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1. WME HA JEKAPCTBEHHS NNPOJAYKT given s i

COPTHC 10 mg ¢punMupanu TabneTku bM P92 ji&ﬁ /L/S /L/,Z////
SORTIS 10 mg film-coated tablets oHUE N
. BEIHO - HA, 3..?.7"?:1.'.135

COPTHUC 20 mg ¢punmupanu TabieTku
SORTIS 20 mg film-coated tablets

COPTHC 40 mg dpunmupanu TabneTku
SORTIS 40 mg film-coated tablets

2 KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcska punmupana tabnetka cbabpka 10 mg atopBacTaTiH (atorvastatin), KaTo aTOpBacTaTHH KaLIKi
TPUXHUApAT.
Besaka punmupana tabnetka cbabpxka 20 mg atopBacTaTuH (atorvastatin), KaTo aTOpBacTaTUH KaJiLiMH
TPUXHUAPAT.
Bcesika punMupana tabsietka cpabpka 40 mg atopBactaTuH (atorvastatin), KaTo aTOpBacTaTHH KaJLUi
TPUXHUpaT.

[lomowHoO(HM) BewecTBO(a) C U3BECTHO JIEHCTBHE:

Beska COPTHUC 10 mg punamupana tabnetka cbabpxka 27,25 mg sakro3a MoHoxuapar 4 0,00004 mg

OEH30€Ha KUCeJIMHA.
Bceska COPTHUC 20 mg ¢punmupana tabnerka cbabpxa 54,50 mg nakro3a moHoxuapat 1 0,00008 mg

OeH30eHa KUCEJIMHA.
Bceska COPTHUC 40 mg punmupana tadnetka cpabpxka 109,00 mg nakro3za monoxuapart 4 0,00016 mg
OeH30eHa KMCeNUHa.

3a MbJIHKUA CNUCHK HA MOMOILLIHMTE BellleCcTBa BUKTE TOUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

dOuaMupaHa tabnerka.

benu, kpbrau, punmupanu Tabnetku 5,6 mm, ¢ rpaBupaH Haanuc "10" OoT eaHaTa cTpaHa U HaAMMKC

"ATV" or gpyrara.
benu, kpbrau, puamMupanu Tadsetky 7,1 mm, ¢ rpaBupaH Haanuc "20" ot egHaTa cTpaHa U HaAMMC

"ATV" ot apyrara.

benu, kpbriau, puaMupanu tadseTkd 9,5 mm, ¢ rpaBipaH Haanuc "40" OoT egHaTa cTpaHa U HaAIHC
"ATV" ot gpyrara.

4. KJIUHUYHU JAHHHU

4.1 TepaneBTHYHH NMOKA3AHHUA

XUNnepxoJecreponemMus

COPTHC e nokaszaH KaTo OOMBJHEHUE KbM JMETaTa 3a HaMalJisBaHe Ha NMOoBUlLUeHHUuTe 001l X0
LDL-xonecTepoJ, anoJMnonpoTeuH B U TpUrJiMuepuamn rnpu Bb3pacTHH, MOApACcTBaLLH H 1€
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FOJMILHA Bb3PACT C TBPBUYHA XHNEPXONECTEPONEMUSA, BKIIOUYHTENHO (PAMUIIHA XUNIEPXONECTEPOIEMUA
(XeTepo3UroTeH BapHaHT) nau KomMOuHKpaHa (cMeceHa) xunepaunuaemus (otropapsiia Ha tTun Ila u 1lb
OT knacugukauuara Ha Fredrickson), korato epexTbT HA AMETATA U APYTHTE HEDAPMAKOMIOTHYHH METOAH
€ HeAOCTATBhYUEH.

COPTHUC e noka3aH ChILIO H 3a MTOHMWXaBaHe Ha 00uiua xonectepon 1 LDL-C npu Bb3pacTHH €
XOMO3HIOTHA PaMUIHA XUNEPXONECTEPONEMUS KATO JOMBNHEHUE KBM APYIHTE METOIH 32 NOHHKABAHE
HUBOTO Ha MUNUAUTE (Hanpumep adepesa Ha LDL) unu B ciyyauTe, KOraTo T3 METOAH HE Ca HAJIHYHM,

[MpodunakTiKa Ha CbpACYHO-CHAOBO 3abondBane

[IpodunakTka Ha CbPACHYHO-CHAOBU CHOMTHS NPH BB3paCTHU NALKEHTH, APH KOMTO € OLIEHEH BUCOK
PUCK 3a IBbPBU CHPAEYHO-CHAOB HHUUACHT (BXK. TOYKA 5.1) KaTO JONBIHEHUE KbM KOPEKLUATA Ha APYTH
PHCKOBH ()aKTOPH.

4.2 Jo3npoBKa H HAYHH HA MPHJIOKEHHE

EGSH POBKa

[Tpenn aa nonyun COPTHUC naunenTsT Tpadsa aa O6bae nNocTaseH Ha ctanjapTHa NOHKKAaBalla
XoJnecTepona AueTa H TpabBa Aa NpoAb/DKU Aa CrMa3Ba Ta3u AMETA 10 BpeMe Ha neveHueTo cbe COPTHUC.

Jlo3aTta TpsabBa na 6bae HHAMBHAYANHU3UPAHA B 3aBUCUMOCT OT U3XOAHHUTE HIuBa Ha LDL-xonectepona,
UenTa Ha JIEYeHUETO U OTroBopa Ha MalMeHTa KbM NEYEHUETO.

O6uuaiiHaTa HavanHa no3a e 10 mg BeAHbX AHeBHO. Kopekuns Ha A03aTa ce W3BbPLIBA NPe3 HHTEPBAJIH
OT 4 uny noBeve ceamMuuy. MakcuMantata a03a € 80 mg BeAHbK AHEBHO.

Tvpeuuna xunepxonecmeponemus u xombusupana (cmecena) xuneprunuoemus

[ToreyeTo nauueHTH ce nosauasar ycnewHo ¢b¢ COPTHUC 10 mg BeaHbX AHEBHO. TepaneBTUYEH €DEKT
ce Habmojapa 10 ABE CEAMHIIM, & MAKCHMAaJIeH TEpaneBTHUYEH €PEKT C€ NOCTHra OOUKHOBEHO 32 4
ceaAMHLUN. EQekTbT ce noaabpxa nNpu NPOABLIHKHUTENHO NeHEHHeE.

Xemepozuzomra QamunHa xunepxoiecmeporemMus

Jleuenuero 3anousa cb¢ COPTHUC 10 mg anesHo. Jlo3uTe ce MHAWBUAYATH3UPAT U KOPUTHPAT Ha BCEKHU 4
ceaMuur 20 40 mg aHesHo. Crnen TOBa, HIH f03aTa MoOxXe ja Obae yBenuyeHa 10 MakcuMyM 80 mg
JHEBHO WY €€ npuiara xoMOMHaUUs OT CEKBECTPAHT HA XJIbMHUTE KUCENNHM U aTopBacTaTuH 40 mg
CAHOKPATHO AHEBHO.

XOMO3U20MmHQ (PamMulHa xunepxonrecmeporemun

Hanwr4ynau ca orpaHuyeH Opod naHHM (BX. Touka 5.1).

Jo3npoBKaTa Ha ATOPBACTATUH NPH MALKHEHTH C XOMO3MTIOTHA (PaMuiiHa xunepxoaecrepoieMus e or 10
oo 80 mg aHeBHO (BX. TOuYKa 5.1). ATopBacTtaTii TpAOBa fa 0bae M3Non3BaH KaTQ AOMTbAHEHHE KbM
APYTH NHAKACONOHMKABALLH TepaneBTHUHH cpeacTBa (Hanp. LDL-adepesa) npu Te3u nauueHTH UK NpH

HEBR3IMOXKHOCT 3a H3NOJI3BaHC HA TaKHBa CpCACTBa.

Hpoguraxmuxa na cvpoeuno-cv0060 3aborssare

[Ipu npoyuBaHHATa 3a MbpBUUHA NpodnnaxkTuka no3ara € 6una 10 mg aAHeBHo. Moxke aa ¢
no-BUCOKHK AO3H, 32 Ja c€ NoAabLpxaT HuBa Ha LDL- xonecrepona cnopej HacTORIIHTE
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Bvbpeuno yepeocoane
He ce Hanara npoMsHa Ha Ao03aTa (BX. To4Yka 4.4).

Yeprnoopobro yepexcoare

COPTHC TpsabBa na ce npuara ¢ NOBUILEHO BHUMAHHKE NPYU NAUMEHTH ¢ YEPHOAPOOHO yBpexaaHe (Bx.
ToukHd 4.4 1 5.2). COPTHC e npoTHBOMOKa3aH Mpu nalMeHTH ¢ aKTHBHO YepHoApoOHO 3abonsBaHe (BxK.
Touka 4.3).

EOHOBDEMEHHO RPUNOIICEHUE C OPY2U REKAPCMBERU NPOOYKMU
[Tpy mauneHTH, NpUeMaLlii aHTHBUPYCHUTE CPEACTBA 3a JicHeHHe Ha XenaTUuT C, KaTo

endbacBHP/rpa3onpeBUp HIIH NETEPMOBUP 3a NPOGHIAKTHKA HA LIHTOMEraOBUpYCHA HH(EKLINA,
CBLITBTCTBALLO C ATOPBACTATHH, 103aTa Ha aTOpBacTaTHH He TpabBa Aa npesuilaBa 20 mg/AeH (BXK. TOUKH

4.4 u 4.5).

YnorpebaTa Ha aTOPBACTATUH HE CE€ NPENOPHUBA NPH NALMEHTH, MPUEMALLH NETEPMOBUP €THOBPEMEHHO
¢ UHKAOCTOPHH (BX. TOUKH 4.4 U 4.5).

Cmapuecka gv3pacm

EdukacHocTTa 1 6€30MacHOCTTa NpH NauueHTH Haa 70 rognHu, NpHeMalli MpenopbHNTENHUTE A03H, Ca
CXOJIHH C Te3u NpH obluaTa nonynauua.

[leduampuyna nonyaayus

Xunepxosecmeponemust

Hpunaraﬁem Ha JCKAPCTBCHHUA MPOAYKT B [ICAHATPHUATA Tpﬂﬁﬂﬁ Ad CC H3BbPLUEA CaAMO OT CIACUHANHCT C
ONHT B JIEHECHHCTO HAa ACTCKA XHIICPJRIITHAEMHAA, KATO NAIIHCHTHTEC Tpﬂﬁﬂﬂ Aa Obaart MpeuUCHABaAHH
PEAOBHO MO OTHOLUCHUC HANPEABbKA Ha JIEHEHULETO.

[Tpn naupeHTH ¢ XeTepo3UroTHa aMunHa xunepxonecreposieMus Ha BbapacT 10 U noBeve roguHH
[penopbYMTENHATA CTAPTOBA A03a aropsactarvl € 10 mg aHeBHO (BX. Touka 5.1). [{o3ata moxe aa 6bae
yBendueHa 1o 80 mg AHEBHO, CNOpe OTMOBOpa M [MOHOCHMOCTTA. Jlo3uTe TpsOBa Aa 6bIaT onpeaeneHu
HHAUBHIYANHO CIIOpE] Nperopb4YBaHaTa Len Ha Tepanuara. Kopurupane Ha go3ure tpsabsa na ce npasu
Ha MHTEpPBAJIH OT 4 CEAMULUM HJH MOBeUe. THTPUPaAHETO Ha ao3arta A0 80 mg AHEBHO € MOAKPENEeHO ¢
JAHHK OT MIPOYYBAHE NMPH BBL3PACTHU U OrPaHKYEHU AAHHH OT KJIMHHYHY NMPOYUYBAHHUS NPH ALLA C
XEeTEPO3UroTHA PaMHIHA XUnepxonecrepoieMus (Bxk. Toukd 4.8 u 5.1).

HanuyHu ca orpaHuH4eHH JaHHHW OT OTKPUTH MPOYUBAHMA 10 OTHOLUEHUE HA OE30NacHOCTTA H
e(pUKacHOCTTA NPH Jela ¢ XeTepo3nroTHa paMURHA XHITEPXONeCTEPOIEMHS Ha Bb3pacT Mexay 6 u

10 ronuHn. ATOpBACTaTHH HE € NMOKa3aH 3a JedeHue Ha nayuenty noj 10-roquuiHa sp3pact. Haanyunre
KbM MOMEHTA AAHHH Ca OMUCAaHH B TOMKU 4.8, 5.1 v 5.2, HO HE MOXKE Aa CE€ HANpaBH MPENnopuKa 3a
AO3UpaHe.

ﬂpyl"H NEKAPCTBCHH cbapmu/xonuqecraa Ha aKTUBHOTO BCUICCTBO MOXC [1a €4 I[TO-NMNOoAX0AALLN 11
[TOMy naLur.




Hayuy Ha npUIoXeHHE

COPTHC ¢ npensazHa4eH 3a nepopantio npuaoxkeHve. Beaka aAHeBHA 4033 aTOPBACTATHH Ce 1aBa
HaBEeAHBX U MOXE Aa ObAe NpMeMaHa No BCAKO BpeMe HA J¢HA CbC UIH 0€3 XpaHa.

4.3 IIporuBonokaszaHusd

COPTHUC e npoTuBONOKa3aH ripH NaUKEHTH:

- ChC CBPbXUYBCTBUTENHOCT KbM aKTHBHOTO BELLIECTBO WIH KbM HAKOE OT NOMOUIHUTE BelLleCTBa,
u36poeHu B TOUKA 6.1

- C AaKTHBHO YepHOAPpOoOHO 3ab0naBaHe MM HEU3ACHEHO NMEPCUCTUPALLO NOBHLLIECHNE HA CEPYMHHTE
TpaHCAaMHHA3K, HAAXBBPAALLO 3 MbTH FOPHATA MPAaHHUA HA HOpMaTa

- N0 BpeMe Ha OPEMEHHOCT, KbPMEHE H NTPH JKEHH € JeTEPOIeH NOTEHLUHAN, HENPUIaraum
NOAXOAAWM MEPKHU 3a KOHTpaLenuus (Bx. Touka 4.6)
— NIEKYBaHH € aHTHBUPYCHUTE CPEACTBA 32 NleueHue Ha xenatut C raexanpeBup/nubpeHracsup.

4.4 ChenHalHH OpeaynpexAeHRs H NpeAna3HH MEPKH npH ynorpeba

YepHoapoOHO yBpexIaHe

TpsbBa na ce HanpassaT YepHOAPOOHHU GYHKUUOHANHY TECTOBE MpPEAU 3aN0UYBaHE HA JIEYEHHETO U
nepuoauyHO ciel Tosa. [Ipy nauueHTH, NpU KOKMTO c€ NOABAT OENE3N HIIHW CHMIATOMH, MPEATIOaarau
4yepHOAPOOHO YBpexaaHe, Te3n yepHoApobuH BYHKUHOHANHHU TECTOBE €A 3aAb/HKHTENHHU. []aliieHTH, NpH
KOMTO CE€ NOBULLAT HUBATA HA TpaHcaMHHa3uTe, TpAOBa Ja ObAAT KOHTPOJIHPAHH A0 H3UE3BaHE Ha
OTKNOHEHHETO (OTK/IOHEHUATa). AKO NMOBUILEHHUETO HA TPAHCAMUHAZUTE, HAAXBBPIALLO [TOBEYE OT TPH
NMbTH MOpPHAaTa rpaHHlla Ha HOpMATA, MNEPCUCTHPA, C€ NPENMOopbYBa HaMAJIABaHE Ha N03aTa UK
npeycranoeseaie Ha npHema Ha COPTHUC (Bx. Touka 4.8).

COPTHC TpsabBa na ce npunara npeanasiMBo Mpy MAUUEHTH, KOUTO KOHCYMHUPAT 3HAYHTENTHH
KONMHYECTBA aNKOXOJI H/MNYM UMAT aHaMHE3a 3a 4epHoApoOHO 3adonsasane.

