HPUJIOKEHMUE 1

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



:r---"\.-'- B R S P e S R I Tk T R T TR B R R TR TH I LT I el LTS

LR S ‘.F"'.l;_ -;-..--.a “‘“..4 h{' L 3

s TSV ¢ 1k A ﬂ ﬂ]' E”'{ L '1 -"';.

il'ﬁ LR I PR L AL T RO R T TR TR NESTLSEY KT A Lt FTL T T T S e B B
1 .

| wLCTVRE RSN IUCIIURE HA DEOgYRMA - ”pUﬂUHEHbEE

1. HME HA JEKAPCTBEHHS ITPOAYKT g Fea AR "&3 429 / 6J? ]
Topeaxapa 3euTuna 40 mg (]m.JIMHpaHﬁ TabIeTKH | E snaueHus e ..., 30(736 ...... 1 ‘7 ..... ”“?ﬂ'ii
Torvacard Zentiva 40 mg film-coated tablets PR NO s cssvarsisarssrarisreneurtissseissmasessons roreirrans]

e "l"? 20 R aoebak e e T LT e P AT gl g s SR . PR AL T . T O s o

2.  KAYECTBEHH KOMMUYECTBEH CHCTAB

Beaka ¢punmupana tabnerka cpappxa 40 mg aropeacTaTHH (atorvastatin), KaTo aTOpBaCTaTHH
KanLHeB TpUXuapaT (as atorvastatin calcium trihydrate),

[Momo1iHyM BelieCTBA C U3BECTEH €(EKT:
Beaka dunmupana tabnetka cuabpka 47,960 mg nakro3a MoOHOXHApAT.

3a IBJTHUAT CITHCHK HA IOMOINHHWTE BelleCTBA BHOKTE TOYKA 6.1

3. JEKAPCTBEHA ®OPMA

dumMupaHa radneTka

Topeakapa 3eHrrBa 40 mg punMHpany TabNeTKH: OpaHKEBO-XBIITH A0 K BJATO-OPaHKEBH,
(prIMHpaHH, KPBIVIM, JBOHHOM3ITbKHANK TaOneTKN. JuaMeTspsT Ha TabneTkara € npubdansurenato 10
mml

4, KJIMHNYHHA JTAHHH
4.1. TepaneBTHYHH MOKA3aHHUS

XHUOEPXOIECTEPONSMU

TopeakapAa 3eHTHBa 40 mg e rmoKa3aH KaTo AONbJIHEHHUE KbM IHETATa 34 HAMA/BAHE HA NOBHLICHNATE
obm xonecrepon (06w-C), LDL-xonectepon (LDL-C), anonunonporenH B w Tprrmduepuay npu
BB3PACTHH, NOAPACTRALIH 4 Aeua HaA |1 (-rogvinHa BB3pacT WU MO-TOEMH C IEPBUYHA
XUIIEPXOJIECTEPOIEMHA, BITIOUHTEIHO (haMH/IHA XHITEPXOASCTEPO/IEMUA (XETEPO3INIOTEH BAPHAHT)
AN KoMOUHApaHa (CMECeHa) XUITepiIUIHaeMus, (oTrosapsaia Ha THN Ila u vn IIb ot
xiacHpukaumaTa Ha Fredrickson), korato eQekTsT Ha oueTaTa H ApyYFHTE HeapMaKOJIOrHYHH
METO/IH € HEAOCTAThYEH. |

Topsakapa 3ertuBa 40 mg € moxasaH CBINO W 3a NOHKABaHE Ha 00w Xonecrepon 1 LDL-C mipw
BB3PACTHH ¢ XOMO3MIOTHA (paMHIIHA XHIEPXOIECTEPOAEMHUS KATO JOMbAHCHHE KbM APYTHTEe METOIH
34 NOHHXKABAHE Ha NMUIIHAWTE (Hamnp. adepeza Ha LDL), mH B ciydyauTe, KOraTo T€3H METOAH HE ca
HATHYHH.

[IpopunakTHka Ha CBPAEYHO-CBHAOBO 3ab0ABaHE

[TpodunakTHKa Ha CHPASHYHO-CHAOBH HHIHACHTH NPH MNALUEHTH, ITPHA KOHTO € MPELIEHEHO, Y€ UMAT
BHCOK PHCK 32 ITbPBO CHPACUYHO-CHAOBO CHOMTHE (BIGK TOUKA 5.1), KATO ZOMBAHEHHE KbM
KOPEKUMATA Ha APYTH PHCKOBH (aKTOPH.

4.2. lo3npoBKa B HAYHRH HA OPHJIOKEHAE

EOSHQGBKB.

[Ipenn na nomyun Topeakapg 3enTHBa 40 mg, narmeHTsT TPAOBa Ja OBAE MOCTHS
MOHMKABALA XOJIECTEPOJIa JHeTa M TpaOBa 1A NPOABIDKY Ja Cl1a38a Ta3H JHeTa
neuenueto ¢ Toperakapa 3entura 40 mg,




Jlosara TpaGBa na Obae HHIMBAAYANH3NPAHA B 3aBUCHMOCT OT H3XOJHUTE CTOHHOCTH Ha L.DL-
XORecTeposa, LIe/ITa Ha JISUEHHETO M OTIOBOpa HA MALMEHTA KBM JICUCHHUETO.,

OOwnyaiiHara HavanHa noza € 10 mg BegHwk AHeBHO. Kopekiua Ha mo3HpoBKara TpAOBa A4 ce mpaBH
Ha HMHTEPBATH OT 4 ceMHLM HIH NoBeue, MakcuManHara qo3a € 80 mg BeAHEX THEBHO.

flvpeuuna xunepxonrecmeporemMus u cMeceHa (KOMOURUDAHA) XURePAURCOUMUA

IloBeueTo nanmeHTH ce MOBNMABAT ycnelHo ¢ Topeakapa 3enTHBal ) mg BEAHBX THEBHO.
TepanesTuueH edexT ce 3abe13Ba 10 2 CeAMHLIH, 4 MAKCHMAJIEH TepareBTHYEH e(QeKT e TIOCTUTA
o0HKHOBEHO 3a 4 cenmuE. EQekTsT ce moaaspka nmo BpeMe Ha MPOIBIKHTEITHO JICYEHHE.

Xemepozuzomna (hamuana XunepxonecneporemMus

[Tauxenture TpsaOea Aa 3anoysar jge4eHuero ¢ Topeakapa 3entusa 10 mg aueBHo. [lo3uTe ce
HHIHBHAYATH3UPaAT U KOPHrHpAaT Ha Beekd 4 ceamuum go 40 mg aueBHo. (e ToBa, WK 4034aTa
MOX€ Z1a ObJe yBenu4ieHa g0 MakcumyM 80 mg IHeBHO HITH ce Npuwiara KOMOHHALMS OT CEKBECTPAHT
Ha MUJTBYHWTE KUCEIIHHU U aTOpBacTaTHH 40 mg e THOKpAaTHO JHEBHO.

XoMos3uzomua hamunna Xunepxorecmeposemus

Hanwuanu ca orpannueny nanHm (BXK. Touka 5.1).

H03HpOBKaTa Ha aTOPBAaCTAaTHH NPH NaLMEHTH ¢ XOMO3MIoTHa aMuiiHa XMIIEPXONECTEPOTIEMHA € OT
10 mo 80 mg aHerHO (BK. TOuKa 5.1). ATOpBacTaTuH Tpa0Oea aAa Obae H3NOI3BAH KATO AONBIHCHHE
KBM JIDYTH THIWIOTIOHIKABAIIH TepaneBTHYHM cpencTa (Hanp. LDL-agepesa) npyu Te3u nauueHTH
WIH NIPK HEBB3MOXKHOCT 3a M3I0N3BAHE HA TAKUBA CPEACTRA.

Hpogunaxmuxa na cbpoeyno-c0080 3ab0a36aHe

[Ipyn m3nuTBaHKATA 32 MBPBHYHA NpodunakTHKa Jo3ata e Owmia 10 mg gaesHO. Moxe na ca

HEOOXOAMMH NO-BUCOKH JI03H, 33 Ja ce MoJAbpKaT HHBa Ha LDL- xonecrepona cnopea HaCTOAIIIATE
PBEKOBOICTBA.

llayuenmuy ¢ 6vbpeuna nedocmamuvynocm

He ce nanara npoMaHa Ha 103aTa (BxK. To4ka 4.4).

Hayuenmu ¢ wepnoOpobra nedocmamvyHocm

Topeakapa 3eHTHBa TpaAOBa Ja ce MpuUaara ¢ NOBHWEHO BHUMAaHHE NPH MALUEHTH ¢ YepHOApoOHa
HEAOCTATHUHOCT (BK. ToUKH 4.4 U 5.2). TopBakapa 3eHTHBA ¢ NPOTHBONIOKAa3aH MIPH MAILUEHTH C
aKTHBHO YepHOApoOHO 3abomsaBane (BX. ToUka 4.3).

IIpunoorcenue 6 cmapuecka 8v3pacm
E¢mukacHocTra M Ge3zonacHoCTTA NPY NauMeHTH Hal 70 roguHH, NpHeMaIUH NPEnopbuYdTENHUTE 0031,
¢a CXOJIHM € Te3H Npu obimara Nomynanus.

lleduampuuna nonyarayus

Xunepxonecmeponemus.

IIpunaraHeTo Ha NEKAPCTBOTO B IEAUATPUATA TPAOBA Oa ¢ U3BBPLIBA CaMO OT CTIeLHMAMICE:
JICYEHHETO HA AETCKATa XUIIePJIUITUAEMUS, KaTO NaUHeHTHTE Tpa0Bra aa OBAAT npeleH A

N0 OTHOLICHHE HA HANPEABKa Ha JICYSHHETO. -,§§ o, 1
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ITpu naupenTy Ha 10 ¥ NoBeve rOIUHM NPENOPHUBAHATA CTAPTOBA 032 aTOPBACTATHHE | GRtan il
JHEBHO ¢ yBenHYaBaHe 10 20 mg AHEBHO. Y BETHYEHHETO OW TpaOeano aa ¢e M3BLP e
HHAMBHYaJHUs OTTOBOP H MOHOCHMOCT Ha NalleHTHTe B neguarpusata. MHgopman



Oe30macHOCTTa IpH MPUNAraHeTo Ha 1034 Hax 20 mg JHEBHO, OTrOBAPAIIH Ha 0.5 mg/kg npu
TIAI[HEHTH B NTeIUATPUATA, € OrPaHHYEHA,

OnUTET B eAHaTpHATA NIPH Aena Mexay 6- U 10-roaMiuHa Bb3pacT € orpanuyeH (Bx. pasnen 5.1).
aTOPBACTATHH HE Ce MPENopbYBa 3a JICYCHHE Ha nauneHTH nox 10-roguinHa Be3pact.

HpyTH nexapcTBeHH GOPMH/KOHIEHTPALH MOXKE J1a ¢a [MO-TIOAXOAAIIM MPH Ta3H MOTyJIaL1s.

HauuH Ha npyJIOKEeHHE |
Topeakapn 3eHTHBa € pegHA3HaYeH 34 nepopaiHe NpunoXxesue. Bedka AHEBHA 032 aTOPBACTATHH

Ce aBa HABEAHBXK W MOXKe Ha Obae npuemMaHa DO BCAKO BpeMe Ha AeHA ¢ v €3 XpaHa.
4.3 IIpoTHBONOKA3AHMSA

Toppakapa 3eHTHBA € MPOTHBOMOKA3aH MPH MAIHEHTH:
®  CBHC CBPBXYYBCTBHTEIHOCT KBM aKTHBHOTO BEIIECTBO HJIH KbM HAKOE OT MOMOLUHHTE
BEIIECTBA, U30poeHH B TOUKa 6.1

® ¢ aKTHBHO YepHoApoOHO 3a00nsBaHe MU HEU3ACHEHO NEPCHCTHPALIO NOBHIIEHHE Ha
CCpYMHHTE TpaHCAMHHA3H, HAAXBBPJIALIO 3 ITETH FOPHATa CPAaHULlA Ha HOpPMATa

® 10 BpeMe Ha OpeMEeHHOCT, KbpMEHE H IIPH XKEHH C ASTEPOISH NOTSHIHAJ, HENpPWIATALLIH
MOAXOAAIIM MEPKH 32 KOHTpauenuus (Bx. Touka 4.6).

4.4 Cpoenuanuu OpeaynpexaeHUs H NpeANAIHH MEPKH NpH ynoTpeda

YepHoapoOHu nmpossu

Tpabea na ce HanpaBAT YepHOAPOOHH GYHKLIMOHAIHK TECTOBE IIPEAM 3aM04BaHe Ha JICUEHHETO U
NePHOAHYHO cJiel TOBa. [Ipy manMeHTH, NpH KOUTO BE3HUKHAT OIUTAKBAHHMA WIH CUMIITOMH,
Npeanoaaramy YepHoapodHO yBpekaaHe, Te3H YepHOAPOOHH (YHKUHOHAJIHU TECTORE Ca
3aXbJLKHTENHH. . [lanHeHTH, NP KOHTO ce MOBUINAT HUBATA HA TpaHCaMHAHA3UTe, TpsbBa Ja Obaar
KOHTPOJHPAHH 10 H3Ye3BaHe Ha OTKIIOHEHHETO {OTKJIOHEHUATA). AKO IIOBHIUEHUETC Ha
TPaHCAMHWHA3HUTE, HAAXBHP/IALIO NOBEYE OT TPH IIBTH ropHaTa rpaHHia Ha HopMata (ULN),

NePCHCTHPA, C€ TIPENIOPHYBA HaMa/IABaHe HA A034Ta WIH NPEYCTAHOBABAHE HA IIpHeMa Ha Topeakapa
3eHTHBa (BAK. TOYKA 4.8).

Topsakapn 3eHTHBa TpaOBa Aa ce npHiara IpeanasIHBO MPH NMAUHUEHTH, KOUTO KOHCYMHPAT 3HAYHTE/IHY
KONMHYECTRA afKOXON WHIM HMAT aHaMHe3a 32 yepHoapoOHo 3adonsBane.

