[U3NBAHUTENHA ATEHLUS N0 NEKAPCTB
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1.

Crestor 10 mg film-coated tablets.
Kpectop 10 mg bunmupann TabreTxi.

3a HOMOINHATE BelnecTRa BHK paszen 6.1.

3. JEKAPCTBEHA ®OPMA
OunMupana Tabnerka,

Crestor 10 mg Tabnerka
Kpsria, ongerena B PO30BO, Ha TabneTKaTa e oTnevarano “ZD4522"y "10° or ennara
CTpaHa, a OT Apyrara € miocka.

4.  KJIHHWYHHU JAHHU

4.1.  TepaneBTuuyHH Nokazanus
[IbpBHYHA XUIICpXonecTeponemud (tun Ila BkrounTenmo XCTCPOSHTOTHA haMIIHa
XHIICPXONCCTEPOIEMHS ) HIIH CMECeHa AncmnuneMus (tun IIb) kato no6aeka kLM

AUCTATA, KOraTo PE3yNTaThT OT AMETATA W APYTH HEPapMaKOJIOrHYHY MEpKH (Haip.
(bH3UYECKHTE yrpakHe NS, HaMaJIIBaHE Ha TETTIOTO) HE € 3a10BOJIUTEIICH.

JICYCHNE HE € MOIX OISO,
4.2.  JlozapoBka u MeTox na MPHJIOKEHHE

IIpeau zamousane Ha Tepannsira NauHeHThT TpAOBa aa Obje nocTasen Ha CTaH/lapTHA
AUCTa 3a NOHHXKaBaHE HUBOTO Ha X0JECTEPONA, KOATO 2 IPOABINKH H [10 BPEME Ha

PBKOBOACTBA 3a KOHTPOJ Ha XOJICCTEPOIIEMHUSTA.




HHUBOTO Ha CEPYMHHS XOJIECTEPOJI, OBAEHUS ChPACYHO-CHAOB PHCK H PHCKA OT 0SB4
Ha HEXKENAaHH peakiyy KbM JSUYCHUETO (BHXK 1Mo-A0ay). Ipu HeobxoquMocT ao3ara
MOJXK€E [1a C€ KOPHI'Hpa KaTo ¢e IIPEMUHE Ha CJICIBAIHNOTO J030BO HUBO clien 4 ceIMUIHA
(BuXx paszaen 5.1. @PapMakoAUHAMHAYHH CBOHCTBA). B cpaBHeHHE ¢ TO-HUCKUTE NO3H,
M NMpeABKR NOBHIIEHATA YECTOTA HA CHOOIIABAHE HA HEXEAaHU PCaKIMH IIPH 1034 OT
40 mg, B cpaBHEHHE C ITO-HUCKUTE n03u (BXK. Pasaen 4.8 Hexxenann peakuun),
MOCJIETHO THTPUpaHe 10 MakcuManygara xosa ot 40 mg Tpabsa ga ce npeanpuemMa
CaMo IpH NalMEHTH ¢ TEXKKa XHIIEPXONECTEPOIEMHUSA ¢ BUCOK ChPACHHOCHAOB PHCK
(0co0EHO Te3U ¢ paMUITHA XUNIEPXOJIECTEPOJIEMHUS ), KOUTO HE TOCTHTAT KEIAHOTO
HHBO Ha XOJECTEPOJI IPH JedyeHue ¢ 20 mg U pH KOUTO 1e CE IIPaBH PYTHHHO
NpoCaEAABaHe B X04a Ha neueHHeTo (BHXK pasnen 4.4. CrienquanHy mpeaynpexIcHH
M npeanasHyu MepKH npHu ynotpeda). [lpu 3amouBane Ha nedenue ¢ 40 mg ce
IpEenopbpYBa MOCTOAHHO HAGMOACHHE HA NAHEHTa OT CIISHAINCT.

Crestor MOXe I1a ce MpreMa II0 BCAKO BpeMe Ha IeHs Che Wi Oe3 xpana. Jlo3a or 5
mg MOXeTe Aa MOJYUUTE KaTo pazacnure Ha Ase Tabnerkara ot 10 mg,

Ynorpeba npu aena
bezonacHOCT ¥ ePEKTUBHOCT HE Ca YCTAHOBEHH ITpH Acna. OMUTET € OrpaHuyeH JIo
MaIbK Opo#i sena (Ha 8-roauuiHa Be3pacT U MO-TOJIEMH) ¢ XOMO3HIOTHA haMHITHA

xunepxonecreposiemus. I1o Tazu npuunna nonacrosmeM Crestor He ce IpenopsYBa
3a yrnotpeda npu aeua.

Yrnorpeba nNpu NaAUMEATH B HAIIPEAHAJA Bb3PacT

IIpenopbuBanaTa NbPBOHAYANHA 1034 TPY NAUMEHTH HaO 7() roanIiHa BB3PacT € S
mg (B paszen 4.4 CrieunanHy npeaynpexxaeHus U NpeanasHl MepKH NpH
ynotpeda). Apyro kopurupase Ha JO3UPOBKATa B 3aBHCUMOCT OT BB3pacTTa He €
Heobxoaumo.

J03MpaHe PH NANMEHTH ¢ 0bOpEeYHA HEAOCTATHLYHOCT

[Ipyu nanMeHTH ¢ JIEKO 10 YMEpeHO Ob0pEedHO yBpeKaaHe ce npujaraT o0uyaiHuTe
no3u. Ilpu nanperTy ¢ ymepeHo OBL0peUHO YBpEKAaHE [TpEenoprYBaHaTa
NbPBOHAYAIHA 103a € 5 mg (KpeaTHHUHOB KIHpPBHC mox 60 Mmia/mMuH.). lo3upoBkaTa
ot 40 mg e npOTHBONOKAa3aHa IIpK [MALHCHTH C yMepeHO O0BOpeuno yBpexaaHe. [Ipu
MAIUEHTH ¢ TEXKO 6BLOpeUHO yBpexkaane ynorpedara Ha Crestor € IpOTHBOIOKA3HA.
(Brx pasgen 4.3 [Iportusonokaszanns u pazgen 5.2. @apMakOKHHETHUHH CBOMCTRA.)

Jlo3HpaHe NpH NALIMEHTH ¢ YePHOAPOOHO YBPEKAAHE

He ¢ nadmoaasaHa OBUILIEHA CUCTEMHA €KCITO3ULMS Ha rosuvastatin 1pu MarueHTH ¢
oneHka o ckanarta Ha Child-Pugh =7 . Benpeku ToBa MoBHINEeHa CHCTEMHA
EKCIIO3ULKS e HaOloaaBana Npy MalueHTu ¢ oneHka no ckanara ga Child-Pugh 8 u
9 (Bux paszen 3.2, PapMaKOKHHETHYHU CBOMCTBA). lIpy Te3u manuentr TpAbBa na ce
npeanpueMe oneHka Ha 0s0pedHata GyHkusa (BHX pasaen 4.4, CrenuaiHu
IPECAYNPSKACHYS ¥ IIPEeArna3zHy MEpKu nipu ynorpeba). HiaMa naney 34 maliueHTy ¢
oneHka 1o ckanara Ha Child-Plugh mag 9. Crestor € mpoTHBOITOKa3aH IIPH MTAIH
AKTHBHO YE€pHOAPOOHO yBpexaaHe (BrxK pasaen 4.3 IIlpornBonokaszanus)

Paca




[Ipy manueHTH OT a3naTckara paca ce HaG/II01aBa NOBUIIEHA CHCTEMHA €KCIIO3HITHIA
Ha MEAHKaMeHTa (BUX pasfen 4.4 CrenyaiHu IpeaynpesXIeHAs U CICIAATHA MEPKH
npu ynotpeda u paszaen 5.2 PapMakOKHHETHYHH CBOcTBa). [IpenopruBanaTa
MbPBOHAYAIHA 1034 IIPH IAIMEHTH € a3HATCKO MOTEKIIO € 5 mg. [Ipu Te3u narueHTH e
IPOTHBOIIOKA3aHO MPHIIOXKEHUE Ha 03a oT 40 mg,

Jdo3upane Npu NalHEHTH, NPEeIPAa3N0JI0KEeHH KbM PA3BHTHE HA MHONIATHS

[Ipu manMenTy ¢ npeapasmnoaaramu GakToOpH 3a Pa3sBUTUTE HA MUOTIATHS
IpeNoprIBaHaTa Haa/IHA [03a € 3 mg (BX. Pasgen 4.4 Crnelnnainy npeayIpexacHus
H CIIELMAIHN MEPKH IIpH ynoTpeda).

