W3NLNHWTENKA ATEHURS NO NEKAPCTBATA
KpaImxe xaDasmepucmuKs Ha NDOGYRTE - [IDUAO M owe |

L AROOND

1. HUME HA JIEKAPCTBEHHUSA NTPOAYKT

Kpectop 10 mg punmupann tabaerku
Crestor 10 mg film-coated tablets

2. KAYECTBEH H KOJIHYECTBEH CbCTAB

Bcaka Tabnertka cpabpaxa 10 mg polyBacTaTHH (rosuvastatin) KaTo po3yRacTaTHH Kanumii. Beaka
Tabnertka cbabpa 91,3 mg nakroza MoHOXHApaT.

3a NJIHHAS CNUCHK Ha MOMOILIIHHTE BELLECTBA BHKTE Touka 6.1,

3. JEKAPCTBEHA ®OPMA

dOunMupaHa Tabnerka.
Kptraa, ouserena s po3oBo TabneTka cbe 3Hak ,,Z2.D4522” n | 10™ oT egHaTa CTpaHa U HeMapKHpaHa

OTKBM ODparHarTa.

4. KUHHYHHA JAHHH

4.1 TepaneBTHYHH NOKAIAHUS

JleyeHHe Ha XHIIEPXO0AECTEPONEMUS

Bh3pacTHH, IOHOWM M Aella HA WK HaJ 6-roauuHa BL3PACcT ¢ NbPBHYHA XHIEPX0JIECTEPONEMHS
(TUn 1la BKAIOYHTEAHO XETEPOIMIroTHa haMHIHA XHNEPXONECTEPONEMHSA) HIIH CMECeHa
avucannuaemus (tun 1Ib) kato nobapka kLM aveTaTa, KOraro pe3ynTaTbT OT AHETATa U APYTH
He¢apMakoIOrHyHH MepKH (Hanp. GU3HYECKH YNPAXKHEHH, HAMAJISIBAHE HA TErJI0TO) HE €
3a/10BOJTUTENEH.

Bb3pacTHH, IOHOUH M AeUa HA HNHW HAaA 6-roaMUIHA BL3PACT ¢ XOMO3HFOTHA (paMWIHA
XHMepxoaecTepoaeMnus Kato 100aBKa KbM AHETATa, KAKTO U ¢ APYTro MHIMHAOMNOHHXKABALLO NeYeH e
(Hanp. LDL adepeia) unu korato TOBa JieUeHHE He € NOAXOARUIO.

[IpeBeHLIMA HA CHPAEYHO-CBAOBHY CHOUTHA

[ IpenorspaTaBaHe Ha ro1eMH CbpACHHO-CHIAOBH CHbOMTHSA MPH NALIMEHTH, OLIEHEHH ¢ BHCOK PHCK 34
MbPBO CbPAEYHO-CBLAOBO CHOUTHE (BXK. TOUKA 5.1), KATO AONBIHEHHE KbM KOPUIHPAHETO Ha APYIy
PHCKOBH (HaKTODH.

4.2, JO3HPOBKA H HAYUHH HA NPHJIONKEHHE

Ilpeau 3anousane Ha TepanuATa, NauMeHTHLT Tpabea ga Obae NocTaBeH HA CTAHAAPTHA AKETA 34
NOHWXXaBaHe HUBOTO HA XOJIECTEPOJIA, KOATO Jia NPOALAXKH W 10 BpeMe Ha nedeHneto. U36opsT Ha
AO3HUPOBKA Ce Onpeaens OT HHAUBUAYATHUTE TEPANEeBTHHHH LIEJTH, KOUTO CE ONIPEACaAT OT
NPENOPHLKHTE HA CbBPEMEHHUTE KOHCEHCYCHH PBKOBOACTBA 338 KOHTPOJ Ha XONeCTEPOIeMHATA,

KpecTop Moxe aa ce npyeMa no BCAKO BPEME Ha JAeHA, CbC WM He3 xpaHa.

JleueHWe Ha XunepxonecTrepoaeMns

Ilpenopbhusanara HauanHa go3a € 5 M 10 mg BeaHbX AHEBHO, KAKTO MPH MaLMEHTH. KOKTO HE
MPUEMAaNH CTATHHH, TaKa ¥ NpK NnpeMuHasane o1 Apyr uHxubutop Ha HMG-CoA peaykrazar
HM300pbT Ha HavyanHaTa n03a OT MEAMKAMEHTA 3aBHCH OT HUBOTO Ha CEPYMHHA XonecTepost, 6 LN A SR
ChpPACYHO-CHAOB PHCK H PUCKA OT NMOABA HA HEXKEJIAHW PEAKLIMHM KBbM JIEYEHHETO (BXK. MO-A0JT Lo \ -
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HEeOOXOAHMOCT, J03aTa MOXKE a C€ KOPHIHPa, KaTo C€ NPEMHHE Ha CNeABALIOTO A030BO HHUBO CNejl

4 ceamuuM (BX. Touka 3.1). B ¢cpaBHeHHE ¢ NO-HUCKHTE J03M K NpeIBHA NOBHILEHATA YECTOTa Ha
cboDlaBaHe Ha HEXENaHHU peakUnH npy Jo3a oT 40 mg, B cpaBHEHHUE C MO-HHUCKHTE A03HM (BK.

Touka 4.8), nocneaHo TUTpHUpaHe 10 MakcHManHaTa 103a oT 40 mg TpabBa na ce npeanpuemMa camo
[PH NMaUHUEHTH C TEHKKA XHUTIEPXONECTEPOIEMHS C BHCOK CHPACHHOCBHAOB PHCK (OCODEHO Te3M ¢
(PaMHIIHA XHUMEPXOJIECTEPOJIEMHUSA ), KOMTO HE AOCTHIAT XKEJAHOTO HUBO HA XOJIECTEPOJT NMPH JICYEHHE C
20 mg U Ipyu KOUTO LI CE NPaBU PYTHHHO NPOCNEAABAHE B X014 Ha NeueHUeTo (BK. Touka 4.4). [lpu
3ano4YBaHe Ha JeuecHue ¢ 40 mg ce npenopbUBa NOCTOAHHO HADAIOACHHE HA NALIMEHTA OT CNELIHANKCT.

[lpeBeHUHA HA CHPAEYHO-CBAOBH CHOUTHA
B npoyu4BaHeTO 3a NOHHXKABAHE HA PUCKA OT ChPACUYHO-CHAOBH CHOUTHSA € M3Mno3BaHa n03a oT 20 mg
(BXK. TOUKa 5.1).

Heouampuuna nonyaayus
Ynorpebata npu acua TpabBa na ce NpoBekaa cCaMoO OT CNIELHANIUCTH.

Jewua v 1oHowH Ha Bb3pacT 6 g0 17 roaunu (ctaaui < 1I-V no Tauep)

XeTepo3uroTHa GaMUIHA XHNEPXOaecTEPOIEMUS

[1py neua M FOHOIWLM ¢ XeTepo3UToTHaA GaMuIHA XHNepXoecTeponemMus odHuaiiHaTa HaYallHa 1034 €

5 mg aHeBHO.

¢ [lpu neua Ha Bb3pacT 6 10 9 rOAUHH ¢ XeTEPO3UTOTHA PaMHIHA XHNEPXOJECTEPOIEMUS
obuuaiHUAT 1030B AHana3oH € 5-10 mg nepopanHo BeAHBK AHEeBHO. be3onacHocTTa
e(PHMKACHOCTTA HA 103K NMO-BUCOKH OT 10 mg He ¢ca Npoy4YBaHH NpPH Ta3H NOMYJALHA.

¢ [Ipn neua Ha Bb3pacT 10 00 17 roAMHKM ¢ XeTEPO3UroTHA PAMHITHA XHMEPXONECTEPOIEMHUS
0OMUYalHHAT 1030B AKana3oH € 5-20 mg nepopaiiHO BeAHBXK AHeBHO. bezonacHocTTa M
€(PUKACHOCTTA Ha J03H NO-BBKCOKH OT 20 mg He ca NpOYyYBaHHU MPH Ta3MW NONYJIALIHA.

TutpHupaHeTo TpadBa 4a ce NpoBeXAa CLINMACHO HHAHBUAYAIHHUA OTTOBOP H MNOHOCHMOCT HA
neIHATPHUYHUTE NAUMEHTH, KAKTO C€ NPEnopbyBa B NPENOPbKUTE 3a NeUYEHHE Ha acua (BK. Touka 4.4).
Henara u roHowyTe TpabBa Ja ce NOANOKAT Ha CTAHAAPTHA XONECTEPOJIO-NMOHMXKABALIA AHETa Npeau
A4 C€ 3anoYHe JIEYEHHUE C PO3YBACTATHH, AHETaTa TpAOBa 1a C€ NPOABIIKH 10 BPEME HA IEYEHHETO ¢
PO3YBACTATHH.

XOMO3UroTHa paMuaHa XHNEPX0aeCcTEPONEMHS

Ilpn neua Ha BB3pacT 6 A0 |7 rOAHHYU C XOMO3HIOTHA JAMHIIHA XHNEPXOJIECTEPOIEMHUA,
NpenopbuMTe/iHaTa A03a € 20 mg BeaHbXK AHeBHO. UMa orpanryeH OnMT ¢ 103HW pa3nnubu ot 20 mg
ApH Ta3u nonynalus.

Tabnerkarta oT 40 mg He € noaxoaswa 3a ynorpeba npy NneaAHaTpHUHHA MALUEHTH.

Jeua no-MankH ot 6 roauHH
be3onacHocTTa M epukacHOCTTa Ha ynoTpebarta npu aeua no Manku ot 6 TOAHHH He €a NPOYYBaHH.
CnenoBarendo, Kpectop He ce npenopbuBa 3a ynotpeba npu aeua no-Mainku oT 6 rOAWHM.

Ynorpeba npy natMeHTH B CTap4ecka Bb3pacT
[lpenopbuBaHaTa NbLPBOHAYANHA A03a NPH NauMeHTH Haa 70-roMuIHa BBb3pacT € S myg (Bx.
Touka 4.4). /Ipyro kopurupaHe Ha 103UPOBKata B 3aBUCHMOCT OT Bb3pacTTa He € HeoOX0AMMO.

Jo3upane npu nauneHTy ¢ 6bOpeuHa HEAOCTATHLYHOCT
Ilpn nauueHTH ¢ Aeko 00 ymepeHo 6bOpeuHo yBpexkaaHe ce npunarat obuyaiinure 1o3u. [pu
NaLMUEHTH ¢ yMepeHo OBOpeUuHo yBpeKaaHe npenopbvyBaHaTa MbpBOHA4aAHa A03a € 5 mg
(KpeaTHHHHOB KnupbHe noa 60 ml/min). JJo3uposkata ot 40 mg ¢ npoTHBONOKa3aHa MpyU NaLHeHTH C
ymepeHo Ou0peyHo yBpexaaHe. [1py nauneHTH ¢ Texxko 6bOpedHo yBpexaaHe ynorpebara Ha
KpecTtop € nporrueonoka3ana (Bx. Touku 4.3 u 5.2).

Josupane npy NauMeHTH ¢ YepHoApOoOHO YBPEKAAHE
He ¢ nabmmonaBaHa noeuileHa CUCTEMHA €KCNO3KLMA HA PO3YBACTATHH NPH MALKEHTH C OLE
ckanata Ha Child-Pugh < 7. Bunpeku ToBa, NoBuitieHa CUCTEMHA €KCNO3HLKMA € HabaoaaBaH
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NauMeHTH ¢ olueHka no ckanata Ha Child-Pugh 8 u 9 (Bxk. Touka 5.2). [1pn Te3n nanmeHTH TpadBa na
ce npeanpHeMe OLeHKa Ha ObOpeuHaTa pyHkumua (BXK. Touka 4.4). Hama naHHHM 3a NALMEHTH ¢ OLUEHKA
no ckanata Ha Child-Pugh naa 9. Kpectop e npoTHBONOKAa3aH NpH NALUHEHTH ¢ AKTUBHO 4epHOAPOOHO
yBpexaaHe (BXK. Touka 4.3).

Paca
[1p1 maureHTH OT a3naTckaTta paca ce HabiKJaBa NOBHILEHA CUCTEMHA €KCINO3KMUHMA HA MEAHKAMEHTA

(BX. TO4KH 4.3, 4.4 u 5.2). [IpenopbuBaHaTa nbpBOHaUATHA A03a NPHA NALKUEHTH OT 33HATCKM
nponixoa € 5 mg. [ipu Te3u NnauUEHTH € NPOTHBONOKA3aHO MPUNOXKEHHE Ha J03a oT 40 mg,

[CeHeTnyeH nonuMopdu3LM
[Nokazano e, ue renorunosere SLCOIBI1 (OATPIB1) ¢.521CC u ABCG2 (BCRP) c.421AA ¢ca

CBbP3aHH ¢ NOBHLIABaHe HA eKkcno3uuuaTa (AUC) Ha po3yBacTaTHH, B CpaBHEHHE C
SLCOI1IBI1 ¢.521TT nw ABCG2 ¢.421CC. 3a nallHeHTHTE, 32 KOUTO € M3IBECTHO, Y€ UMAT FEHOTHN
c.521CC unm c.421 AA, ce npenopbyBa MakKCMManHa eAHOKpaTHa JAHeBHa g03a oT 20 mg Kpecrop

(Bx. Toukn 4.4, 4.5u 5.2).

Jo3vpaHe NpH NauMeHTH, NPeApa3sNoIOKEHH KbM PA3BUTHE HA MHUOMATHS
[1py nauneHTH ¢ npeapasnonarawy ¢GakTopH 3a pa3BUTUTE HA MHOTIATHA NPENOPbHYBAHATA HAYATHA
no3a e 5 mg (BxK. Touka 4.4).

[TpH HAKOH OT TE3U NMAUMEHTH € NPOTHBOMOKA3aHO NPHAOKEHHETO Ha a03a oT 40 mg (BX. Touka 4.3).