IIpenoTepargpatie Ha HHCYJIT Ype3 arpecMBHO HaMalIsgBaHE HA HHBATa Ha Xonectepona ((Stroke
Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL))

Post-hoc ananM3 Ha CyOTHIIOBETE MHCY/ITH NIPH NTauHeHTH 0e3 KOPOHApHO ChpAeHHO 3a00IIBaHe
(KC3), xouro ca Ounu ¢ Hackopo npekapaH HHCYJIT HIH TPAH3UTOpHA HeXeMHYHa araka (TIA), e
NoKas3aJl 1fo-BHCOKA YeCTOTa Ha XeMOparu4es HHCYIT NPU NAMEHTHTE, 3aMOYHANIN ¢ aTopBacTaThH 30
mg cripamo nnamedo. [TosumeH puck e otdena3aH NpegUMHO NPH MALHEHTHTE C NPeAXOACH
XEMOparuyueH MHCYJIT WIH JIaKyHapeH NH(QapKT MPH BKIIOYBAHE B NPOYYBAHETO. 3a MTalHEHTHTE ©
NPeAX0JIeH XeMOpParuyeH MHCYNT WK NaKyHAPeH KH(papKT 0aJlaHCHET MeXAY PHCKOBETE H IIOJI3UTE OT
aTopBacTHH 80 mg € HECHrypeH H MOTEHUHANHUAT PUCK OT XeMOparu4yeH HHCYNT Tpsadea Ja Obae
BHHMATEIHO TIPEIISHEH TIPEAH 3an0YBaHe Ha TepanusiTa (BxK. TO4Ka J.1).

EdekTH BEpXyCcKeNneTHATa MYCKYa | -
ATtopBacTaTiH, Kakto ¥ apyrare HMG-CoA-peaykTazHH MHXHOHTOPH, B PEAKH Cyyan MOrar aa
3aCErHAT CKelleTHaTa MyCKyJaTypa H Ja NpUYMHH MHANTHs, MUO3HUT U MHOIATHA, KOUTO MOIaT Aa
nporpecupar A0 padaoMUONKH3a - MOTEHLUHAJTHO JKWBOTO3aCTPARIABAIIO CHCTOSHUS, 185
C¢ CHC 3HAUYMTENIHO NOBHIICHHE Ha HUBaTa Ha KpeatuHkWHAa3ata (KK) - (>10 net
Ha HOpMAaTa), MHOTTIOOHHEeMHUA H MUOTTIOOHHYPHS, KOUTO MOTaT [0 IOBEAAT 0
HEAOCTATHYHOCT.

Ilpenu neveHHeTo




ATopBacTaTHH TpA0Ba Ja c€ H3M0I3Ba BHUMATEIHO NPH NALMEHTH C MpeJpasnoaramy GakTopH 3a
pabxomuonnsa. Husata na kxpeatuHgocdokunasata (CPK) Tpsa6Ba aa ce U3cneBar npezn 3armovBaHe
Ha JICHUCHHE ChC CTATHH B CIICIHHTE CIIY4aH:

- OpOpeyno yspexknase,
—  XMIOOTHPECOHAMIBM;
— TIEPCOHAJIHA WA (paMHIIHA aHAMHE3a 3a HaCIeACTBEHH MyCKY/THH HapyLIeHHS,

— aHaMHe3a 3a MYCKYJIHA TOKCHYHOCT OT CTaTHH WK pudpar;

— aHaMHe3a 3a 4epHoApobHO 3adonaBane WM ynoTpeba Ha 3HAYATENIHH KOJTHYECTBA AKOXO;
— TpH NaLHEHTH B HanpeaHana ee3pact (> 70 r.) tpada na ce nMa NpeaBHI HEOOXOAUMOCTTA

OT TOBa H3C/ISABAHE B 3aBUCHMOCT OT HAJIHUHETO HA IPYTH GakTopH, NPeAPA3NOIArally KbM
pabaoMHuoMH3a;

— KOTaTo € BE3MOKHO NOBHIIABAHE HA MUIA3MCHHTE HHBA, HANp.MpH B3aHMOJCSHCTBHSA (BX. TOHKA
4.3) B CIEUMATHY NOMyJIAlWH, BK/1. TCHETUYHH cyOnomynauuy (BX. Touka 5.2).

B TakuBa cuTyauuu TpAOBa Aa ce NpeneHH PUCKA OT JIEYEHHETO CIPIMO BE3MOKHUTE TTONI3H U CE
NPEnOPbYBa KIIHHHYHO MPOC/ICAABaHE.

He Tpsabea na ce 3amousa neueHue, ako uaxoauute Hiea Ha CPK ca 3HauuTeIHO MoBUIIeHH (> 5 MBTH
HaJ ropHa rpaHHlia Ha HOpMarTa).

Hsmepsane na xpeamunxunazama (KK)

Kpeatunkunazara (KK) He TpsaOBa na ce u3cieaBa caea 3HaUuMo GH3HYECKO HATOBAPBAHE WM MPH
HATMYHETO Ha BEPOSTHA AITCPHATHBHA NPHYKHA 3a yReandeHHeTo Ha KK, Thit kato MHTepnpeTaLusATa
Ha Pe3YITATHTE B TAaKHBA CIyYaH € 3aTpyaHeHa. AKO u3XoaHuTe ctofiHocTH Ha CPK ca 3HauuTenHo
MIOBHILEHH (> 5 MTBTH HaJ ropHa rpaHMLIa Ha HOpMaTa), HHBaTa TpsadBa aa C& H3MEPBAT MOBTOPHO B
paMKHTe Ha Ha 5 10 7 OHH, 3a [1a C€ NOTBBPAAT PEe3YATATHTE.

Io gpeme na nevenuemo

- IlanuwenTure Tpabea Aa 6baaT npegynpeaeHH BeHara Aa ¢hoOLIABAT 3a ITOABA HA MYCKYJTHH
Gonky, Kpamna UM caaboct, 0co6GeHO B CiTydanTe, KOTaTo TOBA € IPUIPY/KEHO ¢ HEPAsTIOIOKEHNE
WIH IIOBHILIEHHE HA TeMIIepaTypaTa.

- Tpabea aa ce uscnensar HuBata Ha CPK, axo ce nossAT TakuBa CHMITOMH MO BpeMe Ha
TepanuaTa ¢ atopeacTatii. Heobxoaumo e npekparapaHe Ha TepaniaTa, aKkO ¢ YCTaHOBH, Ye Te3H
HHUBA €4 3HAYMTEIHO MOBHIIEHH (> 5 IBTH HAA rOpHA IPaHHALIA HA HOpMAaTa).

- Tpabsa aa ce oOMHCTH pekpaTABaHE Ha JIEYSHHETO, KO MYCKY/IHHTE CHMITTOMH €3 TEXKH K
NpeIU3BHKBAT IOCTOSAHEH THCKOM(MOPT, IOPH U B ciay4auTe, korato CPK ca moeumenn Ao < 5 neTH
HaJ FOpHa rpaHMIia Ha HOpMATa.

- Axo cuMITOMHTE OTINYMAT H HUBaTa HA CPK ce HopManm3upar, MOXe fa ce 0OMHUCIH
MOBTOPHO BKJIIOYBAHE HA ATOPBACTATHH WM 3AMI0YBAHE HA TEPaNHs C aATePHATHBEH CTaTUHH NIPH
M3ITOI3BAHE HA Hal-HHCKaTa 1034 H CTPUKTHO MOHHUTOPHpAHE.

- [Iprem®T Ha aTopBacTartuH TpabBa fa 6bAc NPEYCTaHOBEH, aK0 € HATHUE KITHHMYHO 3HaYHMO

nopumeHye Ha HMBaTa Ha CPK (>10 ibTH Haa ropHa rpaHiiia Ha HOpMaTa) HiIH aKo ce
AHArHOCTHUMpa HITH [NOAo3Upa pabaomMuonusa

Eonospemenen npuem ¢ opyey 1eKapcmeeny nPpoovKkmu

PHCKET OT paﬁnomnonma Ce TIOBHIIAaBA MNMPH €IHOBPECMCHCH IIPHUECM HA aTOPBACTATHH C OIIPpCACICHH

JICKapCTBEHH MPOAYKTH, KOUTO MOTaT Jla MMOBHIUAT IJIA3MEHATA KOHLEHTPALIUA Ha aTOPBIST@# I RazE(
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TEJHTPOMHULKH, KIAPUTPOMHMLIHH, J€/1aBUPAHH, CTHPHITEHTOJI, KeTOKOHason, BOPH
HTpaKoOHa30:, nozakoHason wid HIV-nporeasan HHXUOHATOPH BKIIIOYHTETHO PUTORE
aTa3aHaBHp, HHAUPABUP, AAPYHABHP U Ap.). PUCKBT OT MHONATHA MOXKE CBHILO Ja
¢THOBPEMEHHOTO MPHUIIOKEHUE C TEMPUOPO3WIT U APYTH AePUBATH Ha PUOPHHOBANY
SoLenpeprp, epUTPOMHULIMH, HHALHH, €3eTHMMO, TenanpeBup HIW KOMOHHAUHATA O
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PUTOHABHP. AKO € Bb3MOKHO, BMECTO T€3H JieKapcTBa TpAOBa Aa ce 0OMHCIIAT anTepHaTHBHU
(HeB3auMozeticTBaWM) Tepanuu. [1o BpeMe U clel AEYCHHE C HAKOM CTATHHM ca MM AOKN2aBaHM
MHOT'0 PSAKH CITYMaH Ha UMYHHO-MeauHpasa HeKpoTHYHAa Muronatus (IMNM),

IMNM KIHHHYHO ce XapaKTepH3Hpa ¢ NPOABDKUTEIHA IPOKCHMAIHA MYCKYJTHA ¢abocT U
NOBHIIEHA CEpyMHa KpeaTHHKHMHA3a, KOMTO MPOABIDKABAT U Clie] MPEKPATABAHE Ha JICHSHHETO ChbC
CTaTHHH.

B cmyvau, koraro € HeobXoaHMO €IHOBPEMEHHOTO MPHIATaHe Ha Te3H JIEKApCTBa ¢ aTOPBAaCTaTHH,
[10/13aTa H PHCKET OT CHOBTCTBRILOTO JieucHHe TpAdBa na 6baaT obMuciieHn BHUMaTenHo. Korato
NalMeHTHTe MONYy4aBaT JeKapCTRa, OBHIIABALIM TIa3MeHaTa KOHLUEHTPALHA Ha aTOPBacTaTHH, ce
penophYBa MO-HUCKA MaKCHMAallHa 034 Ha aTOpBacTaTUH. B JombaHeHHe, B CIyyaii Ha MpHiarayse ¢
MoK HEXHOMTOPH Ha CYP3A4 Tpadsa na ce o0CHIH NO-HUCKA HAYa/THA 1032 HA ATOPBACTATHH H CE
Npenopb4iBa CHOTBETHO KIMHHYHO NpocieaaBaHe Ha Te3H NaUMeHTH (BX. Touka 4.5).

ERHOBPEMSHHOTO INNpHJIAraHne Ha aropepactTaTHH H (bYCH,[[HHOBa KHCECIIHHA HC C€ NPCropwiBa, €T0O 3aIl0

[0 BpeMe Ha Tepartks ¢ (PyCHOHHOBA KHCerHA TPAOBE fa ce OOMICIM BPEMEHHO NpeKpaTaBaHe Ha
TIPp¥ieMa Ha aTOPBACTATHH (BaK. TO4Ka 4.5).

TleavaTpuyHa MOMYIALHS
Bce ome HAMa gaHHU 3a 6€300aCcHOCTTA HA JIEKapCTBEHOTO CPEACTRO M0 OTHOLIEHHE Ha PA3BUTHUETO

Ha NeHAaTpUYHAaTA nomynauud (BxX. pasaen 4.8).

HurepecrHumanna 6enonpobHa Gonect
Ilpu nprieM Ha CTaTHHH ca ¢hOOIIABaHM OTAEIHH CyYay Ha HHTepcTHIMANHA BenoapobHa Gonecr,

ocofeHo Npu NpoALKUTENHa Tepanud (Bx. Touka 4.8). [IposBUTE MOraT /a BRJIFOUBAT AHCIHEH,
HETIPOAYKTHBHA KAUUTHLIA H oOLIO BIOMaBaHe Ha 31paseTo (YMopa, 3ary0a Ha Tersio H Tpecka).
TepanusTa cbe cTAaTHHM TPAORA Aa CE& NPEYCTAHOBH, AKO C€ TIOAO3MPa, Y€ TIALUEHTA € Pa3Bul
HHTepCTHIHATHA Genonpobua bonect.

3axapeH auaber
HsikoHu foka3aTenCTBa BHYINABAT, Y€ CTATHHHUTE KaTo KJ1a¢c NOBHINIARAT HHBOTO HA KPhBHATA 3aXap M

[pH HAKOH TIALHMEHTH, H BHCOK PHCK OT Opaelll auaber, MOTAT Ja A0BEAAT [0 XHIIEPIKMKEMHSA, KOraTo
ca omnpeeseHd QOpMaIHU rproku ripu nuabeT. Tosu puck, 00aue, ce KOMNEHCHPA OT HAMAIABAHE HA
CBHIOBHA PHCK ChC CTATHHH K HE Tpabpa ga ObAe NpHuMHA 34 CIIUpaHe HA JISYUEHHUETO ChC CTATHHH.
[TanuenTH ¢ puck (rmoko3a Ha raaHo ot 5,6 1o 6,9 mmol/l, UTM > 30 kg/m?, mosHLueHH
TPUTANLIEPUAH, XMITCPTOHHS ) TPAOBA 1a Ce NMPOCAeAsBaT KIIHHUYHO H Ja00paTOPHO B CHOTBETCTBHE C
HAIHOHAJTHUTE PEKOBOACTERA.

[ToMOWMIHH BellecTBa
Toprakapa 3enTriBa ChABpIKA JIAKTO3a MOHOXKHpAT. ITareHTH ¢ peikH HACeACTBEHH NPOBIeMH

KaTO rajakTo3Ha HEMOHOCHMOCT, TaKTazeH ae(uuuT Ha Lapp Wi riIroko30-rajJakTo3Ha
Manabcopbius He TpabOBa a pHEMaT TOBa JIEKAPCTBO.

