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KPATKA XAPAKTEPHCTHKA

| HUME HA JIEKAPCTBEHUA ITPOAYKT

Topsasuu Iaioc 10 mg/10 mg Tebpam xkancynu
Topsauu I1moc 20 mg/10 mg TBbpAH Kancyny
Topsa3sus [1lmoc 40 mg/10 mg TBbpAM Kancyny

Torvazin Plus 10 mg/10 mg hard capsules
Torvazin Plus 20 mg/10 mg hard capsules
Torvazin Plus 40 mg/10 mg hard capsules

2. KAYECTBEH H KOJIHUYECTBEH CbCTAB

Topeasun [noc 10 mg/10 mg TBRpAM KANCYAH
Beska TBbpaa kancyna cbaspka 10 mg of atopBactatun (aforvastatin) (kato aTopBacTaTHH KallMil

Tpuxuapat) H 10 mg ezetumub (ezetimibe).

Toprainn [moc 20 mg/10 mg TBEpAN Kancyau

Besaka TBbpaa kancyna cbabpka 20 mg of atopBacTaThH (aforvastatin) (KATO aTOPBACTATHH KaJTLUMH
Tpuxuapat) U 10 mg esetumud (ezetimibe).

Topsasux INmoc 40 mg/10 mg TBLpAK KanCyau
Beska Tsbpaa kancyna ceabpxa 40 mg of aropeacTaTHH (atorvastatin) (KaTo aTOPBACTATHH KATLMH

TpuxuApaT) U 10 mg esetuMud (ezetimibe).

TTOMOILHO BELLIECTBO ¢ U3BECTHO ACHCTBHE
Topeasun [1noc 10 mg/10 mg TBHpAK kancysin: BCAKa KANCyna Chabpxa 13 mg 3axaposa.

Topgrasuu [lntoc 20 mg/10 mg TBEpAK Kancynu: BcAKa Kancysa chaAbpka 26 mg 3axapo3a.
Topsa3snx [lntoc 40 mg/10 mg TebpAM kancynu: BCAKa Kancyna chabpxa S1.5 mg 3axaposa.

3a NBJAHUA CTHCBHK HA NOMOLLLHHTE BELIECTBA BHXKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Kancynu, Teppau

Topea3ud [aoc 10 mg/10 mg TBLPAK KANCYIIH:

Tebpaa XkenaTvHOBa Kancyna, 6e3 obo3HaueHua, caMo3aTBapawa ce, pasmep 0, ¢ KapaMeneHo Ha LBAT
Kanaue H XbJTO TA10, ChAbPAKallla NeneTH u eHa Tabnerka.

Topsa3sus Imoc 20 mg/10 mg TBLPAK KANCYIH:

Tebpaa xkenaruHoBa kancyna, 6e3 0bo3HaueHus, caMo3arBapslla ce, pasmep 0, ¢ yepBeHHKaBo-KadaBO Ha
UBAT Kanadye ¥ XbJTO TANO, ChABPAKALLA NEeNeTH W eaHa TabneTka.

Topaasus [1moc 40 mg/10 mg TRHPAN KANCYIN:
Tebpaa kenaTHHOBA Kancyna, 6e3 obozHauenus, camo3areapalua ce, pasmep 0, ¢ TbMHO Kad
Kanaue H XbJTO T10, ChbAbpKallla negeTH B eaHa Tabaerka.

[TenHEX HA Kancyara



ATtoppactaTH IR nenetu:
Ilenetu B cepuyHa popma

Eserumn6 10 mg Tabnerka:
Ennxa xpbria, nnocka tabnerka cbC ckoceHH prboBe, cbe CTHAN3HpaH Haanuc ,,E“ oT eaHaTa cTpaHa v
012" oT Apyrara cTpaHa.

4. KIJHHHUYHH JAHHH
4.1 TepaneBTHYHA NOKA3aHHA

Topsa3us Inroc TBLPAH KancyJin € noxKa3aH Kato J00aBka KbM JHETATa KATO 3aMECTBalla Tepanus 3a
JieYeHHe Ha Bb3PacTHH C MbPBHYHA (XeTepo3HrorHa damMuiHa H HedaMHNHA) XHIIEPXONECTEPONEMHA HIH
kOMOHHMpaHa (CMeceHa) XHIIEPIHNHAEMHEA, a1€KBATHO KOHTPONHPaHH OT OTAETHHTE BELLECTRa,
MPHEMAHH €AHOBPEMEHHO B CHILUTE J03H KATO Te3d Ha PUKcHpaHaTa KOMOHHALKA.

4.2 [lo3npoBka H HAYHEH HA OPHJAOKEHRRE

HOQH POBKa

[MauueHTHT TpsOBa Aa € Ha NoAXoAALIA AKEeTa 3a NOHHXKaBaHe Ha IMNHAMTE H TPAOBa Ja MPOABIKH TasH
AHETa MO BPEME Ha JICYEHHUETO C TO3M JIEKapCTBEH NPOAYKT.

I[IpenopbuHTEnHaTa AHEBHA 1034 € €/1HA Kancy/a oT JaAeHaTa KOHUEHTpaLua, CbC WK 0es XpaHa.

TopeasuH [lnroc He e noaxoadLl 33 HA4AIHO JedeHre. 3ano4BaHe Ha JieueHHe WIH KOPEKLMA Ha fo3aTa,
aKko e HeoOX0a1Mo, cnesiBa Aa C€ H3BBPILBA CaMO ¢ MOHOKOMIIOHEHTHH NPOAYKTH, H Cjlef ONPeaensHe Ha
NOAXOAALIKTE NO3H, aKO € Bb3MOXKHO Za ce NNpeMHHE KbM (PHKCHpaHaTa KOMOHHALKA ¢ NOAXOAAILA
KOHLEHTPAlHA.

EOrOBpEeMEHNO NPUNOIICERE CBC CEKBECMPARMU HA HCIBYHUME KUCERURY
JlekapcTBeHHAT NPOAYKT TpAOBa Aa ce MpHeMa HIHK >2 Yaca NpeaH HIH >4 yaca clie] MPUI0XKEHHE Ha
CEKBECTPAHT Ha AUTbYHHTE KHCEJIMHH.

Eonoepemenno npunodcenue ¢ opy2u rexapcmea
[1py nauneHTH, NpHeMAalld AHTHBHPYCHH CPEICTBA 3a neueHne Ha xenatut C enbacBup/rpasonpesup Uiu
NeTepMOBHP 3a NpodHIAKTHKA HAa LIHTOMEralnoBHpycHa HHdekuna eqHoBpeMenHo ¢ Topeasun [Liioc,

7034aTa Ha aTOPBACTATHH B TO3H JIEKAPCTBEH NPOLYKT He TpAOBa aa Haasuwiara 20 mg/neH (BxK. ToukH 4.4
H 4.5).

YnoTtpebara Ha aTOPBACTATHH HE CE€ NPENOPbLYBA NPH NALMEHTH, IPHEMALIH JIETEPMOBHP €HOBPEMEHHO
¢ UMKI0COPHH (BX. TOUKH 4.4 W 4.5).

Cmapuecka év3pacm
He ce Hanara KopekUHa Ha A03aTa NPH MALKMEHTH B CTAPYECKa Bb3pacT (BXK. TOYKa 5.2).

[Teduampuyna nonyaayus
bezonacHocTTa ¥ edukacHocTTa Ha TopBasuH Ilnioc npy Aeua M 0HOWH Noa 18 roguHy He
yCTaHOBEHH (BX. Touka 5.1). JInnceaTt nanHy.




Yeprodpobro yepecoarne

Topsa3sux Ilmoc Tpsadpa Aa ce H3noa3Ba ¢ NOBHLICHO BHUMAHKE NPH NALUMEHTH C YepHOAPOOHO
yBpexaaHe (BX. ToukHd 4.4 » 5.2). To3n nekapcTBeH NpoayKT € NPOTHBONOKA3aH MPH MALIMEHTH C
aKTHBHO 4epHOApoOHO 3abonsaBaHe (BX. Touka 4.3).

bvbpeuno yapexcoane
He ce Hanara kopekius Ha 103aTa NpH naunenTd ¢ 6b0peuHo yBpexaane (Bx. Touka 5.2).

HauyHH Ha npunoxeHHe
3a nepopasiHO MPHIOKEHNE,

Topeasnn [moc Moxe 1a ce npunara KaTo €IHHHYHA J103a 110 BCAKO BPEME HA NieHd, ChC HNM Oe3 XpaHa.
4.3 [IlIpoTHRONOKA3aHHS

Topsa3ux [L110¢ € mpoTHBONOKA3aH:

— NPH NMaUHEHTH CbC CBPbXUYBCTBHTEIHOCT KbM aKTUBHOTO BELLECTBO WM KbM HAKOE OT
NOMOIIHHTE BeLIEeCTBa, H30pOeHH B TO4Ka 6.1.

— MPH NALHEHTH C aKTHBHO YepHOAPOOHO 3abonsBaHe UNH HEH3ACHEHO NMEPCHCTHPALIO MOBHLIEHHE
Ha CEpYMHHTE TPAHCAMHHA3M, HAABHLIABALIO 3 ITHTH ropHaTa rpaHuua Ha HopMara (I'T H).

- 1o BpeMe Ha OpeMEHHOCT, KbpPMEHE H TIPH KeHH C AETEPOAEH NOTEHLIHAN, KOHTO HE H3NON3BaT
MOAXOAAL METOA Ha KOHTpaLenuus (Bx. Touka 4.6).

~ NpH NMallHEHTH, IEKYBaHH C aHTHBHPYCHHTE CPEACTBA rneKkanpeBup/nUOpeHTacBHP 34 IeYeHHe Ha
xenatut C.

4.4 CnennajBd npegynpekIcHHS H NpeaARa3ER MePKH NpH ynoTpeba

Muonatus/Pabaromuonusa
Topsa3uH [1n10C chabpka aTOPBacTATHH, ATOPBACcTaTHH, KAaTO APYrH HHXHOHTOpH Ha HMG-CoA

pelyKTa3aTa, B pCIKH CIY4YaH MOXE [1a 3aCErHE CKENETHUTE MYCKYJIH H Ja IPUYHHH MHANTNS, MHO3HT K
MHOMATHA, KOATO MOXE A4 NporpecHpa Ao pabaoMHOIN3a, NOTEHUHANTHO XHBOTO3ACTPalLaBalLo
CbCTOSIHHE, XapaKTepH3HPpalLo Ce ChC 3HAYHTENTHO MTOBHLLIABaHe HA HUBaTa Ha KpeaTHH(ochoxHHa3aTa
(K®K) (>10 mbTn I'TH), Muornobunemus u muornobuHypus, KOHTO Moxke aa fosexat o 6x6peuna
HEAGCTATBLYHOCT.

B Hakonko ciayuas ce croOuiaa, e CTATHHHTE HHAYUHpAT de novo HAK BIOLIABAT Beye ChILECTBYBallla
MHacCTEHHS rpaBHC HIH O4YHA MHacTeHud (Bx. Touka 4.8). IIpunoxenrero Ha Topea3und natoc Tpabea na
Ce Clpe B ciydan Ha BaollaBaHe Ha CHMITOMHTE. FiIMa chobuieHus 3a peunaue npy (TOBTOPHO)
MpHJIaraHe Ha ChLUHA UIH pa3finyeH CTaTHH,

B nocTMapKeTHHroB OnuT ¢ e3eTUMHO ca OMnu noKnaaBaHe cny4an Ha MHONATHA ¥ pabIoOMHONH3A.
[ToBeyeTo NaUHEHTH, NPH KOUTO ce € pa3Buna pabaoMHoIN3a, ca NPUEMANH CTATHH €AHOBPEMEHHO C
e3eTHMHO. Pabnomuonnia obaye e Ouna poxnaasaHa MHOTO PALKO NPH MOHOTEpANHA C €36TUMHO U
MHOFO pAIKO fipK AobaBsHe Ha e3eTHMHUO KbM ApyrH NPOAYKTH, 338 KOHTO € H3IBECTHO, Y€ MOBHIIABAT
pucka ot pabaoMuonusa.

[Ipeou navanomo na aeyeruemo
Topsasun Ilmoc Tpabea xa ce npeanucsa ¢ NOBHLIEHO BHHMaHHE NMPH MAUHKEHTH ¢ Npeapa3nonaraiy
dakTops KbM pabaomuonnia. Husoro Ha KOK 1pabsa xa 6bae H3MepeHo Npean HAYalIoTo H
B CNEAHUTE CHTYALHH:;

- OBOpeuHo yBpexaaHe

- XUITOTUPEOHIUIBM

- UHAMBUAYATHA UITK PpaMIIIHE aHaMHe3a 3a HACNIEACTBEHH MYCKY/THHA HapyILEHH
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— NPEeAXOXKAALIA aHAMHE3a 33 MYCKYJ/IHA TOKCHYHOCT NpPH H3NON3BAHETO HA CTATHH WK dubpar

- npeaxoxaallla aHaMHe3a Ha YepHoaApoOHo 3abonaBaHe H/HAH KOraTo ca KOHCYMHPAaHH 3HAYHTENHH
KOJIHYECTBA ANKOXO0J

- NpU NALMEHTH B CTAPUECKa Bb3pacT (Bb3pacT >70 roanHH), HeoOX0AMMOCTTA OT TAKHBA MEPKH
Tpa0Ba Aa ce OOMHCHH B 3aBHCHMOCT OT HAJTHYHETO Ha APYrH Npexpasnonaralii GakTopH 3a
pabaoMuonu3a

- CHTYaLHH, MPH KOHTO MOXeE Ja Bb3HHKHE NMOBULLABAHE HA NNIa3MeHHTe HUBA, KaTo B3aHMoaelcTBHS
(B, TOUKa 4.5) H CNEeuHalIHH NOMYJIAUKH, BKIIOMHTENHO H FEHETHYHH cyOnonynanuy (Bx. Touka

5.2)

[1pn TakHBa CHTyaLHH, pHCKDBT OT IPOBEXKAAHE HA NeyeHue TpAOBa Ja ce OLeHABa CIIPIMO BEPOATHHTE
OGnaronpHATHH pPe3ynTaTH, KaTo ce NPenopbyuBa KIHHHYHO NPOCNEASBAHE.

Axo cToinocTHTEe Ha KPK ca 3HauHTenHo nosuuieny (>S5 muth 'TH) B HayanoTo, He TpabBa na ce
3aMno4Ba JIeYeHHE.

Onpeodensne na xpeamungocoxunazama

Kpeatutdocdokunasara (KPK) ne tpabpa 1a ce onpeaens cnea rexxu ¢U3HUECKH HATOBAPBAHHA HITH
NMPH HATHYHETO Ha APYTH BEPOATHH ANITEPHATHBHH NPHUHHH 38 noBHlleHHe Ha KOK, Tobit kaTo B Te3H
Clly4aH HHTEPNpETAUHATA HA YCTAHOBEHHTE CTONHOCTH € 3aTpydHeHa.

Axo u3xoanute croitHoctH Ma KOK ca 3HayuTenHo nosviuenu (>5 nvth I'TH), onpeaenanero na
CTOHHOCTHTE clieBa Aa ObAe MOBTOPEHO B paAMKHUTE Ha 5 10 7 IHH NO-KbCHO 3a MOTBHPXACHHE Ha
NONYyYEHUTE pe3y/ITaTH.

