KPATKA XAPAKTEPHCTHKA HA TTPOAYKTA

1. HME HA JEKAPCTBEHHA NTPOAYKT - ———reeere— —
M3NLAHRUTENHA AFEHUWA N0 NEKAPCTBATA

Topeazus Ilnioc 10 mg/10 mg TBBPAN Kancyu KDamKa XBPENMEPUCTMUKE HE NDOGYKMA - [TpUAoweHUE 1

Topeasuu Ilntoc 20 mg/10 mg TBLpAKM Kancyu J A /I }; / & / ¥
TOPB&:}HH n]'[[.oc 40 mg/lo mg TB’BP,[[H KRHC}’JIH ARy -

Pa3peiusriio N — 2 _12_
Torvazin Plus 10 mg/10 mg hard capsules BG/MA/MP - ;\9 N / },; _______________ 2 025 ........

Torvazin Plus 20 mg/lo mg hard Capsules .................................
Torvazin Plus 40 mg/10 mg hard capsules
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2. KAYECTBEH U KOJIHYECTBEH CbCTAB

TopeasuHs [1n10¢ 10 mg/10 mg TREpAK KANCYIIH
Besaka tebppaa kancyna ceabpxka 10 mg of aropeactaTHH (arorvastatin) (KaTo aTOPBacTaTHH KalLHH

Tpuxuapar) U 10 mg esetuMub (ezetimibe).

Topsasud Ilntoc 20 mg/10 mg TBLPAYN KancyJIH

Bceska tBbpAa Kancyna ceabpka 20 mg of aropsactatHH (aforvastatin) (KaTo aTOPBAaCTaTHH KanLMii
Tpuxuapar) H 10 mg ezetumub (ezetimibe).

Topea3uH Ilaioc 40 mg/10 mg TRLEpAM Kancyu

Bcesika tebpaa kancyna ceaspka 40 mg of atropeacTaTHH (aforvastatin) (KaTo aTOpBacTaTHH Kanuuii
Tpuxuapar) M 10 mg esetumud (ezetimibe).

[1oMOILHO BEILECTBO ¢ U3BECTHO AeHCTBHE
Topsasus [lnroc 10 mg/10 mg TBLpAM KancyJiu: BCAKA Kancynaa cbabpka 13 mg 3axaposa.

TopeauH [1noc 20 mg/10 mg TBLPAK KAaNCYAH: BCAKa Kancyia chabpxa 26 mg 3axaposa.
Topsasus [Nntoc 40 mg/10 mg TRLpAM KANCYJIK: BCAKA KANCyJa CbabPXKa 51.5 mg 3axapo3a.

3a ITLIHMA CTTUCHK HA TIOMOLLIHUTE BElleCTBA BHKTe Toduka 6.1.

3. JEKAPCTBEHA ®OPMA

Kancynu, TBbpan

TopeasuH INntoc 10 mg/10 mg TBBPAM KANCYIH:
Tsepaa xenaTHHOBA Kalcyna, 6e3 0603HaveHHs, caMo3aTBapsillia ce, pa3mep 0, ¢ kKapaMeJIeHO Ha LBAT

Karnaye M *BJITO TANO0, ChAbPXKalla NENETH H €Ha TadneTkKa.

Topsa3zun [1moc 20 mg/10 mg TREPAX KANCYJIH:
Tebpaa xenaTHHoBA KancyJa, 6e3 o6o3HaueHHs, camo3aTBapiLia ce, pasmep 0, ¢ uepBeHnKaBo-kagas0 Ha

LUBAT Kalla4y€ H XbIATO TAJNO, ChAbPXKALLA ITEJICTH H €1Ha Tabnerka.

Topsazus [1mio¢ 40 mg/10 mg TRbPAH KANCYJIH:

Tebpna xenarunosa Kancyna, 6e3 0003HaveHus, camo3arsapsia ce, pasMep 0, ¢ TbMHO Kadge
Kalaue M XbJITO TANO, ChAbPXKAllla NeNIeTH H efHa Tabaerka.

ITbnHex Ha Kalncynara



ATtopeacTaTil IR nenetu:
Ileneru B cdeputiHa popma

Ezerumub 10 mg Tabaerka:
Eana kperia, nnocka rabnetka cbe CkoceHH prboBe, ChC CTHNAM3MpaH HaaNHC ,,E“ OT eanara cTpana H
»,012% oT Apyrara cTpaHa.

4. KJIHHHYHH JAHHH

4.1 TepaneBTHYHN NOKA3AHHSA

Topeasun I1nioc TBbpAY KaNCyJIH € MokasaH kaTo 100aBka KbM AMETaTa KaTO 3aMeCTBalla Tepanus 3a
NIeYCeHHE Ha Bb3PacTHH ¢ MbPBHYHA (XeTepo3HroTHa PaMHIHA U HedaMHJIHA) XHIIEPXONECTEPOJEMHA HITH
KOMOHHHpaHa (CMeCeHa) XHMEePHNHAEMHUS, IEKBATHO KOHTPOJMPAHH OT OT/C/THHTE BellleCTRa,
NnpHeMaHH €JHOBPEMEHHO B ChIUHTE AO3H KaTO TE3W Ha ¢UKCHpaHaTa KOMOHHAL M.

4.2 [do3HpOBKAa H HAYHH HA NPHJIONKECHHAE

E{)BHEOBKE

[launenThbT TPAOBa A2 € Ha NOAXOAAILA AHETA 32 MOHWKABAHE HA JIMIHANTE H TPAOBA Ja NPOABIKH Ta3H
JHETA NO BpPEME Ha JISYEHHETO C TO3H JIEKAPCTBEH NMPOJIYKT.

IIpenopsyMTEIHATA JHEBHA 034 € €HA KaNcysa oT AaJeHaTa KOHLEHTpallia, Cbe MM Oe3 XpaHa.

Topeasus [1n10¢ He e MoaxoAdL 3a HAYATHO TeYeHHe. 3amoYBaHe HA JIeYeHHe WIH KOPEKUHS Ha 03aTa,
aKo € HeoOX0AHMO, ClIe/IBa Aa Ce H3BbpILBA CAMO C MOHOKOMIIOHEHTHH NPOAYKTH, H CleJ] ONpeacasHe Ha
MOAXOAALINTE AO3H, aKO € Bb3MOXHO Aa Ce NpeMUMHE KbM PUKCHpaHaTa KOMOHHAIHS C NOAXOAALLA
KOHLIEHTPALIHA.

Eonoepemenno npuroxcenue covC cex8ecmpanmu Ha HCAbYHUME KUCenunu
JlekapcTBeHMAT MPOAYKT TpAOBa Aa ce npHeMa UK >2 yaca npeay UM >4 yaca cliel MPUIIOKEHHE Ha
CCKBCCTPAHT Ha XJIBPYHHTC KHCCITHHH.

Eonospemenno npunodicenue c opy2u rexapcmead

[1pH nauneHTH, NpHeMallly aHTHBHPYCHH CPE/ICTBa 3a JiedeHHe Ha xenaTHT C enbacBup/rpazonpesup ik
NIETEPMOBHP 3a NPOPHIAKTHKA HA LIUTOMErATOBHPYCHA HHPekIma eAHoBpeMenno ¢ Topaaszus [Tnioc,
J103aTa Ha aTOPBAaCTAaTHH B TO3H JIEKAPCTBEH NPOAYKT He TpaOBa na Hajasuuiara 20 mg/neH (BX. ToukH 4.4

H 4.5).

Ynotpe0arta Ha aTOPBACTATHH HE €€ MPENOpbYBA NPH NALMEHTH, MPHEMALIH IETEPMOBHP €HOBPEMEHHO
C LMKIOCNOPHH (BXK. TOMKH 4.4 1 4.5).

Cmapuecka év3pacm
He ce Hanara kopekuHs Ha 103aTa NMPH MALKEHTH B CTapuecKa BH3pacT (BXK. TOuUKa 5.2).

lleduampuuna nonyrayun
be3zonacHocTTa H edukacHocTTa HA TopBasul [Tmoc NpH Aena | wHowH noa 18 roguHu He ca
YCTAaHOBEHHM (BX. To4uka 5.1). JIuncear gaHHH.




Yepnodpobuo yepescoane

Toprasnn Ilnoc TpaOGBa 1a ce H3NOA3BA € NOBHILICHO BHHMAHUE NMPH NALHEHTH C YEPHOAPOOHO
yBpexnaHe (BXK. TOUkH 4.4 1 5.2). To3n nexkapcTBeH NPOLYKT € NPOTHBONOKA3AH MPH MALHEHTH C
aKTHBHO 4epHOAPOOHO 3abonsBaHe (BX. TO4Ka 4.3).

bvbpeuno yspexcoane
He ce Hanara kopexlUua Ha fo3aTa NMpHU NauueHTH ¢ 6s0peuno yepexaane (BX. TodKka 5.2).

HauHuH Ha NpUIOXKEHHE
3a nepopagHo NMPUTOKEHHE.
TopeasuH I1nroc MOXe Aa ce MpHIIara KaTo eAHHUYHA 1032 10 BCAKO BPEME Ha ACHA, CbC HITH 6e3 XpaHa.

4.3 IIpoTHBONOKA3IRHHSA

TopeasuH [1n:0¢ € NPOTHBONOKA3aH:

- MPH NaLMEeHTH CHLC CBPBXUYYBCTBHTEIHOCT KbM aKTUBHOTO BELLECTBO MJIH KbM HAKOE OT
MOMOLIIHUTE BELLEeCTBa, U30POEHH B TOUKa 6.1.

— MPH MAUHEHTH C AKTHBHO YepHOAPOOHO 3a00/19BaHE WIH HEU3ACHEHO NEPCHCTHPAILO MOBHILICHKE
Ha CepYMHHTE TpPAaHCAMHHA3H, HAZABHIIABALIO 3 ITbTH NOpHATa rpaHuna Ha HopMata (I'TH).

— o BpeMe Ha OpeMEHHOCT, KbPMEHE H IIPH XKEHH ¢ JeTepOoJeH NMOTeH1Hal, KOMTO He H3M0N3BaT
NOAXOAALIL METOJ Ha KOHTpauenmua (Bx. Touka 4.6).

- MpH NAUKEHTH, JIEKYBaHU C AHTHBHPYCHHTE CPEACTBA rNeKanpeBHp/mubpeHTacBHD 3a JIeUeHHe Ha
xenatuT C.

4.4 CoenHaJHH NpeaynpekACHHA H DPeANa3HA MepKH npu ynorpeba

Muonartua/PabaoMuonusa
Topsa3suu Ilmoc cbabpka aTopBacTaTHH. ATOPBaCTaTHH, KaTo ApyrH HHXHOHTOpH HAa HMG-CoA

peAyKTasaTa, B peAKH Cly4YaH MOXe 1a 3aCerHe CKeIETHATE MYCKYJ/IH ¥ A8 NIPHYHHU MHAITHA, MHO3HT H
MHOMATHA, KOATO MOXe Ja Nnporpecupa A0 pabaoMuonusa, MNOTEHHHAIHO XHBOTO3aCTPAIlABAlLO
CbCTOSHHE, XapaKTEPH3HPallO Ce ChC 3HAYMTENHO MOBUIIABAHE HA HUBATA Ha KpeaTHH(ocoKHHa3aTa
(K®K) (>10 mbtit I'TH), MHOFNo6uaeMus ¥ MmuornoOuRypus, KOUTO MOXKe Aa AoBeJaT a0 ObOpeuHa
HEOOCTATHYHOCT.

B HAKosKO chyuas ce choOIaBa, Ye CTaTHHUTE HHAYLUpaT de Novo UM BNOIIABAT BeYe ChIIEeCTBYBALIA
MHACTEHHA IpaBHC HIH O4YHa MHAcTEeHHA (BX. Touka 4.8). [Ipunoxenuero Ha TopeasnH mwoc TpsOBa na
ce CTpe B Ciyuail Ha BiolaBaHe Ha CUMNTOMUTE. MMa cpoOiuenns 3a peunauB npH (MOBTOPHO)
NpUJiaraHe Ha ChLIHS HIH pa3H4YeH CTATHH.

B nocTMapKkeTHHIOB ONHT ¢ €3eTHMHO ca 61Ny JokIaABaHE CliyyaH Ha MHONaTHs H pabaoMHOINH3A.
[ToBeueTo nauueHTH, PH KOKTO ce € pa3BHila pabooMHONN3a, Ca IPHEMAJTH CTATHH €IHOBPEMEHHO C
e3eTHMHO. Pabnomuonuia obaue e 6una poxnaapana MHOMO PAAKO NTPH MOHOTEPAIHA ¢ €3eTHMHO 1
MHOTO PAJIKO TIpH Ao0aBgHe Ha e3¢THMHO KbM JPYTH NPOAYKTH, 338 KOHTO € H3BECTHO, Ye NMOBHIUABAT
pHucka oT pabaoMHoOMH3a.

IIpedu navaromo na neveruemo
TopsasuH [Lnioc TpAOBa Aa ce NpeANKCBa ¢ MOBULIEHO BHHMaHHE IIPH TIaLHEHTH ¢ NPeapasnoaraly
¢axTopH kbM pabaomuonusa. Husoro Ha KOK Tpabsa pa 6bae uiMepeHo NpeaAn HAYANOTO HA J1SUYECHHETO
B CICHUTE CUTYALIMHU:

- 6n0peuHo yBpexaaHe

= XHNIOTHPEOHAHIBM

- HHIKHBHIYyalHa KM (PaMHIIHA aHAMHE3a 3a HACIEACTBEHH MYCKYJIHH HapyLIIEHHA
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- NpeAxoXalla aHaAMHe3a 32 MYCKYJ/IHA TOKCHYHOCT NPH H3NON3BAHETO HA CTaTUH WK dubpar

— npeaxoxnaila aHaMHe3a Ha YepHoApoOHO 3a0onfaBaHe U/ HIH KOTaTo ¢a KOHCYMHPaHH 3HaYHTENHH
KOJTHYECTBA aJTIKOXOJI

- NpY NalUHEHTH B CTApYecKa Bb3pacT (Bb3pacT >70 roguHn), HeoOXoAUMOCTTA OT TAKHBA MEPKH
TpaOBa na ce 0OMHCIIH B 3aBUCHMOCT OT HAJIWYHETO Ha APYTH Npeapaznonaraiy (pakTopH 3a
pabaoMHoONu3a

— CHUTyalMH, TPH KOUTO MOKE Aa Bb3HHKHE [TOBHILABAHE HA NMJa3MEHHTE HHBA, KATO B3auMoJefcTBUA
(BX. TO4Ka 4.5) K CIEUMANTHH MONYJallkH, BKIIOYHTENHO W NreHETHYHH cybnonysauuH (BXK. TOUKa

3.2)

H]JH TAaKHBA CHTYAllUH, PHCKET OT NPOBEXKIAHE HA JICHECHHE TPHGBH Aa CcC OLICHABA CNIPpAMO BEepPOATHHUTE
6J'IRI‘OHPHHTHH PE€3YJITATH, KAaTO CC NPECNOopPbYBa KIHHUYHO NMPOC/ICAABAHE.

Axo crofiHocTuTe Ha KDK ca 3nayuTtenHo nopHmenu (>5 nbtu ['TH) B HauanoTo, He TpaOBa 11a ce
3al04Ba I¢4YeHUE.