4.5 B3zanmoaeRcTBHE ¢ APYIH JeKapcTBeRH NPOAYKTH H APYrH ¢opma Ha B3aumogeicTane

E@EKTH Ha CAHOBPCMEHHO IMPHJIOKECHH JICKAPCTBECHH NIPOAVKTH BEPXY aTOPBACTATHH

ATopBacTaTvH ce Merabomuzupa oT untoxpoM P450 3A4 (CYP3A4) u e cyGeTpar Ha TpaHCTIOPTHUTE
NPOTSHHH HAMp. TPaHCNOpTepa Ha YepHoApoOHOTO 3axBaiaHe OATP1B1. EgnopeMeHHOTO
NpHIIaraHe Ha JIEKapCTBEHH MpOAYKTH, KOUTO ca HHXHOnTOpU Ha CYP3A4 vy Ba TpaHCIOPTHUTE
NPOTCHHHM MOXE J1a NOBee J10 NOBMLIABaHE Ha IUIa3MEHHTE KOHLEHTPAUHH Ha aTOPBACTATHH U
NOBHILIEH PHCK OT MHONATHs. PHCKBT MOJXKe /1a C€ MOBHIIM CEILO NPH €IHOBPEMEHHO lIpHIaraHe Ha
aTOPBACTATHH ¢ APYTH JIEKAPCTBEHH MPOAYKTH, [IPHTEKABAILK NOTEHIHA Ja MHHAYLHPaT MEoHaTI:s
Kato ¢HOpaTh U e3eTUMHG (BHXX TOUKa 4.4).

Hruxubumopu na CYP3A4

MomuuTte HHXHOUTOpUTE Ha CYP3 A4 BooaT 10 3HAYMTEIHO MOBHILIABAHE HA KOHLI
aTopBacTaTHH (BHX TabmHua 1 ¥ noapodHata UHopMalya no-10iy), EAHOBpeMeH
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motHK CYP3 A4 unxubHTopH (Hamp. UHKIOCHOPUH, TETHTPOMHEIIMH, KIAPHTPOMHLIMH, J€]1aBHPAKH,
CTHPHIICHTOJI, KETOKOHA30J1, BOPHKOHA301, HTpakoHa3o, rmozakoHazon W HIV nporeasun
WHXUOWTOPH BKIIOYHTEAHO PHTOHABHUP, JIOTIMHABUD, aTa3aHABHMD, HHIHHABHP, JAPyHABUP, T.H.) 10
BB3MOXKHOCT TPAOBa ia ce u3barea. B cirydaure, Korato e AHOBPEMEHHOTO NPHEMAHE HA TE3H
NEKapCTBeHW NIPONYKTH ¢ aTOPBACTATHH He MOxe 1a Obae u3bernaro TpabBa aa ce o6MUCIAT mO-
HHCKH Ha4alHa ¥ MAKCHMAJIHA JO3H Ha aTOPBACTATHH, H C€ NMPENophYBa MOAXOAAII0 KIHHHYHO
npocieaaBaHe Ha nauyenTa (BHxk Ta6muna 1).

YMepenure nHXubutopu Ha CYP3 A4 (Hanp. epUTPOMHLIEH, JHITAA3EM, BEPAIaMHI H dTyKOHa30:)
MOraT 1a NOBHILIAT [UTa3MCHUTE KOHIICHTPALKHN Ha aTopBacTaThH (BK. Tabnuna 1), Habmonasah e
NOBHINCH PHCK OT MHOTIATHA NIPH YNOTpeda Ha EPUTPOMHLHMH B KOMOHHALIMA CbC CTAaTHHH. He ca
NpOBEXKAAHM TIPOYYBaHNA HA B3aHMOACHCTBHATA, KOUTO JIa OLICHAT e(eKTHTE HAa aMHOAAPOH HIIH
BEpanaMnI BbpXy aTopBacTaTHH. H3BecTHO e, Ye aMHOJapOH H BepanaMul HHXHOHpAT akTHBHOCTTA
Ha CYP3A4 u eIHOBPEMEHHOTO LIpIUIAraHe ¢ ATOPBACTATHH MOXE Ja JOBEAE [0 IIOBUINEHA
€KCTIO3MLIMs Ha aTOPBaCTaTHH. ETO 3al0 mpH eaHOBpeMeHHaTa ynoTpela ¢ yMEpeHu HHXHOMTOpH Ha
CYP3A4 tpaGra na ce o6chAH NMO-HHCKAa MAKCUMAJTHA 033 Ha aTOpBACTATHH M Ja ce [IPOBEIE
NOAXOISIO KITHHHYHO TIpOC/ie/iiBaHe Ha manueHTa. KNHHAYHO MpocnefsBaHe ce NMpernopbyiBa KakTo
[pH 3a0YBaHC HA TEPaNMATa, Taka H NpH MOC/IEABAILA IPOMAHA HA AO3MPOBKATAa Ha HHXHOHUTOPA.

Huoyxmopu na CYP3A4

EnnoBpeMeHHOTO Npuiarane Ha aTOpBacTaTHH ¢ MHAYKTOPH Ha LpToXpoM P450 3A (Hanp.
ehaBupeHL, pugaMITHH, BT KAHTAPHOH) MOXE JIa IOBEE 10 IPOMEHTHRO TIOHIDKEHHE Ha
TIIa3MEHKTE KOHUCHTPAUKH Ha aTopsacTaTHH. [lopaau ABOVHHA MeXaHH3bM HA B3aUMOAEHCTBHE HA
padamrkH, (MHIYKIHS Ha TATOXPpOM P450 3A u HHXHGupaHe HA TPaHCIIOPTEPa Ha XCSIaTOLHTHOTO
3axsataHe QATP1B1),ce npenopbusa enHOBPEMEHHO MpUJiaraHe Ha aTOPBACTATHH ¢ pH(PAMITHH, THi
KaTO NO-KBCHOTO NIPUJIOJKEHHE Ha aTOPBACTATHH C/Ie MPUEM Ha PHGaMITHH Ce CBBP3Ba ChC 3HAYHMO
HaMajsBaHe Ha IUIa3MECHHUTE KOHIIEHTpaLWH Ha aTopBacTaTHH. Bnuannero Ha pudaMnuH BEpXY
KOHLUEHTPALWHTE Ha aTOPBacTATHH B XCMATOLUHUTHTE € HEM3BECTHO M aKO eAHOBPEMEHHOTO MPHJIaraHe
He MOXKe Na c€ H30erHe, NaUHEeHTHTE TpAOBA Aa ce IPOCaeAIBaT BHUMATEIHO 32 OLIEHKA Ha
e(pHKaCHOCTTA.

Huxubumopu na mpaxcnopmuume RPOMEUHHU

Huxu6HTOpHTE HA TPAHCNIOPTHHTE NPOTEHHH (HANp, HMKIOCHOPHH) MOXKE 4 NOBAILIAT CHCTEMHATA
HAJIHYHOCT HA aTopBacTaThH (Bx. Tabamuua 1). EdexThr oT HHXUOUMpaHETO Ha TPAHCTIOPTEPHTE Ha
YEPHOAPOOHO 3aXBalllaHe BHPXY KOHUSHTPALMATA HA ATOPBACTATHH B XENATOLIMTUTE € HEW3BECTEH.
AKO eIHOBPEMEHHOTO NPHIATAHE HE MOXeE Ja ce Haberte, ¢e NpenopryBa [OHWKABAHE HA 7103aTa H
KIMHMYHO HaOmoaeHue Ha edekrure. (Brxk Tabnuua 1).

L empubpozun/npouseodnu na dubpunosama xucesuna

CamocTtosTenHata ynorpeba Ha duGpaT ce cCBBp3Ba NOHAKOTa ¢ MHONATHA, BKJTFOUHTEIHO
pabaomuonnsa. PUCKET OT TAKHBA CECTOAHHSA MOKE [Ja NOBKIIK [IPH AHOBPEMEHHOTO IPUIIAraHe Ha
(hubpaTH M aTOpBACTATHH. AKO €IHOBPEMEHHOTO NIpHIIAraHe Ha Moxe Ja ce usberne, Tpabea na ce
NpHIara HaH-HUCKaTa TEpaneBTHYHA J03a aTOPBACTATHH H MALMeHTa TpAdBa 1a ce MOHHTOPHPA
BHHMATENHO (BK. TOUKa 4.4). |

Ezemumubd

MoHoTepanus ¢ e3eTHMES MOXe 2 JOBeAe 10 MHOMATHS, BKIIOUMTENHO pabaoMuonmsa. 3aTosa
PHCKBT OT TaKHBa CBCTOSHHUA MOXKE Ja ObJe NOBHINEH MPH €JHOBPEMEHHOTO NPUIIATaHE HA €3eTH

Konecmunon

[InasmeHuTe KOHUEHTPALIMA HAa aTOPBACTATHH M aKTHBHUTE MY MeTaGOIUTH ca GIIH No-
(MpubAM3UTENHO ¢ 0KONO 25%), KOraro KONECTHIION € NPHJIAraH eJHOBPEMEHHO ¢ TopBan
3eHtuRa. EdekTT cpaMo nummaHuTe HiBa o6aue e 6un no-u3paseH, korato Topeakapn R
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KOJICCTHIION Ca ITpHIaraHii €JHOBPEMEHHO, OTKOJKOTO IIpH CaMOCTOATECITHO NPHIO0XKCHHE Ha ABaTa
JICKAPCTBCHH MPOOYKTA.

DYCUOUHOBA KUCEAUHA

He ca npoBexany npoy4BaHHA Ha B3aHMOAEHCTBHATA HA aTOPBACTATHH ¢ (YCHAHHOBA KHCEIHHA.
Kakto ¢ ocTaHanuTe CTaTHHH, MHOMATHS, BKITIOYHTENHO pafioMHoNK3a, ca ChoBGLaBaHH MpH
[IOCTMAaPKETHHIOBaTa yNoTpeOa nNpH €HOBPEMEHHO NMPHJIAraHe Ha aTOPBACTATHH H PyCHAMHOBA
KHceMHA. Mexann3MbT Ha TOBA B3aHUMOJIeHicTBIE He e u3BecTeH. [laupeHTHTE Tpa6Ba BHUMaTETHO Aa
C€ MOHHTOPHPAT H MOXe f1a OBAe YMECTHO BPEMEHHO MPEYCTAHOBABAHE IPHEMa HA ATOPBACTATHH.

Koaxunyun

B'BHQBKH 4G HE Ca MPOBEXIAAHH NPOYVYBAHHA 33 BEBHMOQEﬁCTBIIH MEXAY aTOPBRACTATHH H KOJIXHUIIHH
JOKTTaABaHH ¢a CJIYHaHd Ha MHONATHA,KOTaTo ATOPBACTATHH € Oun NpUIarad CAHOBPEMEHHO €

KOJXHIHH ¥ 3aTOBA, NMOpagH KOCTO f!fQHGBa Add CC NOAX0K N4 € MOBHIIICHO BHUMAHUE, KOT'ATQ CC

HNPSOIIHCBA AaTOPBACTATHH C KOJXHIIVH,

E@EKT Ha ATOPBaCTATHH BEPXY €THOBPEMEHHO ﬁQHHaFaHH JCKAPCTBCHH NMPOIYKTH

Huzoxcun

IlpH MHOTOKPATHO NPHIIOKEHHE HAa JUTOKCHH eJHOBPEeMeHHO ¢ 10 mg aropBacTaTHH paBHOBECHATA
[1a3MeHaTa KOHREHTpalHA Ha IMrOKCHH ce nosuLiasa cnabo. IlaumenTre, npremMaly ZUTOKCHH
TpsAOBa Aa 6BAaT BHMUMATENHO APOC/IEIsSBaHH. .

[lepopannu xoumpauenmueu

EnHoepemenHaTa ynoTpeda Ha mepopaiHH KOHTPALETITHBH ¢ ATOPBACTATHH BOAY [0 NOBHIICHA
NIa3MeHa KOHLIEHTPALHS HA HOPETUHAPOH H €THHHIECTPAAHOI.

Bapdapun

B KIMHMYHO NMpOyYBaHEe NPH NaLHMEHTH, MPHEMALLM NPOIB/LKHTEHA Teparya ¢ BapdapuH,
CAHOBPEMEHHOTO NpWJaraHe Ha aropeactaTiH 80 mg AHeBHO ¢ BapdhapHH NPUIHHABA JIEKO
NOHUIKEHHE OT 1,7 CEeKYH/IH Ha NPOTPOMOHHOBOTO BpeMe 1O BpeMe Ha ITbPBHTE 4 THH Ha JICUEHHETO U
BpBINAHE A0 HOPMAIHMTE CTOHHOCTH A0 135-Hs ACH OT JICYEHHETO C ATOPBACTATHH., BobIpekH ue
MHOTO PAJIKO ¢4 CHOOLIABAHN KIIMHHYHO 3HAYHMHU B3aMMOICHCTRHS ¢ AaHTHKOAryJIaHTH,
MpOTPOMOHHOBOTO BpeMe TpsifBa Aa Gbae OnpeaencHo NPeAr 3aNoUBaHe HA AaTOPBACTATHH MpPH
NaLHeHTH, MNOTyYaBallH KyMapHHOBH AHTUKOArY/JAHTH H JOCTaThYHO YECTO B HAYANOTO Ha
TEparHATa, 3a 1a C€ MOJACHTYPH, Y€ HE Bb3HMKBA 3HAUKMMa MpoMaHa B npotpoMOuHOBO Bpeme. Koraro
c€ JOKYMEHTHpa CTabMIIHO NMPOTPOMOUHOBO BpeMe, TO MOe /1a Ob/1e MOHHTOPHPAHO Ha HHTEPBAIH,
KOHTO OOMKHOBEHO CE MPEMOPHYBAT NPY MALUEHTH HA KYMAPMHOBH AHTHKOATYJIaHTH., AKO J03aTa Ha
aTOPBAacTaTHUH C€ IIPOMEHH HITH C€ MIPEeKpaTH MMpHeMa, Tpa0Ba Aa ce MOBTOPH ChllaTa MpoHeaypa.
TepanusaTa ¢ aTOpBacTATHH He CE CHBP3BA C KBPBEHE MK C MPOMEHH B MPOTPOMEGHHOBOTO BpEME TIpH
MallHeHTH, KOUTO HE MPHEMAT AHTHKOATYIaHTH,

[leHarpyyHa NOMy ALK

Hpoy4BaHHA BEPXY JIEKAPCTBEHHUTE B3aHMOEHCTEHS ¢4 H3BLPIICHHU €JHHCTBEHO IPH BB3PACTHH (BXK.
pazaen 4.8). CTeneHTa Ha B3aHMO/ICHCTBHE B TIEAHATPHYHATA TIONYJIaLHsA HE € u3BecTHa, Tpabea e ce
HMAaT NPEABH rOPeCIiOMEHATHTe B3aHMOACHCTBHA NPH BBE3PACTHH H NPEAYNPEKIEHHUATA B pa3jen 4.4
NpH NPHJIOKEHHE B MTEIMATPHYHATA TOMYJIalius.