I1o epeme na nevenuemo

¢ [launentuTe TPaOBa na ObaaT ypeaoMeHH, ye € HeoOXoauMo He3abaBHO a CLOOLIABAT 3a Beaka Gonka
B MYCKYJNHTE, KPaMIIH WIH ¢1abocT, 0cobeHOo aKo ca NpHApPYKEHH OT HEPA3MoNOKeHHE HIH BHCOKA
TeMneparTypa.

* AKO no BpeMe Ha JieueHHe Ha nauuenT ¢ Topeasun [1110C ce nogBAT TakuBa CHMIITOMH, HETOBHTE
ruBa Ha KOK tpabBa na 6paaT u3MepeHH. AKO C€ YCTAHOBH, 4e Te3W HHBA ca 3HAYMTEIHO NOBHILEHH
(>S5 mvT I'TH), neuenuero Tpabsa na 6vae npexpaTeHo.

® AKO MYCKYJIHHTE CHMIITOMH C& CEPHO3HH H NPHUHHABAT €XeAHEBHO AMCKOMQOPT, AOPH H
crofiHocTHTE HA8 K@K na ca 3aBuuienn no <5 nbti ['TH, Tpabea na ce 06MHcn npekparssaHe Ha
JIEYEHHETO.

o [Ipu H3ue3paHe HA CHMNTOMHTE H HOpMaJlH3HpaHe Ha ctoiHocTHTe Ha KDK, Moxe aa ce 3anoyne
OTHOBO JIEYEHHE C aTOPBACTATHH HNH C ApPYT NEKAPCTBEH NPOAYKT, KOHTO ChbIbpXa CTaTHH, KaTo ce
CTapTHpa ¢ Hal-HHCKaTa A03a H NPH CTPHKTHO NPOCNeaABaHe.

e Jleyenuero ¢ TopaasuH [1110C TpabBa fa ce npeycTaHOBH, axo ce NOABH KIHHHUHO 3HAYHUMO
nosuiuasaHe Ha CTOHHOCTHTEe Ha KK (>10 mutu I'TH) nau ako € anarHocTHUMpaHa MK NOJ03MPaHa
pabaomMuonu3a.

¢ [lo Bpeme Ha HAH Clejl JIEYEHHE C HRKOH CTATHHH € HMaJI0 MHOTO PeiIkH chobilenud 3a
HMYHOMeanHpaHa HekpoTH3npaula Muonatis (HMHM). Knuanuno MMHM ce xapaktepusupa ¢
nepcHcTHpallla MPOKCHMANHA MYCKYJTHa ctabocT U NOBHILUEHH CEpYMHH HHMBA Ha KPEaTHH KMHA3aTa,
KOKWTO NEPCUCTHPAT BBNPEKH NPEKPATABAHETO HA JICUCHHETO CbC CTATHHH, NONOXHTENHH aHTH-HMG
CoA peayKTa3sHM aHTHTENa H OAOOPEeHHE ¢ MMYHOCYNIPECKBHH CPECTBA.

HOBPEMEHHO NeueHHe C APYLH JEKAPCTBEHH 1 KTH
[Topanu HanMYNeTO Ha aTOPBACcTAaTHH KaTto KoMnoHeHT Ha Topsasuu [1nt0¢, pHcksT OT paﬁ,n ae
MOBHLLEH, KOTaTo TO3H JIEKAPCTBEH NIPONYKT CE NPHAra e1HOBPEMEHHO C OrpenienenH NEKsACTonting 1),

NPpOAYKTH, KOHTO MOXE Na NMOBHINAT IJ1a3MCHAaTa KOHUCHTpallH! Ha aTOpPBACTaTHH, KaTo MQRE )

/

HEXHOHTOPH Ha CYP3A4 unn TpaHCNOPTHH NPOTEHHHU (HAaNp. UKKIOCTOPHH, TENTHTPONAKR]



nerepmoBup 1 HIV npoteasun HHXHOHTOPH, BKIIOUHTENHO PHTOHABHUP, JIONHHABAD, ATA3aHABHD,
HHAHHABHD, AapYHABHD, THIPAHABHD/PHTORABHP H Ap.). PHCKBT OT MHONATHA CHILO MOXe 1a Obae
NoBHIIEH NPH €AHOBpeMeHHaTa ynoTpeba ¢ reMpuOpo3un u Apyru npon3soaHn Ha GUOPHHOBA KHCENHHA,
AHTHBHPYCHH CpeacTBa 3a nedeHne Ha xenatut C (HCV) (nanp. Gouenpesup, Tenanpesup,
€n0acBHp/rpas’onpeBup, JeAHNacBUp/codGocOyBHp), EPHTPOMHULIMH, HHALKHH HIH e3eTUMKHO. AKO e
Bb3MOXHO, TPAOBA Aa ce OOMHCNST anTepHATHBHH (HEeB3aUMOASHCTRAILH) TEpanHH BMECTO TE3H
NeKapcTBeHH NpoaykTH. (Bx. Touka 4.8.)

B ciyuanTe, KOraTo €AHOBPEMEHHOTO NPHIOXEHHE HA T3 IEKApCTBEHH NPoAyKTH ¢ TopsasuH [Tmoc e
HaJI0OXKHTENHO, NOJI3aTa H PUCKBT OT €HOBPEMEHHO JiedeHHe TpaOBa BHUMaTenHo aa ce obmMucnu. Korato
NAUMCHTH NPHEMAT IEKapCTBEHH NMPOAYKTH, KOHTO NOBHIUABAT NNA3MEHATA KOHUEHTPALHA Ha
aToOpBAaCTaTHH, C€ NpENopbYBa NO-HUCKATA MakCMManHa A03a TopsasuH [lnioc. B nonbnHenue, B cayuaii
Ha MOWHH CYP3A4 unxuOUTOPH, NO-HHCKATA HAYalHa A03a Ha aTOPBACTaTHH TpabBa Aa ce OBMHCIH H
C€ NpenopbyBa NOAXOAALLO KTUHHYHO NPOCIEAABAHE HA Te3H NalHeHTH (BX. Touka 4.5).

ATOpBACTaTHH He TPAOBA la Ce NpUNara eIHOBPEMEHHO ¢ (hy3uI0Ba KHCENUHA 38 CHCTEMHO NPHIOKEHHE
WK B pAMKHTE Ha 7 IHH Clle/\ IPEYCTAHOBABAHE Ha NEYEHHETO ¢ Gy3nn0Ba KHucennHa. [pu nauxeHTH,
NpH KOHTO CHCTEMHAaTa ynotpeda Ha ¢y3nnona KHCENHHA e KpaliHo HeoOX0AHMA, JICHEHHETO ChC CTATHH
TpA0Ba Ja ce NpeyCcTaHOBH N0 BpeMe Ha NedeHHeTo ¢ Gpy3uaosa kucennna. [pu naunenTu, npuemaiyy
(y3un0Ba KUCENHHa ¥ CTATHHH B KOMOHHaIMs, ca choblapany ciy4an Ha pabaoMHOIN3a (BKIIOYHTENHO
HAKOM ¢ daTaneH u3xon) (Bx. Touxa 4.5). [Naumentrre TpabBa aa 6bAaT NOCHBETBAHH He3abaBHO a
MOTBPCAT MEAHLIHHCKA MOMOLL, aKO H3NHTAT HAKAKBH CHMIITOMH Ha MYCKYJTHa cnaboct, 6onka uiu
Oone3HeHOCT.

JleyeHHeTO CbC CTATHH MOXeE Aa be Bb3CTAHOBEHO CEleM AHHM Cllefl NOCAeHaTa 1032 Ha Qy3HI0Ba
KHCENHHa.

B peaxu cayuau, korato ce Hanara npoAb/DKHTENHa CHCTEMHa yrioTpeba Ha y3unoBa KncenHHa, Hanp. 3a
NleyeHKe Ha TEXKH HHPpeKUHH, HeOB6X0IHMOCTTa OT eAHOBPEMEHHO NpUNOKeHHe Ha TopeasuH [moc ¢
$y3unoBa kucenuna Tpabea fa ce o6MHUCIH 3a BceKH KOHKPETEH Cy4all MOOTAENHO O CTPHKTHO
nexapcko HabmoaeHue.

PHCKBT OT MHONATHA W/UM pabnOMHONH3a MOXKeE /ia Ce NOBHLIN NPH €AHOBPEMEHHO MPHJIOKEHHE Ha
HMG-CoA peayktasHH HHXHOWTOPH (Hanp. aTOpBACTATHH) M AANTOMHUHH (BX. Touka 4.5). Tpabsa 1a ce
0OMHKCIIH BpEMEHHO crniHpaHe Ha Topsasud [1moc nNpu nauueHTH, NpHEMAalL JaNTOMHLIHH, OCBEH aKO
[MOJI3UTE OT €AHOBPEMEHHOTO NPHIOKEHHE HE NPEBHILIABAT PHCKA. AKO €IHOBPEMEHHOTO NPHNOKEHHE HE
Moxe aa Obae usbernaro, HuBara Ha CK TpsOra na ce usMepsar 2-3 NbTH CEAMHYHO U NMALHEHTHTE
TpabBa na ObAAT BHHMATENHO HAGMIONaBAHY 33 BCAKAKBH MPH3HALM HAH CUMIITOMH, KOUTO G1Xa MOrau
Aa NpeACTaBNABAT MHONATHA.

YepHo HH eH3IHMH
[TpH KOHTPONHPAHH U3NHTBAHHA 38 KOMOHHHpaHa Tepanus MPpH NaLHEeHTH, NOJYYaRallH e3eTHMHO U

CTaTHH, € 610 Hab10AaBAHO NOC/IEABAIIO NOBUILABAHE HA CTOHHOCTHTE Ha TPaHCAMHHA3MTe (>3 mbTH
[TH) (Bxk. Touka 4.8).

Tpabsa na ce W3BLPLWIBAT YEPHOAPOOHH hYHKIIHOHANIHH TECTOBE NPEJH 3aMIOYBAHE HA JIEYEHHETO H
MEPHOAHYHO cel ToBa. [1auMeHTH, KOHTO Pa3BHAT HAKAKBH NPU3HALIA WIIH CHMNTOMH, NPeANoNaraiiy
yBpexjaHe Ha YepHua apob Tpabsa na npoeenat yepHoapobHH dyHkuMoHaNHK TecToBe. [TauuenTh, npu
KOMTO Ce NOBHIABAT CTORHOCTHTE HAa TpPaHCAMHHA3KTE TpAbBa fa ObAAT NpocaeAaBaHH 0 W3Ue3BaHe Ha
OTKJIOHEHHETO (OTKIOHEHH). B cayvalt, ye noBuiaBaHeTo Ha TpaHcaMuHa3uTe Hax 3 mbTH [ TH

To3n nexapcTBed NpoaykT TpabBa Aa ce H3NO03BA C NOBUILEHO BHHMAHHE MPH NALHEHT
KOHCYMHKPaT 3Ha4YHTEIHH KOJIHYECTBAa AIKOXO0J H/HUIH HMAT NPEeIXOkKAAI0 YePHOAPOOH



Uepnoapobuo yBpexaHe
[lopaan HEH3BECTHH e(PEKTH NPH NPOABLDKHTENHA €KCMOZHLUHNA Ha €3eTHMHO NMpPH NALMEeHTH C yMepeHa

HITH TEXKKa M0 cTened YepHoaApobHo yBpexaane, TopeasuH [lnoc He ce npenopbusa (BX. Toyka 5.2).

DubpatH
be30nacHOCTTa H €PUKACHOCTTA Ha €3€THMHO NPHNOXKEH eAHOBpeMEHHO ¢ GUOpaTH He Ca YCTAHOBEHH.

[Tpy cbMHEHHA 33 XONEAUTHA3A NPH NAUHEHTH, NpHeMallH, npueMawii e3eTUMUG n hedodubpar, ca

MOKa3aHH H3CNeIBaHHA Ha XITbYHHS MEXYD H TOBA JieueHHe TpaOna fa Obae npeycTaHOBEHO (BX. TOMKH
4.5n4.8).

uﬂ KNoCTOPHH

Heobx0aMMo e NoBKLICHO BHHMaHHE NIPH 3aM0YBAHE Ha NIEYEHHETO ¢ TO3M JIEKAPCTBEH NPOAYKT NpH
onpezensHe Ha UHKIocTIOpHH. KoHUeHTpaLMHTe Ha UMKIOCTIOPUH TPaOBa Aa 6bAaT npocneAsBaHu NpH

nalueHTH, npuemamu TopeasuH [1n10¢ u unknocnopun (Bx. Touka 4.5).

AHTHKOAI'YIAHTH
Axko Topsasux I1moc ce npubaBH KbM BapgapHH, Apyr KyMapHHOB aHTHKOAT'YIaHT UJTH PIYHHAMOH,

MEXAYHaApOAHOTO HOpManK3HpaHo cboTHOWIEHHE (INR) TpabBa aa 6bae koHTpONKUpaHo NO NOAX0AALI
HauHH (BXK. Touka 4.5),

HuTepcruunanta 6enoapobua Gonecr

Hma chobiuenns 3a H30JHpaHH Clyuyan Ha HHTepcTHUHANHA GenoapobHa GonecT Nnpu NpUNOKEHHE Ha
HAKOH CTATHHH, 0COOEHO NPH NPOIBAXKHTENHO JeueHue (BXK. Touka 4.8). KinuHuunmuTe Npoasu Morart aa
BKJIIOYBAT ANCIIHEA, HEMPOAYKTHBHA KallHLA H BAOLIaBaHe Ha 0b10TO cheTOAHME (YMopa, 3ary0a Ha
TETJIO H TPecKa). AKO MMa MOAO3PEHHE, Ye FAMEHTHT € Pa3BHI HHTEpCTHLUHaNHa benoapobua Gonecr,
NIEYEHHETO ChC CTAaTUH TPAOBA Aa ce NpeyCTaHOBH.

3axapeH anaber
HsAKOH noKa3aTeNcTBa NpEAnoJarar, 4e CTATHHUTE KaTo KAac NOBULIABAT KPbBHATA [IHOKO3a H NPH HAKOH

NalLHEHTH ¢ BHCOK PHCK 3a pa3BUTHE Ha anabet B Obaelle, Morar Ja A0BEAAT 40 TAKOBA HUBO Ha
XHMEPrIHKEMHS, IPY KOETO € MOAXOAALIO NpHiaraHe Ha pefoBHaTa rpuxa npu aHabet. To3k puck, obade
C€ HaJAeNABa OT NOHHXKABAHETO HA CHAOBHA PHCK CbC CTATHHH H CIEROBATENHO He TpabBa na Obae
NPUYHHA 32 CITHPAHE Ha JIEHCHUETO ChC CTATHHH, PUCKOBHTE naLMeHTH (M0K03a Ha rnaaHo 5,6 ao

6,9 mmol/L, nnaekc Ha TenecHa Maca (BMI)>30 kg/m?, nosuineny TpurnuuepuaH, XunepToHns) Tpadea
Aa ObJAT NPOC/IeAABaHH KAKTO KIHHHYHO, TaKa H OHOXMMHYHO, Copell HAUMOHANHHTE PbKOBOACTBA.

