KPATKA XAPAKTEPHCTHKA HA IITPOAYKTA




1. UME HA JIEKAPCTBEHHA INIPOAYKT

Ko-Po3eepa 5 mg/10 mg dunmupanu tadbaetku

Ko-Poisepa 10 mg/10 mg dbunmMupann tabnetku
Ko-Po3sepa 15 mg/10 mg dunmupanm tadbaeTku
Ko-Possepa 20 mg/10 mg dunmupanu Tabnetku
Ko-Po3eepa 40 mg/10 mg dunmupanu tabnetku

A3NLNHUTENHA ATEHUWSR N0 IEKAPCTBATA

Co-Roswera 5 mg/10 mg film-coated tablets

Co-Roswera 10 mg/10 mg film-coated tablets
Co-Roswera 15 mg/10 mg film-coated tablets
Co-Roswera 20 mg/10 mg film-coated tablets
Co-Roswera 40 mg/10 mg film-coated tablets

2. KAYECTBEH H KOJIMHECTBEH CbCTAB

5 mg/10 mg: Beaka pnimupada tabneTka Chabpika 5 mg po3yBacTaTuH (rosuvastatin) (Kato
po3yBacTaTHH Kanuuii) (as rosuvastatin calcium) u 10 mg e3etuMHO (ezetinmibe).

10 mg/10 mg: Besaka punmupana tabnerka cbabpxa 10 mg posysactatun (rosuvastaiin) (kato
po3yBacTaTuH Kanuui) (as rosuvastatin calcium) n 10 mg eserumud (ezetimibe).

15 mg/10 mg: Bedaka gpunmupaHa Tabnetka cbabpaka 15 mg posysacratuH (rosuvastatin) (KaTo
pO3yBacTaTUH Kanuuit) (as rosuvastatin calcium) n 10 mg ezetumud (ezetimibe).

20 mg/10 mg: Beaka punmupana tabnerka cbaspeka 20 mg po3yBacTaTHH (rosuvastatin} (XaTto
pO3yBacTaTHUH Kanuuid) (as rosuvastatin calcium) v 10 mg e3eTumud (ezetimibe).

40 mg/10 mg: Besaka dpunmupaHa tabnerka cvabpxka 40 mg posyeacrtatut (rosuvastatin) (xato
po3yBacTaTHH xanuui) (as rosuvastatin calcium) n 10 mg ezetumud (ezetimibe).

[ToMOUIHM BEHISCTBA C U3BECTHO NEUCTBHUE!

5 mg/10 mg 10mg/10mg | 15mg/i10mg | 20mg/l10mg | 40 mg/10 mg

dGUIMHpPaHH hunMHpany ¢bunmMupaHu ¢bHIMHpaHH ¢UIMHpaHH

TabNETKH TabJIETKH TabJeTKH TabNEeTKH TabNEeTKH
NaKTO3a 62,86 mg 62,85 mg 62,84 mg 62,85 mg 62,84 mg

JlekapcTBEHHAT NMPOAYKT CbAbPXKA CNEAH OT HATPHH.

3a M'bJIHKUA CNUCHK HA NOMOUIHWUTE BEleCTBA BUXTE TOHKA 6. 1.

3. JIEKAPCTBEHA ©OPMA
OunmupaHa Tabnerka (Tabnerka)

5 mg/10 mg: benu unu nmoutu 6enu, KPbraK, JEKO ABOHHOM3NbKHAIKM QUAMUPaHU TAONETKH CbC
ckoceHH prvoOoRe, ¢ penedHo 0bo3HaueHre R1 oT eaHaTa cTpaHa Ha TabneTkaTa. JJuaMeTsp Ha
Tabnerkara: npudbanzurendo 10 mm.

10 mg/10 mg: bneno kaheHHKaROKBITH A0 OJ1eA0 KaPABO-XKBATH, KPBIJIH, NEKO ABOHHOUIMBEKHANY
¢unmMupaHu Tab/IeTKH ChC CKOCEHH pBOOBeE, ¢ penedHo obo3nauenue R2 oT egnara cTtpaHa Ha
tabnetkaTta. J{lnamersbp Ha Tabnerkara: npubausurento 10 mm.

15 mg/10 mg: bneno po3oBo-opaHKeBH, KPBIJIH, N€KO ABOHHOU3NBKHAIU QHUIMHpaHH Tabn
CKoceHU prboBe, ¢ penedHo 0bo3HaveHue R3 oT eaHara ctpaHa Ha TabaeTkara. Juam
tabnetkara: npubauzurento 10 mm.

20 mg/10 mg: bneno po3osH, KpbIrid, NEKO ABOXHOHU3IBKHANK QUIMHUpaHH TabneTk
pbOOBe, ¢ penedHo o6o3HaueHne R4 oT egHaTa cTpaHa Ha TabaeTkara. JluamMersp H

npudoAn3uTenHo 10 mm.
40 mg/10 mg: biieao CHBKaBOBUOJETOBH 10 01€ 10 CHRO-BHOJICTOBH, KPBIJIH, JIEKO 1




dHIMUHpaHU TabaeTKH CbC CKOceHH pBOoRe, ¢ pentedHo 0bo3HadeHue RS oT eaHaTa ctpaHa Ha
tabnerxkara. /lnametrsp Ha Tabnetkara: npudauzvrenHo 10 mm.

4. K/IMHHUYHHN JAHHHA

4.1 TepaneBTHYHR MOKA3AHHSA

[1bpBUYHA XMNEPXOAECTEPOIEMHA/XOMO3UIOTHA PAMUIHA XUNEPXOJIECTEPOIEMUS

Ko-Po3eepa e nokazaHa KaTo 3aMECTHTENIHA Tepanus B AOMbIHEHUE KM AUETaTa U ApYrU
HedapMaKoNOrHYHU 1eYEHUs (Hanp. yNpaKHEHWA, HaMangsBaHe Ha TET1I0TO) 33 NPUJIOKEHHUE NPH
Bb3PACcTHH MALMEHTH ¢ MbPBUUYHA XHNIIEPXOJIECTEPOSIEMHS {XETEPOIUIrOTHA, PaMHIHA U HEhaMHUNHA)
WY XOMO3HIOTHA (PaMUAHA XHNEPXOIECTEPOIEMHUS, KOWTO €A AA€KBATHO KOHTPOJIMPAHHU C OTACIHUTE
BELECTBA, [IPHNAraHu eJHOBPEMEHHO B ChLUMTE J03M, KAKTO B KOMOMHALUATA ¢ QUKCUPAHHU N03H, HO
KaToO OTAECMHU NEKAPCTBEHN NPOAYKTH.

lIpeBeHuma Ha ¢bPACHHOCHAOBH UHLIKACHTY
Ko-Po3Bepa e nokazaHa 3a HamanasaHe Ha PUCKa OT CbPAEYHOCBAO0BH ChOUTHA KaTO 3aMECTUTENTHA

Tepanua NpyH Bb3pacTHU NAUUEHTH ¢ McxeMuuHa bonect Ha cbpueTo (MbC) n aHamHe3a 3a oCTHP
kopoHaped ciHApom (OKC), KOUTO ca ce MOBNHUANH B AOCTATbYHA CTENEH OT OTACJHUTE BELIECTBA,
[IpUiaraHy eAHOBPEMEHHO B ChLIATA 4033 KaTO B KOMOHHANMATA ¢ PUKCHPAHH N03H, HO KATO OTAEIHH
OPOAYKTH.

4.2 [JJ0o3RpOBKA H HAYMMH HA NPHJIOKEHHE

Jo3upoBka

[[peau 3anouBane Ha N€YEHHUETO, NALUMEHTHLT TpADBa 1a ObAe MOCTABEH HA CTAaHAAPTHA AHETA 3a
MOHMXKABAHE HA XOJIECTEPOJIA, KOATO TPAOBA Na NPOABIKH IO BPEME HA NEYECHHETO.

[IpenopbunTentara no3a Ko-Po3sepa e eqHa tabnerka Ha aeH. Ko-Po3eepa Moske na ce npuaara no
BCAKO BpeMe Ha ASHA, CbC HIIM De3 XxpaHa.

[Ipenn npemunaBaHe KbM Ko-Po3eepa, naudenTure Tpadsa na ObaaT KOHTPOJIHPAHHU HA cTAOHIHHTE
J03H HA OTAENHHTE KOMIIOHEHTH, pUeMaHH enqHoBpeMeHHo. Jlozara Ha Ko-Po3sepa Tpabea na ce
Da3upa Ha NO3IMTE HA OTAECHHTE KOMNOHEHTY HAa KOMOMHaUMATa KbM MOMEHTA HA NpPeMUHARAHE.

Ko-Po3eepa He € noaxoasAll 3a HayaHa Tepanus. 3arno4BaHETo Ha JIeYEHHETO HH KOPHTHPAHETO Ha
n03ara npH HeoOXOAUMOCT TPAOBA /1A C€ H3BbPLIBA CaMO C OTAS/THHUTE KOMITOHEHTH, a CJIEe/]
onpeacnsHe Ha NOAXOAALINTE A03H, € Bb3MOXHO NPEMHUHABAHETO KbM KOMOHHALIMATA ¢ QUKCUPAHH
034 B NOAXOAALIATA KOHLCHTPaLIUA.

EAHOBPEMEHHO NPHJIOKEHHE ChC CEKBECTPAHTH HA HITHbYHHUTE KHCEJIUHH
[Mpunoxenuero Ha Ko-Po3ssepa TpabBa na ce u3pbpuura noHe 2 yaca npeayd Uiy He No-Manko ot 4
yaca ciiell MpUIOKEHHETO HA CEKBECTPAHT HA MUTHYHUTE KACENHHU (83K, Touka 4.5).

Creyuannu nonyaayuuy

Crapuecka Bb3pacT -

ce Hanara Apyro KopurupaHe Ha 103aTa BbB Bpb3Ka ¢ Bb3pacTTa.

buOpeuHo yBpexaaHe =
He ce Hanara kopurupaHe Ha 103aTa fpH NAUKEHTH ¢ Neko 6OpeuHo yBpexnatell &




naumeHTH ¢ ymepeHo 0b0peuro yspexaane. [punoxkennero Ha Ko-Po3sepa npu nauueHT ¢ Texko
OBOpeUHO yBpEXKAAaHE € MPOTHBONOKA3aHO 3a BCHYKH 103K (BX, TOUKH 4.3 1 5.2).

HepHoapobHO yBpexkaaHe

He ce Hanara kopurupaHe Ha 003aTa NMPH NALMEHTH C JIEKa YUEPHOAPOOHA HENOCTATBYHOCT (pe3ynTaTy
5 no 6 no ckanata Ha Child Pugh).

Jleuennero ¢ Ko-Possepa He ce npenopbyBa npu nauHeHTH ¢ yMepeHa (pe3yntatv 7 a0 9 no ckanara
Ha Child Pugh) nau rexxa (pesynratu Haa 9 no ckanara Ha Child Pugh) ueproapo6ha aucdyHkuus
(Bxk. TOuku 4.4 u 5.2).

Ko-Po3sepa € NpoTHBONOKAa3aH NpH NaLKMEHTH ¢ aKTUBHO YepHOoaApoOHO 3abonsaBaHe (Bxk. Touka 4.3).

Paca

[Ipu nuua ot asMarckara paca ce HabsioaaBa NOBHIIEHA CUCTEMHA eKCro3MLMA (BXK. TOUkH 4.3, 4.4 n
5.2). IlpenopbunTenHaTa HayaiHa 103a € 5 Mg po3yBACTATHH NPH IIALHEHTH OT A3WATCKH [IPOU3XO.
Hoszara 40 mg/10 mg e nporuBOoNOKa3aHa nNpy Te3u NALHUEHTH.

[ enerrueH noauMopdhu3bM

HM3BecTHH ca cnenudrYHY TUNOBE HA FEHETHUYEH NOAUMOP(HUILM, KOUTO MOraT Ja A0BeaT 0
NOBHMILCHA €KCNO3HULHA Ha pO3yBAacTaTHH (BXK. Todka 5.2). [Ipy nauuneHTH, 33 KOUTO € UIBECTHO, Ye
HMaT TaKHBa CreLH(HUHH THIIOBE HA AOIUMOPdU3BM, CE NPEenOpPbUYBA NO-HUCKA AHEBHA 034
pO3yBacTaTHH.

Jo3upoBKa 1py NauneHTy ¢ npeapasnonaralii GaKTopH 3a MHOMATUSA

[tpenopbunTentaTa HavanHa no03a € 5 Mg po3yBacTaTHH MPH NALMEHTH C Mpeapasnonaray hakTopu
32 MyonaTHa (BX. Touka 4.4). lozara 40 mg/10 mg e npoTHBONOKA3aHA MPH HAKOM OT TE3H NalMEeHTH
(BX. Touka 4.3).

CuNLTCTRALLA TEPAnHs

PosyBacTaTuH € Cy0CTpaT Ha pasznnuHH TpaHcnopTephu npotennu (vanp. OATP1B1 u BCRP).
PucksT oT MHONaTHA (BITIOUKTENHO pabaoOMHOIN3A) C€ NOBULLIABA, KOFATO pO3yBacTaATHH ce npunara
€AHOBPEMEHHO C OMNpeeSieHH NEKAPCTBEHH NPOAYKTH, KOMTO MOTAT Aa MOBHLLIAT M1a3MEHHTe
KOHUEHTPaUMH Ha PO3yBacTaTHH NOPaAH B3aUMOAEHCTBHE C TE3W TPAHCTIOPTEPHH NPOTENHHM (Hanp.
UMKIOCNIOPHH W ONPEACACHH NPOTEA3HN HHXHOUTOPH, BKIIOUUTENHO KOMOMHAUMH HA PUTOHABHP C
aTa3aHaBHP, TOMHHABUD W/IHJIK THNPaHABHP; BX. TOUkH 4.4 n 4.5). Koraro e Bb3MOXHO, Tpa6Ba na ce
MMAaT NpeABH/ aITCPHATHBHH JIEKapCTBa M ako € HeobXonnuMo, aa ce 0OMUCIIH BPEMEHHO
NPEKpaTABAHE HA TepanMaTa C PO3yBacTaTHH. B ciiyyaH, KOraTto eNHOBPEMEHHOTO NPHIIOKEHHE HA
TE3U JIEKAPCTBEHH NMPOAYKTH C pO3yBACTAaTHH € HeU3DekKHO, TpAOBa BHHUMATENHO Aa c€ OOMUCIAT
Moni3aTa M pHCKa OT ChNBTCTBALLOTO JEYEHHE H KOPEKLIHM Ha 103aTa Ha pO3yBacTaTHH (BX. TOUKa

4.5).

Heouampuuna nonyaayus
besonacHoCcTTa ¥ epuKracHocTTa Ha Ko-Po3eepa npu aeua Ha Bb3pact noa 18 roauuu He ca
ycraHoBeHH. Ko-Po3gepa He ce npenopbysa 3a ynorpeba npu nauMeHTH Ha Bb3pacT noa ! 8 roquuu.

HauuH Ha_ npunoxkeHUe
[lepopanHo npuioxkeHue

4.3 IIpoTHBOmOKA3AHMS

Ko-Po3eepa e nporusonokalaH:

- MpH NaUKEeHTH CbC CBPLXUYYBCTBHUTE/IHOCT KbM aKTHBHUTE BELLECTBA WM KM
MOMOLIHHTE BELIECTBA, H3OPOEHH B TOUKa 6.1, =

- NPH NAUHEHTH C AKTUBHO YepHOAPOOHO 3a00nABaHE, BIUTIOUMTENHO HE n= H@ L
NPOABLIKHUTENHO MOKAUBAHE HA CEPYMHUTE TPAHCAMMHA3HU U BCAKO MOKAYBRHE ﬁ(
TpaHCaMHHa3a, NMPEeBHIIABAILO TPHU N'BTH FOPHATA IPAHULIA HA HOPMAaTa ( )\ o




- NpU NaUUeHTH ¢ TEXKKO OBOpeuHo yBpexaaHe (KpeaTHHHHOB KIHPBHE <30 ml/min),

- NpH NaUUEHTH ¢ MHOIATHA,

- [IpY MALMEHTH, MONYyYaBally €AHOBPEMEHHO KOMOUHALHUA OT
copocOyBUp/BenNaTacBUp/BOKCHAANpeBHp (BXK. Touka 4.5),

- NpU NaLUeHTH, NpHEeMaLI € THOBPEMEHHO LIMKJTOCIIOPHH,

- no BpeMe Ha OPEMEHHOCT W KbPMEHE U NPH HKEHH C ACTEPOAEH NIOTEHUHANR, HEMNPHAAralum
NOAXO0AALLM KOHTPALUENTHBHH MEPKH.