Tabmua 1: Edexrn, Op/nkaly ce Ha eTHOBPEMEHHOTO NPUIAraHe Ha JIEKAPCTBEHH IPO é@& NEHUg %
aTOpPBACTATHH, BBPXY (apMaKOKWHETHKATA HA aTOPBAaCTATHH £ N\ %
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IBA MBTH JHEBHO, 14 AHK

JHH

NIEKAPCTBEH NPOAYKT H Hoza (mg) [Ipomana e | Knuauvna npenopbka®

NO30B PEKHM AUC#

Tunpanasup 500 mg a8a | 40 mgor gen 1, T 94 netn | Koraro €1HOBPEMEHHOTO

ITETH AHEBHO/ 10 mg or nen 20 IIpHJaraHe ¢ aTopBacTaTHH

Puronasup 200 mg nBa HE npeBUIIaBaite 10 mg

ITbTH JAHEBHO, 8 AHH (OT aTOPBacTATHH Ha JIeH.

aeH 14 go 21) [IpenopsunTeneH e KIMHUYEH

Tenanperup 750 mg 3 20 mg, BeAHBXK JHEBHO 17,9 mpTd | MOHHTOPHUHT Ha TE3H

ITETU AHERHO, 10 feHa TALACHTH,

Luknocnopuas.2 10 mg pegutx aHeBHO 32 28 | 1 8,7 meTH

mg/Kg/neH, nocTosHHA OHY

o34

JlonuHasup 400 mg npa | 20 mg BegHBK AHEBHO 33 4 15,9 meTd | Korato enHOBpeMEHHOTO

TbTH AHEBHO/ OHH npHiiarate ¢ aTopBacTATHH €

Puronaeup 100 mg npa HEeO0XOAUMO, NMOAABPHKAHETO

ITETH JHEBHQ, 14 1HA Ha HWCKA 1032 aTOPBacTATHH €

Knaputpomunua 500 mg | 80 mg Beauex HEBHO 3a 8 T 4,4 nbtH | NPETIOPBIHTENHO.

ABa ITETHA AHEBHO, 9 AHHU | nHH ITpu 1034 Ha aropBacTaTUH
Hagsumasawy 20 mg, ce
[penopbyBa KIMHUYHO
npocneasBase Ha
NALUACHTUTE.

CaxsuHaBup 400 mg nBa | 40 mg BeaHEXK HEBHO 3a 4 13,9 e | Koraro exHOBpeMEHHOTO

ITETH JHEBHO/ IHH - NpAaarale ¢ aTopBacTATHH €

Putonasup (300 mg npa HeobXxoA1MO, NOQABPKAHETO

IBTH IHEBHO OT JHHU -7, Ha HUCK& /1034 aTOPBACTATHH €

noBHIIEH Ko 400 mg nBa npenopr4HTENHO. JIpenopbusa

ITETH JHEBHO Ha J1eH 8), C€ KJIMHUYEH MOHHMTOPHHT 3a

nHH 5-18, 30 MuH cnex NALMEHTH MPH KOUTO Z103aTa

J03aT& Ha aTOPBaCTaATHH HaasuLasa 40 mg.

Hapynasup 300 mg nsa | 10 mg Beawnxk anesno3ad | 13,3 mpiw

[YETH JHEBHO/ IHH

PuroHaBup 100 mg zra

bTH JHEBHO, 9 nHU

Hrpaxkonazon 200 mg 40 mg eaHOKpaTHA 7034 13,3 nv1H

NHEBHO, 4 THA

®ozamnpenasup 700 mg | 10 mg BeAHLx AHEBHO 33 4 12,5 me1H

IIBa ITETH NHEBHO/ IHH

PutoHasup 100 mg aza

ObTH JHEBHO, 14 OHU

®ocamnperasup 1400 10 mg sennex aHerHO 324 | 1 2,3 nbTH

mg IBa OBTH JHEBHO, 14 | oM

IHH

Henduuasup 1250 mg 10 mg Beau®x oHeBHO 32 28 | 1 1,7 npTu




137%

Cok ot rpedndpyr, 240 | 40 mg, ennoxpaTHa 1032 He ce npenopruBa

mL BeAHBXK JHCBHO * CAHOBPEMEHHH NPHEM Ha
roJeMH KOJIHYECTBA COK OT
rpedngpyT ¥ aTopBacTaTHH

Huntrazem 240 mg 40 mg, eqHOKpaTHA 1032 T51% Cnen 3anousaHeTo Ha

BEAHBX JHEBHO, 28 THU TEPANUATA UKW CIEN NIPOMAHA
Ha JO3HPOBKATA HA AWJITHA3EM
Ce MpenopbYBa KIHHHUYHO
NpocnaeasBaHe Ha
MaLeHTHTE.

Epurpomuimn 500 mg 10 mg, enrokpaTHa no3a T 33%" [Ipenoprura ce no-HUCKa

YETHPH IBTH JHEBHO, 7 MaKCHMaJTHA 1038 H KJIHHHYHO

OHH npocieasBaHe Ha
NAIHEHTHTE.

Amnogunud 10 mg, 80 mg, exHokpaTHa Ko3a T 18% Hama cnienwansy npenopeKH.

BEOHEXK JHEBHO

Humetnaun 300 mg 10 mg reaHBXK AHEBHO 3a 2 [i] no- HsmMa cnieuuanyy npenopbku.

YETUPH BTH AHERHO, 2 | CEAMHIIH MaJIKO OT

CeAMULA 1%"

AnTHaumHa cycrieHsus | 10 mg BeqHEX AHERHO 3a 4 1 35%" Hsama cnenuanuy npenopekH.

OT MarHe3HeRH H CESAMHLIH

ATTYMHHHEBU

XMAPOKCHIH, 30 mL

YETHPH NBTH AHEBHO 2

CSAMMIM

Edasupenn 600 mg 10 mg 3a 3 aun 1 41% Hama cneumaniu npenopuKH.

BEOHBXK AHEBHO, 14 nquH

Pumdpamnun 600 mg 40 mg eqHOKpaTHA 1034 T 30% AKO €THOBPEMEHHOTO

BEHBXK AHEBHO, 7 NpHJIaraHe He MOXKe J1a ¢e

AHW(EAHOBPEMEHHO n3berue, ce npenoprysa

TIPHIIOKEH) KJIIHHWYHO NPOC/IEAABAHE TIPH
EAHOBPEMEHHO MpPHJIaraHe Ha

Pudamnus 600 mg 40 mg enHOKpaTHA 1034 1 80% TOPBACTATHH 1 pHpAMITHH

BeIHEK AHEBHO, 5 OHU

(1O3HTE ca pasfeneHH)

Femdpubposun 600 mg 40mg enHOKpaTHa 03a T35% [IpenopbuBa ce NO-HUCKA

IBa [I'5TH JHEBHO, 7 JIHH HadvaJiHa 7034 U KJIHHHYHOQ
NpocieNAABAHE HA TE3M
NaUHEHTH.

®enodubdpar 160 mg 40mg eaHOKpaTHa 1034 13% ITpenoprura ce No-HHUCKa

BEAHBK NHEBHO, 7 JTHH

HayaiHa 1032 U KITHHHYHO
NpocneasBaHe
NalcHTH.

10




MHTH JHEBHO, 7 THU

bonenpesup 800 nig P | 40mg e,unoxpa&*ﬂa no3a

12,3 opTH

IIpenoppuBa ce Mo- HUCKH
Ha4YaJIHHU JO3U U KIUHHYHO
MOHHTOPHPAHE Ha TE3H
nandenTH. Jo3ara Ha
aTOpPBACTATHH HE TpAOBa ga
HaABMINABA AHEBHATA 0034 OT
20 mg npu €AHOBPEMEHHOD
NPpHI0KEHUE ¢ DOLIENPEBUD

&

CTOHHOCTHTE, JaICHH KATO X-ITBTH NPOMAHA NPENCTABIABAT IPOCTO CHOTHOIIEHHE MEKIY

CBITBTCTBAILO [IPHIATaHe H CAMOCTOATETHO MPUIAraHe HA aTOPBACTATHH (T.€., 6IHE MBT = 6e3
npomMaHa). CTOHHOCTHTE, NaaeHH KaTo% NpoMsHa NPEACTaBIABAT % paziuKa Mo OTHOLIEHHE Ha
CaMOCTOATETHO MMPHIOKCH aTOPBAcTaTHH (T1.€., 0% = HAMa npoMsiHa).

#

BwxTe Touka 4.4 1 4.5 3a KIMHWYHA 3HAYMMOCT.

* Chabpika elHa MIIH MOBEYe CHCTAaBKH, KOMTO WHxuOHpaT CYP3A4 M Morar 1a MOBUIUAT
TJTA3MEHUTE KOHUECHTPALKMH HA ICKAPCTBEHU MTPOIYKTH, KOUTO ce MeTalonusupar ot
CYP3A4. TlpueMsT Ha enHa vama 240 ml cok oT rpefindpyT CHILO BOAK A0
nonukaBaHe Ha AUC ot 20,4% 3a akTuBHUA oproxuapokcd Merabomut. [onemu
KOTHYECTBA COK OT rpeindpyT (Hax 1,2 | nuerHo 3a 5 auu) nosumaea AUC Ha
aTopBacTaTHH 2,5 meTH U AUC Ha akTHBHUTE CHCTABKH (ATOPBACTATHH H MeTaboIHTH).

CymapHa aTopBacTaTHH €KBMBAJICHTHA AKTHBHOCT

ITOBHINEHHETO € 03HAYEHO KaTo “1”, MOHIKEHHETO KaTo “|”

Tabnuua 2: EQext Ha aTopBacTaTUH BEPXY (PapMaKOKHHETHKATA HA SNHOBPEMEHHO MPHJIOKEHH

JCKADCTBCHH IIPOAYKTH

ATOpBACTATHH M CX€Ma Ha
AO3HpaHe

EnHOBpEMEHHO NMPHUIOKEH IEKAPCTBEH MPONYKT

JlekapcTBEH
npoaykt/Ho3a (mg)

IlpoMaHa
B AUC#

KiiuHMYHK nipenopbkH

80 mg BequbxK AHEBHO 3a 10
ITHH

Huroxeun 0.25 mg
BEAHBX AHeBHO, 20
JHH

1 15%

[TampenTs npueMaliy JUTOKCHH
Tpa0Ba 1a ObJlaT BHUMATEIHO

MOHHTOPHPAHH.

40 mg BeAHLK JHEBHO 3a 22
HOHM

OpanHu
KOHTPALETITHBH
B€IHDBK JHEBHO, 2
Mecena |

- HOPeTUHIPOoH | mg
-€THHUJIECTPaaHO)

35 ug

128%
t 19%

Hsama cneumasHy NpenopsbKy.

80 mg BeaHBX OHEBHO 3a 15
JHH

* ®enaszon, 600 mg
eHOKpaTHA /1032

13%

Hama cnenmansun nperopbky

10 mg, eqnokpaTHa 1034

Tunparasup 500 mg
IBa I'bTH JHEBHO/
PUTOHABHUP

200 mgaea mpTH
AHEBHO, 7 NHH

Hsama
pOMAHA

HsaMa crieumanHy periopbKH

10 mg, BegHBXK OHEBHO 3a 4 NHM

QocaMIpeHaBUup
1400 mg nsa npTH
NHeBHO, 14 nHU

| 27%

10 mg BeaHBXK QHEBHO 34 4 AHM

DocaMnpeHaBUp
700 mg nBa meTH
OHEBHO / pUTOHABHP
100 mg nBa meTH

Hama
NIpOMsIHa
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OHEBHO, 14 HH

CroiiHOCTHTE AaficH! KAaTO % NpOMSHA IPeACTaBIaBaT % PasiivKka nNo OTHOLICHHME Ha
CaMOCTOATE/THO [IPHIIOIKEH aTOPBacTATHH (T.€., 0% = HAMa POMIHA)

ENHOBpeMEHHOTO NpUaraHe Ha MHOTOKPATHH JIO3M Ha aTOpBacTaTHH M DEHA30H MOKA3BaT MATBK
WIH HE/IOJIOBHM €(eKT BBpXy KiupbHCa Ha DeHasoH.

[ToBuweHuero e orGeng3ano ¢ "1", mosmxenuero ¢ " |"

4.6. ®epTHIATET, OPEMEHHOCT H npmene

XKenu ¢ nereponeH NoTeHIHAN
HeHure ¢ feTEPOACH NOTSHUHAN TpAOBa A2 H3MON3BAT ¢PEKTHUBHA KOHTPALIENAA IO BPEME Ha

JiedeHHeTo (BXK. TouKa 4.3).

bpemenHocT

Topeakapa 3eHTHBA € MPOTHBOIMOKA3aH 1O BpeMe Ha 6pemeHHOCT (Bik. Touka 4.3). BesonacHocTTa Ha
1py OpeMEeHHH JKeHU He e okasaHa. He ca NpoBexaaHu KOHTPOJIMPAHH KIHHHYHH POYYBAHHA C
aTOpBACTaTUH NpH OpeMeHHH keHH. Paako ca momyuyasany cho0LIeHHd 38 BPOJECHH aHOMAJIHY Clie]]
MHTpayTepHHHa excrniosnuusa Ha HMG-CoA-peaykrasuure unxuGurops. [Ipoyusanusara npd
MHUBOTHH IMOKA3BAT PENPOAYKTHBHA TOKCHYHOCT {BK. TOUKa 5.3).

JleyenneTo Ha MaiiKkaTa ¢ aTOPBACTATHH MOKe 1a NMOHHXKH (ETATHHTE HUBA HA MEBAJIOHAT, KOITO €
NPEKypCoOp Ha XonecTeposioBaTa OMOCHATEe3a. ATepOCKIIepo3aTa € XpOHHYEH NPouec H 0OMKHOBEHO
[IPEKPATABAHETO Ha JIMIMIOTIOHIKABALLIMA JICKaPCTBEH TIPOAYKT MO BpeMe Ha OpeMeHHOCT OH
TpAOBANIO Na UMa MATbK e()eKT 0 OTHOLIEHHA HA JBITOCPOYHHA PHCK, CBBP3aH ¢ MbPBUYHATA
XHIEPXOIECTEPOIEMHUA.