3axapo3a ¥ HaTpHil
Tosu rexapcTBeH MPOAYKT ChAbPKA 3axapo3a KaTo 3axapHu cdepH. Beaka kancyna Topsasus [aioc

10 mg/10 mg coabpka 13 mg 3axaposa, Beaka kancyna ot 20 mg/10 mg cbanpka 26 mg 3axaposa H
Bcsika kancyna ot 40 mg/10 mg chaspxka 51,5 mg 3axaposa. [lauueHTy ¢ peakn HaciencTeeHn npobneMn
Ha HEMOHOCHMOCT KbM (PpyKTO3a, MIOKO30-TANAaKTO3Ha ManabcopbLHa WIH 3aXapo30-H30MaTa3eH
AeduumT He TpsabBa 1a NpHEMAT TOBA NEKAPCTBO.

Tosa nekapcTBo ChALPXa No-Manko oT 1 mmol Hatpuit (23 mg) Ba kancyna, T.e. N0 CHUIECTBO He
ChIbpXKa HaTpHii.

4.5 BianmoaelicTBHE ¢ APYIR JeKapCTBEeRA NPOAYKTH H APYrA GOPMHE HA BIaEMOACHCTBHE

dapMakoAHHAMUYHH B3aUMOJeNCTBHS
ATOpBAcTaTHH, KOMIIOHEHT Ha Topeasun [1moc, ce metaGonusupa ot untoxpom P454

e cyOcTpat Ha YepHOAPOOHHTE TPAHCNOPTEPH, OPraHKYHUA aHHOH-TPaCHMOPTHpaLl 4
(OATP1BI1) »n 1B3 (OATP1B3) tpancnoprep. MeTabonuTu Ha aTropBacTaTHH ca CYDORX
OATPIB1. AtopsacTaTiH € HAEHTH(HLIHPaH CHLIO KaTo CyOcTpar Ha edayKCHHTE t’“
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rnuKkonpoTeHH (P-gp) H NpoTeHHa Ha Pe3HCTEHTHOCT Ha paxa Ha repaata (BCRP), konto Moxe na
orpaHHvat HHTeCTHHanHata abcopObuus ¥ GUNMapHHA KIMPBHC HA aTOPBACTATHH (BX. TOYKa 5.2).
EnnoBpeMeHHOTO NPHIOXKEHHE HA JIEKAPCTBEHH MPOAYKTH, KOHTO ca HHXKHOHTOpH Ha CYP3A4 unn
TPaHCIOPTHH MPOTEHHH, MOXE Ja NOBEAE A0 NOBHIIABAHE HA MJIA3MEHKTE KOHLIEHTPALHH Ha
aTOPBACTATHH M MOBHIIEH PHCK OT MHONATHA. PUCKBT CBHLIO Taka MOXe Aa Objie MOBHILEH NpPH
€IHOBpEMEHHa ynoTpeba Ha aTOPBAaCTATHH C APYTH JEKAPCTBEHH NPOAYKTH, KOHTO HMAT MOTEHLHMA A
NMpeaH3BHKAT MHONATHA, KaTo NPOU3BOAHH Ha PHOPHHOBA KHCeNnHHA U e3eTUMHO (Bx. TouKa 4.4).

DapMAKOKHHETHYHY B3aHMOJeACTBUA

Topeasuw IInoc

Hsama KTHHHYHO 3HaYMMH (apMaKOKHHETHYHH B3aHMOJAEHCTRHA, KOraTo €3eTUMHO e e JHOBPEMEHHO
NMPUN0XKEH C aTOPBACTATHH.

Egexmu na opyeu nexapcmeenu npooyxkmu evpxy Topseasum Irioc
ATOpPBACTATHH

Huxubumopu na CYP344: ima nannH, 9e¢ MoulHHTe HHXKOHTOPH Ha CYP3 A4 BOAAT [0 3HAYHTENHO
NOBHILEHH KOHUEHTPaLlWK Ha aTopBacTaThH (Bx. Tabnuua 1 n noapobHata nHdopmalus no-goay).
EnHOBpeMEHHOTO NpHJIaraHe Ha MOLIHK HHXHOUTOPH HA2 CYP3A4 (Hanp. LMKNOCTIOPHH, TETUTPOMHMLIMH,
KJIAPUTPOMUUMH, J€NaBHPAHH, CTHPHNEHTON, KETOKOHA30/, BOPUKOHA30J1, HTPAKOHAa30/1, N03aKOHA30J,
HAKOH aHTHBHPYCHH CPEACTBAa, H3NON3BaHH 32 JieueHHe Ha Bupyca Ha xenaTHT C (HCV) (nanp.
enbacsup/rpasonpesup) U HIV-npotea3Hn uuxuOHTOPH, BKIIOUMHTEIHO PHTOHABHD, TIOTTHHABHD,
ara3aHaBHP, HHIHHABHP, JapyHABHP H Ap.) MO Bb3MOXHOCT TpabBa na ce H3barsa. B ciyuan, korato xe
MOXE Aa ce H3DerHe eAHOBPEMEHHOTO NPHIaraHe Ha Te3H JIEKapCTBEHH NMPOAYKTH C ATOPBACTATHH,
TpAOBa na ce 0OMMCNIAT NO-HHCKH HAYAHA H MAKCHMAJTHA JI03M Ha aTOPBACTATHH, H Ce MPenopbYBa
NMOAXOARLIO KIHHHYHO NPOC/eAsBaHE Ha NaluenTa (8x. Tabauua 1).

Ymepenute uuxuburopy Ha CYP3A4 (Hanp. epHTPOMHUHH, AWITHA3EM, BepanaMi # GIyKoHa3on)
MOraT Aa [OBHILIAT NJa3sMEHHTE KOHUEHTpaLMH Ha aTtopBacTaTHH (Bx. Tabnuua 1). Habmonaean e
MOBHUIEH PHCK OT MHONATHA MpH ynoTpeba Ha epHTPOMHLIMH B KOMOMHAIIHA CbC CTATHHH. He ca
NPOBEXIAHH NMPOYYBAHHA HA B3aUMOAEHCTBHATA, KOHTO 1a OLEHAT e(peKTHTE HA aMHOJapOH WIH
BEpANaMu BbpXY aTopBacTaTHH. M3BeCcTHO ¢, ue aMHOAAPOH M BepanaMui HHXUOHpPAT aKTHBHOCTTA Ha
CYP3A4 » e1HOBpPEMEHHOTO NPHAAraHe ¢ aTOPBACTATHH MOXE 3 JA0BEEe A0 NOBHIIEHAa eKCIO3HUHA Ha
aTopBacTaTHH. [lopaan ToBa, npu eAHOBpeMeHHa ynoTpeba ¢ ymepenu nuxubutopy Ha CYP3 A4, Tpsabra
ha ce 00ChbAH NO-HHCKA MAKCHMANIHA K032 Ha aTOPBACTATHH H a ce NPOoBEAE NOAXOAALIO KITHHHYKO
npocneasBaHe Ha NatieHTa. KIMHMYHO MpocneasBaHe ce NpenophuBa KaKTo MPH 3aMo4YBaHe Ha
TEpanuaTa, Taka W NPpH NocNeasalla MpoMsAHa B 103aTa Ha HHXHOUTOpA.

Hroyxmopu na yumoxpom P450 344: EnHOBpeMeHHOTO NPUIOKEHHE Ha aTOPBACTATHH ¢ HHAYKTOPH Ha
HUTOXpOM P450 3A4 (hanp. edasuperl, pudaMHUKH, XbIT KAHTAPHOH) MOXE Ja J0BEAE A0
NMPOMEHAHBO HaMaNsNBaHE Ha IUIA3MEHUTE KOHLICHTPaLKH Ha aTopBacTaTHH. [lopann MexaHHiMa 3a
ABofiHO B3auMoneHCTBHE HA pHpaAMNHUHH (MHAYKUHS Ha UHTOXpoM P450 3A4 u nuxubupane Ha
TPaHCMOpTEpa HA XenaTouHTHOTO 3axBalllaHe OATP1B1) ce npenopbyuBa eAHOBpEMEHHO NpUaraHe Ha
aToOpPBaCTaTHUH € pH(AMITUIMH, ThH KaTO NO-KBCHOTO NPHIOKEHNE HAa ATOPBACTATHH ClE]| IPHIIOKEHHE Ha
pudaMNHUHH € CBHP3aHO ChC 3HAYHTESHO HaMANIABAHE HA NNa3MeHHTE KOHLIEHTPALKM HR AaTOPBACTATHH.
Binstnero Ha pupaMNHLKHH BbPXY KOHUEHTPAUHWHTE HA aTOPBACTATHH B X€NAaTOLHTHTE, obaue e
HEH3BECTHO H aKO €AHOBPEMEHHOTO NPHIOKEHHE HE MOXeE aa ce u3berne, nauunexsTute Tpubpa na Obaar
npocieaaBaHy BHHUMATEIHO 32 eQHKaCHOCT.

Huxubumopu na mparncnopmepume. UHXMOUTOPHTE HA TPAHCNIOPTHATE NPOTEHHH
CHCTEMHATA EKCIIO3MLIHA Ha aTOPBAacTATHH. LIMKIOCTIOPHH H neTepMOBHp ¢a HHXHO
TPAHCNOPTEPH, YYACTBALHN B pa3NpeaeNsHETO Ha aTOpBacTaTHH, T.e. OATP1BI1/1



BOJH JO NOBHHIEHA CHCTEMHA €KCIO3HUHMA HA aTopBacTaTHH (BX. Tabnuua 1). EdexTsT 0T MHXHOHpaHeTO
Ha TPAHCMOPTEPHTE HAa XEMATOLHTHOTO 3aXBalllaHe BbPXY KOHLICHTPALUATA HA aTOPBacTaTHH B
XENaTOUHTHTE € HEHIBECTEH. AKO €IHOBPEMEHHOTO NpPHJIAraHe He MOXe fa ce u3berne ce npenopb4Ba
NOHKXXaBaHe Ha J03aTa H KNMHHYHO HabnmoaeHue Ha edekTute (B, Tabanua 1).

YnorpebaTta Ha aTOpPBACTATHH HE CE NPEeNnOPbYBa NPH NAUMEHTH, IPHEMALUH NETEPMOBHP €JHOBPEMEHHO
C UMKJIOCMOPHH (BX. Touka 4.4).

Temgubpo3sun / npoussodnu na gpubpunosa xuceruna: Camocrosrennara ynorpeba Ha Gpubparu ce
CBbP3Ba NOHAKOra CbC CHOUTHS, CBBP3aHH ¢ MYCKYIUTE, BKJIIOUHTENHO pabaoMuonnsa. PUCKbT OT Te3H
cbONTHA MOXKe J1a ObAC NOBHUIEH NTPH €AHOBPEMEHHA ynoTpeba Ha NpoK3BOAHK Ha PuOpHHOBATA
KHCEIHHA H aTOPBACTaTHH. AKO €JHOBPEMEHHOTO NpUiaraHe He MoXe Ja ce H3berne, Tpabsa aa ce
npunara Hal-HHCKATa TepaneBTHUHA J03a aTOPBACTaTHH K MALHEHTHTE Ja C€ MOHHTOPHPAT BHUMATEJIHO
(BX. TO4Ka 4.4).

Ezemumub. Ynorpebata Ha e3eTUMHO caMOCTOATENHO C€ CBbP3Ba C MYCKYJIHO-CBbP3aHH ChOHTHA,
BKNIOYHTENHO pabaomuonusa. CneaoBaTeNHo pUCKBT OT TE3M ChOMTHE MOXe Na Obje NOBUILEH OT
eAHOBpeMeHRaTa ynotpeda Ha e3etumub v aropBactaThH. [IpenopbuBa ce MOAX0ARUO KIKHHYHO
NpocieasBaHe NPH Te3H NaLKEHTH.

Konecmunon: I1nazMeHHuTe KOHLIEHTPALUUH Ha aTOPBACTATHH H HEFOBHTE aKTHBHH MeTaboKTH ca Mno-
HUCKH (NpUONH3HTENHO ¢ 25%), KOraTO KOJECTUIION CE NPHIAra eHOBPEMEHHO ¢ aTOPBAaCTATHH.
JlunnannTe edexTu obaue ca Mo-rojeMu, KOraTo aTOPBacTaTHH H KOJIECTHION CE MpUaarat
€AHOBPEMEHHO, OTKOAKOTO, KOTaTO MPH CAMOCTOATENHO NPHIOXKEHHE HA BCEKH OT IEKapCTBEHHTE

NPOAYKTH.

Dys3uooea kucesuna: PUCKBT OT MHONATHA, BIVIOYUTENHO paGaoMUONN3a, MOXE a ¢e NOBHIIH MPH
eIHOBPEMEHHOTO NPHNIOKEHHE Ha §Yy3HA0Ba KHCENHHA 38 CHCTEMHO MPUIIOXKEHHE H CTATHHH.
MexaHH3MBT Ha TOBA B3aumoaeHcTBHE (AanH e papMakoAHHaAMHYEH HIH PapMaKOKKHETHYEH, HITH H
ABeTE) BCe ol He € n3secTeH. [Ipu nauneHTH, npueMainy tasH koMOHHALIKA, ca ChOOLABAHM ClTy4aH Ha
pabaoMHoIH3a (BKIIOYHMTENHO HAKOH ¢ aTalieH H3XOoA).

AKko ce Hanlara JleyeHHe ¢ Ppy3ua0Ba KHCENHHA 33 CHCTEMHO NPUIIOXKEHHE, NeueHueTo ¢ Topaasuu [1nwoc
TpAOBa na 6bae npekpaTeHo NO BpeMe Ha NeYeHHETO ¢ Py3HAOBa KHCenHHa. BuxTe cbiio Touka 4.4.

Koaxuyun: Buiipeku ue He ca NpOBEXAaHH NPOYYBaHHA Ha B3aHMOJEHCTBHATA Ha aTOPBACTATHH H
KOJIXHLHH, CboOIIaBaHy ca CTy4aH Ha MHONATHA NPH €AHOBPEMEHHO NPHI0KEHHE HA ATOPBACTATHH C

KOJIXHIIHH H Tpnﬁaa Aa C€ NoaxoXxaa € NOBHUICHO BHHMaHHE, KOraTo C& NpEANACBa aropBacTaTHH C
KOJIXHLUHH.

Hdanmomuyun: Crobeny ca cryyan Ha MHONAaTua W/HAH padaoMuonnsa npH HHXHOHTOpH HAa HMG-CoA
peaykra3aTa (Hanp. aTopBacTaTHH), MPUNAraHi €JHOBPEMEHHO C JANTOMHIHH. AKO €1HOBPEMEHHOTO
NpUnoXeHne He Moxke aa 6bae n3bernaro, ce npenopbUBa NOAXOAALLO KIHHHYHO HabnozeHue (Bx.
TOuka 4.4).

