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| [ HUME HA JIEKAPCTBEHHUA IMTPOAYKT

Kpecrop 5 mg ¢puamupanu tabneTku . ?\7 tfﬁ? o 10-1- I% |

Crestor 5 mg film-coated tablets o R i

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Bcesika TabneTka chabpika S mg po3yBacTaTHH (rosuvastatin) Kato po3yBacTaTHH Kanuui. Beska
TabsieTka cbabpka 94,88 mg s1akT03a MOHOXHApAT.

3a IMbJIHKUA CIMUCHK HA MOMOILHUTE BEIECTBA BUXKTE TOUYKA 6.1.

I JIEKAPCTBEHA ®OPMA

dunmupaHa Tabnerka.
Kpbrna, ouereHa B xbATO TabseTKa CbC 3HaK ,,ZD4522” n ,,570T eiHaTa cTpaHa U HEMapKHpaHa
OTKBbM OOpaTHara.

4. KJIMHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHHA

JleyeHue HA XUNIEPXOJIECTEPOJIEMHUS

Bb3pacTHM, IOHOLLM U A€La Ha WK HaJl 6-rOIMIIHA BB3PacT C MbPBUYHA XHUIIEPXOJIECTEPOJIEMHS
(Tun 1la BKJIIOYMTENHO XETEPO3UIrOTHA (haMHUITHA XMIIEPXOJIECTEPOJIEMHUSA ) HITH CMECEHA
nucaunuaemus (tun IIb) karo nobaBka KbM AueTaTa, KOrato pe3yjaTarbsT OT AUeTaTa U ApYry
HeapMaKOJIOrM4HU MEPKH (Harp. PU3MYECKHU YNIPAKHEHHUS, HAMAJISIBAHE HA TErJIOTO) HE €
3a/10BOJIMTEJIEH.

Bb3pacTHu, FOHOLLM U A€Lia Ha WK HaZ 6-roAuiLHA Bb3PacT ¢ XOMO3MIroTHa pamuiiHa
XHUNEepXoJiecTeposieMus KaTto Jo0aBKa KbM JIMETaTa, KakTo M C JIPYro JIMIMHAONOHHKABALLIO JIeYEHHE
(Hanp. LDL adepesa) unu Korato ToBa J1€4€HHE HE € MOAXOAALLO.

[IpeBeHIMs HA CHPAEYHO-CH/IOBH CHOUTHSA

[IpenoTBpaTsiBaHe Ha rojieMH Cbp/AE€4HO-CHA0OBH CHOUTHSA MPH NALMEHTH, OLIEHEHH C BUCOK PHUCK 3a
MbPBO CbPJAEYHO-CHAOBO CHOMTHE (BXK. TOUKA 5.1), KaTO JAOMBJIHEHHE KbM KOPUIHPAHETO Ha PYTH
PUCKOBH (PaKTOPH.

4.2. Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

ﬂpeﬂu 34ar1O4BaHC Ha TCpaluiaTa, NnauuCHTbT TpﬂﬁBﬂ Aad 61:,[[&3 MOCTaB€H Ha CTaHJAApTHA AUCTA 34
NMOHHUKABAHE HUBOTO Ha XOJIECTCPOJIa, KOATO J1a NPOABLJIZKH H 110 BpEME HA JICHCHHETO. I"I360p'bT Ha
JO3HUPOBKaA CE onpeaciia OT HHAWBHAYAJTHUTE TEPAINIEBTHYHHU LICJIH, KOUTO C€ OMNMPENCJIAT OT
NpENOPbHKHTE HA CbBPEMEHHHTE KOHCECHCYCHH PBKOBOACTBA 3a KOHTPOJI HA XOJIECTEPOJICMHATA.

erCTOP MOZKC [1a CC MpHUEMa 110 BCAKO BPCMC HaA JICHA, CbC HJIH 0e3 XpaHa.

JleyeHue Ha XUMEPXOIECTEPOIEMHUS
[IpenopbuBaHaTa HayasiHa 103a € 5 UiK 10 mg BeAHBK AHEBHO, KAKTO IPH I
[pUemMasid CTaTUHH, TaKa W NpH NpeMUHaBaHe ot Apyr uHXxuourop Ha HMG-
N360pbT HA HavaliHaTa 103a OT ME/IMKaMEHTa 3aBUCH OT HUBOTO Ha CEPYMH
ChpACYHO-CH/IOB PUCK H PUCKA OT MOsBa HAa HEXKEJIAHU PEAKLIMM KbM JIEHEHH
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HeoOX0AHMOCT, 103aTa MOXKE [1a C& KOPHUTHpa, KaTo CE€ NPEMHHE Ha CNIEeBAILIOTO A030BO HUBO ClEk

4 cepMHLH (BX. TOYKa 5.1). B cpaBHEHHE ¢ NO-HUCKUTE 103U U NIPEABU NMOBHUILEHATA YECTOTA Ha
ch0OOI1aBaHE HA HEXENaHH peakuMu npy Ao3a ot 40 mg, B CpaBHEHHE C NMO-HUCKUTE J03U (BXK.

TOuYKa 4.8), nocneaHo THTpUpaHe KO MakCHManHaTta ao03a ot 40 mg TpabBa na ce npeanpHeMa camo
TPH MALHMEHTH C TEXKA XMIEPXONECTEPONEMHUA C BUCOK CHPACHHOCHAOB PUCK (OCOOEHO TE3H ¢
haMHIHa XHIIEPXONECTEPOJIEMHEA), KOHTO HE JJOCTHraT XEJAaHOTO HUBO Ha XOJIECTEPON NPH JIEYEHHE C
20 mg ¥ NpY KOHUTO 1LIE Ce NPABH PYTHHHO NPOCIEASBaHE B X0/1a Ha JeueHHeTo (Bx. Touka 4.4). Ilpu
3anoyuBaHe Ha neveHue ¢ 40 mg ce npenopbyBa NOCTOAHHO HabnoAerue Ha NalMEHTa OT CMELHATHCT.

[IpeBeHLINA Ha CHPACYHO-CHAOBH CHOUTHUS
B npoy4BaHeTO 3a NOHIKABAHE HA PHCKA OT CHPAECHHO-CHAOBH CHOKTHA € H3M03BaHa A03a oT 20 mg

(BX. TOuKa 5.1).

Ileduampuyuna nonyrayus
Ynorpebata npu acua Tpabea aa ce MpOoBEKAA CAMO OT CIIELHATUCTH.

Jeua v oHOLWWK HA BB3pacT 6 no 17 roaunu (crtaauii <11-V no TaHep)

XeTepo3nurotTHa gaMunHa XUNepxoaecTepoIeMHUs

[Ipu sena M I0HOIIK © XETEPO3UTOTHA haMKUAHA XUNepxoecTepoieMus obuyaiiHata HayaHa 103a €

5 mg gHeBHO.

e [lpn peua Ha Bb3pacT 6 20 9 rOAMHH ¢ XETEPO3HNOTHA (PaMUITHA XHUIIEPXOJIECTEPOIEMHUS
oOH4aliHMAT 1030B AManas3oH € 5-10 mg nepopajiHo BeAHBK AHEBHO. besonacHocTTa M
e()UKaCHOCTTA Ha A03M MO-BUCOKH OT 10 mg He ca npoy4BaHH NpH Ta3H Nomynaums.

e [lpu neua Ha Bp3pacT 10 40 17 roguHM ¢ xeTepo3uroTHa paMwiHa XHNEPXOAECTEPOSEMUA
o0OHualiHUAT 00308 AWanasoH € 5-20 mg nepopanHo BEAHBXK AHEBHO. be3onacHocTTa U
eruKacHOCTTa Ha NO3H NO-BHCOKH OT 20 mg He ca NpoyYBaHM NpPH TaszH NonyJaums.

Turpupanero Tpabra 1a ce NpoBexX/a ChINIACHO HHAUBUAYAIHHUA OTTOBOP M MOHOCHMOCT Ha
NneaHaTPUYHHTE MAaLMEHTH, KaKTO Ce NPenopbyuBa B MPEMOPBLKHTE 32 JIEUEHUE Ha Aetia (BK. Touka 4.4).
Jeuata ¥ ioOHOLIKWTE TPAOBA Aa CE€ NOANONKAT Ha CTAHAAPTHA XOJECTEPONO-NOHWKABAILA AHETa NTPEaH
14 Ce 3aMnoYHe JieYueHHe C pO3yBacTaTHH; AKETaTa TPAOBA J1a C€ NPOALDKHY NO BPEME Ha JIEUEHUETO C
pPO3yBacTaTHH.

XOMO3UroTHa pamuiiHa XHUIIEPXONECTEPONEMHA

[Tpu Acua Ha Bb3pacT 6 10 17 rogHU ¢ XOMO3UroTHa (PaMIIIHA XHIEPXONECTePOIEMHus,
npenopsUMTENnHaTa fo3a € 20 mg peaHbxk gHeBHO. MMa orpaHHueH onuT ¢ 103U pasauuHu ot 20 mg
NpH Ta3H NOMyNalUHA.

Tabnerkara ot 40 mg He € noaxoasiia 3a ynorpeda npH neaqHaTpU4YHH NMaLHEHTH.

Jleua no-mManku ot 6 roIMHH

Be3onacHOCTTa W e(pHKACHOCTTA HA ynioTpebaTa Npu Aella 0 MaJIKK OT 6 TOAMHH HE ca [POYYBAHH.
CnenosarenHo, Kpecrop He ce npenopbuBa 3a ynorpeda npu aeua no-MajakH oT 6 roovHm.

Ynorpeba NpY NaLMEHTH B CTAPYECKA Bb3pacT
[IpenopbyBaHaTa MbpBOHAYANHA 4033 MPH NaUWEHTH HaZ 70-roauuuHa Bu3pacT € 5 mg (BXK.
TouKa 4.4). JIpyro xopurupaHe Ha JO3UPOBKATA B 3aBUCUMOCT OT 8Bb3PacTTa He € HeoOXoAUMO.

IlosupaHe npy nauMeHTH ¢ 6bOpetHa HENOCTATHLYHOCT
[Ipy maLyeHTH ¢ JIEKO 10 YMepeHo O1nOpeuHo yBpexaaHe ce npuiarat odudaiinure 103u. [Ipu
NalMeHTH ¢ yMepeHOo 66peuHo yBpeKaaHe npenopbUuBaHaTa MbpBoHaYaiHa 103a € 5 mg

(KpeaTHHHHOB KNMpbHC noa 60 ml/min). Jloanposkara ot 40 mg € MpOTHBONMOKA3aHa 1npy na

Kpectop e npoTHBOnoKkasaHa (Bx. Touku 4.3 u 5.2).

Jo3upaHe npy NauueHTH ¢ 4epHOApoOHO YBpexaaHe
He e HabiioaaBaHa NMOBHIIIEHA CUCTEMHA €KCNO3HLUHMA HA pO3YBACTATHH MPH MaLKe

ckanaTa Ha Child-Pugh < 7. Benpeku ToBa, MOBHIIEHA CHCTEMHA €KCNO3ULKA € HAO
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NaLMEHTH ¢ oueHka no ckanara Ha Child-Pugh 8 u 9 (k. Touka 5.2). [1pu Te3n nauueHTH TpsabBa na
ce npeanpueMe oOLieHKa Ha 6bOpeunaTa pyHKUMUA (Bx. Touka 4.4). Hama naHHH 3a NRUHEHTH C OLEHKA
no ckanara Ha Child-Pugh nan 9. Kpectop e npoTHBonokasaH NpH NaLWeHTH C AKTHBHO YEPHOAPOOHO
yBpexxaaHe (Bx. Touka 4.3).

Paca

[Tpn nauxeHTH OT a3MaTcKarTa paca ¢e Habnonasa NOBHILIEHA CHCTEMHA EKCIIO3HLIMA Ha MEJHKAMEHTA
(8. Touku 4.3, 4.4 u 5.2). [IpenopbyBaHaTa NbpBOHAYANIHA 1032 NMPU NALMEHTH OT a3HATCKH
npousxoa € 5 mg. [1p# Te3u naLHeHTH € NPOTHBOMOKA3aHO NPHIOKEHHE Ha 103a oT 40 mg.

["eHeTHuEH NOAUMOpPDHUIBEM
[Tokasano e, 4e reHotunosetre SLCOIB1 (OATP1IB1) ¢.521CC u ABCG2 (BCRP)c.421AA ca

CBbP3aHH C MOBHIIIaBaHE HA EKCIIO3ULIMATA HA PO3YBACTATHH. 3a NAaLMEHTHTE, 32 KOUTO € H3BECTHO, Y€
umart redotHr ¢.521CC uau ¢.421AA, ce npenopbuBa MoJOBHHATA OT 0OMvaiHATA MPENOPBLIUMTEIHA
N03a U MakCHMaJIHa eJTHOKpaTHa AHeBHa ao3a ot 20 mg Kpectop (Bx. Touku 4.4, 4.5 n 5.2).

Ho3vpaHe npH NAaUNWEHTH, NPEAPA3INONQKEHN KbM Pa3BHTHE HA MHONIATHS
[Ipn naumeHTH ¢ npeapasnoarail GakTopy 3a pasBUTHTE Ha MHOMATHA NPENOPbYBaHATa HAYaIHa

ao3a e S mg (BXK. Touka 4.4).

[1pu HAKOH OT TE3H MALUHMECHTH € NMPOTHBOMOKA3AHO NPWIOKEeHHeTo Ha fo3a oT 40 mg (BXK. To4Ka 4.3).