Ho Tesn npuurns Topsakapa 3eHTUBa He TPAOBa Na ce NPUITAra OpH JKEHH, KOHTO ca HPEMEHHH,
ONHTBAT Ce J1a 3a0peMeHenT WK NOJO3HpaT, Je ca OpemenHU. Jleuennero ¢ Topsakapn 3eHTHBA
TpAOBa Ja ce MPEYCTAHOBH 34 IEPHOAA HA OPEMEHHOCTTA HITH AOKATO C& YCTAHOBH JIMIICA Ha
OpemerHoCT (BXK. TOUKa 4.3),

KspMmeHe

He e n3BecTno nany aTopBacTaTHH H HETOBHTE MeTabONMTH Ce EKCKPETHPAT B KbpMaTa. [1py nnbxose
[U1a3MEHUTE KOHLUCHTPALIMY Ha aTOPBaCTATHH M HETOBHTE M HETOBHTE aKTHBHH MeTabONHTH ca OJIH3KH
10 T€3U B MJIIKOTO (BK. Touka 3.3). [Topaay BE3MOKHOCTTA 3a CEPHO3ZHY HEXKE/TAHW PEaKUMH, )KEHUTE
npHeMauH Topeakapa 3eHTHBa TpaOBa Aa IIPeyCTAHOBAT KBPMEHETO (BxK. Touka 4.3). ATopBacTaTuH
¢ TMPOTHBOTIOKA3aH B NEPHOMA HA KbpMeHe (BXK. Touka 4.3).

D EpTHIHTET
IpoyuBaHHATA FIpU XKMBOTHH HE IOKA3RAT BIUAHUE HA aTOPBACTATHH BBPXY MBKKHA HIH XXEHCKHSA

peprunuTeT (BXK. TOUKA 5.3).

4.7. Edexrr BEpXY cnocoGHocTTa 32 wodupaHe B padoTa ¢ MalIHHH
TopBakapn nosiHABa npeHedpexxumo cnocoGHOCTTA 3a wodHpaHe U paboTa ¢ MaLLHHM,

4.8. Hexe/1aHH JEKAPCTBEHM PeAKIHH

Cropen 6a3aTa gaHHM OT MNAUeG0 KOHTPOMHPAHY KIHHWUHK POYUBAHKS C aTOPBACT
16 066 (8755 aropeacTaTuH cpewty 7311 nnaue6o) NALUEHTH, JIEKYBaHH B IIPOABIKEHH
53 ceamHLM, 5.2% OT MALMEHTHTE HA ATOPBACTATHH Ca NPEKPATHIIH JIEYSHHETO [IOPAH
peakiH B cpasHeHHe ¢ 4.0% Npu nauuesTy, pHeMani ranedo.

B3 ocHoBa Ha JaHAHUTC OT KJTHHHYHH IIPOY4YBaHHUS U 061]]H]JHHH IIOCTMAPKECTHUHI OB
€ MpeICTaBeH NPOPHILT Ha HEXKEMAHHUTE JISKAPCTBEHH PEeaklIMK 32 aTOPBACTATHH.
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Hi3uncrieHuTe YeCTOTH Ha HeXeTAHHTE JISKAPCTBEHH PEAKLMM Ca FPYIIMPAHH CEIVIACHO ClefHATa
KOHBeHLMA: YecTH (=1/100 1 < 1/10), Hewectn (>1/1000 u < 1/100), peaxu (= 1/10000 u < 1/1000),
MHOTO penku (< 1/10000).

Hude 1 uHbecTaIIMI:
Yectu: Ha3ogapHHTHT

Hapyienus Ha KpbBTa M aumbHaTa cucTeMa;

Peaku: rpoMboruronenns

HapynieHns B MMYHHATA CHCTEMA
YecTH: anepravHn peakuum

MHoro penxu: aHahHIaAKCHA

Hapymenus Ha metaGonisma H XpaHEHETO
YecTu: XunepriukeMus
HeuecTH; XHMIOrMKeMHs, NOBHINABAHE Ha TEJISCHOTO TETJI0, aHOPEKCHA

TICHXHYHY HAPYITIEHHS
Hectu: OescpHEE, KOIIMApH

HapvilieHns Ha HEPBHATA CHCTEMA
YecTH: rimapobonuye.

HeuecTd: 3aMasHOCT, napecTesus, XHIIOCTE3Hs, AUCTEY3Hs, AMHE3HS
Penxu: nepudepHa HeBponaTys.

Hapylienrs Ha ounTe
HeuecTH: 3ambrieHo 3peHue

Penku: 3puTenHH HapyLICHUS

Hapymienus Ha yxoTo u naGupHHTAa:

HeuecTH: THHHTYC
Mmuoro peaku: 3aryfa Ha ciayxa

Pecninpatophu, rppAHM H MEAUACTHHAIHH HAPYLICHHS

Hectu: papuHronapuHreansa 6oka, eIHCTakCHC

CTOMaLHO-YPEBHH HAPYLICHHS

HecTH: KOHCTHIIALMA, QIATYICHIMA, QUCTIETICHS, TALCHE, THAPHA.
HeuectH: noprinane, Goika B ropHaTa 1 JOJHATA YACT Ha KOPEMa, OPHIBaHe, MAHKPEaTHT

XenaTobunuapHy HAPYIIEHU:

HeuectH: xenatur
Penxu: xonecraza
Mmuoro peaxn: yepHoapoOHA HENOCTATHLYHOCT

HapynieHuns Ha K0)KaTa 1 MOAKOKHATA THKAH

Heuecrn: ypTHKapus, KoxeH o6pHB, NpypHTYC, alonernys.
Penky: aHrHOHEBPOTHYEH OTOK, Gyno3eH AepMaTHT (BKJI. epUTEMa My/ITH(GOPME, CHHIPOM Ha
Stevens-Johnson ¥ TokCHYHA emHaEpMAIHA HEKPOIH3a).

Hapgmemm Ha MYCKVYJTHO-CKENIeTHATA CUCTEMAa U CEEAMHHUTETHATA THKAH

YecTH: MHANITHS, apTpaTh, 6oNka B KpailHUIHTE, MYCKYJTHH CIIa3MH, TIOLYBAHE HA CTAB
repba.

Heuectu: Oonku BB Bpara, MycKyIHa cnabocT
Penku: MAonaTys, MMO3HT, pabaOMHOIN3a, TEHIMHONATHS, TIOHAKOTa YCI0KHEHHA C pad
C HeH3BeCTHA YECTOTA: MMYHHOMEAHHPAHA HEKPOTH3UPALIA MUOTIATUS ( BYIKTE TOUKA 4.
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Hapyimenus Ha BB3HPOHIBOAWTENHATA CHCTEMA U rbpaara:

MHoro peaxu: rHHEKOMACTHS

O61uH HapynieHHs ¥ eeKTH Ha MACTOTO Ha HPHJIOKEHHE:
Heuvecrn: Hepasmonoxenue, acTeHH, 6omka B 061acTTa Ha rpbOHHs KOUI, MepH(epeH OTOK, yMOpa,
BHCOKAa TEMIICparypa

HacnenpaHus:

YecTH: OTKNIOHEHHA B YepHOAPOOGHHTE HYHKLIHOHATHH NIOKA3aTe M, [I0BHLIEHA CepyMHA
KpeaTHHQOCHOKUHAzA.

HevecTn: neBKouMTH B ypHHarTa.

Kaxro 1 npu apyriate HMG-CoA-penykrasHi HHXHOHTOPH, NIPH NAIIHEHTH, JIEKYBaHH ¢
aTOPBACTAaTHH, € CBODOIIABAHO 33 NOBHIIEHH CEPYMHM TpaHCaMUHAa3H. Te3u nMpoMeHH OGHKHOBEHO ca
OMJIH JIEKH M IIPEXOIHH M HE Ca HaJarajli NpeyCTaHOBABaHE Ha TepanuATa. KIHHHYHO 3HAUUMH
(noBeue OT 3 ITLTH HaJl TOpHA I'PaHMIA HA HOPMATa) IIOBHLIEHHA Ha CEPYMHHTE TPAHCAMHHA3M Ca
ycraHoBeHH NpHu 0.8% ot 6onHuTe, IeKyBaHH ¢ aTopBacTATHH. Te3u noBHINeHUs ca GHu
A03033BHCHMH H OOpaTHMH NIPH BCHYKH MaLlMEeHTH.

Ilosuureny HHBa Ha cepyMHaTa kpeaTHH}ocdokunasza (CPK) 3 meTH Han ropHaTa MpaHMLaTa Ha
HOpMATa ¢a YCTaHOBEHH IpH 2,5% oT GoIHATE, NEKYBAHM C aTOPBACTATHH, NOACOHO Ha APYTHTE
HMG-CoA-peayxTazuy HHXHOHTOPH B KITHHHYHHUTE NIpoyuBaHud. Husa, 10 meTH mo-BHCOKH OT
ropHaTa rpaHHiia Ha HopMata, € UMasno npu 0.4% ot ekyBaHHTE ¢ aTOPBAaCTATHH NALKUEHTH (BK.
TouKa 4.4).

IlenHaTpHYHa [TOITYJIALHA

Knnnuvnara 6a3a NaHHK 32 6e30MacHOCT BKIFOUBAT JaHHM 3a Ge30macHOCTTa Npy 249 maiyeHTa B
AETCKA BB3PACT, KOHUTO Ca ITOYYAaBAJIH ATOPRACTATHH, OT KOHTO 7 MalueHTH ca 01y noj 6-roauiHa
BB3pAcT, 14 nalHeHTH Ha BB3PACT Mexy 6 U 9 roauuw, H 228 nauHeHTH ca 6umu mexay 10 u 17
rOAUHHA

Hapyiluedus Ha HepBHATA CHCTEMA!

YecTu: rnabodomnie.

["acTPOMHTECTHHAIHH HAPYINSHHUS:
YectH: abaomuHanHa 60J1ka.

H3cieapaHus:
YecTH: DOBUMIIABAHES HA aMMHOTpaHchepasata, NOBHIABAHE HA CEPYMHATa KpeaTHHHH(OCPOKUHA3a.

B13 OCHOBa Ha Ha/THYHHTE AaHHH C€ OYaKBa 4YeCTOTaTa, BAABT H TCIKECTTa HR HEXKCIIAHHTS peaKLHH
IpH BB3PAaCTHH Oa Obnar CBUIMTE H NIPH Acua. [ToHacTosmeM HAMa TOJAM OITHT MO OTHOUIEHHE HA
0e30MacHOCTTA B ABJIMOCPOYUCH ILNaH NMpH NeAUAaTPHYHATA [TOITyJIalus.

3a HAKOH CTaTHHH ca AOKIAABAHH C/ICAHHTE HEKEIaHH PEAKLKH:

*  CexcyanHa guchyHKIMA

* Jenpecus

* Oraennn cny4Yad Ha HHTEPCTHLHANIHA Genoapobua GonecT, 0co0EHO TIPH ABArOCPOUHA
Tepanta (Bxk. Touka 4.4).

* 3axapen auaber: YecroTaTa 3aBHCH OT HA/IHUHETO WM JIMICATA HA PUCKOBH ¢
(rmroxo3a Ha raaHo > 5,6 mmol/l, UTM > 30 kg/m2 , noBuUIIEHH TPHIVIMLEPHAH, aHA
XHIIEPTOHHA).

Crofimapane Ha IOAO3UPAHH HEKEIAHM PEaKIIHH
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CpoOmaBaHeTo Ha MORO3UPAHM HEXENAHH PeakLkH Cliefl paspelaBane 3a ynotpeba Ha JTeKapCTBEeHHS
POAYKT € BakHO. ToBa 1o3BosigBa 1a NPOABIDKA HabMIOACHHETO HA CHOTHOILEHHETO NMON3a/PUCK 3a
eKapCcTBeHHs NPOAYKT. OT MEAWMUMHCKHTE CIELHAIHCTH Ce H3HUCKBA /14 ChOOImaBaT BeAKa
MOA03KpaHa HEKEMAHA peaKLMs Ypes HalMOHaAIHA CHCTeMa 3a chobuiaBare, B M3nb/IHUTENHA areHuMs
o JiekapcTeara yo. ,.JlamsaH I'pyes” Ne 8, 1303 Codus, Ten.: +35928903417, yebeaiit: www.bda.bg.
Karo cpolluasare Hexenann peakiyu, MoxeTe Aa JajeTe CBOS NPUHOC 3a MOMyYaBaHe Ha MOBEYe
HH(OPMALIHA OTHOCHO $€30MacHOCTTa Ha TOBA JIEKAPCTBO.

4.9. Ilpeao3upane

CrneunduyHo sleueHke Ny Npenosupane Ha Topeakapa 3erTusa HaMa. B cayuait va npenosupane
mauueHTHT TpAOBa Aa b€ JieKyBaH CHMITOMATHYHO M MPH HEOBXOAMMOCT Jia Ce NPHIOKH
noanbprxamo nevenne. Tpabea Aa ce w3cneaBaT yepHOAPOOHHUTE EHZHMH W 1a C€¢ MOHHTOPHPAT
HHBaTa Ha cepymHaTa CPK. [Topaau sHaunTeNHaTa CTENEH HA CBEP3BaHe C IUTA3MEHUTE NPOTEUHM, HE
C¢ OYaKBa XEMOOHAIM3ATa Ja YCKOPH 3HAYHTENTHO KIHMPHHCA HA ATOPBACTATHH,

5. GPAPMAKOJIOTIHYHH CBOMCTBA

5.1, PapMakoAHHAMHYHHE CBOIiCTBA

(bapMakoTepaneBTHYHA rpyna: JlekapeTea, perympamu nunuaure, HMG-CoA-penykTasHu
HHXUOHTOpH

ATC xon: C10AAQS

ATOpBAcTaTHH € CEJIEKTHBEH KoMneTuTreeH HHXHOuTop Ha HMG-CoA-penykrasara,
CKOPOCTOONPEACIIALUHAT €H3UM, OTTOBOPEH 34 NPEBPBLIAHETO HA 3-XHAPOKCH-3 -METHIT
TYTAPWIKOSH3UM A B MEBAJIOHAT, NIPEKYPCOP HA CTEPONIMTE, BKIKYHUTENHO Ha XojlecTepona. B
YepHus Apob TPHIIHLEPHAHNTE H XOJECTepOIia ¢e BKIFOUBAT B ChCTABA HA JIMIONPOTEHHH C MHOTO
Hucka wIsTHoCT (VL DL) H ¢e otaenaT ot nnasMara 3a npeHacaHe A0 nepudepHuTe TEKAHH,
Junonporennute ¢ HUcka ursTHOCT (LDL) ce o6pasysar ot VLDL M ce pasrpaXknat r/1aBHO Ypes
petieritopy ¢ BHCOK aduuurer 3a LDL (LDL peuenrop).

