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Kpecrop 10 mg ¢punmupanu TabneTku =3
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2. KAYECTBEH 1 KOJIMYECTBEH CHCTAB

Bceska Tabnerka cpappxka 10 mg posyBacTaTHH (rosuvastatin) KaTo po3yBacTaTHH Kajyi. Beska
tabnerka cpabpxa 91,3 mg nakro3a MOHOXHIPAT.

3a reJIHUA CIIMCHK Ha NMOMOILHUTE BELLIECTBA BUXKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Ounmupana Tabserka.
Kpsria, onBereHa B po30Bo TabiieTka cbe 3HaK ,,ZD4522” u ,,10” oT eqHaTa cTpaHa H HEeMapKHUpaHa
OTKBM OOpaTHara.

4. KJIMHUYHHU JAHHHA
4.1 TepaneBTHYHH NOKa3aHHA

JleueHHe Ha XUNEPXOJIECTEPOIEMHS

BB3pacTHH, FOHOIIM M J€la Ha WK HaJ 6-roMIIHA BB3PacT ¢ IbPBUYHA XHIIEPXOJIECTEPOIEMH
(tun Ila BKIIOYHTEHO XeTepO3UIroTHa (haMHUJIHA XUIIEPXOJIECTEPOJIEMHS) HIIK CMECEHa
mucnurmiaemus (tun IIb) karo gobaeka KbM AUeTaTa, KOraTo pe3yJITaTeT OT AUETATa U APYrU
He(apMaKoJIOrHYHH MEepKH (Hanp. GU3HUeCKd YIPaOKXHEHHs, HAMAJIABaHE Ha TEIJIOTO) HE €
3aJI0BOJTUTEIIEH.

BB3pacTHH, IOHOIIH | Jielia Ha WIHA HaJl 6-rOAMINHA BB3PacT C XOMO3HIOTHA (PaMHJIHA
XHIIEPXO0JIECTEPOIEMHKS KaTo J00aBKa KbM JHETaTa, KAKTO H C IPYTO JIHIHIONOHHKABAIIO JICYCHHE
(wanp. LDL adepe3a) uiu korato ToBa JICYEHHE HE € MOAXOAAIIO.

[IpeBeHIMs HA CHPASYHO-CHAOBH CHOUTHS

[IpenoTBpaTsiBaHe Ha rOJIEMH ChPAEYHO-CHA0BH CHOUTHA NPH MALHEHTH, OLICHEHH C BUCOK PHCK 3a
IBPBO ChPAECYHO-CHAOBO ChOMTHE (BXK. TOYKA 5.1), KATO NOMBIHEHHE KBM KOPHTHPAHETO HA APYTH
PUCKOBH (DaKkTOpH.

4.2. Jlo3HpoBKa H HAYHH HA NPHJIOXKEHHE

IIpenu 3amoyBaHe Ha TepanmusiTa, MAUMEHTHT TPAOBa a Ob/ie NOCTABEH HAa CTaHJAPTHA METa 3a
MOHMKABaHE HUBOTO Ha XOJIECTEPOJIA, KOSTO Ja NMPOJBJDKHU M 110 BpeMe Ha JieueHueTo. U300psT Ha
NO3UPOBKA Ce onpeesis OT MHAUBUAYATHUTE TEParieBTHYHH LIEJIH, KOHTO C€ OMPEAENAT OT
NpPENnoOpPbKUTE HAa CbBPEMEHHUTE KOHCEHCYCHH PBKOBOJCTBA 332 KOHTPOJI Ha X0JIECTEPOJIEMHATA.

Kpecrop Moxe na ce npuema 1o BCIKO BpeMe Ha JICHd, CbC WK 0e3 XpaHa.

JleueHne Ha XUMNEPXOJIECTEPOIEMHS

ITpenopbruBaHaTa HavanHa 103a € 5 wik 10 mg BeHBK JHEBHO, KaKTO NPH NMaLMEHTH, 4Ok FE “"’?7 \\

MpUeMasli CTaTHHH, Taka ¥ MpH npeMuHaBaHe ot Apyr uuxuburop Ha HMG-CoA peaykfazara.. = © ;,'i? “ it

H360pbT Ha HaYaJIHaTA 1033 OT MEJUKaMEHTa 3aBUCH OT HUBOTO Ha CEPYMHMS X0JIeC ﬁQﬂL %nemm gt b

CHP/ICYHO-CHJIOB PHCK M PHUCKA OT TIOSBa HA HEXXEJIAHW PEAKIMU KBbM JIEYEHHETO (BXK. c{-ﬁony) Hpu = )
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HeOOXOAUMOCT, 103aTa MOXKE Ad C€ KOPUIrHpa, KaTo ¢€ TIPEMHHE Ha CJIe/IBALIOTO J030BO HHBO CJICA

4 ceaMHLA {BXK. TOYKA 5.1). B cpaBHeHME ¢ MO-HUCKHTE AO3H H NPEABH MMOBHLLIEHATE 4€CTOTa HA
cHOOWABAHE HA HEKENAHH Peakiivu 1ipH 103a ot 40 mg, B CPaBHERHE ¢ NIO-HHCKHTE Q03H (BK.