Tabnuua 1: Eghexm na eonospemenro npunodicenue na nekapcmeenu npoodyxmu gupxy
gapmaxoxuremuxama Ha amopeacmamun

EnHOBpEMEHHO NPHIIOKEHHE ATOpBacTaTHH

Ha NEKapCTBEH NPOAYKT H
NO30B PEKUM

' |

Ho3a (mg) [lpomsaHa B Knunnyna
[ AUC* npenophis
Tunpanasup 500 mg aBa meTH | 40 mg Ha AeH 1, 9.4 <7
axesHo/ Puronasup 200 mg 10 mg na nen 20
IBa MbTH AHEBHO, 8 AHH (OT
geH 14 oo 21)




TbTH AHEBHO/ PUTOHABHD
100 mg aBa muTH AHEBHO, 14
OHH

34 4 NHMH

Tenanpesup 750 mg npes 8 20 mg, eaHokpatHa Ao3a | 7,9 IPUAOKEHHE C
yaca, 10 ann aTOpBACTaTHH He
TpaOBa Aa ce
Liuknocnopuu 5,2 mg/kg/ned, | 10 mg Beannxk anesno | 8,7 ::j::alg;':"]l? me
NOCTORHHA 1033 3a 28 nHu HEBHO.
[Tpenopbusa ce
KIIHHHYHO
npocnenspaHe Ha
_ _ _ 1 T€3H NALUEHTH _
I'nexanpesup 400 mg BeaHbXK 10 mg Beaubx nHeBHO | 8,3 EnHoBpemeHHO
AHeBHo/ [TubpexTaceup 3a 7 AHU TIPUJIOKEHHE C
120 mg BeaAHDbXK AHEBHO, 7 AHK MIPOAYKTH,
ChIbpXalllH
rJIeKAnpeBHp HIH
NHOpEHTacBHp €
HPOTHBOIOKA3AHO
_ _ (BX. TOYKA 4.3). _
JlonuHasup 400 mg apa MbTH 20 mg BeAHDBX AHEBHO 5,9 B cnyyanre, koraro
AHeBHO/ Putonaenp 100 mg 3a 4 AHK e HeobxoaHuMo
ABa MbTH AHEBHO, |14 OHH €THOBPEMEHHO
NpUJaraHe ¢
_ aTOPBACTATHH, Ce
Knaputpomuuun 500 mg npa 80 mg BeAHDBXK JHEBHO 45 NnpenopbpuBaT No-
ITLTH AHEBHO, 9 AHH 3a 8 AHHK HHUCKH
NOoAABPKALLUM AO3H
Ha aTopBacTaTHH.
I[1pu no3u Ha
aTOpBaCTATHH
HaJBHUIABALIH
20 mg, ce
npenopb4Ba
KITHHHYHO
fpocje/iaBaHe Ha
_ | NMalHEHTHUTE. |
CaxsuHaeup 400 mg asa metd | 40 mg BeaHbX AHeBHO | 3,9 B cnyyaure, xorato
aHeBHo/ Puronasup 300 mg 3a 4 AHY e HeoOXoaAuMO
ABa ITbTH JZHEBHO OT JHH 5-7, €AHOBPEMEHHO
noeuiueH ao 400 mg nBa meTH npUi1araHe ¢
AHEBHO Ha jaeH 8), nHHu 4-18, ATOPBACTATHH, CE
30 min caen xo3ara Ha NpenopbL4Bar no-
| aTOpBaCTATHH | HUCKH
Hapynasup 300 mg aBa mbTH 10 mg Beaubk AHeBHO | 3,4 MOAABbPXKAILN O03HU
OHEBHO/ 3a 4 IHH HA AaTOpPBACTAaTHH.
Putonasup 100 mg ABa muTH Ilpu a031 Ha
AHEBHO, 9 nHHU aTopBacTaTHH
Htpakonason 200 mg Beansk | 40 mg enHokpaTHa no3a | 3,3 HaaBHLIABALIH
JAHEBHO, 4 NHK I _ . 40 mg, ce
®o3amnperasup 700 mg aBa 10 mg BeaubX AHeBHO | 2,5 —




Mdo3zamnpeHaBHp 1400 mg ABa ['10 mg B&)lll;‘l:-)l{ OHeBHO | 2,3
MbTH JAHEBHO, 14 AHH __ 1384 aHK | |

JletepmoBHp 480 mg BeaHbX 20 mg eqHokpaTHa noza | 3,29 Ho3ata Ha
AHEBHO, 10 AHM ATOPBACTATHH He
Tpabra na
HaABHLIABA
JHEBHATa 1034 OT
20 mg no Bpeme Ha
€HOBPEMEHHOTO
PUAOKEHHE C
NPOAYKTH,
ChbAbPXALIH

1 | IETEPMOBHP.

Enbaceup 50 mg BeaHbX 10 mg eanokpaTHa ao3a 1 1,95 Jlo3ata Ha
aneHo/ ['pasonpesup 200 mg aTOPBACTAaTHH He
BEAHBX AHEBRO, 13 nHu Tpabea na
Haasuiasa 20 mg
IJHEBHO NO BpeMe
Ha CbBMECTHOTO
MPUIIOXKEHHE C
IPOAYKTH,
ChAbPXKAILIH
endacBup U

| | I'pasonpcBHp.

Hendunasup 1250 mg Apa — 10 mg BeAHDBXK AHEBHO 1,74 HsamMa cneunanHu
MbTH AHEBHO, 14 AHK 3a 28 1HH NPENOPbKH.

Cok ot rpefindpyT, 240 mL 40 mg eqHoKkpaTtHa go3a | 1,37 He ce npenopsusa
BEAHbX AHEBHO™ €AHOBPEMEHHUA
NPHEM Ha rofieMH
KOJIMYECTBa COK OT

rpehndpyT &
— | aTOpBacTaTHH.

Hduatuazem 240 mg BeAHBXK 40 mg eaqHoxpaTHa fo3a | 1,51 Cnepa 3anouBase Ha
LHEBHO, 28 aHK TEpaINATa HiH
cleal MpoMAHa Ha
AO3HPOBKATA Ha
AWNTHA3EM, CE
penopbtpa
KJIKHHH4YHO
npocneaaBaHe Ha
MALHEHTHTE.

Eputpomuuun 500 mg wetupu | 10 mg easoxpatna aosa | 1,33 [Ipenopbuba ce no-
ITbTH JHEBHO, 7 JHH HHCKa MaKkCHMAallHa
11032 H ISTHHHYHO
NpocJeJdaBaHe Ha

_ [ | MAlHEHTHTE.

Amonnm}u 10 mg, 80 mg eanokparHa noza | 1,18 Hsma cnennanuu

| €AHOKpaTHA 1038 | | | IPENOPBLKH.
HimerHann 300 mg vetupu 10 mg BenHbBX OHEBHO 1,00 Hama coeuy
ITbTH JHEBHO, 2 CeAMHIH 3a 2 CeAMHLH

|
Konectunon 10 g apa mbTH 40 mg BeaHDBX AHEeBHO | 0,74**
AHEBHO, 24 ceAMHLIH 3a 8 ceaMHLIH
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AHTHALUMIHA CYCNIEH3HA OT 10 mg Beansx auesHo | 0,66 Hsama cnienuantu
MarHe3xeB H ATYMHHHEB 3a 15 gHH NPENOPHKH.
xugpoxcuay, 30 mL yetupn
ITbTH AHEBHO, 17 AHH

Edasupern 600 mg Beanbx 10 mg 3a 3 nuu 0,59 Hama cneyuanHu
JIHEBHO, 14 nHu | i NPENOPbKH.
Pudamnun 600 mg BenHbK 40 mg eaHokpaTHa no3a | 1,12 Ako
AHEBHO, 7 AHH (€IHOBPEMEHHO €IHOBPEMEHHOTO
| IDHJIOXKEH) L | npHnarate He
Pudammnun 600 mg Beannpx 40 mg eanokpartHa go3a | 0,20 MOXe na ce
JHEBHO, 5 AHH (03HTe ca u3berue, ce
pa3aencH) npenopuyBa
KIIHHUYHO
npocieasaBaHe npH
€JIHOBPEMEHHO

npHnaraHe Ha
aTOPBAaCTATHH H

_ _ _ | pudamnun.

I'eMmpubposnn 600 mg a8a 40 mg enqHokpaTHa no3a | 1,35 [Ipenopsuba ce no-

ITbTH JHEBHO, 7 JHH HHCKa Ha4a/Ha
1038 H KIHHHYHO
NpocneasBaHe Ha

| | | T€3M NALHEHTH.
QeHopubpar 160 mg Beauvxk | 40 mg enHokpatHa nosa | 1,03 flpenopruea ce no-
AHEeBHO, 7 OHH HHCKa 033 H

KITHHHYHO
npocneaaBaHe Ha
_ _ T€3H MALUEHTH.
bouenpesup 800 mg tpu mebTH | 40 mg eagHOKpaTHA q03a | 2,3 [IpenopwyBa ce no-
OHEBHO, 7 AHH HHCKa Ha4aliHa
N03a ¥ KIMHHYHO
IpocieasaBaHe npH
TE3H MaLHEHTH.
Ho3ara Ha
aTOPBAacCTATHH He
TpsOBa na
MnpeBHLlIaBa
JIHeBHaTa 1034 OT
20 mg npu
€AHOBPEMEHHO
npuaaraHe ¢
bouenpesup.
£ TlpencraBs CHOTHOLIEHHETO Ha JIEUEHHETO (€ AHOBPEMEHHO NPHICKEHHE HA aTOPBACTATHH C APYTO

JIeKapcTBO H NPHAOKEHHETO HAa ATOPBACTATHH CAMOCTOATENHO).

Bx. Toukn 4.4 ¥ 4.5 OTHOCHO KJIMHHYHATA 3HAYHMOCT.
¥  Coabpxa eaHa MM noBede CbeTaBKu, KOHTO HHXHOupaT CYP3 A4 u MoraTt Aa roBHuIar

NJI23MEHHTE KOHUEHTPALHH HA IEKAPCTBEHH NPOAYKTH, KOHTO ce MeTaboNH3npaT oT

CYP3Ad. IlpuembT Ha enna yawa 240 mL cok ot rpefindpyT cbuio BoAH A0 NOHUXaBAHE

Ha AUC ot 20,4% 3a akTHBHHA OpTOXHAPOKCH MeTabOMNT. ["0NeMH KonHYECTBA COK

AUC Ha aKTHBHHTE CbCTABKH (aTOPBACTATHH H METabONHTH) Ha HHXHOHTOPH
CoA penyxrasa 1,3 mb1H.
** CrpoTHOLIEHHE BB3 OCHOBA Ha eAMHHYHA Npoba, Biera 8-16 uaca cnen Ao3ata
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Ezetamnb

Anmuayudu: EQHOBPEMEHHOTO NPHIOKEHHE HA aHTHALIKAM MOHHKABA CTeneHTa Ha abcopOLia Ha
e3eTUMHO, HO He OKa3Ba BIHAHHE Ha OHOHAIMYHOCTTA Ha €3eTHMKE. ToBa NOHHXEHUE HA CTENEHTA HA
abcopOuLus He ce cHHTa 3a KITMHUYHO 3HAYHMO.

Xorecmupamun: ERHOBPEMEHHOTO NMPHUIIOKEHHE HA XOJIeCTHPAMUH HaMalaBa cpeaHaTa nJoul noj
kpuBata (AUC) Ha obmms ezeTuMud (e3eTuMub + eseTuMub rnokyponna) npubnnsutento ¢ 55%.
HJONBNHUTENTHOTO NOHKHKABAHE HA XOJecTepoa B TUNONPOTEHHUTE ¢ HKHeKa mrbTHOCT (LDL-C),
AbJKALLO ce Ha A0DaBAHETO HA TO3H JIeKAPCTBEH NPOAYKT KbM XOJeCTHpaMHH, MOXe Aa Obje HaMaleHo
OT TOBa B3anMoaAcHCTBHE (BX. TOUKa 4.2).

L{uxnocnopun: Tlpy npoyusaHe ¢ oceM nauuenTa cnel 0»0pedna TpaHcnnaHTalHa H KpeaTHHHHOB
KInpbHC > 50 mL/min ¢ nocTosHHAa 103a UHKNOCIOPHH, €eAHOKpaTHa Jo03a e3eTnMHO ot 10 mg e goBena
A0 3,4 weTH (B rpaHHUK oT 2,3 0o 7,9 mbT) yBennuaBane Ha cpeaHata AUC 3a obuna ezetimMub B
CPaBHEHHE CbC CTOHHOCTHTE NPU KOHTPOJHATA rpyna OT 3APaBH HHAHBHIH, NPHEMAlIH CaMO e3eTHMHO
npH Apyro npoyusaHne (n = 17). B apyro npoyuBaHe, nauieHTH ¢ 6b6peyHa TpaHCIUTAHTALAS H TEXKKA
ObOpeuHa HeaOCTaTHLYHOCT, NpHEeMallld LHKJIOCTIOPHH H MHOXECTBO APYTH JIEKapCTBa, ¢ HHna ycTaHoBeHa
12 mbTH NO-BHCOKA eKCMO3UUMA Ha oO1IHA e3¢eTHMHO B CpaBHEHHE ¢ KOHTPONHATA IMPyna, NpHemMallia caMmo
e3eTuMnd. B eano ABynepHoauyHO KpBCTOCAHO NPOYYBAHE NPH ABaHAJeceT 3ApaBn A0OpOBOILA,
npunaradero Ha 20 mg eseTuMub AHEBHO 3a 8 AHH ¢ enHOKparHa Ao3a oT 100 mg uuknocnopuH Ha 7-Hs
AeH, e anoBeno go cpeaHo 15% ysenuuenne Ha AUC Ha uuknocnopuH (B rpaauun 10% HaManaeane no
51% ysenuuaBaHe) B CpaBHEHME ¢ eIHOKpaTHA A03a oT 100 mg UHKAOCNOPHH, NPHIOKEHA
caMocToATeNHO. KOHTpOAHpaHO npoyyBaHe BbPXY edekTa OT €AHOBPEMEHHO NPHIOKEHHE Ha e3eTUHMHO
BbpPXY €KCIMO3HUHATA HA UHKJIOCIIOPHH IPH NauHeHTH ¢ 6b0peyna TpanciiaHTalua He € MPOBEXJAHO.
HeobxoauMo € noBHILleHO BHUMAHHKE MPH 3aMI0YBAHE HA €3¢TUMHO NPH onpeaensHe Ha LHKIOCTIOPHH.
KonueHTpauuuTe Ha HHKIOCNOPHH TpabBa na Obaar npocneasBaHH nMpH NaLKEHTH, MpHeMald TopRa3HH
[Imoc 1 uMknocnopsH (Bx. To4ka 4.4).

Dubpamu: [1pn nauueHTn, npueMaily gpenodudpar u e3eTuMub, nekapure TpsOea na 6bAAT HAACHO ¢
BL3MOXHHSA PUCK OT Pa3BHUTHE Ha XONENUTHA3a U 3a00NABaAHNA HA WIIbYHHA MeXyp (BXK. ToukH 4.4 1 4.8).
[pu ¢cpbMHEHHUA 33 XONENHTHA3A NPH MALKWEHTH, IpUeMalltd e3eTHMHO N deHodubpar, e nokaszaHo Ja ce
H3CNeBa XKTbYHUA MEXYP, KATO TOBa JieueHue TpaOBa na Obae npekpareHo (BX. Touka 4.8).
EnHoBpemenHaTa ynotpeba Ha peHodubpat unn reMdubposun cnabo ysenruasa obuiata KOHUEHTpALHA
Ha e3eTHMHO (cporBeTHO npubnusnrenso 1,5 u 1,7 mpH).