CounbTCTRALLA TEpanus

Po3ypacTaTuH ¢ cybcTpaT Ha pa3nHvHHK TpaHcnopTepHu npoTterdHH (Hanp. OATP1B1 u BCRP).
PHUCKBT OT MHOMNATHA (BKIIOUHATENHO pabAOMHOIW3A) Ce NOBHULIABa, Korato Kpectop ce npunara
€IHOBPEMEHHO ¢ ONpPEACSIEHH IEKAPCTBEHH NMPOAYKTH, KOMTO MOraT Aa NOBHLIAT [J1a3MeHaTa
KOHUEHTpaLUHd Ha pO3yBacTaTHH, NOPajH B3aHMOAEHCTBHE ¢ T€3HU TPAHCNOPTEPHU NPOTEHHHU (HaNp.
LIMKJIOCTIOPHH H HAKOH NMPOTEa3HU HHXHOHTOPH, BKITIOUHTENHO KOMOHHALIMHY HA PUTOHABHP C
aTa3aHaBHP, NONHHABUP W/HJIKM TUNpaHABUDP: BXK. TOUKH 4.4 u 4.5). Ha npeanucpalunTe nekapu ce
npenopbyBa Ja B3eMaT NMpeaBNA ChOTBETHATA JIEKAPCTBEHA HHPOPMALIUA, KOraTo OOMHCIIAT
NpHJlaraHe Ha TakHBa NpoJyKTH 3aeaHo ¢ Kpectop. Korato € pb3MoxHo, TpabBa Aa ¢e MMaT npeaBui
anTeEPHATHUBHU NEKAPCTBA H, AKO € HeoOXOAMMO, Aa ce UMa NpeABH BPEMEHHO NPEeKbCBaHE Ha
TepanuaTa ¢ Kpectop. B cuTyauuu, Korato e AHOBPEMEHHOTO NPHAOKEHHE HA TE3M JIEKAPCTBEHH
NpoaykTH ¢ Kpectop € Hen3bexHO, noa3aTa U pUcKa OT CbNbTCTBAILATA TEPANMUA U KOPEKLIMH Ha
Ao3ara Ha Kpectop TpabBa BHUMaTeNHO Aa ce OOMHCAAT (BX. Touka 4.5).

4.3 IIpoTHBONOKa3aHNA

® an MAUHCHTH CBC CBPBXYYBCTBHTC/IHOCT KbM PO3YBACTATHH HJIH HAKOC OT NOMOLUHUTE
BECLUICCTBA.

¢ Ilpy nautneHTH ¢ aKTHBHO YepHOAPOOHO 3ab0nN9BaHE, BKIOUKUTEIHO HEYTOUHEHO,
NPOABIDKHTENHO NOKAYBAHE HA CEPYMHHTE TPAHCAMHHA3H H BCAKO MOKAYBAHE HA CEPYMHHUTE
TpaHCaMHWHAa3HK TPH MbTH HAA NOPHATA rpaHHiia Ha HOpMara.

o [lpu nauueHTH ¢ Texko OBOpeyHO yBpexkaaHe (KpeaTHHHHOB KAKWpbHC < 30 ml/min).

¢ [lIpu nauneHTH ¢ MHONaTHA.

¢ [lpu nauueHTH, npHeMaluu eaHOBpeMEeHRO codocdyBup/BennaTacBUP/BOKCHNANPEBHD ( BXK.
TOUYKA 4.5)

¢ [lpn nauveHTH, npHeEMaILK €AHOBPEMEHHO LIMKJIOCTIOPHH.

e [lo Bpeme Ha OpEeMEHHOCT, KbPMEHE H MPH XEHHU B AETEPOAHA Bb3PACT, KOUTO HE H3IOJ3BAT
MOAXOAALIN KOHTPAUENTHBHH MEPKH.

Jo3ara ot 40 mg e npoTUBONOKAa3aHa NpY NAUUEHTH ¢ Npeapas3nosarauly GakTopH 3a pa3BuTHe
MHonaTua/padbaoMuonnia. Takusa aktopH ca:

e YMeEpeHO Mo cTerneH ObOpeyHo yBpexaHe (KpeaTHHUHOB KIHpBHC nox 60 ml/min).
¢ XHMNOTHPEOUAHIBM.




e Jluuxa unu pamMuUnHa aHaAMHe?a 3a HACIEACTBEHH MYCKYITHH 3abonsaBaHmA.
AHaMHEe3a 3a NoSBa HA MYCKYJIHO YBPEXKAAaHe NO BPEME HA JICYEHHUE C APYT MEAHKAMEHT OT
rpynaTta Ha HHXHOUTOpUTE Ha XMAPOKCH-METHI-TNYTAPWI-KOEH3UM A peaykTazarta uau ¢ ¢pudpar.

3noynorpeda ¢ ankoxo.
CBCTOSHHSA, NPH KOWTO MOXE Aa C€ NOBHLIH NMIA3MEHOTO HHBO HA MEAUKAMEHTA.
Jluua oT a3maTckara paca.

CbnbTCTBaALLO JIeueHHe ¢ Gpubparh.
(Bx. Toukn 4.4, 4.5 u 5.2).

4.4 CneuHatHH NpeaynpexxieHHN H MPeANAa3ZHH MEPKH NpH ynotpeba

bvopery

[Ipy nauMeHTH, NeKYBaHH C NO-BUCOKH 003K KpecTop, no-koHkpeTHO 40 mg, e HabAlonaBaHa
NPOTEUHYPHUA, KOATO € YCTAHOBEHA NPH U3C/IeIBAHE C TECT-/IEHTH, C NPEAHUMHO TYOYIeH NPOU3X0a H B
NOBEUYETO CNYUaH € NPEXOAEH WX HHTEPMHUTEHTEH XapakTep. He e foka3aHO npoTedHypusaTa aAa
NpeaLwecTBa OCTPO WIH nporpecusHo OLOpeuHo 3adonaBaHe (Bx. Touka 4.8). JloknaasaHaTa yectoTa
Ha CepHO3HU OBLOPEUHH YBpEeaAH NPH ITOCTMAPKETHHIOBATA ynoTpeda € no-BHCOKa NpU A03UPOBKA OT
40 mg. Ouexka Ha ObOpeyHaTa pyHkuua TpaOBa Aa ce HanpaeM Mo BpeMe Ha PyTHHHO NpOClieAsSBaHe
npy nauneHTy, odbuyanHo nekysanu ¢ 40 mg.

Ckeaemna MycKy.tamypa

EdekTH BbpXY CKeneTHaTa MycKyaatypa (MUanrua, MHONaTHa W No-paako pabaoMuosnuia) ca
CbOOLLABAHH NPH NPWICKEHUE HA BCHUKH 030BH PEXKHMH, 0cobeHo npH Ao3M Haa 20 mg. MHoro
PEeAKH Cny4au Ha pabaomHoNH3a ca JOKJaABaHH NPH U3MOJI3BAHETO HA €3¢ TUMHO B KOMOHHALIHS ¢
HMG-CoA peaykrazHn HHXuOUTOpH. He Moxke aa 6bae v3kioueHo papmMakogHHAMHYHO
B3aMMOAEHCTBHE (BXK. TOUKA 4.5) H € HeoOXOAHMO BHHMAHHE NPH KOMOMHHPAHOTO UM H3IMOJI3BaAHE.

Kakto npu apyrure HMG-CoA peaykTaiHy MHHXHOHTOpPH, 1I0KNaABaHaTa YecToTa Ha pabaoMHonu3a,
acounupaHa ¢ KpecTop npu NocTMapKeTHHIroBarta ynotpeda, e no-sucoka npu 403HpoBKa ot 40 mg.

Himepsane na kpeamunkunazamad
KpearnnkrHazata (CK) He TpabBa na ce uiMepBa clie] yCHNIEHH YNPaXKHEHHA WIH [PH HAJTHYHETO Ha
APYr NMpUYHHUATEN Ha yBennueHue Ha CK, koeTo Moxe na 3aTpydHHM ThAKYBAHETO HA pe3yataTta. AKO

HHMBOTO Ha CK e 3HaYHUTEsIHO MOBULLIEHO NPH W3XOAHO HHBO (> 5 NbTH ropHaTa A0NMYyCTHMA rpaHHLa),
TECT 3a NOTRbP)KAABAaHe HA pe3ynTara TpabBa na 6bae HanpaBeH B paMKHUTe Ha 5-7 OHU. AKO
MOBTOPHOTO U3CJ/IEIBAHE NOTBBbPAH U3X0AHO HUBO Ha CK > 5 nbTH ropHaTa gjonycTHMa rpaHdua, He
TpAOBa /1a c€ 3ano4Ba JICHEHHUE.

Iipedu aevenuemo

Kakro v apyru HHxndutopu Ha HMG-CoA peaykrazara, Kpectop Tpabea na 6bae npeanucsau ¢
0c0OEeHO BHHMaHHe NMpH NALKMEHTH, 3a KOHTO ¢a HaHue (akTopH, Npeapa3nonaraiiyd pa3BUTHE Ha
muonaTus/pabaomuonnia. Takuea GakTopH ca:

¢ brOpeuno yspexaane.

XHIMOTHPEOHIHIBM.

JInuna unu pamunHa aHaMHE3a 3a HACNeACTBEHO MYCKYJTHO 3abonsaBaHe.

YcTaHOBEHAa MYCKYTHA TOKCHYHOCT KbM Apyrd vHxubutopu Ha HMG-CoA peaykrazara wnu
¢ubparn.

3noynorpeda ¢ alkoxon.

[lauueHTH Ha BB3pacT Haa 70 roauHM.

CbCTOAHMA, NPH KOWTO MOXeE Ja ce HabnoaaBa nokauBaHe Ha NAa3MEHHTE HHBA (BX. TO4YKa 5.2).

EanoBpeMEHHO npunoxeHHe Ha GubpaTty.

rOpHATa IrpaHHLA Ha HOPM&T&), HC TpﬂﬁBa Ada €€ 3anovpa JEYECHHUC.




Ho epese na revenuemo

[TauneHTHTE Ce 3aab/kaBar He3abaBHO Aa AOKIAABAT HEODACHUMHU MYCKYHH DONIKH, ycellaHe 3a
cnaboCcT UKW cXBalllaHe, Hal-BeYe aKo ¢a CBbP3aHH ¢ HepasznonoxeHue i dgebpunutet. [lpu teay
nauveHTH TpadBa na ce uiMepaT HueaTta Ha CK. TepanuaTta Tpabsa na ce npekpaty, akO HUBOTO Ha
CK e 3HauuTeNIHO NOBHULLEHO (> 5 MBTH NOpHATA AONYCTHUMA I'PaHHLA), HIH MYCKYJIHHTE CUMITOMM ¢a
TEXKH H MPHYHHABAT €XKEJIHEBHO HEpa3noaoxkeHUe (aopu HUBOTO Ha CK aa e < 5 mvTH ropHara
JIOTNYCTHMA rpaHula). AKO CUMITOMMTE M34e3HAT U HUBOTO Ha CK ce HopMaliH3npa, MOXe aa ce
MOMHUCIIH 3a MOBTOPHO NiedeHHne ¢ Kpectop nunu antepuarueeH nHxubutop Ha HMG-CoA peaykrasata
B HAH-HHCKa n03a noa HabmoaeHue, PyTHHHO HabnoaeHne Ha HHBOTO HA CK rnpu nauMexTn 6¢3
CHMITTOMH HE € OCHOBATE.IHO,

MMa MHOro peaku 1oknaaH 3a HMYHOMEIMHPAHa HEKPOTH3IHPALLIA MHOMATHA, KOSTO KJIHHHYHO C€
XapaKTepHU3upa ¢ NEPCUCTHpalla NPOKCHMATHA MYCKYIHa ¢1abocT U MOBHLUCHA KPeaTHHKHHA3A 110
BpPEME HA JICYCHUETO WK Clie] CNUpaHe Ha CTaTUHHUTE, BKJIKOYHTENTHO po3yBacTaTHH, Moxe aa e
HeoOX0AMO AOMBIHHTENHO HEPBHOMYCKYJTHO WIH CEPONOTHUYHO H3cheARaHe. Moxe f1a ce HaNoXKH
NEYEHHUE C UMYHOCYINPECHPALLHX JIeKapCcTBa.

B Hakonko ciy4yas ce ¢bobiaBa. ye CTaTHHHTE HHAYLHPAT de novo WK BIOLIaBaT Beye
CBLIECTBYBAllla MHAaCTEHHUA MPAaBHC HITH OYHa MUacTeHUA (BX. Touka 4.8), IlpunoxkenueTo Ha KpecTtop
TpAOBa 1a ce cnpe B Cy4yai Ha Bhowasane Ha cumnTomuTe. MMa cboblueHus 3a peunaus npu
(NOBTOPHO) NPHIAraHe Ha CbLIUA WIIH Pa3/IHUEH CTATHH.

[Ipy knuHHuHKTE U3nUTBaHKA Ha KpecTop He ca HabnroiaBaHK AaHHU 3a NOBHILEHW €(PEKTH BbPXY
CKeJIeTHaTa MYCKYyJlaTypa B MaJiKaTa rpyna nauleHTH, npH KoMTo Kpecrop € npuiaraH ¢ apyro
CbNBTCTBALUO NICYEHHE. Y BETHUYEHHE HA YECTOTAaTa Ha MHO3UMT U MUOoNaTHA ¢ HabmoaaeaHo, obaue,
MpH NAUKEHTH, Noy4vasalum Apyrd uHxudutopn Ha HMG-CoA peayxraszara 3aeaHO ¢ LUMKIOCTOPHH,
NPOH3IBOAHHU HA PHUOPUHOBATA KUCENHHA, BKITIOUUTENHO reMPUOPO3IHI, HHKOTHHOBa KHCETHHA,
a30JI0BU aHTHMHKOTHLIH. NPOTEa3HH HHXHOHUTOPH H MaKPONWAHH aRTHOHOTHUH. ['eMdubpo3nn
MOBHLIABA PUCKA OT MHOMNATHUS, aKO Ce NpHeMa eJHOBPEMEHHO ¢ HAKOW UHXHOUTOpH HAa HMG-CoA
peaykrazarta. [lopaau ToBa, KOMOMHauMaTa Mexay rempudposun v Kpectop He e npenopbuUTENHA.
[los3aTa OT AOMBAHKUTENHO CHH)KABAHE B JIMMUIHNTE HHBA B Pe3yNTaT OT KOMOWMHHPAHOTO NpHEMaHe
Ha Kpecrop # ¢ubpaTti wnu HHauuH, TpabBa aa Ob/1e BHUMATEITHO HIYUCIIEHA CIPAMO TIOTEHLIHAIHUS
pPHUCK OT NoA0OHH KoMOUWHauMHK. [TpU e AHOBPEMEHHO NpUNoOXKEeHHE Ha PUOpATH, T€YEHHETO C JO3H OT
40) mg e NpOTHBONOKA3aHO (BX. TOukH 4.5 U 4.8).