Ko-Posgsepa 40/10 mg e npoTHBONOKazaH Npy NALMEHTH C Npeapa3noaraty pakTopu 3a

mMuonarus/pabaomMuonusa. Takuea dakrops ca:

- yMepeHo ObOpeuHo yBpexaaHe (KpeaTHHHHOB KiIHpbHC <60 ml/min)

- XUIIOTHPEOHAHIBM

- H4HA UK haMHUIHA aHaMHe3a 3a HACNIeACTBEHO MYCKYJTHO 3a0014BaHE

- NpeRLIeCTRALLA AHAMHE3A 33 MYCKYJIHa TOKCHYHOCT KbM Apyr HHxubutop Ha HMG-CoA
peayKTasara win oudpar

- 310ynoTpeda ¢ ankoxon

- ChCTOSIHHSA, MPYU KOUTO MOXKE J1a CE€ HACTBHIH NOKAYBAHE HA IM1a3MEHUTE HUBA

- MaUHEHTH OT a3HaTCKK NPOU3X0oa

- eAHOBPEMEHHO NpramkeHHe Ha ¢hubpaTu
(Bx. TOUKH 4.4, 4.5 1 5.2)

4.4 CroeuHaIHH npelynpexieHHs H NPEANA3HH MEPKH NPH ynoTpebda

Edextun Bbpxy 660peuure

[1py nmauneHTH, NEKYBaHH € NO-BUCOKH AO3HM PO3YyBacTaTHH, NO-KOHKpEeTHO 40 mg, ce Habnrodasa
NPOTEHHYPHA, YCTAHOBEHA INPHU U3CJICABAHE C TECT-TICHTH U C NPEIUMHO TyOYJIeH NPOU3X0A, KOATO B
[MOBEYETO C/IyYau € C NpexoJeH UK HHTEPMHTEHTEH xapakrep. He € nokazaHo, ye npoTeMHypusaTa €
IPOrHOCTHYHA 3a NOABATA HA OCTPO MM NPorpecuBHO OBLOpeUHO 3abosisBaHe (BXK. TOUKa 4.8).
YecroTaTa Ha ¢cbodlilaBaHe HA cepHO3HH OBLOpeUHH CHONTHA Npy NOCTMApPKETHHIOBaTa ynotpeba e
no-sucoka npu gosara 40 mg pozysactaTuH. [10 BpeMe Ha pyTHHHOTO NPOCAEAABAHE Ha NALMEHTH,
NeKyBaHH ¢ 1033 40 mg po3yBacTaTvH, TpaOBa Aa ce 0OMHCIH OLieHKA Ha ObOpeyHaTa PyHk1mA.

EdexTy BbpXy CKeneTHaTa MycKyaaTtypa

EdekTn Ha pOo3yBacTaTUH BbPXY CKEIETHATA MYCKYyNarypa, Hanp. MHairus, MHONaTHA KU paako,
pabaomMHoNHO3a, ca CbODIaBRAHH MPH MALMEHTH, NEKyBaHU C PO3YBACTaTHH NMPHU BCUYKH JO30BH
peEXUMH U ocoOeHO npu Ao3n >20 mg.

Ipy nocTMapKeTHHIOBHA ONKMT ¢ €3eTUMHO ca cboOlaBaHy ciiyyan Ha MUONaTHS H pabaoMUoNU3a.
IloBeueTO NalLIEHTH, KOUTO pa3BURAT padAOMHO/IN3a, IPUEMAT CTATHH EAHOBPEMEHHO C €3€TUMUO.
Pabnomnonnza, obaue, € cro0LIarRaHa MHOMO PAAKO NPH MOHOTEPANUA C €3€THMHO W MHOIO PAAKO
npy N00aBAHETO HA €3eTHMHD KBbM APYTH CPeACTBA, 32 KOMTO € H3BECTHO, Y€ Ca CBBP3aHH C MOBHILEH
pUCK OT pabaoMuonm3a. AKO ce Mogo3Upa MHOTATHS Bb3 OCHOBA HA MYCKYJHU CUMNTOMU UJIH CE
MOTBLPAH OT HUBO Ha KpeaTHH docdokuHazata (CPK) >10 nbTd ropHarta rpaHrua Ha HOpMATa,
€3¢TUMHO, KOWTO W 0a € CTaTUH M KOETO U J1a € OT Te3H JAPYTH CPeACTBA, KOUTO MALMEHTLT NPUEMa
€AHOBpEMEeHHO, He3abaBHO TpAORBa fa 6bAAT NpeycTaHOBEHU. BCHUKY MaLMEHTH, 3ar0UBALLH TEPANKS
¢ Ko-Poseepa, TpabBa pa 6baaT nocbBReTBAaHU OTHOCHO PUCKZ OT MHONATHA H YBEIOMEHH 14
cboDbwaBaT He3abaBHoO 3a BcAKa HEOOACHHUMA MYCKYTHA Oonka, 601e3HeHOCT Hau ¢1abocT (B,

TO4Ka 4.8).

B Hakonko CJiyHas CC C'I:GGLIJ,HBH, Y€ CTATHHHUTE HHAYLHPAT de novo WY BJOLLUABAT Beye

Po3eepa Tpabsa na ce cnpe B caayuaid Ha siioliasaHe Ha cuMnTomuTe. MiMa chobuue
Mpy (NOBTOPHO) NPUIAFraHE HA CHULKA HITH PA3INUEH CTATHH.

Hzavepeane na kpeamunxuHazama
Kpearnnkunazata (CK) He Tpabsa na ce u3mMepBa ¢itel YCUNEHU YNPAXKHEHUS WK



ripaBaonogo0Ha Apyra npyvunHa 3a nosuwenyeto Ha CK, koaTo Moxke 1a 06bpKa ThIKYBAHETO Ha
pesynraTta. Ako HUBOTO Ha CK € 3HauMTeNHO MOBHWEHO HA U3X0AHOTO HHBO (>5 x ULN), Tpsabea na
CC HarpaBu H3C/CBAHE 3a MOTBbPXKAABAHE HA Pe3yATaTa B pAMKMUTE Ha 5 - 7 AHH. AKO NOBTOPHOTO
H3CNeABaHe NOTBbPAN W3X0AHO HUBO HAa CK >5 x ULN, neuenneTo He tpaGea na ce 3anouea.

IIpeou rewenuemo

Ko-Po3sepa, KakTo ¥ ApYry neKapcTBEHU NPOAYKTH, ChAbPKalM HHXHOUTOpH Ha HMG-CoA

penykrasaTa, TpaOBa 1a C€ NPEANUCBa ¢ NOBHLIEHO BHHMaHHE MPU MALHEHTH C PEAPa3NoaraLy

(paKTOpH 3a Pa3BUTHETO HA MHONATHs/pabaoMuou3a. Takuea GpakTopH ca:

- OBbOpeyHo yBpexaatHe

- XUMOTHPEOHIHIBM

- JIMYHA WK (PamMHIHA aHAMHE3a 33 HAaCNe/ICTBEHO MYCKY/HO 3abonaBaHe

- MpeaulecTBaila aHaMHe3a 38 MyCKYJTHA TOKCHUHOCT KbM IpYT HHXHOWTOp Ha HMG-CoA
peaykraszara wiv ¢pubdpar

- 3oynoTpeda ¢ ankoxon

- BBL3pacT > 70 ronuHu

- CbCTOAHUA, MPH KOUTO MOXKE a CE€ HACTBITA NNOKAYBAHE HA IJIA3MEHHTE HUBA (BXK. TOUKM 4.2,
4.5u5.2)

- CAHOBPEMEHHO NPHAOKEHUE Ha PUOpaTH.

[1pu TakvMBa NaLMEHTH CE NPENOPHUBA Aa CE OLIEHH PHCKa OT JIEHEHHETO CpAMO BbL3MOXKHATA N013a U
J1a ¢€ MOCTABAT NOJ KIAHWHUYHO HabmoaeHHe. AKO U3XxoaHOTO HHBO Ha CK e 3HAYUTEeNHO MOBHILEHO
(5 x ULN), neueHueTo He TpabBa ja ce 3amoysa.

I1o epeme na nevenuemo

[MaumenTuTe ce npukaHBat na chobuiasar He3abaBHO 3a HEOBACHUMH MYCKYITHH GOJIKH, yoetaHe 3a
CnabocT WK CXBalLaHe, 0CO0EHO aKo ca CBbP3aHM C HEPA3IION0KEHHE UK NOBULIEH TEMIEPATYpA.
[Ipu Te3n naunenTy Tpsadea ga ce namepaT nusara Ha CK. TepanusTa tpabsa aa ce npekpaty, ako
HMBaTa Ha CK ca 3HauuTenHo nouiueHu (>5 x ULN) Win ako MyCKyTHMTE CHMITTOMH Ca TEXKH U
pUYMHABAT eKeAHEBEH AHCKompopT (dopu ako HUBaTa Ha CK ca <5 x ULN). Ako cuMnTomuTe
OT38Yy4aT W HuBata Ha CK ce HopManusupar, Moxe na ce OGMMCIIM NOBTOPHO BbBEXAAHE Ha
nevenuero ¢ Ko-Possepa unm antepHatusen unxuburop Ha HMG-CoA peaykrazaTa B Haii-HHCKaTa
1034, MpH CTPOro npocneaseaHe. PyTHHHOTO MoOHWTOpHpane Ha Hueata Ha CK npu naumenTv 6e3
CHMIITOMH HE € OCHOBATEITHO.

HmMa MHOro peaxkn cboOLUEHHs 33 NOABA HA UMYHO-MEAHMpaHa HeKpPOTH3upalla Muonarua (MMHM)
0 BPEME Ha WM CJIEA NEYEHUETO ChC CTATHHH, BKIOUYHTENHO po3yBacTaTHH. UMHM ce
XapakTepH3vpa KIHHHYHO € NMPOKCHMANTHA MYCKYJIHA €1ab0CT H MOBUILEHH CEPYMHH HHBA HA
Kp€aTHHKHHAa3aTa, KOWTO NEPCHCTHPAT BBIIPEKU NPEKPATABAHETO HA JIEYEHUETO ChC CTATHHH.

[Ipu KNMUHUYHUTE U3NUTBAHKA HE ce HAOMIOAABAT AAHHH 32 MOBHLIEHH eeKTH BbPXY CKEJIeTHATA
MYCKyJ/1aTypa B ManKaTa rpyna nauveHTH, IPH KOWTO pO3yBACTAaTHH C€ NpHiara ¢ Apyro CbMbTCTBALLIO
fledeHHe. Y BelHUeHUe HA YECTOTATA Ha MHO3HT H MMOMNATUs ce HabmoaaBa obaqe NpH MaLyueHTH,
KOMTO nostyyasaT apyru HHXHoHTopu Ha HMG-CoA penyxrasara 3saefiHo ¢ NPOM3BOAHH Ha
pudpuHOBaTa KHCENMHHA, BKTIOMHTENHO reMPHOPO3WI, LMKIOCNIOPHH, HUKOTHHOBA KHCEIMHA,
a30/10BM aHTHMHKOTHLIH, NPOTea3HH UHXHOHTOPH K MaKPOIHAHU aHTHOHOTHUM. [embubposun
MOBHLLIABA PHCKA OT MHOMATHA, aKO C€ MPHEMA €IHOBPEMEHHO ¢ HAKOM MHXHOHTOPH Ha HMG-CoA
peaykrasara. Ilopanu Tosa, komGuHaunsTa Ha Ko-Po3eepa u remduGposun He ce npenopbusa.
[lon3aTa OT AONBAHUTEIHH MPOMEHH B JIMMHAHWUTE HUBA B pe3ynTaT OT KOMOHHHPAHOTO NMPHIIOHKEHHE
Ha Ko-Poseepa ¢ gubpatn Tpabea na 6bae BHUMATEHO NpeTerneHa cOpaMo NOTEHLMANH
nopobHu kombHHauuu. JIo3aTa ot 40 mg po3yBacTaTuiH e NPOTHBONOKA3aHA NPU €1H
npuiaoxkeHue Ha ubpat (BXK. Touku 4.5 u 4.8).




CHAOKPHHHH HJIKH CACKTPOAHTHH HAPYILIEHHUA, HIIH HEKOHTPOJIMPAHH l"'hpl{OBE).

Dy31Ha0Ba KHCENHHA

Ko-Po3Bepa He TpaOBa Aa ce npuiara €AHOBPEMEHHO CbC CUCTEMHHU (DOpMYNH Ha (dhy3M10BaTa
KHCENYHA WM B pAMKHUTE Ha 7 IHU ¢/1eA CIMIUPAHETO Ha fieueHneTo ¢ Py3nnora kuceaunHa. [lpu
MAaLHUEHTH, TPH KOUTO H3NON3BAHETO HA CHCTEMHA (PY3M/10BA KHCEMUHA CE CUMTA 38 CHLUSCTBEHO,
NIEUYEHHUETO ChC CTATHHHM TpADBa Aa ce NpeycTaHOBH Npe3 LE/IHA NEPHO Ha ieveHHue ¢ Qy3ua0BRa
kuceauna. Mma ¢croOueHKns 3a cnyyad Ha pabaoMHONK3a ( BKIIKOUYHTENHO ¢ JIETANeH W3X0a) NnpH
NALUHEHTH, MONYyHaABALUHA PY3MA0BA KHCENHHA M CTATHHH 8 KOMOMHauuMa (BXK. Touka 4.5). [MauneHture
TpaOBa Ja ObAaT NOCLBETBAHM HE3aDaBHO 12 MOTLPCAT MEAHLIMHCKA NMOMOLL, aKO NOAYHaT CUMITOMH
Ha MYCKYJHa cnabocT, boka unn 00/1e3HeHOCT.

TepanuaTa ¢cbC CTATHHHU MOXKE Aa Obae NOBTOPHO BbBEAEHA CEAEM AHM Clel MocheaHaTa 103a Ha
$y31ua0Ba KHCEIHHA.

[py H3KNIOYKTENHKH ODCTOATENCTBA, KOTATO € HEOOXOAUMO MPOIBIKHUTEAHO NPHIIOKEHHE Ha
CHCTEMHA (PYy3MA0Ba KUCEIHHA, HanprUMep 3a JIeUEHUE HA TeKKH HHPEKLHMH, HeoOXOAUMOCTTa OT
enHOBpeMeHHO npuioeHue Ha Ko-Po3sepa v dy3uaosa kucenuna tpsadsa na ce UMa npeaBu camo
Ha Da3aTa Ha BCEKHM OTACJIEH CAyual U NoA CTPOro MEAULIMHCKO HabmoaeHue,

Edexru BbpXyY HepHU Apod

Kakro npu apyru npoayktd ¢ HHXuOuTOpH Ha HMG-CoA penykrazara, Ko-Po3eepa Tpabea na ce
npuiara ¢ [OBYLIEHO BHUMAHKE MPH MAUMKEHTH, KOUTO KOHCYMUPAT MPEKOMEPHHU KOJIMYECTBA
ankoxos W/unv ¥MaT aHaMHe3a 3a YepHoApoOHO 3abonsaBaHe.

[Ipenopbuea ce uepHoapodHUTE PYyHKUMOHATHH U3CIEABAHMA 1A CE U3BbPLUIRAT Npean U 3 MeceLa
cnen HayanoTto Ha neuenuero. Ko-Po3gepa Tpabea aa ce npexkparti W 103aTa My Aa ¢ HaMallM, ako
HHBOTO Ha CEPYMHHMTE TPAHCAMHWHA3HM € HaJ 3 TbTH rOpHaTa rpaHyULa Ha HopMaTa. YectoTara Ha
ChOOILaBAHE HA CEPHO3HU YEPHOAPOOHU CBOUTHUA (CHCTOALLH CE NPEAUMHO B NOBULLIEHU
4EPHOAPOOHH TpaHCAMHHA3K) NPH NOCTMAPKETUHIOBaTa ynoTpeda € rno-sucoka npu ao3ara ot 40 mg
pPO3YBAaCTaTHH.

[Ipu nauMeHTH ¢ BTOPHYHA XHUNIEPXOIECTEPONEMHA, MPUUYHHEHA OT XHNOTHPEOUAN3IBM WU
He(PpOTHUYEH CHHAPOM, OCHOBHOTO 3abonsBaHe TpabBa Aa Obae ekyBaHO Npean 3anoyBaHe Ha
TepanusaTa ¢ Ko-Po3sepa.

[1py KOHTPONHpPAHKU M3IIHTBAHUA C €AHOBPEMEHHO NMPHUAOKEHHE MPH NALMEHTH, NOYYaBallu
€3eTUMHO CbC CTATHH, ca HADNIOJABAHH MOCNEAOBATENHH NMOBUILEHHA HA TPAHCAMHHA3HTE

(=3 x ropxara rpasnua Ha Hopmata [ULN)). I1pu 3anourane Ha tepanua ¢ Ko-Possepa Tpsabea na ce
M3BbLPLUBAT YepHOAPOOHH PYHKLIMOHANIHK H3CcaeaBaHUA (BxK. Touka 4.8).

Paca
QapMaKOKHHETHYHHUTE NPOYUYBAHHA MOKA3BAT NOBUIUABAHE HA €KCNO3WMLMUATA HA PO3YBACTaTHH MPH
JTALA OT a3HaTCcKaTa, B CPaBHEHHE C JIMLA OT KaBKa3KaTa paca (BxX. Touku 4.2, 4.3 u 5.2).