ATOpPBaCTaTHH NOHKXXABA IUTA3MEHHTE KOHLEHTPALIMH HA XOJIECTEPOT M TUTIIONPOTEHHH Ype3
HExubupane Ha HMG-CoA penykrazata u nocnegpauiara GHOCHHTE3a Ha XONECTEpOs B YEPHHs Apob,
H HOBMLIABA Opos Ha YepHOAPoOHHTe LDL penentopu Bupxy KIeTBUHATA IIOBEPXHOCT, YCKOPABAKH
~ ycBOsSBaHETO H KaTabonmu3ma Ha LDL.

AtopBacTaTHH HaManisa oOpasyeanero Ha LDL u 6pos Ha LDL-4yacTuuuTe. ATOPBACTaTHH
NPHUYHHABA 3HAYATENHO W IBJITOTPAHHO [TOBHILABAHE HA AKTHBHOCTTA Ha peuentopure 3a LDL,
NPUAPYKEHO ¢ B1aroNMpUATHA MPOMAHA B KAYECTROTO Ha uMpKyaupamure LDL-uactyum,
ATOpBACTATHH € €PHKACEH 38 NoHWkasaHe Ha LDL-xonectepona Npu NauMEHTH ¢ XOMO3HIOTHA
daMuIHa XHNEPXOIECTEPONIEMHA - TPyIIa 6O/HH, KOUTO OGMKHOBEHO HE C€ BJAHAAT OT [NOHWKABaILH
NMHIUAUTE JICKApCTBA.

YCTaHOBEHO €, Ue ATOPBACTATHH NOHWXKAaBa obLusa xonectepon (30-46%), LDL-xonectepona (41-
61%), anomanonporens B (34-50%) u Tpurmuuepuaure (14-33%), KaTo CHILEBPEMEHHO BOMIH 110
BapHaOinHK nosulucHus Ha HDL-xonectepona w anonunonporens A B 1033-3aBHCHMO NpPOY4BaHE.
Te3n pesynratu ce NOTBBPXKAABAT MPH MALMEHTH C XETEPO3IUTOTHA tbamnnﬂa XHIIEPXOECTEPOICMMS,
He(haMHITHA XUNEePXOJIECTEPONIEMHUA M CMECEHA XUTIEPTHITHAEMHUS, BIUTIOUHTETHO MalMeHTH C
HEHHCYJIMHO3aBHCHM 3axapeH auabert.

JlokasaHo e, 4e NOHKHKEHUETO Ha oburus xonecrepoit, LDL-xonecTepona i anonHnonpoTex
HaMaJIABa PUCKa OT ChPACYHO-CHAOBH HHLMACHTH U ChPASHUHO-CHAOBA CMBPTHOCT.

XOMO3HIOTHa HaMUIHA XHOEPXOJSCTEPOTEMHS
B MynTHUEHTPOBO, OCEMCEAMHYHO OTBOPEHO IPOYYBAHE 3 “MUIOCEPAHA ynoTpeba” ¢ dhald
YABIDKHTENICH NSPHOA ¢ pa3IHYHa NPOIBIKUTEIHOCT, ca OHUITH BIUTIOUEHHU 335 nauueHTH, 8
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¢4 ¢ YCTaHOBEHA XOMO3MroTHA hamHIHa xunepxonecreposnemus. [Tpu Te3u 89 manmeHTH, CPEIHOTO
noHwxeHue Ha LDL-xonerepona e npubausurento 20%. ATopBacTaTdH € ApHiarad B 034 1o §0
mg/zeH.

Atepockieposa:

B xnunuyHoOTO npoyuBane Reversing Atherosclerosis with Aggressive Lipid-Lowering Study —
O0paTHO pa3BHTHE Ha aTepOCKIEpO3aTa upe3 arpecHBHO JHNUAHO MoHmkapaHe (REVERSAL)
¢()EKTHT Ha MHTCH3HBHO ITOHM>KABaHe Ha JIMMUONTE ¢ aTOpBacTaTvH §0 mg M CTaHAapTHO
MOHIKABAHE HA JIMNIHJNTE ¢ NpaBacTaTHH 40 Mg NpH KOPOHAPHA aTEPOCKIIEPO3a € OLESHEH Ypes
BBTPECHIOBO YNITpa3ByKoBo Hacnensande (IVUS) no speme Ha aHrnorpadug rpu manueHTH ©
ucxemuina fonrect Ha cppueTo(MBC). B ToBa panaoMH3MPAHO, ABOMHO CJIANI0, MY/ITHIEHTPOBO,
KOHTPOJIHMpaHO KIHHHYHO npoy4uBaHe, [VUS e HanpaeeH B Ha4al0TO Ha MPOyYBaHETO U Ha 18-ug
mecel npu 502 nauneHTH. B rpynara Ha atopsactatid (n=253) Hama nporpecus Ha
aTepoCKIepO3aTa.

Menpnanara Ha poMsHa B o0MUs 06eM Ha ApPTEPOCKIEPOTHYHATA IUIAKA OT HAYaNOTO HA [IPOYUBAHETO
(IrbpBHYCH KpHTEPHI Ha rpoyuBaHeTo) ¢ 0.4% (p=0.98) B rpynara Ha atopBacTaTiH H +2.7%
(p=0.001) B rpynara Ha npasacTaTHH (n=249). B cpaBHeH#e C MpaBacTaTHH €PEKTHTE Ha
aTOPBACTATHH Ca CTATHCTHYECKH 3HaUNMU (p=0.02). EdexThT Ha MHTEH3UBHOTO JTIUIMAHO
NOHUXKABAHE BBPXY ChPACYHO-CHA0OBATA KpaliHa 1en (Hanp. HeoOX0AMMOCT OT PeBaCKyJapH3aLu,
He(aTaleH MMOKapaeH WH(APKT, KOPOHAPHA CMBPT) He € H3C/IeBAaH B TOBA IPOYYBAHE.

B rpynara Ha aropsactariun LDL-xonecTeponsT ce € MOHWKHN 40 cpeana cToHHOCT oT 2.04 mmol/| +
0.8 (78.9 mg/dl + 30) cnpsamo u3xomHara croiiHoct ot 3.89 mmol/l + 0.7 (150 mg/dl + 28), a B
rpynara Ha npaeactaTiH LDL-xonecteponsT ce € HOHHKHII OO cpefHa cToHHoCT ot 2.85 mmol/l £ 0.7
(110 mg/dl + 26) cnpsmo m3xonuara croinocT oT 3.89 mmol/l £ 0.7 (150 mg/dl + 26) (p<0.0001).
ATOpBaCTATHH CBILO Taka 3HAYHTEIHO € HAMAJIHI CPEHMTE CTOMHOCTH Ha 06IMs xonecTepon ¢ 34.1
¥ (npasactarun: -18.4%, p<0.0001), cpeauute HEBA Ha TpHCIHLEepHANTE ¢ 20% (MPaBacTATHH: -
6.8%, p<0.0009) u cpeanus anonumonporenH B ¢ 39.1% (npasactatug: -22.0%, p<0.0001).
ATopeacTaThH € nosumun cpeanus HDL xonecrepon ¢ 2.9% (npasacraTus: +5.6%, p=He € |
3HaYnMo). UMa cpeano HamaneHne ot 36.4% na CRP B rpynata Ha aTOpBacTATHH B CpaBHEHHE C
HamalleHue oT 3.2% B rpynara Ha npasacTaTHH (p<0.0001).

PesynraTire OT NIpoydBaHeTO Ca MOTyudeHH NpH Ao3uposka ot 80 mg. ITo Tasu MpHYMHA TE€ HE MOTAT
Aa Ce EKCTPAMOIHPAT KbM MO-HHCKUTE JO3HPOBKH.

[Ipodunute Ha 6030TIACHOCT W IOHOCKMOCT B ABETE JIEKyBaH# TPYTiH ca OWiH CpaBHHMH.

EdeKTET OT HHTEH3HBHOTO NIOHIDKABAHE HA JHUNHIUTE BLPXY OCHOBHHTE ChPACUHO-CHAOBH KPaiHH
LIeNH He € H3CJIe[IBaH B TOBA NpoyuBaHe. ETO 3aIll0 KNHHWYHATA 3HAYUMOCT Ha Te3H ,,ppobpaxaemu’

Pe3yNTaTH 1o OTHOILICHHE Hd MBPBUYHATA H BTOpUYHATA IPOQHIAKTHKA HA CHPACUHO-CBAOBH
CHOHTHA HE ¢ U3BECTHA.

OCTBp XKOPOHAPEH CHHOPOM
B xnuauunoro npoy4usane MIRACL e ouensBan aroppacratdH 80 mg npH 3086 nauxenTH

(aropeacraTuH n=1538, mane6o n=1548) ¢ ocThp kOpoHaPEH CMHAPOM (MHOKapAeH HEdapKT 6e3 Q
3p0e1 (BBbAHA) WK HecTabwIHa CTeHOKApauA). JIeUeHHETo ¢ ATOPBACTATHH € 3aNIOYHATO NPE3 0CTPaTa
da3za cnen npuemane 8 SonHMNA U € IPOABILKIIO 32 IEPHOA OT 16 ceamuum, Jlewenuero ¢ 80 mg
aTOPBACTATHH YBE/IHYaBa BPEMETO JO NOABA HA MbPBUYHA KpaliHa TOYKa, ONpelesieHa KaTo CMBPT,
HE3aBHCHMO OT NPHYMHATA, He(haTaseH MHOKapASH HH(APKT, PECYCLIMTHPAH ChpIe4eH apecT HIIH
AHTMHA NEKTOPHC ¢ JaHHH 38 MCXEMHA Ha MHOKap/a, Hajlaraia XOCIHTalH3aluusd, NoKkaspaiku
penykums Ha pucka ¢ 16% (p=0.048). Tosa € npeauMHO BeeaACTBHE Ha 26% peoyKuus Ha
PEXOCMMTAIIH3ANMATA 34 aHTHHA NEKTOPHC ¢ JaHHHU 3a- MHOKapAHa ucxemus (p=0.018),

pasnen 4.8.
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IIpodraaxTHKa Ha_CBHPAEUHO-CHAOBO 3a00NABaHE

EdexTpT Ha aTOpBAcTaTHH BHPXY (aTaaHa U HedaTaTHa MCXeMHYHA OOIECT Ha CHPIETO € OLIEHEH B
PAHIOMHM3HPAHO, ABOHHO-CIIATIO, MNALEO0-KOHTPOJIMPAHO NMPOyYBaHe, AHIVIO-CKaHIHHABCKO
NpOyYBaHe 3a ChPACYHO-CHAOB H3X0 — KJIOH ¢ MOHIKaBaHe Ha nurmuamTte (Anglo-Scandinavian
Cardiac Outcomes Trial Lipid Lowering Arm (ASCOT-LLA)). [Tauuenture ca ¢ xunepronus, 40-79-
FOMUILHH, {e3 NPeaxX0oaeH MAOKapAeH HHGAPKT WM ISYSHHE 33 CTEHOKApAHA U C HUBA Ha obu
xoniectepon <6,5 mmol/l (251 mg/dl). Beuuky naupeHTH ca AMany Hal-Maiko 3 npeBapHTENHO
[eQHHAPAHH ChPACYHO-CHAOBH PHCKOBH (PaKTOPH: MEXKH T0JT, BE3PAcT =55 rofAMHM, [yLUEHE,
auabert, anamHe3a 3a UBC npu poacTeeHnk ot mbpBa aMHEL, 061l xonectepor: HDL-C >6,
nepruQepHO CHAOBO 3a60NABaKE, TEBOKAMEPHA XHITEPTPOhHA, NPEAXOAEH MO3BUHO-CBHI0B HHIUIEHT,
cnenmduyuna EKT™ anomanus, npotersypus/anOoyMaHypra. He BcHUkM BKIIOUSHH NalHEHTH ca
NPEUSHEHH KaTO NALUMEHTH ¢ BUCOK PHCK 34 TBPBH CHPAESYHO-ChAOR HHIWAEHT.

[MauuenTHTE Ca JICKYBaHH C AaHTHXHIICPTCH3HBHA Tepalus (HJ'[H CXEMa, OCHOBaBAallla ¢€ Ha aMJIOAHITHH,

WIH CXeMa, OCHOBABAIIla C€ Ha aT€HOJION), B KOMOMHALMA WK ¢ aTopeacTatHd 10 mg AHEBHO
(n=35,168), win ¢ mauebdo (n=5,137).

EdexThT Ha HaMaIBaHe Ha aOCOMIOTHHA U OTHOCUTENHHS PHCK NIpH ynoTpeba Ha aTOpBacTaTHH €
OHJI, KaKTO C/IeBA:

WuumnesT Ornocureno | Bpoii Ha | ABcomoTHO CToHHOCT Ha p
HaMaJieHHe Ha HHUHACHTUTE HaMaJleHHe Ha
pHCKa (aropBacTaTUH pucka (%)
(%) crpamMo naaueto
®aranga UbC nnroc Hedaranen | 36% 100 cipamo 154 | 1,1% 0,0005
MH
0,0008
O6mo cppAeUHO-CHAOBH 20% 389 coipamo 483 | 1,9%
WHLHAZEHTHH H
peBacKynapH3aLHOHHH
NpoueaypH
29% 178 cnpamo 247 | 1,4%
O6mo KopoHAPHH WHUMIEHTH 0,0006

, |
B13 0CHOBA Ha pasNiHKaTa B 00MIaTa 4eCcTOTa Ha HHUMASHTHTE, HabaroAaBaHH MPH CPeIHO

npocnenssale ot 3,3 roIuHH.

HbC - ucxemuuna 6onect Ha ¢hpuero; MM — MuokapaeH HHGbapPKT.