Kpectop He TpsabBa na ce npunara eAHOBpEMEHHO ¢ (y3HA0BA KHCEJIHHE 32 CHCTEMHO MPHIOKEHHE
HJIW B PAMKUTE HA 7 JHH CNEl cnUpaHe Ha neyeHuneTo ¢ ¢py3unosa kucenuna. [pu nauneHTH, npu
KOMTO M3MOJI3BAHETO Ha PY3HAOBA KUCEJIMHA 32 CUCTEMHO MPHUJIOKEHHUE € 3HAYMMO, JIEYEHHETO ChC
CTaTHHH TpadBa na Obae NpeycTaHOBEHO NPE3 UeNUt NeprHoa Ha nedeHHre ¢ py3uaoBa kucenHHa. Uma
CHOOLUEHHA 332 pabAOMHON3A ( BIJTFOUHMTEIHO HAKONKO C $aTaNeH u3Xoa) NPy NauneHTH, NpHeMallly
¢y31410Ba KNCEJIMHA M CTATHHH B KOMOWHaUMA (BXk. Touka 4.5). [launenTure Tpsabea ra 6naat
MOCHbBETBAHH A4 NOTHLPCAT HE3a0ABHO MEXHMLIMHCKA NOMOLLL, aKO H3MUTBAT CUMMTOMH HA MYCKYJIHA
cinaboct, boaka wiu 6one3HeHocT. JleueHHETO Cbe CTATHHH MOXeE Na Obae NOJAHOBEHO CEaeM IHH
cneja nocineanaTa no3a Ha dysuaosa kucenvHa. [1pu H3BbHpeaHHW obCcTOATENCTBA, KOraTo €
HeOOXO0AHMA NPOABKHTENHA YNnoTpeda Ha (y3na0Ba KUCENHHA 33 CHCTEMHO NMPWIOXKEHHE, HANPUMED
34 JIEHEHHE Ha TEXKKH HHPEKLMH, HEODOXO0IHMOCTTA OT €AHOBPEMEHHO NpHNokeHne Ha Kpectop
¢y3uaoBsa kucenuHa TpabBa na ce NpeUeHH HHAHUBHAYAIHO, H MO/ CTPOT MEAHLIMHCKH KOHTPO.

Kpectop He TpaOBa na ce ynorpedssa NMpH NaUMEHTH C OCTPH CEPHO3ZHHU CHLCTOSHHA, Npeanoaaraiiy
MHONATHA, HIIKH Npeapa3nonaraul KbM pa3siTHe Ha ObOpeuHa HeaOCTaTLYHOCT, BCAEACTBHE
pabaomuonKn3a (Hanp. Cencuc, XUNOTOHHA, TOAMa OMepaLIHa, TPAaBMa, TEXKKH MeTabONHTHH,
€HAOKPHHHH H €JIEKTPOJHTHH HapyLUEHHUSA MM HEKOHTPOJIMPAHH MbpPUOBE).

TexKH KOKHH HeXeNaHW peakLUH

S




Touka 4.8). [lo BpeMe Ha HazHaYaBaHETO My, NaLueHTHTE TPAOBA aa 6baaT HHPOPMHpPAHH 34
MPHU3HAUHTE H CHMITOMMTE HA TEXKKH KOXKHM peakuuH U Aa ObaaT BHUMATENHO HaboaBaHu. AKo ce
MOABAT NPU3HALM H CHMIITOMH, NPEANOSArauy Te3N peakunm, neyeHneto ¢ Kpecrop tpabea na 6nae
NPEycTaHOBEHO HE3abaBHO U na Obae OOMHUCIEHO ANTEPHATHBHO NIEYEHHE.

AKO NMauHeHTbT pa3BHe cepro3Ha peakuua KaTo SJS unu DRESS npu ynorpebara na Kpecrop,
neveHneTo ¢ Kpectop He TpsaOBa HUKOra Aa ce MOAHOBABA MPHU TO3M NALIUEHT.

Bauanue Bbpxy uepHus apob

KakTo npu apyrn uHxubutopu Ha HMG-CoA penykrazata, Kpectop Tpabsa BHUMaTeNHO Aa ce
NMpWiara Npy NauKdeHTH, KOUTO NMPHEMAT FOASIMO KOJHUECTBO aNKOX0 W/HIIK ¢a UMaTH 3abonaBaHe Ha
yepHua apod. [IpenopbynTenHO € na ce HanpasaT W3Ce1BaHHA Ha YepHHE Apod npeau, u 3 meceua
cnel 3anouypaHe Ha neueHueTo. Kpectop Tpadea na Obae npeycTaHOBEH UK n03aTa TpadBa na ce
HaMaJii, aK0 HHBOTO Ha CEPYMHHTE TPAHCAMMHA3H HaJABHLLABA TPH NBTH FOpHAaTa rpaHHLA Ha
Hopmarta. Jok1aaBaHaTa 4ecToTa 3a CEPHO3HHA YepHOOPOOHH yYBpeaH (3aKI0UuBaLLH CE [JIaBHO B
YBEJIUYEHH UepHOAPOOHH TPAaHCAMHHA3HW) NPY NOCTMAPKETHHIOBaTa ynoTpeda, € no-BUcoKa npu
J034MpoBKa ot 40 mg.

Ilpy4 nauHEHTH C BTOPHUYHA XHTIEPXONECTEPONEMHUSA, NPHUYHHEHA OT XHMOTHPEOHAHIBM HIH
He(PpPOTHYEH CHHAPOM, OCHOBHOTO 3a00naBaHe TpAOBa 1a Ce NEKYBa MpeH 3anoyBaHEe Ha JICYEHHUE ¢
Kpectop.

Paca
MapMAKOKHHETHMHHUTE MPOYUYBAHHA 110KA3BaT, Y€ NPH NALUMEHTHUTE OT a3HATCKATA paca € HaJlMuUe No-

BHCOKA €KCNO3HLUHA B CPABHEHHE ¢ TE3M OT KaBKa3kara (Oanara) paca (Bx. To4ukd 4.2, 4.3 u 3.2).

[lpoTea3Hu UHXHOHUTOPH

[loBHUIEHA CHCTEMHA €KCNIO3ULIMA HA PO3YBACTATHH € HAbAKOAaBaHa NpPH NAUKEHTH, NpUeMalLLH
PO3yBACTATHH €IHOBPEMEHHO ¢ Pa3/IM4YHK NPOTEea3HH HHXHOHTOPH, B KOMOWHALIMA C PUTOHABHP.
Tpabea na ce oOMuUCAH KakTO NoM3aTa OT IMNUACNOHWKABaHE upes ynoTpeda Ha Kpectop npw
nateHTH ¢ HIV, KoMTO NnpHemMar nporeasHH HHXHOUTOPH, TaKa H NOTEHUHANA 3a NOBHLLECHA
KOHLEHpaLIMg HA pO3yBACTATHH, KOraTo Ce 3ano4Ba TeparnusaTa H ce NOBWLLABA A03aTa Ha KpecTop npH
NaLHUEHTH, JIEKYBAHH C NPOTEa3HH HHXHOUTOPU. EAHOBPEMEHHOTO NPUNOKEHHE C OMPEACTCHH
NpoTea3HH HHXUOUTOPH HE Ce NpenopbUBa, OCBEH aKo A03aTa Ha KpecTop He ce kopurupa (Bix.
Tabavua |1 u Toukn 4.2 u 4.5).

HenoHOCHMOCT KbM NaKTO3a
[TaunenTH ¢ peakn HacneaACTBEHH NMPobJIeMH KaTo rajlakTO3Ha HEMOHOCHMOCT, MTbJIEH JIAKTa3¢H

NePHLUNT WM TI0KO30-ranakTo3zHa Manabcopbuusa He TpabBa Aa npHeMaT TOBa IEKapCTBO.

HurepcTumanHta 6enoapodua bonect

Jok/1aaBaHM ca W3OJIHPAHH C/TYYay Ha HHTepCcTHUHANHA 6enoapobHa OonecT Npu NPpUIIOKEHHE Ha
HAKOW CTATHHH, OCOOEHO MNpH NPOALHKUTENHA Tepanua (8. Touka 4.8). KnuHuuHKTE NposBH Morar
1a BKJIHOYBAT JUCNHEA, HEMPOAYKTHBHA KaLWIMLUA H BJIOLIaBaHe Ha O0WOTO CHLCTOAHKE (yMopa, 3aryba
Ha Terno K Tpecka). AKO HMa NOA03PEHUE, He MALMEHTHLT € Pa3BU MHTEpCTHLIMANHA BenoapobHa
OonecT, TepanuaTa CbC CTATHH TpaOBa Na ObAe NpPeyCTaHOREHA.

3axapen aunaber
Hskown nokasarencTsa npeanonarar, Y4e CTATHHUTE KaTO KJac MOBUILABAT KPbBHATA MIHOKO3a U [PH

HSKOH MALMUEHTH, BACOKOPHCKOBH 3a pa3BUTHE Ha AXaleT B Objelle, MOraT aa J10BeaaT AC TaKoBa
HHUBO Ha XHIEPITIMKEMHUSA, IPU KOETO € NOJAXOAALLO NPUIAraHeTO Ha PeIORHATA MPUIKa, NPOBEKIaHA
npy amadet. To3u pUck, obaue ce HaaneNABa OT PEAVKIMATA Ha BaCKYJJAPHUA PUCK CBC CTAaTHHY H,
cneaoBaTendo, He Tpabea aa 6bae NpU4MHA 3a CMTMpaHe Ha CTaTUHOBaTa Tepanui. Puckoeure
nauMeHTH (I1I0K03a Ha rnaaHo 5.6 1o 6.9 mmol/l, unaekc Ha TenecHa Maca > 30 kg/m’, nosuw
CTOHHOCTH Ha TPHIJHUEPHAUTE, XUIEPTOHHUSA) TPADOBA 1a Ce NPoCcNeaAsBaT KAKTO KIIMHUYHO, T
OMOXMMHUHO, ChI1aCHO HALIMOHATHHUTE PBLKOBOJICTBA. j




B npoyuBanero JUPITER, cbhobuienara obuia yectota Ha 3axapeH avader € 2, % 3a po3yBacTaTHH U
2, % 3a nnauebo, r1aBHO NPH NALKWEHTH ¢ FIKOK03a Ha riaaHo 5,6 no 6,9 mmol/l.

[leanaTpHyHa 1MoNyaauus

OueHABRAHETO Ha IMHEHHOTO U3pacTBaHe (BUCOUYHHA), Terno, BMI (mHaexc Ha TenecHaTa Maca)
BTOPHYHHTE NOAOBH O€/1€3U HA NONOROTO CH3PABAHE NO CKaaTa Ha Tanner Npy NeaMaTpHYHH
NaLMEHTH Ha BB3pacT 6 N0 | 7 roAMHK, NnpyeMallli po3yBacTATHH, € OrPAHHYEHO A0 ABYOAHLIEH
nepuon. Cnhen ABe rodMHH Ha TPETHPAHE MO BPEME HAa MPOYUYBAHETO, He € 3a0enA3aH HUKaKbB edeKT
BLPXY pacTexa, Ternoro, BMI nwiun nonosoto ¢cbv3paBaHe (BxK. To4ka 5.1).

B knMHWYHO NpoyuBaHe Ha Aela W KOHOLIY, APHEMALLH PO3YBACTATHH 3a 52 ceAMHLM, MOBHLLABAHE HA
CK > [0xULN H MYyCKYTHHTE CHMNTOMH CJIEA YITPOKHEHHE WIH NOBULIEHA PH3HHECKA AKTUBHOCT ca
HabnoAaBaHU NMO-4ECTO, B CpaBHEHWE ¢ HADIOAEHHA OT KIIMHHYHH NPOYYBAHUS NPH BBE3PACTHH (BXK.
Touka 4.8).

4.5 B3iaumoaeHcTBHE € APYIH JIeKAPCTBEHH NPOAYKTH H APYrH pOopMH HAa BIAHMOAEeHCTBHE
Ehexm na eonospemenno npuiaeant 1eKapcmeeHu NPOOVEMu €bpxy po3yeacmamun

NHXHOUTOPH HA TPAHCNOPTEPHUTE NPOTEHHH

Po3yBacTaTHH € cyOcTpaTt Ha onpeaeneHd TPAHCNIOPTEPHH NMPOTEHHH, BKIIIOYUTENHO YEPHOAPOOHNUS
bnreik TpaHcnoprep OATPIBI1 u eduyke tpancnoprepa BCRP. EaHOBpeMEHHOTO NpHNOKEHHE Ha
KpecTop ¢ nekapcTBEHH NPOAYKTH, KOUTO ¢ca HHXHOUTOPH HA T€3H TPAHCNIOPTEPHHU THPOTEHHH, MOXKE
11a 10BeAe A0 NOBHILLIABAHE HA MJ1a3MEHATA KOHLUEHTPALIMA HA PO3YBAaCTATHH H NOBHILEH PHCK OT
MHonaTHvd (Bxk. Tabnuua 1 1 Touku 4.2 u 4.4).

LinknocnopHH

[TpH €eAROBPEMEHHOTO NMPHNCKEHHE Ha KpecTop ¢ LMKNOCNIOpHH, cpeardnTe cTOHHOCTH HAa AUC Ha
po3yBacTaTHH ca OunKu cpeaHo 7 MbTH NO-BHCOKK OT Te3H, HabnoaaBaHu npy 3apaBy 100poBoUM, Ha
KOWTO € NPHUNoXKEHA CbluaTa A03a (Bxk. Tabnuua 1). Kpectop € npoTHBONOKa3aH NpH NaUHEHTH, KOUTO
€AHOBPEMEHHO NONYYaBaT LIHKIOCMOPHH (BXK. TOUuKa 4.3). EAHOBPEMEHHOTO NPHIIOKEHHE HE €
NOBJIKAN0O NN1a3MEHUTE KOHLEHTPALUHH HA LIHKJIOCNIOPHH.