CopIbTCTBaLA TEPANHA

PozyBacTaTuH e cybcTpaT Ha pa3nidyHu TpaHcnoptrephn npoterHn (Hanp. OATP1B1 u BCRP).
PuckbT oT MHONATHA (BKIHOUMTENHO pabaoMKonn3a) ce NoBHILABA, Korato Kpectop ce npunara
€JHOBPEMEHHO C ONPEAENEHH JEKAPCTBEHH NMPOAYKTH, KOMTO MOraT /1a MOBMILIAT FUIa3MEHaTa
KOHLICHTpALMA Ha pOo3yBacTaTHH, MOPaAN B3aUMOACHCTBUE C TE3H TPAHCIIOPTEPHU NIPOTEUHH (Hanp.
LIHKJIOCTIOPHH, TUKArPENnop ¥ HAKOM MPOTea3HH HHXUOUTOPH, BIUTIOUHTENHO KOMOUHAUMH Ha
PHUTOHABHP C aTa3aHABHP, JIOMUHABUP W/WIM THNpaHaBHUP; BXK. TOUKH 4.4 W 4.5). Ha npeanvceamure
JNleKapH ce NMpenopbYea 4a B3emar NpeiBujl ChOTBETHATA JieKapcTBEHa HHpOpMaLMs, KOraTo oomucnar
npujarable Ha TaKUBa nNpoAyKTd 3aeaHo ¢ Kpectop. Korato ¢ Bb3M0OXHO, Tpa0Ba fa ce HMaT npeasun
aNTepHATHBHH JIEKAPCTBA H, aKO € HE0OX0AHMO, 1a Ce HMa NpPEABHA BPEMEHHO NMPEKbCBAHE Ha
TepanusaTa ¢ Kpectop. B cuTyaluu, Koraro eIHOBpEMEHHOTO NPHIOKEHHE HA T€3H IEKAPCTBEHU
nMpoayKTH ¢ Kpectop € Heu3bexxHOo, mon3aTa ¥ pUCKa OT ChITbTCTBALILATA TEPANTHA ¥ KOPEKUHH Ha
no3ata Ha Kpectop TpabBa BHUMaTeNnHo Aa ce oOMHUCHAT (BK. TouKa 4.5).

4.3 IIpoTHBONOKA3AHMS

o [Ipy NauMEHTH CBbC CBPBLXYYBCTBHTENHOCT KbM PO3YBACTATHH HIIH HAKOE OT NOMOLIHHTE
BCLLIECTBA.

e [Ipu NauMEHTH ¢ aKTHBHO YepHOAPOOHO 3a00NsRBaHe, BKIIOYHTENHO HEYTOUHEHO,
NPOABL/KUTENHO MOKAYBAHE HA CEPYMHHUTE TPAHCAMMHA3ZH M BCAKO NOKAYBaHE HA CEPYMHMTE
TpaHCAaMMHA3W TPH ITbTHU HAJ rOpHATa MPaHULIA HA HOpMATa.

o [Ipu nauneHTH ¢ TeXXKO 6BOpeuHo yBpekaaHe (KpeaTHHHHOB KAHPBHC < 30 ml/min).

[Tpy nauneHTH ¢ MHONATHA.
[Tpu nauxeHTH, NPHEMALLM e[HOBpeMEHHO cogocOyBHp/BeINaTacBUp/BOKCHIIATIPEBHD (BXK.
TOo4Ka 4.5)

e [Ipu nauueHTH, NPHEMALIH €AHOBPEMEHHO LIHIJTIOCIIOPHH.

[To BpeMe Ha HpeMeHHOCT, KbpMEHE W MPH XKEHH B JETEPOLHA BL3PACT, KOUTO HE H3MOJI3BAT
MOAXOAALLA KOHTPALIENTHBHY MEPKH.

Jlo3zata ot 40 mg € nNpOTHBOMOKA3aHa NPH NALUMEHTH C Ipeapa3noiaramy GaKTop 3
MuonaTua/padbaomMuonusa. Takuea axkTopH ca:

e VYmMepeHo no creneH 6u6peuHo yBpexKaaHe (KpeaTHHUHOB KAKPBHC nod 60 m
o  XHIIOTHPEOHIUILM.

¢ JluuHa wiH amMuiiHa aHAMHE3A 38 HACNECACTBEHM MYCKY/HU 3a00naBaHuA.
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¢ AHaMHe3a 3a NOABa Ha MYCKYJIHO YBPEXAAHE N0 BPEME Ha JICUCHHE ¢ APYT MEANKAMEHT OT
rpyiiata Ha HHXUOUTOPHTE Ha XHIPOKCH-METHII-TITyTapHI-KOCH3MM A peaykrasarta wiH ¢ pubpar.
3noynotpeda ¢ aKoxo.

CBCTOAHHA, NMPH KOUTO MOXKE A3 C€ NMOBULIH IJIA3MEHOTO HUBO Ha MEMKAMEHTA.

Jlvua OT a3HaTCKaTa paca.

CenbTCTRAILO NeveHue ¢ pubparu.
(Bx. Touku 4.4, 4.5 1 5.2).

4.4 CuoennajHA npeaynpekaeHHs H NPEeANa3He MEPKH NpH ynoTpeda

bvopeyu

[Ipu naumeHTH, NEKYyBaHHU ¢ NO-BUCOKH 103M Kpectop, no-xoHkpeTHO 40 mg, € HabaoaaBaHa
NPOTEUHYPHA, KOATO € YCTAHOBEHA NPY U3CIEABAHE C TECT-/IEHTH, C NPEAUMHO TyOyIeH Npon3Xol K B
NOBEYETO CIY4YaH ¢ NPEXOAEH UM HHTEPMHUTEHTEH XapakTep. He € A0Ka3aHO NpoTerMHYpHATA Aa
npeAecTBa OCTPO WK nporpecusHo 6b6peuHo 3abonsaBane (Bx. Touka 4.8). Jloxnaasanara yecTora
Ha ceprHo3HHK Ob0peyHH yBpeau Npy NOCTMAapKETUHIOBaTa yrnoTpeda € rno-pucoka nmpu A03MpoBKa OT
40 mg. Onenka Ha 6sOpeunaTa pyHkuUHsa TpaOBa Aa ce HAMpaBH Mo BpeME HA PYTHHHO NpOCneIABaHe
npy naumMeHTH, 06Muaiino nekyBaHu ¢ 40 mg.

Cxenemua Mycxkyramypa

EdexT BbpXY CKejleTHaTa MyCKyaatypa (MUanrusa, MHOTIaTHA K NO-pARKO pabaoMHoau3a) ca
CbOOLIaBAaHU NTPU NPWIOKEHHE HA BCHYKH J030BU PEXHUMH, 0coOeHO npH 1034 Haa 20 mg. Muoro
pelKH cydan Ha pabaoMHONH3a ca IOKNAABaHH MPH H3ION3BAHETO Ha €3eTHMHO B KOMOHHaLHMs C
HMG-CoA peayxrazHn uHxubuTopr. He moxke aa Objie H3KIOHEHO PapMaKkoIHHAMUYHO
B3auMoekcTBHE (BXK. TOYKA 4.5) U e He06X0AHMO BHHMaHHE NMPH KOMOMHHPAHOTO HM KH3MON3BaHE.

Kakro npu apyrure HMG-CoA peaykrazHu BHXUOUTOpH, AOKNAABaHATa YecToTa Ha pabaomMuonusa,
acouuupaHa ¢ KpecTop npu nocTMapKkeTHHrosara ynorpeda, € no-BUcoKa npH ao03uposka ot 40 mg.

H3amepeane Ha xpeamunxunazama

KpearnuknHaszarta (CK) He TpabBa qa ce u3MepBa clell yCUIeHHM yNpaKHEHUS WK NPH HAJTMYHETO Ha
Apyr npa4yuHUTEN Ha yBenudeHde Ha CK, koeTo Moxe Aa 3aTpyAHH THJIKYBAHETO Ha pe3yTara. AKo

HUBOTO Ha CK € 3HaYMTENHO MOBUILIEHO NPYU U3XOAHO HUBO (> 3 ITbTH FOpHATA AOIYCTUMA rpaHuLa),
TECT 34 MOTBbPH/AaBaHEe Ha pelyiiTata TpAOBa Aa Oble HanpaBeH B paMKHTE Ha 5—7 AHU. AKO

NMOBTOPHOTO M3C/Ie[iBaHE MOTBLPAX H3XOAHO HHBO HA CK > 5 MbTH ropHaTta A0nMyCTHMA rpaHuLa, He
TpsOBa Ja ce 3ano4Ba NEeHEHHE.

IIpeou nevenvuemo

Kakro u apyru unxubutopu Ha HMG-CoA peaykrazara, Kpectop Tpa6Ba aa 6be npeanuceaH ¢
0cOOCHO BHHMaHHE NPH NAUMEHTH, 32 KOMTO ca HaJMUE (aKTOpH, Npeapa3nonarailiy pa3BUTHE Ha
MHonaTus/pabnomuonnia. Takusa daxropu ca:

brOpeuHO yBpeKIaHe.

XUMOTHPEOHAHIBM.

JInyHa unu pamMunHa aHaMHe3a 32 HacNeACTBEHO MYCKYJIHO 3a0oiiBaHe.

Yc¢TaHOBEHa MYCKYJTHA TOKCHYHOCT KbM Apyru uaxuburopn Ha HMG-CoA penyxrasara unu
dubparu.

3noynoTtpeba ¢ ankoxon.

[TaupeHTy Ha Bb3pacT Haa 70 roauHH.

CbCTOSAHHS, NPH KOMTO MOXeE Jia ce HabnoxaBa nokayBaHe Ha [U1a3MEHUTe HUBA (BXK. TOYKa 5.2).
EnHoBpeMeHHO NpWIOKEHHE Ha GHHOpaTH.

I1pn nogobun nauneHTH TpadBa j1a ce NpeABHIN OTHOWEHHETO PHCK/MON3a U J1a Ob
noJ KNIMHWYHO HabmoaeHne. AKO H3X0AHOTO HHBO Ha CK e 3HauuTeIHO NOBHIIICH
ropHara rpaHMla Ha HopMara), He TpafBa Ja ce 3ano4ea JieueHue.




Ilo epeme na reueruemo

[TaumeHTHTE CE 3aABKABAT He3abaBHO Aa AOKNAABAT HEOOACHUMH MYCKYITHH OOJIKM, yCELiaHe 3a
cnaboCT MM CXBalllaHEe, HAH-BEYE aKO Ca CBbp3aHU C Hepa3nonoxeHue Han ¢edpunurer. [lpu Tesu
nauMeHTH TpadBa aa ce uamepsaT HuBaTa Ha CK. TepanusTta Tpabea na ce npekpaTH, ako HUBOTO HA
CK € 3Ha4#TENHO NOBUILIEHO (> 5 MHTH ropHaTa AOMYCTHMA rpaHULia), WIH MYCKYJTHHUTE CUMIITOMH Ca
TEXKH U NIPUYUHABAT €XKEHEBHO Hepasnonoxenue (nopu HuBoro Ha CK jga e £ 5 nvTH roprara
AOITYCTHMA MPaHHLA). AKO CUMIITOMHUTE M34e€3HAT U HUBOTO Ha CK ce HopManu3npa, MOXe Jia ce
NOMMCIIH 332 NOBTOPHO jieueHHe ¢ KpecTop nnu anrepHatuees HHXHOuTOp Ha HMG-COA penykrasara
B Hali-HUCKa fo3a noa HabmoaeHue. PytunHo HabnmoaeHue Ha HuBoTo Ha CK npu nauueHTH 6¢3
CHMITTOMH HE € OCHOBATEJHO.

HMa MHOro peaky ROKJIaay 3a HMyHOMEIUHPpAaHA HEKPOTH3MpaLlla MUONATHA, KOATO KJIIMHUYHO C€
XapaKTepH3upa ¢ NEPCHCTUPALLIA MTPOKCHMAJIHA MYCKYITHA cnaboCT M NOBHILICHA KPEaTHHKHHA3A MO
BpEMeE Ha JICUCHHETO HITH CJICA CIIMPAHE HA CTATHHUTE, BKJIIOYUTETHO po3yBacTaTHH. Moxe aa ¢
HeO0XOAMO JAOMbJIHHTEIHO HEPBHOMYCKYJ/THO HIHM CEpOJIOTHYHO H3cneaBaHe. Moxe na ce Hanoxu
nevyeHUue ¢ HMyHOCYNPECHPALLIH JEKapCTBa.

B HaK0NKO cTyyas ce ¢boOliaBa, Y€ CTATHHUTE HHAYLHPAT de novo WK BJIOLLIABaT BEYe
CBIIECCTBYBAILA MHACTEHUA FPABUC WIH OMHA MHAacTeHHA (BX. Touka 4.8). ITpunoxenuero Ha Kpectop
TpAOBa Aa ce cnpe B cyvaii Ha BAOWAaBaHe Ha cuMnToMuTe. MMa choblIeHH 3a peLiMauB NpH
(MOBTOPHO) MPUIAraHe Ha ChILMA WIH PaVINYEH CTATHH.

[Ipy KIHHHYHHATE H3NUTBaHUS HA KpecTop He ca HabnioaBaHKW JaHHH 33 NOBUILEHH €(EeKTH BLPXY
CKeJIeTHaTa MYCKYJ1aTypa B MafKaTa rpyna NauMeHTH, TipH KouTo Kpectop e npwnaraH ¢ apyro
CBhITLTCTBALLIO JIEYECHHE. Y BEJIMYEHHE HA YECTOTATA HA MHO3UT U MHONaTus € HabnioaaeaHo, obaue,
Py NALKWEHTH, Nojayyasay Apyru HHXHOUTOpH HAa HMG-CoA peaykrasaTa 3aelHO € LMKJIOCIIOPHH,
MPOH3BOAHH HA PUOPHHOBATA KUCEAWHA, BKIIOYHTENHO reMPHOpO3uiI, HUKOTHHOBA KHCETHHA,
a30/10BKH AHTHMHUKOTHULH, TPOTEa3HK UHXUOMTOPH U MAaKPOAHAHK aHTHOMOTHLK. ["'eMPubposnn
MOBHILIABA PHCKA OT MHOTIATHA, aKO C€ MPHEMa €AHOBPEMEHHO ¢ HAKOH HHXHOHTOpH HAa HMG-CoA
peaykrasara. [lopaau ToBa, KOMOMHalUUATa Mexay remMpudpo3nn U Kpectop He € npenopbhuMTenHa.
[lon3aTa OT AOITBAHUTENHO CHXKABAHE B JIMIKWAHNTE HABA B PE3YATAT OT KOMOHHUPAHOTO NPHEMaHE
Ha Kpectop n dubpati unu HhanuH, Tpabsa aa 6bAe BHUMATENHO U3YHUCIIEHA CNPAMO MOTEHLUHATHHAA
pHCK oT NoAoOHH koMOHHaL U, [Ipy efHOBpEeMEeHHO NpUAOKEeHUE Ha QUODPATH, NTEUEHHETO ¢ JO3H OT
40 mg e NpOTUBONOKA3aHO (BXK. TOYKH 4.5 U 4.8).