Touka 4.8}, nocneaHo THTpUpaHE 0 MakcHUManHara 103a oT 40 mg TpsOBa Aa e npeanpueMa caMmo
[PH NAaLMEHTH C TEXKA XHIIEPXONECTEPOIEMHS ¢ BUCOK CHPACYHOCHA0B PHCK {0CODEHO TE3H C
(baMHITHA XUTIEPXONECTEPONEMHES ), KOUTO HE IOCTHIAT XKENaHOTO HHBO Ha XOJICCTEPOJI NPH JIEHCHHUE C
20 mg W MpH KOHTO MIE ¢ NPABH PYTHHHO NPOCIIEASBaHE B X0Aa Ha JieueHHeTo (Bk. Touka 4.4), Ilpu
3anCuBane Ha jievense ¢ 40 mg ce npenopbyBa NOCTOAHHO HADNIOAEHHE HA IALKMEHTA OT CIIEHATHCT.

IlpeBeHLHA HA CHPAEYHO-CBAOBH CHOHTHA
B npoy4BaHeTo 32 NOHWKABAHE HA PHCKA OT ChpAEYHO-ChAOBH CLOHTHS € H3MoJI3BaHa 103a oT 20 mg
(BoK. TOYKa 5.1).

Heouampuuna nonyvaayus
Ynorpebata npH Aeua Tpabpa ga ce npoBexaa caMo OT CIELHATHCTH.

Jella u roHOIH HA BB3pacT 6 1o 17 roaund (cranui < II-V no Tauep)

XeTrepo3UIroTHa (PaMWITHA XUIIEPXOIECTEPOSICMHUS

[Ipy Aena W OHOWM ¢ XETEPO3UroTHA (PaMunNHa XMNepXojiecTepoieMus o0UYaknHaTa Ha4aIHa N03a €

5 mg AHEBHO.

e [Ipu peua Ha BB3pactT 6 A0 9 roAMHH ¢ XeTEPO3UTOTHA (PAMHITHA XHITEPXOJIECTEPOIEMHUS
OOHYaHHHAT A030B AHanazoH ¢ 5-10 mg nepopasHo BEAHEX JHEBHO. be30onacHOCTTa H
e)rKacHOCTTA Ha 103U M0-BUCOKH OT 10 mg He ca npoy4BaHH IMPH Ta3y MOMyJaLHA.

¢ [lpu nena Ha su3pact 10 po 17 roguny ¢ xerepo3urotrHa GaMuUIHa XHIIEPXOJIECTEPOIICMHS
OOHYAHHUAT J030B AuanaseH € 5-20 mg nepopanto BeAHLK AHCEHO. besonacHocTTa 1
e(PHKaCHOCTTA Ha JO3H MO-BHCOKH OT 20 mg HE ca NpOyYBaHHU NPH Ta3H NONY AL,

TurpupaneTo TpsadBa Aa ce MPOBEKAA CHIIIACHO HHAWBHIYATHHA OTIOBOP M MOHOCHMOCT Ha
fICAMATPHYHATS NALMEHTH, KAKTO CE NPENOphYBa B MPEIOPHKHTE 3a ICHEHHE Ha Aela (BK. ToYKa 4.4).
Heuata  wHOLIMTE TPAGRA Aa c& NOANOKAT HA CTAHAAPTHA XONECTEPOSO-TIOHKABaINA JUeTa NPSIH
Ja Ce 3aMOoMHe JeUYECHHE ¢ PO3YBACTATHH, JHETATa TPAORA Aa €€ NPOIBIAH (10 BPEME HA NCHCHHETO C
PO3YBACTATHH.

XomMo3uroTHa dhaMuiHa XUIEpXoaecTeponeMus

[Tpu peua Ha BB3pacT 6 00 17 roaMHU ¢ XOMO3ZUIoTHA PaMLTHa XHIIEPXONECTEPOAEMMS,
MpenopbhyKTENHATA 103a € 20 mg BeaHBX JiHeRHO, FIMa orpaHUYeH OMUT ¢ ZO3H PA3NUUHH 0T 20 mg
NpH Ta3y NOITy1aLus.

Tabnerkara ot 40 mg He € noaxoadalla 3a ynorpeda npu NnegHaTpUYHU TaALHEHTH.