[eMmduOpo3Ina ¥ ApYryu TUNUAONOHHKABAUIM NPOAYKTH

EaHoBpeMeHHOTO npunoxeHye Ha Kpectop H reMpubpo3na e 10BeN0 10 ABYKPATHO NOBULIEHHE HA
Ciax 1 AUC Ha pozyBacTaTuH (Bx. Touka 4.4). Jannure ot papMakOKUHETUUHUTE MPOYYBAHUA,
W3CACABALLM JIEKAPCTBCHHUTE B3aHMOACHCTBHA, HE NOKA3BAaT B3auMOAeiHcTBHE ¢ peHoPHOpaT, HO ¢
BbL3MOXHa NoABa Ha apMakOAUHAMUUYHH B3auMoaeicTBUa. ['emPpubpoznn, peHodudbpat v
OCTaHAJIUTE MEAKBKAMEHTH OT rpynara Ha (pMOpaTHTe H NTMNHI0NOHWKABALIMUTE 103H (B 1031 > | g Ha
N€H) HHAUWH (HHKOTHHOBA KHCEIHHA), MOBHULUIABAT PUCKA OT NMOABA HA MHONATHA NpH KoMOMHUpaHe ¢
HHXHOHTOPH HAa XHAPOKCH-METHII-TIYTapHI-KOEH3IUM A pelyKTa3ara, Hail-BeposTHO nopaay ¢akra,
4e NOCNIEAHNUTE MOTraT Aa NPEAU3BHKAT NOABATA HA TOBA YCJIOXKHEHHUE H NPH MOHOTepanusa. JJozara ot
40 mg e NpOTHBONOKA3aHA NPH €AHOBpPEMEHEH npHeM Ha GubpaTH (Bx. ToukH 4.3 u 4.4). [1pK Te3u
NauUeHTH JICUEHUETO CbLLO TPAOBa Aa 3anouHe ¢ 5 my.

E3eTumub

EaHoBpeMeHnoTO H3non3saHe Ha 40 mg Kpectop v 10 mg e3eTiMud, He Boau 1o npoMeHu B AUC H
Ha ABaTa NPOAYKTA, KOraro ce npunarat npu 3apaes nodposonuu. Mma 1.2 nbtn nosnwenue Ha AUC
Ha po3yBacTaTHH, korato |0 mg Kpecrop u 10 mg e3eTiMub ca npunoXkeHH NpH NaLKEHTH ¢
xHnepxonecreponeMus (tabnuua 1). He moxke na ce u3kitoun papmMakoaHHaMHYHO BIAUMOACHCTBHE
MEXIY TAX, KOETO A KMa 3a Pe3YJITAT HEXENaHH peakurH (Bx. Touka 4.4).

[IpoTeazHiy HHXHOHUTOPH
Bhnpeky ye TOUHUAT MEXAHHIBM Ha B3aWMOAEHCTBHE HE € M3BECTEH, €AHOBPEMEHHOTO NPHIO
NpoTea3Hy HHXHOUTOPH MOXKE PA3KO [1a NOBHILM €KCTIO3HLUMATA Ha pO3YBACTATHH (BX. Tab
Hanpumep, e AHOBpEMEHHOTO npwiokeHue Ha 10 myg polyBacTaTuH # KOMOUHHpaAH Npoay
ce OT JBa npoTea3znH HHxHOUTOpa (300 mg arazaHaeup/100 mg puTOHABUP) NO BpEME Ha €

7 AR




$hapMaKOKHMHETHYHO MPOYUYBAaHE NpH 3apaBH A0OPOBONUM, C€ aCOUMHpa ¢ NPUOTUIUTENHO TPUKPATHO
HapacTBaHe Ha AUC Ha pozyBactatiH. EAHOBpEMEHHOTO NpUAOKEHHE Ha KpecTop H HAKOH
KOMOHHALIMK OT NpoTea3Hn HHXHOUTOPH, MOXKeE [a C€ MMa NPEBUA CNeld BHHMATENHO NpelieHABaHEe
Ha KOpeKLHHTE Ha n03aTta Ha KpecTop, Ha fa3a 0uakBaHOTO NOBSHLEHHE Ha €KCNO3HLIMATA Ha
po3yBacTaTvH (Tabnuua 1 v Touku 4.2 u 4.4).

AHTHaURIH

EAHOBPEMEHHOTO NPUAOKEHUE HA KpecTop ¢ aHTHALMAHA CYCNIEH3HA, CBABLPKALLA ATYMHHHEB H
MArHE3UeB XHAPOKCHA, € AOBESO A0 HAMAJIABAHE HA NNA3MEHATA KOHLUEHTPALIHA Ha pO3YBaCTaTHH ¢
npubnuznTenno 50 %. To3m edexr e 6un oTcnabeH, KOraTo aHTHaUMANTE ca 1aBaHK 2 Haca cnej

npuUcMa Ha KpﬁCTﬂp. KNWHHYHOTO 3HaYeHHe HA TOBA B3aUMO/IEHCTBUE HE € U3CJIE1BaHO.

EpurpoMULIHH
EAHOBpEMEHHUAT npHem HA KpecTop 1 epUTpOMHLIKH € aAoBen a0 20 % HamaneHne Ha AUC .y M
30 % namanenue Ha Crax Ha pO3yBacTaTHH. B3anMoaeiicTBHeTO MOXKE 212 € NpeAH3BHKAHO OT

MOBHLUEHHA HPEBCH MOTHJIHTCET, BCIEACTBHE HA NPHEMA HA €PDHTPOMHLHUH.

Tuxarpenop

Tuxarpenop Mmoxe aa noenHse 6LOpeuHaTa eKCKpeuMs Ha PO3yBaCTaTHH, YBETHYARAHKH PUCKA OT
KYMY/JHPaHE Ha pO3yBacTaTHH. BLnpeky ye TOUHHUAT MEXAHU3BM HE € HIBECTECH, B HAKOM CliyyaM
€AHOBPEMEHHOTO NPHIOKEHHE HA THKArPENOp H PO3YBACTATHH BOAM A0 HaMataBaHe Ha ObOpeuHara
dyHkuma, nosuweHo HUBO Ha CPK u pabpomuonuia.

EH3uMH OT cucTeMaTa Ha LMTOXpoM P450

JlaHHuTE OT int vitro ¥ in vivo NpOy4YBaHUs NMOKA3BAT, Y€ PO3YBACTATHH HE € HHTO HHXHOUTOP, HUTO
HHAYKTOP Ha uuTOXpoM P450 uzoenzumute. PozysacTaTvH ¢ cnab cybcTpaT 3a Te3u HIOCH3IUMH.
CnenoBarenHo, NeKapcTBEHH B3aMMOACHCTBHA, pe3yaTaT OT uMToxpom P450-meanupanus
MeTaDONIU3IBM, He ce ovakBaT. He ca HabnioaaBaHM KNHHHYHO 3HAYHMH B3aHMOACHCTBHA MEXY
pO3yBacTaTHH H payKkoHa3os (MHxubHuTop Ha CYP2C9 u CYP3A4), unu keTtokoHa3on (MHXUOHTOp Ha
CYP2A6 n CYP3A4). EnHOoBpeMeHHUAT npHeM Ha uTpakoHazon (HHXHouTop Ha CYP3A4)
po3yBacTaThH BoaM 10 28 % yBennuenue Ha AUC Ha poayBactaTuH. ToBa Manko yBeJHUYEHHE HE €
KAMHHUYHO 3Ha4uMO. [lo Ta3n npuunHa, 1eKapcTBEHH B3aUMOIEHCTBHUA B C/IEJACTBHE HA MeTabOIHIBM,
MeIHHUPaH ot uutoxpom P450, He ce ouaksar.

B3auMOAEHCTBHA, KOWTO UIUCKBAT KOPEKLIMA HA 103aTa HA PO3YBACTATHH (BXK. ChL1o Tabanua 1)
KoraTto € HeobOxoanMo aa ce npuaara Kpectop eIHOBPEMEHHO C APYrH JIEKAPCTBEHH NPOAYKTH. 3a
KOHTO € U3BECTHO, Y€ NOBHINABAT EKCNO3HULMATA HA PO3YBACTaTHH, A03WTe Ha KpecTop TpabBa na ce
Kopurupart. Ha npeanucealHTe nekapy ce npenopbyBa Aa B3eMar NpeaBrA CbOTBETHATA JIEKAPCTBEHA
HHPopMaLHA, korato oOMHCIAT NpHUNaraHe Ha TAKKMBA NpoayKTH 3aeaHo ¢ Kpectop. 3anouea ce ¢
No03a Ha KpecTtop oT 5 mg BeaAHBbXK AHEBHO, 2KO OYAKBAHOTO MOBULIEHUE Ha ekcnosruuaTa (AUC) e
NPUONN3INTENHO ABYKPAaTHO WK No-roaamo. MakcuManHaTa qHeBHa n03a Ha Kpectop Tpabea na ce
KOpHIrHpa Taka, 4€¢ O4aKBaHaTa €KCNO3HLHUA Ha pO3yBacTaTHH HAMA BEPOATHOCT Aa HAABULIY Ta3H Ha
40 mg aHesHa nola Kpectop, npuer 6e3 B3aMMOAeHCTBALLM IEKAPCTBEHH NPAYKTH, Hanp. Ao3a OT
20 mg Kpectop ¢ reMdubposnn (1,9 nut nopuiueHue) v Ao3a ot 10 mg Kpecrop ¢ koMOHHauHs
pUTOHaBHp/aTazaHaBup (3.1 NbTH NOBHLLEHHKE).

Ako ce HaOnwoaaea. e sekapcTeeH npoaykT nosyimasa AUC Ha po3yBacTaTHH NO-Manko OT 2 MbTH,
HayanHaTa 203a He TpAbdBa Ja ce HamanaBa, HO TpAOBa Aa ce MOAX0XAa ¢ BHUMAHHE, aKO J103aTa Ha
Kpectop ce nosBviuum Han 20 mg.




Tab6anua 1. EdekT HA eTHOBpEMEHHO NPHIATAH JIEKAPCTBEH NPOAYKT BLPXY €KCNO3HIIHATA Ha
po3yBactaTuH (AUC, B HH3X0AAI pea) oT nyOINKYBAHH KJIHHHUKH NPOYYBAHHSA

IHopumaBane Ha AUC Ha po3YBACTATHH 2 NbTH HJIH 1I0OBeYe 0T 2 NbTH

J1030B pexHM Ha J030B pexHM Ha Ipomana B AUC ua
B3aHMOAEHCTBANOTO JEKAPCTBO pPO3YBACTATHH pPO3YBACTATHNH
Codocbysup/BennatacBHp/BOKCHNANPER 10 mg enuHUUHa D034 7,4 nbTH

up (400 mg-100 mg-100 mg) +
Bokcunanpesup (100 mg) BeaHbk
AHEBHO 3a 13 aHu

LinxknocnopuH 75 mg nBa MbTH Ha AcH 10 mg BeaHBK AHEBHO, 10 AHH 7.1 neti T
no 200 mg nsa NbTU Ha AcH, 6 Mecela

Haponyramua 600 mg 2 x aH., 5 a1HH 5SMEgE AAHHHHAZN0AA 52mm T
Peropagenund 160 mg, seaHbx 1HEBHO, 5 mg. eAMHMYHA 1033 3.8 NbTH
14 aHH
ATazanasup 300 mg/purodasup 100 mg 10 mg, eaMHHYHA 1034 30 nmetu T
BEIHBXK AHEBHO, 8 NHM
PokcaaycTtaTt 200 mg npe3 aeH 10 mg, eanHnyHa n03a 2,9 npTH |
Bennaracsup 100 mg BeAHDBXK AHEBHO 10 mg, enuHuuHa no3a 2,7 nbTH
OmGuTaceup 25 mg/naputanpesnp S mg. eauHMuHA 1032 2.6 T

150 mg/ putonasup 100 mg BeaHBXK
nHeBHo / nazabyeup 400 mg 2 nbTH

NHEBHO, 14 nHH

Tepugnyromun He e HaanuHa 2,50t T
Mpasonpesup 200 mg/enGacsup 50 mg 10 mg. eqMHIYHa 1032 2.3 i
BEAHDLK AHEBHO, | ]| aHH

[ nekanpesup 400 mg/nubpenTacenp 5 Mg BEAHBX JHEBHO, 2 2 ILTH
120 mg BeAHBkK AHEBHO, 7 OHH 7 AHn

JlonuHaeup 400 mg/putonasup 100 mg 20 mg BeAHDBXK AHEBHO, 7 AHH 2,1 nbtn T
ABa MbTH Ha AeH, |7 aHH

KanmatnHud 400 mg nsa nbTH Ha aeH 10 mg, eanHn4Ha 1034 2.1 nvtn T
Knonuporpen 300 mg HatoBapsaua 20 mg, eAMHKYHa 1034 2 nbtH T
no3a, nocneasana or 75 mg Ha 24 4aca

DoctamarnHud 100 mg aBa nbTH Ha 20 mg, enMHHYHA n03a 20nmern T
AE€H

MebykcocTar 120 mg BeAHBAK AHEBHO 10 mg, enHHHYHa 1034 1,9 nvru T
Tadamuanc 61 mg 2 nbTH AHEBHO Ha 10 mg, eaMHHUYHA no3a 2,0 bt T
A¢H | K 2, NOCneaBaHo OT BEAHBX

AHEBHO HA A¢H 3 U 9

'emdpubpo3nn 600 mg aepa NBTH Ha AEH, 80 mg, eAMHHUHA 1034 1,9 nbru T

7 OIHH

[Mosnmapane Ha AUC Ha po3yBacTaTHH NO-MAJaKO OT 2 NbTH




JA030B pexXHM HA J030B peXHM Ha Ipomauna B AUC na

B3aHMOAeHCTBAOTO JIEKAPCTBO poO3yBACTATHH PO3YBACTATHH
EnrpomOonar 75 mg BeAHBXK AHEBHO, 10 mg, ennHH4Ha 1034 1,6 nbtn T
5 AHH

JlapyHasup 600 mg/puronasup 100 mg 10 mg BeAHBK AHEBHO, 7 AHH 1,5n0bth T
ABa MbTH HA A€H, 7 AHH

TunpanaBup 500 mg/puronaeup 200 mg 10 mg, eanHnyHa nosa 1,4 vt T
ABa NbTH Ha AcH, 11 aHn

Hponenapon 400 mg ABa NbTH HA AEH He e nanuuHa 1,4 nbtu T
Urpakonazon 200 mg BeanBx AHEBHO, 10 mg, eauHU4Ha 00343 1.4 morm T
> IIHH

Ezetumub 10 mg BeaHbK AHEBHO, 10 mg, BeaAHBX AHEBHO, 14 aHK 1,2 mbtn T
14 aHu

Mounaxasane Ha AUC na polyBacrtaTHi

J030B pexxHM KA J030B pexxHM Ha IIpomsana B AUC Ha
B3AHMOAEHCTBRINOTO JIEKAPCTBO pPO3YBACTATHH PO3YBACTATHH
EputpoMuuuH 500 mg yeTHpH NbTH Ha 80 mg, equHHUHA A03a 20%

AeH, 7 QHH

bankasiuH 50 mg TpH MbTH Ha AEH, 2( mg, en1MHHYHA 103a 47% 4

14 nHM

"JlaHHHWTE, NOCOUYEHH KATO X MTbTH NPOMSHA, NPECTABAT NPOCTO CHOTHOLIEHHE MEMKILY
€/IHOBPEMEHHO MPHIOKEHHE K NPHICKEHHE HA PO3YBACTATHH CAMOCTOATENHO, [JlaHHHTE, NOCOUYEHH
kaTo % NpeacTaBaT MPOLUEHTA pa3inKa, OTHECEH HA CAMOCTOATENHOTO NPHIOKEHHE Ha
pO3yBaCTaTHH.