Kpectop He TpabBa aa ce npunara eJHOBpEMEHHO ¢ GY3HU10Ba KHCENTHHA 32 CUCTEMHO TNIPUITOXKEHHE
WIH B paMKUTE Ha 7 HM ClIe] CIMpaHe Ha JICYEHUETO ¢ (dy3uaoBa kucenuHa. [1pu nauMeHTH, npu
KOWMTO W3MON3BaHeTO Ha hy3Ha0Ba KHCENHHA 33 CHCTEMHO NPUACKEHHE € 3HAUYUMO, JICYEHHETO ChC
CTaTHHH TpAOBa Aa ObAE NMPEYCTAHOBEHO MPe3 LCIMA NEPHOA Ha JieueHHe ¢ (y3HAOBa KUucenrHa. Mma
cboOlIeHNA 32 pabaoMHONH3a (BIUTIOYHTENHO HAKONKO ¢ PaTaieH U3X0) NMpH NMALMEHTH, NPHEMALLIH
¢y3Ma0Ba KHCE/IHHA U CTATHHU B KOMOUHa1 U (BXK. To4Ka 4.5). [lauuenrvure Tpabsa na 6bvaar
NOCHBETBAHH J1a MOTbPCAT HE3a0aBHO MEAULIMHCKA MOMOILLL, aKO U3TIUTBAT CUMITTOMH HA MYCKYJIHa
cnaboct, 60nKa WK 60€3HEHOCT. JIEYEHHETO ChC CTATHHHU MOXKE a ObJie MOOHOBEHO CEAEM JHH
chell nocaeaHaTa A03a Ha ¢y3uaoBa kucenuHa. [Ipu u3ssHpeaHH 00CTOATENCTBA, KOraTo €
HeoOX0AuMa NPOABDKUTENHA YNoTpeda Ha Qy3ua0Ba KHCENNUHA 3a CHCTEMHO NPUIOKEHHE, HATIpUMEp
3a JICHEHHUE Ha TEKKH HHDEKLMH, He0DXOAMMOCTTA OT €AHOBPEMEHHO NpunoxeHue Ha Kpectop n
¢y3na08a KucenuHa TpadBa Aa ce npeueHd UHAUMBUIYANHO, M NOJ CTPOr MEAMLIMHCKHM KOHTPO.

KpecTop He TpabBa na ce ynorpebaBa npu nauMeHTH ¢ OCTPH CEPHO3HYU CHCTOSHHUA, NPEANONAraiy
MHONATHA, WK Npepasnonarailiy KbM pa3sute Ha ObOpetHa HeAOCTATBEYHOCT, BCACACTBUE

paGaoMuonu3a (Hanp. CENncUC, XHINOTOHUA, roJisMa ONepaLiui, TPaBMa, TEXKH METaboNHTHH
CHAOKPHHHH H €IEKTPOJUTHH HAPYLUEHHA WIN HEKOHTPOIHPAHH MbPUOBE).

TeXKH KOXKHH HEXENAHH PEAKLIMU

TeKKH KOXKHH HEXETAHH PEaKkLMH, BRTIOYHTENHO CHHAPOM Ha Stevens-Johnson (
peakuHa ¢ eosuHodunua U cucteMHH cumnromu (DRESS), kouro morat aa 6vaar
)KMBOTO3acTpalllaBailid UK C JIETAIEH H3XO0J, Ca AOKaABaHu nNpu ynotpedara Ha p
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touka 4.8). [lo Bpeme Ha Ha3HA4YaBaHETO MY, MALMEHTUTE TpabBa na 6vaaT nHPOPMHUpPaHHK 3a
NPU3HALIUTE H CHMITTOMHTE Ha TEKKH KOKHH PeaKUMHU K Ja ObJaT BHUMATENHO HaOMoAaBaHU. AKO ce
NOABAT [PU3HALM U CUMIITOMM, MPEANONArally TE3H peakuuu, neuecHHeTo ¢ Kpecrop Tpabea ga d6vae
NpeyCTaHOBEHO He3a0aBHO U Aa Obae OOMHUCIICHO anTEPHATHBHO JICUEHHE.

AKO NauMeHTHT pa3sue cepHo3Ha peakuus Karto SJS unu DRESS npu ynorpebara Ha Kpecrop,
neveHnero ¢ Kpecrop He TpabBa HHKoOra aa ce nogHOBABA NPH TO3U MAaLMEHT.

BriusHHe BbPXY YEpHHS Apod

Kakro npu apyru unxubutopu Ha HMG-CoA penykraszara, Kpectop Tpabea BHUMaTENHO Ja ce
npUIara npy naldeHTH, KOMTO NpHeMaT rolsaMo KOIMYECTBO AIKOXO0J HW/HNK ca HMaiH 3abonaBaHe Ha
yepHHUA Apob. [IpenopbuUTENnHO € Ja Ce HanpapsT U3CIECABAHHA Ha YepHHA Apob rpeam, U 3 Meceua
crnes 3anoysaHe Ha jgeyeHuero. Kpectop Tpabea aa 6vae npeycraHoBeH Wnu no3ara TpabBa aa ce
HAMAaJIH, aKO HHBOTO Ha CEPYMHHTE TpaHCaMHHA3H HAABULLABA TPH ITbTH MOpHAaTa rpaHHLIA Ha
HopMaTa. J(OKJ1aJIBaHATa HECTOTA 34 CEPHO3HH YepHOAPOOHH YBpEIH (3aKITIOMBALLH CE IT1ABHO B
yYBEJHYEHH YepHOAPOOHM TPaHCAMMHA3H) NMPH NOCTMAPKETUHIOBaTa ynotpeda, € No-BUCOKa NpH
ao3upoBka ot 40 mg.

[Ipy natueHTH C BTOPHYHA XHIIEPXOJIECTEPOSEMHSA, NPHUHHEHA OT XHITOTHPEOHIHIBM WIH
He(pOTHYEH CHHAPOM, OCHOBHOTO 3abongpaHe TpAOBa Ja ce JIEKyBa Npead 3ano4BaHEe Ha JICYCHHE C
KpecTop.

Paca
dapMaKkOKHHECTHYHHUTE NMPOYYBAHHUA MOKA3BAaT, Y€ MpY MAUUCHTHTE OT a3HATCKATa paca € HaNHULE 1o-
BHCOKA €KCIO3HLIMA B CPABHEHKE C TE3W OT KaBKaskaTa (0dnaTa) paca (BxK. Toukn 4.2, 4.3 u 5.2),

[Iporeasnn HHXUOUTOPH

[ToBHILIEHa CHCTEMHA €KCNO3NIMA HA PO3YyBacTaTHH € HabNioaaBaHa NPH NAUKEHTH, NpHEMaLLU
pO3YBAaCTaTHH €AHOBPEMEHHO C Pa3NIUYHH NPOTEa3HH HHXHUOHUTOPH, B KOMOHHALMA C PUTOHABHP.
Tpsabea aa ce 0OMHCIN KaKTO Noa3aTa OT JHNHAOROHMKAaBaHE Ype3 ynoTpeba Ha Kpectop npH
nauueHTH ¢ HIV, KouTO npuemar nporeazid HHXHOHTOPH, TaKa M NOTEHLKANA 32 NOBHILCHA
KOHLIEHpallMg Ha pO3yBacCTaTHH, KOTATO CE 3ano4yBa TEPanUATa 4 ce MOBHILAaBa Ao3aTa Ha Kpectop npu
NaLMEHTH, JIEKYBAHM C NMPOTEa3HH HHXUOUTOPH. EAHOBPEMEHHOTO NPUNOKEHUE C OnpeaeneHH
npoTea3sHH HHXHOUTOPH HE Ce NpenopbUBa, OCBEH ako J03ata Ha KpecTop He ce kopurupa (Bix.
Tabnuua 1 U Toukn 4.2 1 4.5).

HenoKoCHMOCT KbM JIaKTO3a
[TaumMeHTH C peKH HacNEACTBEHH NPOONEMH KaTO ranakTo3Ha HEMOHOCHMOCT, IThJIEH JIAKTa3€eH
neHUHT HIH TIOK030-TanakTo3Ha Manabcopbuna He TpaOsa na npHeMaT TOBa IEKapCTBoO.

Hurepcrvumanna 6enoapobua bonecr
HoknaasaHu ca M30JHpaHH CTy4Yad Ha HHTEepCTHUHanKa 6enogpobua Gonect npH npunoxkeHue Ha

HAKOH CTATHHHM, 0CO0EHO NPH NPOaBIKHTENHA Tepanua (Bx. To4ka 4.8). KNIMHHYHHTE NPOsABH MOTaT
[a BKJIKOUBAT AMCINHESA, HENMPOAYKTHBHA KAalIMLA M BIOLWIABAHE Ha 00110TO cheTOAHKE (YMOpa, 3ary0a
Ha TETJIO H TPeCKa). AKO UMA NOJO3PEHHE, Y€ NALMEHTHT € Pa3Bui HHTEPCTHLHANHA BenoapobHa
fosiecT, TepanuaTa CbC CTaTHH TpAOBa Aa Obae NpeycTaHOREHA.

3axapen auaber
Hsaxou nokazaTtencTsa npeanonarat, 4e CTaTHHUTE KaTO KNac MOBHILABAT KPbBHATA IMNKOKO3a H NpH
HAKOM MalMeHTH, BACOKOPHCKOBH 3a pa3BUTHE Ha qWaber B Obaelle, Morar fia JoBeAaT 10 TaKoBa
HUBO Ha XMNEPITIMKEMHA, NIPY KOETO € NOAXOAAILO NMPUIAaraHeTo Ha peoBHATA MPHXKAa, NMPOBEXKAAHA
npu Auaber. To3u puck, obave ce HaANENABA OT PeAYKLHATA HA BACKYNAPHUS PUCK ChC GTaFHHL
CJICAOBATENHO, HE TpAOBa Na 6bae NnpHuKHa 3a ciMpaHe Ha CTaTUHOBATA Tepanua. b / qsHdAA 1,
nauueHTH (ra10Ko3a Ha rnaaHo 5,6 no 6,9 mmol/l, uraexc Ha TenecHa Maca > 30 4_/ R ATORMY %l-%
CTOIHOCTH Ha TPUITHUEPUINTE, XHIIEPTOHHNA) TpAOBa 1a ce€ NPOCIEAABAT KAKTO /o DA \
OHOXMMHYHO, CBIVIACHO HALKOHAJTHWTE PbKOBOJCTBA. =
c




B npoyusanero JUPITER, crobuienara obuia 4ecToTta Ha 3axapeH auaber € 2,8 % 3a posyBacTaTHH M
2,3 % 3a mnaue6o, rNasHO NpH NaLMEHTH ¢ MI0KO3a Ha ragHo 5,6 ao 6,9 mmol/l.

[leanaTpuyHa OOMyJalUHA
OueHsBaHeTO Ha MMHENHHOTO U3pacTBaHe (BHCOUMHA), Terno, BMI (mHaekc Ha TesiecHaTa maca) U

BTOPUYHHTE NMOJOBH Oesie3rd Ha NOJIOBOTO Ch3paBaHE MO CKanara Ha Tanner npyd neaHaTpH4HN
MatMeHTH Ha Bb3pacT 6 A0 17 roguHH, NnpHeMallli po3yBacTaTHH, € OTPaHHYEHO AC ABYTOAHLICH
nepuoa. Cnej ABe rogMHK Ha TPETHPaHe MO BPEMeE Ha MPOY4BaHETO, He € 3abend3aH HUKaKbB eeKkT
BbPXY pacTexa, Ternoro, BMI unn nonosoto ch3psasaHe (BiK. TouKa J5.1).

B xiMHHYHO Npoy4BaHe Ha Jela H KOHOLIH, MPHEMALLK PO3yBaCTaTHH 3a 52 CEAMHLIM, MOBHIIABAHE Ha
CK > 10xULN H MYCKYNHUTE CHMITTOMM ClEH YTIPAKHEHUE WIH NOBULIEHA (PH3HYECKA AKTHBHOCT Ca
HabnoaaBaHt NO-4€CTO, B CPaBHEHHE ¢ HAONOAeHHA OT KIIMHUYHHY NPOYUYBAHUA NTPH Bh3PACTHH (BiK.
TO4Ka 4.8).

4.5 BianmMozaelicrane ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYTH OpMH HA B3aHMOAEHCTBHE

Edbexm na eonospemenno npunazanu rexapcmaseru npooykmi 6bpxy po3yeacmamun

MuxubrTopH Ha TPaHCIOPTEPHUTE NPOTEHHH
PosyracTtaTiH e cyOcTpaTr Ha onpenesieHH TPaHCTIOPTEPHH MPOTEMHH, BKITIOYHMTETHO 4epHOAPpOOHHUA

bnTeiik TpaHcnoprep OATPI1B1 u edayke Tpancnoprepa BCRP. EaqnoBpeMeHHOTO NpHNOXKEHHE Ha
KpecTop ¢ nekapcTBeHH NPOAYKTH, KOUTO ca MHXUOMTOPH Ha TE3H TPAHCNOPTEPHHK NPOTEHHH, MOXeE
Ja aoBeae A0 NMOBHIlIaBaHE HA IUTa3MEHATa KOHLUCHTPALWA Ha pO3yBaCTaTHH H MOBHILEH PHCK OT
muonatua (Bx. Tabnmua 1 ¥ Touku 4.2 n 4.4).

Luknocnopus

I[pu enroBpeMEHHOTO NipHNokeHHe Ha Kpectop ¢ uuknocnopuH, cpeannre cToiHOCTH Ha AUC Ha
pO3yBacTaTHH ca 61K cpeaHo 7 MbTH NO-BUCOKHM OT Te3H, Ha0MonaBaHHU NpH 34pasi 100pOBOIILH, HA
KOMTO € NPHIOKEHA ChlliaTa no3a (ex. Tabnuua 1). Kpecrop e npotHeonokasaH npy NauHeHTH, KOKTO
¢IHOBPEMEHHO TOJTy4aBaT LIMKIIOCNIOPHH (BXK. TOYKa 4.3). EAHOBPEMEHHOTO NMPUIOKEHHE HE €
MOBJHAJIO NAA3MEHUTE KOHLUEHTPALIUH Ha LIMKJIOCNIOPUH.

