdHE HaA MHOTOKPATHH [J03H Ha JHUIOKCHH K 10 mg aToOpBaCTATHH, TUIA3MCHHTC
KOHUCHTPALIHXH Ha ANITOKCHH B paBHOBCCHOTO ChCTOAHHE Ca €€ [TOBHIITHAIIH JICKO. [TauueHTure, MnpruHeMaliH
AUI'OKCHH, Tpi[ﬁ Ba Ja GB,E[B,T [NOAXOAALLO [IPOCINCOABaAHH.

Ilepopannu koumpayenmueu

E,EIHDBPEMEHHOTU NpyWjiaraHc Ha aTopBacCTaTHH € NEPOPAJIHH KOHTPALUCIITHBHA BOAH 10 [NoBpHUIABRaHE HA
IJIa3MCHHUTC KOHUCHTPAaUHMH Ha HOPETHHAPOH H €CTHHHWICCTPAIHOJI.

Bapgpapun

B 1IMHHAYHO NPOYYBAHE MPH NALMEHTH, [I0JYYABALH [POIHIKUTENIHA TEPANUAL C BAPQAPHH,
€IHOBPEMEHHOTO MpHJIaraHe Ha aropeactatdH 80 mg AHEBHO ¢ BapdapHH € NPUYHMHHUIO MAJIKO HAMAJIEHHE OT
OKO0/10 1,7 ceKyHaH B MpOTpOMOKHOBOTO BpeMe MIpe3 NBPBHTE 4 AHH HA JICUEHHETO, KOETO CE €
HOPMAJTH3UPA/IO B pAMKHTE Ha 15 JHM OT JISYEHHETO ¢ aTOPBACTATHH. Bhripeku, ue ca chodIaBaHu CaMo
MHOIQ PEAKH CJIYYaH Ha KIIHHHYHO 3HAYHMMH aHTHKOAT'YJaHTHH B3aHUMOJIEHCTBHS, IPOTPOMOMHOBOTO BpeMe
TpabBa [a ce onpenens npeay 3arno4ysaHe Ha JICUEHHETO ¢ ATOPBACTATHH IIPY [TALMEHTH, NPUEMALIH
KYMApPHHOBH aHTHKOAryJIAHTH W AOCTATBYHO YECTO [1PEe3 PaHHMS NEPHO Ha JICYCHUETO, 3a 1A CE rapaHTyApa,
4¢ HAMA A4 HACTBIIM 3HAUHMA NMpoMsHa Ha npoTpoMOuHoBOTO Bpeme. Clie A0KYMEHTHPAHE Ha MOCTOSHHO
NpoTpoMOMHOBO BpeMe, TO MOxKe Aa ObAe MpoCHeaABaHO NPe3 MHTEPBAIH, OOMUYARHO NPENOPHLUBAHH 32
MAIMEHTHTE HA KYMapHHOBH aHTHKoarynanTi. ChlaTa mpoueaypa Tpabga Ja ce MOBTOpPH NPH NPOMsHA Ha
J1034Ta UITH NPEYCTAHOBIBAHE HA ATOPBACTATHH. JIEYEHHMETO C aTOPBACTATHH HE € OHIIO CBBP3aHO C KhPBEHE
WK ¢ IPOMEHH B IIPOTPOMOHHOBOTO BpeME IMPH MallHEHTH, KOUTO HE ca IIPHEMAJTH aHTHKOAryJIaHTH.

[leanarpyuuHa nomyianus

[IpoyuBaHHs 33 B3aMMOAEHCTBHATA ca POBEXIAHN CaMO NPH Bb3pacTHH. OOXBATHT HA B3aMMOLCHCTBUATA
[IpH I€AHATPUYHATA NIOMYJIAlMA He € u3BecTeH. [locodenuTe no-rope B3auMOACHCTBHA NPH BE3PACTHH H
npeaynpexacHHATa B TO4Ka 4.4 TpAOBa 1a ObAAT B3€TH NPECABU MPH NCIHATPHUYHATA MOITYJIALAA.

Tabnuiia |1: EdexT Ha eAHOBPEMEHHO MpUJIaraHUTe IEKApPCTBEHH TPOYKTH BbPXY (PapMaKOKHHETHKATa Ha

ATOpPBACTATHH

ENHOBpPEMEHHO NPHIATAH ATOpBaCTATHH
JEKAPCTBCH NPOAYKT H CX€MA HA
AO3IHpaHE Ho3a (mg) Croraomenne | Knuanuna npenopbka”
ma AUC*
[ nexkanpesup 400 mg BenHBIK 10 mg Beanwk | 8.3 EaHOBpeMEHHOTO NIpUNaraHe
aHeBHO/muOpenTaceup 120 mg JHEBHO 32 7 C NPOAYKTH, CbAbPKALIH
BEIHBX AHEBHO, 7 IHH JTHH reKAMpeBUp MNH
mubpeHTaCBHp, €
MPOTUBOMOKA3aHO (BXK. TOUKA
4.3).
Tunpanasup S00 mg npa nuTH 40mgormenl, | 9.4 B cayuanTe, KOraTto
nHeBHO/ PutoHnasup 200 mg aa mbTd | 10 mg ot geH CAHOBPEMCHHOTO NPHIAraHe
OHEBHO, 3a 8 M (ot aeH 14 no 20 C aTOpPBACTATHH €
aeH 21) HEOOXOIHMO, HE
MPEBHILIABAWTE A034TA OT
Tenanpesup 750 mg, 10 gHn 20 mg 7,9 10 mg aTopBacTaTHH JHEBHO.
e/IMHUYHA 1034 IIpenopbyBa ce KIIMHUYHO
NPOCHEABAHE Ha TE3U
[uknocnopus 5,2 mg/kg/nen, 10 mg senubk | 8,7 NafHCHTH.
NOCTOSHHA 034 JTHERHO 32 28
JHH
Jlonuuapup 400 mg aBa nTH 20 mg BenHbx | 5,9

nHeBHO/ PutoHarup 100 mg aga meTH
MHEBHO, 3a 14 qHM

IHEBHO 3a 4
HH




Knaputpomuund 500 mg aBa nbTH
JHEBHO, 3a 9 nuU

80 mg BeaHBXK
JIHEBHO 33 8
JTHH

4,4

IOAIbPKALIH J03H Ha
aropsactaTuH. [ Ipu 1034 Ha
aTOpPBAaCTATHH,
HaaBHInaBainu 20 mg, ce
[pEeNopbYBa KIMHHYHO
MPOCICAABAHE HA TE3U
NALMEHTH.

CaxBunaBup 400 mg nBa neTH 40 mg Beauwx | 3,9 B cnyuawure, xorato

aueHO/ Puronasup (300 mg apa IHEBHO 3a 4 e IHOBPEMEHHOTO [IpHIaraHe

[IbTH AHEBHO OT J€H 5 10 A€H /, JHHU C aTOPBACTATHH €

nosHueHa Ao 400 mg ABa bTH HeobX0AUMO, ce

JHEBHO B JIcH 8), 3a auu 4-18, 30 min NpPENOPBYBAT MO-HUCKH

clie[l IPpHeMa Ha aTOpBaCTaTHH NOUTbPAKALLMA JO3M Ha
aropsacTtaTtyH. [Ipn 1034 Ha

Hapynaeup 300 mg asa et guesno/ | 10 mg Beauwx | 3,3 aTOPBACTATHH,

Puronasup 100 mg nBa bTH IHEBHO, | JIHEBHO 3a 4 HaaBULIaBawM 40 mg, ce

33 9 aHH IHH [pENnopbUBa KIIMHHYHO

Hrpakonazon 200 mg BeAHBK 40 mg 3.3 MPOCNEASBAHE HA TE3H

JHEBHO, 3a 4 qHU eIUHHUYHA 1034 NAaLUESHTH.

®ozamnpeHasup 700 mg 18a nuTH 10 mg Begubx | 2,5

pueBHO/ Putonaeup 100 mg aBa nbtu | AHeBHO 3a 4

OHEeBHO, 3a 14 nuu JHH

(Qozamnpenasup 1 400 mg nBa meti | 10 mg BeaH®BxK | 2,3

JHeBHO, 3a 14 JHH OHEBHO 2a 4

JHH

EnbacBHp 50 mg BegHbxK 10 mg 1,95 Jlo3aTa Ha aTOpBacTaTHH HE

nHesHo/rpasonpesup 200 mg BeaHBkK | eIMHUYHA 034 Tpa0Ba Ja npeBU1LaBa

AHEBHO, 13 nHH JAHEBHA no3a ot 20 mg npH
eJIHOBPEMEHHO MpUnaraHe Ha
NPOAYKTH, ChABLPKALUM
¢10acBUp WIH I'pa3onpeBHUp.

JlerepmoBup 480 mg abK AHeBHO, 0 | 20 mg 3.29 Hozara Ha aTOPBACTATUH HE

JHH €AHHHUYHA [032 TpAOBa Ja NpeRHLIaBA
aHeBHa A03a oT 20 mg npH
€AHOBPECMEHHO NPHIIATAHE Ha
IIPOAYKTH, ChibpiKallly
JIETEPMOBUD

Henduuarup 1 250 mg apa nvTH 10 mg Beauwx | 1,74 HsaMa cnienudguyHa

JHEBHO, 3a 14 qHH IHEBHO 3a 28 npenopbKa.

IHU

Cok ot rpeingpyT, 240 ml ReaHDBK 40 mg, 1,37 He ce npenopbtea

JIHEBHO * e/IMHMYHA 1032 €JHOBDEMEHHHS NMpHEM Ha
rOJEMH KOJTMYECTRA COK OT
rpedndpyT U aTOPBACTATHH.

Juntrazem 240 mg regubXK AHeBHO, | 40 mg, 1,51 Crnen zanousatde wnn

3a 28 nHu ¢/IMHMYHA 103 KOPHTHPaHE Ha 103aTa Ha
JAITTHA3EM, CE NIPENopLYBa
afeKBaTHO KIIMHHYHO
pOCTEABAHE Ha TE3H
MALUEHTH.

EputpoMuuuH 500 mg yetdpu nbt™H | 10 mg, 1,33

JHEBHO, 3a 7 NHU e JHHHYHA /103a

AmnoganuH 10 mg, eqHokpatHa no3a | 80 mg, 1,18

eAHHHYHA /1034




HumeTtraud 300 mg yeTupu mbTH 10 mg Beaupx | 1,00 Hama crreruduyuna

JHEBHO, 32 2 CeIMULIH JHEBHO 3a 2 NpenopbKa.

CEIMHULIH
Konectunon 10 g fsa et anesno, | 40 mg Beanbxk | 0.74** Hsma cnenmguina
24 cenqmuim JHEBHO 32 § MPErnopbKa.

