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KPATKA XAPAKTEPUCTUKA HA MPOAYKTA

1. UME HA JJEKAPCTBEHHS NMPOAYKT

Pediopo 5 mg/10 mg ¢uianmpani TadneTxki
Refidoro 5 mg/10 mg film-coated tablets
Peuopo 10 mg/10 mg puamupanu TadaeTKH
Refidoro 10 mg/10 mg film-coated tablets
Pedumopo 20 mg/10 mg Gpunmupanii TadieTKH
Refidoro 20 mg/10 mg film-coated tablets
Peduinopo 40 mg/10 mg Gunmipann TadbneTkn
Refidoro 40 mg/10 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Pedraopo 5 mg/10 mg dhuamupani TadbneTkn

Besika pumupana TabneTka Chabpika S mg posyBactaTiH (rosuvastaling (Karo kanunii (as caleium)) n 10
mg e3eTHMHO (ezetimibe).
Peraopo 10 me/10 mg dhuammpani Tadbierkit

)

Besika uamnpana tadierka chabpika |0 mg posysacratit (rosuvastating (Karo kanuniifas calciun)) w
mg esetnmnd (ezetimibe).

Pedmaopo 20 mg/10 mg duimupani TadaeTK
Besika unmipana Tabnetka chabpika 20 mg posysactathh (rosuvastatin) (kato kanunii (as calcium)) y
10 mg esetumnd (ezetimibe).

Pedynmopo 40 me/10 mg uammpanii TadJaeTkH
Besika dnmipana tadierka chabpka 40 mg posysacratun (rosuvastatin) (kato kanwnii (as calcium)) y
10 mg esetnumnd (ezetimibe).

[TomMotHI BelecTBa € H3BECTHO AICTBHE:

Besika mammpana tabnerka Peduaopo 5 mg/10 mg. 10 mg/10 mg. 20 mg/10 mg chabpra 200.5 mg
JAKTO30B MOHOXHPAT.
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Besika unmupana tadnerka Peduaopo 40 mg/10 mg cbabpzka 205.5 mg 1akTo3a MOHOXHAPAT.

3a NbAHNS CIHCBLK HA TOMOLLHNTE BellecTBa BikTe Pazaen 6.1.

3. JEKAPCTBEHA ®OPMA
Dunmmpana TadneTka (Tadbnerka)
Peduaopo 5 me/10 me duinmupary TadaeTki

CBETNOKBATH, KPBIIH, ABOINHOM3NBKHANN PHIMUPaHH TAONCTKH ¢ AHAMETbP NPHON3HTENH
penedHo odo3HaveHie .EL 5 oT ennara crpana.

Pedinopo 10 me/10 mg puamupanmn TadbaeTKm =
BeskoBI. KpBITIH. ABOHHOM3MBbKHANN (uaMupani TabaeTKi ¢ AnaMeTbp Npudan3uT H@I
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obo3navenne .EL 4 or e/iHaTa cTpana.

Pediaopo 20 mg/10 mg unmupanit TabaeTkm
JKbATH. KpBIAN, ABOIHON3NbKHANH (QHIMUpaHH TadaeTkn ¢ anameTsbp npudmsurento 10 mm i penedug
obdozHauenne .EL 37 oT eanara crpasa.

Pediiaopo 40 me/10 me gpuamupani TadJeTku
Bean. kpbriam, ABoiiHonsmbkHann Guamupann Tadnetki ¢ anamersp npudnusntenno 10 mm u penedug
obo3HaueHie .EL 2 ot eaHara crpana.

4. KJIUWHUYHU JAHHHU
4.1 TepaneBTHUYHH NOKA3aHHS

”'lxDBl THHA XHICPXOJICCTCPOJICM S

(>

Ped)lmopo € NpeHa3Ha4YeH KaTo 3aMECTHTCIHA TEeparnus rpH MbJIHONETHH NMaUHEHTH. YHETO CbCTOAHHE &
noa aieKkBaTeH KOHTPOJI 4Ype3 €AHOBPEMEHEH MPHEM Ha po3yBacTaTH M e3eTHMHO. npuemMaHn ¢ ¢aHo
CbULO 1030BO HUBO KAaTO BbLB q)lll\‘CHp'clH'dT'd KOMOMHALLMS, HO KATO OTCIHH NPOAYKTH. KaTO AOTTBIHCHH(
K'bM JIHCTA 3a JICUCHWUEC HA MbPBHYHA XHIIEPXOJIECTEPOJIEMISL.

[TpeBeHLns Ha CbPACYHO-CHAOBH HHIMACHTH

Pediaopo e npeaHazHaueH KaTo 3aMeCTHTE/IHA Tepanus Mnpi MbAHOJETHH NALNCHTH. YHETO ChCTOSHHE {
1101 aieKBaTeH KOHTPOJ UYpe3 eAHOBPEMEHEH MpHeM Ha Po3yBacTaThH 1 e3eTHMHO, MpHeMaHn ¢ e1Ho
ChLUO /1030BO HMBO KATO BbB (pHKCHpaHaTa KOMOMHALMS. HO KaTO OTAETHH MPOAYKTH. C LIeJ HAMasBaH
Ha PHCKA OT ChPACUHO-CHIOBH HHILJIGHTH NpH nalmeHTH ¢ koponapHa donect Ha chpueto (KbC)
aHamMHesa 3a ocTbp KopoHapen cinuaponm (OKC).

4.2 Jlo3upoBKa 1 HAYHH HA NPIJIOKEHHE

ZIO'SHQOBKB

[MTaunenTsbT TpAGBA Aa € HA MOANOASLLA AHETa 32 HAMaIsIBAHE HA JTHNIANTE U TPAOBA Aa NPOABIAAN Ja Ob/g
Ha TasM AHeTa no BpeMe Ha jeueHuneto ¢ Peduaopo.

Ped)nﬂopo HE € MOJANXOAALL 3a IMbpBOHAYaIHa TEparusi. 3anoyBaHeTo Ha JeueHHeTo Hin KOPHTHPAHETO H
/103aTa. aKko € HeOOXOAHMO. TpﬂﬁBa Ja ce npasi caMo ¢ MOHOKOMITOHEHTHTE, KaTo cJie/l yCTaHOBABaHe H
NOAXOASAULINTE 1031 € Bb3MOKHO /1a €€ NMPEMHHE KbM (])m\'cnpaHaTa N030Ba KOMOMHALLHS C MOJIXOJISHIATE]
KOHUCHTPALLHA.

[Matwnenrure 'I'p?l()Bii Jla 13noa3Bart KOHUEHTpauuaTa. KOSATO OTroBaps Ha MnpeaHwHOTO HM JIeHEHHE
[ penopuunTEiIHaATA 1034 € ¢AHa TabneTKka 1HEBHO.

CBENCCINO NPUTOINCCHUEC CHC CCRBECTIPUNNII HA JCTHYNLU KUCCTUNU
Pedraopo Tpsadea na ce npuema uian =2 yaca npeau, uian =4 yaca cieil npuioKeHHETO HA CeKBECTPAHT Hi
KIBUHN KHuceanHn (BukTe Pasaen 4.5).

Heouampuyna nonyaayus
bezonachnocrra n edukactocrra Ha Peduiaopo npu seua Ha Bwipact noa 18 ro
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ycTaHoBeHH. HannyunTe KbM MOMeHTa AaHHn ca onucann B Paznenn 4.8, 5.1 1 5.2, HO He MouKe J1a ce naze
npenopbka OTHOCHO 10311POBKaTa.

Cmapuecka svspaci
[Tpn naunenTn Ha Bb3pact >70 roaMHM ce NpenopbuBa HavalHa 1403a OT 5 Mg pO3yBaCTaTHH (BIKT
Paznen 4.4). KomOuHauuaTa He € NoANOAALLA 3a MbPBOHAYANHA TEpanis. 3ano4BaHETO Ha JIEYEHNETO 1l
KOPHIHPAHETO HA /103aTa. aK0 € HEOOXOANMO. TPAOBA /1a Ce NpaBi camMo ¢ MOHOKOMIIOHEHTHTE. KaTO CJejl
YCTAHOBSBAHE HA MOAXOAALLITE 1031 € Bb3MOKHO J1a ce MpeMiHe KbM (PHKCHpaHaTa 1030Ba KOMOHHALIMY
¢ MOAXOAALLATA KOHLUEHTPALLUS.

(67

bvopeuno vepeacoae

He e HeoOX0AMMO peryaupaHe Ha j103aTa npH NauneHTH ¢ ek 0bOpeuH yBpeKaaHus.
[Tpenopbuiresnara HavaHa 103a € po3yBacTaTHH 5 M NpH NaUNEeHTH ¢ yMepeHi ObOpeuHi yBpeaKIaHly
(kpeaTnHHHOB KanpbHe <60 ml/mun). Hozata ot 40 mg/10 mg e npoTHBonokasaHa rnpu nauHeHTH ¢
ymepern ObOpeUHn yBpekaaHs.
Ynorpebara Ha Pepraopo npn naumenT ¢ TexKKH ObOPEtHI YBPEsKAaHHs € NPOTHBONOKA3aHa MPH BCHYK
1031 (BukTe Paznenn 4.3 n 5.2).

Heprnoopoono vepeacoane
He e neoOXx0umMMO perynipane Ha 103aTa NpH NaUHEHTH C JeKa YepHOAPOOHA HEAOCTATLUHOCT (OLCHKA §
10 6 no Child Pugh). Jleuennero ¢ Pepnaopo He ce npenopbusa npu nawieHTn ¢ ymepeHa (oleHka 7 10
no Child Pugh) uan texxa (ouenka >9 no Child Pugh) ueprnonpoOHa nncdynkuns (ke Pasnenn 4.4
5.2). Pedpuiopo e npoTHBOMOKA3aH npu MauHeHTH ¢ akTHBHO YepHOApoOHO 3abossiBane (BHukTe Pasie
4.3).

Paca
[lpi ywactHuum OT asuarcku Npousxoa ¢ HadnioaaBaHa MOBHLIEHA CHCTEMHA CKCMO3MLNSA  Kb)
posysacrarun (Buare Paznenn 4.4 n 5.2). [NpenopbunTesnHara HavyanHa 103a € po3yBacTatHH 5 mg 3¢
natieHTh oT aznatcku nponsxo/. Pediiopo 40 mg/10 mg e npoTHBONOKa3aH MpH Te3u MalHeHTH (BHKTE
Paznenn 4.3 1 3.2).

Tenemuuinu noauiopghusau
M3BecTHN ca KOHKPETHH THMOBE FEHETHUHN MOAMMOP(I3MI. KOHTO MOrar jia jJIoBe/lar Jo MoBHiIeH
CKCNO3NunA KoM posysactarnn (Buxre Pasnen 5.2). INpenopbysa ce no-HuUCKa JIHEBHA 103a 3a NaLLICHTI
38 KOMTO € W3BECTHO, Y€ UMAT TAKHBA KOHKPETHH THIOBE MOJIUMOP(H3MK.

/.7()'1'11/7()({/((/ npu nayuenmi ¢ I7]7(’()/7Ll317().'/(1(‘(”1{11 Kb HORAM U (/)C[K"l()[”l

[Tpn naunenTn ¢ npeapasnonarauit KbM MHONATHs (PAKTOPH MPEnopbHUHTEIHATA HavalHa 1034 €
posysactaTiH 5 mg (BuxkTe Paznen 4.4). Peduiopo 40 mg/10 mg e nporuBonokasan npu HaKoHm o1 Te3n
nauveHTn (Buzxkre Pasnen 4.3).

Cwunvmemesanya mepanus
Posysacrarin e cyderpar Ha pasaudnn tpancrnoptHi nporernn (Hanp. OATPIBI n BCRP). PucknT o7
Muonaris (BKIOUYHTENHO padaoMHOaN3a) € NoBHleH, Korato Peduaopo ce npuiara eHOBPEMEHHO ¢
OMpe/eacHIl  JIEKAPCTBEHN MPOAYKTH. KOMTO MOKE Jla [MOBMIIAT [Ja3MeHaTa KOHLEHTpauMs Ha
posyBacTaTitH  nopaan  B3aUMOACHCTBHS € Te3M TPAHCMOPTHH MPOTEHHH (HAMp. UHKIOCMHOPHH |
OMnpeieseHit NpoTeasHit HHXHOUTOPH, BRAIOUNTENHO KOMOHHALLMI OT PHTOHABHP C aTa3aHaBHp. JIONHHABH]
1/ tunpanasup: BukTe Paznenn 4.4 1 4.5).

Koraro e Bb3mMoskH0. TpAOBa 21a ce pasrieaaT alTepHaTHBHI 1eKapeTBa. KaTo 1pH He,
Ja ce oOMHCIM 11 BPEMEHHO MpeycTaHoBsiBaHe Ha Tepanusta ¢ Peduaopo. B ¢




ChbBMECTHOTO MPHJIOKECHHE HA TE3H JICKAPCTBEHH NMPOAYKTH C Pe(bllilO]DO HSIMA Kak J1a ce n30erte. nojsufre
H PUCKOBETEC OT €AHOBPEMEHHATA Tepariia i KOPEKUHHTE Ha 103aTa po3yBaCTaTHH 'I'pHC)B‘d J1a ce 0OOMHCH
H3KJHOUHTEIHO BHUMATENHO (BHKTE Pasznen 4.5).

Hauin na npunoxerie
3a nepopaiHa ynorpeda.

Pediaopo Tpadsa na ce npuema BeHbIK JIHEBHO. MO €1HO H CbLLO BPeMe BCEKH A€H. CbC HlH 0e3 XpaHa.
Tabnerkara TpsadBa J1a ce nperiblila usina ¢ Majiko Boja.

4.3 IMporuBonoka3saunus

o [1py nauueHT cbe CBPbXUYBCTBUTEIHOCT KbM aKTHBHHTE BELLECTBA (PO3yBacTaTHH. €3eTHMH{)
HIH KbM KOETO W J1a € OT MOMOLLHHITE BELECTBA. KOMTO ca 130poenn B Pazaen 6.1.

° [Tpn nauneHTH ¢ akTHBHO 4YepHOAPOOHO 3adoJisiBaHE. BKJIHOUHTETHO HEOOSCHIMI, MOCTOSHH|H

MOBHLLIEHIS HA CEPYMHM TPAHCAMIHA3KM 1 BCSKO MOBULLIEHHE HA CEPYMHA TPaHCAMHHA3a. KOCTO HAABHLIIARA
3x ropnara rpanuua Ha Hopmansoto (ULN) (Buukre Pasznen 4.4).

° [lo Bpeme Ha OpeMEHHOCT N KbLpPMEHE MPH JKeHH ¢ ACTEPOAEH MOTeHLUHal, KOHTO HE H3MON3BAT
MOANOASLLH KOHTPALENTHBHHU cpeacTsa (BuxkTe Paznen 4.6).

° [Tpi naunentn ¢ Texko ObOpeHHO yBpekaaHe (KpearuHWHOB KAupbHC <30 ml/mun) (Buate
Pasznen 5.2).

° [Tpn naunentn ¢ muonarus (Buxte Paznen 4.4).

° [Tpn MaLMeHTH. KOMTO nojiyuasar ChITbTCTBAILA KoMOMHaLLHs or
copocdyBHp/Bennaracsp/BokcHianpesnp (Buxkre Pasaen 4.3).

° [Tpi naumenT. KOUTO NoNyUaBaT eAHOBPEMEHHO M LIHKIOCTIOpHH (BHukTe Pasnen 4.5).

Hozata ot 40 mg/l0 mg e nporHsonokasaHa npH  NAUHEHTH ¢ NPEAPa3snoNaralll Kb
Mionarns/padaomuonisza paktopi. Takusa akropi BKIIOUBAT:

° YmepeHo 0bOpeyHo yBpekaaHe (KpearHHHHOB KianpbHe <60 ml/min).

o XHNOTHPEOHN3bM.

o Jlnuna wan pamuina aHaMHe3a 3a HACIEACTBEHH MYCKYJIHI 3a00/15BaHNs.

o llpeanuina anamiesa 3a MyCKyJIHa TOKCHUHOCT ¢ ApyT HHXHOHTOp Ha HMG-CoA penykrasara ni
(pnbpar.