Tukarpeno

Tukarpenop nHxubnpa rpancnoprepa BCRP, koero Boau 1o 2,6-kparHo ysenuvenue Ha AUC Ha
PO3YBACTATHH, KOETO MOXE Jia JOBEAE A0 MOBHILECH PUCK OT MUonaTHa. Tpabea na ce npeueHaT
[OJI3UTE OT NPEAOTBPATABAHETO HA IOJIEMH HEXeNaHH CbpACYHOCBAOBH CLOMTHA Ype3 ynoTpedarta Ha
PO3YBACTATHH H PUCKOBETE NPH MOBHILIECHH TUIA3MEHH KOHLIGHTPALWH Ha PO3yBaCTaTHH.
[emdrOpo3na M ApYrd NUOHUAONOHMKABAIIHN NMPOAYKTH

EnnoBpeMeHHOTO nprnoxenue Ha Kpectop v rempubposun € poseno Ao ABYKpPaTHO NOBHILEHHE Ha
Cmax 1 AUC Ha po3yBacTaTHH (BX. TO4KA 4.4). JlaHHuTE OT PapMaKOKHHETHHHUTE NIPOYYBaHHA,
M3CJIEABAILH JIEKAPCTBEHHTE B3aHMOCIHCTRIA, HE MOKA3BAT B3aUMoAcHCTBHE ¢ HeHoPHOparT, Ho €
Bb3MOXKHA NOABa Ha papMakoAHHAMUYHU B3auMoaeiicTeui. ['empudpozun, hpenodudpar u
OCTaHAIMTE MEHKAMEHTH OT rpynara Ha ¢udpaTuTe M THNHIONMOHKWKABALIMTE N03M (B 1031 > | g Ha
IeH) HHALIWH (HHKOTHHOBA KMCE/IHHA), NMOBHIUABAT PHCKA OT NOABA HA MHONIATHS MPH KOMOUHHpAHE ¢
MHXHOHTOPH Ha XHAPOKCH-METWI-IITyTAPHI-KOEH3HM A peyKTa3ara, Haif-BepoATHO nopanau ¢axra,
Y€ MOC/ICAHUTE MOTaT Jia NPEAU3BHKAT NOABATA HAa TOBA YCJIOXKHEHHE H IpU MOHOTEpanya. Jlozara ot
40 mg e NpoTHROINOKAa3aHa NpH eJHOBPEMEHEH NpHeM Ha ¢ubparn (BX. Toukn 4.3 4 4.4). I1pu Te3n
NalHEHTH IEYEHHETO ChILO TpAOBa Aa 3ano4He ¢ 5 mg.

EzeTtumut
EanoppemennoTo usnonssaxe Ha 40 mg Kpecrop n 10 mg ezetumud, He Boaun a0 npo
Ha JBaTa NMPOAYKTa, KOraTo ce npunarat npu 3apaeu jobpoeonuu. Uma 1,2 nsti nop
Ha po3yBacTaTHH, Korato 10 mg Kpectop u 10 mg e3eTumut ca npunoxeHn rnpH ndliy
xunepxonecreposemus (Tabanua 1). He Moxe na ce H3kmoun papMakoAHHAMHYHL
MEXKIY TAX, KOETO Aa HMA 33 PE3YATAT HEXKENaHW peakuud (BXK. Touka 4.4).




[IpoTea3Hu uHXHOUTOPH
Benpeku ye TOUHUAT MEXaHM3bM HA B3aHMOICHCTBUE He € U3BECTEH, EAHOBPEMEHHOTO MPUIIOKEHHE C

NpoTeasHH HHXHOMTOPH MOXKE PA3KO JIa MOBHILIH €KCIIO3ULIMATA Ha po3yBacTaTHH (Bx. Tabnuua 1).
Hanpumep, eqHoBpeMeHHOTO npuioxeHue Ha 10 mg po3yBacTaTHH U KOMOHMHMpaH NMPOAYKT, ChCTOAILL
ce OT JBa npoTeasHu uHxuduropa (300 mg arazanaeup/100 mg puroHasup) No BpeMe Ha €THO
dapMaKOKHMHETHYHO NIPOYYBaHE MPH 3APaBH J0OPOBOJILH, C€ aCOLMHPa C NIPUOIM3UTEHO TPHKPATHO
HapactBaHe Ha AUC Ha posyBactaTuH. EZHOBpeMEHHOTO MpHIoKeHHE Ha KpecTop 1 HAKOH
KOMOMHALIUM OT NMPOTEa3HU UHXUOUTOPU, MOXKE J1a C€ UMa NPEeABU Clle]l BHUMATEITHO NPELICHABAHE
Ha KOpeKLMHUTe Ha qo3ata Ha KpecTop, Ha 06a3a 04akBaHOTO NOBHIIEHHE HA €KCTIOZHLIHATA Ha
po3yBacTaTuH (Tabnuua 1 ¥ Touku 4.2 v 4.4).

AHTHAUHIHU

EaHOBpeMEHHOTO NpWIOKEHHUE Ha KpecTop ¢ aHTHAlMAHA CYCNIEH3UA, ChAbpiKallla aflyMHHHEB H
MarHe3HeB XHAPOKCHJ, € AOBEJIO A0 HaMA/IABaHE HA IUIa3MEHAaTa KOHLICHTPALHUA Ha po3yBacTaTHH C
npubnusuTenaHo 50 %. Tozu edekt e 6un oTcnabeH, KOTaTo AHTHALIMAWTE Ca JaBaHU 2 vaca el
nprema Ha Kpectop. KIMHHUYHOTO 3HaUE€HHE HA TOBA B3aUMOACHCTBHE HE € M3CJIEIBAHO.

EputpomyumH

EnHoBpeMEHHHMAT npueM Ha KpecTop U epuUTpOMHLIMH, € Roen Ao 20 % Hamanenue Ha AUC .o m
30 % namanenue Ha Crax Ha pO3yBacTaTHH. B3anMoAeicTBHETO MOKE Ja € NPEANU3BHKAHO OT
MOBHILEHHS YpeBEH MOTHJIMTET, BCJICACTBUE HA MIPHEMA HA CPUTPOMULIMH.

EH3MMH OT cucTeMaTa Ha LiuToxpoM P450

Jlauuure OT in vitro v in vivo npoy4Balug NMOKA3BaT, Y€ pO3YBAaCTATHH HE € HUTO HHXHOHTOP, HUTO
UHAYKTOp Ha nuroxpom P450 n3oensumure. PosyBacraTiH € c¢nab cyOCTpaT 3a Te3H H30EH3HMH.
CnenoBaTesHO, NEKApCTBEHH B3aUMOJACHCTBHA, pe3yaTaT OT UMTOXpoM P450-meaunpannd
MeTabonu3bM, He ¢e ouakBaT. He ca Ha0/10aBaHy KIMHHYHO 3HAYHMH B3aUMOICHCTBUA MEXAY
po3yBacTaTHH U PaykoHazon (nHxubutop Ha CYP2C9 n CYP3A4), nnun kerokoHazon (MHXHOUTOp Ha
CYP2A6 u CYP3A4). EnHoBpeMEHHHMAT NMPpHEM Ha HUTpakoHasoa (MHxubuTop Ha CYP3A4) u
pO3YBAacTATHH, BOAHM A0 28 % yBenuuenue Ha AUC Ha po3yBacTaTHH. TOBa MalIKO YBEIMYECHHE HE €
KJIMHHYHO 3Ha4uMo. [To Tasn nprynHa, TeKapcTBeH! B3aMMOAEHCTBUA B CIIEACTBUE HA METAOONH3bM,
MeauupaH ot uuToxpoM P450, He ce oyakpar.

BaauMoaeicTBIA, KOWUTO M3UCKBAT KOPEKIIMA HA 103aTa HA PO3YBACTATHH (BXK. ChLIO Tabnuua |
Koraro e HeoOxoaumo aa ce npuiara KpecTop €JHOBPEMEHHO ¢ IPYIH JIEKAPCTBEHH NIPOAYKTH, 3a
KOHTO € U3BRECTHO, Y€ MOBUILABAT EKCMO3ULIMATA HA PO3YBAaCTaTHH, 103uTe Ha Kpectop Tpabea na ce
Kopurupart. Ha npeanuceauiyte nekapu ce npenopbyuea ga BieMar NpeJBU CbOTBETHATA JIEKAPCTBEHA
nHpopMaLma, KoraTo OOMHUCIIAT NpUiaraHe Ha TaKuBa MPOAYKTH 3aeaHo ¢ Kpecrop. 3anouBa ce ¢
no3a Ha Kpectop ot 5 mg BeAHBXK JIHEBHO, aKO OMAKBAHOTO MOBHIIEHUE Ha ekcnosuumaTa (AUC) e
NpHOIH3UTENIHO ABYKPATHO WM NO-rojaMo. MakcuManHara aHeBHa n03a Ha Kpecrop Tpabea na ce
KOpHrupa TaKka, 4€ 0YaKBaHaTa €KCMO3HMLMA HA PO3YBacTaTHH HAMA BEPOATHOCT [a HaBHILIH Ta3H Ha
40 mg nueBHa go3a Kpectop, mpuer 6€3 B3auMoaeHcTBAM JIEKAPCTRBEHH NPAYKTH, HAlIpUMEP 103a OT
20 mg Kpecrop ¢ remdpubposun (1,9 mbTy nosuinenne) U ao3a ot 10 mg Kpecrop ¢ komOuHaus
puToHaBHp/aTazaHasup (3,1 MbTH NOBUILICHHUE).

AKo ce HabnogaBa, ye nekapcTBeH npoaykt nosvmasa AUC Ha po3yBacTaTHH M0-MaJIKO OT 2 MbTH,
HayanHaTa Ao03a He TpaOBa 1a ce HamanaBa, HO TpAOBa Ja ce NoAXOoX/a ¢ BHHMaHMUE, aKo J03aTa Ha
Kpectop ce nopuiu Hag 20 mg.




Tabnuna 1. EdexT Ha eAHOBPEMEHHO NPHJIATAH JICKAPCTBEH NPOAYKT BHPXY €KCHOZHIHATA HA
posyBacTaTir (AUC, B HHIX0ANIN pea) OT NYOJIRKYBARH KNHHEYHH NIPOYUBAHHSA

Iosnmapane na AUC Ha po3yBacTaTHl 2 IbTH HJIH fI0BEYE OT 2 NbTH

J{030B pexHM Ha 030B pexHM Ha IIpomana B AUC Ha
B3ARMOACHCTBAIOTO JIEKAPCTBO pPO3yBACTATHH PO3yBACTATHH
CodocOyBup/BennaTacBup/BOKCHIIAIIPEB 10 mg enuHU4Ha no3a 7.4 bt T

up (400 mg-100 mg-100 mg) +
Bokcunanpesup (100 mg) BegHBXK
JHEBHO 3a 15 AHM

[MknocnioprH 75 mg Ba MbTH Ha JeH 10 mg BeaHbX AHEBHO, 10 qHHU 7.1 metu 1
120 200 mg nBa mbTH Ha ACH, 6 Mecella

Hapomyramun 600 mg 2 X oK., 5 AHH 5 mg, eAMHH4Ha J03a 5,2 bt T
Peropadenunb 160 mg, BeaHbx AHEBHO, 5 mg, eAMHHYHA 1032 3,8 nbTH 1
14 ouu

ATtazaHaBup 300 mg/puroHasup 100 mg 10 mg, eAMHHYHa J03a 3,1 mytH T
BeAHBX HEBHO, 8§ NHH

Poxcagycrar 200 mg npe3 aeH 10 mg, eauHuuHa 1034 2,9 meH T
Bennaracsup 100 mg BeaAHDbK THEBHO 10 mg, equHMYHa n03a 2,7 mb1! 1
MomenotHHnd 200 mg seaHBK AHEBHO, 10 mg, eaMHHy4Ha fo3a 2,7 npTH 1
6 nHK

Tukarpenop 90 mg aBa 11TH AHEBHO, 2 10 mg, eauHU4HA 1033 2,6 mbTH 1
IHU

OmOutaceup 25 mg/napuranpesup 5 mg, enMHAYHA 1032 2,6 mbTH T

150 mg/ putonasup 100 mg Beasbxk
nHeBHo / nazabyeup 400 mg 2 nbTH
aHeBHO, 14 oHU

Tepudnynomua, Jepaynomua He € HannuHa 2.5metu T
Bapaxycrat 600 mg BeIHBK AHEBHO, 20 mg, equHKUHA 1033 2,5mtu T
8 oHun

I'pazonperup 200 mg/enbacenp S0 mg 10 mg, enuHHYHA A03a 2,3 ibTH 1
BEHDLK AHEBHO, 11 AHHU

I'nexanpesup 400 mg/nubpeHTacBUp 5 mg BeaAHbXK OTHEBHO, 2.2 weTH 1
120 mg BEeAHBXK AHEBHO, 7 AHH 7 JHA

Jlonunasup 400 mg/puroHasup 100 mg 20 mg BeAHbIK JHEBHO, 7 AHM 2,1 meu T

JIBA MbTH HA AeH, |7 auu

Kanmaranub 400 mg aBa nbTH Ha AeH 10 mg, equHKUYHA A03a 2.1 mbi T

Knonuaorpen 300 mg HaToBapBaia 20 mg, eauHUYHA 4034 2 ot T
o03a, nocaeasaHa oT 75 mg Ha 24 yaca

®ocramatnHKb 100 mg aBa nbTH Ha 20 mg, exMHHUYHA q03a
ACH
Gedykcoctar 120 mg BeAHBX AHEBHO 10 mg, eaHUYHA A03a




Tadamuanuc 61 mg 2 MLTH AHEBHO Ha 10 mg, eauHnyHA 1032 2,0 mbit T
ned 1 ¥ 2, NocAEABaHO OT BEAHDBXK
OHEBHO HA IeH 3 U 9

'em¢pubposun 600 mg nBa NbTH Ha AcH, 80 mg, enuHUYHA 032 1,9 merun T
7 IHHU

IHopumapane Ha AUC Ha po3yBacTATHH BO-MAJIKO OT 2 NBTH

0308 pexHm HA J[030B peKHM HA IIpomsana B AUC ua
B3AUMOJCHCTBAIOTO JIEKAPCTBO po3yBacTaTHH PO3YBACTATHH
EntpomOonar 75 mg BeIHBK JHEBHO, 10 mg, enHnyHa gosa 1,6 neTu T

5 n1HM

Hapynasup 600 mg/puroHasup 100 mg 10 mg BegHBLXK AHEBHO, 7 AHH 1,5 mb T
IBa ITbTH HA J€H, 7 THH

Tunparnaesup 500 mg/puronaeup 200 mg 10 mg, eAMHMYHA 1033 1,4 mbtu T
NIBa ITbTH Ha JeH, 11 aHM

Hpoxenapox 400 mg aABa IMsTH Ha IeH He e HanuuHa 1,4 muta T
Urpakonazon 200 mg BeqHBLK JHEBHO, 10 mg, enuHAYHA 1034 1,4 men T

S AHHM |

E3setumMu6 10 mg BeaAHBK THEBHO, 10 mg, BegHbXK AHEBHO, 14 AHH 1,2 ot T
14 nHu

IHonmxkasane Ha AUC na po3yBacTaTnn

H030B pexum Ha H 0308 pexxHM HA Hpomana B AUC na
B3aHMOAEHCTBALIOTO JIEKAPCTRO pO3yBacTATHH pO3yBACTATHH
EpurpoMuuun 500 mg yetvpu nbTH Ha 80 mg, enrHUYHA A03a 20 % ¥

JeH, 7 OHH

baknkanuH 50 mg Tpu MbTH HA JEH, 20 mg, eaMHUYHA 1034 47 % 3

14 nHu

* JlaHAKTE, ITOCOYEHH KaTO X IThTH NPOMAHA, MPEACTABAT IIPOCTO ChOTHOLIEHUE MEXTY
€JHOBPEMEHHO NPWIOKEHHE U NIPUNIOKEHUE Ha PO3YyBaCTaTHH CaMOCTOATENHO. JlaHHUTE, NOCOYEHH
KaTo %, NpeaCTaBAT MPOLEHTA PA3IMKA, OTHECEH HA CAMOCTOATENHOTO MPHIOKEHHE HA
pO3YBacTATHH.