O6wara CMBPTHOCT H CHPACYHO-CHAOBATA CMBPTHOCT He ca G1iTH 3HauMMo HamanenH (185 cnpamo
212 vammnenta, p=0,17 u 74 cnpamo 82, p=0,51). B anaym3a na noarpynata no non (§1% mexe, 19%
JKeHu) OnraronpHATEH eEKT HA aTOPBACTATHH € 61 HaGMI0AaBaH NPH MBKETE, HO HE MOKE 4 e
YCTaHOBH IPH >KEHUTE, BEPOATHO NOpaJH HACKATA YECTOTA HA HHLIHASHTH B )XEHCKaTa MoArpyna.
Obwara ¥ ¢HpACYHO-CHAOBATA CMBPTHOCT € YHCIIEHO MO-BHCOKa NpH xeHute (38 cnpamo 30 u 17

CrIpAMO 12), HO TOBA He € OMJIC CTATHCTUYECKH 3HAUMMO. FIMasio € 3HAUUTEITHO TEPAIEBTHYHO
B3AHMOZACHCTBHE OT CTPAHA HA OCHOBHATA aHTHUXHIICPTCH3UBHA Tepanui. IIspBruHaTa kpalfHa TOUKa
(patanna MBC natoc Hedatanen MH) e 3Ha4HMO pedyLHpaHa OT aTOPBACTATHH [TPH NAlMEHTH,
nexyBanu ¢ amnoaunyH (HR 0,47 (0,32-0,69), p=0,00008), Ho He ¥ npH Te3H, NEKYBAHH ¢ aTEHONO
(HR 0,83 (0,59-1,17), p=0,287). |

SUEIEE L,
OLCHEH B PAHZOMU3HPAHO, IBOHHO-CIIATIO, MYITHLUCHTPOBO, Miauebo KOHTPOIMpaHo H3NUTHARE (- *’%a’a_ 2

npoy4BaHe Ha atopBacTaTyH ripu AMabet (Collaborative Atorvastatin Diabetes Study (C @)

NauHeHTH ¢ Tun 2 auader, 40-75-roqunn, 6e3 npeaxoaHa aHaMHESa 33 ChLPASYHO-CHAORO
3abonasane u ¢ LDL-C <4,14 mmol/l (160 mg/dl) v rpurnumepuam <6,78 mmol/l (600 mg/d
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Bervky nmanueHTH ca iManu moHe | OT clegHuTe puckoBH (PaKTOPH: XUNEPTOHHUS, HACTOSLIO MyLIEHE,
PETHHOMATHA, MHKPOATOYMHHYPHS M MaKpoanOyMUHYPH.

[TaunenTuTe ca nexyBaHH ¢ atopBacTaTiHH 10 mg anesHo (n=1,428) wim nanebo (n=1,410) npu
ME&AHMaHa Ha npociaeaseale 3,9 roauHm.

AGCOMOTHUAT H OTHOCHTEIHUAT S()eKT 33 HAMsUIBAHE PHCKA OT ATOPBACTATHH € KAKTO C/E/1Ba:

OTtHOCHTETHO bpoii Ha AGcontoTHo CTOHHOCT Ha p
HaMaJICHHE Ha HHLHISHTUTE HaMaJIeHHE Ha
HMuauunexT pMCKa (aTopBacraTdH pucka (%)
(%) CrIPAMO
. | m1anebo)
I'oneMu cbpaevHO-CBAOBH 37% 83 cnpamo 127 | 3,2% 0,0010
UHIIWIAEHTH
(thaTanen u HedaTanieH OCTEP
MM, Tux MH, BHe3anHa cMBpT
Benenacrere Ha UBC,
HecTaOHIHA CTeHOKapIy,
CABG, PTCA,
peBacKyan3aIig, HHCYAT)
42% 38 crpsamo 64 1,9% 0,0070
MM (¢daranen u HedaTaneH
OMH, tux MH)
HMucyntu (dbaransy v 48% 21 cnpsimo 39 1,3% 0,0163
HedaTaIH) _

IB'[:-B OCHOBA Ha pa3nukaTa B 00L1aTa 4ecToTa Ha HHIIMASHTHTe, HaOMIOOaBaHH MTPH CPEHO
npocneassade ot 3,9 ronuny; OMH — ocrep MuokapneH uadapkt; CABG - kopoHapeH
aptepuaneH 6afinac; UbC - ucxemuuna Gostect Ha crprero; MH — Muokapaen uagapkr, PTCA
- IEPKYTaHHA TPaHCIYMHHAIHA KOPOHAPHA AHTHOTUTACTHKA.

Hsma noKa3aTe/cTBO 3a pa3nuka B €(heKkra OT JISYEHHETO CTIOPE/ M0/, Bh3PacTTa WIH H3XOAHOTO
HMBO Ha LDL-xonecrepona Ha nauyeHTa. biaronpHaTHa TeHaeHUuA € HaOMOAaBaHAa 110 OTHOWICHHE

HMBOTO Ha CMBPTHOCT (82 cMBpPTHH ciydaH npw mianebo rpynara crpaMo 61 B rpymaTa Ha
atoppacraTthH, p=0,0592).

PermaueHpalll HHCYAT

B npoyusaneto [IpenoTeparsBaHe Ha MHCY/IT Ypes arpeCHBHO HAMAaAABAHE HA HHBATA Ha XOIECTepoIa
(Stroke Prevention by Aggressive Reduction in Cholesterol Levels }(SPARCL) e 6un oueHeH edektsbT
Ha aropBacTaTdH 80 mg nHeBHO MM m1auedo No OTHOLISHHE MosABaTa Ha HHCYAT npH 4 731 nauueHTH
¢ HHCYJIT WITH MpeXogHa ucxeMu4Ha ataka (TIA) B pamkuTe Ha npeaxoanure 6 Mecena u 6es
anamHe3a 3a IBC. ITaruenrure ca 60% mixke, 21-92 rogusu (cpegHa Bb3pacT 63 roaMHHN) U CPeaHO
13x0xHO HHBO Ha LDL 133 mg/dl (3,4 mmol/]). Cpennara crotinoct na LDL-C e 6una 73 mg/dl (1,9
mmol/l) o Bpeme Ha neveHHero ¢ aTopBacTaTdH W 129 mg/dl (3,3 mmol/l) no speMe Ha NeueHHETO ¢
niauebo. Mexuanara Ha npocnedsBase e 4,9 roauHy.

ArtopeacTaTHH 80 mg e HamMaTiN PHCKA OT MBPBHYHATA KpaitHa Touka (aTaieH H He(haTaneH HHCYIT ¢
15% (HR 0,85; 95% CI, 0,72 -1,00; P=0,05 wnu 0, 84; 95% CI, 0,71-0,99; p=0,03 cnexn apanrupane

aroppacTaTiH cripamo 8,9% (211/2366) npu mwaneto.

B post-hoc ananu3 aropeactarun 80 mg e Hamanu YecToTarara Ha HexeMHu4eH HHeyaT (3
9,2% cnpamo 274/2 366, 11,6%, p=0,01) 1 € noBH1IKAN HeCTOTATA HA XEMOPArHYEH HHCY
2,3% cnpsamo 33/2 366, 1,4%, p=0,02) B cpaBHeHHe ¢ rane6o.
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® PHCKBT OT XeMOPAaru4eH HHCYIIT € TIOBHLIEH MPH MALHEHTHTE, KOHTO ¢a C MPeAIICCTBAlI
XeMOpard4eH WHCYNT NPH BKIIOYBAHE B IIPOYUBaHeTO (7/45 npw aTopeacTaTHH cnipamo 2/48
npH rtaneto; HR 4,06; CI.0,84-19,57) u puCKBT OT HCXeMHYEH HHCYIIT € CXO/EH B JBETE
rpynu (3/45 npu atopeacTaTy cripsmMo 2/48 np mnane6o; HR 1,64; 95% CI, 0,27-9,82).

® PHCKBT OT XeMOpParuyeH MHCYIT € MIOBHLIEH [PH NAaLMESHTH, KOHTO ¢a ¢ NpeAlecTBalll
nakyHapeH HHOApKT NpH BKIIOYBaHE B IpoyuBaHeTo (20/708 npu aTopBacTaTHH CNIPSIMO
4/701 npu nnauebo; HR 4,99; 95% CI, 1,71-14,61), HO pHCKET OT HCXEMHYEH HHCY/IT NP
TE3H MaLMEeHTH CBIN0 € HaMaan (79/708 npu aropeactarr cripamo 102/701 npu nnauebo;
HR 0,76; 95% CI, 0,57-1,02). B3MO)XHO € KpalHHAT PUCK OT HHCYJIT /1A € TIOBULUEH IPH
NAUHEHTUTE ¢ IPEAX0AeH NaKyHapeH HHMapKT, KOUTO NMOyvaBaT aropBacratnH 80 mg Ha
i (5

O6mara cMepTHOCT € 15,6% (7/45) npu neuenue ¢ aropsactatud cnpamo 10,4% (5/48) npu
MpHIaraHe Ha muauedo B NOArpynaTa NnaiMenTy © NPeIXoieH XeMoparuieH uHcynTt. O0mara
cMBpTHOCT € 10,9% (77/708) npwm aropBactatuH cnipamo 9,1% (64/701) npu nnaueGo 8 noarpymnara
NMALMEHTH ¢ MPEIXOACH NaKyHapeH HHDapKT,

lleanaTpyuna nomynanm

XeTepo3HroTHa haMHiIHA XUNEePXONecTePOIeMHS PHY NEIHATPUYHNA NAIMEHTH Ha BE3pacT 6-17

TOJIHHH,

[IposeneHo e 8-ceaMHYHO OTBOPEHO NPOYUBAHE 34 OLECHKA Ha apMaKOKMHETHKATA,
(papMakogrHaMHKaTa H 6e30MaCHOCTTA HA ATOPBACTATHH NPH AcLa H NOAPACTBALH C FEHESTHYHO
AoKa3aHa X€TEPO3UroTHaA PaMHIIHA XHIepxosiecTepoieMus U 6azosy cToiHocT Ha LDL>4 mmol/L
IIpoyupaneTto obxpama 39 nenta u nogpactealiiy Ha BB3pacT oT 6 ao 17 roannm. Koxopra A Bkmoysa
15 neua, Ha BB3pacTt 6 — 12 roaunu B nepBu cTaguii no Tanner. Koxopra b eriodea 24 peua Ha
BB3pacT 10 - 17 roguHHM B cTanuit no Tanner >2.

Havannara 103a aTopBacTaTHH B KOXOPTa A € 5 mg AHeBHO oA (opMaTa Ha Tab/IeTka 33 AbBUYEHE H
10 mg nuesHo B KoxopTa b. [laneHa € BE3MOKHOCT Hava/lHaTa 0034 [a ¢€ YABOH aKO He € AOCTHTHAaTa

TapreTHata cTofHocT 3a LDL-C <3.35 mmol/L Ha yeTBBpTa CEAMULIA M aKO AaTOPBACTATHHBT CE
noHacs go6pe.

Cpennute ctofiHocTd 3a LDL-xonectepon, TC, VLDL-xonecrepon, v Apo B ca Hamanenu mpes
BTOpaTa CeAMMIIA TPY BCHUIKM nTalinenTH, 11py naunenTrte, va koutTo no3ata ¢ 6una yaeoeHa, e 6uno
Habn10aBaHO JONTBIHHTENHO HAMAICHHE Ha CTOHHOCTHTE HA BTOpPATA CEMMHULIA TIPH [THPBOTO
U3MEpBaHe clie]] MOBHINABAHE Ha Ao3aTa. CpeHaTa CTEneH Ha NOHWKABaHe Ha CTOMHOCTHTE Ha
JIMIMIHATE NapamMeTpH € Ouna cxoaHa 3a JBeTe KOXOopTH 0e3 3HaUeHHE A HalMEHTHTE ¢a OHnK
OCTaBEHHU HA TAXHATA [TEPBOHAYANHA AOZMPOBKA AU T4 ¢ Ouna yasoena. Ha 8-a ceamuna cpeanara
CTerneH Ha NpoMAHa Ha GaszoBuTe crofiHocT Ha LDL-C u TC e 6una npubnuzurenHo croreetHo 40%
# 30% Hag ofcera Ha BB3aelicTBHE. |

XeTepo3uroTHa haMiIHa XUINEPXOTeCTEPOIeMHA NIPH NeAHATPHUYHY NalMEHTH HA Bh3pacT 10-

17 TOAUHU.

B nBoiiHo-cino, muanebo KOHTPONMpPaHO MPOYYBaHE, IIOCTEABAHO OT OTBOpEHA (ha3a Ha
NIPOYUYBaHETO, 187 MOM4YeTa © MOMHMETA ClIe/] ITBPBAaTa MEHCTpYyaLua, Ha papacT 10-17
roavHu (cpeano 14,1 roavumn)c xeTeposurotHa pamMuiba xunepxonecreponemus (FH) unn
TEXKA XHITEPXONeCTepOneMus ca OWIHM paHaoMH3HpaHK Ha aropeacTaTuH (n=140) unmu nnauebo
(n=47) 3a 26 ceaMuuy, Cle]] KOETO BCHYKH MOIYYABAT aTOPBACTATHH 34 26 CEIMHLH,
Jlo3upoBKaTa Ha aTOpBACTATHH (BEOHEX AHEBHO) € 10 mg 3a mbpeuTE 4 CeAMHLM H
nocnesamo yeennyasane 1o 20 mg B cayyait we LDL-xonectepona HuBara ca >3.36 mmol/l.
ATOpPBacTaTHH CHTHHGHKATHO HAMANIABA MIa3MEHNTE HUBA Ha o6y xosectepon, LDL-
XOCCTEPOIIa, TPHITIMLEPHIIATE M ATIOJHNONPOTEHH B npe3 mepBuTe 26 ceAMHLM Ha ABOME
(asa. Cpeanara nocTurHarta cToliHoct Ha LDL-xonectepona e 3.38 mmol/l (range: 1.81-§
B rpynaTa Ha aTopBacTaThH cpasreHa ¢ 5.91 mmol/l (range: 3.93-9.96 mmol/l) B nnaue6e
npe3s 26-ceIMUYHATA ABOIHO-cIana dasa.

I"f

JIONBJIHATENHO NIeHATPUYHO NPOYUBaHe HA ATOPBACTATHH CPELLY KOJIECTHIION IIPH MALAEHN
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Ha PE3pacT 10-18 TOXHHU YCTAHOBABA, e aropBacTaTHH (N=25) Npeyu3BHKBA CHIHUBHKAHTHO
HamaneHue Ha LDL-xonecrepona Ha 26-Ta ceqmuua (p<0.05), cpasned ¢ konectunon (N=31).

