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1. UME HA JIEKAPCTBEHMSA MPOAYKT ——— — o0 L —
Kpectop 5 mg dunmupanu tabieTku 7\9 ?ﬁ ; | 101 2[]2
Crestor 5 mg film-coated tablets ?_\9 6 ) = 8 05_12_2025
2 KAYECTBEH U KOJIMMECTBEH CbCTAB

Besika Tabnerka chabpka 5 mg po3yBacTaTUH (rosuvastatin) Kato po3yBacTaTHH Kajauui. Beska
tabserka cpabpxka 94,88 mg nakro3a MOHOXH/IpaT.

3a MbJIHUA CITMCBHK Ha MOMOILLHUTE BELIeCTBa BUXKTE To4kKa 6.1.

3. JIJEKAPCTBEHA ®OPMA

®unmupaHa Tabnerka.
Kpbria, ouBereHa B XKbJITO TabsieTka cbe 3HaK ,,ZD4522” 1 ,,570T e/1HaTa CTpaHa M HEMapKUpaHa

OTKBM OOpaTHara.

4. KJIMHHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3aHHA

JIeueHHe Ha XMIIEPXO0JIECTEPOIEMUS

Bb3pacTHM, IOHOLIM M JIELa HA WJIM Ha/l 6-rOIMIIHA BB3PACT C MbpPBHYHA XHUIIEPXOJIECTEPOIEMHS
(Tun 1la BKIOYHUTENTHO XE€TEPO3UroTHa (paMHUIIHA XUITEPXOJIECTEPOJIEMHUS ) HITH CMECEHA
aucaunuaemus (tun 1l1b) karo nobaBka KbM JMeTaTa, KOrato pe3yjararbT OT JUeTaTa U Ipyru
HeapMaKoJIOrHYHH MEPKH (Hanp. (U3UYECKH YNPaXKHEHHU, HAMaJIiBaHE Ha TErJIOTO) HE €

3a10BOJIHTCIJICH.

Bb3pacTHH, IOHOWIM M JieLia Ha WK HaJ 6-ro/IMILIHA BB3pacT C XOMO3MIroTHa (paMUiIHA
XHUIMepxosecTeponeMus Kato 100aBKa KbM JMETaTa, KAKTO M C IPYro JIMIMHIONMOHKWKABAIIO JIeHYEHHE
(nanp. LDL adepe3a) wim Korato ToBa JIe4eHHE He € MOAX0AA1LIO.

[IpeBeH1MsA HA CbPAEYHO-CH/IOBH CHOUTHSA
[TpenorBpaTsiBaHe Ha roJieMU CbpPAEYHO-CHIOBH CHOUTHSA MPH MALMEHTH, OLIEHEHH C BUCOK PHCK 3a

MbPBO CHPACYHO-CHAOBO CbOUTHE (BXK. TOYKA 5.1), KATO JOMBJIHEHUE KbM KOPUIMPAHETO HaA JIPYTH
PUCKOBH (paKTOPH.

4.2. Jlo3HpOBKA H HAYHH HA NPHJIOKEHHE

[Tpenu 3anoyBaHe Ha TepanusaTa, NaUMeHTHLT TpaOBa na ObJie NOCTaBEH Ha CTaHJapTHA JMeTa 3a
MOHWXKABaHE HUBOTO Ha XOJIECTEPOJ1a, KOATO J1a MPOAB/KM U 110 BpeMe Ha nevyeHueTo. U30opbT Ha
JIO3UPOBKaA Ce onpeess OT MHAUBUAYAJIHUTE TEPaneBTHYHHU LIEJIM, KOUTO CE OMNpeAesIAT OT
MPENnoOpbKUTE Ha CbBPEMEHHUTE KOHCEHCYCHH PbKOBOJCTBA 3a KOHTPOJI Ha XOJIECTEPOIEMHUATA.

KpecTop MoXe 1a ce mpuema no BCIKO BpeMe Ha JeHs, CbC WK 0€e3 XpaHa.

JleueHne Ha XUNEPXOIECTEPOIEMUS
[IpenopbuBaHaTa HayajiHa 103a € 5 Wik 10 mg BeIHbXK JHEBHO, KAKTO TIPH I
npUeMaii CTaTUHH, TaKa U NMpH NpeMHHaBaHe ot aApyr uHxuourop Ha HMG-
M360pbT HA HavasHaTa 103a OT MEAMKAMEHTAa 3aBUCH OT HUBOTO Ha CEpyMH
Cbp/IEYHO-CHA0B PUCK U PUCKA OT IMOSABA HA HEXKEJIAaHW pPeaKLIUH KbM JIEYEHH
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HeOoOXOJIHMOCT, 403aTa MOXKE 4 CE KOPHIHpa, KaTo ce MPEMHHE Ha CJIEABALIOTO A030BO HHBO Cle/

4 ceaMuLM (BX. Touka 5.1). B cpaBHEHHE ¢ NO-HUCKHTE O3M M NPEABH/ MTOBHLLIEHATA Y€CTOTa Ha
cboOlLiaBaHe Ha HEXENaHH peakUuud npHy Ao03a ot 40 mg, B cpaBHEHUE C NNO-HACKHUTE A03H (BXK.

Touka 4.8), nocnesHO THTPHpaHe 10 MaKCHMAaTHaTa 03a ot 40 mg Tpabsa aa ce npeanpueMa caMo
NpH NAUMEHTH C TEXKKA XHUMEPXOIECTEPONEMHUA C BUCOK CHPAEUHOCHAOB PUCK (OCODEHO TE3H C©
baMHUITHA XMNIEPXONECTEPONIEMHSA ), KOHTO HE JOCTUIaT XKEJAHOTO HHBO HA XOJIECTEPOJI NPH IEYCHHE ¢
20 mg ¥ NpK KOUTO L CE NPaBH PYTHHHO NPOCICAABAHE B X0/1a Ha JiedeHHeTo (BXK. Touka 4.4). [1pu
3aMouyBaHe Ha JeveHne ¢ 40 mg ce npenopb4Ba NOCTOAHHO HAOMIOACHNE Ha MAUKEHTA OT CNELHATHCT.

[IpeBeHLMA HA CHPIACYHO-CHAOBH CHOUTHA
B npoyuBaHeTO 3a NOHMXABAHE HA PUCKA OT ChPeYHO-CBAOBH CbOUTHA € H3non3BaHa Ao3a ot 20 mg

(BXK. TOUKa 5.1).

Ilecuampuuna nonyaayun
Ynorpebara npu aeua Tpadea 1a ce NpoBexaa caMo OT CNELIMATUCTH.

Jleua u 1oHOILK Ha Bb3pacT 6 1o 17 roauny (craauii < I1-V no Tanep)
XeTepo3uroTHa haMuIHa XHUNEPXOIECTEPOIEMUS

[Ipy Zelia ¥ KOHOLLH € XETEPO3HIroTHA (PaMUNHa XMNEPXONECTEPONEMUS OONYaiHaTa HaYaTHa 034 €

5 mg AHEBHO.

e [lpu Aeua Ha BB3pAcT 6 10 9 rOZIMHMU C XeTEPO3UroTHA PaMHIIHA XHNEPXONECTEPONEMHUS
oOHualHUAT K030B AHana3oH € 5-10 mg nepopanHo BEAHBX OJHEBHO. be3onacHocTTa K
e(PUKACHOCTTA Ha 03U NO-BUCOKM OT 10 mg He ca Npoy4YBaHHd NMpPH TA3H NOMyJIaLMA.

e [lpu aeua Ha Bb3pacT 10 1o 17 roaguHu ¢ XeTepo3uroTHa PpaMuiIHa XHNEPXONECTEPONEMUS
oOHuYaltHUAT J030B Axana3oH € 5-20 mg nepopaiHO BEAHBXK LJHEBHO. be3onacHoCTTa M
e(HKaCHOCTTA Ha NO3K NO-BHCOKH OT 20 mg He ca MpoyYBaHH NMPH Ta3H NOMyJalUHA.

Tutpupanero Tpadra aa ce nNpoBexaa CbriacHO HHAUBHAYATHUA OTTOBOP H MOHOCHMOCT Ha
MEAHATPHYHUTE MALHEHTH, KaKTO Ce MPENopbYBa B NPENOPHKHTE 34 JICHEHHE Ha AcLia (BXK. Touka 4.4).
Jenara H 1oHotlWTe TpabBa Aa ce NOAI0KAT Ha CTAHIAPTHA XONECTEPONo-NoHHXKaBalla AMeTa Npeau
112 ce 3anouHe JICHECHHUE C pO3YBAaCTaTHH; JueTaTa TpaOBa Aa ce€ NPOAL/DKH M0 BPEME Ha JIEYEHHETO C
pO3YBACTaTHH.

XoMO3UroTHa GaMUIHA XHIIEPX0JECTEPOJIEMHA

[pu nena Ha BB3pacT 6 40 17 rognHu ¢ XOMO3UroTHa (JaMHIHA XHIIEPXONIECTEPONIEMHA,
npenopbuUTenHaTa 103a € 20 mg seaHBX AHeBHO. IMa orpaHNueH ONMUT ¢ 203 paznu4Hu oT 20 mg
MPH Ta3M NOMYJIALIMA.

Tabnerkara ot 40 mg He e noaxoAsma 3a ynoTpeda NpH NEAUATPUYUHU NALMEHTH.

Jleua no-MankH ot 6 roqHHH
Be3zonacHocTTa ¥ edrUKacCHOCTTA Ha ynoTtpebara npu aeuia no Manku ot 6 roAMHU HE ca MPOYyYBaHH.

Cneposatendo, Kpectop He ce npenopbuBa 3a ynotpeda npu AeLa no-Manku ot 6 roguHu.

Yng! @a [1IDH NMALHCHTH B CTAPDYHYCCKA Bb3pacT

[IpenopbuBaHaTa MbPBOHAYalHa A03a [IPH NauMeHTH Haz 70-rogxuIHa Be3pacT € 5 mg (BX.
Touka 4.4). JIpyro kopurupaHse Ha JO3HPOBKATA B 3aBHCHMOCT OT Bb3pacTTa He € Heobxoanmo.

Jo3upaHe npu naureHTy ¢ 6p0peyHa HEAOCTATBYHOCT
[Ipy nauueHTH ¢ NIeKO A0 yMepeHo 6s0peuHo yBpexaaHe ce npunarat obuvaiinure nosu. Ilpu

[alMEHTH C yMepeHo ObOpeUHO yBpeKaaHe NpenopbYBaHaTa [ThpBOHAYANIHA 1033 € 5 mg

(xpeaTHHHHOB KNHpBHHC nod 60 ml/min). Jlosuposkara ot 40 mg € NpoTHBONOKAa3aHa NpH Nna
ymepeHo 6b6peuto yepexaane. [Ipu nauueHTu ¢ Texxxko 6b0peyHo yBpexaaHe ynorpe
KpecTop e nporuBonokasaHia (Bx. ToukH 4.3 u 3.2).

JlozupaHe npy NaUKEHTH ¢ YHEPHOAPOOHO YBpExKIaHe
He e nabnoaaBaHa rMoBHILeHa CHCTEMHA €KCIIO3KHIIMA Ha PO3YBACTATHH IPH NAaLKe

ckanara Ha Child-Pugh < 7. Bbnpeku ToBa, NOBHILIEHa CHCTEMHA €KCNO3ULUA € Hal
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naiMeHTH ¢ oueHka no ckanara Ha Child-Pugh 8 u 9 (k. Touka 5.2). I1pu Tesn naunentn Tpsadsa aa
ce npeAnpHeMe oneHka Ha 610peyHarta ¢yHxums (BK. Touka 4.4). Hama paHHu 32 NaLUMEHTH C OLEHKA
no ckanara Ha Child-Pugh naa 9. Kpectop e npoTHBOIOKa3aH NpH NMaLHEHTH ¢ aKTHBHO Y€PHOAPOOHO
yBpexaaHe (BxK. Touka 4.3).

Paca
[py nauMeHTH OT a3MaTCKaTa paca ce Hab/o4asa NOBUILICHA CHCTEMHA EKCNO3HLMA Ha MEAHKAMEHTA
(k. ToukH 4.3, 4.4 u 5.2). [IpenopbuBaHaTa MbpBOHAYAMHA 2033 MPH NALIMEHTH OT a3HATCKH

npousxod € 5 mg. Ilpy Te3u nauMeHTH € NPOTHBONOKA3aHO MPHJIOXKEHHE Ha no3a ot 40 mg.

[‘eHeTHYEH NOJABMOPAHU3IBLM
[TokasaHo e, e reHotunosere SLCO1B1 (OATP1B1) ¢.521CC u ABCG2 (BCRP) c.421AA ca

CBBp3aHH C MOBHILABAHE Ha €KCIIO3ULUATA HA PO3yBaCTaTHH. 3a MalMEHTUTE, 34 KOUTO € H3BECTHO, Y€
uMat reHorHn ¢.521CC wnu ¢.421 AA, ce npenopbyBa NOAOBHHATA OT OOHYaHHaTa NPENOPbYHTENHA
1033 1 MaKCHMaJTHa eJHOKpaTHA AHeBHa no3a ot 20 mg Kpecrtop (Bx. Toukn 4.4, 4.5 u 5.2).

Ho3upaHe nNpy NaLKEHTH, NPEAPA3NOA0KEHH KbM Pa3BUTHE HA MHOMATHA
[Ipu nauMeHTH ¢ npeapasnonaraiiy (pakTopH 3a pa3sBUTHTE HA MHOMNATHA NPENMOPbYBAHATA HaUATHA

no3a € 5 mg (Bx. Touka 4.4).

[IpH HAKOMW OT T€3H NALMEHTH € NPOTHBROMNOKA3aHO NPWIOKEHHETO Ha A03a OT 40 mg (BxK. To4Ka 4.3).