Onpedensne na xpeamurpocdoxunazama

Kpeatundocdokunasara (KOK) ve Tpabsa na ce onpenens cnea Texky GH3UYECKH HATOBAPBAHHA HITH
NpH HATHYUETO Ha JPYrH BePOATHH AJTEPHATHBHH NPHYKMHH 3a nNoBHeHHe Ha KOK, Tbil kaTo B TE3H
Clly4yau MHTEpINpETaLRATA HA YCTAHOBEHHTE CTOMHOCTH € 3aTpyAHEHa.

Axo u3xonnure crofiHocTy Ma KQK ca 3HauuTenHo nopuuieHu (>5 mvet [ TH), onpeaensHeTo Ha
cToHHOCTUTE cneaBa Aa ObaEe MOBTOPEHO B pAMKHTE HAa 5 10 7 HH NMO-KBCHO 3a MOTBBPKACHHE Ha
NOJIyYeHHTE pe3yJITaTH.

I1o speme na nevenuemo

¢ [lanuenTure TpaOBa na 6baaT yBEAOMEHH, Ye € HeoOXOOHMO He3abaBHO 1a ChoOLIaBaT 3a Beska 6omka
B MyCKYJIHTE, KpaM4 WiH ¢1abocT, 0cobeHOo ako ca NPUAPYKEHH OT HEPA3NOJIOKEHHE HIH BUCOKA
TEMIIepaTypa.

¢ AKO o BpeMe Ha ne4eHue Ha nauueHT ¢ TopsasuH I11I0OC ce noABAT TakuBa CHMIITOMH, HETOBHTE
HuBa Ha KK tpabBa na 6baar usMepeHH. AKO ce YCTAHOBH, Y€ Te3H HHRBA Ca 3HAYHTENHO [IOBHILEHH
(>S5 metu I'TH), neyennero TpadBa na Obae npekpaTeHo.

¢ AKO MYCKYJIHHTE CHMIITOMH Ca CepHO3HH H NPHUYUHABAT €XKXEAHEBHO JUCKOMGOPT, AOpH H
croiiHocTHTe Ha K@K za ca sapnmenu g0 <5 mbtd ['TH, Tpabsa na ce oOMucIn npekpatasase Ha
JICYEHHETO.

¢ [lpu n3ye3pane Ha CHMIITOMHTE H HOpManu3npaHe Ha cToliHocTHTe Ha KK, Moxe na ce 3anoune
OTHOBO JIeY€HHKe C aTOPBACTATHH WK ¢ APYT JIEKAPCTBEH MPOAYKT, KOUTO ChObPKA CTAaTHH, KaToO Ce
CTapTHpa ¢ Hali-HHCKaTa 4032 H NPH CTPUKTHO NPOCIe/iBAHE.

e Jleyenueto ¢ Topra3us I1aroc Tp6Ba Aa ce MpeycTaHOBH, aKo C€ MOABH KITHHHYHO 3HAYHMMO
nopHinapaHe Ha CTOHHOCTHTE Ha KK (>10 meTh I'TH) Hnn axko e auarHocTeumpasa Uiy nogo3upaHa
pabnoMHoONH3a.

¢ [lo BpeMe Ha UM cnex feYeHHe ¢ HAKOH CTATHHH € MMANO MHOTO peAKH choOllleHHa 3a
HMYHOMeHHpaHa HekpoTH3Hpalla MHonaTtia (MMHM). Knuanuno UMHM ce xapakrepusupa ¢
MePCHCTHpALIA TPOKCHMANTHA MYCKYJIHA ¢1a00CT H NOBUILIEHH CEPYMHH HHBA Ha KpPeaTHH KHHA3aTa,
KOHTO MEPCHCTHPAT BEIPEKH NPEKPATABAHETO HA ICUYECHUETO ChC CTATHHH, NOJokUTeNHH aHTH-HMG
CoA peaykTasHH aHTHTENA H OA0OpEHHE C UMYHOCYIIPECHBHH CPEACTRA.

EQHGB[J'CMEHHO JICHCHHUE C IPDYTH JEKADCTBCHH NPOAYKTH
HOPEJIH HRJTHYHETO HA aTOPBACTATHH KaTO KOMIIOHCHT Ha TOpBﬁSHH HJ'IHJC, PHCKDBT OT paﬁnomuonma C

MOBHLIEH, KOraTo TO3H AEKAPCTBEH NMPOAYKT C€ NpHJjara eJHOBPEMEHHO € ONpeIe/iCHH NIEKapCTBEHH
IIPOAYKTH, KOHTO MOXe [a MOBHINAT IUTa3MEHAaTa KOHLEHTpAllUa Ha aTOPBACTAaTHH, KaTo Mgl
HHXHOuTOPH Ha CYP3 A4 wan TpaHCIOPTHH NPOTEHHH (HANpP. LHKJIOCTIOPUH, TEHTPOMMMIN
KJIAPHTPOMHULIMH, A€JTaBHPAHH, CTHPHNEHTOJ, KETOKOHA30J1, BOPHKOHA30J1, HTPaKOHE ..#‘-
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nerepMoBHp v HIV npoTeasHy HHXHOHTOPH, BKIIOYHTEIHO PHTOHABHP, IONMHABHY, aTa3aHaBHUD,
HHIWHABHD, AapyHABHP, TUNIPAHABUD/PHTOHABHP U Ap.). PUCKBT OT MHONATHSA CBINO MOXKe Aa Opae
NMOBHILEH NpH €HOBpEeMeHHaTa yrnoTpeba ¢ reMpubpo3unsa 4 ApyrH Npou3BoAHH Ha HHOPHHOBA KHCETHHA,
AHTHBUPYCHH CpeACTBa 3a neueHue Ha xenatut C (HCV) (namp. 6ouenpesup, TenanpesHp,
enbacBUp/rpa3onpesup, neaunacBap/codpocOyBUp), EPHTPOMHIIMH, HHALMH HIH e3eTHMHUO. AKO €
Bb3MOXHO, TPIOBa /1a c€ 0OOMHCAT anTepHATHBHH (HeB3auMoelicTBAIM) TeEpallHy BMECTO TE3H
JICKApPCTBEHH NpOoayKTH. (BX. Touka 4.8.)

B cny4auTe, KOraTo €AHOBPEMEHHOTO ITPHIIOKEHHE HA TE3H NEKapCcTBeH npoaykTH ¢ Topsasus [Imoc e
HJIOKHTENHO, NMOJ3aTa H PHCKBT OT €AHOBPEMEHHO NIcYeHHe TpAbBa BHUMaTETHO Aa ce ooMucny. Korato
MalHeHTH NpHEeMaT JIEKAPCTBEHH ITPOAYKTH, KONTO MOBUHIABAT NJIa3MEeHATa KOHLEHTPAUNS Ha
aTOPBACTaTUH, CC MPENOPBYBA NMO-KHCKaTa MakcuManHa Jo3a Topeasud ILmoc. B monbnHeHue, B cnyyail
Ha Momuy CYP3A4 nHxubutopu, no-HUCKaTa Ha4yalHa J03a Ha aTOPBACTATHH TPROBA Aa ce OGMHCIH H
Ce NpenopbiBa NOAXORALLO KIHHHYHO NPOCICASBAHE HA TC3H NalHeHTH (BXK. TOUKa 4.5).

ATOpBacTaTHH He TpsAbBa Aa ce npuiara eIHOBpPeMEHHO ¢ Qy3uI0Ba KHCENHHA 38 CHCTEMHO NIPUIOKEHHUE
WK B paMKHTE Ha 7 IHH CNeA IpeyCTaHOBABAHE Ha JieueHHeTo ¢ (py3nuaoBa Kicenuna. Ilpy nanneHTH,
NPH KOKUTO CHCTEMHAaTa ynorpeda Ha ¢y3uI0Ba KUCENHHA € KpaHHO HeoOX0AnMa, JIEYEHHETO ChC CTATHH
TpsA0Ba Aa Ce NpPEeyCTaHOBH MO BpeMe Ha JIeUEHHETO ¢ Qy3uaoBa kucennHa. [IpH nauueHTH, npueMally
¢dy31un0Ba KHCENNHA H CTATHHH B kKOMOUHAaLus, ca cho0LIaBaHH Cliyyan Ha pabIoMHUOIH3a (BKITIOMHUTENHO
HAKOH ¢ daTaneH uaxon) (Bx. Touka 4.5). [launeHture Tpa6Ba Aa ObAAT NOCHLBETBAHH He3abaBHO na
NOTBLPCAT MEAMIIMHCKA NOMOLL, aKO H3NWTAT HAKAKBH CUMIITOMH Ha MYCKYJIHa cliabocT, 6oika uiu
OonesHeHOCT.

Jleyenneto che CTATHH MOXe Jia ObJie Bb3CTAHOBEHO CEAEM AHHU ClIEl MOC/NeAHaTa 1033 Ha $y3uI0Ba
KHCENMHA.

B peaxu cimyyau, KOraTo ce Hanara NpOAB/KHTENHA CHCTEMHA ynoTtpeba Ha Qy3HA0Ba KHCENHHA, HANp. 3a
JIeYEeHHE Ha TEXKH HHEKIIMH, HEeO0OX0AUMOCTTA OT eIHOBPEMEHHO NpUJIoKeHHe Ha TopeazuH [1nroc ¢
dy3nnoBa kucenuHa TpA6Ba Aa ce OOMHUCIH 32 BCEKH KOHKPETEH ClIy4al MOOTAENHO HOA CTPHKTHO
JleKapcKo HabnmoaeHHe.

PHCKBT OT MHONATHA /KM pabaOMHONH3A MOXKE /1d CE NMOBHUIIH NPH €AHOBPEMEHHO NPHUIOKEHHE HA
HMG-CoA pexykrazHi HHXUOHTOpH (Hanp. aTOpBacTaTHH) H JaNTOMHLHH (BX. Touka 4.5). Tpa6Ba ja ce
oOMHCIM BpeMeHHO cnipane Ha TopsasuH I1nroc npu nauueHTH, NpHEMallM JaNTOMHLMH, OCBEH aKo
MMOJI3HUTE OT €AHOBPEMEHHOTO NPHIOXKEHHE HE NPEBHIIABAT PUCKA. AKO €JHOBPEMEHHOTO MPUIIOKEHKE He
Moke aa Obpae niberdaro, Hupata Ha CK tpabsa aa ce u3MepBar 2-3 NbTH CEIMMYMHO H MAalLHEHTHUTE
Tpsabsa ga ObaaT BHHMaTeNnHO HabMOAaBaHH 33 BCAKAKBH NPH3HALM WIH CHMIITOMH, KOMTO OHXa MOIJIH
Ja npesICTaBNABAT MHOIATHSA,

Yepuoapobuu eH3UMU
IIpH KOHTpOIHpaHH H3NHTBaHKA 33 KOMOMHHpaHa Tepanus NPH NalHeHTH, N0JYYaBallH e3eTHMHO 1

CTaTHH, € Ouo HabmoxaBaHo NociaeABallo NOBULIABaHE HA CTOWHOCTHTE HA TpaHCAMHMHA3UTE (>3 IBTH
[TH) (BX. Touka 4.8).

TpsbBa aa ce H3BBpIIBAT YepHOAPOOHH (PYHKLIMOHAIHH TECTOBE NpEAH 3aNoYBaHE HA JIEYEHHETO U
NepUOAHYHO cnej| ToBa. []allHeHTH, KONTO Pa3BUAT HAKAKBY NPU3HALM WA CHMIITOMH, NpEANoJaraly
yBpexaaHe Ha YepHua 1pod Tpabsa na nposenar uepHoApoOHH GyHKLIHOHANHH TecToBe. IlaLyMeHTH, NpH
KOHTO C€ MOBHILABAT CTOMHOCTHTE HAa TpaHCAaMHHA3KTE TpAOBa 1a Obaar npocaeadaBaHy 4o H3Ye3BaHe Ha
OTKJIOHEHHETO (OTKIOHEeHHA ). B cnydaii, ye noBHlIaBaHETO Ha TpaHCaMHHa3uTe Haja 3 mbti [TH

MePCHCTHPA, CE MPENoOpbYBa HaMaAIABAHE HA N03aTa WM NpeKpaTaraHe Ha Topeasun [Limoc.

To3n nexapcTBeH NPOAYKT TpAOBa Aa ce U3NON3Ba ¢ NOBHIIIEHO BHUMAHME NPH MALNEHTH,
KOHCYMHPAT 3HaYHTEHH KOJIHYECTBA alKOXO H/HIM UMAT NPEAX0XKAAO YepHOAPOOHO




UepHoapoOHo yBpexaaHe
[Topaan Hen3BECTHH eQEeKTH NPH NPOALIDKUTENHA eKCNO3ULHA Ha e3eTHMHO NPH MalUUeHTH ¢ YMEPEHa
HJIM TEXKa IO CTeneH YepHoapoOHo yBpexaane, TopeasuH [Lnoc He ce npenopbuBa (BXK. ToYyka 5.2).

dubpartn
be3onacHocTTa H €)HKAaCHOCTTA Ha €3eTUMHO NpHIoIKEeH eAHOBPEMEHHO ¢ PHOpATH HE Ca YCTAHOBEHH.

[Ipn cbMHEHMS 3a XOJEIUTHa3a NPY NALKUEHTH, NPHEMALH, NpUeMalln e3eTHMHO U peHodubpar, ca
MOKa3aHH W3CIEBAHMA Ha HUTbHHUS MEXYP K TOBA jieucHNE TpAOBa Oa Obae MpeyCTaHOBEHO (BX, TOUKH

4.5 n 4.8).

HIJIOCITODHH

HeobxoauMo € NOBUILIEHO BHHMaHHE [TPH 3all04YBAHC Ha JCHCHHCTO € TO3H JICKAPCTBCH MPOAYKT IIPH
OIMpEACNAHE Ha LIHKNOCIIOPHH. KOH[[BHTP&IIHHTB Hd LTHKJIOCTNIOPHH Tpﬂﬁﬂﬂ 1a Obaat MpocnE€aABaHH IIPH

nauneHTH, npuemain Topeasun [1110C 1 muxIocnoprH (BX. Touka 4.5).

AHTHKOAryJaHTH
Axo Topeasun 11m0c ce npubaey keM BapdapHH, APYT KyMapHHOB AHTHKOAryJaHT WM GIYHHIHOH,

MEXIYHapOAHOTO HOpMaTH3upaHo choTHOLIEHHe (INR) TpsOBa na 6b1e KOHTPONHPaHO MO MOAX0AA1L
Ha4HH (BX. TO4Ka 4.3).

HuTepcTHanHa benoapodbHa bonecrt

HMma crobiueHns 3a H30AMPaHH Cllyyad Ha MHTEpCTHUHANIHA Denoapobua 6onecT npu npunoXeHue Ha
HAKOM CTATHHH, OCODEHO NPH NPOABLIKHATENHO JledeHHe (BX. Touka 4.8). KnuHuYHHTE NposBH Morar aa
BKJIIOYBAT JHCNHEA, HENPOAYKTUBHA KAIUHLIA ¥ BIOLIABAHE Ra 00IOTO cheTOAHKHE (YMODa, 3aryba Ha
TETJIO H TPeCka). AKO HMa NONO3pEHHE, Y€ NALHEHTHT € pa3sBHII HHTepCcTHIIHANHA DenoapobHa bonecr,
JIeYEHHETO ChC CTATHH TPAOBa J1a ce NMpeyCTaHORH.