[lpoTeasHy HHXUOUTOPH
HabnionaaHa € noBHLLEHA CUCTEMHA EKCIIO3KLIHA Ha pO3yBacTATHH MPH JiMLia, MOJy4aBaLy
€/IHOBPEMEHHO PO3YBACTATHH H Pa3IMYHHU NPOTEa3HU UHXUOUTOPH B KOMOHUHALIUA C PUTOHABHP.
Tpabra na ce B3eMe NpeaBUI KAKTO MON3aTa OT NOHWKABAHETO HA JIMIMMANTE Ype3 NPUNOKEHHE Ha
po3yBacTaTuH npu XHUB nauuenTy, nofyyasauiy npoTeasHH HHXHOUTOPH, TAKA U BH3MO
NOBHULUIEHHU NNa3MeHH KOHLEHTPALUMH HA pO3yBACTATHH NPY 3aMNO4YBaHE U MOBUILIABAH
PO3YBACTATHH IPH NTALUEHTUTE, TPETHPAHH C NpoTea3Hu HHXUOuTOpU. EAHOBpeme
C MpOTEea3HH HHXMOUTOPH HE Ce MpenopbyuBa, OCBEH C/IE/ KOPUTHpaHe Ha 103aTa
(BXK. Toukd 4.2 1 4.5).

HuTepcTrHuranHa 6enoapodHa bonect




Mma cboBbieHuns 3a M30JHpaHy clly4an Ha HHTEpPCTHUHATHA Deto1pobHa OOMECT NpU HAKOU CTATHHM,
0CODEHO NPH NPOABLIKUTENHA Tepanus (BxK. Touka 4.8). [lpeacraBennTe XapakTepHHu nposBH Morar
Na BKJIKOYBAT AMCIHEA, HENPOAYKTHBHA KaUUTHLA M BIOLIABAHE HA OOLIOTO 34PaBOCIOBHO CbCTOAHHE
(yMopa, 3aryda Ha Terj0 ¥ NOBHLIEeHa TEMNEPATYpa). AKO Ce NMOA03HPA, Y€ MALHEHTBLT € Pa3BUIl
HHTEepCcTHUWATHA OenoapobHa SonecT, ISYEHHETO Che CTATHH TpAOBa Aa ce NpeyCTaHOBH.

3axapeH auader

Hsakon naHHU NoKa3BaT, Y€ CTATHHUTE KATO KNac MOBHIIABAT KPbBHATA 3aXap W NP HAKOHW MALUEHTH,
H3JI0KEHH HAa BUCOK PUCK OT pa3sBMTHE HA AWADET, MOXKE 1a AOBEAT N0 ChCTOSHHUE HA
XUEPTIIMKEMHS, NPH KOETO € NOAXOAALIC MPUIOKEHHETO Ha CHOTBETHHTE PHIKHA KaTO NpH anader.
To3u puck, obade, ce KOMNEHCHUPA OT NMOHHKABAHETO HA CHAOBUA PHCK NPH CTATUHUTE U
CIENOBATENHO He TpadBa Aa Obae NpUYKMHA 3a CIMPAHE Ha JIeueHUETO Che cTaTuHU. [laumenTure,
H3/TI0KEHHW Ha PUCK (TA0Ko3a Ha rnaaHo 5,6 ao 6,9 mmol/l, vHaeke Ha TenecHara maca

UTM > 30 kg/m?, noBvUIEHH TPHIIKLEPHIH, XUITEPTOHMA ), TPAOBA Aa ce NPOCAEAsIBaT KAKTO
KITHHUYHO, TaKa H OMOXMMHUYHO, B CbOTBETCTBUE C HALUMOHAIHUTE PLKOBOICTRA.

B npoyusaneto JUPITER, aoxnageanara obuia yecrora na saxapen auader e 2,8% npu posyBacTaTHH
n 2,3% npu nnauedo, Hali-Beye NpH MaUMEeHTUTE C MI0KO3a Ha rnaaHo 5,6 1o 6,9 mmol/l.

Oubpatu

Be3zonacHocTTa U ePUKACHOCTTA Ha €3eTUMUD, NpUnoxeH ¢ (pudpaTH, He ca YCTAHOBEHH.

AKO ce NnoJo3Kpa XoeIMTHa3a npy nauuedT, npuemaul Ko-Possepa u dpenogudpar, ca nokazanu
H3CJIeABAHMA HA dKITbUHHUSA MEXYP, a Ta3u Tepanus TpadBa 1a Obae npekpareHa (Bx. Touku 4.5 u 4.8).

AHTHKOATYIAHTH

Axko Ko-Po3gepa ce nobara kbM BapdapuH, Apyr KyMapHHOB @aHTHKOATYJIAHT X GAyHHAHOH, TpsaOBa
Aa ce MpoceasBa NOAXOAS0 MEKIYHAPOAHOTO HOpMAM3HPaHo cboTHoweHyue (International
Normalised Ratio, INR) (Bx. Touka 4.5).

TEXKH KOXXHH HEXENAHH peakunu

IIpn neyeHne ¢ po3yBacTaTHH Ce ChOOLLABA 32 TEKKH KOMKHHU HEXENaHH peaKUHH, BIJIIOYBALUK
cungpom Ha Stevens Johnson (SJS) u nekapcTBeHa peakumns ¢ €03HHODHUINA U CUCTEMHH CHMIITOMMH
(DRESS), konTO MOXe 1a ca XXMBROTO3acTpallaBaluy Win ¢ nertajied uxoa. Ilpu npeanucBaHero Ha
JIEKApCTBEHHA MPOAYKT MauueHTruTe Tpadsa ga ObaaT HH(OPMHPAHH 3a MPU3HALMTE H CHMIITOMUTE
Ha TEXKKH KOXKHH peakuud u 1a ObaaT HabaoaaBaHu ¢ NOBHLUEHO BHHMaHHe. AKO C€ NOoABAT
NPHU3HALIK H CUMITTOMY, MOKA3aTENHH 3a Ta3H peakuus, npuiaoxeHueTo Ha Ko-Po3ssepa TpadBa
He3abaRHO Na e NMPEeYCTAHOBH H 1a ¢e OOMUCIIH aNTEePHATUBHO NEUCHHE.

AKO NauHeHTbT € pa3BUI1 CepHO3HA peakuus, kato Hanpumep SJS wan DRESS npu ynorpebara na
Ko-Po3Bepa, neuenuero ¢ Ko-Po3pepa He TpabBa HUKoOra fa ce noJHOBABA NPH TO3W MALMEHT.

[IomoliHM BeLlecTRa
Ko-Po3eepa chabpika nakrosa. [lauMeHTUTe ¢ peAKH HACIEACTBEHU npobneMu Ha HEMOHOCUMOCT KbM

ranaKTo3a, TbJeH AaKTa3eH AePHUNT WK NTIOKO30-TalakTo3Ha Manabcopbuns He TpadBa aa npyuemar
TOBA JICKAPCTBO.

Ko-Po3eepa ¢cbhabpka no-manko ot 1 mmol HaTpuit (23 mg) Ha TabneTka, T.€. MOXKE 112 Ce KaxKe, 4e
MPAKTHYECKH HE CbAbPrKa HATPHH.

4.5 BiaumoneiicrBeue ¢ APYrd JEeKAPCTBEHH NPOAYKTH H APYrH GOopMH HA B3

[IpoTHBONOKAa3aHH KOMOUHALMU:

[uxrocnopun: Ko-Po3Bepa € npOTHBONOKA3aH NPY NAUKEHTH, NMOAYYaBall €1
LMKITOCAOPHH (B2K. TouKa 4.3). 1o BpeMe Ha € AHOBPEMEHHO NIEYEHHE C PO3YBaC
croiiHocTHTe HA AUC Ha po3yBacTaTHH €& CPEAHO 7 ITbTH NMO-BUCOKH OT Te3U, HAK



3pasy nobporonuM (Bxk. Tabnuua 1). ETHOBpEMEHHOTO NPUAGIKEHHE HE MOBIHABA UIA3MEHUTE
KOHLEHTPAUXU HA LHKIOCTIOPHH.

B npoyuraHe Ha oceM nauneHTH ¢ ObOpeyHa TpaHCILIaHTALHA, YHHTO KPEATHHHHOB KNUPBHC € HaA
50 ml/min npv crabunxa n03a UKKAOCTIOPHH, eAWHMYHA 103a oT 10 mg esernmud Boau ao 3,4-xkpatHo
(ananasoH ot 2,3 Ao 7,9 nbry) yBenuuenue Ha cpeanata AUC 3a oOums e3eTHMUO B cpaBHEHME ChC
3ApaBa KOHTPOJIHA NONYyJalLKus OT Apyro npoyuyerane (n=17), KoaTo noay4asa camo €3eTUMHO. B apyro
Npoy4BaHe nauHUeHT ¢ 6OpeuHa TpaHCNnaHTauus, ¢ TEXKO ObOpEeUHO yBpeKAaHe, KOUTO MOiy4aBa
LIMKTOCTIOPHH U MHOXKECTBO IpYTH MEAMKAMEHTH, NOKa3Ba |2 MbTH No-rosigmMa €KCIO3HLMA Ha ODLIHA
€3eTUMHO B CPABHEHME CbC ChITBTCTBALUMTE KOHTPOJIH, NONYyYaBaLy caMo e3eTuMHO. B kpbeTocaHo
NpOy4BaHe ¢ ABa Nepuoaa npy |2 3apasy 1MUa AHEBHOTO NPUIOKEHHUE HA e3eTUMHO 20 mg B
npoAbkeHHe Ha 8 AHU ¢ earMHnyHa Ao3a oT 100 mg uvkiocnopuH B Jlen 7 Boau A0 cpeaHo 15%
yBenuueHue Ha AUC na unwiocnoput (ananasol ot 10%-Ho HamaieHue 10 51%-Ho yBenyeHne) B
cpaBHEHHE ¢ eAMHUYHA 1034 oT 100 mg urMknocnopuH, npuaaras camoctoatenHo. He e nposexaano
KOHTPOAHPAHO MpOoy4BaHe 3a eeKTa Ha €JHOBPEMEHHO MpHUJiaranys e3eTHMHO BbPXY €KCTIO3HLMATA
Ha LHKJIOCIIOPHH NpH NauueHTH ¢ 6b0peuHa TpaHcnnaHTauys.

HenpenopsnuurenHy koMbuHalu1u:

Ipomeaznu unxubumopu. Bbnpeku, 4e TOYHHAT MEXAHH3IbM HA B3IAUMOAEHCTBYE HE € HIBECTEH,
eIHUBPEMEHHOTO NPHIOKEHHE C MPOTEA3HM HHXHOUTOPH MOXKE PA3KO 12 MOBUILM EKCIO3ULIMATA HA
po3yBacTaThH (BK. Tabnuua 1). Hanpumep, BbB (hapMaKOKHHETHYHO MPOYYBAHE €AHOBPEMEHHOTO
npuaokenue Ha 10 mg po3yBacTaTUH U KOMOMHHpaH NpPOAYKT Ha ABa MpoTeasHn HHXHOUTOpa

(300 mg arazanasup/ 100 mg puTOHAaBUP) NpH 3ApaBU JOOPOBOILMU CE CBBP3BA € NPUOIUIHUTENHO
TPUKPATHO W CEAEMKPATHO MoBHltaBaHe CboTBETHO HA AUC 1 Cyax Ha pO3yBacTaTHH B PABHOBECHOTO
CBHCTOAHUE. EAHOBPEMEHHOTO NMPUNOKEHUE HA PO3YBACTATHH U HAKOW KOMOWHALIMK HA MPOTEA3HUTE
HHXHUOHTOpH MOXeE 1A C€ MMa NMPEABUI CNEl BHUMATENHA NPELIEHKA HA KOPEKLHHTE Ha 103aTa Ha
pO3YBacTaTHH, 6a3upaHK Ha OYAKBAHOTO MOBHLIABAHE HA €KCMNO3IMLMATA HA PO3YBACTATHH (BXK. TOMKH

42,44un45 Tabnuua |).

Huxubumopu na mpancnopmeprume npomeunu: Po3yBacTaTHH € cyOCTpaT Ha onpeacneHH
TPAHCNOPTEPHH MPOTEWHH, BIUIKOUKWTEIHO Ha TPAHCNMOPTEpa Ha YepHoapoOHoTO 3axBauiade CATPIBI
u epaykcHans TpaHcnoptep BCRP. EaHoBpeMEeHHOTO NPHIOKEHHE Ha pO3YBACTATHH C 1€KAPCTBEHH
NPOAYKTH, KOUTO Ca HHXHOHTOPYU Ha TE€3H TPAHCNOPTEPHH NPOTEHHN MOXKE 1a JOBEAE 10 NOBHLUEHH
MJa3MEHH KOHLIEHTPALWH Ha PO3YBAaCTaTHH W MOBHMIUEH PHCK OT MUorNaTus (Bxk. Toukud 4.2, 4.4 u 4.5
Tabnuua 1).

Pubpamu.: EQHOBpEMEHHOTO NPHNOKEHHE HA PO3YBACTATHH H reMPUOPO3HA BOAH NO NABYKPATHO
nosyiaBaHe HaA Crnax U AUC Ha po3zyBacTaTvH (BXK. TO4Ka 4.4).

B3 ocHOBa Ha JaHHUTE OT CMEUU(PHUYHH NPOYYBAHUA 33 B3aHMMOAECHCTBUATA, HE CE O4AKBa
(dhapMaKOKHHETUHHO 3HAYUMO B3aUMOAeUcTBUE ¢ (heHOGUOPAT, BHIIPEKHU e MOXeE [a HACTBIM
¢dapMakoaMHaMHUUHO B3auMoaekcTaHe. ['empudpo3un, heHodpubpar v npyru ¢hpudpaTu noeuiilaBar
pUCKA OT MHOIMATHA, KOraTo ¢ npuiaraTr e IHOBpeMeHHO ¢ UHxubuTopy Ha HMG-CoA peaykrazara,
BEPOATHO Nopaau Gakra, ye MOCNeJHUTE MOraT Ja Npeau3BUKaT MHUONATHA U NPHU CAMOCTOATEIHO
npunoxeHue. Jlozata or 40 mg/10 mg e nporuBONOKa3aHa nNpy €¢AHOBPEMEHHO NPHIIOKEHHE Ha
dubpat (BxK. ToukH 4.3 U 4.4). Ilpy Te3u nauneHTH NeueHUETO CbLLO Taka TPAOBa Aa 3anouHe ¢ jJ103aTa

OT 5 mg.

[pu mauueHTH, KOMTO noy4aBat peHopubpar u ezeTuMud, nekapute TpadBa 1a Cae
Bb3MOXKHUA PUCK OT XOJIENNTHA3A K 3aD0/IsBaAHE HA KNBUHUA MEXYP (BXK. TOUKH A 35

AKO Ce MoAo3Mpa HATUYHE HA XOJIENUTHAZA NPH NAUUEHT, KOHTO NOy4vasa €3 1 g thol
ca NMoKa3aHW U3CAEABaHHUA HA JUTbYHMSA MEXYP M Tazu Tepanua Tpadsa aa ce rnf y% ARGEP
4.8).



EanospemMennoro npuioxente Ha peHodpuOpaT nau rempniépo3nn yMepeno noBHIiasa ofara
KOHUEHTpaUHs HA €3eTHMHO (choTBeTHO npndausnTeaHO 1,5- v 1,7-kpaTno). EanoBpemenrHOTO
NPHAOKEHHE HA €3eTHMHO ¢ ApyYrn guOpaTH He € NPOYUEHO.

DubpatHTe MOraT Ja YBENMYAT eKCKPELUMATA Ha XONECTEPO.Ia B HTbUKATA, KOETO BOAH N0
XofennTHaza. B npoyuBaHus npu »KUBOTHU e3eTUMUO NOHAKOra NOBHILIABA XONECTEPONA B HTBLYKATA
Ha #UTbYHHS MEXYP, HO HE MPH BCUYKHU BUAOBE (BXK. TO4Ka 5.3). He Moxe 1a ce U3KITIOUU NHTOreHeH
PUCK, CBbp3aH C TepaneBTHYHATa ynotpebda Ha e3eTHMHO.

Dy3udosa xuceauna: PUCKBT OT MHOMATHA, BIJTIOUMTETHO pabIoMHONN3a, MOXKeE [a CE MOBHIIH MPH
€/THOBPEMEHHO MPUIOKEHHE HA CUCTEMHA PY3MA0BA KUCEJIMHA CbC CTaTUHH. MeXaHu3MBT Ha TOBa
B3aHMOACHCTBHE (HE32BMCHMO OT TOBa AAIM € hapMaKoAMHAMHUYEH WK (apMaKOKWHETHYEH, WK H
ABETE) € BCE OlUE HEU3BECTEH. MMa chobLueHus 3a ciydau Ha pabaoMuonn3a (BITIOYHTENHO ¢
NETaneH U3X0R) NPH NALKMEeHTH, NPHUEMaLLIY Ta3uH KOMOUHAUMSL.

