W3NMHNHNTENHA ATEHURS NO NEKAPCTBATA

1. UME HA JIEKAPCTBEHHSA NTPOAYKT

KpecTop 5 mg ¢unamMupanm tabnetkn
Crestor 5 mg film-coated tablets

2. KAHECTBEH U KOJIMYECTBEH CbCTAB

Beaka TabneTka chabpka S mg po3yBacTaTHH (rosuvdastatin) Kato po3yBacTaTHH Kanuuii. Bedka
Tabnerka chabpxka 94,88 mg nakTo3a MOHOXHApAT.

33 MBLJAHUA CNMUCHK HA NOMOLLIHHUTE BeU1eCTRBA BHKTE ToYKa 6.1.

J. JJEKAPCTBEHA ®OPMA

dunmupaHa TadbaeTka.
Kpbrina, ousereHa B xbiiTo Tabnerka cue 3Hak ..ZD4522™ 4 5”01 eaHaTa cTpaHa U HeMapKHpaHa

OTKBbM oDOparHarTa.

4. KIANHHYHHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHA

JleueHHe Ha XunepxoaecTepoeMus

Bb3pacTHH, IOHOWIY ¥ A€HA HA WK HAA 6-roAMILHA BB3PACT ¢ MbPBHYHA XHNEPXOAECTEPOIEMHUA
(Tvn lla BKIIOUKMTENHO XETEPO3IUrOTHA PaMHIHA XHNEPXONECTEPONICMMS) HIH CMECEHA
aucaununaemus (Tun IIb) kato nobaska kbM AneTaTa, KOraTo pe3yaTaTsT OT AHETATa U APYrH
HedapMaKOJIOrHUHH MEPKH (Hanp. GU3IHYECKH YNPAKHEHHWA, HAMAJIABaHE HA TETJIOTO) He €
3a10BOJIMTEJIEH.

Bb3pacTHH, IOHOLWW W A€la HA WNH Hal 6-roaMulHa Bb3pacT ¢ XOMO3HIOTHa paMHIIHa
XHIEepXOoNecTepoNeMHa KaTo 100aBKka KbM AHETATA, KAKTO M C APYTO JIMNUAONOHHKABALLO JleUYeHHe
(nanp. LDL adepeza) unu Korato TOBa JieyeHHE HE € MoaXoaaLo.

[lpeBeHUMA HA CHPNEYHO-CBAOBH CHLOUTHS
[lpeaorspaTaBaHe HA rojieMy CbpACUHO-CHAOBH CHOUTHA NMPHU NALIMEHTH, OLEHEHH C BUCOK PHCK 134

NbPBO CbPAEYHO-CBAOBO CHOMTHE (BXK. TOUKA 5.1), KATO JONBIIHEHHE KbM KOPUIHPAHETO Ha ApYrH
PHCKOBH (aKTOpPH.

4.2. Jo3HpPOBKA H HAMHH HA NPHJIOKEHHE

anﬂH 3arnoO4YBaHC Ha TCPAITUATA, MALHEHTDBT Tpﬂﬁﬂa na Obae NOCTaBeH Ha CTaHJapTHA AHUCTAa 34
NMOHHXKABaHC HHBOTO HA XOJCCTEPONA, KOATO J1a NMPOABIXKH H 1O BpEMEC Ha JICHEHHUETO. H360PBT Ha
AO3HPOBKA CC ONnpcacia OT HHAHBHAYATHUTE TEPANCBTHYHH UCTH, KOUTO CC ONPEAENAT OT
NpCNOpPLKHTC HA CbBPECMECHHHTE KOHCCHCYCHH PBKOBOACTBA 3a KOHTPOI HAa XOJNCCTCPOJICMHUATA.

KpecTop Moxe aa ce npueMa 1o BCAKO BpeMe Ha JIEHA, Cbe MK Oe3 xpaHa.

JledyeHne Ha XUNECPXOJIECTEPOIEMUSA
[IpenopbuBanata Ha4anHa 103a € 5 wnn 10 mg BeaHLK AHEBHO, KAKTO NPH NAUHEHTH, KOUTO H
NPHEMAITH CTATHHH, Taka W NpH NpeMUHaBaHe oT Apyr HHxuburTop Ha HMG-CoA peaykrasa
HU360pbT Ha HauanHaTa 1032 OT MEAMKAMEHTA 3aBMCH OT HHBOTO Ha CEPYMHHA XOJIECTEPOI,




HeOoOXOAUMOCT, 103aTa MOXE 1A C€ KOPUTHPa, KaTo C€ NPEMUHE Ha CJIEABALIOTO 1030BO HHBO CleR

4 ceAMMUMH (BXK. TOuka 5.1). B cpaBHeHHe ¢ NO-HUCKHUTE J03H W NpPEABUI NOBHILEHATA YE€CTOTa Ha
CHOOLIaBaHE HA HEXENAHH peakUMU NpH 1033 oT 40 mg, B CpaBHEHHE € MO-HUCKHTE A03H (BXK.

To4Ka 4.8), NocNeAHO TUTPpUpaAHE 10 MakcuManHara fo3a oT 40 mg TpabBa na ce npeanpueMa caMmo
MPH NALKMEHTH C TEKKA XHNEPXOJIECTEPOSIEMUS C BUCOK CHPAEYHOCHAO0B PHCK (0CODEHO TE3M C
haMUIHA XHNEPXOAeCTEPONEMHA ), KOUTO HE AOCTHIAT JKENAHOTO HUBO HA XOJIECTEPON MPH JIeHEHHE ¢
20 mg ¥ NpH KOUTO LLE C€ NMPaBH PYTHHHO NPOCIEAABAHE B X0Aa HA neveHHeTo (BxK. Touka 4.4). Ilpu
3anQuBaHe Ha JeueHue ¢ 40 mg ce npenopbUBa NOCTOAHHO HADMIOAEHHE HA MALMEHTA OT CIIELLHATHCT.

[TIpeBeHLUA HA CHPAECYHO-CHAOBH CHONTHUA
B npoy4BaHeTo 3a NOHHXKABAHE HA PUCKA OT CbPAEYHO-CHAOBH CHOUTHSA € WInoJizBaHa fo3a ot 20 mg

(BXx. TOuKa 5.1).

Heoduampuuna nonyiayus
Ynotpebarta npu aeua Tpadea na ce npoeexiaa caMo OT CNIEUHANTHCTH.

Jeua n roHouw Ha Bb3pacT 6 Ao 17 roannm (craani < 11-V no TaHep)

XETEPO3UTOTHA PaMHIHA XHNEPXOJIECTEPOIEMHS

[1pu aeua W 10HOLIK ¢ XETEPOIMIrOTHA (PaMUIIHA XUNEPXONECTEPOIEMHA 0OMYaiHaTa HayallHa no3a e

5 mg AHEeBHO.

 [lpu acua Ha BBL3pacT 6 20 9 rogAUHH ¢ XeTepO3UIroTHA (haMHIIHA XHIEPXONEeCTEPOAEMHUS
o0HuaiHUAT 0030B Anana3oH € 5-10 mg nepopanHo BeaHbXk AHeBHO. be3zonacHocTTa M
e(pUKacHOCTTa Ha 10341 NO-BKCOKH OT 10 g He ca Mpoy4BaHK MPH Ta3H NONYJIaLUMS.

e [Ilpu neua na Bb3pact 10 no 17 roaMHy ¢ xeTepo3urorHa GaMuIHa XUNEPXONECTEPOIEMHUA
obuuaiHUAT 10308 AHana3oH e 5-20 mg nepopaHo BeIHBLX AHeBHO. bezonacHocTTa M
e(pUKacHOCTTa Ha A03H NO-BHCOKU OT 20 mg He ca NpOyuyBaHH MPH TazH NOMYyNaLMA.

Tutpupanero TpsadBa 1a ce npoBexaa CbIfNaCHO HHAWBUAYATHUA OTTOBOP U NNOHOCHMOCT Ha
NEAHATPHUHHUTE NAUKEHTH, KAKTO €€ NPENnopbYBa B NPENOPBLKUTE 3a IEHEeHHe HA Acua (BXK. Touka 4.4).
Jeuata v 1oHowuTe Tp4OBa na ce NOANOKAT HA CTRHAAPTHA XONECTEPONO-NIOHWKABALLA JUETA NPEAH
Nla C€ 3arnoYHe JICYEHHE C pO3YBACTATHH; AHeTaTa Tp4OBa Na ¢e€ NPOABLIXKH MO BPEME HA JICYEHHETO C
pO3yBACTAaTHH.

XOMO3UroTHA haMUIHA XHNEPXOJIECTEPONIEMHUA

IIpn neua Ha Bb3pacT 6 10 17 roAHHH ¢ XOMO3UIOTHA AMUIHA XHNIEPXOIECCTCPONCMHA,
npenopbUMTENHATA 1033 e 20 mg BeAHBK AHEBHO. UMa OorpaHUYeH ONUT ¢ A03M pazinyHu oT 20 mg
NpH Ta3d NonyJiaLMs.

Tadonerkara ot 40 mg He e noaxoasila 3a ynorpeda npH neAHaTPHYHHU NALMKEHTH.

Jeua no-manky ot 6 roamHu
besonacHocTTa 1 epukacHocTTa Ha ynotpebara npy Aeua rno Majaku oT 6 roAMHH He ca NPOYYBaHH.
CnenosarenHo, Kpecrop He ce npenopbyBa 3a yrnorpebda rpu aeua no-Manku ot 6 roaAMHU.

Ynorpeba npy NalMEHTH B cTAPYECKA Bb3pacT
lIpenopbuBaHaTa NMbpBOHAaYalHa 103a NPH NauHeHTH Haj 70-roauiuHa BB3pacT € 5 mg (BK.
Touka 4.4). [lpyro kopurnpade Ha 103MpOBKATa B 3aBUCHMOCT OT Bb3pacTTa He € HeoBXOaUMO.

Jlo3upase npu nauneHTU ¢ OLOpeUHA HENOCTATBLYHOCT
[Ipy naumeHTH ¢ nexko 10 ymepeHo 610peuHo yepexkaane ce npuiarat obuuaitnure no3u. [lpw
MalLMEHTH ¢ yMepeHo D10peuHO yBpeaaHe npenopbUBaHaTa NbpPBOHaYaiHa A03a € S mg
(kpeaTHHHHOB KHpBHC noa 60 ml/min). JosupoBkara oT 40 mg e npoTHBONOKAa3aHA NPH NALHEHTH ¢
yMepeHo 0b0pedHo yBpexaaHe. [pn nauveHnTH ¢ Texko 610peuHo yepexaane ynorpebara Ha
KpecTop € npoTUBONOKa3aHa (BX. Toukn 4.3 u 5.2).

Jo3upaHe NpH NAUHEHTH ¢ 4EPHOAPOOHO YBpPEKAAHE
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nauWeHTH ¢ oueHKa no ckanara Ha Child-Pugh 8 u 9 (Bx. Touka 5.2). [1pu Te3u nauuenTu Tpadea aa
ce npeanpueMe oueHka Ha 6vOpeyHaTa dyHxkums (Bx. Touka 4.4). HaMa naHHH 3a NaLKMEHTH ¢ OLCHKA
no ckanarta Ha Child-Pugh nan 9. Kpectop e npoTMBONOKa3an npu nauMeHTH ¢ aKkTHBHO 4€PHOAPOOHO

yBpexaaHe (Bx. Toyka 4.3).

Paca
[lpn nauMeHTH OT a3uaTckara paca ce Habnwaaea NOBULIEHA CUCTEMHA €KCMO3UUMA HA MECAHKAMEHTA

(B3K. ToukH 4.3, 4.4 w1 5.2). [IpenopbuBaHaTa NbLPBOHAYAIHA 4034 [P NNALIMEHTH OT A3HATCKM
npousxoa ¢ 5 mg, Ilpn T€3H NAUMEHTH € NPOTHBONOKA3aHO MPHIOKEHHE Ha 103a oT 40 mg.

[‘eHeTH4eH NOIUMOPGHIBM
[MokazaHo e, ue reHotunosere SLCOIB1 (OATP1B1)¢.521CC n ABCG2 (BCRP) c.421 AA ca

CBbP3aHK ¢ NOBHILABAHE Ha ekcno3nunata (AUC) Ha po3yBaCTaTHH, B CPABHEHHE C

SLCOIBI1 ¢.521TT n ABCG2 ¢.421CC. 3a nauMeHTHTE, 38 KOUTO € H3IBECTHO, Y€ HMAT FreHOTHI
¢.521CC unm c.421 AA, ce npenopbUBa MakCMManHa €1HOKpaTHa AHEBHa ao03a oT 20 mg Kpectop
(B. TOUkM 4.4, 4.5 U 5.2).

Ho3MpaHe npy NaLUUEHTH, NpeApa3NOA0KEHH KbM Pa3BUTHE HA MHOTIATHS
[Ipy nauueHTH ¢ npeapasznonarawy GakTopH 3a pa3BUTHTE HA MUONATHA NPEnopbyYBaHaTa HauajHa
n03a € 5 mg (BX. Touka 4.4).

[IpH HAKOH OT T€3H NAUMEHTH € NPOTHBONOKA3aHO NPHUAOKEHHETO Ha A03a OT 40 mg (Bxk. Touka 4.3).

CbnbTCTBALA TEpanusg

Po3yBacTtaTuH € cyOCcTpaT Ha paznuuHy TpaHcnoprepid nporerHn (Hanp. OATP1B1 u BCRP).
PUCKBT OT MHONATHA (BKNIOYHUTEIHO pabaOMHOIU3a) ce NOBHLUABA, korato Kpectop ce npuiara
€AHOBPEMEHHO C ONPEACNIEHH NEKAPCTBEHH NPOAYKTH, KOHTO MOraT a NOBHLUIAT Ia3MeHara
KOHLIEHTPAaUHA Ha PO3YBACTAaTHH, NOpagH B3aHMOAEHCTBHE ¢ TE€3H TPAHCNOPTEPHH NPOTEHHHU (HANP.
LHKNOCNOPHH U HAKOW NPOTEA3HA HHXHOUTOPH, BKIIOYHTEIHO KOMOUHAUWK HA PUTOHABHD C
aTa3zaHaBUp. NONHHABUDP W/HWIKA THNPAHABHP; BX. TOUKHU 4.4 K 4.5). Ha npeanucealuuTe nekapu ce
NMpenopbyYBa Ja B3€MaT NpeaBUA ChOTBETHATA JIEKapcTBeHA HHPOPMaLH, KOrato OOMHUCAAT
npuiaraHe Ha TaKUBa NPOAYKTH 3a€AHO ¢ Kpectop. Koraro e Bb3MOxHO, TpsOBa aa ce UMaT NpeaBHa
aNTEPHATHBHH JIEKAPCTRA K, AKO € HeODX0AHUMO, a ce€ HMa NpeaABH]A BPEMEHHO NPEKbCBAHE Ha
TepanusaTa ¢ Kpectop. B cHTyaunu, Korato eAHOBPEMEHHOTO NPHIOKEHHE HA TE3H JIEKAPCTBEHH
APOAYKTH ¢ KpecTop € Hen30exHO, NoN3ara W pucKa OT CbIbTCTBALLATA TEPANUA W KOPEKUHH Ha
no3ara Ha Kpectop TpsOBa BHUMATENHO 14 ce oOMHCIAT (BXK. Touka 4.5).