CEAMHLIN
AHTHaIWIHA CYCNIeH3Us Ha 10 mg Begupx | 0,66 Hsama crienmduyuna
MarHe3ueBH H AlTyMUHKEBH AHEBHO 3a 4 IpernopbKa.
XHApOKCUIH, 30 ml yeTupu meTH CeaMHULIH
JIHEBHO, 3a 2 CeIMHIIH
Edasupenn 600 mg Beauwk aoesHo, | 10 mg3a 3 auu | 0,59 Hsima crienmguyuHa
3a 14 qHu [IPEMOPLKA.
Pudamrus 600 mg BeIHDLXK AHEBHO, 40 mg equnpuna | 1,12 AKO €IHOBpEMEHHOTO
33 7 AHY (€AHOBPEMEHHO TIpUnarad) | 103a Mp#JIaraHe He MOXeE Oa ¢e

n3berde, ce rpenopbyba
SHOBPEMEHHO TPHIaraHe Ha
ATOPBACTATHH C PADAMITHH

Pudamnun 600 mg BeqHbX JHEBHO, 40 mg equauuna | 0,20 [IPH KITAHWYHO

3a 5 AHH (pa3AeneHH J03H) no3a [IpOC/ICAABaHE.

'emdudpozun 600 mg aga nuTH 40 mg expnpuna | 1,35 [Ipenoppusa ce O-HHCKA

AHEBHO, 3a 7 IHH 103a HAYaTHA 71034 ¥ KJIHHHYHO
MpocJieiABaHE Ha TE€3H
MALMEHTH.,

®enodubpar 160 mg BeHDbK 40 mg equnuuna | 1,03 [Tpenopbura ce rO-HHCKa

JIHEBHO, 34 7 JHH a03a HaYaJTHA 1034 U KJIHHUYHO
NpOCJIEAABAHE HA TE3H
MALMEHTH.

bocenpesup 800 mg , Tpu nmeTH 40 mg egynmuna | 2,3 [IpenopbuBa ce 0-HUCKA

JAHEBHO, 7 AHH 71032 Ha4YaIHA A03a 4 HabmoacHue

HAa T€3H mauueHTH. /lo3ara Ha
aTopBacTaTHH He TpsAOBa Aa
npepuiuasa 20 mg AHEBHO
aKo Ce rpuema
e/lHORpEeMeHHO ¢ HocenpeBHp

& IlpeiacTapnsBa CHOTHOIICHHE MEXKIY JICUCHHATA (JIEKAPCTBEH MNPOAYKT, MPHIAraH €JHOBPEMCHHO C
aTOpPBaCTaTHH CIIPAMO CAMOCTOATEIHO MPHJIOKEHHE HA aTOPBACTATHH).

* Bikre Touky 4.4 v 4.5 0THOCHO KTUHHYHATA 3HAYMMOCT.

* Chappika eIMH HIIM noBeuYe KOMMNOHEHTH, KouTo MHxubupat CYP3A4 u Morar jJa NOBHIUAT MIA3MEHHUTE
KOHUEHTPALMH Ha JIEeKapCTBEHUTe NpoaykTH, Metabonuszupann oT CYP3A4. [Ipuembr Ha egna 240 ml-oBa
Yauia cuC COK OT rpedndpyTt moxe cuwo ga aoeeae a0 20,4% namaienne Ha AUC Ha akTMBHHA OCHOBEH
metabonur. Fonemu konuuectsa cok ot refindpyt (Haa 1,2 | JHEBHO B IPOIBIDKEHHE HA S IHH) €A YBEIHYMIIH
2,5-kpatHo AUC Ha atopsactatun ¥ AUC Ha akTMBHOTO BellecTBO (aTopBactaTMH B Metaboautu) HMG-
CoA peaykrasHd UHXHOHTOPH 1,3 NbTH.

** ChOTHOLICHHE BB3 OCHOBA HA eAMHAYHA Mpoba, B3eTa 8-16 vaca cnen ao3ata.

Tabnuua 2: EdexTy Ha aTopBacTarid BEXY apMaKkOKHHETUKATA HA €THOBPEMEHHO
JIGKAPCTBEHH IIPOAYKTH

ATOpPBACTATHH H CXeMa Ha
AO3HpaHE

EJ]HOBPBMGHHG [PpHIAraH JieKapcracH Hpﬂﬂ)’(&




JlexkapcrBeH CnorHOW

¢HvMe Ha | Kinman4Ha npenopbKa
npoaykt//lo3a (mg) AUCE
Jurokcun 0,25 mg 1,15 [TauueHTHTE, IpHEMaIH
BEJIHEK THEBHO, 33 AUrokcHH TpaOBa Aa ObaaT
20 anu aJIeKBATHO MPOCIEAABAHH.
Ilepopancu 1,28
KOHTpaLeNTHB 1,19
BSAHDLX JHEBHO, 38 2
Mecela Hsama cnenuduyHa MperopbKa.
- HOpeTUHApPOH |1 mg
- ETUHHIIECTPAHOII
35 MHKpOrpama

80 mg BeaHBXK AHEBHO, 32 15 | * Menaszon, 600 mg 1,03
THH eHOKpaTHa 103

80 mg BeaHbXK AHEBHO, 32 10
IHH

40 mg BeHbK AHECBHO, 33 22
IHA

Hama cneunduuHa npenopeka.

Tunpanasup 500 mg | 1,08
ABa MbTH JAHEBHO/
10 mg, envHU4HA q03a puroHasup 200 mg Hsama cnetdpuyiHa npenophKa.
JBa NbTH OHEBHO, 7
JHH
DocaMIIpeHaBHp 0,73
1400 mg nea nbTH Hsama cnendduyHa npenopbKa
JHEBHO, 14 nHHK
®ocamnpenaenp 700 | 0,99
mg ABa TbTH JHEBHO/
puroHasup 100 mg Hama cnenmgur4na npenopeKa.
JBA NbTUH JHEBHO, 14
JTHHU

10 mg, BEAHBXK AHEBHO 3a 4
JHH

10 mg, BeaHBXK AHEBHO 3a 4
IHH

& IlpencrasisBa CLOTHOLICHHE MEXKIY JACHCHMATA (JICKAPCTBEH MPOAYKT, NpWIaraH €IHOBPEMEHHO C
ATOPBACTATHH CNIPAMO CAMOCTOSTENHO MPHIOKEHHE HA aTOPBACTATHH ).

L
EnHOBpEMEHHOTO NpHIaraHe Ha MHOMOKPATHH 1034 Ha aTOPBACTATHH M (PEHA30H € NMOKA3aI0 MAJIKO WIH
HEYCTAHOBHMO IOBIUABAHE BLPXY KIHPBHCA HA (peHA3OH.

Yeenuendero e 06o3HaueHo ¢ “17, a HaMaleHuero ¢ <) ”.

4.6 Depraanter, 6peMEHHOCT H KbpMeEHe

JKeHH ¢ AeTepoeH NOTEHLMA
XeHu ¢ nerepoaeH NoTeHUXan TpaOBa 1a H3noa3sat eeKTHBHA KOHTPALICTIIIAA 110 BPEME Ha JICYEHHETO (BXK.
To4Ka 4.3).

bpemennocr
ATOpBACTaTHH € NPOTHBOINOKAa3aH Mo Bpeme Ha OpemeHocT (Bk. Touka 4.3). besonacHocTTa nipH OpeMeHHH
KEHH HE € JoKazaHa. He ca npoeex/1aHu KOHTPONIHMPaHH KIIMHHYHH [POYYBAaHHA ¢ aTOPBACTaTHH NPH
OpemMennu xeHH. llonydenu ca penxu choOLIEHHS 32 BPOJSHH AHOMAJIHH ClIe] HHTPAYTEPUHHA €KCITO3HLMS
KbM HHXUOUTOpH HAa HMG-CoA penykraza. [lpoyuranunsata npu >xHBOTHH MOKa3BaT PENPONYKTHBHA
TOKCHYHOCT (B3K. TO4Ka 5.3).

Ha XOJIECTEpONOBHS OHOCHHTE3. ATEpocKiepo3ara € XpOoHHYEH MpoLec H 00UUaiHO
JTUMAAONOHMKABALIUTE JIEKAPCTBCHH TPOAYKTH [0 BpeMe Ha OpPEMEHHOCT MOBJIHAB
XBATOCPOUHHS PHCK, CBBP3aH ¢ NBPBHYHA XUITEPXOISCTEPOISMHUA.



[lopaau Te3u NPUYKHH, aTOPBACTATHH HE TPAOBA 1a ce mpuJiara IpH *KeHH, KOUTO ca OpeMEHHH, MPAaBAT
OTIHTH J1a 3a0pEeMEHENT HIM CMATAT, Ue MOXKE J1a ca OpeMenHu. JleueHHeTo ¢ aTopBacTaTHH TpaOBa 1a ce
MPEeKpaTH 3a MepHo/1a Ha OPEMEHHOCTTA WIHM JOKATO CE YCTAHOBH, Ue JKeHaTa He e OpeMeHHa (BX. TouKa 4.3).

Kspmene

He e M3BeCTHO TAUTH aTOpBACTATHH MWIH HErOBUTE METADOIHTH e eKCKpeTHpaT B kKbpMarta. 1Ipu rursxose,
LMa3MEHHKTE KOHLEHTPALMH HA aTOPBACTATHH M HEFOBUTE aKTHBHHY METa0OMUTH ca NOACOHH Ha TE3H B
MJIAKOTO (BK. To4Ka 5.3). Ilopaan noteHiMana 3a CepHO3IHMA HEXKEJIAHH PCAKIUH, XKCHHTE, NPUEMALLH
aTOpPBACTaTHH, HE TpaOBa na KupMaT OebetaTa cu (Bk. Touka 4.3). ATOPBACTATHH € MPOTHBONOKA3aH B
Nepuoaa Ha KbpMeHe (BK. TouKka 4.3).

DepTHAHTET
[Ipu npoy4BaHUSA C KUBOTHH ATOPBACTATHH HE MOBJIMABA MbXKHA HITH JKEHCKH QepTHIMTET (BXK. To4Ka 5.3).

4.7 EdexTn BbpXy cnocobHocTTa 32 IodApaHe H paboTa ¢ MAIIHHH
ATOPBACTATHH MOBJIHABA NPEHEOPEKUMO MAIIKO CIIOCOOHOCTTA 32 1odupaHe U paboTa ¢ MallIMHH.

4.8 Hexe/1anH 1eKapCTBEHH PEeAKIHHA

B 6a3ara naHHM 0T mnaueGo-KOHTPOIHPAHY KIMHHUYHH TIPOYUYBAHUS Ha aTOpBacTaTUH NpH 16 066 (8 755 Ha
atopBacTaTud cpsamo 7 311 Ha nnanedo) nalueHTy, JEKYBAHHM 3a [IEPHOJ ¢ MeauaHa 53 ceamuim, 5,2% ot
[aLIMEHTUTE HA aTOPBACTATHH Ca [IPCYCTAHOBHITH JICYEHUETO NOPaJd HEXETAHHK JIEKAPCTBEHH PCAKLIMH, B
cpaBHeHue ¢ 4,0% ot nauMenTuTe Ha manebo.