3axapen auaber
HaKoM fokasaTencTsa Npeanonarar, Y€ CTaTUHHHTE KaTo KJ1ac NOBHILIABAT KPbBHATA IIKOKO3a K NPH HAKOH

MallHEHTH ¢ BHCOK PHCK 3a pa3BHTHE Ha Auaber B Obaelle, MOraT Aa N0BEAAT 10 TAKOBA HHBO Ha
XHIIEPTIHKEMHUA, MMPH KOETO € MOAXOAALIO NpUiaraie Ha peaoBHaTa rpyxa npu auader. To3u pHck, obave
Ce€ Ha/IeNsABa OT MOHUKABAHETO HA CbAOBHA PUCK CbC CTATHHH M CIENOBATENHO He TpAOBa aa Obae
NpHYMHA 32 CIHPAHE HA JIEYEHHETO ChC CTATHHH. PUCKOBHTE MalMeHTH (I/IIOKO3a Ha MIAagHO 5,6 no

6,9 mmol/L, unaekc Ha TenecHa Maca (BMI)>30 kg/m?, nosriueny TpRrIMLEPUAH, XHNIEPTOHKS) TpA6Ba
aa 6baar npocneAsBaHN KaKTO KIMHHYHO, Taka H OUOXUMHYHO, CNOpe HALIMOHAIHHTE PLKOBOACTBA.

3axapo3a H HaTpui

To3u nekapcTBeH NPOAYKT ChAbPAKA 3aXapo3a KaTto 3axapHy cdepH. Beaka kancyna TopsasuH [1nroc

10 mg/10 mg cuabpka 13 mg 3axaposa, Bcsaka Kancyna oT 20 mg/10 mg cbabpxa 26 mg 3axapo3a u
Bcsika kancyna ot 40 mg/10 mg chaspxka 51,5 mg 3axaposa. [TauneHTH ¢ peIKH HacIeACTBEHH NpodaeMy
Ha HEMOHOCHMOCT KbM (PPyKTO3a, INIOKO30-rallakTo3Ha ManabcopOuns MM 3aXapo30-H3oManTa3eH
nepuuuT He TpabBa Ka MpHeMaT TOBA JIEKAPCTBO.

ToBa nekapcTBO ChAbpKa No-Manko oT 1 mmol HaTpuii (23 mg) Ha Kancyia, T.e. o ChIIECTBO He
ChABbPKa HaTpHH.

4.5 BaanmoaelHicTBRAe ¢ APYTrH JeKAPCTBEHH NPOAYKTH H APYrd ¢opMH Ha B3aAMoAeHCTBHe

®apmakoniHHaMUYHH B3aHMOACHCTBUS
ATopBacTaTHH, KOMNoHeHT Ha Topsa3ul [1110¢C, ce MmeraGonusupa ot nuToxpom P450 3A

e cybcTpaTt Ha 4yepHOAPOOHUTE TPaHCMOPTEPH, OPraHHYHUA AHHOH-TPACHIIOPTHpALll MO
(OATPI1B1) v 1B3 (OATP1B3) rpancnoprep. MeTabonutH Ha aTOpBacTaTHH ca cybc
OATPIB1. ATtopBacTaTHH € HACHTHHILHPAH CBLLO KaTo CyOCTpaT HA ePIYKCHUTE T,
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rIUKONpoTeHH (P-gp) ¥ nporerHa Ha pe3nCTEHTHOCT Ha paka Ha repaata {(BCRP), kouto moxe aa
OrpaHH4aT HHTECTHHAJIHATA abcopOuug U OHIHAPHHUSA KIIHPBHC HA aTOPBAaCTaTHH (BX. TOYKa 5.2).
EAHOBPEMERHOTO MPHNOKEHHE HA NIEKAPCTBEHH MPOAYKTH, KOUTO ca HHxH6uTopn Ha CYP3A4 unu
TPAaHCIIOPTHR MPOTEHHH, MOXKeE Ja OBeJe 10 MOBULIABAHE HA MJIa3MEHHUTE KOHLIEHTPALHH Ha
aTOpPBAaCTaTHH H NOBHLICH PHCK OT MHOMATHA. PUCKBT CBIIO Taka MoOXke aa Obae NOBHILIEH NIPH
eXHOBpPEMEHHA ynoTpeba Ha aTOpBacTaTHH C APYTH NEKAPCTBEHH NMPOAYKTH, KOHTO UMAT NOTEHUHAN 1a
NPeAU3BHKAT MHOMIATHA, KATO MPOU3BOAHHM HA QUOPHUHOBA KHCEIUHA U €3eTHMHO (BXK. Touka 4.4).

DapMakOKHHETHYHH B3auMOJeHCTBHA
Topsazun [lmoc

HsiMa KITHHHYHO 3HAYHMH (PapMaKOKHHETHYHH B3aHMOAEHCTBHSA, KOTaToO 3eTHMHO € eJHOBPEMEHHO
[IPWIOKEH ¢ aTOPBAaCTATHH,

Egexmu na opyzu rexapcmeenu npooykmu evpxy Topeasun ITnoc
ATOpPBACTATHH

Hnxubumopu na CYP3A4: Uma janHu, ye MowHKMTe HHXHOUTOpH Ha CYP3A4 BOAAT 40 3HAUMTENHO
MOBHIICHH KOHUECHTPALIHK Ha aTOpBAacTaTHH (BX. Tabnuua 1 u noapobuara undopmatus no-gony).
EnHOBpeMEHHOTO NpHNaraHe Ha MOIHU HHXUOHTOPH Ha CYP3 A4 (Hanp. UHKIOCNOPHH, TETHTPOMUIIMH,
KIApHTPOMHLIKH, ACRABUPAHH, CTHPHIIEHTOJI, KETOKOHA30/, BOPUKOHA30J1, HTPaKOHA30J1, T03aKOHA301I,
HAKOM aHTHBHPYCHH CPCACTRA, H3NMON3BaHK 32 JiedyeHHe Ha BUpyca Ha xenatuT C (HCV) (unanp.
enbaceup/rpasonpesup) u HIV-npoteasau HHXHOHTODH, BKIIOUHTEIHO PUTOHABHD, JJOMHHABHD,
aTasaHaBHp, HHAUHABHUP, AAPYHABHDP H Ap.) N0 Bb3MOXKHOCT TpAOBa Ja ce u3barea. B cnygan, koraro He
MOXe Aa ce H3berne efHOBPEMEHHOTO NMPUIAraHe Ha Te3H NeKapCTBEHH MPOLYKTH ¢ aTOPBACTaTHH,
TPA0Ba Aa ce OOMHC/AT MO-HHCKH HAYaNHa H MaKCHMallHa NO3H Ha aTOPBACTATHH, H CE NPENopbYBa
MOAXOAAINO KIHHHYHO NpocnefdBaHe Ha nauvenTa (Bx. Tabnuua 1).

YMepeHute HHXHONTOPH Ha CYP3A4 (Hanp. epHTPOMHUIKH, UATHA3eM, BepanaMul H (IyKoHA30)
MOTaT Ja MOBULUAT IJIA3MEHHTE KOHLISHTPAIIHH Ha aTopBacTatuH (BX. Tabnuua 1). Habmonasan e
NOBHLUEH PHCK OT MHONATHA NMpH ynoTpeba Ha epuTPOMHLIMH B koMOHHaLMA cbe ctatiHU. He ca
MPOBEXKAAHH MPOYYBAHHA HA B3AUMOJCHCTBHATA, KOHTO A2 OLCHAT e(PeKTHTE Ha AMHOJAPOH UIH
BCpanaMui BbpPXy aTopBacTaTHH. U3BecTHO €, ue aMHoaapoH M BepanaMul HHXHOHpAT akTHBHOCTTA Ha
CYP3A4 u ea0BpEeMEHHOTO NPHAArane ¢ aTOPBACTATHH MOXKeE Jla I0BEAE N0 MOBHIISHA eKCMO3ULINA Ha
aTopBacTaTHH. [lopanu TOBa, Npx €4HOBPEMEHHA ynoTpeba ¢ ymepeHH unxnouropu Ha CYP3 A4, tpabea
Aa ce 00ChAM NO-HUCKA MAKCHMAaIHA 1032 HA ATOPBACTATHH M Ja Ce pOBele MOAXOIANIO KIHHUYHO
MpocneasBaHe Ha nauHeHTa. KnHHU4HO npocneasBaHe ce Npenopb4yBa KakTo NPH 3aMOYBAHE Ha
TepanuATa, Taka H NPH NocleaBaula OpoMsHa B 103aTa Ha HHXHOUTOPA.

Huoyxkmopu na yumoxpom P4350 344: EnROBPeMEHHOTO NPHIOKEHHE HA aTOPBACTATHH ¢ HHAYKTOPH Ha
uutoxpom P450 3A4 (nanp. edaBupenL, pudaMIHLKH, XKBIT KAHTAPHOH) MOXE A JOBEAE A0
[IPOMEHTHBO HAMAIABAHE HA IVIA3MEHHTE KOHLIEHTPALIMK Ha aTopBacTaTHH. [lopaau MexaHusma 3a
ABOHHO B3aUMOAEUCTBHE HA PUDAMNHULIMH (MHAYKUHs HA LHTOXpoM P450 3A4 u nuxubupane Ha
TPaHCMOpTEepa Ha XenarouMTHOTO 3axsauiane OATPIB1) ce npenopbysa eaHOBpeMEHHO NpHIarade Ha
aTOPBACTATHH C PH(AMITHUMH, THH KaTo MO-KbCHOTO NPHIOKEHHE HA ATOPBACTATHH CJIE MPAIOKEHHE Ha
pHdaMNUUKH € CBBP3aHO CbC 3HAYNTEIHO HaMaNABaHe Ha MJIa3MEHUTE KOHLEHTPALMH Ha aTOPBACTATHH.
BansnueTo Ha pudaMNHIHH BLPXY KOHLIEHTPAUUHTE Ha ATOPBACTATHH B XENATOLUTUTE, 00aue e
HCH3BECTHO H 2KO CAHOBPEMEHHOTO NMPHIOKEHHE HE MOKe Aa ce u3berHe, nauuenture Tpabsa Aa 6baT
NpocCineaAsBaH¥ BHUMATENHO 33 e(pUKACHOCT.

Hnxubumopu na mpancnopmepume.: IHXHOUTOPHTE HA TPAHCIOPTHHUTE NMPOTEHHH MOTa
CHCTEMHAaTa €KCTIO3HLHA Ha aTOPBAaCTATHH. LIMKNOCNIOPHH H IeTEpMOBHD ca HHXHOUTO
TPAHCIIOPTEPH, YYaCTBAIllK B pasnpeAcIsHeTO Ha aTOPBACcTaTHH, T.e. OATP1B1/1B3,



BOAH RO MOBHILIEHA CHCTEMHA €KCMIO3HIHA Ha aTopBacTaTHH (BX. Tabnuua 1). EdexTbT OT HHXHOHpaHeTO
Ha TPAHCTIOPTEPHTE KA XEMATOLHUTHOTO 3aXBalllaHe BEPXY KOHLUEHTPAaUHATA Ha aTOPBACTATHH B
XEMaTOLUNTHTE € HEH3BECTEH. AKO €AHOBPEMEHHOTO IPUarade He MOXe Aa ce U30erHe ce npenopbysa
NOHM)KaBaHe Ha 103aTa H KNHHHYHO HaOmoaeHue Ha edextuTe (BX. Tabnnua 1).

YnorpebaTa Ha aTOPBACTATHH HE C€ NPENOPbYBA NPH NALMEHTH, IPHEMALIH JETEPMOBHD €AHOBPEMEHHO
C LMKNOCTIOPHH (BXK. TOUKa 4.4).

T'empubposun / npouszeoonu na pubpunosa xuceauna: CamoctoatenHara ynorpeba Ha Gubparu ce
CBbP3Ba NOHAKOra CbC CHOHTHA, CBbP3aHH C MYCKYJIMTE, BKIIOUYHTENHO pabaoMHoNH3a. PHCKBT OT Tesu
ChOUTHA MOXeE Ja Oble MOBHLICH NMPH eAHOBpPeMeHHa yrnoTpeba Ha MpoU3BOAHH Ha ¢ubpHHOBaTAa
KHCEJIHHA H aTOPBAaCTaATHH. AKO €JHOBPEMEHHOTO NpHJIaraHe He Moxe Ja ce ui3berne, TpsabBa 1a ce
MpHjiara Hai-HHCKaTa TepaneBTHYHA 4032 aTOPBACTATHH U NALHEHTHTE Ja C€ MOHHUTOPHPAT BHHMATENHO
(Bx. Touka 4.4).

Ezemumu6: Ynorpebara Ha e3eTAMHO CaMOCTOATENHO Ce CBBP3BA ¢ MYCKYJIHO-CBbP3aHH CHOHTHA,
BIUIIOYHTENHO pabaoMuonuza. CneaoBaTenHO PHCKBT OT Te3H ChOMTHA MOXe Aa OBbAe [OBHIIEH OT
eIHOBpEMEHHATa ynotpebda Ha ezeTuMud u atopBacTaTHH. [IpenopbuBa ce NOAXOAALIO KIIHHUYHO
npocheasBaHe NPH Te34 MalHeHTH.

Konecmunon: [InasMeHuTE KOHLEHTPALlHH Ha aTOPBACTATHH H HEMOBHTE aKTHBHH MeTaboIMTH ca no-
HUCKH (MPHONH3HTENHO ¢ 25%), KOraTo KONECTHNON ce pHJara eJHOBPEMEHHO C aTOPBaCTATHH.
JIunuauute edextu obaye ca nNo-roseMu, KOraTo aTOPBACTATHH H KOMECTHIION C€ NPHJIATAT
€AHOBPEMEHHO, OTKOJIKOTO, KOraTo NPH CAMOCTOATENHO NMPHJIOKEHUE HA BCEKH OT JIEKAPCTBEHHUTE

MPOAYKTH.

Pyszudosa xuceauna: PACKLT OT MHONATHA, BKIIOYHTENHO PabAoMHON3a, MOXKE A2 Ce NIOBHLIN MpH
¢IHOBPEMEHHOTO ITPUJIOKEHHE Ha PY3H0BA KHCEAHHA 32 CUCTEMHO NPUIIOKEHHE U CTATHHH.
MexaHn3MBT Ha TOBA B3aUMoelicTBye (AanH € ¢papMaKoJHHAMHYEH HIH GapMaKOKHHETHYEH, WM U
AIBETE) BCE OIUE HE € H3BecTeH. [Ipk nauueHTH, NpueMainy Ta3u KOMOHUHaLHA, ca CLOOIIABAHY cay4au Ha
pabaoMuoNM3a (BKITFOYHTENHO HAKOM ¢ daTalleH H3X0A).

AKo ce Hanara je4yeHHe ¢ Qy3Ha0Ba KHCENHHA 32 CHCTEMHO NPHNoXKeHue, neyeHueTo ¢ Topaasul [Tnioc
Tps6Ba Aa O6bae npekpaTeHo No BpeMe Ha JedeHHeTo ¢ Py3naoBa kucenuHa. Bukre ¢biio Touka 4.4.