[MoBHILABAHETO € NPEACTABEHO KATO ,. ] "NOHWKEHHETO KaTo .. 4.
“"Hakonko npoy4BaHnsa 3a B3aHMOAEHCTBHE Ca NMPOBEACHH ¢ pasiMuHU N03HpoBKKH KpecTop,
Tabmuuara npeacrasa Han-3HAUMUMOTO CHOTHOLLIEHHE.

AUC = niaow noa KpUBara,

CiieaHUTE NEKapCTBEHH MNPOAYKTH/ KOMOMHALIMU HE OKa3BaT KJIWHHUYHO 3HauuM edekT Bbpxy AUC Ha
pPO3YBacTATHH IMPH € IHOBPEMEHHO NPHUITOXKEHHE:

AnerauTa3ap 0,3 mg npunoxeHue 3a 7 aHn; OeHodgudpaTt 67 mg 7 nHH OPHIOKEHHE TPH MbTH Ha
ned; Onyxonason 200 mg 11 aun npunoxkenne seanbx aHesHo; Gozamnpenasup 700 mg/puroHasup
100 mg 8 aHU npunoxeHue J1Ba NbTH Ha AeH; KerokoHazon 200 mg 7 aAHK npUnoxeHue 1Ba ITbTH Ha
aeH; Pudamnun 450 mg 7 aAHK npHNoXKEHHe BeAHbXK AHeBHO; Cuaumapuid 140 mg 5 aHW npunoxeHHe
TPH NbTH Ha JICH.

E (!JE’ KNt HA pO3YEACIdnmun 66XV e o6 PEMEHNHO RPRLTACARU IEKAPCMIECH U Hp‘ﬂdﬁ Vi

AHTAroHHCTHU Ha BUTaAMHH K

[MTonobhno Ha apyru nuxudburtopn Ha HMG-CoA penykrasara. 3ano4dBaHeTo Ha JieueHHe ¢ Kpecrop
HJH THTPHPAHETO HA 103aTa MY NPH NALUKHEHTH, NPHEMALlY AHTarOHKUCTH Ha BUTaMHH K (kaTo
BapdapHH WIK APYrH KYMapHHOBH aHTHKOAryJJaHTH), MOXeE /a A0BeAe A0 NOBHUIEHHE Ha
MEXAYHapOAHOTO HOpManH3upaHo cboTHolueHHe (International Normalised Ratio, INR).
[IpekbCBaHETO Ha JEHEHHETO MK HAMAJIABAHE HA A03aTa Ha TUTpUpaHe ¢ KpecTop MOoXe aa poseae
no vamaneHwe Ha INR. [1pn nonobrM cutyaunun ce npenopbusa MoHUTOpHpaHe Ha [NR.

[lepopanHy KOHTpaUeNTUBW/ XOPMOHO3AMECTBALLA TCPANKS PN
EanoBpeMeHHHAT npueM Ha KpecTop W nepopaiHi KOHTPALENITUBH, € J0BEN N0 NOBHILABAHE |
Ha €THUHUI €CTPAAHON W HOPrecTpen, CbOTBETHO € 26 % 1 34 %. Te3u noBHwLeHN [1a3MEHH /
KOHLEHTpAalMH TpabBa Aa ce B3eMaT NoJ BHHMaHWE, KOraTo ce onpeaens 103MpoBKaTa Ha

NEPOPATHHUTE KOHTpauenTHeH. HaMa GpapMakOKHHETHYHH JaHHH 3a NALKEHTH, KOHTO NpHE
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eaHOBpeMeHHO KpecTop U XOpMOHO-3amecTBalla tepanus. ETo 3awmo, B3auMOAeHCTBHETO, OTTHCAHO
no-rope, He TpadBa aa 6bae UIKITIOYEHO KaTo BEPOATHO. Bunpeku ToBa, Ta3zn kOMOMHaUuUs e Ouna
LULMPOKO NMPHIAraHa oT )KEHH B KIIMHUYHH H3NMUTBAHUA U € OUaa TonepupaHa aodpe.

HpyrH NeKapCcTBEHH NPOAYKTH
Jurokcud: Bb3 0CHOBa Ha AaHHUTE OT cneUNPUUHH NPOYUBAHUA 32 U3CNIEABAHE HA JIEKAPCTBEHU
B3AUMONEUCTBHA, HE C€ QUAaKBa KJIMHHYHO 3HAYUUMO B3AaMMOIEHCTBHE C JHIMOKCHH.

Dvuoovea kuceuna. He ca npoBexnaHn NpoyuBaHK4 3a H3C/IEABaHE HA B3aHMOJEHCTBHA C
pO3yBaCTAaTHH K QY3H10BA KUCEIHHA. PHCKBLT OT MHONATHA, BKIKOUKTENHO pabaoMHOIK3a, MOXe 11a
Ce YBENHYH NPH €AHOBPEMEHHA yNoTpeda Ha Py3UaA0Ba KUCENHHA 32 CUCTEMHO NMPUITOXKEHHE H
CTaTHHH. MeXaHW3IMBT Ha TOBA B3aUMOAEHCTBHE ((hapMaAKOAWHAMHYHO WIH PAPMAKOKHHETHYMHO, WIH
U ABETE) € BCe ollue HeudBecTeH. Mma chobuienna 3a pabaoMuonnia (BKIIOUMHTENHO HAKOJIKO C

(dataneH “3Xoa) NP NaUKMEHTH, NPHEMALLH Ta3K KOMOHHaLLHA,

AKO TepanusaTa ¢ y3Ma0Ba KHCEINHA 32 CUCTEMHO MPHJICXKEHHE € HATIOKHUTE/IHA, JICYEHUETO ¢
Kpectop Tpabea na 6bJe npeksCcHATO NO BpeME HA NEPHOAA Ha JeueHKe ¢ (Py3uaoBa KHCEeHHa.
Buvxre ¢cbuio Touka 4.4.

[legnaTpuyHa nonyaauns
[IpoyuBaHUs 3a B3aUMOAEHCTBHUA Ca NPOBEX/AAHH CAMO NPH Bb3PacTHH. CTeneHTa Ha
B3aMMOAECHCTBHATA B NEAHATPHYHATA MOMYNALMA HE € HIBECTHA.

4.6 PepTHAHTET, OPEMEHHOCT N KbpMEHe

KpecTop € NnpoTHBONOKa3aH no BpeMeE Ha OPEMEHHOCT H KbPMEHE.

XeHu B neTepoaHa Bb3pacT TpaOBa Aa MpHnaraT NOAXOAALLH KOHTPALUENTUBHU MEPKH.,

bpeMeHHOCT

XonecteponbT U APYrH NPOAYKTH Ha XONecTepoaosus OHOCHHTES Ca BAXKHH 338 Pa3BHTHETO Ha [U10AA.
ETo 3awo, noreHUUaNHHUAT puck oT HHXHOupade Ha HMG-CoA penyxrasara € no-ronsam, B
CpaBHEHHE ¢ NOJI3aTa OT JICUEHHETO O BpeMe Ha OpeMeHHOCT. U3cneaBaHnaTa BbpXYy dKUBOTHH
OCUTYPSABAT OFPAHHYEHH JAHHH 34 PENPOAYKTHBHA TOKCHUYHOCT (BX. TOUKa 5.3). AKO nauueHTKa
3abpeMeHee No BpeMe Ha IeUeHHUe ¢ TOBa JIEKapCTBO, NpHeMbT TpAGRa 1a Obae HezabaBHO
NpeyCTaHOBEH.

KbpMeHe
OrpaHyYeHH 1aHHK OT NYONHMKYBaHH NOKNAAH NOKa3BaT, Y€ po3yBacTaTHH NPUCHCTBA B YOBELIKATA

KbpMa. PO3yBacTaTHH ce OTAeNd B MISKOTO Ha nnbxoee. [lopanu MexaHuima Ha aelicteue Ha Crestor,
CHLUECTBYBA MOTEHLIHATIEH PUCK OT HEXENAHU peakUHH NpH KbpMaueTo, Crestor € NpoTHBONOKA3aH No
BpPEME Ha KbpMEHE,

DEPTHIHTET
Hama niBecTHU epexTh BbpXy depTunuTteTa cnea ynorpedarta Ha po3yBacTaTHH.

4.7 EdexT BLpxy cnocobHOCTTA 3a InopHpane H pabora ¢ MALIHHH

He ca npoBexaaHu npoyyBaHus 33 yCTAHOBABAHE HA BAUAHHETO Ha KpecTop BbpXY cnocobHocTTa 34
wrogupane 4 padota ¢ MatiMHK. B3 0CHOBA Ha hapMakOAMHAMHUYHKTE CBOHCTBA, HE CE OUAKBA
Kpectop na noBnuae HebaaronpHaTHO Te3u cnocobHocTu. [Ipn wodupane unu pabota ¢ MalllMHH
TpAOBa 14 ce HMa NMPEABUA, H€ MPHUEMAHETO HA JIEKAPCTBOTO MOXKE Ja NPEeAH3BHKA CBETOBBLPTEXK.

4.8 HexetaHH 1eKapPCTBEHH peaKUHH
ST
Hexenanurte nekapcTeeHH peakumun. Habnrogapaiu npu ynorpebara Ha Kpecrop, {)6HKHGBGHGC&H. L NN
NEKH M NpexoaHu. [IpH KOHTPONHPAHHTE KIMHHYHK W3THTBAHHA NOA 4 % OT MaLMEHTHTE, nﬂé}’paﬂu 16 SO
KpecrTop, ca npeKbCHAMH IEHEHHUETO NMOpaaH HEXENAaHHU PEaKLIHH. ":' ,f’ ) ET; {ue;‘._
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TabauueH CNUCHK HA HEXENAHUTE PCAKLIHH

ba3zupaHa Ha JaHHHW OT KNIHHUWYHH MPOYYBAHHA H ODLLIHPEH NMOCTMAPKETHHIOB OIMMT, Cl1€HATa
Tabnuua npeactasd NpopUNLT HA pO3YBACTaTHH NO OTHOLIEHHE HA HEXKEJIAHH JIEKAPCTBEHH PEAKLIMK.
Hexxenanute peakuuu, H30poeHH No-10ay ca KI1aCHPHUHMPAHH N0 YECTOTA U CHCTEMO-OPraHeH Kiac

(COK).

YecToTaTa Ha HEXKENAHUTE PEAKLMKU € CboDpa3eHa CbC caeaHara KoHBeHuua: yectu (> 1/100 ao 1/10);
HedecTH (= 1/1 000 no 1/100); peaku (= 1/10 000 no 1/1 000). mHoro peakn (< 1/10 000), neuspecTHa
yecToTa (He MOXKe 1a Obae OLEHEHA OT HANIMYHUTE J1aHHH ),

Ta6auna 2. Hexxenaun fekapcTBeHH peaKuHi 6a3HPAHH HA NAHHH OT KAHHHYHH NPOYYBAHHS H
NOCTMAPKETHHIOB ONHT

CuteMo-opranen YecTH HeuecTH Penxnu Muoro peakn | HenipecTHa
KJac q4ecToTa
Hapywenun na TpombouuToneH
Kpwema u uMgnama U3
cucmemda
Hapyuwenus na Peakuum Ha
HMyYHHama cucmeMd CBPBbXUYYBCTBHUTE
JIHOCT,
BKIHOYHUTETHO
aHTHoeEM
Hapywenus na 3axapeH
eHOOKDURKRAMQA anabet’
cucmemdu
TTcuxuunu Henpecus
HAPYIEHUA
Hapyuenus na [ nasobonu [lonunesponaty | [lepudepna
HepeHAMA cucmeMa (¢ A HEBPOMATHS
3amaiiBaHe 3aryba va namet | Hapylwienns Ha
CBHHA
(BKJIFOUHTEJHO
UHCOMHHA H
KOLLUMapH)
MuacTteHus
rPaBHC
Hapywenus na OuHa
oyume MUACTEHMA
Pecnupamopnu. Kamnuua
CPBOHU U Hucnues
MCOUACTIUNATIHY
HAPYVIUEHUA
Cmovanno-upesnu | Konctunau [lankpeaTur Hunapus
HAPYULEe T U s
['aneHe
AOaOMHHan
Ha OoJiKa
Xenamobwruapnu [loBHLLEHH Xuarenuua
HAPYVULCH LU 4YepHOAPOOH#H XenaTtuT
TPaHCAMHKHAa3H
Hapywenun na [pypuryc
KoXxcama u O6pus
NOOKOXCHAMA MbKAH Yprukapus

12




CUCTEMHH
CUMIITOMH
(DRESS)
Hapywuenus na Muanrus MuonaTus ApTpanrus HapywieHusa Ha
MYCKYIHO- (BKJIIOUHTENHO CYXOXKH/IHATA,
CrReIemHame MHO3HT) MOHAKOTAa
cucmemd u PabaoMunonuia YCNOXHEHH OT
CheouHume. tHama Jlynyc-noaobeH pynrypa
MbKAaN CHHAPOM UmyHOMenuHpa
Pyntypa Ha Ha
MYCKY HEKpOTH3IUpaLLla
MHONATHA
Hapywenun na XeMaTypus
Ovopeyume u
NUKOYHUME NbmMuLye
Hapywens va [ vHEKOMacCTHA
PENPOOYKMUSHUM
cucmeMa u cppoama
Obwu napywenus u | ACTeHHn Enem
eghexmu Ha
MACIIOMO HU
NPUTONCEHUE

'"YecToTaTa Lie 3aBHCH OT HATHYHETO WIH OTCHCTBHETO Ha PUCKOBH (PaKTOpH (FNK0KO03a HA rNagHo
> 5,6 mmol/l, uHaekc Ha TenecHa Maca > 30 kg/m?, NnoBUMILIEHH CTOMHOCTH Ha TPHIIIHLEPHNTE, aHAMHE3a 3a

XHNEPTOHHA).