° 3n0ynorpeda ¢ ankoxosl.

o Cirryaunn, npn KOUTo MOZKe [a e CTHTHE 10 MOBHIIEHHE HA MJIA3MEHITE HIBA HA PO3yBacTaTHI
° [TatenTi oT a3narckn nNpom3xol.

° ConbreTBaia ynorpeda Ha Gpubparn (Buxte Pasaenn 4.4, 4.5 u 5.2).

4.4 Crneunannn npeaynpe:kaeHus u npeanasii MEpKH NpH ynorpeoda

Edextit BbpXy CKeNeTHHTE MYCKY/I
Eextit BbpXy cKeneTHHTE MyCKyIl. Harp. MHAITHA. MIONATHA 1 B PEIKKM Cyuan pabaoMiosisa. ca
CbOOLLABAHN NPH TPETHPAHH € PO3YBACTATHH NALMEHTH NPH BCHUKH J03H 1 NO-KOHKPETHO NP 1031 >2
mg. Kakto npn apyrn uuxnéuropn Ha HMG-CoA peaykTasata. uectorara Ha cboOwasaHe H
pad1oMHOIN3a. acouMupala ¢ po3yBacTaTiH pH YroTpeda ciea nyckaHe Ha na'sapw Ka np
so3ara ot 40 mg.
S SR 110
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[Mpn ynorpebara cren myckade Ha nasapa Ha e3eTHMHUO MMa ChOOLIEHH CIy 1§§F}Mﬂ

padaommnonnsza. He moske na ce u3knioun GpapMakoaMHaAMIUHO B3aHMOACHCTBIE
TpA0BA 1A ce BHUMABA H3KAIOUNTENHO NP KOMOHHIpaHaTa M yioTpeda. Bhnpek




cHOOLIABA 3 PABAOMI0/IN3A MPH MOHOTEPANHS C e3eTHMHO 1 MHOTO PAIKO NpH 00aBAHETO Ha e3eTHMH{

KM JIPYTH areHTH, 332 KOUTO € H3BECTHO. Y€ Ca CBBHP3aHH C MOBHLICH PHCK OT pabaomiosisa,

AKO nma MOJA03peHHS 3a MHOMATHA BbH3 OCHOBA HAa MYCKYJIHM CHMMOTOMH HJIH aKO TaKaBa € NOTBbPIACH
Ype3 HHBOTO Ha KpeaTHH KHHasa. TPﬂ6BEl He3adaBHO Jj1a ce npeycraHoBu )’I'IOTpCﬁﬂT'd Ha Pe(])llﬂOpO
BCHUKH arceHTH. 3a KOMTO € M3BECTHO. Y€ ca CBbp3aHW C NOBHIIEH PHCK OT paéﬂomuo;m‘za I KOHT(

NaLHCHTBLT NpHeMa €AHOBPEMCHHO. Ha BcHukH crapripatin nauneHTH 'rpﬂ(’ma lla c¢ yKake 1a cboOLaBay

CBOEBPEMEHHO 3a BCAKA HeoOsicHMa DoJKa, YYBCTBHTECIIHOCT HIIH cnabocT B MYCKYyJinTe (BHIKTE Pasnej
4.8).

Muactenus

B HSKOAKO cyuas ce choOLlaBa, Ye CTaTHHNTE HHAYLHPAT de 70vo Wit BIOWABAT BEUE ChLIECTBY BallA
MIACTEH IS TPaBHC WK ouna Muactenins (k. Touka 4.8). [punosxennero na Peduaopo Tpsdsa na ce
cnipe B c/yuail Ha BrolasaHe Ha cumnTomiTe. Mima choOLeH s 3a peLianB npy (NOBTOPHO) NpuaraHe
Ha CHIULIS WA pa3iMYeH CTaTHH.

M3mepBaHe Ha KpeaTH KnHasa

Kpearin kunasarta (CK) He TpsOBa na ce n3MepBa clle/l HaToBapBaLli YIIPakHEHHs W NPH HANIE H
MPaBJ0M0/106Ha anTepHaTHBHA NpHYIHA 3a noBiieHneto Ha CK. KoeTo Mozke 1a 00bPKA THIIKY BAHETO H
pesynraTire.

Axo nusara Ha CK ca chlIeCTBEHO noBHileHn npe3 6a3oBoTo HUBo (Z5XULN). Tpadsa na ce Hanpasy
NOTBBLPANTENHO H3C/IEABAHE B PAMKHTE HA 5-7 AHI. AKO NOBTOPHOTO H3CIEABAHE NOTBBLPAN OA30B0 HIBC
Ha CK >5xULN. neueHueTo He TpsdBa Ja ce 3anoysa.

[pedu ievenuemo

Peunopo. kakto apyri uuxnomnropu Ha HMG-CoA peaykrasara, TpsdBa 1a ce Npeanncsa ¢ nopHiieH
BHUMAHIE NP NaUHenTH ¢ npeapasnonaralul KbM Mionaris/padaomuonnsa gakropn. Taknsa (pakropy
BKJIIOUBAT:

o OBOpeUHO yBpeKIaHe:

° XHIOTHPEOHANTBM:

° AMUHA 1K pamisTHa aHAMHE3a 38 HACTCICTBEHH MYCKYJTHH 3a00J15BaH Hsi:

o npeaniiHa aHaMHE3a 3a MyCKYJIHA TOKCHYHOCT ¢ Apy T HHXnourop Ha HMG-CoA peaykrasara iy
(pnopar:

o 310ynorpeda ¢ anKkoxo:

° Bb3pact =70 roantin;

° CHTYALIMH, TP KOUTO MOJKE J1a Ce CTHIHE /10 N0BHLLEHIE Ha Naa3mennTe nusa (BhxTe Pasaen 4.2,
4513.2)

° CbNBTCTBALIA yroTpeda Ha (udpath.

[Tpi raknBa NauneHTH pUCKbT OT JIeUEHHETO TPsIOBa 1a ce 0OMHCIIN BbB BPb3Ka C Bb3MOKHATA MO13d. Kal
ce npenopbuBa KAHHHYHO HadmoeHie. Ako Hisara Ha CK ca CblecTBEHO NOBHILCHN npe3 6a30BoT)
HUBO (>3XULN). sieuenneTo He TpsiOBa aa ce 3anovsa.

Io epexie na aeyenuenio
[awenrtire TpadBa 1a ObAAT NMOMOJEHH He3adaBHO 1a cLOOLWABAT 3a HeodsCHIMA OoMIKa. ClladoCcT nip
KpamIii B MyCKYJIHTE, 0COOEHO aKo ca CBbP3aHil ¢ Hepa3roJoKeHe UK BUCOKa TemiiepaTypa. Hisara Hl
CK wna takusa naumenTn TpsoBa aa ce namepsat. TepanisTta Tpadsa aa ce npeycraHosy., ako nisata Ha Cl

7N
o o
IR
\\._._:«’_"

=5y

&

=

o=

<




nnxnonrop Ha HMG-CoA peaykrasara ¢ Haii-HicKaTa 103a ¢ Npako HadmtoAeHHne Ha naunenra. Hsva
OCHOBAHHE 3a PYTHHHO HadMtoAeHHe Ha HuBaTa Ha CK npu acuMimroMaTHyYHI NauHeHTH,
Mma MHOTFO pesikit ChOOLIEHHS 338 MMYHHO-Meanpana HekpoThsnpaia muonatns (IMNM) no sBpeme ta
HAM CNEL JIEUEHHETO CbC CTaTHHIL BKIOUNTENHO po3yBacTaTiH. IMNM ce xapakTtepusipa KiHHHYHO|C
[POKCHMAIIHA MYCKYJIHA c1a00CT 1 MOBHLIEHA CEPyMHA KPeaTHH KHHa3a, KOUTO MpOab//KaBaT Bbipel
NPEYCTAHOBSIBAHETO HA JICUEHHETO CbC CTaTHHHN.

B KAMHHUHN M3MWTBAHKMS HAMA 10Ka3aTeICTBA 32 MOBHUICHH e(DEKTH BbPXY CKENETHHTE MYCKYJIH Cpgy
Masikis Opoil maumeHTH, KOWTO NojyuyaBaxa po3yBacTaTHH M CbIbTCTBaLLA Tepanus. Bbnpexn tosa
Ha0/1101aBAHO MOBULIEHHE HA CIYYAHTE HA MHO3UT 1 MHONATHS CPEL MNAaLHEHTHTE, KOUTO 1101y 4aBaT JpyI
unxnonTopi Ha HMG-CoA peaykraszara 3aeaHo ¢ aepusarit Ha (UOPHHOBA KHUCEIHHA, BKIIOMHTEIHO
remM(puOpO3MIL. LWHKIOCNOPHH. HUKOTHHOBA KHCEINMHA, a30JIHH MPOTHBOrLOHUHI CPEACTBA. NPOTEa3Hi
HHXHOHUTOPH 1 MakpoanaHn antionoruun. Nemdudposnn yBennuaBa pucka 0T MHONATHS. KOrato ¢e
npHema eaHoBpemMeHHo ¢ Hakon nuxnonTopn Ha HMG-CoA peaykTasara. [lopaan Toa He ce npernopbUa
KoMOHHMpaHeTo Ha Pedumopo ¢ rempndOposma. [lonsara o1 no-HaTaTbWHH POMEHH HA HHUBATA Ija
JHIHANTE OT KOMOHHHPAHOTO 13no/3sane Ha Peduaopo ¢ Gpudpari uan HuawH TpadBa na ce npeieH
BHHUMATEIHO CIPSMO MOTEHUHANHHTE PHCKOBE OT TaknBa komOuHaumm. Jlozata ot 40 mg posysacrarit
MPOTHBONOKA3HA C €AHOBPEMEHHO H3noJj3saHe Ha Guodpar (BuukTe Paznenn 4.3, 4.5 n 4.8).
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Dy31a0Ba KHceaHa
Pediiiopo He TpsidBa ja ce npiemMa eIHOBPEMEHHO ChC CHCTEMHU (OopMYaH (Dy31110Ba KHCEHHA WK (B
pamMKHTe Ha 7 JIHK OT crpaHe Ha nedeHie ¢ gy3iaoBa kucennua. [pu nauneHT. npi KOUTo H3M0JI3BAHETO
Ha cHcTemHa (y3Ha0Ba KHCEMHA Ce CYHTA 3a ChLIECTBEHO BAXKHO, JIGUEHHETO CbC CTaTHHI TPADBA 1a de
MpeycTaHoBH 3a cpoka Ha JeueHueTo ¢ (y3uaona kucennna. Mma cboOuleHns 3a padaomMiosisa
(BKIIHOUHTENHO HAKOIKO (ataitu ciydas) npH nauneHTH, KOHTO nojyvaBaT KoMOHHaLH 0T (y311108a
KncennHa n cratiuun (BukTe Pasnen 4.5). Ha nmaunenta TpsdBa Aa ce yKame Aa 10TbPCH He3adaBHO
MEIMLLIIHCKA MOMOLL aKO W3MHTa KaKBHTO M Ja OMI0 CUMITOMH HAa MYCKYJIHa cjadocT. Oojka il
YYBCTBHTEIIHOCT. ‘Tepanusra ¢bC CTrarMHK MO’KE /1a Ce [O/HOBH Ce/leM JeHa cjell nocjelHara Jo3a
(dy3nioBa KHceniHa.
[Tpn W3KAIOUMTENIHI Cllyuan. B KOUTO € HEOOXOAMMA MPOAbIKITENHA yNoTpeda Ha (y3HA0Ba KHCETHHY,
HaMp. 3a JCUEHUETO HA TEARKH MHPEKLH, NOTPeOHOCTTa 0T CbBMECTHO npunoxkeHie Ha Peduiopo
(y3naoBa KucennHa TpadBa Aa ce pasriekaa camo Ha MHAMBHAyalHa 0aza M noj Npsik MEAHLIHCK
HA30P.

PC(])IU[()])O HE 1'})5]683 Aa ce u3noissBa npH nauueHTH ¢ OCTpH. CEPHO3HH ChCTOSAHHA, KOUTO TPCAoJiare
MHponarus Wi ca npeapasnonaratli 3a pasBUTHETO Ha 6'b6pC‘IHa HEAO0CTATBbYHOCT BCICACTBHE H¢
le6LlOMHOJ'III33 (Hanp. CEICHUCI XHIMOTOHHAL rOJIEMH onepauii: TpaBMHI TE/KKH METadOTHTHH. CHAOKPHHH
11 CACKTPOIUTHH HapyLWEHHs HIIH HCKOHTPOJIHPAaHH l“hpLIOBC).

- o

EdexTi BbpXy uepHus 1pod
[Tpu u3nnTBaHNs ¢ KOHTPOIUPAHO CHBMECTHO MPHIOKEHHE MPH MALMEHTH, KOHTO M0Jy4aBaT e3eTHMID
CbC CTATIH. ca HAOMIOIABAHH MOCIEA0BATEIHI MOBHILEHHS Ha TpaHcaMuHaszara (>3 X ropHara rpaHiua H
HopmainHoto [ULN]).

[lpenopbusa ce 3 mMeceua ciel Ha4al0TO Ha JICUSHHETO C PO3YBACTATHH Jla CE HAMPABSIT 13C/ACABAHMS |
uepHoapodHara (pyHkums. [MpuembT Ha po3yBacTaTHH TpsOBa Ja ce NPEyCTaHOBH 1M J03aTa ja Obie
HamaneHa. ako HHBOTO Ha CepyMHH TpaHcaMiHa3M € noBeve OT 3 NbTH HaA ropHara rpaHiua H
HOpMa/IHOTO. YecToTata Ha choOLIABAHE HA CEPHO3HI HEPHOAPOOHH CLCTOAHNS (KOHTO C€ ChCTOS
NPCAMMHO OT NOBHLIEHH HIBA HA YEPHOAPOOHH TpaHcaMHHa3H) Npy ynorpeda cliel nyckaHe Ha na';apu 3
no-gHcoka npu jgosara ot 40 mg.

[Tpi nawnenTy ¢ Bropuyna XHnepxoaecTepoeMus. npuyaiHeHa oT XHIOTHPEO 1)
CHHAPOM. OCHOBHOTO 3adoisiBaHe TpaOBa 1a ce TPEeTHpa MpeiH HaualoTo Ha ey
[Mopasn nenspecTHiTe eekTi HA NOBHLLIEHATA EKCMO3HLNSA KBbM €3eTHMID Npl

o
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TeKKA UEPHOAPOGHA He0CTaThUHOCT, Pehiniiopo He ce npenopbusa (Bkre Pasaen 5.2).

YepHoapoOHi 3a00/158BaHUA 1 aJIKOX0
Pediopo TpadBa Aa ce H3nosi3Ba ¢ NOBHILEHO BHHMAHHE 1P NALUNMEHTH, KOWTO ynoTpedsBaT npekomMepH
KOJHYECTBa ATKOXO H/IJIH HMAT aHaMHe3a 3a YepHOApoOHO 3adonsBarie.

EdexTi Bbpxy ObOpeLmnTe

[pi naumeHTH. KOMTO €a TPETHPaHH ¢ MO0-BHCOKH J1031 PO3YBACTaTHH. MO-KOHKPETHO 40 mg.
HaGI0AaBaHA MPOTEHHYPHsL. 3aceueHa Upe3 TecT C H3MepBaresnHa JleHTa W NpeanMHO TyOyiHa 1
MPON3XO/1. KATO B MOBEUETO CYUAH Tsl € MPEX0/Ha Wik nepuoanyHa. He e 10ka3aHo. ue npoTenHypusTa
MpeCcKa3Balll oKasaTes 3a 0CTPO MK NporpeciBHo GbOpeuHo 3adoassane (BrxkTe Paszaen 4.8). Hecrorar
Ha cLOOIIABAHE HA CEPHO3HI ObOPEUHI ChCTOAHNA NpH yrnoTpeda ciel MyckaHe Ha nasapa ¢ ro-BHcox
rnpu o3ata ot 40 mg. [1o Bpeme Ha pyTHHHOTO MPOCAEAsBaHe HA NALHEHTHTE, KOUTO Ca TPETHPaHH ¢ /103
ot 40 mg. TpsdBa ja ce 0OMUC/IN OLeHKa Ha ObOpeuHaTa pyHKLHS.