[IpeaoTBpaTsBaHe HA HHCYJT Hpe3 arpeCUBHO HAMANABAHE HA HUBATA HA xonecTtepona ((Stroke Prevention

by Aggressive Reduction in Cholesterol Levels (SPARCL}))

Post-hoc aHanu3 Ha cyOTHnoBeTe HHCYNTH NpU nauueHTy He3 nexemuuna dosect na cvpueto (MbC),
KOHTO ca OHNH C HACKOPO NpeKapaH HHCYJT WK TPAH3HMTOPHA RCXeMHYHa aTaka (TIA), € nokasan no-
BHCOKA YECTOTA Ha XeMOpPArn4eH HHCYIT NPy NALUEHTUTE, 3aMoYHalu ¢ atopBacTaTiH 80 mg cnpsAaMo
nnanedo. [MoBumeH puck e orbessizan NpeAUMHO NPH MALHEHTHUTE ¢ MIPEAXOACH XEMOPAaruyeH HHCY T
WM NaKyHapeH HH)apKT NPH BKIIOUBAHE B NPOYUBAHETO. 32 NALUEHTUTE C NTPEAX0IeH XeMOparu4ex
MHCYJIT KN lakyHapeH HHapKT 6anaHChT MEXAY PUCKOBETE U MOM3UTE OT aTOPBACTHH 80 mg e
HECHTYPEH W MOTEHUHATHHUAT PHCK OT XEMOparuyeH HHCYNT TpadBa aa Obje BHUMATENHO NpeLeHeH
Npeay 3ano4BaHe Ha TepanuaTa (Bx. To4ka 3.1).

[IposiBM OT CTPAHA HA CKeNeTHaTa MyCKyJaaTypa

ATopBacTaTvH, KaKTo U Apyrute HMG-CoA-peayxrasHu UHXUOUTOPH, B PEAKH ClIyHaH MOXE Jla OKaxe
HeONaronpuUATHO Bb3AEHCTBUE BbPXY CKEJIETHATA MyCKYNartypa U Ja MpU4YHMHH MUAIITUS, MUOIHT H
MHOMAaTHs, KOUTO MOFaT Aa NnporpecHpar a0 pabAoMHONNH3A - MOTEHUHAIHO JKHBOTO3aCTpallaBatl[o
ChCTOAHHE, XapaKTEPHU3NPAaLLO C€ ChC 3HAYMTENHO NOBHILEHHE HA HUBATa HA KpeaTHHKHHA3aTa

HCAOCTATHUHOCT.




MHoro psaako ce cbolluaBa 3a UMYHOMEIHHpaHa HEKpoTu3npaula muonatis (MMHM) no Bpeme Ha Hau
cnen nedeHue ¢ Hakou cratuHd, UMMHM knnuuuHO ce xapaktepusupa ¢ nepcucTrpalla cnabocT Ha
NPOKCUMATHUTE MYCKYAH H MOBHILEHH CEPYMHU HHBA HA KPEATUHKNHA3ATa, KOUTO NPOAbAKABAT
BBIIPEKHU NPEKPATABAHE HA JCUSHUETO ChC CTATUHH, NONOXKHUTENHH aHTUH-HMG-CoA peaykTasnu
aHTUTENA U NoAodpeHne ¢ HMYHOCYIIPECUBHH CpelICTRa.

IIpedu nevenuemo

ATOpBacTaTHH TpAOBA Aa ce U3MON3BA BHUMATENHO NPH NAUUEHTH € Npeapasnonarali GakTopH 3a

pabpomMuonnsa. Husara Ha kpeatuHkuHazara (KK) tpaOBa aa ce nacneaBar npeay 3anouBaHe Ha JeyeHHe

CbC CTATHH B CIEIHUTE Clyyau:

— 6L0peyHO yBpexKaaHe;

- XHIIOTHPEOUAUIBM;

— aHaMHe3a, BKJI. 4 ceMeiiHa, 3a HacneACTBeHH 3ab0nA8aHus Ha MYCKYIUTE;

- aHaMHe3a 3a MyCKYJ/THa TOKCUHHOCT OT CTaTHH uian pubpar;

— aHaMHe3a 3a YyepHoaApobHo 3abonspaHe /UK ynotpeda Ha 3HAUMTE/THU KOJIHYECTRA AJIKOXOI,;

— npu MALMEHTH B CTapuecka Bb3pacT (> 70 r.) TpsdBa Aa ce UMa npeJBU] HeobX0AUMOCTTa OT TOBA
H3CJEABaHE B 3aBHCHMOCT OT HUIMYHETO Ha APYTrd HakTOpH, NpeApasiioaraiiy KbM
pab1oMuonn3a;

- KOraTo € Bb3MOXXHO MOBHLIABAHE HA NMIA3MEHHUTE HUBA, HANP.TIPH B3anMoZeHRcTBNSA (BXK. TO4Ka 4.5)
U creLHaliH¥ NOnYyNalKH, BKI. reHeTHYHH cyOnonynauuy (BX. Touka 5.2).

B TakuBa cuTyalnuy TpabBa ga ce NpeUeHH PUCKDLT OT NEHEHUETO CNPAMO Bb3MOXHHUTE MOA3H U ¢
penopb4Ba KIHHUYHO NPOCHEasABaHE,

He TtpsbBa ga ce 3anouBa JjieyeHue, ako u3xoauute HuBa Ha KK ca snaunTtenHo noskuiedu (> 5 NbTH HAX
HOpMATa).

Hzamepeane na kpeamunxunazama (KK)

KpearnnkuHazara (KK) He TpabBa ga ce uacheaBa chieg HanperHaTto M3nuecko HaTOBapBaHE HIH NpPH
HaJIMYHEeTO Ha BEPOATHA alTEepHATHBHA NPUYWHA 34 yBeaunuyeHUeTo Ha KK, Thii KaTo nHTepnperauuaTa Ha
pe3yJTaTHTE B TAKMBA ClyuaM e 3aTpyJHeHa. Ako uixoaHure croiHocT Ha KK ca 3HaunTenHo
noBHileHY (> 5 MbTH HaA HOpMaTa), HUBaTa TpAOBa Aa Ce U3CIeABAT NOBTOPHO B PAMKHTE HA 5 10 7 AHH,
3a Jia ce [OTBBPAAT pe3yNTaTuTe.

ITo epeme na neyeruemo

- [NauuenTtuTe TpAbBa na ObAAT NpeAynpeleHN BeAHAra Ja CboOIapaT 3a nOsABA HA MYCKYJIHH OOJIKH,
KpaMIy Hiau cnaboct, 0cobeHO B CAyYanuTe, KOraTo TOBA € NPHAPYIKEHO C HEPAINONOKEHNE UIH
NOBULICHHE HA TEMIIEpATYyparTa.

- Tpabea na ce n3cneasat HUBaTa Ha KK, ako ce nosBaT TakWBa CHMIITOMH NO BPEME Ha TEPANMATA C
atoppactaTHH. HeobxoauMo e npexpaTgaBaHe HA TEPANUATA, AKO CE YCTAHOBH, Y€ TE€3H HHBA ca
3HAUYUTENIHO NOBHIUEHU (> 5 MbTH HAA ROpMaTa).

~ Tpabea aa ce OOMHUCIH NpekpaTABAHE HA NEUEHHETO, AKO MYCKYHUTE CUMITTOMMU Ca TEXKH H
MpeAR3BHKBAT NOCTOSHEH AUCKOMPOPT, AOPHU 4 B cyuyauTe, korato KK ca nosuieHu 10 < 5 nbTH
Hax HopMara.

— AKO CHMIITOMHUTE OTILYMAT B HUBaTa Ha KK ce Hopmanusupar, Moxe aa c€ 0OMHUC/IKH NOBTOPHO
BIJIIOMBAHE HAa aTOPBACTATHH WM 3aMOYBAHE HA Tepanus ¢ alTepHATHBEH CTAaTHH NPHU H3NOJI3BaHE
Ha Hal-HUCKaTa 1034 U CTPUKTHO MOHUTOpUpAHE.

- IIppeMbT Ha ATOpBACTATUH TPAOBa Ja Obae NPEYCTAHOBEH, aKO € HAJIHLE KIMHHUYHO
noBulIeHHe Ha HHBaTa Ha KK (>10 nbTH HAap HOpMaTa) WY aKO C€ BHATHOCTHULIMD
paGaoMHonn3a.




EAHOBpEMEHEH NPHEM C APYIH NEKAPCTBEHH NPOAYKTH

PuckpT o1 pabaoMuonn3a ce NoBUINABA MPH ChITbTCTBALLO NTPUJIOKEHHE HA aTOPBACTATHH € OnpeleneHn
NeKapCTBeHH NMPOAYKTH, KOUTO MOraT Aa NOBYILAT NNa3MeHaTa KOHUEHTpaLUA HA aTOPBACTAaTHH, KaTo
MOLLIHHTE HHXHOUTOPH Ha CYP3 A4 unu TpaHCNOPTHUTE NPOTENHH (HAMp. UHKIAOCIOPHH, TEAHTPOMHLIMH,
KNapUTPOMHULIHH, A€TaBUPAUH, CTUPHIIEHTO, KETOKOHA30J1, BOPUKOHA30Ji, MTPAKOHA30M, T03aKOHA30/,
nerepmoBUp U HIV-nporeazHn HHXWOUTOPH, BKIIOYHTENHO PUTOHABHUD, JIOTMHABHP, aTa3aKaBUp,
WHAWHABHD, JapYyHaBUP, TRIIPAHABUD/PUTOHABUD ¥ Ap.). PUCKBT OT MUONATHA MOXKE CBILO Aa ObAe
MOBHILEH IPU CHNBTCTBALIO NPpUNIOKEHHe ¢ reMPUbpo3nn U Apyru GpubpaTti, aHTUBHPYCHH CPEACTBA 34
neuenue Ha xenatut C (HCV) (Hanp. bouenpesup, Tenanpesup, endbacesup/rpasonpesup,
negunacBup/codocdbyBHp), epUTPOMULIMH, HHALIMH WM €3eTHMHUO. AKO € Bb3MOXKHO, BMECTO Te3H
nekapersa, Tpsabea aa ce 0OOMMCNAT aJITEPHATHBHH (HEB3aHMOAECHCTBALLIN) TEpanyH.

B cnydan, Kkorato € HeobdXoAUMO €HOBPEMEHHOTO NPUIAraHe Ha Te3M NIeKapcTBa ¢ aTOPBaCTATHH,
MON3aTa U PUCKBT OT CHIBTCTBALILOTO NeHeHre TpAOBa Aa 6bvaat obmucaenn sHuMateaHo. Korato
MnalUeHTHTE MONYYaBaT JCKAPCTBA, NOBULIABALIN NNA3MEHATA KOHLUEHTPAUKWA Ha aTOpBacTaTHH, ce
Mpenopp4Ba NO-HUCKa MAKCMMAJIHA [03a Ha aTOPBAacTaTHH. B ciy4dante ¢ eJHOBPEMEHHO lTpUaaraHe ¢
MollHH HHXKOuTOpU HA CYP3A4 Tpsabsa na ce 06CHAH NMO-HUCKA HAYAJIHA 1033 HA ATOPBACTATHH U Ce
[penopbyBa CbOTBETHO KIMHHYHO NPOCAeAsBaHe HA Te3U NALMEHTH (BXk. TOYka 4.5).

ATOpBacTaTHH He TpabBa Aa ce npunara eAHOBPEMEHHO C (Py3nA0BA KUCENTHHA 38 CHCTEMHO MPHIOKEHHE
WK B paAMKUTE HAa 7 AHHM CNel CIIHpaHe Ha JeueHHeTo ¢ dy3uaosa kucenusa, [ipy nauMeHTH, npu KOUTo
ynotpebata Ha Gy3na0Ba KUCEAMHA 32 CUCTEMHO TTPHIIOKEHHE € OT ChLUECTBEHO 3HAUECHHKE, IEUYEHUETO
ChC CTATHHH TpAOBa Ja ce crpe 3a HENHS KYPC Ha JeueHre ¢ ¢py3Haopa kucennHa. CrodbilleHu ca cayvau
Ha pabpoMuonusa (HAKOH OT KOUTO ¢aTanHu) NpH MaAUUEHTH, NOay4aBanyd KOMOMHaLMA OT Qy3ua0Ba
KHCe/NHHA ¢bC CTaTHHH (B, Touka 4.5). [Tauuenturte Tpsadea aa 6b4aT NOCHLBETBAHK A MOTLPCAT
He3abaBHO JIeKapCKa MOMOLL, aKO [IPH TAX Ce MOABAT CUMIITOMH Ha MYCKYNHa cnaboct, Oonka unu
YyYBCTBUTEJHOCT.

JleueHHETO CbC CTATHHH MOXE J1a OBAC 3aMOYHATO OTHOBO CE/1eM AHMU cliel NOCAeAHAaTA 2032 d)YSHI.[lJBa
KHCEJ/IHHA.

B otaenHu ciyyau, KoraTo € HeoOXoAUMO MPOIBJKHTENHO NeueHne ¢ Py3uIoBa KHCEHHA 38 CHCTEMHO
NPUJIOKEHHNE, HANP. [IPH JeYCHHE HA TEXKH HHPEKLHH, HYKAAaTa OT ¢JHOBPEMEHHO MPUJIOKEHNE KA
COPTHUC u dy3uzoBa KHCeNHHa TpAOBa Ja ce MPELEeHH 3a BCEKH OTAENEH NAUUEHT U NOJ, NPAKO
nekapcko HabmoaeHue,

[leanaTpuyHa nooynalus

B 3-roaHuHo npoy4saHe, OCHOBAHO HA OUECHKA Ha LILTOCTHOTO Ch3pABaHE H Pa3BUTUE, OLIEHKA MO CTaaui
Ha Tanner ¥ H3MepBaHEe Ha BACOYHMHATA U TETJIOTO, HE c€ HaOMoAaBa KITMHUYHO 3HaYUM e(EKT BbpPXY
pa3BUTHETO H NOJIOBATA 3PANOCT (BAK. TOUKa 4.8).

HurepcTruinanna 6eaoapodbna bonect

[Tpu npuem Ha CTATHHH ca cbOOLLIABAHU OTAENHH CYUaH Ha HHTepCcTHLUMaNHA OenoapobHa Honecr,
ocobeHo mpr NpoAbKUTENHA Tepanus (BxK. Touka 4.8). I[1possuTe MoraT Ja BK/IKOYBAT AHCNHE,
HeNpOJyKTHBHA Kauiiula H ofuio BnoiuasaHe Ha 3apaBeTo {ymMopa, 3aryba Ha Terio U Tpecka).
Tepanusara cbe cTaTHHU TpsAOBaA 4a ce NPeyCTaHOBH, aKO CE NMOA03UPa, Ye NALHEHTHT € pa3sui
HWHTepcTrManHa 6enonpodbHa Gonecr.




JaxapeH nuaber

Hakou JaHHH MOKa3BaT, Ye CTATHHUTE KaTO KJIac AeKapCTBa MOBMLIABAT HUBATA HA MIHOK03a B KPbBTa H,
MPH HAKOM MALUCHTH C BUCOK PHUCK OT Obacll AuabeT, MOraT Aa NpeAn3BMKAT HHBO HA XMNEPTIHKEMUR,
MpH KOETO € MOAXOAALLO NPUNAraHeTo Ha CTaHAApPTHO JieueHHne nipud Auadet. Bunpeku ToBa
MOHMXKABAHETO HA CHAOBUA PUCK OT CTATUHUTE NPEBUILABA 10 3HAYEHHE PUCKE OT AMAleT ¥ TOH He
TpsabBa A2 Obe NpUUKHA 32 MTPEeKPaTABAHE HA TEpanUsTa CbC CTATHHU. PHCKOBUTE MauHeHTH (CNI0KO3a Ha
rnaaxo 5,6 no 6,9 mmol/l, BMI>30kg/m?, noBuiueHH TPUINHLEPHAR, XUMIEPTOHHUSA) TPAOBA Aa ce
MpoCAeNABaT KNIHHUYHO H OHOXUMHYHO CHrNacHO MECTHHTE PbKOBOACTBA.

MuacTeHinsa rpaBuc

B uwakonko cnyyas ce ¢bobllaBa, 4e CTATHHHTE HHAYLHMPAT de novo Wiiv BAOLLABAT Be4ye ChlIECTBYBalla
MHACTEHHMA IPaBUC WM OuHa MHacTeHus (Bx. Touka 4.8). [Ipunoxennero Ha COPTHUC Tpabsa aa ce cnpe
B CJIy4yad Ha BnollaBaHe Ha cumnToMute. MMa cbofileHus 3a peunauB NpH (MOBTOPHO) NMpUiaraHe Ha
CBLUIUA HJIH Pa3/iH4EH CTaTHH.

[IoMOLIIHH BELLIECTBA

COPTHC ¢babpxka nakrosa. [JaliMeHTH ¢ peaKH HACAEACTBEHH NPOo0NAEMH Ha HEMOHOCHMOCT KbM
ranaKkTo3a, MbJAEH JAKTa3eH Ae(HLNT UK riOKO30-rajaxTozHa manabcopbunsa e Tpadsa aa npuemar
TOBA JIEKAPCTBO.