[Ipu HAKOH OT TE3M MALKMEHTH € IPOTHBOMOKA3AHO MIPUIIOKESHUETO HA 1034 oT 40 mg
(Bx. Pasnen 4.3 [TpoTuBonOKazanus).

4,3. IIporuBomnokaszanus

Crestor € IPOTUBOIIOKA3aH!,

* IIPH NAHCHTH CHC CBPBXYYBCTBHTEIHOCT KbM rosuvastatin i HIKoe
OT IIOMOIIHHUTE BEINECTBRA.

* IIpH NAHEHTH C aKTUBHO YEpHOAPOOHO 3a00IIIBaHE BKIIFOUYATENHO
HEYTOYHEHO, NPOABJLKUTEIIHO MOKAYBAHE HA CEPYMHUTE
TPaHCAMHUHA3H M BCAKO [TOKaYBAHE HA CEpyMHAaTa TpaHCaMHHa3a TPH
TbTH HaJl TOpHAaTa rpaHUIla HAa HOpMara.

*  TIPH TIAIIUEHTH ¢ TEXKO OBOPEUHO yBpexkIaHe (KPEaTHHHHOB KIMPBHC
< 30 ml/min).

*  [IPH MAIUEHTH C MUOIATHS.

*  TIPH DAITHEHTH NPHEMALH €THOBPEMEHHO LIUKIOCIIOPHH.

*  TIO0 BpeMe Ha OPEMEHHOCT, KbPMEHE U IIPH XKEeHH B IETEPOHA BB3PACT,
KOUTO HE H3MOJI3BAT NOAXO0MIM KOHTPALIENTHBHH MEPKH.

Jlozara ot 40 mg e MpoTHBONIOKA3aHa IIpU MALMEHTH C IIpeApasnoaramy GakTopH 3a
pasBHTHE Ha MuonaTtusd/pabaomuonu3a. Takusa GakTopH ca:
- YMepeHO Mo cTened 6b0pedHo yRpexaane (KpeaTHHHHOB KIHPBHC oA 60
MJI/MHH.)
- XHMOTHPEOUAHU3IBM
- JIM4YHa WM daMUIHa aHAMHE3a 32 HACJEACTBEHH MYCKYJIHY 3300 9BaHus
- aHaMHe3a 3a II0ABa Ha MYCKYJIHO yBpeXXIaHe II0 BpeMe Ha JICUEHHE ¢ APYT
MEIMKAMEHT OT I'PyIIaTa Ha HHXMOHTOPHTE HA XUAPOKCH-METHII-TIyTApHII-
KOSH3UM A penykrazaTa Wi ¢ ¢pubpar
- 3noynoTpeda ¢ anKoxoll
- CBCTOSIHMA, IIPH KOUTO MOXE J1a CE€ IIOBUINH IJIa3MEHOTO HUBO Ha MEIHKAMEHTA
- JIHMIa OT a3uaTcKara paca
- CBIIBTCTBAIIO JieueHHUE ¢ pudpary.
(Brx pasaen 4.4 CnienHanHy NPERYNPEHKACHUA H CIICUHATHA MEPKH IIPH yroTpeda, R
pasnen 4.5 B3aUMOAECHCTBHS ¢ APYTHU JIEKAPCTBEHW CPEACTBA H APYrd GOpMHK Ha
B3aMMOACHCTBHS U pasaen 5.2 PapMakOKUHETHYHH CBOHCTBA).

4.4, Cnennajun npexynpe:KAeHHs H CTICIHATHH NPEANA3ZHHE MEPKH NPH |
ynorpeoda



bvbpeyu.

IIpn manueHTH MeKyBaHH ¢ MO-BHCOKHM o3d Crestor, no-KoHKpeTHO 40 mg, ¢
Ha0JIr0O1aBala IPOTEMHYPHA, KOSITO € YCTAHOBEHA IPH U3C/IEABAHE C TECT-JICHTH, C
NIPEAUMHO TYOYICH NPOM3XOA H B IIOBEUETO CIYYaH C NPEXOAeH MM HHTEPMUTEHTEH
xapaktep. lIporenHypudara He € [oKa3aHa ja peAIIecTBa OCTPO HiIH IPOTPECHBHO
6u6peuno 3abosnsBane (Bik pasfen 4.8 Hexenanu edextn). loknagpagaTa 4ecToTa
Ha CCPHO3HH OBLOPEYHH YBPEIH NPH NOCTMAPKETHHTOBATA YIIOTpeda e I0-BHCOKa IIPH
Rosuposka ot 40 mg . Ouenka Ha 6p0peunara QyHkuHs TpAOBA 14 ce HAIPaBH I10
BPEME HA PYTHHHO NMPOC/ICAABaHe NPH [TATHEHTH 00uvaitHo Tpetupanu ¢ 40 mg.

Ckenemua myckyramypa.

EdexTu BbpXy CKeneTHaTA MyCKyNnaTypa (MHAJITHSA, MEOTIATHA ¥ [O-PAIKO -
pabaomMuoNno3a) ca ChoOLIaBaHy NIPH NMPUIIOKEHHE Ha BCHYKH I030BH PEXUMH,
ocobeHo npH A03u Hax 20 mg. MHoro penku cnydyau Ha pabaoMHuonmsa ca
JOKJIaABaHH IIpH H3M0A3yBaHETO Ha ezetimibe B komOuHanmg ¢ HMG-CoA
penykTasHu uaHxndutopu. He Moxe na 6bae uskimodeHo GpapMakoIuHaMUAYHO
B3aUMOJICHCTBHE (BHXK 4.5. B3aMMOACHCTBHA ¢ APYTH JIEKapCTBa M APYrd GopMH Ha
B3aMMOJCHCTBHSA) H € HE0OX0IMMO BHUMaHHE NpH KOMOHHHPAHOTO UM H3II0JI3yBaHe.
Kaxro npu apyrure HMG-CoA penykrazHn HHXHOHTOPH, JOK/IAJBAHATA YECTOTA Ha
pabnomuonu3sa acoruupana ¢ Crestor IpH NOCT-MapKeTHHTOBaTa ynorpeda € 1o-
BHCOKA nipr 40 mg n0o3upoBKa,

H3mepeane na kpeamun Kunazama

Kpearun kunasara (CK) ne TpgOBa na ce u3MepBa ciienl YCHISHH YIIPOKHEHHS WK
IpH HATMYMETO HA ApYyr IpUYHHUTEN HA yBenudeHne Ha CK, KoeTo MOXe aa
3aTPYZHH THJIKYBAHETO HA pe3yiTara. Ako HHBOTO Ha CK e 3HAUUTEIHO [TOBHIIEHO

NPH U3XOJHO HHUBO (> 5 I'BTH FOpHATA JONYCTHMA TPaHHIlA) TECT 3@ NOTBLPIKIABAHE
HA pe3ynTara TpAOBa Oa Ob/ie HallpaBeH B paMKHUTE Ha 5 — 7 IHH. AKO IOBTOPHOTO
H3CJIeIBaHe MOTBBPAN H3X0AHO HUBO Ha CK > 5 115TH ropHaTa AoNyCcTHMAa rpaiuna
He TpAOBa Aa Ce 3aI104Ba JICHCHHE.