Heua no-Manky or 6 roauHu
besonacHocTTa M epukacHOCTTa Ha ynoTpedara npu aeua no Majlkd OT 6 rOAVHHA HE CA NPOYHBAHHU.
CneporarenHo, Kpecrop He ¢e npenopbyia 3a ynorpeba npu geua no-Majiku oT 6 FroaHHH.

Yorpeba npu NalMEeHTH B CTApUYECKa BH3PACT
[IpenopbuBaHaTa ILPBOHAYANTHA A03A NPH MalMeHTH Hag 70-roauiliHA Bb3pacT € 5 mg (BixK.
Touka 4.4). pyro xopurvpase Ha 103MPOBKATA B 3aBUCUMOCT QT BBE3PACTTA HE € HEOOXOAUMO.

Jlozdpane npu nauMeHTH ¢ OOpeyHa He1OCTATEYHOCT

[Ipn naumenT ¢ neko 1o ymepeHo 650peuno yBpexaane ce npurarat obudaiinute go3u. [pu
OAUMEHTH ¢ YMEPeHO OLOPEtiHo yBpeXaane npenophubaHaTa MbPBOHAYANIHA J03a € 5 mg
(kpeatuHuHOB KMPBHC nox 60 ml/min). Jo3zupoekara ot 40 mg ¢ npoTHRONOKA3aHA 1IPH nauMeHTH ¢
ymepeHo 0p0pedno yepexaane. [Ipy nanuenTH ¢ Texkko Ob0pedHo yBpexaaHe ynmpeﬁa'ra 2

Kpectop e nporuponokasada (Bxk. Toukd 4.3 u 5.2). A _ﬂ\
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Iosypade npy DAKUEHTH ¢ 9ePHOAPOOHO YBpEKIane SN

He e HabnronaBaHa HOBHINEHA CHCTEMHA EKCIIOIHLIMAA HA PO3YBACTATHH NPY NAIMCHTH ;¢ Quﬁﬂm ﬂD s

ckanara Ha Child-Pugh < 7. Berpekn ToBa, NOBUIIEHA CHCTEMHA SKCTIO3HLIHA € Haﬁnmhasaﬂa npu |



NanuenTy ¢ onenka no ckanara Ha Child-Pugh 8 1 9 (Bx. Touka 5.2). Hpu Te3u namuentu Tpsdea 12
ce npejnpueMe oleHka Ha Os0peunara dyHkous (8x. Touka 4.4). HaMa fadHH 2a TAUMEHTH C OUCHKA
o ckaiata Ha Child-Pugh Hap 9. KpecTop € npoTHeOnOKazaH npy NaUKMEHTH ¢ aKTHBHO 1EPHOIPOOHO
yBpexcaaHe (BxK. Touka 4.3).

Paca

[IpH nalyeHTH OT a3HATCKAaTa paca ce Habmo4aBa OBHIIECHA CHCTEMHA €KCIIO3HLHS Ha MEIMKAMEHTA
(BX. ToukH 4.3, 4.4 u 5.2}, [lpenopruBaHaTa NbpBOHAYAINA J033 NIPH MTALHEHTH OT A3HATCKH
npousxof ¢ S mg. [Ipu Te3u nanmenT e npoTHBONOKA3an0 NpUIKEHHe Ha 2038 o1 40 mg.

[ eHeTHYEH NOIHMOPHUIBEM

IokasaHo e, ue reHotHnopere SLCO1B1 (OATP1B1) ¢.521CC u ABCG2 (BCRP) c.421AAca
CRLPaHH ¢ [IOBUINIaBaHe Ha excno3uimAaTa (AUC) Ha posyBacTaTul, B CPaBHEHHE C

SLCOIBI1 ¢.521TT u ABCG2 ¢.421CC. 3a mauseHTHTe, 38 KOUTO € HIBECTHO, Y€ UMAT [CHOTUII
¢.521CC nmm ¢.42]1 AA, ce npenopbuBa MAKCHMa/IHA €JHOKPATHA AHEBHA Ao3a oT 20 mg Kpectop
(Bx. Toukn 4.4, 4.5 14 5.2).

Jlo3upaHe npy HallMEHTH, NPEAPA3NOIOKEHH KbM Pa3BHTHE HA MHOMATUA
Hpyu nauyeHTH ¢ npegpasnonaramii $akTopH 3a pa3sBHTHTE HA MHONATHS NPENIOPbYBaHATA HAYATHa
no3a e 5 mg (Bxk. Touka 4.4).

[Ipu HAKOH OT T€3H NAIMEHTH € MPOTHBOMOKA3aHO MPHIOKEHHETO Ha A03a oT 40 mg (8x. Touka 4.3).

