KPATKA XAPAKTEPUCTHUKA HA IIPOAYKTA

AR OCL/
1. HUME HA JIEKAPCTBEHUA ITPOAYKT 5'34'03’; 10 -03- 9"
U =UJ- 275
ATOPBHUCTAT K 20 mg ¢punmupanu tabsieTku

ATORVISTAT K 20 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CBCTAB

Besaka punmupana tabnerka cbabpka 20 mg aropactaTvH (atorvastatin) KaTo aTOpBacTaTUH KaJILMH
TPUXH/IpAT.

[ToMoO111HO BelecTBO C U3BECTEH €(EeKT:
20 mg: chrabpka 76,7 mg n1aKkTo3a MOHOXMApPAT; 5,6 mg HAaTPHM.

3a MbJIHUA CITUCHK HA NMOMOLLHUTE BELleCTBA BHXKTE TO4Yka 6.1.

3. JIEKAPCTBEHA ®OPMA

duamupana tadnerka

ATOPBHCTAT K 20 mg:
benu g0 noutu 6enu, GUIMHUpPaHU €JIUIICOBUIHMU TabJIETKH C LIMPHHA OKO0J10 6,6 mm M Ab/DKHHA 0Kos10 12,1

mm, ¢ BITbOHATO pesiedHO o3HaueHue “A31” oT eaHaTa cTpaHa M rjajKu OT Jpyrara cTpaHa
4. KJIMHUYHHA JAHHHA

4.1 TepaneBTHYHH NOKA3ZAHHSA

Xunepxoaecmepoiemus

ATOpBAaCTAaTHH € MOKa3aH KaTo JIOITbJIHEHHE KbM XPaHUTEJIEH PEXKUM 3a HaMaJIsiBaHE Ha MOBULIEHUTE 001l
xonecrepou (total-C), LDL-xonecrepoa (LDH-C), anonunonporedH B ¥ Tpuriavuepuan npy Bb3pacTHH,
FOHOLLIM M Jieua Ha Bb3pacT 10 U moBeye roMHM ¢ IMbpBMYHA XHUIIEPXOJIECTEPOJIEMHUSA, BKJIIOYUTEIHO (haMHUIHA
XHUIIepXoJsiecTeposieMus (XeTepo3uroTeH BapuaHT) Wi KOMOMHUpaHa (CMeceHa) XUMNEPITUITUAEMHS
(otroBapsuia Ha Tur Ila u IIb ot knacudukaumusaTa Ha Fredrickson), korato eekTbT Ha XpaHUTEITHUSA PEXKUM U
ApyruTe HeapMaKkoJOrH4HH METOU € HEOCTAThYEH.

ATOpBACTaTHH € M0Ka3aH ChLIO 3a NOHWKaBaHe Ha 00wus xonecteposa U LDL-C npu naumeHTu c

XOMO3HMIOTHA (paMHJTHA XMUIIEPXO0JIECTEPOJIEMUS KATO JI0MTbJIHEHHE KbM JIPYTMTE METOAH 3a [NOHHWXKABaAHE
HMBOTO Ha JqunuauTe (Harnp. agepesa Ha LDL) uiau B cnyyaure, KOrato Te3u METOAM HE Ca HAJTUYHH.

IIpogdunakmuxa na cvpoeyHo-cvb0080 3a6016aHE

[IpounakTrka Ha CbpA€YHO-CHAOBH HHLIMAEHTH MPH MALUMEHTH, [IPU KOUTO € OLIEHEH B /,'--:' T ILDBH
ChpP/IEYHO-CHI0B HHLIM/IEHT (BXK. TOYKa 5.1), KaTO JI0IMb/IHEHHE KbM KOPEKLIMATA Ha Py PUCKOBH ZPANY
aAKTOPH. ; o\ O
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Ho3upoexa

[TanuenTsbT TpAOBa Aa Ce MOCTABH HA CTAHAAPTEH XPAHHUTEJICH PEAKHM 32 MOHIWKABaHE HA XOJlecTepoiia rpeau
MpUeMa Ha aTOPBaCTaTHH H [a NPOAb/DKHA Ha TO3H XPAHUTENICH PEXXHM 10 BpEME Ha JIeHeHHETO ¢
aTOPBaCTATHH.

Ho3zara TpabBa na Obae HHAMBUIYATHO ONpEAE/ICHa, B 3aBUCHMOCT OT M3xoaHuTe HMBa Ha LDL-C, uenrta Ha
TEepanuATa H OTTOBOPA Ha NALIMCHTA.

ObuuaiiHaTa HayanHa jo3a e 10 mg BeaAHbXK AHeBHO. KOopeklHsa Ha Ao3aTa ce U3BBPLUBA [IPE€3 HHTEPBAIHA OT
YeTHPH WM noBeue ceaMuld. Makcumannara 103a e 80 mg BeaHbK JHEBHO.

IIvpauuna xunepxonecmepojemus ¥ KOMOUHUpAna (CMecena) xuneprunuoemus

BOJUIMHCTBOTO OT MALMEHTHUTE AOCTUIaT KOHTPO NPH aTOpBAcTATHH o1 10 mg BeAHbXK JHEBHO.
TepaneBTHuEH OTrOBOP CE JOKA3BA B PAMKKHTE Ha 2 CeAMMLH, 2 MAKCHUMATHUAT Te€pareBTUYEH OTTOBOD CE
nocTura 0buuaHoO B paMKHUTe Ha 4 ceaMuUH. OTroBOpBT ¢€ NOAABPKA TP NPOABDKHTEIHO JIeHeHHe.

Xemepo3zuzomna gamunna xunepxorecmepoiremMus

JleueHHeTO Ha nauneHTUTE TPAOBa Aa 3aroyHe ¢ aroppacTaTHH 10 mg anesHo. [lozute Tpabea ga ce
ONnpeaenaT UHAXBHAYAITHO H KOPHTHPAT Ha BCEKH 4 ceIMHULIM A0 AOCTHraHe Ha ao3a ot 40 mg qHerHo. Cnen
TOBA J1I03aTa MOXE WM [1a ce [TOBMILNM A0 MaKCHMManHa Ro3a ot 80 mg aHeBHO Wi Ja ce KOMOHHHpa
CEKBECTPAHT Ha XTbUYHH KUCENUHH ¢ 1032 OT 40 mg aTOpBACTATHH BEAHDBXK AHEBHO.

Xomozuzomua pamuwina xunepxonecmepoiemiis

Hanu4yHM ca caMO OrpaHM4eHH JaHHH (BXK. CbLIO TO4Ka 5.1).

Jo3ara Ha aTOopBacTaTHH MPHU MALMEHTH C XOMO3UTroTHA PaMUIIHA XHIiepxoaecTeponemud € ot 10 mg 1o

80 mg aqHeBHO (BXK. TouKa 5.1). ATopBacraTuH TpAOBa Aa ce MpHUiara KaTto AOITbIHEHHE KbM IPYTUTE METOIH
3a [IOHKXKABAHE HUBOTO Ha NHnuaute (Hanp. adepesa Ha LDL) win B cayyanTe, Korato T€3H METOIH HE Ca
HATHYHH.

IIpodunaxmuxa na cbepoeuro-cv0080 3aborssare
Ilpn npoyuBaHKd 3a MepBUYHA NpopHNaKTHKE Ao3aTa € Ouna 10 mg/aed. Moxxe aa ca Heobxoaumu no-
BHCOKH J03M 33 MOCTUraHe HMBaTa Ha LDL-xonecTepos B ChOTBETCTBHE ¢ HACTOALIMTE YKa3aHUA 3a JIEYEHHE.

bvbpeuno yepesxcoane
He ce nanara xopurvdpase Ha Jo3ata (BxK. Touka 4.4).

Yeprodpobro yepescoare
AropsacraTuH TpabBa aa ce npuiara ¢ NOBHIICHO BHHMAHKUE HPH NaLHEeHTH C YepHOAPOOHO yBpexaaHe (BXK.
TOUKH 4.4 1 5.2). ATopBacTaTUH € NPOTHBOMNOKA3aH NPH NALMEHTH ¢ aKTUBHO YepHoApoOHO 3abonaBaHe (BK.

Touxa 4.3).

EOnospemenno npuiodicenue ¢ Opyzu aexapcmeeny npooyKmu

I1pu naureHTH, npHeMally aHTUBUPYCHM CPEACTBA 3a JicyeHHUe Ha xenatuT C kato enbacBUp/rpa3onpeBup
CBITBTCTBALIO ¢ ATOPBACTATHH, 403aTa HA ATOPBACTAaTHH HE TpaOBa na npepuinasa 20 mg/neH (Bx. TOUKH 4.4 U
4.5).

Ynorpebara Ha aTOpPBACTATUH HE C€ MPENOPBbYBA HA MALMEHTH, IPHEMalIiK €THOBPEMEHHO JIETEPMOBHP C
LIHKJIOCNIOPHH (BX. TOYKH 4.4 1 4.5).

Hayuenmu & cmapyecka gvipacm
EdukacHocTTa 1 H€30MacHOCTTa NpH NalMeHTH Haa 70-roiMliiHA BB3pacT, npWwiaraly npe
034, ca noAobHH Ha Te3d, HabnioaaBaHy 8 obLaTa nonynauus.

Ileouampuuna nonyrayus

Xunepxonecmeponemus



[TpunoxeHKETO MpH MEeFHATPUYHH NalMeHTH TpAOBa Z1a ¢¢ U3BBPIIBA CAMO OT JICKAPH C OIIKT B JICYEHHETO HA
MeJUaTPUYHA XUMECPIUNMUAEMHUS, a MTAUUECHTHTE TPAOBA PEIOBHO JIa C€ OLCHABAT MOBTOPHO 32 OTYMTAHE Ha
HalpeabK.

[1pu maLMeHTH ¢ XeTePO3IHroTHA (haMHIHA XUIIEPXOJIECTEPOIEMHUA Ha BB3pacT 10 roaMHH M nopeye rofuHH,
NpenopbYMTEIHATA HavyalHa A03a aTopBacTaTHH € 10 mg aHeBHO (BxK. To4ka 3.1). [Jo3aTa Moxe aa ce
yBeJu4uH 10 80 mg JHEBHO, B 3aBUCHMOCT OT OTroBOpa M nNoHocumocTta. Jlosure tpadea na Obaar
oripeielIeHd MHAHBHIYAITHO B ChOTBETCTBHE C MPENOpbUYaHaTa Le Ha TepanusaTa. KopurupaHe Ha nO3UTe
TpAOBa /a ce MpaBH HA HHTEPBAIH OT 4 CEAMHUM WIH NOBEYE. TUTpUpaHeTO Ha Ao3ata Ao 80 mg gHeBHO €
MOAKPEreHO ¢ AAHHU OT MPOYYBAHHA MPU BL3PACTHH U OT OrpaHUUYeHH OaHHHU OT KIIMHWUYHH MPOYUBAHHUA [IPH
JeLa ¢ XeTepo3uroTHa (paMUIIHA XHUNEePXOoJiecTeponeMus (BX. TOUKH 4.8 1 5.1).

Hanvue ca orpaHHyeHH JaHHKU OT OTKPUTU NPOYUBAHMA MO OTHOLIEHHE Ha 6e30MacHOCTTa ¥ ePUKACHOCTTA
NpH AeLa ¢ XeTePO3IHIroTHA paMIIIHA XHIIEPXOeCTEPOIEMHS Ha Bb3pacT Mexay 6 U 10 roaunu.
ATOpBacTaTHH HE € MOKA3aH 38 JeueHUe Ha nauueHTd noj 10 roauiiiHa Bb3apacT. HanuuHuTe KbM MOMEHTA
JAHHH Ca ONMHCcaHH B TOYKH 4.8, 5.1 1 5.2, HO HE MOJXKe a CE HalpaBH NpenopbKa 3a JO3IUPOBKA.

Hpyru nekapcrBeHH GOpMH/KOHLIEHTPALIUH MOXKE & ca NO-TIOAXOAALLM NPH Ta3u ONYJIaLMA.

HauHH Ha NPpHITOMEHHC
ATOPB&CT&THH € 34 [ICPOoPaIHO ITPHITO0KCHHC. Bcaka AHeBHaA g03a aTOpBACTATHH CC MIpUCMa HABCAHDBXK H MOXKC

a Ce nNpuiara rno BCAKO BpEMe Ha AeHA ChC MnH 6e3 xpaHa.
4.3 IlporABonoxkazanusd

ATOpBacTaTKH € NPOTHBONOKAa3aH NMpy NalUeHTH:

- CBHC CBPBXUYBCTBHTEIHOCT KbM AKTUBHOTO BELIECTBO WIH KbM HAKOE OT MOMOLIHMTE , H30poeHH B
TouKka 0.1;

- ¢ aKTHBHO 4e¢pHOAPoOHO 3a60n9BaHe WIH HEM3ACHEHO MEPCHUCTHPALIO TOBHILIEHHE HA CEPYMHHTE
TpaHCaMHMHAa3H, HAAXBHP/BINIO TPH TbTH FrOpHaTa rpaHKLa Ha HOPMATAa;

- Mo BpeMe Ha OPEMEHHOCT, KbPMEHE M MPH JKEHH C AETEPOJIEH MMOTEHLHA, HeNpUaraly moaxoAaly
MEPKH 3a KOHTpauenuus (Bx. Touka 4.6);

- JIEKyBaHH C aHTHBHPYCHHTE Cpe/ICTBa 3a neueHue Ha xenatut C riekanpesHp/nubpeHTacBHp.

4.4 CoensaanH NpeAYNpeKIeHHS H NPEINAIHE MEPKA NpH ynorpeda

YepHoapoOHuH pexxaaHus
[Ipenu 3anoupaHe Ha JEYCHUETO U NEPHOAUYHO Cel TOBA TPAOBA Aa ce NpoBeXaaT YepHOAPODHH

¢YHKUMOHANHH H3cniensaHui. [launeHTH, KOUTO pa3BUBAT HAKAKBY NMPH3HALM HIH CHMITTOMM, NPEATIOaraty
yepHOApOOHO yBRpexkaaHe, TpaOBa na paznojarar ¢ HanpaBeHU YepHOAPOOHH PYHKUMOHAIHM M3CIIeBAHUA.
[TauxedTH, KOMTO Pa3sBHBAT NOBHIUEHH HHBA HA TpPaHCaAMHHA3KTE, TPAOBA Na ce NpOCIeALBAT 0 pa3pelllaBaHe
Ha abHopmeHnara croitHocT(H). Korato nosuiuieHueTo Ha TpaHCaMHMHA3WTe, HABUILIABALLO 3 TbTH ropHaTa
rpaHULIA HA HOpMATA ce 3abPKH, Ce IPenopbuBa HAMAIABAHE Ha 03aTa WK NPEKPaTABAaHE Ha JIEYEHHETO C
aTOPBACTaTHH (BXK. TO4Ka 4.8).

ATOPBHCT&THH T‘pﬂﬁﬂa Ada CC [Iphara ¢ NOBHUWCHO BHUMAHHEC T1PH MNALHEHTH, KOMTO KOHCYMHPAaT 3HAMHTC/THH
KOJIMYECTBA AJIKOX0JT /WM UMaT aHaMHe34 3a ‘prHO,I[pOﬁHG 320015 BaHE.

[IpodhuiakTHka Ha HHCYIT YPE3 arpeCUBHO HAMAIABAHE HUBATA HA XOJECTEpOa
[Ipn nocT-xoK aHANKU3 Ha MOATHNOBETE HHCYAT NpH naumeHT 6€3 kopoHapHa 6onect Ha cbpuero (CHD),

KOUTO Ca INPEThpNed HEOTAABHALLICH MHCYJIT WK NPEXOACH UCXeMHYeH npuctsn (TIA), € HMano no-BHcoka
YECTOTA Ha XeMOparnyeH HHCYNT IIPH TE€3H, KOUTO Ca 3alO4HANH JISUYECHHE ¢ aTopBacTaTHH ot 80 mg, B
cpasHeHue ¢ mauebo. ITopuirenusaT puck € Oun HabnwaaBaH 0coOEHO NMPH NALMEHTHTE C NPEALISCTBALLL
NPOYYBAHETO XEMOPArH4€H HHCYNT WM JJaKyHapeH UHQapKT. [Ipy nauueHTH ¢ npeaiuecTRall xesoparydycH
MHCYNT WIH JaKyHapeH HH(APKT, CbOTHOILEHHETO PUCK/NOMN3H OT MPUIAraHETO HA aTOPBagPITuA
HEYCTAHOBEHO M MOTCHUWATHHUAT PUCK OT XeMoparuueH HHCYIT TpsaOea na 6bae sBHUMATEARG
3aro4yBaHe Ha JeueHHeTO (BXK. TouKka 5.1).

