W3NLJIHUTENHA ATEHUNSR NO NEKAPCTBATA

1. HME HA JIEKAPCTBEHUA ITPOAYKT

Paspewerius M
Kpecrop 5 mg punmupanu TabneTku
Crestor 5 mg film-coated tablets

493.39'7 03'07-2925
.................u..,/.

2. KAYECTBEH H KOMTHUYECTBEH CbCTAB

Bcaka Tabnerka chappxka 5 mg po3yBacTaTHH (rosuvastatin) KaTo po3yBacTaTHH Kanuui. Beaka
Tabnerka cbabpka 94,88 mg 1akT033 MOHOXHAPAT.

3a IMLJIHMA CITHCHK HA NMOMOLIHMTE BellleCTRa BHIKTE TOvKa 6.1.

3. JEKAPCTBEHA ®OPMA

DunmupaHa Tabnerka.
Kpwrna, ouserena s »xwiro Tabnerxa cue 3Hak ,,Z1D4522" 1 ,,5"0T eaHaTa crpaHa M HeMapKHpaHa
OTKBM OOpaTHaTa.

4, KIHHMYHHA JAHHHA

4.1. TepaueBTHYHE DOKAIAHBHSE

JledeHHe Ha XHNEPXONECTEPOREMHUS
BrapacTHu, IOHOLIH K AeLlA HA MK HAA 6-NOAMILIHA BB3PACT C ITbPBUYHE XHNEPXOIECTEPOIEMHES (THII

la BKJIIOYHMTENHO XETEPO3UrOoTHA (GaMHIHA XHIEPXONEeCTEpONIEMHUS) WIH CMECEHa RHCITHMHAESMHA
(tTun 1Ib) xaTo nobaBka KbM AMeTaTa, KOFATO PE3YJITATHT OT AMETATA ¥ APYTH HedapMaKoNOTHYHH
MEPKH (HaIp. PHIHYESCKH YTIPAXHEHHA, HAMAIABAHE HA TErJIOTO) HE € 3a/10BOJIHTENEH.

Bu3pactHH, IOHOWIM #M fAeua Ha WM Hajd 6-roaMinHa Bb3PACT € XOMO3MIOTHA (daMuiIHA
XHITEPXOJIECTEPOJIEMHR KATO A00aBKa KbM AMETATA, KAKTO M ¢ APYro JHIMHAOCMOHWKABALLO JICUEHHE
(nanp. LDL adepeia) unu Korato ToBa JIeHEHHE HE € NOAXOAALLO.

[IpeBeHIIHA Ha CHPACHHO-CHAOBH CHOUTHSA
[1penoTeparaBaHe HA roNeMH CbPASHHO-CHAOBH CHOHTHA NMpHM NaLMEeHTH, OLIEHEHH ¢ BUCOK PHCK 3a

ITLPBO CHPACYHO-CBLAOBO CLOMTHE (BX. TOYka 5.1), KATO JOITLJIHEHHE KbM KOPUIHPaHETO Ha APYTH
pHUCKOBH (GaKTOpH.

4.2. Mo3uposka 4 HAYHH HR NPHJOKEHHE

[Ipenn 3anousaHe Ha TepanuaTa, MAaLUMEHTHT TpAOBa Aa ObAe NMOcTaBeH Ha CTAHJAPTHA OHETA 34
IOH)KABAHE HHBOTO Ha XOJIECTEpOa, KOATO 1@ NMPOAL/DKH H NO BpeMe Ha aeueHHero. HabopsT Ha
JAO3HpOBKA C€ onpenens OT HHAUBHAYATHHUTE TEPANEBTHYHHM LEIH, KOUTO ¢€ ONpeHeNIAT OT
NPENOPBHKUTE HA CbBPEMEHHHTE KOHCEHCYCHH PBKOBOACTBA 38 KOHTPO/ HA XONECTEPOIEMHUATA.

Kpecrop Moxe fa ce npHeMa 10 BCAKO BpeMe Ha ACHA, ¢bC WIH 6e3 XpaHa.

JleqeHue Ha XHIICPXONeCTepoaeMus
[IpenopruBaHaTa HauanHa A03a € 5 wiu 10 mg BegHBXK NHEBHO, KAKTO NPH MALMEHTH, KOKTO HE ca

MPHEMAIH CTATHHH, Taka H NpH NpeMHHaBaHe oT Apyr HHXHOuTOp Ha HMG-CoA penmykrazara.
H360pbT Ha HavaHaTa 1032 OT MEMKAMEHTa 38BHCH OT HHBOTO HAa CEPYMHHSA XonecTepoJ, Ob
CLPAEYHO-CHAOB PHCK H PHCKA OT MOABA HA HEXKE/TAHH PEAKLIMH KbM JIEUEHHETO (BIDK 10-,
HeoDXOAHUMOCT, A03aTa MOXKE Jla C€ KOPHTHpa, KATO C€ NPEMMHE Ha ClIeIBALIOTO AO30BO A
CeAMHLH (BX. TouKka 5.1). B cpaBHeHHe ¢ MO-HHCKHTE NO3W W MpEeABHA MOBHILEH P\

cbobliaBaHe Ha HEXENAHH PeakLUH NMPpH 1034 oT 40 mg, B CPABHEHHE C MO-HUCKHUTE noaﬁ C!mc mlﬁca e } = _l
4.8), mocneaHo THTpUpaHe N0 MakCHManHara no3a ot 40 mg Tpsbsa na ce npe,unpuenéa ca‘:m npa =




MAai(HEHTH C TEXKKA XHIEPXONECTEPOIEMHA C BUCOK CHPACHHO-CHAOB PHCK (0cobeno Te3H ¢ haMiiHa
XHNEPXOIECTEPOIEMHS ), KOMTO He JOCTHTaT XKeIaHOTO HHBO Ha XONECTepo NpH AeueHKne ¢ 20 mg U
IPH KOWTO LUE C€ MpaBH PYTHHHO MpPOCJHENABAHE B X0Ja Ha jedeHHero (BX. Touka 4.4). [lpu
3afiouBaHe Ha JiedeHHe ¢ 40 mg ce npenopb4Ba NOCTOAHHO HAOMOAEHHE HA MALMEHTa OT CIICL{HAIHCT.

[IpeBeHUMS Ha CHPAECYHO-CBAQBH CHOMTUS
B npoyuBaHeTO 3a MOHKABAHE Ha PHCKA OT ChpAEYHO-CHAOBH CHOHTHS € M3no3paHa ao3a ot 20 mg

(BX. TOUKE 5.1).

lleouampuyna nonyrayus
Vnorpebara npu aeua TpAbBa aa ce npoBexa caMo OT CNELHATHCTH.

ﬂwwﬁm 17 roaunm (cranuii < 11-V no Taxep)

XeTepo3u aMUJTHE XUIIepX0 MU

[Mpu feua H IOHOIIH C XeTepO3HroTHa (paMuHa XuTiepxosecTepoiieMusi oOHuaiiHaTa HayaliHa o348 €

5 mg AHEBHO.

o [lpu neua Ha BB3pAcT 6 10 9 rOAMHY C XETEPO3MIOTHA (DAMIITHE XUIIEPXOJECTEPOTIEMHA
OOUHANHHAT J030B JKanasol € 5-10 mg nepopaiiHO BeAHDbK NHEBHO. be30onmacHOCTTA H
e(pHKACHOCTTa Ha A03H NMO-BHCOKH 0T 10 mg He ca mpoy4BaHH NPH Ta3x MOMYNALMA.

e Ilpp npema Ha Bw3pact 10 po 17 roaMHd ¢ XeTeposHrotTHa ¢amMHIHA
XHIIEPXOJIECTepOieMus OOHualiHHAT n030B AWanasod € 5-20 mg nepopaiHo BeAHBXK
AHeBHO. be3zonacHocTTa M e(PHKACHOCTTA Ha BO3M NO-BUCOKH OT 20 mg He ca NpOyHBaHH

NPH TA3H NOMYJIALHA.

TutpupaHero Tpabsa ga ce MpoBeKda CBHINIACHO HHIMBHIAYANMHHA OTTOBOP H TIOHOCHMOCT Ha
NeaUaTpPHYHNTE MAaLHEHTH, KAKTO C€ NMPernopbyBa B MPENOPHKHTE 32 IEUCHHE Ha Aetia (BXK. ToUKa 4.4).
Jeuiata u oHomuTe TPAOBa A4 € MOAMOKAT Ha CTAHAAPTHA XOJNECTEPOO-NOHIDKABAILA QHETA NPEAH
Ja ce 3ano4He JledeHHe C pO3yBacTaTHH; AUeTaTa TpsAOBa Na ce MPOAWDKH MO BPEME HA JIEYEHHETO C
pO3yBaCTaTHH.

M Ha xune JI

IIpu nmeua Ha BB3pacT 6 OO0 17 rogMHH ¢ XOMO3HroTHa ¢QaMHiIHA XHIIEPXOJECTEPONEMHS,
npenoprYUTENHaTa 103a ¢ 20 mg BeaHnx AHeBHO. Ma orpann4eH onur ¢ 103y, pa3nuduy ot 20 mg
NpH Ta3u MOMyIaLHA.

Tabnetxara ot 40 mg He e noaxoAsIRA 3a ynoTpeba Mpu NEAMATPHUHH MALIHEHTH.

Jelia no-MankH or 6 roAMHY
Be3onacHocTTa H ¢(pHKACHOCTTA Ha ynorpebara npH geua no-mMankM ot 6 roJMHH He ¢a MpPOYYBaHH.
CnenosareaHo, Kpectop He ce npenopbusa 3a ynorpefa npH Aetla No-MankH ot 6 roaHHy.

Ynorpeba npu NayHeHTH B CTAPYECKE BH3PACT

[Mpenopb4BaHaTa TbPBOHAYATHE §O3a NPH NauMeHTH Haa 70-roasiliHa BBE3pAcT € 5 mg (BX. To4Ka 4.4).
Jpyro KopuripaHe Ha JO3MPOBKATA B 3aBHCHMOCT OT Bb3pacTTa He € HeobXoanmo.

Jo3upane npu naimeHTy ¢ 6p6peUHa HEAOCTATHIHOCT

[pu nauMeHTd ¢ nexo g0 ymepeHo 6n0pedHO yBpexnaHe ce npwiarat obuuaHuute no3u. [lpu
NanMeHTH ¢ ymepeHo ObOpedKo yBpexane NPEnoOpbYBAHATA ITHLPBOHAYAIHA 1038 € 5 mg
(xpeaTHHHHOB KIHpBHC noa 60 mi/min). Jo3upoekata or 40 mg € NPOTHBOMNOKA3aHA MPH NALHEHTH ¢
yMepeHo 6u0pedno yepexnaaHe. [1pu nanmerTH ¢ Texxko 656peuHo yBpexaaHe ynorpeba Ha Kpecrop

€ MpPOTHBRONOKa3aHa (BXK. ToukH 4.3 u 5.2).
/ m
loavipatie NPH NALKMENTH ¢ 9epHOIPOGHO yBpEKNaHe K

He ¢ HabmionaBaHa NopHIEeHA CHCTEMHA €KCIMO3HMIMA HA PO3YBACTATHH IPH Maue

ckanata Ha Child-Pugh < 7. Bonpexu ToBa, NOBHIIIEHA CUCTEMHA EKCIIO3HLHA € HA npu ) E
NaLMEHTH ¢ OLieHKa no cxanaTa Ha Child-Pugh 8 1 9 (BX. Touka 5.2). [pu Te3u natme 'rpﬂﬁaam c's / S
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npeanpueMe olieHKa Ha 6bbpeyHaTa QyHKUHs (8XK. Touka 4.4). HamMa AaHHM 32 MALMEHTH C OLCHKA MO
ckanata Ha Child-Pugh san 9. KpecTop e npoTHBOMOKa3aH NMpH NALMEHTH ¢ AKTHBHO 4YepHOAPOOHO

yBpexaaHe (Bx. Touxa 4.3).

Paca

[Tpu nauMeHTH OT a3HaTckaTa paca ce Habmogasa MOBHILEHA CHCTEMHA CKCIIO3MLHA Ha
MeaUKaMeHTa (BXK. ToukH 4.3, 4.4 u 5.2). [IpenopbuBaHaTa MbpBOHAYANHA 1038 TPH MALMEHTH OT
a3HATCKH npousxoa € S mg. [Ipy Teau nauuenTH ¢ NPOTUBONOKA3AHO MPHIOKEHHE Ha f03a OT 40

mg.

I'en €H NONUMOPPHIEM

Iokazano e, ue reHorunosere SLCO1B1 (OATP1B1) ¢.521CC u ABCG2 (BCRP) c.421AA ca
CBBp3aHH ¢ mosuiuaBane Ha ekcnosuumsTa (AUC) Ha posysactaThH, B cpasHenue ¢ SLCO1BI
¢.521TT u ABCG2 ¢.421CC. 3a nauMeHTHTE, 3a KOUTO € H3BECTHO, Y€ UMaT reHotHn ¢.521CC win
C.421AA, ce npenoprypa MaKCHMAaJIHA eHOKpaTHa JHeBHa fo3a oT 20 mg Kpectop (BXK. TOukH
44,4.5u5.2)

ITpn naupeHTH C penpasn (aKkTOpH 3a pa3BHUTHTE Ha HDl‘lﬂTHil npenophyYBaHaTa Ha4alHa
no3a e 5 mg (BxX. Touka 4.4).

TIpi HAKOH OT T€3IW NALMEHTH € MPOTHUBOMOKA3AHO NPHICKEHHETO Ha 032 oT 40 mg (BK. TOUKa
4.3).