IIpedu nevenuemo

Kaxro u apyrm naxuburopu Ha HMG-CoA penyxrazara, Crestor TpabBa na 6nae
NIPEANUCBAH ¢ 0COOEHO BHUMAHNE NTPH NAIHEHTH, 38 KOUTO Ca HATHIE PaKTopH
MpeapasnoJiaraliv pasBHTHE Ha MHonaTus/ pabaoMuonusa. Takuea ¢akTopH ca:

*  OBpOpeUYHO YBpeKIaHe
*  XWUIOTHPEOUIUIBEM

*  JTUYHA WK (paMUITHA aHAMHE3a 33 HaCeACTBEHO MYCKYITHO
3abonsBaHe

*  YCTAQHOBE€HA MYCKYJIHA TOKCHYHOCT KBbM Jpyry HMG-CoA
MHXUOUTOPH Ha peayKrasara wid ¢ubpaTu

% 37M0ynoTpeda ¢ anKoxo
*  JTAlMECHTH HA BB3pacT Haj 70 roauau
*  CBHCTOAHHUA, IPH KOMTO MOXKE Ja c¢ HabmoaaBa NOKaYBaHe Ha /

Ia3sMEHHUTE HUBA (BHXK pazfen 5.2 QapMakOKUHETHYHH CBOMECTRA ). i

*  eJHOBPEMEHHO NPHIIOKeHHE Ha udpary.




[Tpu noa06HM NanKeHTH TpAGBa 1a ce IPeABHIN OTHOIIEHHETO PUCK/TION3a U 1a
6BLOaT MOCTaBEHHU [0l KJIIMHUYHO HaOmoaeHne, AKO u3xoaHoTo HuBo Ha CK ¢

SHAUMTENIHO MOBUIIIEHO (> 5 IBTH ropHATa TpaHmila Ha HopMaTa) He TpAdbBa Aa ce
3aII09Ba JICUCHHE,

110 epeme na nevenuemo

[ManuenTHTE ce 3abJDKABaT He3a0aBHO 1a AOKIaABaT HeoOSCHUMH MYCKYJIHH OOJIKH,
ycelnase 3a ¢1aboCT WM CXBalllaHe, Hai-Beyue aKko Ca CBbp3aHM C HEPasIOIOKCHUE
wiu $peSpunnret. [Ipu Te3u nauveHTH TpAGBa a ce U3MepAT HuBara Ha CK.

TepanusTta TpAGBa Ia ce IpeKpaTH, ako HABoTO Ha CK € 3HaYHTEIIHO OBHIIECHO (> 3
ITHTH 'OPHATA JOIIYCTHMA I'PaHHIa) HIIH MYCKYJTHHATE CHMIITOMH Ca TEXKKH H

IPHYMHABAT €XEeJIHEBHO Hepasnoloxkenue (opy HUBoTO Ha CK fla € < 5 I1pTH
ropHara JA0IyCTHMA I'paHHuna). AKO CHMIITOMHTE H3Ye3HAT U HUBOTO HA CK ce
HOPMATH3HPa MOXE Ja ¢e MOMHCIIH 3a IIOBTOPHO JieueHHe ¢ (restor Hiu
antepHaTBeH HMG-CoA nHxubnTOp Ha peayKTasaTta B HAaH-HHUCKa 1032 MOJ
rabmonenue. PyruHHo Habmoaenne Ha HUBoTo Ha CK npy nanuent 6e3 CUMITOMH
HE € OCHOBATEIHO.

[Tpu knuuuunnTe n3nureanus Ha CRESTOR we ca HabmonaBany JaHHH 3a
MOBUINEHY €(EKTH BBPXY CKEJIETHATA MYCKYJIaTypa B MaJIKaTa IpyIia NalMeHTH, [IPH
kouTo Crestor € mpujiarad ¢ APyro CHIIGTCTBAINO JICUEHHE. Y BEIMYCHHUE HA 4ECTOTATA
Ha MHO3WT U MHOIIaTHs € HabmoaaBano obade npy NalMeHTH, NTOTyYaBallli JpyTH
naxuburopn Ha HMG-CoA penykrasaTta 3a¢AHO C HUKJIOCIIOPUH, MPOH3BO/HH HA
$ubpHuHOBaTA KHCENIUHA, BKIIOYHTEIHO FeMPHOPO3NII, HUKOTHHOBA KUCETTHHA,
a30J10BH aHTHMUKOTHIIM, IPOTEA3HN HHXHOUTOPH M MaKpPOIUIHH aHTUOHOTHIIH.
I'emdpuOpO3KI NOBAIIABA PHCKA OT MHOIIATHS, aKO C€ IPHEMA CTHOBPEMCHHO ¢ HAKOH
HMG-CoA nnxuburopy Ha peaykrasarta. [lopaau Topa KoMOMHALIHATA MEXITY
reMpubposun u Crestor He e npenopbunTeHa. [lonsata 0T AONBIHATENHO
CHW)KABAHE B JIANMMIHATE HUBA B PE3YJITaT OT KOMOMHMpaHOTO NNpHeMane Ha Crestor i
¢ubpary Wiy HYAaNKH TPAOBa Aa OBblle BHUMATETHO H3YHCICHA CITPAMO
IOTCHIMATHYA PUCK OT moao0HN koMOHaumy. ] Ipu ¢THOBPEMEHHO IIPHIIOKEHHE Ha
¢ubGpary eueHneTo ¢ A03U OT 40 mg € NpOTHBOIIOKA3AHO.

(Bux pasznen 4.5 BzaumozeicTBHE ¢ APYTH JeKapcTBa u APYTH GOPMH Ha
p3auMoeiicTBre U paznuen 4.8 Hexenann edextu)

Crestor He TpsaOBa fa ce ynoTpedsBa NpH NAlHEHTH ¢ OCTPH CEPHO3HH CHCTOAHH,
NpeAOIaraiiyd MUHOTIATHS MIIH NPepasIonaraly KbM pasBHTHE Ha OBOpeuna
HEeIOCTATHYHOCT BCJIEACTBHE paboMHONK3a (Hallp. CEIICHC, XMIIOTeH3H, ronsMa
oTepalHs, TPaBMa, TeXKKH META0OIUTHH, eHIOKPUHHH K €JICKTPOTHTHH HAPYIICHA
WJI¥ HEKOHTPOJMPAHHU I'bPUOBE).

Biusaue BbpXY YepHUS 1pod
Kaxto npu apyrn uaxubutopu Ha HMG-CoA penykrasara, Crestor TpsoBa
BHEMATEJTHO 14 C& MPUJIara Ipy NalnueHTH, KOUTO MPUEMaT roJIAMO KOJIHYECTBO

HATIPABSAT M3C/ICABAHNS Ha YepHHA Apol Mpeay 1 3 Mecena Cile/| 3aI0UBaHe Ha T
neyennero. Crestor Tpa6ea ga OBbIE NPEyCTAaHOBEH WK A03aTa TpAOBa a ce
aKO HUBOTO HA CEPYMHHTE TPaHCAMHHA3W HaJBUIIABA TPH NbTH rOpHATA

HopMarta. JIOK/Ia/IBaHATa YeCTOTa 33 CEPHO3HH Y€PHOAPOOHH YBPEAH (32K
IaBHO B YBEJIKYEHH YePHOAPOOHH TpaHCAaMHMHA3H) TP NOCT-MapKETHHIO
ynortpeda e no-Bucoka npu 40 mg mo3upoBKa.




[Ipy NalKEHTH ¢ BTOPHYHA XUIIEPXOJIECTEPONIEMHES IPHIHHCHA OT XUIIOTHPCONIIMIBM
MM HeGPOTHYEH CHHAPOM OCHOBHOTO 3a0oisBaHe TpsaOBa Ja Ce JICKyBa peu
sanousaHe Ha neyeHue ¢ Crestor,

Paca

dapMaKOKHMHETHYHUTE IPOYIBAHUA NIOKA3BaT, Y€ IPH NAllMCHTHTE OT asHATCKaTa
paca € HaJIMIE 10-BHCOKA EKCIIO3HIHA B CPAaBHEHHE C TE3H OT KaBKasKaTa (Ganara)
paca (Bik paszen 4.2 Jlo3upoBKa 1 METOA Ha IPHJIOKCHHE K pa3IcT 5.2
dapMaKOKHHETHHYH CBOKCTBA)

[IpoTeasHn HHXUOHTODH

He ce npenopbyBa €AHOBPEMEHHOTO NIPUTIOKEHHE C NIPOTCA3HU WHXHUOHTOPH (BX.
Pasnen 4.5).