EdexkTy BbPXY CKENETHATA MYCKYJIATYpa




ATopBacTaTiH, noo0HO Ha ocTaHanuTe HHxuOuTopr Ha HMG-CoA penykrasa, MOXE B peKH Cliy4ad Aa
3aCErHE CKeJIETHATA MYCKY/JIaTypa U [a IPHYMHH MHAITUA, MHO3UT H MHONATUA, KOUTO MOFaT [a NporpecHpar
00 pabaoMHOIH3a — ITOTEHIIHATHO XKMBOTO3aCcTpalliaBallo ChCTOAHHE, XapaKTEPHU3HPALIO C€ € TTOAYCPTAHO
NoBHllIeHHe Ha HUBAaTa Ha kpeaTHH KMHa3a (CK) (> 10 mpTH ropHata rpaHsia Ha HopMara), MHOTJIOOMHEMHS
M MHOTJIOOMHYPHA, KOUTO MOTaT Aa AoBejaT no Ob0peyHa HeAOCTaTBYHOCT.

[To Bpeme Ha WM Clief] IEYEHHUE C HAKOH CTATHHH MHOTO PAAKO ce ChOoOIaBa 3a MMyHO-MeIMHPaHa
HekpoTusupaina muonatus (MMHM). Knuununo AUMHM  ce xapakrepusupa ¢ nepcMcTupauia cnabocT Ha
NPOKCUMAJIHUTE MYCKYJIH U MOBUIIIEHH CEPYMHH HMBA HA KPEATHHKMHA3ATA, KOUTO TIEPCHCTHPAT BBIIPEKH
NpeKpaTABaAHETO HA NIEUCHHETO ChC cTaTuHH, nonoxkuTendu HMG-CoA peayxrasa - antutena v nogobpexue
NPH HU3MON3BAHETO HA UMYHOCYTIPECHBHH areHTH.

B Hakonko cny4as ce ¢pobimasa, ye CTaTMHMTE MHAYLUMPAT de novo WIHM BIOWIABAT BeYe CHLIECTBYBalla
MHACTEHHS I'paBUC WIK O4HA mMUacTeHHA (Bx. Touka 4.8). [Ipunoxenuero Ha aropBacraTiH TpsabBa aa ce cnpe
B CTy4ail Ha BJIOLIAaBaHE Ha CUMITTOMHTE. MMa choOlieHus 3a peuauB npH (MOBTOPHO) NpHIAraHE Ha CHLUMA
WK pa3/Idu€H CTATHH.

IIpeou 3anousane Ha reyenuemo

ATopBacTaTHH TpAOBa a CE€ NpeANKUCBa ¢ MOBUIICHO BHUMAHUME Ha NMALMEHTH ¢ Npeapa3nosaraily ¢akTopH 3a
passuTHE Ha pabaoMuonusa. HuBoto Ha kpeaTuH kuHaza (CK) Tpabsa na ce u3mepsa npeau 3ano4BaHe Ha
NEYEHHWETO CbC CTATHHH B CIICIHUTE CIY4YaH:

- 6BOpeuHo yBpeKaaHe

- XHIIOTHPEOHUIHIBM

- NTM9Ha WK paMHIHA aHAMHE3a 33 HAC/IE/ICTBEHHU MYCKYJIHH 3a00/aBaHus

- IpeIUIeCTBAlla AHAMHE34a 33 TOKCHYHHU ¢(PEKTH Ha CTATHH WiK PudpaTt BbpXy MyCKYIIHTE

- IpEe/ILIECTRAIIA AHAMHE3A 33 YEPHOAPOOHO 3a00/IABaHE /WM KOTaTO CE KOHCYMHUPAT 3HAYMTE/THH
KOJTHYECTBA aJIKOX0J1

- NPY NALMEHTH B HanpegHana Bbp3pacT (Haa 70 roomHH) HeoOXOAUMMOCTTA OT TAKOBA W3MepBaHe TpsOBa Aa ce
NpeLeHH, Crope HATMUYKMETO Ha APYTH NpeApasnoiaraiiy GakTopH 3a pa3BHTHE Ha pabIoMHOJIH3A

- B CJIy4aH, KOraTo MOXe /1a HaCThIIM NMOBHIIEHWE Ha IU1a3MEHHUTE KOHLUEHTPALHM, KATO NPU B3aUMoaeiicTBIA
(BK. TOUKa 4.5) ¥ creudaniHy MONYJIaUKH, BKIIOYHTE/THO FCHETHYHH CyOnonmynauu# (BxK. TOUka 5.2).

B Te3u CiliydaHu pHCKDBT OT JICHCHHUETO Tp!lﬁﬂa Aa CE [IPCLUCHH CIIPAMO Bb3IMOXHHTC [I0JI3H H CC HPETNIOPDHHBa
KIIMHHYHO MPOoCIEAABaHC,

Ao HMBaTa Ha KpeaTuH KuHaza (CK) ca 3HauMTeNHO NMOBMIUEHH (> 5 NMbTH rOpHATa rpaHMULia HA HOPMATA),
JICYEHHUETO He TpAOBa Aa ce 3anou4sa.

Himepeane Ha xpeamun xunaza

Kpeatun kuHa3a (CK) He TpaOBa aa ce H3MepBa ciiell YCHICHH QU3HYECKH YIIPOKHEHHA WIH IPH HATHYHME Ha
KaKBaTO M Ja € npasjornonodHa airepHaTUBHA NpyUyKHa 3a nosuueHUeTo Ha CK, Tbi KaTo ToBa Moxe Ja
3aTPYAHH OOACHEHHETO Ha MOMYYECHHTE CTOHHOCTH. AKO U3xoaHuTe HYBa Ha CK ca 3HAYHUTEIHO MOBHLLIEHH
(> 5 rbTH ropHaTa rpaHMlIa H2a HOpMaTa), HUBaTa TpAOBa JAa ce U3MEPAT MOBTOPHO B pAMKHUTE Ha 5 10 7 AHM
MO-KbCHO, 32 /12 ¢€ MOTRBPAST PEIYIITATHTE.

Io epeme na nevenuemo
- [TauueHTHTe TPOBA Aa OBbAAT NOMOJEHH Aa CHOOILIABAT CBOEBPEMEHHO 32 MYCKYJIHK OONKH, KpamIid Wiu
MYCKYJ1Ha ¢j1abocT, 0coO€HO aKo Te ca ChIIPOBOACHH OT HEPA3NOI0KEHHE HIH TPECKa.

- AKO T€3M CUMIITOMH C€ IOABAT, AOKATO NALHEHTLT NPOBEXKAA JIeYEHHE ¢ aTOPBACTAaTHH, TpAbBa 1a ce
n3MepsT HuBaTa Ha CK. AKO C¢ YCTaHOBH, Y€ T€ Ca 3HAUMTEIIHO MOBULICHHU (> 5 ITbTH rOpHAaTa rpaHula Ha
HOpMaTa), JICYEHHETO TPAOBA J1a Ce NPEKPATH.

- AKO CHMINITOMHTE OT CTpaHa Ha MYCKYJIMTE ca TEXKH M NPHUYMHABAT JHEBEH JHCKOMPOD
Ha CK ca noBuineHu o0 < 5 mbTH ropHaTa rpaHiiia Ha Hopmara, TpsaOBa aa ce 0OMUCIH
JIEHEHHETO.
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- AKO CHMIITOMHTE OTIIYMST W HMBata Ha CK cmagHaT 0 HOpMaIHHTE, MOXKe Ja ¢€ OOMHCITH BL30OHOBIBAHE
Ha NMpHeMa Ha aTOPBACTATHH WIH BBBEXKIAHE HA ANTEePHATHBEH CTATHH INpH Hali-HUCKA 71032 U CTPHKTHO

[IpocjieAABdHE.

- [IlpueMBT Ha aTopBacTaTHH TPAORA Ja C€ MPEYCTAHOBH, aKO BB3HHKHE KIMHWYHO 3HAYHMO NMOBUILUCHUE HA
HuBaTa Ha CK (> 10 nbTH ropHara rpaHMiia Ha HOpMara) Wi B CIy4auTe Ha AMArHOCTULIMPAHE HWIH
CBMHEHHE 33 pabnomMuonnsa.

Conbmcmeauio aeuenue ¢ Opyu reKxapecmeeny npooykmu

PUcCK®T OT pabaoMuonusa ce NoBHLIaBa, KOraTo aTOPBACTAaTHH CE MpHJIara eJHOBPEMEHHO C ONpeACNeHH
JAeKapCcTBEHH NPOAYKTH, KOUTO MOTaT Aa MOBUILAT I1a3MEHaTa KOHUECHTPALMA Ha aTOPBACTATHH, KATO MOLLHH
MHXUOUTOPH Ha CYP3 A4 Wiy TpaHCNIOPTHH NPOTEUHH (HATp. LIMKJIOCIIOPHH, TEIMTPOMHLIUH,
KTapUTPOMULIMH, ACNaBHPAHH, CTUPUIIEHTOJI, KETOKOHA30J1, BOPHKOHA30J, HTPaKOHA30, N03aKOHA30,
nerepMOBHp WIH uHxUbuTOopH Ha HIV-npoTeasa, B TOBA UUC/IO PUTOHABHUP, JIOITUHABUD, aTa3aHaBHp,
WHIWHABHD, AapYHABHP, TUNIPAHABUP/PUTOHABUD U Ap.). PUCKBT OT MHOMAaTHA MOXKe CBIIO Aa C& OBHIIH NPH
CBIBTCTBAINO NpUiaraHe Ha reMeUOPO3WI K APYrH MPOU3BOAHH Ha GUOPHHOBATA KUCENHHA, AHTHBHPYCHH
cpenctea 3a neueHue Ha xenatut C (HCV) (Hanp. 6ocenpepup, Tenanpesup, enbacBup/rpa3onpesmi,
neaunacsup/ cogoOyBUp, EePHTPOMULIUH, HRALIMH K €3eTUMHO. I1pHU BBE3MOXKHOCT, BMECTO TE3H
NIEKaPCTBEHH NPOAYKTU TpabBa 1a ce OOMHCIAT anTepHAaTUBHH (He-B3aUMOAEHCTBALIH) TEPATTHH.

B cnyuauTe, koraro ce Hajlara eJHOBPEMEHHO NPHJIaraHe Ha TE€3U JIEKAPCTBEeHM NPOOYKTH C aTOPBACTATHH,
Tpsa0Ba BHUMATETHO Aa C€ OLUEHH CHOTHOIIEHHETO MOI3a/PHCK OT CHIBTCTBALLOTO JieyeHue. Koraro
MAlHEHTHTE TIOJTyYaBaT JIEKAPCTBEHH NPOAYKTH, KOUTO MOBHIIABAT [U1a3MEHATA KOHLUEHTpallUd Ha
aTOpPBACTaTHH, Ce NPENMOPHYBA NO-HHCKA MaKCHMAJIHA 1034 HA aropBacTaTHH. B nonbiaHeHHe, B cnyyai Ha
neueHue ¢ MOIHHA HHXUOHTOpH Ha CYP3 A4, Tpabsa na ce oOMuCAM NO-HHCKA HavajHa 1033 Ha aTOPBacTaTHH
U Ce npenoppyBa afleKBaTHO KITHHUYHO NPOC/IeAIBAHE HA TE3XU NAUUEHTH (BK. TOUKa 4.5).

ATOpBacTaTUH He TpaOBa Ja ce rpueMa eAHOBPEMEHHO ¢ KOMILIEKCHO JEHCTBAlH ChbeIUHEHHS Ha
¢y3ua0BaTa KMCEJIHHA WIH B CPOK [0 7 HH ClieA Kpas Ha JieueHueTo ¢ Py3uaoBa KucenuHa. [Ipu nauvenHTH,
Npy KOMTO YNnoTpedaTa Ha KOMIUTIEKCHO feicTBala Gy3HI0Ba KHCEIHHA C& CUNTA 33 HAJIOXKUTENIHO,
JIEYEHHUETO CBC CTATHH OH TpAOBANIO Aa ce MPEeyCTaHOBH, IOKATO NPOAB/IKABA JIeHEHHETO C (Qy3HI0Ba
kucenvHa. Cno0ImaBar ce ciryyay Ha pabaoMHoH3a (BIUTIOUHTEIHO CMBPTHH CITYHMaH) NPH NALHEHTH,
npuUeMallli ¢AHOBPEMEHHO (PY3HUII0BA KUCENIMHA B CTAaTHHH (BXK. pasnaen 4.5). [Naunenture Tpa6Ba na Opaar
NpeaynpeneHu na NoThpcT He3abaBHO MEANLMHCKA MTOMOIIL, aKO TOYYBCTBAT CUMIITOMH Ha MYCKYITHA
cnabocr, GONE3HEHOCT WIH HYBCTBUTEJTHOCT.

CTtaTHHOBaTa TEpAaIHa MOXKE [ia ObJe NOAHOBEHA CCACM OHH CJICH IMOCIIENHATAa 2034 CbYBHILOBEl KHCCITHHA.

B m3xUnI0YUTENHH CITy4ad, MPH KOUTO ce Hajlara NpoAb/DKUTENIEH MPHEM HA KOMILIEKCHO JeifcTBaima
dy3uaoBa KuceIMHa, HaTPpHMep TIPH JICYEHHETO HA OCTPH KHGEKIWH, € AHOBPEMEHHHST NMPHEM Ha
ATopBacTaTHH M (py3HWI0Ba KHCETMHA CIIEABA Ja Ce U3IMHCBa KaTo Ce pa3rjiexaa BCEeKH OTAeHHUs ciyyail H ce
OCBIIECTBABA MOCTOAHEH U CTPUKTEH MEIULIMHCKH KOHTPOJL.

PucksT OT MHOTIATHA W/HWIHM pabaoMUOIIM3a MOXKE A C€ TTOBHIIHA MPH CHITBTCTRAILO

npunoxesue Ha HMG-CoA penyxTasHu uuxuburopu (Hamp. aTopBacTaTHH) U JATITOMULHH (BK.
Touka 4.5). Tpabsa na ce oOMHCIU BpeMEHHO cridpaHe Ha ATopeucTtat K ImpH mauyeHTH, npuemMaly
JanTOMHUMH, OCBEH aKO TMOJI3HTE OT CBITETCTBALIOTO MPHIIOKEHUE HE NPEBUILIABAT PUCKA. AKO CHBMECTHOTO
NpHIOKEHHE HE MOXe 12 ce u3berHe, Hupara Ha KK TpsabBa na ce uameppar 2-3 nbTH ceMHYHO U
nauuMeHTUTe TPAOBA Ra ce HabmoaaBaT BHUMATENHO 3a BCAKAKBH NPH3IHALM HAH CUMITTOMH, KOUTO Ouxa
MOTJIM Ja ca U34Ba Ha MHONATHA. —

[leauaTpuvHa nomyaalus
B 3-roaumwHo rnpoyysaHe, OCHOBAHO HA OLIgHKA HA LIAJOCTHOTO CH3PABAHE U pa3BUTHE

Tanner 1 H3aMepBaHe Ha BUCOYMHATA M TETNIOTO, He C€ HAOMIONaBa KITMHHYHO 3HAUHM €
Pa3BUTHETO U IMOJIOBATA 3PANIOCT (BX. ToUKa 4.8).




Hurepcruimanta 6enoapobua Gonect

EnManunM cydad Ha MHTepcTHLMaNHA OenoapobHa 6onect ca ¢1xobLaBaHH pH HAKOM CTATHUHH, 0COOEHO
NPy MPOABJDKUATENIHO IeYeHHE (Bxk. Touka 4.8). XapaKTepHHTE NPOABK MOXE Aa BKIFOUBAT JUCITHEA, KALTMLA
6e3 OTAEJIAHE HAa CEKPET M BJIOLIABaHE Ha ODIIOTO 3APaBOCIOBHO CLCTOSHUE (YMOpa, 3aryda Ha Teryio u
Tpecka). AKO HMa CbMHEHHE, Y€ NAUMECHTHT € pasBW HHTepcTULIHaNHA HenoapobHa 6onecT, 1e4eHHeTo Che
CTATUHH TPAOBA [1a C€ MPEYCTaHORH.

3axapeH auabet

Hsxou maHHH npeanosarar, 4e CTATHHUTE KATO KJ1ac MOBUINABAT HUBATA HA KPbBHATA 3aXap K NP HAKOM
MalMEeHTH ¢ MOBHUIIEH PUCK OT Obaein nuaber moxe 1a JOBEAAT 1O HHBO HA XHUIIEPrIUKEMHA, [IPU KOETO
OPHUHAIIHO YCTAHOBEHHUTE MPHKH 3a JHAOCTHUM Ca MOAXOAALHH.