4.3 IlpoTuBonokaszanns

¢ an MAallHCHTH CbhC CBPBXYYBCTBHUTC/IHOCT KbM PO3YVBACTATHH HJTH HAKOC OT INOMOLLHHTE
BCLIIECTBA.

e [lpy nauMEeHTH C aKTHBHO YepHOAPOOHO 3adonsABaHe, BKIOYUTENHO HEYTOYHEHO,
MPOABL/IKUTENHO MOKAYBAHE HA CEPYMHHUTE TPAHCAMHHA3H H BCAKO NMOKa4YBaHE HA CEPYMHHTE
TPAaHCAMHHA3H TPH NBTH HAA MOPHATA I'paHHLIA HA HOpMATa.

¢ [lpu nanMenTH ¢ TExKO OBOpeuHo yBpexkaaHe (kpeaTUHHUHOB KNUpBHC < 30 ml/min).

e [Ipu nauneHTH ¢ MUONATHA.

¢ [lpu naunenTH, npueMaluH eAHOBpeMeHHO codocOyBHp/BENNATACBUP/BOKCHNANIPEBHP ( BXK.
TOUYKa 4.5)

¢ [lpn nauneHTH, NnpHeMaUlH € IHOBPEMEHHO LIMKJIOCTIOPHH.

o [lo BpeMe Ha OpeMEHHOCT, KbPMEHE U MPH XKEHH B AETEPOAHA BL3IPACT, KOUTO HE H3MO/I3BAT
MOAXOAALUH KOHTPALIENTHBHH MEPKH.

Hozata ot 40 mg e npoTHBONOKA3aHa NPHU NALHEHTH ¢ Npeapasnonaraliy GakTopH 3a pa3eH
MHonatua/padbaoMuonnia. Takuea ¢gaktopw ca:

®  YMepeHO No cTeneH ObOpeuHO yBpexnaHe (KpeaTHHHHOB KIHpBHC noa 60 ml/min).
¢ XHINOTHPEOHAHIBLM.



¢ JlyuuHa UnH cbamwma dHAMHC34a 3d HACNEACTBCHH MYCKYJIHH 3abonsasaHni.

AHaMHe3a 3a NoABa Ha MYCKYJTHO YBPEXKAAHE NO BPEME Ha JEUYEHHE ¢ APYT MEIHKAMEHT OT
rpynara Ha HHXHOMTOPUTE Ha XHAPOKCH-METHA-MNYTAPHA-KOEH3IUM A peayKrasara unu ¢ ¢pubpar.

¢ 3aoynorpebda ¢ ankoxou.
¢ (CBCTOAHMA, IPH KOUTO MOXKE N1a C€ NMOBHIUM NJIA3MEHOTO HHBO HA MEAHKAMEHTA.
e Jluua oT azuaTckara paca.
¢ (CbnbTCTBAWO NeueHne ¢ pubdpatu.

(Bx. Toukn 4.4, 4.5 1 5.2).
4.4 CneunanHu npeaynpex2eHHs H NPeANAIHH MePKH npH ynotpeba
bvopeyu

Ilpu nauneHTH, NeKyBaHH ¢ No-BHCOKK A03H KpecTop, no-koHkpeTHo 40 mg, ¢ HabmoaasaHa
MPOTEUHYPHA, KOATO € YCTAHOBEHA NPH U3CIEABAHE C TECT-NEHTH, C NPEAUMHO TYOYneH NpoU3Xoa U B
NOBEYETO C/IYHaH C NPEXOAEH WIH HHTEPMUTEHTEH Xapakrep. He e noka3aHo npoTeMHypHaTa ja
NpeaecTsa OCTpO UK nNporpecHBHo 0bOpeuHo 3abonapaHe (Bk. Touka 4.8). JoknaasaHata yecToTa
Ha CEPHO3HH OBOPEUHH YBpPEIH MPH NOCTMAPKETHHIOBaTa ynorpeda € No-BHCOKa NP A03HPOBKA OT
40 mg. Ouenka Ha ObOpeuHaTa QpyHKUHA TpaOBA 1a ce HaNpaBu NO BpeMe Ha PYTHHHO MPOCNEAsABaHE
Npy nauHeHTy, obuyaitHo nexkysanu ¢ 40 mg.

Creremua Mycxkyaamypd

EdexTn BbpXy ckeneTHaTa MycKylatypa (MHaNrHs, MUONATHA M NO-pAAKO pabaoMHONW3a) ca
cb0OOL1aBAHH NPH NPWIOKEHHE HA BCHYKH 1030BH PEKUMH, 0cobeHo npH 1034 Haa 20 mg, Muoro
pelKH cnydau Ha pabaomuyonusa ca A0KNaABaHU NPH H3INON3BAHETO HA e3eTHMHO B KOMOHHaUUA ¢
HMG-CoA peaykraznu nHxubutopu. He moxke na 61vae nikoueHo papMakoaHHaAMHYHO
B3aHMOAEHCTBHE (BX. TOYKA 4.5) H € HeOOX0IUMO BHHMAHHE NPH KOMOUHHPAHOTO HM H3NOJI3BAHE.

Kakro npn apyrute HMG-CoA peaykra3HH HHXHOHTOPH, AOKJIaABAHATA YECTOTa Ha pabaoMHONH3a,
acounupaHa ¢ Kpectop npu noct™MapkeTvHrosara ynotpeda, € no-BMcoka npu aosupoBka ot 40 mg,

Hin €Ppedne Had KpedmunkKunaama
KpeatuHukHHa3zaTta (CK) He TpaOBa na ce #imMepBa cliell yCHAEHH YNIPAXKHEHHUS WIH NIPH HAJIMYHETO HA
ApYr NPpHYHHHTEN Ha yBesnyeHHe Ha CK, koeTo MOske 1a 3aTpyaHHM ThJIKYBAHETO HA pelyaTaTta. AKo

HUBOTO Ha CK € 3HauuTeNIHO NOBMILEHO NPH H3XOAHO HHBO (> 5 MbLTH ropHaTa AOMYCTHMA NPaHHLA),
TECT 3a NOTBbPXKAABAHE Ha pelyiaTtara TpsaOBa Aa Obae HanpaBeH B paMKUTE Ha 5-7 AHH. AKo
NOBTOPHOTO W3C/ieABaHe NOTBbPAU HM3X0aHO HKMBO Ha CK > 5 nbTH ropHata AonycTuma rpaHdua, He
TpAOBa Aa C€ 3ano4Ba jieHeHHE,

lIpeou 1euenuemo

KakTto 1 apyru nuxuburopu Ha HMG-CoA peaykrazara, Kpectop Tpabea na 6bae npeanucaaH ¢
O0cOOE€HO BHUMAHHE NPH MALMEHTH, 3a KOUTO ca HalHle haKTopn, Npeapa3noNaralH pa3BHTHE Ha
MuonatHa/pabaomuonuia. Takuea dakTopu ca:

¢ buOpeuHo yBpexnaHe.

XHMOTUPEOHAHIBM.

Jlnuna unu paMunHa asaMmHe3sa 3a HaCIeACTBEHO MYCKY/IHO 3abosBaHe.

YcTaHOBEHa MYCKYJIHA TOKCHYHOCT KbM ApyrH HHXnOutopH Ha HMG-CoA penykra3ara wiu
dbubpaty.

3noynotpeda ¢ ankoxonn.

[TauueHTH Ha BBLIpacT Han 70 roanHM.

CBbCTOSHHUA, MPH KOUTO MOXeE Aa ce HabmoAaBa NoKauBaHe Ha NAa3MEHUTE HUBA (BXK. TOuka 5.2).
EaHOBpeMEHHO npuaokeHue Ha ¢pubpatu.

[Tpn nonodHK mauneHTH TpadBa na ce npeaBHAN OTHOLIEHHETO PHCK/MOM3a M 1a OBJAT NOCTaB

Moa KAHHHUHO HabmoaeHne. Ako H3XxoaHoTo HMBO Ha CK e 3HauuTenHOo NoBUILEHO (> 5 NbT
ropHaTa rpaHMLa Ha HopMara), He TpAOBa J1a ¢¢ 3ano4Ba JeyeHue.



o gpese na reyenuemo
[NauneHTUTE Ce 3aabLIKABaAT He3abaBHO J1a NoKNaABaT HEOOACHHMHM MYCKYNTHH DONKH, yceulaHe 3a
c;1aboCT WK CXBalllaHe, Hal-BeYve aKo ca CBbP3aHH ¢ Hepa3nonoxeHHe UK ¢pedbpunuret. [lpu Te3n

naLHeHTH TpabBa na ce usmepat HuBara Ha CK. Tepanuara tpabea pa ce npexparH, ako HHBOTO Ha
CK € 3HaYuTeTHO MOBHILUEHO (> 5 MbTH ropHaTa AoNyCTHMa rpaHHLUA), WK MYCKYJTHUTE CHMITTOMH Ca
TEXKH H NPHUYUHABAT €XEAHEBHO Hepa3noaokeHHe (Aopu HHBOTO Ha CK na e < 5 nbTH ropHara
AOMYCTHMAa rpaHuLia). AKO CUMNTOMUTE H34Ye3HAT H HUBOTO Ha CK ce HopMannu3upa, Moxe 1a ce
NOMHCJIM 3a NOBTOPHO NeueHue ¢ Kpectop win antepHaTtuBeH HHXHOUMTOp Ha HMG-CoA peaykraszara
B HAM-HKCKA J03a noa HabmoaeHue. PytuHHO HaOmoaeHue Ha HnBoTo Ha CK nNpH nauueHTH 0e3
CHMITOMH HE € OCHOBATEJIHO.

Mma MHOro peaKH 0K1aaH 3a HMYHOMEAHHPpaHA HEKPOTH3HPALLLA MHOMATHSA, KOATO KJIMHHYHO C€
XapaKTepuiKpa C MepcUcTUpallla NPoKCHManHa MyCKyJiHa ciabocT 4 MOBHILEHA KpeaTHHKHHA3A NO
BPEME Ha JICYEHHETO WIH CJIe] CNHPAHE HAa CTAaTUHHUTE, BKAKOUUTENHO pOo3yBacTaTHH. Moxe nae
HeOOXOAMO AOMBIHUTEIHO HEPBHOMYCKYJIHO HITH CEPOJIOTMYHO HU3caeaBaHe. Moxe Aa ce Hanoxu

JCHCHHC C HMYHOCYTIPCCHPALLH JICKAPCTBA.

B Hakonko cnydas ce choOuiaBa, Ye CTaTUHUTE HHAYUHMPAT de novo WK BAOLLABAT BEYe
CBUIECTBYBALNAa MUACTEHHA MPaBUC UK OMHA MHACTEHHUA (BXK. TO4Ka 4.8). Ilpunoxkenneto Ha KpecTop
TpsaOBa aa ce crpe B ¢/iyyad Ha BnowapaHe Ha cuMnToMuTe. MMa ¢boOLIEeHHA 3a pELUMAHB NPH
(MOBTOPHO) NpWIaraHe Ha ChLUHA WIH pa3/IHUE€H CTATHH.

[Tpy KTWHUYHKUTE H3NUTBAHUA HA KpecTop He ca HabnoaaBaKHK JaHHH 3a NOBULUEHH e(PEKTH BLPXY
CKeNeTHaTa MYCKYJlaTypa B MalikaTa Irpyna naudeHTH, np# kouto KpecTop € npunaraH ¢ Apyro
CBITbTCTBALLO IEYEHHE. Y BEJIMHEHHE HA YECTOTATA HA MUOIWT M MHoNaTHA € HabmoaaBaHo, o0aue,
NpH NauHEeHTH, nonyyaeawy apyryu HHxnbuTopy Ha HMG-CoA peaykrazaTa 3aeJHO ¢ LIUK/IOCTOPUH,
NPOW3BOAHH Ha PUOpPUHOBATA KHCENIMHA, BKIHOUYHTEIHO reMpuOpo3nn, HHKOTHHOBA KHCETHHA,
a30JI0BH AHTUMHUKOTHLIH, NMPOTEea3HH UHXHOUTOPH H MAKPONHIHHU aHTHOMOTHUHN. [ eMpubpo3un
MOBHLIIABA PHCKA OT MHOTIATHA, aKO C€ NPHEMa €IHOBPEMEHHO ¢ HAKOH HHXHOUTOpH Ha HMG-CoA
peaykra3ata. [lopaau ToBa, koMOMHaLMaTa MexKY reMPpudpo3un v Kpectop He e npenopbukTenta.
[Ton3zara oT AONBAHUTENHO CHHXKABAHE B JIMMUAHWTE HHBA B PE3yNTAT OT KOMOWHUPAHOTO NPUEMAHE
Ha Kpectop u ¢dubpaTy uiu HHauuWH, TpaOBa 1a 6bae BHUHMATEIHO H3YHCAEHA CNPAMO NOTEHUHANHUA
pUcK OT NoA00OHU koMOHHauuK. IlpH eTHOBpeMEHHO NpUIOcKEeHHe HA GubpaTH, TEUEHHETO C A03H OT
40 mg e NpoTHBONOKA3aHO (BXK. TOUKH 4.5 1 4.8).