WMuTepcriunainia 6enojipodHa 0onect

I1pit HAKON CTATIHI Ca ChOOLIEHN PeIKH Clydal Ha HHTepeTiunanHa 6e10apodHa OonecT. 0coOeHO mp
abarocpouna teparnms (Bikte Paznen 4.8). [NpeacraBurenHute XapakTepHCTHKH MOKE Jla BKIOUBA
JMCIHES. HEMNPOAYKTHBHA KaliHia W BAOLIABAHE HA 0OLLOTO 3/PaBOCIOBHO ChCTOsAHNE (YMOPA, BHCOK
Tempepatypa # 3aryda Ha Terso). AKO CbILIECTBYBAT [MOA03pEHHA, Ye JaaeH NalkeHT ¢ passi
HHTEpCTHLMANHA OenoapodHa GOeCT, TepaniusaTa cbC CTaTHHH TPAOBA Jla ce MpeyCcTaHoBI.

3axapeH anader

Hskou oKasaTencrsa npeianonarar, He CTaTHHIITE KaTo KNac NOBULIABAT KPbBHATA 3aXap. KaTo [PH HAKO
NALMCHTH. KOUTO Ca W3JI0KEHH HA BHCOK PHCK OT passutie Ha anadeT B Objelle. MOKE 1a aoseaar I
HUBO Ha XHOEPrAHKEMHs. NPH KOETO LIe € MOAXOSLI0 O(HLUHATHO feueHIe 3a anadeT.

Bunpekn ToBa, TO31 pHCK €& KOMMEHCHPA OT HAMAJIABAHETO HA ChAOBHS PHCK CbC CTATHHH 1 10PN TOB
He TpAOBA /1a € NPHYHHA 33 CIIHPAHE HA JIUEHHETO ChC CTaTHHIL M3j105KeHITE Ha PHCK NALEHTH (C KPbBH
3axap Ha rmaaHo 3.6 10 6.9 mmol/L. BMI>30kg/m2. noBiieHo HIUBO Ha TPHITIHLEPIH. XHICPTOHIIS
Tpsi0dBa 1a ObaaT HAOM0AABAH M KAKTO M0 KIMHUYEH, Taka 1 10 OHOXHMHYEH MThT. ChITIACHO HALLHOHAIHIT
HACOKIH.

B mnnranero JUPITER cboOlieHaTa LusanocTHa 4eCTOTa Ha Bb3HIKBaHE Ha 3axapen anader e 2.8% np
posyBactaTii 1 2.3% npi niauedo. NpeanMHo MpH NauHeHTH ¢ KpbBHA 3axap Ha riaiHo 5.6 1o 6.
mmol/L.

AHTHKOAI'YJIAHTH

Ako Pepunopo 6bae aodaseH KbM BapdaphH. APYr KyMapHHOB aHTHKOArYIaHT HAH (BIyHHAHOH.

MEZKYHAPOAHOTO HOpMann3npaHo cbotHowenne (INR) Tpsabsa na ce Hadionasa 1o NOAXOUSILL HAUH
(BukTe Pasnen 4.5).

u,llKﬂOCI'IOQIIH

Bixre Paznenn 4.3 n 4.5.

Dudparn
besonacHocTTa 1 epHKacCHOCTTa Ha €3eTHMHO, Npiaaran 3ae/iHo ¢ Guoparti, He € YCTaHOBEHa (BHIKTE T1¢
rope. kakto u Pazjenn 4.3 1 4.5).

AKO CHILECTBYBA M0J103PEHHE 3@ XOJCTHTHA3A NPH MaluKHeHT. KoiiTo rnpruema Pedguaopo n ¢e
MOKa3aHo Ja ce HanpaBsT H3CACABAHMS HA AKIBUHIS MEXYp 1 TepanusaTa TpsAOBa jla ce npey
Pazaeni 4.5 n 4.8).

[TporeasHit HHXHOUTOPH
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[p natenTH. 1ojyuasald  po3yBacTaTHH ChBMECTHO C  PasiHuHH  MPOTEasHit MHXHONTOPH ||B
KOMOHHALIS ¢ PHTOHABHP. € HA0/1101aBaHa MOBHLIEHA CHCTEMHA EKCNIO3HLIA KbM posysactatit. TpsaOpa
1A CE B3eMAT MoJ BHUMAHIE KAKTO 11013aTa OT HAMAISBAHETO HA JIMINANTE BCIGACTBHE Ha ynoTpedara Ha
Peaopo 1ipu nawentn ¢ XMB. KOHTO npHemar npoteasHi HHXHOHUTOPH, KAKTO H MOTCHIHANBT Ba
HOBHILCHH MIa3MEHH KOHLEHTPALMH Ha PO3YBACTATHH [1PH 3an0UBaHe i yBEIHUYaBaHe Ha pO3yBacTaTitH
NpH NauMeHTH. TPETHPAHH ¢ npoTeasin WHxnGuTopn. He ce npenopbusa eaHoBpemMeHHaTa yrnorpeda ¢
ofnpeeneHn NpoTeasHn HHXHOUTOPH, OCBEH aKo 103aTta He ce peryaupa (Buxre Paznenn 4.2 1 4.5).

TeKKN KOKHI HE/KENaH I peaKLin
[1pn ynorpeda Ha po3yBacTaTHH ca ChbOOLLABAH I TE/AKKH KOAHN HEIKEJIAHN PEAKLIHIL BRIIOUBALLLT CHHAPQM
na CtusbHe-/xoHebh (Stevens-Johnson syndrome. SJS) u nekapcTBeHa peakiiis ¢ €o3HHO(MIMA (1
crcremun cumnrtomu (drug reaction with eosinophilia and systemic symptoms, DRESS). konro mowxe jla
ca ;KHBOTO3ACTpallaBalt Win ¢ netaneH 13xoa. [lpn npeanucBaHeTo Ha JEKapCTBEHHSA MPOAYKT
nauMeHTHTE TPAOBa Aa ObaaT HHPOPMHPAHI 3@ NPH3HALNTE 1 CHMOTOMHTE HA TEKKHTE KOKHI pPeakLifi
11 1a ObaaT HadMoAABAHM C NOBHLICHO BHHMaHHE. AKO ce NOsBAT MPH3HALM 1 CHMITOMI. NOKa3aTe/lH Ba
Takapa peakius. NpHiokeHero Ha Peduaopo tpadsa na ce npeycTaHoBi He3adaBHO 1 1a ce OOMHCH
ANTEPHATHBHO JICHUCHIE.
Axo npn ynorpebdara Ha Pednaopo nauneHTLT € pa3sBHi CepHO3Ha peakuns, Kato Hanpumep SJS nin
DRESS. npu To31 nauneHT He TpsOBa Ja ce 3anoyBa 0THOBO JeueHne ¢ Peduuopo B koiito n aa oufio
MOMEHT.

Paca
MdapmMakoKHHETHYHUTE H3MHTBAHKS € PO3yBacTaTHH MOKa3BaT [OBULICHHE HA CKCHO3MUMATA N
YUACTHHLH OT a3HaTCKH MPOH3X0/1 B CPABHEHHE € TaKiBa OT KaBKa3KM Mpon3xo (Biure Pasienn 4.2, 4.3
n5.2).

ITeanarpuuna noryJiatis
beszonachocrra n edukactoctra Ha Peduiaopo npi jgeua na Bb3pact nod 18 roamHn Bee oute ne ¢a
YCTaHOBEH . NOPaAl KOTO HE ce MpenopbiBa ynorpedarta My cpei Tasi Bbh3pacrosa rpyna.

Peduaopo ebabpka JaKTo3a
[TaunenTin ¢ peakn HacleACTBEHH MPOdAEeMH KaTo HEMOHOCHMOCT KbM FajlakKTO3d. IThJICH JIAKTa3(
AChULUIT 1IN FIIOKO30-ranakTos3Ha ManadcopOis He TpsadBa 1a npHemMar ToBa JIeKapcTBO.

n

{22

Pepunopo cbabpaxa narpuii
To31 aexapeTBeH NPOAYKT Chabpra no-manko ot | mmol narpuii (23 mg) Ha Tadnerka. T.e. MOKe na ge
Kaske. "e MpakTHUECKH He ChIbpiKa HaTPHil.

4.5 B3anmozaeiicTBie ¢ Apyru JekapcTBeHl NPOAYKTH 1 ApYrH (opmu Ha B3anMoaeiicTBHe

[IpoTnBonokazaHis
Llucaocnopun: EanoBpeMeHHOTO nipHiokeHie Ha Pedniopo ¢ LHKIOCNOPHH € NPOTHBOMNOKA3HO 3apall
posysacrarin (BukTe Pazaen 4.3). [o Bpeme Ha €IHOBPEMEHHO IEUEHHE € PO3YBACTATHH H LIHKJIOCMOPI
croifHocTuTe Ha pozyBactatii AUC 0sixa cpeaHo 7 NbTH MO-BHCOKM OT Te3H. Hab/IloAaBaHi 1npH 3j1pas
nodposodi (BrxkTe Pazaen 4.3). EAHOBPEMEHHOTO MPHIOAKCHIE HE MOBINS MAa3MEHHTE KOHLEHTpPALL

e

Ha LHKITOCIMOPHH.
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ObOpeuHa TpaHcnaaHTauls. ¢ TeKka ObOpeuHa HEAOCTATHUHOCT. KOITO MojyyvaBaile LHKIOCHOpHH
MHOKECTBO JIPYIH JICKAPCTBA, JAEMOHCTPHPA 12 MbTH M0-BUCOKA €KCNO3HLNA KbM 00Ul €3¢THMHO
cpaBHeHHe ¢ e1HOBPEMEHHITE KOHTPOH. KOHTO MosyyaBaxa camo ezetimnd. B ABynepnoaHo kpberocat
M3NUTBAHE € JBAHAACCET 3/ApaBH YUYAaCTHHL, €KeIAHEBHOTO mnpuioxeHne Ha 20 mg eserumnd
HPOAbIKEHIE Ha 8 AHN € eaHoKkpaTHa a03a oT 100 mg wiknocnopuu npes Jlen 7 aosene 10 cpeano 15°
yeeanuenne Ha unknocrnopid AUC (odxsar ot 10% Hamanenne 10 51% nosuilene) B cpasHeHne
eAMHCTBEHO eaHokpaTHa 103a o1 100 mg unkaocnopun. He e npoBekaaHo KOHTPOJIHPAHO H3MHTBAHE H
edexTa Ha CLBMECTHO MpHiaraH €3eTHMHO BBLPXY €KCNO3MUUATA KbM LUHKIOCNOPHH NPH NalHeHTH
ObOpeUHN TpaHCITaHTaLLHI.

Henpenopbuurenin kKoMOHHaLMK

]7/7()/”(.’(1')'[1[[ unxXuOumop. anpeku ye TOUHUAT MeXaHn3bm Ha B3aMMOACIICTBHE HE € H3BECTel.

CBLBMECTHHST NPOTEa3eH HHXHONTOP MOKE CHAHO [1a MOBHLIH €KCMNO3HUMATA KbM PO3YBACTATHH (BHKT
Paznen 4.5, Tadnnua 1). Hanpumep. B e1HO GapMaKOKHHETHYHO H3MUTBAHE ChBMECTHOTO NPHIOKEHHE F
10 mg po3yBacTatit U KOMOHHHPAH NPOAYKT OT jBa npoTeasHn nuxnouropa (300 mg arazanasup / 10
Mg PHTOHABHP) NPH 31paBH 100pOBOLM Oelie CBLP3aHO ChC CHOTBETHO MPHOINZNTENHO TPHKPATHO
cenemkparto nosuwenne Ha posysactatiin AUC 1 Cuax. CbBMecTHaTa ynorpeda Ha po3yBacTaThi
HAKOM KOMOMHALIH NPOTea3Hi HHXMOMTOPH MOKe [a ce pasrieaa cjieid BHHMATENHO OOMHCIsHE F
PeryJnpaHeTo Ha jl03aTa po3yBacTariH Bb3 OCHOBA HAa OUAKBAHOTO MOBHLICHHE HA SKCMO3MLIATA Kb
posysactarit (BixTe Paznenn 4.2, 4.4 n 4.5, Tabaunua 1).

Hnuxuoumopu _na _mpancnopmiu_npomeHi. PO3)"B8CTHTHH (4 C)’6CTpEIT 3a ONnpeacneHu TPpaHcrnopTHE

MPOTEHHIIL BKJAIOUHTENHO TpaHcnoprepa 3a uepHoapodoHo noemane OATPIBI 1 edayke tpancrnoprep

BCRP. CbBMeCTHOTO npunoskerie Ha Pedaopo ¢ nekapcTBeHH NMPOLYKTH, KOMTO ¢a HHXHOHTOPH Ha Te3)

TPAHCNOPTHH MPOTEHHH. MOKE /1a A0BEAE /10 MOBHIICHH MIa3MEHH KOHLUCHTPALIMH HA PO3YBaCTaTHH H 1
BHCOK pHuck oT muonarus (Bukre Pazaenn 4.2, 4.4 n 4.5, Tabnnua ).

FL'.II(/)II(;/)()BH.'I U OPYU NOHUACAGALU AURUUNIEC NPOOVKIIL CbBMecTHaTa )"ﬂOT[)t‘GEl Ha posyBacTrariH

rem(puopo3in aoBeae 10 2-KpatHo noBulieHue Ha posysactathH Cmax 1 AUC (Bukre Pasnen 4.4).

EanopemennoTo npuioxkenie Ha rempuOposmni MoBHILIH JeKO 0OLLHTEe KOHUEHTPALLK HAa €3eTHMH
(npudamznrenno 1.7 nurh).

Bb3 ocHoBa Ha naHHHuTEe OT cneuu(bn-mn H3MUTBAHUA 3@  B3aHMOJACIHCTBHS. HE ce ouaksar

(hapMAKOKHHETHYHO pesieBaHTHH B3aHMOACHCTBIS MEKAY po3yBacTaTiH H GeHo(HOpaT, HO BhIPEKI TOB
€ Bb3MOKHO J1a Bb3HHKHE (papMaKoJAHHAMHYHO B3auMoelicTBHE.

EnnoBpemeHHOTO npuiokenne Ha (eHopHOparT MoBHLIM JIEKO OOLHTE KOHLEHTPALMK HA €3eTHMH
(npudamsnrenno 1.5 nbtH).

Fempudpoziit. Gpenodpudpar. apyri GudpaTH 1 NOHKKABALLN JTHITHANTE 10341 (> 1K PaBHO HA | ¢/IHEBHQ
HHAUMH (HUKOTHHOBA KHCeIHHA) YBeluuaBaT pHcka OT MHOMaTHs, KOrato ce aaBaT CbBMECTHO
nuxnonTopn ha HMG-CoA peaykraszara. BEpOsATHO 3allOTO MOraT [a npein3BiKkaT MHONaTHs KOraTto ¢
npuaaraT caMoCTOATENHO.

[pn naunentn. kouro npuemat GpeHoduoOpar 1 eseTnMud. nekapure TpsAOBa 1a ca HAsICHO ¢ Bb3MOKHIS

pHCK OT XoJieTHTHasza 1 3adonsBaHe Ha ANbUHHA Mexyp (BiskTe Pasmenn 4.4 1 4.8). AKO CblUECTBYB

HAMpPaBsAT W3CNEABAHNA HA KIBUHIA MEXYP M TepanusTa Tpsidsa aa ce npeycraHoBH (BuxkTe Pazaenn 4.8
EnnospemennoTo npunozxeHie Ha esetumnd ¢ apyrin ¢gudpati He e npoyusaHo. dudparire Moke 1
NOBHLLAT OTACNAHETO HA XOJECTEPOJI B A BUKATA, KOETO BOM 10 XOJITHTHA3A. B 13N1HTBaHIS C IKHBOTH
e3eTHMHO NOHSAKOra NOBHLLIABA XOJECTepOIa B /KIbUKATA, HO HE NPH BCHUKH BUaoBe (BikTe Paznen 5.3
He mowke j1a ce 13K THTOTEHEH PICK. KOIHTO € CBbP3aH ¢ TeparneBTHIHaTa Y noTpeos 0

NOA03PEHHE 3a XOJICTHTHA3a NMpPH TMallMeHT. KOHTO npuema e3eTHMHO | (I)CHO(])I!()[)H'I'. C IoKas3aHo Jla CT‘
1

n4.4).
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Dyvsudosa kuceauna: He ca MPOBCIKAAHN H3MHUTBAHWUA 3a B3aHMOACHCTBHETO MEKAY po3yBacTarHuH

(I)_V'SH}J,OB'CI KucesnHa. PUCKBT OT MHonaTHs. BKIOYHTENHO paﬁﬂomnomna. MOZKE J1a Ob/Ie HOBHILICH OT
a
B3aHMO/ICHCTBIE (He3aBHCHMO j1anu e d)ap:\'lal\'O,[llIHaMH‘IHO. (])apn\‘lal\'OI\'HHC'l'lNHO HIIH W JIBETE) BCE OLLIE (e
e u3BecteH. Mma cboduieHms 3a pa'(');lm\-mommu (BKIIFOUHMTENHO HAKOJIKO (])m'fumn cliyvast) NpH MatneHTH.

s

C/IHOBPEMEHHOTO MPUJIOKEHHE Ha CHCTEMHA (l)_\"?»l'iﬂOBa KHCE/IHHA CbC cTaTHHH. MexaHn3MbT Ha TOB

KOMTO npuemMar Tasu KOMOMHALLINS,

AKO € HEeOOXOIMMO JIeUeHHE ChC CHCTEMHA (]))"3”,[10138 KHCEJIHHA, TepannaTa ¢ po3yBacTtaTiH TpﬂGBa Ja ge

NPEYCTAaHOBH 3a CPOKA HA JICYEHHETO C (])}’3llilOBa Kucennna. Bukre cbuio taka u Pazaen 4.4.