Konaxuyun: Benpeky ye He ca MpoBexXAaHH MPOYYBAHHSA HA B3aHMO/ICHCTBHATA HA aTOPBACTATHH M
KOJMIXHUIIHH, CboOIaBaHy ca Ciryyan Ha MHONIATHS TIpH €AHOBPEMEHHO NPHIIOKEHKE HA ATOPBaCTaTHH ¢
KONXHIMH U TPAOBA Aa CE MOJAX0XK/1a ¢ MOBHIIEHO BHUMaHHe, KOraTo ce NpeANHCBa ATOPBACTATHH C
KOJIXHLHH.

Aanmomuyun: CpoOlLIEHH ca ciTyyan Ha MUONIATHA W/HAIM pabaomMuonria npu wuxubuTopu Ha HMG-CoA
peAyKTa3ata (Hanp. aTopBaCTaTHH), NPHIAraHH eIHOBPEMEHHO € JANTOMHIHH. AKO €JHOBPEMEHHOTO
NpHIOKEHHE He MOXe Ja Obae H3bernaro, ce npenopruBa NOAXOAAIIC KIHHHYHO HabmoneHHe (Bax.
Touka 4.4).

Tabnuua 1: Epexm na ednospemenno npunoicenue Ha AeKapemeeniu RpoOyKmu 6bpxy
PAPMAKOKUNEMUKAMAa HA AMOPBACMAMUN

ATOpPBACTATHH

EaHOBpeMEeHHO NPHIOKEHHE

Ha NIEKAPCTBEH MPOAYKT H
NO30B PEXUM Ho3a (mg) [lpoMsina B KnuuuuHa )
AUC% ApenopbKa

Tunpanasup 500 mg asa neTH | 40 mg Ha geH |, 9.4
aHeBHoO/ Putonasup 200 mg 10 mg Ha pen 20

JBa ITbTH JHEBHO, 8 AuH (OT

aeH 14 po 21




Tenanpesup 750 mg npes 8
yaca, 10 nun

Lluknocropun 5,2 mg/kg/neH,
NOCTOAHHA 034

['nexanpesup 400 mg BeAHBX
nHeBHo/ ITnbpeHTacBUp
120 mg BeAHBK AHEBHO, 7 JHH

Jlonunasup 400 mg aABa MbTH
AHesHO/ PutoHaeup 100 mg
| ABA MbTH JHEBHO, 14 nuu

Knapurpomuuus 500 mg asa
ITbTH OHEBHO, 9 IHU

Caksunasup 400 mg apa nbTH
aHeBHo/ PutoHasup 300 mg
ABa IMbTH AHEBHO OT OHH 5-7,
noBuuieH Ao 400 mg aBa mbTH
IHEBHO Ha aeH 8), nHu 4-18,
30 min cnex no3ara Ha

aTo

Hapynasup 300 mg aea neTH

IHEBHO/
Putonasup 100 mg aga nbTH

IHEBHO, 9 nHHU

20 mg, enHoKkpartHa go3a | 7,9

10 mg BegHDBK JHEBHO
3a 28 nHH

10 mg BeaHBX JHEBHO
3a 7 OHH

20 mg BeHDB¥K AHEBHO

34 4 IHH

80 mg BeAHDBK THEBHO
3a 8 JHHU

40 mg BeAHbXK JIHEBHO
3a 4 THH

10 mg BeaAHbXk JHEBHO
3a 4 AHU

Hrpakonason 200 mg BeqHbX
IHEBHO, 4 THH
dozamnperasip 700 mg nsa
TbTH JHEBHO/ PUTOHABHP

100 mg npa mTH AHERHO, 14
IHH

40 mg eaHOKpaTHa J03a

10 mg BeaAHLX JHEBHO
33 4 IHU

8,7

5,9

4,5

3,9

34

3,3

2,5

NPHUNOKEHHE C
ATOPBACTATHH He
TpsOBa aa ce
HajaBuioaea 10 mg
aTOpBaCTATHH
JTHEBHO.
[Ipenopbusa ce
KJIMHUYHO
npocneasBaHe Ha
TE3H NAllHeHTH
EnnospeMeHHO
NMPUNOKEHHE ¢
“POJ-W KTH,
ChABbPKALH
rIeKanpesup Win
nuOpeHTacBHp €
[MPOTUBOIOKA3aHO
BK. TOYKA 4.3).

B cay4aute, korato
e HeoOXouMo
€AHOBPEMEHHO
NpUNaraHe ¢
aTOpPBACTaTHH, Ce
npenopu4BaT no-
HUCKHU
OAABPAKALUM 03U
HA aTOPBaCTATHH.
[Tpu go3u Ha
aTOPBACTATHH
HAJIBUINABALIH

20 mg, ce
penopbLYBa
KJIIHHHYHO
npocieasaBale Ha
NaLUeHTHUTE.

B cny4yaure, koraTo
e HeoOXoauMo
€JHOBPEMEHHO
NpUNaraHe ¢
aTOpPBACTaTHH, ce
npenopuHBar no-
HHCKH

NOAABPXALUH 03U
Ha aTOPBACTATHH.
[Ipu no3u Ha
aTOPBACTATHH
HaABHMLIABAlIH

40 mg, ce

npenopb4Ba




ObTH AHEBHO, 14 1HHU 3a 4 [HH
Jlerepmosup 480 mg BeaHbx 20 mg eaHOKpaTHA 1034 Ho3ata Ha
gHeBHO, 10 aHM aTOPBACTATUH HE

TpaOBa na
Ha/IBKIIABa

AHCBHATA A03a OT

20 mg no Bpeme Ha
€AHOBPEMEHHOTO
MPHIOKEHHE C
IPORYKTH,
ChAbPKAHIH

Enbacaup 50 mg segnbx
auesHo/ ['pazonpesup 200 mg
BEAHDLXK AHEBHO, 13 puu

Hozarta Ha
ATOPBACTATHH HE
TpsabBa na
Haasxasa 20 mg
JHEBHO TIO BpeMe

10 mg enrokpaTHa ao3a

Ha CbBMCCTHOTO

NIPUTIOKEHNE C
NPOAYKTH,
ChADbPXKAIIH
endacsup WiIH

Cok ot rpefindpyT, 240 mL
BEAHBX JHECBHO*

40 mg egHokpaTHa n03a | 1,3 He ce npenop'waa
EAHOBPEMEHHHS
NPUEM Ha rojieMH
KOJIUYECTBA COK OT
rpefndpyT u
aTOpBaCTATHH.

HuntHazeM 240 mg BeAHBXk 40) mg ¢aHOKpaTHa No3a Cnen 3ano4uBaHe Ha
AHEBHO, 28 nHH TepanuaTa Win
CNnen NpOMAHA Ha
AO3MPOBKATA Ha
JUNITHA3EM, CE
npenopLYBa
KIHHHYHO
npociieAABaHE HA
[TALHEHTHTE.

10 mg enHokpaTHa f03a [Tpenoprbuga ce no-
HHCKA MakCHManHa
0033 ¥ KIIMHHYHO
npocieasBaHe Ha
NauHeHTHTE,

COIHOKpPaATHa no03a MNPENOPEBKH.
Humeruaud 300 mg yerupu 10 mg BeAHBXK ZHEBHO HsaMma cneuygnus-
TbTH AHEBHO, 2 CEAMUIH 3a 2 ceqMHIY “ - ﬂm
Konectunon 10 g n8a mbTH 40 mg BEAHBIK JHEBHO A

AHEBHO, 24 CEIMHLM 3a 8 ceaMHLY Mﬁ o
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Eputpomuuun 500 mg yeTnpu
ObTH AHEBHO, 7 JHH




10 mg seaHbx aHeBHo | 0,66 HsaMma cnennanHu
NPENnopPHKH.

AHTHAUlMIHA CYCIIEH3HA OT
MarHe3ver H aTyMHHHEB
xuapokenau, 30 mL yerrnpn
OBTH AHEBHO, 17 OHH

3a 15 AHH

10 mg 3a 3 Auu 0,59 Hsma cneumnanyu

Edasnpennt 600 mg BeaubK
AHEBHO, 14 aHU

Pudamnun 600 mg BenHbXK
JHEBHO, 7 AHH (€AHOBPEMEHHO

4() mg eaHokpaTHa no3a | 1,12
EIHOBPEMEHHOTO

IPHJIOKEH NPHJIAraHe He
Pudamnuue 600 mg Beansx 40 mg eaHokpaTHa g03a | 0,20 MOXe J1a ce
IHEBHO, 5 AHH (H03MTE Ca . u3berHe, ce
pa3fesieHu) npenopbyYea

KNHHHYHO
Npoche/isBaHe Npu
eAHOBPEMEHHO
NpHJaraHe Ha
aTOPBACTATHH H

D aMIKH.

I'empubpozun 600 mg npa 40 mg enHokpaTtHa aqo3a | 1,35 [IpenopbuBa ce no-

ITbTH AHEBHO, 7 AHH HHUCKa HavalHa
1032 H KNTHHHYHO
NpoCcNeAsBaHE Ha
T€3H NAlMEHTH.

Qenopubdbpar 160 mg segnbk | 40 mg eqHokparHa nosa | 1,03 [Ipenopwuna ce no-

HUCKA J103a U
KNHWHHYHO
pocneasiBaHe Ha
Te3H NALHEHTH.
[Ipenopnuyea ce no-
HHCKA Ha4YajHa
1033 W KIHHHYHO
pocieasBaHe NpH
TE€3U NAUHEHTH.
Hosarta Ha
ATOPBACTATHH HE
TpaOBa aa
[IPEBHLIARA
IOHEBHATa 71034 OT
20 mg npu
€AHOBPEMEHHO
npunaraLe ¢

‘ | ‘ Houenpe

[IpeacTapa CHOTHOLICHHETO HA IEYEHHETO (€IHOBPEMEHHO NPUIOKEHHE HA ATOPBACTATHH C APYTO

JIEKapCTBO W NIPHJIOKEHHETO HA aTOPBACTATHH CAMOCTOATENHO).

Bx. Toukd 4.4 1 4.5 OTHOCHO KJIMHHYHATA 3HAYHMOCT.

* Cobabpxa eana WM noBeve ChCeTaBKH, KOHTO HHxuOupaT CYP3A4 u MoraT na nosuwiar
nnasMeHHTEe KOHLUEHTPAIMHA Ha IEKAPDCTBEHH NPOAYKTH, KOUTO ce MeTabonu3upar oT
CYP3AA4. [IpueMbT Ha eqHa vaina 240 mL cok oT rpelindpyT cblo BOOH A0 HOHHXKABAHE
Ha AUC ot 20,4% 3a akTUBHHA OPTOXHAPOKCH MeTabonuT. "oneMu konnuecTBa COK OT
rpeiindpyT (Hax 1,2 L aHeBHo 3a 5 nuu) noBumasa AUC Ha aTopsacTaTvH 2,5 MbTH H
AUC Ha aKTHBHHTE CBCTaBKHU (aTOpBacTaTUH M MeTaOONIHTH) Ha MHXHOUTOpH Ha HM
CoA penykrasa 1,3 mpTH.

** CroTHOLIEHME Bb3 OCHOBA HAa elHHHYHA NpoOa, B3era 8-16 4aca cnen no3aTa.

OHEBHO, 7 IHH

bouenpesup 800 mg tpy nbtu | 40 mg egHokpaTHa no3a | 2,3
OHEeBHO, 7 IHH

&
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EizerTaMmub

Anmuayuou: EnHOBpEMEHHOTO NPHIOKEHHE HAa AHTHALMAM NOHHXaBa cTeneHTa Ha abcopOLng Ha
€3eTHMHO, HO HE 0KAa3Ba BAMAHHE Ha OHOHANHYHOCTTA Ha e3eTHMHO. TOBa NOHM)KEHUE HA CTeNneHTa Ha
abcopbiuus He ¢e CYHTA 3a KTHHHYHO 3HAYHMO.

Xonecmupamun: ENTHOBPEMEHHOTO NMPHJIOKEHUE Ha XOJIECTHPAMHH HAMANABA CPeJHATA IUIOLL NOX
kpHuBaTa (AUC) Ha o0Oms e3eTHMHO (e3eTUMUO + e3¢THMHUO ITIOKYPOHHI) NpUbAU3NTENHO ¢ 55%.
JOIBIHHTETHOTO MTOHW)KABAHE HA XONECTEpOJia B JIMMIONPOTEHHHTE ¢ HUCKA ITbTHOCT (LDL-C),
IBJIKALLO ce Ha J00aBAHETO HA TO3M JIeKapCTBeH MPOAYKT KbM XONEeCTHPaMHH, MOXe Ja 6bjie HaMaJIeHo
OT TOBa B3auMoaeticTBHe (BXK. ToOuKka 4.2).

Luxnocnopun: 1lpy npoyusaHe ¢ oceM nauueHTa cie 6nOpeuHa TpaHcnnanTaluuA H KpeaTHHHHOB
KMpBHC > 50 mL/min ¢ nocTosHHA 032 HUKIOCTIOPHH, €IHOKpaTHa 203a e3eTHMHO ot 10 mg e foBena
10 3,4 nbtH (B rpaHuuH oT 2,3 10 7,9 meTH) yBenHyaBaHe Ha cpeaHara AUC 3a o0wus eseTumud B
CpaBHEHHE ChC CTOHHOCTHTE IIPH KOHTPOJIHATA rpyIia OT 3ApaBy HHAUBUIN, IPHEMAIIH CaMoO e3eTUMHO
npu Apyro npoyusane (n = 17). B apyro npoy4sane, nauneHTd ¢ ObOpevHa TPAHCIIAHTALHMSA H TEXKKA
6L6peuHa HenOCTaTRUHOCT, MPHEMALIH LHIUIOCTIOPHH M MHOXECTBO JIPYTH NIeKapcTsa, € OKla ycTaHOBEHa
12 nbTH No-BHCOKA EKCNO3HLUHA Ha 001MA e3eTHMHUO B CpaBHEHHE C KOHTPOJIHATA rpyna, IpHeMallia caMo
e3eTiMH0. B eHO ABYNEpHOAHYHO KPBCTOCAHO NNPOYYBaHe NIPH ABaHAAECET 3ApaBH 100OpOBOLH,
npunaradeTo Ha 20 mg e3eTuMUb aHEeBHO 3a 8 IHM ¢ eAHOKpaTHA A03a oT 100 mg NHKIOCNOPHH Ha 7-Hs
JieH, e aoseno ao cpeaHo 15% ypennueHne Ha AUC Ha npxnocnopuH (B rpaHuitk 10% »amangeade no
51% yBenuuaBaHe) B cpaBHEHHE C eAHOKpaTHa a03a ot 100 mg LHKIOCNOPHH, MPUITOKEHA
caMocToaTenHo. KoHTponHpaHo npoy4BaHe BbpXY edekTa OT eAHOBPEMEHHO NPHIOKEHHE Ha €3¢THMHO
BLPXY €KCIMO3HLIHATA HA LIHKJIOCTIOPHH NpH NauMeHTH ¢ Ob0peyHa TpaHCIIaHTaLHA He € NMPOBEXIaHO.
Heobxoanmo e noBHINEHO BHHMAaHKE NPH 3an04YBaHE Ha €3eTHMHO NpH onpeaensHe Ha LHKJIOCTIOPHH.
KoHueHTpauunTe Ha LUHKIOCNOPHH TpsbBa Aa ObJat npociendBaHu NpH NauMeHTH, npHeMainn TopeazuH
[1n1o¢ ¥ UMKNOCNIOPHH (BX. TOUKa 4.4).