To3u puck, obaue, ce KOMIEHCHPA OT NOHWKEHHETO HA BACKY/IAPHHSA PUCK NPU MPWIAraHe Ha CTATHHH H,
clieloBaTeNIHO, He TpsAORa Aa Obae NpHYKMHA 33 CIIUPAHE HA JICYEHUETO ChC CTATHHH. PUCKOBHTE MALIMEHTH
(roK03a Ha I1agHo oT 5,6 10 6,9 mmol/l, uuaexke Ha TenecHa maca (BMI) > 30kg/m?, nopuiueHn
TPUIIIHLIEPHIH, XMIIEPTOHUSA ) TpAOBA a ¢€ nNpocieasBaT KakKTO KIIMHUYHO, Taka ¥ OHOXUMHYHO, B
ChOTBETCTBHE C HALIHOHAJTHUTE YKa3aHHA.

[IoMOILIIHK BelleCTBA
ATOPBHUCTAT K cbaspxka naxro3a. [TauueHTH ¢ peiki HacheACTBSCHM 3a0019BaHMA KaTO ralaKTO3Ha

HEMOHOCHMOCT, ITBJICH JIAKTa3¢H AS(PHUIMT WIH [NIIOK030-TajlakTOo3Ha MajlabcopOumns He TpabBa ga npHeMar
TO3M JICKAPCTBEH NPOAYKT.

ATOPBUCTAT K cpaspxka no-Manko ot | mmol vatpwuit (23 mg) Ha TabneTka, T.€. MOXE Aa C€ KaXKe, 4e
NPaKTHYECKH He ChAbpXKa HATPHH.

4.5 B3arMoae#cTBEHE ¢ IPYIrH JEKAPCTBEHM NPOAYKTH H APYrH GOPMHA HA B3AAMOACHCTBHE

EdexTu Ha e JHOBPEMEHHO NPHUIAraHHTE JICKapCTBEHH NPORYKTH BbPXY aTOPBaCTaTHH

ATopsacTaTuH ce meTabonusupa ot uutoxpom P450 3A4 (CYP3A4) u e cyberpar Ha uepHOApoOHUTE
TPAHCIIOPTEPH M Ha NOJUIICHTHIINTE, TPAHCNIOpTHpaLM opraiiyHHd aHHOHHM 1 B1 (Organic anion-transporting
polypeptide 1B1, OATP1B1) u 1B3 (OATP1B3). MerabonuTuTe Ha aTOpBaCTATHH ca CyOCTpaTH Ha
OATPI1BI1. YcranoBeHO € Cbill0 Taka, Y€ aTOpPBAaCcTATUH € cyOcTpaTt Ha edurykcHua Tpancnoprep P-
rnukonporeuH (P-gp), M Ha [IpOTeHHa Ha Pe3UCTEHTHOCT Ha paka Ha repaara (Breast cancer resistance protein,
BCRP), xouto MOxe Ja orpaHy4ar upesHaTta abcopOLua ¥ HTbYHUA KITHPBHC HA aTOPBACTaTHH (BXK. TOYKA
5.2). EAHOBpEMEHHOTO NpWIArase Ha JeKapCTBEHH NPOAYKTH, KOMTO ¢a mHxuburopu Ha CYP3A4 wiu Ha
TPAHCIHOPTHU NPOTEHHYU MOXKE Ja JOBeAe A0 MOBHILIEHU IUTA3MEHH KOHUEHTPALWH Ha aTOPBACTATHH M
NOBUINEH PUCK OT MHONATHA. PUCKBT OM MOIrBJ CHINO 2 C€ NOBUILIM NPH €IHOBPEMEHHO NpUJIaraHe Ha
ATOPBACTATHH C APYTH JIEKAPCTBEHH NPOAYKTH, KOUTO MPUTEKABAT MOTEHUHAN a MHAYLUMPAT MHOTIATHA, KaTO
NPOU3BOAHM Ha (PUOpHHOBATA KHCEIHHA K e3¢TUMHO (Bx. ToukH 4.3 u 4.4).

Huxubumopu na CYP3A4
Hoxka3zaHo e, ue MowHHuTe HHXHOHTOPpH HA CYP3 A4 roasT 10 NOA4EPTAHO MOBHILIEHH KOHUECHTPALIMM Ha
aropBacTatvH (Bx. Tabmuua 1 1 nocouyeHara no-goay cneuuduina nupopmanus). EaHoBpeMeHHOTO
npwiarase Ha MOLIHK HHXHOUTOPpKU HA CYP3 A4 (Hanp. UMKNOCNOPHH, TEJIMTPOMMLIMH, KJTAPUTPOMHLIMH,
NENaBUPAHH, CTHPMIIEHTOJ1, KETOKOHA30J1, BOPUKOHA301, HTPAKOHA30J1, M03aKOHA30]1, HAKOY AHTHBHPYCHH
cpeacTsa 3a jieucHue Ha xenatut C (Hanp. enbacsup/rpazonpesrp) 1 uHxubGuropu Ha HIV-nporteasa, B ToBa
YHCIO PYTOHABUD, JIOTIHHABUP, aTa3aHaABUP, MHIAHHABHD, NapyHaBHUp, Ap.) TpAOBaA N0 BBE3IMOXKHOCT Ja ce
n3darea. B cay4yauTe, KOrato € AHOBPEMEHHOTO IPHIAraHe Ha TE3H JIEKAPCTBEHH MPOAYKTH C aTOPBACTATHH HE
MOXe aa ce H3berde, € HeobxoaUMO fa ce 0OMHCIIH NO-HUCKA HAaYa HA ¥ MAKCHMAIIHA /1034 HA aTOPBACTATHH
A CE Mpenopb4Ba aJeKBAaTHO KIMHUYHO MpocieasBaHe Ha nauuenTa (Bx. Tabnauua 1).
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HeoOxoauMO 1a ce 0OMHCIIM NO-HHCKA MAKCHUMAJIHA 1032 Ha aTOPBACTAaTHH M Ce NPernopbHBa aJekBaTHO
KIMHHYHO MpOoc/esBaHe Ha NalyeHTa Npyd eIHOBPEMEHHO NpUIIarate ¢ ymepeHu HHxubutopu Ha CYP3A4.
AJIeKBaTHO KJIHHMYHO NMpOCieAsBaHe Ce MPENOpPBYBA H CJIE 3aN0o4BaHE WIM KOPUTHpaHe Ha 103aTa Ha

MHXHOHWTOpA.

Hnoykmopu na CYP3A44

EnHoBpeMeHHOTO NpHJaraHe Ha aTOPBAaCTATHH ¢ HHAYKTOPH Ha uutoxpoM P450 3A (Hanp. edasupenl,
pHaMHH, XKbJIT KAHTAPMOH) MOXE Aa AOBESAE A0 NPOMEHIUBH MOHWKEHUA B [U1a3MEHUTE KOHLUEHTpaLMH Ha
aropsacTaTiH. [lopanu ABOHHUA MeXaHHU3BLM Ha AcHCTBHE HA pudaMnuH (HHOyuHpaHe Ha upToxpom P450 3A
n HHxuOupane Ha TpaHcrioprep QATP1B1 Ha XenaToUMTHOTO MoeMaHe), EXTHOBPEMEHHOTO MpHIaraHe Ha
ATOPBACTATHH C pU(QAMITHH C€ NPEnopbyBa, KaTo OTNAraHeTO Ha MPUEMA Ha ATOPBACTATHH CJIEA NPUEMa Ha
puaMnyH € 6WI0 CEBP3AaHO CHC 3HAYMTEIHO HAMAJICHHE HA IUTA3MEHUTE KOHUSCHTPALMM HA aTOPBACTATHH.
EdexrsT Ha pudaMnHUH BbPXY KOHLIEHTPALIMUTE Ha aTOPBACTATHH B XENIATOLMTHTE, 00aue, € HEM3BECTEH U aKO
eHOBPEMEHHOTO MIPUJIaraHe He MoKe J1a ce u3berde, nalueHTHTE TpAOBa 12 OBbaaT BHUMATEITHO
NpocneasBaHK OTHOCHO €(PHKACHOCTTA.

Huxubumopu Ha mpancnopmepume
HuXuOHTOpHUTE HA TPAHCIIOPTHHUTE MPOTEHHM MOT'aT Aa MOBHUIAT CHCTEMHATa eKCNO3UI(MA Ha ATOPBACTATHH.

L{MK10CNOpHUH H JIETEPMOBHP Ca HHXHOMTOPH Ha TPAHCIIOPTEPHUTE, BKIIOUEHH B JIUCTIO3ULIMATA Ha
atopactaTuH kato OATP1B1/1B3, P-gp u BCRP, Bogeinu 10 NnoBUILIEHA CHCTEMHA €KCIIO3HALIMSA Ha
atopBacTaTHH (Bxk. Tabnuua 1). EdexTnT 0T HEXHOHUpAHETO Ha TPAHCHIOPTEPUTE HA HEePHOAPOOHOTO MoeMaHe
BbPXY KOHUCHTPALMHUTE HA ATOPBACTATHH B XEMATOLUTHTE € HEH3BECTEH. AKO €IHOBPEMEHHOTO NpHIaraHe He
MOXXE a ce u3berue, ce npenopbuBa HaMaNgBaHe Ha J03aTa H KIMHHYHO NPpOCIeAiBaHe OTHOCHO
edukacHoctTa (BXK. Tabnuua 1).

Ynorpebara Ha aTOPBaCTATHH HE CE MPENOPbLYBA NPH NALMEHTH, NPHEMALIH JETEPMOBHP €JHOBPEMEHHO C
LMKIOCTNOPHH (BK. TOUKA 4.4).

Temgbubposzun / npouzaodnu va pubpurnoeama xuceauna

CamMocToATEIHOTO Nprularade Ha GuOpaTH € CBBP3aHO NMOHAKOTA C HEXKETAHH CHOUTHA, CBBP3aHH ¢
MYCKYJIHTE, BKIIOYMTEIHO pabaoMHoan3a. PHCKBT OT Te3W CHLOHTHA MOXKE 1a C€ MOBHUILH NPH €JHOBPEMEHHO
npuiaralHe Ha AepUBaTH Ha GUOPUHOBATA KMCETMHA ¥ ATOPBACTATUH. AKO €JHOBPEMEHHOTO TNPHIaraHe He
MOKeE Ja ce u30erHe, TpaOBa Ja ce W3MoI3Ba Hal-HUCKaTa J03a Ha aTOPBACTAaTHH 32 [IOCTHraHe Ha
TepaneBTUYHATA LieN U NaLMEHTHUTE TpadBa Aa ce npocneAsBar ageKBaTHo (BxK. Touka 4.4).

Ezemumub

CaMOCTOATEIHOTO MPHIIAraHe Ha €3€TUMHO € CBBP3aHO ¢ HeXEJIaHH ChOUTHA, CBBP3aHHU ¢ MYCKYJIHTE,
BKJIKOUMTENHO pabaoMuonnia. PUCKBT OT Te3H cuOUTHA MOXKe, ClIeA0BATENHO, Ja Ce MOBHILH NPH
€AHOBPEMEHHO NMpHiaraHe Ha e3eTUMHO W atopsacTarvH. [Ipenopbusa ¢€ aneKBaTHO KIIMHUYHO NMPOCIEIABaHE

Ha TC3H IMaluECHTH.

Konecmunon
[1na3MeHUTE KOHLICHTPALMH HA AaTOPBACTATHH M HETOBHTE aKTUBHU METAa0ONUTH ca OWIH NO-HHCKHY,

(CHOTHOLIEHHE HA KOHLIEHTpPALMATA Ha aTropBacTaTHH: (0.74), Korato KOMECTHIION € NpHiaraH eJHOBPEMEHHO C
atopBacTaTtiH. EdexTuTe BupXy nunuaure, 0baue, ca 6unu no-roneMu, KOraTo atopBacTaTHH M KOIECTHITO)
ca MpWiaraHy €IHOBPEMEHHO, OTKOJIKOTO KOTAaTO BCEKH €UH OT JICKAPCTBEHHTE NPOAYKTH € NPHiaraH
CaMOCTOSTEITHO.

Dyzudosa Kuceaurd
PUCKBT OT MHONATHA, BKIIOYMTETHO pabaoOMHONIN32 MOXKE Ja ObJe YBEeJIHYEH MTPU eJHOBPEMEHHOTO MPHEMAHE
Ha KOMIUIEKCHO JeicTBaula ¢y3ua0Ba KHCEIHHA CbC CTATHHA. MeXxaHH3MBT Ha TOBa B3auMoaei#icTBue (nanq
TO € (papMaKoAUHAMUYHO WIH (apMaKOKUHETHYHO, UM K J1BeTe) Bee olle He e udBecTeH. Crobuasar ce
clyuaH Ha pabaomuonusa (BKIIOUUTENTHO CMBPTHH CAYYaH) NPH NMAUMEHTH, PHEMAILU ChpK
MERNKAMEHTH. ‘g@

'.

AKko € HeoOX0IMMO NeUEHHE C KOMIUIEKCHO AelicTRauia ¢y3ua0oBa KUCE/INHA, JICUEH
TpAOBANO [a ce MPEKPaTH 0 BPEME Ha IEYEHHUETO C Py3u0Ba KucenrHa. Brokre cb



Koaxuyun

Brnpeky, ue He ca NpOoBEKIaHH MIPOYYBAHHUA 34 B3AUMOACHCTBHE MEKAY ATOPBACTATHH U KOJXHULIMH, Ca
CHODLIEHM CITyYau Ha MHOTATHA NPH €HOBPEMEHHOTO NMPWIOKECHUE HA TE3H ABA NPOAYKTa, MOPagyd KOETO
TpSOBa Aa ce MOAX0XKAa € BHUMAaHHEe, KOTraTo ce MPeANyCcBa aTOPBACTATHH C KOJXMIIHH.

HanromuuuH: CrollnaBaHu ca ciiyvay Ha MHOTIATUA WK pabIoMHONH3A IIPH CHBMECTHO
npunoxeHue Ha HMG-CoA peaykrazau uaxuburopu (Hamp. aTOpBACTATHH) M JAITTOMULIMH. AKO
ChbBMECTHOTO MPIWIOKEHHE HE MOXKeE Aa Obae u3bernaro, ce npenopnyBa NOAXOAAUIO KIIMHUYHO
HabmoneHue (BxK. Touka 4.4).

EdexTu Ha aTOpBACTATHH BhPXY €AHOBPEMEHHO MpUiaraHiTe JEKAPCTBEHH IPOAYKTH

Huzoxcun
[Tpu enHOBpeMEHHO NMpUIaraHe Ha MHOTOKPAaTHHU 03K Ha AWIOKCHH U 10 mg aTopBacTaTHH, IUIa3MEHUTE

KOHUCHTpalUHHK Ha JHI'OKCHH B PABHOBCCHOTO ChCTOAHHUE Ca C€ NNOBHUITHUITH JICKO. HEHHEHTHTE, NpUEMaAIIH
AHT'OKCHH, Tpaﬁaa Aa OBbAAT NOAXOAALNO MIPpOCICAABaAHHN.

Ilepopannu xoumpayenmuecu
EanoBpeMeHHOTO NpWiaraHe Ha aTOpBacTaTHH C NEPOpaIHK KOHTPaLEITHBH BOAH 0 NMOBHIIARAHE Ha

IJTA3MEHHUTE KOHLICHTPALIUK HA HOPETHHAPOH H €TUHHIECTPAAHON.

Bapdapun

B kauHHYHO NMpOy4YBaHe NMPH NALMEHTH, MONYYaBalUIH MPOAb/DKHTE/IHA Tepanus ¢ Bapdapun,
eJHOBPEMEHHOTO NMpHiIarane Ha atopsactatiH 80 mg aAHeBHO ¢ Bapdapuy € NPUYIMHIIO MAJIKO HaMalleHHE OT
okono 1,7 cekyHau B mpoTpoMOMHOBOTO BpeMe Mpe3 NbPBHTE 4 THH Ha JIEUEHHETO, KOETO CE €
HOPMAJIM3HPATIO B pAMKHUTE Ha 15 QHH OT JIeYeHHUETO ¢ aTOpBacTaTHH. BuNpekH, ue ca cho0lasaHd caMmo
MHOTO PEAKH CJIy4aH Ha KIHHHYHO 3HAUHMH aHTHKOArYJIAHTHH B3aUMOJEHCTBHA, MPOTPOMOHHOBOTO BpEeMe
TpAOBa na ce onpenens nNpeiH 3arnoyYBaHe Ha JEYEHHUETO ¢ aTOPBACTATHH NPH NALMEHTH, NMPHEMAILIH
KYMapUHOBH aHTHKOAryJ1aHTH M AOCTATBYHO HY€CTO NMPe3 paHHHUA NEPHOA HA JISUSHHETO, 33 A4 € rapaHTHpa,
ye HAMA [a HACTBIY 3Ha4YuMa NpoMAHa Ha MpoTpoMOHHOBOTO BpeMe. Cnen JOKYMEHTHPAHE HA NMOCTOAHHO
NpoTpOMOHHOBO BpeMe, TO MOXe J1a 6be Npoc/ieISBaHO NPe3 HHTEPBAIH, 00HYaHHO NPENnopbYBaHH 32
NAalHEHTUTE HA KyMAapHHOBH aHTHKoarynanTi. Chilara npoueaypa Tpsabsa na ce noBTopy Npy NpoMsHa Ha
03aTa WIHA NPEYCTAHOBABAHE HA aTOPBACTATHUH. JleueHHETO C aTOPBACTATHH HE € OWIO CBBP3aHO ¢ KbPBEHE
WIH C MPOMEHH B NPOTPOMOUHOBOTO BpeMe MPH MALHUEHTH, KOWTO He Ca NPUEMAIIM AaHTHKOATYJIAHTH.