ChIIbTCTBALIA TEpanys

PoayBacTaTHH € cyOcTpar Ha paziniund Tpascnoprepun nporerinu (wanp. OATP1B1 n BCRP).
PUCKBT OT MHONIATHA (BKIKOUMTENIHO pabAOMHOIH3a) CE IOBUILNABA, KOraTo Kpecrop ce npuiara

¢ AHOBPEMEHHO C OTIPEAC/IeHH JICKAPCTBEHU NPOOYKTH, KOMTO MOTraT Ja NOBUINAT IUIa3MeHaTa
KOHIICHTPAL(UA Ha pO3yBacTaTHH, MOPaId B3aUMOACHCTBYE ¢ TE3M TPAHCMOPTEPHH MPOTEHHH (HAITD.
UKIOCHOPHH 1 HAKOHW NPOTEeazH HHXUOUTOPH, BKIIKOUMTENHO KOMOHHALIMK Ha PUTOHABUP C
aTazaHABHD, JONHHABHP W/HIH THIIpAHABUD; BK. TOUKH 4.4 u 4.5). Ha npeanucraiiure neKkapy ce
NpenopbYBa Jja B3eMAT NPEABHI ChOTBETHATA JeKapCTBeHa HHbOpMaLHs, KOTaTO OOMHCIIAT
NpuwilaraHe Ha TakuBa nNpoaykTH 3acaHo ¢ Kpecrop. Koraro € Bp3MoO3kHO, TpAOBa J1a ¢€ UMAT MpeBHI
AJITEPHATHBHH JICKAPCTRA W, aK0 € HeoOX0AuMO, Aa ce HMa NPEABU/ BPEMEHHO TIPEKHLCBAKC Ha
TepanugTa ¢ Kpectop. B cuTyalu, korato eJHOBpEMEHHOTO NMPHIIOKEHHUE HA TE3H JICKAPCTBEHH
npoaykTyu ¢ Kpectop € Hew3bexkHo, NoN3aTa M pHCKa OT ChIILTCTBALIATA Tepalii H KOPEKIHH Ha
Ao3aTa Ha Kpecrop Tpsabea BHUMaTenHO Aa ce 0OOMUCHAT (BX. TOUKa 4.5).

4.3 IIporuBonoKa3zanns

e Ilpu naumenT! ChC CBPBEXYYBCTBUTEIHOCT KbM PO3YBACTATHH HIH HAKOE OT [MOMOLHHTE
BELLECTRA.
o [lpu nauMeHTH C aKTHRHO YEPHOAPOOHO 3a00IABaHE, BKAOYUTEIHO HEYTOUHCHO,
MPOJBIDKMTENHO NOKAYBAHE HA CEPYMHHTE TPAHCAMHHA3H W BCAKO NOKAYBAHE HA CEPYMHHTE
TPaHCAMHMHA3H TPH ITBTH HAZl TOPHATA I'PaHHLd HA HOpMaTa.
o [lpu nanuenTy ¢ Texko OnOpeuno yepexnane (KpeaTMHAHOB KNHPHHC < 30 ml/min),
[Ipy nauMeHTH ¢ MHONIATHSA.
o [lpu narmeHTy, IpHeMaIiyu €AHOBpEMEHHO codocOyBHp/BENNATACBHP/BOKCHIANIPEBHUP {BXK.
TouKa 4.5)
» Ilpu nanyenTH, NpueEMalLH €JHOBPEMEHHO LIHIIOCIIOPHH.
e [lo Bpeme HA OPEMEHHOCT, KEPMEHE W fIpY JKCHHM B ASTEPOAHA Bb3PacT, KOMTO HE M3NON3BAT
NOAXOMALIH KOHTPALSIITUBHUA MEPKH. T
e AT ~'1":'x
Aozara ot 40 mg e npoTHBONOKAa3aHa IMPH MAIHEHTH ¢ Mpeapa3nojarauly GaxKTopH I;:j,a pazanmaflga - AN
MuonaTHs/pabnomuonusa. Takvea dakropy ca: R "'-.3'_,'_"_._4
e YMepeHO no cTeiteH OROpeHHO YRpexkaaHe (KpeaTHHHHOB KITHPBHC noj 60 mUmm) PR
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¢ Jluuna vnu damMunsa asaMHe3a 33 HACACACTBCHY MYCKYJIHH 3a00/I9BaHHA.

AHaMBe33 3a NO4BA Ha MYCKYJIHO YBPEIKAaHe 110 BpEME Ha JICYEHHE ¢ JIpYyT MEAUKAMEHT OT
rpyHaTa Ha MHXUOMTOPHTE Ha XWAPOKCH-METUI-yTapii-KOeH3uM A peaykTasata wiM ¢ GuOpar.
3noynorpeda ¢ aNKOXOJ.