CbITbTCTBALLA TEpAHA
Po3yBacTaTvH € cyOcTpat Ha paznuyHU TpaHcnoprepHH npotedHH (Hanp. OATP1B1 u BCRP),

PucksT oT MHonaTus (BKIKOYMTENRO pabaoMuonn3a) ce nosHuiara, korato Kpecrop ce npunara
€AHOBPEMEHHO C ONPEAEICHH NJEKapCTBEHH NPOAYKTH, KOHTO MOFaT Aa MOBHILAT MJ1a3MECHAaTa
KOHLIEHTPal¥A Ha PO3yBaCTaTHH, NOPAaU B3aUMOLCHCTBUE C TE3U TPAHCMOPTEPHH IIPOTEHHH (Hanp.
LHKJIOCTIOPHH, THKArpenop W HAKOU NMpoTea3HH HHXUOUTOPH, BKIIHOYHTEIHO KOMOHHALIMY Ha
PHTOHABHP C aTa3aHaBHP, JJONMHABHP WK TUITpaHaBHp; BXK. To4kH 4.4 ¥ 4.5). Ha npeanucsamure
NEKapH ce NMpenopbyuBa a B3EMaT NpeABH/ CbOTBETHATA NieKapcTaeHa HHPOpMaLKA, Korato oOMHCIAT
npUjarale Ha Takusa npoayKrtH 3aearo ¢ Kpecrop. Korato e Bb3M0oxHO, TpaOBa Ja ce UMaT npeaBU
AITEPHATHBHH JIEKApCTBa H, aK0O € Heo0X0AMMO, Ja ce UMa NPEeABU] BPEMEHHO MPEKbCBaHe Ha
TepanuaTa ¢ Kpecrop. B cuTyaluu, Korato e1HOBpeMEHHOTO NPUIOKEHHE Ha TE3H JICKAPCTBEHH
npoaykTH ¢ Kpecrop e Hen3bexHo, nnossara H pUcKa OT CBIILTCTBALLATA TEPANHA H KOPEKLIHH Ha
no3ara Ha Kpecrop tpabea BHHMaTenHO Aa ce oOMUCHAT (BXK. TOUKa 4.5).

4.3 IIpoTHBONIOKAIAHHA

e [lpu nauMeHTH CbC CBPHLXYYBCTBUTENHOCT KbM PO3YBACTATHH HIH HAKOE OT NMOMOINHHTE
BEHIECTBA.

e [lpu naumeHTH ¢ BKTHBHO epHOAPOOHO 3abomnaBaHe, BKIIIOYHTETHO HEYTOMHEHO,
NPOABDKHTEHO MOKAYBAHE HA CEPYMHHTE TPaHCAMHHA3H H BCAKO MOKAYBaHE HA CEPYMHHTE
TpaHCaMHHAa3H TPH ITbTH HAJ ropHaTa rpaHuila Ha HOPMaTa.

[Tp¥ nauueHTH ¢ TeXKOo OBOpedHO yBpexaaHe (KpeaTHHUHOB KIMpPBHC < 30 ml/min).

[Ip¥ naupeHTH ¢ MHOMIATHA.

[Ipn naukeHTH, NpHEMAILH €AHOBPEMEHHO codocOyBHP/BEINATACBUP/BOKCWIANPEBUP (BXK.
TO4YKa 4.5)

ITpu naudeHTH, NMpUEMalLH € THOBPEMEHHO LIMKJIOCTIOPHH.

e [lo Bpeme Ha OpeMEHHOCT, KbPMEHE U NPH KEHHU B JETEPOAHA Bb3PACT, KOWTO HE U3MON3BAT
NOAXOARIIM KOHTPALECNTHBHUA MEPKHU.

Iloszara ot 40 mg € NpOTHBONOKa3aHa NpH NMAaUWEHTH ¢ npeApasnonaray GakTopH 3
MHonaTtHi/pabaoMuonn3a. TakuBa QakTopH ca:

e YMmepeHo no creneH 6L0peyHo yBpexAaHe (KpeaTHHHHOB KIHPBHC nox 60 m
¢ XUNOTHPEOUOIUIEM.
o Jluyna MM (paMUITHA AHAMHE3A 3a HACNEACTBEHH MYCKYTHH 3abonsaBaHus.
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¢ AHaMHe3a 3a NOfABa Ha MYCKYJIHO YBPEXKAaHE N0 BPEME Ha JICUCHHE ¢ APYT MEAHKAMEHT OT
rpynara Ha HHXHOMTOpHTE Ha XHAPOKCH-METH/I-TITyTApHWI-KOEH3HM A pelyKTasara WiH ¢ puOpar.

3noynorpeda ¢ aNKOXOI.
CbCTOAHMS, NPH KOWTO MOJKE Aa C€ MOBHILUMY I1a3MEHOTO HHBO HA MEIUKAMEHTA.
JIMua oT a3Marckara paca.

ConbTeTBallo aeveHue ¢ pubpary.
(Bx. Toukn 4.4, 4.5 u 5.2).

4.4 Cnenna/JHHa npeaynpexkieHHs H NpPeAna3HH MEPKH NPH ynorpeda

bvopeyu

IMpu naumneHTH, NEKYBaHH ¢ NO-BUCOKM N03U Kpectop, no-koHkpeTHO 40 mg, e HabmoaaBaHa
BPOTEHHYPHS, KOATO € YCTAHOBEHA MPH U3C/ICABAHE C TECT-ICHTH, C MPEAMMHO TYOYJIEH IPOH3XOA H B
NOBEYETO CIY4YaM C NPEXOACH WiIH HHTEpPMHUTEHTEH Xapakrep. He e nokasaHo NpoTeHHypHATa fia
NpeAlecTBa OCTPO WK NporpecHBHO 610peuno 3abongBaHe (BXK. To4Ka 4.8). [loknanpaHara 4ecToTa
Ha cepHOo3HM OBOpedHH YRpEAHU NPH NOCTMAPKETHHIOBaTa yrioTpeda e no-sucoka npM 103HpoBKa ot
40 mg. Ouenka Ha 6b6peuHaTa GyHkLUMS TpaOBa Aa ce HANPABH N0 BPEME Ha PYTHHHO MPOCeASBaHE
npy NauKeHTH, obu4aiiHo neKypaHu ¢ 40 mg.

Ckenemna mycxyramypa

EdexT BLpXY ckeneTHaTta MycKynarypa (MHanrusa, MUONATHA H NMO-pAAKo pabAoMHOIN3a) ca
c1o0WAaBaAHH NPH NPIWIOKEHHE HA BCHYKK J030BHU pexuMH, ocobeHo npu no3u Hag 20 mg. Muoro
PEAKH Ciiydad Ha paGaoMHONKM3a ca AOKIAABAHH NPH H3MOJ3BAHETO Ha €3€THMHO B KOMOHHaUHS C
HMG-CoA penykra3uu uExubutopu. He Moxe aa 6bpae u3knoueHo papMakoaAHHAMHYHO
B3aUMOJeHCTBIE (BXK. TOUKa 4.5) ¥ e HeoOX0AHMO BHHMAaHHE MPH KOMOHHUPAHOTO UM H3MO3BAHE.

Kaxrto npu apyrure HMG-CoA penykrasHu UHXUOUTOPH, JOKIaABaHATA YECTOTA Ha pabIOMUONHN3A,
acouuHpana ¢ Kpectop npH noctMapkeTHHroBara ynorpe0da, € no-BMcoka npu Ao3npoBka ot 40 mg.

H3amepseane Ha kpeamuHkusazama
Kpeatunkunasara (CK) He TpabBa na ce u3mepsa ciel yCWIEHH YNPOKHEHHSA HIH MTPH HAIMYUETO Ha
ApyT NpUYUHHATEN Ha yBeaudeHue Ha CK, KoeTo MOe 112 3aTPYAHH ThIIKYBaHETO Ha pe3yirarta. AKO

HuBOTO Ha CK € 3HauMTENHO NOBUILIEHO NMPH H3XOAHO HHUBO (> 5 MbTH ropHaTta JOMyCTUMA IpaHHLIa),
TECT 33 NOTEbPXKAABAHE Ha pe3ynTara TpaOBa Aa Obje HalpaBeH B PaMKHWTE Ha 5—7 AHH. AKO

MOBTOPHOTO H3C/eABaHE TOTBbPAH M3X0AHO HHBO Ha CK > 5 NbTU ropHaTa A0MyCTHMA IPaHHLIa, He
TpAOBa na ce 3ano4Ba JIEYEHHE.

IIpeou nevenuemo

Kakto u apyru uuxuburopu Ha HMG-CoA peaykrazara, Kpecrop TpabBa na 6vae npeanncsaH ¢
0c0o0eHO BHHMAHHE NPH TNALMEHTH, 338 KOUTO Ca HATHLUE (PaKTOpH, Npeapas3noaralllyd pasBHTHE Ha
muonaTus/pabaomuonusa. Takusa pakTopu ca;

o b16peuHo yBpexaaHe.

XHINOTHPEOKIHIBM.

JuunHa unu paMHiiHA aHAMHE3A 3a HACNEACTBEHO MYCKYJIHO 3abosiaBaHe.

YcTaHOBEHa MYCKYJIHA TOKCHYHOCT KbM Apyru uexuburopu Ha HMG-CoA peaykrasara win
dubparu.

3noynorpeba ¢ ankoxon.

[TanuenTH Ha Bb3pact Hay 70 roguHu.

CnCcTosHHS, MPH KOMTO MOXKE Aa c€ HabmrozaBa NOKaYBaHe Ha IUTa3MEHHTE HHBA (BX. TOYKa 5.2).
EnnospemeHHO npuioxerue Ha pubpary.

[pu nogo6HK nanMeHTH TpAOBA Aa ce NpeABHAN OTHOILICHHETO PUCK/NON3a 1 aa 61

Noa KJIMHHYHO HaOmoneHne. AKo H3XoaHoTo HHBO Ha CK € 3HaYyuTenHO NOBHLIEH
ropHaTa rpaHHLia Ha HopMara), He Tpsa0Ba [a ce 3ano4sa JICUEHHE.




Ilo epeme na nevenuemo

[ManmeHTHTE CcE 3aab/DKaBaT He3abaBHO Na AOKNAABAT HEOOACHUMH MYCKYJIHH 00NKM, ycelaHe 3a
cnabocT UM cXBalllaHe, Haii-Beue ako ca CBbp3aHH ¢ HepasnoaokeHue wik ¢edpunurer. [1pu teau
naumeHTH TpsOBa Aa ce uaMepaT HhueaTta Ha CK. Tepanusra Tpabpa ga ce npekparH, ako HHBOTO Ha
CK e 3HauMTenHO NoBUileHO (> 5 MbTH ropHara JONYyCTUMAa rpaHULA), HITW MYCKYJTHUTE CUMITTOMH ca

TEXKH W MPHUHHABAT €XKEAHEBHO HepasnouokeHHe (1opy HUBOTO Ha CK na e < 5 mbTH ropHara
NOMYCTHMA IrpaHHLA). AKO CHMIITOMHTE M34e3HaT U HHBOTO HAa CK ce Hopmanusupa, Moxe f1a ce
NOMMCIH 3a NMOBTOPHO Nevenre ¢ Kpectop wiu antepHatueed HHXHOHTOp Ha HMG-CoA penykrasata
B Hali-HUCKa f03a noja HabmoaeHre. Pyrnano HabmoaeHre Ha HUBOTO Ha CK npu nauqeHTH Oe3
CHMITTOMH HE € OCHOBATEITHO.

HMa MHOrO peJiky JOK/1aIH 338 UMYHOMEIUUPAHA HEKPOTH3MpALLa MUOMATHA, KOATO KNIMHKYHO C€
XapaKTeprH3upa ¢ NEPCHCTHPALIA MPOKCUMAaIHA MYCKYJIHaA ¢1abocT M NOBHLIEHA KpeaTHHKMHA3A 110
BpEME Ha JIeYEHHETO WK Clle]] CTIMpaHe Ha CTATHHWTE, BKJIIOYHTETHO po3yBacTaTHH. Moxe aa e
HeoOX0AMO NOMBIHHTEIHO HEPBHOMYCKYJTHO WIH CEpOJIOrHUYHO u3cnensane. Moxe na ce Hanoxu
NeYeHHe ¢ KMYHOCYNPECHPALIH JIEKAPCTBA.

B naxonko cny4as ce choOlliaBa, ue CTaTHHUTE HHAYLUHPAT de novo Wiy BIIOLLIABAT BEYE
CHILECTBYBAlla MHACTEHHA TPABUC HJIM OYHA MHacTeHus (BK. Touka 4.8). [Ipunoxenuero Ha Kpectop
Tpa0Ba Aa ce cnpe B ciyvaii Ha BOlIaBaHe Ha cuMnToMuTe. UMa cbobLIeHH 3a peLiMauB NpH
(NOBTOPHO) NpKHJaraHe Ha CLIIMA WIH Pa3IMYEH CTATHH.

[Ipy kiuHAYHWTE H3NKMTBaHHA Ha Kpectop He ca HabmonaBaHy NaHHH 3a NOBHILIEHH €DEKTH BbPXY
CKeJIETHATa MYCKY/aTypa B ManikaTa rpyna naluucHTH, TpH KOWTO KpecTop € npuwiaras ¢ Apyro
ChITbTCTBALLO JICHEHHE, YBEJIHUEHHE HA YECTOTATa Ha MHO3UT U MUONaTHe e HabmoaasaHo, odaue,
NpH NalKMeHTH, Noay4asaliy aApyru nHxuoutopu Ha HMG-CoA peaykrasara 3aeHO ¢ LIHKJIOCTIOPHH,
NPOK3BOAHH Ha GHOPHHOBATA KHCENIMHA, BKIKOYUTENHO reM(PpuOpo3i, HHKOTHHOBA KHCENHHA,
a30710BH AHTHMHKOTHLIH, NPOTEa3HH UHXHOWTOPH H MaKpPOJIHAHH aHTHOHOTHLH. ['emPubposun
MOBHILIABA PUCKA OT MHOIIATHA, aKO C€ NIPHEMa €THOBPEMEHHO ¢ Hakou nHxuburopu Ha HMG-CoA
pexyKrasata. [lopaau ToBa, komOuHauuaTa Mexay reMoubpo3un u Kpectop He e mpenopbUMTENHA.
[Ton3ata oT AOMTbAHHTENHO CHHXKABAHE B IMMHAHUTE HHUBA B PE3YNITAT OT KOMOHHHPAHOTO NPHEMAHE
Ha Kpecrop u ¢ubparn unu HuauuH, tpadea ga Obae BHUMATENHO H3YHCEHA CITPAMO MOTEHLUHAITHHUS
pHcK OT noaoOHH koMbuHauuu. [lpu eqHOBpEMEHHO NMPHIIOIKEHHE HA (PUOpATH, JIEYEHHETO C AO3H OT
40 mg e mpoTHBONOKa3aHO (BXK. TOUkH 4.5 H 4.8).