Dubpamu. 1lpy naumenTH, npuemainy penopudpar 1 e3eTHMHO, nexapute TpAORa Aa ObAAT HAACHO C
Bb3MOXKHHA PHCK OT Pa3BHTHE Ha XOJEJIHTHA3A U 3300I9BaHUA HA KITbYHHA Mexyp (BX. TOYKH 4.4 u 4.8).
IIpn cbMHEHHA 3a XONENHTHA3A NTPY NAUMEeHTH, NpHeMainu eseTuMub 1 penodubpaT, e nokazaHo aa ce
M3CJIEABA KIbYHHA MeXYp, KaTo TOBa JedeHHe TpadBa 1a 6bae npekpateHo (BX. Touka 4.8).
EanospemenHaTa ynorpeba Ha deHodpuOpar unu reMdudposnn cnabo ypennyapa ob1ara KOHIEHTpaLUs
Ha e3eTHMHO (cpoTBeTHO Npubau3uTenHo 1,5 u 1,7 TeTH).

EnnospeMeHnHnara ynorpeba Ha eseTumMu® H Apyru $udpaTi He € IpoyUBaHa.

OubpaTHTe MOraT Ja yBEIHYAT EKCKPELHATA Ha X0JIECTEPOIA B KITbYKATA, KOETO BOJHM 10 PAa3BHTHETO Ha
XonenurtHasa. I1py npoyuBaHus ¢ KHBOTHH €3€THMHO MOHAKOIa NOBHILABA X0JECTEPOJIA B XITbYKaTa Ha
XKITBYHHUA MEXYP, HO He NIPH BCHYKH OHONOrMYHK BUOBE (BX. TOYKa 5.3). J]HTGI‘EHEH PHCK, CBBP3aH C
TepaneBTHyHaTa ynorpeda Ha e3eTuMub, He Moxke Aa OnJe U3KITIOUEH.

Brusnue na Topeasun Ilnioc evpxy ghapmaxoxunemuxama Ha opyzu 1ekapcmseny npooyKmu
ATOpPBACTATHH
Huzoxcun.: TIpy MHOrOKpaTHO NpHIIOXKEHHE Ha JUTOKCHH €HOBPeMEHHO ¢ 10 mg aTopBacTaTHH,

paBHOBECHATa KOHUEHTPALUHA B IJ1a3MaTa Ha AMIOKCHH ce NoBHwasa cnabo. [TauueHTH, npueM
AMIOKCHH, TpAOBa Aa ObJaT BHUMATENHO NPOC/eAs BaHH.

Ilepopannu xosmpayenmusu: EAHOBPEMEHHOTO NPHJIOKEHHE HAa aTOPBACTATHH C NEpO
KOHTpALENTHB BOAH A0 MOBHIIEHHE B NJA3MEHHTE KOHLEHTPALIMH Ha HOPETHCTEPOH H
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Bapghapun: B KTHHHYHO NpOyUYBaHE NMPH NALMEHTH, NMOJy4aBallH MPOABIDKHTEHA TEpanis ¢ BapdapuH,
€NHOBPEMEHHOTO MPUN0XKEHHE Ha aTopBacTaTUH 80 mg AHEeBHO ¢ BapdapHH NPHYNHABA JIEKO HAMAJIEHHE
oT 1,7 cexyHaH Ha MPOTPOMOMHOBOTO BpeMe Mpe3 MbPBHTE 4 AHH HA JO3UPAHE, KOETO C€ BPhLIA KbM
HOPMAJIHOTO B paMKHTE HA 15 AHH OT JIeYeHHETO ¢ aTOPBACTATHH., BBNpEeKH Ye MHOIO pAAKO ca
ChOOLIaBaHH KIHHHYHO 3HAYHMM B3aMMOJACHCTBUA C AHTHKOAI'YIaHTH, MPOTPOMOHHOBOTO BpeMe TpaOBa
Ja ce onpeAed Npeau 3ano4BaHe Ha ATOPBACTAaTHH NIPH NaLKHEHTH, NOMYYaBalllH KYMapHHOBH
AHTHKOATYJIAHTH H ROCTATBYHO YECTO B HAYAJIOTO HA TEPAIIHATA, 3a Aa CE€ rapaHTHpa, Ye He Bb3HHKBA
3HAYHTENHa IPOMSAHA B MPOTPOMONHOBOTO Bpeme. KoraTto ce JoKyMeHTHpa cTabuaHo NpOTPOMOHHOBO
BpeMe, TO MoXe Aa Obje MOHHTOPHPAHO Ha HHTEPBAJIH, KOETO OOHKHOBEHO Ce MpenophyBa MpH NALHEHTH
Ha KyMapHHOBH aHTHKOArylaHTH. AKO 103aTa Ha aTOPBACTATHH € MPOMEHEHa KM NPEeYCTAHOBEHA,
chllara npoLexypa TpaOBa fa Obae nopropeHa. TepanusaTa ¢ aTOPBaCTATHH HE CE€ CBbP3BA ¢ KbPBEHE HIIH
C IPOMEHH B NPOTPOMOHHOBOTO BpEME NPH NALNEHTH, KOUTO HE MPHEMAT AHTHKOATYJIaHTH.

Tabnuua 2: Eghexm na amopeacmamun gvpxy papmaxoxuHemuxama Ha eOHOBPEMERKO NPURONCEHU
JIEKapCmeenu NpooyKmu

ATOpPBACTATHH H EAHOBpEMEHHO NMPWIOKEH NEKAPCTBEH NPOAYKT

CX€Ma Ha N03HpaHe | JlexkapcTBeH npoaykt/Mlo3a Mpomana 8 AUC* | Kauununa
mg NpenopbKa

80 mg BeaHBXK AHEBHO | JnrokcuH 0,25 mg BeaHbXK [TauuenTy,
npHeMalH
JHrOKCHH, TpAOBa
aa 6naat
BHUMATEJIHO
NMPOCICAABAHY,

32 10 aHK IHEeBHO, 20 ZHH
Hama cnenuansu

NperopbKH.

40 mg BeOHBXK AHEBHO
3a 22 IHH

Ilepopanes KOHTpaUENTHR
BeHbX QJHEBHO, 2 Mecella
- HOpPETUCTEPOH | mg

- ETHHHJIECTPAAMOJI

35 MHKDC

80 mg BeaHbXK AHEBHO | * PeHa3zon, 600 mg
3a 15 AHu €AHOKpaTHa 71034

HamMma cnenuannu

NPCNOPLKH.
10 mg, exnoxpaTtHa Tunpanasup 500 mg asa mbTH Hsma cneuuanHu
A03a nHeBHO/pUTOHaBHp 200 mg aBa NpENOPbKH.
ITLTH AHEBHO, 7 OTHH

JHEBHO 3a 4 1HH ITbTH AHEBHO, 14 auu NpPEeHOpPbLKH
10 mg, BegubK ®ozammnpenasup 700 mg aBa Hama cneuuansu
IHEBHO 3a 4 AHH ITbTH JHEBHO/PUMTOHABHP MPENOPBKH.

100 mg npa msTH OJHEBHO, 14
AHH
[IpencraBs neueHHe (€ AHOBPEMEHHO NPHIOKEHHE HA APYIO JIEKAPCTBO TUIIOC aTOPBACTATHH B
CpaBHEHHE C NTPHIIOKEHHUE HA ATOPBACTATHH CAMOCTOATENHO).
¥ EaHOBpeMEHHOTO NpUNaraHe Ha MHOTOKPAaTHH JO3H aTOPBACTATHH U (PeHa30H NMOKa3BaT MATbK

HJIH HeJ00BUM edieKT BbPXY KIHpPBHCA Ha eHa30H.

Ezerumnb

€H3HMH OT rpynara Ha UHToXpoM P450. He ca HabnronaBanu kTHHHYHO 3HauumMH dapMax
B3aHMOACHCTBUA MEXAY €3¢THMHO H 1eKapCTBa, 32 KOUTO € H3BECTHO, Ye ce MeTaboNH3
uuroxpomure P450 1A2, 2D6, 2C8, 2C9 u 3A4 unn N-auetunrpancdepasara.
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B KIMHHYHH OpoyuBaHHA 334 OLICHKA Ha JIEKapCTBEHUTE B3auMOIelCTBHA e3eTUMHO He 0Ka3Ra
Bb3JelicTBHE BbPXY (JapMaKOKHHETHKATA Ha JAlICOH, AEKCTPOMeTOp(aH, AMCOKCHH, OPATHH
KOHTPALIENITHBH (€THHHIECTPAAHON H ICBOHOPIECTPEN), IININM3KU, TONOYTaMH] HIH MHA30]1aM [Py
CIHOBPEMEHHOTO HM TPHIIOXKEHHE.

[ {[uMeTHANH, NPUIIOKEH ¢ €3eTUMHD, He MOBIHABA Ha OHOHAMMYHOCTTA Ha e3eTUMHO.

Anmuxoazyranmu. B eHO npoyuBaHe ¢ y4acCTHETO Ha ABAHAJZECET 3paBd HHAMBHAA OT MBXKKH 1O
CJAHOBPEMEHHOTO NpHIcKeHHe Ha €3eTHMUO (10 mg BeAHBX JHEBHO) HAMA 3HAYMTENEH €eKT BhPXY
OuonanuuHocTTa Ha BapdapuH H npoTpoMOUHOBOTO BpeMe. Bee nak cren myckaHe Ha nasapa ca
JAOK/IaJBaHH CIy4yaH Ha [MOBHIIaBaHe Ha CTOHHOCTTA HA MEXAYHAPOAHOTO HOPMAJIM3HPAHO OTHOLIEHUE
(INR) npu naupeHTH, Npu KOHTO e3eTHMHO e nobaBeH KbM BapdapuH HNH GIYHHINOH. AKO TO3H
NeKapCTBEH NpoAyKT 6bae npubaseH kbM BapdapHH, ApYr KYMapHHOB aHTHKOAryYJIaHT WIH (UTYyHHIHOH,
110 NOAXOAAN HAaYHH TpAOBa Ja ce KOHTPONUPA aJeKBaTHO CTOMHOCTTA Ha MEXAYHAPOAHOTO
HopManu3upaHo oTHoweHHe (INR) (Bx. Touka 4.4).

4.6 Depraanter, GpeMeHBOCT H KbPMEHE

XeHuu ¢ xerepoieH NOTEHLMAJ
Kenu ¢ nerepoAeH NoTeHLHan TpAOBa Ja MPUJAraT MOAXOAAIN KOHTPAlENITHBHE MEPKH 10 BpeMe Ha

JeueHHueTo (BXK. Touka 4.3).

bpeMeHHOCT
Topsasuu [1ntoc e nporuBonokasan no BpeMe Ha 6peMeHHOCT (BK. Touka 4.3). HaMa Hanu4yHad KIHHUYHHA
JaHHHA OTHOCHO ynoTrpebaTa Ha TO3H JIEKAPCTBEH MPOAYKT MO BpeMe Ha OPEMEHHOCT.

Amopsacmamun

beaonacHocTTa NpH OpeMEHHH XeHH He e ycTaHOBeHa. He ca nmpoBex1anu KOHTPOIHpaHH KIHHHYHH
MpOyYBaHHUA C ATOPBACTATHH NpPH OpeMenHH xeHH. PaIko ca nomyvaBany choOIEHNs 32 BPOAEHH
aHOMAJIMH C/ie/l BbTpeMaToyHa excrnio3uius Ha HMG-CoA-peayktasan uaxuburopu. [IpoyusannaTa npu
’KHBOTHM ITOKa3BaT penpoXyKTHBHA TOKCHYHOCT (BX. TOUKa 5.3).

JleueHneTo Ha MafikaTa ¢ aTOPBACTATHH MOXKe Ja [MOHHXKH deTanHuTe HHBA HA MEBAJIOHAT, KONTO €
[IPeKypCcOp Ha XOJNECTEPONIOBHS OHOCHHTE3. ATepPOCKIEpO3aTa € XPOHHYEH NpoLec H OOMKHOBEHO
MpEKPATABAHETO Ha JHMHAONOHIKABAIIHUA JICKAPCTBEH NIPOAYKT NO BpeMe Ha OpeMeHHOCT OH TpabBaIo
la UMa Malbk eeKT [0 OTHOLICHHE Ha ABITOCPOYHHES PHCK, CBBP3aH ¢ ITbPBHYHATA
XHIEPXONEeCTEPOICMISL.

[lo Te3u npuvunnu, Topsasuu Ilmtoc Tpa6Ba na ce npuiara rpH XeHH, KOUTO ca OpeMEHHY, OTNIMTBAT Ce Jia
3a0peMeHeaT MIIH MMOJ03HPaT, 4e ca OpeMeHHH. JleueHUEeTo ¢ TO3M JieKapcTBeH MPOIyKT TpabBa fa ce

PEYCTAHOBH 32 NEPHOJA Ha OPEMEHHOCTTA WIH JOKATO C€ YCTAHOBH JMIICA HA OpPEeMEHHOCT (BXK. TOUKA
4.3).

Ezemumub
HsaMa HanMYHH KIMHAYHH JaHHH OTHOCHO ynoTpe0aTa Ha e3eTUMHO 1o BpeMe Ha OPEeMEHHOCT.

KbpMene

To3n nexapcTBeH NPOAYKT € NPOTHROMOKA3aH NO BpeMe Ha KEpMeHe (BK. Touka 4.3).
[lopanu BepoATHOCTTA OT CEPHO3HH HEXKeJIaHH peakumH, xeHu npueManrd Topeasuu [Tmoc He Tpebse
KbpMAT CBOMTE Oebeta. IIpH nnbpXxoBe, mna3MeHnTe KOHIEHTPALHH HA aTOPBACTATHH H HErgf ‘
METa0OINTH Ca CXOAHM € Te3U B MIIAKOTO. M3cnenBauuaTa Ha MITbXOBE NMOKA3BaT, Ye e3eZA Nt

peMUHABaT B KbpMaTa IIPH X0pa.
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QepTHIHTET

Hsama nposeaeny npoyusanua 3a eekture Ha TopBasud [nioc Bbpxy depTHAMTETA.

Amopsacmamun

[IpoyuBaHusTa NPH )XHBOTHH HE MOKA3BAT BIUAHHE HA ATOPBACTATHH BBPXY MBXKHS HJIH XKEHCKMS
¢epTHanTET (BXK. TOUKa 5.3).

Ezemumub

EsetumMub He e HMan eeKT BhpXy QepTHIHTETA TP MBLXKKH U XKEHCKH ITBX0BE (BX. TOUKa 5.3).

4.7 KEdexTH pLpXxy cnocobnocTTa 32 opapane B paboTa ¢ MAlLINAH

Topeasuu Inoc He MOBNNABA HIIH MOBJIHABA NpeHeOPeXXUMO cNOCOGHOCTTA 3a modupane ¥ pabora ¢
MallHHH. BBpekn ToBa, NpH yNpaBliCHHE Ha NIPEBO3HK CPEACTBA HIIH paboTa ¢ MalWHK, TpAOBA f1a ce
MMa NpeaBHA, Y€ N0 BPpEME Ha JIEYSHHETO MOXKE 1A CE MOABH CBETOBLPTEXK,

4.8 Hexeaann JeKapCTBEeHH peAKNHAA

Tabnuuen CHHCHK HA HEXKENAHHTE peaKiiHH
YecroTuTe Ce OnpeNenaT KakTo cnenpa: MHoro yectd (>1/10); yecru (21/100 no <1/10); HeuecTH

(21/1 000 mo <1/100); peaxu (21/10 000 mo <1/1 000); MHoro penxu (<1/10 000); ¢ HeW3BECTHA YecTOTA
(uecToTaTra He MOXe Ja ObJie OLieHEHa OT HAIHYHHTE NaHHH ).