To3u nekapcTBEH NPOAYKT ChAbpka nNo-Maiko oT 1 mmo!l HaTpuil (23 mg) Ha TabneTka, T.€. MOXE Ja ce
Kake, Ye NPaKTHUYECKHU HE ChABPKA HATPHH.

10 mg TabneTku
Tosu nekapcTBeH npoaykt ceabpxka 0,00004 mg HGeH3oena kUceNrHa BbB BCAKA TabneTka.

20 mg Tabnerky
To3u nexapcTeeH npoaykT cbabpka 0,00008 mg GeH3oeHa kucenMHa BbB BCaka Tabnerka.

40 mg TabaeTku
Tosu nexapctBeHd npoAykT ceabpka 0,00016 mg OeH3zoeHa kucenHa BuB BCsIKa Tabnerka.

4.5 B3aumoaecHcTBHE ¢ IPYrH JEKAPCTBEHH NPOAYKTH M ApYrH GOpMH Ha B3aHMOJeficTBHe

Edekry Ha eJHOBPEMEHHO NPUIIOKEHH JEKAPCTBEHH NMPOAYKTH BbpPXY aTOpPBaCcTaTHH

ATopBacTaTHH ce Metabonu3npa ot uutoxpom P450 3A4 (CYP3A4) 4 e cybeTpar Ha YEpHOAPOOHHUTE
TPAKCMOPTEPH M HA MOJUNENTHANTE, TPAHCAOPTHPALLH OpranvyHy aHHoHH 1B1 (Organic anion-
transporting polypeptide 1B1, OATPIB1) u 1B3 (OATP1B3). MetabonutiTe Ha aTropBacTaTvH ca
cyberpatn Ha OATP1BI1. YcTaHoBEeHO e ChLLo Taka, Y€ aTOpBacTaTHH € CyOCcTpaT Ha eIyKCHHTE
TpaHcnopTepu Ha P-rnukonporens (P-gp) n Ha npoTedHa Ha pe3UCTEHTHOCT Ha paka Ha ropaara (Breast
cancer resistance protein, BCRP), kouTo Moxe aa orpaHduar upeBHata abcopOUUs U XKIIBYHUA KIHPBHC
Ha aTOPBACTATHH (BX. To4ka 5.2). CbMBTCTRALIOTO MPUIATAHE HA JIEKAPCTBEHH MPOAYKTH, KOKTO Ca
nuxubutopu Ha CYP3 A4 unu Ha TpaHCNOPTHUTE NPOTEHHU, MOXKE Ja JOBEAE A0 NOBHILUABAHE Ha
NNa3MEeHUTE KOHLEHTPAUMHY HA aTOPBACTATHH U NOBHLILEH PUCK OT MHONATHA. PHCKBT MOXKe Ja ce
[IOBHILH CBILO NPH €HOBPEMEHHO HpUiaraHe Ha aTOPBACTATHH C APYTH JICKAPCTBEHU NPOJYKTH,

NpHTEXAaBaLK TOTEHLUHAN 2 MHAYUHMPAT MHONATHA KaTo PHUOpaTh K e3eTHMHO (BX. TOUKH 4.3 y4AT— =
AR
Huxubumopu na CYP3A4 %f T




Hma gaHH#K, 1e MOLIHUTE KHXHOHTOPU Ha CYP3A4 BOAAT N0 3HAUUTENHO MOBHLIEHH KOHUEHTpALKK Ha
atopBacTaTHH (BHx TabGauua 1 v noapobHara nHpopMauna no-aony). EAHOBpEMEHHOTO NpUaaraHe Ha
MOLIIHH HHXHOUTOPH Ka CYP3A4 (Hamnp. LUKNOCMOPUH, TENHTPOMHLIMH, KNAPUTPOMULIMH, AeNaBUPANH,
CTUPHNIEHTON, KETOKOHA30J, BOPUKOHA30/, HTPAKOHA30, MO3AKOHA30/, HAKOHW aHTUBHPYCHHU CpeACcTBa 3a
nevenne Ha xenatuT C (Hanp. enbacsup/rpazonpesup) M Ha HIV-npoteasin nHXuOUTOPH, BKIOUHTETHO
pPHTOHABUD, JIOMHHABUD, aTa3aHABUP, HHAHHABUD, AAPYHABHUD M Ap.), IO BB3MOXKHOCT TpaOBa aa ce
H3bsArea. B cyuan, korato He MOXe ja ce u3berHe eAHOBPEMEHHOTO NpPHUAAraHe Ha Te3H JIEKAPCTBEHH
NMPOAYKTH C aTOPBACTATHH, TpAOBa Ja ce OOMUCAAT NO-HUCKH HavyajHa U MaKCUMAaJIHA JO3H Ha
aTopBacTaTHH. [Ipenopbuea ce M MOAXOAAUIO KAMHUYHO NPOCAeaAsBaHe Ha nmayMeHTa (Bx. Tabnuua 1).

Ymepennte uuxuburopu Ha CYP3I A4 (hanp. epUTPOMULMH, AXNTHA3EM, BEpanaMua U (pJyKoHa3on)
MOIraT ja MOBHUIAT NJA3MEHNTE KOHUEHTpaUK# Ha aTopBacTaTuH (BxK. Tabnuua 1). Habnropasasx e
NOBHLICH PUCK OT MUONATUA NPU ynoTpeda Ha epUTPOMHLINH B KOMOUHALIMA CbC CTAaTHHU, He ca
NpoBeAAaHH NPOYYBAHUA HA B3aMMOAEACTBUATA, KOUTO A3 OLUEHAT €(PEKTUTE HA AMUOAAPOH UM
BepanaMHJ BbpXy aToOpBacTaTHH. M3BECTHO €, Y€ aMHUOAAPOH U BepanaMuil HHXHOHpaT aKTHBHOCTTA Ha
CYP3A4 v eHOBPEMEHHOTO MPHJIAaraHe ¢ aTOpBacTaTHH MOXe Jia JOBe/ie 10 NOBHIISHA EKCITO3UIINA Ha
aTopeactaTiH. ETO 3aW10 npu egHoBpeMeHHa ynoTpeda ¢ ymepeHu uuxuburopu Ha CYP3 A4 tp=a6sa za ce
00CBHAH NO-HUCKA MAKCHMAJIHA 1034 Ha aTOPBAaCTATHH H Aa ¢€ NPOBEAe NOAXOAAL0 KNIHHUYHO
npocheasBaHe Ha nauueHTa. KNMHUYHO MpocheAsBaHe ce Npenopbyba KakTo NpH 3anouysade Ha
TEpanuATa, Taka d 1Py fnocaeABalla NpoMsaHa Ha AO3UPOBKATa HA HHXHOHKTODA.

Hnoyxmopu na CYP3A4

EAHOBpeMEHHOTO NMPUJIAraHe Ha aTOPBACTATHH ¢ KHAYKTOPH Ha UHTOXpoM P450 3A4 (nanp. edaBupeHL,
pH(AMINKH, KbJT KAHTAPHOH) MOXE A4 A0BEAE A0 [POMEHIIHBO MOHUKEHHE Ha MJIA3MEHHTE
KOHLEHTpalUK Ha aropBacTaTHH. [Topanu ABOHHHKA ME€XaHH3bM HA B3aUMOAEHCTBHE HA pU(AMITHH
(uHaykuUa Ha uuToXpoM P450 3A4 u uHXUONpaHe HA TPAHCNIOPTEPaA Ha XENATOUKMTHOTO 3axXBaLlaHe
OATPI1B1) ce npenopb4Ba eJHOBPEMEHHO NIpUaraHe Ha aTopBacTaTUH ¢ pU(paMIIHH, Thid KATO NO-
KHCHOTO MPHIOKEHHE HA ATOPBACTATHH CNEA MPpHEeM Ha prhdaMITMH Ce CBLP3BA CbC 3HAUMMO HaMaJisBaHe
Ha NMIa3MEHHTE KOHIEHTPAalHH Ha aTOPBAacCTaTHH. BNUAHUETO HA pUPAMNUH BBPXY KOHUCHTPALHUTE Ha
ATOPBACTATUH B XENATOLUTHTE € HEUIBECTHO U, AKO EAHOBPEMEHHOTO NpHaraHe He MOXe Aa ce u3berue,
nankueHTHTE TpAOBA Ja ce MpocaenaBaT BHUMATENHO 3a OLUEHKA Ha TEPaneBTHUHHTE SEKTH.

Huxubumopu na mpancnopmepume

HuxubuTopHuTe HA TPAHCHOPTHUTE NPOTEHHH MOXKE a NOBUILAT CHCTEMHATA HANUYHOCT HA
aTOpBACTATUH. LIMKJIIOCMOPHH U JIETEPMOBHP ca HHXHOUTOPH HA TPAHCIOPTEPUTE, BKIKOUEHH B
€NHMUHUpPAHETO Ha aTopBacTaTHH, Hanp. OATP1B1/1B3, P-gp u BCRP, koeTo BoaK A0 NoBulIEHA
CHCTEMHA HANMUHOCT Ha aTopBactaTuH (BxX. Tabauua 1). EQexTsT OT HHXHUOHpPaHETO HA TPAHRCNOPTEPUTE
Ha XENaTOLMTHOTO 3aXBalllaKe BbPXY HAJHYHOCTTA HA aTOPBACTATHH B XEMAaTOLMUTHTE € HEH3BECTEH. AKO
€RHOBPEMEHHOTO NIPHIAraHe He MOXe fa ce U3berue, ce npenopbryBa NOHMKABAHE HA J103aTa U KIHHHYHO
HabmoaeHue Ha edektuTe (Bx. Tabnuua 1).

YnorpebaTta Ha aTOPBACTATHH HE CE€ MPENOPLYBA MPH NMaLUEHTU, NpUEeMalLllKX TETEPMOBUD EAHOBPEMEHHO
C LUMKJIOCTIOPHUH {BXK. TOUKa 4.4).

lemepubposzun/pubpamu

CamocToaTenHara ynotpeba Ha GpubpaTti ce CBbp3Ba MOHAKOTa ¢ MHONATHSA, BKMIIOUYHTENHO
paGaoMHonH3a. PHCKBT OT TAKHBA ChCTOAHUSA MOXE Jla Ce MOBULIH NPY €AHOBPEMEHHOTO NPH A, .
¢ubpaTn ¥ atopBacTaT¥i. AKO €1HOBPEMEHHOTO NIPUNArayde He MoXe na ce uzberte, Tpad ) ”




npuaara Hal-HUCKATa TepaneBTHYHA 1034 aTOPBACTATHH U MauMeHTa TpadBa Ja ce MOHUTOpHUpa
BHMMATENHO (BX. TO4YKA 4.4).

Ezemumub

CaMOCTOATENHOTO NPUNOKEHHE Ha €3eTUMHUO ce CBbp3Ba ¢ MUOMATUSA, BKIIIOMUTENHO pabaoMUoNu3a.
3aToBa pUCKDBT OT TaKHBa ChCTOAHUA MOXKE J1a ObAe NOBUILECH [TPH €AHOBPEMEHHOTO Npu/araHe Ha
e3eTUMHO U atoppacTaTiH. [IpenopbuBa ¢ce BHUMATENHO KIMHUYHO MOHUTOPUPAHE Ha T€3H NAUMEHTH.

Konrecmunon

[1nazMeHNTE KOHUEHTPALMK HA ATOPBACTATUH U aKTUBHUTE MY MeTafOonuTH ca OUIH NTO-HUCKH
(CLOTHOILIEHHE HAa KOHUEHTpauMATa atopsactaTiH: (,74), KOrato KONECTUIION € TIpHaral € JHOBPEMEHHO
¢bhe COPTHUC. EdextnbT cnpsaMo MMOUAHKWTE HUBA obaue € 6un, no-n3paseH, korato COPTHUC #
KOJIECTHUITION Ca NpHAaraHid eIHOBPEMEHHO, OTKOJIKOTO MPU CAMOCTOATENIHO NTPUIIOMEHUE HA BCEKH OT
J1BaTa JIEKAPCTBEHH NMPOAYKTA.

Dyzuoosa Kuceausa
PHCKBT OT MHOMATHSA, BKJIIOUYUTENHO pabdAOMKUONN3a, MOXKE 118 C& MOBULUM IMPH €THOBPEMEHHO

MPUIOKEHHE Ha Py3UI0BA KUCENHHA 33 CHCTEMHO MPUNOKEHHUE ChC CTATHHH. MexaHu3MbT Ha TOBA
B3auMoaeicTBUE (hapMaKkOAUHAMHYUHO UM (GAPMAKOKMHETHYHO, UITH U ABETE) BCE OLLE € HEW3BECTEH.
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Wma cbollleHuns 3a ciydan Ha pabaoOMHONN3a (HAKOU OT KOUTO ¢ daTaieH #H3X0A) NPy NMalUEHTH,
nojayvaBany Tasd KOMOHHaL K.

AKO € HeoOXOAMMO JleyeHHe ¢ Py3nI0Ba KUCENIMHA 32 CHCTEMHO NPUJIOKEHHE, TEPANTUATA C ATOPBACTATHH
TpAbBa fa ce npekpaTy 1o BpeMe Ha AeqHeHHeTo ¢ Gy3ua0Ba KUcenuHa (BX. Touka 4.4).

Komxuyun

Bbnpeku ye He ca NpoBeXRaHu Npoy4BAHHUA 3a BIAKMOJEHCTBUATA Ha aTOPBACTATHH ¢ KOJAXHLHUH,
CbOOLLIABAHH €A CyYau HAa MUONAaTHA, KOraTo aTOPBACTATHH € MPUIAraH eIHOBPEMEHHO C KOJXHLIMH.
Heo0X0auMO € NOBULIEHO BHHMAHUE NPH NIPEeANMCBAHETO HAa aTOPBACTATHH C KONXHLIHH,

Edekt Ha aTopBacTaTHH BLDXY €AHOBPEMEHHO NPUAAraHH NEKAPCTREHHN NPOAYKTH

Jluzoxcun

ITpy MHOTOKpATHO NMpHUaraHe Ha JUIOKCUH €JHOBPEMEHHO ¢ 10 mg aTopBacTaTHH CTALIMOHAPHHTE
KOHLUEHTPALHH Ha JUTOKCHH C€ MOBULLIABAT neko. [launeHTH, KOUTO npueMar JUrOKCHH, Tpa0Ba fa ObaaT
BHUMATEJIHO NPOCNEAABAHM.

Hepopannu xonmpayenmueu

EanospemenHoTo npunarane Ha COPTHUC ¢ nepopanen KOHTpauenTHs BOAN A0 NOBULLEHA NAa3MeHa
KOHUEHTpauus Ha HOPETUHAPOH U €THHHAECTPAAHON.

Bapgapun

B kIHHHYHO NpOYyYBaHe Npy NalMeHTH, NPHEMAILM NPOIbJKUTENHA Teparusi ¢ BapdapuH,

e JHOBPEMEHHOTO NMpunarade Ha 80 mg aropBacTaTHH AHEBHO C BapdapuH NPHUHHABA NIEKO NOHMWKEHHE
oT 1,7 cekyHan HA NPOTPOMOHUHOBOTO BPEME B MbPBUTE 4 AHU HA ICYEHUETO H BPbILIAHE KbM HOpMaTa J0
15-THs O€H OT JEUEHUETO C ATOPBACTATHH, BLNPEKU e MHOIO PAAKO €a CbOOLLABAHU KIIHHHUYHO 3HAUKMH
B32UMOAESHCTBHA C AHTHKOAryAaHTH, npoTpoMOUHOBOTO BpeMe TpabBa na Onhe onpeaeieHo npeay
3ano4yBaHe Ha aTOPBACTATHUH NPHU NAUKUEHTH, NOoJAY4aBall¥ KYMAapHHOBH aHTUKOAlYJaHTH U J0CTaThYHO
YECTO B HAYANOTO Ha TePaNnuATa, 3a Aa ¢€ NOACHIYPH, 4e HE BLIHUKBA 3HAHHMMA MIPOMSAHA B
npotpoMbuHOBOTO Bpeme. Koraro ce pokymeHTHpa cTabunHo npoTpoMOHHOBO BpeMe, TO Moxe na 6bae
MOHHTOPHPAHO HA HHTEPBAIN, KOHTO OOMKHOBEHO Ce NPENnopbUBaT NPH NaLUEHTH HA KYMApHUHOBH
AHTUKOAryJJaHTH. AKO A03aTa Ha aTOPBACTATHH CE NMPOMEHHU HJIK CE NPEKpaTH npuema, Tpsadsa ia ce
NOBTOPH ChLATA Npoiieaypa. TepanusaTa ¢ aTOPBACTATHH HE C€ CBbP3BA C KbPBEHE HJIM C MPOMEHH B
NpoTpOMOHHOBOTO BpeMe NPH NaLUEHTH, KOUTO HE NpHEeMaT aHTUKOAryNaHTH.