[leguMaTpyuHa NONY.IaLHA
[IpoyuBaHus 3a B3aMMOAEUCTBUATA Ca MPOBSIKAAHHA CaAMO MpH Bb3pacTHU. OOXBATHLT HA B3aUMOACHCTBUATA

NpH NeAUaTpPHYHATA MOMYJ/IALMA He € H3BecTeH. [locoyenuTe no-rope B3auMoAEHCTBMA TPH Bh3PACTHH U
npeaynpexacHusaTa B Touka 4.4 tpabsa Aa 6baaT B3eTH NpeABUa NPH NEAUATPUYHATA MOMYIaLKA.

Tabnuua 1: EdbexTl Ha eqHOBPEMEHHO MPUIAraHy ICKaPCTBEHHA NPOAYKTH BbpXY (PapMaKOKHMHETHKATA BbPXY
aTopBacTaTHH

EaHoBpeMeHHO NpHJIATaH ATOpBaCcTATHH

JIEKapPCTBEH NPOAYKT H cXeMa Ha

AO3HpaHe Ho3a (mg) Cuornomenne | Kannnuua npenopnka®

na AUC*

[ nekanpesnp 400 mg BEAHDBXK 10 mg seaHbxk | 8,3 EnHospeMEeHHOTO npwiaraHe

aHeBHO/mubpenraceup 120 mg QHEBHO 3a 7 C MPOAYKTH, ChAbPXKALUK

BEAHBK AHEBHO, 7 JAHU JAHH rJIEKANpeBUp iU
NUOPEHTACBHD, € - ..
NMPOTHBOTIOKSITHOKE Iy TORKE
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Tunpanasup 500 mg asa IbTH 40mgoraenl, | 9,4 B cny4anTe, KoraTo
aHeBHO/ Puronasup 200 mg asa mvtd | 10 mg ot geH €QHOBPEMEHHOTO TIPHJIaraHe
JHEBHO, 3a 8 aHu (oT aeH 14 g0 20 C aTOpBacCTaTHH €
aeH 21) HeoOXOaAUMO, He
NpEeBUIIIABANTE [1034aTa OT
Tenanpesup 750 mg, 10 guu 20 mg 7,9 10 mg aropBacTaTHH JHEBHO.
¢IUHHYHA 032 [IpenopbuBa ce KNIHHAYHO
NpoCICAABAHE HA TE3H
[uxnocoopuH 5,2 mg/kg/nen, 10 mg Beaubx | 8,7 ALHCHTH.
NOCTOAHHA 4034 OHEBHO 32 28
ITHH
Jonunasup 400 mg a8a MbTH 20 mg BeagubX | 3,9 B cayuyauTe, korato
nHesHo/ Puronasup 100 mg nBa nbTH | AHEBHO 3a 4 €IHOBPEMEHHOTO MPUJIaraHe
IHEBHO, 3a 14 auu ITHH C aTOPBACTATHH €
HeoOX0aMMO, Ce
NpenopbHUBAT NO-HUCKH
Knapurpomuuus 3500 mg aBa MeTH 80 mg Begubk | 4,4 MOAABPAKALLH 103U Ha
THEBHO, 38 9 THH AHEBHO 3a 8 aropsactatiH. Ilpu 1031 Ha
HU ATOPBACTATHH,
HajaBHIuasainy 20 mg, ce
Npenopb»4YBa KIHHUYHO
NpOC/E/IABAHE HA Te3H
HaLHeHTH,
CakBunasup 400 mg nBa IrbTH 40 mg Beaubk | 3,9 B cnyyauTe, Koraro
nueBsHo/ PuronaBup (300 mg nga JHEBHO 3a 4 €AHOBPEMEHHOTO MpWIaraHe
MbTH AHEBHO OT AEH S A0 JeH 7, IHH ¢ @TOPBACTATUH €
noeuuieHa a0 400 mg nsa mbTH Heobxonumo, ce
IHEBHO B A€H §), 3a quH 4-18, 30 min NpenopbYBAT O-HUCKH
c/iel NnpyeMa Ha aTOpBacTaATHH NMOAABPIKALLN 1034 Ha
aropeacTaTuH. [1pd 1034 Ha
HapyHasup 300 mg nBa meTH AHeBHO/ | 10 mg seaubx | 3,3 aTOPBacTaTHH,
Puronaeup 100 mg aBa ITeTH JHEBHO, | AHEBHO 3a 4 HaasHuwasaiy 40 mg, ce
3a 9 THU JHH MPENOPBHUBA KIIHHAYHO
Hrpakonaszon 200 mg seaHnxK 40 mg 3,3 NPOCNeAsBAHE HA TE3H
OHEBHO, 3a 4 AHH €AMHHYHA 1033 NalHUEHTH.
@®o3zamnpeHasup 700 mg qBa MbTH 10 mg Beaubk | 2,5
aHeBHO/ PutoHaBup 100 mg nBa nbTH | JHEBHO 3a 4
IHEBHO, 3a 14 nHU JTHH
{dozamnpenasup 1 400 mg apa msTd | 10 mg Beauex | 2,3
JAHEBHO, 3a 14 QHHK JHEBHO 32 4
JHU
Enbaceup 50 mg Beannk 10 mg 1,95 Jo3aTa Ha aTOPBACTATHH HE
aHeBHo/Tpaszonpesup 200 mg BeaHbXK | eIHHMYHA J03a TpAOBa Ja npesHiLaBa
AHEBHO, 13 OHHK AHeBHA n03a ot 20 mg npy
e/lHOBPEMEHHO MpHIAaraHe Ha
NPOAYKTH, ChIbPXALIH
en1bacBUp WIH Ipa3onpeBHp.
JlerepmorHp 480 mg Hbx AHeBHO, 10 | 20 mg 3.29 Jlo3aTa Ha aTOpBacTaTHH He
ITHH €IMHHYHA 1032 TpaOBa J1a NpeBUilIaBa
AHEBHA no3a oT 20.mg opy
Hendwunasup 1 250 mg na mbuTH 10 mg Beausx | 1,74

AHEBHO, 3a 14 AHH

IHEBHO 3a 28
HH




Cok or rpetindpyt, 240 ml seaunx 40 mg, 1,37 He ce npenopbusa
OHEBHO * eJMHUYHA 1034 €HOBPEMEHHHUA MPHEM Ha
FONIEMH KOJIMYECTBA COK OT
rpeAndpyT H aTOPBACTATHH.
Huntrazem 240 mg Beausx AHeBHO, | 40 mg, 1,51 Cnep 3anouyBaHe WiH
3a 28 OHM €IMHHYHa 1034 KOpUrupaHe Ha 03aTa Ha
AUIITHA3EM, CE NpernopLYBa
aJIEKBATHO KJIMHMYHO
NPOC/ICAABAHE HA TE3H
NMalUEeHTH.
Epurpomuuma 500 mg yeTHPH IITH 10 mg, 1,33 [IpenopbuBa c€ MO-HUCKA
JHEBHO, 38 7 JHH eMHHYHA 1038 MaKCHMaJTHa J103a
KTHHHUYHO NpOC/cAABaHe Ha
TE€3H NALUEHTH.
Amnonunuid 10 mg, eaHokpaTHa ao3a | 80 mg, 1,18 Hsama cneunduuna
eJHOKpaTHa ApENnopLKa.
H03a
Llumernann 300 mg yeTUpH MbTH 10 mg BeaHBXK 1,00 Hsma cnieupmduruna
IAHEBHO, 3a 2 CeAMHLH JHEBHO 3a 2 npenopbKa.
CeJIMMLIH
Konecrunon 10 g ABa M-TH AHEBHO, 40 mg BeaHbxk | 0.74%* Hsma cneunduana
24 ceaMHLH IHEBHO 3a 8 [penopbKa.
CeMHKLIH
AHTHalLHHA CYCTIEH3HUs HA 10 mg Beauvx | 0,66 Hama cneuudpuusa
MarHe3HE€BHU H alTyMHHHEBH AHEBHO 34 4 [penopbLKa.
xuapokcuad, 30 ml yeTupH NeTH CEAMHKUM
OHEBHO, 3a 2 CeAMHLH
Edasupenny 600 mg seantk AHeBHo, | 10mga3a3 aun | 0,59 Hama cneuuguuna
3a 14 1uM [PpEenopuKa.
Pudamnuu 600 mg seaHbxk AHeBHO, | 40 mg 1,12 AKO €JHOBPEMEHHOTO
3a 7 AHY (€IHOBPEMEHHO NpUnarad) | eIHHWYHA 103a MpWJIAraHe HE MOXKE [a ce
u3berte, ce npenopsysa
€IJHOBPEMEHHO IIpHIaraHe Ha
aTOPBACTaTHH C pUPaAMIIHH
Pudamnun 600 mg Beansx fHeBHO, | 40 mg 0,20 IPpH KIHHUYHO
3a 5 AHH (pa3fieNIeHHd N03H) eIUHHYHA 1034 NpocacnBaHe.
['emdpudposun 600 mg aBa NbTH 40 mg 1,35 [Tpenopbusa ce no-HUCKA
JHEBHO, 3a 7 AHH eJHHHYHa J03a HayajaHa A03a U KIHHHUYHO
[POCCAABaHE HA TE3X
NMaLUEHTH.
@eHodubpar 160 mg BeAHDK 40 mg 1,03 [Ipenopwisa ce no-HHUCKa
OHEBHO, 32 7 OHH eAHHUYHA 1032 HavyalHa 1032 U KJIKHHYHO
[pocC/eABaHe Ha TE3N
alUeHTH.
bocenpesup 800 mg , TpH bTH 40 mg 2,3 [IpenoprbuBa ce no-HUCKa
JIHEBHO, 7 OHHU eqHMHHYHA [03a Ha4YaiHa 4034 4 HaOmoaeHue

Ha Te€34 NMauueHTy. /lo3aTa Ha
aTOpBAcTaTUH He TpabBa ja
npesuimasa 20 meimien

aKo ce np ;
eIHOBPEMERE

& Ilpeacrarngea CHLOTHOLWIEHUE MEXKAY JCYEHMATA (NIEKAPCTBEH MNPOAYKT, TP
aTOPBAaCTATHH CIIPAMO CAMOCTOATE/NHO MNPHJIOKEHHE HA aTOPBACTATHH).

# BuxTe TOUukHd 4.4 1 4.5 33 KITMHWYHA 3HAYHMOCT.




* CbabpKa €IHH WIN NIOBeU€ KOMMOHEHTH, KONTO HHXHOMpaT CYP3A4 u morar ga NOBMINAT IUIA3MEHHTE
KOHLIGHTPaLIMKM Ha JIEKAPCTBEHH MpOoAYKTH, MeTabommaupanu ot CYP3A4. [TpuemnT Ha eana 240 ml qauia cok
ot rpeindpyr cemto Boan Ao HamaneHa AUC ¢ 20,4% Ha axkTMBHUA OpTOXMAPOKCH MeTabonur. [Nomemwu
KoapyecTBa cok or rpedndpyr (Hag 1,2 | gHeBHO B npoab/ukeHue Ha 5 gHM) nopuwasaTr AUC Ha
aropeactaTHH 2,5 mbTH U AUC Ha aktuBHMTe (aTtopBactaTiH M MetabonutH) HMG-CoA penykrazsu
MHXHOUTOPH 1,3 ITHTH.

** CroTHOLLIEHHE B3 OCHOBA Ha €IHHWYHa npoba, B3eTa 8-16 yaca cnen poszara.

Tabnuua 2: Edexru Ha aTopBacTaTUH BHXY (PapMaKOKHHETHKATa HAa €JHOBPEMEHHO NpWiaraHure
JICKApPCTBEHHM NPOXYKTH

EaHOBpeMERHO NPRJIAraH JIEKapCTBEH NPOAYKT
ATOpBACTATHH B CXéMA HA |——— . —

CrohoTHOI
AO3HpAHE JlexapcTBen enHe Ha KIBRHEYHA NPenopbKA

IIPDII}'KT/ ,}1033 (mg) AUC%

Huroxcun 0,25 mg [TauneHTHTE, MIpHUEMALILY
BEAHBXK AHEBHO,3a | 1,15 IOUrOKCUH TpsabBa na 6baar
20 nHM aJCKBATHO NPOCACASBAHH.
[lepopanen
KOHTPaLECNTHB
BEHBXK JHEBHO, 34 2 1 98 '
Mecena 1’19 Hsama cneuuduyHa npenopuka. |
- HOpeTHHAPOH | mg ’ -
- ETHHWJICCTPAIMON .

35 MUKpoOrpamMa |

80 mg BeIHBXK JHEBHO, 3a 10
JHH

40 mg BeaHBbXK AHEBHO, 38 22
JTHH

80 mg BeHBXK AHEBHO, 32 15 | * Denazon, 600 m .
JHH €qHOKpAaTHA J03a

Tunpanasup 500 mg
IBa ITbTH AHEBHO/

10 mg, eauHH4HA 034 puToHaBup 200 mg 1,08 Hsma cneunduuna npenopbka. |
JBa MIbTH JHEBHO, 7 ,
- . AHH N
DocamMnpeHasHp
1400 mg nBa nbTH 0,73 Hsama cnieuudryHa npenopbka
AHEBHO, 14 NHH
®ocamnpenapup 700
mg NBa MbTH JHEBHO/
puroHasup 100 mg
[BA [TbTM JHEBHO, 14

JAHH

10 mg, BenHBK AHEBHO 3a 4
OHH

10 mg, Beausx AHEBHO 34 4

AHA 0,99 Hsma cneunduuna npenopbka.

& [IlpencrasnsBa CHLOTHOLICHHE MEXKAY JNCYEHHATA (JICKAPCTBEH MNPOAYKT, MpWiaraH €IHOBPEMEHHO C
ATOPBACTATHH CIPAMO CAMOCTOATENHO NPHWIOKEHHE HA aTOPBACTATHH).

" EAHOBPEMEHHOTO MPHIATaHe Ha MHOTOKPATHH 03K HA aTOPBACTATHH H EHA30H € MOKa3ano Majlko WiH
HEYCTAHOBHMO TOBJIMABAHE BHPXY KIMPHLHCa Ha (PeHa30H.

4.6 DeprTHANTET, OPEMEHHOCT H KbpMEHE

JKEHH ¢ neTepoAeH NOTEHIHA
XKenu ¢ gerepoaeH noTeHuHan Tpadea Ja H3noa3BaT ¢PeKTHBHA KOHTpALIENLUA 110 Bpe
Touka 4.3).

bpeMEHHOCT




ATOpRAacTaTHH € MPOTHBOIIOKA3aH Mo BpeMe Ha OpeMeHocT (Bxk. Touka 4.3). besonacHocTTa npH OpeMEeHHH
*KE€HH He € AoKa3aHa. He ca npopexaaHd KOHTPOJMPAHH KIIMHUYHM NMPOYYBAHHA ¢ aTOPBACTATHH NpPH
OpeMeHHM xkeHH. [lonydeHu ca peaku CeO01IEHUA 3a BPOAECHH aHOMAIHH Cliel HHTPAYTEPHHHA EKCIO3HULIKS
kbM HHXUOKHTOpH HAa HMG-CoA penykrasa. [IpoyusanusTa npH »KMBOTHH NOKa3BaT peNnpoayYKTHBHA
TOKCHYHOCT {BX. TO4Ka J.3).

JleuenreTo Ha MaHKaTa ¢ aTOPBACTATHH MOXE J1a HAMANTH (PEeTATHUTE HUBA HA MEBANIOHAT, KOMTO € NpeKypcop
Ha XONECTepOI0BUA OHOCHHTE3. ATEPOCKIESpPO3aTa € XPOHHYEH Mpolec H 0OHYAHHOTO NMpeyCTaHOBABAHE HA
JIMMUAONOHIKABALIMTE JICKAPCTBEHH HPOAYKTH 110 BpeMe Ha OpeMEHHOCT MOBJIHABA B Ma/IKa CTENEH
ABJITOCPOYHHA PHCK, CBBP3aH C IbPBUUHA XHUIIEPXOIECTEPOIEMHS.