Kpectop He TpabBa ga ce npunara eZHOBPEMEHHO € (PY3HI0BA KUCEIUHA 32 CHCTEMHO NMPUIIOXKEHHUE
HJIH B PaMKHTE Ha 7 JHH Clie[l CMpaHe Ha JIeYeHUETO ¢ py3uaosa KucenuHa. IIpu nauveHTy, npu
KOMTO H3MOJI3BAHETO HAa Qy3UI0BA KUCEJIMHA 32 CHCTEMHO TIPHIOXKEHHUE € 3HAYUMO, JIEMEHUETO ChC
CTaTHHH TpaOBa a2 6bAe NpeyCTAaHOBEHO Npe3 LieNUs [IepUo Ha NedeHuKe ¢ Qy3uaoBa KuceanHa. Uma
cb00IIEeHKA 3a pabaoMuonH3a (BKIIOMUTENHO HAKONKO ¢ daTaneH H3X04) NpH NaUHEHTH, IPHEMALLLH
¢$y31I0Ba KHCEJIMHA ¥ CTATHHH B KOMOHHaLma (Bx. Touka 4.5). [launenrure Tpabea na 6baar
NMOCHBETBAHH /1@ NOTHPCAT HE3aDABHO MEAMLIMHCKA NMOMOILL, 2KO W3IMTHTBAT CHMITTOMHY Ha MYCKYJIHA
cnaboct, 6onka unH 6oneszHeHocT. JleueHHETO ChC CTaTHHH MOXE Aa ObAe NOAHOBEHO CEAEM JHH
cnel nociaeqHara ao3a Ha pysmnosa kuceauHa. [1pH n3BsHpeIHH 0OCTOATENCTBA, KOraTo €
HeoOX0aHMa NPOABLKUTENHA YNoTpeda Ha (py3HA0Ba KHCENHHA 32 CHCTEMHO NPIIOKEHHE, HANpUMED
3a JleYeHHE Ha TEKKK MHPEKLHHU, HeoOX0AUMOCTTa OT EAHOBPEMEHHO NpUIIOXKeHUue Ha KpecTop u
by3unosa kucenrHa TpsadBa ga ce NpelieHH HHAWBKAYAITHO, U MO CTPOT MEAULIMHCKH KOHTPOJL.

KpecTtop He TpabBa aa ce ynoTpebaBa NpH NalMEHTH ¢ OCTPH CEPHO3HM CHCTOSHUA, MPEANONaraliu
MMOIIATHA, WM Npeapa3nosarailyd KbM pa3BHTHE Ha OB0peyHa HEAOCTATBYHOCT, BCIIEACTBHE

pabaoMuonn3a (Hanp. CENcHC, XHIIOTOHHA, roJigMa Onepanus, TpaBMa, TEXKH METaboNHUTHH
EHJOKPHHHH W €NEKTPOJIMTHH HapyilleHHA WIH HEKOHTPOITHPaHH MbpYOBE).

Te)KKH KOXXHH HEXEJIaHW PeaKLHK

TexXKH KOXKHH HeXeJJaHH peakliiH, BKJIIOUYHTETHO CHHAPOM Ha Stevens-Johnson (
peakums ¢ eo3uHogpuwius U cucreMHn cumnroMu (DRESS), kouro Morar aa 6naaT
KMUBOTO3ACTpallaBalllK WIH C JIETAIEK U3X0/, ¢a JOKIA[BaHU NpH ynotpedara Ha
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Touka 4.8). [lo BpeMe Ha Ha3Ha4yaBaHeTO My, MaUMeHTHTE TpAOBa na ObaaT HHPOPMHUpaHH 32
PU3HALMTE X CHMIITOMHTE Ha TEXKH KOXXHU peakLMH U Ja 6baaT BHHMATETHO HabmonaBaHH. AKO ce
[IOABAT NPHU3HALIM 1 CHMITTOMH, NPEANONaraily Te3n peakuu, sedeHuero ¢ Kpecrop tpadsa na 6vae
NpeyCTaHOBEHO He3abaBHO H Ja 6b1e 06MHUCICHO aNTEpHATHBHO JIEYEHHE.

AKO NalMeHTHT pa3sBHe cepHosHa peakuus karo SJS win DRESS npu ynorpebara Ha Kpecrop,
neuenuneto ¢ Kpectop He TpaOBa HHKora aa ce noAHOBABA MPH TO3H NALHEHT.

BiusHHe BBpXY YepHHsA qpob

Kakto npu apyru naxuburopu Ha HMG-CoA peayxrasara, Kpectop TpsOsa BHUMATEIHO Aa ce
npunara Npy NaiMeHTH, KOUTO NPUEMAT rOIAMO KOJMUYECTBO AIKOXOJ H/HIH ca UManH 3abonsBaHe Ha
yepHuA apo6. [TpenopbLUMTENHO € fa ce HanpaBaT H3CNEABaHHA Ha YepHHA Apo0 npeax, U 3 Mecena
cnen 3anoysaHe Ha neuyenuero. Kpecrop pabea na 6nae npeycTaHOBEH WK A03aTa TpadBa Aa ce
HaMalli, aKO HUBOTO HA CEPYMHHUTE TPaHCAMHHA3M HaABHUILABA TPH MbTH FOpHaTa rpaHULA Ha
HopmMara. JloknaaBaHaTa 4€CTOTa 3a CEPHO3HH YEPHOAPOOHH YyBpeaH (3aKII04BAlLH CE TTIABHO B
yBEJIHYEHH YEPHOAPOOHH TpaHCaMHHAa3H) NPH NOCTMAPKETHHIOBATa ynoTpeda, € No-BUcoKa npH
no3upoBKa ot 40 mg.

[Tpy MalHEHTH ¢ BTOPHHMHA XUNEPXONECTEPONEMHUA, TPHUHHEHA OT XHINIOTHPEOUAUIBM HITH
He(pPOTHYEH CHHAPOM, OCHOBHOTO 3afonsapaHe TpaOBa /1a CE JIEKYBa NMPEAH 3aMOYBAHE HA JICYEHHE C

KpecTop.

Paca
dapMaKOKHHETHYHHTE MPOYYBAHHUs MOKA3BaT, Ye MPH MALMEHTHTE OT a3HATCKATa paca € Hanuue no-
BHCOKA EKCNO3ULIMA B CPABHEHUWE C TE3H OT KasKa3kara (Osnara) paca (BX. Toukn 4.2, 4.3 u 5.2).

[IpoTeazHy HHXHOUTOPH
[TosuieHa CUCTEMHA €KCITO3ULIMA Ha pO3YBACTATHH € Habnoaapana npy NaLMeHTH, NPHEMALLH

pO3YBACTATHH €IHOBPEMEHHO € PazIHYHH NPOTEasHH HHXUOHTOPH, B KOMOHHALIMA C PUTOHABHP.
Tpabra xa ce 0OMHCIH KaKTO Mon3ara OT NHANJONOHKWKAaBaHe Ype3 ynorpeda Ha Kpecrop npu
nawuueHTH ¢ HIV, KkouTO NpHeMaT nporeasHn HHXHOWMTOPH, TAaKa U AOTEHLMANA 32 MOBKILIEHA
KOHLIEHpALIMA Ha PO3YBacTaTHH, KOTATO ce 3ano4yBa TepanusaTa U ce NnosMiliaBa go3ata Ha Kpectop npu
NalHWeHTH, JIEKYBaHH C NMpoTeasHd HHXUOUTOpH. ETHOBPEMEHHOTO NPHIIOKEHHE C OTIPEACIICHY
npoTeazHd HHXHOHTOPH HE Ce NpenopbyBa, OCBEH ako 103aTa Ha KpecTop He ce KopHrupa (BxX.
tabnuua 1 ¥ Touku 4.2 1 4.5).

HenoHoOCHMOCT KBM JIAKTO3a
[TauMeHTH C peaKH HACIEACTBEHH POOIEMH KATO rajlakTO3Ha HEMOHOCHMOCT, ITBJIEH JIAKTa3€H
NeHLHUT WIH ITIOK030-ranakro3Ha ManadcopOLua He TpadBa Aa npueMat ToBa AEKapCTBo.

UutepcTHunanHa 6enoapobHa Oonect
JToknaneaHH ca U30JHPAHH CJIyyad Ha HHTepcTHUHaHA 6enoapobHa bonecT npy NPUICKEHHE Ha

HAKOHW CTATHHH, 0COOCHO NPH MPOALDKHTENHA Tepanta (BXK. Touka 4.8). KNIHHHYHHTE NPOABH MOrar
Ja BKJIOYBAT AMCIHEA, HENPOAYKTHBHA KallUTKLia M BiOLIABaHe Ha oOwoTo cheToaHue (yMopa, 3aryba
Ha TerJio H TpecKa). AKO UMa NOAO3peHHe, Ye NaLIMEeHTHT € pa3sBUN HHTEpcTHUHANHA OenoapobHa
Honect, TepanuATa ChbC CTATHH TpadBa na ObAe NMpEeycTaHOBEHA.

3axapeH auaber

Hsaxoun noxa3arencTsa NpeAnoiarar, Y€ CTAaTHHATE KaTo Kjac NOBUILABAT KPbBHATA [UIIOKO3a H NPH
HAKOM NALMEHTH, BUCOKOPHCKOBH 3a pa3BuTHe Ha auadbet B Obacile, Morar aa A0BEAAT A0 TAKOBA
HMBO HA XMMIEPIrJIHKEMHA, [TPH KOETO € MOAXOAALIO NPUNIATAHETO Ha peoBHATa IpHXKa, NPOBEXKAAHA
npu nuader. To3u puck, obaue ce HaaAeNABa OT peAYKLUMATA HA BACKYJIapHHA PHCK C
CIENOBATENHO, He TPAOBa na ObAc MPHYHHA 33 CIIMPaHE HA CTATHHOBATA Tepanus. Py
NaLMeHTH (FI0Ko3a Ha rnagto 5,6 mo 6,9 mmol/l, vHaeke Ha TenecHa maca > 30 '{
CTOMHOCTH Ha TPUIMHLEPHAWTE, XUNEPTOHUA) TpAbGBa 1a C€ NPOCNEAABAT KaKTO /
OHOXHMHYHO, CBIMMACHO HAUMOHAIHHUTE PbKOBOJCTBA.
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B npoyusasero JUPITER, cbobiuenara ofuia yecrora Ha 3axapeH nuaber e 2,8 % 3a po3yBacTaTiH H
2,3 % 3a nmnauebo, raBHO NPH NALMEHTH € IMIOK03a Ha riagHo 5,6 no 6,9 mmol/l.

[leanaTpyyHa nomynaums

OueHsBaHETO HA THHEHHOTO U3pacTBaHe (BHCO4HHA), Terno, BMI (Hnaekc Ha TenecHaTa Maca) H
BTOPHYHHTE MOJIOBH GeNle3H Ha NOMOBOTO Ch3pABAHE N0 CKanaTa Ha Tanner NnpH neaHaTpHYHA
MauMeHTH Ha Bb3pacT 6 no 17 roauHH, npueMalld po3yBacTaTHH, € OrpaHH4Y€HO A0 ABYTOAUIICH
nepron. Cnex ABe rOAMHY Ha TPETHPAHE M0 BpeME Ha NPOY4BaHETO, He € 3a0ena3aH HHKAKbB ePeKT
BBPXY pacTexa, Ternoro, BMI wiu nonoBoto chipasaHe (BX. Touxa J.1).

B KIHHMYHO NpOYUBaHe HA J€La H IOHOLUH, MPHEMAILHM PO3YBACTaTHH 3a 32 CEAMHLM, NOBUILABAHE HA
CK > 10xULN ¥ MYCKYJIHHTE CHMIITOMH €€/l YNIPaXHEHHE WK NMOBHILEHA (PUIHYECKA AKTHBHOCT Ca
HabnioaaBaHu NO-4€CTO, B CPABHEHHE C HAOTIONEHHNA OT KITMHHYHH NPOYYBAHHUA TTPH Bb3PaCTHH (BX.

Touka 4.8).
4.5 BianmoneiliCTBHE ¢ APYI'H JEKAPCTBEHH NPOAYKTH B APYrH GOpMH Ha B3anMoaelicTBre

Egpexm na eonospemenno npunazanu rexapcmeenu RPOOYKmu 6bpxy po3ysacmamun

UuxuOHTOpH HA TPAHCMIOPTEPHATE NPOTEUHH
Po3syBacTaTuH € CyOCTpar Ha onpenesieHH TPAHCTIOPTEPHH NMPOTEHHH, BKTIOYHTENHO YEPHOAPOOHHA

wireik TpaHcnioprep OATP1B1 u eduyke tpancnoprepa BCRP. EAHOBpeMEHHOTO NPHNIOKEHKHE HA
Kpectop ¢ nekapcTBeHH POAYKTH, KOHTO Ca HHXHOUTOPH HA TE3H TPAHCIOPTEPHH NPOTEHHH, MOXKE
Ia AOBede N0 MOBHILABAHE HA MJIa3MEHATa KOHICHTPAUKA HA PO3YBAaCTATHUH Y [OBHUIIEH PHCK OT
mronaTua (BXx. Tabauua |1 ¥ Touku 4.2 u 4.4).

HEKHOCHOQHH

I[Tpu eAHOBpEMEHHOTO NIpUAMKeHue Ha KpecTop ¢ UMKIOCNOpHH, cpeaHuTe cTohHocTH Ha AUC Ha
PO3YBAaCTATHH ca OWIH CpeAHO 7 ITbTH MO-BUCOKH OT Te3H, HabnioJaBaHyu NpH 3apasu AoOpOBOIILM, HA
KOHTO € NpHIoKEHa ChiltaTa ao3a (BxK. Tabnuua 1). Kpectop € nporHBonokasaH NpH NalUeHTH, KOUTO
eAHOBPEMEHHO MOJYYaBaT LMKIOCIIOPHH (BXK. TouKa 4.3). ETHOBPEMEHHOTO NPHIIOKEHHE HE €
HOBNHANO IIA3MEHHUTE KOHLIEHTPALMU Ha LUKIIOCHOPHH.