Jpyru B3anmojieiicTBiis

Anmuayud: EnHoBpeMenHOTO npiemMane Ha 1031 po3yBacTaTHH ¢ aHTHALMAHA CYCTIEH3 1S, KOSITO Chabpia
ANYMUHIT 1T MArHE31EB XHAPOKCHIL. BOM J10 HAMANsABAHE HA MJ1a3MEHATa KOHLUEHTPALINs HA PO3yBacTaTii
¢ npudansnreno 30%. Tosu edekT e cMekveH. Korato ao3ata aHTHAUMI € npHeTta 2 uaca cien

PO3yBacTaTHH. Knnnnyunara 3HaunmocT Ha tosa B3aMMOAEHCTBHE HE € rnpoyteHa.

EAHOBPEMEHHOTO NpIIOKEHIe HA AHTHALLMILN HAMAIABA CKOPOCTTA HA abCOpOHpaHe HA e3eTHMID, HO He
oka3Ba epekT BbPXY OHMOHANHYHOCTTA Ha e3eTHMnG. ToBa HamansBa cKOpoCTTa Ha abCopoLIs. HO He (e

CUNTA 3a KJIHHHYHO 3HAYMMO.

Eplll)lp()‘1IIIIIHII.' EIlIIOBpel\IeHHOTO HM3MOJI3BaHEe Ha po3yBacTtaTHH W CPHUTPOMHUMH BOAH J10 20f

nonikerie Ha AUCo1 1 30% noHmkerne Ha Cmax Ha posyBacTaThH. ToBa B3auMOJEHCTBIIE MOKE Aa (e

JUBJIZKH Ha NMOBHILLICHHUETO Ha UpeBHaTa noABHKHOCT. MPHYHHEHO OT CPHTPOMHLLHH.

Eusuatu na yumoxposr P430: Pesysrati o1 in vitro w in vivo H3NUTBaAHKS MOKA3BaT. ue po3yBacTaTHH He

e
HITO HHXHOHTOP, HUTO HH/YKTOP HA H30EH3MMHTE Ha UHTOXpoM P450. B aonbianenune. posysacrariin|e
cnad cyderpar 3a Te3n n3oeH3umi. [opain ToBa He ce ouaKBaT NeKapeTBEH I B3ANMOACTICTBIS BCIESACTE! ‘e

Ha MC/IHHPpaH OT LHTOXPOM P450 metadonnsbm. He ca nadatogaBaHi KAMHHYHO 3HAUMMH B3alMOACHCTBI

MenLy posyBacTatii 1 GpaykoHaszon (muxuourop na CYP2C9 n CYP3A4) i KeTOKOHA3071 (MHXHONTAP

Ha CYP2A6 n CYP3A4).
B npeakanHuaH H3nuTBaHNA € noKasaHo. ue e3eTHMHO He HHIYyUHpa unroxpom P450 nexapersel|

metabosnsipai ensimi. He ca Hadmonasann snauumi GpapMakOKMHETHYHN B3aMOACHICTBHS MEH1y
€3eTHMIO 1 JIEKAPCTBA. 32 KOWTO € H3BECTHO. Ye ce MeTadoan3npat oT untoxpomi P450 1A2, 2D6. 2C8.

2C9 1 3A4. unn N-auerunrpaHcdepasa.

Turacpeaop: Tukarpenop mMoze j1a nosamse Ha GbOpeuHaTa eKCKpellis Ha po3yBacTaTHH, KOeTo
MOBHLIABA PHCKA OT HATPYMBAHE HA PO3YBACTATHH. BBNpeKH ye TOUHHAT MEXaHH3bM HE € H3BECTeH. B
HAKOW CllyHan €HOBPEMEHHOTO H3IMO3BAHE HA THKArPEIOP i PO3YBACTATHH BOAN J10 NMOHIKABAHE HA
ObOpeunata yHkums, nosiweHo Hiueo Ha CPK padaomioninsa.

Anmaconucmu na sumarun K: Kakro npu apyrin nixndnropn na HMG-CoA penykrasara. 3anousanert
Ha JieueHne ¢ po3yBacTaTHH MIN YBE/IHYABAHE HA J03aTa PO3YBACTATHH MPH NALMEHTH. KOHT(

CAHOBPCMEHHO € TOBA Ca TPETHPAHIH C aHTAroOHHCTH Ha BuTamini K (Hanp. Bap(])aan HIIH APYT KYMapHHOB
AHTHKOATYJIaHT), MOKE /1a JI0BEeAE /10 NOBHILABAHE HA MCKAYHAPOAHOTO HOPMANH3HPAHO ChOTHOLLIEHHE
(INR). ﬂpeyc’ranonﬂ BAHCTO HITH HaMallsiBaHETO Ha Jo03ara po3yBacTraTHH MOKE aa J10BeAC /10 MNOHHKAaBaAHE

Ha INR. B TakuBa ciyuait e enaTe/lHo /1a ce 0ChLUECTBH M0AX0ASLIO HadaoneH e Ha INR.

EanospemennoTo npuiokenne Ha esetumud (10 mg BeAHBK AHEBHO) HsMalle e(ekT BbPXY

OHOHAMUHOCTTA Ha Bap(])apnn HIn npOTpOn\IOHHOBOTO BpeMC B M3NHTBAHE C ABaHa/eceT 3/pasi
ITBJTHOJICTHH \'IHCHIHLLH OT MB/KKH 10J1. Banekn TOBA, HMA ChOOLICHHS cllel NMYCKAHETO Ha nasapa 34

100aBeH KbM de(l)aan W (]mqumIOH Ako Pul)nﬂopo ObJle 100aBeH KbM de(l)
anTuroarynant uan Guayunanon. INR Tpadea na e noi noaxoasino HaomoieHe
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Hepopacinu_xkowmpayenmusu/xopatonosaiecnuneana mepanist (X37): EanoBpemeHHara ynorpeda H
po3yBacTaTiH 1 NepopaIHi KOHTPALENTHBH BOAN 0 MOBHILIEHHE HA €THHHI €CTPaAHOoIl i HOprecTpe
AUC ot cboTBeTHO 26% 1 34%. Te3n noBHLLeHH naazMeHi HuBa TpsOBa aa ObAat B3E€TH M0 BHUMAHI
npi w300pa Ha 103H nepopanHi KOHTpauenTuBiu. Hsama HanuuHn (apMaAKOKHHETHUHM JIAHHH O
VUACTHHLLIL. KOUTO NpHEMaT eAHOBpeMeHHO po3yBacTtatih 1t X3T. nopaan KOETo He MOZKE J1a Ce W3KIOU
cxo/eH eexT. Bbnpekn ToBa, KOMOHHALMATA € WHPOKO H3MOI3BAHA NPH KEHU B KIHHHUHI H3MTHTBAH
11 € nokasana 400bp nNpogua Ha NOHOCHMOCT.

B kauHn4Hn M3NUTBaHNA Ha B3aUMOACICTBHA e3eTHMHO He e umall epekT BbPXY (papMaKOKHHETHKATa HE
MepopaiHITe KOHTPAUSHTHBH (€THHHII €CTPALNON M JIEBOHOPIECTPEN).

= — — — =

=
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Koaecmupasiun: EAHOBPEMEHHOTO NPHIIO/KEHHE HA KOJIECTHPAMHH HaMaslsiBa CPe/IHATa 30Ha M0/ KPHBATE
(AUC) na oOuwms  esetnmnd  (ezetuMnd  +  e3eTuMHO  MIIOKYpPOHHL) ¢ npudiansntento  55%
MHKpeMeHTaANHOTO HamaisiBaHe Ha JUNONPOTeHHOBHS XoJiecTepos ¢ Hucka niabTHocT (LDL-C) nopan
J100aBsIHETO  HAa  e3eTHMHO KbM KOJECTHpaMmilH Moke Ja ObAe HaMajleHO BCIGACTBHE Ha TOB{
B3anmoseiicreue (BikTe Paznen 4.2).

Esemuniud/ posveacmamun.: Eanospemennara ynotpeda na 10 mg posysactatin u 10 mg ezernmnd o
10 1.2 nurn yseanyenune Ha AUC Ha po3yBacTaTiH npu yuacTHHLM ¢ Xxunepxonectepoaemus (Tadnnua |
He mozke na ce n3kmoun gapmMakoanHaMHuHO B3anMoaeiicTBHE, BbB BPb3Ka ¢ HeReNaHH epeKTH, Mexk /1]
posyBacTaTH 1 e3eTumnO (BikTe Paznen 4.4).

Hpyeu aexapemesernu npooyveniu: Bb3 0CHOBA HA TaHHNTE OT CFIGLUI([)H‘-IHH H3MUTBAHHS 3a B3alMO/LCiiCTBHS
HE Ce OUaKkBaT KJAHMHHYHO 3HAYHMH B3aHUMOAEICTBHS MCICLY po3yBacTaTHH W IHTOKCHH.

B KAMHUYHKM W3MHTBaHKMS 33 B3aHMOAEIHCTBHSA €3eTHMHO He € nman t‘(l)el\‘T BbpXY (.])api\‘l‘dl\'OKlllIC‘THKHTZI H
AancoH. BEI\‘CTPOMCTOP(I)HH AUTOKCHH,  TITHITH3ZHIL TOIIG}'T&L\HIII Win  mMpaasofiam 1o BpemMe  H
C/IHOBPEMEHHO TMPHITOKEHHE. LInMeTHANH. CbBMECTHO npunarad ¢ e3eTHMHO. Hsama C(l)eKT BbPX)
OHOHAIMYHOCTTA HA €3€THMHO.

B3aumvoneiicTBHsA, KOHTO HANATAT KOPHIHPAHE HA 1032TA PO3yBaCTaTHH (BIKTe cbio Taduanua 1):
Koraro e Heobxoa1nmo po3yBacTaTi j1a ce rnpuiara CbBMECTHO ¢ APYIH JIEKAPCTBEHI MPOAYKTH. 3a KOHTQ
€ H3BECTHO. Y€ YBEJMYABAT EKCMO3HLUHUATA KbM PO3yBacTaTHH. 103HTe TpsadBa jla ObjaT KOPHIHPAHH
3anounere ¢ 5 Mg 103a PO3yBACTATIH BEAHDBIK AHEBHO, aKO OUYAKBAHOTO YBEIHUEHHE HA €KCMO3HLIATY
(AUC) e npudamsurenno 2 nbTH i nosedye. MakcnMaiHara AHeBHa 103a TpsaOBa 1a ce KopHripa Taxal
e J1a HE € BEPOSITHO OYaKBaHATa KCO3HILMS KbM po3yBacTaTHH Aa HaABHIIAaBa TakaBa ot 40 mg 1HEBH;
J103a po3yBacTaTHH. npiemana 0e3 B3anMoaeHicTBalLl JIeKapeTBEHH NPOAYKTH. Hanpumep 20 mg 103
posysactarin ¢ rem(pudposna (1.9 nbtn yBenunuenne) n 10 mg n03a po3yBacrtarHH ¢ KOMOHHALHS O
arazaHasup/putoHasnp (3.1 nbTH yBenuuenme).

Tabauua 1: EdexkT 0T ¢bBMECTHO NPHIATAHH JIEKAPCTBEHH MPOAYKTH BbPXY €KCHO3HIHSITA
KbM posyBactatun (AUC; B Hu3xoasiuy pea) o1 ny0IHKYBAaHH KIHHHYHH H3NHTBAHHS

Pexxum Ha nosnpane ¢ Peanm Ha nosupane ¢ | Mpomsina na AUC  na
B32HMO/1€iiCTBAI0 JEKAPCTBO po3yBacTaTHH po3yBacTaTiH
Codocoysup/sennaracsip/sokcinanpesnp | 10 mg eannnyna ao3a 7.4 nbTi 7

(400 mg-100 mg-100 mg) +
Bokcuaanpesup (100 mg) BeAHbAK AHEBHO
B NPOAbJKEHNE HA |5 Hi

Llnknocnopun 75 mg aABa nbTH AHeBHO 10 | 10 mg Beanbuk aHesHO, 10 7.1 nbTi | . |
o) |
| 200 mg 1Ba nbTH AHEBHO. 6 Mecella | JtHK d\\mq g 7\

Llapo,n Tamua 600 mg aBa MbTH IHEBHO, 5 mg. eanHHYHa 1032
JIHH




Peropadennd 160 mg, BeaHbx AHeBHO. |4
JIH

S mg eanHHYHa 1032

|

3.8 bt |

Araszanasip 300 mg/puronasup 100 mg
BE/IHbI IHEBHO. § /1HN

10 mg. eanununa 103a

| 3.0 nuTi T

IHH

Cunenpesip 150 mg Be/tHbK AHEBHO. 7 10 mg. eanunyna 103a 2.8 nbTi |
JIHN

- Bennaracsup 100 mg BeanbiK AHEBHO 10 mg. eannnyna a103a 2.7 neTi | |
Omouracsup 25 mg/ napuranpesnp 150 5 mg. eaAnHHYHA 1034 2.6 nbTH T
mg/ putoHasip 100 mg BeaAHBK AHEBHO /
jasadysup 400 mg uBa rbTH HEBHO. 14
JIHI
["pazonpesup 200 mg/ endacsup 50 mg 10 mg. eanHnyHa 103a 23 nbTH T
Be/HbIK JAHEBHO. | | aHK
I"nexanpesup 400 mg/ nudpenrtacsup 120 | 5 mg BeaAHbK AHEBHO. 7 22 nbtH T
Mg BEHBK JHEBHO. 7 IHH JIHH
Jlonunasup 400 mg/puronasup 100 mg 20 mg BeAHbK AHEBHO. 7 2.1 nbTi 7
/1Ba MbTH AHEBHO. | 7 aHN JIHH
Knonuaorpen 300 mg 3apexaaia n03a. 20 mg. e/inHHUHa 1032 2 nbTH T
nocjensada ot 75 mg caen 24 yaca
Fempuopoznn 600 mg apa nbTH AHeBHo. 7 | 80 mg. eanHniHa 103a 1.9 nbri 7
JIHH
Enrpombonar 75 mg BeAHbIK AHEBHO. 3 10 mg. eanunyHa j103a 1.6 nbTH |
JIHN
Hapynasup 600 mg/puronasnp 100 mg 10 mg BeaHbIK AHEBHO. 7 1.5 nbTi 7
J1BA [TbTH IHEBHO. 7 JIHH AHH
Tunpanasup 500 mg/puronasup 200 mg 10 mg. ennHnuHa no3a I.4 nbri 7
71Ba MbTH AHEBHO. || aHn o
Jpouenapon 400 mg aBa nbTH AHEBHO He e Hannuno 1.4 e |
Mrpakonason 200 mg BeHBIK JAHEBHO, 5 10 mg. eanunuHa a03a L4 e 1

Esetnynd 10 mg Beanbx anesno. 14 aun

10 mg. Be/iHbiK aHeBHO, 14
JHH

1.2 nbTi |

T

®osamnpenasup 700 mg/puronasup 100 10 mg. ennHnyHa no3a —

Mg JBa MbTH AHEBHO. 8 1HM

Anernutaszap 0.3 mg. 7 aHn 40 mg. 7 aHn B © ‘
Cunumapun 140 mg Tpi nbTH AHEBHO. 5 10 mg, eamnHnyHa n03a > |
JHN -

Genodgudpar 67 mg TpH NbTH AHEBHO. 7 10 mg. 7 iHn -

1HH

Pugamniiin 450 mg BeaHBK 1HEBHO. 7 20 mg. eanHNYHa 103 —

JIHI

Kerokonazon 200 mg asa nbtu aAHesHo. 7 | 80 mg, eanHnuna 103a -

JHH ‘
Daykonazon 200 mg BeaHbK AHEBHO. | | 80 mg. eanHuuHa n03a « ‘
JHN

Epurpomutiin 500 mg uetnpn nuTh 80 mg. ennHiuHa 103a 20% |

AHEBHO. 7 JHN ’

baiikamin 50 mg tpu nbTi anesHo, 14 ann | 20 mg. eJutHiyHa jo3a 47% |

-]ll.lHHH'I'L‘. JEULCHH KATO N IBTH HPONSHA. TTPCACTABIABAT TTPOCTO CHOTHOMICHHC MCIKAN CHB)
MOHOTEPATTHS ¢ PO3NVBACTATHIL. Jlannwre. sienu karo % MPONMstA. TIPCICTAB.
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C PO3YBACTATHH.
Vieanuennero ce 0603nauana ¢ .77 JAHICaTa HA TPOMANA € —" 1 HOHHIKCHHCTO € .| ™.