Kpectop He TpadBa na ce npunara eAHOBPEMEHHO ¢ Gy3HA0BA KHCETUHA 32 CHCTEMHO NPHIMKEHHE
WIH B paMKHTE Ha 7 1HH CNE€ CNIUPAHE Ha JIedeHHeTO ¢ ¢y3naoBa kucenuHa. [Ipu nauneHTH, npu
KOHTO H3MNON3BAHETO Ha PY3MA0BA KHCENHHA 32 CUCTEMHO NPUI0KEHHE € 3HAYUMO, JIEUEHHETO CbC
CTaTHHH TpaOBa Aa Obje NpeycTaHOBEHO Npe3 LENHA NepyHoa Ha neueHHe ¢ ¢y3naoBa KuceauHa., Uma
¢cbODLWEHHs 3a pabaoMUonH3a (BKIIOYUTENHO HAKOAKO € (paTaleH U3Xoa) MPH NAUMEHTH, NpHEeMaLlH
¢y3Ma0Ba KHCENHHA H CTATHHHU B KOMOHHaUMA (Bx. Touka 4.5). [launenTure Tpabea na 6baar
NOCHBETBAHH 1a NOTBLPCAT He3abaBHO MEAMLIMHCKA NOMOLLL, aKO M3NTHTBAT CHMNTOMH HA MYCKYJIHA
cnaboct, bonka unmn 6onesneHocT. JleueHUeTo Cbe CTATHHHU MOXe 1a Oblle NOAHOBEHO CEAEM AHH
cnea nocneaHara n103a Ha ¢dy3daosa kHcenuHa. [Ipu w3BbHpeaHH obcToATENCTBA, KOTATO €
HeoOX0AHMa NPOAL/IKUTENIHA ynoTpeda Ha (by3NA0BA KUCETHHA 32 CHCTEMHO NPWIOKEHHWE, HANpHUMeEp
34 JIEYEHHE HA TEKKH HHPEKUHH, HeoDX0AUMOCTTA OT €JHOBPEMEHHO NpHUNoKeHHUe Ha Kpectop
gy3na08a KHCeNHHa TpadBa Aa ce NpeUeHU HHAWBUIYATHO, H NOA ¢TPOr MEAULUHHCKH KOHTPOJ.

Kpectop He Tpabea na ce ynorpebGaBa npyH NaUMEHTH ¢ OCTPH CEPHOIHH ChCTORHHA, NPEeANoNaralt
MHOMAaTHA, HJIH NMpeApa3NoNaralli KoM pa3BHTHE Ha ObOpeuHa HeROCTaTHUYHOCT, BCJIEACTBHE
pabaoMuonn3a (Hanp. cencuc, XMNOTOHHKS, roNsMa onepaLus, TpaBMa, TEKKH MeTaboaUTHH,
EHAOKPHHHHU H €NEKTPOJIMTHH HapYLLIEHHA HIH HEKOHTPOJHPAHH FbpPYOBE).

TexKH KOXKHH HEKEJIAHH peaKlMH
TEeXKU KOXKHH HEXKENAHK PeaKUMH, BKIKOYUTENTHO cHHApOoM Ha Stevens-Johnson (SJS) n nexa

peakums ¢ eosnHoduka U cucteMud cumntToMu (DRESS), konTo moraT na 6vaar
KHUBOTO3ACTPalliaBALUH HIIH C JIETANIEH U3XOA. ¢a JOKIaJABaHHU NpH ynoTpedaTa Ha po3yBacTa
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Touka 4.8). [lo BpeMe Ha Ha3HA4UaBaHETO My, NALUMEHTHTE TpsabBa aa 6baaT HHPOPMHpPaAHH 32
NPUIHALHTE U CHMITOMMTE Ha TEXKH KOXHH peakliMy U Aa O6baaT BHUMaTenHo Habmonasaluu. Ako ce
NOABAT NPHU3HALM W CUMITOMH, NMPEANONaraiid Te3H peakLuH, jJeueHneTo ¢ Kpecrop tpabea na 6bae
npeycTaHOBEHO He3abaBHO W Ja Obae 0OMHCICHO aNnTEPHATUBHO JICYEHHE,

AKO NAaUHEHTDBT pa3BHe cepro3Ha peakuus kato SIS unu DRESS npu ynorpedara na Kpecrop,
neueHreTo ¢ Kpectop He TpabBa HMKOra Aa ce NOAHOBABA NMPU TO3H NALUEHT.

BausHue BLpXy yepHua apod

KaxTto npu apyru uHxubutopu Ha HMG-CoA peanykrasata, Kpectop Tpabsa BHUMATENHO na ce
npuiara npy¥ NAuMEHTH, KOUTO MPHEMAT roIIMO KOJIMMECTBO AJIKOXOJ H/WITHK ca uMany 3abonsasaHe Ha
yepHua apod. IpenopbunTENnHO € na ce HanpaBAT U3C/IEABaHHA Ha uepHHUs apob npeau, U 3 Mecela
cnen 3anousaHe Ha neveHueto. Kpectop Tpadbsa aa 6bae npeyctaHoBeH WK A03aTa TpaORra na ce
HaMaIH, AKO HHBOTO HA CEPYMHHTE TPAaHCAMHHA3ZH HAJBHLLIABA TPH NbTH ropHaTa rpaHUlLIA Ha
HopMmara. JloknagBaHaTa 4ecToTa 3a CEPHO3HH YepHOAPOOHH YBpEaH (3aKIK0UBALIM CE TNABHO B
YBEJIHYEHHU YEPHOAPOOHU TPaHCAMUHA3K) [PH NOCTMAPKETHHIoBaTa yriorpeda, € No-BUCOKa NpH

no3vpoeka ot 40 mg.

an MAUHCHTH C BTOPHYHA XHIICPXOJICCTCPONCMHUA, NPHYHHCHA OT XHINOTHPCOUAHW3IBM HITH
HE(prTH'-IEH CHHAPOM, OCHOBHOTO 3abonsaBaHe TpﬂﬁBﬂ Ad CC JICKYBa NpcAy 3anNOoYBaHC Ha JICHCHHC C

KpecTop.

Paca
(DapMaKOKHHETUYHHTE NPOYYBAHUA NOKA3BAT, Y€ NPH NAaUMEHTHTE OT a3HATCKATA paca € HaIHLE Mo-

BMCOKa €KCMO3MLMA B CPABHEHHE € TE3M OT KaBkaskarta (bsanara) paca (Bxk. Touku 4.2, 4.3 n 5.2).

[IpoTea3Hu HHXUOUTOPH

[loBHILIEHA CHCTEMHA EKCNO3ULIMA HA pO3YyBacTaTUH € HabnoaaraHa NpyU NaLUEHTH, NpUeMaLLH
po3yBacTaTHH €AHOBPEMEHHO € PAIHYHH NPOTEa3HU HHXHOUTOPH, B KOMOUHALHA ¢ PHTOHABUP.
Tpa6Ba 1a ce oOMHCIH KaKTO NoN3aTa OT MUNKWAONOHWXKAaBaHE Ypel ynoTpeda Ha KpecTop npu
naureHTH ¢ HIV, kouTo npuemar nporeazHn MHXHOMTOPH, Taka U MOTEHLIHAJIA 3a NOBMILIEHA
KOHLIEHpAaLIMA HAa PO3yBacTATHH, KOraTo ¢ 3anousa TepanuaTa v ce NoBvLasa fo3ata Ha Kpectop npu
MALMEHTH, JIEKYBAHH ¢ APOTEA3HH HHXUOHUTOPH. EAHOBPEMEHHOTO NMPUAOKEHHE C ONPEAC/IEHH
MpoTea3HH HHXHOMTOPH HE Ce NpenopbYBa, OCBEH aKO A03aTa Ha Kpectop He ce Kopurupa (Bx.
Tabnuua |1 1 Touku 4.2 u 4.5),

HenoHoCUMOCT KbM 1aKTO3a
[TaumnenTH ¢ peKd HaceACTBEHH NpobaeMH KaTo rasakTo3Ha HEMOHOCHMOCT, ITbJEH J1aKTa3eH

ACPHULHT WIH INIIOKO30-ranakro3Ha mManabcopbumsa He Tpabea na npuemar TOBa IEKapCTBO.

HuTepctrnunanta 6enoapodbua doaect
JoKnansaHHW ca H30JIMpaHH ClIyyaH Ha HHTepCcTHLHanHa OestoapodHa Oonect npy NpUIoKeHHe Ha

HAKOH CTaTUHH, OCODEHO NPH NPOABIKHUTENHA Tepanua (BXK. Touka 4.8). KnuHu4HKUTE nposBu Morat
Ja BKJIKOUBAT MUCIHEA, HENPOAYKTHBHA KaliMua W BlrolaeaHe Ha obwoTo ¢beTosHKue (yMopa, 3aryba
Ha TETJ1O H TpecKa). AKO UMa NOLO3PEHHE, Ye NALMEHTDLT € Pa3BUI HHTEpPCTHLIMANHA DenoapobHa
OonecT. TepanugTa cbC CTAaTHH TpAOBa Aa Obje NpeycTaHOBEHa.

3axapeH auader
Hsakon gokasatencTsa npeanonarar, 4¢ CTATHHMTE KaTO KJAC MOBUILIARAT KPHLBHATA MIOKO3a K NPH

HAKOH NauHEHTH, BHCOKOPUCKOBH 3a pa3BHTHe Ha avaber B Obaellle, MOTaT J1a 1OBEAAT J0 TAKOBa
HUBO Ha XUNEPIIMKEMHA, NPH KOETO € NOAXOAALLO MPHIAraHeTo Ha peAoBHATA IPUIKa, NPoBeXAaHa
npu auabet. To3u puck, obaue ce HaaAeNABa OT PEAYKLMUATA HA BACKYJAPHHSA PHUCK ChC CTATHHY H,
CJIE0BATENHO, He TpabBa na Obje NpHUKMHa 3a CNMpaHe Ha CTaTUHOBATA Tepanus. PHckoBuTe
NaLMEHTH (r0K03a Ha riaaHo 5,6 1o 6,9 mmol/l, unaekc Ha TenecHa maca > 30 kg/m?, nosum
CTOHHOCTH Ha TPHIJIMUEPHANTE, XHNEPTOHHA) TPAGRA Ja ce NPOCaeasBaT KAKTO KIIHHHYHO, Ta
OHOXHMHYHO, CbINMACHO HALMOHAJIHKWTE PbKOBOACTRA.




B npoyusaneto JUPITER, cbobiueHara obiua uyecrora Ha 3axapeH nuaber € 2,8 % 3a po3yBacTaTHH H
2,3 % 3a nnauebo, rnaBHo Npy NalUKEHTH ¢ rOKO3a Ha raaano 5,6 no 6,9 mmol/l.

[leguaTpHyHa nonynanus
OueHsABAaHETO Ha JIMHEHHOTO H3pacTBaHe (BUcOUHHA), Terno, BMI (Mnaekc Ha TenecHarta maca) u

BTOPUUYHUTE NOJOBH DeJie3H Ha NOJOBOTO Ch3pABaHE N0 CKanara Ha Tanner npu neaHaTpUYHH
NMauMeHTH Ha Bb3pacT 6 10 17 roaMHu, npyeMalii po3yBacTaTHH, € OrpaHHYeHO A0 ABYTOAHILEH
nepvoa. Cnea ABe rolMHH Ha TPETHPAHE MO BpeMe Ha NPOYYBAHETO, He € 3a0eng3aH HUKaKbLB edekT
BbLPXY pacTexa, Ternoro, BMI wan nonooto c¢b3paBane (Bx. Touka 5.1).

B kK1MHMYHO NpOYYBaHE Ha J€lla H IOHOLIH, MPUEMALLH PO3YyBaCTaTHH 32 32 CeAMHLHM, NOBULUABAHE HA
CK > [0xULN u MyCKynHUTE CHMNTOMH €]l YNPAKHEHHUE WK MOBHLIEHA PU3HIECKa AKTHBHOCT Ca
HaOnoJaRaHU NO-4ECTO, B CpaBHEHHE ¢ HAOMOAEHNA OT KIMHUYHH NPOYYBAHHMA NPH Bb3pacTHH (BK.
Touka 4.8).

4.5 B3anMoAeHCcTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH H Apyrn GopMH HAa B3IaUMOIEHCTBHE

qu)exm Hd E’()H(JHPE.HEHHIJ npuldecanu 1ekadpcmaeecHu npﬂdyxmu 8bpPXY POIYEACINAMUH

MHXHOUTOPHU Ha TPAHCIOPTEPHHUTE NPOTEUHU

Po3yBacTaTHH € cyOCcTpaT Ha onpele/ieHd TPAHCNOPTEPHH NPOTEHHH, BKIIIOYHTENHO YEPHOAPOOHHS
bnrerk TpaHcnoprep OATP1B1 v edaykc Tpancnoprepa BCRP. EanoepeMeHHOTO NpUaOKeHHe Ha
KpecTop ¢ NEKapCTBEHH NPOAYKTH, KOUTO ca HHXHOUTOPH Ha TE3M TPAHCNOPTEPHH NMPOTEHHH, MOXKE
fla nOBeae N0 NOBULIABAHE HA NJ1a3MEHATA KOHLEHTPALHA HA PO3YBAacTATHH H NMOBHLUEH PHUCK OT
myonatis (rx. Tabaunua | 1 Toukmn 4.2 n 4.4).

LInknocnopux

[Ipn eaHOBpeMEHHOTO NpHIIOXKEHHE HA KpecTop ¢ LMKI0CNOpHH, cpedHuTe CTOHHOCTH Ha AUC Ha
pO3yBacTaTHH ca OUNTM cpeaHo 7 NbTU MO-BUCOKHU OT Te3K, Habnoaapauy npu sapasu A00poronun, Ha
KOHTO € NPHI0XKEHA chillaTa Ao3a (Bx. Tabnuua 1). Kpectop € npoTuBonokasaH Npy NalueHTH, KOUTO
€/IHOBPEMEHHO NOTYYaBaT UUKIOCNOPHH (BXK. Touka 4.3). EXHOBPEMEHHOTO NPUIOIKEHHUE HE €
NOBJIHAJIO MUIA3MEHUTE KOHLICHTPALlHH Ha LIKKJIOCTIOPHH.

[emMdrOpO3nUI M APYrH TUNHAOITOHHXKABALLM NPOAYKTH

EaHoBpeMeHHOTO NpuanoxkeHue Ha Kpectop U reMdubpo3nn € AoBeNO 10 ABYKpPaTHO NOBHULIIEHHE HA
Cmax 1 AUC na po3yBacTaTHH (BXK. Touka 4.4). JlaHHuTe OT (PapMaKOKHHETHUYHHTE NMPOYUBAHHA,
U3CJIeIBALLM JICKAPCTBEHHTE B3aUMOAEHCTBHA, HE NMOKa3BaT B3aMMoaeicTBUe ¢ peHoPHOpaT, HO €
Bb3MOIKHA MosBa Ha (hapMaKoAHHAMHYHH B3auMoaeicTeua, I'eMpubposnn, peHodudbpat u
OCTaAHAJIMTE MEJIMKAMEHTH OT rpynarta Ha ¢ubpaTHTe H AMMHAONOHHXKABALLUTE A03H (B 103K > | g Ha
JA€H) HHAUMHH (HHKOTHHOBA KHCEJIMHA), NOBHLIABAT PHCKA OT MOABA HAa MHOMNATHA NPH KOMOUHHpaHeE C
HHXHOUTOPH Ha XUIPOKCH-METHN-MNYTAPUA-KOEHIUM A peayKTa3aTa, Hali-BepOsSTHO nopaan pakra,
ye NOCJICAHUTE MOTaT Aa NPEeANU3BHKAT MNOABATa HA TOBA YCIIOKHEHHE K MpHA MoHoTepanus. [o3aTa oT
40 mg € NpoTHUBONOKa3aHa NpH €AHOBpEMEHEH NpHeM Ha PudpaTH (Bxk. TOUKH 4.3 1 4.4). [lpu Te3u
NalMEeHTH NEYEHHETO Chlo TpadBa 1a 3anovHe ¢ 5 mg.