Kakro npu apyrd HHxuOnTopn Ha HMG-CoA peaykrazara, yecToTaTa Ha HeXe/laHUTE IEKAPCTBEHM
peaKLHH 3aBUCH OT J103aTa HA NIEKAPCTROTO.

Edextu BLpXxy OnOpeunTe
[1pn nauneHTH, 1ekyBaHH ¢ Kpectop, e HabwoaaBaHa NMpOTEHHYPHUS, YCTAHOBEHA NIPH U3CIE/IBaHE C
TECT-IEHTHUYKH W KOATO € C NPEIUMHO TYOyeH npon3xoa.

B onpeaeneHH MOMEHTH OT NedenneTo npu < 1 % ot naunedture Ha 10 mg n 20 mg, 1 npu
npuoanzuTeaHo 3 % oT nauMeHTHTE, NekyBaHd ¢ 40 mg, ca HabnoaaBaHH NPOMEHH B H3CNIeBAHUATA
33 MPOTEUH B YPHHaTA OT OTPHLATENIEH PE3YNTAT WM caeau A0 ++. He3zHauuTenHO OTKNOHEHHE, B
NOCOKAa OT OTPHLATENEH pe3yiaTaT WiH cleaAd KbM +, € RabnioaasaHo npu no3a 20 me. B noeueTo
CJIy4aM MpOoTEeHHYPHUATA HAMATIABA HITM U34YE3BA CAIOHTAHHO B MPOLECA HA NEYCHHETO, U HE € N0KA3aHO
Na NpealecTsa OCTPO Y NporpecuBHo OBOpeuHo 3abonasane. OT nperneaa Ha AAHHUTE NPH
KIHHHYHHTE OMHTH H NOCTMAPKETHHIOBHTE MPOYHBaHHA, 10 CEra He € YCTAHOBEHA NMPHYHHHA BPb3Ka
MEXAY MPOTEHHYPHATA U OCTPO WK fiporpecuBHo 616peuHo 3abonssane.

l'lpu MaUHUEHTH, JIEKYBAHH C ercmp, ¢ HabJIraaBaHa XeMaTypHs, HO KJIHHHYHHUTE AaHHH COUaT, Ye
YecTOTaTa H € HHUCKA.

EdexrH BbpXy ckeneTHaTa MyCKynaTypa

KakTto npu apyru nuxuduropu Ha HMG-CoA peaykrasara, Bb3ACHCTBUA BLPXY CKENEeTHATA
MYCKYJIaTypa KATO HEYCIOXKHEHA MHANTUA, MHONATHA ( BKIIHOYHTEIHO MHO3HT) H pabaoMuonuia, ca
YCTAHOBEHU FIPH NALMEHTH N1€KYBAHHU ¢ KpecTop — BbB BCHYKH TEpaneBTHYHH J03H, 0¢00eHo B 103U
Hag 20 mg.

Yseandenue Ha HUBoTO Ha CK, BCneacTBHe Ha yBENIMUYEHHUE Ha 103aTa, € HabaonaBaHo nNpu
Opoi NaUKHeHTH Ha PO3YRACTATHH, MHOXKECTBOTO OT CJYYAHTE €A JIEKH, MPEXOIHH H aCHMNT
Ako HuBoTO Ha CK ce noBuwM (> 5 nbTH ropHata rpaHHUa Ha HOpMara), 1eyeHueTo Tpad
BPEMEHHO 1A Ce NPeyCTaHOBH (BX. Touka 4.4).
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EdekTu BbpXY HepHHs aApod

Kakto npu apyrn unxubutopu Ha HMG-CoA peaykra3larta, yBeIHUEHHE HAa TPAHCAMHHAIHUTE,
CBLP3aHO C 103MPOBKaATa, € HabNKAaBaHO NpyU MaTbK OpoH NAUMEHTH HAa PO3YBACTATHH, NO-FONAMA
YacT OT CyYaHnTe ca J€KH, aCUMNTOMATHYHH H NPEXOAHA.

KpecTtop
CiieaHuTe HEXENAHHU peaKLMM ca AOKJIaABAHH NP HAKOH CTATHHU!

o (CekcyanHa AMCPYHKUNA.
e Hzonupanu cnydan Ha HHTepCcTHUKANTHA Hen1oaApoOHa HBonecTt, 0CoOeHO Npy NPOABIKHTENHA
Tepanua {BX. Touka 4.4).

HoxnaaeaHaTa 4ecToTa Ha pabaAOMHONK3A, CEPHO3HHU YEPHOAPOOHH YBpeaH (OCHOBHO - YBEJTHUYEHH
yepHOAPOOHH TpaHCAMHUHA3HK), € NO-BUCOKA NpH A03HpoBka ot 40 mg.

[leanaTpyUyHa nonynauums
[ToeHwaBaHe Ha KpeaTHHKUHAa3aTa > [OXULN 1 MyCKYyNTHH CHMNTOMH Clie/l yNPAKHEHHS HIH

NOBHLEHA PH3IHUECKA aKTHBHOCT, ¢a HabnloJaBaHH NO-4ECTO B €HO 52-CEAMHUYHO KIIHHHYHO
Npoy4YBaHe Ha JeLa U FOHOLUH, B CpaBHEHHUE ¢ Bb3pacTHHUTE (BxK. Toyka 4.4). B apyr acnexT, npopunsT
Ha 6€30MacHOCT Ha PO3YBACTATHH € CXOAEH MPH A€LA W KOHOLIH, B CPABHEHHE C Bb3PaCTHHTE.

CbobluaBaHe HA NOAO3UPAHH HEXENAHH PeaKLIHM

CbobmasaneTo Ha NOA03UPAHHU HeXeNlaHW PeakUWH CNefl pa3peluaBane 3a ynorpeda Ha iekapcTBeHHs
NPOAYKT € BaxKHO. ToBa 1o3soaasa aa rnpoablkH HabMIOAEHHETO Ha CbOTHOLLIEHHETO NoN3a/prck 3a
NEKAPCTBEHHUA NPOAYKT. OT MEAHUUMHCKHTE CMEUHATHCTH C€ U3UCKBa Ja ¢boOLaBaT BeaKa
NOAO3HPaHa HexXeNlaHa peakuma A0:

brarapus

M3nmbaHUuTEeNHA areHuUs 0o nekapereara yi. ,Jlamsax ['pyes”™ Ne 8
1303 Cogus

Ten.: +359 2 §903417

yebcaiT: www.bda.bg

4.9 IIpepoiupane

Hsama cneumnguuHo neyeHne B cnyyai Ha npeaosupane. [pu npenosvpane, nauMeHTsT TpabBa aa ce
NEKYBa CHMIITOMATHYHO H A4 €€ 3aN0YHAT NOJAbLPXKAULA MEPKH cnopea Hyxaata. YepHoapoOHaTa
¢dyHkuua v HuBaTa Ha CK Tpabra na ce cnenat. Manko € BepoATHO xeMoananuiarta Aa 6bae or noasa.

5. OAPMAKOJOTHYHHU CBOHUCTBA

5.1 PDapMaKOAHHAMHYHH CBOkcTBA
@apmakoTepaneBTH4Ha rpyna: HHxuOuTopu Ha HMG-CoA peayxraszara, ATC koa: C10AAOQ7

MexaHu3abM HA AeHCTBUE

PoiyBacTaTHH € CENEKTUBEH U KOHKYpeHTeH HHXuOHTOp Ha HMG-CoA peaykTasara,
CKOPOCTOrpaHH4aBaLHAT €H3UM, KOHTO NpeBpbila 3-XHAPOKCH-3I-METHIATNTYTAPH KOCH3UM A B
MEBAJIOHAT, NPEKYPCOpP Ha Xonectepona. OCHOBHO Bb3ACHCTBHE PO3IYBACTATHH OKAa3Ba BbPXY YEPHHS
ApoO, OpraHbT, B KOHTO C€ H3BbLPLUBA HAMANISABAHE HHBOTO Ha XOJIeCTEpOI.

PosysacTaTuH yBenuuasa 6pos Ha uepHoapobHuTe LDL peuentopu Bbpxy Kn1eTb4yHATa M0BD
KaTO 3aCWiBa NoeMaHeTo W katabonuima Ha LDL v unxubupa yepHoapobHaTa CHHTE3a Ha
TO3H HauHH, po3yBacTaTHi Hamanasa obiuns 6poil Ha VLDL v LDL wacThum.
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dapMakoAHHAMHUYHU edeKTH

KpecTop Hamanasa nosuweHuns LDL-xonectepon, odwma xonecrepon W TPUINIHLUEPHANTE, H
nosHwaea HDL-xonecrepona. To# cbvuo nonwxasa ApoB, HeHDL-C, VLDL-C, VLDL-TG u
yBennuaea ApoA-I (Bx. Tabnuua 2). Kpectop nonnxasa n cboTHowednata LDL-C/HDL-C, o6
C/HDL-C, HeHDL-C/HDL-C u ApoB/ApoA-I.

Tabaunua 3. OTroBop HAa 103aTA NPH NANHEHTH ¢ NEPBRYHA XHNepxoJaecTepoaemun (Tun 1la
11b) (xopurupan cpeaen npoueHT HA NPOMAHA OT H3X0AHOTO HHBO)

Ho3a N LDIL-C O6m-C HDL-C TG HeHDL-C ApoB ApoA-I
[Mnatebo 13 -7 -5 3 -3 -7 -3 d,
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 8 -63 -46 10 -28 -60 -54 0

TepaneBTHYHHAT OTrOBOP KbM NeyeHHeTo ¢ Kpectop ce 3abensazea a0 1 ceaMuua OT Ha4aIOTO Ha
Tepanuata ¥ 90 % oT makcuManHus OoTroBop ¢e nocTura ao 2 ceaAMHUN. MaKCHMAJTHUAT OTrOBOP
OOMKHOBEHO C€ MNOCTUra KbM 4-Ta C€AMHLA U CE€ MOAAbPHKA CNEA TOBA.

KnuHuyHa eQrKacHOCT U 6e30nacHoCT

KpecTop € eeKTHBEH NPH BB3PACTHHU XOpa, CTPalallli OT XHIEPXOJECTEPOIeMHE, ChC WK De3
XHIEPTPHUITTHUEPHAEMHUA, HE3ABUCUMO OT PAcOBa NPHAHAMIEKHOCT, NOJ UIH Bb3IPACT, U [PH
CMELHANIHH PYITH KaTO AHA0ETHUH WK NAUMEHTH ¢ (PaMHIIHA XHNEPXONECTEPOIEMHS.

O600ueHuTe nanHu ot ¢aza Ill Ha KIMHHUHKHTE NpoyYBaHHA NoOKa3ear. uye Kpectop € edekTHBEH NpH
neyeHHe Ha ronama yactT ot naudeHTHTe ¢ Tin lla n 1Ib xunepxonecreponemus (cpeaHa wixoaHa
crorHocT Ha LDL-C okono 4,8 mmol/l), cnopea onpeaenenure ot Epponeickara oOLWHOCT Mo
aTepockaeposa npuueadn ctoiHocTH (EAS; 1998). Okono 80% ot naunenTHTe Ha 10 mg ca
AOCTUTHAIIM KenaHuTte cTtoiHocTH Ha LDL-C (< 3 mmol/l) cnopen EAS.

B enHo MamabHo npoyusaHe ¢ GOpCHpaHO THTPHpaHe Ha J03aTa, 435 nauMeHTH ¢ XeTepOo3UroTHa
paMuIHa XHNEpXonecTeposeMua ca nekyBanu ¢ 20 mg oo 80 mg. Becuuku 103HpOBKH Nokazsat
NOJIOKHUTENEH PE3YJITAT BLPXY JHNUAHKTE nokaszatend. Cnea JocTHraHe Ha JHeBHA go3a ot 40 mg
(12-ceamununo neueHune), LDL-C namansasa ¢ 53 %. 33 % oT nauHeHTUTE JOCTHraT CTOMHOCTHTE Ha
LLDL-C cnopea EAS (< 3 mmol/l).

B eaHo orBopeHO npoyuBaHe, ¢ GOPCUPAHO TUTPHPAHE HA A03aTa NPH 42 NaUWEHTH (BKITKOUYHTETHO
8 neaMaTpPHUYHH MALMEHTH) ¢ XOMO3HIOTHA (haMUIIHA XHIIEPXOJIECTEPOJIEMHA, Ca OTYETEHH
pesynraTuTe oT npueMaHe Ha 20-40 mg Kpectop. B ofiuara nonynauus cpeaHOTO NOHHXEHHE HA

LDL-Ce 22 %.

[Ipn KIHHHYHH H3NHTBAHKUSA ¢ OorpaHH4eH Opoi nauneHTH, KpecTtop nokas3ea aauTHBHA €(PEKTHBHOCT
NPHY HAMAIABAHE HA TPHIJTMUEPUANTE, KOraTo € npuemMaH B KomOuHauus ¢ peHodunbpart n yBennueHue
Ha HUBOTO Ha HDL-C B koMOMHaMA ¢ HHALKH (BX. TOUuKa 4.4).

B €AHO MYJTHUEHTPOBO., ABOHHO CJIANO0, MNauebo-KOHTPOANPAHO KIHHHYHO npoyyBaHe (METEOR),
984 nauneHTH Mexay 45 n 70 roaMHH ¢ HUCBK PUCK 33 HCXEMHYHA 00NeCT Ha CbpUETO (AeHHHPAHO
kato Framingham puck < 10 % 3a 10 r.) 1t ¢be cpeaen LDL-C 4,0 mmol/l (154,5 mg/dl), Ho ¢be
CYOKJIMHUYHA aTepoCKiIepo3a, YCTAHOBEHA Ype3 W3MepBaHe Ha Jebe/iMHaTa Ha KapoAKAHATa HHTHMA
Meaus (Carotid Intima Media Thickness, CIMT), ca paHaomu3upanmn Ha 40 mg po3yBacTaTHH BEAHBXK
AHEBHO WK nuauedo 3a 2 roadHn. PO3yBacTaTHH 3HAYUTENHO 3a0aBs NporpecHaTa Ha MakCHMaNH
CIMT Ha BcuukH 12 MecTa Ha KapOTHAHMTE apTEPHH B cpaBHeHHe ¢ nnauebo -0,0145 mm/ro
(95% C1-0,0196, -0,0093; p<0,0001). [IpoMsinaTa cNpAMO U3XOAHHTE CTOHHOCTH 3a rpynar
po3yBactaTHH € -0,0014 mm/roamna (-12%/roauHa (HeCHrHHQUKaHTHO)), B CpaBHEHHE C N
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ChpAEYHOCHLAOBH ¢cbOuTHA. [lonynauuara B npoyuyBaHeto METEOR ¢ ¢ HUCBK pHUCK OT HCXEMHYHA
SonecT Ha CHPUETO U HE € NpeACTaBUTE/IHA 3a TapreTHaTa nonynauus Ha Kpecrop 40 mg.
Ho3uposkara o1 40 mg Tpabea na ce npeaANHCBa caMoO NPH NALMEHTH C TEXKKA XHNEPXONECTEPOIEMHUA,
C BUCOK CbPAECHHOCHAOB PHCK (BXK. TOUKA 4.2).