Tuxarpenop

Tuxarpenop unxubupa tpancnoprepa BCRP, koero Boau ao 2,6-kpatHo yeeanuerue Ha AUC Ha
pO3yBacCTaTHH, KOETO MOXKE Ja ROBeJe AC MOBHILECH PUCK OT MUoraTHA. TpAabBa Ja ce npeueHar
[IOJI3HUTE OT MPEAOTBPATABAHETO Ha IOJIEMH HEXKEaHH CbPACYHOCHAOBH CLOMTHSA Ype3 ynoTpedara Ha
pPO3YBACTATHH M PUCKOBETE NPH NOBHLIEHH TLTa3MEHH KOHLIEHTPALWK Ha PO3YBACTATHH.
CeM¢puOpo3M ¥ APYTH THNHAONIOHMKABALILA NPOAYKTH

EnHospemMenHoTo npuinoxenue Ha Kpectop u rempubposun e 1oBeno A0 ABYKpaTHO MOBHIUEHHE HA
Cmax H AUC na posyBacTaTuH (BXK. Touka 4.4). JlaHHUTE OT (papMaKOKHHETHYHHTE MPOYUBAHUA,
H3cNedBallH JeKapCTBEHHTE B3aMMOAEHCTBHA, HE MOKA3BAT B3auMoaeHcTRUe ¢ peHodubpar, Ho €
Bb3MOJKHA MOABa Ha papMakoAHHAMHYHEY B3auMoaeilicteui. I'empubposui, peHoduodbpar u
OCTAHANIUTE MEAHKAMEHTH OT rpynara Ha ¢pubpaTUTe H JIRMHAONOHMKABALKTE A03M (B 103K > | g Ha
JAEH) HHALMH ( HUKOTHHOBA KHCEHHa), MOBKILIARAT PHCKA OT NOABA HA MHOMATHA NMPH KOMOHHUpaHE ¢
HHXHOMTOPH Ha XHAPOKCH-METWI-TYTAPWI-KOEH3UM A peayKTasaTa, Hali-BepoATHO nopain ¢akra,
ye NOCJIeAHUTE MOTaT Jia NPeAM3BHKAT NOABATA HA TOBA YCIIOXKHEHHE W NIpH MOHOoTepanus. [lo3ara or
40 mg e NPOTHBONOKA3aHA NPH eAHOBpEeMEHEH NMpueM Ha puoOpaTH (BX. ToukHu 4.3 1 4.4). Ilpu Te3u
MAaLHEHTH JIeYEHHETO ChIlo TpAOBa Aa 3ano4He ¢ 5 mg.

Eserumu0d
EnsosBpemennoTo w3nonspaHe Ha 40 mg Kpecrop ¥ 10 mg esetumMud, He BoaH 10 npo
Ha JiBaTa NMPOAYKTa, KOraTo ce NpWIaraT npu 3apasu gooposonud. Uma 1,2 mbTH nop
Ha po3yBacTaTHH, korato 10 mg Kpecrop u 10 mg eseruMu®d ca npunoxeHu npH ny
xunepxonecreponemus (tabnuua 1). He moxe aa ce u3kmouu papMakoanHaMHYHL
MEXIY TAX, KOSTO [la HMa 33 Pe3YNTaT HEXeJIaHH peakuuH (BX. Touka 4.4).




[IpoTea3HH HHXUOUTOPH
BBNpeKkH 4e TOYHKAT MEXAHW3bM Ha B3@8MMOACHCTBHE HE € U3BECTEH, €AHOBPEMEHHOTO NPUNOKEHHE C

NPOTEa3HH HHXUOHUTOPH MOXKE PH3KO Ja MOBUILH SKCNO3ULMATA HA PO3YBAacTATHH (BXK. Tabnuua 1).
Hanpumep, eAHOBPEMEHHOTO NpUIOKeHHe Ha 10 mg po3yBacTaTHH H KOMOHHHPAH NMPOAYKT, ChCTOALLL
ce OT ABa npoteasHu uaxuburopa (300 mg arazanasnp/100 mg puToHaBHp) No BpeMe Ha €HO
(bapMaKOKHHETHYHO MPOYUBAHE TIPH 34paBH NOOPOBOILM, C€ ACOLMHPA C IPHOIHIHUTENIHO TPHKPATHO
HapacteaHe Ha AUC Ha posyBacratuH. EAHOBpeMEHHOTO NpUAokeHHe HA KpecTop U HAKoH
KOMOWHALMHA OT NPOTEa3HH HHXHOMTOPH, MOXKE a C€ UMa MPEABH/L CJie]l BHHMATETHO NNPELCHABAHE
Ha KOpeKLMHTE Ha Jo3ara Ha Kpectop, Ha 0a3a 04aKBaHOTO MOBHIIICHHE HA €KCHO3HLIMATA Ha
po3ysacTaTdH (Tabnuua 1 u Touxku 4.2 1 4.4).

AHTHALHAX

EnxoBpeMEHHOTO NpHIOKeHKe Ha KpecTop ¢ aHTHauKAHA CYCNeH3H, ChABPXKALLA ATYMHHHEB H
MarHe3HeB XHAPOKCHJ, € AOBEJIO 10 HaMaNsaBaHe Ha IU1a3MEHATa KOHLICHTPAlUA Ha PO3yBaCTaTUH C
npubnuauTenHo 50 %. To3u edekt e 6un orcnaben, KOrato aHTHaUMIUTE Ca AaBaHH 2 4aca Ciel
npuema Ha Kpectop. KNnHHMUYHOTO 3HauY€HHE Ha TOBA B3aHMOJEHCTBHE HE € H3CACIBAHO.

EpMTpOMHLIMH
EnHoBpeMeHHUAT npHeM Ha KpecTop 1 epHTPOMHULIMH, € aoBen 10 20 % HamaneHune Ha AUC o) 1

30 % HaManeHne Ha Cpax Ha pO3yBacTaTHH. B3auMoaeHCTBHETO MOXKE Ja € NPEIH3IBUKAHO OT
MOBMILIEHHA YPEBEH MOTHIIMTET, BCJICACTBHE HA MPUEMA HA EPUTPOMHMLIHH.

En3suMH OT cucTeMaTa Ha uuroxpoM P430

IlaHHHMTE OT in vitro M in vivo Npoy4BaHHA NOKA3BaT, Y€ pO3yBaCTATHH HE € HUTO HHXHOHMTOP, HHTO
MHAYKTOP Ha udToXpoM P450 uzoensnmure. PosyBactaTH € ciab cybcTpat 3a Te3u H30€H3HMH.
CnenoBaTtenno, IEKapCTBEHH B3aUMOACHCTBUA, pe3yaTar OT uMToXpoM P450-Meannpanus
MeTabonu3bM, He ce ouakeat. He ca HaOmoaaBaHH KIIMHWYHO 3HAYUMM B3aUMOACHACTBHA MEXIY
po3yBacTaTHH K daykoHason (HHxuOuTop Ha CYP2C9 u CYP3A4), unu xeTokoHa3o (HHXHOUTOp Ha
CYP2A6 u CYP3A4). EnHoBpeMeHHHAT NpHeM Ha HTpakoRa3on (MHxubutop Ha CYP3A4) u
pO3yBacTaTHH, BoAH 10 28 % ysenuueHue Ha AUC Ha po3yBacTaTHH. ToBa MaNko yBETHUYCHHUE HE €
KIHHH4HO 3Ha4MMO. o TasH npuyKHa, TEKapCTBEHH B3aHMOACHCTBHA B CIECACTBHE Ha METAbOAH3bM,
MeANHPaH oT uuToXpoM P450, He ce ouaksar.

B3auMoaelcTBHA, KOUTO MIUCKBAT KOPEKIIMA Ha J103aTa Ha PO3YBacTaTHH (Bx. cbitio Tabnuua 1)
Koraro e Heobxoaumo aa ce npunara Kpectop eq1HOBPEMEHHO ¢ APYTH JIEKAPCTBEHH NPOAYKTH, 34

KOHTO € W3BECTHO, Y€ MOBHINABAT EKCMO3ULMATA Ha pO3yBacCTAaTHH, A03uTe Ha Kpectop Tpabaa na ce
kopurupar. Ha npeanuceaiuure nexapu ce npenopb4ea Aa B3eMaT NpeABH] CbOTBETHATA JICKAPCTBEHA
uadopMaLya, Koraro OOMHCIAT NpUAAraHe Ha TaKMBa NPOAYKTH 3aeaHo ¢ Kpecrop. 3anousa ce ¢
no3a na Kpectop oT 5 mg BeH®X JHEBHO, aKO 04aKBAHOTO NMOBHIIEHHE Ha ekcrnosHuuaTa (AUC) e
NpUOIM3HTENHO ABYKPATHO WM n0-ronaMo. MakcumManHara AHeBHa no3a Ha Kpectop Tpabsa pa ce
KOpPHIHpa TaKa, 4e¢ OYaKBAHATA EKCMO3HLUA Ha pO3yBacTaTHH HAMA BEPOATHOCT /1a HAJIBHIIM Ta3H Ha
40 mg nueBHa go3a Kpecrtop, npuet 6e3 B3auMoaeHCTBalIH JIEKAPCTBEHH NPAYKTH, HANPHUMEP 103a OT
20 mg Kpecrop ¢ rem¢pubposzun (1,9 mptu nopuwenue) 1 go3a ot 10 mg Kpecrop ¢ koMOHHalus
pUTOHaBHp/aTazaHaBUp (3,1 MbTU MOBULIEHHUE).

AKo ce HaOnoAaBa, e AeKapcTBeH npoaykT nopumaea AUC Ha po3yBacTaTHH NMO-MaJIKO OT 2 ITBTH,
HAayasiHaTa £03a He Tpa0Ba a ce HaMandpa, HO TpAOBa fa ce MOoAXOXAa ¢ BHHMAaHHE, aKOo A03aTa Ha

Kpectop ce noeuiuu Haa 2(0) mg.




Tabauna 1. Edexr Ha eAHOBpeMEHHO NPHJIATaH JIEKAPCTBEH NPOAYKT BbpXY €KCNOZHIHATA HA
posyBacTtaTHH (AUC, B BH3x0oaam pea) oT nyO/IHKYBAHH KIHHHYHH NPOYYBAHHSA

ITosnmasane Ha AUC Ha pozyBacTaTHH 2 nbTH HJIH NOBeYe OT 2 IbTH

JH030B peKHM HA H030B peKHM HA IIpomana B AUC ua
B3aHMOAEHCTBAIIOTO JIEKAPCTBO PO3YBACTATHH PO3YBACTATHH
CodocbyBup/BennaracBup/BOKCHNANIPEB 10 mg eaHUYHA 1034 7,4 mvtn T

up (400 mg-100 mg-100 mg) +
Bokcunanpesup (100 mg) Beansx
ITHEBHO 3a 15 nHH

LuknocnopHuH 75 mg ABa IMTH Ha JEH 10 mg BeaHBX AHEBHO, 10 qHM 71 metu T
1o 200 mg apa nbTU Ha AcH, 6 Mecela

HMapomyramua 600 mg 2 x fH., 5 AHK 5 mg, eANHHYHA 1033 52 nsri T
Pel‘opacbeHHG 160 mg, BEAHDbK JHCBHO, 5 mg, CAMHKYHA 03a 3,8 NETHU T
14 nHu

ATtazanasup 300 mg/puronasup 100 mg 10 mg, eaAnHnuHa J032 3,1metu T
BEAHDBXK JAHEBHO, 8 AHH

Pokcagycrat 200 mg npe3 aeH 10 mg, eAMHHYHA 1034 2,9 moTH 1
Bennaraceup 100 mg BeaAHbK AHEBHO 10 mg, eaMHH4YHa A03a 2,7 meTH 1
Momenoruuu6 200 mg BeaHbXK AHEBHO, 10 mg, eaMHH4YHa g03a 2,7 nvrh |
6 auu

Tukarpenop 90 mg aBa MbTH AHEBHO, 2 10 mg, eaMHHY4Ha a03a 2,6 mbTH |
IHH

OmbuTacBup 25 mg/napuranpeBup 5 mg, eAMHHYHA 1034 2.6 bTH |

150 mg/ puronasup 100 mg BeaHBXK
auesHo / nazadyeup 400 mg 2 neTH
nHeBHO, 14 AHM

Tepudnynomua, Jlepnynomun He ¢ Han®uHa 2,5 mbtn T
Banagycrat 600 mg BeAHLXK AHEBHO, 20 mg, ennHKHYHA D034 2.5mbta T
8 nHH

I'pazonpesup 200 mg/endaceup 50 mg 10 mg, enuHuyHa 0033 2,3 mbTH 1
BeAHEX AHEBHO, 11 AHm

[‘nekanperup 400 mg/nudpeuraceup 5 mg BeAHDBK AHEBHO, 2,2 TbTH |
120 mg BegHbK qHEBHO, 7 AHM 7 AHM

Jlonunaeup 400 mg/puroHasup 100 mg 20 mg BeAHBK AHEBHO, 7 AHM 2,1 mbtu T

JIBa IMbTH Ha AeH, 17 AHHU

Kanmatuun6 400 mg aBa m»TH Ha AcH 10 mg, eaMHWYHA a03a 2,1 nbru 7

Knonuaorpen 300 mg Harosappalia 20 mg, eauHHU4Ha no3a 2 bty T
no3a, nocneapaHa ot 75 mg Ha 24 yaca

PocramaTuanb 100 mg aBa bTH Ha 20 mg, enMHUYHA N03a
ACH
@ebykcocTtar 120 mg BeAHDBXK AHEBHO 10 mg, eqvHUyHa no3a




Tadamuanc 61 mg 2 obTH AHEBHO Ha 10 mg, eanHMvHa g03a 2,0 moti T
aeH | ¥ 2, mocneaABaHo OT BEAHBX
AHEBHOHA ACH 3 U 9

[emdubpo3nn 600 mg aBa MLTH Ha AEH, 80 mg, eIMHHYHA 032 1,9 metn T
7 OHH

IHopumasane ua AUC #a po3yBacTATHH NO-MAJIKO OT 2 NbTH

J[030B peXxuM Ha H030B pexHEM HA IIpomsina B AUC Ha
B3aHMOAcHCTBAMOTO JNEeKAPCTBO PO3YBACTATHH pO3yBACTATHH
EntpomGonar 75 mg BeAHBXK AHEBHO, 10 mg, eanHu4Ha n03a 1,6 mbtH T

5 oHM

Hapynasup 600 mg/puronasup 100 mg 10 mg BeaHBXK QHEBHO, 7 AHM 1,5 mbti T
J1Ba MbTH HA ZI€H, 7 JHH

Tunpanasup 500 mg/puronasup 200 mg 10 mg, eaHHH4HA J03a 1,4 nbtn T
ABa MbTH HA AcH, | | AHM

Hpouenapon 400 mg asa nbTH Ha ACH He € HanuuHa 1,4 memn T
UrpakoHason 200 mg BeAHLX JHEBHO, 10 mg, enHU4HA A0O3a 1.4 motu T

S OHH

Ezetumu6 10 mg BeAHbK AHEBHO, 10 mg, BeAHsK JHEBHO, 14 qHH 1,2 motn T
14 aum

e

IMonuxasane Ha AUC Ha po3yBacTaTHH

J030B pexnm Ha 0308 pexuM HA IIpomana B AUC na
B3aHMOAEHCTBAMIOTO JIEKAPCTBO PO3YBACTATHH PO3yBACTATHH'
EpurpomuiimH 500 mg 4eTHpHM NbTH Ha 80 mg, eAMHHYHA 1032 20% 4

neH, 7 IHH

Baukanuu 50 mg TpH ITbTH Ha JEH, 20 mg, eAMHUYHA 1032 47 % 4

14 auu

* JaHHHTE, NOCOYEHH KATO X ITbTH NIPOMAHA, NPEACTABAT NMPOCTO ChOTHOLIEHHE MEXTY
eJHOBPEMEHHO NMPHIOKEHHE H NPWIOKEHHE Ha PO3yBACTATHH CAMOCTOATE/THO. JIaHHHUTE, MOCOYEHH
Kato %, NPeACTaBAT MPOLICHTa Pa3/IHKa, OTHECEH Ha CAMOCTOATEHOTO MPUIOKEHHE Ha
PO3yBaCTATHH.