EzeTumMub

EaHoepeMeHHOTO Hanoaieade Ha 40 mg Kpectop 1 10 mg ezeTumud, He soaum no npomeun B AUC u
Ha ABaTa NpoAyKTa, KOrato ce npuharar npu 3apasu aobpoeonuu. Hma 1.2 nvti nosuiueHwe Ha AUC
Ha po3yBacTaTuH, Korato 10 mg Kpectop v 10 mg €3eTHMHO ca NprunokeHHn Npu NaLUEeHTH ¢
xunepxonecreponemMus (tabnuua 1). He Moxe na ce U3kIoUuH hapMakoAHHAMHUUYHO B3aUMOAEHCTBHE
MEXAY TAX, KOETO 1a MMa 3a pe3yJITaT HeXKeNaHu peakunH (BxK. To4ka 4.4).

[lpoTeazHu HHXHOUTODH
Bbnpeku 4e TOUHUAT MEXaHH3BM Ha B3aHMOIEHCTBHE HE € U3BECTEH, €AHOBPEMEHHOTO MPUNO
MPOTEa3HH HHXHOHTOPH MOXKE PA3KO 14 NOBUILH €KCNO3HLMATA Ha po3yBacTaATHH (BXK. Tabn
Hanpumep, eaAHOBpeMEeHHOTO npuaokerne Ha 10 mg po3yBacTaTHH U KOMOMHKpaH npoay
ce OT ABa nporea3Hd HuxubuTopa (300 mg arazanasup/100 mg puTOHaBHp) NO BpeMe Ha
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(bapMaKOKMHETHUYHO NMPOYUBaHEe MpH 3ApaBH 100pOBOJILM, C€ aCOLMHPaA C NMPUOTHIUTENHO TPHUKPATHO
HapacTBaHe HAa AUC Ha posyBacTaTHH. EAHOBpEMEHHOTO NpHIOKeHHE Ha KpecTop W HAKOH
KOMOMHALMY OT MPOTEA3HH UHXUOUTOPH, MOXKE Ja C€ UMA NPEeABHUI Clie] BHUMATENHO NPELCHABAHE
Ha KOPEKUHUTE Ha Ao3aTa Ha KpecTop, Ha Ha3a 04aKBaHOTO MOBHLUEHHE HA EKCTIO3IULIMATA Ha
po3yBacTaTHH (Tabnuua 1 v Touku 4.2 1 4.4).

AHTHALNUAH

EaHoBpeMeHHOTO NpHiaoKeHHe Ha KpecTop ¢ aHTHaUMAHA CYCNEH3HUA, ChbAbPKALLA ATYMHUHHEB U
MarHe3ueB XHAPOKCHI, € JOBEAO A0 HAMAJIARAHE HA TUN1A3MEHATa KOHLEHTPALHA Ha pO3yBacTaTHH C
npubnusurenyo 50 %. Toau edexT € Oun orcnaben, KOraro aHTHaLUMAWTE €a JAaBaHH 2 4Yaca ciell
npueMa Ha Kpectop. KnMHMYHOTO 3HauUeHHE Ha TOBA B3aUMOAECHCTRHE HE € U3C/IEABAHO.

EpUTpOMHLHH

EanoBpemeHHHnaT npueM Ha Kpectop H epUTPOMHLUMH, € AoBen a0 20 % Hamanenne Ha AUC .y U
30 % HamaneHue Ha Cmax HA pO3yBacTaTHH. B3anMoaeHCTBHETO MOXE 1A € NpeaAH3BHKAHO OT
MOBHIUEHHSA YPEBEH MOTHIIMTET, BCJIEACTBHE HA NMPHEMA Ha €PUTPOMHUHH.

Tukarpenop

Tukarpenop Moxe aa nosnuvse 6bOpeyHaTa ekckpeLHs Ha pO3yBacTAaTHH, YBENIHYABANKH PHCKA OT
KYMYJMpaHe Ha po3yBacTaTHH. BbpekH e TOUHHAT MEXAHHIBLM HE € H3BECTEH, B HAKOH Cllyyau
€AHOBPEMEHHOTO NPUIGKEHHE HAa THKArpeaop H po3yBacTaTHH BOAW A0 HaManaBaHe Ha ObOpeuHaTa
¢yHKUMA, noBuleHo HHUBO HAa CPK 1 pabaomuonusa.

En3nMu OT cucTemaTa Ha uutoxpom P450

HaHHUTE OT in vitro Y in vivo NpOy4YBaHHA MOKA3BAT, Y€ PO3YBACTATHH HE € HUTO HHXHOHUTOP, HHTO
HHAYKTOp Ha uMToXpoM P450 uzoeH3inmuTe. PosyBacTaTuH e cnab cybcTpar 3a Te3M H30eHINMA.
CiepoBaTenHo, JIEKAPCTBEHH B3aMMOCHCTBHUA, pe3yaTaT oT uuroxpoMm P450-mMeannpanus
MeTabOJIM3BLM, He ce o4akBaT. He ca HabnrogaBaHy KIIMHUYHO 3HAYHUMH B3aUMOAECHCTBHN MEXKIY
po3yBacTaTHH H GnykoHazos (MHxuburop Ha CYP2C9 u CYP3 A4), unu ketokoHazon (HHXHOUTOpP Ha
CYP2A6 u CYP3A4). ExHOBpeMeHHHAT npHeM Ha UTpakoHas3on (WHXHOHTop Ha CYP3A4)
pO3YBACcTaTHH, BoAX A0 28 % yBenuueHue Ha AUC Ha po3ysacTtaTHH. TOBa MaJIKO YBEJIHYEHHE HE €
KJIHHHYHO 3Ha4HMO. [1o Ta3y npHuyHHa, NeKapCcTBEHU B3aKMOACHCTBUA B CNEACTBHE HA MeTabONH3ILM,
Meaunpald ot uutoxpom P450, He ce ouakaar.

B3auMOaeHCTBUA, KOMTO H3IUCKBAT KOPEKIIMA Ha 103aTa Ha pO3YBACTaTHH (BXK. CbuUio Tabanua 1)
Korato e HeobxoauMo aa ce npunara Kpectop eAHOBPEMEHHO C APYrH JIEKAPCTBEHH NPOAYKTH, 3a
KOUTO € H3BECTHO, Y€ NOBHILABAT EKCMO3HUNATA HA pO3yBacTaTHH, 103uTE HA KpecTop Tpabea na ce
kopurupar. Ha npeanuceauyre nekapu ce npenopuysa Aa B3eMar npeasua ChOTBETHATA JIEKAPCTBEHA
HHpoOpMaLMs, KOrato 0OMUCNAT NpUAaraHe Ha TaKHBa NPOAYKTH 3aeaHo ¢ KpecTtop. 3anousa ce ¢
n03a Ha KpecTop oT 5 mg BeAHBK AHEBHO, aKO OYAKBaHOTO NoBHIIeHHe Ha ekcnosdumnaTa (AUC) e
NPUOIH3UTENHO ABYKPATHO WK NO-ToAAMO. MakcHMaliHaTa JHeBHa 103a Ha KpecrTop Tpabsa aa ce
KOPHIrHpa Taka, 4e OYaKBaHaTa €KCMO3HUMA Ha PO3YBACTATUH HAMA BEPOATHOCT 1A HAABHILNA TA3H Ha
40 mg aHeBHa no3a Kpecrop, npuet 6e3 B3aUMoaeHCTBALIH JE€KAPCTBEHH NPAYKTH, HANPHMEP A03a OT
20 mg KpecTtop ¢ rempndposnn (1,9 nbti nosuueHne) u ao3a ot 10 mg Kpectop ¢ komOHnauns
puTOHaBup/aTtazaHaBup (3,1 MbTH NOBHLUECHHE).

Axo ce Habnwonaea, ye nekapcTeeH npoayxkt noeumaesa AUC Ha po3yBacTaTHH NoO-MaslKo OT 2 [TbTH,
HayanHata n03a He TpadBa na ce HamMansgBa, HO TpAOBa Aa ¢e NMOAXOXKAA ¢ BHUMAHHE, aKkoO J03aTa Ha
KpecTop ce nosuium Haa 20 mg.




Tabnuna 1. EdexT HA ¢AHOBpPEMEHHO MPHJIATAH JIeKAPCTBEH NMPOAYKT BBLPXY €KCIO3HUHATA HA
po3yBacTaTHH (AUC, B HB3X0AA11 pea) oT NyOJIHKYBAHH KJIHHHYHH NPOYYBAHHA

lopumaBane Ha AUC Ha po3yBacTaTHH 2 NbTH HJIH K0OBeYe OT 2 NbTH

0308 pexum Ha /1030B peXXxHM Ha IMpomana B AUC na
B3aHMOACHCTBAILLOTO JAeKAPCTBO PO3YBACTATHH PO3YBACTATHH
Codocbypup/BennaTacBup/BOKCHIAINPEB 10 mg eauHHYHA no3a 74t T

up (400 mg-100 mg-100 mg) +
Bokcunanpesup (100 mg) BeannbX
IXHEBHO 3a 15 aHu

Linknocnopun 75 mg aBa NbTH HA AeH 10 mg BeaHBLX AHEBHO, 10 aHH 7.1 nbti T
a0 200 mg aea nbTH Ha AeH, 6 Mecela

Haponytamun 600 mg 2 x aH., 5 aHK 5 mg, enfUHWYHA 1034 5,2 nbti T
Peropadenunt 160 mg, BeaHbXK AHEBHO, 5 mg, eMHHYHA 1032 3,8 mbTH |
14 aHu

ATazanasup 300 mg/putoHasnp 100 mg 10 mg, eanHuuHa no3a 3,1 metu T
BEAHbK NHEBHO, 8 NHH

Pokcanycrar 200 mg npes pex 10 mg, eanHUYHa 1034 2.9 nbTH |
Benanataceup 100 mg BeaAHbXk JHEBHO 10 mg, equHKH4HA n03a 2,7 nbTH 1
OmMobuTtaceup 25 mg/napuranpesup 5 mg, eAMHHYHA 1033 2,6 mbTH 1

150 mg/ putoHaBup 100 mg BeaHBXK
AHeBHO / nazabyeup 400 mg 2 nbTH
JHEBHO, 14 AHH

TepudnyHomun He e HannyHa 2.5 0T T
['pazonpeup 200 mg/endaceup 50 mg 10 mg, eanHWuHa no3a 2,3 nbTH 1
BeAHBLXK AHEBHO, 11 AHu

['mekanpesup 400 mg/nubpeHTacBUp 5 mg BeAHBK JHEBHO, 2.2 bTH 1
120 mg BeAHBXK AHEBHO, 7 OHH 7 OHH

Jlonnuasup 400 mg/putoHarrp 100 mg 20 mg BeAHBX NHEBHO, 7 JHH 2,1 vt T

ABa NbTH Ha AeH, 17 aHH

KanmaTruu6 400 mg asa nbTH Ha ek 10 mg, eAMHUYHa 1033 21 et T
Knonuporpen 300 mg HaToBapBaiua 20 mg, eanHUYHA 1033 2 nbti T
033, NocneaARaHa Ot 75 mg Ha 24 vaca

®ocramatHaud 100 mg ABa NbTH Ha 20 mg, enMHUYHA A03a 20t T
JN€H

DedykcoctaT 120 mg BeAHBXK AHEBHO 10 mg, eanHuuHa no3a 1,9 mvu T
Tadamuauc 61 mg 2 mbTH AHEBHO Ha 10 mg, eanHn4Ha n03a 20nbu T

aeH | ¥ 2, noceasaHo OT BEAHDbX
JHEBHOHA AeH 3 U 9

["em¢pubposnn 600 mg nBa nbTH Ha aeH, 80 mg, enuHUYHA N03a 1,9 nbtn T
7 1HU

IHosamasane na AUC Ha po3yBacTaTHH No-MaJ1K0 0T 2 NbTH

/0308 pexXxHM Ha J1030B pexHM HA [Ipomana B/
B3aHMOACHCTBALIIOTO JIEKAPCTBO pPO3YBaCTATHH poayﬂac
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Entpombonar 75 mg BegHbX AHEBHO, 10 mg, enHHUYHA 1034 1,6 nbTH T
5 DHU

JapyHasup 600 mg/putorasup 100 mg 10 mg BeaHBXK JHEBHO, 7 AHM 1,5 mbti T
ABA NMbTH Ha AdeH, 7 THH

Tunpanaeup 500 mg/puronasup 200 mg 10 mg, eaHUuHa a03a 1.4 et T
ABA MbTH Ha aeH, 11 auu

Hponeaapon 400 mg nBa NbvTH Ha AEH He e HanHuHa 1, 4meti T
Urpakonason 200 mg BeAHBbXK AHEBHO, 10 mg, eauHWuHA no3a 1,4 netu T°°
5 nHM

Ezetumu® 10 mg BeaHbXK AHEBHO, 10 mg, BeaAHBXk AHEBHO, 14 OHMH 1,2 metu T°°
14 nHu

Ilonuxapane Ha AUC Ha po3yBacTATHA

J030B pexuM Ha J030B pexxuM Ha [lpomana B AUC na
B3aHMOAeACTBAINOTO JIEKAPCTBO PO3YBACTATHH PO3YBACTATHH
EputpoMuuuH 500 mg 4yeTupu mbTH Ha 80 mg, eaMHKyHa no3a 20 %

J€H, 7 IHW

bavkanuH 50 mg Tpu NLTH Ha OeH, 20 mg, eaAMHHUYHA 1034 47 % \

14 nHu

"JlaHHHUTE, NOCOMEHH KATO X NbTH NMPOMAHA, NPEACTABAT NPOCTO CHOTHOLIEHHE MEXAY
€IHOBPEMEHHO MPHIIOHKEHHUE H [PHIIOXKEHHE HA PO3YBACTATHH CAMOCTOATENHO. JlaHHHTE, NOCOYEHH
KaTto Yo, NPEACTABAT NPOLIEHTA Pa3/INKa, OTHECEH HA CAMOCTOATEIHOTO NMPHIOKEHHE Ha
pO3yBacTaTHH.