IIpoyusaHe 3a ,,MHJIOChPAHA ynoTpeba” NpU MALMEHTH ¢ TEXKA XMNEPXOIECTEPONEMHUS
(BKJIIOUHTENHO XOMO3HIOTHA XHIIEPXOJIECTEPOJIEMHUS ), BKITIOUBALIO 46 NeAMATPUYHN NALMeHTH,
JICKYBaHH C aTOPBACTaTUH B 3aBHCHMOCT OT OTrOBOpa (HAKOH MALMHEHTH ca npueMani 80 mg

aTOpBacTATHH OHEeBHO). [IpoyuBaneTo npoakmxaea 3 rogunu: LDL-X0onecTepossT € HAManeH ¢
36%.

Hrarocpoutara epHKacHOCT Ha TepaNKs C aTOPBACTATHH B ACTCKA BB3PAcT 34 HAMAIABAHE HA
3a001€BaeMOCTTa H CMBEPTHOCTTA B 3pAJia BB3PacT HE € YCTAHOBEHA.

Esponelickara areHiHs 1o JIekapeTBaTa € OTI0KMIIA 3aXb/UKEHHETO 33 MOAAaBaHe Ha PE3yTaTH
OT MPOYYBAHKA C aTOPBACTATHH NpH Aena oT () 10 6-roauiliAa Bb3PacT NPH JISUSHHE HA
XETePO3UTOTHA (haMHUITHA XUTISPXONECTEPONIEMHS, KAKTO M Nipu aAeua o1 0 10 18-roaumua
BB3PACT IIPH JICYCHHETO Ha XOMO3HIOTHA QaMHIIHA XHIIEPXOIeCTePOIeMHUS, KOMOHHHUpaHa
(cMeceHa) XHIIEPXO0/IECTEPONIEMHS, THPBMYHA XHIIEPXONECTEPONSMHIA H MPEBEHLHATA Ha
CHPACYHO-CBAOBH CHOMTHA (BK. pasden 4.2 3a HHGOpMaLHA 3a NNeAUaTPHUYHATA YIoTpeda).

5.2, PapMakOKHHETHYHH CBOHCTBA

Abcopbuus
ATopeacTaTvH ce abcopbupa 6Bp30 clea nepopanHo NPUICKEHHe; MAKCHMAIHA I1a3MeHa

KOHUCHTpanus {(Cmax) ce noctrra 3a 1 1o 2 yaca. CtenenTa Ha abGcopOLHs ce ToKavea.
MPONOPLIHOHATTHO Ha A03aTa Ha aTOpBacTaTHH. Criea epopaiHo npuiokeHHe OMOHATHYHOCTTA Ha
aTOpBacTATHH PHIMUPAHH TabneTkH € 95 mo 99% B cpaBHEHME ¢ TA3H Ha TIEPOPAIHHA PasTBOP.
AbconroTHaTa GHOHATHYHOCT HA aTOPBACTATHH € NpHOau3KuTe a0 12% W CHCTEMHATA HATMYHOCT Ha
MHXHOUTOpHATa akTHBHOCT 32 HMG-CoA peaykTazara e npubausutenno 30%. Huckara cuctemHa
HANMMYHOCT C€ OTAABA HA MPECHCTEMEH KIHPBLHC B FaCTPOMHTECTHHAIHATA MYKO3a H/HTH Ha first-pass
MeTabOo/M3BM B YepHHUS Apob.

PaznpenencHue
Cpennnar o0em Ha pasnpezeneHHe Ha aTOPBACTATHH € mpubnusuTento 381 L. AtopeacTraTun ce

CBBp3Ba ¢ IJIa3MEHHUTEe MpoTeulH B ~98%.

buorpancgopmaums

AropBacTatuH ce MeTabonusupa ot nutToxpom P-450 3A4 1o opro- M napaxuapOKCHIHPaHH
ACPHBATH M PA3JIHYHM OCTa-OKMCIMTEIHY IpoAYKTH. OCBEH APYrHTE MBTHIIA, TE3H JIEKAPCTBA CE
METabONM3UPaT JOMBIHHTENHO Ype3 MoKy poHupare. In vitro upxubuimsata Ha HMG-CoA
penyKTasaTta OT OpTO- M MapaXUAPOKCHIAPAHUTE MeTabOJTHTH € eKHBAJIEHTHA Ha Ta3H OT
aropsacTaTHH. [Ipubnusurenno 70% ot uMpKyHpaliiata MAXHOGUTOpHA akTHBHOCT 3a HMG-CoA
pedyKras3ara ce OTJAaBa Ha aKTHBHHTE MeTabomIuTH.

EnuMHHHpaHe |
ATOpBACTATHH C€ H3TBYBA NPEAUMHO C XJIBUKATA CIISH XENAaTajleH H/HIH eKcTpaxenaTaneH

meTabommapM. Msrnexna, obade, e aTOPBaCTATHH HE MIPETHPITARA 3HAUWTENHA CHTEPOXENATANHA
perpKyaanus. CpeIHHAT IL1a3MeH NOMTY)KHBOT HA aTOPBACTATHH IPH XOpa € npubnmzutento 14
yaca. [lonyxxuBoTsT Ha MEHXHMOMTOpHAaTa akTHBHOCT 3a HMG-CoA peaykrasara € npubausutenno 20
A0 30 Jaca mopanM y4acTHeTO Ha aKTHBHHTE MeTabouTH.

CrelHaJay NonyalHHe

Bw3pacmnu nayuenmu.
[I1a3sMeHHTE KOHLIEHTPalMK Ha ATOPBACTATHH M HETOBMTE aKTHBHU METaBOIHTH ¢a MO-BUCOKY,

3APABH XOpa B HAaNpeaHana BL3PacT, OTKOJIKOTO NPH MIa/(4 ALMEHTH, a eQEKTHTE 110 OTHOIHE
JHIHAKTE ¢4 CPABHAMH ¢ TE€3H NPH MO-MIAIH NALHEHTH.

Heduampuuna nonyaauus:
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B ortBopeno, 8-ceamMuyHO NpoyuBane, neAHATPHYHH NAUMEHTH (Ha Bb3pacT 6-17 roaunn) 1 craguii
noTanner (N=15) u Cranuii no Tanner >2 (N=24) ¢ xeTepo3urorsa pamMuisa
XHNEPXOJIECTEPOIEMHA H OCHOBHHU CcTOMHOCTH Ha LDL-C >4 mmol/L ca nekyBanu ¢ 5 wiu

10 mg TabnieTkH 3a AbBYEHE HITH ChOTBeTHO 10 vm 20 mg GunMupany TabaeTKH ATOPBACTATUH
BEIHBK AHEBHO. ENHHCTBEHATA 3HAUUTEITHA TIPOMSAHE BbB ()APMAKOKHHETHUYHHS MOJIEN HA
NOMyJIAUMATA JISKYBaHA ¢ aTOPBACTaTUH, € TeJleCHaTa Maca. JpaTHHAT KIMPBHC NIPH NeAHATPUYHH
NALMEHTH Ce ABsABA NOA00EH Ha TO3H MPH BBE3PACTHH CJIER ANTOMETPUYHO H3MEPBAHE HA TEECHOTO
Terno. CroTeeTHO HamManeHne Ha LDL-xonectepon u TC e 6110 YCTaHOBEHO CJIE JICUEHHETO ¢
aTOPBAaCTATHH H O-XHAPOKCHATOPBACTATHH.,

1oy KOHUECHTpallMHTE Ha aTOPBACTATHH U HETOBHTE AKTHBHH META0OJIHTH IPH XKEHHTE Ce
pa3IM4aBaT OT T€3H NPH MBXKETE (3keHU: NPpHOIH3uTENnHO ¢ 20% No-BHUCOKH 3a C_, ¥ ¢ okono 10% ro-
HUCKH 32 AUC). Te3n pasnuky HAMAT KIHHAYHO 3HAYEHHE ¥ HAMA KIMHUYHO 3HAYHMH PA3/IMKH

MEXIY €(PEeKTHTE 1Mo OTHOUISHHE Ha IMNMINTE TIPH MBXKE H KESHH.

bvbpeunu napyvuenus:
br0OpeunnTe 3a00n5BaHNA HAMAT BIIHAHKE BHPXY IJIa3MEHHTE KOHUEHTPALMK WK BbPXY JHITHAHUTE
¢(EeKTH Ha aTOpBaCTaTHH U HETOBHTE aKTHBHH MeTabONHTH.

HYeproopobuu napywenua: TlnasMeHHTe KOHIEHTPANWA Ha ATOPBACTATHH M HETOBHTE aKTHBHH
METa0OIHTH ca 3HAMHTENHO NO-BUCOKK (NpHbmu3uTento 16 meTH 33 C . B 11 nera 3a AUC) pu
NALMEHTH ¢ XPOHHUYHA ANIKOXOMHA yepHoApobHa Goneet (Child-Pugh B).

SLOCIBI nonumopguzom.

Yeproapobroto 3axpamane Ha Beuukd HMG-CoA-pefykrasHH HHXHOHTODH, BKIIOUHTEIHO
aTOPBACTATHH, ¢C& W3BBPIWEBA mocpencTroM OATP1B1 tpancnopren nporenn. Ilpn nammesTy cbe
SLOCIB1 nonumopdH3BM HMa pHCK OT NOBHILEHA €KCTIO3HMS Ha aATOPBACTATHH, KOETO MOXE Ja
AOBENE 10 NOBHINECH PHCK OT pabaomuonusa (Bx. Touka 4.4). [TonumopdusmeT npH reHa, Kogupatl
OATP1B! (SLOC1BI c. 521CC) e cBBp2aH ¢ 2.4 IETH I0-BUCOKA CHCTEMHA HATMYHOCT Ha
aropsacTaTu (AUC) B cpaBHeHHE ¢ MHAHBHAH Oe3 T031 reHoTHNEH BapHaHT (c. 521CC). Ipu re3u
MALHEHTH € Bb3MOXKHO CBIllO FEHETHYHO /14 € HapYIIEHO YepHOAPOOHOTO 3aXBaiiaHe Ha
aTopBacTaTHH. BR3MOXKHHTE NOCTeACTBUA BHPXY €(DUKACHOCTTA Ca HEH3BECTHH.

5.3. IpexkauuHYHH AannH 3a Ge30MacHOCT

ATOpPBAacTaTHH HE € NIOKa3a/l MyTareHeH WIH KIacTOreHeH noTeHuMan B Gatepus ot 4 in vitro Tectose
¥ B €IUH aHAJIK3 in VIVO. ATOPBACTaTHH HE € KAHIIEPOTreHeH 3a ILTbX0BE, HO MPH NpU/IaraHe Ha
BHCOKH J03H NMPX MHIUKH (NoBeH A0 6-11 mbTH no-sucoku cToiiHocT Ha AUC (0 mo 24 yaca) B
CPaBHCHHE C Te3W MpH XOpa, NPHEMaIH Hal-BHCOKaTa NPEIOPBYMTENHA 103a) Ca C€ MOSBHWIM ClTydaH
Ha XCMATOUCIyNapeH aXCHOM NMPH MEXKHUTE M XeNaToLEyIapeH KApLUHXHOM IPH XEHCKHTE XXHUBOTHHU.
MiMa naHHM OT Mpoy4BaHHs MpH KUBOTHH, Ye¢ HMG-CoA-peayKTasHHTE MHXHOUTOPH MOXKE Aa
BJIHASAT BBPXY pa3BHTHETO HA eMOpuonuTe M derycure, [IpH nbxoBe, 3aifilin ¥ KydeTa aTOpBaCTaTHH
HAMA €(eKT BbpXYy (EePTHIHNTETA H HE € TEPATOTeHeH, HO IPH TOKCHYHH 3a MaiKaTa JO03H, NPH
TUTBEXOBE H 32l e HabmonaraHa deTanHa TOKCHYHOCT. Pa3BUTHETO HA NMOKONEHHETO NIPH IITHXOBE €
3a04BCHO ¥ NOCTHATAIHOTO OLENMBAHE HAMANECHO NIPH EKCIMO3HIMSA HA MAHKATA Ha BUCOKH JI03HM
aroppacTaTH. [Ipu nTpX0BE HMa AOKA3aTENCTBO 38 NIPEMHHABAHE Ha JIEKAPCTBOTO Mpe3 NIALCHTaTa.
[Ipn msX0OBe IUIa3MEHHTE KOHLEHTPALIMH Ha TOPBACTATHH ¢ca OJIM3KH 10 Te3u B MITAKoTO, He e
H3BECTHO JANTM aTOPBACTATHH H HETOBHTE METabONHTH C¢ SKCKPETUPAT B KbpMara.

6. PAPMALEBTHYHHA NAHHHU

6.1. CouChK HA MOMOLIHHTE BelleCTBA

Hopo
Kanmues kapboHar
MukpokpucTanHa uenynosa (E460)
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JlakTo3a MOHOXHOpAT
HacTHyHO 3aMecTeHa XHUAPOKCHIIPOMHILIENY/I032
[Tosumon K12

KonougeH 0e3poaeH CHIHLKEB JHOKCHI,
Marnezues creapar (E 572)

Hoxpumue
XunpoMenosza (E464)

Makporoa 6000

TuranoB auoxcHn (E171)

Tank

XBat xkeneseH okcun (E172)

JlakTo3a MOHOXHAOpaT

6.2. HecnBMmecTHMOCTH

He ca usBecTHu.

6.3. Cpok Ba rogHocTt

2 roguHu

0.4. CnenmanHn yc/10BAs HA CEXPAHEHHE
To3n nexapeTBEH NMpOAYKT HE M3HCKBA CIIELIMANHE YCIOBUSA 34 ChXPaHSHHE

6.5. Bua ¥ cpabpikaHue HA ONAKOBKATA

OPA/AI/PVC//Al Gnuctep, KapTOHEHA KYTHS
Pasmep Ha onakoskara: 10, 14, 15, 28, 30, 50, 56, 60, 90, 98, 100 unu 200 punmupanu TaBAETKH.

He Bcnvky BHIOBe OnakoBKH Morar Aa 6bAaT NycHaTH B Npogaxba.

6.6. Cnenuaanu npeaAnasHH MepPKH NPH A3XBbpIAHE
HsiMa crienvaniu u3ncxBaHus.

7. IIPHTEXKATEJI HA PASPEINTEHUETO 3A YIIOTPEGA

ZENTIVA ks,

U Kabelovny 130
102 37 Prague 10,
Yeuika Perybnuka

8. HOMEPA HA PA3PELIEHHETO 3A YIIOTPEBA
20150168

9. JATA HA ITbPBO PA3PEIIIABAHE 3A YIIOTPEFA HA JIEKAPCTBEHUSA IPOIYKT
26/05/2015

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA
Mait 2015

22