[Topaau Te3u NpHYHHM, ATOPBACTATHH HE TPAOBA 1a Ce MpUIara rpH >KeHH, KOUTo ca OpEeMEHHH, MpaBAT
OIMTH /13 3aDpeMEeHEeAT WK CMATAT, Ye MOXe Ja ca OpeMeHHH. JleueHHeTO ¢ aTopBacTaTHH TpAOBa aa ce
npekpaTH 3a nepuoja Ha OpeMeHHOCTTa WIHM OKATO C€ YCTAHOBH, Y€ XEHATA HE ¢ OpeMeHHa (Bx. Touka 4.3).

KbpMeHe
He e H3BECTHO JaTH ATOPBACTATHH WIIK HEMOBHTE METADOJIHTH C€ EKCKpETHpaT B kbpmara. IIpu nibxose,

1a3MEHHTE KOHLIGHTPALIMH Ha aTOPBACTATHH M HEFOBHUTE AKTHBHU METa0OIHTH ¢a NOAOOHHU Ha TE3H B
MIIAKOTO (BiK. TOouka 5.3). [lopaau noreHuMana 3a CEpUO3IHU HEXENaHU peakLiuH, XKeHUTE, ITpUeMally
aTOpBACTaTHH, He TpAOBa Aa KbpMAT OeberaTa cu (Bx. Touka 4.3). ATOpBacTaTHH € NPOTHBONOKA3aH B
nepuoaa Ha KbpMeHe (BK. Touka 4.3).

DepTUnuTeT
[Ipn npoyuBaHus ¢ XKUBOTHHM aTOPBACTATHH HE MOBIMABA MBXKHA WIH XKEeHCKH PepTHIMTET (BXK. TOYKa 5.3).

4.7 EdekTr Bbpxy cnocodHocTTa 32 modupane H padora ¢ MAMHAHA

ATOPBAaCTATHH NOBIMABA MpeHEOpeKMMO MAIKO cnocoOHOCTTA 32 WodupaHe U paboTa ¢ MALLIHHH.

4.8 Hexenanu J1eKapCTBEHH PeaKIHH

B 6a3ara nansu oT mAaLebo-KOHTPOMUPAHH KIIMHHYHU NpOoYyYBaHus Ha atopBacTaTH npy 16 066 (8 755 Ha
aTopsacTaThH cripaMo 7 311 Ha ruaiebo) nauueHTH, JEKYBAHHU 32 NIEPUOI ¢ MEAMAHa 53 CeAMMLHM, 5,2% oT
NALMEHTUTE HAa aTOPBACTATHH Ca MPEYCTAHOBWIH JIEUCHHETO NMOPAIH HEKETaHH JIEKAPCTBEHH PEaKLUH, B
cpaBHeHKe ¢ 4,0% oT naLHeHTHTE Ha mauedo.

B13 ocHOBa H2 JAHHWUTE OT KJIMHUYHHM NPOYYBAHUA M NPOABIKHUTENICH [TIOCTMAPKETHHI OB OIMT, CJleIHAaTa
Tabanla npeacTapd Npoduiia Ha HEXEIAHATE PEAKLHH 32 AaTOPBACTATUH.

OLeHeHHTe YeCTOTH Ha peakLIHUTE ¢a MOAPEACHH CIIOPEa cneaAHaTa KOHBeHLM: 4ecTH (£ 1/100 go <1/10);
HeyecTn (2 1/1,000 go <1/100); peaxu (2 1/10,00000 <1/1,000); muoro peaku (<1/10 000), ¢ Hen3BecTHa
yecToTa (He MoraT Aa ObaaT onpeaeneH ¢ HATHYHHTE NaHHHU)

Hﬂgb_eugﬂu H HHgbeCTauHH

YecTu: HazoGapuHIUT

HapyiieHns Ha xpbBTa U 1MMpHaTa CHCTEMAE
Peaku: TpomboLMTONEHUS

CbaoBy HapylLIEHHS
Peaku: Backynur

HapyuieHHs Ha UIMYHHATa CHCTEMA
YecTH: anepruuHy peaxKivu
MHoro peaku: aHadpwiakcus

Hapyuienns Ha MeTabonu3Ma ¥ XpaHEHETO




HecTH: XUepriimKeMns
HeuecTH: XHOOriiMKeMus, YBEJIHMEHO TEIJIO, AHOPEKCHA

[IcHXWYHK HApPYILUCHUS
HeuecTu: xommapy, HHCOMHMA

HapyuieHHs Ha HEPBHATA CUCTEMA

YecTH: rnaBobonne

HeuecTu: 3aMasHOCT, IApacTE3uA, XHITOECTE3UA, JUCICY3UA, AMHE3IUA
Penxu: nepudepHa HeBponaTus

C HeH3BeCTHA Y€CTOTa: MHACTCHHA IPABMUC

HapyiiieHHd Ha oudTe

HeuecTH: 3aMBbIriieHO BIOKAAHE

Penxw: apyTeHHA HAPYLICHHS

C HeHu3BecTHA YeCTOTa: OYHA MHUACTEHMSA

HapyineHusa Ha yxXOTO 4 Ja0uprHTa
HeuecTH: THHUTYC
MHoro peaku: 3aryba Ha cnyx

PecnvpaTopHH, [PhAHH U MEAWACTHHAIHY HapYHICHHWA
Uectu: papunronapunreanta 601ka, enucTakcuc

CroMalliHO-YpPEeBHH HAPYIHEHUSA
YecTv: KOHCTHNALMA, (PNATYICHUMA, JUCTIENICHA, FaJACHE, AHAPUA
HedecTu: nospbinaHe, OOJKH B FTOPHATE H JOJIHK OTAEIH HA KOPEMa, OpPUTrBaHE, NAaHKPEaTHUT

Xenaro-OMInapHu HapylUIeHUS

HeuecTH: XenaTur

Peaku: xonecrasa

MHoro peakH: 4epHOAPOOHA HENOCTATHYHOCT

Hapyiienus Ha KOXKaTa ¥ NOAKOXHATA THKaH

HeuecTu: yprukapus, Ko)kxeH 0OpuB, IPYpUTYC, Anoneuus

Penxu: aHrHOHEBpPOTHYEH eaeM, OYNO3€H ACpMATHUT, BISTIOUHTENIHO epHTeMa My aTHGOpMe, CHHAPOM Ha
Stevens-Johnson 4 TOKCHYHA enNUAEpMaATHA HEKPOJIKU3a, JIHXEHOUIHA JIEKapCTBEHA peaKius

HapyuieHns Ha MYCKYJIHO-CKEJIETHATa CHCTEMAa H ChbEAWHHUTEIHATA ThKaH

YecTu: MUanrug, aprpanrud, 60INKM B KpaiiHALIMTE, MYCKYJIHA PYIITYPa, MYCKYJIHM CTIa3MH, MOAYBAHE Ha
crasute, bonku B repba

Heuectu: 60nku B lumsaTa, MyckysHa cnabocr

Penku: MuonaTusi, MHO3UT, pabaoOMHOAM3a, MYCKYTHA PYNITYPa, TEHAWHOIIATHA, MOHAKOra YCJIOKHEHA C
PYIITYPa Ha CYXOXHIIHE

MHoro peaks: aynyc-noaobeH cHHapom

C HeM3BECTHA YECTOTa: HMyHHO-MEIMHpPaHa HEKpOTH3Mpalla MHonaTHs (BX. To4ka 4.4)

H&E!IIIBHHH Ha BL3MPOH3IBOAHUTECIHATA CHCTEMA H bPAATA
MHoro PEOAKH. THHEKOMACTHA

Ob6uy HapymieHHA H €DEeKTH Ha MACTOTO HA MPHIIOKEHHE
HeuecTu: nHepaznonoxkeHue, acTeHHA, IpbaHa 60nKa, nepudepeH eneM, ymopa, IMHpeK

Hscneasanus

YecTu: abHOpMeHH CTOMHOCTH HA YepHOAPOOHHTE PYHKUMOHAIIHH TECTOBE, MOBHIU
KHHa3aTa B KpbBTa

HeuecTH: nonoHTENEH pe3ynTaT 3a Oe/IM KpbBHH KIETKH B ypHHATa




Kakro npu apyru uHxuburopu Ha HMG-CoA penykrasa, NpH NMaLMeHTH, NoTy4aBallli aTOpBacTaTHH ca WK
CBHOOLIEHH NMOBHIICHH HHBA H& CEPYMHMTE TPAaHCAMHMHA3H, 1e3U NPOMEHH ca OWIM OOHKHOBEHO JIEKH,
MPEXOHH H HE Ca HANaraiv NpeKbCBaHe Ha JieyeHHETo. KTMHHYHO BaXKHHM (> 3 TbTH ropHaTa rpaHulia Ha
HOPMAaTa) IOBMILEHHUS Ha CepYMHHMTE TpaHCaMHHa3K ca Bb3HHKHaIH 1ipu 0,8% ot naiMeHTHTE Ha
aTopsacTaTHH. Te3d MOBHLISHHA ca OMIIH N0303aBUCHMH U OOpaTUMH IIPH BCUUYKH MALIMEHTH.

[Topobuo Ha gpyru unxuburop Ha HMG-CoA peaykrasa B KIIMHHMYHHU NPOYy4YBaHHUs, MOBHLIEHHA HUBA Ha
cepyMHata KpeatHH kHHasa (CK), Hanxpbpiasiuy 3 IbTH ropHaTa rpaHULIA Ha HOPMAaTa €a Bb3HHUKHAIH IIPH
2,5% ot naupeHTHTe Ha aropsacTatvl. [Ipu 0,4 % OT nauMEHTHTE, JIEKYBAHH C aTOPBACTATHH, Ca Bh3HUKHAIH
HuBa Han 10 meTH ropHaTa rpaHyua Ha HopMara (BXK. Touka 4.4).

[leauaTpyuuHa nonyaanys
[TaupyenTy Ha BB3pacT oT 10 g0 17-roauHM, TEKYBaHK ¢ aTOPBACTATHH, Ca HMAIHM Npodun Ha He30nacHOCT,

noao0eH Ha TO3H NpPH NaLUKeHTH, 1eKyBaHH ¢ rauebo. Hail-uectute HexxenaHu peaxkuwm, HabnogasaHy u B
JIBETE rPYIH, HE3ABUCHMO OT HPHYMHHO-CJICACTBEHATA Bpb3Ka, ca Ounu uHpekuuure. B 3-roauinHo
NpoyuBaHe , OCHOBABAIIIO C€ HAa OLCHKA Ha O0LIOTO ChIpsABaHe H pa3sBUTHE, OLIGHKA MO cTaguit Ha Tanner u
H3MEPBaHe Ha BUCOYMHA M TETTIO, He c& HabnioaaBa KIIMHUYHO 3HAUYUM e(eKT BhpXY pacTexa U MoJIOBOTO
ce3paBaHe. [IpodunsT Ha 6€30NaCHOCT ¥ NOHOCHMOCT NpY fICAUATPHUYHH MNauUeHTy € 6un nofobeH Ha
M3BeCTHHA Apo¢uI Ha O€30MACHOCT HAa AaTOPBACTATHH MPU BL3PACTHH.

basata naHHH 32 KIMHHYHA 6€30MacHOCT BKIKOUBA JaHHH 3a Oe30onacHOCTTa py 520 nmauueHTH B ASTCKA
BBH3PACT, KOUTO Ca NOJAyvaBaii aATOPBACTATHH, OT KOUTO 7 MAUMEHTH ca OMIM Ha Bb3pacT noja 6 roounwm, 121
NMauHeHTH Ha BB3pacT MexXay 6 1 9 rogunu, n 392 naumedtu ca 6unu mexay 10 po 17 roauHd. Bu3 ocHOBa Ha
HAJIHYHHUTE AaHHH MOXE J1a C€ 3aKIIOUH, Y€ YECTOTATa, BUABT H TEKECTTA Ha HEXKETAHHTE peaklMH NPy Aeua
Ca CXO/IHMU C TE€3HU NPHU Bb3PACTHUTE.

Cnenuure HexelaHU CHOMTHA ca ChOOIEHH NIPH HAKOU CTATHHM:

* CEKCyalHa AUCPYHKUMA

* JENPECHS

* eIMHWYHH CAyuaH Ha MHTEepCcTHLMANHA Benoapobua 6onecrt, ocobeHo npu NpOIb/DKUTENHO JedueHue (B,
Touka 4.4)

* 3axapeH guaber: yecToTara Ha Bb3HUKBAHE 3aBUCH OT HAJIMYHETO WK OTCHCTBHETO Ha PHCKOBH (akTOpH
(rmoxo3a Ha rnaaHo > 5,6 mmol/l, uHaekc Ha TenecHa mMaca (BMI) > 30kg/m?, noBHiLIEHH TPHUITTHLEPHIM,
AHAMHE3A 32 XMIIEPTOHHKA).

CrobliapaHe Ha MOAQO3UPAHU HEXKEIAHH PEaKI{HH
Crnobu1aBaHeTO HA NMOAO3IUPAHU HEXKEJIAHU PEAKLIMH Clle/l pa3pellaBaHe 3a yrnotrpeba Ha J1eKapCTBeHus

NPOAYKT € BaKHO. TOBa N03B0MABA 13 NPOIL/DKH HADNIOAEHHETO HA CHOTHOIIEHHUETO MOI3a/PUCK 32
NeKapCTBEHHA NpoAyKT. OT MeAHUMHCKUTE CNELMATIMCTH C€ H3UCKEBA J1a ChOO11IaBaT BCAKA MMON03UpaHa
HEXXEAaHa peaKkuus upes:

H3rrenHUTENHA areHLus No JleKapeTeara

yi. ,.,Jamad ['pye” Ne 8

1303 Codns

Ten.: +35 928903417

yebcanT: www.bda.bg

4.9 Ilpenozapane

Hsma HanuyHO cneuMpUYHO JISYSHHE NPH NIPEAO3UpaHe ¢ aTOpBacTaTUH. B cimyyal Ha npeao3upaxe,
MaLHEeHTHT TpAOBa 1a ce NeKyBa CUMNITOMATHYHO M NpU HeobxoauMMocCT, 1a ce npeanpyeMar

npociaeassaT HusaTa Ha cepyMHara CK. Ilopanyu ekCTeH3HBHOTO CBbpP3BaHe Ha aToOpB
MPOTEHHHU, HE CE€ OYAKBA XeMOAHANM3ATA Aa NoJoOpH 3HAUMMO KJIMPBHCA Ha aTOpBac

5. ©OAPMAKOJOI'HYHU CBOHUCTBA




5.1 <dapmaxkoaHHAMHEYHH cBoNCTBA

dapMmakoTepaneBTH4YHA rpyna: JiunuaoMoauduuupamu cpeacrsa, HMG-CoA-peaykrasHu HHXHOHTODH,
ATC xon: C10AAQ0S

ATOpBACTATHH € CeJieKTUBeH, KOHKypeHTeH HHXxuboTop Ha HMG-CoA peaykrasa, CKOpOCT-OrpaHHYaBaliHA
€H3HM, OTTOROPEH 33 NMPEeBPBINAHETO HA J-XUAPOKCH-3-METWI-TIYTapHWI-KOEH3UM A B MEBAIOHAT, TPEKYPCOp
Ha CTEPOJIUTE, BKIIOUHUTETHO XONecTepo/i. TpUrIIHUEpHOAMTE M XONECTEpOa B YepHHUA Apod ca BKIIIOUEHH B
CbCTABA Ha JIUIOMPOTEUHHTE C MHOrO HHCKA IUTLTHOCT ( VLDL) H nocTenBear B rnasMarta, 10CTHIraiKu 10
nepudepHure ThKaHU. JInnonporenuute ¢ HUCKa IWIbTHOCT (LDL) ce obpasysat or VLDL u ce Bxiiousar B
karabonn3Ma rjaaBHo upes peuernropure ¢ BUCOK aduanrer kbM LDL (LDL-peuentopn).

ATOpBACTATUH HaMaJIfgBa [UTa3MEHATA KOHLICHTPALMA Ha XOJIECTEpOIia U CEpYMHHTE KOHLCHTPALUK Ha
aunonporerHuTe upe3 UHXHOUpaHe Ha HMG-CoA peaykrasara H BIIOC/IEACTBHUE HA XOJECTEPOJIOBHA
OuocuHTes B uepHus Apod, U nosuliasa Opos Ha xenatouuTHuTe LDL-peuenTopy BbpXy KneTb4HaTa
MOBBLPXHOCT, KaTo NoaodpABa noemManero ¥ karabonuima Ha LDL.

ATopBacTaTHH HamassBa npou3eoacTeoTo Ha LDL u Opos na LDL-uacTuuuTe. ATOpBacCTaTHUH BOAM [0
LSIOCTHO W YCTOHYKBO nosuiasaHe Ha LDL-peuenrropHara akTMBHOCT, 3a€JHO ¢ ON1aronpusaTHO H3AMCHEHME B
Ka4eCTBOTO Ha LMpKyanpawdte LDL-qacTniun. ATopeactaTiH € edekTuBeH npu Hamanasane Ha LDL-C npu
NalMEHTH C XOMO3MIOTHA (PaMIITHZ XHIEPXOIIECTEPOJAEMHA, IPyNa NHALUEHTH, KOATO oOudalHO He ce
NOB/AHABA OT THNMAONOHMKABALU IEKAPCTBEHN NPOAYKTH.