AKO ne4eHHeTo ¢ Qy3ua0Ba KMUCEIHHA € HeoOX0MUMO, TEYEHHETO C PO3yBacTaTHH TpabBa aa ce
NMPEyCTaHOBHU Npe3 LENUsA NEPUOA Ha NedeHue ¢ Py3naora kucenrHa, Buxre cbuwo Touka 4.4,

Hpvyru B3auMoaeHCTBUA:

Anmuayuou: ENHOBPEMEHHOTO NPHWIOKEHHE Ha aHTHALM/ HAMANABRA CKOPOCTTA Ha abcopOums Ha
€3¢TUMHO, HO He MOBJIMABA BHOHANHYHOCTTA Ha e3eTUMHO. Tasu HamaneHa ckopocT Ha abcopOuusa He
CE CUHTA 34 KJIMHHYHO 3HAYMMA,

EnHOBpEMEHHOTO NPHIIOKEHHWE HA PO3yBACTATHH € aHTHALMAHA CYCMEH3HSA, ChAbPIKALIA ATYMHHHI U
MarHe3neB XWAPOKCHI, BOAH 10 HAMAICHUE Ha MJ1a3MEHAaTa KOHLUEHTpALMs Ha PO3YBACTATHH C
npubnusutenno 50%. Tosu edekt ce cMekuaBa, KOraTo aHTHALIMALT Ce Mpuiara 2 yaca clesl
po3yBacTaTHH. KNHHHYHOTO 3HayeHHe Ha TORA B3aMMOJACHCTBHE HE € MPOYYEHO.

Anmuxoazyasawmu: ENHOBpEMEHHOTO NpUaokeHHe Ha €3eTuMub (10 mg BeaHBIK AHEBHO) HE
[MOBJIMABA 3HAYUTENHO ODHOHANMYHOCTTA Ha BapPapuH 1 NPOTPOMOUHOROTO BpEME B NPOYUBAHE HA
ABaHAaJeceT 3paBH Bb3pacTHH Mbxe. UMa obave noCTMApKEeTHHIOBH CHOOLLIEHHS 32 NOBMLLEHO
MEXAYHapOAHO HOpMallH3UWpaHo choTHOWEHHE (INR) npn nauneHTH, npu KOUTO €3eTHMHO € nobGaBeH
KbM Bap(apyH WK QIyHHAHOH. AKo ce fobasa e3eTHMHO KbM BapdapHH, APy KyMapHHOB
aHTHKOAryfnaHT Wik gayunanoHn, INR tpabea na ce npocnenssa no noaxonsug Ha4uH (Bxk. Touka 4.4).

Kaxto npun apyru nuxubutopn Ha HMG-CoA peaykraszara, 3aro4yBaHeTo HA JI€YEHHETO WK
MOBHLUABAHETO HA N03aTA Ha PO3yBacTaTHH NPH MaUMEHTH, JIEKYBaHHA €IHOBPEMEHHO C AHTArOHHCTH
Ha BUTaMHH K (Hanp. Bapdapuu uiu Apyr KyMapMHOB aHTHKOAryJ1aHT) MOKe Na AOBEAE A0
MOBHULICHHE HA MEXKIYHAPONHOTO HOpManu3upaHo croTHoweHHe (INR). I[pekparapaneTo Ha
JICYEHHETO WM MOHWXKABAHETO Ha 203aTa pO3yBacTaTHH MOXeE aa gqoseae 10 HamaneHue Ha INR. Tpu
TaKHBa CIyHan € KenareSHO noaxoaauo Movutopupate Ha INR.

Epumpomuyun: EAHOBPEMEHHOTO NPUNOKEHUE HA PO3YBACTATHH H EPHUTPOMHLIMH BOAH 1o 20%
HamaneHue Ha AUC 1 30% Hamanenue Ha Cra Ha po3yractaTHH. ToBa B3auMOAeHCTBHE MOXKeE Ja €
NMPEAH3IBUKAHO OT MOBHULLECHUSA YPEBEH MOTHJIMTET, MPUUUHEH OT EPHTPOMHULIMH.

Enzumu om cucmemama na yumoxpom P450: Pesyntatute OT in vitro u in vivo npoyuBaHus NoKa3Bar,
4ye PO3yBACTATHH HE € HUTO HHXUOUTOP, HUTO HHAYKTOP HA LUTOXPOM P450 nzoensumute. Ocsex
TOBA, PO3YyBacTaTHH € Ciab cyOCTpar 3a Te3u u3oeH3MMU. CnenoBaTesiHo, HE C€ OYAKBAT JIEKAPCTBEHH
B3aUMOREHCTBHA KATO pe3yaTaT oT uutoxpom P450-meaunpan merabonussM. He ce wabmoaasar

KJIHHHYHO 3HaUHMH B3aUMOACHCTBUA MEXKAY PO3yBacTaTHH U UTykoHa30a (MHXHOUTOREAE
CYP3A4) nnu keroxoHazon (MHxuGuTop Ha CYP2A6 n CYP3A4). ‘ﬁ;\'\

-
lere

B npeakayHH4HU NPpOyYBaHHA € J0Ka3aHO, Ye e3eTUMHO He HHayLuHupa MeTabon
uutoxpom P450 ensumn. He ca nabniogaBaHu KIMHUYHO 3HAUYMMH (DapMAaKOKH
B3aUMOAECHUCTBUSA MEKAY €3eTUMUD U NEKAPCTBA, 32 KOUTO € U3BECTHO, Y€ CE Me




urroxpomute P450 1A2, 2D6, 2C8, 2C9 u 3A4, unu N-auetunrpaHcdepasa.

Koaecmupavurn: EAHOBPEMEHHOTO NPHAOMKEHHE HA KONECTHPAMHWH HaMagBa cpeaHarTa nioLl noa
kpusara (AUC) Ha oOwus e3eTumMuUD (e3eTuMiub + e3eTHMHO-rnoKypoHHA) ¢ NpHOAn3HTENHO 55%.
[TocTeneHHOTO NOHKIKABAHE HA XOJECTEPONa B NUNONPOTEHHUTE ¢ HUCKA MAbTHOCT (LDL-C),
ABIKALIO Ce Ha J00ABAHETO HA €3eTHMHO KbM KONeCTHpPaAMHH, MoXe da Obae HamaneHo OT ToBa
B3auMoaeHCTBHE (BXK. TOUKA 4.2).

Huzoxcun: Bb3 OCHOBA HA JaHHUTE OT crieMPHUHK NPOYyUBaHHA 3a BIAUMOAECUCTBHATA HE CE OUAKBAT
KIWHUYHO 3HAYHMH B3aUMOACHCTBHUSA ¢ AUTOKCUH.

Iepoparnu konmpayenmusu/xopmonozavecmumenna mepanus (X37): EAHOBpeMEHHOTO
MPUAOMKEHWE Ha pO3YBACTATHH H NMEPOPANECH KOHTPALENTHB BOAH A0 yBesinueHne Ha AUC Ha
eTHHUIECTPAAHOI U HOprecTpen, ChoTBeTHO ¢ 26% n 34%. Te3n noBruieHu niasmedy HUBa Tpadea
Ja ce UMaT NMpeaBu, KOrato ce U3dupat N03UTE Ha NEPOPAIHUTE KOHTpaLUenTHBH. Hiama
(hapMaKOKHHETHUYHH JAHHH 34 NAUMEHTH, KOUTO NMPHEMAT €AHOBPEMEHHO PO3yBacTaTHH U X3T u
nopaaM Tosa, NoaobeH eQeKT He MOXKE Aa C€ U3KI0UH. Tazn koMOMHauKHa 0baye e LHPOKO
npuaaraHa npy *eHW B KIHHMMHH H3NKTBAHHA H € A00pe MOHAacqHa.

Bzaumooeticmsus, uzuckeauju kopexyuu Ha o0o3ama Ha pozyeacmamun (exc. cwvuyo Tabauya 1):
Koraro € HeoOX0AWMO [a ¢e NPUI0KHU €AHOBPEMEHHO PO3YBACTATUH C APYIH JIEKAPCTBEHH NPOAYKTH,
33 KOMTO € U3BECTHO, Y€ YBEJIMUYABAT €KCNO3HLMATA HA PO3YBAacTaTHH, A03aTa HA PO3YBACTATUH
TpsabBa ga ce kopurupa. Heobxoaumo e aa ce 3ano4xe ¢ 403a OT 5 Mg BEAHBK AHEBHO PO3YBaCTaTHH,
aKO OYaKBaHOTO yBeauueHUE Ha ekcnozuuuaTa (AUC) e npuban3nTenHo ABYKPATHO MK MO-FONSMO.
MakcumanHaTta AHEBHA 103a Ha po3yRacTaTHH TpaOBa xa Obiae KOpUrHpaHa Taka, Y€ OYaKBaHara
€KCMO3HULIMA Ha pO3YBAaCcTaTUH Aa He MpeByLiasa Ta3n Ha 40 mg npuerta 06€3 83aUMOAEHCTBALLH CH
NeKapCTBEHH MPOAYKTH, KaTo Hanpumep 20 mg no3a Ha po3ysBacTaTHH ¢ remududposun (1,9-kpaTHo
yBenuueHue) v 10 mg g103a Ha po3yBacTaTHH ¢ KOMOMHALMA HA aTazaHaBHp/pUTOHABHP (3, 1-KpaTHO
YBEJIUUECHUE).

Tuxazpenop: Tukarpenop Moxe aa nopause Ha 6bOpeuHaTa eKCKkpeuMa Ha po3yBacTaTHH,
yBEJIMUABAHNKHW pPHCKA OT HATPYNBAHE HA PO3YyBAcTaTHH. BLNPEKH Y€ TOUHUAT MEXAHH3IBM HE €
K3BECTEH, B HAKOH CJIy4an €IHOBPEMEHHOTO MPUJIOKEHHE HA THKArPEIOpP U PO3YBACTATHH BOAM 10
HamansBaHe Ha ObOpeqHaTa ¢pyHKkUHA, noBHwaBaHe HA HUBOTO Ha CPK u pabaomuonuza.

AKO ce HaGnonaBa nekapCcTBeH NpPoAyKT, kouTo noeuasa AUC Ha po3yBacTaTHH NO-Manko ot 2
MbTH, HaYalHaTa 103a He TpadBa Aa ce HaManaBa, HO TpADBA 1a ce BHMMABA, KO C€ YBEIHYM 103aTa
Ha po3yBacTaTuH Han 20 mg.

Tabnuua 1. EdekT Ha eqHOBPEMEHHO NpuNaraHy J€KapCTBEHHW MPOOYKTHU BbPXY €KCMO3HUMUATA Ha
posyBacTaTuH (AUC, npeacTaBeHa B HU3XOAALW PEA MO rojieMHHA) OT NMYOJHKYBaAHH KIIMHUYHH
U3NHUTBAHHA

[ToBuwsaraHe Ha AUC Ha pO3yBacTaTHH 2-KE&THD WJIH [OBYE OT Z-KEaTHD

J1030B peHUM Ha B3aMMOAEHCTBALLOTO H030B pexkMM Ha po3yBacTaTHH [Tpomsaua B AUC Ha
JIEKapCTBO po3yBacTaTHH
CodocOyBup/Bennaracsup/ 10 mg, eaMHKMuHA n03a 7,4-kparto T

Bokcunanpesup (400 mg-100 mg-100
mg) + sokcunanperup (100 mg) Beanbx
AHEBHO B NPOABbAXKEHUE Ha |5 aHU

Lluxnocnopud 75 mg L oo 200 mg 10 mg BA, 10 aun
U1, 6 meceua

Hapoayramua 600 mg JUI, 5 anu 5 mg, eAMHH4HA ao3a
Peropadpenut 160 mg, B/, 14 anu 5 mg, eAMHHUMHA J03a

AtazaHasup 300 mg/putoHaeup 100 mg 10 mg, eanHnuna no3a
B/, 8 a11u
Bennaraceup 100 mg B/ 10 mg. eanHuuna nosa




OmOuTacBup 25 mg/napuranpeBup 5 mg, eAMHH4Ha 103a 2.6-kparHo T
150 mg/puTonasup 100 mg B/
nacadbyeup 400 mg /1, 14 anu

I'pazonpesup 200 mg/endacanp 50 mg 10 mg, eanHuuHa no3a 2.3-kpaTHO 1
B, 11 quwm

I"nekanpesup 400 mg/nubpeHTtaceup 5 mg BJ1, 7 anu 2,2-kpatHo T
120 mg B/1, 7 aum

JlonnHasup 400 mg/puronasup 100 mg 20 mg B/, 7 aumu 2.1-kpatso T
I, 17 auu

Knonuaorpen 300 mg HatoBapeatua 20 mg, eaAMHUYHa 1033 2-kpatHo 1
J03a, nocaeaBaHa oT 75 mg Ha 24 vaca

["'em@ubpoznn 600 mg /U1, 7 auu 80 mg, eAMHHYHA f03a 1,9-kpaTHO
ITo-manko ot 2-kpaTHo yBeaK4YenHe Ha AUC Ha po3yBacTaTiH

H030B pexxuM Ha B3auMoaencTBawloro 10308 peKHM Ha po3yBacTaTHH Ipomsna B AUC Ha
JIEKapCTBO pO3YBACTATHH
Entpom6onar 75 mg B/1, 5 v 10 mg, eaMHHYHA N03a 1,6-kpatho T
HapyHasup 600 mg/puronasup 100 mg 10 mg B/I, 7 auu 1,5-kparHo T
JUL, 7 nHu

Tunpanaeup 500 mg/putoHasup 200 mg 10 mg, eanHuuHa noza ],4-kparuo T
JUL 11 aum

Hpoueaapox 400 mg /I He ¢ HanuueH |,4-kpaTHo T
Hrpakonazon 200 mg B/1, 5 aum 10 mg, eavHnyna n03a | ,4-kpatho T
Eszetumu6 10 mg B/JI, 14 nun [0 mg, enuuuuna qo3a, 14 aum 1 2-kpatho T
HamanaBane na AUC Ha polyBacTaTHH

Ho308B pexxuM Ha B3aHMOAECHCTBALLIOTO 0308 pexxvm Ha pO3yBacTaTHH [IpomsaHa 8 AUC" Ha
JIEKapCTBO pO3yBacTaTHH
Epurpomuuun 500 mg YU, 7 auu 80 mg, equHHUHA N03a 20%
Batikanun 50 mg TJI, 14 aun 20 mg, eqMHUYHA 1033 47% 4

* lanHHTE, NPEeACTABEHU KAaTO X-KpaTHA NPOMSAHA, NPEACTABAABAT NMPOCTO ChOTHOLUEHHUE MEXAY
€IHOBPEMEHHOTO H CAMOCTOSTENHOTO NMPUNOKEHUE Ha po3yBacTaruH. laHHuTe, npeacraBeHy

Kato Y%-Ha NnpoMsaHa, npeactaenassaTr %-HaTa pa3idKa, OTHECEHA KbM CAMOCTOATEAHOTO MPHNOKEHHE
HA pO3YyBaCTaTHH.

VBeanueHneTo e nokazaHo kato "T", namanenueto kato "4

""HaAKOJIKO Npoy4BaHuUA 3a B3aUMOIEHCTBHLTA Ca NPOBEAEHH C PA3IHUHA JO3UPOBKA HA
pO3yBacTaThH, Tabavuara noka3sa Hal-3HAUUMUTE CHOTHOLLEHHA

AUC — nnow noa kpueara, BJ] = Beguwx aHeBHo; I/ = asa mbty aHeBHO; TJ] = TpY NBTH AHEBHO;

L1.!1 = YETHPH NbTH [IHEBHO

CleaHNUTE NEKAPCTBEHU NMPOAYKTH/ KOMOUHALMK HE Ca MANH KJIMHHYHO 3HaunM edekT BbpXxy AUC
Ha PO3yBACTATHH NPH €IHOBPEMEHHO npuiokeHue: Anerauraszap 0,3 mg 7 AHH no3upate;
Menodnbpar 67 mg TH, 7 auu; Gayxonazon 200 mg B/I, 11 auu; PozamnpeHasup

700 mg/putonasup 100 mg I, 8 auu; Ketokonazon 200 mg JI/1, 7 auu; Pudamnuunu 450 mg BJ1, 7
aHK; CunumapuH 140 mg T, 5 aHu.

B KAHMHWYHU MpoyuBaHWg 3a B3aUMOASHCTBHATA €3eTHMUO HE MOBIHABA (PApMaKOKUHETHKATA Ha
AarncoH, JeKCcTpoMeTop¢aH, AMNOKCHH, MEPOPATHU KOHTPALENTHBH (€THHHUIECTPAIHON H

NEBOHOPrecTpen), rMUMU3UA, TONOYTAMUI WX MUAA30aM 10 BPEME HA €THOBPEMEHHO NPHIIOKEHHME.
LluMeTnauH, NpUNIOXKEH € JHOBPEMEHHO C €3¢TUMUD, He NoBAUABA OHOHATMYHOCTTA Ha e3eTUMUD.