4.5. BiaumoneiicTBHA ¢ APYrH JEeKAPCTBa H APYrda (popMH HA
B3aMMOACHCTBHS

[uxaocnopuH: [Ipy eJHOBPEMEHHOTO NPUIOKeHHE Ha Crestor ¢ UKNOCTIOPHH
cpenuuTe cToiinocT Ha AUC Ha rosuvastatin ca OHIH CpeIHO 7 IBTH MI0-BHCOKH OT
Te3H, HaOMIOJaBaHu TIpH 3paBH KOOPOBOJILH, HA KOUTO € IPHJIOXKEHA ChIIATa 1034
(Brxk pasnaen 4.3 [poruBonokasanus). EAHOBPEMEHHOTO MPHIIOKCHHIE HE € TIOBJIHATIO
IIa3MEHUTE KOHIIEHTpAaUi Ha LIMKIOCHOPHUH.

Anrarogncrd Ha suramun K: [Tono6Ho Ha apyru uaxu6rTopr Ha HMG-CoA
penyKTa3aTa 3aiouaHeTo Ha nevenue ¢ Crestor KM THTPHPAHETO Ha f03aTa My NIPH
NalHEHTH IPHEMAIY AHTArOHKUCTH Ha BUTaMuH K (kaTo BapdarH Wik JpyrH
KyMapHHOBM aHTHKOATyJIaHTH) MOXKe Jia A0BE/IE 10 MOBUIICHUC Ha International
Normalised Ratio (INR). ITpekscBaneTO Ha JICUCHHETO WM HAMAIABAHE Ha 103aTa Ha
tutpupane ¢ Crestor MOXe Ja JOBeAe N0 HAMAICHHS Ha INR. IIpu nogobuu
CATYaLHH Ce npenopbyBa MOHUTOpHpane Ha INR.

Ezerumu®: EXHOBPEMERHOTO MY M3N0JI3yBaHE ¢ {restor HE BOIH [0 IPOMEHH B AUC
i Cmax ¥ Ipu Aparta npenapaTta. Benpekn T0Ba HE MOXE 1a €€ H3KIIOTH
hhapMaKoMHAMHYHO B3aWMOACHCTBHE MEXIY TAX, KOETO /1a HMa 33 pe3yITat
HeXenaHu peakuud (Buxk 4.4, CrienyanH IpeAyNPEeKICHHA U CIICHHAIHH TPEINa3Hy

MEpK¥ IpH yroTpeba)

Hporeasnn uHXHONTOpH: BBHIIPEKH Y TOYHHAT MEXaHU3BM HA B3aHUMoOAcHCTBUE HE
e M3BECTEH, eAHOBPEMEHHOTO IIPAIOKEHHE C IIPOTEa3HH HHXHONTOPH MOXKE PA3KO Ja
TOBHIIH EKCIIO3MIHASATA HA rosuvastatin, EXHOBpeMeHHOTO NpUoXkeHne Ha 20 mg
rosuvastatin 1 KOMOMHHMPAH MPOAYKT, ChCTOAII €€ OT ABA IIPOTCA3HH uHXHOUTOpa
(400 mg lopinavir / 100 mg ritonavir) 1o BpeMe Ha €IHO (hapMaKOKHHETHYHO
IpOyYBaHe NMPH 3ApaBu J0OPOBOIIH CE aconHHUpa C MpUOIU3ZUTEIHO JBY- U IICT-
kpaTHO HapacTBade B paBHOBecHHTe AUC(0.24) B Cmax Ha rosuvastatin. Ilop
HE ce NPeNopbUiBa ¢IHOBPEMECHHOTO MIPHII0KCHHE HA rosuvastatin npy nany
CIIWH npreMaly npoTeasHl HHXUOUTOPH (BXK. CHILO Paznen 4.4). /-
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Cmax # AUC Ha rosuvastatin (Bux pazzen 4.4 CnenMainy NpeayupekiacHus i
CHELHATHH MEPKH IIPH ynoTpeda). JlaHHUTE 0T papMaKOKHHETHYHHTE [IPOYUBAHHS,
H3CJIeABaINy JIEKAPCTBEHUTE B3AUMOACHCTBHS, HE MTOKA3BaT B3aUMOIECHCTBHE ¢
peropubpart, HO € BL3IMOXKHA TOSBA Ha HapMaKOANHAMHUYHH B3aNMOICHCTBHA.
['emdubposun, penodudbpar u octananuTe MeAUKAMEHTH OT rpynara Ha Gubparure u

JITHIUI0-IOHKMIKABALIMTE AO3H (B JO3H =1 I Ha JIeH) HHALIMH (HUKOTHHOBA KHMCE/THHA)
MOBUIIABAT PHCKA OT IOsIBa HA MHOIATHS IPH KOMOHMHHApPaHe ¢ KHXHOUTOpH Ha
XUAPOKCH-METHII-TITYTapHI-KOCH3UM A pelyKTa3ara, Hal-BEpOATHO Mopaau ¢akra,
ye IIOC/ICTHHTE MOTaT Aa NpeJAu3BHKAT [10SBATa HA TOBA YCIOXKHEHHE H IIPH
MoHoTepanHs. Jlo3ara oT 40 mg e mpoTUBONMOKa3aHa IPH €AHOBPEMEHEH IIPHEM HA
¢ubparu (Bux paszen 4.3 IlpoTusonokasanus u pasaen 4.4 Cnenuanyu
NpeaynpexXacHud U CICLUAHN MEPKY ITpH yrotpeda). [Ipu Te3u maimentu
JISYEHUETO ChIO TPsAOBa Ja 3amodHe ¢ 5 mg,

AHTHAIMAH: ETHOBpEMEHHOTO npuitoxeHue Ha Crestor ¢ aHTHAIMAHA CYCIICH3HS,
ChABpKALlA ATYMHHHEB H MArHE3UEB XUAPOKCHA, € JOBETIO A0 HAMaIsIBaHe Ha
IUIa3MeHaTa KOHUEHTpalus Ka rosuvastatin ¢ npubnusurenno 50%. To3u edekr e Oun
oTcinabeH, Koraro aHTHaMANTE ¢a JaBaHHu 2 Jaca cien npuema Ha Crestor.
KJIHHAYHOTO 3HAYEHHE Ha TOBA B3aUMOIEHCTBHE HE € H3CJIeABAHO.

Epurpomuuun: EnoBpemenHus npueM Ha Crestor 4 epUTPOMHELNH e oBen 10 20%
Hamanienne Ha AUC (0-t) u 30% namanenue Ha Cpay Ha rosuvastatin.
B3auMoeHCTBHETO MOXKE Aa € IIPEAU3BUKAHO OT NMOBHIUCHHS YPEBEH MOTHIINTET
BCJIC/ICTBHE HA IIPUEMAHETO HA EPHTPOMHUIIUH.

IlepopajHH KOHTPALENITUBH/XOPMOHO3aMecTBAINA Tepanusi: ExnoBpeMeHHU
npueM Ha Crestor ¥ MEpopaIHi KOHTPALUCITHRY € A0BEIO [0 nmopumaBane Ha AUC Ha
€TUHHII €CTPAAUOJI U HOPrecTpeNl ChOTBETHO ¢ 26% u 34% .Te3n noBuizenu
naa3MeHH KOHIEHTpalluy TpsOBa 1a ce B3eMar 110J BHHMaHHe, KOTaTo ce onpeaes
NO3UPOBKATa HA NEPOPAHHTE KOHTpauenTHRH. HaMa papMakOKMHETHUHH TaHHH 3a
NAlHEHTH, KOHTO IIPUEMAT €XHOBpeMEHRO Crestor 1 XOpMOHO 3aMecTBalla Teparns.
ET0 3a1m0 B3auMOAEeHCTBUETO OIMUCAHO NTO-rope He TpsadBa Aa Oblie H3KIMOYEHO KATO
BEpPOATHO. Buipexku ToBa Ta3u xkoMOuHaIuA ¢ 6ua MINpoKo Ipuiarada oT KEHH B
KJIMHWYHYE U3NHTBAHUA U € OuIa tonepupana nobpe.