[loBHILIABAHETO € NpeACTaBEHO KATO T nonmxkenueto kato .47,
“Hakonko NpoyuBaHHs 3a B3aHMOIEACTBHE ca NPOBEAEHH ¢ PaxIHUHH 003HpoBkH KpecTop,
Tabnauuara npeacTaBs HAH-IHAYHMOTO ChOTHOUIEHHE.
AUC = nnout noa kpusara;

CneaHure nekapcTBEHH NPOAYKTW/ KOMOMHALUMKY HE OKa3BaT KIMHHUYHO 3HaA4YUM edekT Bpxy AUC Ha
pO3yBaCTATHH NPH €JHOBPEMEHHO NPHIOKEHHE:

Anernura3zap 0,3 mg npunoxenue 3a 7 auu; Genodgudpar 67 mg 7 AHH NPHUNOKEHWE TPH MBTH Ha
aeH; MnykoHazon 200 mg 11 auu npunoxerue BeaHbx AHeBHO; MozamnpenaBup 700 mg/puToHasup
100 mg 8 aHu npunoxexune aBa NMbTH Ha aeH; KetokoHazon 200 mg 7 AHM NpHNOKEHHE ABa MbTH Ha
ncH; Pupamnun 450 mg 7 aHu npunoxkeHue BeAHbX AHeBHO; CunumMapud 140 mg 5 gHu npunoxkenue
TPH NBTH Ha JEH.

Egexm na pozyeacmamun 6bpxy eOHOBPEMEHHO NPUAACAHU 1CKAPCMBERU RPOOYKINU

AHTaroHHCTH Ha BUTaMuH K

[lonobHo Ha apyru uHxnOuTopn Ha HMG-CoA penykrasara, 3anoyepaHeTo Ha fieueHHe ¢ Kpectop
WK TUTPUPAHETO Ha A03aTa MY NPH NaUUEHTH, NpUEMallli aHTaroHUCTH Ha BHTaMKuH K (kaTo
Bap¢apHH UIH APYrd KyMapMHOBH aHTHKOAryJaHTH), MOXe Aa J0BeAe 10 NOBHUIEHHE Ha
MEX1YHapOAHOTO HOpMaTHW3HpaHo cboTHoweHMe (International Normalised Ratio, INR).
[IpexbcBaHETO HA NeYEHHETO HITK HAMaNABaHE Ha 103aTa Ha TUTpUpaHe ¢ Kpectop, Moxe 1a noseae
no HamaneHHne Ha INR. Ilpn nopobuun cutyaumnu ce npenopbuBa MOHHTOpHpPaHe Ha INR.

[lepopanHy KOHTpPaUEeNTHBW/ XOPMOHO3aMECTBALIA TEpanuUs
EanospeMeHHHAT npuem Ha KpecTop W nepopanHH KOHTpaUENTHBH, € A0Bea A0 noBuuaBaHe Ha AUC
Ha €THHHJ €CTPAAHO K HOPrecTpe, CLOTBETHO ¢ 26 % u 34 %. Te3n noBHLIEHW NNAa3MEHH
KOHUEHTpalMK TpaOBa na ce BIieMaT MoJl BHUMAHHE, KOraTo ce onpeaens 103MpOBKaTa Ha
NnepopanHHUTE KOHTpauenTHBHU. HiaMa papMaKkOKMHETHYHH JaHHH 33 NALHEHTH, KOKTO MpHe
€AHOBpEMEHHO KpecTop M XOpMOHO-3aMecTBalla Tepanua. ETo 3aio, B3auMoae iCTBHETO,
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no-rope, He TpAOBa Na ObAe UIKIKOUEHO KaTo BepoaTHO. Bbnpeky ToBa, Tazu komOuHaung e 6una
LUHPOKO MPHAAraHa oT )K€HH B KTMHHYHHW W3NUTBAHHA K € Ouna TonepupaHa nodpe.

Jpyru nexkapcTBeHU NPOAYKTH
Hueorxcun: Bb3 OCHOBA Ha JaHHUTE OT ceHPHYHH NPOYUHBAHUA 33 U3CICABAHE HA NEKAPCTBEHU
B3aMMOJIEHCTBHA, HE CE€ OYaKBAa KIIMHHYHO 3HAYUMO B3aHMOJEHCTBHE C AUTOKCHH,

Dy3udosu kucerund. He ca npoBexaaHy npoy4BaHUA 3a U3CeABaHe Ha B3aWMOAEHCTBHA C
pO3yBacTaTHH U (y3HA0Ba KHCENHHA. PUCKBT OT MHOTMATHA, BKIIKOYUTENTHO paDAOMHONN3a, MOXE A
Ce YBEJMUYH NPH €AHOBpeMEHHA ynoTpeda Ha Py3u0Ba KUCEIHHA 33 CHCTEMHO NPUIOXKEHHE U
CTaTUHU. MeXaHH3MBT Ha TOBA B3anUMoaeHCTBHE ((hapMaKOAHHAMHUYHO MU (apMAKOKHHETHYHO, HIH
M ABETE) € BCe olle HeussecTeH. Mma chobutenns 3a pabaoMuonuia (BKIKYUTETHO HAKOJKO C
dataneH U3Xoa) NpY NAUMEHTH, NPHEMALLH Ta3u KOMOUHaUMA.

AKO TepanuaTa ¢ ¢y3naoBa KHCEJIMHA 32 CHCTEMHO MPUNOKEHHE € HANOXKHUTENTHA, JICYEHHETO C
Kpectop TpsabBa na 6bae npexkbCHATO MO BpeMeE Ha NEPHOAA HA NeueHHe ¢ Py3ua0Ba KHCENKHa.
BuxTe cbuio Touka 4.4.

[leanaTpryHa nonynauus
[IpoyuBaHHs 3a B3aHMOACHCTBHA Ca NPOBEXAaHH CaMO NPH Bb3pacTHU. CTeneHTa Ha

B3aUMONEHCTBHATA B NEAHATPHUYHATA MMONMYyJTaUuuia HE € U3BECTHA.

4.6 PepTHANTET, OPEMEHHOCT H KbpMeHe

KpecTop € npoTHBONOKa3aH no BpeMe Ha OpeMEeHHOCT H KbpMEHE.
Kenu B aerepoana Bu3pact TpAOBa aa nmpuiaarat NOAXCAAIM KOHTPAUEITTHBHH MEPKH.

bpeMEeHHOCT
XonecTeponbT H APYrU NPOAYKTH Ha XONECTEPOI0BHA DUOCHHTES ca BAXKHH 3a PA3BUTHETO Ha I10AA.

ETo 3au10, nOoTeHUHANHHUAT pruck OT vHxuOupane Ha HMG-CoA peaykraszara e no-rojnsm, B
CPaBHEHHE € M0a3aTa OT NEeYEHHETO No BpeMe Ha OpemeHHocT. M3cneaBanKaTa BbpXy KHUBOTHH
OCHIYPABAT OrPAHUYECHHN JaHHH 32 PENPOAYKTHBHA TOKCHHHOCT (BX. TOMKA 3.3). AKO NauUEHTKA
3abpeMeree o BpeMe Ha JIeYEHHe ¢ TOBA JIEKapCTBO, NPpHeMbT TpaOBa Aa 6bae He3abaBHO
NpeyCTaHOBEH,

KbpMmeHe
OrpaHU4eHU NaHHH OT NYOJMKYBaHH NOK/IaaM NMOKa3BaT, Y€ pO3yBacTATHH MPHCHCTBA B HOBELIKATA

kbpMa. PolyBacTaTHH ce OTAieNs B MJRKOTO HA nabxoBe. Tlopaau mMexanHu3ma Ha nercTBHe Ha Crestor,
CbLUECTBYBA NOTEHLHAIEH PUCK OT HEXENaHH peakUMH Npyu Kbpmaueto. Crestor € npoTHBOMNOKa3aH no
BPEME Ha KbpMEHE,

QepTHAHTET
Hsama niBecTHH edekTH BbpXY depTrinTeTa cnea ynorpedara Ha po3yBacTaTHH.

4.7 EdexTH BLpXY cnocobHocTTa 32 InodUpaHe H paboTa ¢ MALIHHH

He ca npoBexagany npoyuBaHHa 3a yCTAHOBABaHE Ha BAMAHHETO Ha KpecTop Bbpxy cnocobHOCTTA 34
wodmupaHe 1 padborta ¢ mawMHKu. Bb3 ocHoBa Ha (papMakOAHHAMUYHUTE CBOHCTBA, HE C€ O4YaKBa
KpecTop na nosnuse HebnaronpusatHo T€3u cnocobHocTH. [lpu wodupane wiu pabora ¢ MallMHK
TpabBa na ce Ma npeaBU, Ye NPUEMAHETO HA JIEKAPCTBOTO MOXE /1a MPEAN3BHKAa CBETOBBLPTEXK.

4.8 HexxeJIaHH JIEKAPCTBEHH peaKlHH

JIEKH W NpexoaHHU. [1pH KOHTPONUPAHUTE KIIMHHYHK WINUTBaHHA, noa 4 % OT nauueHTHTE,
¢ Kpectop. ca npekbCHaNU IEYEHHETO NOPaiH HEKENAHH PEAKLIHH. |
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TabJHYeH CMHCHK HA HEXENAHUTE pCaklUHH

baznpaHa Ha JaHHHW OT KJIMHHYHH MPOYUYBaHHA H O0LLIUPEH NOCTMAPKETHHIOB OMNUT, CJICAHATA
Tabnuvua npeacTaBd NpoPUNBLT HA PO3YBACTATHH NO OTHOLUEHHE HA HEXKENAHU IEKAPCTBEHU PEAKLIMHU,
Hexenanure peakunu, n3bpoeHu no-100y ca K1acupuurpaHH No 4eCTOTa U CUCTEMO-OPraHeH KNac

(COK).

HecToTaTa Ha HEXETAHUTE peakUMH € cboOpa3eHa ¢be cneaHaTa KoHBeHUUa: yectu (= 1/100 no 1/10);
HeuecTH (= 1/1 000 no 1/100); peaku (= 1/10 000 no 1/1 000); mHoro peaku (< 1/10 000), HenzpecTHa
4ecToTa (He MOXe f1a Oble OLUEHEHA OT HAIHYHUTE JaHHH).

Tabanua 2. Hexxenanu NekapceTBeHH peaxunu 6a3HpaHH HA TAHHH OT KJIHHHYHH NPOYYBAHHSA H
NOCTMAPKETHHIOB ONHT

CHTEeMO-OpTraHeH YectH HeuecTn Peakn Muoro peakn | HeniBecTHa
KJ1AC 4e¢CTOTA
Hapyvuuenus na TpombouutoneH
Kpvema u .iumMgnama us
cucmemd
Hapyvwenun na Peakuuu Ha
UMYHHamMa cucmema CBPbXUYBCTBHUTE
JTHOCT,
BKJTIOUHTEIHO
aHrHoeaem
Hapywenus na 3axapeH
EHOOKPUHHAMU aunader'
cucmemd
Hcuxuunu Jenpecus
Hapywenus
Hapywenus na [ naBobony [TonuHerponatu | [lepudepna
HepeHama cucmema | e | HEBPONATHA
3amaiiBaHe 3aryba Ha namet | HapyuieHus na
ChHA
( BKJIKOMHTEITHO
HHCOMHHS U
KOLUMapH)
MuacTenns
rpaBuC
Hapywenun na OuHa
oyume MHACTEHHA
Pecnupamopnu, Kauinndua
PPYOHU U JducnHes
MeoUACMUNQ.IHU
HAPVIUEH U
Cmomauio-ypesnu | KoHcTHNAl [lankpeaTut Juapus
HAapYWeHust U
["aneHe
AbaoMuHan
Ha Donka
Xenamobtwiuapnu [ToBHLUEHH AKbnTenuua
HAPYULEeHUs 4YEePHOAPOOHH Xenatur
TPAHCAMHHA3H
Hapywuenus na [IpypHuTyc CuHApOM Ha
Koxcamd u Ob6pue
NnOOKONCHAMA MbKAH YpTrukapus
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CHCTEMHH
CHMITTOMH
(DRESS)
Hapywenus na Muanrus MuonaTus ApTpanrus HapywieHus Ha
MYCKYAHO- ( BKJTIOUHTENHO CYXOKHITHATA,
CKeAemHama MHO3HT) NOHAKOTA
cCUCmMemMa u Pabaomnonnsa YCAOXKHEHH OT
cwreounumennamd Jlynyc-nogoben pyntypa
MbKaH CHHAPOM NMmyHoMeauupa
Pyntypa Ha Ha
MYCKYJI HEKPOTHU3Hpalla
MHOTIATHA
Hapywienws na XemaTtypus
OvOpeyume u
HUKOYHUME NbMULYE
Hapywenwn na [ MHeKOMacTHS
penpooyKkmueHama
cucmemd u 2vpoama
Obugu napywenus u | ActeHus Eaem
eghexmu na
MACIMOMO HA
NPUAOHCECHUE

'"YecToTaTa Wie 3aBUCH OT HATMYHETO HIIH OTCHCTBHETO Ha PUCKOBH (DAKTOPH (I1H0KO3a Ha r1aaHO
> 5,6 mmol/Il, unaekc Ha Tenecna maca > 30 kg/m?, NOBHILEHH CTOHHOCTH Ha TPHITIHLEPHANTE, aHaMHE3a 3a

XHNEPTOHHA ).

Kakro npu apyru nHxuburopu Ha HMG-CoA peanykrasara, 4ecTOTaTa Ha HEXENAHUTE NIEKAPCTBEHH
peaKLHH 3aBHCH OT A03aTa Ha JIEKapCTBOTO.

Edexktun BLpxy OnOpeuuTe
I1pn naumeHTH, eKyBaHu ¢ Kpectop, e HabnioaasaHa NnpoTeEHHYPHA, YCTAHOREHA NPK H3CEABaHE C
TECT-JIEHTHUKH H KOATO € ¢ NPEAUMHO TYOYIeH NpOU3Xo..

B onpeacnieHn MOMEHTH OT AeueHueTo, npu < 1 % ot nauvenTuTe Ha 10 mg u 20 mg, ¥ npu
npubonuzuTenHo 3 % oT naumeHTHTE, JieKyBaHH ¢ 40 mg, ca HabnoaaBaHW NPOMEHU B W3CJICABAHHATA

3a NPOTEWH B YPHHATA OT OTPHULATE/IEH PE3YATAT WM Ceau Ao ++. He3HauyuTeNHO OTKNOHEHHE, B
NOCOKA OT OTPUUATEJIEH pPe3yNTaT HAHK CleAN KbM +, € HaOnrgasano npu no3a 20 mg. B noeeueto
caydau, MPOTEUHYPHATA HAMANSIBA WK H3Ue3Ba CTIOHTAHHO B NPOLIECA HA JICYEHHETO, H He € JOKa3aHOo
1a npealecTsa oCTpo U nporpecHBHo 6bOpeyHo 3abonaBane. OT nperneaa Ha JaHHUTE MpPH
KJIHHUYHHTE ONMUTH H NOCTMAPKETHHIOBUTE NPOYUYBaHUA, A0 CEra HE € YCTAHOBEHA NPUWYHHHA BPb3Ka
MEXAY MPOTEHHYPHATA H OCTPO WM NpOorpecuBHo 6b0pevHo 3abonsBaHe.