ChIIbTCTBALIA TEPANKS

PosyeactaTHH e CyGCTpar Ha pasiW4HH TpaHCnopTepHM mpoTenuu (Hanp. OATPIBI » BCRP).
PucKBET OT MMonaTHA (BKIOYHTENIHO paGIoMHONK3a) ce noBHilasa, xorato Kpecrop ce npunara
eHOBPEMEHHO C OMPEAENIEHM JIEKAPCTBEHH NMPOAYKTH, KOHTO MOTAaT Na NOBHIIAT IUIA3MEHATa
KOHLIEHTPALMA HA PO3YBACTATHH, NIOPAIH B3AHMOJIEHCTBHE C TE3H TPAHCTIOPTEPHH NPOTEHHA (HaMp.
LMIUTOCTIOPHH H HAKOH NpOTEa3HH HWHXHOWTODH, BKIOYHTENHO KOMOWHALMH HA PHTOHABHD €
aTa3aHABUP, JONMHABKP W/HIM THNpaHaBUP; BXK. To4kH 4.4 v 4.5). Ha npeanucaaiiuTe nekapy ce
ApenopbuBa 18 B3EMAT NPEJBHI CHOTBETHATA JIEKApCTBEHA HHGOpMALMA, KOraTo OOMHMCIAT
ppunaraHe Ha TakuBa NpoaykTh 3aenHo ¢ Kpecrop. Korato e BB3MOXHO, Tpabsa na ce HMaT
MpelBHA AITEPHATHBHH JIEKApCTBA H, 8KO € HeoOXOAHMO, Ja ce HMa MNpEeNBHA BPEMEHHO
npeKkbeBane Ha TepanuaTa ¢ Kpectop. B cHTyaumu, KOraTto €AHOBPEMEHHOTO MPHIOKEHHE Ha TE3H
nekapcTBeHn NnpoayKTH ¢ Kpectop € Hen3bexxHO, non3aTa U pucka OT CHITHTCTBAILATA TEPAnui ¥
KOPEKLHH Ha fo3aTa Ha Kpectop Tpa6Ba BHHMATENHO Aa ce 0OMHUCIIT (BX. ToUKa 4.5).

4.3. IIpoTEBODOKA3AHAS

e [Ipy NaUMEHTH CHC CBPBXUYBCTBHTEIHOCT KbM PO3YBACTATHH HWIH HAKOE OT MOMOLUHHUTE
BELLECTBA.

e [IpM nauMeHTH C AaKTHBHO 4YepHOApPoOHO 3a0o/dABaHe, BKMOYHTENHO HEYTOYHCHO,
NPOTBLDKMTENHO TMOKAYBAHE HA CEPYMHHTE TPAHCAMHHA3H M BCAKO MNOKAYBAHE HA
CepYMHHTE TPaHCAMHHA3H TPH ITHTH HAJl FOPHaTa rpaHHLia Ha HOpMaTa.

o Tlpu naumenTu c Texko 6x6peuHO yBpekaaHe (KpeaTHHHHOB KNHpBHC < 30 ml/min).

[Npy nauueHTH C MHOTIATHS.
[lpn nNaLMeHTH, MpUeMalmK EAHOBPEMEHHO codocOyBHp/BeNNATACBHP/BOKCHIANPEBHD
(BX.TO4Ka 4.5)

e [lIpy nauyeHTH, NPHEMAIIIH EAHOBPEMEHHO LIMKJIOCTIOPHH.
[To BpeMe Ha GpEeMEHHOCT, KbPMEHE H NPH JKEHHM B AETEPORHA BBE3PACT, KOHTO HE U3
NOAXORALUM KOHTPALCITTHBHH MEPKH.




Hosara ot 40 mg € npoTHBONOKa3aHa MIPH NALHEHTH ¢ Npeapasnonaraii GakTopH 3a pa3sHTHE Ha
mHuonatus/padaomuoniza. Takusa pakTopu ca:

¢ VmMepeHo no cTeneH 610peuHo yBpexaaHe (KpeaTHHHHOB KaupbHC o 60 ml/min)

e  XUMNOTHPEOHUAUZBM.

¢ Jluyna wix paMUTHA aHAMHE3A 38 HACCACTBCHH MYCKY/IHH 3a009BaHHA.

¢ AHaMHe3a 38 NI0ABa Ha MYCKYJHO YBpeXAaHe MO BPEME HA JICUEHHE C APYT MEAHKAMEHT OT
rpynara Ha MHXMOMTOpHTE Ha XWUAPOKCH-METWI-TJYTAPHI-KOCH3MM A penyKTa3ata WiH ¢
¢ubpar.

3noynorpeda ¢ ankoxou.

ChCTOSHKA, TPH KOKHTO MOXE 1a CE TNOBHILH MJ1a3MEHOTO HHBO Ha MEIHKAMEHTA.

Jlxua ot a3HaTCcKaTa paca.

ChnbTCTBALLO JIevHeHHe ¢ PubpaTu.
(Bx. Touku 4.4,4.5 u 5.2).

4.4. CrHenHanHE UpexyupexIcHHS H DPeANA3NH MEPKH NPH ynorpeba

bvbpeyu

[Mpn nampeHTH, NeXyBaHH ¢ NO-BHCOKH a03M Kpectop, mo-koHkperno 40 mg, ¢ HabmonasaHa
NPOTCHHYPHA, KOATO € YCTAHOBEHA NPH H3CNeBaHe C TeCT-JIEHTH, C IPEIHMHO TYOYyNieH MpoH3Xoa
M B MOBEYETO CAYYaH C MPeXoaeH Wi HHTCPMHTEHTEH Xapaktep. He e noka3aHo IIpOTEHHYpHATA
Jla TIpe[ecTBa ocTpo Wid nporpecuBHO GbOpeuHo 3abonspane (BK. Touka 4.8). loknansaHaTa
YecTOTa HA CEpHO3HH OBOpeuHH yBpeOu NpH NMOCTMAPKECTHHrOBATA yrnoTpeba e Mo-BHCOKA IPH
nosupoBka oT 40 mg. OueHka Ha 656peunaTa pyHkums TpaOBa Aa ce HANIPABH MO BpeME Ha PYTHHHO

npociieAsBaHe Npy nalKeHTH, 00M4aiiHo nexysaHu ¢ 40 mg.

Cxenemna Mycxyramypa

Edextn pppXy ckeneTHaTa MYCKynarypa (MHANrUs, MHOMATHA K MO-pARKO pabaoMuonHsa) ca
¢cHLOOMABaHH NPH NMPWICXKEHHE HA BCHYKH J030BH peXXUMH, 0coDeHO npH no3u Haa 20 mg. MHoro
pelIKH cydad Ha pabaoMuOIH3a ca AOKIaABaHY NPH H3MOI3BAHETO HA e3eTHMHUO B KOMOHHALIUA ¢
HMG-CoA peaykrazuu uuxuburopu. He Moxe aa Opae H3KIOueHO (GapMakOAHHAMHYHO
s3aMMoJelicTBHe (BXK. TOUKA 4.5) U € He00X0AMMO BHUMaHHE NpH KOMOMHHPAHOTO UM H3INO3BAHE.

Kakro npu apyrmre HMG-CoA penyxrasHd uHXHOMTOpH, [OOKIaABaHATa 4YECTOTAa Ha

paboomuonnza, acouunpada ¢ Kpecrop npu nocTMapkeTHHrosara ynorpe6a, € no-sdcoka rpu
ao3uposka ot 40 mg.

Hamepeane na xpeamurnxkunazama

Kpeatunkunazara (CK) He TpaOBa 1a ce u3mepBa clel yCWIEHH YNPOKHEHUS WIH NMPH HATHYHETO
Ha JpyT NMPUYHUHKTEN Ha yBenuueHHe Ha CK, KOeTo MOXe a1a 3aTPYAHH THJIKYBAHETO Ha Pe3yJITaTa.
Axo suBoTO Ha CK e 3HRUHTENHO MOBHIIEHO NMPH U3XOAHO HHBO (> 5 ITBTH rOPHATA AONYCTHMA
rpasMiA), TeCT 3a NOTBbPXKAABaHe Ha pe3ynTara TpaOBa na Onae HanpaseH B paMKHTE Ha 5-7 AHH.
AKO NMOBTOPHOTO M3CJIeABaHE NMOTBBLPAH H3xoaHo HHBO Ha CK > 5 mpTH ropHara pomyctiMa
rpaHMiia, He TpsOBa Aa ce 3anoYBa JICYCHHE.

Ilpeou nevenuemo
Kakro # npyru nexudutopu Ha HMG-CoA penykrasara, Kpecrop tpabsa na 6vae nmpeanuceaH
¢ ocobeHO BHHMAHHE NPH NALHEHTH, 38 KOMTO Ca Hajuile GakTopH, Npeapasnonarally pa3sHTHe
Ha MHonaTHa/pabaoMuonu3a. TakuBa QaKkTOpH ca:

brOpeyHo yBpexaane.

XUIMOTHPEOHRHUIBM.

JinuHa win paMHNHa aHaMHe3a 34 HAC/IEACTBEHO MYCKYTHO 3abossaBaHe.
YeraHoBeHa MYCKY/IHA TOKCHYIHOCT KbM ApyrH HHxubOburopu Ha HMG-CoA
¢ubparn.

¢ 3noynotpeba ¢ ankoxon.




[TauueHTH Ha BB3pacT Haa 70 roAHHM.
ChCeTOsRHMS, MPH KOHTO MOXKeE Na ¢¢ Habmonasa nokauBaHe Ha ITa3MEeHMTe HUBa (BXK. Touka 5.2).
¢ EnHoBpeMeHHO npHnoxkeHHe Ha GUOpaTH.

[1pn noao6bHM nalmeHTH TpaOBA AA C€ MPEeABHAN OTHOLLEHHETO PUCK/NO0/3a H 1a OBJaT NOCTABEHH
noj KIMHWYHO HabmonaeHune. Ako u3xoaHoTo HUBO HA CK € 3HRYHTEeNHO MOBULIEHO ( > 5 MBTH
ropHaTa rpaHMIa Ha HOpMara), He TpsOBa 1a ce 3arno4yBa Je4eHHeE,

I1o epeme na nevenuemo

[TaumeHTHTE Ce 3aaRDKABAT He3abaBHO na AoKnaaBaT HEOOACHUMHM MYCKY/THH OOJIKH, ycelllaHe 3a
cnabocT KK CXBalllaHe, Hal-Beue ako ca CBbP3aHH C HepasnonoxeHue Wiy ¢pebpuwnurer. [1pu Te3n
naupeHTH TpabBa aa ce uamepar Hupata Ha CK. Tepanuara TpabBa aa ce mpekparu, axo HUBOTO Ha
CK e 3Ha4HTEeIHO NOBHLICHO (> 5 MLTH ropHaTa AOMYCTHMA MpaHKLIa), WIH MYCKYJTHHTE CHMITTOMH
ca TEXKKH H TTPHYHHABAT €KCAHEBHO HepasnoyiokeHHe (aopH HHBoTo Ha CK na e < 5 nbTH ropHara
AOIMYCTHMA IpaHUua). AKO CHMIITOMHTE H3ue3HAT H HHBOTO Ha CK ce HopManusupa, MOXe Ja ce
MOMHUCIIM 33 NOBTOPHO neueHHe ¢ Kpecrop unu antepHaruBeH uHxuOuTop Ha HMG-CoA
peAyKTa3aTa B Hai-HMCKa Jo3a noa HabmopeHue. PyrmHHO HabmogeHue Ha HHBoTO Ha CK npu
nauHeHTH €3 CHMITTOMH He € OCHOBATENHO.

Hma MHOro peakH AOK/IafH 38 HMYHOMEAHMpaHa HCKPOTH3IHpallla MUOMATHA, KOATO KIHHHYHO Cce
XapaKTepH3Hpa ¢ NEPCHCTHpALLA MPOKCHMATHA MYCKY/THa cnaboCT H MOBHIlIeHa KpeaTHHKHHA3a 1o
BpEME Ha JIEUEHHETO WIH Cje[l CIIMPAHE HA CTATHHMUTE, BKIIOYHTEIHO pOo3yBacTaTHH. Moxe Ja e
HeoOX0AMO NOIMBJIHHTENTHO HEPBHOMYCKYJIHO WiH CEPONIOrHYHO H3cneapane. Moxe aa ce HaloXH

NIEYEHHE C UMYHOCYTIPECHpALLIH JIEKAPCTBA.

B Hakonko ciaydas ce cboOmaBa, 4€ CTATHHATE HMHOYLMPAT de n0v0 HWIH BJIOIIABAT BeYe
ChILECTBYBAIlA MHACTEHMA TpaBHC WIH O4YHa MHacTeHHa (Bx. Touka 4.8). IlpwioxeHwero Ha
Kpectop Tps6Ba na ce cripe B ciy4ali Ha BiowmaBaHe Ha cuMnToMuTe. Hma cho01ueHud 3a peuuams
npu (MOBTOPHO) MpUNaraHe Ha ChILHUA WIH Pa3/IKUEH CTaTHH.

[Tpyu knuHK4HKTE K3INHTBAHKA HA KpecTop He ca HabGmonaBaHW JaHHH 3a MOBUILCHH ¢PEKTH BBPXY
CKEJICTHaTa MYCKY/aTypa B Ma/IKaTa rpyna naluMeHTH, npd kouto Kpectop € npiiaran ¢ gpyro
CBITLTCTBAIIO JIeYeHHe. Y BelIHUeHHe Ha 4YeCTOTaTa Ha MHO3KT K MHonaTHA € HabmoaaBsaHo, obaue,
pH TMAalMeHTH, noaydaBami¥ ApyrH HHxubWTopH Ha HMG-CoA peaykrazata 3aeHoO C
LHMKNOCTIOPHH, MPOH3BOAHH Ha PHOPHHORATA KHCEHHA, BKIIIOYHTENHO reMpubpo3nn, HUKOTHHOBA
KHCEIHHA, A30JI0BH aHTHMMHMKOTHLM, NPOTCa3HH MHXHOWTOPH H MAaKpOIMAHM aHTHOMOTHUM.
eMdubpo3mn NOBHIIABA PHCKA OT MHOMATHA, AKO C€ NPHEMAa €IHOBPEMEHHO ¢ HAKOH HHXHOHTOPH
Ha HMG-CoA peaykrazata. [lopagu ToBa, koMOuHaumsaTa Mexny remdubposun u Kpecrop He ¢
npenopbuYdTenHa. [lonzara OT ZOMBIHUTENHO CHIKABAHE B JUIHAHUTE HHUBA B PE3YyNTaT OT
KoMOHHHpaHoTO npHeMaHe Ha Kpecrop u ¢ubGpatnm wix HHauwH, Tpsabea ga 6vae BHHUMATENHO
M34YKCIIeHA COpPSAMO NOTEHUHATHHMA PUCK o©OT noxoOHH komOuHauuu. IlpH earospeMeHHO
npunoxenue Ha PubpaTH, neueHneTo ¢ K034 oT 40 mg e NPOTHBONOKA3aHO (BXK. TOYKH 4.5 1 4.8).