4.6 DepTHAHTET, OPEeMEHHOCT N KbpMEHE

Ko-Possepa ¢ npoTUBONOKa3aH No BpeMe Ha OpeMEeHHOCT U KbpMeHe (BX. TOUKa




bpemeHHoOCT

Kenute ¢ nerepoaeH noreHUMan TpadBa 1a npuiarat NOAXOAALULH KOHTPALENTHBHA MEPKH.

T KaTO XONeCTEPOABT U APYTHTE NPOAYKTH OT DHOCHHTE3A HAa XOAECTEPO.a ¢a OT ChUIECTBEHO
3HAaYEeHHE 33 Pa3BHTUETO Ha MJI04a, MOTEHUMAJIHUAT pHCK OT HHxHOMpaHe Ha HMG-CoA peaykrasara
MPEeBb3X0XAa NPEAHMCTBOTO HA JICHEHHETO NO BpeMe Ha OpeMeHHocT. [IpoyuBaHUaTa NPH >KUBOTHH
NpeJoCTaBAT OrPaHUUEHH JaHHK 3a penpoAYKTHBHa TOKCHYHOCT (BX. TOUKa 5.3). AKO NauMeHTKaTa
3abpeMeHee No BpeMe Ha ynoTpebaTa Ha TO3M NMPOAYKT, JICUEHHETO TpAOBa Aa ce NPEyCTaHOBH
He3abaBHO.

JIuncear KIMHHYHY JaHHHU 3a ynioTpedarTa Ha e3eTHMHO no BpeMe Ha OpeMeHHOCT. [IpoyuBanusaTa npu
KHBOTHH 3a ynotpebara Ha e3eTHMHO MPH MOHOTEPANNUA HE NOKA3BaT JaHHH 3a NPEKH UJIH KOCBEHH
BpeaHH e(peKTH BBPXY OpeMeHHOoCTTa, eEMOpPHO-PETaNTHOTO pa3BUTHE, PaXKAAHETO HITH NOCTHATAITHOTO
pa3BUTHe (BK. TOUKa 5.3).

KspmeHe
Ko-Po3sepa He TpadBa aa ce npuaara no BpeMe Ha KbpmeHe. Po3yBacTaTuH ce eKCKpeTUpa B MIISIKOTO
HA MIbXoBe. JIMNCBAT 1aHHHM 32 EKCKPELIMATA B KbpMaTa 1Py Xopa (BxK. To4Ka 4.3).

[IpoyuBaHusi BLPXY IUTbXOBE MOKA3BaT, 4e e€3¢eTUMHUOD ce oTaens B MalurMHOTO MAAKo. He e nasectHo
Ranu e3eTHMHD Ce OTAens B KbpPMaTa NpH XOpa.

DepTUIHTET

JIuncBaT JaHHHW OT KIIMHWYHY W3MUTBAHUA 33 €PEKTUTE HA €3€TUMUO BBPXY PEPTUNUTETA MPH XOpa.
E3eTHMHO He noBnansaBa PepTUANTETA HA MBIKKH HWIIH XKEHCKH TUTBXOBE, PO3YyBaCTATHH MPH MO-BUCOKH
A03H NOKAa3Ba TECTHKYJIAPHA TOKCUYHOCT [PH MAHMYHH U Ky4eTa (BXK. TOUKa 3.3).

4.7 EdexTH BBpXY cnocobHocTTa 32 topHpaHe H padoTa ¢ MALIHHH

He ca npoeeskaaHu NnpoyuBaHus 3a onpeac/sHe Ha edeKTa Ha po3yBacTaTHH MUITH €3€TUMHUO BLPXY
cnocoOHocTTa 3a WwodurpaHe 1 paboTa ¢ MallMHKH. Bbnpeku ToRa, nNpu wogupade Wax padoTa ¢
MalliMHH TpSOBa Aa € UMa TNpeasul, 4e nMa ChoOLIIEHHS 3a 3aMasHOCT.

4.8 HexenaHnu 1eKapcTBeHH PeaKIHH

- Muoro uectu (= 1/10)

- Yectu (= 1/100 no < 1/10)

- Heuectu (= 1/1 000 oo < 1/100)

- Peaku (= 1/10 000 no < 1/1 000)

- Mnoro peaxu (< 1/10 000)

- C HeuzBecTHa 4ecTOTa (OT HATHYHHWTE JaHHH HE MOKE Aa ObI¢e HamnmpaBeHa OLUIEHKA)

O606uieHne Ha npoduia 3a 6€30nacHOCT

Heskenannre peakuuu, HabnoaaBaHu NpU po3yBacTaTUH, OOMKHOBEHO ca nexu ¥ npexoaHy. [pu
KOHTPOJIMPAHHUTE KIMHHWUYHH H3MUTBAHUA NO-MANKO OT 4% OT NALKEHTHUTE, IEKYBAHH ¢ PO3YBACTATHH,

€a NpEYCTAHOBHUIIH YHACTHUCTO CH NCPadn HCXKCAdHH PCAKLIMA.

[TpodunbT HA HEKENAHUTE PEAKLIMHK 3a PO3YBACTATUH C€ OCHOBABA HA JAHHH OT KIMHHYHH
MPOYyYBaHMA K GoraTt onuT clieA MyCKaHeTO Ha nasapa. Hexkenanure peakuuu 3a €3eTuMud ca
Ha0/10AaBaHW NPH NALKEHTH, NeKyBaHH C €3eTuMHO (N=2 396) u npu no-ronama ., 5

npu nnauebo (N=1 159) unau npy nauneHTH, NEKYBAHH C €3€TUMHO, €AHOBPEMEHHS
cratud (N=11 308) u npu No-rosigMa 4ecToTa OTKOMKOTO MPH CAMOCTOSTENHO n ; ;\-
(N=9 361). [locTMapKETHHTOBUTE HEXKEaHU peaklUH 3a €3eTUMHD ca nmyqe

!--.
e3eTUMUO, npunaraH caMOCTOATENHO MK CbC CTATHH. = (& ;,. M e
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Tabnuua 2. Hexenanyd peaxuny Bb3 OCHOBA Ha NAHHUTE OT KJIIMHHYHHA NPOYYBAHHA H

NOCTMAPKETHHIOBUSA OMUT

XpaneHemo

Cucremo-opranen Hekeaanu peaku YecToTa
kjaac no MedDRA P PozyBacTaTHH Eietnmub
Hapywenus na kpvema C Hen3zBecTHa
vy P TpoMbounTOonenus Penku
u mprHama cucmema 4ECTOoTA
Hapywenusa na Peakuuun Ha CBPbX4YYBCTBHTENHOCT, Pe.ich
UMYHHAMA cucmemd BKJIFOYHUTENHO aHTHOEAEM
PeakuMK Ha CBPBLX4YBCTBHUTEIHOCT,
( HeW3BeCTHa
BIUIIOYUTENHO OOPUB, YPTHKAPUA W | —
yecToTa
aHaQHJIAKCHA
Hapywenusa na
eHOOKpUHHAMA 3axapen guaber’ YecT —
cucmemda
Hapywenun na
MemadoauImMa u HamaneH anetur - HeuectH

Hcuxuuynu napywenus

C HeHu3BeCcTHA

C HeunssecTHA

Hucnencud, ractpoesodareanta
pedaykcua bonect

Ienpecus
4ECTOTA YECTOTA
Hapywenui na ["nasobosine YectH HectH
HepeHama cucmema YecTH C Hen3BeCTHA
3aMasHOCT
4eCTOTA
[lonnxesponarus MHoro peiku —
3aryba Ha nameTt MHoro peaku —
C HeusBecTHa
[lepuepHa neBponarus —
4ECTOTA
HapyuweHua Ha cbHA (BKAOUMTENHO | C HEH3BECTHA
MHCOMHHS H KOLIIMapH) YecToTa
[lapecTesus — HeuecTH
C HeusBecTHA -
MHacTEHHA rpaBuc
4eCTOTA
Cvo08u napyuienus [‘opelir Bb/IHH, XHITEPTOHHS — HeuectH
Hapywernus na ouume C Heu3BecTHa
£ OuHa MHACTEHHA -
HECTOTA
Pecnupamopnu, 2pbOHU C Heu3BecTHA
pATOPRL, <p Kawnuua Heuectu
U MEOUACMUHATHY YyecToTa
HAPYUWIEHUR C HenzBecTHA C Hewn3BeCcTHA
JucnHes
4YEeCTOTA 4ECTOTA
CmomawHo-4pesHu Yectn C Heu3BeCTHA
KoHcTvnauus
HADYWEHUA YECTOTA
['aneHe YecTH Heuvectu
boska B kopema Hectn Hectn
C HeusBecTHA
[TankpeaTur Peaku
YECTOTA
C HensBecTHa
Huapus YectH
HECTOTA
CyxoTa B ycrara —
["acTput —
Darty eHuns —




Xenamobuwiuapiuu

[Tosuiuenun yeproapoOHH

Penxu —
HAPYULEHUA TpaHCAMHHA3H
KbateHuua MHoro peaku —
C HeuzBeCTHA
XEnaTur MHoTrO0 peaxH
YEeCTOTa
C HeHu3BeCTHA
XonenurHaza -
yeeToTa
C HeU3BeCTHA
XOJELUHCTUT —
yecToTa
Hapywenua nu [lpyputyc Heuvectu Heuectu
Koxcama u Ob6pus Heuvectu Heuectn
ROOCKONCHAMA MBKAH Y pTHKApHS HeuecTH HevyecTH
C HeHU3BECTHA
CuHapoMm Ha Stevens-Johnson —
yecToTa

Eputema myiarudopme

C HeU3BeCTHA

4eCTOTa
JlekapcTBeHa peakUus ¢ C HeUIRECTHA
CO3UHOPHUAHA K CUCTEMHH
cumnToMH (DRESS) Aeerord
Hapywenwt na Muanrus YectH YectH
MYCKYAHO-CKeAemHama Peaku C HeusBecTHa
CUCIEMA 1 Muonatua (BKJIIOUYHTENHO MHO3HT) yecToTA
cveounumenHama Peaku C Heu3BecTHa
Pabaomuonusa
MBbKAH 4UecToTa
ApTpanrus MHOro peaKkH HeuectH
HMyHo-MeauupaHa HekpoTusupata | C HenszsecTHA
MHOMNATHS 4EeCTOTA B
Hapyluenuns Ha CyXOXHIHATA, C HEU3BECTHA
MOHAKOra YCJI0XKHEHHU OT CKbCBAHE 4eCcToTa -
bosika B repba — HeuecTy
MyckynaHa ciabocT — Heuectn
bojika B KpaHHHLIUTE — HeuecTn
MyckyaHu cnasmu, 6onka B luysta | — HeuecTn
Jlynyc-noaodbeH CHHAPOM Penku
Pyntypa Ha MyCKyJI Penku
Hapywenua na
bwoOpeyume u Xemarypus MHoro peaku —
NUKOYHUME NbMuUlid
Hapywenua na
gv3npouzsooumennama | ' MHeKoMacTug MHoro peaku -
cucmema u cbpoama
Obwu napywenus u AcTeHus YecTy HevecTu
epexmu Ha MACMOMO Ezem C Hen3BeCcTHa i
HA NPWIOJCEHUE 4yeCcToTa
[lepudeper enem — HedyecTu
YMopa — YecTH
bosika B ropauTe, bonka — HeuecTu
Hzcnedeanun [MosuuieHu AJIAT wunn ACAT — YecTH

'YecToTaTa LUE 3aBHCH OT HAJIMYHETO MM OTCHCTBHETO HA PHCKOBH GaKkTopy (K
rnagHo > 5,6 mmol/l, UTM > 30 kg/m*, NOBULWEHHN TPUTAKLEPUAH, aHAMHE3A

[TosHiteHO HHBO Ha CPK B KpbBTA,
MOBULIEHO HUBO Ha raMa-riyTaMun
TpaHcepasa, aOHOPMEHH
4epHOAPOOHK QYHKLIMOHATHH
W3C/eIBaHUA
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Kakto npu apyru nHxudutopu Ha HMG-CoA penyxrasara, yecToTaTa Ha HEXKETAHUTE JIEKAPCTBEHH
peakUHH TPH PO3YBACTATHH € C TEHAEHUMA Aa Ob/Jie 1030-3aBHCHMA.

Onucanue Ha N30PAHU HEXENAHN PEAKLMY

Epexmu svpxy 6vopeyume: [lpn nauneHTH, NEKyBaHW ¢ pO3yBacTaTHH, ce HaDM0aaBa NPOTEHHYPUS,
YCTAHOBEHA TIPH H3CJIe[IBAHE C TECT-JIEHTH U C NPEAWMHO TyOy./IeH Npou3xod. B onpeaesieH MOMEHT
Mo BpeMe Ha neqeHneTo npu <1% ot nauuenTuTe Ha 10 u 20 mg v npu npudbausnTenHo 3% or
nalueHTUTE, Nekysadu ¢ 40 mg, ce HabnAABAT OTKIOHEHHS B U3CNEABAHUATA 3a NPOTEUH B YPUHATA,
BAPHpAlUK OT OTPHUATENEH PE3Y/ITAT WM CiieAun A0 ++ WiK noBeude. He3HaunTENHO yBEIUUYEHHE Ha
OTKJAOHEHHETO B MOCOKA OT OTpUUATENEH pe3yaTaT UK ciaelun a0 + ce Habnwoaaea npu no3a 20 mg. B
MOBEYETO CNYYaH NPOTEHHYPHATA HAMAIABA HIIK M34€3BA CNIOHTAHHO NPH NPOABLKHTENHA TEPAINHSA.
[lperneabT HA AAHHUTE OT KIIMHHYHUTE H3MIUTBAHUA U NOCTMAPKETUHIOBUS OTMUT AOCEra He
YCTAHOBSBA NPUYKHHHO-CIIEACTBEHA BPB3KA MEXY MPOTEUHYPUATA U OCTPO WIIH MPOrpecHpaLlo

O0bvOpeuno 3abonsasane.

[Ipn nauMeHTH, IeKyBaHH ¢ pO3yBacTaTHH, ¢e HAbI0AaBA XEMATYPHA, HO AAHHUTE OT KIIMHUYHHTE
H3IMHTBAHUA NOKA3BAT, M€ YeCTOoTaTa K € HUCKA.

Epexmu evpxy cxeremuama mycxkyramypa. EQexTd BbpXy CKeleTHaTa MycKyjaTypa, Hanp. Myairus,
MHOMNATHA ( BKIIOYKHTENHO MHO3KT) M pAako, pabgoMuonusa cbe U 6e3 octpa 610peuHa
HEA0CTATHYHOCT ¢€ ¢HOOLLABAT NPY NALMUEHTH, JIEKYBAHHU C PO3YBACTATHH, C BCHYKH J034 U NO-
crieLMaIHo ¢ 103K >20 mg.

Jl030-cBBp3aHO NoBHLIABaHE Ha HUBATa Ha CK ce HaOnwaaBa Npy NaUMEHTH, MPHEMALLIH
PO3YBACTATHH; MO-TOJIAMATA YACT OT CIYHYAUTE Ca JIEKH, AaCUMNTOMATHYHH H NPEXOAHH. AKO HUBaATa
Ha CK ca rosuuieHy (> 5 x ULN), neuenuero TpadBa Ja ce npeycTaHoBH (BX. Touka 4.4).

Edexmu evpxy uvepnusn Opob6: Kaxto npu apyru nuxuburopu Ha HMG-CoA peaykrasarta, 1030-
CBBP3aHO MOBKIUABAHE HA HUBATA Ha TPAHCAMHUHA3ZUTE C€ HabNKaaBa NpH MAbLK OpPOH NauKeHTH,
npreMally po3yBacTATHH; NO-ronaMaTa YacT OT CIIYHauTe ca JIEKH, ACUMITTOMaTUYHHA W NPEXOOHH.

CnenHuTte HeXxenaHy CbOUTHA ca JOKNAABAHH NPH HAKOH CTATHHMH:

- CexkcyanHa aucdyHKuUs

- H3onupaHu ciydan Ha WHTepcTHUMaHA OenoapobHa Gonect, ocobeHo Npy MpOABLDKHTENHA
Tepanns (Bx. Touka 4.4)

YecToTaTta Ha 10K1aABaHE HA padaOMHONU3A, CEPUO3HH OBOPEUYHH CHOMTHA U CEPHUO3HH YEPHOAPOOHH
CbOHTHSA (CBHCTOAWM CE€ NPEAHMHO OT MOBHLUIEHH YePHOAPOOHH TPAHCAMHHA3H) € [10-BUCOKA NpPH

noszara ot 40 mg.