B npoyuyBaHe Ha 3aBMCUMOCTTA J03a-0TrOBOP € JOKa3aHO, Y€ aTOPBAaCTATHH HAMAIABA KOHLEHTPALMKUTE Ha
obwus xonectepon (30% - 46%), LDL-C (41% - 61%), anonmunonporenH B (34% - 50%) u TpuriHuepuaure
(14% - 33%) kato Boan 1o npomeHnusH nopuiuieHds Ha HDL-C u anonunonporens Al. Tesu pesynraTtu ce
OTHACAT 3a NMALMEHTH C XETePO3UrOTHA (paMHITHA XHIIEPXOJIECTEPOIeMUs, HeaMWIHU GOpMH HA
XUIEPXONECTEPOieMUS H CMECeHa XUNEPIUTIMAEMHUSA, BKITIIOUNTEIHO MALUMEHTH ¢ HEHHCYJIMHO3aBUCHM
3axapeH auaber.

JlokazaHo €, ue MOHWXKABAHETO Ha HUBATA Ha obwma xonectepoa, LDL-C u anoaunonporens B HamanaBa
PUCKA OT CbPACYHO-ChAOBH HHUMACHTH H CbpJAEYHO-ChA0OBATA CMBPTHOCT.

XOMO3UIoTHa PaMHIIHA XHIIEPXOAECTEPONEMUS

B MyJITHLeHTpOBRO, 8-C€AMHYHO, OTBOPEHO, NMPOrpaMUpaHo ¢ MIIOCHPAHA LT MPOYYBAHE C pa3ljidyHa Mo
NPOABLJLKUTENHOCT H3bUpaeMa (aza Ha pazlinpeHne, ca 6wy BmodyeHn 335 nauueHT, 89 oT KouTO ca MK
HACHTH(PHULHPAHH KaTO MALMEHTU ¢ XOMO3UMIroTHA dhaMuiiHa xunepxoaecreponemud. Ot Tean 89 nanueHTH,
cpeaHoTO NpoueHTHO HamaleHHe Ha LDL-C e 6wno npubnusurenno 20%.

ATOpBacTaTHH € npunaras B 1o3u 10 80 mg/neH.

ATepocKiepo3a
B npoyusanero Reversing Atherosclerosis with Aggressive Lipid- Lowering Study (REVERSAL), edextsT

OT HHTEH3XBHOTO HaAMANABaHE Ha JUnuAauTe ¢ aTropBacTaTiH 80 mg K OT CTAHAAPTHOTO MO CTeNneH
HaMa/lsBaHe Ha JIMnUauTe ¢ npapactaTud 40 mg BEpXY KOPOHAPHATA aTEPOCKIEPO3a CE € OLCHABAI Ype3
BETPECHAOBO yaTpa3BykoBo uicneasane (IVUS), no speme Ha aHruorpagus, nNpy NauMeHTH ¢ KOPOHAPHA
bonect Ha cvpuUeTo. B TOBa paHIOMH3UPAHO, ABOHHOCIANO, MYJITHLIEHTPORO, KOHTPOJIHPAHO KIHHHYHO
npoy4saHe, IVUS e wapbpuieHo B Hadanoto ¥ B 18 meceu npu 502 naumeHTd. B rpynara nauueHTy,
fpUemMailld aTopBacTaTuH (n=253), ¢ HAMAJIO NpOorpecHs Ha aTepoCKilepo3ara.

MeananHaTa npoucHTHa NpoMaHa 8 001us 06eM Ha aTepOMHTE (ITBPBHMHUAT KPUTEPHIA B MPOYYBAHETO)
COPAMO M3XOAHOTO HUBO, € Ouna 0,4% (p=0,98) B rpynara Ha nauHeHTHTE, NPHEMALLIH aTOPBACTATHR
(p=0,001) B rpynara Ha nauxeHTHTE, MpHeMalliy npasacTaTH (n=249). Ilpu cpaBHeHHe ¢ DEARRINITHE
edeKTuTe Ha aTOpBAacTaTHH ca OuK ctaTucTHuecku 3HauuMu (p=0,02). EdekThT OT HHTS 74 §RLetTh
NOHWXKABAHE HA JIMITHAWTE BbPXY ChbPACHHO-CHAOBHUTE KPAWHHU TOYKH (Hamp. HeoOXoaH A o AT v
peBacKy/iapu3anud, HeaTaneH MHOKapAEH UHGBAPKT, KOPOHAPHA CMBPT) HE € OMN Hac ¢ fial b by
NpoyYBaHe.




B rpynara Ha nauueHTuTe, npuemaiuu aroppactatul, LDL-C ce e noHwxun 10 cpeiHa CTOMHOCT OT

2,04 mmol/l + 0,8 (78,9 mg/dl + 30) cnpsimo u3xoaHoto HUBO OT 3,89 mmol/l £ 0,7 (150 mg/dl £+ 28), a B
rpynara Ha nauMeHTUTe, rpuemainu npasacratud, LDL-C ce e moHmxun 10 cpeiHa CTOMHOCT OT

2,85 mmol/l + 0,7 (110 mg/dl + 26) cnpsimo u3zxoaHoto HUBO OT 3,89 mmol/l +£ 0,7 (150 mg/d + 26)
(p<0,0001). ATopBacTaTHH CbLIO € HaManiua 3Ha4umo obuus xonecrtepon (TC) ¢ 34,1% (npaBacraTuH:
-18,4%,; p<0,0001), cpeanure HuBa Ha Tpuraduepuaure (TG) ¢ 20%(npaeacratul: -6,8%; p<0,0009) u
cpenHuTe HUBa Ha anoaunorporerdH B ¢ 39,1% (npaBacratun: -22,0%; p<0,0001). ATOopBacTaTvH € NMOBUILIKII
cpeanute HuBa Ha HDL-C ¢ 2,9% (npaBacratun: +5,6%; p=NS). B rpynara Ha aropBacTaTUH € UMaJIO CPEAHO
noHwxkeHue ¢ 36,4% Ha C-peaxktuBHusa nporeuH (CRP), cpasHeHo ¢ 5,2% noHwxkenue Ha CRP B rpynara Ha
npaBactatuH (p<0,0001).

PesynraTure OT Npoy4YBaHETO Cca MOJIYYEHHU NpHU npuiiarade Ha 1o3a ot 80 mg. ETo 3auio Te He Morar ja Obaar
EKCTpaIroJIMpaHu KbM IMO-HUCKH [103H.

[IpodunuTe 3a 6€30MaCHOCT U MOHOCUMOCT Ha JIBETE rpyMu ca OWJIK CpaBHUMMU.

EdexTsT OT MHTEH3MBHOTO NMOHMW)KABAaHE HA JIMITU/IUTE C aTOPBACTATHH BBPXY INIaBHUTE CbpP/I€YHO-ChAOBH
KpaiiHH TOYKH He € OW1 M3ciie]BaH B TOBA Mpoy4YBaHe. ETO 321110, KIMHHYHOTO 3HAYEHHE HA TE€3H pe3yJiTaTH
OT 00pa3HOTO M3Cie/IBaHe € HEU3BECTHO C OrJIe/ Ha MbPBMYHATA U BTOPUYHA NPOo(dHIaKTHKA HA ChPAEUYHO-

CbAOBHUTC HHLUHUACHTH.

OcTbp KOpOHApPEH CHHAPOM

B npoyuBanero MIRACL, aropsacratud 80 mg e 6un oueHsBad npu 3 086 nauueHTH (aTOpBacTaTUH

n=1 538; mauebo n=1 548) ¢ ocTep kopoHapeH cuHapoM (MHOKapaeH HHGapkT (MI) 6e3 Q-3b0ewu unu
HecTaOWIHA aHIMHA NMEKTOPMUC). JleyeHueTo e OMN0 3anoyHaTo 110 BpeMe Ha ocTpara ¢aza cnel
XOCIMHUTAIM3ALMATA U € POABJLKMUIIO 3a repuos ot 16 ceamuuu. Jleuenuero ¢ aropBacratuH 80 mg//ieH €
yABJDKHJIO BPEMETO 10 HACThIIBaHE HA KOMOMHHUpaHaTa MbpBUYHA KpaWHa TO4YKa, A€(PUHUPAHA KAaTO CMBPT
Mopajam KakBaTo M J1a € npuuuHa, HedaTtasieH MI, peaHuMHUpaH Cbp/IeYeH apecT WK aHr'MHa NEKTOPUC ¢ JTaHHH
3a MMOKap/lHa MICXEMHMS, Hajlaralua XOoCIUTalIn3alms, KaTo € rnoka3ajio HamajieHue Ha pucka ¢ 16% (p=0,048).
ToBa ce e abmkano riaBHO Ha 26%-TO HaMaJIEeHUE Ha NMOBTOPHUTE XOCITMTA/IM3ALIMM 3a AaHTMHA MEKTOPHUC C
JlaHHH 32 MUOKapaHa ucxemus (p=0,018). OcrtaHanuTe BTOPUUHH KPaHU TOYKH HE Ca JOCTHUIHAIA CAMM 110
cebe cH cTaTHCTHYECKa 3HaYMMOCT (00001eHo: niauedo: 22,2%, aropBactatuH: 22,4%).

[IpoduinbT Ha 6e30onacHoCT HA aTopBacTaTuH B poyuBaHeTo MIRACL e choTBeTcTBa)1 HA TO3M, ONMUCAH B
TOYKa 4.8.

[IpodunakTruka Ha CbpAEYHO-CBHAOBO 3a00.1BaHE

EdexTsT Ha aTopBacTaTHH BbpXy (paTasiHaTa U HedaTaiHa KOpOHapHa 00JIeCT Ha CbPLETO € OMJ1 OLIEHEH B
pPaHAOMHM3UPaAHO, ABOMHOCIIANO, IJ1auedo-KkoHTposIMpaHo npoyuyBaHe — Anglo-Scandinavian Cardiac Outcomes
Tral Lipid Lowering Arm (ASCOT-LLA). Ilauuenture ca 6U1M XunepToHuuM, Ha Bb3pact ot 40 xo 79
roauHM, 6e3 npealecTBall MUHOKapAeH HHGAPKT WK NPOBEAEHO JIEYEHHE 3a aHI'MHA MNEKTOPUC M C HUBA Ha
obuusa xonectepos (TC) < 6,5 mmol/l (251 mg/dl). Bcuuku nauydeHTH ca Maiv NoHe 3 OT MPEIBAPUTEITHO
ne(UHUPAHUTE PUCKOBH (PAKTOPH 3a pa3BUTHE HA CHPACYHO-CHAOBO 3a00/sBaHE: M0J1 MBXKKH, Bb3pacT > 55
rOAWHHM, TIOTIOHOITyLIEHE, 11abeT, aHaMHe3a 3a KopoHapHa 6osiect Ha cbpuero (CHD), choTBeTcTBalla Ha
nbpBa creneH, cboTHowenue Ha TC/HDL-C > 6, nepudepHo cb10BO 3a00asBaHe, JieBOKaMepHa
Xuneprpodus, npeauecTau] MO3b4HO-CbA0B MHUMAEHT, cneurduruyuHa aHomanus Bbpxy EKI,
MPOTEUHYPH/ANOyMUHYpHsA. He BCUUKHK BKJIFOYEHM MALIMEHTH ca OMJIM OLIGHEHHM KaTO TaKUBa C BUCOK PUCK OT
pa3BUMTHE HA MbPBHU CHPACYHO-CHAOB UHLIU/ICHT,

[TauuenTHUTEe ca OMIIM NOAIOKEHU HA AaHTUXUIIEPTEH3UBHA TEpanus (MJIM ¢ aMJIOAMITUH WM ¢ 6a3upaHa Ha
aTEHOJ10J1 cXeMa) M WK Ha atopBactaTiH 10 mg qHeBHo (n=5 168) uiau Ha nauedo (n=5 137).

E¢exTbT OT aTOpBacTaTUH BHpPXY NMOHMWKEHUETO Ha a0COMIOTHUSA U OTHOCHTE/IEH PUCK € KaKT »
no
HUuunaenT [lonnxenue Ha bpoi na IHonnxke ‘
OTHOCHTE/IHHA HHIHACHTHTE a0CcoJ1I0T G2 ETQEHOCT 7
pPHCK (aTopBacTaTHH puck’ (°

(%) cCnpsiMo nJianedo)



(PartanHa CHD nuroc 36% 100 cripaMo 154 1,1% 10,0005
HedaTaneH MI

OO61110 ChpIEYHO-CHI0BU 20% 389 cnipamo 483 1,9% 0,0008
MHLIMEHTH U

peBacKyJapu3alMOHHH

NpOoLUEAYpH |

OO0110 KOpOHapHU HHUMAEHTH 29% 178 cnipsaimo 247 1,4% 10,0006

' Bb3 OCHOBa Ha pa3ivKaTa B He0OpaboTeHHTe YeCTOTH Ha MHLUMICHTUTE, Hab1I01aBaHK Npe3 Nepyo/l Ha
npocieasaBaHe ¢ MeauaHa 3,3 roa1HH.
CHD = xoponapHa 6osiect Ha cbpuero; MI = MuokapaeH MH(apKT

OO111aTa CMBPTHOCT U CbpPJI€YHO-CH/10BAaTa CMBPTHOCT HE ca OWJIM 3Ha4YUMO NoHWxKeHH (185 cnipsimo 212
uHuMaeHTa, p=0,17 u 74 cnipamo 82 unuuaenra, p=0,51). [Ipu noarpynoeure ananusu cnopea noa (81%
MbxKe, 19% xeHu), 61aronpuATHUAT eEeKT Ha aTOpBAacTaTHH € OWJ1 HabJIIO1aBaH MPU MBXKETE, HO HE € MOIJIO
na Obie YCTAHOBEH IPH KEHUTE, BEPOATHO MOPaAX HUCKOTO HUBO HA UHIIMJIEHTH B MMOArpyIriara Ha XEHHTE.
OO61ara ¥ CbpAe4YHO-CHAOBA CMBbPTHOCT ca OMUJIM YMCIIEHO 1MO-BUCOKH 1pH xeHuTe (38 cripamo 30 u 17
cripsamo 12), HO He ca OWJIM CTATUCTUYECKH 3HAYMMH. MMasio € 3Ha4YrMMO JIeKapCTBEHO B3aUMO/IEUCTBHUE OT
CTpaHa Ha MU3XOJHAaTa aHTUXHUIIEpTeH3UuBHA Tepanus. [IbpBuyHaTa KpaiHa Touka (¢parasiHa KopoHapHa Oosect
Ha cbpleto (CHD) rwnoc Hedaranen muokapaeH uHdapkr (MI)) e Ouna 3HauMMO NOHWIKEHA OT aTOPBACTATHH
[pH NMalMEeHTHTE, JIEKYBAHHU C amyIoaunuH (koeduimeHT Ha pucka (hazard ratio, HR) 0,47 (0,32-0,69);
p=0,00008), HO He u NpH Te3H, JIEKYBaHH ¢ aTeHos10] (koeduuueHT Ha pucka (hazard ratio, HR) 0,83 (0,59-
1,17); p=0,287).

EdexkTsT Ha aTopBacTaTHH BbPXY (paTaiHUTE U HEPATATHU ChPACYHO-CH/A0BH 3a00/IIBaHHUS € OWJ1 ChILO
OLIEHEH B PaHAOMM3HPAHO, ABOHHOC/IAINO, MYJITULIEHTPOBO, IJ1alIe00-KOHTPOJIMPAHO NMPOYYBAHE —
Collaborative Atorvastatin Diabetes Study (CARDS) npu nauuenTu ¢ Tvn 2 3axapeH adaber, Ha Bb3pacT OT
40 no 75 ronunu, 6€3 aHaMHe3a 3a IMpe/IlleCcTBalllO0 ChPAECYHO-CH/A0BO 3a00I1BaHE U CbC CTOMHOCTH Ha
LDL-C <4,14 mmol/l (160 mg/dl) u na tpurnuuepuaure (TG) < 6,78 mmol/l (600 mg/dl). Bcuuku nauuenTH
ca MMaJIH MOHE €/IMH OT CJIEIHUTE PUCKOBH (DAKTOPHU: XHUIEPTOHHUSA, TIOTIOHOMYLIIEHE, PETHHOMNATHA,
MHUKpPOAIOYMHUHYPHS WKW MaKpOAIOYyMUHYPHS.

[TauuenTure 6um nexkyBaHu ¢ aropBactatud 10 mg aqueBHo (n=1 428) unu ruiauedo (n=1 410) npe3 nepuos
Ha NpocJiesHe C Me1MaHa 3,9 roauHH.