CBCTOSIHUA, [IPH KOUTO MOXKE a Ce MOBHUIUH IIa3MEHOTO HUBO HA MEAHKAMEHTA.

JIHLa oT asHatTckara paca.

CopbTeTBALIC ICUeHHE ¢ GUOpaTH.
(Bx. Touku 4.4, 4.5 u 5.2).

4.4 CoeuHaJing npeIynpe:kaeAns u NpeAna3zHn MepKH Opu ynorpeda

brubpeyu

[1pu naupeHTH, neKyBaHy ¢ Mo-pucoku no3u Kpecrop, no-xonkperso 40 mg, ¢ nabmoaasaxa
NPOTEHHYPHS, KOATO € YCTAHOBEHA [P H3CASABAHE C TCCT-NICHTH, € NpefuMno TyOyJieH NPOU3Xoa U B
MOBEYETO CAYUAH C MIPEXOAEH WIH HHTSPMHTEHTEH XapakTep. He ¢ AoKa3an0 NpOTCHHYPHATA Ja
NpeJIIECTBA OCTPO WIH Nporpecurro 0u0peuno 3abonsgeane (Bxk. Touka 4.8). Jloknansanara yecrora
Ha cepro3HU ObOpeUtHy yBpeau NpH NOCTMAPKETHHIOBATA YIOTpeda e No-BHCOKa NPH NO3HPOBKA OT
40 mg. Ouenka Ha OLOpevnara Pysxums TpadBa A2 ce Hanpasy MO BpEME Ha PYTHHHO NpOCIIeAdaBaHe
Py NauKenTy, obuyaiito nekysanu ¢ 40 mg.

CKeaemHa MycKyaamypa

Edexty BLpXy ckeneTHaTa MycKynarypa {(MHarua, MHOTIATHs M MO-paako pabaoMHOIH3A) Ca
CHODIIABARY NPH TIPHIOXKEHHE HA BCHUYKH JIO30BH PeKHUMR, 0coDeHO rpH ao3u Haa 20 mg. Muoro
PelKH Ciy4aH Ha pabaoMHONTH3a ca AOKIAABaHH NP U3MON3BAHETO HA €3€TUMHMO B KOMOUHALUA C
HMG-CoA pepykrasun nHxuOuropu. He moxke Aa Ob1e H3KTIOUEHO (PApMaKOAHHAMHYHO
B3aMMOJeHCTBHE (BXK. TOYKA 4.5) U € HEOOX0AMMO BHHMAHKE MIPU KOMOHHHUPAHOTO UM H3I10/I3BaHE.

Kakro mpu apyrure HMG-CoA peAyKTazHM HHXMOWTOPH, AOKIAABAHATA 4eCTOTa Ha pabaoOMHOIH3a,
acouuupana ¢ Kpecrop npu nocrmapkeTHHrosara ynotpe6a, € no-BMcoka npH ao3uposka ot 40 mg.

Hmepsane na kpeamunkunazama

Kpearunkunazara (CK) He TpsaOBa 1a ce M3MepBa ciie/l yCHICHH YIPOKHCHHA HNU NPH HATHIUETO HA
Apyr NpHYHHATEN Ha yBeaudeHne Ha CK, KoeTo MOKe /13 3aTpYAHH THIIKYBAHETO Ha pe3yarara. AKO
HUROTO Ha CK e 3HAYMTENIHO NOBHIIEHO NP H3XOAHO HUBO (> 5 BT rOpHaTa ACIYCTHMA rpaHmiia),
TECT 3a NOTEbPKAABAHE Ha pe3viTara TpAGRA Aa ObAC HANPABSH B pamKuTe Ha 5—7 aHH. AKO
[OBTOPHOTO U3CNEABAHE NIOTBLPAK U3IX0AHO HUBO Ha CK > 5 irpTH ropHata JOMYCTHMA I'PAHUIIA, HE
TpaOBa /1a ce 3al1oUBa JICUeHUE,

IIpedu aeyenuemo

Kakro v npyru unxuburopu na HMG-CoA penykrazara, Kpectop TpabBa na 0b4€ NPeANIMCBaH C
OCOOCHO BHUMAHME MPH NMALMEHTH, 3a KOUTO ca HATHLUE (PakTOPH, Npeapasnonaraliy pa3BHTHe Ha
muonatus/pabaomuonusa. Takuea paktopu ca:

* bsOpeuno yBpexkaane.

XHITOTHPEOH AU BM.

JlmuHa wiu pamMWIIHA aHaAMHE3a 3a HACJIEACTBEHO MYCKYJIHO 3a00/1BaHe.

YcraHOBeHa MYCKYJIHAa TOKCHYHOCT KbM JIpyrd MEXHOUTOpH HAa HMG-CoA peaykrazata unu
(pubpath.