Kpectop He TpaOBa Aa ce npunara e1HOBPEMEHHO ¢ GPY3HI0BA KHCEIHHA 32 CHCTEMHO MTPHWIOMKEHHE
WIH B pAMKHTE Ha 7 JHH Clled CNIHpaHe Ha Je4eHHeTo ¢ Qy3nnoBa kucenuHa. [lpu naumeHT!, npu
KOMTO H3NOJI3BAHETO Ha Py3HA0BA KHCEIHHA 33 CHCTEMHO NPHIOKCHHE € 3HAYHMO, IEYEHHETO CbC
CTaTHHH TpAOBa A& Oble NpeycTaHOBEHO Mpe3 LIEJHA MePHOA Ha JiedeHUE ¢ Qy3UAOBa KHCEAHHA.
HUma crobmenns 3a paboomuonuia (BKIIOYHTENHO HAKONAKO ¢ (aTajiieH M3XOo4) ApH NaLHUeHTH,
npuemMally ¢y3uaoBa KHCEJIHHE U CTATHHHM B koMOMHauua (Bx. Touka 4.5). [Tauuenture Tpadbea na
6baaT nochbBeTBAHK Aa MOTHPCAT He3abaBHO MEJHULIMHCKA TOMOLL, 8KO HM3MHTBAT CHMITTO
MYCKYJIHa cllabocT, 6oka wiu H6osesHeHOCT. JleueHHeTo ChC CTATHHH MOXKE aa OBy

/AN

cegeM AHM creq rocieaHaTa 038 Ha Qy3unoBa kucenuHa. [1pu u3asbHpeaHn obcTony

e HeoOXoAMMa MpPOARDKHTENHA yroTpefa Ha Qy3HA0BA KHCEIHHA 38 CHCTEMY
HAIIPHMEP 33 JIEUCHHME Ha TEXKH HH(pEeKiUHH, HEOOXOAUMOCTTE OT €AHOBPEMEHH(



Kpectop 1 ¢y3unosa kucenuHa TpabBa fa ce NMPEeLEHH HHAMBHIYANHO, H NOA CTPOT MEIHLMHCKH
KOHTpO.

Kpecrop He TpabBa fa ce ynorpe0aBa nNpH NMauMeHTH ¢ OCTPH CEPUO3HH CHCTOSHHUA, NPEaNONaraum
MHOMNATHA, WIKH MNpeApasnonaraijd KbM pa3BHTHe Ha Obn0OpeuHa HeONOCTATBYHOCT, BCIEACTBHE
pabgoMHonH3a (Hanp. cencuc, XHIMOTOHHA, rOAAMA ONEpalHi, TpaBMa, TEXKKH MeTaboNKTHH,
CHAOKPHHHH H ENEKTPOIIHTHH HAPYMIEHHS WIH HEKOHTPOJIHPAHH 'bP4OBeE).

Texcky KOXHHU HEXENaHH peakluM
Texkn KOXHU HEXKENAHH PEeakLMH, BKITIOUMTENIHO CHHIApOoM Ha Stevens-Johnson (SJS) u nexapcreeHa

peakuus ¢ eosuHobwms H cucreMHu cuMmrmoMH  (DRESS), xonto Morar na Owmpar
YKHBOTO3ACTPALLABALLH HIH C NIeTAJEH M3X0/l, ¢a ROK/aRBAHM MPH ynoTpedaTa Ha po3yBacTaTHH (BX.
Touka 4.8). [lo Bpeme Ha Ha3HauaBaHeTO My, nauMeHTHTE TpabBa na Obaar uHpoOpMHpaHH 3a
MPH3HALMTE U CUMITTOMMTE HA TEXKH KOXKHH peakuMH ¥ aa ObaaT BHUMaTeNnHo HabaioaaBaHd. AKo ce
MOABAT NPH3HALMK U CUMMTOMH, NpeAnonaraiy Te3n peakiu, neueddero ¢ Kpecrop tpabea na 6bae
NpeycTaHOBEHO He3abaBHO U 1a 6bae 0OMUCIEHO aNTTEPHATHBHO JIEHCHHE.

AKO MauMeHTDhT pasBUe cepHo3Ha peakita kato SJS unu DRESS nmpu ynorpebara Ha Kpecrop,
neueHHeTo ¢ Kpectop He TpabBa HHKOra za ce MOAHOBABA MPH TO3M NALMEHT.

BansaHue BLPXY YepHHs Apod
Kakro nmpu apyrk unxuburopn Ha HMG-CoA pemykraszara, Kpectop Tpabea BHMMaTenHo Ja ce

npuaara Npyu AaUMEHTH, KOWTO TPHEMAT FONMAMO KOJIHYECTBO AKOXOI W/WIH ca uManu 3abonasaHe Ha
yepHua apob. IlpenopbumrenHo € Aa ce HanNpaBAT U3C/IeABaHHA Ha YepHHUA Apod npeau, U 3 Meceua
cnen 3ano4ysaHe Ha nevyeHHero. Kpecrop Tpabsa na Obae npeycraHoBeH WM polara TpadBa ga ce
HaMa/H, aKO HUBOTO H& CEpYMHHTE TpaHCAaMMHA3H HaJBHIIABA TPH ITBTH M'OPHATA I'PpAHULIA HA HOPMATA.
HoknaasaHaTa 4ecTOTAa 3a CEPHO3HH depHOAPOOHH yBpeaHd (3aKMIOUYBAlH C€ [VIABHO B YBEJIMYEHH
4epHOAPOOHH TPAHCAMHHAZH) NPH NOCTMAPKETHHIOBATa yNoTpeba, e rmo-BHCoKa NpH A03HPOBKa OT 40
mg.

[Ipy nauWeHTH ¢ BTOPHYHA XHUIMEPXONECTEPONEMHA, NPUYHHEHA OT XUNOTHPEOHOH3IBM HIIH
HepPOTHYEH CHHAPOM, OCHOBHOTO 3a00sBaHe TpabBa na ce JiekyBa npeau 3ano4yBaHe Ha JEYCHHE C

KpecTop.

Paca
QapMakOKHHETHUHHTE NMPOYYBAHMA MOKA3BAT, Y€ MPU MALHEHTUTE OT a3WATCKATA paca € HATHLE fo-

BHCOKa €KCNO3MLMA B CpaBHEHHE ¢ T€3H OT KaBKa3kata (OsnaTa) paca (px. Touku 4.2, 4.3 1 5.2).

[Iporeasty HHXHOUTOPH
[ToBHInEHA CHCTEMHA EKCIIO3MLMA HA PO3YBACTATHH € HabniojasaHa NMpH NAUMEHTH, NPHEMallly

PO3YBACTATHH €OHOBPEMEHHO ¢ PANIMMHH MPOTEa3HH WHXHOHTOPH, B KOMOMHALMA ¢ PHTOHABHP.
Tpabpa ga ce oOMHCIHM KaKTO moja3aTa OT JHMHAONOHIKABaHE upe3 ynorpeba Ha Kpecrop npu
naudeHTd ¢ HIV, xouTo mpueMaT nporeaisHd HHXMOMTOpM, Taka M MNOTEHLMANa 33 MOBHIIECHA
KOHLIEHTpallUi Ha pO3yBACTATHH, KOT&TO CE 3aMoyBa TepannsTa U ce NoBHIasa fozara Ha Kpecrop npu
NALHEHTH, JNIEKYBaHH C MpOTeasHH HWHXHOMTOpPH. EZHOBPEMEHHOTO NPHIOXKEHHE ¢ ONpeAeNCHH
MpOTEa3HH HHXHOHTOPH He ce NMpenopb4Ba, OCBEH ako Ao3aTa Ha Kpectop He ce kopurupa (Bx. Tabnuna
1 uTouku 4.2 1 4.5).

HenoHOCHMOCT KhM JIAKTO33
[laupeHTH C peakM HACNeACTBEHH NpolNeMM KaTo rajakTOo3Ha HEMOHOCUMOCT, ITWIEH JIaKTa3eH

AeHUHT WIH IMIOK030-raakTo3Ha Manabcopbuma He TpabBa 1a NpHEMaT TOBA JIEKAPCTBO.

Hurepcrnimanta 6enoapobya 6onect

JoxnaaepaHu ca HIOAHPAHH clydaH Ha HHTepcTHUManHa Genoapobra Gonect np
HAKOHM CTATHHH, 0COOEHO NMpH MPOALDKHTENHE Tepanis (8. Touka 4.8). Kiunnun




Aa BKAIOYBAT AUCMHES, HEMPOAYKTUBHA KANLIHila U BlioIIaBaHe Ha o6UIOTO cheTOAHHE (YMODa, 3aryba
Ha TErno M Tpecka). AKO MMa MOJO03peHHe, He MALMEHTHT e palBWi WHTepcTHLManHa Genoxpobua
GonecT, TepanuaTa ChC CTATMH TpAOBa fa Obac NpeyCTAHOBEHA.

3axapeH nHaber

Haxou noKa3aTencTsa MPEeANnOarar, Y€ CTATHHHUTE KATO KJIac MOBHIIABAT KPLBHATA TIIOKO3a M TIPH
HAKOM NALKEHTH, BACOKOPHUCKOBH 3a pa3BHTHE Ha Axaber B Obaelle, MOraT 1a 10BeaT A0 TaAKOBA HUBO
Ha XUMEpPrNMKEeMH, TIPH KOETO € NMOAXOAAIO NPWIAraHeTo Ha PEAOBHATA IPHKA, MPOBEXIaHa IIpH
auaber. To3u puck, ofaye ce HagaenABa OT PEAYKLHATA HA BACKYJApHHA PUCK CBC CTATHHH H,
clieiOBaTENHO, He TpaOBa Aa 6bAe NPHYHHA 3a CMKpaHe Ha CTATHHOBATA Teparud. PHCKOBHTE NalHEHTH
(rmoxo3a Ha raaHo 5,6 1o 6,9 mmol/l, HHaeke Ha TenecHa Maca > 30 kg/m%, noBHILIEHH CTOMHOCTH Ha
TPHIIMLEPHANTE, XHTIEPTOHHA) TpAGBa Ja ce MpocjieddBaT KaKTO KNHHMYHO, TAKA W OHOXHMHYHO,
CBIVIACHO HALIHOHANIHWTE PBbKOBOACTBA.

B npoyusanetro JUPITER, cho6iuerara obila yectora Ha 3axapeH auaber e 2,8 % 3a po3yBacTaTHH H
2.3 % 3a mnauebo, MIaBHO MPH NALMEHTH ¢ I0K03a Ha rnaaHo 5,6 1o 6,9 mmol/l.

[lenuaTpyiuHa nonynanus
OueHABAHETO Ha NHHEHHOTO W3pacTsaHe (BucouHHa), Terno, BMI (MHaekc Ha TenecHaTta maca) H

BTOPHYHHMTE MOMOBH Geje3d Ha MOJIOBOTO Ch3pABaHE MO CKANATA HA Tanner NMpH NEAHATPHIHH
nalMeHTH Ha BB3pacT 6 go 17 roauHH, npUeMally po3yBACTATHH, € OrPaHH4YeHO JO ABYTOXHIUEH
nepuoa. Ciiell iBe roMHH HA TPETHPAHE [0 BpeMe Ha MPOYYBAHETO, He € 3ale/s3aH HHKAKEB e(eKT
BBpPXY pacTexa, Ternoro, BMI wiu nonosoto ch3pasaHe (BX. Touka 5.1).

B KNMHHYHO NPOYYBaHE Ha A€LA M IOHOILH, MPHEMAILlH PO3YBACTATHH 32 52 CeAMHLIM, NOBHILIABAHE Ha
CK > 10xULN # MYCKYJHHWTE CHMITOMH CJIe[l YNpaxKHEHHEe WIH NOBUIIECHA QU3nYecKa aKTHBHOCT Ca
HabMOAABAHHM 110-YECTO, B CPABHEHHE ¢ HAOMOAEHNs OT KIMHMYHHU MPOYYBAHHS NIPH BL3PACTHH (BIDK
To4yKa 4.8).

4.5. BianmogeHcTBHAE ¢ APYIHE JeKADCTBEHH NPOAYKTH H APYrH popMa HA B3aHMOAeHcTBEE
Echexm na ednospemernno npunazani 1eKapcmseny npooyKkmu 6bpXy po3yeacmamuH

Nuxu H Ha TPAHC HTE I HHH
PosyBacTaTHH € Cy6CTpaT Ha OMpeaesieHH TPAHCTIOPTEPHH MPOTEHHH, BKITIOYHTEHO YePHOAPOOHHS
srreiik Tpascnoprep OATPIB1 n ednyxc TpaHcnoprepa BCRP. EnHOBpeMEHHOTO NPHIIOKEHHE Ha
KpecTop ¢ N1eKapCTBEHH MPOAYKTH, KOKHTO €& HHXHOHTOPH Ha Te3W TPaHCTIOPTEPHH NPOTEHHH, MOXKE
Ja AOBene RO MOBHMINABAHE HA TUIa3MEHATa KOHLEHTpAUMs HA pPO3yBACTATHH H MOBHMIICH PHCK OT
MHonatHa (BX. Tabmuia 1 ¥ Touku 4.2 U 4.4).

[uxnocnopuH

[IpH enHoOspeMeHHOTO NpHiIoKeHHe Ha Kpectop ¢ uMIocnopHH, cpeauure crofiHoctd Ha AUC Ha
pO3YBACTATHH ca 61 cpeHo 7 MbTH NO-BHCOKH OT Te3H, HaGMIONaBaHH 1IPH 3APABH NOOPOBOIILK, Ha
KOHTO € MPUAOKEHA chiaTa 203a (BK. Tabnuua 1). Kpectop e npoTHBONOKAa3aH IpH NaLHEHTH, KOHTO
eIHOBPEMEHHO MONYYABAT LMKJIOCMOPHH (BX. Touka 4.3). EQHOBPEMEHHOTO NPHJIOKECHHE HE €
MOBJTHAIO TUTa3MEHHTE KOHLIEHTPAIIMH HA LIHKTOCIOPHH.