[ToBuIIABAHETO € NPEACTABEHO KATO ,,T“,HOHmﬁeHHeTo KaTo ,,J«”.

*"Hakonko npoy4BaHHA 3a B3aUMOJIEHCTBHE Ca NPOBEACHM C pa3jiM4HH 1034upoBKH KpecTop,

tabnuuara npeacTaBd Hai-3HAYMMOTO CHOTHOIIEHHE.

AUC = oLy noa KpUBAata;

ChneaHuTe JIeKapCTBeHH NPOAYKTH/KOMOWHALIMM He OKa3BaT KIMHHYHO 3Ha4MM egeKT BupXy AUC Ha
pO3yBacTaTHH MIPH €AHOBPEMEHHO TNPHIIOKEHUE:

Anernurazap 0,3 mg npunoxeHue 3a 7 aHu; Penopudbpar 67 mg 7 AHM NpUIoKEHHE TPH ITBTH HA JIEH;
®nykonazon 200 mg 11 aHu npunoxkeHne BeaHbXK OHEBHO; Poszamnpenasup 700 mg/puroHaBup
100 mg 8 auu npunoxeHue aBa NbTU Ha AeH; Kertokonason 200 mg 7 aHUA NpUIOKEHHE ABA ITbTH Ha
neH; Pugamnun 450 mg 7 aHM npwioxeHue BeAHbX AHeBHO; CuwiuMmapul 140 mg 5 AHu npwioxeHue
TPH I'bTH HA JEH.

Egbexm na posyeacmamun abpxy eOHOBpeMEHHO NPUIAZAHY AEKADCMBEHU NPOOYKMUY

AHTaroHUCTH Ha BUTAMHH K WEHUAA 1)
[Togo6Ho Ha apyru uHxudutopu Ha HMG-CoA peaykTasaTa, 3al0UBAHETO Ha JI¢ ' KataeTOY
MJTH THTPHPAHETO Ha /103aTa My TNPH NAUMEHTH, NPHEMalLiH aHTAFOHUCTH Ha BUTEMH Kyfadth e &
BapdapUH WIH APYrH KYMapUHOBH @HTHKOATY/IAHTH), MOXE /1A IOBejie 10 NOBH{ICHNC Ha '

ME)KIYHaPOAHOTO HOPMaTH3UpaHO choTHoweH e (International Normalised RaoeINBY e - 54
L} “ i
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IIpeKkhLCBAaHETO HA ICHEHHETO WKW HaAMallaBaKe Ha A03aTa Ha TUTpUpaHe ¢ Kpectop, Moxe a 1oBene
no HamayeHHe Ha INR. I1pu nopobHH cuTyaumuu ce npenopbyBa MOHHTOpHUpaHe Ha INR.

[TepopanHH KOHTPALIENTHRH/XOPMOHO3aAMECTRALLA TEpanus

EnnoBpeMeHHUAT npHeM Ha KpecTop W nepopanHd KOHTpaLENTHBH, € AOBE A0 noBHiuaBane Ha AUC
HA ETHHWI €CTPalUO/ H HOprecTpen, CbOTBETHO C 26 % U 34 %. Te3d NOBUILIEHH TUIa3MEHH
KOHLIEHTpALMK TPA0Ba na ¢ B3EMAT Mo/ BHUMAHKE, KOraTo Ce onpesieNa J03HPOBKATa Ha
EpOpANHATE KOHTpauenTHeyd. Hima dpapMakOKMHETHYHH J@HHM 3a NALMEHTH, KOHTO NpHEMaT
eaHoBpeMeHHO Kpectop M XOpMOHO-3aMecTBalla Tepanti. ETo 3a1u0, B3aHMOIEHCTBHETO, ONUCAHO
no-rope, He TpAOBa Ja ObJe H3KIKOYECHO KATO BEpOATHO. Bhnpeku ToBa, Tasn KomOuHauua ¢ Ouna
UIMPOKO MPHIAraHa oT XeHH B KNMHUYHU U3MUTBAHUA H ¢ Ouna TonepHpaHa aobpe.

Jpyru NeKapcTBEHH NMPOAYKTH
JTuzoxcun: Bb3 0CHOBA Ha JAHHHUTE OT cneyUOHUHH NPOYUBAHHA 38 H3C/EABAHE Ha JIEKAPCTBEHH

B3aUMOICHCTBHS, HE C€ O4YaKBa KIMHHYHO 3HAYUMO B3aUMOIECHCTBHE C IUMOKCHH.

Dyzudoea kuceaurna: He ca npopexxaaHu Npoy4YBaHUA 3a H3CJIEABAHE HA B3aMMOACHCTBHA C
pPO3YBacTaTHH H Py3HA0Ba KHCENHHA. PUCKBLT OT MHOMATHA, BIJIIOUHTENHO pabIOMHOIU3a, MOXeE 13
ce YBENHYH NPH €AHOBpEMEHHA ynoTpeba Ha Gy3uaoBa KMCEIHMHA 33 CHCTEMHO NMPHIOKEHHE U
CTaTHHH. MeXaHH3MBT Ha TOBa B3aUMoacHCTBHE ((PapMaKOAMHAMHYHO WK GapMAKOKHHETUYHO, HITH
H JIBETE) € BCe olle Hen3BecTeH. MMa chobieHus 3a pabaoMuonusa (BKIIOYUTENHO HAKOJKO C
daTaneH U3Xoa) NpH NaUUEHTH, NPUEMAILH Ta3H KOMOUHALIMA.

AKo TepanuaTa ¢ (y3HAOBa KHCETHHA 3a CHCTEMHO MPHIIOKEHHE € HAJTOKUTEIIHA, NCUEHHETO C
Kpecrop TpabBa aa 6bae npeKbCHATO MO BPEME Ha NEPHUOJA HA NCUEHHE C Py3UA0Ba KHCE/THHA.
Bioxre cbiuo Touka 4.4,

[TeanaTpuuHa nomyJjauHs
[IpoyuBaHus 3a B3aUMOACHCTBHA Ca NPOBEXKIAHH CaMO NpH Bb3pacTHU. CTENMeHTa Ha

B3aUMOICHCTBHUATA B neéanaTpyuyiHaTa norryiaaluda HE € U3BCCTHaA.

4.6 @epTHIINTET, DPEMERHOCT R KbpPMEHE

Kpectop € npoTrueonokasaH no speMe Ha OpeMEHHOCT H KbPMEHE.
JKenn B nerepogHa Bb3pacT TpAOBa Ja npuiarat NOAXOAALIN KOHTPaLENTHBHH MEPKHM.

bpeMeHHOCT

XonecTeposbT v APYTH NMPOAYKTH Ha XONECTEPONOBUA DHOCHHTES Ca BaXKHH 34 Pa3BHTHETO Ha IUI0AA.
ETo 3al1110, NOTEHIHATHUAT pHCK oT HHXHOHUpane Ha HMG-CoA peaykraszarta € no-ronsm, B
CpaBHEHHE C MON3aTa OT NEYEHHETO NO BpeMe Ha BpemMeHHOCT. U3cNieaBaHUATA BLPXY XKUBOTHH
OCUIypABAaT OrPaHHYEHH J2HHM 33 PENPOLYKTHBHA TOKCHYHOCT (BX. TOUYKA 3.3). AKO NaUMEHTKa
3a0peMeHee Mo BpeME Ha JISHEHHUE C TOBa JIEKAPCTBO, NPpUEMBT TpadBa na 6bae HezabaBHO
NpeyCTaHOBEH.

KnpmeHe
OrpaHHyYeHH AaHHA OT MyONMKYBaHH JOKJIAAM NOKA3BAT, Y€ PO3YBacCTaTHH NPUCHCTBA B HOBELLKATA

KbpMa. Po3syBacTaTuH ce OTaeNa B MISKOTO Ha ibxose. [Topagu MexaHu3ma Ha aeiictBue Ha Crestor,
CBILECTBYBA [TOTEHLIMAJIEH PUCK OT HEXKENAHH PeakUyH NpH KbpMayeTo. Crestor € mpoTHBONOKAa3aH no
BpEME Ha KbpMEHE.

DepTUINTET
Hama n3secTHH epekTH BLpXYy depTunurera cnep ynotpebara Ha po3yBacTaTHH.

4.7 EdexTn BLpXY cnocofnocTTa 3a modupane H pabora ¢ MAMHHE

He ca npoBe)xaaHu npoy4YBaHHA 3a YCTAHOBABAHE HA BNMAHUETO HA KpecTop BBp
wodupane 4 padbora ¢ MaliMH4. Bb3 0CHOBa Ha papMaKoJUHAMUYHUTE CBOMCTBA,
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Kpectop na nosnusie HeOnaronpuatHo Te3u cnocobHocTH. [1py wopupane wau pabota ¢ MalIHHH
Tps0Ba Ja ce UMa NpEABH, Y€ MPHUEMAHETO Ha JIEKAPCTBOTO MOXKE Ja NPEAM3BHKa CBETOBbPTEXK.

4.8 Hexe/1aHH JIeKAPDCTBEHH PEeaKLHK

HexenaHuTe JiekapCTBEHH peakuuy, HabmoaasaHu npu ynotpebara Ha Kpecrop, 06nKkHOBEHO ca
AeKK W npexoaHH. I1pn KOHTpoOnupasuTe KIMHKYHU U3NUTBAHUA, oA 4 % OT NaUHUEHTHTE, NEKYBaHH
¢ Kpectop, ca npeKbCHAIH NE4EHHUETO NOPAAH HEXENAHH PEaKLIUH.

TabauueH CIUCHK HA HEXENAHUTE peaKLUH

BazupaHa Ha naHHW OT KIIHHUYHH NPOyYBaHHUA ¥ OOLIMpPEH NOCTMAPKETHHIOB OMNMT, ClieAHaTa
tabnuua npeacrasa npopWIbT Ha PO3YBACTATHH NO OTHOLLICHHE Ha HEXEIAHH NIEKAPCTBEHH peaKLUH.
Hexenanure peakuuu, H30poeHH no-goy ca KnacH(pHLHMPaHH MO Y€CTOTa H CUCTEMO-0praHeH Kiac

(COK).

YecToTaTa Ha HEXENAHUTE peakLMM € ChobpaseHa Cbe CneaHaTa KoHBeHUMA: yectd (= 1/100 ao 1/10);
Heuectd ( 1/1 000 g0 1/100); peaxu (= 1/10 000 ao 1/1 000); mroro peakn (< 1/10 000), HeuzsecTHa
yecToTa (He MOXe Aa Obie OLIEHEHa OT HAMTUYHUTE AaHHK).

Tabanrua 2. Hexke1aHH JIEKAPCTBEHH PeakKi MR OAIHPAHH HA AAHHH OT KIHHMYHH OPOYYBAHHA H
NOCTMAPKETHHIOB ONNT

Caremo-opranen YecTr Hewectn Peakn Mpuoro peakr | HenapecTHa
KJ1ac JeCcTOTa
Hapywenua na TpombounroneH
Kpvema u aumgprnama Us
cucmema
Hapywenus na Peakuun Ha AHadunakTu4iHa
UMYHHAMa cucmema CBPBX4YBCTBHUTE peakums
JIHOCT,
BKJTIOYUTENHO
aHrHoEAEM
Hapywenua na 3axapeH
eHOOKPURHAmMa auabet’
cucmema
Heuxuynu Henpecus
HApYUeHUA
Hapywenus na ["naBobonu [lonunesponaru | Ilepudepua
HepeHama cucmema | € ;| HEBpONaTHA
3amaiiBaHe 3aryba Ha naMer | Hapywienus Ha
CHHS
(BKJIHOYMTETIHO
MHCOMHHSA H
KOLLIMapH)
MuacTeHus
rPaBHC
Hapywenua na OyHa
ouume MHaCTCHMSA
Pecnupamopnu, Kawnuua
SPbORY U HucnHes
Meouacmunantu
Hapyuierus
Cmomawuno-upesnu | Koncrunay [TankpeaTur
HapyuieHus us
["apnene
A6xoMHHan
Ha 0oJika
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Xenamobunuapru [TopumieHu Kbarenuna
HApYWeHuA yepHOApoOHM | XenaTut
TpaHCaMHHAa3u
Hapywenus na [pypuryc CuHApOM Ha
Koxcama u Obpus Stevens-
ROOKOJICHaMA MyKaH YprHkapus Johnson,
JIEKAPCTBEHA
peakuus ¢
eo3uHOPUNUA
CHCTEMHH
CHMITTOMH
(DRESS)
Hapywenus na Muanrus Muonartus Aptpanrus HapyuwieHus Ha
MYCKYAHO- (BKJIOUHUTENHO CYXOXHIHATA,
ckenemuama MHO3HT) MOHAKOra
cucmema u Pabaomuonusa YCNOXKHEHH OT
CveOuHumennama Jlynyc-nonobeH pynTypa
MuKaH CHHAPOM Hmynromeaunpa
PynTypa Ha Ha
MYCKYJI HEKpOTU3HMpaLlla
MHOMATHA
Hapywenua va Xematypus
b6vbpeyume u
NUKOYHUME nbmuwye
Hapywenua na ['MHEKOMAaCTHA
PENPOOYyKMueHama
cucmema u 2epoama
Obwu napywenua u | ACTEHHS Enem
eghexmu na
MACMOMO Ha
| BPURONCEHUE
'YecToTaTa 1E 3aBUCH OT HATHYHETO KIIH OTCHCTBHETO Ha PUCKOBH (PakTopu (THOK03a Ha I1agHO
> 5,6 mmol/l, nHgekc Ha TenecHa Maca > 30 kg/m?, moBHILIEHH CTOHHOCTH Ha TPUTHLEPUINTE, aHAMHE3a 3a
XHNEPTOHHUSA).