Bb3 ocHOBa Ha JAHHWTE OT KJIMHMYHM NPOYYBAHHUA H NPOABIDKHTE/ICH NOCTMAPKETHHIOB OITHT, CJie/1HAaTa
Tabnuia npeacTara npoduia Ha HeKelaHUTE PeaKiMH 33 aTOPBACTAaTHH.

OlieHeHUTE YeCTOTH HA PEAKIIMUTE Ca TIOAPEAEHH CHOPE]R clieanaTa KouseHms: dyectu (2 1/100 o <1/10 );
Hedectd (2 1/1,000 no <1/100); pexxu (= 1/10,00010 <1/1,000); MHoro penku (<1/10 000), c HensBecTHA
yecToTa (He MOraT Jia OBJIaT Oflpeae/ICHH ¢ HATHYHHTE JaHHH)

Hudeknuu u uudecranmm
YecTH: Ha30hAPUHIUT

Hapyuienns Ha KpbBTa ¥ TuMdHATA CHCTEMA
Penku: TpombouuUTOneHUS

HapylieHus Ha HMYHHATa CHCTEMA
YecTH: aIepruydy peakiiuy
MHoro peaxu: aHapuIakcus

Hapyiluenud Ha MeTabonu3Ma U XpaHeHeTo
UecTH: XHIIEPrIHKEMHA
HeuecTu: XMIIOTIMKEMHS, YBEAHUEHO TEI10, AHOPEKCHS

HCHXUYHH HADYILICHUSA
HeuecTH: KOLUMapy, HHCOMHUS

Hapyiuenusd Ha HEPBHATA CUCTEMA

Yectu: rnaBobonue

HeuecT: 3aMasHOCT, NapacTe3us, XMIIOECTE3Us, JACTEy3H, aMHE3HS
Peaku: nepudepHa HEBPOTATHS

C HeM3BECTHA YECTOTa: MHACTEHUS I'PABHC

HapyiuieHus Ha o4HTe
HeuecTH: 3aMBIriieHO BHXKIAHE
Pe/IKH: 3pUTEITHH HApPYIICHUS




C HeH3BeCTHA YECTOTa: OMHA MUACTEHUS

HapyiuneHus Ha yXOTo 1 n1abupuHTa
HeuecTH: THHHTYC
MHoro peaku: 3aryba Ha ciyx

PecriupaTopHH, rPbIAHH H MEAHACTHHAIHU HAPYLICHUS
YecTH: papHHronapuHreanta 6omka, erucTakCHe

CroMalmiHO-4peBHU HAPYLIEHH
YecTu: kOHCTUNAUMA, (DIaTyIeHIHs, JHCHSIICHA, FaJicHe, JHapus
Heyect: nospeiiane, OONKH B rOPHUTE W AOJHMA OTIESIN HA KOpeMd, OpUTBaHe, NaHKpeaTHT

Xenato-OWiHapHH HapyIUEHHUs

HeuecTH: XxenaTur

Penku: xonecraza

MHoro peaks: 4epHOAPOOHA HENOCTATHYHOCT

HapyineHus Ha KOKaTa M MOKOKHATA ThKaH

HeuecT: ypTUKapus, KOXKEH OOPHB, IPYPHTYC, alTONICLIAS

Penxu: anrMoHeBpoTHtEH eieM, OyJI03€H AEPMATHT, BKIIOUUTEIHO €pUTEMAa MYJITH(HOPME, CHHAPOM Ha
Stevens-Johnson ¢ TOXCHYHA enuacpMaIHa HEKPOJIH3a

HapyLieHHa Ha MYCKYJIHO-CKeJIeTHATA CUCTEMA H CheIMHHTEIHATA ThKaH

UecTy: MHANTHA, APTPAITHSA, OOJIKM B KPAHHHKIIUTE, MYCKYJIHH ClIa3Mu, OJyBaHe Ha CTaBHTe, OOJIKH B Ibpda
HeuecTu: 60aKkK B MATa, MYCKyJiHa cnabocT

Peaxu: Muonatua, MHO3HT, pabiOoMHONKH3a, MYCKYIIHA PYIITYpa, TCHAMHONATHS, MOHAKOra YCIOXKHEHA €
pPYNTYpa Ha CYXOKHITHE

MHoro pejaku: aynyc-nonodeH CHHIPOM

C HeM3BECTHA YECTOTA: UMYHHO-MEAHHpaHa HEKPOTH3Upalla MHOTIaTHA (BX. TouKa 4.4 )

Hﬂp}’[ﬂBHl‘Iﬂ Ha BBE3NMPOHU3IBONHTEC/IHATA CUCTEMA H I'bpPAATa
MHoro PEOKH: THHCKOMACTHA

OOy HapylieHus ¥ eeKTH Ha MACTOTO HA NPUIOKEHHE
HeuecTH: Hepa3nonoXKeHue, acTeHus, rpbaHa Oonka, nepudepen eaeM, yMopa, IMPEKCHS

Hicneapanus

HecTH: abHOpMEHH CTORHOCTH Ha YepHOAPOSHUTE DYHKIIMOHAIHK TECTOBE, MOBHIIEHO HHBO HA KPCaTHH
KUHA3aTa B KPHBTa

HeuecTH: NoJoKHTENEH pe3yITaT 3a Oe/ii KPLBHM KIICTKH B ypHHATa

Kaxro npu apyru unxuburopu Ha HMG-CoA peaykrasa, NpH NaLMeHTH, MOTy4YaBallyd aTOPBACTATHH ¢a OmiH
CHOOLLCHH MOBULICHH HUBA HA CEPYMHHUTE TpaHCaMHHa3Mu. Te3u NPOMEHH ca O OOMKHOBEHO JIEKH,
NPEXOAHY H HE Ca HAJIarajlM MPEeKbLCBAHE HA JieueHHeTo. KIIMHUYHO BasKHy (> 3 IMBTH ropHaTa rpaHudlia Ha
HOpMATa) NOBHULICHHUS Ha CEPYMHHUTE TPAHCAMHUHA3U ca Bb3HMKHAIH NpH (,8% oT nallMEHTHTE HA
aTOpBacTaTHH. TE€3H MOBUIICHHUA ca GUIH 10303aBUCMMHA U 0OpaTHMHU IIPH BCUYKH [IALIMEHTH.

[Tonobro Ha Apyru unxuburopn Ha HMG-CoA peaykTaza B KIIMHAYHM [pOy4BaHHA, NOBHIIEHU HUBA HA
cepyMHaTa KpeaThH krHa3a (CK), HapxBbpasiid 3 nsTi rOpHATA rpaHHLia HA HOpMaTa ¢a Bb3HUKHAJIH 1IPH

H{Ba Haj 10 TBTH ropHarta rpaHyLUa Ha HopMara (Bx. Touka 4.4).

Henuarpuusa nonynaiuus

[ManuenTn Ha Be3pacT OoT 10 a0 17-roauHH, NEKYBaHU ¢ AaTOPBACTATHH, Ca UMAJTH IPO
noaoOeH Ha TO3M NP MAaLMEHTH, JeKyBaHH ¢ rmanebo. Hail-uecture HexenaHu peak
ABETE IPYIIH, HE32BHCHMO OT MPHYMHHO-CIIE/ICTBEHATA BPb3Ka, ¢a OWIY HHDEKLIHHTE.




MPOYYBAHE , OCHOBABAIIO CE HA OLEHKA Ha ODIIOTO Ch3PABAHE H PA3BHTHE, OLIGHKA N0 CTaJWi Ha Tanner u
W3IMEPBAHE HA BUCOYMHA M TEINIO, HE C& HAabNaaBa KIIMHUYHO 3HAUUM edeKT BLPXY pacTexa M MoJjIoBOTO
ch3paBade. [TpopunsT Ha 6e30MaCHOCT M OHOCHMOCT NIPH NEAMATPHYHHM NAIHEHTH ¢ OU moaobeH Ha
W3IBRECTHHUA npodu Ha HE30NMACHOCT HA aTOPBACTATHUH MPH BL3PACTHH.

bazarta naHHH 32 KWIMHHAYHA 0€30MacHOCT BKIIOYBA JaHHH 3a Oe3onacHocTTa nMpH 520 mauWeHTH B AETCKA
BB3PACT, KOMTO ¢a MoJy4YaBaiu aTOPBACTATHH, OT KOWTO 7 NAMEHTH ca OHUNK Ha BB3PACT Moj 6 rogunu, 121
[IaLIMCHTH HA BB3PACT MEXKAY 6 U 9 rogunu, u 392 nauventH ca 6unn mexay 10 no 17 roaunn. B3 ocHOBa Ha
HaTHYHHTE JaHHH MOXE [a C€ 3aKJIF0YH, Y€ YeCTOTaTa, BUABT U TEKECTTA Ha HCKEIIAHWTE PEAKUHH [IPH JeLa
Ca CXOJIHM C T€3H IIPH BL3PACTHHUTE.

CreHUTEe HEexenany chOUTHSE ca choOLIEeHH TTPU HAKOW CTATHHH:

* cekcyaiHa aucPyHkuus

* IerIpecHs

* ¢ITMHUYHH C/IYYad HA HHTEPCTHLHANHA OeoxpobHa folnecT, 0cobeH0 MTPH MPOIBDKHUTEIHO JICUeHHE (BXK.
TOuKa 4.4)

* 3axapeH Auader: YecTOTaTa HA Bh3HUKBAHE 3aBUCU OT HATMYHETO MIIM OTCHCTBHETO HA PUCKOBH (PAKTOPH
(rmoko3a Ha ragHo > 5,6 mmol/l, uaaekc Ha TenecHa Maca (BMI) > 30kg/m?, moBHIIEHH TPUTITALIEPHIIH,
aHaMHe3a 32 XMNEPTOHHUA).