EnsospeMenHaTa ynotpeba Ha e3eTHMHO 1 Apyru dubpatn He e mpoyuBaHa.

OubpaTtuTe MOraT Aa yBeNHYAT eKCKPeLHATa Ha XoNecTepoia B XITb4YKaTa, KOETO BOAH A0 Pa3BUTHETO Ha
xonennthnasa. [Ipy npoyusaHua ¢ XHBOTHH e3eTHMHKO NMOHAKOra MOBHLIABA XONECTEPOa B XKIThYKATa Ha
HUTbUHHA MEXYD, HO HE NPH BCHUKH OHONOTHYHK BHAOBE (BX. Toyka 5.3). JluToreHeH pHckK, CBbpP3aH ¢
TepanepTHuHaTa ynorpeda Ha ezeTHMHUD, He Moxke Aa Oble HIKITIOUEH.

Brusnue na Topeasun [1noc évpxy gapmaxoxunemuxama va Opyzu rexapcmsesu npooykmu
ATOpPBACTATHH

Huzoxcun: [Ipn MHOTOKPAaTHO NPHIIOKEHHE Ha IHTOKCHH eaHOBpeMeHHO ¢ 10 mg aTopBacTaTHH,
PaBHOBECHATA KOHLICHTPALHA B M1a3MaTa Ha JUIOKCHH ce noBHiuana cnabo. IauMeHTy, npHeMaluy

AUrOKCHH, TPAOBA Ja 6bAAT BHUMATENHO NPOC/ICASBAHH.

[lepopannu xoumpayenmugu.: ENHOBPEMEHHOTO NPHNOKEHHE HA aTOPBACTATHH C NAPHPe
KOHTPALIENTHB BOAH 0 MOBHIIEHHE B MJIA3MEHHUTE KOHLUEHTPALWH HA HOPETHCTEPGh X LR
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Bapgapun: B KNTHHHYHO NpOyUBaHe NMPH NALMEHTH, NOTyYaBallly NPOIbIKUTE/IHA TEPaNHa ¢ BapdapHH,
€AHOBPEMEHHOTO MPHI0XKEHHE Ha aTopBacTaTHH 80 mg AHEBHO ¢ BapdapHH NPHYMHABA NeKO HaMaleHHe
oT 1,7 CeKyHAH Ha NpoTPOMOMHOBOTO BpeMe Npe3 MbPBHTE 4 IHHU Ha NO3MpaKe, KOETO CE BPblia KbM
HOPMAJIHOTO B PAMKHTE Ha |5 AHH OT NIEYEHHETO ¢ aTOpPBACTaTHH. Bunpeky ye MHOTO PAAKO ca
¢bOOWIaBaHU KIHHHYHO 3HAUMMH B3aHMOAEHCTBHA C AHTHKOAryJIaHTH, MPOTPOMOHHOBOTO BpeMe TpaORa
Aa ce ONpEeAENH NpeJiH 3aN0YBaHe Ha ATOPBACTATHH NPH NaLHEHTH, NONyYaBallld KyMapYHOBH
BHTHKOAryJIaHTH H A0CTATBYHO 4YeCTO B HAYAJOTO HA TepafuATa, 3a fa Ce rapaHTHpa, Y€ He Bb3HHKBa
3HAYMTENIHA MPOMAHA B MPOTPOMOKHORBOTO Bpeme. Korato ce nokyMeHTHpa CTabHIHO NpoTpoMOMHOBO
BpEME, TO MOXE A2 Obie MOHHTOPHPAHO Ha HHTEPBAH, KOETO OOMKHOBEHO Ce MPENnophYBa MPH NALHEHTH
Ha KYMapHHOBH aHTHKOAryJaHTH. AKO [03aTa Ha aTOPBACTATHH € IPOMEHEHA HITH NPEYCTAHOBEHA,
chbluaTa npoieaypa tpadsa aa &bae nosropena. Tepanuata c aTOpBaCTaTHH He €& CBbP3BA ¢ KbPBEHE HJIH
C NPOMEHH B MPOTPOMOHHOBOTO BpPEeMe NPU NALHEHTH, KOWTO HE MPHEMAT AHTHKOAryJJaHTH.

Tabnuua 2: Egpexm na amopeacmamun ebpxy Qpapmaxoxunemuxama Ha eOHOBPEMEHKO RPUAOICERU
aexapcmeenu npooykmu

ATOpBacTaTHH H EnHoBpeMEHHO NPHIIOKEH 1EKAPCTBEH NpOAYKT
CXCMa Ha J03upaHe | JlekapcTBeH npoaykt/Iloza fipomana 8 AUC* KnnHnuHa
_ m | npenopbKa
80 mg seaubx AHeBHO | Jurokcuu 0,25 mg BeaHDXK 1,15 [MTauuenTn,
3a 10 num aHeeHO, 20 aHU npHEMallK
OHUrOKCHH, TpabBa
Aa 6vaar
BHHMATENHO
| _ | | npocneaaBaHH.
40 mg BeaHbXK NHeBHO | IlepopaneHn KOHTpanenTHB HsamMa cneumanum
3a 22 NHH BEAHBXK AHEBHO, 2 Meceua NpeNnopPbKH.
- HOpeTHCTEPOH |1 mg 1,28
- ETHHUNECTPAAHON 1,19
35 MHKporpama q _
80 mg peaHbX AHesHO | * Penazon, 600 mg 1,03 Hama cneuuansu
| 3a 15 num I €IHOKpaTHa f03a 8 | NpenopLKH.
10 mg, ennokpaTHa Tunpanasup 500 mg asa nxtH | 1,08 Hsama cnenuaniu
no3a aHeBHo/puToHaBHp 200 mg aBa MpEnopbKH.
| MbTH AHEBHO, 7 JHH
10 mg, BeaHsX ®ozamnpenasup 1400 mg apa | 0,73 Hsima cnneusanuu
AHEeBHO 3a 4 IHK l TbTH AHEBHO, 14 nHHK PENOPbKH
10 mg, BeaHbXK QozamnpeHasyp 700 mg apa 0,99 HsMma cneunansm
JAHEBHO 32 4 HH MbTH AHEBHO/PHTOHABHD MPENOpPbKH,
100 mg aBa meTH AHEBHO, 14
OHH _

o f

[Ipencrass neueHHe (€JHOBPEMEHHO NPUJIOXKEHHE Ha APYro JIEKAPCTBO I1I0C aTOPBACTATHH B
CPaBHEHHE C MPUAOXKEHHE HA aTOPBACTATHH CAMOCTOATENHO).

' EAHOBpEMEHHOTO NpujiaraHe Ha MHOTOKPATHH JO3H aTOpBAacTaTHH K (eHa30H MOKa3BaT MATbK
HJIH HENONOBUM edeKT BbpXY KIHpPbHCA HAa PeHa30H.

Ezerumub
B npeakNTHHHYHH NPOYHBAHHA € YCTAHOBEHO, Y€ €3eTHMHO He HHAYyLKpa MeTabonHs ,.um R
€H3UWMH OT rpynarta Ha uutoxpom P450. He ca HabnroaaBaHH KIMHWYHO 3HAYHMH —-{ MINO TR %
B3aHMOZEHCTBUA MEXAY €3eTHMHO H N1€KapCTBA, 3a KOHTO € H3BECTHO, Ye ce MeTaliIRY: : ¢~*"“‘r,,
untoxpoMuTe P450 1A2, 2D6, 2C8, 2C9 u 3A4 unu N-auetuntpancdepasara. : ‘ﬂ? N

' r&'
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B xnHHUYHN NpoyuyBaHKs 3a OLIEHKA HA JIEKAPCTBEHUTE B3auMoaelcTBus e3eTHMHO He oka3ea
Bb3AcHCTBHE BbPXY PapMakOKMHETHKATA HA JANCOH, AEKCTPOMETOPdaH, ANTOKCHH, OPAIHH
KOHTPAUENTHBH (ETHHIIECTPARHO H JIEBOHOPrecTpeN), FHMH3KA, ToN0yTaMKa WIH MHAA305aM NTPH
€AHOBPEMEHHOTO HM MPHAOXKEHHE.

LinMeTHAHH, NPHNOXKEH C €3¢THMHD, HE MOBNMHARA Ha OHOHANHYHOCTTA Ha e3eTHMHD.

Aumuxoazynanmu: B eano npoy4ysaHe ¢ y4acTHETO Ha JBaHajeceT 3ApaBH HHAKHBHAA OT MBXKH NOJI
eAHOBPEMEHHOTO NMpHIoKeHHe Ha e3eTUMUO (10 mg BeAHDbXK AHEBHO) HAMA 3HaYHTENEH edeKT BbpXY
bronannuHoOCTTA Ha BapdapHH U npoTpoMOKMHOBOTO BpeMe. Bee mak cnea nyckaHe Ha nasapa ca
NOKJIA/IBAHM CYYaH Ha NOBHIIABaHE Ha CTORHOCTTA Ha MEXAYHAPOAHOTO HOPMANIM3UPAHO OTHOILIEHHE
(INR) npu maumnenTH, NpH KOHTO e3eTHMHO e 106aBeH KbM BaphapHH HIH GIyHHAHOH. AKO TO3H
IEKapCcTBEH NpoAyKT Obje npubaBeH kbM BaphapuH, Apyr KyMapHHOB GHTHKOAryJaHT WK $IyHRIMOHN,
Mo NOoAXOAALL HAaUMH TpabBa A4 ce KOHTPOJIHpa aAeKBAaTHO CTORHOCTTA Ha MEXIYHAPOIHOTO
HopManusupaHo oTHOmWEHHe (INR) (Bxk. Touka 4.4).

4.6 @epTHANTET, GPEMEAHOCT H KbpMeHe

Keny ¢ ACTePOACH NOTEHLIHAN
Kenu ¢ ACTCPOACH NOTCHLHAN Tpuﬁaa Aa npuarat nogxoasiiuy KOHTpalCnTHBHH MEPKH IO BpEME Ha

neYeHHeTo (BXK. Touka 4.3).

BpemenHoct
Topsa3ns [1n10c e npoTHBOMOKA3aH MO BpeMe Ha OpeMeHHOCT (BXK. Touka 4.3). HaMa HanuyHH KIHHHYHH
JAaHHH OTHOCHO ynoTpebarta Ha TO3H NeKapCTBEH NPOAYKT M0 BpeMe Ha GpeMeHHOCT.

Amopeacmamun

besonacHocTTa NpH 6peMeHHH KeHH He € ycTaHoBeHa. He ca npoBexaaHH KOHTPOIHPAHH KIHHHYHH
NMpoy4YBaHHA C aTOPBACTaTHH NMpH OpeMeHHH XeHH. PA4aKo ca nony4yaBaHH cboOlLeHHS 3a BPOJeHH
aHOMAJIMY chiell BbTpeMaTouHa ekcrnosnumus Ha HMG-CoA-peayxrasnu unxuburopu, [Ipoyusanusata npu
*HBOTHH NOKA3BaT PENPOAYKTHUBHA TOKCHYHOCT (BXK. TOYKA 5.3).

Jleuennero Ha mafikaTa ¢ aTOPBACTATHH MOXKE J1a MOHKWXKH (eTanHUTe HUBA HA MEBAJIOHAT, KOKHTO
MPEKypPcop Ha XONEeCTEpOIOBHE OHOCHHTES. ATEPOCKIIEPO3aTa € XPOHHYEH Mpouec H OGMKHOBEHO
MPEKPATABAHETO HA JIMMYAONOHHKABALLHA JIEKAPCTBEH MPOAYKT N0 BpeMe Ha OpeMeHHOCT O TpabBao
Na UMa MaTsK eeKT No OTHOLLEHHE Ha ABJITOCPO4YHHA PHCK, CBbP3aH ¢ IThpBHYHATA
XHNEepxoaecTepoieMns.

Ilo Te3n npuunun, Topsasun [lnoc Tpsabra aa ce npunara npu XeHH, KOHTO ca OpeMEHHH, ONTHTBAT Ce Aa
3abpeMeHeAT WK NOAO3HPAT, ye ca Opementy. JleueHHeTO ¢ TO3M NexapcTBEH NPOAYKT TpabBa Aa ce

MpeyCcTaHOBH 3a NepHoja Ha OpeMEHHOCTTa WM JOKATO CE& YCTAHOBH JIHNca Ha OpeMeHHOCT (BX. TouKa
4.3).

Esemumub
HaMa HanWYHH KIMHHYHH JaHHH OTHOCHO ynorpefara Ha e3eTHMHO no BpeMe Ha OpeMEHHOCT.

KnpmMmene
To3u nexapcTBeH NPOAYKT € MPOTHBOIOKA3aH MO BpeMe Ha KbpMeHe (BX. Touka 4.3).

[Topann BEpOATHOCTTA OT CEPHO3HH HEXENAHH PeaklMH, XXeHH npueMalld TopsasuH I1 YT
kbpMaT cBoHTe 6ebeta. [TpH nabXxoBe, IIa3MEHNTE KOHLEHTPALMM HA aTOPBACTATHH / ety

MeTabONHNTH ca CXOAHH C Te3H B MNAKOTO. U3cnensannsgTa Ha NIbXOBE NOKA3BAT, Y€
¢ KbpMaTa (Bx. To4Ka 5.3). He e u3BeCTHO nanu akTHBHHUTE CHCTABKH HA TO3H NEKaPpLRBe,
NMpeMHHaBaT B KbpMaTa NIpPH X0pa.
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QepTUanTEeT

Hsama npoBeaeHn npoyusanus 3a epexture Ha Topsasus [Tmoc Bupxy deprunurera.

Amopesacmamun

[poy4BaHnaTa Npy KUBOTHH HE NMOKA3BAT BAMAHHE Ha ATOPBACTATHH BbPXY MBXKHSA HIIH XKEHCKUA
depTraureT (BX. TOUKa 5.3).

Esemumub

EsetnMub He e uman edekT Bopxy GepTHAMTETA IPH MBKKH M KEHCKH [UTbX0BE (BXK. TOUKa 5.3).

47 EdexTn Bbpxy cnocobHocTTa 32 WodHpane B pabora ¢ MamnAEn

TopsasuH [nioc He nornuABa MAK NOBNHABA NpeHeGpexnMO cnocobHOCTTa 3a WogKpaHe 1 paboTa ¢
MalllHHH. Bbnpeku TOBa, NpH ynpasieHHe Ha NPEBO3HH CPEACTBA WK paboTa ¢ MaliMHK, Tpa6Ba f1a ce
HMA NPEABHI, Y€ 110 BPEME Ha JICYEHHETO MOXKE Aa C€ NOABH CBETORLPTEK.