[eMpu H W JIHN H n
EnnospemeHHOTO npwickeHue Ha Kpectop # remdubposnn e noBeoc A0 ABYKPaTHO NOBHILCHHE HA
Coax ¥ AUC na posysactatun (XK. Touka 4.4). Jlaunure or (HapMAKOKHHETHYHHTE MPOYWBAHMA,
M3CJENBAIM NEKAPCTBEHMTE B3aMMOAEHCTBHSA, He nokazpaT B3anmonckcTene ¢ peHoGHOpaP; R

BB3MOXKHA noABa Ha GapMakoAMHAMMYHHM B3auMmopeicTeua. [emubposnn, ey 54 )
OCTAHATHTE MEAMKAMEHTH OT rpyriara Ha ¢ubpaTHTe U JIHMUACNOHIDKABAIINTE 1034 (B
AeH) HHAUWH (HHKOTHHOBA KHCE/TMHa), MOBHILABAT PHCKA OT M0ABA HA MUONATHA NPH k
HHXHOHTOPH Ha XHAPOKCH-METHI-IIYTAPHA-KOEH3HM A PEAyKTa3aTa, HAl-BepOITHO 1l




NOC/EAHATE MOTAT Ja NPEeAH3BHKAT NTOABATA HA TOB& YCJIOKHEHHE H NMPH MOHOoTepanua. [losara ot 40
mg € NPOTHBONOKA3aHa MPH ¢AHOBpEMEHEH NpHeM Ha ¢ubpatH (BXK. ToukH 4.3 H 4.4). [Ipu Te3n
MALMEHTH JICYSHUETO ChIll0 TPaOBa Aa 3alI04HE ¢ 5 mg.

Ezernmu6
EnHoBpementoTo nanonieaxe Ha 40 mg Kpecrop u 10 mg esetumu6d, He Boau no npomeHd B AUC u

Ha JBaTa NPOAYKTa, KOraTo ce npunarat npH 3apaeu ao6posonum. Uma 1,2 et nosuiedue Ha AUC
Ha posyBacTaTHH, Korato 10 mg Kpecrop u 10 mg e3zetHmub ca npioXkeHH MpH MALHMEHTH ¢
XHnepxonecreponemua (Tabnuua 1). He Moxe na ce m3kious GapMakoOAHHAMHYHO B3aHMOACHCTBHE
MEXCTY THX, KOETO A HMA 38 Pe3yJITAT HeXKeaHHW peakilMM (BXK. Touka 4.4).

[IpoTeazy HHXHOHTOPH

Bnnpexku ue TOUHMAT MEXaHH3bM HA B3aHMOACHCTBHE HE € M3BECTEH, €AHOBPEMEHHOTO NPUWIOKEHHE
C MPOTea3HN HHXHOUTOPU MOXKE PASKO Ja MMOBHMILIW EKCTIIO3ULMATA HA po3yBacTaTHH (BxK. Tabnuua 1).
Hanpumep, enHoBpeMeHHOTO npunoxkerue Ha 10 mg posysactaTvH U KOMOHHHpAH MPOAYKT, ChCTOSILL
ce oT jpa nporeasHd HMHxubuTopa (300 mg atasaHaBup/100 mg pHTOHABHMp) MO BpEME HAa EAHO
hpapMAKOKHHETHYHO MPOYUBAHE ITPH 3APaBH A0OPOBOILH, ce aCOLUHHpa C MPHOIHIHTEIHO TPHKPATHO
HapacreaHe Ha AUC Ha posyeactaTHH. EnHoBpeMeHHOTO npwiokeHue Ha KpecTtop M HAKOH
KOMOMHALIMHE OT MpoTea3sHy HHXHOHTOPH, MOXE 1a ce HMA MPEIBUA Cliell BHHMATENHO NpeLieHIBaHE Ha
KOpeKLMHTe Ha no3ata Ha Kpectop, Ha 6a3a 04akBaHOTO MOBHILIEHHE HAa EKCMO3ZHUMATA Ha
po3yBacTaTHH (Tabnuua | v Touku 4.2 11 4.4).

AHTHALMAN

EnHospemeHHOTO mpuwiokeHue Ha Kpecrop ¢ aHTHalMAHA CYCNEH3HA, ChAbpXKAllla ATYMHHHEB H
MarHe3sHeB XWAPOKCH/, € JOBEN0O A0 HaMallABaHE Ha IU1a3MEHATa KOHLEHTpalMd Ha PO3yBACTATHH C
npubausurenno 50%. To3u edexr e 6un orcnabeH, KOraTo aHTHAUMAHTE Ca JlaBaHW 2 vaca Cliel

npueMa Ha Kpectop. KNHHHYHOTO 3HaUE€HKHE Ha TOBA B3aHMOJICHCTBHE HE € H3CJ/ISABaHO.

Epurpomuus
EnHoBpeMeHHHAT npueM Ha KpecTop H epuTpoMHLiH, € foBen A0 20% HamaneHue Ha AUC .y u 30%

HaManeHHe Ha Cmax Ha pO3YyBacTATHH. B3aumoaelicTBHETO MOXKE Oa € MPEAM3BHKAHO OT MOBHILICHHA
YpPEBEH MOTHIMTET, BCICACTBHE Ha NNPHEMa HA EPHTPOMHMLIMH.

Tukarpesop
Tukarpenop Moxe Ra nosnuiae 6LOpeuHaTa EKCrIpelMs Ha pO3yBacTaTHH, YBEAWYaBaKH PHCKA OT

KyMyJIMpaHe Ha PO3yBacTaTHH. BBIpeku ue TOYHHAT MEXAHH3BM HE € H3BECTEH, B HAKOH CIIy4aH
eIHOBPEMEHHOTO TIPWIOKEHHE HA THKarpeJop M po3yBacTaTHH BOIH A0 HaMa/isBaHe Ha O6bOpeuHara
bynuxkuus, nopuieHo HUBo Ha CPK u pabaomuorniaa.,

EH3HMMH OT cHcTeMaTa Ha uproxpom P450

IlaHHUTE OT in Vitro W in vivo NpOy4BAHHA MOKA3BAT, Y€ PO3YBACTATHH HE € HHTO HHXHOHUTOpP, HHTO
HHAYKTOp Ha uMToXpoM P450 uzoeHsumure. PoszyBactatuH ¢ cnab cybcTpar 3a Te3sd H3OEH3MMH.
CnenoBaTeNnHo, JIEKapCTBEHW B3aMMOAeicTBHA, pe3ynraT oOT uMTOXpoM P450-Meauupanus
mMeTaboau3bM, He ce odaksar. He ca HaOmwAaBaHH KIHHMYHO 3Ha4YMMH B3aMMOJCHCTBHA MEXIOY
po3yBacTaTHH ¥ ¢uiykoHason (uHxuourop Ha CYP2C9 n CYP3A4), unn xeTokoHa3on (MHXHOHTOp Ha
CYP2A6 u CYP3A4). EaHoBpeMEeHHMAT npueM Ha wrpaxkoHason {(uHxuburop Ha CYP3A4) nu
po3ysactaTHl, Boau 1o 28 % yeennvenune Ha AUC Ha poszysacTatvH. ToBa Malko yBENHUYEHHE HE €
KTHHHYHO 3Ha4MMO. ITo Tasn npHyHHa, IEKAPCTBEHHW B3aHMOAEHCTBHS B CIICACTBHE HA METabOIH3LM,
MeauHpaH ot uHToXpoM P450, He ce ovakBsar.

BiaumonecTBH, KOMTO M3MCKBAT KODEKL[HA HA 103aT8 HA pO3yBacTaTHH (BX. CBHLIO
Koraro e neobxoaumo aa ce npunara Kpecrop €1HOBPEMEHHO ¢ ZPYTH NICKAPCTBEHH 5

KOHTO € H3BCCTHO, 4€ MMOBHLIIABAT €KCITO3HMUHUATA HA PO3YBACTAaTHH, JO3HUTE HA KWC'DO




Ha Kpectop oT 5 mg BeaHmX AHEBHO, aKO OYAKBAHOTO MOBHilleHMEe Ha ekcnosmumara (AUC) e
NPHONU3HTETHO NBYKPATHO WM mo-roaamo. MakcumanHara aHeBHa Ao3a Ha Kpectop tpaGea na ce
KOPHTHpa TaKa, 4e OYaKBAHATa EKCMO3HLIKA HA PO3YBACTATHH HAMA BEPOATHOCT Aa HAZABHUIUM Ta3H Ha
40 mg nHesHa f03a Kpecrop, nprer 6e3 s3anMoaeACTBALLK NEKAPCTBEHH NPOAYKTH, HAIIpHMEP 1034 OT
20 mg Kpecrop ¢ rempubposun (1,9 et nosumenne) u no3za or 10 mg Kpecrop ¢ komGuHaims
puTOHAaBHp/aTazaHaBup (3,1 ITLTH NoBHILIEHHE).

Axo ce Habmonasa, ue nexapcTeeH NpoAykT nosHiasa AUC Ha po3yBacTaTHH NMO-MAaJIKO OT 2 IThTH,
Haya/jHaTa A03a He TApOBa Aa ce HaManaBa, HO TpAOBa Aa ce MOAXOXKA& C BHMMAaHHE, ako A03aTa
Kpecrop ce nopuiuu nag 20 mg.

Tabnunza 1. EdexT HA eHOBPEMEHHEO HPHNATAE JEKRPCTBEH HPOAYKT BHPXY €KCHOZMHETA HA
posyBacTaTtes (AUC, B ar3xoasm pen) oT ny6iaKyBand KAHRAYHA NPOYIBAHES

IosnmaBane Ha AUC Ha posyBacTaTHH 2 NHTH HJIH noBeYe OT 2 ObTH

H030B peskuM Ha B3aEMOAEHCTBAIIOTO H030B pexaM BA IIpomaea B AUC
JIEKapcTBO PO3YBACTATHH HR PO3YBACTATHH*
CodocOysup/Bennaracsup/BOKCHIANIPEBHP
(400 mg-100 mg-100 mg) +
Bokcunanpesup (100 mg) BeaHBXK JHEBHO 10 mg enurma aosa 7,4 moTHt
3a 15 gHu
Iluxnocnopud 75 mg asa MbTH Ha OeH OO 10 mg BeanbxK

7,1 nbTHY
200 mg nBa eTH Ha aeH, 6 Mecela AHeBHO, 10 gHH
Haponyramua 600 mg 2 x H., 5 AHH 5 mg, eAMHHYHA 1038 5,2 netH |
E:IOpacbeHnﬁ 160 mg, BeaHbXK AHEBHO, 14 5 mg, eHMARa N03A 3,8 mym 1
ATtazaHaBdp 300 mg/puroHaBup 100 mg 10 mg, eanHn4Ha q03a

3,1 metH 1
BEIHLXK QHEBHO, 8 NHH
Bennaraceup 100 mg BeaHsk AHEBHO 10 mg, expHruHa 2,7 meTH |

Ano3a

Omburaceup 25 mg/napuranpesup 150 mg/
pyroHasup 100 mg BeaHbX LHEBHO / 5 Mg, EHHHIHA 1038 2,6 mbTH 1
na3abysup 400 mg 2 nyTH AHEBHO, 14 QHH
TepupmyHomun He e HanuuHa 2,5 meTH 1
I'pazormperup 200 mg/endaceup 50 mg 10 mg, eanHnuaHa

23nmetH 1
BEAHBX OHEBHO, 11 AHHM 034
I'nexanpesup 400 mg/nubpenraceup 120 5 mg BEAHBX AHEBHO,

2,2 mbtu 1
mg BeAHbX AHEBHO, 7 AHH 7 BHM
Jlormauasup 400 mg/puronasup 100 mg nra 20 mg BeaAHbX AHEBHO, 7

2,1 mbtn
TBTH HA 1eH, 17 auu JAHM
Kamnaruuub 400 mg npa mbTH Ha JeH 10 mg equHH4HA go3a 2,1 meTH 1
Knomuaorpen 300 mg HaTomapeaiua Ao3a,
nociensaHa oT 75 mg Ha 24 vyaca 20 mg enuuHHa fo03a 2 mTH 1
QocramMaTHHHO 100 mg ABa THTH Ha JeH 20 mg enMHMYHA 034 2,0 mbTH 1
QebyxcocTaT 120 mg BeAHBK HHEBHO 10 mg eauumvHa 1038 1,9 mpTH 1
Tajpamunuc 61 mg 2 TbTH AHEBHO HA AcH |
H 2, NOCNEABAHO OT BEQHHK AHEBHO HA AEH 10 mg eguHUYHa 1033 2,0 mtn
3u9
['empudposzun 600 mg asa nmbTH HA AeH, 7 80 mg enMHHHE K03 1.9 mbTH 1

AHH

llosnmasane 52 AUC Ha po3yBacTaTHH NO-MAJIKO OT 2 OLTH

H030B pexXxEM HA B3AHMOACHCTBAINOTO

Jdo3os  pekEM  HA
PO3YBACTATHH

JIEKAPCTBO
Entpombonar 75 mg BeAHBX HEBHO,
S nHM

10 mg, eaunmiHa q03a




Hapynasup 600 mg/puronasup 100 mg npa 10 mg, BeZHBX IHEBHO, 7

MbTH HA J€H, 7 OIHH OHK 1,5 mbH 1
Tunpanaeup 500 mg/puroHasup 200 mg 10 mg, enumana nosa | 4 moTi }
JIBa ITbTH Ha AeH, 11 gHu
Hpouxenapox 400 mg npa ITbTH Ha ACH He e nannuna 1,4 mtH 1
EHT::axonason 200 mg seAHBXK AHEBHO, D 10 mg, exuHuHa 1058 1.4 msTH 144
Ezetumu6 10 mg BeaHbx AHEBHO, 14 IHK 10 mg, BeAHBXK AHEBHO, 1.2 mbTu 1**

14 nuH
Honsxapase #a AUC Ha po3yBACTATHHE
10308 pe:kHM HA B3aEMOAeHicTBAIOTO Ro3os PeABM ma Ilpomana s AUC
JEKApCTBO po3yBaCTATHH HR pO3yBacTaTHn*
Eifl‘foununﬂ 500 mg 4eTHpH MHTH HA JEH, 80 mg, eAMHHUHA 1038 20 % |
Baunxanud 50 mg Tpu ImbTH Ha O¢H, 14 1K 20 mg, enMHUYHA 034 47 % |

* JaHHHTE, NOCOYEHH KaTO X ITHTH NPOMSHA, IPEACTABAT MPOCTO CHOTHOIEHHE MEXKY €AHOBPEMEHHO
NPWIOKEHHE H TNPWIOKEHHE Ha PO3YBACTATHH caMoctofATenHo. JlaHHuTe, nocoyeHu karo %,
NpeACTABAT MPOLEHTA pasfiiKa, OTHECEH HA CAMOCTOATETHOTO MPHJIOKEHHE HA pO3yBaCTaTHH.
[ToBHIIABAHETO € MPEACTABEHO KaTo ,, 1", MOHMKEHHETO KATO ,,0".