CT1o#iHOCTH Ha 1abopaTOpHHTE M3C/IeABAHNUS

B KOHTpONUWpaHU KIHHHUYHH U3NMHTBAHHA HA MOHOTEpANHATA C €3¢THMHO YeCcToTaTa Ha KAHHUYHO
3HAYMMHUTE MOBHILCHHUA HAa cepyMHUTe TpaHcaMuHasd (AJIAT wunn ACAT > 3 x ULN,
MOCJEA0BATENHO) € ¢xoaHa Mexay e3eTHMHD (0,5%) n rutauebo (0,3%). [lpu nannteaHKA Ha
€HOBPEMEHHOTO MPUITIOKEHHE, decToTaTa € 1,3% 32 NnauHeHTUTE, EKYBAaHU ¢ €3eTUMUO, NpuiaraH
€HOBPEMEHHO CbC CTaTHH, K 0,4% 3a NaLUMEHTHUTE, NEKYBAHH CaMO CbC CTaTHH. Te€3U NOBULUEHUS
0OUKHOBEHO €A 4CHMNTOMATHYHHU, HE Ca CBBbP3aHU C XOJIECTa3a U C€ BPbLUAT B H3XOAHOT

B KNHHWUYHKY W3NUTBaHUA ¢ €3eTUMUD ce chobwaea 3a CPK > 10 x ULN npn 4 o
NalUMEHTH, JIEKYBaHU caMoO ¢ e3eTUMHUD cpewty | ot 786 (0,1%) naunentr Ha nn
(0,1%) naupmeHTH, eAHOBPEMEHHO JIEKYBAHH ¢ €3¢TUMUO W CTaTHH cpeiy 4 oT 9
NeKyBaHHW caMo cbe ¢TaTHH. He ce HabnopaBa noBUILEHA 4ECTOTA HA MHONATHSA



CBBP3aHH ¢ €3¢TUMHO, B CPABHEHHE CHC CHOTBETHOTO KOHTPOJTHO paMo (1auedo Uin caMoCTOATEHO
NPpUIOKEHHE HA CTaTUH) (BX. TouKa 4.4).

[leanarpyuHa nonysiauud

[Tosrwenus Ha xpeaTHHkrHaszara > |0 X ULN # MyCKYJIHYM CHMNTOMH TIPH PO3YBaCTaTHH, Ciel
YNpPaKHEHHUS WK MOBUIIEHA (PHU3HYECKA AKTHBHOCT C€ HADIK0AABAT MO-4ECTO B J2-CEAMHUYHO
KJIMHHYHO M3MUTBAHE NPH JAeLa U FKOHOLIMW B CPaBHEHHE C BL3PacTHH (BXK. Touka 4.4). B octaHanuTte
OTHOLleHHs, NpodHIBT Ha O€30NaCHOCT HA PO3YBACTATHH € NMOAOOEH NpH AeuaTa U IHOUINTE, B

CpPaBHEHHE C Bb3PACTHHUTE.

B npoyueaHe ¢ e3eTUMHO, BKIKOYBALLO MEJHATPUYHH nauueHTy (6 1o 10-rogmiuHa sbu3pacT) ¢
XeTepO3UroTHa paMuiHa WK HedaMHWIHA xunepxosecreponeMusa (n=138), ce HaOnRoaBaT
nosuwenus Ha AJIAT w/unu ACAT (= 3 x ULN, nocneaosarefino) npu 1,1% (1 nauueHT) ot
natueHTHTE Ha e3eTUMHO B cpaBHenHe ¢ 0% B rpynara Ha maauedo. Hama nouennsa Ha CPK
(= 10 x ULN). He ca cvobuiaBanu cny4an Ha MHOTATHA.

CoOL1aBaHe Ha NOAO3UPAHU HEXKENAHH PEAKLUH

CbhobutapaHeTo Ha NOAO3UPAHHU HEXENTAHU PEakUMU Clie pa3peliaBade 3a ynoTpedba Ha iekapcTBeEHNA
NpOAYKT € BaxKHO. TOBa NO3BO/AABRA Aa NPOAbIHKHA HA0NOACHHETO HA ChbOTHOLLEHHETO NOJ34/PUCK 3a
NIeKapCTBEHHUA NPoAYKT. OT MEAHLMHCKUTE CNEUNATTUCTH CE M3UCKBA Aa ChODLIABAT BCAKA
NOAO3UpaHa HEXKENaHa peakuUus ypes:

HM3anbaHHTEIHA areHLMs 110 1eKapeTBara

yn. . Jlamau [ pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcanT: www.bda.bg

4.9 Ilpeao3npane

B ciyuaii Ha npeao3upaHe TpsOBa na ce NpUNaraT CUMITOMATHYHH H NOAABPXKAUH MEPKH.

Po3zyBacTaTuH
Tpabea na ce npocnenssar uepHoapoOHaTa GpyHkuma M HuBara Ha CK. XeMoananuzara e Manko

BEPOATHO Ja Obae OT nos3a.

EzeTtumud
B KJIMHWYHK NPOYHBAHHA NPUAGKEHHETO Ha e3eTHMUD 50 mg/nen npu 15 3npaBu MHAMBKUAY B

npoabnkeHne Ha 10 14 nuu uau 40 mg/ned npu 18 nauMeHTH ¢ NTbPBUYHA XMOEPXOJECTEPONEMHUA B
NPOAb/KEHHE HA A0 56 OHH, KaTo usio, € aobpe noHeceHo. [1pr xKUBOTHH He € HaDmioaaBaHa
TOKCHYHOCT ¢Jiel €AHHHYHHK nepopaiHu Ao3u oT 5 000 mg/kg ezeTMnd nNpu NnbXOBE YU MULLIKH H

3 000 mg/kg npu KyueTa.

Cbo0LIeHH ca HAKONKO CNy4as Ha npeao3upane ¢ e3eTiMub. [loBedeTo He ca CBbpP3aHH C HEXENaH!
peakiiii. ChoOLEHHTE HEXENAHHU [TPOSBH He Ca CePHO3HH.

5. ©OAPMAKOJOI'MYHHU CBOUCTBA

5.1 dapmakogHHAMHYHK CBOHCTBA

dapMakoTepaneBTUUHa rpyna: Jluniagomoaugpuumpau cpeactea; KoMOMHaLMK
nunyaoMoauduuupau cpeacrea, ATC kon: CLOBAQ6.

Po3yBacTaTuH

MexauuzwM HA Oeucmaeue




Po3yBacTaTuH e cenekTuBeH U KOHKypeHTeH unxubutop Ha HMG-CoA peaykrasara, ckopocT-
OrpaHHYaBaAIUMAT €H3UM, KORTO NPeBPbLUA 3-XHAPOKCH-3-METUIITYTAPHN KOEH3UM A B MEBAJIOHAT,
pexkypcop Ha xonectepona. OCHOBHOTO MACTO Ha AEHCTBUE HA PO3YBACTATHH € YEPHHSAT ApoD,
LIENIEBUAT OPraH 3a NOHWXKABAHE HA XOJeCTepona.

PozyBacTtaTuH yBenv4asa 6poa Ha yepHoapodHute LDL peuentopy Bbpxy KieTh4yHaTa NOBbLPXHOCT,
KaTO 3acWiBa MoeMaHeTo U karaboausma Ha LDL n naxudupa yepHoapobHara cuHTe3a Ha VLDL,
KaTo No TO3W HauuH Hamanaea oowus Opoit Ha VLDL v LDL wactnuwm.

DapmarodunaMuunu ehexmu
PozysactaTuH Hamaisea nosueHus LDL-xonectepon, obius xonectepon v TpUIMUEPHINUTE U
nosrwasa HDL-xonecrepona. Toh ¢buo taka nonnxkasa ApoB, nonHDL-xonecrepona, VLLDL-C,

VLDL-TG u yeenunyasa ApoA-I (Bx. Tabnnua 3). Po3yBacTatuH cblio Taka NOHWKaBa
c¢voTHoweHusaTa LDL-C/HDL-C, o6 C/HDL-C v nonHDL-C/HDL-C u ApoB/ApoA-I.

Tadanua 3: Orrosop Ha 103aTa NPH NALNHEHTH ¢ NBPBHYHA XHNepXxoJecTeponemun (Tun Ila u
I1b) (xopurupana cpegHa NpoNeHTHA NPOMAHA CIIPAMO H3IX0AHATA CTOHHOCT)

[ Nosa N LDL-C | Total-C | HDL-C | TG | nonHDL-C | ApoB | ApoA-I
[lnanebo | 13 -7 -5 3 -3 (-7 -3 0
S 17 -45 -33 13 |-35 [ -44 -38 4
10 7 -52 -36 14 -10 | -48 -42 4
20 |17 [-55 -40 8 23 [-51 46 |5
40 18 -63 -46 10 -28 | -60 ] -54 0

N = 6poit nauneHTd; LDL-C = xonectepon B 1UNonpoTeMHUTE ¢ HUCKA MIbTHOCT;, Total-C = obiu
xonecrepon;, HDL-C = Xxonectepon B aMNONpOTENHHUTE C BUCOKA NABTHOCT; TG = TPpHUrIBLEpHAH;
nonHDL-C = nonHDL-xonectepon; ApoB = anonunonporenH B; ApoA-I = anonunonporenn A-I

TepanerTUuEH edeKT ce noMyyasa B paMKUTE Ha | ceaAMMLA Clel 3aOUYBaHe Ha neueHueTo, a 90% ot
MaKCHUMaJTHUA OTIOBOP ce NMOCTHUraT cied 2 ceaMHULUUH. MakCHMANHHAT OTrOBOp OOMKHOBEHO Ce
MOCTHra cnea 4-ta CeMHUIIA U Ce 3aabprKa cnea TOBA.

Krunuuna ecpuxacuocm u bezonacuiocm

Po3yBacTtaTuH € e(eKTHBEH NPH BLIPACTHHU C XUIEPXOJIECTEPOSIEMUA, ChC WK DE3
XHIEPTPUITIHLIEPUAEMHUS, HE3ABHCHUMO OT pacaTa, 1012 WK Bb3pacTTa, KakTO H MIPH CrIeLHATHH
nOMynauMdu Kato AMadeTHUHN WK NAaLMEHTH C (PaMUTHA XHITEPXOeCTEPOIEMHUA.

Ot 0bobwenu daza Il naHHu e nokazaHo, ue po3yBacTaTuH e eeKTHBEH NPH TPETHPARHETC HA [10-
ronsiMaTa 4acT OT [TALHEHTHUTE ¢ xunepxonecteposieMua Tun [la u I1b (cpeaHa n3axogna cTolHOCT Ha
LDL-C okono 4,8 mmol/l) ao uenerute cTOiMHOCTH, NOCOUEHHU B HAcOKUTe Ha EBponeiickoTo
ApyxecTeo no arepockieposa (European Atherosclerosis Society (EAS); 1998)); okono 80% ot
naureHTuTe, TpeTupadu ¢ 10 mg, nocrurart ueacsurte cToliHOCTH Ha EAS 3a HuBata Ha LDL-C

(<3 mmol/]).

B rosiamo npoyuBane ¢ av3anH Ha GOPCHpPAHO TUTPHpaHE 435 NaUMEHTH ¢ XeTepo3uroTHa pamunna
XHIEPXOIECTEPONEMHM NOJIYUYaBaT posyBactatuH oT 20 mg 1o 80 mg. Becuuku go3u nokassar
OnaronpuaTeH edexT BLpXY JUNWIHUTE NapaMeTPH U JICUEHHUETO A0 LeNEeBUTE CTOHHOCTH. Clien
THTpHpaHe A0 AHEBHA 1032 oT 40 mg (12-ceamuuno neuenue), LDL-C ce nonmxkasa ¢
NalUeHTUTE 2ocTUratT HacokuTe Ha EAS 3a HuBata Ha LDL-C (<3 mmol/l).

B oTBOpeHO H3nKUTBaHe ¢ GOPCUPAHO TUTPHPaHE Ce OLIEHRBA OTFOBOPBT HA PO3
npu 42 nauueHTH C XOMO3UroTHa haMuiIHa xunepxonecteposieMus. Cpeanoro
B obtaTa nonynauus € 22%.




EzeTumud

Mexarnuzv v na oeucmeue

E3eTHMHO NpUHAANEKHA KbM HOB KJAC JIMNUAONOHWKABALLH ChEAHHEHHUA, KOUTO CEIEKTHBHO
HHxuOupar ypepHaTa adbcopOuusa Ha XONecTepos M CBbP3aHUTE C HEFO PACTUTENHH CTEPOIH.
EzeTuMub € nepopanHo AKTUBEH U UMA MEXAHU3BLM HA ACHCTBHE, KOMTO Ce pa3nuyasa oT ApYyrure
KJIACOBE ChEAMHEHUA, MOHWKABALIH XOJIECTEPOA (HAMpP. CTaTUHHH, CEKBECTPAHTH HA HUTbUYHHTE
KHCENUHH [CMONH], NPOMU3BOAHH Ha PUOPUHOBATA KUCEJIMHA M PACTHTEIHH CTaHONHW). MoJiekynHarta
MHLIeHa Ha €3eTUMUD e cTteponoBusaTt Tpancnoptep Niemann-Pick C1-Like | (NPCIL1), koiTo €
OTFOBOPEH 33 YPEBHOTO NOEMAHE HA XOJIECTEPONA H PHUTOCTEPOIIHTE.

EseTumub ce fokanu3upa B NOKpUTATATA C BJIACHHKH MPAHHULIA HA TBHKUTE 4¢pBa U HHXHOUpa
abcopbunATa Ha XONECTEPOia, KOETO BOAX A0 HAMANABAHE HA JOCTABAHETO HA YPEBEH XONECTEPON A0
yepHUA Apo0; CTATUHUTE HAMAIABAT CHHTE3A HA XOJIECTEPON B HEPHUA APOO W 3a€HO, TE€3H OTACJHH
MEXaHH3MH OCHIYPABAT JONMBJIHUTENHO HAMAIABAHE HA XosiecTepona. B AByCEAMUYHO KNHHHYHO
fpoy4BaHe npy 18 nauMeHTH ¢ XxunepxonecteposieMus €3eTUMUO HHXHOHpa abcopOuusaTa Ha YpeBHUSA
xonectepon ¢ 34% B cpaBHEHUE ¢ nnaueodo.

Dapmaxodunavuyru egpexmu

[IpoBeaeHa € cepus NPEAKIHHUYHH H3CIECABAHMUSA 3a ONPEAEIHE HA CENEKTHBHOCTTA HA €3eTUMUD 3a
HHXHOHpaHe Ha abcopbuuaTa Ha xonectepoa. EzeTumund uuxubupa abcopbuuata Ha [14C]-
xonectepona 6€3 1a nosauvasa BbpXy adcopOuMATA HA TPHUIITHLEPUANTE, MACTHUTE KHCEIIMHH,
KNTBYHHUTE KHCETHHU, NMPOrecTEpPOHa, ETHHUNECTPAAHONA WITH MACTHOPA3TBOPHMHTE BUTAMHUHHM A U D.

EnuaeMHONIOrHYHHUTE NPOYYBAHUA YCTAHOBABAT, Y€ CbPAEYHO-ChAOBAaTA 3a001€Ba€MOCT H CMBPTHOCT
BapHUpaT NpaBo NMponOPUUOHATTHO HA HUBOTO Ha 00Ms xonectepon u LDL-C v obpatHo
NPONOpPLHOHANHO Ha HUBOTO Ha HDL-C.

[IpunoxeHHeTO Ha €3eTHMHO ChC CTAaTHH € €PEKTHBHO 3a HAMANABAHE Ha PUCKA OT CbPACYHO-ChI0BH
CLOUTUA NpY NAUMEHTH C KOPOHApHA DONECT HA ChPUETO M AHAMHE3A 32 OCTbP KOPOHAPEH CUHAPOM

(ACS).

Krunuuna epuxacrocm u b6ezonacrnocm

B KOHTponupaHyW KJIWHWYHH NPOYUBAHHA, €3¢THMHO KaTO MOHOTEPANUA WK €AHOBPEMEHHO NpPHUIIAraH
CbhC CTATHH, 3HAYHTENHO Hamanssa odbuna xonectepo, LDL-C, anonunonpotern B (Apo B) n
tpurnuuepuaute (TG) 1 nosuwasa HDL-C npy nauMeHTUTE C XUNEPXONESCTEPONEMHSL.

I[Tvpsuuna xunepxoaecmepoiemus

B apoi#iHocnsano, nnauedbo-KoHTpoaupaHo 8-ceAMUYHO npoyuBaHe 769 nauneHTu ¢
XHUIIEPXONECTEPOIEMUS, BEHE OTyYaBallld MOHOTEPAIINs CbC CTATHH M HEAOCTUIHANIKM Ae(pvHUpaHaTa
B Hauuonannara nporpamMa 3a obyueHue Bbpxy xonectepona (National Cholesterol Education
Program, NCEP) nenesa ctoitHoct 3a LDL-C (2,6 a0 4,1 mmol/l [100 ao 160 mg/dl], B 3aBucHMoOcCT
OT U3XO/IHHTE XapaKTEPUCTUKM, Ca paHAOMH3IHMPAHHK Aa moay4arar €3eTUMUO 10 mg unu nnauedo B
DOMbJIHEHUE KbM TEKYLIIATA UM Tepanud cbC CTATHH.