[lepnaTpryHa nonynauusg

[lpoyuyBaHHSA BLPXY JE€KAPCTBEHUTE B3aMMOACHCTBHA A U3BBPLIEHH EANHCTBEHO NPH BL3PACTHH.
CteneHTa Ha B3aHMOEHCTBYE B TeAMATPHYHATA NONYRALHA He e u3BecTHA. TpabBa Jie ce MMAT npeiBuL
rOpecNOMEHATUTE B3aUMOACHCTBHS NPYU Bb3PACTHH U MPEAYNPEXASHNATA B TOUKA 4.4 MPH NPUIOKEHHE B

neaHaTpHiHaTa nonyinalHi.

.HEK&QCTBEHH B3aUMOJEHCTBUS

Tabauna 1: E¢dexTH Ha eTHOBPEMEHHO NIPHJIATAHH JIeKAPCTBEHH NPOAYKTH BbLPXY
papMaKOKHHETHKATA HA ATOPBACTATHH

ATOpBacTaTUH
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KnuuyuuHa npenopska”

EnHOBPEMEHHOTO
npuiaraHe ¢ NpoAYKTH,

ChAbPXALIY rNeKanpeBHp

HJIU TUOpeHTacBuUp, €
NPOTUBONOKA3aHO (BXK.

TOYKa 4.3).

Korato e1HOBpEMEHHOTO
NpUJaraHe ¢ aTOpBacTaTHH

e HEOOX0AHUMO, He
npesrinaeante 10 mg
aTOPBACTATHH JHEBHO.

[IpenopkuBa ce KIMHUYHO

NpocieAsBaHE Ha TE€3H
NaLUeHTH.

Korato enHOBpEMEHHOTO
npuiaraHe ¢ atTopBacTaTHH

e HeoOxonuMo, ce
Rpenopb4YBaT MO-HUCKH
MOAABbPIKAUIM J03H Ha

aTopBacTaTiH. [Ip1 1031 Ha

aTopBacTaTH

HaaBuluaBatin 20 mg, ce

npencpsiBa KIKHHYHO
NPOCIACAABAHE HA
NALHCHTHTC,

Koraro CAHOBpPEMCHHOTO
[pdJiaraHe € atopBacTaTHH

e HeoOXoAuMO, ce
MpenopbyYBaT NO-HUCKH
MOAABPKALLM 103U Ha

aTopBacTaTHH. [1pH a03M Ha

dTOpBaCTaATHH

HaaBulaBau 40 mg, ce

NMpPenopbYBa KIMHUYHO
npoclieasBaHe Ha

[TALLHEHTHUTE.

,[[DBEIT& Ha dTOPBAaCTaTHH HC

TpabBa ja npesHLLIaBa

JHeBHA no3a oT 20 mg npu .-
€ IHOBPEMEHHO NpPHIarage,

Ha NPOAYKTH, CbABPXKA
enbacBup WM rpason

ExHoBpemMeHHO Npuiaras Ho3a (mg) CbOTHOLLEHUE
nexapcTseH NPOAYKT U CxeMma Ha AUC*
Ha NpHaaraHLe
['nexkanperup 400 mg seasvk | 10 mg BeaAHDBK 8,3
AHeBro/ nubpeHntacsup 120 AHEBHO 32 7 OHH
mg BEAHBK AHEBHO, 7 AHH
Tunpanasup 500 mg nBa 40mgornenl, | 9,4
nsTH AHEBHO/ PutoHaBup 200 | 10 mg ot aex 20
mg ABa NbTH JHEBHO, 8§ JHU
(ot AeH 14 no 21)
Tenanpesup 750 mg Ha 8 20 mg eanHnuHa | 7,9
yaca 3a 10 1HM 10034
LiuxnocnopuH 5,2 mg/kg/nen, | 10 mg BeaAHbXK 87
[NOCTOAHHA A03a JHEBHO 3a 28
AHH
JlonuHasup 400 mg ABa nbTH | 20 Mg BEAHBXK 5,9
nHeBHO/ Putonaeup 100 mg | AHeBHO 3a 4 JHU
ABa MbTH JHEBHO, 14 OHH
Knapurpomuuus 500 mg nga | 80 mg Beaunx | 4,5
I'bTH JHEBHO, 9 JHU OHEBHO 3a 8 AHH
CaxsuuaBup 400 mg nBa 40 mg BEeAHBK 3,9
NbTH AHEBHO/ PUTOHABUD JHEBHO 3a 4 1HU
(300 mg aBa NbTH AHEBHO OT
aHu 5-7, nosuiuer no 400 mg
B3 MbTH AHEBHO HA JieH 8),
nHy 4-18, 30 min cnexn ao3arta
Ha aTOpBacTATHH
Hapyuasup 300 mg aBa netd | 10 mg BeQHDBXK 3,4
aHeBHO/Putodaeup 100 mg JHEBHO 33 4 NHH
ABa MbTH JHEBHO, @ AHU
Hrpakonazon 200 mg seaupx | 40 mg eaunnyuHa | 3,3
JHEBHO, 4 THH 1032
dozamnpenasup 700 mg apa | 10 mg Beansvx | 2,5
MbTH AHEBHO/ PuToHaBup 100 | AHeBHO 3a 4 nHK
mg ABa MbTH AHEBHO, 14 NHU
MozamnpeHasup 1400 mg asa | 10 mg BeAHDBK 2,3
MbTH AHEBHO, 14 AHM JHEBHO 32 4 1HH
Enbacsup 50 mg BeAHBXK 10 mg eauuuyna | 1,93
aHesHo/rpasonpeBup 200 mg | po3a
BeHDX AHEBHO, 13 JHH
12




JlerepmoBup 480 mg BeausX | 20 mg equuuuna | 3,29 Jlo3aTa Ha aTOpBAaCTATHH He
AHeBHO, 10 aHK no3a TpAbBa Ja npeBULUABA
JHEBHA A03a oT 20 mg npu
€AHOBPEMEHHO NpUNIaraHe
Ha MPOAYKTH, CbAbPXKALLH
JIETEPMOBHP.
Hendurasup 1250 mg aBa 10 mg BeaHDBIK 1,74 HsMa crielranHiu
ITbTH AHEBHO, 14 1HA JHEBHO 3a 28 NIPENOPBKHA.
JHK
Cok ot rpefingpyT, 240 ml 40 mg eanununa | 1,37 He ce npenopbusa
Be/IHbK AHEBHO* 0034 EIHOBPEMEHHUSA NPHEM Ha
FOAEMH KOJIMYECTBA COK OT
rpendpyT K
aTOpPBaCTaTHH.
Hunartnazem 240 mg BeIHBXK 40 mg eaMHuyHa | 1,51 Cnen 3ano4BaHeTo Ha
IHEeBHO, 28 IHH no3a TEepanuATa UiM cien
IIpOMSAHA HA JO3MPOBKATa
HA AWJITHA3EM, Ce
APENOpbYBa KNHHHUYHO
MPOCNeASBaHE Ha
MaUMHeHTUTE.
EpuTpoMuiyH 500 mg 10 mg eaHuyHa | 1,33 [IpenopbyBa Ce Mo-HUCKa
YeTHPH NBTH AHEBHO, 7 AHH no3a MaKCHMAaJHA 1034 U
KAUHUYHO NPOC/ICASBAHE HA
NAUUEHTUTE,
Amnoaunud 10 mg enunuyna | 80 mg eaunuuna | 1,18 Hsama cneunanHu
103a no03a NpenopbKH.
LnMeTnans 300 mg YeTHpHK 10 mg BeaHDBK 1,00 Hsama cneuuasIHy
IbTH JHEBHO, 2 CEAMHULIU AHEBHO 3a 2 [penopuKH.
CEAMHUH
Konectunon 10 g ABa nbTH 40 mg BEAHDBXK (0,74** Hsima crienangm
AHEBHO, 24 ceAMHULH AHEBHO 32 8 [MPENOPHKH.
CeAMMLIH
AHTHALAHA CYCMEH3UA OT 10 mg BenHDBXK (0,66 Hsama cneuuanyu
Marse3ues U ajlyMHHHUEB AHEBHO 3a 15 NPEnopbKH.
xuapoxcut, 30 ml uetupu AHU
IMbTH AHEBHO, 17 AHU
EdasupeHu 600 mg BegHBXK 10 mg 3a3 aur | 0,59 HsiMa crnieuHanHu
OHEBHO, 14 OHHU NPEeNoOPLKH.
Pudamnun 600 mg BeiHBXK 40 mg eaHuyHa | 1,12 AKO eiHOBPEMEHHHUSAT
AHEBHO, 7 AHH (IpUEMUTE Ca | AO03a NpUEM HE MOXE a Ce
110 €0HO H CHIIO BpeMe) u3berue, ce npenopnLyBa
Pudamnud 600 mg BeAHBK 40 mg eanHuyua | 0,20 KTUHHYHO POCAEAABAHE Ha
JAHEBHO, 5 AHH (IpUEMHTE Ca | A03a NaLHEHTHUTE.
M0 pa3IHYHO BPEME)
['emdpubposunn 600 mg aBa 40 mg enuHuuHa | 1,35 IIpenopbuBa ce no-HUCKaA
TbTH AHECBHO, 7 AHU 103a HaYyaJlHa A033a H KNHHHYHO
NpocieasBaHe Ha
NaUHUECHTHUTE,
Dexodpubdpar 160 mg Beannbk | 40 mg eanHuyHa | 1,03 [Ipenopwusa ce fo-H
JHEBHO, 7 AHH n03a HauyanHa J03a U KK
npocieAsaBaHe Ha
NnauMeHTUTE,
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botuienpernp 800 mg Tpu
NMbTH JHEBHO, 7 AHH

40 mg eAuHWYHA | 2,3

4034

[lpenopsuea ce nNo-HUCKa
Ha4asiHa /1032 W KJIMHHYHO
MPOCNEJABAHE HA TE3N
nayueHTy. [pw
eHOBPEeMEHHOTO
npuaokKeHue ¢ douenpesup,
JHEBHATA 1034
aTopBacTaTHH HE TpadBa na

npepuiuasa 20 mg.

& [lpeacrarnaBa CbOTHOLUEHHE MEXY NedeHUATa (IeKapCTBEH NPOAYKT, pUNaras eqHOBPEMEHHO C
ATOPBACTATUH, CNPAMO CAMOCTOATE/HO NMPHIOKEHHE HA ATOPBACTATHH).

“  Bx.Toukd 4.4 v 4.5 33 KTMHHYHATA 3HAYHMOCT.

*  Cobabpxa eHa Wid NoBede CbCTaBKH, KOUTO uHxubupar CYP3A4 ¥ Morar Ja noBULIAT N1a3MeHHTE
KOHLIEHTpAllUH Ha NEKapCTBEHH NPOAYKTH, KOKTO ce MeTaboan3upar ot CYP3IA4. [lpueMbT Ha efiHA
yawa 240 ml cok or rpefingpyT ¢bulo BoAU 10 noHuxasaHe Ha AUC ot 20,4% 3a akTHBHUSA
oproxuapoxcu Metabonut. l'oneMu konuuecrsa cok Ot rpeiindpyr (Haa 1,2 1 AHeBHO 3a S AHYK)
nosuinasa AUC Ha atopeacTaTiH 2,5 mbTH ¥ AUC Ha akTUBHUTE CbCTABKH (ATOPBACTATHH M
metabonutn) HMG-CoA peaykraszsn uHXabOuTopu 1,3 nbTH.

**  (CLOoTHOIEHWe, 6a3upaHo Ha eAWHYYHA Npoda, B3era 8-16 yaca cneg ao3ara.

Ta6auua 2: EdekT Ha aTOPBACTATHH BbPXY (PapMaKOKHHETHKATA HA €AHOBPEMEHHO NPHJIOKEHH
JeKAPCTBEHH NPOIYKTH

ATOpBACTATHH EfHOBpEMEHHO NPUIOXKEH JNEKaPCTBEH NPOAYKT
H cXeMa Ha JlekapctBeH npoaykr/Jo3a (mg) | CboTHO- | KNMHWYHH npenopbKy
npuiarade LIEHHE
Ha AUC%

80 mg Beanbx | durokcuH 0,25 mg BeAHDK 1,15 [TauneHTH npUeMaly
JHeBHO 2a 10 AHeBHO, 20 AHH auroxcud Tpabea na 6vaar
IHH BHHUMATENHO NPOCNEAABAHH.
40 mg Beanbvx | IlepopafnHyu KOHTpauenTUBH 1,28 Hsma crieduanHu npenopbKH.
JHEBHO 3a 22 BeAHBXK AHEBHO, 2 Mecela 1,19
JHU - HOPETUHAPOH 1 mg

~ ETHHUJIECTPAAHON 35 pg
80 mg seanbxk | * ®eHa3oH, 600 mg enMHHYHa 1,03 HsaMa cneuuaniu npenopbKy.
JHEBHO 3a 15 A03a
OHH
10 mg Tunpanasup 300 mg aBa NbTH 1,08 Hsama crnennaniy npenopbKu.
caMHNYHa fo3a | AHeBHO/PutoHasup 200 mg aBa

N'bTH JHEBHO, 7 AHM
10 mg Beaubxk | Posamnpedasup 1400 mg npa 0,73 HsaMa cneuuanHy npenopbKu.
JHEeBHO 3a 4 N'bTH AHEBHO, 14 OHM
JHH
10 mg Beaunx | @osamnpenasup 700 mg aga 0,99 Hsama cneuraniu NpenopbKH.
JHEBHO 3a 4 MbTH NHEBHO/PHTOHAaBHp 100 mg
JHH JIBA MBTH AHEBHO, 14 AH#H

&  [lpeacTaBnsBa ChHOTHOLUECHHE MEXAY NeHeHKHATa (NeKapcTBEH MPOAYKT, MPHUAAraH eIHOBPEMEHHO C
aTOPBACTaTHH, CNPAMO CAMOCTOSTENHO NPUIIOKEHHE HA aTOPBACTATHH).

HEeROJOBUM €(eKT BbPXY KINPBHCA HA (PEHA3OH.

* EnHOBpeMEHHOTO NMpuSiaraHe Ha MHOMOKPATHU J03H aTOpPBAcTaTHH W eHA30H NOKa3BaT Many 7119
%
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4.6 DepTHAUTET, OPEMEHHOCT H KbpMeHe

Kenu ¢ aeTepofieH NOTEHUHAN

JKeHuTe ¢ feTepoaeH noteHuuan Tpabea Aa M3Mon3ear ePeKTUBHA KOHTPALIENUHUA O BpeEME Ha
neueHHeTo (BX. Touka 4.3).

bpeMEHHOCT

COPTHC e npoTtHBOonoxasaH no speMe Ha 6peMeHHOCT (BXK. Touka 4.3). besonacHocTTa npu OpeMeHHH
KEHH He € yCTaHoBeHa, He ca npoBexaaHy KOHTPONUPAHHU KIHHHUYHY NPOYUYBAHNS C aTOPBACTATHH NpPH
OpeMeHHH xeHU. Paako ca nonyyvaBaHu cboOLIEHHUS 338 BPOIASCHH aHOMANIUH Cliel UHTpayTepHHHA
ekcniosnuus Ha HMG-CoA-peayxrasziu nuxubnropi. [lpoyuBaHUATa Npu KUBOTHH NOKA3BAT
penpoAyKTHBHA TOKCHYHOCT (BXK. TO4Ka 5.3).

JleyeHHeTO Ha MakKaTa ¢ aTOpPBaCTaTHH MOXE j1a MOHMXKH HeTATHUTE HUBA HA MEBAJIOHAT, KOHTO €
npexypcop Ha xosecteponoBara OHOCHHTESA. ATEPOCKIEpO3aTa € XPOHUUEH NpoLec H 0OOMKHOBEHO
MpeKpaTABaHeTO Ha THNUAOMOHUKABALMA JIEKAPCTBEH MPOAYKT MO BpeMe Ha OpeMeHHoCT Ou Tpsbsano
4 HMa Matbk eeKT MO OTHOLLEHHE Ha ABATOCPOYHHUA PUCK, CBBpP3aH C TbPBHYHATA
XUNEpXOonecTEPONEMHA.