CHeTemMo-opraHex Yecn HeugectH Peaxn Muoro peaxn C Hen3BecTHA
kisc no MedDRA YeCTOTA
Hudexunn n HazogapuHrut'
HH(pecTaHH
HapymeHss na TpoMboumMTONE- TpomGouHTONEeHHA?
KPbLBTa H HHA!
JHMPHATA CHCTEMA
Hapymenns na aneprHuHy aHapHnakcHa' CBPBXYYBCTBHTEN-
MMYHHATA CHCTeMa | peakuuu’ HOCT, BKIIOYHTENHO
o6pHB, YPTHKapHA,
aHapuAaKCHA U
_ _ aHrHOENEM?
Hapymenus na XHIIEPrAUKeMHs' | XHIorinkemus',
MeTabonu3iMa H NOKAa4YBAHE Ha
XPAHEHETO Ternoro!,
aHopexcus'
HaManeH
aneTHT?
MeHxHuHK KOLIMapH', AENpecHs?
HADYICHHS 6escbHue!
HapymeHns ua rnasoGonue!’ 3aMasHOCT', nepudepHa 3aMAasHOCT
HEPBHATA CHCTEMA napecte3ua'”, | Hesponarus! MHACTEHHS FPaBHC
XHIIOECTE3HA ',
AOUCrey3us',
aMHe3ns’
HapyineHHs Ha 3aMBITICHO 3PHTEITHH
O4HTE | 3penue’ HapylIeHHs'
Hapymenns na IYM B YIIHTE! 3ary0a Ha ciyxa’
| YXOTO H JAabHpHHTS
Cb0BH HAPYII¢HHA ropeuM BuIHK?, | BACKYJNHT
XMIIEPTOHHUA>
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PecnupaTopnm, bapHHro- Kaunuma’ AHCTIHER?
rpLAHH H napuHreania
MEAHACTHHAIHH Gonkal,
HAPYIIEHHSN enucTakcuc' _
CromMamuo-upeBHH | 3anex’, nospeiane’, NAHKPEATHT?, 3anex’
HApYUIEHMS ¢naryneunus'”, | 6oaka B
AUCTIENCHA', rOpHAaTa H
rageHe’, HAOJIHATA YacT
auapus'~, 6onka | Ha xopemal,
B KOpema? OpHreane’,
naHkpeaTur',
AMUCTIETICHA?,
racTpo-
e3odareaHa
pedbnykcHa
Gonecr?,
raaene’, cyxota
B ycTaTa?,
racTpuT
XenaTobunuapun xenarur' XoNeNnTHasa' yepHoaApoOHa XeMaTUT,
HAPYMICHHS HENOCTATBUHOCT' | XOIenuTHAa3a®,
XONELUCTHT
Hapymenus Ha ypTHKapHa'Z, AHMHMOHEBPOTHUYEH epHTEMa
KOKATA N npypuryc'-, oTok!, 6ynosen MynTHdopMme?
NOAKOAKHATA THKAH xoxeH o6pue'?, | mepmarur,
anonenua’ BKJIKOYHTEJTHO
MY TTHHOPMEH
epUTEM, CHHIPOM
Ha Stevens-
Johnson u
TOKCHYHA
enuaepManHa
_ HEeKponu3a’
HapymeHus Ha MHanTua ', Gonka pBB MHONATHA', nymyc-nopoben | UMyHoMenuupana
MYCKYJTHO- apTpanrus’, Bpara'?, MHO3HT', CHHIpPOM' HEKPOTHIHpALla
CKeNeTHATA cHcTema | Gonka B MYCKYJIHA pabaomMuonm3a’, MuonaTHa',
M ChbeHAHHTENHATA | KpailHWuHTE!, cnaboct!*, pPYNTYpa Ha MHOMIATHA/pabAOMMOIH-
ThKAH MYCKYJIHH apTPAITrus’, MycKyna', 3a? (Bk. TOuKa 4.4)
crnasmu’, MYCKYJIHH TEHIHHOTIATHS,
MO yBaHe Ha cnaimu’, 6onka | NoHsxora
cragute!, Gonku | B rop6a’, Gonka | ycnokHeHa ot
8 repba’ B KpaliHuuMTe? | paskepcBane!
NUXEHOMIHA
NIeKapCTBEHA
_peakuus
Hapymenns Ha FHHEKOMAcTHA'
Bb3NPOH3IBOAUTE/IHA-
TA CHCTEMA H
 rLpasTa
O6mu Hapymenns | ymopa’ HEPA3NOoNKe-
H epeKTH Ha HHe',
MACTOTO HA aCTeHHS 2,
NpUJIOKEHHE bonka B
repauTe' 2,
6onka?,
nepudepen
oTok'?, ymopa',
nApeKcus’
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Hicneasanus OTKJIOHEHHS B Ilonoarenna
M3CIEIBAHHA HA | YpHHa 3a 6enu
yepHoApoOHaTa | KPBBHH
byHkuuns', KNETKH',
NOBHIICHH HHBA | NOBHINEHH HHBA
Ha Ha
KpeaTHHKHHA3a B | KpeaTHHKHHA3A
KpbBTa', B KpbBTAZ,
MOBHIIABAHE HA | MOBHIDAPaHe Ha
AJIAT vw/vnu raMa-riryTaMHun-
ACAT? TpaHchepasa’?,

OTKIIOHEHHS B
H3CNEeXBAHHUATA
Ha
yepHOApOoOHaTa
dyHkuns’

' CpoB1ueHo pH aTopBacTaTHH

? Hexenanu peaxuuu, HaGMoAaBaHU NPH KIMHWYHH NPOYYBaHHA Ha e3eTUMHUG (KaTo MOHOTEpAITHA HIH
CAHOBPEMEHHO NMpPHIArad CbC CTATHH) WM B JOKJIAJH 33 €3¢TUMHO NpH NoCTMapKETHHIOBAaTA YyNioTpeba
CaMOCTOATENHO UJIH CBbC CTaTHH. Hexenanure peakiiyy ca HabmogaBaHKH NP NALHEHTH, JIEKYBaHH C
e3eTUMHO (n = 2 396) u ¢ no-Bucoka yectoTa oT niauebo (n = 1 159) win NpH NALHEHTH, IEKYBAHH C
€3eTUMHO, €/IHOBPEMEHHO NpHiaraH cbe cTaTHH (n = 11 308) U ¢ no-BHCOKa YecTOTa B CpaBHEHHE ChC
CTaTHH, NpUJiaral camocToATenHo (n = 9 361). [locTMapkeTHHIOBHTE HEXETaHH PEeaKIHH CA NONYUEHH OT
AOKJIAAH, CHABPXKALLH e3eTUMHUD, TpUIaral CaMOCTOATESIHO HNH ChC CTATHH.

CneaHuTte Hexenany peaklMH ca ChOOIIEHH NIPH HAKOM CTATHHU:
»

CeKCyanHa IUChYHKLHA
¢ H3KTIOYUTEHA ClyYad Ha MHTepCTHIHANHA OenoapobHa Gonect, 0cofeHo IpH NPOABIKUTENHA
Tepanusg (BxK. Touka 4.4)

® 3axapeH AnalbeT: YeCTOTATa L€ 3aBHCH OT HATHYMETO HIH OTCHCTBHETO HA PUCKOBH (HaKTOPH
(kpuBHA 3axap Ha raaHo >5,6 mmol/L, BMI>30 kg/m?, noBHIuEHH TPHIIMLEPHIH, aHAMHE3a 33
XHAEPTOHHA )

CpoOulaBaHe Ha NOJO3HPAHH HEXKENAHH peakLiHH

ChobuasaneTo Ha oJ03HpaHA HeXeNaHH peakLHy Cllell paspeluaBade 3a ynorpeba Ha TeKapCTBeHHS
MPOAYKT € BaKHO. ToBa no3sonasa 1a NpoAL/DKH HAGIIOAEHHETO HA CHOTHOLIEHHETO TTON3a/PHCK 32
NIeKapCTBEHHA MPOLYKT. OT MEIMLUHHCKHTE CMIELHAIHCTH Ce H3UCKBA a ChOOIIABAT BCSIKA MOAO3UPAHA
HEXKENaHa peaKLKa Ype3 HaMOHalTHa CHCTEMa 3a ChobilaBaHe B M3anbaHuTENHA areHLHs MO ieKapcTRaTa
yn. . Jamsan I'pyes™ Ne 8, 1303 Codns, Ten.: +35 928903417, yebcatit: www.bda.bg.

4.9 Ilpepo3npane

Topesazun Ilmoc

B ciry4ait Ha npegosupane TpabBa sa ce npeanpueMaT CHMITOMATHYHH Y IOATbPKALUH Mepku. Tpsabea
Aa Ce HanpaBAT 4Y€PHOAPOOHK QyHKLHOHANHM TecToBe U HuBaTa Ha KOK Tpsbea na 6paar
NpoCieasBaHH.

Amopsacmamun
[lopaau BHcokaTa CTENEH HA CBBP3BAHE HAa aTOPBACTATHH C IUIa3MEHHTE NPOTEHHH, HE CE OYaKBa

XCMOOHANH3aTa Aa YCKOPH 3HAUYHTCIHO KIIHPBHCA Ha ATOpBaCTaTHH.

Esemumud
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[Ipn KIHHUYHH DPOYYBAHHA IPHIOKEHHETO Ha e3eTHMHO B A03a S0 mg/aHeBHO Ha 15 3ApaBH yYaCTHHLM
B MpoAbKeHHe Ha 14 Anu unm B no3a 40 mg/aHeBHO Ha 18 naLKMeHTH ¢ TbPBUYHA XHUIIEPIHITHACMHA B
NPOaB/DKEHHUE Ha 56 IHH € KaTo LAa0 ¢ Jobpa NOHOCHMOCT.

JoKnajBaHK ca HAKOJIKO Cly4as Ha Npefo3upaHe, NOBEUETO OT KOHTO HE Ca CBBP3aHH ¢ HeXeNaHy
peakunH. ChoOLIEeHNTe HeXeNaHH peakilMi He ca cepuo3HH. [Ipu kHBOTHH He € HabmonaBaHa
TOKCHYHOCT Cliel eHOKpaTHa nepopanna aosa ot 5 000 mg/kg e3eTHMHO NMpH [LTEXOBE H MHLIKH H
3 000 mg/kg npu Kyuyera.

5. ®APMAKOJIOTHYHH CBOUCTBA
5.1 dapmMakogEHAMAYEH cBoHCcTBA

(apmMakoTepaneBTHYHA rpyna: JUnuioMoandHLIHpaulH CpeaCcTBa, KOMOMHALIMH OT Pa3IkyHH
nunuaoMoauuumnpany cpeacrsa, ATC kon: C10BAOS

TopeazuH I1110C € TMNHAONOHHXKAaBall MPOAYKT, KOMTO CeIeKTHBHO HHXHOHMpa HHTECTHHAIHATA
abcopOuusi Ha XonecTepon U CBbp3aHH PACTHTETHH CTEPOJIH M HHXHOMpa eHAOrEHHATA CHHTE3a Ha
XonecTepona.

MexaHH3BM Ha JelicTBHE

Topeaszun Ilnioc

XonecTeponbT B N1a3MaTta ce NnoJjiy4asa OT HHTeCTHHAIHA abcopOLug ¥ enroreHHa cuuTesa. Tosm
JIEKapCTBEH NMPOAYKT ChbABPXKA €3eTHMUD M aTOPRACTATHH, NBE CHCTABKH, KOHTO MOHUXABAT HHBOTO HA
JTUIIHONTE ITOCPEACTBOM KOMIUIEMEHTAPHH MEXaHH3MH Ha aelicTeue. TopBa3uH [lmoc namansea
nosileHusa 00 xonecrepon (061-C), LDL-C, anonunonporens B (Apo B), tpurnuuepnaure (TG) u
X0JI€CTEpOJIa B IMNONPOTEHHUTE ¢ He-BHCOKA MIbTHOCT (non-HDL-C), u noBuimaea xonecrepona B
JIMMONPOTEHHHTE ¢ BHCOKA MUIbTHOCT (HDL-C) upes nBoeH MeXaHH3bM HA aefiCTBHE — MHHXHOHpaHe
abcopObuusaTa Ha xonectepona ¥ HerOBHS CHHTE3.

Amopsacmamun

ATOpBACTATHH € CENICKTHBEH, KOHKYpeHTeH HHXHOHTOp Ha HMG-CoA penyxTasara, orpaHyyasan
CKOPOCTTa €H3HM, OTTOBOPEH 3a NPEBPBIIAHETO Ha 3-XHAPOKCH-3-MEeTHI-TTYyTAPUA-KOEH3UM A B
MEBAJIOHAT, TIPEKYPCOP Ha CTEPOJIH, BKIKYHTENIHO XonecTepona. TpurnuiuepuanTe # XonecTeporbT B
YepHHUA Apod ca BIUTIOUEHH B JIMNOMPOTEHHN ¢ MHOTO HUCKA mibTHOCT (VLDL) u ce ocBoGoxnarar B
nja3sMara, 3a /ja ce 1OCTaBAT Ha nepHdepHuTe ThKaHH. JInnonporensnuTe ¢ HUcka rwrsTHOCT (LDL) ce
obpasysar ot VLDL u ce katabonusupar rnasHo upes peuenrtopa ¢ Bucok apunuter ksM LDL (LDL

pelenTop).

ATOpBACTaTHH NIOHHKABa XOJIECTEPOIA B NJ1a3MaTa H KOHLEHTPALMHTE Ha JMIONPOTEHHH B CEpyMa upes
nHxubupane Opos Ha HMG-CoA penykra3sara u nocneapaia GHOCHHTE3a Ha X0JIECTEPO B YEPHHS ApPob
4 yBenH4yaBa 6pos Ha yepHoapobuuTe LDL penentopu Ha KNeTbUHATa NOBLPXHOCT 33 YBETHYEHO
yCBOABaHe H kKatabonuswm Ha LDL.