[ToBumaBaHeTO € NPEACTABEHO KaTO ,,T“,nonmeﬂnem KaTo ,,»L”.
“"Hakonko nmpoy4YBaHHA 3a B3aUMOACHCTBHE ca NPOBEAEHH C pasiHiHy A03MpoBKH Kpecrop,
TabiMuaTa NpeACTaBs Hai-3HaYMMOTO CHOTHOLLEHHUE.

AUC = mnoin noa KpHBara;

CnegHHTE NEKapCTBEHH NPOAYKTH/ KOMOHMHALMHA HE OKa3BaT KIUHHYHO 3Ha4YHM edekT Bbpxy AUC Ha
PO3YBACTATHH IPH €AHOBPEMEHHO NPHIIOKEHHE!

Anernurasap 0,3 mg npunoxeHne 3a 7 aHu; QPeHodpudpar 67 mg 7 AHU NPUIIOKEHHE TPH ITHTH HA JICH;
Oaykonazon 200 mg 11 aHu npunoxeHne BeAHbX AHEBHO, PozamnpeHaup 700 mg/puroHasup
100 mg 8 guu npunoxeHue aBa NbTH Ha JeH; Kerokonason 200 mg 7 AHH NpHNoXKEHUE [Ba MbTH HA
neH; Pudamnuu 450 mg 7 qHY NpHIOKEHUE BEAHBXK AHEBHO; Crinmapud 140 mg 5 qHM npuioxeHue
TPH TbTH HA JCH.

Egbexm na pozyeacmamun ebpxy eOHOBPEMERHO NPWIA2AKY AeKAPCMEEHYU NPOOYKMU

AHTaroHMCTH Ha BUTaMHH K ‘
[Momobuo Ha apyru nHxubuTopn Ha HMG-CoA peaykraszara, 3aroyBaHeTo Ha IM ¥
WM THTPHPAHETO HAa RO3aTa MY NPH NaLUEHTH, NMPHEMALIH AHTArOHHCTH Ha BHTIMBH Kuiddl}
sapdapHH WIH APYTH KYMapHHOBH aHTHKOAryJ/IaHTH), MOXKE Aa JIOBEAE A0 NOBHILICHNC §
MEKIyHapOHOTO HOpMalK3HpaHo choTHolenue (International Normalised Ratlog
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[TpexbcBaHETO Ha IEYEHHUETO MK HamMalABaHE Ha A03aTa Ha THTpUpaHe ¢ KpecTop, MOXe fa AoBeae
no Hamaneuue Ha INR. [Ipu nonoOHM cuTyaunu ce npenopbuBa MOHKWTOpHpane Ha INR.

[fepopaiHH KOHTpaLENTUBH/ XOPMOHO3EMECTRALIA TEpanis
ExHoBpeMeHHUAT NpHeM Ha KpecTop H nepopanHy KOHTPaLENTHBH, € IoBeN A0 NopHInasaHe Ha AUC

Ha €TUHWA €CTPAHON K HOpPrecTpeN, CbOTBETHO € 26 % U 34 %. Te3n noBHIICHM rnlazMeHH
KOHUEHTpALMH TPAOBa 2 ce B3eMaT Mo BHHMAaHHUE, KOraTo Ce Onpeaens AJ03HPOBKaTa Ha
nepopanHuTe KoHTpauenTed. HiMa papMaxOKHHETHYHH NAHHH 33 NALKEHTH, KOUTO NpUeMar
eHOBpeMeHHO KpecTop U xopMoHo-3amecTBalla Tepanus. ETo 3a1o, B3aMMOeCTBUETO, OTIHCAHO
no-rope, He Tpa6Ba aa 6ble H3KIKOUYEHO KATO BEPOATHO. BBIIpeKH ToBa, TasH KOMOHHaLIHA € Ouna
IHPOKO MPHJIAraHa OT XEHH B KIMHUYHH H3NHTBaHKA U € Ouna TonepupaHa aodpe.

T'K JIEKA €HU Il KTH
Juzokcun: Bb3 OCHOBa Ha JAHHWTE OT CNELUM(UUHH NPOYYBAHHA 33 U3CIICABAHE HA JICKAPCTBEHH
B3aHMOJACHCTBHA, HE CE OYAKBa KIIHHHYHO 3HAMHMO B3aHMOIEHCTBHE C AUTOKCHH.

@y3uooea kucenurna: He ca npoBexXaaHH NMpoy4YBaHUS 3a H3CJIEBaHe HA B3AHMOAECHCTBHS C
pO3yBacTaTHH H (Y3HAOBA KMCEJIHHA. PUCKBT OT MHONIaTHA, BKITIOUMTENIHO pabOMHOJIH3a, MOXKE Aa
ce YBEJIHYH NPH €AHOBPEMEHHa ynoTpeba Ha Py3Ua0Ba KHCEIHHA 33 CHCTEMHO NPUIOKEHHE H
cTaTHHU. MeXaHH3MBT Ha TOBA B3aumoaeiicTane ((papMakoAHHAMHYHO WK HapMaKOKHHETHYHO, WIH
H ABETE) € BCe oule HendBecTeH. Ma chobiieHus 3a pabaoMHoH3a (BKITIOYUTENIHO HAKOJIKO €
¢daTaneH W3X0A) MPH NALMEHTH, IPHEMAILHY Ta3u KOMOHHALHA.

AKO TepanuaTa ¢ ¢py3ua0Ba KUCENHHA 38 CHCTEMHO MIPHUIIOIKEHHE € HAIOXKHMTEIIHA, IEYEHHETO C
Kpectop TpabBa na 6b1e NpekbCHATO NO BpEME Ha MEPHOJA HA JICUEHHWE ¢ (PY3UJ0Ba KHCENHHA.
BuxTe ¢cpmo Touka 4.4,

[leguaTpHuHa NoMynaLxa
[TpoyuBanus 3a B3aUMOAECHCTBHUA ca NPOBEXKIaHU CaMO NpH Bb3pacTHH. CTENeHTa Ha

B3aMMOCHCTBUATA B NEAHATPHUYHATA MOTY/1allHA HE € H3BECTHA.

4.6 QepTHIARTET, OPEMEHHOCT H KbPMeEHe

KpecTop € npoTHBONOKa3aH no BpeMe Ha OpEMEHHOCT M KbpMEHE.
XKenu B gereponHa Bb3pacT Tpadsa Ja npuiarat noAXoAqIIH KOHTPaLENITHBHH MEPKH.

bBpeMeHHOCT

XonecTeponbT ¥ APYTH NPOAYKTH Ha XOJECTEPOIOBUR OMOCHHTES ca BaXKHH 34 Pa3BHTHETO HaA ILTOAA.
Eto 3310, noreHuManHUAT puck oT uHxuOupane Ha HMG-CoA peaykra3sara e no-rojisam, B
CpaBHEHHE C MOJ3aTa OT JICYEHHETO MO BpeMe Ha OpemeHHoCT. M3cneaBaHHATa BbPXY XKHBOTHH
OCHUT'YPABAT OrpaHHYEHH JaHHK 3a PENPOXYKTHBHA TOKCHYHOCT (BXK. TOUKA 5.3). AKO NALIHEHTKA
3abpeMeHee No BpeMe Ha JICUEHUE C TOBA JIEKApCTBO, NPpHEMBT TpaOBa Aa Obae HezabaBHO
NpeyCTAHOBEH.

KbpMeHe

OrpaHuyeHH JaBRHHM OT NyONHKYBaHH JOKIAOK NOKA3BaT, Y€ pO3yBaCTATHH [PHCHCTBA B YOBCIIKATA
KbpMa. Po3yBacTaTHH ce OTAENA B MIIAKOTO Ha rutbxoBe. Ilopagu MexannsmMa Ha aekictsie Ha Crestor,
CBUIECTBYBA MOTEHLHAJIEH PHCK OT HEXEJIAHH PeaKkLUHH NIPH KbpmadeTo. Crestor € MpOTHBOIIOKA3aH 1o
BpPEME Ha KbpMEHE.

deprunurer
Hsama n3BecTHm edekTH BbpXY PepTHnuTeTa ciea ynorpedara Ha po3yBacTaTHH.

4.7 EdexTn BbLpxy cnocobHoCTTA 32 ogHpane n pabora ¢ MalIAHH

523*
2

He ca npoBexaaHu NpOy4YBaHHWA 3a YCTAHOBABAHE Ha BIUAHMETO HA KpecTop BLp w 04 §v '
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Kpectop aa nosnuse HeOnaronpuaTHO Te3u criocodHocTy. [Ipn wodupane win pabota ¢ MalUWHHA
TpsaOBa Ja ce MMa MPEABH, Y€ IPHEMAHETO HA JISKAPCTBOTO MOXKE [1a MPEAN3BHKA CBETOBBPTEX.

4.8 HexeaHH 1eKapCTBEHH PEAKIIHH

Hexxenanure nekapcTBeHH peakuuu, Habmonasanu npH ynorpedara Ha Kpectop, 0OMKHOBEHO ca
NeKH U npexXoaHH. [Ipy KOHTpONUpaHKUTE KIMHKUYHH U3NUTBaHMA, NOA 4 % OT nalUeHTUTE, TEKyBaHH
¢ Kpecrop, ca npekbcHany Je4eHHETO NOPaay HEXKENaHH PEaKLMH.

TabanyeH cCIUCHK Ha HEXKEIAHUTE PEaKIIHU

BasupaHna Ha JaHHM OT KJIHHHYHH NMPOYy4BaHHA H OOIIMPEH MOCTMAPKETHHIOB OIMT, CACIHATA
TabNMUa npecTaBs NpoPWIBT Ha pO3YBACTATHH M0 OTHOWICHUE HA HEXKEAHU JICKAPCTBCHH PEAKLIMH.
Hexenanure peakiuu, H30pO€HH MO-A0MY €a KNaCHQHLKPAHHU M0 Y€CTOTa U CHCTEMO-0OPraHeH Kiac

(COK).

UecToTaTa Ha HEXENAHUTE PEeakUHH € ¢bo0Opa3eHa C¢be cieHaTa KOHBeHUMA: YecTd (> 1/100 no 1/10);
HeuectH (= 1/1 000 no 1/100); peaxu (= 1/10 000 no 1/1 000); mHoro peaku (< 1/10 000), HeusBecTHA

yecToTa (He MOXKe aa Obe OLieHeHa OT HAJTMYHHUTE JIaHHH).

Tabnnna 2. HexelaHH JeKAPCTBEHH PeaKIHH 0A3HPAHH HA AaHHH OT KJIHHHYHH NPOYYBAHHA H
NOCTMAPKETHHI OB ONHT

Curemo-oprasen YecTH HeuecTn Peaxn Mpuoro peakn | HenssectrHa
: KJIAC | 4YeCTOTA
Hapywenus na TpombouurtoneH
Kpo8ma u aumMpHama S
cucmema _ _
Hapywenus na Peaxuyu Ha AHa(uW1aKkTHYHA
UMYHHamMa cucmema CBPBLXYYBCTBUTE peakuus
JTHOCT,
BKJIKOUMTETHO
AHTHOEIEM
Hapywenun na 3axapeH
EHOOKpURHAMA nuaber!
cucmema _ |
Hcuxuunu Henpecus
HapyuieHus |
Hapywenua na ["napoGonwu [Tonunesponaru |I[lepudepna
HepeHama cucmema € a1 HEBPONATHA
3aMaiiBaHe 3aryba Ha namer | HapyiueHus Ha
ChHS
( BKIIKQUHMTETHO
MHCOMHHA H
KOILIMAapH)
MuacreHnns
| FpaBHC
Hapywenusa na OuHa
ouume MHACTEHHSA
Pecnupamopnu, Kauvua
2PBOHU U Hucnyes
MEOUACMURANHU
HapyuweHus
Cmomawino-ypeenu | Konctunan [TaHkpeaTuT
HapyueHus Ust
["'anene
AbagoMHuHan
Ha 0osKa
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Xenamobunuapru [ToBuIIEHH | XKpireHnua
HapyuieHus YEPHOAPOOHH Xenatur
_ _ __| Tpancamunazyd |
Hapywenun na [IpypuTyc CuHapoM Ha
Koxcama u O6puB Stevens-
NOOKONCHAMA MbKaH Yprukapus Johnson,
neKapcTeeHa
pEaKLMA C
€03HHOPWIHA H
CUCTEMHH
CHMNTOMH
| (DRESS)
Hapywenua na Muanrus Muonatus ApTpanrus Hapywienus Ha
MYCKYAHO- (BKJIIOUHMTENTHO CYXOXHIHATA,
ckeaemuHama MHO3HT) NOHAKOra
cucmema u Pabaomuonuiza YCII0)KHEHH OT
cveQuHumensiama | JIynmyc-noaoben pynTypa
muKan CHHAPOM HMyHOMeauHpa
Pynrypa Ha Ha
MYCKY/I HEKPOTH3Hpalla
_ . N | MHOnaTHs
Hapywenua na XeMaTypHui
bvOpeyume u
| nuxouHume nvmuye .
Hapywenua na [ “HEKOMacTHS
penpooykmueHama
cucmema u zypoama_| .
Obwu napywenus u | ACTeHus Enem
eghexmu Ha
MACMOmo Ha
| npunooicenue _ _ _
'"YecToTara 1€ 3aBHCH OT HAJIMYHETO HIH OTCHCTBHETO Ha pUCKOBK (hakTopH (rNIIOKO3a Ha INaJHO
> 5,6 mmol/l, uHaexc Ha TenecHa Maca > 30 kg/m?, noBHILIEHH CTOMHOCTH Ha TPHUIJIKLIEPHAKTE, aHAMHeE3a 34
XHINEPTOHHUSA).

Kakro npu apyru uuxuburopu Ha HMG-CoA peaykrasara, yectoTaTta Ha HEXXEJIAHHTE JIEKAPCTBEHH
peakuMHK 3aBHCH OT J03aTa Ha JICKApCTBOTO.