[To Te3u npuurin COPTUC He tpsbBa na ce npunara npu xexHu, KOUTO ca OpeMeHHH, ONUTBAT ce Ja
3afpemMeHeat WM NOJO3MpaT, ue ca OpeMmennun. Jleuenuero cbe COPTHUC TpabBa aa ce npeycTaHosu 3a
nepuoia Ha OpeMeHHOCTTA UM A0KATO C€ YCTAHOBH NiMNnca Ha OpeMeHHOCT (BX. TO4ka 4.3.)

KbpMeHe

He e u3BecTHO Jany aTopBacTaTHH M HEFOBUTE METAOONMTH CE€ EKCKpETHPAT B KbpMmaTa. [1pu rurbxose
MJa3MEHHUTE KOHUEHTPALMH HA ATOPBACTATHH U HEMOBUTE akTHMBHH MeTaboNUTH ca OIM3KH 10 TE3U B
MASKOTO (BX. TOYKa 5.3). [lopagu Bb3IMOXHOCTTA 32 CEPHO3HH HEXKE/IAHH PEaKIUH, KEHHUTE TPHEMAILIH
COPTHC, tpsabsa na npeyCTaHOBAT KbpMeHeTO (BXK. To4Ka 4.3). ATOpBACTaTHH € NMPOTHBONOKA32aH B
nepuoaa Ha KbpMeHe (BXx. Touka 4.3).

QEepTUINTET

[TpoyuBaHHATA NMPU KHUBOTHH HE NOKA3BAT BAUSHHE HA aTOPBACTATHH BbPXY MBIKKHA UJTH KEHCKUSA
pepTunuTet (BXK. TOUKa 3.3).

4,7 EdexTn BbpXy cnocobHocTTa 33 odupase u pabora ¢ MAIHHK

COPTHUC nosnusea npeHeOpexUMO CrOCOOHOCTTA 33 WodHpaHe U padoTa ¢ MaLlMHA.

4.8 HexenaHn NeKapcTBeHH peaKHH

Cnopen 6a3zata JaHHHK OT Naauedo-KOHTPOMUPEHH KIMHUYHK NPOYUYUBAHUSA ¢ aTOPBACTATHH OT 16 066
(8755 Lipitor cpewty 7311 nnaunebo) nauHeHTH, NEXYBaHK B NPOALIKEHHE HA CPeAHO 33 ceaMuuy, 5,2%

OT MaUWEeHTHTE HA ATOPBACTATHH CA MPEKPATUIIH AICHEHHUETO MOPaAdN HEXKETAHH PeakLlMik B CPABHEHUE C
4,0% npu nayuenTUTe, NpUeManu niauedo.
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M3uncieHUTE YECTOTH HA HEXKENABMTE IEKAPCTBEHN PEAKLIHY Cca IpyNHPAHY CbINACHO CNeaHaTa
KOHBeHUMA: YecTH (=1/100 po <1/10), Heuectn (=1/1 000 no <1/100), peaku (=1/10 000 no <1/1 0GO),
mHoro peaxy (<1/10 000), ¢ HensBeCTHA 4eCcTOTA (OT HANUYHHWTE AAHHH HE MOXe a2 ObAe HanpaBeHa
OLIEHKA).

HHdekuuu ¥ vHpECcTaUHK
Yectu: Ha30(hapHHIUT.

HapviiieHra Ha KpbBTA U TMMQHATA CUCTEMA
Penxu: TpomMbourTOonesus.

HapyuieHus HAa UMYHHATa CUCTEMA
YecTu: anepruyHy peaxiuuy.

MHoro peaxu: aHapUNAKCHA.

HapytiieHus1 Ha MeTabonu3Ma U XpaHEHETO
UecTn: XxUnepriukeMus.
HeuvecTH: XNNIOrNMKEMHUA, NOBULIABAHE HA TEIIOTO, AHOPEKCHUS

[TcuxyuHy HapylleHHs
Heuectu: komimapu, 6€3cbHUE,

HapylueHHA Ha HepBHATA CUCTEMA

Yectn: rnmasodonue.

HeuecTH: 3aMasiHOCT, napecTe3ns, XUIIOeCTe3xs, NUCrey3us, aMHE3H .
Peaxu: nepudepHa HeBpoMaTHA.

C "Heu3BeCcTHA YECTOTA: MHACTEHHS IPaBHC.

HapylieHus Ha o4UTE
HeuvecTu: 3aMBIJICHO 3peHHE,

Penku: 3puTeHd Hapy LUEHHS.
C HeM3BECTHA YECTOTA: OUYHA MMNACTEHHSA.

Hapyuiexusa Ha yXoTo U nabupuHTa

HeuecTH: THRHTYC.
MHoro peaku: 3aryba Ha cnyxa.

PecnupaTOpHH, FPBAHY U MEAKACTHHANHH HApYLUEHUA
Yectn: papunronapuureanna 60xa, enucTakcuc.

CToMauiHO-4peBHY HAPYLIEHUS
YecTh: 3anek, daatyneHUuA, AMCAEICHA, raaeHe, JHapus.
HeuecTi: nospbulane, 60sKa B ropHaTa ¥ A0JIHA 4acT Ha KOpeMa, OpureaHe, NaHKpeaTuT.

XenatoOunHapHH HAPY WIEHUS

HeuecTH: xenaTur.

Penku: xonecrasa.

MHoro peaku: yepHoApoOHa HEAOCTATBLYHOCT.

Hapyuienns Ha KoaTa 1 IOJIKOXHATA ThKAH =
HeuecTh: ypTHKapHa, KOXEH OOpPUB, PYPATYC, AJIONEIUs. a
Peaxu: aHrMOHEBPOTHYHEH OTOK, OyJ103€H AEPMATHUT, BKIIOYHTEIHO EpUTEMa My TTHQOpPME
Stevens-Johnson ¥ TOKCHYHA eNWAEPMANHA HEKPOJIH3A.
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HapylileHus Ha MYCKYJTHO-CKEeeTHATA CHCTEMA W ChelMHUTENHATA ThKaH

YecTu: Muanrus, aptpanrus, 60aKa B KpahHULUHTE, MYCKYNHH Cna3mHy, MOJyBaHe Ha CTaBuTe, §onka B
ropoa.

Heuectu: 601Ky BBB BpaTa, MyCKyaHa cinabocT.

Penxu: MHonmaTusa, MHO3UT, pabAOMUO/IH3a, PYNITYPa Ha MYCKY 1, TEHAHHONATHA, MTOHAKOra yCIIOXKHEHA C
pyntypa.

MHOro peaku: nynyc-noaodbeH CHHAPOM.

C Heu3BeCTHA YECTOTa: HMYHOMEIHHPpaHa HeKpOTH3Hpallla MHoNaTns (BX. TOUka 4.4),

HapylieHusd Ha Bb3MPOMIBOAMTEIHATA CHCTEMA Y [bpAaTa
MHOro peaku: THHEKOMACTHA.

O611M HAapYIIEHUA ¥ €(EeKTH Ha MACTOTO Ha MPHIOKEHHE
Heuectn: HepasnonoxeHue, acTenns, 6onka B o61acTra Ha rpbAHHUS KoL, NepudepeH OToK, yMopa,
BHMCOKA TeMIleparypa.

HU3cnensaHusd
HecTH: noBMILEHH CTORHOCTH HA YePHOAPODHUTE QYHKIMOHATHH [10KA3aTEH, [IOBHLUICHA CEPYMHA

KpeaTHHKHHa3a.
He4qecTH: EBKOLIMTH B YPUHATA.

Kakrto u npu apyrute HMG-CoA-penykraszHd nHXuOUTOPH, NPH nauueHTH, nekyBaHu ¢cxe COPTHUC, e
cbo0Il1aBaHo 32 NOBUUIEHH CEPYMHHU TpaHCaMHHa3H. Te31 NpoMeHH ODMKHOBEHO ca OHJTH NlekH U
MPeXOOHHU U HE ca Hanaraian npeycTaHOBABaHE HA TepanuatTa. KNHHUYHO 3Ha4YUMH (NOBeYE OT 3 MBbTH HAJ
rOpHaTa rpaHMlla Ha HOpMAaTa) MOBHLIEHUS HA CEPYMHUTE TpaHCaMuHa3K ca ycraHoseHu npu 0,8% ot
donnure, nexkysanu ¢s¢ COPTHUC. Te3u nosuieHus ca OUIK 10303aBHCHMH H 0OpaTHMH NPH BCHUKH
MnalHeHTH.

[ToBHllieHH HMBA Ha cepyMHarta kpeaThHkrHa3a (KK) 3 nbTh Han ropHata rpaHMila Ha HOpMarTa ca
yCTaHOBeHH NpH 2,5% o1 OonuuTe, aekyBanu ¢b¢ COPTHUC, nonodbuo na apyrure HMG-CoA-
peAyKTa3HH UHXHOUTOPH B KMTHHUYHHK nNpoyyBaHusd., Huea, 10 nsTH NO-BHCOKH OT ropHaTa rpaHuLia Ha
HopMarta, € uMano npu 0,4% ot nekysauute cbc COPTHUC naunenTy (Bx. To4ka 4.4).

{lequaTpuyHa MNONyaalus
[leanarpuyHHU NauUHEHTH Ha Bb3pacT oT 10 no 17 roauHu, NEKYBAHHU C aTOPBACTATHH, ¢a UMaIH NPOGHUN

Ha 6e30nacHOCT, MOA0OEH Ha TO3M MPH MAaLMEHTH, EKYBaHH ¢ nnauedo. Haii-uecture Hexxenanu edekry,
HabJiloaaBatH B iBETE IPyNH, HE3aBUCUMO OT NPHYHHHO-C/IEICTBEHAaTa Bpb3Ka, ca 6unn nidekuuure. B
3-roauIIHO npoyuBaHe, Ha 6a3aTa Ha OlLleHKa Ha O0LLOTO Ch3psiBaHe U Pa3BHTHE, OLIEHKA MO cTaguil Ha
Tanner 1 #3MepBaHe Ha BUCOYMHATA U TErNOTO, HE C€ HAbMOAaBa KINHHYHO 3HAYUM e(eKT BLPXY
pasBUTHETO W NosoBaTa 3pAnocT. [IpodunsbT Ha 6€30MaCHOCT ¥ MOHOCUMOCT NMPHU NeJUATPUIHH NALHEHTH
e Oun nopobeH Ha U3BECTHHA Npodun Ha 6€30NaCHOCT Ha aTOPBACTATHH MPH Bb3PACTHH.

Knnauynata Oaza faHHY 33 Oe30nacHOCT BKIKOYBA JaHHU 338 O0¢30nacHoCcTTa npy 520 nauueHTH B AeTcka
Bb3PACT, KOUTO €A MONY4aBaly aTOpPBaCTATHH, OT XOUTO 7 MaLtKenTH ca Ouny noa 6-roguillHa Bb3pacT,

121 nauueHTH Ha BBL3PACT MEXAY 6 1 9 roauiu, U 392 nauuedTt ca 6unu Mexay 10 n 17 rogunaun. Ha
OCHOBaTa H3 HANIMYHHUTE AAHHHW YE€CTOTATA TUITLT U TEXKECTTA HA HEXENAHUTE PeakUUu Npu Aeua ca

CXOAHH C TC3H MNMPH BB3PACTHH.

[Ipy NpHIOKEHHETO HA HAKOU CTATHUHU €a cboblilaBaHN CNeHUTE HexkelaHW ChOUTUS:

¢ HapyuieHa cexcyanHa QyHKLUS.
e Jlenpecus.
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e (OtnenHu cAy4am Ha UHTEpCTULMANTHA DenoapodHa DonecT, 0OCOOEHO NMPH ABATOCPOUHA TEPanUS
(Bx. TOuKa 4.4).

e 3axapeH anadet. YecToTaTa ULIE 3aBHCH OT HAJIMMUETO WU OTCHCTBHETO HA PHCKOBH (axTOpH
(rmoko3a Ha rnagHo = 5,6 mmol/l, BMI>30 kg/m?, nosviueHy TpUrivuepHaHs, aHaMHesa 3a
XHIIEPTOHUA).

Cnobl1aBade Ha NOJO3NPpAHHN HeXeNaHU peaKUMH
Cro01IaBAHETO HA MOJO3MPAHH HEXENIaHK PeaKLnK Clie]] pa3pellaBaHe 3a ynoTpeda Ha NeKkapCTBEHUS

MPOAYKT e BaXXHO. ToBa Mo3e0NARa Aa NPOABKH HAGMIOAEHNETO HA CHOTHOLLIEHUETO MON3a/PHCK 32
nexapcTBeHHUs NPoAyKT. OT MEAHUMHCKHTE CIELHANIMCTH ¢ H3UCKBA Ja ChOOLLABAT BCAKA NMOAO3UPAHA

HexXxxenaHa peakuus upe3 M3nsannTeHa areHuus no nekapersara, yi. Jdamad ['pyes” Ne 8, 1303 Codua,
Ten.: +359 2 8903417, yebeaiiT: www.bda.bg.

4.9 Ilpeno3upane

CneundnyHo nevenue npu npeaosupate Ha COPTUC Hama.

[1pu npeaosupaHe nauueHTsT TPAOBa Aa Obae ieKyBaH CUMNTOMATHMHO U Aa Ce NpeAnpHEMAT
MOAALPXKAIM MEPKH criopen HeobxoaumocTtta. Tpsabbea aa ce HanpaBAT YepHOAPOOHU PYHKLMOHAIIHY
TECTOBE W Ja C€ MOHHTOpHpAT HUBaTa Ha cepymHara KK. [lopann Bucokara cTeneH Ha CBLP3BaHe Ha
aTOPBACTATHH € NNAa3MEHHTE NPOTEHHH HE CE OUAKBA XEMOANWAIU3ATA Aa YCKOPU 3HAYUTENHO KJIKPbHCA Ha
aTOpPBACTaTHH.

5. ®APMAKOJIOTHYHU CBOHCTBA
5.1 PapMaKkoAHHAMHYHH CBOHCTBA

MdapMakoTepaneBTHUHA rpymna: Jlekapcrsa, peryaupawy sunuaute, HMG-CoA-peaykrazny
uuxuburopu, ATC koa C10AA0S

ATOpBaCcTaTUH € CENEKTUBEH, KOMNeTHTHBEH UHXUOUTOp Ha HMG-CoA-penykrasara -
CKOPOCTOONPEAENALHAT €H3UM, OTTOBOPEH 3a MPEBPBLIAHETO HA 3-XHAPOKCH-3-METHA-TNYyTaApUI-
KOEH3MM A JI0 MEBAJIOHAT, NPEKYPCOP HA CTEPOJIUTE, BKIIKOUUTENHO HA XonecTepona. TpUurinuepuanTe |
XONECTEepONbT B YEPHUS Opob ce BKIKOUYBAT B CbCTABA HA NIKMOMPOTEHHH € MHOMO HUCKA MABTHOCT
(VLDL) # ce OTHeNAT B M1a3MaTa 3a NpeHaciHe 1o nepudepHuTe ThkaHu. JIUMONPOTEHHNTE C HUCKA
nnbTHOCT (LDL) ce o6pasysat ot VLDL u ce katabonu3npar npeayd BCHUKO Ype3 peuenTopu ¢ BUCOK
adpuHuteT 32 LDL (LDL peuenrop).

ATOpPBACTaTHH MOHMXKABA IJIA3MEHUTE HUBA HA XONECTEPOa H THNONPOTEHHUTE Upe3 HHXHOUpaHE Ha
HMG-CoA peaykrasata H nocneasaiara OMoCHHTE3a HA XONECTEPON B uepHuA Apob U yeennuyasa Opos
Ha yepHOApOoOHHUTE peuenTopu 3a L.DL BbpXy kAeThUYHATA NOBLPXHOCT 38 YCUIIEHO YCBOSBAHE Y
kaTabonusbM Ha LDL.

AtopBacTaTHH HamassBa obpasysaHeTo Ha LDL v 6pos na LDL-yacTHuMTe. ATOpPBACTATHH NIPUYHUHABA
3HAYUTENHO H OBJTrOTpafHo NOBKILIABAHE HA aKTUBHOCTTA HA peuentopute 3a LDL, npuApyXKEHO C
GnaronpusaTHa NPpOMAHa B Ka4eCTBOTO Ha UUpKyaupawuTe LDL-yacTHIIU. ATOpBACTATHH € ¢dUKacer 3a
noHwxapaHe Ha LDL-xonectepona npu nayueHT! ¢ XOMO3MroTHa GamMuiiHa XUnepxonecTeposieMus -
rpyna 60111, KONTO OOMKHOBEHO HE C€ BIMAAT OT MOHMMKABALIW JTUNHAUTE NEKAPCTBA.