**Hakonko Npoy4YBaHHA 38 B3aUMOJCHCTBHE Ca MPOBECICHH ¢ PA3THYHH JO3MPOBKH

KpecTop, Tabnuuara npeAcTasa HaH-3HAYMMOTO CHOTHOLICHUE.

AUC = wioill noa KpHBaTa

CneaHHTe NEXAPCTBEHH MPOAYKTH/KOMOHHALIMM HE OKa3BaT KIMHHYHO 3HaYHM edekT BbpXxy AUC

Ha PO3yBaCTATHH MPH €AHOBPEMEHHO MPHIOKEHHE!

Anernutasap 0,3 mg npunoxenne 3a 7 aAHd; ®eHodubpat 67 mg 7 AHM NPHIOXKEHHE TPH TbTH HA JICH,
®nykonaszon 200 mg 11 oK NproKeHHe BeHBK AHeBHO; Po3amnpenasup 700 mg / puronasup 100
mg 8 NHH NpuIOKeHHe ABa IMbTH HA AeH; KerokoHason 200 mg 7 fHH NpUnoXeHHE ABA TbTH HA JEH,
Pudamnun 450 mg 7 qHH nprnoxeHye BeaHbXK AHeBHO; CinMapuH 140 mg 5 AHH MPHIOXKEHHE TPH
MHTH Ha JEH.

Egexm na pozysacmamun 6bpxy eOHO8PEMERHO RPUNG2aHU Nexapemaenu npooyxmu

A HH B H

[ono6Ho Ha apyru wHxuGuTopH Ha HMG-CoA pexykrazaTa, 3ano4BaHeTO Ha fiedeHKe ¢ KpecTop HiIM
THTPHPAHETO Ha RO34TA My MPH MALWEHTH, IPHEMAIITH AHTArOHHCTH Ha BHTaMHH K (kato BapdapwH
WIM OPYrH KyMapHHOBH aHTHKOAryJaHTH), MOXeE Ja AOBel¢ A0 TIOBHIIEHHE Ha MEXAYHApPOAHOTO
HOpMaNH3KHpaHo choTHomeHHe (International Normalised Ratio, INR).

IpeKBLCBAHETO HA JIEYSHHETO WK HaMansBaHe Ha 03aTa Ha TUTpHpaHe ¢ KpecTop, Moxe Aa N0BEAE A0
uamanende Ha INR. [Tpu nogo6xu cHTYaumu ce npenopbyusa MOHHTOpHpaHe Ha INR.

K eIITHBH/ XODMOHO3aMEC

EAHOBpPEMEHHHAT IpHeM Ha KpecTop M nepopayHK KOHTPALIEIITHBH, € 10BeA A0 nosuiasaHe Ha AUC
HA eTHHW1 ECTPaaHoll W HoprecTpen, cboTBeTHO ¢ 26% H 34%. Te3sM NOBMILCHH IUIA3MEHH
KOHLIEHTPallHH TpAOBA A3 ce B3eMaT NoA BHHMAHHE, KOraTo ce ofpeie/is A03HPOBKATA Ha NEPOPANHUTE
koHTpauenTueu. HaMa (apMakOKMHETHYHH NaHHM 38 NALMEHTH, KOHTO TNpHEMAT E€AHOBPEMCHHO
Kpectop 1 XOpMOHO-3aMecTBalla Tepanui. ETo 3a1i0, B3aUMOAEHCTBHETO, OTTKCAHO NO-TOpe, HE TpaOBa
na 6be M3KIIOYEHO KATO BEPOATHO. Bbnpexu ToBa, Tasu komMbuHaLma € 6una IWHPOKO nMpuiaraHa oT
EHHU B INIMHHUYHH UITHTBAHUA H e Ouna TonepHpaHa aodpe.

Ipyry nekapcTeeHy NPOAYKTH




dy3udoea xuceauna: He ca NpoBeXAaHW NpPOYy4YBAHHMA 34 H3ICHCABAHE Ha B3aHMOACHCTBHA C
pO3YBACTaTHH K Qy3HOOBA KHCETHHA, PHCKBT OT MHONATHA, BITIOYHTENTHO pabaoMHoNM3a, MOKe N1 ce
yBENMYH NPH eAHOBpeMeHHA ynorpeba Ha (py3ua0Ba KMCETHHA 38 CHCTEMHO NPHIOKEHHE H CTATHHH.
MexaHn3MBbT HA TOBA B3auMozneiicTeHe (papMakoJUHAMHYHO WK $apMaKOKHHETHYHO, WIIH H JIBETE) €
sce olle Henspected. MMa cpobmieHns 3a pabaoMuonuia (BKIOYHTEITHO HAKONKO ¢ (darajieH U3XO0A)
[IPH NALIMEHTH, MpUEMallly TasH KoMOHHauust.

AKo TepanusTa ¢ Qy3ua0Ba KHCEIMHA 338 CHCTEMHO NPHJIOXKEHHE € HANOKHTENHA, JeueHHeTo ¢ Kpectop
TpaOBa ga Grae NpexsCHATO MO BpeMe Ha MEPHOJa Ha JedyeHHe ¢ Gpy3HaoBa KuceNnHa. BiokTe coiio
TOuKa 4.4.

[leanaTpuyHa nonynaiys
[TpoyupaHus 38 B3aMMOJEiiCTBMR ca NpPOBSXIaHH caMoO [MpH BB3pacTHH. CTeneHTa Ha

B3aMMOAEHCTBHATA B NCAKATPHUHATE MOMyNALUA HE € H3BECTHA.
4.6. DepTHIETET, OpeMEeHHOCT H KhpMeHe

Kpectop e mpoTHBONOKA3aH MO BpeMe Ha HPEMEHHOCT U KbpMEHE.
Xeuu B AeTepoaHa BBL3pacT TpAOBA 1a NpUiaraT NOAXOAAUIH KOHTPALEITTHBHH MEPKH.

bpemennoct

XonecTeponsT K APYTH NPOIYKTH HA XOIECTEPONOBHA HHOCHHTES Ca BAXKHHU 33 PA3BHTHETO Ha TUI0AA.
ETo 3amo, moTeHUKaNHKAT puck 0T HHxHOupane Ha HMG-CoA penykrasara € No-rojiiM, B CPABHCHHE
C IOJI3aTa OT JIeYeHHeTo No Bpeme Ha OpemeHHocT. HM3cnenBaHusTa BBbPXY KHBOTHH OCHIYPABAT
OrpaHHYeHH JaHHU 3a PENPOAYKTHBHA TOKCHYHOCT (BX. TOuKa 5.3). AKo nauMeHTKa 3abpeMeHee ro
BpEME Ha JIeYeHHe C TOBAa JIEKAPCTBO, NPHEMBT TpibBa 1a Obje He3abaBHO NPEYCTAHOBECH.

KspMeHe
OrpannuyeHH AaHHH OT MyOJHMKYBaHH OOKJAfM MOKA3BAT, 4€ PO3YBACTATHH MPHCHCTBA B HOBEILKATA

kbpMa. PO3yBACTRTHH ce OTAeNA B MIAKOTO Ha ruThxoBe. [lopaan Mexanusma Ha aefictesue Ha Crestor,
CBILIECTBYBA MOTEHLHANIEH PACK OT HEXKEJIaHH PeakLii npH kbpmadeto. Crestor € NpoTHBOIOKa3aH Mo
BPEME Ha KbPMEHE.

DepTHAHTET
Hsma u3BecTHH eeKTH BbPXY PpepTUIMTETa clel ynoTpedba Ha pO3yBacTaTHH.

4.7. EdexTn BBpxy cnocobBocTTa 38 mopupane B pabora ¢ MAMBHEEA

He ca npoBexnaHH Npoy4yBaHHs 32 YCTAHOBABAHE HA BIIHAHHETO Ha KpecTop BBpXY cnocobHoCTTA 34
modupase 1 pabora c mammuuu. B3 ocHOBa Ha papmMakoAHHAMHYMHHTE CBOMCTBA, HE Ce o4axsa KpecTop
na noenuse HebnaronpuATHO Te3H crocobHocTH. [1pu wodupane wnx pabora ¢ MaluHH Tpsabea aa ce
HMa NpEeaBH, Y€ MPHEMAHETO Ha TEKAPCTBOTO MOXKE /1a MpeAH3BHKa CBETOBBPTEXK.

4.8. Hexenanu NeKAPCTBEHE PEAKIHHA

Hexenanure nekapcTBeHH peakiuu, HabmoaaBaHy npH ynorpebara Ha KpecTop, 0OHKHOBEHO ca NEKH
¥ npexoaHu. TIpH KOHTpONHpaHHTE KIHHHYHH M3NKHTBaHMUA, oa 4 % OT MalMeHTHTE, JIEKYBaHH ¢
Kpecrop, ca NpeKbCHa/IN JICYCHHETO MOPaaM HEeXKENTaHH PEaKIHH.

TabnuveH cCIMCHK Ha HEXKENAHUTE DEAKIIMH
bBasupaHa Ha JAHHH OT KJIHHUYHY ONPOYYBaHHR U ODIIMPEH NOCTMAPKETHHIOB OMHT, CIEAH

npeacTaes NpoGrTHT HA PO3YBACTATHH 110 OTHOLICHHE HA HEXKE/IAHM JICKAPCTBEHH e
Hexenanvre peakuuu, W30poeHH Mo-a0xy ca kiacH(pHULMpPaHH N0 YECTOTa U CHCTE

(COK).




YecTOTaTa Ha HeXEJIaHMTE peakLiMH € CboOpa3eHa ChC clieJHaTa KOHBEeHUHA: YecTH (= 1/100 no 1/10);
HeyectH (= 1/1 000 no 1/100); peaxu (= 1/10 000 oo 1/1 000); muoro peakn (< 1/10 000), HeussecTHa
yecToTa (He MOXe Jia Obe OLIeHEHA OT HATHUHHTE JaHHH).

Tabarna 2. HexenanH JeKAPCTBEHR peaknan 6a3ApaHH HA NaHHH OT KIAHEYHA OPOyYBaHAS H

NOCTMAPKETHHIOB OLIHT

Cuacremo- YecTH Heuecrn | Peaxm Msuoro peaxn | HemnssecTHa
OPrageH K1ac 9ecTOTR
Hapywenus na TpomboruTo-
xpvema u NEHUA
aumM@nama
cucmema
Hapywenus na Peakuuu Ha
uUMynHama CBPBX-
cucmemda YYBCTBHTEJIHOC
T
BKITIOYHTEHO
aHIHOEAEM
Hapywenus na | 3axapeH
endoxpurrama | nuaber’
cucmema
Hcwxuunu Henpecus
HapywieHus
Hapywenua na | T'nasobonme [Tonunesponaru | IlepudepHa
Hepexama 3amaliBane A HEBPONATHA
cucmema 3aryba Ha namer | HapylueHus
Ha CHHA
{ BKITFOYHUTEIIH
O HHCOMHHS H
KOUWIMAPH)
MuacteHus
IPaBHC
Hapywenun Ha OyHa
ovume MHACTEHHS
Pecnupamopru Kaninnua
, ZpBOHU U Hucnues
MEQUACTNUHANH
U HADYWEHUR
Cmomauno- Konctuna- [Tankpearur Hnapus
YpeaHu LMS
HaApyuienun I'anene
AOGnOMHHAH
a 60.1ka
Xenamo- [TosHiIEHH Xwrenuua
bunuapru yepHoapobHH | Xenatwut
HapYwieHus TPAHCAMHHA3H
Hapywenus ua [pyputy CvHapoM Ha
Kxoxcama u c Stevens-
nooxoxciama O6pus
muvKan Ypru-
Kapus




CHMITTOMH
(DRESS)
Hapywenus na | Muanrus Muonarus ApTtpanrus Hapyuenus
MYCKYTHO- (BKUHOYMTESTHO Ha
CcKenremuama MHO3HT) CYXOXKHIHATA,
cucmema u Pabaomuonusa MOHAKOra
CveouHumen- Jynyc- YCIIOXKHEHH 0T
Hama MryKaH noxpobeH pynTypa
CHHJpPOM HMmyHo-
Pynrypa Ha MEeHHpaHa
MYCKYJ HEKPOTH3H-
paia
MHOTATHUS
Hapywenus na XemaTypus
ovopeyume u
NUXOYHUmMeE
nymuya
Hapywenua na ['MHekoMacTHA
penpooyKmus-
Hama cucmema
u 2vpoama
Obwu AcTeHud Enem
HApYWeHUsR U
eghexmu Ha
MACMOMO KA
npuRoNCceHe
' YecToTaTa 11i€ 32BHCH OT HATMYHETO WIH OTChCTBUETO HA PHCKOBH (QAKTOPH (I7IIOKO3a Ha MagHO
> 5.6 mmol/l, uHaekc Ha TenecHa maca >30 kg/m’, MOBHMIUIEHH CTOAHOCTH Ha TPHIIHUEPHINTE,
AHAMHEZA 32 XHUIIEPTOHMA),

Kaxto npu apyrn uHxuburopu Ha HMG-CoA penykrasara, 4eCTOTATa HA HEXKE/IAHHTE JIEKAPCTBEHH
peaxilHH 3a8HCH OT A03aTa Ha JICKapCTBOTO.

KTH BBpDX

ITpu nauxeHTy, nekysanu ¢ Kpecrop, ¢ HabnionasaHa npoTeHHypus, YCTAHOBEHA NPH M3CAENBAHE C
TECT-TIEHTHYKH H KOATO € ¢ MpeAUMHO TyDy/1eH Npou3Xo.