[IpoyuBanero JUPITER (the Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin) uicneasa edekra Ha Kpectop (po3yBacTaTHH KaJlUHiA)
BLPXY NOABATA HA IOJIEMH aTEPOCKINEPOTHYHH CBPAECYHO-CBAOBHA CHOUTUA NpH 17 802 Mbike

(> 50 roauHu) 4 xeHu (> 60 roauHm).

Y4acTHULUMWTE B IPOYYBAHETO Ca paHAOMH3MpaHH Ha auedo (n=8901) nau posysactarun 20 mg
BeAHBX AHeBHO (N=8901) ¥ ca npocnenaeHH 3a cpeaeH NEPHOL OT 2 roAHHH.

Konuenpaunure Ha LDL-xonecrpona ca nonmxenu ¢ 45 % (p<0,001) 8 rpynaTta Ha po3yBacTaTHH B
cpaBHeHHe ¢ mauebo rpynara.

[Ipn post-hoc ananns Ha BUCOKO-PUCKOBA Irpyna ot JiHua ¢ 6a3nueH puck no Framingham > 20 %

(1 558 nuua), uMa 3HAYHTENHA peaAYKLUHMR B KOMOHMHHpAHATa KpaiHa TOUKa OT ChpAe4YHO-CBAOBA
CMBPT, HHCYNT H MUOKapaeH UHPapkT (p=0,028) npu eueHre ¢ po3yBacTaTHH, cnpaMo rJiauebo.
AbcomoTHaTa peayKUHA Ha PUCKa B HUBOTO Ha cbOuTUATa 3a | 000 naumeHToroavuu e 8.8,
ToTanHaTa cMBPTHOCT Oellie HeNpPOMEHeHa B Ta3n BUCOKOpHCKoBa rpyna (p=0,193). Tlpu post-hoc
aHa/IU3 Ha BUCOKOPHCKORA noarpyna ot avua (9 302 nuua o61o), ¢ H3xoaHa oUeHKa Ha pucka > 5 %
(EKCTpanojupaH Aa BKIKOUYY Mua Haa 65 roaMHn), Ma 3HauyMTe IHa peayKUnd B KOMOMHHpaHaTa
KpaiiHa TO4Ka OT CbpAE€YHO-CBAOBA CMBPT, HHCYAT H MHOoKapaeH HH(papkT (p=0,0003) npu neueHueTo
C pPO3yBacTatHH cnpsamo mauedo. AbDConoTHaTa peayKLMs Ha pUcKa B HHBOTO Ha crOuTHaTa € 5,1 3a
1 000 nauneHToroauHu. ToTanHaTa CMbPTHOCT € HEMNPOMEHEHA B Ta3H BUCOKO-PUCKOBA Irpyna
(p=0,076).

B npoyusaneto JUPITER, 6,6 % ot nnuara ¢ posysactatvi u 6,2 % ot nuuara ¢ naauebo
APEKPaTHIIH NPHEMA HA U3CACABAHOTO JICKAPCTBO NOpaan HexenaHno cvburue, Ha-yecture
HEeXeNaHU CbOUTHA, KOMTO ca AOBEJIM A0 NpEeKpaTABaHe Ha JeueHHeTo ca: muanrua (0,3 %
posyBactaTuH, 0.2 % nnaue6o), kopemna 6onka (0,03 % posysacratui, 0,02 % rnauebo) n o6pus
(0,02 % po3syBactartuH, 0,03 % nnaunebo). Hali-yecTute HexxenaHH ¢bOHTHR C HHBO NMO-TOJAMO H
pasHO Ha nnauedo ca vHpeKkUHH Ha NHkoYHKRTE MbTULIA (8,7 % polyeacTaTuH, 8,6 % nnauebdo),
HazogapHUHIUT (7.6 % posyBactaTuh, 7.2 % nnauebo), 6oaka B rvpba (7,6 % po3zyeacTaTuH, 6,9 %
nnauedo) v Mmuanrus (7,6 % posysacTtatuH, 6,6 % nnaueto).

[legnaTpryHa NONMynaLus

B eaHo ABOHHOCAANO, pAHAOMHAIHPAHO, MYJITHUEHTPOBO, NNaUeOO-KOHTPONNUpaHO, 12-ceaAMHYHO
npoyusaHe (n=176, 97 0T MbXKKH NON U 79 OT XKEHCKH no), nocneasaHo oT 40-ceaMiuHa, OTKpUTA
¢a3za ¢ TUTpHYpaHe Ha q03aTa Ha po3yBacTaTHH (n=173, 96 0T MBXKKH NOA U 77 OT XEHCKH Non),
nauneHTH Ha BBb3pacT 10 no 17 roauun (craauit I1-V no Tauep, MoMHueTa noHe | roaMHa cnea
HaYa10TO HA MEHCTPYAUMATA) C XETEPOIUTrOTHA (PaMWIHA XHIIEPXOAECTEPONEMH, NONYyYaBaT
po3yBacTaTvH 5 mg, 10 mg nau 20 mg unn nnauedo anesHo 3a 12 ceaMuuy, a ¢iiel ToBa BCUYKH
nony4asaT po3yBacTaTHH AHeBHO 3a 40 ceamuuu. B HayanoTo Ha npoyusaHero npubaunsurento 30 %
oT naureHTHTe ¢a 10 a0 13 roanwinu u npubnuzurenno 17 %, 18 %, 40 % u 25 % ca cCLOTBETHO B
craaud I, 111, IV n V no Tanep.

LDL-xonecreponst ce noHuxkaea 38,3 %, 44,6 % n 50.0 % o1 po3yBactaTuH 5 mg, 10 mg u 20 mg,
CbOTBETHO. B cpaBHeHue ¢ 0,7 % 3a nnauebo.

ctoHHocT 3a LDL-xonecrepon or no-manko ot 2,8 mmol/l.
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Cnen 52 ceaMULUM Ha U3CNIEIBAHOTO JIEYEHHE HE € YCTAHOBEH HUKAKBB €DeKT BLPXY pacTexa,
Ternoto, BMI unu nonosoto ¢cuipsaeaHe (Bx. Touxa 4.4). Tosa npoyusade (n=176) He e
NpeaHa3HAYeHO 3a CpaBHARAHE HA PEAKH HEXENaHU NEKapCTBEHH peaKLIHH.

PO3yBacTaTHH € NMPOYUBAH CHLUIO B €AHO 2-MOAHLLHO OTKPHTO KIMHHUYHO MPOYUBaHe, ¢ THTPHPAaHE Ha
A034Ta A0 XKenaHara 103a, npH 198 neua ¢ xetepo3nroTHa pamHIHA XUAEPXONECTEPONEMHA Ha
Bb3pacT 6 010 17 roanHH (88 MomueTta u 110 Momuuera, craauii no Tanep < 11-V). HauanHaTa no3a
NPpH BCHYKH NAUMUEHTH € 5 mg pO3yBacTaTHH BeAHDbX AHeBHO. [1pH naunweHTHTE HA BB3pacT 6 A0

9 roauHn (n=64) nozata MOXKE 1a C€ TUTpHpPA A0 MakCHMMaTHa a03a 10 mg BEAHDBXK IHEBHO, a MMpH
nauMeHTH Ha Bb3pacT |0 no 17 roaunu (n=134) 10 MakcuManHa no3a 20 mg BeAHbK AHEBHO.

Cnea 24 meceua Ha Je4YeHHUE ¢ pO3yBacTaThH, LS Ha cpeaHms npoueHT Ha HaMmaneHue Ha LDL-C
CNpAMO H3XOJHaTa cTOHHOCT € -43 % (u3xoano HUBO: 236 mg/dl, mecen 24: 133 mg/dl). 3a Bcaka
Bb3pacToBa rpyna, .S Ha cpeaHns npoueHT Ha HamaneHne Ha LDL-C cnpaMo U3xoaHaTa CTOHHOCT € -
43 % (13xoaHo HUBO: 234 mg/dl, meceu 24: 124 mg/dl), -45 % (n3xonHo HUBO: 234 mg/dl, Ha

mecell 24: 124 mg/dl), n -35 % (n3xoano #uBo: 241 mg/dl, meceu 24: 153 mg/dl) BbB BB3pacTOBUTE
rpynn 6 1o < 10, 10 10 < 14 u 14 po < 18, cboTBETHO.

PosyBactaTiH 5 mg, 10 mg # 20 mg n0oCTHraT cbU0 CTATUCTHUECKH 3HAMHMH CPEAHH NPOMEHU
CNPAMO H3XOAHO HUBO 34 CNEAHMTE BTOPHYHH NOKA3ATENW HA THnHanTe U annonporenHuTe: 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.
Bcaka OT Te3u NpOMEHH € B nocoka Ha NoaobpeH IMMUAEH OTroBOp U ce NoAAbLPXKA B NPOABLIKEHHE
Ha 2 TOJHHH.

He ce ycraHoraBa edekT BLpXy pactexa. Ternoto, UHTM wnn nonoroto cw3paBaHe cien 24 Mecena Ha
neyeHue (BXK. Touka 4.4).

PO3yBacTaTHH € NPoyUeH B paHAOMH3HPAHO, ABOWHOCAANO, NNaLe00-KOHTPONHPAHO, MHOTOLUEHTPOBO,
KPBLCTOCAHO npoyuBaHe ¢ A03a 20 mg BeAHBK AHEBHO, cnpaMo niauedo npy 14 geua m roHOWH (Ha
Bb3pacT 6 10 17 roaMHu) ¢ XoMO3UroTHa gaMunHa xunepxonecreponemus. IlpoyusaHeTo BKIKOYBA
aKTHBHa 4-CeAMHUYHA BCTBLITUTENHA ¢a3a Ha JHETA, MO BPEME HA KOATO NALIMEHTHTE €a JIEKYBAHH C
posyBacTaTHH 10 mg, eaHa KpBLCTOCaHa Qasa, KOATO BKIKOUBA NEPUOA OT O-CEAMMHYHO JIEYEHHE C
posyBacTaTvH 20 mg, npe/luecTBaHa WIH MocneaBaHa oT 6-ceAMHUYHO JeueHue ¢ naauebo H
noaabpxaimara l2-ceamuuna dasza, npes KosSTO BCUYKH NALMEHTH €a JieKyBaHH ¢ pO3YBaCTaTHH

20 mg. IlauMeHTHTE, KOMTO NOCTLINBAT B NPOYUBAHETO HA Tepanus ¢ €3eTUMUO WK adepera,
NPOABIKABAT NEUEHHETO CH NPE3 LIENHA MEPHOA HAa NPOYYBAHETO.

CTaTHCTHUYECKH curﬁudmxamno (p=0.005) ¥ kxaMHHUYHO 3HAYUMO HamaneHue Ha LDL-C (22,3 %,
85,4 mg/dLl. unam 2,2 mmol/L) ce Habmonaea cnea 6 ceaMUUM Ha neyeHue ¢ po3yBacTaTHR 20 mg, B
CpaBHEHHE ¢ nnauedo Npu aeua v KOHOWH ¢ XOMO3UTOTHA (GaMUIIHA XHMEPXOIeCTEPONEMHS.
CTaTUCTHUECKH 3HAUMMH HaManeHHa B obwua xonecrepon (20,1 %, p=0.003), HeHDL-C (22.9 %,
p=0,003) u ApoB (17.1 %, p=0,024), ca nabmoaapaHu ciea 6 ceAMHLM HA I€YEHHE ¢ PO3YBACTATHH
20 mg B cpaBHeHHe ¢ r1auebo NpH Aela U IOHOLLH ¢ XOMO3HIOTHA (aMUIIHA XHITEPXOECTEPONEMHUS.
[ToHnxkaBaHe cbio ce HaDMOAaBa Ha TpUrIHUepHanTe, cboTHoweHuaTa LDL-C/HDL-C,

obu C/HDL-C, nHeHDL-C/HDL-C u ApoB/ApoA-I cnen 6 ceaMniu Ha neyeHHe ¢ po3yBacTaTHH

20 mg, B cpaBHeHHe ¢ rutauebo, npy aeua  roHown. Hamanenuero va LDL-C cnea 6 ceamuum Ha
neyeHue ¢ posysactatuH 20 mg, nocneasaHo ot 6 CeaIMHULH Ha JedeHHe ¢ nnauebo, ce 3anassa B
pamMKuTe Ha | 2-CeAMHMYHO HENPEKBCHATO ICHECHHUE NIPH ACLA H KOHOUH ¢ XOMO3HIoTHa haMHNHa
xunepxoJjecreponeMus. EAMH nauneHT € iMan no-HaTaTbluHo noHHWxaeaHe Ha LDL-C (8.0%), O6ul-
C (6,7%) n He-HDL-C (7.4%) chen 6 ceamusno nevenne ¢ 40 mg cien noBUiaBaHe Ha A03aTa.

[Ipn 7-Te oueHABaHHW Aela W HOHOWH (Ha Bb3pacT 8 10 17 roaMHu) ¢ XoMO3HIroTHa paMHII

XHNEPXOIECTEPONEMHA OT OTBOPEHOTO NPOytBaHe ¢ GOPCHPAHO THUTPHpPaHe (BX. no-ropd), i/ . A \ &

MPOLEHTHOTO MoHmxkerue Ha LDL-C (21.0 %). 061w C (19,2 % ) u veHDL-C (21,0 %) o p—,-xdaifgw I )/
Sy Tmes W
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HHBO, ¢iiell 6 CeAMHLM Ha NeyeHHe ¢ po3yBacTaTHH 20 mg, € B CbOTBETCTBHE € TE3H, HabNOAaBaHY B
NOCOUEHOTO NO-Tope MPOYyUBaHE NPH Aella U IOHOWM ¢ XOMO3UroTHa aMuaHa
XHNEPXONECTEPOTEMHA.