YCTaHOBEHO €, U€ aTopBacTaTH NoHuxaea obuua xonecrepon (30-46%), LDL-xonecrepona (41- e
anonunonpotenH B (34-50%) v tpuranuepuaute (14-33%), kaTo cblLueBpeMEHHO BOAR A0 Bap: ' '
nosuuienus Ha HDL-xonecrepona u anonunonpotredd A, B 10303aBUCHMO [tpoyuBaHe. Te3u,peays
Ce MOTBbPKAABAT fipH NALUHEHTH C XETEPO3UTOTHA PAMHUJIHA XHUTIEPXOJECTEPOIEMHUA, HedaM ,J]ﬁ?i |

"|.
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XHIIEPXONECTEPONEMHUA H CMECEHA XHNEPTUIIMAEMHUS, BKIIKOUHTENHO NALMEHTH C HEHHCYTHHO3aBUCUM
3axapeH Axader.

Jloka3aHo €, ye MOHMKEHHUETO Ha 00mus xouectepon, LDL-xonecrepona u anoaunonporerd B Hamansea
PUCKA OT CBPACHHO-CBAOBY HHRLKACHTH U CbPAECHHO-CHA0BA CMBPTHOCT.

XOMO3UIroTHa haMHUIKa XHNEPXONECTEPOSIEMHU S

B MynTHUEHTPOBO OCEMCEAMHYHO OTBOPEHO fIpoyuBaHe 3a MUJIOCLPAHA ynioTpeba ¢ dbakyaraTUBEH
YIB/DKUTENEH NEPHOA C pPasiuyHa NPOABMKNUTENHOCT, ca 6unu BkaoueHu 335 nauuenTH, 89 oT KOUTO Cca
¢ YCTaHOBEHA XOMO3HUIOTHA (PaMUJIHa xurnepxonecteponaeMus. [IpH tesu 89 naunenTy, cpeqHOTO
noHuxeHue Ha LDL-xonecrepona e npubauzurenuo 20%. ATopBacTaTHH € NpUaarad B 1031 A0

80 mg/aeH.

ATEepocKaeposa
B knuHr4HOTO npoy4BaHe OOpaTHO pa3BUTHE HA aTEPOCK/IEPO3aTa Ype3 arpeCUBHO AUNUIHO

noHHxapane (Reversing Atheroscierosis with Aggressive Lipid —Lowering Study (REVERSAL)) edextbt
Ha HHTEH3UBHO NOHWKABAHE H& NMUNUAUTE C ATOPBACTATHH 80 mg U CTaHJApTHO HUBO HA NOHUIXKABAHE HAa
aMnuavTe ¢ npasactatud 40 mg MpH KOpoHapHa aTepoCKIIepo3a € OLEHEH Ype3 BbTPECHhAOBO
yJITpa3BykoBo uicneasane (IVUS) no BpeMe Ha aHrHOrpagMs NpH MALKUEHTH C NICXEMH4YHA BonecT Ha
copuero (MbC). B ToBa panaomMuanpano, ABORHOCNANO, MyATHUEHTPOBO, KOHTPONUPAHO KNAHHUYHO
npoyuBaHe IVUS e HanpaBeH B Ha4anoTO Ha Npoy4BaHETO U Ha 18™* meceu npu 502 naunentu. B
rpymnara Ha aTopBacTaTHH (n=253) HAMA nNporpecus Ha aTepoCKIepo3arta.

MennanaTa Ha NPoOLEHTA HA NIPOMAHA B 00LIMA 00eM Ha aTEpPOCKNEPOTHYHATA NNaKa OT HAYalloTo Ha
Nnpoy4BaHeTo (MbpBUYEH KPHTEPHHA HA npoyuBaHeTo) € -0,4 % (p=0,98) B rpynara Ha aTOpBaCTaTHH W
+2,7 % (p=0,001) B rpynara Ha npaBacTaTHH (n=249). [Ipu cpasHeHHe ¢ NMpaBacTATUH ¢PEKTUTE Ha
aTOPBACTATHH ca CTaTUCTHYECKH 3HayuMy (p=0,02). EGeKTbT Ha MHTEH3UBHOTO JHWMHAHO MOHUKABAHE
BLPXY ChPASYHO-CHAOBATa KpaiiHa Touka (Harnp. HeobXoauMOCT OT peBacKyapu3auus, HegarTaneH
MHOKapAeH HH(apKT, KOPOHAPHA CMBPT) HE € U3CNEABAH B TOBA NPOYUBAHE.

B rpynata Ha aTopBactaTid LDL-X0necTeponsT €€ € MOHMKHN A0 cpeaHa cToHHOCT 0T 2,04 mmol/] £+ 0,8
(78,9 mg/dl £ 30) cnpsmo n3xoaHarta cToHHOCT OT 3,89 mmol/1 £ 0,7 (150 mg/dl & 28), a B rpynara Ha
npaBacTaTuH LDL-xonecTeponsT ce e NOHUKHA 10 CpeaHa CToHHOCT oT 2,85 mmol/l + 0,7 (110 mg/dl +
26) cnpAMO n3xoaHara crofiHocT ot 3,89 mmol/l + 0,7 (150 mg/dl + 26) (p<0,0001). ATopBacTaTHH ChilO
TaKa 3HAYHTEIHO € HaMaJluN CPeNHUTE CTOHHOCTH Ha 00K xonecrepon ¢ 34,1% (npasacTtaTtuH: -18,4%,
p<0,0001), cpeanuTe HUBa Ha TpUurauuepuaute ¢ 20% (npasacrartuH: -6,8%, p<0,0009) U cpenvus
anonunonpoteny B ¢ 39,1% (npasacratun: -22,0%, p=0,0001). ATOpBacTaTHH € NOBUILNI CpeaHUs
HDL- xoaectepon ¢ 2,9% (npasacrarun: +5,6%, p=NS). UMa cpeaHo HamaneHue ot 36,4% Ha C-
pPEeaKTHBHHUA NMPOTEHH B IpyaTa Ha aTOpBaCTATHH B CpaBHEHHUE ¢ HAMaNEHHUeE OT 5,2% B rpynara Ha
npaBacTatdH (p<0,0001).

PE3}’HT&THT€ OT NNPOYYBAHCTO Ca NOJYHCHH [TPH AO03UPOBKA OT 80 mg. CHEHOEB,TEIIHD, TC HC MOraTt aa cc
CKCTPANoOJNUpPAaT BbPXY [NO~-HUCKHTE JO3HPOBKH.

[TpopunuTte Ha 6€30MaCHOCT U NOHOCHMMOCT B ABETE JEKYBaHH IPYNH ca OUIH CPaBHHMH.

EdekThT OT HHTEH3HBHOTO [MOHHUXKABAHE HA JIMNHJIUTE BbPXY OCHOBHHTE CHPASHHO-CHAOBH KpalHH LenH

He € H3cJeABaH B TOBa Mpoy4BaHe. ETO 3alli0 KABHHYHATA 3HAYUMOCT Ha Te3H ,,Bbobpaxaemu”™ pe3yataTi
MO OTHOLLIEHHE Ha MBPBUUHATA M BTOPUYHATA NpodHunakTHKA HA CbPAEUHO-CBAOBH CHOUTHS HE €
H3BECTHA.
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OCTbp KOpOHapeH CHHAPOM
B npoyuBaHeto MIRACL ce ouenssa atopsactatuH 80 mg npy 3086 nayuentu (aTopsactatd n=1538;

nnaue6o n=1548) ¢ ocThp KOpPOHApeH cuHapoM (non-Q MUokapaeH HHbapkT nan Hecrabuina aHrnHa
NEXTOPHC). JIe4eHUETO e 3aNOYHATO 110 BpeMe Ha ocTpara ¢asa cies XOCNUTANU3INPaHe U € TIPOABIHKHI0
3a nepuog oT 16 ceamuuu. Jleuenuero ¢ aroppactatud 80 mg JHEBHO yBe/lHYaBa BPEMeETO JI0 NOABa Ha
koMOHHHpaHaTa MbPBUYHA KpailHa TOYKAE, ONPEAC/IeHa KaTO CMBPT, HE3aBUCHMO OT NPHYKHATA,
Hedaraned MUOKApAEH HHPAPKT, PECYCLUMTUPAH CbPASHEH ApeCT UK aHTHHA TIeKTOPHC € AaHHMU 33
HCXEMMS HA MUOKapJa, Hanaralia XOCInUTaan3alua, NoKa3paiky peayKuus Ha pucka ¢ 16% (p=0,048).
Toga € npeaMHO BCaeACTBHE HA 26% peAyKUHA HA PEXOCITUTANH3ALUATA 32 AHTHHA MEKTOPUC C JaHHH 33
ncxeMusa Ha Muokapaa (p=0,018). Jpyrure BTOPpAYHHA KPpARHU LENH HEe JOCTHTAT CTATUCTHYECKA
3HAYUMOCT camu o cede cu (00wo: nnauedo: 22,2%, atoppactaTl: 22,4%).

[IpodunsT Ha 6e30macHOCT HA aTopBacTaTUH B Npoy4yBaHeTo MIRACL CbOTBETCTBA HAa OMMCAHKA B TOUKA
4.8,

[IpodunakTiika Ha CbpAEYHO-CHAOBO 3ab0/aBaHe

EdextsT Ha aTOpBACTATHH BBPXY (paTanHa ¥ HedaTalHa HCXeMKYHA O0NeCT Ha ChPUETO € OLUCHEH B
pPaHAOMH3HPaHO, ABOHHOCAANG, NAALEO0-KOHTPONUPAHO NpoYyUBaHe, AHINO-CKaHAWHABCKO IPOYUYBAHE 34
ChpPACYHO-CHJOB U3XO0J — KIOH C MOHWKaBaHe Ha aunnaute (Anglo-Scandinavian Cardiac Outcomes Trial
Lipid Lowering Arm (ASCOT-LLA)). Iaunentute ca ¢ xunepronud, 40-79-roguiuxu, 6€3 npeaxoaeH
MHOKapAeH HHPAPKT UK JeYeHUe 3a CTEHOKApAHUA 1 ¢ HUBa Ha 00w xonectepon <6,5 mmol/] (251
mg/dl). Beuuku nauueHTy ca UMany Hai-mManko 3 npeABapUTENHO Je@UHUPAHH ChPACYHO-ChAOBH
pHCKOBH (PAKTOPU: MBXKKH IOJ, Bb3pAcT =55 roauHH, nyulexe, anader, aHaMHesa 3a UbC npu
POACTBEHHK OT I'bpBa AHHud, 061l xonectepon:HDL-C >6, nepugepHo cuaoeo 3abonspane, epokamepHa
xuneprpodus, NpeaxoacH MO3IbHYHO-CbAOB HHUUAEHT, cneunduruna EKI™ anomanus,
NpOTEHHYpHA/anOyMuHypus. He BCHUKH BKNIOUEHH MMALUEHTH Ca MPEUEHEHH KaTo NaUUEHTH ¢ BUCOK
PHCK 3a ITbPBU CHPAEYHO-CHAOB HHUMWJEHT.

[TauueHTHTE Ca JeKYBaHHU C AHTHXUNEPTEH3UBHA TEPaNus (MK CXeMa, OCHOBaBalla ce Ha aMJIOJHUIIHH,
HJIH CXeMa, OCHOBaBalla ¢€ Ha aTeHoJ10/), B KOMOHHAUKA UK ¢ aTropBacTaTiH 10 mg nHesHo (n=5,168),
HaM ¢ nmaauedo (n=35,137).

EdekTbT Ha HamansaBaHe HA aOCONMIOTHUA N OTHOCHTENMHNS PHCK NpH ynoTpeba Ha aTOpBacTaTHH € 6ua
KaKTO CNejiBa:

OTHOCUTENHO bpo#i Ha AbcomoTHO
HamaneHue HHLUUACHTUTE HamajleHue
Ha pUCKa (atopBacraTHH Ha pucka'
MuuuneHT (%) CIpAMO (Vo) Cro#iHoCT
niauedo Ha p

datania UbC nmoc HedaraneH 36% 100 cnpsiMo 1,1% 0,0005
MH 154
Obu10 cbpACHHO-CHAOBH 20% 389 cnpsimo 1,9% 0,0008
WHLIHAEHTHH H 483
peBacKyapu3alHOHHH
npouesypu
00110 KOpOHAPHH HHLMACHTH 29% 178 ;:gmo 1,4% 0,0006

'Bp3 0cHOBA Ha pa3nuKaTa B 0011aTa 4YeCTOTa Ha HHUMAEHTUTE, HablloIaBaHU NPH CPEIHO
npocneasBaHe oT 3,3 rOAWHH.
HUBC - ucxemuura 6onecr Ha cwpuero; M — muokapaen nHpapkr. /
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Of1ara CMBPTHOCT H CbPAEYHO-CHA0OBATA CMBPTHOCT He ca OuiiM 3Hauumo HaManeH# (185 capamo 212
uHuuaeHTa, p=0,17 u 74 cnpamo 82, p=0,51). B ananusa Ha noarpynara no noa (81% Muxke, 19% xeHu)
OnaronpuaTeH eexkT Ha aTtopBacTaTHH € OUN HAOMOAABAH [TPU MBXKETE, HO HE MOXE [1a C& YCTaHOBH Mpy
KEHUTE, BEPOATHO NMOPAAN HUCKATA YECTOTA HA HHUHMAECHTH B XKeHcKaTa noarpyna. Obiara u cbpaevHo-
ChAOBATA CMBPTHOCT € UHCNEHO MO-BUCOKA NpH xeHuTe (38 cnipamo 30 u 17 cnpsamo 12), HO TOBa He e
OUNO CTAaTUCTHUECKH 3HAYMMO. MIMaio € 3HauuTeNHO TepaneBTHYHO B3aMMOAEHCTBUE OT CTPaHA Ha
OCHOBHATA aHTUXUINEPTEH3IWBHA Tepanus, [TepBuyHaTa KpaiHa Touka (patanna UBC nnroc HedartaneH
MH) e 3HauMMO peayunpata OT aTopBacTATHH NPU NalMEHTH, NekyBaHyu ¢ amnoaunuH (HR 0,47 (0,32-
0,69), p=0,00008), HO He U npu Te3H, nekyBaHH ¢ ateronon (HR 0,83 (0,59-1,17), p=0,287).

EdexTnT Ha aTropBacTaTiH BLPXY GaTanHO U He(aTaNHO ChPACHHO-CHA0BO 3a00/19BaHE € ChIUO OUCHEH B
paHIOMHU3HPAHO, ABOKHOCNAINO, MYJITULEHTPOBO, N1aued0-KOHTPOIUPAHO NpoyUuBaHe,” [IpoyuBaHe Ha
aToppactaTuH npu auabetr” (Collaborative Atorvastatin Diabetes Study (CARDS)) npu nauneHTH ¢ THI 2
anaber, 40-75-roauiny, 6e3 npeaxoaHa aHaMHesa 3a ChpACHHO-CBA0BO 3abonsBaHe n ¢ LDL-C <4,14
mmol/l (160 mg/dl) u Tpurnxuepuau <6,78 mmol/l (600 mg/dl). Bcuuku nanuueHTH ca uManu nole 1 ot
CNeAHUTE PUCKOBH (PAKTOpPH: XUNEPTOHHA, HACTOAWIO NYLIEHEe, PETUHONATHA, MHKPOAJIOYMHHYPHA TN
MakpoanbyMHHYpHA.

[launenTuTE Ca JieKyBaHH ¢ atopBacTaTuH 10 mg aHerno (n=1,428) unn nnauebdo (n=1,410) npn MeauaHa
Ha npocneassade 3,9 roauHu.

EdexTsT Ha HamansaBaHe HA aOCOMIOTHHS ¥ OTHOCHTEHUSA PUCK NpH ynoTpeda Ha aTopBacTaTHH € 6un
KaKTO clie/iBa:

OTHOCUTENHO bpoii Ha ABCONOTHO
HaMalieHue HHUHUACHTHUTE HaMaJieHue
Ha pucka (aTOpBacTaTHH  Ha pHCKa'
HuuupeHt (%) CIIPAMO (%) CroiiHocr
njaauedo) Ha p
["oneMu CbpacuUHO-CHAOBH 37% 83 cnpaMo 127 3,2% 0,0010

HHLUMAEHTH
(daranen 4 HedaTaneH ocTbp

MH, Tux MH, BHezanHa cMbpT

Bcaenacreue Ha UbC, HecTabunua

creHokapaud, CABG, PTCA,

pEBACKYTH3aknsa, MHCYJIT)

MH (daranen u HedaTtaiieH

OMH, tux MH) 42% 38 cnpsamo 64 1,9% 0,0070
HUucyntu (pataniu 1 HedaTanHu)

48% 21 cnpsamo 39 1,3% 0,0163
'Bb3 ocHOBa Ha pasnukara B 0611aTa 4eCTOTa Ha HHUMAEHTHTE, HabMI04aBaHy NPU CPEAHO
npocneassae ot 3,9 roauuu; CABG - xopoHapeH aprepuaneH 6aiinac, UbC - ncxemuuna donecr
Ha cbpLEeTO; MU — Muokapaed uigapxt; PTCA - nepkyTaHHa TpaHCAYMHHANHA KOPOHAPHA
AHTHOMNJIACTUKA.