[lpn naunenTH, nekysanu ¢ Kpectop, e HabnionapaHa xeMaTypHa, HO KIIHHHYHHUTE NaHHU COYaT, 4Ye
YeCcTOoTaTa H € HHUCKA.

EdexTy BbpXY CKeIeTHaTa MYCKY.1aTypa

Kakto npu apyru unxudburopu Ha HMG-CoA penykrazara, Bb3ieiCTBUS BbPXY CKEJlIETHATA
MYCKYJIATYpa KaTO HEYCJIIOXKHEHA MHANTHA, MHONMATHA (BKJIIOYHTENHO MUO3NUT) U pabaoMuonnia, ca
YCTAHOBEHH MPH NALUMUEHTH JIEKYBaHHU ¢ KpecTop — BbB BCHMKM TepaneBTHYHH 4034, 0cODEHO B N103H
Haa 20 mg.

YBennuenne Ha HUBOTO Ha CK, BCleacTBHE Ha yBeJIMHEHHUE HA A03aTa, € HaOMI01aBaHO NpH MATET
OpOH NMaUMEHTH Ha pO3yBaCTaTHH; MHOXXECTBOTO OT CYHAUTE Ca JIEKH, MNPEXOAHH K aCHMﬂT 1\
Axo HupoTo Ha CK ce nosuiuM (> 5 mbTH ropHaTa rpaHHiLIa Ha HOPMATa), IEYEHHETO TPAGHa
BPEMEHHO 1A ce PEYCTAHOBRM (BX. Touka 4.4). { ,;;
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Edext BopXy HepHHA apod
KakTo npu apyru uuxuburopu Ha HMG-CoA peaykrasara, yBeTHYEHHE HA TPAHCAMHHA3ZHTE,

CBbP3aHO ¢ JO3HPOBKATA, € HabMoaaBaHo MpyU Manbk Opoi NaLUMEHTH HA PO3YBACTATHH; MO-roaaMa
4aCT OT CJIYYAHUTE Ca IEKH, aCHMNTOMaTHYHH H MPEXOAHH.

Kpectop
CneaHHTe HEXENaHH peaKliHU ca NOK/1aJBaHH NMPH HAKOH CTATHHH:

o (CekcyanHa AuchyHKUNA.
e MH3zonaupanu cnyuyam Ha uHTEpcTHUMANHA OenoapobHa bonect, 0OCODEHO NPH NPOXBIRKUTEIIHA
Tepanns (BXK. ToUka 4.4).

JloknaaeaHaTa 4ecToTa Ha pa0I0MHONN3a, CEPHO3HH MEPHOAPOOHHK YBpean (OCHOBHO - YBEIIHHMEHH
YepHOApOOHH TpaHCaMHUHAa3M), € MO-BUCOKA NMPpH N03HpoBKa OT 40 mg.

[leanaTputHa nonynanms
IoBuinaBaHe Ha kpeaTHHKHHAz3aTa > |OXULN 1 MyCcKkyJlHH CUMITTOMMU, Cilel YNPaXXKHEHUA HIH

MOBHILEHA GU3HYECKA aKTHBHOCT, ca HabnloaaBaHM MO-4eCTO B €AHO 52-CeAMHYHO KIMHUYHO
MPOYyYBaHE Ha J€La H IOHOILH, B CPABHEHHE C Bb3PacTHHUTE (BXkK. Touka 4.4). B apyr acnekT, npodpuasbt
Ha 6€30NacHOCT Ha pO3yBacTaTHH € CXO/EH MPH A€Lla H IOHOLLH, B CpaBHEHHE ¢ Bb3IPAaCTHHTE.

CboblaBane Ha NOAO3HPAHY HEXENAHH PEaKlINU

CbobluaBaHeTo HA NOJO3UPAHK HEXENAHH PeaKkLWH CIeA pa3peluaBaHe 3a ynoTpeda Ha NekapcTBeHUs
NPOAYKT € BaXXHO. ToBa No3Bo/ABa /1a NPOABIHKH HaOMOAEHHETO Ha CHOTHOLLEHHETO TO3a/PHCK 3a
JeKapCTBEHUA NPOAYKT. OT MEAULIMHCKHTE CNIELIHATMCTH €€ W3HCKBA Ja cbobliaBaT BCAKa
NoJ03UPaHa HeXeNaHa peakLus J10:

buarapus

H3nbauvTENHA areHUnsa o aekapcreara
yi. ,,J]Jamsan I'pyes™ Ne 8

1303 Codmusn

Ten.: 4359 2 8903417

yebcalT: www.bda.bg

4.9 [Ipexo3npane

Hama cneunduuHo nedeHue B cniyyai Ha npeaosHpane. Ilpn npenosupane, nauHeHTLT TpaOBa na ce
NEKYBa CHMNTOMATHYHO M Ja Ce 3an0oMHAT MOAIbPXKALLA MEPKH criopel Hy»aarta. YepHoapodHara
¢yHKUHA H HUuBaTa Ha CK Tpabea na ce cneasat. Manko e BepoaTHO XeMoAMan3aTa Aa Ob/ie oT nosa.

S. ®APMAKOJIOTHYHH CBONCTBA

5.1 PapMaKoIHHAMHAYHH CBOHCTBA

(PapmakoTepaneBTHYHaA rpyna: uHxuburopy Ha HMG-CoA peaykrazarta, ATC koa: C10AAQ7

MexaHH3bM Ha AeHCTBHE

Po3yBacTaTHH € CENIEKTHBEH H KOHKYpeHTeH HHXHOuTOop Ha HMG-C oA peaykrazara.
CKOpPOCTOrpPaHHUaBALLMAT €H3UM, KOUTO NpEeBPbLUIA 3-XHAPOKCU-3-METHITAYTapHI KOEH3MM A B
MEBAJIOHAT, NPEKYPCOP Ha XosecTepona. OCHOBHO Bb3AE€HCTBUE PO3YBACTATHH OKa3Ba BbPXY YE€PHHUA
apob, opraHbT, B KOWTO Ce H3BLPLLUBA HaMATABAHE HUBOTO HA XOJ€CTEPOI.

PosyBacraTvH ysenuuasa Opos Ha yepHoapoOHuTe LDL peuentopu BupXy K1eTbYHaATa NO
KaTO 3aCW1Ba noemaHeTo W kKatabonuima Ha LLDL v nHxubupa uepHoapobHaTa cHHTE3a H
TO3M HAYHH, PO3YBACTATHH HaMansasa obwusa 6poit Ha VLDL u LDL yacTuum.
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dapMakoaAHHAMHYHU eeKTH

KpecTop Hamanasa noeHweHns LDL-xonectepon, obns xonecrepon v TpPUFIMLEPHINTE, H
nosuwasa HDL-xonectepona. Toi ¢cbuo nodnkasa ApoB, HeHDL-C, VLDL-C, VLDL-TG u
yBeanuasa ApoA-l (ex. Tabauua 2). Kpectop nonnxasa v cbotHoleHuaTa LDL-C/HDL-C, obul
C/HDL-C, sueHDL-C/HDL-C v ApoB/ApoA-l.

Tabauna 3. OTroBop Ha A03aTa NPH NAUHEHTH ¢ NLPBHYHA XHOepXxoaecTepoiemus (Tun Ila n
IIb) (xopHrupau cpegeH npoueHT HA NPOMANHA OT H3XOAHOTO HHBO)

o3a N LDL-C O6m-C HDL-C TG HeHDL-C ApoB ApoA-I
Mnauebo 13 -7 -5 3 -3 -7 -3 0
5 17 -45 -33 13 -35 -44 -38 4
10 17 -52 -36 14 -10 -48 -42 4
20 17 -55 -40 8 -23 -51 -46 5
40 18 -63 -46 10 -28 -60) -54 0

TepaneBTHUHUAT OTrOBOP KbM JedeHneTo ¢ Kpectop ce 3abensspa a0 | ceaMHULA OT HAHAIIOTO Ha
TepanuaTta U 90 % ot MakcHMaNHUA OTrOBOP C€ MOCTHra A0 2 ceAMHUH. MaKCHUMATHHAT OTTOBOP
OOHKHOBEHO C€ NOCTHIa KbM 4-Ta CEIMHKLIA U € NoAABLPXKA C/IEA TOBA.

KnuHuuHa eUKacHOCT U He30nacHOCT

KpecTop € eeKTHBEH NpH BL3pacTHHU XOpa, CTPAlaLLU OT XHIEPXONECTEPOSIEMHUIA, CbC HIK De3
XHTIEPTPHITTHLUEPHAEMHS, HE3ABUCHMO OT PacoBa NMPHHAJIEKHOCT, MO WU Bb3PaCT, H NpH
CMEUHANHH IPYNHU KaTo AMabeTHUN MK NAUHEHTH ¢ aMUITHA XHIEPXONECTEPOIEMHUA.

O6obweHuTe nannHM ot ¢Paza Il Ha KNIMHWYHKHTE NpoyyYBaHKA NOKa3eaT, Ye Kpectop e edexTHBEH npw
JeYEHHE Ha roasma yacT ot nauneHTure ¢ T Ila u IIb xunepxonecteponemus (cpeaHa u3xonHa
ctorHOCT Ha LDL-C okono 4,8 mmol/l), cnopexn onpeaenenurte ot EBponeiickara oOLHOCT Mo
aTepocknepo3sa npuueinHd cTohHOCTH (EAS; 1998). Okono 80 % ot nauneHtuTe Ha 10 mg ca
AOCTHTHAMH xenaHuTte cTonHocTH Ha LDL-C (< 3 mmol/l) cnopea EAS.

B eaHo mamabHo npoyysaHe ¢ GOpCcHpaHoO TUTPHpaHE Ha A03aTa, 435 NaLKeHTH ¢ XeTEPO3HUIOTHA
(aMuHa XHnepxonecTeponemMun ¢a nexkyeanu ¢ 20 mg go 80 mg. Bcuuku 103HPOBKH noka3sar
MONOXKHTENEH PE3YITAT BbPXY AHNUAHKATE nokasaTear. Cnea 10CTUraHe Ha AHEBHA a03a ot 40 mg
(12-ceamuuno nevyenue), LDL-C namanaBa ¢ 53 %. 33 % oT nauneHTHTE AOCTHraT CTOMHOCTHTE Ha

LDL-C cnopea EAS (< 3 mmol/]).

B eaHo oTBOpEHO npoyusaHe, ¢ GOpPCHPaAHO TUTPUPAHE HA 103aTa NpU 42 NAUKUEHTH (BKITIOYHTENHO
8 NeAHATPHUYHH MALMEHTH) C XOMO3HUIOTHA paMHIHA XUNEPXONECTEPOIEMHA, Ca OTUYETEHH
pesyiTaTuTe OT nipuemaHe Ha 20-40 mg Kpecrop. B obwara nonynauns ¢peaAHOTO NOHUKEHHE Ha
LDL-C e 22 %.

[Ipy KNHHHUUYHK H3NKTBaHKA ¢ OorpaHdueH Opoi nauueHTH, KpecTop noka3Ba anMTHBHA €(PEKTHBHOCT
MpH HAMANABAHE HA TPUIJIMLEPHUANTE, KOraTo € NpueMaH B KOMOHHauus ¢ denopubpar 1 yBeIHUEHHE
Ha HUBOTO HAa HDL-C B xoMOMHauHa ¢ HHALKH (BXK. TOUKA 4.4).

B e1HO MYJTHUEHTPOBO, ABOHHO CAANO, muauedo-KoHTpoaupaHo KniHuuHo npoyusaHe (METEQOR),

984 nauueHTH Mexay 45 ¥ 70 roanHH, ¢ HHCBK PHCK 3a HCXEMHYHA B0ONeCT Ha cbpLEeTO (NedHHHPAHO

kaTo Framingham puck < 10 % 3a 10 r.) u cbe cpenes LDL-C 4,0 mmol/l (154,5 mg/dl), Ho cbe

CYOK/IHHHYHA aTEpOCKNEpO3a, YCTAHOBEHA Ype3 H3MEPBaHe Ha nebennHaTa Ha KapoAWHATa HHTHMA

meaus (Carotid Intima Media Thickness, CIMT), ca panaomu3npann Ha 40 mg po3yBacTaTHH BEAHT

AHEBHO WM Mnatedo 3a 2 roauHH. PolyBacTaTUH 3HAUUTENHO 3abaBg NPOrpecuaTa Ha MakKCHUMaANQEE TENg
CIMT Ha BcHUYKH 12 mecTa Ha KAPOTHOHWUTE apTepHH, B cpaBHeHue ¢ naauedo -0,0145 mm/roghuf ~, 44—;_;_?&
(95 % C1 -0,0196, -0,0093; p < 0,0001). [lpomaHaTa. cnpamMo U3X0AHUTE CTORHOCTH 3a rpyngTa Hés ﬁéﬁ N
posyBacTaTui, € -0,0014 mm/roauna (-12 %/roanHa (HeCHrHuHKaHTHO)), B CpaBHEHHE ¢ r! @6'

rpynara ¢ nporpecus ot +0,0131 mm/roauHa (1,12/roauna (p < 0,0001)). He e remoHcTpH .l= G\ ?
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AUPEKTHA B3aUMOBPBLIKA MEXAY MOHHWKEeHHeTO Ha HHBaTa HAa CIMT 1 noHWKEHHA PUCK OT
CHPACYHOCHAOBH CbOUTHA. [lonynaunsTa B npoyuBadeto METEOR e ¢ HUCBK PUCK OT HCXeMHUYHA
D0/1eCT Ha CHLPLETO W HE € NMpeACTaBHTE IHA 3a TapreTHaTa nonyjauus Ha Kpecrop 40 mg.
Hosuposkata oT 40 mg Tpabea na ce npeanucea caMo MPpU NAUMEHTH ¢ TeXKa XHNEPXONeCTEPONEMUS,
C BUCOK CbPACUYHOCHA0B PHCK (BxK. TOUKa 4.2).