CrobLuaraHe Ha NOAO3UPAHY HEXKENAHW PEaKLIUH

Cpo01aBaHeTo Ha NOAO3UPAHH HEKEMAHK PeaKiuu e/ paspelllapaHe 3a ynoTpeda Ha JIeKapCTBeHHS
NPOAYKT ¢ BaxkHo. TOBa MO3BOJIABA 1a MPOJB/IKH HAOIIOJEHHETO Ha CHOTHOIEHHETO MON3a/PHCK 32
NEeKapCTBEHUA NPOAYKT. OT MEIULIMHCKHUTE CIIELIMAIUCTH C€ H3MCKBA Aa Cho0I11aBaT BCAKA I10/f03MpaHa
HEXKE/IaHa peaKLys Ypes:

M3neaHUTENHA AreHnMs No JIeKapcTraTa

yi. ,.Jlamad I pyep” Ne 8

1303 Codus

Ten.: +35 928903417

yebcaiT: www.bda.bg

4.9 Ilpexoznpane

Hama Hanu4HO crnieniu@HYHO JIeYeHHe NpH Npeio3upaHe ¢ aTopeacTaTHH. B ciy4ai Ha npeaosupane,
MalMeHTLT TpsAOBA Ja ce IEKYBa CUMITOMATHYHO U NIPH HEOOXOAUMOCT, /1a ce MpeANpHeMaT MOIXO ALK
NOUIBpAxaLK Mepky. TpaOea aa ce HanpaBaT 4epHOAPOOHH (PYHKLMOHATHU H3C/IEABAHHA U Ja ce
npocieassar HMBaTa Ha cepymnata CK. [lopanu ekcTeH3WBHOTO CBBP3BAHE HA aTOPBACTATHH C [U1a3MEHUTE
MPOTEHHH, HE CE OYAKBA XEMOJIMAIH3aTa Aa NoA00PH 3HAYUMO KIIKPHHCA Ha aTOPBACTATHH.

5. ®APMAKOJIOI'MYHU CBOHUCTBA
5.1 ®apmMakoaHHAMHYHH CBOHCTBA

dapmakoTepariesTidna rpyna; Jlunuaomoguduuumpany cpeactsa, HMG-CoA-penyKrasHd HHXHOUTOPH,
ATC kon: CI0AAQS

ATOpBacTaTHH € CeleKTHBEH, KOHKypeHTeH uHxuborop Ha HMG-CoA penykrasa, CKOPOCT-OrpaHHYaBaLIUA
€H3WM, OTTOBOPEH 3a NIPEBPBIUIAHETO Ha 3-XHAPOKCH-3-METHI-IIYTAPHI-KOEH3UM A B MEBAIOHAT, IPLKYPCOp

Ha CTEPOJIHTE, BKIIIOUMTEAHO XonecTepot. TpUrivuepuauTe H Xoaecteposia B 4epHUs pod S %5 B
CBCTaBa Ha JIMNONPOTEHHHTE ¢ MHOrO HUCKA MTbTHOCT (VLDL) 1 nocrbnear B riasmara, 2OgHLancmal by,
nepudepHuTe ThKaHH, Jldnonporennwte ¢ Hucka mrsTHOCT (LDL) ce obpasysar ot VLI ¥ ¢€ nigsisay %‘, \
kaTtabonu3mMa rIIaBHO 4pe3 PpelenTopuTe ¢ BUCOK aduHuTeT KbM LDL (LDL-peuentopu g ik * “;’g&l '-E_ \-
T\ IR )
ATOpBACTATHH HAMAJISBA [UIA3MEHATA KOHICHTPALIUA Ha XOJIECTEPOIIA H CEPYMHHTE KOHNCHEIDAARSEL -/ & /f
JIMTOTIpOTEMHKTE upe3 HHXUOUpane Ha HMG-CoA penyxrasara u BNOCNEICTBUE HA XOJexyépohesus .-~ '/



OuocuHTE3 B YepHus Apod, U noBuinaBa Opos Ha xenartoumrHuTe LDL-petientopy BEpXy KIeThUHATA
MOBBPXHOCT, KaTo ogobpaea noeMaHeTo W karabonmsma na LDL.

ATOpBacTaTHH HaMaIsaBa NPou3BoACTBOTO Ha LDL u 6pos Ha LDL-4acTuiMTe. ATOpBacTaTHH BOAM IO
LIOCTHO M YCTOMYMBO MoBUIuaBane Ha LDL-peuenTopHara akTHBHOCT, 3a€IHO ¢ OJaronpUsaTHO H3MEHEHHE B
KayecTBOTO Ha UMpKYIHpaiukte LDL-yacTtiumn. Atopsactatis € edexrureH npu Hamanaeane Ha LDL-C npu
MALUMEHTH ¢ XOMO3HIOTHA (haMH/IHA XHIIEPXOIECTEPOIEMHS, IPYNa NaLHEHTH, KOATO 0OHYaiHO He ce
MOBIHABA OT JIMITHAOINIOHMIKABALIH JIEKAPCTREHH IPOJYKTH.

B npoyuBaHe Ha 3aBUCHMOCTTA JA03a-0TTOBOP € IOKA3aHO, Y€ ATOPBACTATHH HAMA/IABA KOHLICHTPALIMHUTE Ha
o6tua xonecrepona (30% - 46%), LDL-C (41% - 61%), anocsmnonporeud B (34% - 50%) n TpHrIHLIEpHAHTE
(14% - 33%) xaTo Boau 1o npomerutksy noskuieHus Ha HDL-C u anonunonporeds Al. Tean pesynraru ce
OTHACAT 3a MALUEHTH C XETEPOIUroTHa (paMmiIHa xunepxonecrepojemus, Hepamuniy dopmu Ha
XUIIEPXONECTEPONIEMHA H CMECEHa XHUITEPIMITHIEMHS, BKIFOUHTEIHO NALIMEHTH ¢ HCHHCYTHHO3aBUCHM
3axapeH quaber.

JlokazaHo e, 4e MOHWKABAHETO HA HUBATa Ha 00musa xonectepon, LDL-C u anonunonporeud B HaMansea
PHUCKA OT ChPACYHO-CHAOBH HHLUMAEHTH H CHPACYHO-Ch/I0BATA CMBPTHOCT.

XOMO3UIOTHA (PaMUIIHA XHUTIEPXOJIECTEPOJIEMHMS

B MyaTHUEHTPOBO, 8-C€IMMYHO, OTBOPECHO, NPOrpaMHpaHO ¢ MHJIOCHP/IHA LIl NMPpOYyYBaHe ¢ pa3iiu4YHa [0
NPOABIDKHTEIHOCT H30HpacMa (a3a Ha pasHIMpeHHe, ca OWiM BKIIOYeHH 335 nauueHTH, 89 oT KouTO ca OuiM
MACHTU(HIKMPAHH KaTO MALMEHTH ¢ XOMO3UIoTHA aMuiiHa xunepxonecteponemud. Or Te3u 89 nmauneHTH,
CpeAHOTC npoUeHTHO HaManeHue Ha LDL-C e 6uno npubnuzurento 20%.

ATOpBacTaTHH ¢ NpHiaras B 4o3u a0 80 mg/nen.

ATepockieposa

B npoyusaneto Reversing Atherosclerosis with Aggressive Lipid- Lowering Study (REVERSAL), edekrnT
OT MHTEH3UBHOTO HaMaJIABaHE Ha IMITHAMTE ¢ aTopBacTaTvH 80 mg M OT CTaHAAPTHOTO IO CTENEH
HaMmaJlIsiBaHe Ha JTUIMAWTE C npaBactatdH 40 mg BbpXy KOPOHapHaTa aTepOCKJIepo3a C€ € OLICHABAJ YPeE3
BBTPECHA0BO YITpa3BykoBo uacnenasane (IVUS), no Bpeme Ha aHrrorpagus, nNpy NaHCHTH C KOPOHAapHa
bosecT Ha cbrpueTo. B ToRa paHaoMusupaHo, ABOHHOCHAINO, MYJITULICHTPOBO, KOHTPOITHPAHO KIIMHHUYHO
npoyusane, IVUS e nzsnpmeno B Haganoro u B 18 Mecen npu 502 nanuenTtn. B rpynara naiueHTH,
IPUEMAIIA ATOPBACTATHH (N=253), € HAMAJIO NMPOrpecHs Ha aTEPOCKIIEPO3ara.

MeznaHHaTa OPOLIEHTHA NPOMsiHA B 00LIHsA 0DeM Ha aTepoMuUTe (IbPBUUHMAT KPHTEPHI B MPOYUYBAHETO)
CHPAMO H3XOIHOTO HHBO, € 6una 0,4% (p=0,98) B rpynaTa Ha NaLKEHTHTE, TIPHEMAIIM ATOPBACTATHH U +2,7%
(p=0,001) B rpynara Ha nauueHTUTE, NpUEMAaILK IpaBacTaTUH (n=249). [Ipu cpaBHEHHE C NMpaBacTaTHH,
edeKTHTe Ha aTOpRACTATHH ca OMIIH cTaTHCTHYECKH 3HaYumy (p=0,02). EQexTsT OT HHTEH3HBHOTO
MOHIKABAHE Ha JIHMUINTE BbPXY ChPASYHO-CHIACBHTE KpAaiHU TOUKY (HaNp. HEOOXOAMMOCT OT
peBacKysIapu3aliia, HedaraneH MUokapaeH HHGapKT, KOpoHapHa cMBPT) He € D1l H3CTeIBaH B TOBA
NMPOYYBAaHE.

B rpynara Ha nauuenTHTe, npueMaiiu aropeactatu, LDL-C ce e moHwxWa 10 cpeiHa CTOHHOCT OT

2,04 mmol/l £ 0,8 (78,9 mg/dl + 30) cnpamo uzxoaHoto HuBo oT 3,89 mmol/l £ 0,7 (150 mg/dl + 28), a B
rpynara Ha NAUMEHTHTE, NpreMailny npasactatid, LDL-C ce € noHMKHII 10 cpeaHa CTOHHOCT OT

2,85 mmol/l £ 0,7 (110 mg/dl £ 26) cnpsamo H3xoaHoTo HUBO ot 3,89 mmol/l + 0,7 (150 mg/d +26)
{(p<0,0001). ATopBacTaTis ChIIO € HAMAIHI 3HaYHMo 00U xonectepon (TC) ¢ 34,1% (mpaeacTaTu:
-18,4%; p<0,0001), cpeanure vura Ha tpurnuuepuaure (TG) ¢ 20%(npasacratuH: -6,8%; p<0,0009) u
CpeaH{TE HUBA Ha anoaunonpoTtenH B ¢ 39,1% (npasacrarun: -22,0%; p<0,0001). ATopacTaTuH € NOBHLIWI
cpennuTe HUBa Ha HDL-C ¢ 2,9% (npapactatun: +5,6%; p=NS). B rpynaTra Ha aTopBacTaTHH € UM

nmpaactaTvH (p<0,0001).

PeszynTaTure OT NnpoydBaHETO ca NMIOAYYCHH NpH Mpuiarade Ha go3a ot 80 mg. Eto 3am
eKCTPanoIHPaHH KbM MO-HUCKH JI03H.

[TpodumTe 3a HG€30MacHOCT ¥ MOHOCHMMOCT Ha JBETE MPYIIH ¢a OWIM CPaBHHMH.