KakTto npu apyru uaxuburopu Ha HMG-CoA peaykrasara, 4eCTOTaTa Ha HEXKENAHUTE NEKAPCTBEHH
peakiMy 3aBUCH OT A03aTa Ha NEKAPCTBOTO.

Edexru pbpxy Obbpeunte
[Ipu nanueHTH, NeKkyeanu ¢ Kpecrop, e HabnonasaHa NpoTeMHYPHS, YCTAHOBEHA NPH H3CJEABaHE C

TECT-NEHTHUYKH H KOSTO € ¢ NMPeAUMHO TYOYJIeH NPOU3XO0/.

B onpeaeneHH MOMEHTH OT NeUeHUeTo, npy < 1 % ot nauuenture Ha 10 mg 1 20 mg, U npu
npubau3uTenHo 3 % OT NaUHEeHTHTE, JieKyBaHu ¢ 40 mg, ca HabnogaBaHk MPOMEHM B U3CIICBAHHATA
33 NPOTEHH B YPUHATA OT OTPULIATEIEH pE3yATaT WiH cnelu ao ++. HeanauurenHo oTknoHenue, B
MOCOKA OT OTPULIATENIEH PE3YJITAT HITH Cleau KbM +, ¢ HabniogaeaHo npH ao3a 20 mg. B nosevero
Cly4aH, NPOTEHHYPHATA HaMaNABa UM H34E€3Ba CIIOHTAHHO B IPOLIECa Ha JICYEHHETO, H HE € I0KA3aHO
Ja NpealiecTsa OCTPo U nporpecusHo 6x6peuHo 3abonapane. OT nperneaa Ha JaHHUTE NPH
KIHHHYHHTE OMHTH H NOCTMapKETHHTOBHTE NMPOYyYBaAHKA, 10 CEra HE € YCTAHOBEHA NPHYHHHA BPb3Ka
MEXKIY NMPOTEHHYPHATA M OCTPO WIH NporpecHBHO 610peuno 3abosssane.

yecToTara i e HUCKa.

EdexTH BppXY CKelleTHATa MYCKYNaTYpa
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YCT4AHOBEHH NPH NALHEHTH JIEKyBaHH ¢ KpecTop — BbB BCHYKH TEPaneBTHYHH 1034, 0COGEHO B 103K
Hag 20 mg.

Yeenuuenue Ha HuBoTo Ha CK, BCeACTBUME Ha YBEIMUEHHE HA 103aTa, € HabmoaaBano npu MaabK
Opoii manMeHTH Ha po3yBaCTATUH; MHOXECTBOTO OT CIIyYaHTe Ca JIEKH, NPEXOAHH H ACHMIITOMATHYHH.
Axo HuBoto Ha CK ce nosuiiy (> 5 mbTH ropHaTa rpaHHiia Ha HOpMaTa), JISYEHUETo TpAOBa
BpEMEHHO N3 C€ NPECYCTAHOBU (BXK. To4Ka 4.4).

Edextn Bbpxy 4eptua npob

Kakro npu apyru uixuburopy Ha HMG-CoA peayxrazara, yBeNHYEHHE HA TPAHCAMHUHA3HTE,
CBBLP3aHO C JO3UPOBKATa, € HabJIl0AaBaHO NPH MATEK Opol NalUHEHTH Ha pO3yBACTATHH; M10-roAMa
YacCT OT CJIYYaHTE Ca ICKU, ACHMITTOMATHYHH M NTPEXOHH.

Kpecrop
CneanuTe HEXENaHW PeakUHH ¢a AOKIaABaHHW NPH HAKOH CTATHHM:

o (CekcyanHa quchyHKUHA.
¢ Hzonnpanu cnyyau Ha HHTepcTHUMaNHA GenoapobHa Oonect, ocobeHO NpH NPOALKHTENHA
Tepanus (BK. Touka 4.4).

JloxnagBanaTa 4ecTOTa Ha pabaoMHoNK3a, CepHO3HH YepHOAPOOHH yBpeaH (OCHOBHO - YBEJIHYEHH
4yepHOApOOHH TpaHCAMHHA3M), € O-BHCOKa NpH Ao3upoBka ot 40 mg.

[leanaTpyyHa nomyaauuns
[ToBHmasaHne Ha KpeaTHHKMHazaTa > |0XULN H MyCKY/IHH CUMIITOMH, Cllel YIIPaOXXHEHHA HIH

NOBHILEHA (PHM3NUECKA AKTHBHOCT, ¢a RabnioAaBaHu M0-YECTO B €AHO 32-C€AMHYHO KIHHHYHO
[poy4YBaHe Ha Jelia ¥ IOHOLIK, B CPaBHEHHE C Bb3pacTHUTE (BXK. Touka 4.4). B apyr acnexr, npowibT
Ha 0€30MacHOCT HA PO3YBACTATHH € CXO[EH IPH ACLa U JOHOLLM, B CPABHEHHE C Bb3PACTHHTE.

CroblliaBaHe Ha NOAO3HPAHK HEXKEJAHU PEAKLIMH

Cpof1aBaHeTo Ha NOAO3MPAHH HEXEJIAHH PEAKLMH Cel pa3pellaBaHe 3a ynorpeba Ha JIEKapCTBEHMSA
NPOAYKT € BaXKHO. ToBa No3BOAsABa a NPOABLIDKH HabNIOAEHHETO Ha CHOTHOLLICHHETO NMO3A/PHCK 32
nekapcTBeHHa NpoaykT. OT MEAHLKMHCKUTE CTIeLMANTMCTH CE H3UCKBa Aa Cho0uIaBaT BCAKa
NoAO3HpaHa HeXellaHa peakikua ao:

brarapus

H3anbaHWTENHA areHUMs No JeKapcTaTa
yn. ,,Jdaman [pyee” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiiT: www.bda.bg

4.9 IIpeao3npane
Hsama cneunduuHo eueHue B City4aii Ha npeaosupane. [1pu npeno3upane, nauueHTsT TPAOBa Ja ce

JIEKYBa CHMNTOMATHYHO U [Ia CE 3aMo4HaT NOAIbPXKALIKH MEPKH crioped HyKaata. YepHoapobHara
dyHkuMs 1 HuBata Ha CK TpabBa na ce cneaar. Manko e BepoaTHO xeMouanu3aTa ga Obxae oT nosmsa.

5. OAPMAKOJOI'MYHU CBOUCTBA
3.1 PapMakoJHHAMHYHH CBOMCTBA

PapmakoTepaneBTHYHA rpyna: HHxHOHTopu Ha HMG-CoA peaykrasara, ATC

MexaHH3bM HA JCHCTRUE

14

-

T e ——




Po3yBacTaTHH € ceNneKTMBEH H KOHKypeHTeH HHxHbuTop Ha HMG-CoA peaykrasara,
CKOPOCTOIPAHH4ABAILMAT €H3HM, KOWTO NpeBpbila 3-XHAPOKCH-3-METHANTYTApHN KOSH3UM A B
MEBAIOHAT, NPEKyPCop Ha Xonectepona. OCHOBHO Bb3AEHCTBUE PO3YBACTATHH OKA3Ba BLPXY YEPHHA
ApoO, OPraHbT, B KOWTO C€ H3BBPIiBA HAMANABAHE HUBOTO HA XONECTEPOIL.

PosyBacratun yeennuapa 6pos Ha yepHoapoOHuTe LDL peuentopy BbpXy Ki1eTbYHATA TIOBBPXHOCT,
KaTo 3aCH/IBA NMOeMaHeTo M Karaboansma Ha LDL n uuxubupa yepnoapobHara cunresa Ha VLDL. [o
TO3W HA4HH, pO3YBacTaTHH HaMansaBa obwua 6poit Ha VLDL u LDL uacThum.

PapMakoAUHAMHYHHA eQEKTH

Kpectop Hamanssa nosuienus LDL-xonectepon, ob1us xonecrepon ¥ TpHUIITHLEPHINTE, H
nosuaBa HDL-xonecrepona. Toii cbio nonmxasa ApoB, HeHDL-C, VLDL-C, VLDL-TG n
ysenu4asa ApoA-l (Bx. Tabnuua 2). Kpectop noHmxkasa # csotHowewnaTa LDL-C/HDL-C, o6
C/HDL-C, neHDL-C/HDL-C n ApoB/ApoA-1.

Tabauna 3. OTroBop HA 703aTA NPH NANHEHTH ¢ ILPBRYHA XHOepxoaecTeponeMud (Tun Ia
IIb) (xopHrupaH cpeaen NPOUCHT HA APOMAHA OT H3X0JHOTO HHBO)

Ho3a N LDL-C O6w-C HDL-C TG HeHDL-C ApoB ApoA-l
[Tnauebo 13 -7 -5 3 -3 -7 -3 0
5 17 -45 -33 13 -35 -44 -38 4
10 17 -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

TepaneBTHYHHAT OTTOBOP KbM JieueHHeTo ¢ Kpecrop ce 3abenszpa no 1 ceaMuua OT HA4anoTo Ha
TepanuATa 1 90 % OT MaKCHUMaNHHA OTroBOP C€ MOCTHra 00 2 CeAMHUN. MakCHManHHAT OTroBOp
OOMKHOBEHO CE MOCTUTA KbM 4-Ta CeIMHLIA K c€ NMOAAbpXKa CNell TOBa.

KnunnyHa ebHKacHOCT U 6€30MacHoCT

KpecTop € edexriBeH npu BLIPACTHU XOpa, CTPaJallld OT XHIEPXOIECTEPONEMHUA, CHC UITH Oe3
XHUIEPTPHTIMLIEPHIEMHUS, HE3aBUCHMMO OT PacoBa NPUHALIECAKHOCT, NOJI WK Bb3pacT, U MpH
CneLHaIHy rpynd Kato AuabeTHLIM HIH MALUMEHTH ¢ GaMKUAHA XHTIEPXONECTEPOIEMHA.

O6061eHHTe AaHHH oT ¢a3a [l Ha knMHUYHHTE MpoyYBaHMA NMOKa3BaT, ye KpecTop € edeKTHBeH npH
JEYEHHE HA roisiMa 4acT ot nauueHTuTe ¢ Tun lla n lIb xunepxonecreponemus (cpeaHa H3XoaHa
croiiHocT Ha LDL-C okono 4,8 mmol/l), cnopen onpeacnedure ot EBponeickara oOHOCT 110
aTepockKiepo3a npruenHH croiiHocTH (EAS; 1998). Oxono 80 % ot nauueHTuTe Ha 10 mg ca
AOCTUrHANH xenaHure croirocTh Ha LDL-C (< 3 mmol/l) cnopen EAS.

B eano MaiabHo nmpoyuBaHe ¢ JOpCHPAHO THTPHPAHE HA 1103a8Ta, 435 NMalLMEeHTH C XEeTEPO3UTOTHA
daMWUIHa xHriepXxonectepoiaeMus ca AeKyBaHH ¢ 20 mg no 80 mg. Beuuku a03MpOBKH NOKa3BaT
NOAOXKHUTENEH PE3YJITAT BLPXY AMNUAHHTE noKasarenu. Crnea AocTUraHe Ha JHeBHa fo3a ot 40 mg

(12-ceamuuHo neuenue), LDL-C Hamanssa ¢ 53 %. 33 % OT nauneHTHTE JOCTUraT CTOMHOCTHTE Ha
LDL-C cnopen EAS (< 3 mmol/l).

B eaHo OTBOpEHO ripoyuBaHe, ¢ GOPCHPAHO TUTPUPAHE HAa 403aTa NMPH 42 MaLHKEHTH ( BKIIFOUYHTENHO
8 neAHATPHYHA NALMEHTH) C XOMO3UIOTHA (PaMHJIHA XHIIEPXONECTEPONIEMHS, Ca OTUETEHH

pe3ynTaTHTe oT npueMane Ha 20-40 mg Kpecrop. B obmara nonynauus cpeasoTo NOHWKEHHE HA
LDL-C e 22 %.

Ha HuBoTO HAa HDL-C B xoMOMHanMa ¢ HHALKH (BXK. TOUKA 4.4).

B €IHO MYJITHLUCHTPORBO, ABOHHO CJIAMNO, ﬂJI&LlEﬁO-KOHTpOJ]HpaHO KJIHHHYHO Npo

984 nauuenTn Mexay 45 1 70 roauHK, ¢ HUCBK PUCK 33 HcxeMU4Ha Honect Ha ¢
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xaro Framingham puck < 10 % 3a 10 r.) u cbe cpeaen LDL-C 4,0 mmol/]l (154,5 mg/dl), Ho cbe
cyOKIHHHYHA aTepOCKIIepo3a, YCTAaHOBEHA 4PE3 H3MEpBaHe Ha JAedeuHaTa Ha KapouaHaTa HHTUMA
menua (Carotid Intima Media Thickness, CIMT), ca panaoMu3upaHu Ha 40 mg po3yBacTaTHH BEIHDBXK
IHEBHO WM nmnauebo 3a 2 rogMHU. Po3syBacTaTHH 3HAYMTENIHO 3a0aBA NPOrpecHITa Ha MAaKCUMATHOTO
CIMT Ha BcHukH 12 MecTa Ha KAPOTHIHHUTE apTEPHH, B cpaBHeHME ¢ auebo -0,0145 mm/roauna
(95 % CI -0,0196, -0,0093; p < 0,0001). IIpoMaHaTa. cnpAMO U3XOQHHUTE CTOWHOCTH 3a rpynara Ha
po3yBacTaThH, € -0,0014 mm/roauna (-12 %/roguHa (HecUrHHHKAHTHO)), B CpaBHEHHE ¢ utauedo
rpynara ¢ nporpecus ot H0,0131 mm/roauna (1,12/roauua (p < 0,0001)). He ¢ nemonctpHpana
AUPEKTHA B3aUMOBPB3Ka MEXKAY MOHWKEHHETO Ha HUBaTa Ha CIMT 4 noHwkeHus pHCK OT
ChpAe4YHOCHAOBH cbOMTHA. [lonynauusTa B npoydsaHero METEOR e ¢ HUCBK pHUCK OT HCXeMUYHa
OOoNneCT Ha CHPLETO U HE € NMPEACTABUTENHA 3a TapreTHaTta nomyjaauua Ha Kpecrop 40 mg.
JosupoBkara ot 40 mg Tpa0Ba ja ce npeanucsa caMo MpH MALMEHTH € TEXKKA XHNEPXONECTEPOTIEMHA,
C BHCOK CBPACHHOCHAOB PHCK (BXK. TOUKa 4.2).