EdekTbT OT aTOpBacTaTUH BHPXY MOHHXXEHHETO HAa aDCOJIFOTHUS U OTHOCHUTEJIEH PUCK € KaKTO CJIe/IBa:

Uuuuaenr [lonwxenue Ha  bpou Ha [loHW>KeHHUe Ha P-CTOMHOCT
OTHOCHUTEJITHHUSA UHLIUJIEHTHUTE abcoTIOTHUSA
puck (%) (aTopBacTaTUH puck' (%)

crnpsaMo 1uJiauedo)

[‘onemu cbpa€YHO-CHAOBH HHLHUIEHTH 37% 83 cnpsimo 127 3.2% 0,0010
(dbataneH u HeartaneH AMI, tux M,

cMmbpT nopaau octpa CHD, HecTabunHa
anruHa nekropuc, CABG, PTCA,
peBacKyajiu3auus, HHCYJIT)

MI (daranen u Hedarasien AMI, tux MI) 42% 38 cnpsimo 64 1,9% 0,0070

HUucynr (paranen u HedaraieH) 48% 21 cnpsamo 39 1,3%

' Bp3 0CHOBaA Ha pa3jiMKaTa B HeOOpaboTEHUTE YECTOTH Ha MHLIMAEHTHTE, HAa0J110/1aBaH
npocieasBaHe ¢ MeauaHa 3,9 roamHu.




AMI = ocTbp MuokapaeH uHpapkT; CABG = npucaxkaaHe Ha kopoHapeH aprepuaneH daitnac; CHD =
KopoHapHa 6onecT Ha cppueto; MI = Mmuokapaes uHdapkTt; PTCA = nepkyradHa TpaHCITyMHHATHA
KOpOHapHa aHrHOIL1aCTHKA.

Hama nanuu 3a pasziuka B 1eueOHUA edEKT B 3@aBUCHMOCT OT N0J1a, B3PACTTA WIH H3IXOJHHTE HUBA Ha
LDL-C. HaGnogaeaHa ¢ Gnaronpuaraa TeHASHLUA 10 OTHOLUEHHE HA YECTOTaTa HA CMBbPTHHTE cinydau (82
CMBPTHH clyyad npy rnauedo rpynara cnpsamo 61 B rpynara Ha aropBacTaTHH, p=0,0592).

PexypeHTeH MHCYIIT

B mpoyuraneto Stroke Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL), edpexrsT Ha
atopBacTaTHH 80 mg AHEeBHO WM MUaLedO BLPXY UHCYNTA € oLeHABaH ITpyu 4 731 nauMeHTH, KOUTO ca
MpeXXUBEIH HHCYJT WIHM NpexoaeH ucxemuueH npuctell (T1A) B paMkHTe Ha NPeAXOJHHTE 6 Mecella M KOUTO
ca HAMaH aHaMHe3a 3a kopoHapHa donect Ha cspuero (CHD). Iauuenture ca 6unu 60% Mbxke, Ha BB3pacT
oT 21 10 92 rogunu (cpeana pb3pact 63 roaAUHH) U ca KMATH CpelHa CTORHOCT Ha U3XOAHOTO HHBO Ha LDL
ot 133 mg/d] (3,4 mmol/1). Cpeanara croithoct Ha LDL-C ¢ 6una 73 mg/dl (1,9 mmol/1) no Bpeme Ha
ne4YeHHeTo ¢ atopracTaTiH M 129 mg/dl (3,3 mmol/l) no Bpeme Ha neyenHeTo ¢ nmnauedo. MeauaHara Ha
MepHoJa Ha npociensBaHe € ouna 4,9 roguun.

AtopeactaTuH 80 mg e NMOHMKKUI PUCKA OT ITbPBUYHATA KPaifHA TO4KA HA (paTajleH WK HedaTaleH MHCYIT ¢
15% (koeduuvent Ha pucka (HR) 0,85; nosepurenen narepran (CI) 95%, 0,72-1,00; p=0,05 nunu 0,84;
noeepuTesied uHTepran (CI) 95%, 0,71-0,99; p=0,03 cnen kopurupase 3a U3XoAHUTE (PaKTOpPH), B CpaBHEHHE
¢ nauedo. CMBEPTHOCTTA NOPAaAH KAKBATO U Ja npHumHa ¢ 6una 9,1% (216/2 365) 3a aTopBacTaTUH CrIpAMO
8,9% (211/2 366) 3a nnanebo.

[1pu nocT-xok aHanu3a,aTopBacTaTiH 80 mg € MOHKKHIT YECTOTATa HA Bb3HMKBAHE HA HCXEMHYCH HHCYIIT
(218/2 365, 9,2% crnipamo 274/2 366, 11,6%, p=0,01) 1 e noBuIIKA YyecTOTaTa HA B3HMKBAHE HA XEMOpAruycH
uHeyaT (55/2 365, 2,3% crpamo 33/2 366, 1,4%, p=0,02), B cpaBHeHue ¢ muauebo.

* PUCKBT OT XeMOparu4eH HHCYNT € O NOBHUILECH NPH NALMEHTUTE, KOUTO ¢a BKIKOMEHH B IIPOYUBAHETO ¢
npeaLecTrall, xeMoparadeH MHCYNT {7/45 3a aropeactaruH cnpsamo 2/48 3a ruanebo; koedULMEHT HA PUCKA
(HR) 4,06; nosepurenen nurepsan (CI) 95%, 0,84-19,57) u puckbT 3a McxeMH4eH HHCYAT € Oun nogobeH
mexy rpynure (3/45 3a aropBactatul cripaMo 2/48 3a ruiaueto; koedpuumeHT Ha pucka (HR) 1,64;
noseputeneH uarepsan (CI) 95%, 0,27-9,82).

* PUCKBT OT XeMOparuyeH HHCYJT € OW NOBUILEH ITPpY NALIMEHTUTE, KOUTO ca BKIIOYEHH B [IPOYUBAHETO C
npeallecTrail JakyHapeH nadapkr (20/708 3a atopeactatud cnpsamo 4/701 3a mnauebo; koepUHECHT Ha
pucka (HR) 4,99; nosepurenen unrepsai (CI) 95%, 1,71-14,61), HO pUCKBT OT HCXEMHYEH HHCYJT € OHN
CBLIO HAMaNeH Npu Te3u nauveHTH (79/708 3a aropeactatuH cnpamo 102/701 3a nnauebo; koepuUMEHT Ha
pucka (HR) 0,76; norepurenen uuarepsan (CI) 95%, 0,57-1,02). BuaMOkHO ¢ KpaiHUAT PUCK OT MHCYNT A4 CE
NOBHILIaBA MPH MALMEHTH C NMPeAIIECTBALL JAKYHAPEH HH(PAPKT, KOUTO NMOAy4aBaT aropesacTaTHH B 1034

80 mg/neH.

CMBpTHOCTTa NOpajgy KakBpaTo 4 /1a € npu4ynHa € buna 15,6% (7/45) 3a atopBactaTuH cnipamo 10,4% (5/48) B
MOArpynara Ha NaleHTHTE ¢ MpPealIIeCTRALL XeMOparnieH HHCYIT. CMbPTHOCTTA MOPaJgH KaKBaTo U [1a €
npuumHa ¢ 6una 10,9% (77/708) 3a atopsactatuu cnpamo 9,1% (64/701) 3a miauebo B noarpynara Ha
MALMEHTHTE C NMpeJLICCTBALL JIAKYHAPEeH HH(apKT.

[leauaTpuuyHa nonynauus

Xemepo3zuzomua (hamuina xunepxoaecmeporemus npu ReOUAMpPULHU nayuenmu Ka ev3pacm 6-17 2oouriu
[TporeaeHo e 8-ce AMHYHO, OTBOPEHO MPOYURAHE 3a OLIEHABAHE HA (apMaKOKHHETHKATA,
¢apmakoauHaMukara, 6€30NacHOCTTa # MOHOCHMOCTTA Ha ATOPBACTATHH MPH Jela U OHOLIH
MOTBBPACHA XETEPO3HIOTHA (PaMIJTHA XHITEPXOJeCTEPONEMHA U H3X0AHM HMBA Ha LDL-C
Biutovenu ¢ca obwo 39 neua v 10HOLIM Ha BB3pacT oT 6 40 17 roaunHu. I'pyna A e BKitoy
BB3pacT oT 6 A0 12 roaunm, B craaui 1 no Tanner. I'pyna b e BxirouBana 24 aeua Ha BB
roadHM, B ctagvi no Tanner > 2,




Hauanxata no3a Ha aTopBactaTvH € Omiia 5 mg aHeBHO noA ¢opMara Ha TabneTka 3a AbBHeHe IPHU rpyna A ¢
10 mg queBHO moa ¢opmara Ha Tabnerka npH rpyna b. Pa3zpeiuero ¢ 6wi10 yasossaHe Ha 103aTa Ha
aTOPBACTATHH, aKO YYACTHUKBT HE € OWN nocTurHan npuuenHoro Huso 3a LDL-C ot < 3,35 mmol/l B ceamunia
4 n ako aTopBacTaTHH € Oun nodpe noHacaH.

Cpeanure ctodHocTH 3a LDL-C, 06wus xonecrepon (TC), VLDL-C u anonunonporedH B ca ce noHmxwiu B
ceAMHLA 2 NPH BCHYKH YYACTHMLK. [IpH y4aCTHULIMTE, YHUTO 103U ca OWIH yABOCHM, JOMBIIHUTEIHY
MOHWKEHHUA ca HabJIIoAaBaHH OLLUE B CEAMMLA 2, NIPH ITPBOTO OLICHABAHE CNC/ NMOBULIARAHETO HA J03aTa.
CpeauyTte NPOUEHTHH NOHIDKEHHUA B MapaMeTpUTe Ha JTUMHAKMTE ca OUIM MoAOOHH MpHU JBETE rpPyIiy,
HE3aBUCHMO OT TOBA, JAJIH YYACTHMLIMTE Ca OCTaHA/IM Ha HaYa/THATA 034 WM ca YABOWIH HavajlHaTa CH A03a.
B ceamuua 8, cpeanara npoOLEHTHA NPOMAHA cnpaMO U3X0JHWTe HHMBA HA LDL-C » TC e 6una, cboTBETHO,
npubnuaurenro 40% u 30%, B paMKuUTE Ha AMana3oHa HA €KCIO3ULIMMTE.

B1s Bropo oTBOpeHO NMPOoyuYBaHe, ¢ €AHO paMo, 271 MOMHYETa ¥ MOMYETA C XETEPO3UTrOTHE PaMUITHA
XHIepxosecTrepoeMua Ha BB3pacT 6-15 roguny ca OWin neKyBaHH ¢ aTOPBACTATHH 3a MEPHOA OT TPH FOJAHHH.
3a BKJIIOYBAHE B MPOYUYBAHETO c¢a OUIn HeOoOXOHMH MOTBbPAECHA XETEPO3UrOTHA (haMUIHA
XHIIEpXOIeCTEPOSIEMHS M H3X0aAHA CTORHOCT HA LDL-C > 4 mmol / L (npubausurenso 152 mg / dL).
[TpoyuBaHeTo Bximousa 139 nena B mepsu craamii no Tanner 1 (0buxHOBEHO Ha BB3pacT oT 6 40 10 roguHK).
Ho3aTta Ha aTOpBacTaTHH (BEAHBX AHEBHO) € Onna 5 mg (Tabnerku 3a AbBUYEHE) ITPU Jiela Ha Bb3pacT nof 10
roanHH. Jeua Ha Bp3pacT 10 u nmoseye rognHM ca 3ano4ddany aedyenne ¢ 10 mg aroppactaTHH {BeAHDBIK
AHeBHO). Bevuky gelia ca MOTJIM Aa MOoNyy4yaT THTpUpaHe A0 MO-BHCOKHM J03M, 3a Aa NOCTHIHAT NPUMLICIHH
croitHcTH Ha LDL-C ot <3,35 mmol / L. Cpeaxara no3a, agantvpaHa CpsaMo TErJIOTO 3a Aelia Ha BB3PACT OT
6 10 9 rogunam ¢ 6una 19,6 mg, a 3a aeua Ha Be3pact 10 U mopeye roguHH e 6wia 23,9 mg.

Cpennara (+/- SD) u3xoana croiitHoct Ha LDL-C e 6una 6,12 (1,26) mmol / L, xoero e npubnuzurento 233
(48) mg / dL.. Biokte Tabnuua 3 no-goay 3a OKOHYATEIHH pPe3yJITaTH.

JanHuTe CHOTBETCTBAT HA IUNCA HA e(eKT BEpXY KONTO M [1a € OT NapaMeTPUTE Ha PAcTEkKa W Pa3BUTHETO
(t.e. BHCOUMHA, Terno, BMI, craaui no Tauep, oueHka Ha H3cneN0BaTens BbPXY LATOCTHOTO Ch3pABaHE H
pa3BHTHE) IMPH NEAUATPHYHHM MTALHEHTH Y IOHOLLUH C XETEPO3HIOTHA (PaMITHE XHIIEPXOICCTEPONEMHA,
NOJIy4aBalliv ICYEHHE ¢ ATOPBACTATHH 10 BpEME Ha 3 rOAUIIHOTO Npoy4yBaHe. Bbu3 OCHOBa Ha OLIeHKaTa Ha
M3CJICNOBATE/IA HE € OTYETEH €(PEKT MO OTHOWIEHHUE HAa BUCOYMHA, Tersio, BMI no pu3pacT wiH o noa npu
MOCELICHHE.

abauna 3. [oumxkasaiu nunuaure eeKTH Ha aTOPBACTATHH TMPHA IOHOLUIM MOMYETA H MOMHYETA C
XE€TEpO3UroTHa PaMIIHA XMIlepXoJecTeponeMus (mmol / L)

Bpemena N TC (S8.D.) LDL-C (S.D.) JHDL-C (8.D.) TG (S8.D.) Apo B (S.D.)}#
TOYKA

HaxoaHo 786(130) [6.12(1.26)  [1.314(02663) [0.93(0.47) |1.42(0.28)**
HHBO

Mecen 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|2 5.12(0.86) |3.450.81)  [1.308(0.2739)  [0.78(0.41)  [0.93(0.20)***

= o6y xonecrepon; LDL-C = xonectepon-nunonpoTeHHd ¢ HUcka misTHOCT ; HDL-C =
xoﬂecwpon-c JIMIIONPOTEMHH € BUCOKA ILTBTHOCT; TG = TpUrnnuepuau; Apo B = anonunonporenn B;
,Meceu 36 / ET Bxiroysa nocjeaHa B3MTa Ha JIMLATA, KOUTO ¢a U3J1€3UTH OT NPOYUBAHETO NpPear
TUTAHUpaHatTa KpaiiHa TouKa Ha 36-2 Mecell, KAKTO M ITbJaHU 36-MeCeuHH JaHHM 3a JIMLA -/E-. i
36-Mece4yHoTO yyacTue; “*” '\

= Meceu 30 N 3a To3u napamersp e Oun 207; “**” = UsxHiuly
napameTbp € Oun 270; “***” = mecen 36 / ET N 3a To3u napamMetsp e 6un 243; ,,#“

Xemepo3iuzomua Pamuina XunepxorecmepoieMus npu neouampuiHy nayueRmu Ha 31-..3 n




B aeoitHocnsno, miauebo-KOHTPOAHPaHO NPOYUBAHE, MOCNEABAHO OT OTKPHTA (pasa, 187 MoMuera u
MOMHYETA C MECEUYEH LIMKBJI, Ha Bw3pacT oT 10 o 17 roguum (cpeana su3pact 14,1 roauHn), ¢ XeTepo3uroTsHa
damunta xunepxonecreposieMus (FH) WK Texxka XUNepxoaecTepoIeMus Ca paHAOMH3KMpaHH Ja NoTy4aBar
aropeactaTiH (n=140) wiu nnanebo (n=47) 3a 26 ceaMHLIY U Clle]] TOBA BCHYKHU ca NOJIy4aBall aTOpPBAaCTaTUH
3a nepHoA ot 26 ceamuuM. Jlo3aTa Ha aropBacTaTHH (BeAHBXK AHEBHO) € Ouna 10 mg npe3 nbpeuTe 4 ceAMHULM
u ¢ Ouna nosuineHa a0 20 mg, koraro HUBoTO Ha LDL-C e 6mno > 3,36 mmol/l. ATopsacTtaTvl 3HaYUMO €
MOHMKHJI ITa3sMEHHTE HUBA Ha 001ua xonectepon, LDL-C, TpyurnuuepuauTe U anonunonporeus B no speme
Ha 26-ceamMuyHaTa ABOMHOCcnANAa ¢aza. CpenHo nmocturHartara croiHocT Ha LDL-C ¢ 6una 3,38mmol/1
(amanasoH: 1,81-6,26 mmol/l) B rpynaTta Ha atropBacTaTiH U 5,91 mmol/l (auanasoH: 3,93-9,96mmol/]) 8
rpynara Ha raiedo no speme Ha 26-ceiMMYHATa ABOMHOCHANA (pa3a.