[Tpoyusaneto JUPITER (the Justification for the Use of Statins in Primary Prevention: An
[ntervention Trial Evaluating Rosuvastatin) uscnensa edekra Ha Kpectop (po3yBacTaTHH KaJlLKii)
BLPXY MOABATA HA FOJIEMH aTEPOCKITEPOTHUHH CbPACHHO-CHAOBH CHOHTHA npn 17 802 Mbxe

(> 50 roanuHH) ¥ xeHu (> 60 ronuHn).

Y4acTHUUHMTE B NPOYHBAHETO Ca paHAOMH3KWpaHH Ha uauedo (n=8 901) unu posysactatuH 20 mg
BeAHBX AHEeBHO (n=8 901) 1 ca npocneaeHH 3a cpeaeH NepHoa OT 2 roAHHH.

KoHuenpauunTe Ha LDL-xonectpona ca noxnakenu ¢ 45 % (p < 0,001) B rpynata Ha po3yBacTaTHH, B
cpaBHEHHe ¢ auedo rpynara.

Ilpu post-hoc aHann3 Ha BHCOKO-PUCKOBA rpyna ot avua ¢ 6aiuueH puck no Framingham > 20 %

(1 558 nuua), uma 3HauMTENHA peayKiIKA B KOMOMHHpaHaTa KpalHa TO4YKa OT ChPACYHO-CBHAOBA
CMBPT, HHCYJT U MKOKapaeH WHGapkT (p=0,028) npu neuenue ¢ po3yBacTaTHH, CpaMo ruiatebo.
ADcomoTHaTa peyKUMS Ha PUCKA B HUBOTO Ha ¢wOUTHATA 3a | 000 nauneHroroanum ¢ §8.8.
ToranHaTa CMBPTHOCT € HENPOMEHEHA B Ta3K BHCOKOpHCkoBa rpyna (p=0,193). INpu post-hoc ananus
Ha BUCOKOPHCKOBa noarpyna ot avua (9 302 avua obu10), ¢ H3x0AHa OUeHKA Ha pUcKa > 5 %
(EKCTpanonupaH Aa BKJIKOYH AKuUa Had 65 roaMHK), HMa 3HAYHTENHA peayKUMs B KOMOHHHpaHaTa
KpaiHHa TOYKa OT CbPAEYHHO-CBAOBA CMbPT, HHCYNT U MHOKapaeH HHpapkT (p=0,0003) npu neueHuerto
C pO3yBacTaTHH, CNpAMO rauedo. AbDconioTHaTa peayKUWa Ha pMCKa B HUBOTO Ha CLOUTHATA € 5.1 3a
1 000 naumeHTOroanHKW. ToTanHaTa CMBPTHOCT € HENPOMEHEHA B Ta3H BUHCOKO-PHCKOBA rpyna
(p=0,076).

B npoyusanero JUPITER, 6,6 % ot nuuara ¢ po3lysactaTtuld H 6,2 % o1 nnuarta ¢ nnauebo ca
MPEKPAaTHAHK NIPUEMaA Ha W3CNEABAHOTO JIEKAPCTBO MOPaaH HexenaHo ¢vbutue. Hal-uecture
HeKeNnaHH CbOUTHA, KOUTO ca N0BEAU A0 npekparaBale Ha jgeveHneTo ca: muanrhsa (0,3 %
posysacTaTuH, 0.2 % nnaauebo), kopemHa 6onka (0,03 % posyBactaTtuH, 0,02 % nnauebo) n obpus
(0,02 % posysactatuH, (0,03 % nnauebo). Hai-uecture Hexenann ¢cxOMTHA, C HUBO MO-rONAMO H
paBHO Ha nnauedo, ca HHPeKUNH Ha NHKOYHKWTe NbTHLLA (8,7 % poilyeacTaTtiH, 8,6 % nnauebo),
HazogapHHruT (7,6 % posyeactatuH, 7,2 % nnauebo), 6Gonka B repba (7.6 % po3zyBacraThH, 6,9 %
nnauedo) U MHanrua (7,6 % posysacraTuH, 6.6 % nauebo).

[leanaTprHuHa nonynanms

B enHO ABOHHOCAANO, paHAOMH3IUPAHO, MY/ITHLICHTPOBO, NJ1auebo-KoHTponHpaHo, 12-ceaMHYHO
npoy4saHe (n=176, 97 oT MbXKH NoJA KU 79 OT )keHCKH non), nocneasaHo ot 40-ceaAMUYHa, OTKPHTA
¢da3a ¢ THTpHpaHe Ha fo3aTa Ha po3yBacTaTHH (n=173, 96 OT MBXKKH NON H 77 OT KEHCKH NOJT),
nauueHTH Ha Bb3pacT 10 no 17 roannu (ctaanit 11-V no Tanep, MomMnueTa noxe | roauHa cnen
Ha4YanoTO Ha MEHCTPYALIUATA) C XETEPO3HIOTHA PaMHUAHA XHTNIEPXONECTEPONIEMHSA, N0y aBAT
po3yBacTaTHH 5 mg, 10 mg vav 20 mg, unu nnauedo, AHEBHO 3a 12 ceaAMUUM, a CAe TOBA BCHUKH
NoJy4aBaT po3yBacTaTHH AHEBHO 3a 40 ceamuuu. B HayanoTo Ha npoyusaHeTo npubnuizurenno 30 %
oT nauueHTHTE ca 10 a0 13 roavMwny v npubauiutenHo 17 %, 18 %, 40 % u 25 % ca cbOTBETHO B
craaui 11, I, IV n V no Tauep.

LDL-xonecteponst ce noHwxasa 38,3 %, 44,6 % u 50,0 % or po3yBactatiH 5 mg, 10 mg u 20 mg,
CBOTBETHO, B cpaBHeHHe ¢ 0,7 % 3a nnauebo.

B kpas Ha 40-ceamuunaTa oTkpuTa (paza ¢ TUTPUPAHE OO MPULENHA CTORHOCT, C 103HUpaHe A0
MakcuMyM 20 mg BeaHbx AHeBHO, 70 ot 173 naudenTH (40,5 %) ca nOCTHrHANIK NpHLEHATA
¢TOHHOCT 3a LDL-xonecrepon ot no-manko or 2,8 mmol/Il.
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Cnen 52 ceaAMHUM HA H3CJIERBAHOTO JIEYEHHE HE € YCTAHOBEH HHUKAKbLB €(EKT BLPXY pacTexa,
Ternoto,. BMI unu nonoBoto cnipasake (Bxk. Touka 4.4). Toea npoyusane (n=176) He e
NpeaHa3HaAuYE€HO 3a CPABHABAHE HA PEAKH HEXEAaHH NEKAPCTBEHH PEaKLMH.

Po3zyBacTaTHH € Npoy4BaH CbLIO B €AHO 2-FOAHWHO OTKPHTO KJIMHHUYHO NPOYYBaHe, ¢ THTPUpAHEe Ha
[103aTa J0 XKejaHaTa 103a, npu 198 neua ¢ xetepo3nrotHa GpaMHiIHa XHINIEPXOJIECTEPONEMHA Ha
Bb3pacT 6 10 17 roanHH (88 momueTta n 110 momuyeTa, ctaauii no Tanep < 11-V). HauanHaTta no3a
NpPH BCHYKH NALIUEHTH € 5 Mg pOo3yBacTaTHH BEHBLXK AHEBHO. [IpH nauMeHTHTE Ha Bb3pacT 6 A0

9 roaunu (n=64) no3ata MoO)Ke Ja ce TUTPHpa A0 MaKCHMaHa 103a 10 mg BeAHLX AHEBHO, a [1pH
nauMeHTH Ha Bb3pacT 10 10 17 roaunun (n=134) no makcumanHa no3a 20 mg BeAHbXK ZHEBHO.

Cnepn 24 meceua Ha JieueHHde ¢ po3yBacTtaTuH, LS Ha cpeaHua npoueHT Ha HamanieHue Ha LDL.-C
CIPSIMO W3XOAHATa CTOMHOCT € -43 % (u3xoaHo HuBO: 236 mg/dl, meceu 24: 133 mg/dl). 3a Bcaka
Bb3pacToBa rpyna, LS Ha cpeanus npoueHT Ha HamaneHue Ha LDL-C cnpaMo u3xoaHara ctoiHocT € -
43 % (u3xoaHo HUBO: 234 mg/dl, meceu 24: 124 mg/dl), -45 % (u3xoaHo HuBO: 234 mg/dl, Ha

Mecell 24: 124 mg/dl), v -35 % (u3xoaHo Hueo: 241 mg/dl, mecen 24: 153 mg/dl), BuB BB3pacTOBUTE
rpynu 6 20 < 10, 10 10 < 14 u 14 no < 18, ¢cbOTBETHO.

Posypacratun 5 mg, 10 mg 4 20 mg aocTyrar ¢bL10 CTATUCTHUYECKH 3HAYUMH CPEAHH NPOMEHH
CNPAMO HIXOAHO HHUBO 3a CAEIHUTE BTOPHUYHH NOKA3aTeH Ha AiMnuanTe U aunonpoteuHurte: HDL-C,
TC. ve-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ne HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Bcgka oT Te3u NpoMeHH € B NOCOKa Ha NoAOOpEH JIMNHAEH OTFOBOP M C€ NOAABPIKA B NPOABIDKEHHE
Ha 2 r'OAHHH.

He ce yctanoBaBa epekT BbpXy pacrtexa, rernoro, UTM wau nonosoTo cb3pasane cnen 24 meceua Ha
neyeHue (BXK. Touka 4.4).

Po3yBacTaTHH € NPOYUYEH B pPAHAOMU3NPAHO, ABOHHOCAANO, MN1aUeb0-KOHTPONUPAHO, MHOIOLEHTPOBO,
KPBbCTOCAHO NpOoy4BaHe, ¢ go3a 20 mg BeAHbK AHEBHO, cnpaMo mtauedo, npu 14 aeua v roHow M (Ha
Bb3pacT 6 10 | 7 roAuHK) ¢ XOMO3UIoTHA haMWiHa xunepxonecteponemus. I1poyusaHeTo BrlOuBa
aKTHBHA 4-ceIMHYHA BCTBNUTENHA (a3a Ha AMETA, MO BPEME Ha KOATO NALMEHTHUTE €A JIEKYBAHH C
po3yBactaTtHH |10 mg, eqHa KpbcTOCaHa (pa3a, KOATO BKIKOYBA NEPHOI OT 6-CEAMHHYHO JICUEHHE C
po3yBacTaTuH 20 mg, npeAlecTBaHa WK NocneaBaHa oT 6-CeAMHUYHO JedyeHHe ¢ auebo u
noaabpxawara |2-ceamuuna ¢aza, npe3s KOATO BCHYKK NALMEHTH Ca IEKYBAHH C PO3YBaCTaTHH

20 mg. IlauneHTHTE, KOUTO NMOCTBLNRAT B NPOYUYBAHETO HA TEpanHi ¢ e3eTHMHO WK adepera,
NPOAB/IKABAT JIEYEHHETO CH Npe3 LUEAUd NEPHOA Ha NPOYURAHETO.

CTaTHcTH4ecKH CHrHHpKHKaHTHO (p=0,005) n k1MHKHYHO 3HA4YKMMO HamaneHue Ha LDL-C (22,3 %,
85,4 mg/dL unn 2,2 mmol/L) ce nabnronaea cnen 6 cenMHuH Ha nevenue ¢ polyBactatiH 20 mg, B
CpaBHeHUeE ¢ rauedo Npy geua H IOHOLLU ¢ XOMO3HIroTHA haMUIHA XHNEPXOAeCTEPONEeMHUS.
CTaTUCTHYECKH 3HAYHMH HaMalleHMA B 001uma xonectepon (20,1 %, p=0,003), HeHDL-C (22,9 %,
p=0,003) v ApoB (17,1 %, p=0,024), ca HabnioaaBaHu ¢cien 6 ceAMUUM Ha JICYECHHE ¢ PO3YBaCcTaTHH
20 mg, B cpaBHeHHe ¢ nauedo, Npu Aela W FOHOWIM C XOMO3UWIOTHa (JaMHIHA XHNEPXOJIECTEPOSIEMHA.
IToHnxkaBaHe cbLIO ce HabnogaBa Ha TpUravuepuanTe, cboTHouleHusTa LDL-C/HDL-C,

obw C/HDL-C, neHDL-C/HDL-C v ApoB/ApoA-I cnex 6 ceamMuLIM Ha JieueHHE C pO3yBacTaTHH

20 mg, B cpaBHeHuU¢ ¢ nnauebdo, npyu aeua U wHowH. Hamanenuero Ha LDL-C cnea 6 ceamMuum Ha
nedeHne ¢ polysactatid 20 mg, nocaeaBaHo oT 6 ceAMHUM Ha JedeHHe ¢ Iauebo, ce 3ana3sa B
pPaMKHWTE Ha {2-CeAMHYHO HENPEKBbCHATO JIEYEHHE NPH A€Ua H IOHOUIH ¢ XOMO3HIoTHa aMutHa
XHNEPpXOoNecTepoleMus. EaMH nauMenT € uMan no-HatarbliHo noHuxxkaeane Ha LDL-C (8,0%), O0wwt-
C (6.7%) n He-HDL-C (7,4%) cnea 6 ceaMuuHo neuenre ¢ 40 mg cne nosuiaBaHe Ha no3ara.

[10 BpeMe Ha pa3luMpeHO OTBOPEHO NpoyuBaHe, NpH 9 oT Te3u nauneHTH Ha 20 mg po3yBacTaTHH 34
He noseye oT 90 ceamnuu, HamansaeaHneto Ha LDL-C ce 3ana3ea B pamkute Ha -12.1% no -21,3%

[Tpn 7-Te OUEHABAHH AELA H KOHOLWIH (Ha Bb3pacT 8 A0 17 roAMHH) ¢ XOMO3UroTHa GaMmII

XHNEPXOIECTEPONEMHA, OT OTBOPEHOTO NPOYyYBaHe ¢ GOPCHPAHO THTPHpaAHE (BX. NO-rop
NPOUEHTHOTO NoHWkeHue Ha LDL-C (21,0 %), obu C (19,2 % ) v HeHDL-C (21,0 %) ot
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HHUBO, ¢J1e] 6 CEAMHLIM Ha JIeueHHWe ¢ polyeacTaTHH 20 mg, € B ChbOTBETCTBHE C TE3H, HabnioaapaHH B
MOCOYEHOTO NMO-rOpe NMPOYYBAHE NMPH A€La ¥ KOHOLIHK ¢ XOMO3HIroTHa (paMHIHa
XHNEPXONECTEPONEMHS.