HsiMa n10Ka3aTencTBo 3a pasnyKa B edekTa OT JICUSHUETO CNOPpE] 11013, Bb3pacTTa WK U3XOIHOTO HHBO
Ha LDL-xonecrepona Ha nauHeHTa. braronpuaria TeHaeHLUS € HabnonaBaHa O OTHOLWIEHHE HUBOTO Ha
CMBPTHOCT (82 CMBPTHH ciyyau npu niauedo rpynarta cnpsaMo 61 B rpynaTa Ha aTopBacTaTHH,

p=0,0592). ﬂ

PeunauBypaly HHCYIT /A . B
B npoyusanero IIpeaoTBparsiBaHe Ha HHCYJIT Ype3 arpeCHBHO HaMalsiBaHE HA HUBATA Ha XOnekreponia = ., \
(Stroke Prevention by Aggressive Reduction in Cholesterol Levels }(SPARCL) e 6un oueHeH edekTbT Ha "3 7
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aTopBacTaTiH 80 mg AHeBHO MK naauedo no OTHOLIEHHE NOABATA HA UHCYAT NpH 4 731 nauneHTH ¢
HHCYJT UIM npexoara ucxeMuuHa ataka (TIA) B pamkuTe Ha npeaxoaHuTe 6 mecellia U 0e3 aHaMHe3sa 3a
HUBC. IaunenTure ca 60% Muxe, 21-92 roanHu (cpeaHa Bb3pacT 63 rOAHHH) U CPEOHO U3XOAHO HUBO HA
LDL 133 mg/dl (3,4 mmol/l1). Cpegnara croinoct Ha LDL-C e 6una 73 mg/dl (1,9 mmol/l) no BpeMe Ha
AEeYeHHeTO ¢ atopeacTaTid ¥ 129 mg/dl (3,3 mmol/l) no Bpeme Ha neueHueTo ¢ nnayebo. Meauanara wa
npocneaspane € 4,9 roiuHy.

Aropaactatii 80 mg e HaManun pUCKa OT MbPBUYHATA KPaliHa TOYKa (aTaneH U HeaTaled HHCYAT C
15% (HR 0,85; 95% CI, 0,72 —1,00; P=0,05 vnu 0, 84; 95% Cl, 0,71-0,99; p=0,03 cnea apantipade Ha
H3XOJHUTE XapaKTEPUCTHKH) B cpaBHeHHe ¢ naauebo. Obwara cMbpTHOCT € 9,1% (216/2365) npu
aTopBacTaTHH cnpamo 8,9% (211/2366) npu nnauebo.

B post-hoc aHann3 atopsactatiH 80 mg e HaMalluJl YeCTOTaTa Ha HCXEMHUUYEH HHCYNT (218/2365, 9,2%
cripamo 274/2 366, 11,6%, p=0,01) ¥ e noBHLUK YECTOTATA HA XeMoparuueH MHCYNT (55/2 365, 2,3%
cripsiMo 33/2 366, 1,4%, p=0,02) B cpaBHeHUE ¢ nauedo.

° PHCKBT OT XeMoparuyieH HHCYT € MOBHIUEH MPH MAUUEHTUTE, KOUTO Ca ¢ NpealuecTRalll
XeMoparuuyeH HHCYJIT NPH BKIKOUBAHE B NPOYUBaHETO (7/45 npy aTOPBACTATHH cnpsMo 2/48 npu
naauebo; HR 4,06; CI 0,84-19,57) u pUCKBT OT UCXEMUYEH HHCYNT € CXOREH B ABeTe rpyny (3/45
MPH aTopBacTaTir cnpamo 2/48 npu nnauebo; HR 1,64; 95% (I, 0,27-9,82).

o PHCKBT OT XeMOparuyeH MHCYJIT € MOBULLEH MPH MaLHEHTH, KOUTO €a C NpeallecTalll JaKyHapeH
HHQAPKT MpU BKIOUBaHe B nipoyuBaneTo (20/708 npu atopsacTaTthH cnpsamo 4/701 npu nnauedo;
HR 4,99; 95% CI, 1,71-14,6), HO pPUCKDBT OT UCXEMUUYEH UHCYNT MPY TE€3H NALNEHTH CBLIO €
HaMass (79/708 npu atopeactatuH crnpamo 102/701 aopu naauebo; HR 0,76; 95% (I, 0,57-1,02).
Bb3MOXHO € KpaHHUAT PUCK OT MHCYAT Aa € NOBUILEH NPY NAUUEHTHTE C NMPEeAXOAEH NaKyHapeH
HHQAPKT, KOUTO Nojy4asar atopsactaTtud 80 mg Ha AeH.

OO6iaTa cMBpTHOCT € 15,6% (7/45) npu neyenue c aropBactaTiH cnpamo 10,4% (5/48) npu npunarane
Ha rnatebo B MoArpynata nauuMeHTH ¢ Npeaxoed xemoparnued uHCynT. Obwara cMmbptHOCT € 10,9%
(77/708) npy aropsactaTHH cripamo 9,1% (64/701) npn nnauebo B noarpynarta nayuenTH ¢ NpeaxoacH
NaKyHapeH HHGapKT.

[leanatpryHa nonyauus

Xemeposzuzomna chamunna xunepxonecmeponremus npu neQUAMpPUYHY nayuesmu Ha gbipacm 6-17
200UHU.

[IpoBeneHO e 8-ceAMHYHO OTBOPEHO NpOYyUBaHe 3a OLEHKA Ha (PapMaKOKHHETHKATA,
dapmakogHHaM#KKaTa, 6€30NaCHOCTTa H NOHOCUMOCTTA Ha aTOPBACTATHH fipH Jeila U NOAPACTBALLM C
reHeTHYHO AOKA3aHA XETEPO3UroTHA (paMHIIHA XUnepxosecteponemus H 6a3osu croitnoct Ha LDL-C >4
mmol/l. [NpoyuyBaneTo oOxBawa 39 aeua u noapacTeaily Ha Bb3pacT or 6 Ao 17 roaunu. Koxopra A
BKJAIOYBA 15 geua, Ha Bb3pacT 6 — 12 roauHHu B nbpBU cTaaui no Tanner. Koxopra b Brmousa 24 geua #a
Bb3pacT 10 - 17 roanuHu B craauii no Tanner >2.

Hauanuara no3a aropsacTaTHH B KOXOpTa A € 5 mg aHeBHO noj dopmarta Ha TabneTka 3a AbBUeHe U 10
mg AHeBHO noa gopmata Ha punMupaHa tabnetka B koxopTta b. JlaneHa € Bb3aMOXKHOCT HayaiHaTa io3a
fla ce YBOH, aKO He € JOCTUIHaTa TapreTHara ctoiHocT 3a LDL-C <3,35 mmol/l Ha yeTBbpTa ceamulia u

aKO aTopBacTaTHH CE NMOHaCH ,unﬁpe.

Lol _

s 77;. '
Cpeanure croitrocty 3a LDL-C, TC, VLDL-C, u Apo B ca Hamanenu npe3 BTOpara ceaAMHULa g Vivticn
nauyeHTH. [Ipn nauMeHTHTe, Ha KOUTO fo3arta € 61ia yaABoeHa, e 61no HabMo1aBaHO JOMbIIH TENHO
HaMaJIeHHe HA CTOHOCTHTE Ha BTOPAaTa CEAMHLA NPH NbPBOTO H3MEPBAHE CJie/ MOBHIIABAHE HA 103aTa,
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CpeAHMAT NPOLIEHT Ha MOHUXKABAKE HA CTOHHOCTUTE HA NUNUAHKTE napaMeTpu ¢ OUN CXoleH 3a 1BeTe
Koxoptu 6e3 3HaYeHHe Jalii MauKMeHTHTE ca OUIH OCTABEHU Ha TAXHATa [TbpBOHAYAIHA AO3UPOBKA WK T
e buna yasoexa. Ha 8-a ceamuua cpeaHo NpoUEHTLT Ha MpoMAHa oT DasoBuTe cTOHHOCTH HAa LDL-C u

TC e 6un npubaunsutenHo cboTBeTHO 40% 1 30% Han obcera Ha BbaneHCTBHE.

BBB BTOpO OTBOPEHO NPOYYBAHE, ¢ €AHO paMo, 271 MOMUYETA H MOMHYETA C XETEPO3HIroTHA (paMHJIHA
XHUIMEPXONECTEPOJEMHS Ha Bb3pact 6-15 roanHu ca OU/IH BKIKOYEHH U NIEKYBAHH ¢ aTOPBACTATHH 3a
NepHoa OT 3 NOAYHHU. 3a BKJIIOYBAHE B MPOYUBAHETO € H3UCKBAHO NOTEBPACHA XETEPO3IUIOTHA (PaMHJIHA
XunepxonecreposeMua U naxoaHa ctoiHocT Ha LDL-C > 4 mmol/] (npubauszutenHo 152 mg/dl).
[TpoyusaneTo BraOUuBa 139 neua B nbpBHU cTaauit no Tanner (0OUKHOBEHO HA BB3PacT OT 6-10 roauHu),
Jlo3aTa Ha aTOpBACTATHH (BEAHDbX AHEBHO) € 6una 5 mg (TabneTkun 3a AbBUYEHE) NPH AElla HAa Bb3PACT Noj
10 roanun. deua Ha sb3pacT 10 roAMHM M NOBe4e Ca 3anovHanNM aeuekue ¢ 10 mg aTopBacTaTvH (BeHBXK
BHEBHO). BCHYKH Aela ¢a MOMIM & MonyyaT TUTPHPaHE 0 MO-BUCOKH JO3H 3a NOCTUIraHe Ha NPULENHH
croiiHocTH Ha LDL-C < 3,35 mmol/l. Cpeanara no3a, anantupaHa CipsMo TErJOTO, 3a Aelia HA Bb3pacT
ot 6 a0 9 roauuu e 6una 19,6 mg, a 3a aeua Ha Bbapact 10 roauHH » noseve e 6una 23,9 mg.

Cpeannte (+/- CO) u3xoauu ctoiiHocT Ha LDL-C ca Onnn 6,12 (1,26) mmol/l, koeTo e buno
npubausutenno 233 (48) mg/dl. Buxkre Tabnuua 3 no-10ay 3a OKOHYATETHHUTE PE3YJITATH.

JlaHHHUTEe ca ChOTBETCTBANHN Ha JIUNca Ha eeKT BbPXY KOUTO U 12 e OT napaMeTpUTe Ha pacTexa u
pa3BuTHETO (Hanp. BHCOUUHA, Terino, BMI, ctaauit no Tanner, oueHka Ha U3cnea0OBaTEN] 3a UANOCTHOTO
Ch3pABAHE W Pa3BUTHE) NPH NEAHATPHYHH MALMEHTH H IOHOLLHK C XeTepo3nroTHa GpaMunHa
XHIIEPXONECTEPONIEMHA, 10NyUaBallY NEYEHHE C ATOPRACTATHH MO BPEME HA 3-TOAKLIHOTO NpOyUBaHe.
B13 ocHOBa Ha OLEHKATAa Ha W3CnefoBaTeNns He e oTyeTeH e€deKT o OTHOLIEeHHE Ha BHCOUHHATA, TEr10To,
BMI no su3pacT, UM N0 NON NPH MOCELEHHE.

Tabauna 3. JINNHAONOHKKABALIH €PeKTH HA ATOPBACTATHH NPH I0HOIIH MOMYETA H MOMHYETA C
XeTepo3HroTHa (paMHIHA XHIIepXxoJecTepoemMus (mmol/l)

Bpemesa |N | TC (CO) LDL-C (CO) |HDL-C(CO) |TG (CO) Apo B (CO)
TQOUKA

HMaxonHu 271 7,86(1,30) 6,12(1,26) 1,314(0,2663) 0,93(0,47) 1,42(0,28)**
CTOHHOCTH

Mecew 30 206 4,95(0,77)* 3,25(0,67) 1,327(0,2796) 0,79(0,38)* 0,90(0,17)*
Mecel 240 3,12(0,86) 3,45(0,81) 1,308(0,2739) 0,78(0,41) 0,93(0,20)%**
36/ET

TC= 061 xonectepon; LDL-C = xonecrepon, iMAORPOTEHHH ¢ HHcka nakTHOCT, HDL-C = xonecrepon, NTHNONPOTEHHH C BHCOKA
nrbTHOCT; TG = Tpurauuepuau; Apo B = anonavnonpotend B; *Mecew 36/ET™ sr/IiouBa 110c/ie1HA BH3WTA 32 NKLETA, KOUTO €a
{3Ne3NH OT NPOYUYBAHETO NpPeaM NiasupaHara kpaliva Touxa Ha 36-1 MECEL, KaKTO U MbAHH 36-MeceuHU AaHHK 3a RHLIaT],
3aBbPIUHAH 36-MeceHHOTO yuacTre. “* = Meceu 30 N 3a To3u napamersp € 6un 207, “**"= U3xoznu croitHocty N 3a To3M
napamersp € 6un 270, “***' = Meceu 36/ET N 3a To3u napameTsp ¢ 6un 243; “#"'=g/n 3a Apo B.

Xemepo3uzomKa Qamuina xunepxoaecmeporeMus npu Neouampuysy nayuenmu Ha gvapacm 10-17
200UHU.

o
L
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B asoitHocnano, nianebo-KOHTPONUpaHO NMpoyYBaHE, NOCICABAHO OT OTBOpPEHA (a3a Ha nNpoyysa b |
oy
187 MOMUETa ¥ MOMHUUETA C/IEA NbpBaTa MEHCTpYauus, Ha sb3pacT 10-17 roauun (¢cpenno 14,1 HH)C x._:\
XeTepO3UroTHA PaMHJIHA XHIIEPXONECTEPONEMHS UITH TEXKKA XHUTIepXonecTeponemMus ca Ouamn & " C \‘ 11
paHaoMU3KMpanu Ha aTopBacTaTHH (n=140) uau nnauedbo (n=47) 3a 26 ceaAMULH, Che KOETO BCHUKH s /l "
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nonyuapat aTopBacTaTHH 3a 26 ceaMuuu. 103upoBKaTa Ha aTOpBaCcTaTUH (BEAHDBX AHEBHO) € 10 mg 3a
MbPBUTE 4 CEAMHULIM U MOCNEABALLO yBearWyarane 10 20 mg B cayuall yve LDL-C HuBata ca >3,36 mmol/l.
ATOpBACTATHE CUTHU(MKATHO HAMATIABA NJNAa3MEHUTE HHUBA Ha obwus xonecrepon, LDL-C,
TPUIIHLEPHAMUTE U anoaunonporedH B npes nbpBuTe 26 CeAMULM Ha ABoHiHOCHANAaTa (pa3za. CpeaHara
nocturiarta crofisoct Ha LDL-C e 3,38 mmol/1 (range: 1,81-6,26 mmol/l) B rpynaTta Ha aTopBacTaTHH
cpaBHeHa ¢ 5,91 mmol/l (range: 3,93-9,96 mmol/l) B nnauebo rpynara npes 26-ceiMuuHara Asofinocnsana
aza.

JOMbIHUTENHO NEAHATPHUHHO NPOYYBAHE HA aTOPBACTATHH CpEilly KOJECTUIION NPH NAUMUEHTH C
XHIepXonecTeponeMus Ha Bb3pact 10-18 roanun yctaHoBsBa, Y€ aropeacTaTiH (N=25) npennsBuksa
curHudukanTHo Hamanenue Ha LDL-C Ha 26-Tta ceamuua (p<0,05), cpaBHeH ¢ konectunon (N=31).

[IpoyuBaHe 3a ,,MHIOCHPAHA YITOTPEOA” NPH MALMEHTH ¢ TEXKA XUTiepxonecTeponeMus ( BKIIOUHMTENHO
XOMO3HTIOTHA XHIEPXONECTEPOIeMUs), BKIOUBa 46 neAHaTPUYHHM NAUKMEHTH, JIEKYBAHHU C ATOPBACTATHH
TATPHPAH B 3aBUCHMOCT OT OTroBopa (HAKOH MAaUEeHTH ca npueMany 80 mg aTopBacTaTUH AHEBHO).