3noynorpeda ¢ aaKoxo.

[TanuesTy Ha BB3pacT Haj 70 rOgHHHA.

CoCTOAHMS, IPY KOMTO MOXE 42 ce yabaronapa NOKauBaHe HA IA3MEHHTE HUBA (BK. TOY
EAHORPEMEHHO NIPIIOKEHME Ha dhudparTh. *:i'*"ﬂ AN ETENN
Ipu nopobHw nalienTH TpsadBa Aa ce MpEeIBHAN OTHOWECHHUETO PHCK/NON3a H 112 63;{@ ﬂﬁCTaEﬁfﬁl' =,
1O KIMHHYHO HabmozteHue. Ako n3xoaHoTo HuBo Ha CK e sHauutento nopuuiend (35 metg - - - R
TOpHATA IPaHHIlA HA HOpPMAaTa), HE TPAOBa a ce 3a[10YBa JEUCHHE. | = S ,f,
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Ilo epeme na nevwenuemo

ITanHeHTHTE ce 3abIDKABaT He3abaBHO Aa ToKaaaBaT HeOOACHUMH MYCKYJIHH O0KH, yCceliaHe 3a
c1abocT HNH CxBalllaHe, HaH-BEYe aKo ca CBhP3aHH ¢ Hepasnonokenue wid ¢pedpunntet. Ilpy T30
nauveHTy Tpadea Aa ce wMepaT HuBata Ha CK. Tepanusra Tpadpa Ja ce npekpaTH, aKo HEBOTO Ha
CK ¢ 3HauHTeNTHO MOBHLIEHO (> 5 METH FOPHATA JOMYCTHMA MPaHUia), WiIH MYCKYJTHUTEC CHMATOMH Ca
TEXKH Y NIPHYMHABAT €KEHEBHO HepaznonoxkeHre (1opyd HUBOTO Ha CK 1a € < 5 nbTH ropHara
JOMYCTHMA I'paHU1Id). AKO CUMIITOMHTE U3ue3HaT H HUBOTO Ha CK ce HopManu3npa, MOXe 1a ce
IIOMMCIH 3a TIOBTOPHO JieueHue ¢ KpecTop wiH antepHaTHBed Mixuburop Ha HMG-CoA penykrasara
B Hali-HWCK4 A03a nox HaOmoaeuue. Pyrunno Habmopenue Ha nusoro va CK npu nanwenTy 0e3
CHMITTOMH HE € OCHOBaTEJIHO.

ViMa MHOTO peakH Aowiaay 3a MMyHOMEAHHPAaHa HEKPOTH3IHPALla MHONATHA, KOATO KIHHUYHO C¢
XapaKTepuMpa ¢ NEPCUCTHPALIA NPOKCUMANHA MYCKYITHA ¢12D0CT ¥ NOBHILEHA KpEaTHHKWHA3A 1O
BpeMe Ha JICYEHHUETO WIIH ClIe/l CITHPAaHE HA CTATHHHATE, BKITIOUHTEITHO PO3yBACTaTUH. Moxe na ¢
HeOoOX0AMO JONBIHUTETHO HEPBHOMYCKYJTHO HIIH CEpOTOTHYHO H3cjeapane. Moxe aa ce HaJlOXH
JIEYeHHE C UMYHOCYTIPECHPALLH JIeKapCTBa.

B HgKOMKO ciiydas ce ¢bo0Iagra, Y€ CTATUHHTE HHAYUHMPAT de novo VIH RIOLIABAT BEUES
CBIIECTBYBALlla MUACTEHHUS IPABMC WM 04YHA MHAcTeHHUA (BXK. Touka 4.8). [Ipunoxenunero Ha Kpecrop
TpAbBa fa ce crpe B CIy4aii Ha BloLaBaHe Ha cuMIToMuTe. MMa ¢bhoOlueHua 3a PELIMIHB PH
{ITOBTOPHO) NpWiarane Ha ChLAs WK PazInUEH CTATHH.