EdexTn BEpXY 666peuuTe

[Tpu naumeHTH, NeKyBaHH ¢ Kpectop, € HabnoaaBaHa MPOTEHHYPHS, YCTAHOBEHA ITPU U3CIICABAHE C
TECT-ICHTHYKH M KOATO € C peAUMHO TYOYIEH MPOU3XOL.

B onpeaecneH MOMEHTH OT JledeHHeTo, nNpu < 1 % ot naumenture Ha 10 mg u 20 mg, v npu
npubasuTenHo 3 % OT nalMeHTUTE, NieKyBaHu ¢ 40 mg, ca HabniogaBaHN NPOMEHH B W3CIEABAHHATA
33 MPOTEHH B YPHHATA OT OTPULIATEJIEH PE3yaTaT WM ciieau Ao ++. He3HauuTenHo OTKIOHEHHKE, B
I0OCOKA OT OTPMLIATENCH PE3YATAT WIH Cneau KbM +, € Habnioaasano npu ao3a 20 mg. B noseuero
Cy4aM, NpOTEHHYPHATA HAMAJABA WIH M34€3Ba CMIOHTAHHO B MpOoLIeca Ha ACYEHHETO, M HE € A0Ka3aHO
Ia NMpeAlecTBa OCTpO U nporpecuBHo 61LOpeuHo 3abonaane. OT nperneaa Ha AaHHUTE NMPH
KITHHAYHHKTE ONHMTH U MTOCTMAPKETUHTOBUTE NPOY4BaHHA, A0 CEra HE € YCTAHOBEHA NMPHUYMHHA BPb3Ka
MEXOY MPOTEHHYPHATA H OCTPO WK NnporpeciBHO O10pe4HO 3abonsapane.

[1pu naumenTH, nekyBanu ¢ Kpecrop, ¢ HabnioaaBaHa xeMaTypus, HO KIIMHHYHHTE AaHHH w
i R o
YyecToTaTa it € HHCKA. &

3
Y

EdeKkTH BbpXY CKEICTHATa MYCKYJIaTYpa & [ YA

Kakro npu apyru nuxuburopu Ha HMG-CoA peaykrasara, Bb3aeHCTBHA BbPXY C 1; & ;. o

MYCKYJIaTypa KaTO HeYCNOXHeHa MHAITHst, MHONaTHA (BKJIIOUHTEIHO MHO3UT) H paQye
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YCTaHOBEHH NpPH NaLMEHTH eKyBaHH ¢ KpecTop — BbB BCHUKH TEPaneBTHYHU 034, ocoOeHO B 103U
Hax 20 mg.

VBenuuerue Ha HUBoTO Ha CK, BCcieCTBHE HA yBEIUYEHHE HA A03aTa, € HA0MI0JAaBaHO MPH MATBK
Opoii TalMeHTH Ha PO3YBACTATHH; MHOXECTBOTO OT CIyYaHTe Ca JICKH, NPEXOJHH U aCUMITTOMaTHYHH.
Axo uuBoto Ha CK ce noBviuM (> 5 ITbTH ropHaTa rpaHMLa Ha HOpMaTa), IEYEHHETO TpaOBa
BPEMEHHO /12 ce MPEYCTaHOBH (BXK. TO4Ka 4.4).

EdexTn BbpXy YepHua Apob

KakTro npu apyru unxuburopy Ha HMG-CoA penykrasata, yBeAHUCHHE HA TPAHCAMUHA3HTE,
CBBP3aHO ¢ JO3UPOBKATa, € HabMoAaBaHO NMPH MATbK OPOH nalKeHTH HA PO3YBACTaTHH, NO-roJIAMa
YacCT OT CAY4aHTe Cca NEKH, RCHMNTTOMATHYHHK H NPEXOJHH.

Kpectop
CneaHuTe HEXEaHU PEaKLMH Ca AOKIAABaHH [IPH HAKOH CTATHHH:

e (CekcyanHa AMCOyHKLHA.
e Hionupanu cnyyan Ha HHTEpcTHIManHa 6enoapodbna BGonect, 0cobEHO NpH NPOALIKHUTENHA
Tepanus (BxK. Touka 4.4).

JloknaasaHaTa YecToTa Ha pabAOMHONK3a, CEPHO3HH YePHOAPOOHH yBpeaH (OCHOBHO - YBEITHYEHH
yepHOAPOOHH TpaHCAMMHA3U), € NO-BUCOKA MPH J03UpoBKa oT 40 mg.

[leauaTpyyHa nomyaalus
[TouniapaHe Ha kpeaTMHKMHa3ata > 10XULN M MyCKyJTHH CHMIITOMH, Cnea ynpakKHeHHA WIH

noBUileHa PHU3NYECKa aKTHBHOCT, Ca HabI0AaBaHH MO-YECTO B €JHO S2-CEAMHYHO KIHHKUYHO
MPOYy4YBaHE Ha AELia U IOHOLLHK, B CPABHEHHUE ¢ Bb3pacTHUTE (BXK. Touka 4.4). B Apyr acnekT, npodpuasT
Ha 6e30TIaCHOCT Ha PO3YBacTaTHH € CXO[EH NPH AeLa H FOHOLLIH, B CpaBHEHHE C BL3PACTHHTE.

CpobliiaBase Ha MO03MPAHK HEXKENAaHH PEaKIHK
Crob6waBanero Ha NOAO3WPAaHH HEXXENaHU peakLi|M ciel paspellaBaHe 3a ynorpeda Ha JIeKapCTBEHNS

NPOAYKT € Ba)kKHO. ToBa no3sonsea aa Npoab/LkH HabnloaAEHHETO Ha CHOTHOLIEHHETO NMOA3a/PHCK 3a
neKapcTBeHHs NMPOAYKT. OT MEAHLIHHCKHTE CNELHATHCTH C€ M3HCKBA @ ChoOIaBaT BCAKa

noAo3KpaHa HeXXenaHa peakiius J0:

bbarapas

H3nuvaHdTeRa areHuus No ieKapcraarta
ya. ,,Jlamsau ['pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaliT: www.bda.bg

4.9 IIpeao3mpane
Hsama cneundutHo seueHHe B ciy4ail Ha npenosupane. [Ipn npenosupane, nauHeHTsLT TpaOBa jaa ce

NIeKyBa CHMITTOMATHYHO M Ja ¢€ 3allOYHAT NOAABPKALLM MEPKH CIOpeA HyxaTa. HepHoapobHaTa
¢yuxums v HiBaTa Ha CK TpabBa xa ce cnenat. Manko e BepoaTHO XeMoAHanu3ara aa 0bAe oT nonsa.

5. PAPMAKOJIOTHYHHU CBOMCTBA

3.1 PapMaKoAHHAMHYHH CBOHCTBA

dapmaxkorepaneBTH4HA rpyna: HHxuburopu Ha HMG-CoA peaykrasara, ATC

MexaHH3bM HA JICHCTBHE
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Po3yBacTaTHH € ceneKkTiBeH W KoHKypeHTeH HHxuouTop Ha HMG-CoA penykrasara,
CKOPOCTOrPaHHUYABALIMAT €H3UM, KOHTO NpeBpPbLIA 3-XHIAPOKCH-3-METHITTYTAPHA KOCH3UM A B
MEBANIOHAT, MPEKYpcop Ha xonectepona. OCHOBHO Bb3/IeHCTBHE PO3yBacTaTHH OKa3Ba BbPXY YCPHUS
apo6, opraHbT, B KOHTO ce H3BbpPUIBA HAMANABaHE HUBOTO Ha XOJIECTEPOIL.

PosyBacTaTuH yBenuuasa 6pos Ha yepHoapobHuTe LDL peuenropu BbpXy KneTshuHaTa MOBBPXHOCT,
KaTO 3aCHJIBa NMoeMaHeTo W katabonusma Ha LDL u urxubupa yepHoapobuara cuHtesa Ha VLDL. Ilo
TO3H HAYMH, pO3yBacTaTHUH HamansBa obuus 6poit Ha VLDL u LDL wacThup.

dapMakoIHHAMAYHH eQEKTH
Kpectop namanaea nosumeHus LDL-xonecrepon, o01ma xonecteposi 1 TPUIIHLEPHANTE, U

nosuwasa HDL-xonecrepona. Toii cpino moHmwkasa ApoB, ieHDL-C, VLDL-C, VLDL-TG u
yBesuyasa ApoA-I (Bx. Tabnuua 2). Kpecrop noHwxkasa u crotHoweHusTa LDL-C/HDL-C, obuy
C/HDL-C, neHDL-C/HDL-C u ApoB/ApoA-I.

Tabauna 3. Orrosop Ha 203aTA NPH NAKHEHTH ¢ TbPBHYHA XHAEpXoJecTepoaeMus (THN Ila
ITb) (xopRrupaH cpeen NpPOLUEHT HA NPOMIHA OT H3IXO0AHOTO HHBO)

Mo3a N LDL-C O6m-C HDL-C TG neHDL-C ApoB ApoA-l
[lnauebo 13 -7 -3 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 -35 -40 8 -23 -51 -46 J
40 18 -63 -46 10 -28 -60 -54 0

TepaneBTHYHHAT OTIrOBOP KM JiedeHUeTo ¢ Kpectop ce 3abenf3sa A0 1 c€AMHLA OT HAYANOTO Ha
TepanuaTa U 90 % oT MakCMMaJTHUA OTrOBOP C€ MOCTHIra A0 2 ceIMULIM. MaKCHMATHHAT OTTOBOD

OOMKHOBEHO C€ TMOCTHIra KbM 4-Ta CeAMMULIA M Ce MOAABPKA ClIE] TOBA.

KnuHnyHa epMKacHOCT H De3onacHoCT

KpecTop e edekTHBEH NpH BL3PACTHH XOPa, CTPALAIIM OT XHIIEPXONECTEPOIEMHA, CbC HiIH be3
XHNEPTPUTNTHLEPHACMHIA, HE3ABHCHMO OT pacoBa NPHHAIEKHOCT, 110 HAH Bb3PacT, H NpH
CreL{HaNHH IPymnH KaTo AuabeTHLIM WIH MaUMEHTH ¢ (aMHIIHA XUTIEPXOIECTEPOJIEMHUS,

O6obwenuTe naHHy ot ¢a3a Il Ha KIHHUYMHUTE NpoY4YBAHHMA NOKa3saT, ue KpecTop € eeKTHReH npu
JieYeHHE Ha roaama yact ot naumeHTHTe ¢ Tin [la n IIb xunepxonecreponemus (cpeaHa U3xoaHa
croiiHoct Ha LDL-C okono 4,8 mmol/l), cnopen onpeaeneHure ot EBponefickara obmHocT no
arepocknepo3a npuuenHu cToiiHocTH (EAS; 1998). Okono 80 % ot nauxenture Ha 10 mg ca
AOCTUIHANH xenaHure crofiHocTi Ha LDL-C (< 3 mmol/l) cnopen EAS.

B eano MawadHo npoy4sate ¢ GopcHpaHO THTPUPAHE Ha 103aTa, 435 NaLMEHTH ¢ XeTEpO3UroTHa
damMunHa XunepxoecteponeMus ca nekyBant ¢ 20 mg 10 80 mg. BCHYKH 103MpOBKH NOKA3BaT
NONOMKKTENEH Pe3YITAT BbPXY NHnuaHUTe nokasartend. Crnen AocTuraHe Ha AHEBHa no3a ot 40 mg
(12-ceamuuno neuenue), LDL-C nHamanasa ¢ 53 %. 33 % or nauHeHTHTE AOCTUraT CTOMHOCTUTE Ha
LDL-C cnopea EAS (< 3 mmoV/1).

B enHo oTBOpeHO npoyuBaHe, ¢ popcupaHo TUTpUpPaHe Ha 103aTa NpH 42 NauHEHTH { BKIKOYHTEIHO
8 meaUaTpHUHH MALMEHTH) C XOMO3HIOTHA aMiUiHa XHNEPXOJIECTEPONIEMHSA, Ca OTUETEHH
peayntatuTe oT npueMane Ha 20-40 mg Kpectop. B obillata nonynanus CpeaqHOTO NOHHKEHHE Ha

LDL-C e 22 %.

[Tpy KTHHWYHY UNHTBAHHA ¢ OrpaHHycH Opoi nauueHTH, Kpectop nokassa aguTHBHA
NpH HaMaNABaHE Ha TPUTIHLEPHANTE, KOTaTO € NpueMaH B KOMOuHauus ¢ peHopus
Ha HMBoTO HA HDL-C B KOMOHHauua ¢ HHaUMH (BXK. TO4Ka 4.4).

B eaHO MYJITHUEHTPOBO, ABOHHO CHAMNO, IUaLe00-KOHTPOIKPAHO KIIMHUYHO PO

984 nanmerHTn Mexay 45 n 70 roasHH, ¢ HUICBHK PUCK 32 HCXeMUYHa DOJIECT Ha
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Kato Framingham puck < 10 % 3a 10 r.) u ¢cse cpeaen LDL-C 4,0 mmol/l (154,5 mg/dl), Ho cbe
CYOKNTHHHYHA aTEpOCK/iepo3a, YCTaHOBEHA Ype3 U3MEpBaHe Ha AcdenuHaTa Ha KapoaUIHATa HHTHMa
meaus (Carotid Intima Media Thickness, CIMT), ca panaomMu3znpadu Ha 40 mg po3yBacTATHH BEAHDBXK
AHeBHO HiH Mianebo 3a 2 roguHy. PosyBacTaTuH 3HaUMTENHO 320aBd NporpecusaTa Ha MAaKCUMAITHOTO
CIMT Ha BcHYKH 12 MecTa Ha KapOTHJAHHTE apTepuH, B cpaBHeHMe ¢ ruiauedo -0,0145 mm/roguHa
(95 % CI1 -0,0196, -0,0093; p < 0,0001). ITpomasaTa. CripAMO U3XOAHHUTE CTOHHOCTH 3a rpynara Ha
po3ysacTarHH, € -0,0014 mm/roanHa (-12 %/roauHa (HECUrHUHKAHTHO)), B CPABHEHHE € MNauedo
rpynara ¢ nporpecus ot +0,0131 mm/roauna (1,12/roguna (p < 0,0001)). He e aemoncTpHpana
JAMPEKTHA B3aUMOBPB3Ka MEXAY NOHWKEHHETO Ha HHBaTa Ha CIMT K noHWKEHHS pUCK OT
CbpAEYHOCHAOBH CLOUTHA. [lonynanmara B npoyuBanero METEOR e ¢ HHCBK PHCK OT HCXEMHYHA
OonecT Ha CHPLIETO K HE € NpeACTaBUTENHA 3a TapreTHaTa nomyiaauus Ha Kpecrop 40 mg.
HosupoBkara oT 40 mg Tpadea na ce npeanucea caMo MPU NMALKEHTH ¢ TEKKAE XHIIEPXOISCTEPOAEMHUA,
C BHCOK ChPACHYHOCHAOB PHCK (BXK. TOUKA 4.2).