E(GeKTbT OT MHTEH3MBHOTO MOHM)KABAHE HA JIUTTMJIMTE C aTOPBACTATUH BbPXY INIABHUTE ChP/IEYHO-CHI0BH
KpPaiHHU TOYKHM HE € OW1 M3c/ie/IBaH B TOBa Npoy4BaHe. ETo 3a110, KIMHMYHOTO 3HAYCHUE HA TE€3W PE3yITaTH
OT 00pa3HOTO M3C/IEIBAHE € HEM3BECTHO C OrJIE/l HA MbPBUYHATA W BTOPUYHA MPOQUIAKTHKA HA ChPACYHO-
Cb/I0BHMTE HHIIM/ICHTH.

OcTbp KOpOHAapEH CHHAPOM

B npoyuBanero MIRACL, aTtopsactatin 80 mg e 6un ouensBan npu 3 086 naumeHTH (atopBacTaTvH

n=1 538; nnaue6o n=1 548) ¢ ocTbp KopoHapeH cuHapoM (MuokapaeH uHdapkt (MI) 6e3 Q-3u0ew Hin
HecTabuITHA aHrHHA niekTopuc). JleyeHHeTo € OGU0 3aMoYHATO MO BpeMe Ha ocTpara (asa cliel
XOCIMTAIM3ALIMATA U € MPOAB/DKHIIO 3a epuo oT 16 ceamuun. Jleuenuero ¢ atopBactati 80 mg/nen e
YIB/DKMIIO BPEMETO /10 HACTHIIBAHE HA KOMOMHMpaHAaTa ITbpBHUYHA KpaiiHa TOUYKa, J1eUHHpAHA KATO CMBPT
MopajM KakBaTo M Jia € pu4yrHa, Hedaranen MI, peaHumupaH CbpA€4eH apecT WM aHTMHA NIEKTOPUC C 1aHHH
3a MHOKap/IHa HCXEMHMS, Halarailla XOCIUTaIM3allks, KaTo € M0Ka3ajio HaMaJieHue Ha pucka ¢ 16% (p=0,048).
ToBa ce e npmkano rnaBHO Ha 26%-T0 HaMaJIeHKWE Ha MOBTOPHUTE XOCIIUTAIM3ALIMH 332 aHTMHA MEKTOPHUC C
JAaHHH 3a MHokapaHa ucxemus (p=0,018). OcraHasinTe BTOpPUYHHU KpaHH TOYKH HE Ca IOCTUTHAJIM CaMH MO
ceOe cu cTaTucTHYecKa 3HaYuMocCT (0600ueHo: mauebo: 22,2%, aropBacratul: 22,4%).

[IpodunsT Ha Ge3onacHOCT Ha aTopBacTaTiH B npoyuBaHeTo MIRACL e chboTBeTCTBal HA TO3H, ONUCAH B
Touka 4.8.

[IpodunakTuka Ha CbpAEYHO-CHAOBO 3a00/1sBaHe

EdexTsT Ha aTopBacTaTHH BbpXY (haTanHaTa ¥ HedaTaniHa KOpoHapHa 60/1ecT Ha ChbPLETO € OMJT OLEHEH B
PaHIOMHM3HPaHO, JBOMHOCAANO, Mane6o-KoHTpoiMpaHo npoy4eane — Anglo-Scandinavian Cardiac Outcomes
Trial Lipid Lowering Arm (ASCOT-LLA). [TauuenTture ca Ouin XMnepToHULM, Ha Bb3pacT ot 40 10 79
roauHu, 6e3 npeaiecTsall MHOKapAeH HH(APKT WK MPOBEACHO JI€YEHHE 3a aHI'MHA MEKTOPUC U C HUBA Ha
obuus xonecrepon (TC) < 6,5 mmol/l (251 mg/dl). Bcuuky naiueHT ca MMajIi NoHe 3 OT NPe/IBApPUTETHO
nepUHUpaHUTE PUCKOBH (AKTOPH 3a Pa3BUTHE HA ChPAEYHO-CHA0BO 3a00IBAHE: MO MBKKH, Bb3pacT > 55
roJIMHHU, TIOTIOHOMYIIIEeHe, AMabeT, aHaMHe3a 3a KopoHapHa bonect Ha cbhpuero (CHD), croTBeTcTBalNA Ha
mbpBa creneH, cboTHoweHnue Ha TC/HDL-C > 6, nepudepHo cbaoBo 3abonsBaHe, J€BOKaMEpHa
XUnepTpous, NpeauecTsall MO3b4YHO-ChI0B HHILIMIEHT, crierMdryHa aHomanus BbpXy EKI,
pOTEeUHypHs/anOyMuHypusi. He BCHUKH BKJIHOUEHH MALIMEHTH ca OWJIM OLIEHEHH KAaTO TaKHWBa C BUCOK PHCK OT

pPa3BUTHE HA MbPBH CbPAEYHO-CbhA0B HHIIHUIECHT.
[TaumeHnTUTe ca GMIM NOANIOKEHH HA AHTUXMITEPTEH3WBHA Tepanus (MJIM C aMJIOIMITHH Wik ¢ O0a3upaHa Ha

aTE€HOJIOJ CXeMa) M WM Ha atopBacTaTiH 10 mg aueBHO (n=5 168) wiu Ha rutauebo (n=5 137).

EdexTbT OT aTOpBacTaTHH BbPXY MOHWKEHHETO Ha a0COIFOTHUSA U OTHOCHTEJIEH PHCK € KaKTO C/le/1Ba:

S —_— —

Ilonmkenne HA  p-

Huauungenr Ilonnxkenne Ha ‘bpoii Ha
OTHOCHTE/THHS HHIHJAEHTHTE ‘abcooTHHS CTOHHOCT
pHCK (aTopBacTaTHH puck’ (%)
(%) cnpsimo niiane6o)
®aranna CHD moc 36% 100 cnpamo 154 1,1% 0,0005
Hedaraien Ml
O6110 CbPAEYHO-CH/IOBH 20% 389 cnpsmo 483 1,9% 0,0008
MHLMICHTH U |
peBacKyJiap13alMOHHH | |
NpoLeaypH | |
O61110 KOPOHAPHM MHLMIACHTH | 29% 178 copamo 247 1,4%

' Bb3 OCHOBa Ha pa3/iMKarta B He0OpaboTEeHUTE YECTOTH HA MHLMEHTHTE, HAabMoAaBaH
Npoc/ieAsBaHe C Me/MaHa 3,3 roJiMHH.
CHD = xoponapha 6osiect Ha cbpueto; MI = MuokapaeH HHpapKT

ObuiaTa CMBPTHOCT M ChPAEYHO-CH/I0BATA CMBPTHOCT HE ca OWIM 3HAYUMO MMOHKKE
HHuuaeHTa, p=0,17 u 74 cnpsimo 82 uHumaeHta, p=0,51). [Ipu noarpynoBure aHaau3s



fa Ob/ie YCTAHOBEH [P XKEHUTE, BEPOATHO MOPaad HUCKOTO HUBO Ha MHLIMECHTH B MOArPYynaTa Ha )KCHHUTE.
O6uiaTta ¥ CbpPAEYHO-CH0BA CMBPTHOCT Ca OMJIM UMCIIEHO 10-BMCOKHM mpH sxenute (38 cripamo 30 u 17
crpsAaMo 12), HO He ca OWIM CTaTHCTHYECKH 3HAaYMMH. MMallo e 3HaYMMO JIEKapCTBEHO B3aUMOJIEMCTBHE OT
CTpaHa Ha M3XO[HATa AHTUXMIIEPTEH3HBHA Tepanus. [IbpBrUuHaTa KkpaitHa Touka ((daTaiHa kopoHapHa bosect
Ha cppuero (CHD) mutoc Hedaranen muokapaeH uHdapkr (MI)) e Ouna 3Ha4MMO NMOHWKEHA OT aTOPBACTATHH
[pH MALMEHTHTE, JIEKYBAHH ¢ amyioaunuH (koeduumenT Ha pucka (hazard ratio, HR) 0,47 (0,32-0,69);
p=0,00008), HO He W Npu Te3u, IeKyBaHH ¢ aTeHo 10 (koeduument Ha pucka (hazard ratio, HR) 0,83 (0,59-
1,17); p=0,287).

EdexTbT Ha atopBacTaTiH BbpXY aTaiHuTe U HeaTaTHH ChPACYHO-CHA0BH 3a00/19BaHHs € O1 CHILO
OLICHEH B PaHIOMM3HUPAHO, ABOMHOCIANO, MYJITHLIEHTPOBO, IJ1aLe00-KOHTPOJIHMPAHO MPOYYBAHE —
Collaborative Atorvastatin Diabetes Study (CARDS) npu nauxenTs ¢ THnN 2 3axapeH AuabeT, Ha Bb3pacT OT
40 no 75 roauuu, 6€3 aHaMHe3a 3a MPeUIECTBALO ChbPACYHO-ChI0BO 3a00/IABaHE U ChC CTOWHOCTH HA
LDL-C < 4,14 mmol/l (160 mg/dl) u na tpuriuuepuaure (TG) < 6,78 mmol/l (600 mg/dl). Bcuuku nauneHTy
ca UMaJIi TIOHE €/IMH OT CIEAHUTE PUCKOBH (PAKTOPH: XUIEPTOHHS, TIOTIOHOMYIIEHE, PETHHOIATHS,
MHUKPOAJIOYMUHYPHS WK MAKPOATIOYMUHYPHSI.

[TaupentuTe OMM ekyBanu ¢ aropsactatud 10 mg auesHo (n=1 428) wiu mnauedo (n=1 410) npe3 nepron
Ha MpocJieaAsHe ¢ MearaHa 3,9 roaguHH.

ECbEKTbT OT ATOPBACTATHH BBHPXY INOHHUKCHHETO HA aOCONOTHUA U OTHOCHTEJIEH PHUCK € KaKTO CJI€/1Ba:

HUunuaenT Tlouwxenne Ha  p-

ITonmxeHnne HA inm‘i HA
OTHOCHTE/IHMS |HHIHICHTHTE ‘abcooTHHSA CTOHHOCT
puck (%) (atopBactatun  puck' (%)
cnpsiMo miianedo)
['onemu cbpaeYHO-CHAOBH HHLIMACHTH 37% 83 cripsimo 127 3,2% 0,0010
(dbatanien u HedaTanen AMI, Tux M,
cMbpT nopaau octpa CHD, necrabunna
anruna nekropuc, CABG, PTCA,
peBacKyaiu3ais, HHCYJIT)
MI (daranen u HedaTtanen AMI, tux MI) 42% 38 cnipsimo 64 1,9% 0,0070
MUucyaT (daraneH u HedarTasieH) 48% 21 cnpsmo 39 1,3% 0,0163

' Bb3 0CHOBa Ha pa3jMKaTa B HeoOpabOTEeHHTE YECTOTH HA MHIMAEHTHTE, HAOII0aBaHu Npe3 MEPHO/I Ha
npocjieAsBaHe ¢ MeauaHa 3,9 roguHu.