JApyru sekapcTBeHH NPpOAYKTH: B13 OCHOBA HA JaHHUTE OT CICIH(IIHY

[POYYBAaHHA 34 U3CIICABAHE Ha JCKAapCTBEHHU B3aUMOACHCTBHA, HE C€ 0YaKBa

KJIHHUYHO 3HAYUMO B3aUMOIESHCTBUE ¢ IHTOKCHH.

Enznmu ot cucremara Ha quToxpoM P450: JlanHUTE OT UH BUTPO U HH BHEBO
MPOYyUYBaHHS ITOKA3BaT, Ye rosuvastatin He € HUTO HHXHOUTOP, HATO WHAYKTOP HA
nuToxpoM P450 uzoensumute. Rosuvastatin e cnab cyGerpar 3a re3u n3oen3umMu. He

ca HaOmoJaBaH! KIIHHUYHO 3HAYUMH B3aUMOICHCTBUA MEXKIY PO3YBACTATHH H
prryxonazon (uaxubutop Ha CYP2C9 n CYP3A4) unmu keTokoHazol (MEXHOUTOpP Ha
CYP2A6 YU CYP3A4). EnnoBpeMeHHIA IpHEM Ha HTPaKoHa30Jl (MHXHOUTOD Ha

CVYP3A4) u rosuvastatin Boau a0 28% ysenuuenue Ha AUC Ha rosuvastatin, TOB} i
MAaJIKO YBENTHYICHHUE HE € KIMHUYHO 3HAYHMO. 1o Ta3u npH1nHa NeKapCTBEHH, e h’ VA3 Wa’f’ﬂ; -
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Crestor € IPOTHBOIIOKA3aH 110 BpeMe Ha OpeMEHHOCT U KbPMEHE,

enun B geTepoHa BB3pACT TpaOBa 1a NpUIarar moaXoAsy KOHTPauCIITHBHA
MEPKH.

XonecTepoIsT ¥ APYTH NPOAYKTH Ha XOJIECTEPOI1 OHOCHHTE3AaTa Ca BaXKHH 32
pa3BUTUETO Ha IoAa. ETo 3au1o noTeHuuanHuaT puck ot uuxudupane Ha HMG-CoA
pEIyKTa3aTa € [10-TOJIIM B CpaBHEHHE C IOJI3aTa OT JICUCHHETO II0 BpeMe Ha
OpeMmenHocT. VI3cneBaHMATa BEPXY JKHBOTHH OCHUTYPSIBAT OTPaHWYICHH JAHHH 33
PenpONYKTHBHA TOKCHYHOCT (BHXK pasfen 3.3 IIpeAkniiyHuYHA JaHHY 33
GezomacHocT). AKO NnarueHTKa 3adpeMeHee 0 BpEME Ha JIEYCHHE ¢ TOBA JIEKApCTBO
npueMa Tpia6Ba 1a 6blie He3abaBHO MpeycTaHOBeH. Rosuvastatin ce OTAENA B MIIKOTO
Ha mIbXoBe. HsaMa yCcTaHOBEHHU TAHHY 3a OTACNISHE B MJIIKOTO IIPH XOpara.

(B paznen 4.3 [IpoTuBonoxasaHus).

4.7. Edekr BbpXy crmocobHocTTa 32 miodupaHe U padoTa ¢ MAMHHHA

He ca npoBexiaHy IpOyYBaHHS 33 YCTAaHOBABAaHE Ha BIMAHKHETO Ha Crestor BhpXy
criocoOHoCTTa 3a wodupane u pabota ¢ MalMHK. BB3 OCHOBA Ha
¢bapMakoJIMHAMUYHHATE CBOMCTBA, He ce ouakBa Crestor la mosiuse HeONArONPHUATHO
Te3u criocoOrocTH. IIpH modupane wiK paboTa ¢ MaIIMHK TpAOBa Na ce UMa
npeABH, Y€ MPUEeMaHETO Ha JEKapCTBOTO MOXKE Ja IPeIN3BUKa CBETOBBPTEKX.

4.8. Hexeaann /JIeKAPCTBEHH pPeaKIHA

HexxenanuTe JIEKapcTBEHH peakimu, Habmoaasanu npu ynorpedara Ha Crestor,
O0OHKHOBEHO Ca JICKH H NpeXoHH, IIpy XOHTpoIMpaHHTe KIHHHYHA U3IIHTBAHHUS IO
4% OT nalueHTuTe, JJeKyBaHu ¢ Crestor, ca NPeKbCHATH JICYCHUSTO II0paay
HEXeIaHu ChOUTHSL.

YecToTaTa Ha HEeXelaHuTe ChOUTHA € Chobpas3eHa Che ClieHaTa CKana.
Yectu(>1/100, <1/10); Hewectn (>1/1,000, <1/100); Peaxu (>1/10,000,<1/1000);
Msoro peaxu (<1/10,000), HeycranoBeHa yecToTa (HE MOXKeE Jia ObI€ OHEHEeHa OT
HAJTUYHHTE JaHHH).

Hmynna cucmema
Peoxu. peakiy Ha CBPBXYYBCTBHTEIIHOCT, BKIIFOYUTETHO AHTHOCAEM.

Hepena cucmema
Yecmu: rnaso0bo/me, CBETOBBPTEK

Facmpounmecmunanuy
Yecmu: KOHCTHIIAIUA, TafcHe, abaoMHHAnHH 607KH
Penku: naHkpeaTuT

Kooica u nodxooaicna mukan.
Hevecmu: cupbex, oOpHBH, yPTHKAPHS.

Hapywenusi Ha ckeremHama MycKynamypa, CobeOUHUmeNna MuKaH U Koc
Yecmu: MAAITHS
Pedxu: MuonaTHd (BKJI. MUO3HUT)H pabAoMHOH3a




Obuwu HepasnoroCeHUus
Yecmu. acTeHus

Kakro mpu apyru naxudbutopd Ha HMG-CoA penykrasata yecToTaTa Ha HEXKEIaHHTE
JIEKAPCTBEHH peaKIMK 3aBUCH OT J03aTa Ha JIEKapCTBOTO.

EdexTH BLpXy Ob0pennre:

[Ipn nauueHTH, NeKyBaHH ¢ Crestor € HabnroaBaHa IPOTEHHYPHs, yCTAHOBEHA IIPH
B3clieABaHE ¢ TECT-JTCHTUYKHA U KOATO € C IPECAUMHO TYOYJIEH IPOU3XOL.

B onpeneneny MOMEHTH OT JieueHUETO IIpH <1% ot nauwenTure Ha 10 1 20 mg 1 npwy
npubansuTenHo 3% OT MaMeHTUTE, JeKyBaHu ¢ 40 mg ca HabMOAaBaHH IPOMEHH B
H3CIeIBAaHHATA 33 IPOTCHH B YPHHATA OT OTPHUATENICH PE3yiITaT Uil ClIelH 10 ++.
He3naunTeMHO OTKIIOHEHHE B TTOCOKA OT OTPHIATENICH PE3YATAT HIIH CIEIH KbM + €
HabmogapaHo npy xo3a 20 mg. B noBewero cny4ay IpOTEHHYPHATA HaMaIsIBa HITH
H34e3Ba CIIOHTAHHO B IIpolleca Ha JICUCHHUETO U HE JOKA3aHOo [a NpeAIIecTBa OCTpO #
nporpecuBHO OB0peuHo 3abonaBane, OT nperiena Ha JaHHATE NPH KIIMHUYHHTE
OIHTH M HMOCT-MapKETHHTOBUTE ITPOYUBAHUA JO Cera He € HACHTU(HIMpaHa
IPHYHHHA BPH3Ka MEXIY MPOTEHHYPHATA M OCTPO MK NPOTrPECHBHO OBOPEUHO
3abomaBane.