[lpu WinHWYHUTE W3NHUTBaHUA Ha KpecTop He ca Habl0AaABAHH NAHHU 33 NOBHILCHH €(PEKTH BBPXY
CKEJICTHATA MYCKYJIATYpa B MaJIKaTa rpyna nauuedTH, npi kouto Kpectop € mpunaratd ¢ Apyro
CBITLTCTBALIO JIEUCHHE. Y BeNMYeHHEe Ha HeCTOTaTa HA MHO3ZHT U MHONAaTHA e HabnroaaBaHo, obade,
1Py MAUUEHTH, MoIy4aBamwy apyrd uxuburopu Ha HMG-CoA peayxraszara 3aeaHo © IUMKIOCIOPHH,
MPOM3BOJHHM Ha (PUOPHHOBATAa KHCENHMHA, BIUTHOUMTENHO reMhbuOpo3nsl, HHKOTHHOBA KHCE/THHA,
a30JI0BH AaHTUMHKOTHLIH, NIPOTEA3HH HHXHOMTOPH U MAKPOJIMAHH aHTHOUOTHLIM. | eM(HOpo3nn
NOBHINABA PACKA OT MHOIIATHA, aKO CE NPHEMA €IHOBPEMEHHO ¢ HAKou HHxHOHTOpH Ha HMG-CoA
peaykraszara. [lopazu Tosa, koMOuHanMaTa Mexay rembudposun u Kpectop He € NpenopbUHTENHA.
[Tonzara OT JOMBJIHMTENHO CHHXKABAHE B JIMIMAHUTE HUBA B PE3YITAT OT KOMOMHHUPAHOTO NIPHEMAHE
na Kpectop 4 ¢pubpati nnu HuaLuMH, TpaOBa Ja 6bAe BHHMATEITHO M3YHCIEHA CIIPAMO NOTeHIIHAJIHKA
pPUCK OT NoaoOHH KkoMOnHaLMH. TpU eAHOBpeMEHHO HPUITOKEHUE Ha (PUOpaTH, JTCHEHHETO C AO3H OT
40 mg e OpOTURONOKAZAHO {BK. TOUKM 4.5 u 4.8).

Kpectop He TpabBa Aa ce npunara eJHOBPEMEHHO ¢ (Py3MI0Ba KMCEIIMHA 32 CUCTEMHO NPHNOKEHHE
WIH B paMKUTe HA 7 JHM cjied COMpaHe Ha NeueHHeTo ¢ dy3umosa kuceauHa. [IpH nauueHTH, npu
KOMTO M3MI0A3BAHETO Ha By3UI0Ba KUCENMHA 32 CHCTEMHD NPWIOKEHHE € 3HAMUMO, IEYEHHETO ChC
CTaTHHH TPAOBa Aa Oble NPEYCTAHOBEHO Npes LIEHs [IEPHO/ Ha JieueHHe ¢ y3ua0Ra kucenunHa. Mua
CHOOILICHHs 3a pabIOMHOIN3A (BKITIOUHTENIHO HAKOIKO ¢ ¢aTajen u3Xo/1) py NaLMeHTH, pHEeMallA
dy31u10Ba KHCENUHA U CTATHHH B KOMOMHaIUg (BX. Touka 4.5). [TauvenTuTe TpsaOBa na Obaar
NOCHBETBAHY [1a MOTHPCAT Be3abaBHo MEUMLMHCKA NOMOLL, KO H3NHTBAT CHMITTOMH Ha MYCKYJIHA
cnaboct, 6onka Wik GonesneHocT. JIeyeHHETO ChC CTATHHHU MOWeE Aa ObAe NOJHOBEHO CEAEM AHH
ciea nocsieaHaTa 1o3a Ha py3u0Ba KuceaHHa. [lpH 3BbHpeHH 0OCTOATENCTBA, KOTATO €
HeoOX0aHMa NPpOABLLKHTENHA YIIOTPeba Ha Py3HAOBA KHCENHHR 32 CHCTEMHO [IPHIIOKEHHE, HaNIpUMep
33 JICUEHUE HA TCAKKHW HHPEKINH, He0OX0AUMOCTTa OT €JHOBPEMEHHO NpIUTOKEHHe HAa KpecTop H
¢by3uA0Ba KHCENTMHA TPAOBa Aa cE NMPelieHH HHIMBHIYANHO, ¥ NOJ CTPOr MEAMIMHCKH KOHTPON.

Kpecrop He TpabBa fa ce ynoTpebspa npu MaydeHTH ¢ OCTPH CEPHO3HH CBCTOSHHS, NPeANIoaraimu
MMOTIATHS, MNH TIPEPasNoNaralti KbM pa3BuTHe Ha Ob0petiHa HeloCTaTLYHOCT, BCIISACTBHE

pabAOMHOIM3a (Hamp. CETICUC, XUITOTOHHUS, FONAMA OTICPALMS, TPAaBMa, TEXKKH Me'raﬁoﬂmﬂﬂ
CHAOKPHHHH H eJIEKTPOJIMTHH HAPYIMECHHS WIH HEKOHTPOIHPAaHH I'bpPYOBE).