AMI = ocTep MHOKapaeH uHpapkT; CABG = npucaxkaaHe Ha kopoHapeH aprepuasien baitnac; CHD =
KOpoHapHa bosiect Ha cvpuero; MI = muokapaen undapkr; PTCA = nepkyranHa TpaHC/yMHMHAIHA
KOpPOHAapHA aHTMOIUIACTHKA.

Hsima nannM 3a pa3iuka B jieueOHUs eeKkT B 3aBUCHMOCT OT 11013, Bb3pacTTa WK U3XOJHUTE HMBA Ha
LDL-C. HaGmonasana e GraronpusTHa TEHIEHLMS 110 OTHOLIEHHE HA YECTOTaTa Ha CMBPTHHTE Ciiy4au (82

CMBPTHH ClIyyas npu 1uianebo rpynara crnipsmo 61 B rpynara Ha atopBactatul, p=0,0592).

PEeKypEHTEH HHCYJIT

aropeactatuH 80 mg nHEeBHO WM 1U1auebo BbpXY HHCY/TA € oleHsABaH npu 4 731 nauue
[MPEKUBEJIM HHCYIT WU NpexoaeH ucxemuueH npuctsoil (TIA) B paMkuTe Ha NpeaXoaH
ca HIMaJIi aHamHe3a 3a kopoHapHa 0osiect Ha cupuero (CHD). [MauuenTture ca Ounm
ot 21 10 92 roamuu (cpeaHa Bb3pact 63 roAMHK) ¥ ca UMaJIM CpeIHa CTOMHOCT Ha U3
ot 133 mg/dl (3,4 mmol/l). Cpeanara croiiHoct Ha LDL-C e 6una 73 mg/dl (1,9 mmo
neyeHueTo ¢ atopsactatud M 129 mg/dl (3,3 mmol/l) no Bpeme Ha neueHHETO ¢ UIaLe
nepvo/ia Ha npocieasaBase e ouna 4,9 roauuu.



AtopsacrtarvH 80 mg € NOHWKKI PHCKA OT MEPBUUHATA KpaiiHa Touxa Ha daraseH WM HedaraleH HHCYIIT ¢
15% (voeuument Ha pucka (HR) 0,85; nosepurenen unrepsan (CI) 95%, 0,72-1,00; p=0,05 wiu 0,84;
noeepurenen uarepean (CI) 95%, 0,71-0,99; p=0,03 cnen xopurupaHe 3a H3XOAHHTE (PAKTOPH), B CPABHEHHE
¢ nnauedo. CMBPTHOCTTA TIOPAAH KAKBATO M ja nipuurHa € 61na 9,1% (216/2 365) 3a aTopBacTaTyH CIpPAMO
8,9% (211/2 366) 3a mauebo.

IIpy1 nocT-xoK aHanuza,atopeactaTid 80 mg e MOHWKNI Y€CTOTAaTa HA Bb3HUKBAHE HA UCXEMUYCH HHCYIIT
(218/2 365, 9,2% cnpsmo 274/2 366, 11,6%, p=0,01) u ¢ mOBUILIKI 4eCTOTATA HA BE3HHKBAHE H2 XEMOparuicH
uHeynT (55/2 365, 2,3% cnpamo 33/2 366, 1,4%, p=0,02), B cpaBHeHHe ¢ rutaiebo.

* PUCKBT OT XeMOparudeH HHCYIT € OWI MOBHLUEH NMPH NALMEHTUTE, KOMTO ca BKJIIOYSHH B IIPOYYBAHETO C
MpeaLIecTBall XxemoparuieH HHCyAT (7/45 3a atopsacratuH crpamo 2/48 3a miareto; KoepHIMEHT Ha pHCKa
(HR) 4,06; moseputesien unrepsai (CI) 95%, 0,84-19,57) u pHCKBT 33 HCXEMHYEH HHCYJIT € OWIT oaobeH
mexay rpynute (3/45 3a aropBactaTiH cripamo 2/48 3a nnanebo; koepunuent Ha pucka (HR) 1,64;
aoseputeneHd uurepean (CI) 95%, 0,27-9,82).

* PUCKBT OT XeMOparuueH UHCYNT € OWT IOBMIIEH IPH MAIIMEHTHTE, KOUTO ca BKJIFOYCHH B ITPOYUBAHETO C
npenirecTsain JakyHapeH HHgapkr (20/708 3a aropsacrarun cupsamo 4/701 3a rwianebo; KOSQUUMEHT Ha
pucka (HR) 4,99, nosepurtenen unrepsain (CI) 95%, 1,71-14,61), HO pHCKDT OT HCXEMHAYECH MHCYIIT € Oun
CBILO HaMalleH NpH Te3u naieHTH (79/708 3a aropeacratuu cnpamo 102/701 3a mnauedo; KOeQUIMEHT Ha
pucka (HR) 0,76; nosepurenen untepsain (CI) 95%, 0,57-1,02). Bp3aMOXKHO ¢ KpaHHHAT PUCK OT HHCYJIT Ja Ce

MOBHLIABA NIPH MALMEHTH C NPEALIECTRAll] JIJAKYHApeH HHApKT, KOUTO NOJy4apaT ATOPBACTATUH B 1033
80 mg/neH.

CMBPTHOCTTA MTOpaj{ KAKBaTo M /1a € NPUUKHA ¢ 6una 15,6% (7/45) 3a atopsacTaTue cripamo 10,4% (5/48) B
NOArpyNaTa Ha MALHEHTHTE C NpeAIIECTBalll XeMopara4yeH HHCYIT. CMBPTHOCTTA MOPAAH KAKBATO U 14 €
npuurHa e 6una 10,9% (77/708) 3a atopracratun cnpsamo 9,1% (64/701) 3a nnanebo B NOATpynara Ha
MAUMEHTUTE ¢ TIPeailecTBall JJaKyHapeH HH(PapKT.

IleguaTpuyna nomyaius

Xemepozucomna hamuna xunepxoiecmepoiemusi npu ReOUQMPULHY NayueHmy Ha evspacm 6-17 2o0unu
[TporeneHo ¢ 8-cegMUUBEO, OTRBOPEHO NPOYUBAHE 3a OLEHABAHE HA PapMaKOKUHETHKATA,
dhapMakoIMHAMHKATa, 6€30NACHOCTTA U IOHOCHMOCTTA Ha aTOPBACTATHH TPU JIeld H FOHOLUH ¢ T€HETHYHO
TIOTBBPACHA XETCPO3IUTOTHA PAMMITHA XMIIEPXOIeCcTEPOIeMHs H n3Xo HH Huea Ha LDL-C > 4 mmol/l.
Brmouenu ca o6io 39 aena v 1oHOIM Ha BB3pacT oT 6 1o 17 rogunn. [pyna A ¢ skitousana 15 aeua Ha
BB3pacT oT 6 10 12 roguuw, B cragmii 1 nmo Tanner. I'pyna b e sxmousania 24 nena Ha sb3pacT ot 10 go 17
rOJWHH, B cTaaAu#d 110 Tanner > 2,

HauanHaTa 1032 Ha aTOpBACTATHH € Ouila 5 mg AHeBHO noj opmara Ha TabieTKa 3a AbBYEHE NPH rpyna A H
10 mg aneBHO nmox dhopmata Ha TabneTka mpu rpyna b. Pazpemero e Ouo yasosiBaHe Ha J03aTa Ha
aTOPBACTATHH, aKO YYAaCTHHUKET He € Ot mocTurHan npuueasoto ueo 3a LDL-C ot < 3,35 mmol/l B ceamuua
4 u axo aTopBacTaTHH ¢ Oun nobpe NoHacaH.

Cpennure crotinoctu 3a LDL-C, o6us xonecrepon (TC), VLDL-C v anoaunonporevs B ca ce noHMAKHIH B
ceaAMULE 2 TIPA BCHYKH YYacTHHIIW. [IpH y4acTHHLMTE, YMHTO 1034 ca OUITH YABOCHH, JONTBIHATCITHH
IOHKIKEHHA ca HabMlogasaHH OHIC B CCAMHLIA 2, IIPH ITbPBOTO OLICHSBAHE ciej NOBHUILIABAHETO HA A03aTA.
CpenHUTE MPOLEHTHH NTOHIKECHHS B MapaMETPMTE Ha JIMNMAKHTE ca OUnu noaoOHH NPH JIBE€TE IPYIIH,

B ceamuna 8, cpennaTa rpolieHTHA NMpoMsHa crnpsamo u3xoaHuTe HuBa Ha LDL-C u TC e
npubnusuTento 40% u 30%, B paMKHTe Ha AMaa3oHa Ha €KCIIO3WLIMMTE.

BbB BTOpO OTBOPEHO NMpOy4BaHe, ¢ €AHO paMo, 271 MOMHYETa M MOMYETA C XETEPO3H
XHIIEPXO/IECTEPOIEeMHS Ha Bb3pacT 6-15 roanHu ca OWIM JIeKyBaHH ¢ aTOPBACTATHH 3
3a BKJIFOYBAHE B POYUBaHETO ca OHIIM HeOOXOAMMH MMOTBbPAEHA XETEPO3HIOTHA (aM
XHNepxosecTeposieMis W v3xoaHa croitHoeT Ha LDL-C > 4 mmol / L (npubansurenHo



[IpoyuBanero sBkiarouBa 139 geua B mupeM cTaauit o Tanner (0OMKkHOBEHO Ha BB3pacT oT 6 1o 10 rogunu).
Jlo3aTta Ha aTOpBacTaTHH (BeIHBXK JHEBHO) € OHia 5 mg (TabieTKH 3a AbBYEHE) FIPY Je1a Ha BB3pacT rox 10
roguad. Jlena Ha sp3pact 10 u noBede roIMHM ca 3aNoYHaIH JieyeHue ¢ 10 mg aTopsacTaTHH (BEAHDBK
AHEBHO). BCHUYKH Aelia ca MOTJIH [a [oJIy4aT THTPHpaHe 0 IO-BHCOKH A03H, 34 Ja NOCTHIHAT IIPULIC/IHH
croitncTy Ha LDL-C ot <3,35 mmol / L.. Cpennara no3a, afanTupaHa CpsaMo TErJIOTO 32 ACUA Ha Bb3PacT OT
6 no 9 rogunu e 6una 19,6 mg, a 3a neua #Ha Be3pact 10 1 noseye roguHu e 6una 23,9 mg.

Cpeanara (+/- SD) uzxonna croitgoct Ha LDL-C e 6una 6,12 (1,26) mmol / L, koeto € npubinsurenHo 233
(48) mg / dL. Bwxre Tabnuua 3 no-aomny 3a OKOHYATEIIHH PEe3YIITaTH.