IMpoyusanero JUPITER (the Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin) uszcneasa edekra Ha Kpectop (po3yBacTaTHH KaJLHH)
BbpXY MOABATA HA FOJIEMH ATEPOCKIIEPOTHYHH ChPACHHO-CBLAOBH cbOMTUA NpH 17 802 MBXKeE

(= 50 roguHK) 1 xeHH (> 60 roguHn).

Y4acTHHUMTE B NPOY4BAHETO ca paHAOMH3HpaHH Ha mnaiebo (n=8 901) unu pozyeacraruH 20 mg
BeHBbXK AHEBHO (n=8 901) n ca npocneacHu 3a CpeacH NepUoa OT 2 rOAUHH.

Kouuenpauuute Ha LDL-xonectpona ca noHmwxeHu ¢ 45 % (p < 0,001) B rpynaTta Ha pO3yBacTaTHH, B
cpaBHeHHe ¢ rnauedo rpynara.

[Tpu post-hoc aHanu3 Ha BUCOKO-PUCKOBA rpyma OT Mua ¢ 0asuueH puck no Framingham > 20 %

(1 558 nuua), uma 3Ha4YMUTETHA peAYKLUA B KOMOMHHpaHaTa KpaiiHa TOUKa OT ChpACYHO-ChAOBA
CMBPT, HHCYAT ¥ MHoKapaeH HHpapkT (p=0,028) npu neyeHKre ¢ po3yBacTaThH, CripaMo Tiauebo.
Ab6conoTHaTa pelyKLUHA HA PUCKa B HUBOTO Ha ¢pOuTHATa 3a |1 000 mauneHToroamnu ¢ 8,8.
ToTanHaTa CMBPTHOCT € HEMPOMEHEHA B Ta3H BUCOKopHckoBa rpyna (p=0,193). [Ipu post-hoc ananus
HA BHCOKOpHMCKOBA noarpyna ot auua (9 302 nnua odwwo), ¢ U3xoaHa OLECHKA Ha pucka > 5 %
(excTpanofypaH Aa BKJIIOYM JIMUA HaJ 65 roauHui), HMa 3HAYWTETHA PeAyKUHA B KOMOMHUpaHaTa
KpaiHa TO4YKa OT ChbpACYHO-CBAOBA CMBPT, HHCYAT ¥ MHOKapaeH HHpapKT (p=0,0003) npu neuenunero
C pO3yBaCTaTHH, cnpaMo mauebo. AbconmoTHaTa pegyKUHA Ha pHCKa B HHBOTO Ha chbuTHsATa € 5,1 3a
1 000 nauenToroauHu. TotanHaTa CMBPTHOCT € HENPOMEHEHA B Ta3H BUCOKO-PUCKOBA Irpyna

(p=0,076).

B npoyuranero JUPITER, 6,6 % ot nunara c posysactatiH H 6,2 % o1 nuuara ¢ nauebo ca
MPEKPAaTHJIM NPMEMa Ha M3CIIEABAHOTO JIEKAPCTBO NOpaay HexenaHo cxbutke. Haii-uecture
HEeXKENaHU CbOUTHA, KOWUTO ca A0BE/M 10 NpeKpaTaBaHe Ha JieueHHeTo ca: myanrud (0,3 %
posyBacTtatuH, 0,2 % nnauebo), kopemHa 6onka (0,03 % posyeacratus, 0,02 % nnanedo) u obpus
(0,02 % po3syBacraruH, 0,03 % nnauebo). Hait-yecTHTe HEexXenaHu cLOUTHS, C HHBO NO-TONAMO H
paBHO Ha naulebo, ca HHQEKUMH Ha NHKOYHUTE bTHLLA (8,7 % po3ysacTaTuH, 8,6 % nnauedo),
HazodapuHrut (7,6 % posysacratuH, 7,2 % nnauebo), 6onxa B repda (7,6 % posyBacraTH, 6,9 %
rwianie6o0) u Muanrus (7,6 % posysacratHH, 6,6 % nnauebo).

[TeanaTpuyHa nomyJjanus
B eaHo aBoitHoCNANO, paHROMU3HPAHO, MYJITULIGHTPOBO, TLIaLe00-KOHTPOJIUpaHo, | 2-cenMHYHO

npoy4BaHe (n=176, 97 0T MBXKKH 1oN 4 79 OT KEeHCKH NnoJ), nocnenpano ot 40-ceAMHYHA, OTKPHTA
¢da3a ¢ TUTpHpaHe Ha fo3aTa Ha po3yBacTaTUH (n=173, 96 OT MBXKKH nOA ¥ 77 OT KEHCKH non),
nauMeHTH Ha Bb3pacT 10 no 17 roaunu (craguii [1-V no Tanep, MomuueTa noHe 1 roauHa cnen
HA4aJIOTO Ha MEHCTPYaLMATA) C XETCPO3UTOTHA (paMIWIIHA XMIIEPXONECTEPOIEMHA, NOIy4aBaT

ot naumeHTuTe ca 10 10 13 ropumnm ¥ npubausurenno 17 %, 18 %, 40 %o n 25 %
craauii I, 111, IV u V no Tauep.
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LDL-xonecreponsT ce nonwkaea 38,3 %, 44,6 % u 50,0 % ot posyeactatus 5 mg, 10 mg 1 20 mg,
CBhOTBETHO, B cpaBHeHHe ¢ 0,7 % 3a nnauebo.

B kpas Ha 40-cegmMuuHaTa oTKpuTa (a3a ¢ TATPHUpaHE 0 NpHUETHA CTOWHOCT, C A03HPaHe A0
MakCUMYM 20 mg Beaubxk AHeBHO, 70 ot 173 naumentu (40,5 %) ca nocTHrHanK nNpULETHATA
crofinocT 3a LDL-xonecrepoin ot no-mManko ot 2,8 mmol/l.

Crnef 52 ceAMHLIM Ha H3CAEABAHOTO JIeYeHHE He € YCTAHOBEH HHKAKDbB e(PEKT BLPXY pacTexa,
tersioro, BMI wnn nonoeoto cu3paBane (BX. To4ka 4.4). Tosa npoyusaHe (n=176) He €
MpeAHa3HauY€HO 33 CPaBHABAHE HA PEAKH HEXKENAHH JICKAPCTBEHH peaKLMH.

Po3yBacTaTHH € NpOY4BaH ChILO B €AHO 2-TOAKIUIHO OTKPHTO KIWHHYHO NMPOYYBAaHE, C THTPHPAHE HA
A03aTa 0 ’KeJlaHaTa 103a, npu 198 meua ¢ xeTepo3nuroTHa paMuiHa XHIEPXONECTEPOSEMHS Ha
pp3pact 6 no 17 roqunu (88 momuera 1 110 Mmomuuera, cranuit no Tawep < 11-V). Hauanuara noza
MPH BCHYKH NALMEHTH € 5 mg po3yBacTaTHH BeAHBbK AHeBHO. [1pu nauyenTHTE Ha BL3pacT 6 a0

9 roaunyn (n=64) mo3ata MOXe Aa ce THTPUpPA A0 MaKcUManHa ao3a 10 mg BeaqHbK JHEBHO, a NpU
nauueHTH Ha Bb3pacT 10 go 17 roannu (n=134) 1o MakcumainHa n03a 20 mg BeAHBXK AHEBHO.

Cnen 24 Mecelia Ha leYyeHHe ¢ po3yBacTaThH, LS Ha cpeaHus npoueHT Ha HamaneHue Ha LDL-C
CPAMO H3XOAHATA CTOMHOCT € -43 % (u3xoaHo HUBO: 236 mg/dl, mecen 24: 133 mg/dl). 3a Bcsaka
BBL3PaCcTOBA rpyna, LS Ha cpeanns npoueHT Ha HamaneHue Ha LDL-C cnpamo u3xoaHaTa CTORHOCT € -
43 % (u3xoaHo HUBO: 234 mg/dl, meceu 24: 124 mg/dl), -45 % (u3xoaHO HHBO: 234 mg/dl, Ha

mecell 24: 124 mg/dl), u -35 % (n3xoaHo HuBo: 241 mg/dl, mecen 24: 153 mg/dl), 8bB BB3pacToBUTE
rpynu 6 no < 10, 10 no < 14 u 14 no < 18, cporBeTHO.

PosyBactatun 5 mg, 10 mg u 20 mg A0CTHrar ChbILO CTATUCTHYECKH 3HAYUMH CPEAHH MPOMEHH
CTIPAMO H3XOJIHO HHBO 3a CJIeIHWTE BTOPUYHM MOKA3aTelu Ha aunuaure u aunonporennure: HDL-C,
TC, ne-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ne HDL. C/HDL-C, ApoB, ApoB/ApoA-1.
Bcsaka oT T€3H NpOMEHY € B NOCOKa Ha 110A00pEH IHMHACH OTrOBOP H ce NOAAbPIKA B NPOABIXKEHHE
Ha 2 rOKHH.

He ce ycTraHoBsiBa edeKT BbpXY pacTexa, Ternoto, UTM unu nonoBoro ce3pasaHe cnen 24 Mecella Ha
Jevenre (Bx. Touka 4.4).

Po3yBacTaTHH € NpOy4€eH B paHAOMH3HPAHO, ABOHHOCARNO, MN1aLeb0-KOHTPONIKpAHO, MHOTOLIEHTPOBO,
KPBCTOCAHO MpOYyUBaHe, ¢ £03a 20 mg BeAHbX AHEBHO, cnpsiMo nnauebo, npu 14 geua U IOHOLWIH (Ha
Bb3pacT 6 no 17 roaudu) ¢ XoMo3UMroTHa ¢paMuinHa xunepxosnecreponemus. IlpoyyusaHeTo BKIKOYBA
aKTHBHa 4-CeIMHYHA BCTBIMTENHA da3a Ha AUeTa, 10 BPEME HA KOATO NMAUMEHTUTE Ca JIEKYBAHU C
posysactatud 10 mg, enHa KppcTocaHa ¢asa, KOATO BKIIOUBA NEPHOA OT 6-CEAMHYHO JIEUCHHE C
po3yeacTaTiH 20 mg, npeailecTBaHa WIH NOC/eBaHa OT 6-CEAMHYHO JICYEHHE ¢ nnauedo u
noaabpkamara 12-ceamuina ¢asa, npe3 KOATO BCHUYKU NALMEHTH Ca JIEKYBaHH ¢ pO3YBaCTaTHH

20 mg. ITaumreHTHTE, KOUTO MOCTHIIBAT B MPOYYBAHETO Ha TepanHs ¢ €3eTUMUO nwin adepesa,
NPOABLIKABAT JICHEHHETO CH Npe3 LIEJHA NEPHOA HA NPOYYBAHETO.

CratucrHueckd curHidukanTHo (p=0,005) 1 KNMHHYHO 3Ha4MMO HaManeHHe Ha LDL-C (22,3 %,
85,4 mg/dL wnu 2,2 mmol/L) ce Habmonasa cnen 6 ceaMHLIM Ha neueHne ¢ posysactatul 20 mg, B
CpaBHEHHE C Mauedo Npy AcLa M IOHOIIM C XOMO3HIOTHAa (PaMH/THa XHNEPXOJECTEPONIEMH.
CTaTUCTHYECKH 3HAaYHMH HaMaeHHa B 00wus xonecrepon (20,1 %, p=0,003), neHDL-C (22,9 %,
p=0,003) u ApoB (17,1 %, p=0,024), ca HabnionapaHH cne 6 CEAMULIK Ha JIEYEHHE C PO3YBACTATHH
20 mg, B cpaBHeHHe ¢ iauedo, NpH Jela U IOHOLIM ¢ XOMO3MIOTHA GaMHUITHA XHIIEPXOIECTEPONEMHU.
[ToHwxaBaHe Chilo ce Habmoaapa Ha TpuraHuepuanTe, cboTHowerusTa LDL-C/HDL-C,
06w C/HDL-C, neHDL-C/HDL-C u ApoB/ApoA-I chea 6 ceaMULM Ha NTIeYEHHE C PO3YBACTATHH
20 mg, B cpaBHeHHe ¢ ruanedo, npH geua u roHouid. Hamanenunero na LDL-C cnen 6 cgamy
leueHune ¢ posyBacTaTiH 20 mg, NocaeABaHO OT 6 CeAMULIM Ha NeueHHe ¢ niauebo, cgdagnipa-s
paMKuTe Ha |2-ceIMHYHO HENPEKBCHATO JIeHEHHE NPH AELIa H FOHOLUIH ¢ XOMO3HIOTHE V Rigid
xunepxonecreponeMus. EAUH NauydeHT € UMa No-HaTaThilIHO NOHW)XAaBaHE Ha LDEACE(Rel i IE
C (6,7%) n ne-HDL-C (7,4%) cnen 6 ceamuuHo nevense ¢ 40 mg cne noBHILAaBE ' v no Cp
17 = |




[lo BpeMe Ha paslIHPEHO OTBOPEHO NMPOY4YBaHeE, MpH 9 OT Te3u nauneHTH Ha 20 mg po3yBacTaTHH 3a
He noseue oT 90 cenMuLM, HamansaBaHeTo Ha LDL-C ce 3anaszsa B pamkute Ha -12,1% no -21,3%.

[lpu 7-Te oueHABaHK AcLia H FOHOIUH (Ha Bb3pacT 8 Ao 17 roauHH) ¢ XOMO3HWroTHa aMunHa
XHUIEPXOIECTEPOIEMHA, OT OTBOPEHOTO Npoy4YBaHe ¢ GopCcHpaHO THTPHpaHe (BX. no-rope),
npoueHTHOTo nokwkenne Ha LDL-C (21,0 %), 06w C (19,2 % ) n ueHDL-C (21,0 %) ot u3xoaxoTo
HMBO, cnep 6 ceAMHULIM Ha JIeYeHHE ¢ po3yBacTaTHH 20 mg, € B CbOTBETCTBHE C Te3H, Habonapany B
MOCOYEHOTO NO-Tope NMPOYUBaHE NMPH JeLa U IOHOLIM C XOMO3HIOTHa paMH/IHA
XHIEPXONECTEPONIEMHUS.