CHIposesieinn ca HAKOIKO M3ITBAHMS 3a B3AUMOACHCTBIE ¢ PASIHUIM 031 PO3YBACTATHIL KATO 1A 1ad/miaTa
MOKA3A110 HAH-3HAYUMOTO CHOTHOLLICHHC.

OD = seaurba cmesno. BID = ca nbri suiesno. THD = tpi mrnn nesno. Q1D = uetupy 1 TH JUes1o

[}

4.6 ®epranrter, 5peMEHHOCT H KbPMeHe

Pednopo e npornsorokasan npiu GpeMeHHOCT 1t Kbpmene (BiwkTe Pasaen 4.3).
JKennre ¢ 1eTepoaeH noTeHuHan TpsoBa 1a H3noa3sar MoAXOAALN KOHTPALENTHBHI MEPKI.

bpementoct
Posveacmannin:
Tobii kKaTo xonecTeposbT 1 APYTH MPOLYKTH HA OHOCHHTE3LT HA XOJECTEPONA €A ChLUIECTBCHO BAKHI 3
PA3BUTHETO Ha N0/, NOTEHUMAIHHAT PHCK OT MHXHOMpaHe Ha HMG-CoA peaykrasara HajaBHlIaB
NPEAMCTBOTO OT JICUEHHETO NO Bpeme Ha OpemeHHOCT. M3nuTBaHuaTa ¢ KHBOTHH JaBaT OrpaHnyen
JlOKa3aTencTBa 3a penpoiayKTHBHA TOKCHYHOCT (BHkTe Paznen 5.3). Ako naaeHa nauneHTka 3adbpevenes
110 Bpeme Ha ynorpeda na Pedpuaopo. seuennero tpadBa 1a ce npeycraHoBH He3adaBHo.
Esemunuo:

Hsma KanHuuHn 1aHHi 3a 1131013BaHETO HA e3eTHMHO N0 Bpeme Ha OPeMeHHOCT.
MsnnTeannsita ¢ KHBOTHI OTHOCHO yroTpebara Ha e3eTHMHO KATO MOHOTEpPAnHsi He JaBaT HUKAKB
JOKA3aTe/CTBA 3a MPEKH 11 KOCBEHH BPeaHN ePekTH BbpXy OpeMeHHOCTTa, eMOPHO(ETATHOTO pa3BHTHE,
PAKIAHETO HIIN MOCTHATATHOTO pa3BHTHe (BHkTe Pasznen 5.3).

g -]

Kbpmene
Posveacmamun:
Posysacrarnn ce oTaens B KbpMaTa Ha MbXoBe. Hama 1aHHN BLB BPb3KA C OTASNAHETO HA PO3YBACTATIH
B HoBelIKaTa kbpma (BuikTe Paznen 4.3).
Ezennovud:

M3nutBanmsiTa ¢ n1LXOBE NOKA3BaT, Ue e3eTHMHG ce cekpeTipa B kKbpmata. He e 13BecTHO 1aii e3eTHMIG
Ce CeKpeTHpa B HOBELIKATA KbpMa.

Hsima HAITHYHHW JaHHW OT KJIHWHWYHN HU3NHTBAHMS OTHOCHO E(beKTa Ha e3eTUMHO Han po3yBacTaTHH BbPXY
HOBELIKHS (I)CpTHﬂHTeT. E'}CTHMHG HiaMa C(])el\‘T BbPXY d)ep'mnnTeTa Ha MBIKKH HJIIH KEHCKH JIbXOBE
posyBacTariH MPpH MO-BHCOKH J1031 MNOKa3Ba TECTHKY/IapHa TOKCHYHOCT rnpH Maﬁmynn " KyueTa (Bll‘/l\‘Tci
Pasznen 5.3).

4.7 E¢exTn Bbpxy cnocodnoctTa 3a wodupane n padora ¢ MalnmHmn
Peiiopo ne nosnusiga nin nosnnssa B npeHedpeskHTENHA CTENEH CIOCOOHOCTTA 3a wodgupate 1 padoty
¢ MawnHi. He ca nposeskiaann W3NuTBanis 3a onpenensie Ha eheKTa Ha po3yBaCTATHH /1IN e3eTHMNE
BBPXY CrocoOGHOCTTa 3a wodupane 1 paboTa ¢ mMauntii. Buipekn Toa. npu modipare i padoTa ¢
MaunHi TpAdBa a ce nMa MpeBiil. He 1o BpemMe Ha TepaniaTa Moke 1a WMa eMi30.11 Ha 3aMas HOCT.

4.8 Hexenann jiekapersenn peakunn

O0600uIeH npodia Ha Oe30nacHoCTTa

Hexenanure pPeaKkumri. KOUTO ca Hab/101aBaH N NpH po3yBacTaTHH. 00MKHOBEHO ca ‘(\J Uﬁpﬂ)’j
KOHTPOJHPaHH KIHHHYHH H3MHUTBAHUA No-Manko o1 4% or TpeTHpaHuTe ¢ po3yBa A Da'!iﬂﬁH\
]

OTTCIrJICHH BCNCACTBHE HA HEkKeaHn PEaKLIH.




B ’HIGHI 30MTBAHMSA ¢ HPOLABIIKUTEAHOCT 10 112 ceammiin 103a 01 10 mg e3ernmnd eKeIHEBHO OeLL
MpHIOKEHa KaTo MOHOTEpanus npu 2396 naunenTn. B KomoHHaums ¢be ctatiu npy 11 308 nawmenti ni
B KoMOHHauns ¢ Gpenodudpar npn 185 naunenr. Heskenannre peakiiin 00HKHOBEHO ca JIeKH 1 BPEMEHH
Obmmara vectoTa Ha HEKeNaHHTe peakuii Oelle CXOAHA MEKAYy e3eTHMud 1 nuaueto. Chbulo Taka
qecToTara Ha npeyCTaHoBABAHE N0PA/N HEXKENaH peakiiii Oelle CpaBHHMa MEK/LY e3eTHMHO 1 naned

TadnnueH CnUchbK HA HEKENAHUTE PeakLUHu

B radanuara no-nony ca nokasauin HecTOTHTE HA HEKENaHTe peakuii. Ta3n yecToTa € onpeaeneHa, Kaxkl
caensa: muoro vectu (=1/10), veetn (=1/100 no <1/10). neuectn (=1/1 000 no <1/100) 1 ¢ HensBecTHa

qyecToTa (0T HAUTHYHNTE AaHHH HE MOJKe aa Oble HarnpascHa OlLI€HKa 3a 4yecToTa).
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Cucremo- Yectn Heuectn Penxn Muoro peaku C nenssgcrya
OpraHHu qecrorTa
KJIACOBEC crniopei
MedDRA
Hapywenus na TPOMOOLHTONEH TpoMOOLJITONEH
KPbBTA 1 ns? s’
aumuara
cHereMa .
Hapyumenns na peaximit Ha CBpbXUYBCTBH-
HMYHHATa CBPBXUYBCTBHTE TenHOCT
cnerema JIHOCT, (BKIAOUHTEIHO
BKJIIOUHTEJIHO 00pHB.
anrnoenem’ YPTHKAPHSI.
, aHaduaachs 1
anrnoenam)’
Hapywennst na | 3axapen
eHaoKpuHnaTa | jnaber'?
clicrema B
Hapyuwienns Ha OuHa MHgcTHNS
ounre
Hapywenns na HamasleH
mMeTadoan3Ma 1 anernt’
XPAHEHEeTO 7
Menxnunn nenpecust
| HApYyUIeHHs B ) _
Hapywenns na | rnasodonne’™ | napecresns® nosnxesponarus” | [epudephia
HepBHATA | . 3aMasHoCT’ . 3aryba Ha HeBponaTys”.
clcrema namer” HapyLIeHis Ha
CbH$
(BKAIOUHTENHD
0e3CchbHIe(H
Kouvaph)’.
3amMasHoCT .
napecresns’,
:%;cm sl
(TP,
CnaoBu ropetin i 7
HAPYLIEHISI BHIHN . 1




XHnepronns’ |
PecnupaTopHu, Kawanua’ KAL) .
rPBLAHK I anenes
MEHACTHHANH
H HAPYUIEHHS]
CromauiHo- | 3anek”, | aucnencus’. naHKpeartt anaphs’.
upesHH | razeme’. racTpo- nankpeafir’
HAPYUICH NS | Gosika B ezodareanna 3anek”’
Kopema™. pedpykcHa
amapms’. donect’.
MeTeopusbM | rajeHe’.
cyxoTa B
yerara’'.
racTpuT
Xenatoouanap MOBHILIEHH HUBA | KbJITEHHLA . xenarut,
HII HADYILEHIsI ' Ha xenarnT’ xosenTiasal.
HEPHOAPOOHH xonetnefr’
TpaHcamMiHazn’
Hapyuenus na cbpbex. CHHJIPOM|Ha
KOKATA W 00pnB™. CTHBBHCE
NOAKOAKHATA | yprukapua™ Jloncni’
ThKAH * eprTema ’
MyaTHdApME].
JlCKllpC'I'B}:‘)IIH
peakLui ¢
cosnHoppIng 1
CHCTEMH]
CHMITOM}I
| (DRESS j
Hapywenusi ua | muanrus™ apTpanrus’. | MHonaTms apTpairus’ HMYHHO
MYCKYJIHO- MYCKYJTHH (BKJAIOUNTENHO Mestnnpaga
cKejleTHATA | cnasmu’, MHO3HT)", HekpoTIlpalia
cuerema GosIka BbB padaomuonnsa’, MHonarH izz
ChbeJIHHHTEHAT Bpara’. 6ojKka | Hano1o0sBaLl HapyLeHps Ha
a ThKaH B rbpoa’. JYIye CYXOMHUISITY
MyCKYJTHA CHHIPON". NOHSIKOTd
crnaboct”. paskbeBaHe Ha YCIOKHEN 1 O
0oKa B MyCKYT pawmaa&e::
kpaitnnunre’ apTpanrug’:
MHanris
,\monaﬂmgpa b1
OMHOJI3A
(BHaKTEe Pazaa
4.4)
Hapywenns ua xemarypms®

obOpewnTe u
NHKOYHHTE ,
NbTHILA

Hapyuwenus na
Bb3NPOH3BOANT
eJIHATa cuerema

MHATE,

3
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H IbpaatTa ]

06w acTeHs . donka B OTOK". adf
HapyuleHus 1 yamopa’ rbpanTe’.
eeKTH HA ' | doaka.
MSICTOTO HA acrenmns’,
NpHJIOKeHHEe nepudepen
otok’

s

H3caeaBanus [loBuuicHM [ToBnwexn
ALT w/unn ALT w/unn
AST! AST’,
MoBHLIEHA
kpbBHa CPK’,
NnoBHILICHA
rama-
rayTamims
TpaHcdepasa’.
abHOPMHH
n3cnenBaHus
Ha (PYyHKUHATA
Ha YepHHsl

i | 1pod’

" UecToTaTa e 3aBHCeH 01 HATHYHETO WM JHICATa HA PHCKOBH (aktopu (KpLBIA 3axap Ha raawmo = 3.6 mmol/l).
H\]l “30KQ/M . HOBUIICHI TPHEAHLEPHN. AHANIIC3A 32 XHIIEPTOHIS) — 30 PO3Y BACTATHII
* HpOGuEnT 32 neReIanN PEARIIH 112 POSYBACTATHI CC OCHOBABA 1A AATHTE OT KANHHYI W3HTBAIIS 1 ootmpe
OIIT CIIC/L 1Y CKAHETO Ha nasapa.

3

EserunnG B sonorepanus. Hexeaannte peakinn ca Hadmo aBain npu 1aineHTH. IPETHPAIH ¢ C3CTHMHD
(N=2396). ¢ 1o-rozisiva vectora B cpastienne ¢ naaiedo (N=1159).
T Esetnamd. enivectino npraaran ene cratii. Heweaanure peaxitm ca 1ad o aBatH 1PH HALHCHTH ¢ C3CTHMM.
ChBMECTHO npraaran ¢be cratin (N=11308). ¢ no-rossiva yecrora o1 Monorepanis cne crariun (N=9361).
T JLOMLANITEANN HERCIANH PEAKIIN KbM C3CTHMUG. CLOGHIABANN OT OMHTA C1e1 MYCKAHCTO Ha nasapa (che win 0d3
CTATHHN).

Kakto npn apyrin unxuduropn na HMG-CoA peiykTasa. Bb3HHKBAHETO HA HEKeani JICKapCTBeH
peakiit 3aBiCH OT jl03aTa.

Egpenmu evpxy duopeyume: Tpn Tpetnpannre ¢ pO3yBacTaTHH MaUMEHTH € HaO/I0AaBaHa NPOTCHHYPIIs
OTKpHTA HPe3 H3CICABAHE C TECTOBA fieHTA 11 Hali-Beve TyOyaapHa no npousxot. [pu <1% ot nauneHTiTe
Ca HadMoAaBaH N MPOMEHH Ha DEATHLIITE B YPHHATA OT HHKAKBO WM MUHHMAIHO KOMHYECTBO 10 ++ 1111
MOBEYC B JIafeH MOMEHT No Bpeme Ha sieueHnerto ¢ 10 11 20 mg. u B npudnnsnrenno 3% oT natenTiTe
Tpernpanin ¢ 40 mg. [Mpu gosara ot 20 mg e HaOGAI0AABAHO HE3HAYNTENHO YBEIHUYCHHE HA NPOMSHATA O]
JIACBALLO T MIHHMAITHO KOJIMYECTBO 110 +. B noBeyeTo ciyuan npoTenHypusta HaManssa iin 1iuessa
CMOHTAHHO MPH NPOABLIAKABAHE HA TepanuaTa.
Iperneabr na nanuire o1 KIMHUYHITE U3NUTBAHMS 1 ONITA Clien fycKaHe Ha rasapa 10 JIHELIHa jaTa HE
COUIL MPHYUHHHO-C/ICACTBEHA BPH3KA MEKIY NPOTEHHYPHSTA M OCTPO WM NPOrPECHBHO ObOpetHe
3200151 BaHe.
[Mpu Tperupann ¢ posyBactaTHH naimMeHTH e HadlI01aBaAHA XemMarypus. Kato AaHHUTE OT KIHMHHYHUTE

H3MNHUTBAHM NnoKkas3BaT, ue vyecrorara Ha Bb3HHKBaHE € HUCKA.
\\\Mm
ﬁ m?ll éL{}O
‘f,

Edpenmu ¢vpxy exeaemuume spveryau: [Tpu Tperupann ¢ posysactaTiti naumenTH
KOHKPETHO € 21031 0T >20 mg ca chbodulaBaHi epekTH BbPXY CKeJIeTHHTE My,
MHonartis  (BRIIOUHTENIHO MHO3HT) M B PEAKH Cilyuyaln padaoMHoii3a cbe |




HEJ1I0CTATBYHOCT.