[Tpoyusanetro JUPITER (the Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin) u3cieasa edgexra Ha Kpecrop (po3yBacTaTvH Kanumii)
BbPXY MOABATA HAa I'OJIEMH ATEPOCKAEPOTHYHH ChpAEeHHO-CHA0BH cbOuTHA npu 17 802 Mbike

(= 50 roguHKn) U xeHH (= 60 roguHu).

Y4acTHHLHTE B MPOYUYBAHETO Ca paHAOMHU3HpaHH Ha M1auedo (n=8 901) wau posyeactaTtud 20 mg
BeAHBXK JAHEBHO (n=8 901) U ca npocneeHH 3a CpeacH IIEPUOA OT 2 TOAUHH.

KonueHpauunre Ha LDL-xonectpona ca nouvxexu ¢ 45 % (p < 0,001) B rpynata Ha po3yBacTaTHH, B
CpaBHeHHe ¢ miauebo rpynara.

[1pu post-hoc aHanu3 Ha BHCOKO-PHCKOBA rpyna ot juua ¢ faznueH puck no Framingham > 20 %

(1 558 nuua), uMa 3HauUTENRHA PeAYKUHS B KOMOMHUpaHAaTa KpaiHa TOYKa OT ChpAECYHO-Ch/IOBa
CMBPT, HHCYJIT H MHOKapaeH uadapkr (p=0,028) npu neueHue ¢ po3yBacTaTHH, crnpaMo ranedo.
AbconoTHaTa peayKiuus Ha pUCKa B HHBOTO Ha chbuTHAaTa 3a 1 000 naudeHTOoroauuu ¢ 8,8.
ToranHaTa CMBPTHOCT € HEMPOMEHEHA B Ta3H BUCOKOPHUCKOBa rpyna (p=0,193). I[Ipu post-hoc ananus
Ha BUCOKOPUCKORBA noarpyna ot auua (9 302 nuua ob1o), ¢ H3XoHa OLieHKa Ha pucka > 5 %
(eKcTpanonMpaH [a BKIOUH JiMUa Han 65 roaMHH), MMa 3HAYHMTENHA PeAYKLMA B KOMOMHHUpaHaTa
KpaiiHa To4Ka OT CbpACYHO-ChAOBA CMBPT, HHCYAT U MHOKapaeH nHdapkr (p=0,0003) npu neuennero
C pO3YBAacTaTHH, CpAMO wauebo. AdconoTHaTa pelyKLMsA Ha pUCKa B HUBOTO Ha chOHTHATAa € 5,1 3a
1 000 naumeHToroguHn. ToranHaTa CMLPTHOCT € HEMPOMEHEHA B Ta3W BUCOKO-PUCKOBA rpyna
(p=0,076).

B npoyuBaneto JUPITER, 6,6 % ot nuuara ¢ pozyeacratuH 4 6,2 % ot nyuara ¢ niauedo ca
NPEKPaTUIIH NPUEMAa Ha H3CJIEABAHOTO JICKAPCTBO NOpaAy HexeslaHo ceOHTHe. Halt-uecture
HEXKeJIaHH ChOWTHA, KOMTO ca AOBENM /10 NMPeKpaTaBaHe Ha JedyeHHeTo ca: MmAanrns (0,3 %
po3yBacTtaTHH, 0,2 % nnauebo), kopemHa 6onka (0,03 % posyBacratu, 0,02 % nnauebo) u 0bpus
(0,02 % po3ysactatuH, 0,03 % nnaue6o). Haii-qecTtrure Hexenanu cbOUTHA, C HHBO MO-roOJIMO H
paBHO Ha Iauebo, ca HHQEKIKU Ha NuKoYHUuTe mbTHila (8,7 % posysactatuH, 8,6 % mnaunebo),
Hazodapuarut (7,6 % posyBactatuH, 7,2 % niauebo), 6onka B repba (7,6 % posysacraTuH, 6,9 %
rnanebo) n Muanmrug (7,6 % posysacratun, 6,6 % nnauebo).

[leanaTpyuHa nonynalus
B eano apoitHOCIANO, paHAOMH3NPAHO, MYJTHLIEHTPOBO, IL1aue00-KOHTPONHpaHo, 12-ceaMuuHo
npoyuBaHe (n=176, 97 oT MBXKKH noN K 79 OT XKEeHCKH 1o), nocaeasaHo ot 40-ceaMHYHA, OTKpUTA
(dasza ¢ TUTpHMpaHe Ha A03aTa Ha po3yBacTaTHH (=173, 96 OT MEXKKH NOJI K 77 OT JKEHCKH 110J1),
naureHTH Ha Bb3pacT 10 ao 17 ronunu (craguit 11-V no Tanep, MoMu4ceTa noHe 1 roguHa ciep
Ha4aJIOTO Ha MEHCTPYALMATA) C XeTEPO3UTrOTHA (paMUHA XHUNEPXONECTEPONEMHA, NONy4aBaT
pozyBacTaTHH 5 mg, 10 mg wiu 20 mg, unH nnauedo, AHEBHO 3a 12 ceaMULM, a ¢ieq
NOMYy4aBaT pO3yBacTaTHH JHEBHO 3a 40 ceamMuuK. B HAaYanoTo Ha Npoy4BaHETO npub,
ot nauueHTuTe ca 10 go 13 rogumun ¥ npubansurenro 17 %, 18 %, 40 %o 1 25 %
craam# 11, IH, IV n V no Tauep.
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LDL-xonecTepomsbT ce NoHIkana 38,3 %, 44,6 % u 50,0 % ot po3ysacratuH 5 mg, 10 mg u 20 mg,
ChOTBETHO, B cpaBHeHue ¢ 0,7 % 3a nnauebo.

B xpas na 40-cenMu4HaTa OTKpHUTA ¢a3a ¢ TUTpUpaHe [0 NPHLIETHa CTORHOCT, ¢ 03HpaHe 10
MakcHMyM 20 mg BeaHBK AHeBHO, 70 oT 173 nauuenTtH (40,5 %) ca nocTUrsajii NpULCIHATA
croiinocT 3a LDL-xonecrepon ot no-manko ot 2,8 mmol/l.

Cnen 52 ceqMULH HA H3CIEABAHOTO JICYEHHE HE € YCTAHOBEH HUKAKBB €QEKT BbPXY pacTexa,
rernoro, BMI win nonoBoto cu3paBaxe (Bx. Touka 4.4). Toa npoyusaHe (n=176) He e
npeqHa3HaAYECHO 3a CPABHABAHE HA peKH HEXENIAHH JICKAPCTBEHH PEaKLIHH.

Po3yBacTaTiH € NpOYYBaH ChHIIO B €JHO 2-roAMIIHO OTKPUTO KITMHHUYHO NPOYUYBaHe, C THTPHUPAHE Ha
[03aTa A0 XKenaHaTa n103a, npy 198 neua ¢ xereposurorHa paMuiTHa XUMEPXONECTEPOTIEMHA Ha
pb3pact 6 Ao 17 rogunu (88 momueta u 110 momuueTa, ctaauii no Tanep < II-V). Hayannara no3a
[IPH BCHUKH TALMEHTH € 5 Mg pO3yBACTATHH BEAHBXK AHEBHO. IIpH nauMeHTHTE Ha BB3pacT 6 10

9 roauHu (n=64) n03aTa MOXKE Aa C€ THTpUpa A0 MakcuMaiHa f1o3a 10 mg BeAHbXK JHEBHO, a NpH
nauMeHTH Ha pb3pacT 10 go 17 roaunn (n=134) no makcumanHa no3a 20 mg BeAHbK JHEBHO.

Cnen 24 Mecela Ha JleUeHHe ¢ po3yBacTaTHH, LS Ha cpeaHus npoueHT Ha HamaneHue Ha LDL-C
CMPAMO M3XOoJHaTa cTolHOCT € -43 % (u3xoaHo HUBO: 236 mg/d], meceu 24: 133 mg/dl). 3a Bcaka
Bb3pacTOBa rpyna, LS Ha cpenus npoueHT Ha HamaneHue Ha LDL-C crnpaMo W3xogHaTa CTOHHOCT € -
43 % (v3xonHo HuBO: 234 mg/dl, meceny 24: 124 mg/dl), -45 % (u3xoaHo rueo: 234 mg/dl, Ha

mecen 24: 124 mg/dl), u -35 % (u3xoaHo Hueo: 241 mg/dl, mecen 24: 153 mg/dl), BbB BB3pacTOBUTE
rpynu 6 10 < 10, 10 no < 14 u 14 po < 18, croTBETHO.

PozyBactatud 5 mg, 10 mg 1 20 mg ZOCTHraT CbLO CTATHCTHYECKH 3HAYHMH CPEAHH MPOMEHH
CRPAMO H3XOAHO HHUBO 32 CJICAHHTE BTOPHH4HH NOKA3ATENH Ha MnuanTe ¥ aunonpoteruure: HDL-C,
TC, ne-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/BDL-C, ne HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Bcesika OT Te3u NpoMeHH € B NOCoKa Ha NoAoOpeH NUNUAEH OTrOBOP U CE MOAABPXKA B MPOABIKEHHE
Ha 2 F'OJAHHM.

He ce ycraHoBsABa edeKT BbpXY pacTexa, Ternioto, HTM unM nonosoTo ch3paBaHe ciiea 24 MeceLa Ha
nedeHue (BXK. Touka 4.4).

Po3yBacTaTuH € Mpoy4eH B paHAOMH3UPAHO, ABOAHOCIANO, I1aneb0o-KOHTPOAHPAHO, MHOTOLIEHTPOBO,
KpPBCTOCAHO NMPOYy4BaHe, ¢ A03a 20 mg BEAHBK AHEBHO, CIpAMO ru1anedo, npu 14 geua 4 1oHOLLH (Ha
BB3pacT 6 10 17 roaMHH) ¢ XOMO3HroTHa paMHunHa xunepxonecreponeMus. IIpoyyBaHeTo BKIIO4Ba
aKTHBHA 4-CeIMHYHa BCTHIIMTENHA ¢da3a Ha AWeTa, 110 BPEME Ha KOATO MAaLMEHTHTE Ca NIEKYBAaHH C
posyBacTaTiH 10 mg, eaHa kpbcTocana (a3a, KOATO BKIIIOUBA NEPUOJ OT 6-CEAMHYHO JIEYEHHKE C
po3yBacTtaTiH 20 mg, npeAllecTBaHA WIH NOCIEABaHa OT 6-CEAMHUYHO JleyeHHe ¢ naauedbo u
nopgbpKawiarta 12-ceamuita ¢asa, npe3 KOATO BCHYKM NaLMEHTH Ca JIEKYBAaHU C po3yBacTaTHH

20 mg. [TauneHTHTE, KOWTO MOCTHABAT B NPOYUBAHETO HA TEpalnuA ¢ €3eTUMHO WK adepesa,
[IPOABJDKABAT IEUEHHETO CH Mpe3 LSAWR NEPHOA Ha APOYUBAHETO.

CratncrHyecku curHupukanTHo (p=0,0035) ¥ xaMHH4HO 3Ha4YKMMO HaManeHue Ha LDL-C (22,3 %,
85,4 mg/dL wnu 2,2 mmol/L) ce Habmionasa cnen 6 ceAMKMLM Ha JiEYeHHUE ¢ po3yBacTaTHH 20 mg, B
cpaBHEHHE ¢ Malebo NMpH Jiella H IOHOLIM ¢ XOMO3HIOTHA (PaMHIIHA XHNEPXOIECTEPOIEMMUS.
CraTHCTHYECKM 3HAYMMHK HaMasieHHs B oOmus xonectepon (20,1 %, p=0,003), ueHDL-C (22,9 %,
p=0,003) u ApoB (17,1 %, p=0,024), ca HabmonaBaHM cnes 6 ceAMHLIM Ha JIEYCHHE C pO3YBACTATUH
20 mg, B cpaBHeHue ¢ miaue6o, npu Aeua M IOHOILH ¢ XOMO3WIOTHA (PaMHUIHA XHMEPXOASCTEPONEMHUS.
[ToHmxaBaHe CbINO ce HaOMmoaaBa Ha TpUraxuepHanTe, cboTHOweRuATa LDL-C/HDL-C,

06w C/HDL-C, neHDL-C/HDL-C n ApoB/ApoA-I cnea 6 ceaMHLM Ha IEUCHHE C pO3YBacTaTHH

20 mg, B cpaBHeHHe ¢ Mianedo, npu aeua u ioHowd. Hamanenuero va LDL-C cnep 6 cepmt ]
nedeHue ¢ pozypactatuH 20 mg, nocneABaHo OT 6 CeIMMLIK Ha neueHHe ¢ maueto, cgZiagaliba-s
paMKHTE Ha |12-CeAMHYHO HENMPEKBCHATO JICYEHHE NPH LA H IOHOILH C XOMO3UTOTHE s

XHnepxonecreponemMus. EAMH nauueHT € Man No-HaTaTblIHO MOHW)XaBaHe Ha LD
C (6,7%) u ne-HDL-C (7,4%) cnea 6 ceamuvHo neuenue ¢ 40 mg cien nosHinase
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[To Bpeme Ha pa3lIMPEHO OTBOPEHO NPOoYUBaHe, PH 9 OT Te3U NaLMeHTH Ha 20 mg pO3yBacCTATHH 32
He noBede oT 90 ceamuuy, HamanseaHero Ha LDL-C ce 3anassa B pamkure Ha -12,1% 10 -21,3%.

ITpu 7-Te oLeHABaHHM AeLia H FOHOLIM (Ha BB3pacT § 40 17 roanHun) ¢ XOMO3HroTHa GlaMuiiHa

XHIIEPXOECTEPONEMHS, OT OTBOPEHOTO NpOY4BaHe ¢ GOPCHPAHO TUTPHPAHE (BXK. NO-rope),
npoLeHTHOTO noHmwkenne Ha LDL-C (21,0 %), 06w C (19,2 % ) » HeHDL-C (21,0 %) ot u3xoaHoTto
HHBO, Ciiel 6 ceAMHLM Ha eYeHHe ¢ po3yBacTaTHH 20 mg, € B CbOTBETCTBHE € Te3H, HaDJI01aBaHH B
[IOCOYEHOTO NO-TOpe NPOYyHBAHE NMPH Aelia W FOHOLLH ¢ XOMO3MroTHa daMuiHa
XHIIEPXOIIECTEPONEMHUA.