48 Hexeaann nexapcTBeHH peaknus

TabnuueH cNIUCHX Ha HEXKENAHHTE PEAKLIHH

YecroTHTe ce onpefenar KakTo ciejBa: MHOTO vectu (>1/10); yectn (21/100 mo <1/10); HeuecTH

(21/1 000 no <1/100); peaxu (21/10 000 no <1/1 000); Muoro peaxu (<1/10 000); ¢ HeH3BecTHa YecTOTA
(yecToTaTa He MOXKe fa Onae oLeHEeHa OT HANMYHHUTE JAHHH).

XHNEePTOHHA?

15

CHeTeMo-opranen Yectn HeuecTn Peaxn Mmuoro peaxu C Hen3BecTHA
kaac no MedDRA YeCTOTA
Hudexunu Ha3o(apHHTHT'
HHPECTALINM
Hapymenuns na TpoMGOUHTOE- TpoMBOLIHTONEHHA?
KPLBTA H HHA'
AUMOHATE CHCTEMA
Hapymenus na anepreyHu aHapunakcus' CBPBLXYYBCTBHTEI-
HMYHHATA CHCTEMA | PEaKLHH’ HOCT, BK/IIOYHTEIHO
obpue, ypTHKapus,
aHapHnakcHa u
aHrHoeaeM?
Hapymerus Ha XHMEPIHKeMHs' | Xunoraukemus’,
MeTabonnima H NOoKAaYBAHE Ha
XPaAHEHETO TernoTo’,
AHOPEKCHA '~
HaManeH
AneTHT
McnxusHH KOLLMApH', ACTIPeCHs?
HADYIIeHHS 6eacnuue!
Hapymenns na raasoGonue!? 3aMadHOCT', nepudepna 3aMAAHOCT?
HEPBHATA CHCTEMA napecre3ns’ 2, | HeBponaThs' MHACTEHHA FPaBHC
XHNoecTeIxs',
AHCrey3us',
aMHe3Ms'
Hapymenns na 38MBIIEHO IPUTENHH OYHA MHACTEHUH
OuMTE IpeHue’ HapyLlieHHs'
Hapywenus va IYM B ylIHTE' 3ary6a Ha ciry 3
| yx0T0 K IAGHpHHTA /A
Cba0BH HApYmeHHS ropeluy BuAHK?, | BACKYJIHT AR
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PecnupaTophu, dapusro- Kauunua’ AMCTHES?
rPLAHH B NApHHreanHa
MEAHACTHHANHM 6onxa’,
| HApYIIEHHS enHcTakcuc!
CromMamHo-upesHH | lanex’, nospbluane’, NaHKPeaTHT?, 3anek?
HAPYIEeHHR bnatynenuns'?, | Gonkae
aucnencus’, ropHaTa H
ranexe’, JAO/THATA Y9acT
anapus'?, Gonka | Ha kopema',
B KOpema’ opHreaue’,
NaHKpeaTHT',
aucnencus’,
racTpo-
e3odareanHa
pedaykcHa
6onect?,
rageHe?, cyxora
B ycTara’?,
FacTPUT
XenaTobuanapHu xenaTur’ XonenuTHasa' yepHoApoOHa XenaTuT?,
HAPYIIeHHS HeJOCTaTbUHOCT' | XonenuTHasa’,
XONeUHCTHT
Hapymeuns na ypTHKapua'~?, AHTHOHEBPOTHYEH epHTeMa
KOXATA H npypuryc'?, orox', 6ynozen myaTudopme’
NOAKOXHATA THKAH xoxen obpus'2, | nepmarur,
anoneuxa’ BKTIOYHTENTHO
My TG OpMeH
epHTEM, CHHIPOM
Ha Stevens-
Johnson u
TOKCHYHA
enuaepManHa
HeKpoJIH3a'
Hapymenns xa MHanrus'-, 6onka BbB MHOnaTHs', nynyc-noaoben | UMyHOMenunpaHa
MYCKYAHO- apTpanrus’, Bpara', MHO3HT', CHHApOM' HEKPOTUIUpALLA
CKeJeTHATA cHeTema | Oonka B MYCKYJIHa pabaoMHonu3a’, MHOnaTHa',
H ChCHAHHTEIHATA | kpaliHHuMTE!, cnaboct!~, pynTYpa Ha MUONATHA/pabaAOMHKONH-
ThKAH MYCKYJIHH APTPANIHA2, Myckynal, 3a% (BXK. TouKa 4.4)
cna3mu’', MYCKYJHH TEHAMHOMATHS,
NoJyBaHe Ha cniazMu?, 6oKka | moHskora
crapuTe', Gonkn | B rep6a?, Gonka | ycnoxHeHa oT
B rep6a’ B KpaHHUMTEe? | pa3KbcBaHe'
ITMXEHOMIHA
neKapcTBeHa
peakums
Hapymeuns na rMHEKOMACTHA'
BbINPOH3BOAHTENHA-
TA CHCTEMA H
rbPASTA
O6m#u napymenns | ymopa? HEPAa3NoNoKe-
H ¢PeKTH Ha Hue',
MACTOTO HA a8CTeHHA' 7,
NPpWIOAKCtHHE 6onka B
ropanTe! 2,
Gonxa?,
nepudepen
otok'?, ymopa',
NHpeKcHs'




Hicneapanns OTK/IOHEHHA B INonoxuTenHa
H3CNEeABAaHHA HA | ypHHa 3a beau
yepHoapoOHaTa | KpBBHH
bynkuus', KJIETKH',
NOBHILCHK HHBA | MOBHLICHH HHUBA
Ha Ha
KpPEeaTHHKMHA38 B | KPEaTHHKHHA3a
KpbBTa', B KPhBTA’,
MOBHILABAHE HA | MOBHILABAHE Ha
AJIAT w/unu raMa-riayTaMuiI-
ACAT? TpaHcdepala’,

OTKJIOHEHHS B
H3C/eBaHUATA
Ha
yepHoapobHaTa
PyHkums’

! CbobeHo npH aTopBACTATHH

? Hexxenanu peakiuny, HaGMIOAABaHU IPH KIMHHAYHHE NPOYYBAHHS Ha €3€THMHO (KaTo MOHOTEpanHs HiH
€AHOBPEMEHHO NpHNarad CbC CTATHH) HIH B QOK/IAAH 33 €3eTUMHO NpH NOCTMapKeTHHIOBaTa ynoTpeba
CaMOCTOSATENTHO HJIH CbC CTaTHH. Hexxenanure peakuuy ca HabmioaBaHH NPH NALKEHTH, J1EKYBAHH C
e3eTHMHO (n = 2 396) n ¢ no-Bncoka yectora ot mrauebo (n =1 159) unu npu nauMeHTH, 1EKyBaHH ¢
e3eTHMHO, eIHOBpeMeHHO npHnarax cbe ctatil (n = 11 308) u ¢ no-BUCOKa 4ecTOTa B CPaBHEHHE ChC
CTaTHH, NIPAJIAraH cCaMoCTOATENHO (n = 9 361). [locTMapKETHHIOBHTE HeXeNaHH peakLHHK Ca MOoJYUYEHH OT
JAOKJIaAH, CbAbPXKALM €3eTUMHO, npuiarad CAaMOCTOATENHO HJIM CbC CTaTHH.

CnegHHTe HEXeNaHy PeakUHy ca CboOLIEeHH NPH HAKOH CTATHHH:
CEeKCyaJIHa AHCQYHKLHA
® H3KIKUYHTENHA Clly4Yau Ha HHTEPCTHLHANHA benoapobHa Gonect, ocobeHo NpH HPOABLIKHUTENHA
Tepanug (BX. Touka 4.4)

® 3axapeH AHaber:. 4eCTOTaTa LUE 328BHCH OT HANHYHETO HJTH OTChCTBHETO HA PHCKOBH (DAaKTODH
(KpBBHA 3axap Ha rnaaHo 25,6 mmol/L, BMI>30 kg/m?, noBuiitedn TPUrmMLEpHIH, aHAMHE3a 32
XHIIEPTOHHUA)

Covob € Ha NOJO3HPAHH HEXEJAHH PeaKLHH

CrpolluaBaHeTo Ha NOJO3HPAHH HEXeNlaHH peakLiH cliell pa3peliaBane 3a ynorpeba Ha neKkapCTBEHHS
NMPOAYKT € BaXHO. ToBa no3sonsBa Aa MPOABDKH HAOAOAEHHNETO Ha ChOTHOLUECHHETO MOJI3a/PHCK 38
NeKapCTBEHHA NPOAYKT. OT MEAHLIMHCKHTE CNEHANUCTH C€ H3UCKBA Ja Chobl1aBaT BCAKa NOJ03HpaHa

HeXXeNaHa peaxlua 4pe3 HalHOHANIHA CHCTeMa 3a cholulapare B M3nbnuuTeNHa areHina no JekapcTpara
yn. ,,Jlamau I'pyes® Ne 8, 1303 Codus, Ten.: +35 928903417, yebealitT: www.bda.bg.

4.9 IIpeao3npane

Topeasun Ilnoc

B cnyuaii Ha npenosupase Tpabsa Aa ce npeanpHemMaT CHMNTOMATHYHHK M NOAAbPXKALLH MepkK. Tpabsa
ia Ce HanpaBAT YepHOAPOOHH DyHKLUHOHaNHH TecToBe M HUBaTa Ha KOK Tpabsa aa Obaar
NnpocneAsiBaHH.

Amopgacmamun
[Nopann BHcokaTa CTeNneH Ha CBLP3IBAHE HA ATOPBACTATHH C NIA3MEHKTE MPOTEHHH, HE Ce OYaKBa
XeMOAHANIH34aTa Ad YCKOPH 3HAYHTENHO KIHPBHCA HA aTOPBACTATHH. ‘

Ezemumub
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[IpH KIMHHYHH [TPOYUYBAHHA NPHIOKEHUETO Ha e3eTUMHO B 103a 50 mg/aHeBHo Ha 15 3ApaBH y4aCTHHLH
B IPOAL/KEHHE Ha 14 OHK WK B f03a 40 mg/nHeBHO Ha 18 nalueHTH ¢ MbPBHYHA XHNEPAHNHIEMHS B
NpOABIDKEHHE Ha SO AHM € KaTo usano ¢ A0Opa MOHOCHMOCT.

JloKnaaBaHu ca HAKOJKO Ciy4as Ha NMpefo3HpaHe, NOBEYETO OT KOHTO HE ¢a CBLP3aHH ¢ HEXEaHH
peakunH. CroOLICHHTE HEXENAaHH PeaKLIMH HE ca CepHO3HHU. [Ipn KHBOTHH He € HabmonaBana
TOKCHYHOCT ¢lleJ, eAHOKpaTHa nepopaitda xo3a ot 5 000 mg/kg e3eTHMUO NpH MIBX0BE H MUIIKK H
3 000 mg/kg npu kyuera.

5.  @OAPMAKOJIOT'MYHU CBOMCTBA
5.1 @apmakoaARHAMRYHH CBOiCTBA

(dapMakoTepanesTHYHa rpyna: JUNHAOMOAH(HLHPALIH CPEACTBA, KOMOHHALIMH OT Pa3IHYHU
nunuaoMoauduuupany cpeactsa, ATC koxa: C10BAOS

Topsasuu [Lnroc e TMOHAOTIONMKABALL NIPOAYKT, KOHTO CENIEKTHBHO HHXHOHPA HHTECTHHAIHATA
abcopbumMs Ha XONeCTepOs H CBbP3aHH PACTHTENIHH CTEPONIK U HHXHOHpa eHJOreHHaTa CHHTE3a Ha
XOJIECTEpOA.

MexaHn3bM Ha AeHCTBHE
Topeazun ITnioc

XonecTepoadbT B nna3Mara ce nojiy4ara oT HHTeCTHHANHA abcopOLiys H engoreHHa cuHTe3a. To3u
JeKapcTBEH NMPOAYKT ChbAbPXKa €3€THMHO U aTOPBACTATHH, J[BE ChHCTABKH, KOUTO INIOHHXKABAT HUBOTO HA
JTYMOHNTE MOCPEACTBOM KOMIUIEMEHTAPHH MEXaHH3MH Ha AeiicTBre. Topsa3uH I1noc Hamansasa
nosHeHHs ob1 xonectepon (06m-C), LDL-C, anoaunonporeun B (Apo B), tpurnunuepuaure (TG) u
XONECTEPONA B IHMNONPOTEHHUTE C HE-BHCOKA MIbTHOCT (non-HDL-C), u nosuinasa xonecrepona B
NIHNONPOTEHHUTE ¢ BHCOKA MIBTHOCT (HDL-C) upe3 aABoer MeXxaHU3BM HA AeHCTBHE — HHXHOHpaHe
abcopbuusaTa Ha XonecTepona H HEroOBUA CHHTES.

Amopeacmamun

ATOpPBaCTaTHH € CENIEKTHBEH, KOHKYpeHTeR HHxubuTop Ha HMG-CoA peaykraszara, orpaHH4yaBal]
CKOpPOCTTA €H3HM, OTTOBOPEH 3a MPEBPBILAHETO HA 3-XHAPOKCH-3-METHII-TITyTAPHI-KOEH3HM A B
MEBAJIOHAT, IPEKYPCOP Ha CTEPOIIH, BKIKOYUTEIHO XonecTepona. TPUrITHLEepUANTE H XONeCTEPOTbT B
yepHus Apod ca BKIIOYEHH B JUNONPOTENHH € MHOTO HUCKA IIILTHOCT (VLDL) U ce 0ocBOOOX1aBaT B
MJa3MaTa, 3a Ja ce AOCTaBAT Ha NepUPEPHUTE ThKaHK. JInnonporenHuTe ¢ Hucka mrsTHOCT (LDL) ce
obpasyear oT VLDL u ce xarabonusupar riaBHo 4Ypes peuenTtopa ¢ Bucok adunuter kbM LDL (LDL

peuenTop).

ATOpPBAaCTaTHH NOHK)KABA XONECTEPOJIA B NJIA3MATa H KOHLEHTPALIMUTE Ha JIMIIONPOTEHHH B CEPYMa Ype3
nHxu6upane 6pos Ha HMG-CoA peayxra3zata u nocneapaiia GHOCHHTE3a Ha X0ECTEPO] B YEPHUA Apod
H yBenH4ana Opos Ha yepHoApoOHHTe LDL penenTopn Ha keTh4YHATA NOBbPXHOCT 338 YBEJIHYEHO
yCcBOsABaHe B KaTtabonuswM Ha LDL.

ATtopBacTaTHH HaMaaBa obpasyBanero Ha LDL u 6pos Ha LDL vacTauuTe. ATOpBACTATHH NPHYHHSABA
3HAYHTETHO H NPOAL/DKMTEIHO NOBHILEHNE Ha axTHBHOCTTa Ha LDL penentopure, cBBp3aHoO ¢
OnaronpHATHAa NPOMAHA B Ka4€CTBOTO Ha LMpPKynHpaigute LDL vactuumn. ATopeacTaTvH € eeKTHBEH 3a
HamangBade Ha LDL-C npy nauuenTy ¢ XoMo3urotTHa gaMKiIHa XHMEPXOaecTepOIeMH
KOATO OOMKHOBEHO HE OTrOBaps Ha JE€YECHHETO C NMOHWKABALH THNHANTE JEKAPCTB

YCTaHOBEHO €, Ye aTOPBACTATHH NOHHXKaBa KOHLEHTpauHHUTe Ha 06mua-C (30%
61%), anonunonpoterH B (34%-50%) u tpurnunepuau (14%-33%), kato cbiy
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npoMeHnrBo nosHiasane Ha HDL-C u anonunonporerH Al B no3a-otrosop npoyusaHe. Te3n pe3yJITaTh
ca NPHIIOKHMH NPH NAIIMEHTH C XETEPO3HIOTHA (paMUiiHa XHNepXonecTepoieMHus, HedaMuaHa
XHNEPXONECTEPONEMHA H CMECEHA XHNEPIHITHACMHSA, BIJIFOYHTENIHO NAUHEHTH ¢ HEKHCYJIHHO3aBHCHM
3axapeH auadber.