[1pn npuemauite posyBactaTi nauMenTH ¢ HabOAABAHO CBBLP3AHO C J103aTa NOBHLLICHIIE HA HItBaTa HA
CK. Tloseuero cnyuan ca neku. acHMITOMATHYHH 1 BpeMeHHH. Ako nusata Ha CK ca nosuuwiern
(=5XULN). neuennero TpsdBa na 0bjie npeycranoseHo (Biure Paznen 4.4).

Edpermu sopxy uepnus opoo: Kaxto npn apyri nnxndntopu va HMG-CoA peaykrasara, np Mamrbk 6pg
NpHEMaLLH PO3yBACTATHH MALIEHTH € Ha0J110/1aBAHO CBBP3AHO C 103aTa MOBHLICHHE HA TPAHCAMITHA3ZHTE.
[loBeuero cnyuan ca neki. aCHMITOMATHUHI H TTPEXOIHH.

J——:

Chieonume HCHCCAUANU CHOUNUS CU (."b()(jll{(’llll npu HAKOw cmamiuii.
° Cekcyanna ancdyHkums.

° CboOLeHn ca pesikn cilyuan Ha HHTEPCTHLHATHA 5€101poGHa 50NeCT, 0COOEHO NPH bl rocpouHa
Tepanus (BHkTe Pazaen 4.4).

Hecrorara na chodulaBaHe Ha padAOMHOJIN3A. CCPHO3HI GLOPEUHN CHOUTIS 1 CEPHO3HI HEpPHOAPOOH
CHOUTHS (CHCTOSALLN C& NPEANMHO OT NOBHILIEHH HHBA HA UEPHOAPOOHH TPAHCAMUHA3N) € M10-BHCOKA np
noszata ot 40 mg posysacrarii,

Jlaoopamopnu emoiinocmu
B KOHTpOAHpaH KAMHIUHN W3MHTBAHIS ¢ MOHOTEPATIHS YECTOTATA HA Bb3HHKBAHE HA KAMHHYHO BAYKHI
noBuweHs na cepymunte tpancaminasi (ALT w/mnmn AST >3xULN. nocnenoBare/ino) € cxoaHa MekIV
e3eTumid (0.5%) 1 nnauedo (0.3%). B u3nurBanis cbe CbBMeCTHO [PHIIOIKEHHE YECTOTATA HA Bb3HHKBAHE
e 1.3% npu nauneHTH, KOHTO ca TPETHPAHH C e3eTHMIG, ChBMECTHO npuiarad c¢be crartii. 1 0.4% ||p+
NALNEHTH, KOWTO ca TPETHPAHH CbC CTAaTHH KaTO MOHOTeparus. Te3n noBHLIEHHs OOHKHOBEHO o
ACHMITOMATHYHH. HE Ca CBbP3aHH C XOJeCTa3a W CTOIHOCTHTE ce BbpHaxa 10 0a30BOTO HIBO (:neI
MPpEYCTAHOBABAHE HA TEPANUATA HIIN MPH NPOAbLIKABAHE Ha JiedenneTo (BuaTe Passen 4.4).

nonytiaBaiin e3eTHMNO Karo MoHOTepanus. cnpamo npi | ot 786 (0,1%) naunenTi. Kouto ca nonyyasan
nnanebo. i npu 1 or 917 (0.1%) naunenti, KOHTO ca NONYUABAIN €3eTHMUO CHLBMECTHO CbC CTATHIL
cnpsivo 4 o1 929 (0.4%) nawneHTH, KOMTO ca noayuasami camo cratii. Hsima nouiena dectora H
MHONATH UAH . padaOMHONN3A. KOATO Jla € acOUMHpaHa ¢ e3eTHMHG B CpaBHEHHE C PeleBaHTHOT
KOHTPOJIHO pamo (naauedo HiaK CTaTHH Kato MoHoTepanus) (BixTe Pasznen 4.4).

B kannnunn wsnureanus CPK ot >10XULN Gewe chobiena npu 4 ot 1674 (0.2%) naweHin. KomnTo Cﬁl

Heouampuuna nomviayus
besonachocrra 1 edukacnocrra Ha Pedmnopo npu neua va Bwvipact noa |8 romHi Bee olte He ¢
ycraHoBeH (BiukTe Pasnen 5.1).

Posysacrariin:
[osuwenn nnsa na kpearis kinasa >10xULN u MyckyJ/iHIt cHMITTOMH cliefl YIPAKHEHHE 11TH NOBHILICHA
(n3iuecka neiHOCT ca HAGMI0AABAHN NO-HECTO B 52-CEAMMUHO KAHHHYHO H3HTBAHE C Jeua HIHOWI B
CpaBHEHIIE C BB3PACTHIL. B apyrin oTHOWEHNS npo(iurbT Ha Ge30MacHOCT Ha po3yBacTaTHH € CXOJeH npi
JICLA 1 FOHOLIN B CPaBHEHHE C Bb3PACTHH.

Esetnmno:
B usnnrsane. koeTo BKIIOUBALIE NeANATPHYHI NALHEHTH (Ha Bb3pacT o1 6 710 10 roamni
(bamunna i Henosuara Xunepxodiecrepoiemus (n=138), nosuwenns na ALT 1y
Noc/Ie10BaTeNHO) Osxa HadIronaBaHH npu 1.1% (1 naumenTt) ot naupeHTHTE € €3
npu 0% B rpynara ¢ nnaueo. Hamawe nosumenns na CPK (=10xULN). Hsaw
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MHuonartHs.

B oraenno w3nnrTBaHe, BKIKOUBALLO MALUMEHTH Ha HOHOWecKa Bb3pact (o1 10 m0 17 roanun)|c

XeTepo3nrorTHa (ammina
xunepxodecrepojemus (n=248), nosuwenns na ALT w/unn AST (23xULN. nocrnenoBarenHo) Osy:

20, (2

Hadmoaasann npu 3% (4 nauneHT) OT NalHSHTHTE ¢ e3eTHMNO/CHMBAcTaTHH B cpaBHetite ¢ npu 2%
MaLHeHTH) B rpynara ¢bC CHMBACTaTHH KaTO MOHOTEpAIIs: Te31 Yicia ca chboTBeTHO 2% (2 natyeHTn)

% 3a nosuiennara Ha CPK (=10XxULN). Hsama cboOuieHn cnyuan 3a muonatus. Te3n u3nurBavus He ¢a

MOAXOISALLI 3@ CPABHCHNE HA PEJIKH HEKENaHH JIEKapCTBEHH PCaKkLHM.

CboO1aBaHe Ha NOJ03MPAHN HEKEIaHH peaKkLiii

CboOl1aBaHeTo Ha No03MPAHI HEKEIAHN Peakiiii Cliel pazpeliasane 3a yrnorpeda Ha JIeKapCTBeH s
NPOAYKT € BazkHO. ToBa no3posssa jia npoibizki HabII0AEHHETO HA ChOTHOLICHHETO M013a/pHCK 3a
JIeKapeTBeH s npoayKT. OT MEAHUHHCKHTE CEeUHaNMCTH Ce H3IICKBA J1a CboOLLABAT BCAKA 101031 paHa
HeKeslaHa peakiis upes:

M3nbannTenna Arenuns no Jlekapersara
v Jlamsn pyes™ Ne 8

1503 Codpus

Ten.: +35 928903417

yeodcaiiT: www.bda.bg.

4.9 [Mpenoszupane

B CII_\"IHI“I Ha npeao3npaHe Tpﬂ()Ba Jla ¢e B3eMaT CHMITOMATHYHH H NOoAAbPI/KALLH MEPKH.

Esennuanio
B KAHHIYHI U30UTBAHNS NPIIOKEHNETO HA e3eTHMIO. S0 mg/aen, npi |5 3apasi yuacTHILM 3a nepho)

A0 14 ann. nan 40 mg/aen npu 18 nauneHT ¢ NbPBHYHA XHIEPXONECTEPONEMUS 3a NepHoa 10 56 ,ﬂl*ll\.

00HKHOBEHO Oewie 100pe noHocumo. Tlpi KHBOTHH He ¢ HadnioaaBaHa TOKCHUHOCT CAeld eanHIiH
rnepopantit o3 o1 5000 mg/kg esetumnd npn nasxose n Mk 1 3000 mg/kg npu kyuera.

JloknanBaHi ca HAKONKO ciyyast Ha rnpeaosipaHe ¢ e3eTHMHO: MoBeUeTO He ca CBbP3aHi C HEIREnanjg
nociieacTBrs. CbOOLIEHNTE HEKENaHN NMOCHICACTBHA HE Ca CEPHO3HH.

Posveacmamun

®yHKkumsTa Ha vepHna apod 1 Hueara Ha CK Tpsadsa na Obaat noa nHadaoaeHue. Maiko BeposTHO
Xemoananusara ja e ot noJsa.

5. ®APMAKOJIOTMYHU CBOMCTBA

<A PapmMaKoHHAMHYHH CBOIiCTBA

(l)ﬂpMal\'()'I'Cpi‘lﬂeBTll‘lHﬂ rpyna: MOJUI(')HLIHPBLL[H JNNHANTE CcpeicTBa. KOMOMHALLMI: HH.\II6HTOpH Hd

HMG CoA peaykrasza B koMOMHaLMs ¢ APYrH MOAH(DULHPALLN AHNHANTE Cpe/ICTBA: PO3yBacTaTHH
e3eTHMHO
ATC kou: CIOBAO6

Mexanisbm Ha jieiicTBie
Pednnopo chabpxa esetumnd 1 posyBacTatiH. ABe NOHIGKABALLH THIHANTE ChelHG
MexaHi3mMi Ha elictie. Pedunaopo Hamanssa nosiienus o0ul xonecrep

=
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anoannonporent B (Apo B). tpurmiuepuian (TT) n annonpoTenHOBHs XOJAECTEPOS € HEBHCOKA MIILTHOY
(He-HDL-C) 1 ¢blLO Taka MoBHIIABA AHNONPOTEHHOBHS XosecTepos ¢ Bucoka niabTHocet (HDL-C) upg:
ABOHHO HHXHOMpaHe Ha abcopdLMsTa 1 CHHTE3A Ha XOJIeCTepoia.

w

Poszveacmanuin

MexaHn3bM Ha aeiicTBHe
PosysacraTiin e ceniekTHBeH 1 KoukypeHnten nuxnonrtop Ha HMG-CoA penykraszara — orpatnisaBauiisit
CKOPOCTTA €H3HM. KOHTO MPEeBPbILA 3-XHAPOKCH-3-MeTHITIYTAPHI KOEH3UM A B MEBAIOHAT — MPEKYPCC
Ha xosiecrepona. OCHOBHOTO MSICTO Ha /1efiCTBHE HA PO3YBACTATHH € UECPHIA APOO — LIENEBHST OpraH 3a
MOHWKABaHE Ha XOJIeCTepoJia.

Posysacratin nosiiiasa opos ueproapodbui LDL peuentopn Ha KierbuHaTa NoBLPXHOCT. yBelaHuyaga
noemMaHeTo Ha karadosnnima Ha LDL 1 nHxndnpa ueproapodHus cunres va VLDL. karo no To3n Hauik
HamansiBa oowms opoii VLDL n LDL yactHum.

DapmakoanHaMitiHmg epexTn

PosyBactatin Hamanssa nouiieHns LDL-xonectepon. oOLWMA XOJIECTEPON W TPHITIHUEPHANHTE
nosiwasa HDL-xonecreposna. Toii cbuio Taka Hamanssa ApoB. ne-HDL-C. VLDL-C. VLDL-TG
nosiwasa ApoA-I (Bizrte Tadmiua 2). PosyBacrarTit otile Hamansa cboTHoleHnsta Ha LDL-C/HDL-(.
ooust C/HDL-C 1 ne-HDL-C/HDL-C n ApoB/ApoA-I.

Tadanua 2: OTroBop KbM 103aTa NPH NAUHEHTH ¢ MbPBHYHA XnnepxoJecteposemus (tun [a n 11h)
(KOpHTHpaHa cpeHa NPoIeHTHA NMPOMSIHA 0T 0230BOTO HIBO)

Hosa N LDL-C | Obw-C | HDL-C TG He-HDL-C | ApoB | ApoA-I|
[Tnauebo 13 -7 -5 3 -3 | =3 0

Smg 17 -45 -33 13 -35 -44 -38 4

10 mg 17 -32 -36 14 -10 -48 -42 4

20 mg 17 -55 -40 8 -23 -51 -46 5

40 mg 18 -63 -46 10 -28 -60 =M 0

Tepanesrnuen edexkt ce noiayuaBa 40 | ceamuua chen 3anouBaHe Ha jedeHueTo. kato 90%
MaKCHMATHHS OTIOBOP €€ MOCTHraT /10 2 ceAMHLN. MaKCHMATHUST OTTOBOP 00MKHOBEHO C€ NOCTHIa J10
CEAMHLLIM 1 CE MOAALPIKA CIE/L TOBA.

=

Esenuviud

Mexani3bm Ha feiicTsie
EseTnvmn® e HOB Knac nowMzKaBalll JHMHANTE CheAHHEHHSA. KOWTO CENeKTHBHO MHXHOHPAT 4pEeBHATE
adcopOLLs Ha XONeCTeposia i CBbP3aHuTe pacTHTeHH cTepoii. E3eTuMnd e nepopaiiHo akTHBEH H HMa
MEXaHH3bM Ha JelicTBHE, KOHTO ce pa3anyaBa oT APy riTe KJacoBe NOHUKABALILN XOIECTEPOoIa CheANHCHIf
(Hanp. cTaTHHM, CEKBECTPAHTH HA XIbYHATA KHCENMHa [cMosn]., aepuBaTi Ha GUOpHHOBA KHCeTITHA
pactuTentn ctanonn). MonekyaspHara Lei Ha e3eTumid e crepoiHus Tpadcrnoprep, Niemann-Pick C
Like I (NPCILI). koiito oTroBaps 3a 4YpeBHOTO MOEMaHE HA XOJeCTepoa H (PHTOCTEPOJIHTE.

fay)

=}

Ezerumnd ce JIOKa/I31pa B HETKOBHAHATA I'paHHlla Ha TbHKHTE uepBa H HHXH6Hpﬂ ac’)copﬁulm'ra H
NOJIECTEpOoJId. KOETO BOAM 10 HamMalsiBaHE Ha AOCTaBSHCTO HA YPCBCH XOJIECTEPO. 10 He 111_1\;1})0 )
CTATHHHTC HaMalsiBaT CHHTE3a Ha NXOJEeCTepo/a B “epHHs ﬂp06 H 3acaHO TE3n 0T
OCHTYpsBaAT J0IMMBJIBALLO €€ HamalsiBaHe Ha XoJjecTepoJa. B 2-ceaMHUHO KIIHHHY




MALHEHTH € XHIEpPXosecTeposieMist e3eTHMNO Huxndnpa upesHara adbcopduns Ha xojectepoll ¢ 54%) B

CpaBHEHHE C ninauedo.

dapmakoanHaMuHN eexTH

beie HanpaBcHa cepus NPCAKJIHHHUYHN U3MHTBAHMA., 3a /1a C€ ONnpeacii CEICKTHBHOCTTA Ha e3eTnMuo 3a

HUXHOHpane Ha adcopoumsTa Ha Xosiecrepolt. Esetumnd unxndupa adbeopdunsta va [14Cl-xonecrepon §
epekT BLpxy adcopOuMsaTa HA TPUIJIMUEPHIH, MACTHH KHCEIMHH. KABUHH KHCENHHH, MpOorecrepan
CTHHII €CTPAANOI WM MACTHOPA3TBOPHMI BHTaMiHI A 11 D.