B ompeaesiecKH MOMEHTH OT JiedeHHero, npu < 1% or nmaumenture Ha 10 mg 4 20 mg, u npu
npubausutento 3% OT nauMeHTHTe, NeKyBaHH ¢ 40 mg, ca HabmoaaBaHK MPOMEHH B H3CAC/IBAHHATA
32 MPOTEMH B YPHHATA OT OTPHLATENEH Pe3yTaT WiM clieid A0 ++. He3HauMTenHo OTKIOHEHHE, B
MOCOKa OT OTPHLATENCH PE3yATaT WM cliefu KeM +, ¢ Habmogasano npH xo3a 20 mg. B noseuero
CITy4aH, NPOTEHHYPHATa HAMaJIIBa WIH W34€3B4 CTIOHTAHHO B MPOLIECa Ha JICYSHHETO, H HE € 10KA3aHO
na TpeNIIecTBA OCTPO M MporpecHBHO OnOpeuro 3abonssane. OT mnpernena Ha AaHHWTE NpH
KITHHUYHUTE ONHTH M NOCTMAPKETHHIOBHTE IPOYUBAHHMA, OO Cera He € YCTAaHOBEeHa MPHYHHHA BPB3Ka
MEXKIY NPOTEHHYPHATA W OCTPO WM MporpecHBHo 666peuHo 3abonsapane.

[lpn mauMeHTH, JIEKYBAHH C Kpectop, € HabmonaBaHa XxeMaTypHs, HO KIMHHYHHTE JaHHW COYAT, 4e
yecTOTATa H € HUCKA.

€KTH BLPXY CK CKynarypa

Kakto npu apyrn nuxuabutopy Ha HMG-CoA penykrasata, Bb3AEHCTBHA BbpXY
MYCKY/IaTYpa KATO HEYCNIOXHEHA MHaIrus, MHONaTHA (BKTIOUMTENIHO MHO3MT) H pal
YCTAHOBEHH NpH MaLMEHTH jieKyBaHH ¢ KpecTop - BbB BCHUKH TEpaneBTHYHH N03H,
Haa 20 mg,.




YpenuueHne Ha HUBOTO Ha CK, BCneacTBHe Ha yBeNnWdeHHE Ha 103aTa, € HabmonaBaHO NpH MabK
Opoil naLMeHTH Ha PO3YBACTATHH; MHOXECTBOTO OT CJIY4aHTeE Ca JIEKH, MPeX0JHH ¥ aCHMIITOMATHYHH,
Axo HHBOTO Ha CK ce noBuid (> 5 msTH ropHaTa rpaHUila Ha HOpMara), JieueHueTo TpAbBa BpeMEeHHO
18 ¢€ MPEYCTAHOBM (BXK. TOuKa 4.4).

EdekTy BEpXY YepHUd Apod
Kakro npu apyru uHxuburopu Ha HMG-CoA pemykraszara, yBeIMMEHHE HAa TpPaHCAMHHA3WTE,

CBBP3aHO ¢ AO3HPOBKATA, € HaO/moaaBaHO MpH MATEK Opoif NaLMeHTH Ha po3yBACTATHH, MO-ro/iaMa
YacT OT C/Iy4aHTe Ca JIeKH, ACHMITTOMATHYHH H NIPEXOJHH.

Kpectop
CnegHUTE HEXEJIAHH PEaKLIMH Ca AOKIAIBAHH NPH HAKOH CTATHHH:

Cexcyanna aAuchyHKLMA.
e HMzonupauu cnyvau Ha uHTEepcTHUMAanHa Senogpodra bomnect, ocobeHo NpH NpoaL/DKMTENHA
Tepanus (Bxk. Touka 4.4).

HoxnansaHara yecToTa Ha pabAOMMONH3A, CEPHO3HH YEPHOAPOOHH YBpeAH (OCHOBHO - YBEJIMYEHH
yepHOApOOHH TPAHCAMHHA3H), € MO-BHCOKa NMpPH J03HpoBKa oT 40 mg.

llefHaTpHyHa nomynauus
[lopuiiaBaHe Ha kpeaTHHkHHazata > 10XULN ¥ MycKyaHH CHMIOTOMH, Clel YNPOKHEHHS HWIM

nosuuieHa ¢u3Muecka aKTHBHOCT, ¢a HabnMogaBaHM TO-vecTO B €AHO S52-CeAMHYHO KAMHHMYHO
Npoy4BaHe Ha Aclla H IOHOILH, B CPaBHEHHE ¢ BL3pacTHUTE (BXK. To4YKa 4.4). B apyr acnexT, npodwrbT
Ha 6€30MaCHOCT Ha pPO3yBaCTaTHH € CXOACH NPH AeLla H IOHOILLH, B CPABHEHHE C BB3PaCTHHTE.

b NoA03UPAHH HEXENaH!

Cpo0maBaHeTO Ha MMORO3MPAHH HEXEJIAHH PEeaKLHM ciel paspeluapaHe 3a ynorpeda Ha NeKapCTBEHHA
NPOXYKT ¢ BakHO. ToBa NO3BOMIABA Aa NMPOXABDKH HAOMIOAEHHETO HA CHOTHOLIEHHETO NMO/3a/PHCK 33
NeKapCTBEHMS NMPORYKT. OT MEQHLIMHCKUTE CIIELHANIHCTH CE H3MCKBA Ja CH001IABaT BCAKA NOAO3HpaHa
HeXkelaHa peakuus J0:

byiarapas

HanbaauTenHa areHiug no Aekaperaara yi. . JamsaH ['pyes” Ne 8
1303 Codns

Ten.. +359 2 8903417

yeOcaiit: www.bda.bg

4.9. Ilpenosnpane

Hama cneun¢puyHO neyeHue B caydait Ha npeaolupaxe. [Ipu npenosupaHe, nauueHTHT TPAOBA Ja ce
NeKyBa CHMITTOMaTHYHO M Ja Ce 38M0YHAT NOAAbpPXKALH MEpkH cnopel Hyxnara. YepHoapobHara
¢byHnkuus 1 HuBaTa Ha CK Tpabsa na ce cneasr. Manko € BeposTHO XxeMoananusara aa 6sae ot nossa.

5, GOAPMAKOJIOITHYHH CBOUCTBA

5.1. DapmakosEEaAMHEYHE cBOHCTBA
®apmaxorepanesTHuHa rpyna: uHxubutopu Ha HMG-CoA penyxrazara, ATC koa: C10AAQ7

MexaHH3IbM Ha JeHCTBHE

Po3yBacTaTHH € cCenekTUBeH M KOHKypeHTeH HHxuOurop Ha HMG-CoA
CKOPOCTOrPAHHUYABAIIMST €H3HM, KOMTO TpeBpBIA 3-XHAPOKCH-3-METHANTYTapuy/ K&
MEBAJIOHAT, MpPEKYpCcop Ha xonecteposia. OCHOBHO BL3AEHCTEHE PO3YBACTATHH O ‘&K‘B
apo6, opraHsT, B KOHTO Ce H3BBLPIIIBA HAMANABAHE HHBOTO Ha XONECTEpO.




Po3ysactatud yBennuasa Opos Ha vepHoApoOHHTe LDL peuenTopn BBpXY KieThUHATA NOBBPXHOCT,
KaTO 3aCH/IBa noeMaHeTo U Karabonusma Ha LDL u uuxubupa yeprnoapobxaTta cunresa Ha VLDL. [o
TO3H HAYMH, po3yBacTaTHH HamManaBa obuma Spodt Ha VLDL u LDL wactHum.

DapMakoAMHAMHUYHH ebeKTH
Kpecrop Hamanssa nosuieHus LDL-xosnecrepon, o6mmsa xonecrepon H TPHITHLEPHANTE, H NMOBUILIABA

HDL-xonecrepona. To# cbiio noHwkasa ApoB, HeHDL-C, VLDL-C, VLDL-TG u yBennuasa ApoA-I
(Bx. Tabnmua 2). Kpecrop nouwwxasa v ¢worHomeHuara LDL-C/HDL-C, o6u; C/HDL-C, neHDL-
C/HDL-C u ApoB/ApoA-l.

Tabanna 3. OTroBop HA AO34TA HPH NANEEHTH ¢ ILPBAEYHA XANepxoaecrepoaemus (Tan [Ia m IIb)
(kopurHpas cpeieR NPONEHT HR NPOMAHA OT HIXOAHOTO HHBO)

Josa N LDL-C O6m-C HDL-C TG aeHDL-C ApoB ApoA-I
[Inayebo 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

TepaneBTHYHHUAT OTTOBOp KbM JNeuerHeTo ¢ Kpectop ce 3alenasBa no 1 ceamMynia OT HA4Ya10TO Ha
TeparmaTa ¥ 90 % oT MakcCHMMaNHHA OTTOBOp Ce MOCTUra A0 2 ceAMHUM. MaKCHMATHHAT OTTOBOP
OOMKHOBEHO C€ MOCTHra KbM 4-Ta CeAMULA H Ce MOJABPXKA C/ie]] TORA.

Kayhuuna ehrkacHOCT ¥ 6e3onacHocT

Kpecrop e edexTHBeH npu BB3PACTHH XOpa, CTPajallld OT XHMEPXOJIECTePOJIEMHSA, CbC WIH 0e3
XMMEPTPHUIIIHLIEPHAEMHUSA, He3aBHCHMO OT PacoBa MPHHAANEKHOCT, M10JI HIIH BB3PACT, 4 NPU CIELIMATHH
rpyny KaTo auabeTHuy Wik MauueHTH ¢ paMuiHa XHNePXOoecTepoleMus.

Ob6obennTe naHHM ot ¢asa 111 Ha xk1HHWYHKMTE NpoyuBaHKA NOKA3BaT, e Kpectop e edexTHBeH npu
JieueHHe Ha ronsma 4Yacr or nauHeHTHTe ¢ TUN Ila K IIb xunepxonecreponemus (cpeaHa HW3XoAHA
croifHoct Ha LDL-C okono 4,8 mmol/l), cnopen onpenenennte ot EBponeiickara oGiHocT Mo
aTepockiepo3a npuuenHu croiHoctd (EAS; 1998). Okono 80 % or nauwentHTe Ha 10 mg ca
NOCTUTHATH XeaHuTe croiHocTH HAa LDL-C (< 3 mmol/l) cnopen EAS.

B eano mamabno npoy4Bane ¢ $popcHpaHO THTPHpaHE Ha [03aTa, 435 NalHMeHTH C XETEPO3UTOoTHA
(haMHITHA XHTIepxoyiecTepolieMus ca JekyBaHH ¢ 20 mg no 80 mg. BcHuku 103MpPOBKH NOKA3BAT
MONIOXHTENICH Pe3yITaT BbPXY AHUMHAHKTE nokasaresu. Cnea JOCTHraHe Ha AHeBHA 1o3a ot 40 mg

(12-cegmuvHO neueHHe), LDL-C Hamanssa ¢ 53%. 33% oT nmalMeHTHTE JOCTHraT CTOHHOCTHTE Ha
LDL-C cnopen EAS (< 3 mmol/l).

B eaHo oTBOpeHO Npoy4BaHe, ¢ GOPCHPAHO THTPUPAHE HA A032TA NpH 42 nauMeHTH (BKIIOHHTETHO §
NEeJHATPHYHH NALMEHTH) C XOMO3UIOTHa (PAMHIHA XHIIEPXONECTEPONIEMHUS, C8 OTYETEHH PE3YITATHTE
or npueMaxe Ha 20-40 mg Kpectop. B obuiata nonynaums cpearoro noHwkenre Ha LDL-C ¢ 22%.

[IpH KNHHMYHH H3INHTBAHHMA C OrpaHHYeH Opol naumeHTH, Kpectop nokaszma anuTHBHa e(PEeKTHBHOCT
NpH HEMATIABAHE HA TPHIVIHLICPHANUTE, KOTATO € NpHeMaH B koMOuHalusa ¢ peHoduOpaT u yBennueHne
Ha HUBOTO Ha HDL-C 8 koMbuHa1Ms ¢ HuaLmH (BXK. Touka 4.4).

kato Framingham puck < 10% 3a 10 r.) # cbe cpened LDL-C 4,0 mmol/l (154,5 mg/dfy;

LN




AHEBHO WIH aLebo 3a 2 roauHd. Po3yBacTaTviH 3HATMTEIHO 3a0aBs IPOrpecHATa Ha MAKCHMAITHOTO
CIMT na BcHuk# 12 MecTa Ha KapOTHIHKTE APTEPHH, B cCpaBHeHHe ¢ nnauebo -0,0145 mm/roauua (95
% CI -0,0196, -0,0093; p < 0,0001). IlpomsHaTa, CNpEMO H3XOAHHTE CTOHHOCTH 3a TPYTIATA Ha
po3yBacTaTHH, € -0,0014 mm/roguna (-12 %/ronuHa (HecHrHU(HKAHTHO)), B CpaBHEHHE ¢ IU1aLEeb0
rpynara ¢ nporpecds ot +0,0131 mm/roauxa (1,12/roauna (p < 0,0001)). He ¢ aeMoHcTpupaHa
JMPEKTHAa B3AHMOBPB3KA MEXIAY TMOHIKeHHeTO HAa HuBata HAa CIMT M noHmxeHus pHCK OT
cbpacuHochA0BH cbOuTHa. [omynaumara B npoyysanero METEOR e ¢ HUCBK PHCK OT HCXeMH4YHa
Gonect Ha CHPLETO H HE € MPeACTABMTEHA 38 TApreTHaTa nomynauksa Ha Kpecrop 40 mg. Jlosuposkara
ot 40 mg TpabBa Aa ce MpeanMcsa caMoO NPH MAUMEHTH C TEKKA XHNEPXOJECTEPONIEMHs, ¢ BHCOK
ChPAEYHOCHJAOB PUCK (BXK. ToUKa 4.2).

Ipoyusanero JUPITER (the Justification for the Use of Statins in Primary Prevention: An Intervention
Trial Evaluating Rosuvastatin) wscneasa edexra ra Kpectop (po3yBacTaTvH Kalumi) BbpXy nospara
Ha FOJIEMH aTEPOCKIEPOTHYHH ChPAEUHO-CbAOBH chbuTHA nph 17 802 Mubxe (2 50 roanHyK) H xeHH (2
60 roguHK).