Penyumnpanero Ha ob6mns xonecrepon, LDL-C u anonunonporens B e ¢ noka3an edext npu nonwxasaHe
PHCKa OT ChPACYHO-CbAOBH HHLIHACHTH H CMBbPTHOCT OT ChbPACYHO-ChAOBH 3a00NABaAHHA.

Ezemumub

EszerMub nibuparenno nuxubupa abcopbuuaTa Ha XONECTEpPONa M CPOAHH PACTHTENHH CTEPOJIH B
yepparta. EzeTuMHO € nepopanHo akTHBEH H MEXAHHU3MBT MY Ha JACHCTBHE Ce pa3nHyuaBa OT TO3H Ha
APYTHTE KacOBE CheANHEHHA 3a MOHHKABAHE HA XOJecTepona (Hanp. CTATHHH, CEKBECTPAHTH Ha
KITbYHHTE KHCENHHH [CMOJH], NpoH3BOAHA Ha GHOPHHOBA KHCENMHA H PACTHTENRHU CTAHOMH).
[IprnesHoTO MACTO Ha MOJIEKYJIHO HMUBO HA e3eTHMHO e npeHocHTenaT 3a creponn Niemann-Pick C1-Like
1 (NPCI1L1), xo#ito e oTroBOpeH 3a 06paTHOTO BCMyKBaHE B THHKHTE Y€PBa Ha X0J1eCTeposia U
dHTOCTEpOSHTE.

EzeTumnb ce noxanu3npa Ha MOBbPXHOCTTa Ha PECHUUKHTE B ThHKHMTE YepBa H HHXUOHpa abcopbuusTa
Ha XO0JIECTEPOJ1a, KAaTo MO TO3H HAYHH HAMAJIABA TPAHCNOPTHPAHUA OT ThBHKHTE YepBa KbM YepHHA Apod
XOIECTEPOII; CTATHHHTE NOHHKABAT CHHTE3a Ha XOJIECTEPOE B YEPHHA Apob U 3aeHO TE3H PAITHYHH
MEXaHH3MH OCHIypsiBaT AOMBABALLO ce AeHCTBHE N0 OTHOLIEHHE CHHXKABAHETO Ha XonecTepona. [Ipu
2-CeAMHYHO KIHHHYHO [TPOYYBAHE C yYacTHETO Ha |8 mauueHTH ¢ XUNepXonecTepoaeMus NMPHIOKEHHETO
Ha e3eTHMKO nHxnbupa ¢ 54% abcopbuHaTa Ha xoJecTEpOI B HEPBATa B CpaBHEHHE ¢ naauebo.

[IpoBencHa e nopeanla OT NPEAKIHHHYHY NPOYYBAHHA 32 ONpeensHe Ha H30HpaTeNHOCTTa Ba e3eTHMHUO
no OTHOLUEHHE Ha HHXHOHMpaHeTo Ha abcopbuuATa Ha xonecTtepona. EzeTumnb naxubupa abcopbumnata Ha
[14C]-xonecrepona, 6e3 1a noenuaBa Ha abCopOLHATA HA TPHINIHUEPRIONTE, MACTHUTE KHCE/THHH,
XKITBYHHTE KHCCIIMHH, NPOreCTepOHa, ETHHHIECTPAAHOIAa HIIH MACTHO Pa3TBOPUMHTE BUTaMuHH A K D.

[lenuaTpuyHa nonyaauus
EsponefickaTta areHius no n1exapcTpaTta ocBeO0XK/AaBa OT 33Ab/DKEHHETO 3a NpeaAOCTABAHE HA

pe3yATaTHTE OT NPOy4BaHHATA C TopBa3uH [1n10C BbB BCHUYKH NOATPYNH Ha NEAHATPHYHATA NMONYJIaLHA
MPH JICYEHHETO HA XHNepXonecTeponemMus (BxXK. Touka 4.2 3a HHPOpMaUHA OTHOCHO ynoTpeba B
nearaTpUATa).

$.2 @apMaxkoKHHeTHUYHH CBOHCTRA

Topsazuu Ilnwoc
Jloxa3saHo €, ye TO3H NeKapcTBeH NPOAYKT e 6HOEKBUBANEHTEH HA MPHIOXKEHHTE €HOBPEMEHHO B
CbOTBETHH A0O3H €3eTHMHO K aTopBacTaTHH TabneTkHy.

Abcopbiig

Amopsacmamun
ATOpPBAacTaTHH ce abcopbupa 6bp30 ciiea NepopanHo NPHIAOKEHHE, MAKCHMANHH NNAa3MEHH
KOHLEHTpaUKHH (Cmax) ce nocturar 3a 1 fo 2 yaca. CreneHTa Ha abcopOLus ce yBenHuasa
NpoNopLUHOHANHO Ha A03aTa Ha aTopBacTaTHH. Caen nepopaneH npueM, OHOHATHYHOCTTA Ha
aTopBacTaTHH QuIMHpPaHH TabneTku e 95% no 99% B cpaBHEHHE C Ta3N HA NEPOPATTHHA Pa3TBOP.
AbcomoTHaTa 6HOHANHYHOCT Ha aTOPBACTATHH e NpHOAu3uTenHo 12%, a cHcTeMHaTa Han
nuxubHTopHata aktHBHOCT 3a HMG-CoA penyxra3arta e npubnusurento 30%. Hucka
HANTMYHOCT C€ TBJIKHU Ha MPECHCTEMEH KJIHPBHC B CTOMAILHO-YPEBHA NHraBHIA H/HIH
»first-pass* meraGonnanm.
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Ezemumu6

Craea nepopaiHo npunoxkerne, e3eTHMHG ce abcopOupa 1 ce KOHIOrHpa B ronAMa CTereH, KaTo ce
obpa3yBa GpapMaKkoJOrHYHO AKTHBHHAT QEHOJIOB IVIIOKYPOHHA (€3eTHMHUG-rmoKypoHu). CpeaHuTe
MaKCHMANHH TU1a3MeHH KOHLEHTPALHNH (Cmax) c€ IOCTHrAT 33 | 0 2 Yaca 3a e3eTHMHO-TIIOKYPORKAA H 32
4 no 12 yaca 3a ezeTmMnb. AGconroTHata GHOHANHYHOCT Ha e3eTUMHO He Moxe aa Obae onpedeneda Thit
KaTO CbCAHHEHHETO € HEpa3sTBOPHMO BbB BOHA CPEAS, FOIHA 32 H3rOTBAHE HA HHXKEKLIMOHHH Pa3TBOPH.

EnHOBpEMEHHOTO NPHNOKEHHE C XPaHa (C BHCOKO ChABPKAHHE HA MA3HMHH HIH 6e3 Ma3HHHH) HAMa
edexT BupXy 6HOHANHYHOCTTA Ha MEPOPATHO MPUIIOXKEHHS e3eTHMHO KaTo Tabnerxn ot 10 mg.

Pasnpenenenune
Amopeacmamun

Cpeanunat obem Ha pasnpenenenue Ha aTopBacTaTHH € npubansutento 381 L. AtopBacTaTuH ce CBbp3Ba
C NJa3MEHUTE NPOTEHHAK B >98%,

Ezemumub
EzernMu0 ¥ e3eTHMub-rmokypoHMa ce CBBP3BAT ChOTBETHO B 99,7% u B 88 10 92% C nasMeHHTe
NPOTEHRHU NPH XOpa.

buortpancdopMalus

Amopsacmamunr

ATOpBacTaTHH ce MeTabonn3upa oT UHTOXpoM P450 3A4 1o opTo- H NapaXMAPOKCHIHPAHH NPOU3BOAHH
W paznnyuny OeTa-OKHCAKRTENHM npoayKTH. OcBeH No ApyrH IMLTHILAE, TE3H NPOAYKTH AOMLIHHTENHO ce
MeTaboNH3HpaT 4pes rmoKyponupane. In vitro nnxn6upate Ha HMG-CoA pexyxrasara oT opTo- M
NnapaxHIpOKCHAHPAHHTE MeTAbOIUTH € EKBUBANICHTHO Ha TOBA Ha aTopBacTatuH., [Tpubausurento 70% ot
HHpKyIHpaltaTa HHXHOHTOpHA akTHBHOCT 38 HMG-CoA peaykrasaTta ce ObKH Ha aKTHBHHUTE
MeTabOoNMTH.

Ezemumub

E3etuMn6 ce metabonusupa 0CHOBHO B TBHKHTE YepBa U YepHHs APO6 Upes rMIOKYPOHOBA KOHIOTALHA
(peaxuns daza Il) ¢ nocneasaula 6unnapna exckpelus. OKCHIATHBHHAT MeTabonn3nM (peakuua daal) e
MHHHUMAaJIEH U € ONHCaH NPH BCHUKH HabniofaBanu BuaoBe. EzeTMMUO n e3eTuMUB-rIoKypoHna ca
OCHOBHHMTC NPOH3BOAHH HA JIEKAPCTBOTO, KOHTO C€ YCTAHOBABAT B M1a3MaTa, NPEACTABIABAT ChOTBETHO
oT 10 1o 20% # ot 80 a0 90% oT 06111070 KONHUYECTBO Ha JIeKapeTBEHNA NPOAYKT B nnasMmara. EzeTHMH6
W €3eTHMHO-TOKYPOHHA 6aBHO ce eNTMMHHHPAT OT NAa3Mara, KaTo € JOKa3aHo, Ye y4acTBAT B ronama
CTENECH B EHTEPOXENAaTaNeH KpbroBpat. [101yKHBOTHT Ha €3¢THMHO U e3eTHMHUO-TTIIOKYPOHUL €
npubnnsurento 22 yaca.

EnuMuHHpaHe

Amopsacmamun

ATOpBACTATHH Ce EIMMHHHPA NPEAHMHO C XNBYKATA Clel XeNaTaNneH W/HIH excTpaxenaraneH
MeTabon3bM. Bhripexy ToBa, iekapcTBEHHAT NPOAYKT He NPEThPNABA 3HAYHTENEH eHTepoXenaTalieH
KpbroBpaT. CpeAHHAT 11a3MeH eNHMHHALMOHEH TIONY)XXHBOT Ha ATOPBACTATHH NPH Xopa €
npubnnsutento 14 yaca. [lonyxupoTbT Ha HHXHOUTOPHATa akTHBHOCT 38 HMG-CoA penykTasata e
npubausuTenHo 20 ao 30 yaca, mopaaH y4acTHETO Ha AKTHBHHMTE MeTaboNHTH,

ATOpPBacTaTHH € cyfcTpaT Ha YepHOAPOOHHTE TPAHCIIOPTEPH, OPraHHYHHS AHHOH-TPAHCNOPTHpALL

nonunentua 1B1 (OATPIBI) u 1B3 (OATP1B3) Tpancnoprep. MetaGonutnTe Ha aTopBacTaTHH ca
cyOctparn Ha OATPIBI. ATopeacTaTHH e HAEHTHPHLMpPAH ChILO KaTO cybeTpaT Ha eduyKCH
TpaHcnoprepH P-ranxonpoteud (P-gp) 4 npoTeHHa Ha PE3HCTEHTHOCT Ha paka Ha rbpAaTa
MOXe Ja OTpaHH4aT HHTECTHHANHATa abcopburs # OunHapHna KIHPBHC HA ATOPBACTATHH.

Ezemumut
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Cnen nepopanen npueM Ha *C-e3eTuMub (20 mg) ot nauneHTHTe, OGIIMAT e3eTHMHO € CBLP3aH € OKOJIO
93% ot o0wara pannoakTHBHOCT B nnasmara. [1pubnusurenno 78% u 11% oT paauoaxTHRHOCTTA Ha
NPUOXKEHATA 1034 CE YCTAHOBABAT CHOTBETHO B H3NPAXHEHUATA U YpuHaTa 3a 10 [HeBeH nepHoj Ha
cuOnpane. Crnen 48 yaca He ce ycTaHOBABa 10JOBHMA OCTATHYHA PaJHOAKTHBHOCT B N1a3Mara.

QTQQ'—]CCQ Bb3pacT

Amopsacmamun

[Ina3MeHnTE KOHUEHTPALHH HAa ATOPBACTATHH H HETOBUTE AKTHBHH MeTab0/TUTH Ca NO-BHCOKH NpH
34paBH KHIHBHAH B CTapuecKa Bb3pacT, OTKOJKOTO MPH MJIAAH, JOKATO THNHAHNTE eeKTH ca CpaBHUMH
C Te3u HabmoaaBaHH NpH No-Miaaa rpyna nalHeHTH.

Ezemumub

[InasmMeHHTe KOHLEHTPAUKHH Ha 00LIMA e3eTHMHO ca OkosIO 2 MbTH NO-BHCOKH MPH NALHEHTH B CTAPYECKA
Bb3PACT (=65 roiHHH) B cpaBHeHHe ¢ no-MnaanTe (oT 18 zo 45 roaunn). Hamanenuere va LDL-C
npoUIbT Ha 6E30NACHOCT Ca CPABHHMH MEXAY NALMEHTHTE B CTAPUECKA BH3IPACT U NO-MIAJHTE
NauHeHTH, KOUTO Ce JIEKYBAT C €3¢ THMHO,

YepHoapobHo yepexkaaHe
Amopeacmamun

[InazMeHHTE KOHLEHTPALHH Ha aTOPBACTATHH U HETOBHTE aKTHBHH METaGOIMTH ¢a 3HAYUTEIHO
noBHLEHH (0K0MO 16 MbTH 32 Cmax M 0kONO 11 MbTH 32 AUC) npH NauHeHTH ¢ XpOHHYHO AIKOXOJHO
yepHoaApoOHO 3abonsapate (knac B no Childs-Pugh).