EnnaeMuonornain  u3nurBaHms yCTaHOBINa. Y€ CbpAe"HO-CbAOBATA 3a00/1eBaeMoCT H CMBPTHOL

BapHpaT NPaBonpornopUHoHanHO crnpsmo HIHBOTO Ha 00w-C 1 LDL-C 1 00paTHONpOnopunoHaiHo Crnpsyo
HuBoTo Ha HDL-C. [lpimioseniero Ha e3eTHMHO CbC CTaTiH € e(PeKTHBHO 3a HAMAISBAHE Hap HCKa (T

ChPICHHO-CHIOBH CLOMTHS NPH MAUMCHTH ¢ aHaMHe3a 3a KopoHapHa donect Ha cbpueto 1 OKC.
Koxiounayust om posyeacmamuui/esemunuo

Knunnuna egukacHocr

B 6-cenmnuno, paH/IOMH3HPAaHO. JIBOIHO-CN5110, napajeiHoO-rpynoBo KIAHMHHYHO H3MHTBaHE (H3nUTBaHETOo

ACTE) Osxa oueHenn Oe3onacHocTTa 1 epukacHocTra Ha e3eTumMud (10 mg) Karto A0nbIHEHHE KB
crabniHa Tepanis ¢ po3yBacTaTHH CNPAMO yBeIHUaBaHe Ha J03ara posyBactartui o1 S na 10 mg uan

10 Ha 20 mg (n=440). CbBKYHNTE JAHHH JEMOHCTPHPAT. He €3eTHMHO KaTo AOMbAHEHIIE KbM cTadlna
n03a posysactatiud ot 5 mg uan 10 mg namanssa LDL xonecreposa ¢ 21%. B kouTpacT Ha TOHA.
YABOsIBAHETO Ha j03arta po3ysactartiH Ha 10 mg nan 20 mg namanasa LDL xonecrepona ¢ 3.7% (pasznnka

mekay rpynmre ot 15.2%. p <0.001).

Muansuayanto, esetuMud natoc posysacrarnH 5 mg wamaissa LDL  xonectepona noseue o1
posysactarun 10 mg (12.3% paznnka. p <0.001). nokaro ezetnmud nitoc posysactatid 10 mg namansipa

LDL xonecreposia noseue ot posysactatin 20 mg (17.5% paznuka. p <0.001).

Bewe npoextipano 6-ceamituno. paHaomisipano nnureade (m3nursanero EXPLORER) 3a npoyusatie

Ha eduracHocTTa M Oe30MacHoCTTa Ha posyBactatiH 40 mg camMOCTOATENHO AN B KOMOHHAUMS ||C

eserTnmid 10 mg npu nauneHTH. KOMTO ca H3JI0KEHH HA BHCOK PHCK OT KOpoHapHa 00/1ecT Ha ChpLeTo

(n=469). 3HaunTesHO NOBeye MaLMEHTH, KOWTO MoJyuaBaT po3yBacTaTHH/E3eTHMHO B CpaBHEHHE |/¢

MOHOTEpanus OT posysBacTarnH. ca nocrurnann cgosta uen 3a ATP I LDL xonecrepon (<100 mg»"ﬂ.
I

94.0% cnpamo 79.1%. p <0.001). Posysactarnn 40 mg Getie edexTHBeH 3a 110100psiBaHe Ha ATCPOreHH
JUnIeH npogun B Ta3i BIHCOKOPHCKOBA MOMynatis.

B pannomusnpano. orkputo. [2-ceamiuno ninureave (m3nurtsaHeto GRAVITY) ce npoyuit HHBOTO Ha

Hamanssane Ha LDL BbB BCAko pamo 3a jeuenue (posysactatud 10 mg nmoc eserumud 10 m
posysactatin 20 mg/esetnmud 10 mg, cumpacratin 40/e3etmud 10 mg, cumBactatin 80/e3eTHmio

mg) (n=833). Hamanenunero ot 0a3zoBOTO HHBO NpH KOMOMHALMHTE € HHUCKA j103a PO3YBACTATHH 6cuﬂ»‘
5.2%0

59.7%. CBIIECTBEHO MM0-rOJASMO OT KOMOMHALMHTE C HHCKA 103a CHMBACTATHH. KOETO Oelle
(p=0.05). Jleuenuero ¢ komOMHaLLMATA C BIICOKA /103a po3yBacTaTH Hamann LDL xonecrepona ¢ 6
cpashetie ¢ Hamanenne ot 57.4% ¢ komOMHausTa ¢ BHcoka a03a cumsactati (p<0,001).

5
-
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Ileanarpuuna nonyJawms
Esponeiickara areHius no iekapeTBata OTMEHH 3a1bKEHHETO J1a PEACTaBs Pe3yITaTiTe OT H3NHTBAHIS

¢ Peduaopo npu Beuuky noanabopu Ha reanarpuuHaTa nonynamus npu o J1e4eHHeTo Ha _[oBHigH

xonecrepos (Buzkre Pasnen 4.2 3a uHdopmatiisi OTHOCHO nejinarpiyHa ynorpeda).

5.2 MPapMaKOKHHETHYHH CBOIICTBA

5%l
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Koxiounupana mepanust ¢ posveacmamun u e3emumuo
Canospemennara ynorpeda Ha 10 mg posysactarinn it 10 mg esernmns Boan 40 1.2 nbTH yBenuuenie i
AUC na posyBacTaTHH MpH  yuacTHHLUM C Xunepxojecrepoiemus. He wmowxe na ce H3KII0Y
(apmakoaHAMHYHO B3aHMOICIICTBIE, BbB BPb3Ka C HEZKENaHH eDEKTH. MEKLY PO3YBACTATHH 1 €3eTHMHD.

-

Posveacmanin
AGcopOuus: MakcHManHiTe NAa3MEHN KOHLEHTPALMI HA PO3YBACTATHH Ce NOCTHIAT NPHOIN3NTENHO|
Haca e/l NepopaiHoTo NpHjoKeHe. AOCONIOTHATA GUOHATHYHOCT € npudan3nTesHo 20%.

'

Paznpoctpanenne: Posysacratin ce aGecopOipa npeliiMHo 0T YepHHs Apod. KOITO € 0CHOBHOTO MACTO Ha
cunTes Ha xonectepost n LDL-C kanpbHe. O0eMbT Ha pa3npocTpaHeHHETo Ha po3yBacTaTih ¢ okoao |34
L. [pudansurenno 90% ot posysacrarith ce CBbP3Ba € N1a3MEHNTE NPOTEHHN. Hafi-Beue andymiH.

[

biotpatichopvauns: PosyBacrarin npemiHasa npes orpaHuyed Metadoan3sm (npudsisurento 10%).
Vilro W3NUTBaHKUA Ha MeTadosiN3Ma. NPpH KOWTO ca W3MOoJ3BaHN HOBELWIKH XeNaTOLNTH. NocoyBar.
posysacrarii € jjow cydeTpar 3a dasupan Ha wnToxpom P430 metadonusbm. CYP2CY Gete 0CHOBHIS!
yuacrsaul mzoensim, karo 2C19. 3A4 1 2D6 yuacrsaxa B no-manka crenet. OCHOBHITE HAeHTHHLUNPAH
MeTadoanTH ca N-1eCMeTIII- 1 IaKTOH MeTadonTi. N-aecMeTiul MeTabonuTLT e ¢ NpUdn3nTenHo 50
MO-MaJKO AKTHBEH OT PO3yBAaCTaTHH. N0KATO JAKTOHHATA (JopMa Ce CHHTA 3a KIMHHYHO HEAKTHBHA.
Posysacrarnn npeacrasassa nan 90% oT akTHBHOCTTA Ha LMpKyaupauis HHXuoutTop Ha HMG-CoA
peaykTasara.

- =

=
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Emivitrnpane: Hpudansureano 90% or ji03ata posysactaTii ce oTaeis 6e3 npomsHa ¢ (exkannie
(cbeTosia ce ot adcopOHPaHo 1 HeabcopOHPAHO AKTHBHO BELLIECTBO), 10KATO OCTAHANATA YaCT Ce (w'raeﬁ
¢ ypuHara. Okono 5% ce oraens 6e3 npomsiHa ¢ ypuHara. [lepnoabT Ha nonypasnaa 3a n.na'menr%
clMiHIpane ¢ okono 19 waca. TlepnoabT Ha nosypasnazn 3a ejMMHHHPAHE HE Ce yBeluasa npi n-
BHCOKITE 10311 ["eOMETPHUHUAT CpesieH nnasmen Kanpbie e npudansnrento 50 aurpa/yac (KoeduuieHy
Ha Bapuauns 21.7%).
Kaxkto npu ocrananure wunxuduropn na HMG-CoA penykrasara. YEPHOAPOOHOTO MoeMaHe Ha
posyBactaTun  BkO4BAa MemOpanuus Tpancnoprep OATP-C. Tosu Tpaucnoprep ¢ Baken 3a
HEPHOAPOOHOTO eAHMITHIPaHe Ha PO3yBacTaTHH.

.ﬂ_IIHClUIIIOCTI CucremHara CKCIO3HLMA KbM PO3YBACTATHH C€ NMOBHILIABA NpONOpPLHOHAIHO Ha 103aTta. Hama
NPOMEHI Ha (])apn\‘lal\'OKHHCTH‘IHIITC [apaMeTpn Ciejl MHOFOKpaTHH AHEBHH J/103H.

CrieunaiHn mnony.aatmmn
Qb'i]?yc'l!l U no.a B'b?p'dC'lTﬂ HWIH MOOBT HAMAT KIMHHUYHO 3HAYMM C(])CI\'T BbpXY (])leMﬂKOl\'lIHCTIH\'ZITEI Hg
PO3yBacTaTHH NpH  Bb3PACTHH. ExcnosnumsTa Nnpn - aeua " HHOWH € XCTEPO3HToTHA (I)ElMlUIH
NHIICPXOJICCTEPONEMUS  M3IIeKAAT CXOAHH HA MWW MO-HHUCKM Ha Ta3u NpH BB3PACTHH TMNALLUEHTH
ANCannuaemus (BUxTe ..ﬂemianwma nonynawms ﬂO-llOIl}").

Puaca. PapMakOKHHETHUHHTE H3NHTBAHNA MOKA3BAT NPHOIH3HTEIHO 2-KpaTHO NOBHILIEHHE HA CpeaHaTy
AUC 1 Comax npi yuacTHILN OT a@3MaTcki NPOM3XOA (ANOHLUM. KHTAlLLL. GuANIHHLIL BHETHAMLIT |
KOpETiLLt) B cpaBHEHIE ¢ XOpa OT KABKA3KI MPOM3XO/L: XOPaTa 0T a31aTcko-HHANNCKI NPOH3XO0/ 10Ka3Ba’
npudmsuTento 1.3-kpario nosuwenne na cpeanara AUC i Cima.
[Monynaunonen (apmMakokitHeTHYEH aHAIN3 He PasKpH HHKAKBI KANHHUHO 3HAUIMIL pasjanKkn npi
(hapmaKoKHHeTHKATa Meskily XOpaTa OT KaBKa3Kki 1t adpHKaHCKH NPOH3XO/L.

Vepeocdane na Guopeyume: B winuteane ¢ yyacTHHLN ¢ pazinuna crened Ha ObOpeyH)
JICGKOTO 10 ymMepeHo ObOpeuHo 3abonsBaHe Hima BAHAHIE BbpXY [1a3MeHara
PO3YBACTATIH HIIH BLPXY N-1€CMETHAHNA METABOINT. YHACTHULM C TEKKO YBPEKa
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1Maxa 3-KpaTko yBeJHUeHHe Ha MnaazMeHaTa KOHUEHTpauns 1 9-KpaTHO yBeJIHUEHHE HA KOHLEHTpaLs{ja
Ha N-gecmeTniiHus MeTaboJINT B CPaBHEHHE ChC 3/1paBi 100 POBOJILH.
CraOuinnTe naazMeHH KOHLEHTpaUMH Ha po3yBacTaTHH MpPH YYACTHHILM. KOHTO ca [MOJI0KCHIH Ha
xemoanaiiza. 6axa 50% no-BHCOKH B CPaBHEHHE CbC 3APaBH YUACTHILIH.

(]

HYeprodpoono vepescdane. B u3nnuTBaHe ¢ yuacTHHLM € pa3inyHa CTEMEH Ha YepHOAPOOHO yBpexKaal
HAMALLE JI0KA3aTeNCTBO 3a MOBHIICHA EKCMO3HILMS KbM PO3YBACTaTHH MpH yuacTHHM ¢ ouenkn no Chil
Pugh ot 7 nan no-manko. Benpekn Toa. agama yuactuuum ¢ ouerkn no Child-Pugh ot 8 1 9 nokasaya
NOBHILIEHHE HA CHCTEMHATA €KCMO3MLLIS OT MOHe 2 MbTH B CPABHEHHE C YUACTHHLLH € NO-HUCKH OLEHKH 110
Child-Pugh.

Hsama onut ¢ yuactHuun ¢ ouenkn no Child-Pugh nan 9.

Lenemuvin noauviopgusau: JTnenosnunsara Ha nuxnontTopute Ha HMG-CoA penykraszara. BKIOUHTENHO
posysactatiH. Bkaousa OATPIBI n BCRP rtpaucnoprun nporennu. Ipn naunentn ¢ SLCOIB|
(OATPIBI1) w/unmm ABCG2 (BCRP) reHeriunin noanMopghu3Mi CbLUIECTBYBAa PHCK OT MOBHLIE
eKCrnosnunsg Kby posysacrarin. Muansuayannure noanmopdgusmn na SLCOIBI ¢.321CC n ABCG
C.421AA ca acounnpanu ¢ rno-BHcoka excrniozniis kbm posysactatiu (AUC) B cpaBrenne ¢ SLCOIB
¢521TT nan ABCG2 ¢421CC renorunure. ToBa KOHKPETHO FEHOTHII3HPAHE HE € YCTaHOBEHO
KIIMHUYHATA MPaKTHKA., HO 3@ NaLMEHTH. 32 KOUTO € H3BECTHO. Ye UMAT Te3H THMOoBE nonuMopp3mi. de
npenopbyBa rno-HucKka aAHeBHa 103a Peduaopo.
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Heduampuuna nomeiauyus.:
JIge dapMakoKHHETHUHN W3MUTBAHHS C po3yBacTaTH (naBaH noa Qopmara Ha TadaeTki) np
MeAnaTPHYHI MALHEHTH € XETEPO3INTroTHA (PaMHIHA XHIICPXOJICCTEPOICMHUs. KOHTO Osxa Ha Bh3pact 10-1
1an 6-17 roannn (0010 214 nauneHT), 1eMOHCTPHPANa, Ue eKCro3nuMATa Npi NeAHATPHUYHN NaLHEeHT]
M3IAEKAA CPABHIMA HITH MO-HICKA OT Ta3k NpH Bb3pacTHH NauueHTH. EKCNo3numsTa KbM po3yBacTaTi
Oewe npesBHANMA 110 OTHOLIEHHE Ha 103aTa 11 BPEMETO 3a MepHo OT 2 FOAHHH.

IS IR )

Esennuiuo
AodcopOus: Ciie/l nepopaitHo NpHIOKEHHE e3eTHMHD Obp30 ce abcopOHpa 1 B rofsmMa cTeneH ce
KOHIOTHPa 10 (papMaKoNnornyHo akTHBeH (PeHONBEH FAIOKYPOHIL (e3eTiMid-rmokyponin). Cpeanire
MaKCHMAIHI naasmenn KoHueHTpatni (Cug) BB3HUKBAT B paMKHTE Ha | 10 2 uaca 3a e3cTumud
ratokyporna it 4 a0 12 vaca 3a e3eTHMu0. AGCOMIOTHATA OHOHAIIMYHOCT HA €3eTHMHO He MOKe 1a ce
ornpeiesit. Thil KaTo ChbeAMHEHHETO MPAKTHUECKI He @ Pa3TBOPHMO B MOANOAALIA 33 HHKCKTIIPAHE BOHA
cpeaa.
Eanospemennoto npuemane Ha xpana (60raTi Ha MasHHHH XpaHH WM 00e3MacieHn XpaHit) HE OKasd
e(perT BbPXY nepopaniHata GHOHANHYHOCT Ha e3eTHMIG. E3eTHMNG Moske Aa ce nprema che i 6e3 Xpang

v

T

Paznpoctpanenne: E3eTHMIG 1 e3eTHMNG-TITIOKY POHILL Ce 00BBLP3BaAT Ha ChoTBETHO 99.7% 1 88 10 92% |
HOBEUIKHTE Maa3MeH NMpoTeHHH.

biorpancdopmaus: Ezetumud ce merabonnsnpa OCHOBHO B THHKHTE 4epBa U 4epHHs Apod wpe
FIHOKYPOHIIHA KOHIOTaLs (peakis or (pasa 1) ¢ nocnensatua s#irbiHa ekckpetst. [pi Benuki ouenen
BIIOBE € Hadl0aBal MUHMMAJIEH OKCHAATHBEH MeTadoan3bm (peakuns oT ¢aza 1). Esernmnd

C3CTHMUO-TIIIOKYPOHH/L Ca OCHOBHHTE NPOM3BOAHM OT JIEKAPCTBOTO ChEAMHEHNS. KOUTO & OTKPHBAT
fasmara. npeAcTapassaiikin cborBeTHo npudnnsurento 10 10 20% u 80 10 90% o1 061LOTO JIeKapCTBO |
naasmara. Kakro eseTnmnd. Taka 1 e3eTuMub-riaiokypoHna 6aBHO ce eMMUHUPAT OT Na3MaTa. KaTto HM
JAHHI 33 3HAYNMO EHTEPOXENAaTHYHO pelnkanpane. IepHoabT Ha nosypasnai 3a e3eTHMH
FIIOKYPOHILL € npuoau3nTento 22 vaca,

Emnitnipane: Ciea nepopantoto npinoxkenie na 11C-ezetumnd (20 mg) npi u
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OOLWHAT e3eTHMHO rnpecTaBasBa npudansnTento 93% ot odlara paanoakTHBHOCT B [ia3mal
[Mpudansnrenno 78% n 11% oT npuaokeHara paaMoakTHBHOCT Ce OTKPHBA ChbOTBETHO BbB (eKanimre]
ypunata npe3 10-1HeBeH neproa. Cnen 48 uaca HsiMa OTKpHBAEMI HIIBA HA PAAHOAKTHBHOCT B Mja3Mary.