ATOpBAcTATHH HaMasaBa obpasyBaseTo Ha LDL u 6pos va LDL yacTHuuTe. ATOpBacTaTHH NPHYUHABA
3HAYHTENHO Y MPOABIDKHTENHO NOBHLIeHHE HA akTHBHOCTTAa Ha LDL penentopute, cBbp3aHoO ¢
OnaronpHsaTHa NPoMAHA B Ka4eCTBOTO Ha UMpKyaHpawuTe LDL vacTHun. AtopBactaTvH e edeKTHBEH 3a
HaManaBaHe Ha LDL-C npn maudeHTH ¢ XOMO3HroTHa (PaMHIIHA XHIIEPXOJIECTEPOIEMHUS, N0
KOATO OOHKHOBEHO HE OTTOBAPSA Ha JIEYEHHETO ¢ MOHMKAaBaLIN IMIHINTE NEKAPCTBEHH

YCTaHOBEHO €, Y€ aTOPBACTATHH NOHHXKABA KOHLEHTpauHuTe Ha oSwus-C (30%-46%
61%), anonunonporenn B (34%-50%) u Tpurnnuepram (14%-33%), kato chiuespe
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npomMeryiiBo nosuinasane Ha HDL-C u anonunonporenn Al B n03a-otroBop npoy4sase. Te3u pe3yarary
ca NMPHJIOKHMH TIPH MALHEHTH C XETEPO3UTOTHA (PaMHIIHA XUIIEpXoNnecTepoieMus, HedaMuIHa
XHIICPXOIECTEPONEMHUA H CMECEHA XUTIEPAUNTNAEMHS, BIIIIOUYUTENHO NALMEHTH ¢ HEHHCYIHHO3ABHCHM
3axapeH aquader.

PenyunpaHeTo Ha obwiua xonectepoia, LDL-C u anonunonpotenH B e ¢ aoka3zan edexr IpH NOHUKABAHE
PHCKa OT CbpASYHO-ChJJOBH HHIIHACHTH H CMBPTHOCT OT ChbPASYHO-CHAOBH 3a00JISBaHUA.

Ezemumub

E3zetumMu6 usbupatento nuxubupa abcopbuusaTa Ha XonecTepoia H CPOAHH PACTHTEIHH CTEPOIH B
yepBaTa. E3eTHMHO € mepopasiHo akTHBEH B MEXaHHU3MBT MY Ha AeHCTBHE Ce pa3jiH4yaBa OT TO3H Ha
APYTHTE KJIACOBE ChCAHMHEHHA 3a NOHHXKABAHE Ha XOJIeCTepoia (Hanp. CTaTHHH, CEKBECTPAHTH Ha
KITbYHHTE KHCEJIMHH [CMONH ], NPON3BOHH HA PUOPHHOBA KUCETHHA K PACTHTEHH CTAHONH).
IIpHLieTHOTO MACTO HA MOJIEKYJIHO HUBO Ha e3eTUMHO € mpeHOCHTeNAT 3a crepond Niemann-Pick Cl-Like
1 (NPC1LL1), xoiiTo € 0TroBOpeH 3a 00paTHOTO BCMYKBaHE B TBHKHTE YEpBa Ha XOJNECTEPONIA H
¢uTOCTEpPONHTE.

E3zeTuMK0 ce nokanu3xpa Ha NOBEPXHOCTTA HA PECHHYKHTE B THHKHTE 4epBa U HHXHOHpa abcopbunsra
Ha XOliecTepoia, Karo 1o TO3W HAYHH HAMAJISBA TPAHCIIOPTHPAHMA OT ThHKHTE YepBa KbM YEpHHS Apos
X0JIeCTePOJI; CTATHHHTE MOHHXKABAT CHHTE3a HA XOJIECTepo/ia B YepHHA Apol U 3aeAHO TE3H PasiMYHH
MEXaHH3MH OCHTYpABAT AOITBJIBALLO C€ ACHCTBHE 110 OTHOLICHHE CHHXABAHETO Ha Xonaectepona. Ipu
2-ceIMHYHO KIMHHYHO NIPOyYBaHe C y4acTHeTo Ha 18 manueHTH ¢ XumepxonecTeposieMHUs IPUI0KEHNETO
Ha e3eTHMUO HHXNOUpa ¢ 54% abcopbiuATa Ha XoJiecTEpPO B YepBaTa B CpaBHEHHE ¢ Inanedo.

[IpoBeaeHa e mopennLa oT NpeAKIUHUYHHA POYYBAaHHUA 3a ONpeeIgHe Ha H30HPATEIHOCTTA Ha e3€THMHO
O OTHOLIEHHE HA HHXHOHMpaHeTo Ha abcopbuuaTa Ha xonectepona, EsetMub naxubupa abcopbumsrta Ha
[14C]-x0onecTepona, 6e3 1a noBnuaBa Ha a0COpOLUATA HA TPHIVIMLIEPHARTE, MACTHHTE KHCEJIMHHY,
KITbYHHATE KHCEIHHH, IIPOreCTEPOHa, CTUHHIESCTPAAHONA WK MAaCTHO PA3TBOPHMHUTE BUTAMHHH A U D.

llennaTpuyuHa momyJalus

Epponelickara areHuMs no JiekapcTBaTa ocBOO0XKIaBa OT 3aJb/DKEHHETO 3a NIPEROCTABIHE Ha
pe3yJITaTHTe OT Npoy4YBaHHATA ¢ TopBasuH [li1ioc BLB BCHMKH NOATPYNH HA NEAHATPUYHATA NONYJIalHs
MpY JICYEHUETO Ha XHIepXojecTeposieMus (BxX. Touka 4.2 3a HHpoOpMaLIug OTHOCHO yrioTpeba B
IEANATPHUATA).

5.2 DapMAKOKHHETHYHH CBOHcTBA

Topeasun Ilnroc
Jloka3aHo ¢, 4e TO3M J€KapCTBEH NPOAYKT € OHOEKBUBANICHTEH HA TIPHIIOKEHHTE €HOBPEMEHHO B
CBHOTBETHHU J03M €3¢TUMHO U aTopBacTaTHH TabJIETKH.

Abcopbuus

Amopeacmamun
ATtopsactaTHH ce abcopbupa 6bp30 cnen nepopanHo APUIIOKEHHE, MAKCHMAIHH I1a3MeHH
KoHueHTpaluH (Cmax) ce Jocturar 3a 1 g0 2 yaca. Crenenra Ha aGcopbuus ce ypenuyasa
MPONIOPLHOHAIHO Ha J03aTa HA aTopeacTaTuH. Criel nepopalieH npueM, OHOHAIHYHOCTTA HA
aTopBacTaTHH pHAMHpaHH TabneTkH e 95% no 99% B cpaBHEHHE ¢ Ta3M Ha MEPOPATHHS PA3TBOP.
AbcomoTHaTa OHOHATMYHOCT HA ATOPBACTATHH e npuOanznTenno 12%, a CHCTEMHATa HAIMYHOCT Ha
HuxHouTopHaTa akTHBHOCT 32 HMG-CoA peaykrasara e mpudnusnrendo 30%. Huckar
HAITHYHOCT C€ TBJIXKH Ha [PECHCTEMEH KIIUPBHC B CTOMAIIHO-YPEBHA THCABHIA W/HIIH
»iirst-pass® MeTaboIH3bM.
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Ezemumut

Crnen nepopaiHo NpuioxeHHe, e3eTHMHO ce abcopOrpa B ce KOHIOTHPA B rOJIsIMa CTENEH, KATO Ce
oOpa3syBa papMaKoIOrHIHO AKTHBHHAT (PEHONOB IMIIOKYPOHHA (€3e THMHG-TIOKYpoHAL). CpemHuTe
MaKCHMAIHH MIIa3MEHH KOHUEHTpAUHH (Cmax) €€ JOCTHIAT 32 1 10 2 yaca 3a e3eTHMUO-NTIOKYPOHHIA H 3
4 no 12 4aca 3a e3eTuMHO. AGComOTHATa GHOHAMYHOCT Ha e3eTHMHG He Moxe 1a 6be onpeneneHa Thil
Karo Ch€IHHECHHETO € HCPA3TBOPHMO BBB BOAHA Cpelia, FOJHA 3a H3TOTBAHE HA HHXEKLHOHHH Pa3TBODH.

EnHOBpEMEHHOTO MPUJIOKEHHE C XpaHa (¢ BUCOKO ChAbPXaHHE HA MA3HHHH WK 6€3 Ma3HUHH) HAMA
edext BEpXy OHOHATHYHOCTTA HA NEPOPATHO NPHIOKEHHA e3eTHMHO KaTo TaGaeTkn ot 10 mg.

Pa3 CIICHHE

Amopeacmamun

CpennuaT obeM Ha pasnpefiesieHne Ha aTOpBACTaTHH € NpHOIH3uTenHo 381 L. ATopBacTaTHH ce CBbP3BA
C NIJIA3MEHHATE NPOTEHHH B =>98%.

Esemumut
E3zernMu0 M e3eTUMHO-TIIIOKYPOHHA ce CBBP3BAT CHOTBETHO B 99,7% u B 88 no 92% ¢ miasMeHuTe
NPOTEHHH TIPH XOPa.

buotpanchopmanns

Amopsacmamun

ATOpBacTaTHH ce METaboNU3npa OT LHTOXpoM P450 3A4 10 opTo- ¥ NapaxuAPOKCHIUPAHH IPOU3BOIHH
H pa3snu4HH OeTa-OKUCIHTENHH NMPoayKTH. OCBEH O APYTH MbTUINA, TE3H NPOAYKTH AOBIHHTEHO CE
MeTaboTH3HpaT Upe3 DIIOKYpOHHpaHe. In vitro unxnbupane Ha HMG-CoA pefyxTasara oT opro- i
NnapaxuapoKCHIHpaHHTE METa0O0IMTH € €KBUBAJICHTHO Ha TOBA Ha aroppacTaTuH. ITpubnuzntenuo 70% ot
LIHPKyMpaliata MHXHOHTOpHa akTHBHOCT 32 HMG-CoA penykrasaTa ce IbJIKH Ha aKTHUBHHUTE
METaOOTUTH.

Ezemumub

E3etnMub ce MeTabo/IM3Kpa OCHOBHO B THHKHUTE U€PBa H YePHHUA APOS Ypes MIOKYPOHOBA KOHIOTALHS
(peaxuus ¢asa II) ¢ nocineasawa GunxapHa exckpelus. OKCHAATHBHAAT MeTabonussM (peakuus daza 1) e
MHHHMAJIEH M € OTUCAH NPH BCHYKH Habirosasanu BujioBe. Esetumnb u ezeTMMHO-rnoKypoHun ca
OCHOBHHTE IPOM3BOHH Ha JIEKAPCTBOTO, KOUTO C€ YCTAHOBSBAT B IL1a3MaTa, NPEACTABISBAT ChOTBETHO
ot 10 1o 20% u ot 80 10 90% oT 0610TO KOMHYECTEO HA JIEKAPCTBEHHA MTPOAYKT B IIasMara. E3eTuMib
H €3eTHMHO-TIIOKY POHHA DaBHO Ce €TMMHMHMPAT OT N1a3MaTa, KaTo € JOKA3aHo, Y€ yHacTBaT B roisMa

CTEMCH B EHTEPOXENaTaleH KpbroBpar. [1o/yXMBOTBET Ha e3eTHMUO U e3eTUMHO-TTHOKYPOHH] €
npubIH3KTENHO 22 Yaca.

EnnMHBHpaHe

Amopeacmamun

ATOpPBAcTaTHH Ce eNMMHUHUPA MPEHMHO C XTBYKATA Clell XeNaTaleH W/uIH eKcTpaXenaTanes
MeTaboNn3bM. BRIpeky TOBA, NTEKAPCTBEHHAT NPOAYKT HE NPETHPIABA 3HAYMTEIIEH eHTEPOXETATAICH
KpBroBpaT. CpeiHHUAT IJ1a3MeH eTHMHHAIHOHEH MOYXKHBOT HA aTOPBACTATHH MPH XODa €
npuOausnTenHo 14 yaca. [lonyxusoThT Ha HHXHOUTOPHATA akTHBHOCT 332 HMG-CoA peaykrazara e
npubnausutenHo 20 1o 30 yaca, nopaau y4acTHETO Ha aKTHBHHTE METa0O/HTH.,

ATOpBacTaTHH € CyOCTpaT Ha YepHOAPOGHHTE TPAHCNOPTEPH, OPraHHYHHA AHHOH-TPAHCIOPTH AL

ronunentuA 1B1 (OATP1B1) u 1B3 (OATP1B3) tpancnoprep. MetabonutuTe Ha aTOpBacTaTHH ca
cybctpari Ha OATP1B1. ATopBacTaTiH e uaeHTHOMUMPAH CBILO KaTo cybcTpaT Ha ednyKcHpre
Tpancnoprepu P-rivkonpotent (P-gp) M npoTeHHa Ha Pe3UCTEHTHOCT HA PAKa Ha I'bpaaTaX BRI
MOXE Ja OrpaHnyaT HHTECTHHANHaTa abcopbuys H GMIHapHHA KNTHPBHC Ha aTopBacTaTAfi

Ezemumub
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Cnen nepopaneH npueM Ha '*C-esetumu6 (20 mg) oT maumeHTHTe, 061IUST e3eTHMHG € CBBP3aH C OKOJIO
93% ot obiuara panHoakTHBHOCT B mnasmara. [Ipnbnauzurenno 78% u 11% ot pannoakTHBHOCTTA Ha
IPHJIOKEHATA 1032 CE YCTAHOBIBAT CHOTBETHO B H3NPAXXHEHUATA U YpuHaTa 3a 10 JHeBeH nepuoa Ha
cbbupane. Cnen 48 yaca He ce ycTaHOBsBa A0JOBHMA OCTATHYHA PAJIHOAKTHBHOCT B IL1a3MaTa.

Ctapuyecka Bb3pacT
Amopsacmamun

IInasmMeHHTE KOHLEHTPALMHK Ha aTOPBACTATHH H HETOBATE AKTHBHH MeTa0ONHTH ca 110-BHCOKH NPH
3APAaBH HHAMBHAH B CTAPYECKA BB3PACT, OTKOJIKOTO MpPH MIaAH, JOKATO JIUNHAHUTE eDeKTH Ca CpaBHUMHU
C Te3H HabmoAaBaHH NpPH N0-MJ1ajJa rpyna naiHeHTH.

Ezemumub

[InazMeHHTe KOHLUEHTpalHU Ha 06LHs e3eTHMHO ca 0K0J10 2 TBTH NO-BHCOKH NPH NALHEHTH B CTapyecKa
BB3pacT (=63 roAMHH) B cpaBHeHHe ¢ no-mnagute (ot 18 no 45 roamuu). Hamaneuuero Ha LDL-C u
npodUIbLT Ha 6€30NaCHOCT ca CPaBHUMH MEXY NAIlUEHTHTE B CTAPYECKa BH3PACT H MO-MIaJUTe
MalMEeHTH, KOHUTO Ce JIEKYBAT C e3eTHMHO.

HepHonpobio yBpexcaate

Amopsacmamun

IInasMenuTe KOHUEHTPALMH Ha aTOPBACTAaTHH H HErOBUTE aKTHBHH MeTa0OMMTH ¢a 3HAUMTENHO
noBHLIEHH (0K0NO 16 NBTH 32 Cmax H 0koNo 11 rbTH 32 AUC) NpH naunesTH ¢ XpOHHYHO aTKOXOMHO
yepHoapoOHo 3abongsane (knac B mo Childs-Pugh).