Ezemumub

Cnen eanokparna no03a ot 10 mg eszerumud, cpeanara AUC 3a o6uina ezeTiMub HapacTsa
npubausuTenHo 1,7 mbTH NpH NaLKEHTHTE ¢ Jieko YepHOApoOHO yBpexaaue (ckop no Child Pugh 5 wnn
6), B cpaBHEHHE CBbC 3ApaBHTE NHUA. [IpH 14-aHeBHO Npoy4YBaHe ¢ MHOTMOKPATHO A03UpaHe Ha
nexkapceTBoTO (10 mg AHEBHO), NaLMEHTHTE ¢ YMepeHO uepHoapobHO yepexaane (ckop no Child Pugh 7
a0 9) uManu ysennueHue Ha cpeaHara AUC 3a oOuius ezeTiMu6 npubansutenno 4 nbtH npes Jlen 1 u
JleH 14 B cpaBHEHHE CbC 34paBUTe NMuLa. He ce Hanara kopurupase Ha J03aTa 3a NaUHeHTHTE C JIEKO M0
CTeneH 4epHoApoOHOo yBpexnane. [Topaan auncata Ha JaHHU OTHOCHO e(PeKTHTE Ha YBEJIHYEHATa
eKCMO3HUMS HA e3eTUMHO NPH NaUMEHTHTE C YMEPEHO HITH TEXKO YepHOApoOHO YBpeKaaHe (CKop no

Child Pugh > 9), ezeThMHb He ce npenopbyBa 33 NPUIOKEHHE NPH TAKHBA NALKEHTH (BX. TOYKH 4.2 U
4.4).

bubpeuno yppexaaHe

Amopeacmamun
Br0peunoTo 3abonasane He 0ka3Ba BAHAHHE BLPXY IUIA3MEHHTE KOHUEHTPALMH HIH BbPXY JHMHAHHTE
€¢eKTH Ha aTOPBACTATHH H HEMOBHTE AKTHBHU METabOIHTH.

Ezemumub
Cnen eqnokpartna no3a e3eTiMu6 ot 10 mg npu nauxeHTH ¢ TekKo no crened 6x0peyHo 3abonaBaHe

(n = 8; cpeaen CrCl <30 ml/min/1,73 m?), cpeanata AUC 3a ofuiua e3eTUMHO ce e yBenHuuna
npubnu3nTenHo 1,5 muTH B cpaBHEHME Cbe 3apaBUTe Nuua (n = 9). To3u pe3yaTaT He ¢e C2UTa 3a
KIIHHH4YHO 3HaunWM. He ce Hanara kopurapaHe Ha 03aTa NpH nauneHTH ¢ 6u0peuHo yBpeKaaHe.

EavH nauHeHTH B TOBa npoy4Bane (cnea 6p0pevHa TpaHCMIAHTALMS U Ha JIeYeHHe ¢ MHOXECTBO
NeKapCTBEeHHU NPOAYKTH BKIIIOYHTENIHO LHKIOCNOPHH) € HMal |2 NbTH NO-BHCOKA €KCNO3HilMA HA 001 KA
e3eTHMHO.

[lon

Amopeacmamun

KoHueHTpauHnTe Ha aTOPBACTATHH H HEFOBHTE AKTHBHH METabONHTH NPH KEHHUTE ce
npH MbxXeTe (KeHH: npHbauznTenHo 20% no-BHCOKH 38 Coax H NpHOIH3KHTENHO 10%
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Te3u pa3nUKH HAMAT KIHHHYHO 3Ha4Y€HHE, B PE3YNTAT Ha KOETO He ca HabMoaaBaHH KITHHHYHO 3HE&YHMH
Pa3iHKH B NTUNHAHHTE €PEKTH Cpel MbXKE H KEeHH.

Esemumub

[InasmMenuTe KOHLEHTpaLMK Ha oOUIHA e3eTHMHO ca Manko NO-BHCOKH (Npubnu3uTento 20%) npu
)KEHHTE B CpaBHEHHE ¢ MbKeTe. HaManeHHeTo Ha LDL-C n npoduabT Ha 6€30nacHOCT NpH MBKe H XKEHH
ca CPaBHHMH NPH NIEUYEHHETO ¢ €3eTHMHD.

SLCOI1B] nonumMopdpH3IbM

Amopeacmamun

YepHoapobHoTo 3axBaliane Ha Bcuuku HHxubaTOopn Ha HMG-CoA peaykra3ara, BKIIOYHTENHO
aTOpBACTaTHH, ce H3BbpluBa nocpeacTsom OATP1B1 tpancnoprep. [1pu naunentu cxe SLCO1BI
NOAUMOPPH3IBM HMA PUCK OT NOBHILEHA €KCIIO3HIMA Ha AaTOPBACTATHH, KOETO MOXE 13 J0OBeAE A0
MOBHLIUEH PUCK OT pabaomuonusa (Bx. To4ka 4.4). [NTonuMopduimMbT B reHa, kogupawm, OATPIB1
(SLCOIBI ¢.521CC) e cBbp3aH ¢ 2,4 mbTH MO-BUCOKA CUCTEMHA €KCTIO3KLHA Ha aTopBacTtaTl (AUC), B
CpaBHEHHE ¢ HHAUBHIHN Oe3 To3u reHotuneH BapuaHT (C.521TT). pu Te3n nauHeHTH € BBIMOXHO

FeHETHYHO Ja € HapyleHO 4YepHOoApoOHOTO 3axBalltaHe HA aTopBacTaTHH. BL3MOXHH NOCNEACTBHA BBPXY
ePHKACHOCTTa Ca HEHM3BECTHH.

5.3 IlpeaxnranuBE NaRHH 32 GezonacHocT

Topeasun IInoc

B npoy4BaHus ¢ eITHOBPEMEHHO NpUMAraHe Ha €3eTHMHO H cTaTHHH HabmOAaBaHHTE TOKCHYHH eheKTH
MO CBLIECTBO Ca XAPAaKTEPHUTE 38 CTATHHHTE, HAKOH TOKCHYHK e(eKTH Ca Mo-U3pa3eHH B CPABHEHHE C
HalnoaaBaHKTE NPH CAMOCTOATEIHOTO U3MON3BaHE Ha CTATHHU. TO3M PE3YNTAT Ce OTAABa Ha
¢apMakoKHHETHYHHTE H apMaKOJHHAMUYHHTE B3aUMOJEHCTBUA MEXY OTAETHHUTE JIEKAPCTBEHYU
NpOAYKTH NPH €AHOBPEMEHHOTO UM NpHiarase. [1ogxoOHH B3aHMoaelicTBHUA He ca HaOMI0AaBaHH B
KJIMHHYHHTE NpoyuBaHua. [1pn nabxoBe MHONATHA HACTBIIBA CAMO Clled EKCMO3HIMA Ha A03M, KOMTO Ca
HEKONKOKPATHO NO-BHCOKH OT TEpaneBTHYHKHTE NpH Xopa (npubansurenno 20 mutH 3a AUC npu
cratHinuTe ¥ oT Y00 1o 2 000 nbTh AUC 3a akTHBHHTE MeTabonuTH).

B nopeaunua ot in vivo W in vitro aHaNH3H €3¢THMHO, NMPHIIOXKEH eAHOBPEMEHHO ChC CTATHH, HE NPOABABA
FreHOTOKCHUYEH NMOTEHUHAN.

EQHOBpEeMEHHOTO NMpHIAaraHe Ha e3eTHMHO H CTaTHHH He OKa3Ba TepaToreHeH edekT npH nasxose. [Npu
OpeMenHH 3aiiln e HabmoAaBaH HHCHK NMPOLIEHT Ha CKENETHH AePopMaLHH (CTMBAHE HA IPBAHY ¥
ONallHH MPELUICHH, HaMalleH Opoll OnallHK NpeLITenn ).

Amopeacmamun

ATOpBAaCcTaTHH € OTPHLIATENIEH 3a MyTareHeH H KIIaCTOT¢HEH NoTeHuHan B 6aTtepus ot 4 in vitro TeCToBe H
B |1 in vivo ananu3. He e ycTaHOBEHO, Ye aTOPBACTATHH € KAHUEPOreHeH NpH IUTLXOBE, HO NPH Npuaarake
Ha BUCOKH 1034 NPH MUIUKH (JoBean A0 6-11 mbTH no-BHCOKH cTORHOCTH Ha AUC.240 B CPaBHEHHE C
T€3H NPH XOopa, NpHEMaIH HaH-BHCOKATa NPENOPHYKTENHA 1032) ¢a C€ NOABWIH Cly4aH Ha
XenaToueayapeH aneHoM MPH MBXKHTE H XeNAaTOUENYJIapeH KapLKHOM MPH KEHCKHTE KHBOTHM.

HMa naHHK OT eKCNEPHMENHTANIHH NIPOYYBaHHA MPH XXHBOTHH, Ye HHXHOHTOpH Ha HMG-CoA peaykrasara
MOraT Aa MOB/MHAAT HAa pa3BUTHETO Ha eMOpHoHuTe WK detycuTe. [pu nnbXoBe, 3aliy W KyyeTa
aTopBacTaTHH HAMa edeKT BbpXy PEepTHIHTETA H He € TepaToreHeH, obaue, PH TOKCHYHH 3

NbxoBe € 610 3a6aBeHO H MOCTHATANHOTO OLENMBAHE HAMAJIEHO 110 BPEME Ha €KCII0
Ha BHCOKH A03H aTopBacTaTtvH. [IpH nirbxoBe HMa J0Ka3aTeNCTBa 38 NPpeMHHaBaHe H
nnauexTara. [Ipy nabxose, Nia3MeHHTe KOHUEHTPALKY Ha aTOPBACTATHH Ca CXOMHH
He e n3BecTHO Jann aTopBacTaTHH HAH HETOBHTE METabOIHTH Ce EKCKPETHPAT B Kb
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Ezemumub

[IpoyuBaHns ¢ MHOTOKPaTHH 103K €3¢THMHO NpH XHBOTHH HE Ca YCTAHOBKIIH TapreTHUTE OPTaHH 34
TOKCHYHHTE edexTH. [Ipu Kyuera TpeTupanu ueTHpu ceaMuuy ¢ esethmnb (20,03 mg/kg/nHesno)
KOHLUEHTpAlLIHATA Ha X0NIECTEPONa B XKNbHHHA MEXYP € HapacHana ot 2,5 a0 3,5 nvT. Bunpeku ToBa, no
BpEMe Ha €HOFOAMIIHO NPOYYBAHE C KYHETa, TPETHPAHK ¢ no3u Ao 300 mg/kg/aHeBHO, He € YCTaHOBEHA
MOBHLLIEHA YeCTOTA HA XOJNENHTHA3a WK APYTH XKIBYHO-YepHoapoOHM edekTu. He e n3BecTHa
3Ha4YMMOCTTA Ha TE3H JaHHH 3a XopaTa. He Moxe na ce kaxe, uye CbUIECTBYBA JIATOTEHEH PHCK, CBbP3aH ¢
TEepaneBTHYHOTO NPHAOXKEHHE HA e3eTHMHD.

KOHBEHLHOHANHHUTE in Vivo H in vitro aHaJIu3H ¢ e3eTUMHD He MOKa3BaT J0KA3aTe/ICTBa 34
réeHOTOKCHYMHOCT.

[IpoyuBaHHsTa 38 KAHLUEPOTEHHOCT ¢ €3¢THMHO NpPH rpH3ayH He NOKA3BAT NOBHILABAHE Ha YecTOTaTa Ha
nossa Ha TYMOPH.

E3etuMH6 He € nosnuan gpepTHAHTETa Ha MBXKKHTE HIIN )KEHCKHTE [THXOBE, HE € MOKA3aJl TepaToreHeH
e(eKT NpH NMIbXOBE WK 3aliiH, HE € NTOBJIKAN BLPXY NPEHATANTHOTO WK MOCTHATANHOTO Pa3BHTHE.
Esetnmib npeMunaBa npes nnaueHTapHaTa 6apuepa NpH OpeMeHHHN MIbXoBe H 3ai LM, KoraTo ce AaBa
MHOrokpatHo B n03a ot 1 000 mg/kg/nHeBHo.

6. OPAPMALIEBTHYHH JAHHH

6.1 CnHchk HA NOMOIIHATE BEILIECTBA

ChbpueBHHa:
Kanuunes kapboHar

XHAPOKCHIIPONHI LeNyno3a

[Monncopbar 80

Kpockapmeno3sa Hatpuil (SD711)

3axapHu cepH (cbaIBPXKAT 3aXapo3a H UAPEBUUHO HHILECTE)
Tank

MaHuTON

MHukpokpHucTanHa uenysnosa

Hucko 3aMecteHa xuapoxkcunponun uenyaosa (L-HPC B1)
[loBuaon K-25

Hatpues naypuncyndar

MarHesues cTeapar

OO6suBka Ha kancyJaTta:
Topeasut [Mnioc 10 mg/10 mg TRLpAK KANCYAH:

Kanaue: tvitanos avokcua (E171), xuat xkenesen okeua (E172), uepsen xenesen okcua (E172), uepen
xeneseH okcua (E172), xenaTHu
Tano: tTuranos anoxcua (E171), xbaT xkenesen okcun (E172), xenaTuu

To uH Ilmoc 20 mg/10 mg TBbpAKN KAICYJIN:
Kanauve: TuraHoB anokcun (E171), ueppeH xenezed okcna (E172), xenatun
Tsano: TuraHos guokcua (E171), »xunt *keneszen oxcua (E172), skenaTuu

Topeazus [Tmoc 40 mg/10 mg TBBPAN KANCYAK:
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Kanaue: turanos anoxcua (E171), xwbat xenezen okcuy (E172), uepsen xenesen okcua (E172), YepeH
xeneseH okcua (E172), xenaTHr

Tano: Turanos anoxcua (E171), xuat xenesen oxcua (E172), xenatnu

6.2 HecsrBMecTRMOCTH

Henpunoxumo.

6.3 Cpok na roguocr

3 rOAHHH

6.4 CrnenHanas ycJIOBHS HA ChXpPAHEHHAE

Ha ce cexpanasa noa 30 °C B opurHHagHara OMakoBKa, 3a a ce Npeinasy OT Biara.

6.5 Baa A CHLALPKAHAE HA ONAKOBKATA

30, 60, 70, 80, 90, 100 unu 120 Tebpan kancyau B 6ancrep ot OPA/AIV/PVC//Al, nocTaBeH B KyTHS OT
MnperbHaT KapToH.

He Bcyukn BHOOBe onakoBKM MoraT Aa ObJaT MmycHaTH B npoaaxkba.
6.6 Cnennajnu Dpeana3HA MepKH NpPH HIXBLPJSHE ¥ paboTa

Hen3non3sanusT NeKapCTBEH NPOAYKT HIIH OTNAXLYHHTE MaTEPHANH OT HEro TpabBa 1a ce HIXBLPAAT B
CBLOTBETCTBHE C MECTHHTE H3HCKBAHHS.

7. IIPUTEXATEJ HA PASPELLIEHHETO 3A YIIOTPEBA
Egis Pharmaceuticals PL.C, Site 1.

1106 Budapest, Kereszturi ut 30-38.
YHrapus

8. HOMEP(A) HA PAZPELIEHHETO 3A YIIOTPEBA

TopsasuH [1moc 10 mg/10 mg Tebpan kancynu: Per. Ne: 20210297
Topsasuu [lmoc 20 mg/10 mg Tebpan kancynau: Per. Ne: 20210298
TopsasuH [1nmoc 40 mg/10 mg TBupan kancynu: Per. Ne: 20210299

9. JATA HA ITBPBO PA3ZPEILABAHE/TIOAHOBSAIBAHE HA PASPELIEHUETO 3A
YIIOTPEBA

Hata Ha nbpBo paspelnaBane: 05.10.2021 r.
JlaTa Ha nocnieano noaHoeaBaxe: 03.06.2024 r.

10. AATA HA AKTYAJINIUPAHE HA TEKCTA

Centemspu, 2024 r.
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