JlagHuTE CHOTBETCTBAT HA JIHIICAa HA €(peKT BBPXY KOUTO H Ja € OT IapamMeTpuTe Ha pacTexa H pa3sBHTUETO
(T.€. BUCOUMHA, Terno, BMI, cranuit no Tanep, oucHka Ha W3cieaoBaTeNs BEPXY UAJIOCTHOTO Ch3PABAHE U
Pa3BHTHE) NPH NeJAATPHYHH NALMEHTH M IOHOLIH C XETCPO3HTOTHA (PaMIITHA XHITEPXOECTEPOICMHH,
[MOJTy9aBallly JICHeHHEe ¢ aTOPBACTATHH 110 BpEME Ha 3 rOJMIIHOTO rpoyuBaHe. Bh3 OCHOBa Ha ClLICHKATa Ha
M3CJIEOBATENA HE € OTUETEH eeKT N0 OTHOLIEHHE Ha BUCOUHHA, Terno, BMI no Bb3pact Wi no non npu
[oceleHHUE.

[Ta6anua 3. Tonwkasalny unuauTe eheKTH HA ATOPBACTATHH MPH IOHOMH MOMUETA H MOMKUETA C
XETEPO3UroTHA (haMHTHa XunepxoecteposeMus (mmol / L)

Bpemesa N TC (S.D.) LDL-C (S.D.) |HDL-C(S.D.) TG (S.D.) |ApoB(S.D.#
TOYKA | — —

Hixonno 271 7.86(1.30) 6.12(1.26) 1.314{0.2663) 0.93(0.47) |1.42(0.28)**
HUBO _ .

Meceir 206 4.95(0.77)  13.25(0.67 1.327(0.279 0.79(0.38) [0.90(0.17)

30 * ) 6) * *

Meceu 36/ET|240  |5.12(0.86)  13.45(0.81) 1.308(0.2739) |0.7s(0.41) l0.93(0.20)***

TC = 0611 xonecrepon; LDL-C = xonecrepon-munonporensy ¢ Hucka mabTHOCT ; HDL-C =
xonectepon-C THIIOMPOTEHHH ¢ BUCOKA TLTETHOCT; TG = Tpurimuuepuan; Apo B = anonunonporerH B;
,Mecer 36 / ET prutiouBa nociieiHa B3UTa Ha TMIIATA, KOUTO ¢a UATTE3/IH OT MPOYYBAHETO NPEAX
[LTaHWpaHaTa KpaiHa TOYKa Ha 36-51 MEcell, KAKTO M ITbJIHK 36-MECeYHH JaHHH 3a JIHLATa, 3aBbPLIKIH
36-meceunoTo yuactue; “*” = Meceus 30 N 3a tozu napamersp e Oun 207; “**” = Msxonnuat N 3a To34
napameTsp e 6wt 270; “***” = mecen; 36 / ET N 3a To3u napamersp e 6un 243; ,,#° =G/ L 3a Apo B.

Xemepozucomna havuana xunepxoaecmeporemus APpU neOuampuytu nayuexmy na ev3pacm {0-17 2oounu

B aBoitHOCHAMO0, M1anedo-KOHTPOIMPAHO POYYBaHE, MOCIEIBAHO OT OTKpUTa (hasa, 187 MomueTa H
MOMHUYETA ¢ MECEUEH LMK, Ha Bb3pacT oT 10 go 17 rogunu (cpeaHa Bw3pact 14,1 roasu), ¢ XeTepo3uroTHa
pamunna xunepxosiecrepoiemus (FH) unu Texka xunepxoiecTeposieMus ca paHAOMHU3HPAHH [1a 1oay4yasar
aropsactatvH (n=140) niau mtauedo (n=47) 3a 26 ceqMHLUK ¥ CJIS]T TOBA BCHYKHM Ca MOJy4aBalid aTOpBaCTaTHH
3a niepuo ot 26 ceamuun. Jlozata Ha aropBacTaTuH (BeAHBK AHEBHO) € Ouna 10 mg npe3 mepBUTE 4 CCAMUIIU
1 e Ouna nosuiena g0 20 mg, korato HHBoTO Ha LDL-C e 6mio > 3,36 mmol/l. AropBacTaTHH 3HAYHMO €
MOHMXUIT TITA3MEHUTE HIBA HA 00mMsa xonecreposn, LDL-C, TpuraunepuanTe u anondnonporert B no Bpeme
Ha 26-ceamMu4HaTa ABoiHOCHana dasza. Cpeano nocturnarara croiHocT #a LDL-C e 6una 3,38 mmol/l
(amanazon: 1,81-6,26 mmol/l) B rpynara Ha aropsactaThH ¥ 5,91 mmol/l (aquanason: 3,93-9,96 mmol/l) 8
rpynara Ha mirauedo no BpeMme Ha 26-ceagMHAYHaTA JIBOMHOCANA (a3a.

EaHO ZONMBAHWTENHO MEAMAaTPUYHO ITPOYYBAHE HA ATOPBACTATHH CMPSAMO KOJIECTHIO TP
XHTIEpXOJiecTeponeMus, Ha Bs3pact 10 - 18 roaunH, e mokaszaiio, ye aTopBacTaTuH (n=2
3HaYAMO MoHmkenue Ha LDL-C 8 ceaqmuua 26 (p < 0,05), B cpaBHEHHE ¢ KOJNECTHITON (

[IpoyuBane ¢ MUITOCHPAHA LICT [IPH MALIMEHTH ¢ TEHKKA XUIIEPXOJecTepOIeMHs ( BKIIIOY
XUNEPXOJIECTEPONICMHSA ) € BKITIOURAI0 46 NeUATPHYHU NALMEHTH, JICKYBAHU C ATOPBRACTH



CBOTBETCTBHE C OTIoBOpa (HAKOH YYacTHHIIM ¢a noiaydasand 80 mg atopeacrarud Ha aeH). [Ipoyusauero ¢
NPOALDKUNIO 3 roguHu. LDL-xonectepontT e 6un noxmsket ¢ 36%.

JibarocpoyHara epKkacHOCT Ha TEpaNHATa C AaTOPBACTATHH B TIEPHOAA Ha ACTCTBOTO, C LIEJT HAMANSBAHE HA
3aD01€BaEMOCTTa H CMBPTHOCTTA B [IEPHO/IA HA 3pANOCT He € Ouia AokazaHa.

EsporielickaTa areHLIHs 10 JIeKapCTBaTa OCBOOOXKAABA OT 3aAb/DKEHHETO 32 NPEAOCTaBIHE Ha PE3yITATUTE OT
MPOYUYBAHHATA C AaTOPBACTATHH IIpu Aeua oT 0 1o 1o 6-roguiiHa Bb3pacT MTPH JSUCHHE HA XETCPO3UTIOTHA
XMIEPXO/IecTepoIeMHs H NPy Aeua ot 0 10 noa 18-roAriHa BE3pacT NPH JeYeHHEe Ha XOMO3UIOTHA QaMuiHa
XHIEPXoecTepoIeMus, KOMOHHMpaHa (CMECEHA) XHIIEPXOIeCTEPOIeMHs, ITbPBHYHA XHUITEPXOJICCTEPOIEMHUS U
MPH APOQUNAKTHKA HA ChPACUHO-CLAOBH HHIHAEHTH (BX. Touka 4.2 33 uH¢opMaIs OTHOCHO yoTpedba B
MeAMATPHATA).

5.2 dapMakOKHHETHYHH CBOHCTBA

Abcopbuma

ATopeacTtaTHH ce ab¢copOupa Obp30 cnes nepopaneH NpUeM; MaKCHMAITHA TUIa3MEHA KOHUEHTpAUHs (Cmax) €
aocrtura caen 1 go 2 gaca. Crenenra Ha abcopbuus ce yBe/H4Yapa MpONOPLHOHATHO HA 103aTa Ha
atopBacTaTuH. CiieJ nepopasieH npueM, aTopBacTaTHH PUIMHpaHH TabneTku UMat ot 95% a0 99%
OMOHATM4HOCT, B CPABHEHHME € PA3TBOpPA 32 MEPOPATHO MPWIoKeHHe. AGcomoTHAaTa OHOHANIMYHOCT Ha
aTopBacTATHH € Npubauzuresino 12%, a CUCTEMHATA HAIMYHOCT Ha WHXuOUTOpHATa akTUBHOCT HAa HMG-CoA
peaykrasa e mpubnusurento 30%. Huckara cucTeMHa HANMHYHOCT Ce NPUITHCBA HA NIPE/I-CUCTEMHHMA KIIHPBHC
B CTOMALIHO-YPEBHATA MyKO3a M/WJIH Ha META00IM3MA TIPH ITHPBO [TPEMHHABAHE B HEPHHUS JpoD.

PaznipenencHue
Cpeanusat obeM Ha paznpeaelieHUE Ha aTopBacTaTyd € mpHOau3uTesHo 381 1. ATopBacTaTHH ce CBBP3Ba
> 98% ¢ 1a3MEeHNTE MPOTCHHH.

buoTtpancdopMatims

ATtopBacTarvi ce Metabonu3npa ot nuToxpom P450 3A4 no opTo- M mapaxyapOCHIMPaHH MPOU3BOIHHU H
pa3IMYHU NPOAYyKTH Ha OeTa-okucnenrero. OcBeH Mo APYre ITHTHILA, TE3U IPOIYKTH C€ METaDOIU3UpaT
AOMBJIIHUTENHO Ype3 CIIOKYpPOHHAaLHA. In vitro unxuOupaHeto Ha HMG-CoA peaykrasara OT opTo- 4
NapaxuAPOKCHIHPAHHTE METAOOIHTH € €KBHBAJIEHTHO HA TOBA Ha aTopBacTaTtHH. [Tpubnusurenno 70% ot
IWpKynupalara HHXubHropHa akTHBHOCT HAa HMG-CoA peaykrasa ce IpUIMCBa Ha aKTHBHUTE MCTAOOSHTH,

EnvMunupane

ATOpBAaCTATHH C€ CIMMHHHPA [TIABHO Ype3 AKITbUKATA, CJIe] XeNaTaleH H/WIM eKCTpaxenaraieH MeTaboIu3bM.
AtopsacTtaruH, 0baue, U3reKIa He NO/UIEKH Ha 3HAYMMA €HTEPOXENATAIHA IOBTOPHA LIMPKYJ1aLIHA.
CpeaHHAT MONYKHBOT HA €IUMHHHPAHE OT IL1A3MATA HA aTOPBACTATHH MpH Xopa ¢ npudiusuteano 14 gaca.
[TomyxuBoTHT Ha MHXHOUTOpHATA akTHBHOCT Ha HMG-CoA peaykrasa e npubmusutento 20 go 30 yaca,
ABJDKAIL] C€ Ha [IPUHOCA HA AKTUBHHATE METabOIIUTH.