Ezemumub

Cnen eanoxpatHa no3a ot 10 mg eszerumn®, cpennata AUC 3a obuinsa esetumu® HapacTpa
NPHOAN3UTENHO 1,7 'bTH NPH NALKMEKTHTE C JIeKO YepHOAPOOHO yepexaaHe (ckop no Child Pugh 5 wnu
6), B cpaBHeHME Che 3apaBHTe NHuA. [Ipu 14-aHeBHO nMpoyyBaHe ¢ MHOTOKPATHO A03MpAHE Ha
nexapcteoTo (10 mg AHEBHO), NAUHEHTHTE C YMEpEeHO 4epHOAPOOHO yBpexaane (ckop no Child Pugh 7
no 9) uManu ypenuvenue Ha cpeanara AUC 3a obius ezeTuMud npubnusurtenno 4 nbta npes Jen 1 u
JeHn 14 B cpaBHeHHe cbe 3/ipaBuTe nuLa. He ce Hanara KOpHrHpaHe Ha 503aTa 3a MalHEHTHTE ¢ JIEKO TIO
cTeneH YepHoaApoOHO yBspexane. [Topaan nuncara Ha JaHHH OTHOCHO €(DEKTHTE Ha YBEJIHYEHATA
eKCIO3HLMS Ha €3eTHMHO MPH MANHEHTHTE C YMEPEHO HIH TEXKO YepHOAPoOHO yBpekAaHe (CKop 1o

Child Pugh > 9), esetuMu® He ce npenopbyBa 3a NpUIOXKeHHE NPH TAKHBA NMAaLUEHTH (BX. TOUKH 4.2 H
4.4).

brbpeuno yBpexaane

Amopeacmamun

brOpeuynoTo 3a6onaBaHe He 0ka3Ba BIHAHHE BLPXY MIA3MEHHTE KOHUECHTPALMH HIH BbPXY JHITHAHATE
e()eKTH HA aTOPBACTATHH H HEFOBHTE AKTUBHH MeTabONHTH.

Ezemumub

Crnen enHoOKpaTHa 032 e3eTHMHO oT 10 mg npH nauueHTH ¢ TeXKO o cTeneH 6bopeuno 3abonapane

(n = 8; cpeaen CrCl <30 ml/min/1,73 m?), cpeanara AUC 3a oBwins e3eTHMHO ce e yBEeIHUYHNIA
npubnusnTenHo 1,5 MbTH B cpaBHeHHE ChC 3ApaBuTe aHUa (n = 9). To3u pe3ynTarT He ce CUMTA 3a
KJIHHHYHO 3HauuM. He ce Hanara kopurupane Ha A03aTta pu NAUMEHTH ¢ OBOpeuHO yBpexaaHe.

Enux nauwenTH B TOBa Npoy4yBane (cnen 6n0peuHa TpaHCIIAHTALMSA H HA JIEYEHHE C MHOXKECTRO
NEKAPCTBEHH NMPOAYKTH BKIIIOYHTENIHO LHKIOCIIOPHH) € HMan 12 ITbTH NO-BUCOKA €KCNO3HULMA Ha 00U
e3eTumub.

[Tos
Amopeacmamun
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Tesu Pa3jIHKH HAMAT KJIHHHYHO 3HAUCHHUE, B PE3YITAT HAa KOCTO HE Ca HabmoAaBaHH KIHHHYHO 3HAYHMH
Pa3lHKH B NTHIMHAHHUTEC E(bEKTH Cp€A MBXE H XKCHHA.

Ezemumud

[InazMeHuTe KOHLIEHTpPaLMH Ha obKA €3¢TUHMHO ca MAIKO NO-BHCOKH (npubnusutento 20%) npu
KEHHUTE B cpaBHEHHE C MbXxeTe. Hamanennero Ha LDL-C u npodunsT Ha 6€30nacHOCT NPH MBbXKE H KEHH
Ca CPaBHHMH MPH JICUEHHETO C €3eTHMHO.

SLCO1B1 nonuMopdnism

Amopeacmamun

YeproapoOHOTO 3axBaulaHe Ha Bcuukd HHXuOUTOpH Ha HMG-CoA peaykTasara, BKIIOYHTENHO
aTOPBAcTaTHH, ce H3PbplUBA nocpecTBoM OATPI1B1 tpancnoprep. Ilpu naupentu cxe SLCO1BI
NONUMOPPHU3IBM HMa PHCK OT TIOBHIIECHA €KCTO3WLHA HA aTOPBACTATHH, KOETO MOXE Zia AOBEAE [0
MOBHINEH pUCK OT pabaomMuonuia (BX. Touka 4.4). [lonumopdusmseT B rena, kogupai OATP1B1
(SLCOIB1 ¢.521CC) e cBbp3aH ¢ 2,4 mbTH NO-BHCOKA CUCTEMHA EKCNO3HIIHA Ha aTropBacTaTHH (AUC), B
cpaBHeHHE ¢ HHAWBHAH 6€3 To3u reHoTUNeH BapHaHT (¢.521TT). [Ipu Te3u naHeHTH € BE3MOXKHO
FeHETHYHO 3 € HapylIeHO YEpHOAPOOHOTO 3aXBalllaHe Ha aTOpBacTaTHH. BB3MOXHHU NOCNEACTBHA BBPXY
erKacHOCTTA Ca HEU3BECTHH.

5.3 IlpeaxknnHuYHH JAHHH 38 fe3omacHOCT

Topeasun Ilnoc

B npoyusanus ¢ €AHOBPEMEHHO NpPHJAraHe Ha e3eTHMUO H cTaTHHH HaOMOaBaHHTE TOKCHYHH e(peKTH
O CHINECTBO €A XapaKTepHHUTe 3a cTaTHHUTE. HAKOH TOKCHYHEH edekTH ca No-u3pa3eHH B CpaBHEHHE C
HabnronaBaHHTE [IPH CAMOCTOATEIHOTO H3MOI3BaHe HA CTATHHU. TO3H pe3ynTar ce OT]aBa Ha
¢apMakOKHHETHUHHTE H hapMakoJAMHAMHYHHATE B3AaUMOACHCTBIA MEXIY OTAEAHHUTE JEKAPCTBCHH
NPOAYKTH NpPH eAHOBPEMEHHOTO HM npunarane. [ToaobHn B3auMoaelcTBHA He ca HabmoaaBaHH B
KJIHHUYHUTE NpoyYBaHUA. [IpH IIIeX0BEe MHONIATHA HACTROBA CAMO CJie]l €KCNO3HUIIMA Ha A03H, KOMTO ca
HEKOJIKOKPaTHO MO-BHCOKH OT TEpanesTHYHUTE NpH Xopa (npubnausnrenno 20 metn 3a AUC npH
ctatHHUTE H 0T 500 a0 2 000 meT AUC 3a akTHBHHTE METaOONHTH).

B nopeanua ot in vivo M in vifro ananu3H e3eTHMHO, NMPHIGKEH €JHOBPEMEHHO ChC CTATHH, He IPOABIBa
FEeHOTOKCHYEH NOTeHHA.

EnnoBpemMeHHOTO npunaratde Ha €3eTUMHO M CTATHHH HE OKa3Ba TepaToreHeH edeKT NnpH mrsxose. [pu
OpeMeHHH 3aiuH e HabIoJaBaH HUCHK MPOLICHT Ha CKENIETHH JedopMaliii (CIHBAHE HA IPhAHH H
ONAalIHH NMpelleH:, HaManeH Opoil onaliHN NpeuieHHy ).

Amopeacmamun

ATOPBACTATHH € OTPHULATENICH 32 MyTareHeH ¥ KJIaCcTOreHeH NOTeHHAN B OaTepHa ot 4 in vitro TecToBe H
B | in vivo ananus. He e ycTaHOBEHO, 4€ aTOpBACTaTHH € KaHLEPOreHEeH NMPH ILTbXOBE, HO NIPH NMpHIaraHe
Ha BUCOKHK JO3H NTPH MULUKH (noBenH A0 6-11 mbTH no-BUCOKHU CTOHHOCTH HA AUC).24n B CpaBHEHHE C
T€3H NMPH X0pa, NpHEMaNny Hal-BHCOKaTa NpenopbyHTENHA A03a) Ca C€ NOABHJIH CIY4aH Ha
XENaTouUSayAapeH aRcHOM NPH MBXKKHTE U XeMaTouelynapeH KapuUHHOM NPH KEHCKHUTE XXKHBOTHH.

Mma naHHH OT eKCrIepMMEHTANHH NPOYYBAHHS NIPH XXUBOTHH, Ye KKXHOHTOpH Ha HMG-CoA peaykrasara
MOTaT fla NOBNHAAT Ha pa3BHTHETO Ha eMOpuoHuTE MM derycute. [Ipu nsXxoBe, 3aiily H kyyera
aTOPBACTATHH HAMA €EKT BbPXY PepTHNUTETA H HE € TepaToreHeH, obaye, MPH TOKCHYHH 3a MaiikaTta
no3u € HabmogasaHa geTanHa TOKCHYHOCT NPH MTBXOBE H 3aiilii. Pa3BUTHETO HA NOKOJIEHHETO an
NITbX0BE € 010 3a0aBeHO H MOCTHATANTHOTO OLENABAHE HAMAJICHO MO BpeMe Ha EI{CHOSHHH ‘4;

Ha BHCOKH Z03H aTopBacTaTHH. [Ipu nbxoBe HMa 10Ka3aTe/ICTRA 3a [IPEMUHABAHE Ha Jie Ao rekiiul?
naaueHrarta. [Ips nibxoBe, 11a3sMeHHTE KOHIEHTPAUHH Ha aTOPBACTATHH €a CXOJAHH C &
He e u3secTHO nanu atoppacTaTUH HAH HErOBUTE METADONIMTH CE EKCKPETHPAT B KbPM#J
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Ezemumub

[Tpoy4yBaHHs ¢ MHOIOKPATHH 103U €3eTHMHO MPH KHBOTHH HE €a YCTAHOBHJIH TAPreTHHTE OPTaHH 3a
TOKCHUYHHTE edekTu. [IpH Kyyera rpeTupann YyeTnpu ceaMuLy ¢ ezetumud (20,03 mg/kg/nHeBHO)
KOHLICHTPAaLUATA HAa XONECTEPOJIa B AUTBUHHA MEXYD € HapacHana ot 2,5 a0 3,5 nbt. Benpeku ToBa, no
BPEME HA €IHONOAHXINHO NPOYyYBaHE C Ky4eTa, TpeTHpaHH ¢ ao3u 1o 300 mg/kg/aAHeBHO, He € YCTAHOBEHa
MOBHUILIECHA YECTOTA HA XONENHTHA3a UITH APYTH ¥UThMHO-uepHOApoOHH edekTH. He e niBecTHa
3HAYHMOCTTA HA Te3H AaHHH 3a XopaTa. He Moxe f1a ce Kaxe, 4Ye ChblIeCTBYBa JINTOTEHEH PHCK, CBbP3aH ¢
TEPANeBTHYHOTO NPHIIOKEHHE Ha e3eTHMHO.

KOHBEHIIHOHAJIHUTE in vivo ! in vitro aHaJIU3H ¢ €3eTHMHO He Noka3paT AoKa3aTeNICTRA 34
reHOTOKCHYHOCT.

[1Ipoy4YBaHHATA 38 KAHLIEPOr€HHOCT C e3¢THMHO NpH rprU3adyy He NOKa3BAT NOBHILABAHE HA YECTOTATA Ha
NOeABa HA TYMOPH.

EseTnMHO He € noBIHAT PepTHANTETAa HA MBKKHTE HIIH XKEHCKHTE TUTBX0BE, HE € MOKa3aJl TepaToreHeH
eexT Npu MITBXOBE MK 3allH, He € MOBAUAN BBPXY NPEHATATHOTO HIH NOCTHATATHOTO Pa3BHTHE.
EseTuMud npeMuHaBa npe3 nnaucHTapsara Oapuepa npH OpeMeHHH IUThXOBE K 3aliilH, KOraTo ce AaBa
MHOTOKpaTHO B A03a ot 1 000 mg/kg/nneBHo.

6. OAPMAIIEBTUYHHA NAHHH
6.1 CnoEc¢bKk Ha IOMOIMHEHETE BEUIECTBA

CnpuesuHa:

Kanuuer xapboHat

XHAPOKCHITPOITHII LIey103a

[Monucopbar 80

Kpockapmenosa Hatpuit (SD711)

3axapHu cepH (ChABPAKAT 3aXapo3a H LAPERAYHO HHIIECTE)
Tank

ManuTton

MHKpPOKpUCTAIHA LIeTyJI03a

Hucko 3amectena xuapokcunponua uenynosa (L-HPC B1)
[MoBuaon K-25

HarpreB naypuncyadar

MarHesueB cTeapar

OO0BHBKa Ha KarcyJaTa.

Topeasus [1moc 10 mg/10 mg TBBpAM KANICYIIH:
Kanaue: THTaHoB AHOKCHA (E171), scwnT %enesen okeun (E172), yepeeH xenezen okcua (E172), uepen

xeneseH oxcua (E172), xenatHn
Tsino: TuranoB auokcua (E171), xuat xenesen okcup (E172), xenatuu

Topeasus [1moc 20 mg/10 mg TBEPAH KANCYNH:
Kanaue: TutaHoB quoxcua (E171), yepsen xkeneszed okcun (E172), xenatus

Tano: Turanos auoxcun (E171), sxwaT sxenesen okceua (E172), xenatuu

Topeaszuu [1mioc 40 mg/10 mg TBbPAH KANCYJIH:
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Kanaue: Turanos AHOKCHA (E171), )KpaT XkeneseH okcHA (E172), yeppen xeneseH oxcua (E172), yepen
xeneseH okcua (E172), kenatun

Tano: Turanos auokeua (E171), xeaT xenesen oxkcua (E172), xenatun

6.2 HecnLBMECTHMOCTH

Henpunoxumo.

6.3 Cpok Ba roguocrt

3 roauHM

6.4 Coenuajnn yCJOBHE HA ChXpPaHEHHE

Ha ce cuxpansea noj 30 °C B OpHrHHaJIHATA OMAKOBKA, 34 J1a Ce NpeAnasy oT baara.

6.5 Baan cbAbpKAHHE HA ONAKOBKATA

30, 60, 70, 80, 90, 100 unu 120 Teepau Kancyau B 6aucrep ot OPA/AI/PVC//Al, nocTaBeH B KyTHs OT
nperbHaT KapToOH.

He BcHYkH BHIOBE OMAKOBKH Morat Aa OBJar NnycHaTH B npogaxba.
6.6 Cpenmnandm npeana3’Hn ME¢PKH NPH A3XBLpJAHe B paborta

Heusnonspauust ACKAPCTBCH NPOAYKT HJIH OTNNAABYHHTE MATEPHANH OT HEro TpﬂﬁBa Aa CC U3XBhPJIAT B
ChOTBCTCTBHE C MECTHHTC H3HCKBAaHHA.

7. TNPATEXATEJI HA PAZPEINEHHETO 3A YIIOTPEBA
Proterapia Hungary Ltd.

1134, Budapest Lehel utca 11.
YHrapus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Topsasun [lmioc 10 mg/10 mg Tebpau xancyau: Per. Ne: 20210297
Topsasus [Tmoc 20 mg/10 mg teepau kancyau: Per. Ne: 20210298
TopsasuH [Intoc 40 mg/10 mg Teepan kancynu: Per. Ne: 20210299

9. JATA HA II'bPBO PAZPEHIABAHETIOAHOBABAHE HA PAZPELHIEHHUETO 3A
YIIOTPEBA

Hata Ha nbpeo pa3pewnapane: 05.10.2021 r.
JlaTta Ha nocneaHo noaHoessaHe: 03.06.2024 r.

10. HATA HA AKTYAJIH3UPAHE HA TEKCTA

Ma#, 2025 r.
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