Enso AOMBAHATENHO NEAHATPHYHO NPOYyYBAaHE HA aTOPBACTATHH CIIPAMO KOJIECTUION MNPH HALMEHTH C
xunepxosecreponeMus, Ha Bb3pacT 10 - 18 roguHH, e nokazasno, 4e aropBacTaTiH (n=25) € npeaAn3BHKAI
3HaYnMO NMoHmwkeHue Ha LDL-C 8 ceqmuna 26 (p < 0,05), B cpapHeHHe ¢ konectunon (n=31).

[IpoyuBane ¢ MIJIOCHPIHA LIEN [IPH MALMEHTH C TEKKA XHIIEPXO0AECTEPOAEMHA { BRITIOUHTETHO XOMO3UIOTHA
XUNEPXOJIECTEPOTEMHA) € BKIOYBAIO 46 neAHaTPUYHH NALMEHTH, JIEKYBAHH C aTOPBACTATHH, THTPUPAH B
CHLOTBETCTBUE ¢ OTrOBOpa (HAKOM YYACTHHUIIM ca nony4yaeaau 80 mg aropractaTvH Ha geH). [IpoyuBaHeTo €
npoab/LKHAOC 3 roguau. LDL-xonecreponsT € 6mn noHwxkeH ¢ 36%.

HbarocpouHaTta e(pHKACHOCT Ha TEPAINHATA ¢ ATOPBACTATHH B MEPHOAA HA IETCTBOTO, ¢ LIEJ HAMa/IABaHe Ha
3a00/IeBAEMOCTTa H CMBPTHOCTTA B [IEPHOJIa Ha 3pAJIOCT He ¢ Ouna Koka3aHa.

EBponeiickata areHuHs 10 JEKapcTBaTa 0CBOOOXKAaBa OT 3aXb/DKCHHETO 32 NMPEAOCTaBAHE Ha PE3YJITATHTE OT
NpOy4YBaHHATA C aTopBacTaTHH NpH aeua ot O go noa 6-roauiHa BB3pacT NpH JICYCHUE HA XETEPO3UTOTHA
XHIepxosiecTeponeMud M npH aeua or ¢ ao nox 18-roaniiiHa BBE3PacCT Npy JeUYCHHE Ha XOMO3UTroTHA daMIHa
XMIIEPXOAECTEPOIEMHA, KOMOMHHpaHa (CMEeCeHa) XHIEPXONeCTEPOIEMHUA, MbPBHYHA XUMIEPXOJIECTEPONIEMHUS B
[MpU NpO(PHAAKTHKA HA ChPACHHO-ChA0BH HHLUMACHTH (BXK. TO4YKA 4.2 32 HHPOpMaLMA OTHOCHO ynotpeba B
MEAHaTPHATA).

5.2 PDapMaKOKHHETRYHRH CBOHCTBA

Abcopbuus

ATopBactaTHH ce abcopbupa 6Bp30 cnen nepopaieH NpUeM; MAKCHMATHA I1asMeHa KOHLUEHTpaLHs (Crnax) ce
noctura enen 1 go 2 yaca. Crenenra Ha abcopbuus ce yBeMyaBa NPONOPLHOHAIHO HA K03aTa Ha
atopeacTaTHH. Cnex NepopaieH NpyMeM, aToOpBacTaTHH PunMupaHu Tabnetku uMmar ot 95% o 99%
OUOHAIMYHOCT, B CPABHEHHE C PA3TROpa 34 NEpopalHO npuwioxeHHe. AGconioTHaTa OMOHATMYHOCT Ha
aTopBacTaTHH € npubnusurento 12%, a cucreMHara HATHUHOCT Ha HHxUOUTOpHAaTa akTUBHOCT HA HMG-CoA
peaykrasa e npudbauzureaHo 30%. Huckara cucteMHa HaTUYHOCT C€ NMPUITHCBA HA MPEeA-CUCTEMHHA KIIMPBLHC
B CTOMALJHO-4YpEBHATAa MYKO3a WM Ha MeTaOboIM3Ma NpH ObPBO NPEMHUHABaHE B YepHUA Apo0.

PasnpeaeneHue
CpeaHuar o6eM Ha pa3npeAe/IeHHe Ha aTOpBacTaTHH € npubansurenHo 381 1. ATopBacTaTHH ce CBbp3Ba

> 98% ¢ rU1a3MeHHTE MPOTEHHH.

buorpanchopmaiug

ATopBacTaTUH ce MeTabonuzupa ot uutoxpom P450 3A4 1o opTo- M napaxUApOCHIHPaHH NPOU3BOIHU H
pa3IMuHHU IPOAYKTH Ha OeTa-oKKucneHHeTo. OCBeH Mo Apyrd MbTHINA, TE3W NPOAYKTH ce MeTabonusupar
OOITLJIHUTEHO Ype3 rMIoKypoHuaaums. In vitro unxubupanero Ha HMG-CoA penykrasara ot opTo- H

NapaxHApOKCHIHpaHUTE MeTAOOIMTH € eKBUBAIIGHTHO HAa TOBA Ha atopsacTaTuH. [Ipubnusurento 70% ot

EauMHUHHUpaHE

ATOpBACTATHH C€ CJIMMHUHHPA FNMABHO UPE3 *KIBYKATA, CJIER XENATAICH W/ WM EKCTpaxeil
ATOpBACTaTHH, 00aue, U3rJICKAA HE NOJICHKH Ha 3HAYMMa CHTEPOXENaTallHa NOBTOPHA
CpeaHHAT MOMYKUBOT Ha SJIMMUHHPAHE OT IJ1a3MaTa Ha aTOpBacTaTHH NpH xopa ¢ npud




[TonyxHuBoTBLT Ha HHXHOHTOpHaTa akTHBHOCT HA HMG-CoA penykrasa e npubausurenso 20 go 30 vaca,
AbJDKALI ce HA MPUHOCA HA aKTUBHHUTE METaOOIHTH.

ATopBacTaTMH € cybcTpaT Ha YepHOAPOOHHTE TPAHCTIOPTEPH M HA MOJMIEHTHAXTE, TPAaHCIIOPTHPAILIHY
opraundny auoHu 1Bl (OATP1B1) u 1B3 (OATP1B3). Merabonurure Ha aTOpBACTATHH ca CyOCTpaTH Ha
OATPI1BI1. YcTtaHoBeHO € CBLLO TaKa, Y€ aTOPBACTATHH € CYOCTpaT Ha e(IyKCHHTE TpaHCNopTepH Ha P-
riukonporerH (P-gp), U Ha MPOTeHHA Ha PE3UCTEHTHOCT Ha paka Ha rspaata (BCRP), kouro Moxe aa
orpaHH4aT YpeBHaTa abcopOuMs H XKTHYHAS KIHPBLHC HA aTOPBACTATHH.

Cnengajanu nonyjanfH

Ilayuenmu 6 cmapuecka ev3pacm: IlnazmMeHuTe KOHUEHTPALIMH HA aTOPBACTATHH W HEMOBUTE aKTUBHH
MEeTa0O0JIHTH ca MO-BUCOKHM TP 3[paBy MHAUBUIU B HaMpeqHa/Ia Bb3pacT, OTKONIKOTO MPYU MJIa/TH BL3PACTHH,
AOKaTO e(PeKTHT BbPXY JHMHANTE € noacdeH Ha TO3H, HabMIogasaH B IPYIH OT MO-MAAAH MALUEHTH.

ITeouampuuna nonyrayus: B oteopeHo, 8-ceIMHYHO MPOY4YBAaHE, NEAHATPHYHH NALMCHTH (BBb3pacT 6-17
roauHu) B ctaguii 1 mo Tanner (n=15) u B cTaauii no Tanner > 2 (n=24), ¢ XeTepo3uroTHa ¢pamMiHa
XunepxonecteposieMus H H3XoAHUH HuBa Ha LDL-C > 4 mmol/l, ca 6unm croTBETHO NekyBaHH ¢ S win 10 mg
aTopBacTaTHH noa dopMara Ha Tabserka 3a AbBueHe, WK 10 mg unu 20 mg aTopBactaTvH noa ¢gopMara Ha
dbwiMHpaHa TabneTka, NpujiaraHy BEOHBHXK JHEBHO. TeleCHOTO Tero € 6110 e AMHCTBEHCTBEHHAT 3HAMHM
KOBapHaHT BbB (papMaKOKMHETHYHHA MOJEN HA JIEKYBAHATA C aTOPBACTATHH NOMnMyaauuda. BUAUMHUAT opaneH
KIHPBHC HAa aTOPBAcCTaTHH [IPH NMEAHATPHYHHATE YYaCTHHULIM U3riexaa € 6w nogodeH Ha TO3M NpH
BL3PACTHHUTE, KOraTo € OMA aJIOMETPUYHO H3YMCIICH CIPSAMO TeJIECHOTO Terno. Habmoaasanu ca ycToiYMBH
noHwkenus LDL-C n obuwns xonecrepon (1TC), B paMkuTe Ha AMana3oHa Ha €KCMO3ULIMMTE KbM
ATOPBACTATHH U O-XHAPOKCHATOPBACTATHH.

Ilon: KoHLEeHTpaUMHTE Ha aTOPBACTATHH M HETOBUTE AKTUBHU METa0OIMUTH IIPH KEHHTE CE€ paliM4aBaT OT
Te3u NpH MbAeTe (keHu: mpudausurenHo 20% no-eucoka CTORHOCT 38 Cmax ¥ Ipubnusurenno 10% no-Hucka
croitHocT 32 AUC). Te3n pasnvuky HAMAT KIMHUYHO 3HAYEHHE U HE BOJAT A0 KIMHHYHO 3HAYMMH pa3IMKH B
edexTa BbPXY JUNUAUTE NTPYU MBKE U KEHH.

Bbvbpeuno ypexcoane: brbpeunure 3a60n198aHNs He MOBIMABAT IU1a3MEHUTE KOHLIEHTPALIMM WK edeKTa
BEPXY JIMITHAHUTE Ha aTOPBACTATHH U HETOBUTE AKTHUBHH META00IUTH.

Yeprodpobro yapesicoane: IlnasMeHUTE KOHLEHTPAUMHK HA aTOPBACTATHH U HEMOBUTE aKTUBHH METAabOJIHTH ca
noAvepTaHo yBejaHYeHH (Npubau3uTeHO 16-KpatHo B KpHBaTa Ha Cmax H pubnuauTeHo 11-xpaTHo B
kpuBaTa Ha AUC) npH NanMeHTH ¢ XpOHHYHO ankoXonHo depHoapodbHo 3abonseane (Childs-Pugh B).

SLOCIBI norumopghuzem: YepHonpodbrnoto noemane Ha BCHUKM HHXHOUTOpH Ha HMG-CoA peaykraza, 8
TOBa YMCIIO ATOPBACTATUH, BKIIOYBA yyacTHeTO Ha TpaHcnopTepa OATPI1BI. [Tpu nauuentu ¢ SLOC1B1
NOAUMOPOHU3IELM, CHILUECTBYBA PUCK OT MOBHULIEHA EKCIIO3ULMA HA ATOPBACTATUH, KOATO MOXKE Ja JOBEE 10
NOBUILCH PUCK OT pabnoMuonu3a (Bx. To4ka 4.4). [lonumopduamsT B reda, koaupair OATP1B! (SLCO1BI
¢.5321CC) e cBbp3aH ¢ 2,4-kpaTHO no-Bucoka excno3unuia (AUC) Ha aTopBacTaTUH, OTKOJIKOTO TIPH
MHAUBHOHUTE O€3 To3H reHoTuneH BapHaHT (¢.521TT). 'eHeTHYHO YBpeASHOTO Y€PHOAPOOHO NOEMaHE Ha
aTOPBACTATHH € ChLIO BL3MOXHO IIPH T€3M nauueHTH. Bh3MOKHUTE 1ocneacTBUs 32 ePUKACHOCTTa Ca
HEHU3BECTHM.

5.3 Ilpeaxinar4HE JaHHH 3a 0e30NMaCHOCT

ATOpBacTaTHH € OWIT OTpHLATENIEH MO OTHOLIEHHE HA MYTAr¢HEH ¥ KJIaCTOrEHEH NMoTeHUMa B OaTepus oT 4 in
Vitro vu3cieapaHus U 1 in vivo aHanu3. YCTaHOBEHO €, Y€ ATOPBACTATHH HE € KaHUEPOTSHEH NpH FUTEXOBE, HO

BHCOKH J034 NPH MHMILIKH (TpeAU3BUKBAIIM 6-11-KpaTHO YREIHUEHHME HA IUIOLITA MOJ KpHBAT
(AUCO0-24h), noctiurHara npu xopa Ha Hak-BUCOKAaTa MPENOPBUHATE/IHA J03a) ¢a JOBEH 1
XEMaToLe/yJapHH a1eHOMHE NPH MBXKHTE U XeNaToLEeNyNapHH KapLHHOMH MPH XKEHCK

HMMa faHHM OT €KCNEPUMEHTAIIHU [IPOYYBAHMA MPH KHUBOTHHU, Ye HHXHOUTOpHUTE HA
MOTaT Ja 3aCerHaT pa3BUTHETO Ha eMOpuoHa win detyca. [1pH rbXxoBe, 3aluUM M Ky4
okazan epekT BEpXY (pepThiaMTeTa U He € O TepaToreHeH, obaue, NpH TOKCHYHH 03U




HabnioAapaHa eTanTHa TOKCHYHOCT NPH IUTEXOBE W 3akUH. Pa3BUTHETO HA MOTOMCTBOTO NPH IUTBXOBE € D10
3abaBpeHo, a2 MOCTHATATHOTO [PEKUBABAHE — HAMAJIEHO, NMPU eKCITO3ULIMA Ha MaKUTE KbM BUCOKH 03U HA
aTopBacTariH. [IpH ITbX0BEe HMa JaHHH 3a MpeMyHaBaHe [1pe3 IulaueHTarta. [Ipy msXxose W1a3MeHuTe
KOHLICHTPALHY HA aTOPBACTATUH ca NOoA0OHH Ha Te3H B MIAKOTO. He € U3BeCTHO AallM aTOpBACTaTUH WK

HErOBHTE MeTaboONMTH Ce eKCKPETHPAT B KbpMaTa.

6. ©OAPMAIEBTHYHH JAHHH

6.1 Coucbk HA NOMOINHHTE BellleCTBA

A0po na mabaemxama.
llenynosa, MUKPOKPUCTAITHA
JlakTo3a MOHOXMApPAT
CunuuueB OHOXCHJ, KONOHAEH De3BojIeH
KpockapMenosa HaTpui
HaTtpuer xuaporenkapbonar
Hatpuer kapbonar, be3BoaeH
XUOPOKCHITPOTNTHITHETYII03a
Maruesues cTeapar
ByTHAXHAPOKCHAHHIOI
byTuaxyuapokcHTonyeH

Duamo8o nokpumue.
Onaapaii YS-1-7040 6
Xunpomenosa

Maxporon 8000

Turanos quoxkcug (E171)
Tanxk

6.2 HechrBMecTEMOCTH
Henpunoxumo

6.3 Cpok naroanocr
36 Meceua

6.4 Coenuansu ycJIOBHA HA CHXPAHEHHE
Jla ce cpxpanapa noa 25°C.

6.5 Bnau chabpxKanHe HA ONAKOBKATA

CtyneHo popmMoBaH NaMUHHPaH OaucTep (CTPYKTYpa: OpMEHTUpaH nonHaMua/anyMuHuero ¢onno/PVC) ¢
MOJIOKKA OT 3aKAICHO ATYMHHHEBO (ONHO, MOKPHUTO ¢ TEPMO3aJICNBall JIAK OT BbTPELIHATA CTPaHa

Onaxkosku ot no 10, 14, 20, 28, 30, 50, 56, 60, 84, 90, 98, 100 ¢puamupanu TabneTku
He Bcekun Bua onakoBka Moxe aa Onae mycHar B npogaxda.
6.6 CuoenuajHH NpeIna3HH MEePKH IPH HIXBLPJsSHE H paboTa

Hsama criennanHH H3IUCKBAaHHA.




7. HNPHTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA
COOAPMA Al

yn. Unuencko moce 16, 1220 Cogus, brnrapus

8. HOMEP(A) HA PAZPEIIIEHHETO 3A YIIOTPEGA

Per. Ne 20120481

9. JATA HA IIBPBO PAZPEINIABAHE/IIOJHOBSBAHE HA PAZPEHIEHUETO 3A
YITIOTPEBA

26.09. 2012
10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

Cenremepu 2024

HAYHH HA OTIIYCKAHE

1o nexapcko npeanUcaHMe.