Cpen nauMeHTUTE, IEKYBAHU CbhC CTATHH, KOMTO HE €A AOCTUMHAIM uenesarta ctoMHocT Ha LDL-C na
U3XOAHOTO HHBO (~ 82%), 3HAYMTENHO NOBEME MALMEHTH, PaHIOMU3IMPAHH Ha €3eTUMUD, JOCTUraT
uenepata croifHocT Ha LDL-C B kpaiiHaTa TOUuKa Ha MPOYUYBAHETO B CPABHEHUE C MALIUEHTUTE,
paHaoMHu3MpaHyd Ha naauedo, cboTBeTHO 72% U 19%. CvoTrBeTHHTE NOHUkKEeHWd HAa LDL-C ca
3HAYHTENHO pa3tuuHU (25% u 4% CcwOTBETHO 3a e3eTUMHO cnpamo iauedo). B nonbiueHue
e3eTUMUO, n0OaBEH KbM TEKYLLATa TEPanHs CbC CTATHH, 3HAYHTETHO MOHHXKABA /.- A ngc/}-

Apo B, TG n nopuwasa HDL-C e cpaBHenune ¢ miauebo. EzetumMnd vnp rmau W62 BEHY *\
TeparnuaTa CbC CTATHH, MOHHXXABAT MEAUAHHATA CTOMHOCT HAa C-pEaKTUBHMA § " %Q
uin 0% copaMo U3X0QHOTO HURO.

B aBe. ABoiiHOCNENH, paHAOMHU3IUPAHH MIALEOO-KOHTPOJIMPaHU | 2-ceaMuyH




MalMEHTHU ¢ MbPBUYHA XHNepxonecTepoaeMus e3etumud 10 mg 3HaunTenHo noHMkaea obLMS
xonectepon (13%). LDL-C (19%), Apo B (14%) u TG (8%) v nosuwiara HDL-C (3%) B cpaBHeHue ¢
nnauedo. B gonwineHune, e3eTuMub He NOBIMABA NNA3MEHHTE KOHLEHTPALWH Ha
MAacTHOPa3TBOPHMHUTE BUTaMHHHU A, D n E, HaAMa edekT Bbpxy NpoTpoMOUHOBOTO BpEME H NMOJOOHO
Ha APYTH JIHNUAONOHWKABALLM CPEACTBA, He HapyLlasa 00pa3yBaHeTO Ha aApeHOKOPTHKANHMTE
CTEPOUAHHU XOPMOHH.

PosyeactaTun/EzeTnmnd

Kaunuuna epuxacnocm u 6e3ondacHocmt

[IpoBeaeHO € 6-CeAMHYHO, paHAOMHU3UPAHO, ABOHHOCANO, NAPAENHO FPYNOBO KIAMHUYHO
M3MHUTBAHE, KOETO oLeHaBa 6e30nacHoCTTa M epuKkacHoCcTTa Ha 10 mg e3eTumMub, no6aBeHH KbM
MOCTOAHHA TEpanus ¢ pO3yBACTATHH CIIPAMO TEparus ¢ MOBHILABAHE HA 103aTa HAa pO3YBacTaTHH OT 5
a0 10 mg unu ot 10 ae 20 mg (n=440). O6obweHUTe JaHHH MOKA3BaT, Ye e3eTUMHO, nobaBeH KbM
NOCTOSHHA Tepanua ¢ po3ysacratuH 5 mg unu 10 mg, nonuxaea LDL-xonecrepona ¢ 21%. 3a
pa3jIMKa OT TOBA, YABOABAHETO HA A03aTa Ha po3ysacTaTuH A0 10 mg unu 20 mg nonwxkasa LDL-
xostecreposta ¢ 5,7% (Mexayrpynosa pasauka 15,2%, p <0,001). Ezerumu® nmoc pozyBacTtarud 5 mg
nosnxkasa LDL-xonectepona noseue, otkonkoro posysacratud 10 mg (12,3% paznunka, p <0,001), a
e3eTHMHO nmtoc posysactatiH 10 mg Hamanaea LDL-xonectepona noeeue, 0TKOJIKOTO pO3yBacTaTHH
20 mg (paznuka 17,5%, p <0,001).

[IpoBeneHo e 6-ceAMHUYHO, PaHAOMU3HPAHO NPOYUYBAHE 3a U3C/IeBaHe Ha €(PHKACHOCTTA H
Oe3onacHoCTTa Ha po3yBacTaTHH 40 mg caMOCTOATENHO WM B KOMOMHaUUA ¢ e3eTHMuO 10 mg npu
NaLMEHTH ¢ BUCOK PUCK OT KOpOoHapHa bonecT Ha cupueTo (n=469). 3HauuTeNHO NMOBEYE MALHUEHTH,
NoJIy4yasallld po3yBacTaTHH/€3€TUMHO, OTKONIKOTO caMO pO3yBacTaTUH, AoCTUraT AedHUpaHaTa B
NCEP, nanen IIl 2a neueHueTo Ha Bb3pacTHH (Adult Treatment Panel I, ATP III) uenesa croiiHocT
3a LDL-xonectepona (<100 mg/dl, 94,0% cnpamo 79,1%, p <0,001) n onTumanHaTa uenesa cToOHHOCT
3a LDL-xonectepona (<70 mg/dl) (79,6% copsamo 35,0%, p<0,001). KombuHauusta
po3yBacTaTHH/e3eTUMHO noHuxkasa LLDL.-xonectepona 3HauUTEIHO TOBeue OT PO3yBacTaTHH (-69,8%
cnpamo -57,1%, p <0,001). Apyrure KOMNOHEHTH HA NTUTIHAHHA/ TURONPOTEHHOBHUA NPOMHUA €a ChIIO
3Ha4yuTeNHO (p <0,001) nonpobpeHu npu posysacraTrH/e3eTUMHO.

Ileouampuuna nonyaayus

EBponeickara areHUMs 110 JieKapeTRaTa ocB0o00KAaBa OT 3aAb/DKEHHETO 3a MPEoCTaBAHE HA
pe3ynTatTuTe OT NpoyuBaHuaTa ¢ Ko-Po3eepa BbB BCHUKH NOArpyNy Ha neadaTpvuHaTa noiynanHs
MPH NEYEHHETO Ha NOBHLICH XoaeCcTepon (Bx. Touka 4.2 3a uHdopMaLusa OTHOCHO ynoTpebarta npu
neavaTpuyHaTa nomnyaauus).

5.2 @apMaKOKHHETHYHH CBOHCTBA

Po3yBacTaTuH

Abcopbyus
MakcHManHuTE 11a3MEHH KOHUEHTPAUMWH Ha pO3yBacTaTHH CE€ AOCTUraT NPHONH3IUTENHO 5 yaca ciea
NEPOPATHO MPUIOKEHHE. ADCOMIOTHATa BroHanuyYHOCT € npuban3zuTtenHo 20%.

Pasznpedenenue
Po3yBacTaTHH ce NoeMa EKCTEH3UBHO OT YepHHUSA ApoO, KOUTO € OCHOBHOTO MACTO Ha CHHTE3a Ha
xonecrepon H kiupbHCca Ha LDL-C. O6embT Ha pasnpeaeneHue Ha po3yBacTATHH € J
134 L. Ilpubaunsurenno 90% ot po3yBactaTuH ce CBbP3Ba C MJIA3MEHUTE NPOTEH / l;@ﬁ%

anOyMHHa, 5}

buompancghopmayus =
MeTabonn3MBT Ha po3yBacTaTHH € orpaHuucH (okosno 10%). In vitro npoyusa %—I
W3NON3BAHE HA YOBEUIKH XEMATOUMTH fIOKA3BAT, Y€ PO3YBACTATHH € ¢j1ab cyOcTPRI 44 MeTaoon




Gazupan Ha uutoxpom P450. CYP2C9 e oCHOBHUAT U30€H3MM, KOWTO y4acTBa B MeTabo/in3Ma Ha
po3yBacTaThH, a 2C19, 3A4 u 2D6 yuacTeaT B no-masnka creneH. OCHOBHUTE HACHTH(IHUUHPAHH
MeTaboMUTH ca MeTaboautrTe N-ae3MeTHR K NakTOH. MeTaboauThT N-ae3MeTun e ¢ MpUOAU3UTENHO
50% no-MankKo akTHBEH OT pO3yBaCcTaTHH, AOKATO JJAKTOHOBATa GOpMa CE CUMTA 33 KJIMHHYHO
HeakTUBHA. Posyeactatud onpenend noseye ot 90% o1 akTHBHOCTTA HA uupkyaupaiuna HMG-CoA
HHXHWOUTOp Ha peaykTasara.

Fauvunupane

[Tpubnuzutendo 90% oT po3yBacTaTHUH C€ €THWMHAHUPAT KAaTO HETIPOMEHEHO NNEKAPCTBO ¢ (eueca
(cheToALO ce oT abcopOupano M HeabcopOMpaHO AKTHBHO BELLECTBO), a4 OCTAHANATA YacT Ce
eKCKpeTHpa ¢ ypuHaTa. Okofo 5% ce eKCKpeTupaTt HerpoMeHeHu B ypyHara. [biazmenunnt
eTMMHHALIMOHEH MONYKHBOT € 0K0s10 19 yaca. EAMMHHALIMOHHHAT NONYXHBOT He Ce YBejn4vaBa npu
O-BUCOKH A03H. [ 'eoMeTpUuHAaTa cpeiHa CTORHOCT Ha MIa3MEHUS KIHUPBHC € npubnuzutenHo 50
autpa/uac (koeduuueHT Ha BapmadbunHoct 21,7%). Kakro npu apyrn nnxubutopu Ha HMG-CoA
pedyKTa3ara, 4epHOAPOOHOTO noeMaHe Ha po3yBacTaTHH BKIKOUBA MeMDpaHHus npeHocuTen OATP-
C. To3u npeHocHTEN € BAXKEH 33 YEPHOAPOOHOTO ENMMHHHPAHE HA PO3YBAaCTaTHH.

Hunetnocm/serunennocm
CHUcTeMHaTa eKCNo3MUMA Ha pO3yBacTATHH C€ yBeJIM4aBa MponopLroHanHo Ha go3aTta. Hiama
NpoMeHH BbB hapMakOKHHETUUHHWTE NMapaMeTpH clie MHOMOKpPaTHHA AHEBHH JO3H.

CneuHaaHe nonyJanun:

Bv3pacm u nou

Jluncea KNMHHAYHO 3HAYKM €(EKT HA Bb3PAcTTa WM NOJa BbpXY (PapMaKOKHHETHKATA Ha
pO3YyBaCcTaTHH MPH Bb3paCcTHH. DapMAKOKHHETHKATA HA pO3YBACTaTHH MPH [€1la 1 KOHOLLH C
XEeTEPO3UroTHA (PaMWIIHA XHITEPXONECTEPONEMHUA € CXOAHA HUJIH MTO-HHUCKA OT Ta3H NMpH Bb3PacTHH
aoGpoeonuM (BxX. ,.Ileanatpuuna nonynauua™ no-ao0.y).

Paca

(PapMaKOKHHETUUHUTE NMPOYUBAHUA NOKA3ZBAT, Y€ NPH AMLA OT a3MaTckara paca (ANOHUH, KUTAULH,
GHUAHNHHUK, BUETHAMLUM ¥ KOpeiiun), ce HabnoaaBa 2-KpaTHO MOBHLLABAHE HA CpeHUTE CTOHHOCTH
Ha AUC # Cpax B CPABHEHHE C JTAUA OT KABKA3KAaTa paca; J1HUATa OT a3HaTCKO-HHAMACKHA NpoH3Xxon
nokaspar npuonu3uMTenHo 1,3-kpaTHo yBennuenue Ha cpeaqHuTe cCTOHHOCTH HA AUC U Chax.
[lonynauHoHeH papMaKOKMHETHUEH AHANIM3 HE PA3KPHBA KIHHUYHO 3HAYUMH Pa3JiMKH BbLB
(hapMaKOKHHETHKATA MEXAY IPYTNIHUTE OT KABKA3KATA W YepHaTa paca.

bvbpeuno yepeacoane

B npoyusaHe npu n1ua ¢ paznnuHa creneH Ha 60peyHo yBpeXxaaHe, IEKOTO 40 yMepeHo 0bOpedHo
3a00N1BaHE He MOBNUABA MJIA3MEHUTE KOHUSHTPALUH HAa PpO3YBACcTaTUH MNU Ha HEroBUA N-ae3MeTH
MeTabonuT. JIMuara ¢ Texko yepexaaHe (KpeaTHHHHOB KIHPBHC < 30 ml/min), obaue, umat 3-kpaTHo
YBESIHYECHHE HA NJIa3MEHATA KOHLEHTPALMA U 9-KpaTHO YBEJIMMEHHUE HA KOHUEHTpaUunsaTa Ha N-
ae3MeTun MetabonnTa, B CpaBHEHHE CbC 3ApaBH 100poBonun. [lnazMeHdTe KOHLUEHTPALKUHU Ha
pO3yBAaCTATHH B PABHOBECHOTO CLCTOAHUE MPH MALUUEHTH Ha XeMoaHanusa ca npubauszutento 50%
NO-BUCOKH, B CPABHEHHUE CBC 3/paBH JOOPOBOIILIH.

Heproodpobro yepesicoane
B npoyusaHe rnpu nvLa ¢ pa3nkMyHa CTENEeH Ha YepHOApOOHO yBpeXKAaHe HAMA AaHHM 34 MOBHIIEHA
€KCMO3ULIMSA HA PO3YBACTATHH NPHU NMaUMEHTUTE ¢ PE3YNTAT 7 WIK NO-HUCHK MO CKalaTa Ha Chlld-

Pugh. /Isama nauueura c pezyaratd 8 u 9 no ckanara Ha Child-Pugh, obaue, nokas
KpaTHO MOBUINABAHE HA CUCTEMHATA €KCMO3HLUHMA B CPAaBHEHHUE ¢ MAUMEHTHTE C
no ¢ckanara Ha Child-Pugh. Jluncea onut npu nKua ¢ pe3yntatd Haa 9 no ¢k

Fenemuuen noaumop@uzvu
Paznpeaenenreto Ha uuxubdbutoputre Ha HMG-CoA penykraszara, BKIIOUHTE
BrAto4YBa TpaHcnopTepHU npoterHd OATPIB1 n BCRP. llpn naunenTH ¢ re



SLCOIBI1 (OATPIBI) w/unu ABCG2 (BCRP) cbiiecTBYBa pHUCK OT MOBHILUEHA €KCITO3MUNA Ha
poszyBactaTHH. UnausuayanHuTe nonumopopusmu SLCOITBI1 ¢.521CC n ABCG2 ¢.421AA ca
CBBbP3aHH C MO-BHCOKA eKkcno3numa Ha posysactaTiH (AUC), B cpaBhenne ¢ renorunure SLCOIBI
c.521TT nan ABCG2 ¢.421CC. Toa cneundu4HO reHOTHNH3UPAHE HE C€ YCTAHOBABA B KJIMHWYHATA
NpakTHKa, HO NPH NAUKWEHTH, 338 KOUTO € U3BECTHO, Y€ MMAT TAKMBA BUAOBE NOIUMOPPHU3IMHU, Ce
npenopsLYBa NO-HACKA JIHEBHA 103a PO3YBAaCTaTHH.

IHeouampuuna nonyrayus

J1Be (papMaKOKHHETHUUHH NMPOYY4BaHKA C PO3YBACTaTHH {MPHIOKEH Mo/ (popmaTa HA TADNETKH) NPH
neaMaTpPHUYHH NALUMEHTH C XETEPO3UIOTHA (PAMHJIHA XUMEPXOiecTeposieMud Ha Bb3pacT OT 10-17 nau
6-17 roaynu (o61wwo 2 14 nauMeHTH) NoKas3eat, Y€ EKCNO3MUUATA NPH NeJHATPHUUHH NALHEHTH
H3rjieka1a CpaBHUMA WA NO-HUCKA OT Ta3W MPH Bb3PacTHU NaUMEHTH. EKcnozuumnaTa Ha
PO3YBACTATHH € OTUETEHA KaTo NPeABMAMMA 10 OTHOLIEHUE HA N03aTa U BPEMETO 3a 2-TOAHILHUSA
nepuoa.

EreTHMUO

Abcopbuyus

Cnea nepopaiHo npuiioxerue ezeTumud ce abcopbupa ObP30 U EKCTEH3IUBHO C€ KOHIOTHpa C
(hapmMakoJorH4HO aKTUREH EHONEH MIIOKYPOHUR (€3€TUMHO-rmoKypoHmna). CpeHUTE MAKCHMAIIHY
nia3MeHH KOHUEHTPAUHH (Ciax) C€ NPOABABAT B paMKUTE Ha | A0 2 yaca 3a €3eTUMHUO-TTIIOKYPOHKMA U
4 no 12 uaca 3a ezetumud. AbcosmoTHata ODHOHATHUHOCT Ha €3eTUMUD He Moxke f1a ObAe onpeaencHa,
TbH KATO CHEAUHEHHETO € MPAKTHUECKH HEPA3TBOPUMO B NMNOAXOAAILA 34 HHXKEKTHPAaHE BOAHA Cpeaa.