[Tpn manuenTH TpeTupanu ¢ Crestor € Ha0/MOaBaHA XEMaTypHA, HO KITHHAYHATE
JaHHHU COYaT, Ue YeCTOoTaTa H € HHUCKA.

EdexTH BbPXY CKeJeTHATA MycKyJaTypa: KakTo npH Ipyrd HHXHOUTOPH Ha
HMG-CoA penyxrasaTa Bb3AECHCTBHA BbpXY CKEIETHaTa MyCKYJlIaTypa KaTo
HEYCI0XKHEHA MHAJITYSA, MUOIIATHA (BKIIOYUTETIHO MUO3HUT) H pabIoMHONHK3a, ca
YCTAHOBEHH IIPH MALMEHTH JeKyBady ¢ Crestor — BbB BCHYKH TEPANICBTHYHHA J03Y,
ocobeHo B 103U Hax 20 mg,

Veenuuenne Ha HUBOTO Ha CK B ClieACTBUE HA YBEIIMYCHUE HA A034Ta €
Ha61r0aBaHo IPH MaIBK Opoil nanuenTn Ha rosuvastating MHOXECTBOTO OT CITyYauTe
ca JIEKH, TIPEXOJHHU U acuMnToMaTi4HH. Axo HUBOTO Ha CK ce moBHInu (>3 NIBTH
ropHara rpaHUNa Ha HOpMarTa) JICUEHHETO Tps16Ba BpeMEHHO J1a C€ MIPCYCTAHOBH (BHXK
paszaen 4.4 Crnenandy OpeaynpexACHHs B CIISHHATHY MPEIasHA MEPKH NPH

ynotpeda).

Edextn BLpxy YepHus aApo6: Kaxto npu apyru uaxudnropu Ha HMG-CoA
peayKTa3aTa YBEMIHYCHHE HAa TPAHCAMHHA3KMTE CBbP3aHO C NO3UPOBKATA €
Ha0II0AaBaHO IIPH MaNEK Opoli maliMeHTy Ha rosuvastating [1o-rojisMa 4acT OT
CIIy4yauTe ca JICKH, aCHMIITOMAaTHYHH U IPEXOIHH.

IlocTMapKeTHHIOBH NPOYYBAHNA:

Hapez ¢ OUHCAHHTE NI0-TOPE HEXEIAHH PEaKIHH, B MOCTMAPKCTHHIOBATE
npoyusanus ¢ CRESTOR ca onucany ¥ clieHATE CTPAHMYHY €(PEKTH OT JSUCHHETO:
Tacmpounmecmunannu napywenus: Heuseecmua wecmoma. RHApUS e
Yeprodpobro-scavyna cucmema: Muozo pedxu: XbITCHULA, XEATHT, DEOKU. =~ ~ad v;é":r; g;;i‘;a
[MOKA4YBaHe Ha YEPHOAPOOHUTE TpaHCAMHUHA3H, /7
Myckyno-ckenemua cucmema: Mrno2o pedxu: aprpanrtuu (6oKku no CTaBHTe)/
Hepena cucmema: Mnozo pedxu. NOJMHEBpONAaTHs, 3aryba Ha maMer [
BrOpeunn 3abonaauusi: MHOrO peaKu: XxemMaTypHs
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Koorca u nooxoxcna mokan: Heusgecmua wecmoma: cuHApoM Ha Stevens-Johnson

JloxnanBanaTa 4ecTOTa Ha pabIOMHONN3a, CEPUO3HH YEPHOAPOGHH YBpeIu (OCHOBHO
- YBEIIHYCHH YepHOAPOOHH TPAHCAMHHA3HM) € I10- BHCOKA NpH 40 mg 103UpPOBKA.

4.9. Ilpeno3upane

Hsama cnenngnyno Jeuerne B cnydai Ha npenosupane. [Ipy npeo3supaHe NalueHThT
Tpsi0Ba Jia ce JIeKyBa CUMIITOMATHYHO H Ja C€ 3all0YHaT NOAXBPKALIM MEPKH CIIOPE.

HyXnata. YepHoapoOxara ¢dynkius u HuBata Ha CK Tpa6Ba na ce cnenar. Maiiko e
BEPOATHO XEMOoOUaNMM3aTa na 6v4e oT mossa.

5. O®APMAKOJIOIT'HYHHU CBOVCTBA

51. @apMakoauHAMHYHH CBOHCTBA
®apMakoTepaneBTHYHA rpyna: nuxudutopu Ha HMG-CoA peayxraszara

TepaneBTHYHA KIacHPHKANUSA
ATC xom: C10AAQ7

Mexann3sM Ha AelcTBHE:

Rosuvastatin ¢ CeICKTHBEH H KOHKYpeHTeH uHxuouTop Ha HMG-CoA peaykrasara,
CKOPOCT-OrPaHHYABAIIUAT €H3UM, KOKTO npeBpsina 3-hydroxy-3-methylglutaryl
coenzyme A B MEBAJIOHAT, IPEKYpcop Ha xonecTeposa. OCHOBHO Bb3AEHCTBHE

rosuvastatin oxa3pa BepXy 4epHHUS Apo0, OpraHsT B KOHTO ce H3BBPIIBA HAMAISBAHE
HUBOTO HA XOJIECTEPOII.

Rosuvastatin ysenuuasa 6pod Ha yepHoApoOHuTe LDL penenropu BEpXy KIETHYHATA
IOBBPXHOCT, KaTO 3aCHJIBA NIO€MaHETO U Karabonusma Ha LDL u naxubupa

yepHOApoOHaTa cHHTe3a Ha VLDL, xato no To3u HauuH Hamasisgsa oOmius Opol Ha
VLDL u LDL yactuim.

dapmMaxoauHAMHUYHN eeKTH

CRESTOR namanssa nosumenus LDL-xosectepos, obmus xomecTepo u
TpUrTANEprAUTE U nosumasa HDL-xonectepona. Tol cpimo normxkasa ApoB, He
HDL-C, VLDL-C, VLDL-TG u yBemuasa ApoA-I (uxk Tabmuna 1). Crestor
noHuxkasa ¥ ¢poTHoleHusATa LDL-C/HDL-C, o6m C/HDL-C, uHeHDL-C/HDL-C u
ApoB/ApoA-I.

Tabmuua 1 — OtroBop Ha 103aTa NIpY NalMEHTH ¢ IBPBUYHA XHIIEPX0IECTEPOAEMHUS
(tun Ia u IIb) (kopurupaH cpefeH NpoLEHT Ha MPOMAHA OT H3XOJHOTO HHBO)

Ho3a N LDL-C O6m-C HDL-C TG HeHDL-C ApoB ApoA-I

[Traue6o 13 -7 -5 3 -3 -7 -3 0 2% an v,
5 17 -45 -33 13 -35 -44 -38 o s
10 17 -52 -36 14 -10 -48 -42

20 17 -55 -40 8 -23 -51 -46

40 18 -63 -46 10 -28 -60 -54




TepaneBTHYHHUAT OTrOBOP KBbM JieueHHeTO ¢ Crestor ce 3abenassa 10 1 ceaAMHIA OT
HAYJI0TO Ha TepanusaTa H 90% 0T MakCUMaIHHS OTTOROP Ce HOCTUTa 0 2 CEeIMHIIY.
MakcHMaITHUAT OTTOBOP OOMKHOBEHO C€ IIOCTHTa KbM 4-Ta CeIMHIIA B CE TOAIBPXKA
cJie[l TOBA.