Creunanun nonyaatmn
Buvspacm u noa: Tlnazmennte KOHUEHTpaLMK 3a 0011 e3eTHMHO ca 0KO0 2 MbTH MO-BHCOKH MpH JILal|s
HanpeaHana Bb3pact (=63 roauun) cnpsamo npu maaan (ot 18 1o 45 roanun). Hamansisanero na LDL-C|i
NpOQUALT Ha GE30MaCHOCT ca CPABHUMM MEKAY TPETHPAHITE ¢ e3eTHMHO YUacTHHILI B HanpeaHaia
Bb3pacT n miaan yuactHuud. [lopaan toBa He € HeOOXOAMMO KOpHIHpaHe Ha go3ara npi Te3l (B
HanpeaHana sb3pact. [lazmennTe KoHUeHTpaLim 3a 0011 e3eTHMHG ¢a J1eKO M0-BHCOKH (¢ NPpHOIN3HTENHO

0%) npu wenu. OTKOAKOTO npi Mbke. Hamanssanero na LDL-C n npoduabT na 6e3onacHocT J
CPABHIIMH MEK/LY TPETHPAHHTE € €3eTUMNO MbiKke 1 skeHH. [Topain ToBa He € HEOOXOMMO KOpHTHpaHe Ha
7103aTa Bb3 OCHOBA Ha M0Ja.

Vepeacoane na ovopeyume: Cnen eanniuna 103a o1 10 mg e3eTnMiud npH NauneHTH ¢ TEKKO 0bOpetHo
3adonsBaHe (n=8: cpene CrC1 <30 ml/mun/1.73m%). cpennara AUC 3a oGuus e3etnmind detie nomnuui‘a
¢ npudansuTento 1.5 nbTH B cpaBHEHHE Che 3apaBuTe yuacTHuun (n=9). Tosn pesyarar He ce cumra 3a
KJIIHIYHO 3HaunM. He € HeoOX0anMo KopirupaHe Ha 103aTa 3a nauHeHTH ¢ ObOpeUH YBpeKILaHis,
Hombanntenen naunent B ToBa u3nuTaxe (Koiito Gele cien ObOpeuHa TpaHCnaaHTaLMs nonyyasafi
MHOZKECTBO JIEKapCTBA. B T.4. LIHKIOCMOPHH) N0AYUH |2 MbTH N0-rojisiMa eKCro3HLHS KbM 001 €3eTHMHE

<=V

Heproopoono vepescdane: Cnen eannnana no3a ot 10 mg eserumnd cpeanata AUC 3a 00w e3erimi
Oclie NoBHIIEHa ¢ 0K010 1.7 MbTH NPH NALMEHTH € JIeKa YePHOAPOOHA HEAOCTATBUHOCT (OLCHKA MO 5 1l
6 no Child Pugh) B cpaBrenne cbe 3apan yuacthiun. B 14-anesno winursane ¢ Muorokparhn 103m (1)
Mg JIHCBHO) NPH NALMEHTH ¢ YMEPEHA YepPHOAPOOHA HeslocTaTbuocT (oueHka 7 10 9 no Child Pugh)
cpennara AUC 3a o6t esetnmnd Gewe nosuwena npudansnrento 4 srn 8 den | 1 Jlen 14 B cpasuen
ChC 34paBn yuacTHuit. He e HeoOX0AMMO peryanpaHe Ha 103aTa NpH NaUHeHTH ¢ JeKa YepHOApooH
HeaocTaTbuHoCT. [lopaan HenssecTHHTe edekTH HAa MOBHIICHATA EKCMOMILMA KbM €3eTHMUG rpj
NALMEHTH ¢ YMEPEHa 110 TeAKKA YePHOAPOOHA HenocTaTbuocT (ouenka >9 no Child Pugh). Peduaopo H
Ce npenopbyBa 3a Te3n nauneHTH (Bikte Pasnen 4.4).
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Heduampuuna nonyiayus: ®apmMakoKHHETHKATA HA €3€THMUG € CXOJAHA MEWIY Aela Ha Bb3pacT >
FOIMIN 1 BB3PACTHH. Hsima HanuuHn (apMakOKHHETHYHH AaHHH NPH NeAHaTPHUHATA NONYAALNS HA
BL3PACT <6 romuHi. KAHHIUHNAT ONuT NpH Neanarpiunm malnenT i NauneHT B 10HOLecKa Bh3pac]
BrtouBa naunentn ¢ HoFH. HeFH unu curocreponemus.

§:3 [Mpeakannnyunn naHuNn 3a 6e3onacHocT

[pn npoyuBanns ¢be CHbBMECTHO NPHAOKEHHE C €3eTHMUD I CTATHHH HAOMI0AABAHIITE TOKCHUHI eperT
0sIXa 110 CHIIECTBO Te3H., KOHTO 00HKHOBEHO A CBBP3aHI CbC CTaTHHI. HAKON OT TOKCHUHIITE e(bexTH 05X
110-M3pa3eHil OT HadJII0AaBAHNTE MO BPEME Ha MOHOTEpanisi camMo cbe crariin. Tosa ce AbAKH H
(apmakokuHeTHUYHHTE W hapMaKOAMHAMUUYHITE  B3anMOACHCTBHS B TepanuaATa ChC CbBMECTH
npujoxenie. B KIHMHUUHITE H3MITBAHHS HIMA BL3HUKHATN TAKHBA B3alMOAeiiCTBHSI.
Muonarii ce Haba10/1aBAT NPK LILXOBE CAMO CIE CKCMO3MLLS KbM A03H. KOHTO B5Xa HAKOIKO IThTH 110~
BICOKIT OT a03aTa 3a jieueHne Ha xopa (npudnmsurenyo 20 nuru no AUC HuBoto 3a cratiun u 500 ¢
2000 neTi no AUC HHBOTO 3a aKTHBHUTE METabO NTH).
B cepus ot in vivo u in vitro ananusu esetumn®. korato ce npHemMa caMmoCTOATENHO HIH ChbBMECTHO ChQ
CTATHHIL HE NoKa3Ba IeHOTOKCHUECH rnoTeHunan. TectoBere 3a AbIrocpotHa KaHLEPOreHHOCEHR-GICTHMII 0

ca oTpHLATEeNHH, / AU 7‘;:\\-.
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CBBMECTHOTO NPUAOKEHNE Ha e3eTHMHO U CTATHHH He Oele TEPATOICHHO MPH 14 OB%H])H {ipLMEHHI
S

3aiiln ce Hadnto1aBa MalbK OPOH CKCJICTHH ;le(l)OpMﬂlllIll (cnerwu FPBAHK K Or1a Sép(




Opoii onatHm npeLaeHi).

Posyveacmanir: TIpenaKINHHUHUTE JaHHKI HE Pa3KpHBaAT CNELHaTHI 0NacHOCTH 3a Xoparta Bb3 0CHOBA
KOHBEHLHOHATHITE H3MUTBaHHS 3a 0€30MacHOCT 1 (apMaKoJa0rHieH, reHOTOKCHYEH I KaHleporeng
noreHunast. He ca npaseHn oueHkn Ha cneundguuni tectose 3a eektn Bbpxy hERG. Heaenann peaxun
KOMTO He ca HadJloAaBaHH B KAMHHYHM W3NUTBAaHUS., HO ca 3adensi3aHi npH KHBOTHH MPH HIBA
CKCNO3MUMA, NOJ00OHH HA HUBATAa HA KIHHHYHA EKCMO3MUWA, ca KaKTO Cie/lBa: B W3MHTBaHs

TOKCHYHOCT 11PpH MHOTOKpaTHa 1034 Osixa HalMonaBaH XHUCTONATOJOIHYHN lcepnoupo6|~|n IMPOMEH.

BEPOSTHI JIbJiZKAlLN ce Ha (PApMAKOIOrHUHOTO AefiCTBHE HA PO3yBACTATHH. NPH MHLIKH. MNJIBbXOBE N B 1(
Maska CTeneH ¢ e()eKTH BhPXY JKIIBUHHS MEXYp NpH KyueTa. HO He W npn MaiimyHu. B nonbianenne
HaONt01aBaHa TECTHUKY.IAPHA TOKCHUHOCT NPH MaiiMyHH H KYUeTa ¢ M0-BHCOKH J1031. PenpoayKTiBHal

TOKCHYHOCT € O4eBHIHA MPH MIBXOBE. € HAMAJIEHH pa3Mep Ha KOTHJIOTO. TErjio M MNPEKHBACMOCT Hic

HOBOPOIACHHTE, Habdl01aBaH N NpH TOKCHYHIT 3a mMaiikara 103H. KbAETO CHCTEMHHTE eKCno3Himn s
HAKOJIKO ITLTH 11O0-Ir0JICMH OT HUBOTO 3a TEpArneBTHYHA €KCrO3HLLHA.

Esemuniud.: VI3NuTBAHUATA € JKHBOTHH 3a XPOHHUYHA TOKCHYHOCT HA €3eTHMHO He naeHTH(HLIpaxa Lees
opravi 3a TokcHuHu edexT. [1pn Kyuera, TpeTHpaHH B NPOABIKEHHE HA YETHPH CEIMULLIT C €3€THMI
(20.03 mg/kg/aeH). KOHUEHTPALMHTE HA XOJECTEPON B KHCTO3HATA sKiTbuka Oeule nosuiieHa ¢ paktop ¢

~

2.5 no 3.5. Burpekn ToBa. B €AHONOAMLWIHO M3MUTBAHE € Ky4eTa, Ha KOMTO ce zaBaxa 1031 10 3(
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mg./l\’g/’ilHCBHO. HsimMaule Had101aBaHa NMoBHILICHA YeCTOTa Ha XOJIeNTHA3a HIH Apyru .\CII.‘:I'I‘O(’)IIJHIEIPH

C(I)el\'TH. 3HaUeHHETO Ha Te3H JaHHH 3a XOpa HE € H3BECTHO. He moske na ce u3kaoun JnToreHen PHCK,

KOITO € CBbp3aH ¢ TepaneBTHYHaTa ynorpeda Ha e3eTHMHO.

Ezetumnd nsama edext BbpXy (epruanrera Ha MbKKH HIH KEHCKH TUILXOBE. HHTO €€ YCTAHOBI. e
TepaToreHeH MpH MiIbXoBe WK 3aliuin. HUTO nmatle epeKkT BbPXY MPEHATATHOT Ml [MOCTHATAIHOT
pazsuTie. E3etumnd npemunasa nnaueHtTapiara 6apuepa npi dpeMeHH NIbXoBe 1 3aiillit. Ha KOHTO ¢
nagani MHorokpatHi 1031 ot 1000 mg/kg/nen. CbBMECTHOTO NpHJIOKEHHE HA €3eTHMND ¢ IoBacTaTi
JI0Bej1e /10 JIeTallHK 3a rnnoaa eexTH.

6. DAPMAUEBTUYHU JAHHH
6.1 CnuebK Ha NOMOILHHTE BelllecTBa

Hopo na madaemrama

JlakTo3a moHoOXHApaT

Kpockapmesnosa natpuii (E468)
[ToBnaoH

Hatpues naypuncyngar (E487)
Llenyno3a. mukpokpucTanna 102
Xunpowmesnosa 2910 (E464)

Cuanuies AHOKCHA. KOMOHICH O3B0/
Maruesunes creapar (E470b)

[Toxpumue na maoaemrxama

Pepriopo 5 mg/10 mg - Opadry Yellow 02F220026. ¢bheTosiLio ce oT:
Xunpomenosa 2910 (E464)

Makporon 4000 (E1521)

Twranos anokena (E171)

Kbnt wenesen okcnn (E172)

Tank (E353b)

Uepsen nenesen oken (E172)
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Penaopo 10 mg/10 mg - Opadry Beige 02F270003. cbeTosiLLO Ce OT:
Xunpomenosa 2910 (E464)

Turanos anokena (E171)

Kbor skenesen okena (E172)

Makporon 4000 (E1521)

Tank (ES53b)

Pedraopo 20 mg/10 mg - VIVACOAT PC-2P-308. cbCcTosiiio ce oT:
Xunpomenosa 6 (E464)

Twuranos anokena (E171)

Tank (E333b)

Makporon 4000 (E1521)

Kbat wenesen okena(E172)

Pednnopo 40 mg/10 mg - Opadry White OY-L-28900. cberosiio ce oT:
JlakTosa monoxmapar

Xunpomenosa 2910 (E464)

Turanos anokenn (E171)

Maxkporon 4000 (E1521)

6.2 HecbBmecTumoctn
Henpnaoxnmo.
6.3 Cpoxk Ha roaHocr

3 roanHn
6.4 CrieunagiHm npeanasHi MEPKH MpPH CbXpaHeHe

Tos3n JICKAPCTBEH IMPOAYKT He H3HCKBA CINELUHATHHW TCMNEpaTypHH YCIIOBHA HA CbXPaHEHHe.
Ma ce CbXPaHsBa B OpHIHHAIHATA ONaKoBKa. 3a Jia ce npejinasy oT CBETJAHHA 1 BJj1ara.

6.5 B 1 cbabpikaHie HA 0ONIAKOBKATA
OPA/AI/PVC//Al 6anctepit. onakoBann B KapTOHEHH KYTHil.
Onakoska ot 30 duimupani TadneTki.

6.6 Crneunaaun npeanasun MepKH NpH H3XBbPJIsIHE
HensnonsBannat sekaperBer NPOAYKT il OTNAABLUHHTE MATCPHATIH OT HEro TPAdBa 1a ce H3XBBPAST B
CLOTBETCTBHE ¢ MECTHHTE H3MCKBAHHS.

T NNPUTEXATEJI HA PASPELIUEHHUETO 3A YIIOTPEBA
Alkaloid-INT d.o.0.

Slandrova ulica 4
1231 Ljubljana-Crnuce. CrioBems

N Fnmpws®
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Ten.: + 386 1 300 42 90
(paxc: + 386 1 3004291
nmeiit: infolwalkaloid.si

8. HOMEP(A) HA PASPELLEHUETO 3A YIIOTPEBA

Penaopo 5 mg/10 mg ¢punmupann Tadnerkm Per. Ne: 20250039
Pediinopo 10 mg/10 mg ¢punmupann Tadaerkiu Per. Ne: 20230040
Pediaopo 20 mg/10 mg dpunmimpann tabaerki Per. No: 2023004 |
Pedmnnopo 40 mg/10 mg puamupani tadbaeTki Per. Ne: 20230042

9. JATA HA IMbPBO PABPEUIABAHE/ITIOAHOBSIBAHE HA PA3PELLEHUETO 3A
YINIOTPEBA

Jlara na nbpBo pazpewasane: 28.02.2023 r.
JlaTa na nocneaHo NoaHoOBABaHE:
10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

03/2023