Esponeickara areHUMs No NeKapcTBaTa 0CcBo00XAaBa OT 3a/1L/DKEHHETO 33 NPEeAOCTaBIHE Ha
pe3y/TaTuTe OT NPOYYBAHHATA C PO3YBACTATHH NPHA BCHYKH NOArpYNH OT NEAHATPHYHATA NONY/1aLus
3a JIEYEHUE HA XOMO3HIOTHA GaMHUITHA XHIEPXONECTEPOIEMUd, NMbPBUUHO KOMOHHHpPaHa (CMeceHa)
AUCIUNKAEMUSE H 33 NMPODHIAKTHKA Ha ChPACYHO-CHAOBUTE CHOUTHA (BXK. TOuka 4.2 3a uHpopMaums
OTHOCHO ynoTpeba B neguarpuaTa).

5.2 OapMAKOKHHETHYHH CBOHCTBA

Abcopbums
MaKCHMATHH IU1a3MEHH HWBA C€ JOCTHUraT S yaca ciiel nepopanHo npueMaHe. AOCOAIOTHATA
OHoHannuHocT ¢ npubauzurento 20 %.

Pasnpeaenenue

Po3yBacTaTHH ce 11oemMa OCHOBHO OT Ye€pHHUA Ap0D, KONTO € OCHOBHOTO MACTO HA CHHTE3MpaHE Ha
xoJiectepona M otaensaHe Ha LDL-C. Ob6eMbT Ha pa3znpeaencHne Ha po3yBacTaTHH € NPUOIH3HUTENTHO
134 1. Po3yBacTtaTH € CBBbp3aH ¢ NAa3MEHUTE NPOTEUHH, MPEAUMHO anbyMHHa, MpUONU3UTENHO B

90 %.

buoTtpanchopmalis

MeTabonu3MbT Ha po3yBacTaTHH € orpaHudeH (okono 10 %). /n vitro npoyuBanus Ha MeTabonn3Ma ¢
H3NOJ13BAHE HA YOBELUKHM XE€NaTOLMTH NMOKA3BaT, Ye pO3yBacTaTHH € ¢nad cybeTpart 3a uMtoxpom P450
obycnoeeHunsa metabonnieM. CYP2C9 € OCHOBHHAT H30€H3UM. KOHTO y4acTBa B MeTab0OIM3Ma Ha
po3yBacTtaTH, a 2C19, 3A4 n 2D6 yyacTBat B no-mManka cteneH. OcHoBHUTE MeTabonuTH ca N-
AECMETHN U NAaKTOH. N-aecMmeTHn € okono 50 % no-Manko akTHBEH, B CPaBHEHHE ¢ PO3YBACTATHH,
AOKATO JAKTOH C€ CUHTa 3a KIMHUYHO HeakTHBEH. Po3yBacTaTvH onpeaess noseye ot 90 % ot
AKTUBHOCTTA Ha UUpkynupawda HMG-CoA uaxubuTop Ha peaykrasara.

EauMuHHpaHe

[pubnuzntento 90 % ot po3zyBacTaTHH ce €NTUMHHUPA KAaTO HEMPOMEHEHO NEKApCTBO ¢ deKalnnTe
(abcopOupaHo n HeaOcopbupaHo IEKapCTBEHO BELLIECTBO), KATO OCTAaHANATA HacT CE EKCKPEeTHpa ¢
ypuHara. Okono 5 % ce ekckpeTHpa HEMPOMEHEH B ypHHATa. [Ina3zMeHUAT NONYXKUBOT € OKOJIO

19 yaca. [1nazMeHHAT NONY>KHUBOT HE €€ YBE/IMYARA C YBEAHYABAHE Ha Ao3aTa. CpeaHUsT rna3MeH
KJHPBHC € npHOIH3KuTenHo 50 nuTpa Ha yac (koeHLHeHT Ha BapHabunHocT 21,7 %). KakTo npu

ApYru HHXHOUTOpPH HA peayKTa3aTa, MepHOApOOHOTO NoeMaHe Ha po3yBacTaTHH BKIIOYBA
mMeMOpanHug nperocuTen OATP-C. Toan npeHocHTen € BaXeH 3a 4epHOAPOOHOTO eTMMHHHpaHE Ha
pO3YBACTATHH.

JIMHeAHOCT/HEAUHEHHOCT
CHCTEMHATa €KCNO3HLHMA Ha pO3YyBAaCTaTHH C€ YBEINYaBa NPONOPLIHOHAIIHO HA NPpHEMaHaTa 103a.
Hama npomsHa BbB papMaKkOKMHETHYHNTE NAPaMETPH ITPH MHOTOKPaTHO AO3HPAaHe.

Cneyughuvnu nonyrayuu

Bb3pacT u nosn
BbipacTra K NONbT HAMAT KIIMHHUYHO 3HAYUM €(PEeKT BbpXY (PapMaKOKHHETHKATA HA PO3YyBacTaTHH
NPU Bb3pPAcTHHA. EKCrO3HUMATA NPH Aena W IOHOLWH ¢ XETEPO3UIroTHa paMiuIHa
XHIIEPXOIECTEPONEMHA HITNEXKNA CPABHUMA WK NO-HUCKA OT Ta3H INMPH Bb3PACTHH MALHEHTH €
avcaunuaeMua (Bx. . Jleanatpruuta nonynauus’ no-noay).

Paca
PapMaKOKHHETHUHHTE NMPOYUBAHUA NOKA3BAT, Y€ MPH HHAUBH/H OT a3MaTcKaTa paca (AnoH
KWTahuM, PHUIMMHHLN, BUETHAMUK ¥ Kopelun) ce HabnraaBa ABYKpPaTHO NOBHLIABAHE B ¢
AUC H Chnax, OTKONKOTO NMPH UHAMBUAHW OT KaBKailkaTa paca. [1py vHAKALK € HAannue NOBM

18




AUC ¥ Chax 1,3 nbTH. He € u3BeCTHO KakBO € 3HAYEHHETO Ha PaKTOPHUTE HA OKOJIHATA CPEAa U Ha
reHeTHYHHUTE PaKTOPH 33 NOIBaTa HA T€3W padiMKK. EnvMH nonynaunoHeH GapMakOKHHETHUEH aHafN?
NOKa3Ba, Y€ MeX/J1Y HHAUBHIMTE OT KaBKa3KaTa M OT YEPHATAa paca HAMA KIMHHYHO 3HAMMMH

pPaIHUHA.

bnbpeuna HeAOCTATLYHOCT

B eano npoyusaHe Ha 1MUa ¢ pa3IMuHa ¢TeneH Ha OBOpeuHo yBpexaaHe, JEKOTO 40 YMEPEHO
01LOpeuHo 3ab0onABaHe He € NOBJIHAIO IUTA3MEHUTE KOHLUEHTPAUHH HA PO3YRACTATHH MKW HA HErOBHA
N-pecmetnn metabonut. JInua ¢ Texko yepexaaHe, obaue (kpeaTHHUHOB KAHpBHC < 30 ml/min), ca
UMaJIH TPUKPATHO YBEJIAHYEHUE HA IU1a3MEeHATa KOHLUEHTPALIMA, B CPaBHEHHE CbC 3apaBHv JOOPOBONLIH
M NEBET MbTH NO-BUCOKA KOHLUEHTpAaUHA HAa N-gecMeTun metabonuta, PaBHOBECHHUTE NNa3MEHH
KOHLEHTpAaLMH Ha PO3YBaCTaTHH NpY NalLIMEHTH HA XeMoauannsa ca npubamzurento 50 % no-BUCOKM,
B CpaBHEHHE CbC 3ApaBH A0OPOBOJILIM.

YepHoapoOHa He10CTATHYHOCT

B enHO npoy4saHe Ha JiMLA C pa3/IMMHA CTENEH HA YEPHOAPOOHO YBPEXKAaHE, HE Ca NMOJYHEHH JaHHH
33 MOBHLIEHA EKCMNO3HLKUA HA PO3YBACTATHH, NPH nauueHTH ¢ pesyarat no Child-Pugh 7 wnu no-
HUCBHK. [TpH ABaMa NaLMEHTH ¢ TexKO YepHoapobHo yepekaaHe (pesyartar no Child-Pugh 8 u 9),
CUCTEMHATA €KCNO3uUMA € Ouna yBenuuyeHa Hal-Manko Ba MbTH, B CPABHEHHE C JIMLA C NMO-HHUCHK
pe3yntart no Child-Pugh. Hama nannu 3a naunenTy ¢ pesynrtar no Child-Pugh nHan 9.

[ eHETHUYEH NOAHUMOPPHIBLM

Hucnoswumsata Ha HMG-CoA peaykrasHnTe HRXHOUTOPH, BKIKOYHTENHO PO3YBACTATHH, € CBbpP3aHa €
TpaHcnoptepHuTe npoteHd OATPIB1 n BCRP. Ilpu nauneHTH ¢ reHeTHYeH NOJAUMOPPHIBM Ha
SLCOIBI1 (OATPIBI1) w/unu ABCG2 (BCRP) vima pyuck OT NoBHILABAHE HA €KCMO3HLMUATA Ha
po3ysactatiH. MHausuayanen noaumopdnizsm Ha SLCO1BI1 ¢ 521CC n ABCG2 ¢ 421 AA e cBbp3aH
¢ npubausutentHo 1,7 nbth no-eucoka ekcnozuuusa (AUC) Ha po3yBacTaTHH WM 2,4 NBbTH NO-BUCOKA
€KCMO3HULUHA, CbOTBETHO, B cpaBHeHHe ¢ reHoTunoreTe SLCOIB1 ¢.521TT unu ABCG2 ¢.421CC.

[leaunaTpudHa nonynauus
JiBe hbapMaKOKHMHETHYHH NPOYUYBAHHUS C pO3YyBacTaTHH (Npuaarad noa ¢popmara Ha TabneTku), npy

MEAHATPHUYHH NALMEHTH € XeTEPO3HIrOoTHA haMHITHa XUNEPXOeCTepoieMUa Ha Bbu3pacT 10 no 17 wnu
6 10 17 roavHn (obwo 214 naumMeHTH) NoKa3BaT, Y€ eKCNO3HLHATA NPH NeAHaTPHYHHUTE NaLHEHTH
HIrAeKaa CpaBHHMA WK MO-HUCKA OT Ta3W NPH Bb3PacTHUTE NauneHTH, Excno3numsaTa Ha
poO3yBacTaTHH ¢ OWna npeaBUaAMMA NO OTHOWIEHHUE HA 103aTa H BPEMETO B MPOABLIXKEHHE Ha 2-
FOAHILEH NEPHOA.

53 IlpeAKNHHHYHHE NAaHHH 32 6e30NACHOCT

flpeAKNHHHYHHTE AaHHUW He ca NOKa3aiH CneuraneH puck Npy Xxopa, Bb3 OCHOBA Ha CTaHJAPTHHTE
Npoy4BaHMi 3a DE30MaCHOCT BbPXY OCHOBHHTE CHCTEMH, NEHOTOKCHYHOCT, KAHLIEPOreHeH NMOoTEHUHA.
He ca nposexnanu cneundruHi U3cneasaHus, oucHasawy epexture sbpxy hERG. Hexenanure
peakL1H, KOUTO He ca HaDN0AaBaHH B KJIIMHHYHHK MPOYYBaHUA, HO ca HAOMOAABAHH MPH XHBOTHH,
MPH HUBA HA EKCMO3HUHA ON3IKK A0 KJIHHHYHHTE, Ca C/IEAHHTE: B H3NHUTBAHHS 38 TOKCHYHOCT CJe]
MHOIOKPATHO MPHAOKEHHE ce HADNAaBaT XHCTONATONOMHYHH YEPHOAPOOHH WIMEHEHHA,
BCJI€ACTBHE HA (papMaKONOrMYHOTO ACHCTBHE HA PO3YBAaCTATHH NMPH MHLLIKH, [UTBXOBE H B MO-HHUCKA
CTEreH B ¥JIbYHUA MEXYD MPH KyYeTa, HO HE ¥ NpU MailMyHU. B nonwiiHeHue, ce Habmonaea
TOKCHYHOCT MO OTHOLUEHHE HA TECTHCHTE NPH MAHMYHHU W KY4€Ta MPH N0-BHCOKH JIO3H.
PenpoayKTHBHA TOKCHYHOCT MPH M1BXOBE, 33 KOATO €€ CbAU NO HAMAJIEHUTE roJIEMHHA, TErJ1o H
NPEeKHBACMOCT HA MANKHTE, ce HabAOAaBa NP MAaTEPHOTOKCHYHH N03U HA CUCTEMHA €KCTIO3HLIUA,
HRKOJIKO [TbTH HaJ HHBOTO Ha TEPANEBTHYHA €KCNO3ZHLNA.

6. DPAPMAHEBTHYHH JAHHHA

6.1 CnoHCBLK HA MOMOIIHHTE BelecTBA
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CobpueBuHa Ha TabneTkaTa
JlakTo3a MOHOXHAPAT
MukpokpHcTanHa uenynosa
Kaniimes pocdar
KpocnoBunoH

Marnesues creapar

O6BHBKA Ha TabneTKara
JlakT03a MOHOXHpAT
XHnpoMenosa

Tpuauerux

TutanoB gnokcun (E 171)
JKeneseH okcua, xuit (E 172)

6.2 HecbBMECTHMOCTH

He e npunoxumo.

6.3 Cpok Ha rogHoct
3 TOAMHH.
6.4 CllenHaIHH YCTIOBHA HA ChbXPaAHEHHE

bnvcrepuu onakosku: [a ce chxpaHasar noa 30°C. CbrxpaHsaBaliTte B OpUrdHaNHaTa OMaKoBKa.
6.5 Bua H ¢cbAbLPXAHHE HA ONAKOBKATA

bnHcTEpHH OMaKOBKH OT ATYMHUHUEB JTAMHHAT/ATYMHHHUEBO ¢oauo no 28 TabneTku.

He BcHUYKM BUIOBE OonakOBKM Morart aa 6baaT nycHaTy Ha nasapa.

6.6 CrienHaJIHH NpeIna3H{ MePKH NPH H3XBLPJAHE H pabora

HaMa cneuranHu ykaszaHus.

7. INMPUTEXATEI HA PABPEILIEHUETO 3A YIIOTPERA
Griinenthal GmbH

Zieglerstralle 6
52078 Aachen

['epmanus
8. HOMEP(A) HA PAZPEIIEHHETO 3A YIIOTPEBA

20090346

9. AATA HA ITBPBO PA3PEINIABAHE/IIOJHOBSIBAHE HA PASPEINIEHHETO 3A
YIIOTPEBA

Hara Ha nbpso paspewasade: 30 wnu 2009 r.
Hara Ha nocreaHo nogHossasane: 04 pespyapu 2014 r.

10. HJATA HA AKTYAJIHZUPAHE HA TEKCTA
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