EsponeiickaTa areHUMA O JIeKapcTBaTa 0cBo00XKAaBa OT 380 L/DKCHHETO 32 MIPEJIOCTABAHE HA
PE3YATATUTE OT NPOYUYBAHUATA C PO3YBACTATHH MPH BCHYKH NOATPYIH OT MNE€AHATPHUYHATA NONYNaLKA
3a JIeYEHHE Ha XOMO3HIoTHAa paMHIHA XUIIEPXOJIECTEPOSIEMUS, TbPBHYHO KOMOHHHpaHa (CMeceHa)
AMCIMIUIEMHA H 38 MPOMWIAKTHKA Ha ChPAEYHO-ChAOBUTE ChOMTHS (BK. TouKa 4.2 3a MHpOpMaLMA
OTHOCHO ynoTpeda B neauarpusra).

S.2 PapMaKOKHHETHYIHH CBOHCTBA

Abcopbiius
MakcHMaIHH N1a3MeHH HHBA C¢ JOCTHIaT S Yaca cjie] nepopaiHo npueMaHe. AGCoMoTHaTA
OonoHannyHocT € npubansurenso 20 %.

PaznpeneneHue
PozyBacTaTiH ce noema OCHOBHO OT YEPHHA apob, KOWTO € OCHOBHOTO MACTO Ha CHHTE3UPAHE Ha

xonecrepona u otaensHe Ha LDL-C. O6eMbT Ha pasnpeaencHie Ha po3yBacTaTHH € NpUOIH3HTENHO
134 1. Po3yBacTaTvH € CEBp3aH C TUIA3MEHUTE IPOTEHHH, NPEAUMHO anOyMHHa, MPHOIH3HTENHO B
90 %.

BuoTtpaHcdopMaLms

MeTaboau3MbT Ha pO3YBACTATHH e orpaHnyeH {okoso 10 %). In vifro npoyuBaHusa Ha MeTaboAN3Ma C
M3NOJI3BaHE HA YOBEIIKW XEeNaTOLMTH MOKa3BaT, Y€ po3yBacTaTHH e cinab cybcTpar 3a uuroxpom P4350
obycaoseHns MetabonussMm. CYP2C9 e OCHOBHHMAT H30EH3MM, KOHTO y4acTBa B MeTabOIM3Ma Ha
posyBactatut, a 2C19, 3A4 u 2D6 yyacteat B no-manka crened. OcHoBHuTE MeTabONUTH ¢a N-
fAecMeTHI ¥ NakToH. N-mecMeTun € 0koJ1o 50 % no-Majko akTMBEH, B CPaBHEHHE ¢ pO3YBacTaTHH,
NOKAaTO JIAKTOH C€ CUMTA 3a KIIMHHYHO HeakTuBeH. PosyBactatuH onpegens noseue ot 90 % or
akTHBHOCTTA Ha uHpKyanpamus HMG-CoA uHxuburop Ha penyxrasara.

Enumuuaunpane
[Tpubansurento 90 % ot po3yBacTaTHH Ce TMMHHHMpPA KaTO HEMPOMEHEHO JIEKapCTBO ¢ deKanuure

(abcopOmnpaHo u HeabcopOUpaHO NeKapcTBEHO BELIECTBO), KATO OCTAHANATA YacT CE EKCKPETHpa C
ypuHata. Okono 5 % ce eKCKpeTHpa HENPOMEHEH B YPHHATA. [L1a3sMEHHAT NOMYKHBOT € OKOJO

19 yaca. [LnasMeHKsT NONYKHBOT HE CE YBEIHYABA C YBEJIHYAaBaHe Ha A03aTa. CpeAHHAT IUTa3MEH
ISIHPBHC € npubnusuTenHo 50 nurpa Ha yac (KoeduumeHT Ha BapyHabwiHocT 21,7 %). Kakro npu
NPy MHXWOHTOPH Ha peayKTa3aTa, YepHOAPOOHOTO MOEMaHe Ha po3yBacTaTUH BKIIOYBA
meMOpanHus npeHocuten OATP-C. To3u npeHocUTeEN € BAXEH 3a YEPHOAPOOHOTO ENMMUHHPAHE Ha
pO3yBacTaTHH.

JIuHetiHOCT/HENHHERHOCT
CHcTeMHaTa eKCNOo3KMA Ha pO3YBaCTATHH C€ YBEMYaBa NPONOpLHOHAIIHO Ha NpHEMaHaTa 1034a.
Hsama npomsiHa BbB (papMaKOKHHETHYHHUTE NapaMeTpH NMpH MHOTOKPAaTHO A03HpaHE.

Cneyughuunu nonynayuu

Bb3pacT ¥ non
BB3pacTTa WIH NOJBT HAMAT KIHHWYHO 3HA4YHM e(eKT BbpXy (apMaKOKWHETHKATA Ha
NpH Bb3PACTHH. EXCNO3HLIMATA NPH JIELia H IOHOLLYN C XETEPO3UrOTHA (PaMUITHA
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XHNEPXONECTEPOIEMHA H3TJICHKIA CPABHUMA WU NO-HUCKA OT Ta3 MPH Bb3PACTHH MALMEHTH C
aucnanuaeMua (BxX. ,JleamatpuuHa nomynaums’ no-aoiy).

Paca

dapMakOKHMHETHYHHTE NPOYYBaHHAA NOKA3BAT, Y€ NPH MHAHUBUU OT a3HATCKaTa paca (AMOHUM,
KHTalIK, GHIMMKHLKW, BACTHAMLUH U KopeitiM) ce HabnoaaBa ABYKpaTHO MOBUILIABAHE B CPEHATA
AUC u Cpax, OTKOJKOTO NPH MHAMBHAMN OT KaBKa3kaTta paca. [Ipy uHauALM € HaTHLIE TTOBHILABAHE HA
AUC 4 Cpax 1,3 nbTH. He e H3BecTHO KaKBO € 3HaueHHeTO Ha (PaKTOpPUTE Ha OKOJIHaTa Cpela U Ha
reHeTHYHuTe (PAKTOPH 32 MOABATA Ha TE3H pasnuku. EaAuH nonynauuoHeH papMakKOKMHETHUEH aHAIH3
NOKa3Ba, Y€ MEXIY HHAUBHAMTE OT KABKA3KATA K OT YEPHATA Paca HAMA KJIMHHYHO 3HaUHMU
paziHyHA.

BbrOpeuHa HEAOCTATHEYHOCT
B egHo mpoy4BaHe Ha MHlIA ¢ pa3iNydHa cTeneH Ha HL0pedHo YBpeXAaHe, JIEKOTO 0 YMEPEHO

O6nOpeuHo 3abonspaHe He € MOBIUANO TUIA3MEHHTE KOHLICHTPALHH Ha PO3YBAaCTATHH WK Ha HErOBUA
N-necmeTi MeTabonHT. JIMLa ¢ TEXKKO yBpeKaaHe, obade (kpeaTHHHHOB KIMpBHC < 30 ml/min), ca
MMa/TH TPHKPATHO yBEJIHYEHHE Ha TU1a3sMEeHaTa KOHLIEHTpalL1i, B CpaBHEHHE ChC 34paBH AOOPOBOILM
M NeBeT IMbTH NO-BUCOKA KOHLEHTpaUM] Ha N-necmeTun merabonura. PaBHOBECHHTE TU1a3MEHH
KOHLEHTPAUHH Ha pO3YBACTATHH TIPH NAalMEHTH Ha XeMOAHanK3a ca Npudnusurento 50 % no-BUCoKH,
B CPABHEHHE CBC 3ApaBH A0OpOBOILIH.

YepHoapobHa HEAOCTATHYHOCT

B enHO mpoy4BaHe Ha JIMLA ¢ Pa3iH4Ha CTENEH HAa YEPHOAPOOHO yBpexaaHe, He ca NOJyYEHH JaHHH
3a [TOBHILEHA EKCITO3HLMA Ha PO3YBACTATHH, NPH NauMeHTH ¢ pe3yarat no Child-Pugh 7 unu no-
HicbK. [Tpu ABamMa nalMeHTH ¢ TEXKO YepHoapobHo yBpexaane (pesyarat no Child-Pugh 8 u 9),
CHCTEMHATA EKCNO3KIHA € OWa yBeIHUeHa Hal-ManKo JIBa ITbTH, B CPABHEHHE C JIMLA C NMO-HHCBK
peaynrart o Child-Pugh. Hama aannu 3a nauuenTtn ¢ pesynrar no Child-Pugh nan 9.

[ eHEeTHYEH NMOTUMODMUIEM

HMucnoznumsara Ha HMG-CoA penykrasHuTe “HXHOUTOPH, BKIIOYUTENHO PO3YBAaCTaTHH, BKJIKOYBA
rpaucnoprepHuTe nporenHn OATP1B1 n BCRP, kognpanun ot SLCO1B1 ren (OATP1B1) n ABCG2
red (BCRP). Hakon BapnanTh Ha Te3M renn, Karo SLCO1B1 ¢.521CC u ABCG2 c.421AA, ca
CBbp3aHH ¢ npubnusuTenno 1,6 meTH no-eucoka ekcnosuuus (AUC) Ha posyBacraTi wik 2,4 mbTH
NO-BHCOKA €KCMO3HLIKA, CHOTBETHO, B cpaBHeHHe ¢ reHoTunoeete SLCO1IB1 ¢.521TT win ABCG2
¢.421CC. INpn nauneHTH, 32 KOHTO € H3BECTHO, Y€ MMaT Takusa reHoTHnoBse (SLCO1B1 ¢.521CC niu
ABCG2 c.421AA), ce npenopbyBa NO-HHCKa AHEBHA J03a KpecTop.

[leanaTpyyHa nOMynalKs
JIBe (hapMaKOKMHETHYHH MPOYUBaHHA C PO3YBACTATHH (NpHiaraH noa GopMara Ha TaONETKU), NpH

MeJHATPUYHH MALMEHTH C XEeTEPO3UroTHA PaMUNHa XunepxonecreponemMus Ha sbipact 10 10 17 unu
6 oo 17 roauny (06110 214 naluueHTH) MOKa3BaT, Y€ eKCMO3ULIMATA NPH NeIUaTPHUHMTE NMALUEHTH
M3I1€XK/1a CpaBHMMAa WK M0-HUCKA OT Ta3d NPH Bb3PACTHHUTE IaUMEeHTH. EKcno3nuusTa Ha
pO3yBacTaTHH € OWna npeaBHAMMA N0 OTHOLLIEHHE HA 103aTa H BPEMETO B NPOIIKEHHE HA 2-
rOAMILIEH NEPHOA.

53 MpeaxkuuUMHEE NAHHA 32 6€30naCHOCT

[TpenkMMHUYHKTE JaHHH HE Ca NOKA3aly CneuManeH pUCK Npy Xopa, Bb3 OCHOBA Ha CTaHJapTHHUTE

MPOYy4BaHHA 338 0€30MacHOCT BbPXY OCHOBHUTE CUCTEMH, FTEHOTOKCUYHOCT, KAHLIEPOT€HEH NOTEHLIH
He ca npoeexxaanu cneunduuHy uscneBanua, ouenasamy edexrure sbpxy hERG. Hexen
peakiiiid, KOUTO He ca HaboaaBaHy B KAMHWYHKM NPOYUYBaHUA, HO ca HabnoaaBaHy MpH

NpH HHBA HA EKCMO3HLHKA ONM3KH J0 KIMHHYHUTE, Ca CICARUTE: B H3NUTBAHHUA 32 TOKCHY
MHOTOKPAaTHO NMPHIOKEHHE ce HabJIOAABAT XHCTOMATONOTHYHH Y€PHOAPOOHH HIMEHEH
BCJIEACTBHE HAa (apMaKOJIOrHYHOTO ACHCTBHE HA pO3YBAaCTATHH NMPH MHUILKH, TUIHXOBE H
CTENEH B ATBYHUA MEXYP MPH KyueTa, HO He U NpH MaiiMyHH. B nonmbiHeHue, ce Habnio
TOKCHYHOCT 110 OTHOLLEHHE Ha TECTUCUTE NMPU MaliMYHH W Ky4€eTa NPH NO-BHCOKH J03H.

PenpoaykTHBHA TOKCMMHOCT NPH TUTbXOBE, 32 KOATO C€ ChAH 10 HAMANEHUTE rOJIEMHHA, TENl
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NMpEXUBACMOCT HA MATIKHTE, CC HabnionaBa IMpH MATCPHOTOKCHYHH O03H Ha CHCTCMHA CKCTIO3HLIHA,
HAKOJAKO HMbTH HA HUBOTO HA TCpPANCBTHYHA CKCTIO3HULIHA.

6. ®APMAILIEBTHYHH JAHHHA

6.1 CnoHChLK HA NOMOMANTE BEIECTBA

CobpleBrHa Ha Tabnerxara
JlakTo3a MOHOXHIpAT
MUKpPOKpUCTATHA LIETYN03a
KanuueB pochar
KpocnosuaoH

Marxe3nes creapar

O6BuBKa Ha Tabnerkarta
JlakTo3a MOHOXHApPAT
XunpoMenosa

TpraneTuH

TuranoB anokena (E 171)
XeneseHn okcua, xbit (E 172)

6.2 HechBMECTHMOCTH

He e npunoxuMo.

6.3 Cpok Ha rogHoCcT

3 roauHu.

6.4 CnennaiHH yCJIOBAS HA ChbXPaAREHHE

Bbnucreprn onakosku: Ha ce cbxpanasat noa 30°C. CorxpaHspaiite B OpMrUHalHaTa ONakoBKa.
6.5 B H CHALPXKAHHE HA ONNAKOBKATA

BancrepHy onakoBKH OT alTyMHHHEB NAMHHAT/ATYMUHUEBO PONO 10 28 TabaeTKH.

He BcrukM BUAOBE OnaxOBKHA MOrar jaa Obaar mycHaTH Ha nasapa.

6.6 Cneusa/iHH NpeANa3HH MepKH NPH H3XBLPJIAHE H paboTa

Hsma cneunanuu ykasaHust.

7. IIPUTEXATEJI HA PASPEHIEHHMETO 3A YIIOTPEBA
Griinenthal GmbH

Zieglerstralie 6
52078 Aachen

I'epmanus

s. HOMEP(A) HA PAZPEILIEHHUETO 3A YIIOTPEBA

20090346
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9. JATA HA ITBPBO PASPENIABAHE/IIOTHOBABAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

JlaTa Ha mbpBo paspewaBane: 30 wonu 2009 r.
JlaTa Ha nocaeaHo noaHoeaBaHe: 04 gespyapn 2014 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

10/2025

21