[TpoyusaneTro npoaw/pkasa 3 roanHd: LDL-xoaecteponsT € HaManeH ¢ 36%.

JsarocpouHara epMKacHOCT Ha Tepanus C aTOPBACTATHH B AETCKA Bb3PACT 32 HAMAJIABAHE HA
3a0051€BaEMOCTTa U CMBPTHOCTTA B 3pA/A BL3PACT HE € YCTAHOBEHA.

EBponefickara areHLHs NO NEKapCTBATa € OTIAMKHAA 3aAbIXKEHUETO 3a MoAABaHe Ha pe3ynATaTH OT
MPOYUYBaHHSA ¢ aTOpBacTaTHH npy Aeua ot 0 4o nox 6-roaMiIHAa Bb3PAcCT MPH JAEHECHHE Ha XETEPO3HI'OTHA
(aMUIHA XHNIEPXONECTEPOJIEMHA, KAKTO W NpH Aeua oT a0 noa 18-roguilHa Bb3pacT NpH EYEHHETO Ha
XOMO3UroTHA (PAMHIIHA XHAEPXOAECTEPOIEMUS, KOMOHMHUpaHA (CMECEHA) XUNIEPXONECTEPONEMHS,
NbPBUYHA XUMIEPXOJIECTEPOAEMHS H NPEBEHLIMATA HA CHPACUYHO-CBAOBH ChOMTHA (BXK. TOYKa 4.2 33
HHbOpMaLMs 33 neadarpuyHara ynortpeba).

5.2 (PMapMaAKOKHHETHYHH CBOHCTBA

Abcopbins
ArtopsacTtaTHH c¢e abcopbupa 6bp30 cnea nepopanHo NpuiokKeHUe; MaKCHMManHa rnna3imMeHa KOHUEHTpaL s

(Cmax) C€ nocTira 3a 1 10 2 yaca. Crenenra Ha abcopOuus ce nokayea npornopLUUOHaIHO Ha 103aTa Ha
aTopBacTaTiH. Cnea nepopanHo NPUAOKEHNE OHOHATHYHOCTTA Ha aTOPBAcTaTHH (MUIMUDPAHH TabJeTKH €
95 10 99% B cpaBHEHME C Ta3HU Ha NepopanHua pa3TBop. AbcomoTHaTa OHOHANHYHOCT Ha aTOPBACTATHH €
npubausurenHo 12% u cucremHata HanUYHOCT Ha HHXHOUTOpHATA akTUBHOCT 38 HMG-CoA penykTa3ara
e npuonusurenno 30%. Huckara cucteMHa HANMYHOCT CE€ OTAaBa Ha NMPecCHCTeMEH KIUPBHC B
raCTPOMHTECTHHAJIHATA MYKO3a ¥/UJIH Ha first-pass MeTabonan3bM B YepHUs Apob.

PasnpenencHue
Cpenannar o6eM Ha paanpeaciieHHe Ha aTOpBAacTaTHH e npudansutento 381 1. ATopBacTaTiH ce CBbp3Ba ¢

MAa3MEHKUTE MPOTEHHHU B 298%.

buotpancgopmaiius

ATopBacTaTiH ce MeTabonnsupa ot uutoxpom P-450 3A4 10 opTo- ¥ MapaxUAPOKCHIUPAHHN ASPUBATH U
pa3nuyuHu OeTa-OKUCIUTENHH APOAYKTU. OCBeH ApYruTe MbTHUILA, TE3H SeKapcTBa ce MeTabonuidpar
NONBJIHHTEIHO Ype3 MIOKYpoHupaHe. /n vitro uuxudbuuusta Ha HMG-CoA peaykrasara oT opTo-
napaxuaApoOKCUNIHPAHUTE META0OMNTH € eKBHBANICHTHA HA Ta3K OT atopBacTtaTHH. [Ipubansnrento 70% ot
HUpKYyIHpailaTa nHXubuTopHa akTHBHOCT 3a HMG-CoA penykrasara ce OT/aBa Ha akTHBHHTE
METabONUTH.

o
NE%
EnviMuHupane m‘

ATOPBAaCTaTHH C€ H3TbYBA NPEIUMHO C XITbYKATa C/iefl XenaTaneH H/uny ekcTpaxenaraned MeTabodhanm. - N i
H3rnexaa, obaue, ye AeKapcTBOTO HE NPETHPIABA 3HAYNTENHA CHTEPOXENATAIHA peUMPKYNalU. - 0
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CpeaHHAT M1a3MEH NONYXXYBOT Ha aTOPBACTATHH NIPU X0opa € npubausuTenro 14 yaca. [TonyxuBOTBHT Ha
uHxndOuTopHara akTHBHOCT 38 HMG-CoA peaykrasarta € npubnusutendo 20 ao 30 vaca nopaau
Y4acTHETO HA AKTUBHHTE META0ONNTH.

ATOpBAaCTaTHH € CYOCTpaT Ha YEpHOAPOOHUTE TPAHCNIOPTEPU ¥ Ha NOMUNENTUANTE, TPAHCHIOPTHPALIH
opraHuuny aHuoHu 1B1 (OATPI1BI1) u 1B3 (OATP1B3). Merabonutute Ha aTopBacTtaTiH ca cybcTpatH
Ha OATP1B1. YcTtaHOBEHO € CbILO TAKA, HE ATOPBACTATHH € CYOCTpaT Ha €IIYKCHHTE TPAHCTIOPTEPH HA
P-rnukonpotenH (P-gp) U Ha NpOTEHHA HA PE3UCTEHTHOCT Ha paka Ha repaara (BCRP), konro moxe na
orpaHu4at upesHara abcopOUMA U HKITbYHHUS KIKHPBbHC HAa aTOPBACTATHH.

CneuuwanHy nonyjaauru

Cmapuecxa eb3pacm

[InazMeHHTEe KOHLEHTPAUHH HA ATOPBACTATHH U HEMOBUTE AKTHBHU META0OIMTH ca MO-BUCOKH NPU
3/lpaBHM XOpa B HANpeJHala Bb3pacT, OTKONKOTO NPY MNAAH NALUEHTH, 2 €PEKTHTE NO OTHOLLEHHE Ha
JMUIHANTE Ca CPABHHMH C TE3H NPH NO-MIAAH NAUUEHTH.

ITeduampuuna nonyrayua

B oTBOpEHO, 8-CeIMHUHO NMPOYUBAHE, NCAUATPHHRY NMalKMeHTH (Ha Bp3pacT 6-17 roauun) 1 ctaguii no
Tanner (N=15) u ctaguit no Tanner >2 (N=24) ¢ xeTepo3urorHa gaMHiIHa XUNepxXonecTeposeMus !
Oazosk croitHocTh Ha LDL-C >4 mmol/]l ca nexysany ¢ 5 unu 10 mg tabneTkH 3a AbBUYEHE HIIH
cbvoTBeTHO 10 nau 20 mg puamupann tableTky aToOpBacTaTHH BeAHbK AHeBHO. EnHMHCTBEHATA
3HAYMTENIHA MPOMAHA BbB (PapMAKOKMHETUYHHUA MOE HA NONYNALMATA, IEKyBaHa C aTOPBacTaTUH, €
TénecHaTa Maca. BUAUMHAT nepopasieH KIUPBLHC Ha aTOPBACTAaTHH P NeIUaTpHUYHU MALlHEeHTH Ce ABABa
noao0eH HA TO3H fipH Bb3PACTHH CREA AJIOMETPHYHO H3MEPBAHE HA TENECHOTO Terno. ChLOTBETHO
HaMmanenve Ha LDL-C n TC e 6uno nabmopasaHo B JUarna3oHa Ha €KCO3ULHUsA Ha aTOPBacTATHH H O-
XUIAPOKCHATOPBACTATHH.

HHon

KoHueHTpauuuTe Ha aTOPBACTATHH W HEFOBUTE AKTHBHU METABONMTH NPH HEHHUTE CE pa3iM4aBaT OT TE3N
npu Mbxere (keHu: mpubaU3UuTeNnHO ¢ 20% ro-BHCOKH 33 Cmax ¥ € 0KOJIO 10% no-Hucku 3a AUC). Tesu
pa3IMKy HAMAT KIHHUYHO 3HAYEHHUE U HAMA KJIWHHYHO 3HAUYUMH PA3IUKU MexAay eQeKTUTe o
OTHOLLUEHHUE HA TUMTUANTE TNIPH MBIKE U KEHH.

bvbpeuno ygpeoscoane
buOpeuniTe 3a00N5BaHKA HAMAT BIHUAHUE BbPXY MIA3MEHHTE KOHUSHTPAUWU UK BBPXY JIMNMUAHUTE
e(PEKTH HA aTOPBACTATHH H HETOBUTE aKTUBHHU MeTaboNuUTH,

Yeproopobro yepescoane

[lnasMeHHTE KOHUESHTPAUXU HA AaTOPBACTATHH M HErOBUTE AKTHBHHU METAaDONUTH Ca 3HAUYHUTETHO NO-
BUCOKH (nprOau3uTeNnHo 16 nbTH 3a Crax M 11 bTH 38 AUC) npy mauHeHTH ¢ XpOHKYHA aJIKOXOJHA
yepHoapobua Honect (Child-Pugh B).

SLOC1BI noaumopghuzom

YepHoapobHoTo 3axBawlade Ha BCUHUKH HMG-CoA-peaykTazHu HHXUOUTOPH, BKIIIOUYUTENHO

aTOPBACTATHH, ¢€ U3BbpLUBaA nocpencTsoM OATPIBI1 TpaHcnopTeH npoteuH. [Ipy naymeHTH Cbe

SLCOI1B1 noauMopdu3sM UMA PUCK OT NMOBUILIEHA €KCIIO3ULIHA HA aTOPBACTATHH, KOETO MOXE 1a A0BEAE

IO MOBHILIEH PHCK OT pabnoMuonuza (Bx. Touxa 4.4). [NonuMoppusmsT nnpu reda, koaupall OATP1B1
(SLCOIBI1 ¢.521CC), e ¢cBnp3aH ¢ 2,4 MbTH NO-BUCOKA CHCTEMHA HAJTMYHOCT Ha atopBacTaTUH (AUC) B
CpaBHEeHHe ¢ MHAUBUAN Oe3 To3u reHoTuned BapHaHT (¢.521TT). [1pu Te3n naliMeHTH € Bb3MOXHO Ch ;
MEHETHYHO 14 € HapyLueHO YepHOAPOOHOTO 3aXBallAHE HA ATOPBACTATHH. Bb3MOXKHHTE nocnencm .

BbpPXY €PUKACHOCTTA Ca HEM3BECTHHU. (N
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5.3 [IIpeaRJIHHHUYHH AaHHH 32 6€30NACHOCT

ATOpPBaCTATHH HE € NMOKa3an MyTareHeH WK KNacTOreHeH MoTeHuuan B 6aTepus ot 4 in vitro TECTOBE U B
e1H aHaNu3 in vivo. ATOpBACTaTHH He € KAHLIEPOreHEeH 3a NIIbX0Be, HO NPK NMpU/laraHe Ha BUCOKH A03M
pH MHILIKH (HoBeny A0 6-11 nvTH no-sucoku ctoiiHocTd Ha AUC (0 1o 24 yaca) B cpaBHEHHUE C TE3U NPH
Xopa, npyeMalid Hal-BHCOKaTa NpenopbyHTENHA A03a) €A C€ NOABUIM CIy4ad Ha XeNaTolenyJapen
afiecHOM NPH MBXKHTE H XENaTOLEAYIapeH KAPLUHHROM TPH )KEHCKHTE HUBOTHY,

Mma gaHHu or npoyuBaHus npu )xUBOTHH, e HMG-CoA-peaykTasHuTe HHXMOUTOpH MOXE 12 BIUAAT
BbpPXY Pa3BUTHETO Ha emOpuonnTe U detycure. [Ipu mrbxose, 3afiuy 1 Kyyera aTopBacTaTHH HAMa edekT
BbPXY GEPTUNHTETA U HE € TEPATOreHEH, HO NMPH TOKCHYHU 3a MaixaTa Jo3H, NPH NILXOBE K 3aiiuy e
HaOmoaaBaHa (peTanHa TOKCUYHOCT. Pa3BUTHETO HA NOKONIEHHETO NPH NiTbXOBE € 3a0aBEHO H
MOCTHATATHOTO OLEJISIBAHE HAMAJIEHO NPH EKCNO3HUMA Ha MailKkaTa Ha BUCOKM A03H aTopBacTaTuH. [Ipw
NAbXOBE HMa AOKA3ATENCTEO 32 NPEMUHABAHE Ha JIEKAPCTBOTO Mpe3 naauenTtara. [Ipyu nabxose
N1a3MEHUTE KOHLUEHTPALWHKU Ha aTOpBacTaTHH ¢a O/IM3KH A0 Te3H B MJAKOTO. He e n3BecTHO aanu
aTOPBACTATHH M HErOBUTE METAOONMTH Cce €KCKpPETUPAT B KbPMATa.

6. GAPMAIIEBTHYHH JAHHHN

6.1 CrHuchLK HA NTOMOIIHHTE BelllecTRA

CubplieBHHA Ha TabneTkara:

Kanuues xkapboHat
MHUKpOKpHCTalIHA LENY 1034
JlakT03a MOHOXHApPAT
Kpockapmenosa HaTpui
[Tonucopbar 80
XHUAPOKCHAPONUNLENYN03a
MarHe3ueB cTeapar

DUIMOBO NOKPHTHE:

QUIMOBO MOKPUHTHE, ChbABPAKALLO:
XUnpomesnosa

Makporoa 3000

Turanos anokcua (E 171)

Tank

CHMETHKOHOBA eMYJICU4, ChbAbPXKALIA:

CHMETHKOH

CreapunoBu eMynratopu (nonncopbar 65, makporonos creapat 400, rauueponos Monocteapat 40-55)
Crocrurenu (METUALEAY 034, KCAHTAHOBA I'yMa)

beusoena xucennna (E 210)

CopbuHoBa KHCENHHA

CapHa KucenuHa

6.2 HecbBMECTHMOCTH Gl
@
Henpunoxumo. | |

6.3 Cpox Ha rogHocT
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3 roauH#"
6.4 ChnenHanHy yc.10BHSA HA ChXpaHEHHE

To3n JEKApPCTBCH NMPOAYKT HE H3UCKBA CIICUHAIHH YCJIOBHUA HA CbXPaHCHHE.

6.5 Mannn 3a onaxoBkKara

BavcrepuTe ce ChCTOAT OT PopMyBalll QUM OT NONHAMHUL/ ATyMHHHEBO PONHO/NOANBHHUIXIIOPU U
TEPMHUYHO 3aMeYaTaHO MOKPUTHE OT aANyMUHHEBO (GONNO/BUHHII.

byTtunkara ce ¢cbcTod OT HDPE, cbabpika cyuinten, Che 3al{MTEHA OT Jeua 3amnyllaika.

OnakoBkH ¢ OnkcrepH, cuabpkaiuu 4, 7, 10, 14, 20, 28, 30, 50, 56, 60, 84, 90, 98 u 100 punmupann

TabJNETKHU.
Bonnuunu onakosky, ceaspxkaiuu 50, 84, 100, 200 (10 x 20) nuau 500 puaMupanu tabneTku.

HDPE 6ytunxy, coaspxaiiy 90 gunMupanu Tabietku.
He BcHuk# BHAOBE ONAKOBKM MOrat aa 6bjar nycHaTH Ha nasapa.
6.6 CrnenHa/JTHH NpeaNa3HH MePKH MPH H3IXBbLPJIAHE

Hsma cneliyaniy U3MCKBaAHHA,

7. IIPUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

Upjohn EESV
Rivium Westlaan 142

2909 LD Capelle aan den 1Jssel
Hugepnanamus

8. HOMEP(A) HA PASPELLIEHHETO 3A YIIOTPEBA

COPTHC 10 mg dunmupatn tabnetku — 9800143
COPTHUC 20 mg ¢punmupanu tabnetku — 9800142
COPTHUC 40 mg dbnnmupand tabnetkn — 9800141

9. JATA HA II'BPBO PASPEHIABAHE/ITTOJHOBABAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

Hara Ha nppBO paspewiaBane: 15 Mail 1998 r.
Jara Ha nocneagHo nogHopsaBaHe: 18 auyapu 2016 .

10. JATA HA AKTYAJNIHN3UPAHE HA TEKCTA: — e
| mq b3 -
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