Kinnutina epeKTHBHOCT:

Crestor € eeKTHBEH IIPH BE3PACTHU X0Opa CTPAJAINH OT XHIEPXOIECTEPOSIEMHS ChC
MK O€3 XMNEePTPUTITHHEPHUAEMHUS HE3ABACUMO OT PacoBa IIPHHAIIEXKHOCT, [TOJ HIIH
BB3PAcT H IIPH CIIELIHAJIHM I'PYNH KaTO JuabeTULY WK NMAlHeHTH ¢ paMITHA
XHIIEPXOJIECTEPOJIEMHUS,

O606menute aannu ot Il ¢pasa Ha KNHHUYHHUTE IPOYYBAHHUA ITOKa3BarT, ue Crestor e
¢()€KTUBEH NP JICICHUE HA rolgMa JacT ot nanuenty ¢ tun [Ia u IIb
XHInepxoiuecTepoiemMus (cpena usxoana croitHoct Ha LDL-C okomo 4.8 mmol/1)
cropel onpeaeaeHuTe oT Esponeiickara OGIHOCT M0 ATEPOCKIEpo3a MPUIETHH
crofinoct (EAS; 1998); Oxomo 80% ot nauuenture Ha 10 mg ca mocTuruanm
xenauurte croHocTH Ha LDL-C (<3 mmol/l) ciopen EAS.

B egHo MamabHO npoy4Bane ¢ POopcUpaHo TUTPpHUpaHES Ha A03aTa 435 nauHeHTa ¢
XeTEepO3UroTHa haMHIIHA XUNIEpXosiecTeponeMus ca gexyBanu ¢ 20 1o 80 mg. Benuknm
JO3HPOBKH NOKA3BAT [IONIOXKUTENECH Pe3yNITaT BbPXY JUITHIHUTE Mokazarenu. Cnex
OOCTUraHe Ha AHeBHA J03a 0T 40 mg (12 ceamuuno sedenue) LDL-C maManssa ¢

93%. 33% nponenta OT manuMeHTUTE Aocturat cTorHOCTUTE Ha LDL-C cniopen EAS
(<3 mmol/l).

B eqno oTBOpeHO NpoyuBaHe ¢ (OPCUpPAHO TUTPHPAHE HA J103aTa NpH 42 nanreHTa ¢
XOMO3HUIOTHa paMHUIHA XHIIEPXOJIECTEPOIEMUS Ca OTUETEHH PE3YJITATHTE OT

npueMane Ha 20-40 mg Crestor. B ofiara nonynanus CpexHoOTO NOHMKEHHUE Ha
LDL-C e 22%.

[Tpyu KTMHHYHE U3NUTBaHKA ¢ orpaHndeH Opoil mamueHTH Crestor moka3Ba aJHTHBHA
e(PEKTUBHOCT IIPH HaMaJIIBaHE HA TPUIVIHLICPHANTE, KOraTo € IPHEMaH B
koMOuHanug ¢ Penodudpar u yrenuueHne Ha HupoTo Ha HDL-C B koMOMHaLu ¢
HHAUMH (BHX paszen 4.4 CnenuanHy npeaynpexIeHus U CIICHUATHH TpeAna3Hu
MEPKH IIpH ynotpeha).

He e nokazano, 4e rosuvastatin [IpeIOTBpaTIBa YCJIOXHEHHAATA, CBLP3aHU C
HapyIICHHUSA JUNUACH MeTa00IU3bM KATO HCXeMHUYHA O0JIECT Ha CHPLIETO ThH KAaTo
BCE OIE HE Ca 3aBbPUICHH NPOy4BaHHATA Ha Crestor 3a CMBPTHOCT U 3a00/1€BaEMOCT.

B enno MyITHUEHTPOBO, ABOHHO CIAMNO, IIaLe00-KOHTPOJUPAHO KITHHHYHO
npoyusae (METEOR), 984 nauuenra mexay 45 u 70 roaMHYu ¢ HACHK PHUCK 34
ucxeMu4Ha 6oJecT Ha cppueTe (Achunupano karo Framingham puck <10% 3a 10 1)
n ¢p¢ cpeanu LDL-C 4.0 mmol/l (154.5 mg/dL), Ho cBC CYOKIMHAYHA aTepOCKIIepO3a
ycraHoBeHa upe3 usMepsane Ha CIMT (Carotid Intima Media Thickness) 6axa
pangoMu3upany Ha 40 mg rosuvastatin BeAHEXK AHEBHO HIIH IU1anedo 3a 2 roivHA,
Rosuvastatin 3HaunTeTHO 330aBH nporpecusTa Ha MakcuManaoTo CIMT Ha BcH
12 MecTa Ha KapOTHIHUTE apTepUH B cpaBHEHUE ¢ mancoo -0.0145 mm/roann




rosuvastatin rpynara ¢ -0.0014 mm/roguna (-0.12%/ rogusa (HeCHrHUGHKAHTHO) B
cpaBHeHHE C IU1anedo rpynara ¢ mporpecus ot +0.0131 mm/roauna (1.12/roquaa
(p<0.0001)). He ¢ neMoHCTpHpaHa AUPEKTHA B3aUMOBPB3KA MEKIY MOHMKEHHETO HA
CIMT auBara ¥4 DOHMXKEHUS PUCK OT CHPACHHOCHAOBH CrOUTHA. [lomynaiusara B
npoyusaneto METEOR e ¢ HUCBK puCK OT nCxeMu4Ha O0NECT Ha CHPIETO H HE €
NPEACTABUTEIHA 3a TapreTHaTa nonynanus Ha Crestor 40 mg. Jdo3uposkarta oT 40 mg
TpsiOBa Ja € NPEANMCBA CaMO IIPH TALMECHTH ¢ TEXKa XUMICPXONECTEPOIEMHA C BUCOK
CBPASHYHOCHAOB PHCK (BX. Pasnen 4.2).

S5.2. @PapMaKOKHHETHYHH CBOMCTBA

AOcopOuusa: MakcuMaIHU IUIa3MEHH HHBA C€ JOCTUrAT 5 4aca cliell NepopanHo
npuemMane. AGconoTHaTa OuoHanMUUsOoCT € npudiusurento 20%.

Pasnpocrparenne; Rosuvastatin ce moeMa OCHOBHO OT YEpHHS Jpob, KOUTO €
OCHOBHOTO MSACTO Ha CUHTE3HUpaHe Ha xojecTepona u otaessiHe Ha LDL-C, O6empT
Ha pasnpenesieHue Ha rosuvastatin e npubnusurento 134 L. Rosuvastatin € CBBp3aH ¢
M1a3MEHHNTE HPOTEHHH, MPEIAMHO aTO0yMuHa, npuban3utenHo B 90%.

Metaboam3bpm: MeTabonusMbT Ha rosuvastatin € orpanudeH (oxoso 10%). In vitro
NPOy4YBaHHs Ha META00/IM3Ma ¢ U3TON3RAHE Ha YOBCIIKH XENAaTOLMTH [10KA3BaT, 4ye
rosuvastatin e caab cyocTpat 3a uuroxpoM P450 obycnosen metabonuzsMm, CYP 2C9
e OCHOBHHS H30€H3HM, KOMTO yuacTBa B MeTabomn3Ma Ha rosuvastatin, a 2C19, 3A4 u
2D6 yuactBat B mo-Majka crenceH. OcHoBHUTE MeTabonuti ca N-desmethyl u
lactone. N-desmethyl e okono 50% no-Manko akTUBEH B CpaBHEHHE C rosuvastatin,
nokato lactone ce cunTa 3a KIMHAYHO HEAaKTUBEH. Rosuvastatin onpeaens moreye ot
90% ot axTBHOCTTA Ha LHpKyIupaiunsg HMG-CoA auxubutop Ha peayKrasara.