Y4acTHHLHMTE B MPOYYBAHETO Ca PAHAOMH3MpaHH Ha mnaunebo (n=8 901) win posysacratuu 20 mg
seanbx aHesHo (n=8 901) u ca npocneaeHy 3a cpefieH Neproi OT 2 NOHHH.

Kouuentpauuure Ha LDL-xonecrpona ca noHwkenu ¢ 45 % (p < 0,001) B rpynara Ha po3yBacTaTHH,
B CpaBHEHHE ¢ 1ualebo rpynara.

IMpu post-hoc aHATH3 HA BUCOKO-PHCKOBA Ipyna oT nuula ¢ 6asuveH puck no Framingham > 20 % (1
558 nuua), MMa 3HAYHTENHa peayKiMa B KOMOMHHpaHaTa KpaiHa TOYKA OT ChpAEYHO-CHA0BA CMBPT,
uHCYTT H MuokapaeH uudapkr (p=0,028) npH neueHHe ¢ pO3YBaCTATHH, cnpsaMo ruauebo.
ABGCOMOTHaTa peAyKLMA Ha PHCKa B HHBOTO Ha ¢bOuHaTa 3a 1 000 naunenroronuns ¢ 8,8, ToranHara
CMBPTHOCT € HEMPOMEHEHa B Ta3u BHcokopuckoBa rpyna (p=0,193). Ilpu post-hoc aHanuz Ha
BHCOKOPHCKOBa moarpyna ot juua (9 302 nuua oblno), ¢ M3XOAHA OLEHKA HA pucka = 3 %
{(excTpanonvpaH Ja BKIIOUM NMHA HaA 65 rofuHH), HMa 3HAYMTENIHA PEAYKUHMs B koMOMHMpaHaTa
KpaiiHa TOUKA OT ChPACYHO-CBHJ0BA CMBPT, HHCYAT W MHOKapzieH uudapkt (p=0,0003) npu neuenHeTo
¢ po3yBacTaTHH, cnpamo nialefo. AGComoTHaTa PEAYKLHMA HAa PUCKA B HUBOTO HA chOHTHATa € 5,1 33
1 000 naiumeHToroguHd. ToTranHaTta CMBPTHOCT € HENPOMEHEHa B Ta3H BHCOKO-PHCKOBA rpyna

(p=0,076).

B mpoyusanero JUPITER, 6,6 % ot nauuara ¢ posyBactaTHH M 6,2 % or auuara ¢ rurauebo ca
MpeKpaTHIK IPHEMa Ha H3CIeJBAHOTO JIEKAPCTBO NOPAAH HexeNnaHo ¢uhuTHe. Hali-uecTnTe HexxenaHu
chOHTHS, KOHTO Ca JAOBEIH A0 NpeKpaTaBaHe Ha nedeHuero ca: Muanrus (0,3 % posysacrarus, 0,2 %
mnane6o), kopemHa Gonka (0,03 % posyractatuH, 0,02 % nnauebo) U ob6pus (0,02 % posysacTaTus,
0,03 % nnaue6o). Hali-uecTHre Hexxenanm CLOMTHSA, ¢ HHBO MO-TOAAMO H paBHO Ha mnauebo, ca
uHbpekuMH Ha nukodnuTe mbTHINA (8,7 % posysactatuH, 8,6 % miauebo), nazodpapuurur (7,6 %
posyBacTaThH, 7,2 % mnaue6o), 6onka B repba (7,6 % posyBacrarH, 6,9 % mauebo) U muanrus (7,6
% po3yBacTaTHH, 6,6 % nnauedo).

[NenuMaTpraHa NOMYNAUNA
B eaHO ABOMHOC/ANO, PAHAOMH3HPAHO, MYITHLUEHTPOBO, Miailebo-KOHTpONHpaHo, 12-CeaAMHYHO

npoyusane (n=176, 97 oT MBbXKH NOJN H 79 OT HMEHCKH NOJT), NOCAEABAHO OT 40-ceaMHYHE, OTKPHTA
daza ¢ THTpHpaHe He 103aTa Ha po3yBacTaTHH (n=173,96 OT MBLKKH noa H 77 OT KEHCKH Ion),
nauMeHTH Ha BB3pacT 10 no 17 roauuu (craguit [I-V mo Tanep, MOMHueTa noHe | roauHa cnen
HAYAIOTO HA MEHCTPYALMATa) C XeTepo3uroTHa (aMHIHE XHNEPXONEeCTEPOJIEMHA, MOTy4aBaT
po3yBacTaTuH 5 mg, 10 mg win 20 mg, uny miauebo, AHeBHO 3a 12 ceaMHLM, a CJIe] TOBA BCHYKH
MOTy4aBaT PO3yBACTATHH AHEBHO 3a 40 ceamMuui. B Hawanoto Ha npoyuBaHeTo NpUbIN3
ot narpenTure ca 10 a0 13 rogumnu u npubnusurento 17%, 18%, 40% u 25%cac
IL, III, IV 1 V no Taxep.




LDL-xonecteponsT ce noHmwkasa 38,3%, 44,6% u 50,0% ot posyeacratvu 5 mg, 10 mg u 20 mg,
CBOTBETHO, B cpaBHeHHe ¢ 0,7% 3a ruianebo.

B kpas Ha 40-ceqMHYHATA OTKpHTA (a3a ¢ THTPHPAaHE A0 NPHUEIHA CTORHOCT, ¢ A03HpaHe A0
mMakcHMYM 20 mg BeaHbkK aHeBHO, 70 ot 173 naunenTt (40,5%) ca nocrurnanu npHuenHaTa
croinoct 3a LDL-xonecrepon ot no-mManko ot 2,8 mmol/l.

Crnen 52 ceaMULIM Ha H3CNSABAHOTO JICUSHHUE HE € YCTAHOBEH HUKAKBB e(eKT BLPXY PACTEXKA, TErIOTO,
BMI unu nonosoro cw3papane (Bxk. Touka 4.4). Toea npoyusaHe (n=176) He e npeaHa3Ha4YeHo 3a
CPaBHABAHE HA PEIKH HEXKENaHU IEKAPCTBEHH peaKLUH.

Po3yBacTaTHH € MPOY4YBAaH CbILO B €JHO 2-TOAMILIHO OTKPHTO KIHHHYHO NMpOy4YBaHe, ¢ THTPHpaHe Ha
[03aTa IO ’KeJIaHaTa 1o3a, py 198 aena ¢ xeTepo3uroTHa hpaMiliHa XHIEPXONECTEPOIEMHA HA BB3pacT
6 no 17 roavinun (88 Momuera u 110 Mmomuuera, craauit no Tanep < 11-V), Hauannara no3a mpu Bcudku
MalHEeHTH € 5 mg po3yBacTaTHH BEAHDbXK AHeBHO. [IpH nammeHTHTE Ha BB3pacT 6 20 9 roauHH (n=64)
J03aTa MOXE a8 C¢ TUTPUpPa A0 MaKCHMallHa fo3a 10 mg BeAHBK JHEBHO, & IPH NaUHEeHTH Ha BL3pacT
10 no 17 roguuu (n=134) o makcumanHa ao3a 20 mg peAHBLK AHEBHO.

Cnen 24 mecena Ha nedeHHe ¢ pO3yBACTaTHH, LS Ha cpeanus npoueHT Ha Hamatenne Ha LDL-C
CIPAMO H3XOQHATa CTOiHOCT € 43 % (u3xoaHo HUBO: 236 mg/dl, Mecenr 24: 133 mg/dl). 3a Bcaka
Bh3PACTOBA Irpyna, LS Ha cpeanna mpoueHT Ha HaManeHue Ha LDL-C cnpaMo #3xoaHaTa CTOHHOCT €
— 43 % (u3xoaHO HHBO: 234 mg/dl, mecen 24: 124 mg/dl), -45 % (u3xoaHo HHBO: 234 mg/d], Ha MeceLl
24: 124 mg/dl), n -35 % (u3xoaHO HHBO: 241 mg/dl, meceut 24: 153 mg/dl), pEB BL3pacTOBHTE rPYIH 6
a0 <10, 10 po <14 u 14 no < 18, croTBETHO.

PosysactatiH 5 mg, 10 mg u 20 mg gocTurar ChilO CTATHCTHYECKH 3HAYMMH CPEIHU MPOMEHH
CIIPAMO M3XOJHO HYBO 32 C/IEZHUTE BTOPHYHH MOKA3ATENH HA JHIKUAKTE M nunonporedHure: HDL-
C, TC, wue-HDL-C, LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, weHDL-C/HDL-C, ApoB,
ApoB/ApoA-1. Begka oT Te3x NPOMEHH € B ITOCOKA Ha NoAo0peH SUITHAEH OTroBOp H C€ NOAXBPXKA
B MPOABIDKECHHE Ha 2 TOJIHHM.

He ce ycraHoBsaBa edeKkT BbpXY pactexa, rernioro, MTM anu nonoBoTo cbh3pasaHe cnel 24 Meceua
Ha JievyeHue (BX. Touka 4 .4),

PosyBacTaTHH € [poydeH B  pPaHAOMH3IUPAHO, JABOHHOCHANO, IUIALEHO-KOHTPOIHPAHO,
MHOT'OLIEHTPOBO, KPBCTOCAHO NMPOYYBaHE, ¢ 10338 20 mg BeAHLXK JHEBHO, CMPAMO Muauedo, rpH 14
aeua H 1oHowK (Ha BB3pacT 6 A0 |7 roaMHH) ¢ XOMO3HroTHa (amiiHa XHNEPXOoJecTepoSieMHA.
[IpoyuBaHeTO BKJIIOYBA AKTHBHA 4-CeAMHYHA BCThNMTENHA (ha3a Ha AHETa, 10 BpEeME Ha KOATO
NalMeHTHTE ¢a IeKyBaHH ¢ po3yBactaTHH 10 mg, eqHa KpbeTocaHa ¢a3a, KoSTo BKIOUBA TTEPHON OT
6-ceAMHYHO JieueHHe ¢ po3yeactatHH 20 mg, npealiecTsaHa WM focielBaHa OT 6-CeAMHYHO
nevyeHure ¢ rwanedo U noagbpkainata 12-ceaMuyHa ¢aza, rpe3 KOATO BCHYKH NTALHEHTH Ca JIEKYBaHH
¢ posysacTatHH 20 mg. [TaupeHTHTE, KOHTO NOCTHIIBAT B MPOYYBAHETO HA TEPAIHS ¢ €3eTUMHO win
atepesa, MPOIB/DKABAT IEYEHHETO CH Mpe3 LN NEPHOL Ha NMPOYYBAHETO.

CratucTHieckH cHruxpukanTho (p=0,005) u knuHHYHO 3HauMMO HamaineHHe Ha LDL-C (22,3%,
85,4 mg/dL wnu 2,2 mmoV/L) ce HabmonaBa cnep 6 ceqMHUIM Ha NedeHHe ¢ posysacraTid 20 mg, B
cpaBHeHMe ¢ mauefo MpuM Oeua U IOHOIIH ¢ XOMO3WTOTHA (PAMWIHA XHIIEPXOJEeCTEPOJICMHA.
CTaTHCTHYECKH 3HAYMMH HaMmaneHua B obmua xonectepon (20,1%, p=0,003), ueHDL-C (22,9%,
p=0,003) u ApoB (17,1%, p=0,024), ca HabmonasaHu cnea 6 ceAMHULHM Ha NTeYEeHHE C pO3yBaCTaTHH
20 mg, B cpaBHeHHe ¢ Iuauefo, nNpH Jella ¥ IOHOWH ¢ XOMO3HIOTHA (paMHIIHA
xunepxonecreponeMud. [loHIKaBaHe CbIIO C¢ HaOmoONaBa Ha TPHINHLEPHANTE, CHOTHOLICHHUATA
LDL-C/HDL-C, o6m C/HDL-C, HeHDL-C/HDL-C u ApoB/ApoA-I cnea 6 ceaMuLH Ha NedeHne ¢
po3syeacTtaTHH 20 mg, B cpaBHEeHHeE ¢ TUauedo, npy aela U oHolHd, Hamanennero Ha LD
CEAMMLIH HA JieueHHe ¢ po3yBacTaTuH 20 mg, nocnensaHo oT 6 CEAMHLM Ha JICYEHHE ¢
3ama3Ba B paMKuTe Ha 12-ceAMHYHO HENPEKBCHATO JIEYEHUE HPH JELa H IOHOLIH C
dbamunHa xunepxonecreponemusa. EAWH MamMeHT € UMaJ MO-HATATBUIHO MO




(8,0%), O6m- C (6,7%) u ne-HDL-C (7,4%) cnen 6 cenmutiHo teuenue ¢ 40 mg cieq NOBHIABAHE
Ha 21034Ta.

Ilo BpeMe Ha pa3IIMPeHO OTBOPEHO NPOYYBaHE, NPH 9 OT TE3H NalUMeHTH Ha 20 mg PO3yBaCTaTHH 3a
He noseye ot 90 cenmHLM, HaMmanasadeTo Ha LDL-C ce 3ana3pa B pamkure Ha -12,1% g0 -21,3%.

Ilpu 7-re ouensaBaHH neua M 1oHOWH (Ha BB3pacT 8 10 17 roaMHK) ¢ XOMO3HroTHa daMwiHa
XHNIEPXONECTEPONIEMHA, OT OTBOPECHOTO MNpoyuBane ¢ GOPCHpaHO THUTpHpaHe (BX. NO-rope),
NPOLICHTHOTO noHmwkeHKe Ha LDL-C (21,0 %), o6m C (19,2 % ) u ueHDL-C (21,0 %) oT u3xoaHoTo
HHBO, ciell 6 CeIMMLH Ha JIeueHHe ¢ po3yBacTaTHH 20 mg, ¢ B CLOTBETCTBHE C T€3H, HAGMOAABaHH
B MOCOYEHOTO MO-rope mnpoy4sBaHe MNpM JeHa K OHOIUH ¢ XOMO3MIOTHa (aMWIHA
XHUMEPXORECTEPOSIEMHAL.