EsponeiickaTta areHLus MO JeKapcTBaTa 0CBOOOKIaBa OT 3aAb/DKEHHETO 3a NPEAOCTaBAHE Ha
PE3YJITATHTE OT NPOYYBAHHUATA C PO3YBACTATHH NPH BCHYKH MTOATPYNH OT NeaWaTpyuvHaTa NomyJialus
33 JICYECHHE HA XOMO3HroTHa (PaMHJIHA XHIIEPXONEeCTEPONIEMHA, ITbPBHYHO KOMOMHHpaHa (cMeceHa)
AKCIMITHAEMHS H 33 NPOPHIAKTUKA Ha CHPAECHHO-CHAOBHTE CHOMTHA (BXK. TOUKa 4.2 3a HHGopMaLUs

OTHOCHO ynoTpeda B neanarpusTa).

5.2 PapMaKOKHHETAYHH CBOKCTBA
AGcopbums

MaxkcHMaJIHH [L1a3MEHH HHBA Ce JOCTHIaT 5 yaca ¢jiea nepopando npueMane. AbcomorHara
OHoHanruHocT € npubnuzurento 20 %.

PaanpeaeneHue
PosyBacTaTHH ce 11oemMa OCHOBHO OT YepHHi Apo0, KOATO € OCHOBHOTO MACTO Ha CHHTE3HpAHE Ha

xonecteposia ¥ oTaenaHe Ha LDL-C. O6eMbT Ha pa3npele/ieHHe Ha po3yBacTaTHH € NPUOIH3UTENTHO
134 1. Po3yBacTaTHH € CBBP3aH C MJ1a3MEHHTE NMPOTEHHH, NPEAHMHO aN0yYMHHA, NPHONHU3UTENHO B
90 %.

buotpaHcdopmatiug

MeTabonu3MbT Ha po3yBacTaTuH € orpaHHueH (okono 10 %). In vitro npoyusanns Ha MeTabonH3Ma ¢
M3MOM3BAaHE Ha YOBEILUKH XEMAaTOLUWTH MOKa3BaT, 4e po3yBacTaTHH € cnab cyberpat 3a nuroxpom P450
obycnoBenns metabonnssm. CYP2C9 e OCHOBHHAT U30€H3HM, KOHTO y4acTBa B MeTaboNM3Ma Ha
po3yBacTaTHH, a 2C19, 3A4 u 2D6 yuacTrat B no-Manka crened. OcHoBHUTE MeTaboMTH ca N-
necMeTHI M 1akToH. N-gecMeTun € okono 50 % no-Manko akTUBEH, B CpaBHEHHE C PO3YBACTATHH,
NOKATO NAKTOH CE€ CUMTa 3a KNIMHHYHO HeaxTHeeH. PosyBacTatul onpeaens noseue otT 90 % ot
akTHBHOCTTa Ha UMpKYynHpauius HMG-CoA unxuburop Ha peaykrasara.

EnuMHHHNpaHe
[MpuGauzurenno 90 % ot po3yBacTaTHH Ce eIMMUHMpA KaTO HENPOMEHEHO JIEKAPCTBO ¢ HEKATHHTE

(abcopbupano u HeabcopOHpaHO IEKapCTBEHO BEILIECTBO), KATO OCTAHAIATA YaCT C€ EKCKPETHpA ¢
ypuHara. Okosno 5 % ce eKCKpeTHpa HENPOMEHEH B ypHHaTa. [1na3sMeHHAT MONYXKHUBOT € OKOJIO

19 uaca. [Tna3MEHHAT NONYKHBOT HE CE YBENHUYABA C YBEJIHYABAHE Ha o3aTa. CpeAHHAT IL1a3MeH
KIHPBHC € nproauznuTeaHo 50 auTpa Ha vac (koedpuuHeHT Ha BapHabuiaHocT 21,7 %). Kakro npy
APYTH HHXHOHTOPH Ha peayKTa3aTa, YHepHOAPOOHOTO NOEMaHe Ha pO3yBAacTATHH BKJIIOYBA
mem6pannug npeHocuten OATP-C. To3n npeHocHTeN € BAXEH 3a YEPHOAPOOHOTO ENUMUHHpPAHE Ha
pO3yBacTaTHH.

JinnetiHOCT/HETHHERHOCT
CucreMHAaTa eKCNOo3MIMa Ha pO3yBACTATHH C€ YBE/IHYABA NPOMOPLIHOHAIHO HA NpUeMaHara Ao3a.

Hama npoMaHa BbB papMakOKHHETHUHHUTE NapaMeTpH NPH MHOTOKPATHO A03HPaHE.

Cneyuguynu nonyrayuu

Bh3pacT ¥ non
B13pacTTa Wiy NoAbT HAMAT KIHHAYHO 3Ha4MM €(eKT BbpXy GapMaKOKHHETHKATa Ha
MpH Bb3pacTHHU. EKCNO3HIKATA NPH JeLa W IOHOLIH € XETEPO3UIOTHA (PaMHITHA
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XHIEPXONECTEPOIEMHUA H3IIEKAA CPAaBHHUMA WIH MO-HHWCKA OT Tasu NMPH Bb3PaCTHH NaLUCHTH C
aucnunuaemus (Bx. ,.JleanaTpuuHa nomynauus’ no-gony).

Paca

DapMaKOKHHETHYHHTE NPOYYBAHHA NOKA3BAT, Y€ NPYU HHAHBHAHM OT a3HATCKATa paca (ANoHLH,
KHTaMLM, GUAMITHHLM, BUETHAMIM U KOpeHLIM) ce HabmoaaBa ABYKPaTHO NOBHILIABAHE B CpeaHaTa
AUC ¥ Cpax, OTKOJKOTO NPpY HHAMBKWIAHK OT KaBKa3KaTa paca. IIpy vHaviily e HanMue NOBHILABaHe Ha
AUC u Cuax 1,3 nbTH. He € M3BeCTHO KaKBO € 3Ha4YeHHEeTO Ha (paKTOPHTE Ha OKO/NHATA Cpea H Ha
reHeTHYHHTE GaKTOPH 32 NOABATA HA T€3H padinkH. EAMH nonynaumoHeH papMaKOKHHETHUYCH aHAIH3
NOKa3Ba, Ye MEXAY HHAMBHAWTE OT KABKA3KaTa U OT YepHaTa paca HAMa KITHHHYHO 3HaUMMH

Pa3JInYinA.

bn0peuHa HEAOCTATHYHOCT

B enHO npoyuBaHe Ha JIKLA ¢ pa3IHyHA cTeneH Ha 6b0peyHo yBpeXaaHe, IEKOTO 10 YMEPEHO
61L0peuHo 3abondasaHe He € NOBIHANO IUTA3MEHHTE KOHLEHTPALIHH Ha PO3yBacTaTHH WIIM Ha HEroBus
N-necmerunt MetaboauT. JIMia ¢ TexKo yBpexnaaHe, obaue (kpeaTHHWHOB KIHpPBHC < 30 ml/min), ca
MMAJTH TPHKPATHO YBENTHUYEHHE Ha MJIa3MEHaTa KOHLIGHTpalLHsl, B CPaBHEHHE ChC 34PaBH J0OPOBONLH
H IeBeT MBTH NO-BUCOKA KOHUEHTpauua Ha N-gecMeThn MeTabonnTa. PaBHOBECHUTE Mia3MEHH
KOHLEHTpALHH Ha PO3YBACTATHH MPH MALMEHTH HA XeMoAHanH3a ca npHbansuTenHo 50 % no-sHCOKH,

B CpaBHEHHE CbC 3paBy J0OpOBOJILIA.

YepHoapoOHa HeIOCTATBLYHOCT

B efHO nipoy4BaHe Ha JIHLIA C pa3iuyHa CTeNeH Ha YEPHOAPOOHO yBpeXkaHe, He ca MoJyYeHH AaHHH
33 MOBHILEHA EKCIIO3HIMA Ha PO3YBACTAaTHH, NpK naumeHTH ¢ pesynTtar no Child-Pugh 7 unu no-
HuchK. [IpH 1BaMa NaLMEHTH C TEXKO YepHoApoOHO yBpexaaHe (pesyntat no Child-Pugh 8 n 9),
CHCTEMHATA EKCINO3KLIMA e O1a yBelHYeHa Hali-Manko ABa ITBTH, B CPABHEHHE C JIMLIA C NO-HHCHK
pesyarar no Child-Pugh. Hama nannn 3a nauyentu ¢ pesyarar no Child-Pugh van 9.

["eHEeTMYEH NOJUMOPOHILM
Jucnosuumsara Ha HMG-CoA penyKTazHHTE HHXHOUTOPH, BJIIOYHTENHO pO3yBacTaTHH, BK/IIOYBA

TpancnoprepHute nporeHHH OATP1B1 u BCRP, xogupauu or SLCO1BI1 ren (OATP1B1) u ABCG2
red (BCRP). Hakou BapHasTH Ha Te3H reHu, kato SLCO1IBI1 ¢.521CC u ABCG2 c.421AA, ca
CBbP3aHH ¢ NpUOIH3KTENHO 1,6 NbTH No-BHCOKa ekcno3uuus (AUC) Ha po3yBacTaTHH MK 2,4 TbTH
O-BUCOKa €KCIIO3MLIMA, ChOTBETHO, B cpaBHeHHe ¢ reHoTunosere SLCOIBI1 ¢.521TT unw ABCG2
c.421CC. p4 naumeHTH, 3a KOWTO € HU3BECTHO, Ye MMaT TakuBa reHoTHnose (SLCO1IB1 ¢.521CC nau
ABCG2 c.421AA), ce npenopb4Ba no-HMcKa JHeBHa ao3a Kpecrtop.

[leanaTpyyHa nomyiauns
JBe hapMaKOKHHETHYHH MPOYYBAHUA C PO3YBacTaTHH (NpHaaraH noj opmarta Ha TabneTKu), npu

NEAUATPHYHH NALKEHTH C XeTEPO3HroTHaA aMIUiHa XMNEPXOJIECTeponeMHa Ha Br3pacT 10 10 17 nin
6 10 17 rogunu (ob1wio 214 nanueHTH) MOKa3BaT, Y€ €KCNO3ZHLUATA NPH NEAHATPHUHHTE MALHEHTH
M3IJIEXKAA CPAaBHHMA WIH NO-HUCKA OT Ta3H MPHU Bb3PACTHUTE MALMEHTH. EXCno3uuMaTa Ha
pO3yBaCTATHH € OMna NpeaBMIMMa MO OTHOLIEHHE Ha 103aTa H BPEMETO B NPOAWDKECHHE Ha 2-
rOAMIICH MEPUOA.

5.3 IpeakInHHYHH JaHHHA 3a 6ezonacHOCT

[IpeAKNHHHYHHTE JAHHU HE Ca MOKA3ATH CIICHHANEH PHCK NPH X0pa, Bb3 OCHOBA HA CTAHJAPTHHTE
npoyy4BaHHd 3a 6€30MacHOCT BbpXY OCHOBHHMTE CHCTEMH, N'CHOTOKCHYHOCT, KaHLIEPOTEHEH MOTeH

peaKkLiH, KOUTO He ca HabsoaaBaHy B KIMHUYHY MPOYYBaHHA, HO Ca HaONoaBaHH MpH
NPH HUBA HAa EKCNO3ULUA OIM3KH 10 KIHHHUYHHKTE, €A CJICAHNUTE. B U3NIMTBAHHUA 332 TOKCHY
MHOIOKpPaTHO NPWIOKEeHHE ce HabMoaasaT XHCTORATONIOTHYHH YEPHOAPOOHH H3IMEHEHH
BCJICACTBUME HA PApMAKONOTHYHOTO ACHCTBHE Ha pO3YBACTATHH NPH MHILUKH, TTBXOBE H
CTEMNEH B ATHLYHHA MEXYP NMPH Ky4€Ta, HO He U Npu MaliMyHH. B nomsnHenue, ce Habnio
TOKCHYHOCT IO OTHOIIEHHE HA TECTHCUTE NpU MalMyHM M KyueTa MpH No-BHCOKH J03H.



NPEXHUBACMOCT Ha MAJIKHTE, CC HH.GHIOII,&B& MMpH MATCPHOTOKCHYHHA NO3H HA CHCTEMHA CKCITO3HULHA,
HAKOJIKO TBTH Hall HUBOTO Ha TEPANCBTUYHA CKCITO3HLIHA.

6. PAPMAIEBTUYHH JAHHHA

6.1 CnoHchK Ha NOMOLIHATE BelecTBa

CopLeBuHa Ha TabieTKara
JlakTo3a MOHOXHAPAT
MukpokpurcTanHa uemysosa
Kanuuer gocdar
KpocnioeuaoH

Marse3ues creapart

O6BHBKa Ha TabneTKaTa
JlakTo3a MOHOXHApAT
Xunpomenosa

Tpuauetus

Turanos anokcun (E 171)
Kenesen okcua, xbir (E 172)

6.2 HechBMECTHMOCTH

He e npunoxumo.

6.3 Cpok Ha rogHocT

3 rOOWHM.

6.4 CnenHa/IHH YCJIOBHA HA ChXPaHEHHE

Bavcrepnyn onakoBku: Ha ce cwxpaHnsasar noa 30°C. CovxpaHaBaiiTe B OpUrHHAIHATa OMAKOBKA.

6.5 Brja B chALPKAHHE HA ONAKOBKATA

BiiMcTepHH ONAKOBKH OT aJTlyMHWHHEB TaMUHAT/anyMHHHEBO ¢onuo no 28 TabieTky.
He BcHukH BHIOBE ONaKOBKM Morar Aa ObJaT MyCHATH Ha nasapa.

6.6 CnensajiHE NpeANa3AH MEPKH NpPH H3XBLP/AHNE H padoTa

Hsama cnieuManHiy yKa3aHHA.

7. IMPUTEXATEJI HA PAZPEIIIEHHUETO 3A YIIOTPEBA
Griinenthal GmbH
Zieglerstralle 6

52078 Aachen
[‘epMaHus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

20090346
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9. TATA HA TBPBO PAPEINIABAHE/TIOAHOBABAHE HA PAZPELHIEHHETO 3A
YIIOTPEBA

JlaTa Ha mepBO paspeinasade; 30 oan 2009 r.
IlaTa Ha nocnegHo nogHoeasaHe: 04 ¢espyapu 2014 r.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

10/2025
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