EIHOBpEMEHHHSAT NPHEM HA XpaHa (XpaHHW ¢ BUCOKO CbABbPXKAHME HA Ma3HUHU WIH O€3 Ma3HHHU) He
NOBJINABA NepopanHaTa OMOHATHYHOCT Ha e3eTUMHD, Korato ce npuiara karo tTabnetku ot 10 mg
e3eTHMHUO. E3eTiMud MO3ke aa ce npunara ¢uc uay 6e3 xpaHa.

Paznpedenenue
E3eTumMud K €3¢ TUMUO-TNIOKYPOHU] C€ CBBLP3BAT CHLOTBETHO A0 99,7% n 88 1o 92% ¢ nnasmeHuTe
NPOTEUHH NPH XOpa.

buompancgopmayun

Ezetnmn0d ce metabonH3vupa OCHOBHO B TBHKHTE YEPBA H YEPHHSA APOO Upe3 KOHIOTALHA C
rmokypouny, (a3za Il peakuus) ¢ nocneasatia xAb4HA eKCKpeunsi. MHHUMAJIEH OKHUCAUTENIEH
meTabonnibm (aza | peakunsa) ce Habnrogapa Npy BCHUKH OLIEHABAHH YXUBOTHHCKH BUIOBE.
EzeTimMunb 1 e3eTHMUO-IrNIOKYPOHHA ¢a OCHOBHUTE JIEKAPCTBEHH NPOU3ROAHH, OTKPHTH B IJ1a3Mara,
ChCTABAABALIMA ChOTBETHO 1pHOan3nTenHo 10 ao 20% u 80 a0 90% ot obwoto nekapcTBo B
nnasmara. EseTuMub 1 e3eTUMUO-rIOKYPOHKI ce eTUMHHUPAT DABHO OT N1a3Marta ¢ JaHHH 3a
3HAYMTETHO EHTEPOXENaTANHO peunknupane. [101yXHBOTBT Ha €3¢TUMUO U €3eTHMHO-TIIIOKYPOHHUL €
npubauvzurento 22 vaca.

Eaumunupane

Cnea nepopanHo npunoxenue Ha C-e3zeTtumu6 (20 mg) npu xopa, obuiuaT e3eTuMHO npeacrasnssa
npubnuzutenHo 93% ot obuiara paauoakTHBHOCT B ru1a3Mara. [lpubausurendo 78% u 11% or
MPWIOXKEHATa PaAHOAKTUBHOCT C€ OTKPHBAT CHOTBETHO BbLB (pelieca W ypruHaTa 3a 10-aHeBseH nepuon
Ha ¢cpOupaHe. Cnen 48 waca nunceaT QONOBMMH HUBA HA PAJIHOAKTHUBHOCT B IJla3MarTa.

CrneuHanny nonyJJauuM:

[leduampuuna nonyaayus
OapMakoKHHETHKATA HA €3€TUMHO € CX0aHa MexXay Acuata >6 roauHu U Bb3p
(hapMAKOKWHETHUYHH JAHHH 3a NeaAHaTpryHaTa nonynauus <6 roguHu. KinuHu
toHoLWH BKouBa naudedTd ¢ HoFH, HeFH vinu cutocteponemus.

Cmapuecka evb3pacm



[TnazmeHnTe KOHUEHTpALUHK HAa 06WKA e3¢TUMUO ca OKONO 2 MBLTH NO-BUCOKH PH NALHEHTHTE B
crapuyecka Bb3pacT (=65 roaMHu), otkoakoto npy maaaute (18 no 45 roaunn). IfonnkenueTo Ha
LDL-C 4 npo¢unbT Ha 6€30MacHOCT ¢a CPaBHHMH MEXKIY CTAPUTE W MNAHTE HHIUBHAH, NEKYBAHH C
e3eTumMud. Ilopaau ToBa, Npy NauUEHTH B CTapUeCKa BL3PACT HE Ce Halara KOpMrupate Ha jo3ara.

Yeproopoduo yepexcoane

Cnen eanvnyHa fosa ot 10 mg ezerumud cpeaHara croitnoct Ha AUC 3a 00wuma e3eTuMud ce
yBEIU4ABA MPUOIU3UTENHO |,7-KpaTHO NPH MaUMEHTHUTE C JIEKO YepHOAPOOHO yBpEKAaHE (pe3yaTaT
uau 6 no ckanara Ha Child-Pugh), B cpaBHeHue cbe 3apasy HHAMBUIN. B 14-aHEBHO NMpoyuBaHe ¢
MHOIOKpaTHH 103M (10 mg nHEeBHO) NpH NallMEHTH ¢ yMEPEHO YepHoaApOoOHO yBpexaaHe (pesynraty 7
10 9 no ckanara Ha Child-Pugh) cpeanara ctoiiHocT Ha AUC 3a 00wims ezetumund ce yBenuvyaBa
npubnunsutenno 4-kpatHo B [len 1 u [len 14, B cpaBHeHuMe cbe 3apaBu HHAHBUAN. He ce Hanara
KOpUrdpaHe Ha 103aTa MpH AAUMEHTH C NEKO YepHOApoOHO yBpexxaaHe. [lopaau HenssecTHUTE
epeKTU Ha MOBUILEHATA EKCNIO3MLUMA HA €3€THMHO NPy NALIMEHTH ¢ YMEPEHO WK TEXKKO YEPHOAPOOHO
yBpexkaaHe {pe3yatat no cxanara Ha Child-Pugh >9), ezetumub He ce npenopsusa npu Te3u
nauueHTH (BXK. Touka 4.4).

bvopeuno yepexcoane

Cnea equHuuHa 103a oT 10 mg e3eTUMUO NpH NauMeHTH ¢ TexkO ObOpeuHo 3abonsaBane (n=8, cpeaHa
croiiocT Ha CrCl <30 mi/min/1,73 m?) cpeanara croiinoct Ha AUC 3a obuius ezeTumut ce
yBejn4aBa NpuonUsuTenHo 1,5-kpaTHo, B CpaBHEHHE CbC 3paBH MHAUBHAK (n=9). To3u pesyaTart He
C€ CUMTA 3a KJIMHWYHO 3Ha4YuM. He ce Hanara kopurupaHe Ha no3aTta NpM MauMeHTU ¢ OBOpeUHo

yBpexKIaHe.

[Tpy ennH QOIMBAHKTENEH MALKMEHT B TOBA Npoy4BaHe (¢ ObOpeyHa TpaHCMIaHTaLUg H pUeMalll
MHOXECTBO MEJHKAMEHTH, BKFOYUTENHO LMKNOCNOPUH) ¢e Habmoaagra | 2-kpaTHO 1o-rofisma
EKCMO3HLMA Ha 00U e3eTUMHO.

{fona

[ThazsmeHuTE KOHUEHTpAaLHH Ha 001IMA e3eTHMHO ca Manko No-eUCOKH (Npudausutento 20%) npu
XKEHHUTE, OTKONKOTO Mpu MbxkeTe. [lonwkenneTo Ha LDL-C n npodunbt Ha Ge3onacHocT ca
CpPaBHHUMH MEXAY MLKETE U )KEHHTE, NeKyBaHH ¢ e3eTuMnO. [lopanu ToBa, HE ce Hanara KOpurupase
Ha 103aTa Bb3 OCHOBA Ha IoJ1a.

5.3 IlpeaknHHHYHE JaHHH 3a 6e30macHOCT

Po3yBacraruH

HexHHHYHHTE JAHHHU 32 PO3YBACTATHH He Noka3eaT ocoDEeH pPUCK 3a Xopa Ha ba3ara Ha
KOHBEHLMOHAIHHTE (apMaKONOrMHUHH NpOy4YBaHUA 3a H€301aCHOCT, FeHOTOKCHYHOCT W KAHLEPOreHeH
noteduuan. CneunpUUHUTE H3CNeABaHHA 3a Bb3deHcTRHE BbpXY hERG He ca oueHsBaHM.
HexenaHuTte peakuuH, KOMTO He ¢c€ HabNOJaBaT NpH KIMHUYHU NPOYYBaHUA, HO CE€ HAONIO1aBAT NPH
YKUBOTHH MPH HUBA HA €KCIO3MLHA, NOAOOHH HA HUBATA HA KIMHAYHA €KCNO3KUHMSA, Ca, KaKTO clelBa:
MPHU NPOYYBAHUATA 324 TOKCHUYHOCT NMPH MHOTOKPATHO pHJlaraHe XUCTONATONOMMYHHA AIPOMEHH Ha
YyepHusa Apol, KOMTO BEPOATHO Ce AbJDKAT Ha (papMaKOJOrHyHOTO REHUCTBUE Ha pO3YBACTATHH, Ce
HabiloAaBaT NpH MUILLKH, IUTBXOBE, H B MO-MasiKa cTeneH ¢ epeKTH BbpXY HJIIb4YHHA MEXYp NpH
Ky4eTa, Ho He U npu MaiMyHU. OCBEH TOBA, TECTHKYJIAPHA TOKCHYHOCT ¢e HabnoaaBa npu MaiMyHH
M Ky4eTa, MpU No-BUCOKH A03U. PenpoayKTHBHA TOKCHUYHOCT ¢€ Habnonaea npu nasXxose, ¢ HaManeH
Opo# HAa KOTUNIOTO, HAMANEHO TEr/10 Ha KOTU/IOTO W OLE/IIBAHE HA MAJIKUTE, NPHU TOKCHYHH 3a
MaiKaTa 2034, KATO CUCTEMHHUTE €KCMO3ULUMH CA HAKOIKO MBTH HAA TEPANEBTHYHHM
CKCMO3ULIUA,

Ezernmud § 1
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N3cneaBaHUATA BbPXY XPOHHYHATA TOKCHYHOCT Ha €3¢ TUMHUO NPH KNBOTHH é:jp [{Q‘]i,' -.

OpraHu 3a TokcHuHuTe edekTH. [1pH KyueTa, TeKyBaHH B NPOABLKEHHUE HA U IHCEN



e3eTumu0d (> 0,03 mg/kg/nen), KOHUEHTpaALMATA HA XOAECTEPON B KUCTOIHATA XKNBbUKA C€ YBENHYABA C
koeduumMeHT 2,5 o 3,5. Benpeku ToBa, NpH €AHOrOAXHUWHO NpoyYBaHe BbPXY Ky4deTa ¢ J03H 10

300 mg/kg/nen He ce HaOMoOaaBa NOBHILIEHA Y€CTOTA Ha XOJEJIUTHA3A UNKY IPYTH XE€NaTOOUIHAPHH
eeKTH. 3HAYEHHETO HA TE3HN JAHHK 3a XOpa He € U3BECTHO. He Moxke aa ce n3KIr4H JTHTOrCHEH PHCK,
CBBLP3aH ¢ TepaneBTU4HaTa ynorpeda Ha e3zeTuMuO.

[Tpyu npoy4BaHUs ¢ €AHOBPEMEHHO MPHUIIOKEHHE HA €3€TUMHO M CTATHHH HADNI0AABAHUTE TOKCHYHH
ed)eKTH €a M0 ChINECTBO 0OWYAHHO CBBP3AHNUTE CbC CTATUHUTE. HAKOH OT TOKCHYHHTE eEeKTH ca no-
H3pa3eHH OT HabNKaBAHWTE MO BPpEME Ha JIEYEHUETO CaMO ChC CTaTHHH. ToBa ce 00ACH:BA C
thapMaAKOKMHETHYHHKTE U (hapMaKOAMHAMHWYHHTE B3aUMOAEHCTBHSA NPH €AHOBPEMEHHOTO
npunoxeHue. B K1MHUYUHUTE NpoyyBaHus He ce HabnKoJaBaT TakHBa B3auMoAencTBHA. Muonarus ce
nosiBABa NPH NABXOBE CAMO CE EKCMO3ULUA HA J03H, KOMTO €A HAKOJIKO MbTH MO-BHCOKH OT
TepanesTHYHATa 103a npu xopa (npudnuzurenHo 20 nbth HuBoTo Ha AUC 3a cratnnudre 1 500 10

2 000 ovTuy cToiinoctra Ha AUC 3a akTUBHHMTE METabONHTH),

B cepus ot in vivo W ir vitro aHanu3y €3eTUMUO, NpHiarad CaMOCTOATENHO HIH €IHOBPEMEHHO CbC
CTATUHH, HE NOKA3Ba NCHOTOKCHYEH NOTEHUHAN. IBbAroCpodyHUTE TECTOBE 32 KAHUEPOreHHOCT Ha
€31eTUMHO ca OTPpULATENHH.

E3eTHMHO HE MOBIMABA (PEPTHIMTETA HA MBXKKH WM KEHCKH NUTLXOBE U € YCTAHOBEHO, Y€ TOH HE €
TEepaTOreHeH MpH UTbXOBE WIH 3alLIM W HE 3aCAra NPEHATANHOTO HAH NOCTHATATHOTO pa3BUTHE.
EzeTumMub npemuHaBa npe3 mialeHTapHara Oapuepa npy OpeMeHHH NABLXOBE U 3aHLH, HA KOUTO ca
npuiaraid MHorokpatHy ao3u ot | 000 mg/kg/aeH. EqHoBpeMeHHOTO NpHIOKEHHE HA €3ETUMHO H
CTaTHHH He € TEPATOreHHO NpH Mirbxose. [Ipu OpemeHHN 3aiiuy ce HabnroaaBaT MaTbK OpPOH CKENETHH
aecopMaLIvM (CJIETH PbAHH ¥ ONalIHK NPEULIEHH, HaMalleH OPOH ONAaLIHA NIPEUUTIEHH),
EqHOBpeMEHHOTO NMPUIIOKEHUE HA €3¢TUMHO C JIOBACTaTHH BOAM A0 eMOPHONETATHH €DEKTH.

6. ©PAPMANEBTHUYHH JAHHH

6.1 ChnacbkK HA NOMOLUIHHTE BelleCcTBA

Anpo Ha TabneTkara:

Llenynosa, mukpokpuctanda (E460)

JlakTo3a

Manuton (E421)

Kpocnosugon Tun A

Kpockapmenosa HaTpui

Marnesuer creapat (E470b)

[loBuaon K30

Hatpues naypuncyndar (E487)

Cunuumes auokcua, konouaeH dezsoneH (E551)

DUIMOBO NOKPHUTHE:

JlakTo3a MOHOXUApAT

Xunpomenosa (E464)

TutanoB auoxkcua (E171)

Tpuauetun

Kenesen oxcua, xbia7 (E172) —camo 3a 10 mg/10 mgu 15 mg/10 mg
KeneseHn okcua, uepsen (E172) —camo 3a 15 mg/10 mg, 20 mg/10 mg u 40 mg/1
XKeneszen okcua, yepel (E172) — camo 3a 40 mg/ 10 mg

6.2 HecnLBMEeCTHMOCTH

Henpuaoxumo




6.3 Cpok Ha roaHocT
3 rOAHUHH
6.4 ChnenHaJiHH YC/IOBHS HA CbXPAHEHHE

Jla ce cbxpaHsiBa B OpUIrMHa/IHaTa OMNaKoBKa, 3a /1a ce npearnasHy OT CBETJIMHA W BJjiara.
To3u nekapcTBeH NPOAYKT HE U3MCKBA CMNELHAJIHA TEMIIEPATYPHH YCIIOBHA HA CbXPaHEHHE.

6.5 BuaucbaAbpKAHHE HA ONNAKOBKATA

bauctrep (OPA/AI/PVC//Al): 14, 15, 28, 30, 56, 60, 84, 90 u 98 dunmupanu TabAETKH, B KYyTHS.
He BcMuku BMAOBE OMAKOBKH MOrar a ObaaT MyCHaTH Ha rasapa.

6.6 ChonenHaJilHH nNpeANna3’HH MepKH NPH HIXBbPJIAHE

Heu3non3BaHUAT JICKAPCTBEH INPOAYKT HJIH OTNAABYHHUTE MATCPHAJIHU OT HETO TpﬂﬁBﬂ Aa CC U3XBBPJIAT
B CbOTBETCTBHE C MECTHHUTC U3UCKBAHHAL.

s MNPUTEXATEJ/I HA PASPEIIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6 , 8501 Novo mesto, CnoBeHus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Ko-Po3sepa 5 mg/10 mg - Per. Ne 20190014
Ko-Po3sepa 10 mg/10 mg - Per. Ne 201900
Ko-Po3sepa 15 mg/10 mg - Per. Ne 201900
Ko-Po3sepa 20 mg/10 mg - Per. Ne 201900
Ko-Po3sepa 40 mg/10 mg - Per. Ne 201900
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9. JATA HA ITBbPBO PASPELLIABAHE/TIOJHOBSABAHE HA PAZPEHIEHHUETO 3A
YIIOTPEDBA

Jlata Ha nbpBO pa3pewiasane: 29.01.2019
JlaTa Ha nocneaHO NOAHOBABAHE:

10. JIATA HA AKTYAJIUBUPAHE HA TEKCTA
7 Asryct 2024

[TonpoOHa uHpopMaLMa 3a TO3H JIEKApCTBEH NMPOAYKT € NMpeAocTaBeHa Ha yebcaiita Ha U3nbnHuTenHa
Arenums no Jlekapcrara (MAJI) http://www.bda.bg.