Esponelickata areHuMs mo nekapcTBaTta oCBOGOXIABA OT 3AJB/DKEHMETO 3a NPEAOCTABSHE HA
Pe3yNTATHTE OT MNPOYYBAHHWATA C PO3YBACTATHH NpPH BCHYKH MOATPYNH OT MNeAMATPUYHATA
MOMyJIALMA 34 JIEYEHHE HA XOMO3HIOTHA (PAMHJTHA XHIIEPXONECTEPONEMHA, ITbPBUYHO KOMOHHHpaHa
(cMeceHa) BHCITMITMAEMHS M 33 MPOHIAKTHKA HE ChPLEYHO-CHAOBHTE CHLOHTHS (BXK. TouKa 4.2 3a

HHGpOpMALIHS, OTHOCHO ynoTpe6a 8 neiHaTpusTa).

5.2. @apMaKOKHHCTHYHH CBOHCTBa

AbcopGuus
MakcuManHM [UTa3MEHH HMBA Ce [OCTUraT 5 uaca ciiel NEpOpanHO npuemaHe. AGcComoTHaTa
SuoHanuuHOCT € npubamsuTento 20%.

Pasnpenenensie
Po3yBacTaTHH ¢ noema OCHOBHO OT YepHHA JApob, KOMTO € OCHOBHOTO MACTO Ha CHHTE3MpaHE Ha

xonectepona u otacnsue Ha LDL-C, OGembT Ha pasnpenesieHHe Ha po3yBACTATHH € NIPHONTH3HTENHO
134 1. Po3yBacTaTHH € CBLP3aH C IUIa3MEHHTE NPOTEHHH, NPEAHMMHO ANGYMHHa, npubIU3KTENHO B
90%.

bu M

MeTaboaH3MBT Ha po3yBacTaTHH e orpanHnyeH (oxono 10%). In vitro npoyusasus Ha MeTaGOMH3MAE C
H3MOA3BAHE Ha YOBCLUKH XETIATOLIMTH IOKA3BAaT, Y€ po3yBacTaTHH € ciab cyGerpar 3a uuroxpom P450
obycnosenus Metabonussm. CYP2C9 e OCHOBHHAT M30€H3MM, KOHTO yyacTBa B MeTabonM3Ma Ha
posyBacTaTu, a 2C19, 3A4 u 2D6 yuactear B no-Maska crenen. OcHOBHUTE MeTabonuTH ca N-
AeCMETUN H NaKTOH. N-fecmeTr € okao 50 % no-Maiko akTHBEH, B CPABHEHHE C PO3YBACTATHH,
AOKATO JIAKTOH C€ CYMTA 38 KIMHHWYHO HeakTHBeH. PosyBactaTtud onpenens noseue ot 90 % or
aKTHBHOCTTa Ha LUMpKyaupainus HMG-CoA uaxuburop Ha peaykraszara.

Enumunupane
[Tpubnusurento 90 % or po3yBacTATHH Ce ENUMHMHHPA KATO HEMPOMEHEHO NEKapCcTBO ¢ (ekannuTe

(abcopbupaHo M HeaGcopOHpaHO JIeKapCTBEHO BELIECTBO), KATO OCTAHANIATA YACT Ce EKCKPETHpA ¢
yprHata. Okono 5% ce eKCKpeTHpa HeMpOMeHeH B ypuHata. [L1a3MeHMAT NoJTyHBOT € 0KoJo 19 uaca.
[InasMEeHHAT MONYXKHBOT HE Ce YBEIHHABA C YBENMMABAHE HA N03aTa. CPeIHHUAT [U1a3MeH KIIHPRHC €
npubnusurenso 50 nuTpa Ha uvac (koeduumeHT Ha BapHabwiHoct 21,7%). Kakro NpH ApPYTH
HHXHOMTOpDH Ha pelyKTa3aTa, YEpPHOAPOOHOTO MOEMaHE HAa PO3YBACTATHH BKIIOYBA memMOpaHHus
npexocuress OATP-C. To3u npeHOCHTEN € BaXeH 3a 4ePHOAPOSHOTO ETHMHHHPAHE HA PO3YBACTATHH.

JIMHEAHOCT/HeNHHEeHHOCT
CHcTeMHAaTa eKCIIO3KLIMA HA pO3yBaCTaTHH C¢ yBEJIHYABA IPOMIOPLHOHATHO HA NPHEMAHATA 1034a.

HsMa npoMaHa BbB HapMaKOKHHETHYHHTE NapaMeTPU NPH MHOTOKPATHO NO3HpaHE.

Crneyuguunu nonynayuu




Bw3pacr u non

Bb3pacTTa MM NOABT HAMAT KIHHHYHO 3HAU#M edeKT BBpPXY (apMakOKHHETHKATA Ha PO3YBACTATHH
NpH BBL3PacTHH. EKCNIo3sHLMATa NpH A€LA 1 OHOILIH ¢ XETEPO3HTOTHA GaMHITHA XMIIEPXONECTEPONEMHUS
M3rJeXaa CpaBHHMa WIH NO-HHCKA OT Ta3H NpH BB3PACTHH TNMALHEHTH ¢ AUCIMIHAEMHS (BiXK.

wI1eAHaTpHYHa nonynauua" no-noy).

Paca
QapMakOKHHETHUHHTE MpPOyYBaHWS IOKA3IBAT, Y€ MPH HHAMBHAH OT a3HMATCKATA paca (ATIOHIH,

KATAHLM, QUWIHNHHLM, BHETHAMUHM H KOpeiiln) ce HaGmonasa ABYKPATHO MOBMIlIABAHE B CPEIHATA
AUC 1 Caax OTKONKOTO_NTPH HHAMBUAM OT KABKa3KaTa paca. Ilpu MHAMIUM € HANULE TOBHMILABAHE HA
AUC H Caax 1,3 meTH. He € H3BeCTHO KaKBO € 3Ha9€HHETO Ha (AKTOpHTE HA OKONHATA Cpela M Ha
FEeHETHYHHUTE QaKTOPH 3a NMOKBATA Ha TE3H pa3nuky. Equu nomynalponeH GapMakOKHHETHYCH AHANHS
FIOKA3BA, 1€ MEXKAY HHAUBHHTE OT KABKA3KATA H OT YCPHATA paca HAMA KIHHHYHO 3HAYUMHK PasIHIHA.

b1r.0Opeqna HeJOCTATHIHOCT
B eaHo nmpoyuBaHe Ha nMuA C padIHYHA CreneH Ha 6bOpedHo yBpexnaHe, NekoTo GBOpedHO

3a00/ABAHE HE € MOBJIHAIO IIA3MEHHTE KOHLIEHTPAllHH HA PO3YBACTATHH WIM HErOBHS N-necMeTw
MeTa00MHT. JIuua ¢ Texko yBpexaaHe obave (KpeaTHHUHOB KIMpBHC < 30 ml/min) ca wmanu
TPHKPATHO YBEJIHUCHHE Ha IU1a3MEHATA KOHLIEHTPALMA, B CPABHEHHE ChC 3paBy NO0GPOBOLIM K AeBeT
ITbTH [10-BUCOKA KOHLICHTpaLMA Ha N-1ecMeTH MeTabonvTa. PABHOBECHHTE IMUITA3MEHH KOHLEHTPALHH
Ha pO3yBaCTATHH MDH NALHEHTY HA XeMoAHanu3a ca npubnusurento 50 % no-BUCOKM, B CpaBHEHHE

ChbC 3ApaBu A0OPOBOALH.

Yepro H THYHOCT

B eqHo npoyusaHe Ha MLA C pa3HYHa CTENEeH Ha YePHOAPOGHO yBpeXKJaHe He ca NONYYEHH JaHHH 38
NOBHIIIEHa CKCTIO3KIIMA HAa PO3YBAaCTATHH MpY nauxeHTH ¢ pe3ynarat no Child-Pugh 7 wiu no-Huchk.
Ilpx nBaMa nalMeHTH ¢ TEXKO YepHOAPOGHO yBpexaane (pesyrrat no Child-Pugh 8 u 9), cucremuara
CKCTIO3HLHA € GHia yBenuYeHa Hali-Manko JiBa ITbTH, B CPABHEHHE C JTHLA C MO-HUCBK PE3Y/TAT MO
Child-Pugh. Hama nannu 3a naumenTy ¢ pesynrar no Child-Pugh Han 9.

['eHeTHy M M

Aucnosyunara Ha HMG-CoA pesyxra3sHHTe MHHXHGHTOPH, BKITIOYHTETHO PO3YBACTATHH, € CBBP3AHA C
TpaHcrioprepHuTe nporedi OATP1B1 u BCRP. [Ipn naumeHTH ¢ resetMueH monuMopdussM Ha
SLCO1B1 (OATPIB1) w/unu ABCG2 (BCRP) uma pHCK OT MOBHILABAHE HA& €KCIIOZHIMATA HA
po3yeactathH. HHauBHAyaneHn noaumopdussm va SLCO1B1 ¢.521CC u ABCG2 c.421AA e cbp3an
¢ npubau3uTento 1,7 mbTH no-eucoka excnoduumsa (AUC) Ha po3yBacTaTHH WIH 2,4 ITETH NO-BHCOKA
€KCMO3HItHA, CHOTBETHO, B cpaBHeHHe ¢ reHoTHNoseTe SLCOIB1 ¢.521TT unu ABCG2 ¢.421CC.

Ile H4H y

Jlse papMakOKHHETHYHH NPOYYBAHMA C PO3YBACTATHH (NpunaraH noa dopmara Ha TabreTku), NnpH
NEAMATPHYHH NMALMEHTH C XETEPO3UTOTHA (PaMIITHA XHITepXoIecTepoieMHs Ha BbapacT 10 no 17 wim
6 no 17 roamuu (o6wo 214 naMeHTH) NOKA3BaT, Ye EKCHOIULMATA MPH NEAHATPHYHHTE NALMEHTH
H3rnexna CpaBHHMA HJIM NO-HHCKA OT Ta3sH NpPH BB3PACTHHTE MNalMeHTH. Excnozdimsra Ha
PO3YBacTaTHH € OWiia NpeXBHANMA MO OTHOILEHME HAa 038TA H BPEMETO B NPOXWDKEHHE Ha 2-TO/HILEH
nepHon.

53. Ilpeaxnnau4nH 1annn 3a GezonacHocT

[penkIMHHYHUTE JAHHN HE Ca MOKA3ANH CTIELHANeH PHCK MPH XOpa, B3 OCHOBA HA CTAHJAPTHUTE
NpOY4YBAHHA 38 6€30NACHOCT BBPXY OCHOBHHTE CHCTEMM, NEHOTOKCHUHOCT, KAHLIEPOTeHEH NOTEHLIH

He ca nposexnaHn crewduunn macnensanus, ouenssaun edekture pbpxy hERG. He};ﬁm
PEAKIIHH, KOMTO He C8 HAaOMOAABAHY B K/IHHHYHH NPOYYBAHHA, HO Ca HAGITIOAABAHH ITPH KM
HHBA HA EKCTIO3HLMA GIM3KM A0 KIMHWYHHTE, ca CASAHMTE: B M3IMMTBAHMA 24 Toxc;fﬁ.}_fdc"r‘ Bk -
MHOTOKPATHO MPHIOKEHHE Ce HabMOaBAT XHCTONATONOTHYHH YEPHOAPOOHH HIMEHEHHS! thrfe.ncnne } <

Ha (papMaKONOrMYHOTO AeHCTBME HA PO3YBACTATHH NPH MMIUKH, TUTHXOBE M B no-uubxa._ OTEMEH!B 7 ¥
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ATBYHHA MEXYP TIDH Ky4eTa, HO He W NpH MaiMyHH. B formeiHeHne, ce HabnoaaBa TOKCHYIHOCT 110
OTHOIICHHE HA TCCTHCHUTE NPH MAHMYHH H KY4eTa NPH NO-BUCOKH J03H. PeMpoaykTHBHA TOKCHYHOCT
MpH TUTLXOBE, 38 KOATO Ce ChAH 10 HAMAJICHHTE rOJIEMUHA, TEMNO H MPEXKUBAEMOCT HA MAJIKKTE, Ce
HabnmonaBa NpH MaTEPHOTOKCHYHH AO3H HA CHCTEMHA €KCIIO3HLMSA, HAKONKO ITbTH HAL HMBOTO HA
TEepANeBTHYHA €KCIO3HLIUA.

6. DPAPMAIIEBTHYHH JAHHH

6.1. CoHEcHLK Ra NOMOIMHHTE BEIIECTRA

CopuesyHa Ha Tabnerxkara

JlakTo3a MOHOXHAPAT
MHUKpPOKPHCTaIHA LIeTy103a
Kanumer ¢ocdar
Kpocnoruaon

MarsuesueB creapar

OO6suBKA Ha TabneTKara

JlakTo3a MOHOXHMApPAT
Xunpomenosa

TpuaueruH

Turanor auoxcua (E 171)
XKenezen oxcua, xwit (E 172)
6.2. HecnBMecTEMOCTH
He ¢ npiwioxumo.

6.3. Cpox Ha rognocr

3 roguHH.

6.4. Coenmajnu yc/i0BHS HA CLXpAHEHNE

baxcrepru onakoeku: Jla ce cbxpaHaBa npu Temnepatypa 10 30°C, B OpurdHaNHa OMaKoBKa Ha
3aIIHTEHO OT Biara MAcTo.ChXpaHaBaiTe B OPHrHHAIHATA ONAaKOBKA.

6.5. BHAaH cHLALPKARHEE HR ONAKOBKATA

baucTepHH ONAkOBKH OT aNyMHHHEB JIAMUHAT/ATYMUHHEBO doaHo 1o 28 TabneTku.
6.6. CuoenmanEH NpeANA3INE MEPKE NPH H3XBLpJune B paboTa

HsaMa crieunaniy yka3aHus.

7. IIPUTEXKXATEJI HA PASPEIIEHHETO 3A YTIIOTPEBA

Griinenthal GmbH, Zieglerstrasse 6, 52078 Aachen, l'epmanus

8. IIPHTEXATEJI HA PA3SPEINIEHHETO 3A IIAPAJIEJIEH BHOC

“becra Men” EOO/], yn. ,,KpH40 Ckopuer* Ne8, 5350 Tpsasua, Buarapus




9. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

20090346

10. HATA HA ITbPBO PA3ZPEINIABAHE/TIOJHOBABAHE HA PASPENIEHHUETO 3A
YIIOTPEBA

Jata Ha mopBo paspeiuasade: 30 onu 2009 r.
Hara na nocneaHo nogHosasaHe: 04 gespyapu 2014 r.

11. JATA HA AKTYAJIM3APAHE HA TEKCTA