EBponeickarta areHUMS No JeKapcTeaTa ocBoOOXKAaBa OT 3aAbJIKEHHUETO 3a NPEJOCTABAHE HA
pe3yNTaTUTe OT NPOYUYBAHUATA C PO3YBACTATHH MPH BCHUKH NOACPYN# OT NeAHATPUUYHATa NONYyJalus
3a leYeHHEe Ha XOMO3HMIOTHa (paMHIHA XUTIEPXONECTEPOIIEMHSA, MbPBHYHO KOMOWHHpaHa (CMeceHa)
AUCIHUNHAEMHUS H 33 NpOGHNAKTHKA Ha ChP/IEYHO-CBAOBUTE CHOUTHA (BXK. Touka 4.2 3a uHdopmauus

OTHOCHO ynotpeba B neavaTpusaTa).
5.2 DapMAKOKHHETHYHH CBOHCTBA
Abcopbuns

MakcuManHi nia3zMeHH HKWBa Ce AOCTHraT 5 yaca ciel nepopasiHo npueMane. AbconrorHara
OnoHanuuHocT € npubnn3uTenHo 20 %.

PasnpejeneHue
PO3yBacTaTHH C€ MOEMa OCHOBHO OT YEPHHA ApOo0, KOHTO € OCHOBHOTO MACTO Ha CHHTE3HPAHE Ha

xonectepona v oraensaHe Ha LDL-C. ObembT Ha paznpeaesieHHe Ha po3yBacTaTHH € NPUOAU3HTENTHO
134 |. Po3yBacTaTvH € CBbp3aH C NNa3MeHUTEe NMPOTEUHH, NMPEAHMHO anOyMHHA, MPUONU3ZUTENHO B

90 %.

buoTpancdopmaums

MeTaboMH3MBT Ha pO3yBacTaTHH € orpaHnucH (okono 10 %). In vitro npoyuBaHys Ha MeTabonnu3Ma ¢
H3NOA3BAHE HA YOBEIIKH XEMaTOUWTH MOKA3BaT, Y€ po3yBAacTaTHH e cnad cybcTpat 3a uutoxpom P450
obycnoseHua MetabonuzbM. CYP2C9 € 0OCHOBHHUAT H30€H3UM, KOHTO yyacTea B MeTabonuima Ha
po3yeacTaTHH, a 2C19, 3A4 u 2D6 yyacTsart B no-mafnka cteneH. OCHOBHUTe MeTabOIUTH ca N-
AeCMeTHN U NakTOH. N-aecmetin € okono 50 % no-manko akTMBEH B CpaBHEHHME C PO3YBACTaTHH,
NOKAaTO JAKTOH CE CUUTA 3a KIMHHYHO HeakTUuBeH. PolyBacTaTud onpenens noseue ot 90 % ot
aKTHBHOCTTa Ha unpKyndpawna HMG-CoA nuxubutop Ha peaykraszara.

EnumuHKupaHe

[1pubaninTenno 90 % oT po3yBacTaTHH ce eIMMUHUPaA KaTO HEMPOMEHEHO JEKAPCTRO ¢ PeKanuuTe
(abcopOupaHo U HeabcopOHpaHO nekapCcTBEHO BELIECTBO), KaTO OCTaHaA1aTa YacT CE EKCKPETHpa C
ypHHaTa. Okono 5 % ce eKCKPeTHpPa HeMPoOMeHeH B ypHHaTa. I1na3sMeHHUAT NONyKHBOT € OKOJ10

19 yaca. I'l1a3MEHHUAT NONY>KHUBOT HE C€ YBEJIMUYABA ¢ YBE/IHUaBaHe Ha aosata. CpeaHuaT nnaiMeH
KJIHPBHC € npubaniurenHo S0 auTpa Ha yac (koeduuueHT Ha BapHabunnocT 21,7 %). Kakto npu
APYrH HHXHOHUTOPH Ha PeayKTa3aTa YepHOAPOOHOTO NOEMaHe Ha PpO3yBaCcTaTHH BKITHOUBA
MeMOpaHHua npeHocuten OATP-C. To3u npeHocuTten € BaxkeH 3a 4epHoAPOOHOTO eNMMUHHpaHe Ha
pPO3YBaCcTATHH.

JIuHeiHOCT/HeTHHEeHHOCT
CucTeMHaTa eKCno3MilMs Ha po3yBacTaTHUH €€ YBeJIMYaBa nponopUHOHAIHO Ha MpHEMaHaTa ao3a.
Hama npoMaHa BbB PApMAKOKUHETHUHUTE NapaMeTPH NPH MHOTOKPATHO JO3HPAHE.

Cneyudhuunu nonyrayuu

Bb3pacT 4 non
Bb3pacTra HaHM NOABT HAMAT KIIHHHYHO 3HAYHM edekT BbpXy papMaKOKHHETHKATA Ha pO3yBAacTaTHH

MPpH BBL3PACTHU. EKCNO3MUMATA NPHA A€LA U KOHOLLM C XETEPOIUIrOoTHA (PaMHITHA
XHNEPXONECTEPOIEMHA HITNIEKAA CPABHUMA WK MO-HACKA OT Ta3H MPH Bb3PACTHH NALUEHTH C
ancannnaemus (BK. . Jleanarpyuna nonynaums no-aoy).

Paca
QapMaKOKHHETHYHHTE MPOYYBAHHUA NOKA3BAT, Y€ NPH HHAKBHAHK OT a3HaTCcKaTa paca (AnoH
KHTaiiuuM, GUINNKHUM, BUETHAMLIM U KOpEeiLIK) ce HabaoaaBa IBYKpaTHO NOBHILIABAHE B CP
AUC 1 Chax, OTKOAKOTO NPH HHAHBHAK OT KaBKa3kaTa paca. [1pu nHaniium e Hanuue NoBH
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AUC v Cpax 1,3 nbTH. He € U3BECTHO KaKBO € 3HaYE€HHETO Ha JaKTOPUTE HA OKOJIHATA CPEla U Ha
reHeTHHHHTE GaKTOPH 3a NOABATA Ha Te3W pazuKi. EAuH nonynaunoneH papMakOKHHETHYEH aRATH?
NOKa3Ba, Ye MEKAY HHAMBHIHTE OT KaBKa3KaTa M OT 4€pHaTa paca HAMa KIIMHHYHO 3HAYHMH

pa3UyHA.

b1LOpeuHa HEAOCTATHLYHOCT

B ennlo npoyuyBaHe Ha JjiMLa ¢ pa3iiMuHa cTeneH Ha 610peuHo yBpexaaHe, IEKOTO J0 YMEPEHO
016peuno 3abonaBaHe HE € NORMUAIIO MNJIA3MEHUTE KOHLIEHTPALIHK HA pO3YBACTATHH WIIH HA HEMOBHA
N-pecmerun Mmetabonut. Jluua ¢ Texxko yspexaaHe, obaue (KpeaTMHXHOB KIHpBHC < 30 ml/min), ca
HUMAJTH TPHKPATHO YBEJIMUEHHE Ha M1a3MeHaTa KOHLUEHTPALUHS, B CpaBHEHHE CbC 3paBH 100pOBOJILIH
W A€BET NBbTH NO-BHCOKA KOHUEHTpauKna Ha N-gecmetun merabonura. PaBHoBecHUTE U1a3MeHH
KOHLUEHTPaUKH Ha pO3YBacTATHH NPH MALMEHTH Ha XeMoarannia ca npubausutento 50 % no-BHCOKH

B CpaBHEHHUE CBC 3ApaBH A00POBOIILIN.

YepHoapobHa HEAOCTATLYHOCT

B eaHO npoyuBaHe Ha nWua ¢ paziMdHa CTENEH HA YEPHOAPOOHO yBpeKIaHe He €a NONYYEHH JaHHH
32 NOBHILUEHA €KCMO3HIIHA HA PpO3YyBAacTaTHH NPH nauneHTH ¢ pesyarar no Child-Pugh 7 unu no-
HUCBK. [1pH nBaMa NauMeHTH ¢ TEXKO YepHoapoOHO yBpexaaHe (pesyatart no Child-Pugh 8 u 9)
CMCTEMHATA EKCMNO3UUMA e Ouia YBeIHYeHa HAH-MAIKO JIBA MbTH B CPABHEHHE C JIMLA € MO-HUCBK
pesyatat no Child-Pugh. Hama aannn 3a naunenTu ¢ pesynrat no Child-Pugh Han 9.

[‘eHeTHYEH NOAUMOPPHUILM

Hucno3nunara Ha HMG-CoA peaykrazHuTe HHXHOMTOPH, BKJIIOYHTENHO PO3YyBACTATHH, € CBbP3aHa ¢
TpaHcnoprepHuTe npoTeHHd OATP1BI1 nu BCRP. [1pu nauneHT ¢ reHeTU4EeH NOJAUMOPPHIBM Ha
SLCOIBI1 (OATPI1B1) w/nnu ABCG2 (BCRP) uma puck oT NOBHILABAHE HA €KCNO3ULIUATA Ha
po3yBactaTvH. Mnaueuayaned nonumopdnism Ha SLCO1B1 ¢.521CC n ABCG2 ¢.421AA e ¢Bbpian
¢ npuban3utenHo 1,7 nbTH no-eucoka ekcnozvuusa (AUC) Ha po3yBacTaTHH UM 2,4 NbTH MO-BUCOKA
€KCMO3UINA, CbOTBETHO, B cpaBHeHHE ¢ reHoTunoseTe SLCOIBI1 ¢.521TT uan ABCG2 ¢ 421CC.

[leanaTpuuHa nonviauus

J1Be papMaKOKMHETHYHHU NPOYyYBaHUA ¢ pO3yBacTaTHH (Npuaarad nox ¢gopmara Ha TabneTku) npu
NEAHATPHYHH NALUHEHTH C XETEPO3UIroTHa GaMuIHa XUnepXxonecTeponeMHa Ha Bb3pacT 10 go 17 unu
6 no 17 roannu (06110 214 nauneHTH) NOKA3BAaT, Ye EKCIIOZHUHATA NPU NEAHATPHUYHUTE NALHMEHTH
H3rNeXxaa CpaBHUMA WIH MO-HUCKA OT Ta3H NPH Bb3IPACTHUTE NalLMeHTH. EXxcno3uuuaTa Ha
pO3yBACTATHH € OM1a NPEABHAMMA MO OTHOLIEHHE HA 103aTa U BPEMETO B NPOABIDKEHHE Ha 2-
rOAMLUEH NEPHOA.

5.3 [IpeakTHHHYHH JaHHN 32 Oe30MaACHOCT

[IpeAKNMHHUHHUTE NAHHH HE Ca MOKAa3a/lk CNELHANIEH PUCK NPY X0pa, Bb3 OCHOBA Ha CTAHJAPTHHTE
Npoy4YBaHHi 3a 6e30NacHOCT BbPXY OCHOBHHTE CUCTEMH, FT€HOTOKCHYHOCT, KAHUEPOTE€HEH NMOTEeHLUHAN.
He ca nposexaanu cneuHPHUYHHK u3cnearaHuns, oueHapaiy edpexrure Bbpxy hERG. Hexenauure
peakLUH, KOUTO HE ca HabnoaaBaHHU B KITHHWYHHY NPOYUYBaHUA, HO ca HabNloaaBaHH NPH XXHBOTHH,
IpY HUBA Ha €KCNO3NUMA OIMIKH 10 KIMHUYHUTE €A CNEeIHUTE: B H3NHTBAHKA 32 TOKCHYHOCT cle
MHOIrOKpaTHO NMPHIOXKEHHE C€ HabNIoaaBaT XHCTONATONIOMHYHHY YEPHOAPOOHH H3IMEHEHHA,
BCAEACTBHE Ha (PapMaKOSIOFHHHOTO A€ACTBUE HA PO3YBACTATHH MPH MHULLUKH, NIIBXOBE U B MO-HUCKA
CTENeH B AJTbYHHA MEXYP NIPH KyueTa, HO HE K NpH MaUMYyHH. B nonbkaHeHHe, ce Habnro1aBa
TOKCHUYHOCT 10 OTHOLUEHHE HA TECTHCHTE NPH MAHMYHU U KYUY€ETA NPH MO-BHCOKH N03H.
PenpoaykTHBHA TOKCHYHOCT MPH ILUTbXOBE, 3a KOATO C€ CbAW NO HAMAJIEHHUTE rOJEMHHA, TETNO H
NPEXKUBAEMOCT HA MAJIKHTE, c€ HADMKAABA NPH MATEPHOTOKCHUYHH JJ03H HA CHCTEMHA €KCMO3HLIHA,
HAKOJIKO MbTH Had HHUBOTO Ha TepaneBTHUHA €KCNO3HLINA.

6. OAPMAUEBTHYHH JAHHH

6.1 CnuchbK HA NTOMOIMHHTE BellecTBa
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ChpueBHHa Ha TabyeTKaTa

JlakTo3a MOHOXHapaT
MukpokpucTanHa uenayaosa
Kanuues docdar
KpocnoBuaon

Marue3ues creapar

O6eyuBKa Ha TabneTkara
JlakTo3a MOHOXHApAT
XHMpOMENo3a

TpHaueTuH

TwranoB auokcua (E 171)
XeneaeH okcun, uepeeH (E 172)

6.2 HecbBMeCTHMOCTH

He e npunoxumo.

6.3 Cpoxk Ha roaHocT
3 TOAUHH.
6.4 CrnennainH yCJIOBHA HE ChXPAHEHHE

bnuctepHu onakosku: Jla ce cvxpanspar noa 30°C. CbxpanssaiitTe B OpHTHHAIHATA ONAKOBKA.
6.5 Bua u chabpxaHHe HA ONAKOBKATA

bnucTepHH ONaKOBKH OT aTfyMUHHEB TaMHHAT/anyMUHHeBo Gonano no 28 TabreTky.

He BcHukH BUAOBE onakoBKH mMorat aa 6baT NyCHATH Ha nasapa.

6.6 Cnennaann npeanasHi MepKH NpH H3XBLpJaHe ¥ pabora

Hsama cneunaiHu ykazaHus.

7. IIPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA
Griinenthal GmbH
Zieglerstralle 6

52078 Aachen
[ 'epmanus

8. HOMEP(A) HA PA3PEINEHHETO 3A YIIOTPEBA

20040104

9. AATA HA ITBPBO PA3ZPEHIABAHE/TIOAHOBSIBAHE HA PASPELLIEHHUETO 3A
YIIOTPEBA

Hara Ha nbpBo paspewsaBane; 08 mapt 2004 r.
Harta Ha nocneaHo noaHosasaHe: 07 anpun 2009 r.

10, JATA HA AKTYAJIUSUPAHE HA TEKCTA
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