ATOpBACTATHH € CYOCTpaT Ha YepHOAPOOHUTE TPAHCIIOPTEPH M HA MOTUNIENTHAHMTE, TPAHCTIOPTUPALLH
opranHyHH aHuonH 1B1 (OATPI1BI1) u 1B3 (OATP1B3). MeTaGoa4THTE Ha aTOPBACTATHH ca CyOCTpaTH Ha
OATPI1BI. YcTaHOBEHO € CHLIO TaKd, Ue aTOPRACTATHH € CyOCTpaT Ha euIyKCHHTE TpaHCIOPTEPH Ha P-
rmUKonpoTeuH (P-gp) U Ha npoTerHa Ha pe3ucTEeHTHOCT Ha paka Ha repaara (BCRP), kouto Moxe na
OrpaHUuaT YpeBHATa aOCOpPOLMA M HKITBYHUS KIHPLHC Ha aTOPBACTATHH.

Coennans NOnyJIAIHH
lTayuenmu 6 cmapuecka ev3pacm: [1na3MeHUTEe KOHLIEHTPALMH HA aTOPBACTATHH M HETOBHTE AKTHBHY

METa0OJIUTH ca NO-BHCOKH TIPH 3APAaBM MHAWBH/IH B HaNpeaHAaNa Bbh3PacT, OTKOJIKOTO pu Y a7 wmﬁ
AOKATO e()eKTHT BbPXY JIMIIMAMTE ¢ rnofodeH Ha To3d, HabogaBaH B IpyNy OT MO-MiIaaH/Ha u

X

lleduampuuna nonyrayus: B otBopeHo, 8-ceMULHO npoyuBaHe, NEAKATPUUHH f1aliue \g B1
roguuu) B ctagui 1 no Tanner (n=15) 1 B cTaguii no Tanner > 2 (n=24), ¢ XeTepo3Uro \ Ziatiing

x#nepxoJjecreponeMus 1 u3xoanu Huea Ha LDL-C > 4 mmol/l, ca 6uian chOTBETHO Jie B@;l (B 10 jﬁ%t
aTOpBacTaTHH NOJ popmara Ha TadAETKA 3a AbBYeHe, WK 10 mg wiu 20 mg aropBacTaTK F0) bopmard K& /-
Ny "7
-

i
gt 20




¢uimMupana TabsieTka, NpWIaraHy BeAHEXK AHEBHO. TeIeCHOTO TEro € OUI0 eJUHCTBCHCTBEHUAT 3HAYHM
KOBAPHAHT BHB (PapMaKOKHHETHYHHUS MOJEN Ha JIEKYBaHATa C ATOPBACTATUH NomynaLHa. Bugumusat opanen
KJIAPBHC Ha aTOPBACTATHH IPH MEJAHATPHYHHTE YYaCTHULIM H3INIexaa e Oun nofao0eH Ha TO3M MpH
Bb3PACTHUTE, KOTATO € OMJT ANOMETPHYHO HIHHCIICH CIIPAMO TeecHoTO Terno. Habmonasanu ca yCTOHYHBH
noHwkenns LDL-C u obuwusa xonecrepon (TC), B paMKHTe Ha AWAMA30HA HA EKCIO3HIIHUTE KbM
aTOPBACTATHH H O-XU/APOKCHATOPBACTATHH.

{for: KOHLEHTpAaLMHUTE Ha aTOPBACTATHH M HETOBHTE aKTHBHW METAa0OIUTH IIPH JKEHHTE CC Pa3IMYaBaT o1
TE3U NpHU MbxeTe (aeHu: npudbnusuTento 20% no-srcoka cToMHOCT 38 Ciax ¥ NpubausutenHo 10% no-nucka
cTorHOCT 3a AUC). Teau paznuky HAMAT KIIHHUYHO 3HAYEHHE U HEe BOAAT A0 KJIMHHYHO 3HAYHMH Pa3JIHKH B
edeKTa BbPXY JUMUANTE IPH MBKE U KEHH.

bvbpeuno yspescoane: brOpeunnre 3a00/19BaHUA HE MOBJIMABAT JIa3MEHHMTE KOHLIEHTPALHH WIH €eKTa
BbPXY JIMIIUAHTE HA aTOPBACTATHH U HEFOBHUTE AKTMBHH META0OIMTH.

Yeprodpobuo yepescoarne: IInazmMenure KOHLIEHTPALMH HA ATOPBACTATHH W HETOBHTE aKTUBHH METaDOTUTH ca
NOAYEPTAHO YReAM4YeHH (Tprubau3uTenHo 16-kpaTHo B KpUBaTa Ha Cnax U Npubau3HTEenHO 11-kpaTHO B
kpuBata Ha AUC) npu nalideHTs ¢ XpOHHYHO AIKOXO/IHO YepHoApoOHo 3abomseane (Childs-Pugh B).

SLOC1B1 nornumopghuzem: YepHoapoObuoTo noeMade Ha Bcuuku uuxubutops Ha HMG-CoA penykrasa, B
TOBA YUCJIO aTOPBACTATHH, BKJIIOYBA y4acTHeTo Ha TpaHcnoprepa CATP1B1. ITpu maunentu ¢ SLOCIBI
NOJTHMOP(PH3IBM, CBIIECTBYBA PHCK OT NOBHIIIEHA €KCIIO3UIIMA HA aTOPBACTATHH, KOSTO MOXKE Jla IOBeJIE 10
NOBHULIEH PUCK OT pabaomuonusa (Bxk. Touka 4.4). IlonumopdusMbT B reHa, koaudpaw, OATP1IB1 (SLCOIBI
¢.521CC) e cBBp3aH ¢ 2,4-kparHo no-eHcoka excrnoznuya (AUC) Ha aTopBacTaTdH, OTKOJIKOTO TIPH
HHAUBHUTE 6e3 To3u reHotuneH sapHaHT (¢.521TT). [eHeTHUHO yBPEAESHOTO YEPHOAPOOHO NIOEMAHE Ha
aTOPBACTATHH € CBLIO BE3MOXKHO MPH TE3H NMaUHeHTH. BE3MOXHHMTE MOCASACTBHUA 32 €PUKACHOCTTA Ca
HEU3BECTHHU.

5.3 IIpexkIMHHYHH JAHHH 34 6€30MACHOCT

ATopBacTaTiH ¢ 611 OTPHIATENEH 10 OTHOLISHHE HA MyTarcHEH M K1acToreHeH noreHuuan B oarepus o1 4 in
vitro M3cseaBaHus ¥ 1 in vivo ananu3s. YCTaHOBEHO €, Y€ aTOPBACTATHH HE € KAHLIEPOTreHCH IPU ILTBXOBE, HO
BHCOKH J03H NPH MHIIKH (NIpeaH3BUKBALLM 6-11-kpaTHO yBeNHYEHHE HA ILIOLUTA MO KpHBaTa 3a 24 yaca
(AUCQ-24h), nocTvraara npy xopa Ha Hali-BMCOKaTa TMpernopbuMTeHa A03a) ¢a JOBEJIM JO NMosgBara Ha
XENATOLCIY/aPHH aJICHOMHU IMPU MBXKUTE ¥ XCNATOLC/IYIaDHU KapLUHHOMH NPH KEHCKHUTE MUIIKH.

HMma naHHM OT eKCIiepHMEHTATHU MPOYUBaHUs NIPH XHUBOTHH, ue nuxubutopute Ha HMG-CoA peaykrasa
MOTraT Ja 3aCerHaT pa3BUTHETO HA eMOpuoHa i detryca. [lpy rrsxose, 3aif H KydeTa aTOPBAaCTaTHH HE €
oka3al eeKT BbpXy GepTHIMTETA U He e OWII TepaTorener, o0aye, MPH TOKCMYHY JO3M 33 MaHkarta, ¢ Oua
HabmroaBana ¢eTalHa TOKCUMHOCT ITPH TUThXOBE M 3aiI[H. Pa3BUTHETO Ha MOTOMCTBOTO MPH IUTHXOBE € OHITO
3a0aBeHo, a MOCTHATAJIHOTO NPEKUBABAHE — HAMANIEHO, MPH €KCIIO3NIMA HA MAMKUTE KbM BUCOKH JO3HM HA
aropsactaTHH. [Ipy mibxoBe HMa JaHHU 3a IPeMHHABAaHE rnpe3 IaueHTaTa. [IpH IrbXoBe MIIa3MCHHTE
KOHIECHTpPAIMH HAa aTOPBACTAaTHH ca Noao0HU Ha Te3H B MitakoTo. He e H3BeCTHO J1amy aTopBacTaTHH HIIH
HETOBHMTE MEeTAOOIUTH C€ EKCKPETHPAT B KbpMarTa.

6. ©®APMAIEBTHYHHU JAHHH

6.1 CnHCHK HA NIOMOIHHUTE BEMIECTBA

AOpo na mabaemrxama:

llenyno3a, MEKPOKpHCTAIHA

JlakTo3a MOHOXWIpAT

CHIIMUHEB JUOKCH], KonouaeH O6e3Bo/IcH
KpockapMmenosa varpui

Harpuer xuzporeHkapboHar

Hartpuer kapbouar, be3soneH




XHUAPOKCUNIPOMUILENYII03a
MarHe3Hee cTeapar
byTuinxuapokcHaHuzon
byTunxuapokcHTONYECH
Dunrmoso noxpumue:
Onaapait YS-1-7040 6san
XHOpoMenosa

Makporoa 8000

Turanos quokcua (E171)
Tank

6.2 HecbEMecTHEMOCTH

Henpunoxumo

6.3 Cpok Ha rognocr

36 Mecena

6.4 ChonenHaJHH yCJIOBMS HA ChXPAHECHHE
Ha ce cvxpanssa noa 25°C.

6.5 Buan cbaAbpKaHHE HA ONAKOBKATA

CryneHo ¢opMoBaH NaMiHKpan 6auctep (CTPYKTYpa: OpHeHTHpaH NOJIHaMHI/anryMEHKEBO Gonuo/PVC) ¢
MOJIOXKKA OT 3aKANEHO ATYMHHUEBO (JONHO, MOKPUTO ¢ TEPMO3AIENBAlL NaK OT BHTPELIHATA CTPaHA

Omnaxosku ot nio 10, 14, 20, 28, 30, 50, 56, 60, 84, 90, 98, 100 ¢unrmupaHH TabneTky
He BcekH BU/1 onakoBKka Moxke aa Obe mycHar B rpogaxoa.
6.6 Choenuaind npeana3Hu MEPKH NPH HIXBLPJIAHE H paboTa

Hama crienManHy H3UCKBaHUA.

1. IIPUTEXKATEI HA PASPEHIEHHETO 3A YIIOTPEBA

CODAPMA A/l
yi1. Mnuencko woce 16, 1220 Codus, brarapus

8. HOMEP(A) HA PAZPEIIEHHETO 3A YIIOTPEBA
Per. Ne 20120480

9. JTATA HA ITBbPBO PASPEIIABAHE/MMOAHOBABAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA i

26.09. 2012

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

Cenremepu 2023
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