Exckpeuna: [Ipubmsurenno 90% ot rosuvastatin ce eTMMHUHUPAT KATO
HENPOMEHEHO JIeKapcTBO ¢ dekanmnte (abcopbupano U HeabcopOMpaHO JIEKAPCTBEHO
BEILECTBO), KATO OCTaHaNaTa 4acT ¢e eKcKpeTHpa ¢ ypuHara. Okono 5 % ce
eKCKpeTHpa HeNpOMeHEH B ypuHATA. I[1asMeHUST HOayXMBOT € oKoJ10 19 yaca.
ITna3sMeHuAT MOJYKUBOT HE CE YBEJIMYABA ¢ YBEIMYABAHE Ha 03aTa. CpeHUAT
IUIa3MEH KIHPBHC € aprbinsuTendo S0 murpa Ha yac (KoehUIHEeHT Ha BApHAOHITHOCT
21,7 %). Kakto npu apyru KHXHOUTOPH Ha peIyKra3aTa YepHOAPOOHOTO IOEMAaHE Ha
rosuvastatin sxmousa MeMOpannus npeHocutea OATP-C. To3u npenocuren € BaxeH
3a YepHOApOOHOTO ETMMHHUPAHE HA rosuvastatin.

JInHeHHa KHHETHKA

CucTeMHaTa eKCIO3MIMSA HA rosuvastatin ce yBeIM4aBa NponopuHoOHaIHO Ha
IpHeMaHata n03a. Hama nmpoMsaHa BB papMaKOKHHETHUHUTE NMApaMETPH MpH
MHOTOKpaTHO JO3MPaHe.

CrnenuajgHyu AonyJanmH;

Bripact » moa: Br3pacTra WM monia HIMAT KIMHUYHO 3HAYMM e(EKT BEPXY /
bapMakoKHHETUKATa Ha rosuvastatin.

Paca: @apMakOKHHETHYHUTE IIPOYYBAHKS NOKA3BaT, Y€ NMPH HHOIWBUAH OT A
a3MaTCKaTa paca (AMOHIH, KATaNIH, QUININHIY, BUETHAMIH U KOPEHIH) , ceﬂw




HaOmoaaBa AByKpaTHO noBumasane B cpefHara AUC 1 Cmax, OTKOJIKOTO NpH
HHIWBUIOMN OT KaBKaskara paca. [lpm nnauiiiy e Hanmmue nopuinaBake Ha AUC u
Cmax 1.3 mbTu. He € U3BEeCTHO KaKBO € 3HAUEHHUETO Ha (PaKTOPUTE Ha OKOJHATA
cpelia ¥ Ha reHeTHYHHTE (PAKTOPH 3a MOABATA HA TE3H PA3MKU. EIWH ONyIAalYOHEH
(hapMaKOKMHETHYCH aHAIK3 NOKa3Ba, Y¢ MEXIy NHAWBUINTE OT KaBKa3KaTa H OT
yepHaTa paca HAMa KJIMHUYHO 3HAYHUMH pa3jIndus.

BnOpeuna HeAOCTATLYHOCT: B €1HO MPOYYBaHE HA NHLA C pa3jIiIHA CTEIEH HA
6B0pedHo yBpeXKIaHe, TEK0TO A0 YMepeHo OBOPEUHO 3a0019BaHe HE € ITOBIKANO
MIa3sMeHHTe KOHIICHTPALMH Ha rosuvastatin uiu Ha Herosus N-desmethyl meTabonur.
JIuua ¢ Texko yBpexaane obaue (KpeaTHHHHOB KIHPBHC < 30 MI/MHH) Ca UMaIK
TPUKPATHO YBEIMYCHHE Ha [Ia3MEHATa KOHLICHTPALHS B CPABHEHUE ChC 31PaBH
noGpOBOIIHY H JIEBET IBTH I0-BHCOKa KOHUEHTpauus Ha N-desmethyl merabonmra.
PaBHOBECHHUTE IIJIa3MEHH KOHILEHTPAIIMK Ha rosuvastatin IpH ManveHTH Ha
xeMonuanusa ca npubansnteHo 50% no-BHCOKH B CPABHCHHE CHC 31paBH
J0OPOBOJILIH.

YepuoapoOHa HEZOCTATHYHOCT: B e1HO MpoyYBaHE Ha JIMIA ¢ Pa3IMIHA CTCIICH Ha
gepHOAPOoGHO YBpeXkKAaHe He ca NOTYYeHH NaHHH 3a IIOBHIIEHA EKCIIO3HIMA Ha
rosuvastatin npu nanuentH ¢ pesyarar o Child-Pugh 7 wnn no-auceK. [pn nsama
MALMEHTH ¢ TEXKO YepHOAPoOHO yBpexaane (pesynrat nno Child-Pugh 8 u 9)
CHCTEMHATA EKCIO3UIHA € Orila yBenudYeHa Hail-MaJIKO IBa bTH B CPAaBHCHHUE C JIHNA
¢ mo-HiCcHK pesynTar no Child-Pugh. Hama nannu 3a natuenTu ¢ pesyarar 1o Child-

Pugh nan 9.
5.3. IpeaxkTHHAYHH JAaHHH 32 0€30NaCHOCT

[IpeaxTHHAYHUTE JAHHH HE Ca NOKa3ajil CICAAICH PHCK NIPH XOpa Bb3 OCHOBA HA
CTaHJAPTHHUTE NMPOy4YBaHUA 3a 0€30MacHOCT BbPXY OCHOBHHTE CHCTEMH, TOKCHYHOCT
¢Jie]] MHOTOKPATHO TIPUIIOKEHHE, TEHOTOKCHYHOCT, KaHIIEPOreHEH NoTeHIHall. B
eTHO IIPOYYBAHE BbpXY IUILXOBE B IIPE/ H NIOCTHATATHHA NEPHOJ € HANMHIIE
peNpOAyKTUBHA TOKCHYHOCT, 3@ KOATO C¢ ChJH MO HAMAIICHHTE PasMEpH Ha TETJIO,
KaKTO H I10 HAMAJIEHATA [IPEXKABAEMOCT HA MATIKUTE. 1€3H Pe3yITaTH Ca
HaOMIOJABAHM IPH MATEPHOTOKCHYHHE JO3H HA CHCTEMHA CKCIIO3UITHS HAKOJIKO ITbTH
HaJ HUBOTO HA TEpaneBTUIHA CKCIIO3MITHS.

6. OAPMAIIEBTHYHHU JAHHU
6.1. ChnHebk HA NOMOITHHUTE BEIECTBA

Copuepuna Ha TadJeTKATA
JTaxTo3a MOHOXHMIpAT
MukpokpucTanHa 1enyio3a
Kanmues dochar
Kpocnosnnon

Marne3ues creapar

O06BHBKA HA Ta0JIeTKATA
JIakT03a MOHOXUApAT
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XHIIPOMENo3a

Tpuauerun

['manepon Tpuanerar

Turanos auoxcna (E171)
XKeneszen oxcua, uepseH (E172)
6.2. HecbBMECTHMOCTH

He e npuioxuMo.

6.3. Cpokx Ha rogHocCT

3 TOUHU.

6.4. CHoennajHH NPeANA3HH MEPKH IIPH ChXpaHEHHE

Biucrepuu onakosku: Jla ce cbxpansBat npd Temneparypa mox 30°C. CpxpaHaBaiTe
B OPHTMHAIHATA OITAaKOBKA.

6.5. Buau chappxaHue Ha ONTAKOBKATA
BIHMCTEPHH ONAKOBKH OT AlyMHHHEBO (onro no 28 TabeTkH.

6.6. Yxka3anmus 3a ynorpeba, padoTa ¢ ApoAyKTa H H3XBbPJIAHETO MYy

HsmMma crienuairHy yKa3aHHs.

7. MIPUTEXKATEJ HA PASPEIIEHUETO 3A YIIOTPEBA
AstraZeneca Pharmaceuticals AB

S-151 85 Sédertdlje
[IIsenus

8. PETRCTPAIIMOHEH HOMEP
Crestor 10 mg: 20040104
9. JATA HA ITHPBO PA3PEIIEHUE/ [IOJHOBJABAHE HA
PASPEIHIEHHETO 3A YITOTPEBA
2004-03-08 =
/ ,_.‘ i 'Qi*ew.-;a:,::,_;{‘r:xm
10, JATA HA ITIOCJIEJHA PEJAKIIUAA HA TEKCTA S N N

2008-07-31 ( |