TeXKi KOXHHA HEXKEIIaHH PEAKLIHH
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touka 4.8). Ilo BpemMe Ha Ha3HauYaBaHETO MYy, NaLHeHTHTE TPAOBa Aa ObAAT HHPOPMHUPAHH 32
NPU3HALTE ¥ CUMITTOMATE Ha TEXKR KOXKHH PEakiMy H Ja ObaaT BHEMATENHO HaD/IIOAABAHU. AKO C€
NOSBAT NPH3HALM U CHMITTOMHM, PEATIONArallid Te3H peakliHH, Jedenuero ¢ Kpecrop Tpabea na 6nae
NpeycTaHOBEeHO He3abaBHO U Ja Obae OOMHCIIEHO a/ITePHATHBHO JIEUSHUE.

AKO NalMEeHTET pa3BHe cepHo3Ha peaknus karo SJS unu DRESS npu ynorpebata Ha Kpecrop,
nevyeHHeTo ¢ Kpectop He TpaOBa HUKOra Ja C€ NOJIHOBABA NP TO3H MALMEHT.

BausHue BbpXy uepHus Apod

Kaxkro npwu apyrst nnxnonropr ha HMG-CoA peaykrazara, KpecTtop TpsaOBa BHHMATEIIHO Ja €€
[PHAra IPU NAlHEHTH, KOUTO MPUEMAT NOISAMO KOJTHYECTBO anKOX0 H/HIH ¢a HMaJIH 3a00/ISBaHe Ha
yepHUA Apod. IIpenopruuTenHO e Ja ce HaNpaRaT M3CTeIBAHUSA Ha YepPHUA Apod npeaH, 1 3 Mecela
crieq 3anoUsane Ha jeucHuero. Kpecrop vpsbea ma Obae mpeycTanoBeH Wik no3arta TpadBa na ce
HaMaJjlyd, ako HUBOTO Ha CEPYMHHTE TpaHCAMHHA3H HABMIIABA TPH NBTH rOpHATa rpaHMLA HA
HOpMaTa. JJokJiaagBaHaTa 4eCcTOTa 38 CEPHO3HH HEPHOAPOOHH YBpEAH (3aK/THOYBAILIH CE IVIABHO B
YBENMYEHH YePHOAPOOHH TPAHCAMMHAZH) MPU NOCTMAPKETHHIORATA YyIOTpeda, € No-BUCoKa NpH
n03upoeka ot 40 mg.

[Ip1 naumMeHTH ¢ BTOPHYHA XHNEPXOJIECTEPOIEMHUS, MPUYHHEHE OT XHIIOTUPEOUIH3IBM HWIH
HEPPOTHYEH CHHIPOM, OCHOBHOTO 3a00/iaBaHe TpiaOBa fia ce JeKyBa MPEAU 3aMOo4BaHe HA JICYCHHE C
Kpecrop.

Paca
@apMaKOKHMHETHYHHTE [IPOYYBAHMAA [IOKA3BAT, Ye NIPH NAUHUEHTUTE OT a3UaTCKaTa paca ¢ Hanuaue rno-
BHCOKA €KCTIO3HLMSA B CpABHEHME C Te3M OT KaBKazkara (Oanarta) paca (Bxk. Touk# 4.2, 4.3 1 5.2),

[IpoTea3zHu HHXUOUTOPH

[ToBHILIeHA CHCTEMHA €KCMIO3MIIMS HA PO3YBACTATUH € HaOntoaraHa NpH MALMEHTH, IpHEMaluH
PO3YBACTATHH CAHOBPEMCHHO C PAINHYHH NIPOTEA3HY HAXHOUTOPH, B KOMOHMHANMA ¢ PUTOHABHP.
Tpsbra na ce oOMUCIM KAKTO TOJ13aTa OT JTHIKHAOCIOHIKABaHE Ype3 ynorpeba Ha KpecTop npH
nauueHTy ¢ HIV, konTo npueMar nporeazHH HHXHOMTOPH, Taka U IOTEHUHANa 3a TOBHIIEHa
KOHUEHPALHA HA PO3YBACTATHH, KOCATO Ce 3anQ4Ba TeparnuaTa ¥ c€ NOBUlARa no3ara Ha Kpecrop npu
NMALMEHTH, JICKYBaHH C MPOTEa3HH HHXHOHTOPH. EAHOBPEMEHHOTO NMPHIIOKEHHUE ¢ OINPEACTICHH
NIPOTEA3HH NHXHONTOPH HE ¢e NMpenopbYEka, OCBEH aKo 103aTa Ha KpecTop He ce Kopurupa (BiK.
Tabymila 1 v Touku 4.2 1 4.5).

HenonocuMocT kKb 1aKTo3a
IMauneHTH ¢ peaKH HacHCACTBEHH NPOOAEMH KATO rajlakTO3Ha HENMNOHOCHMMOCT, ITBJICH JIAKTa3eH
ACPHLMT WM [VIIOKO30-TATAKTO3HA ManabcopOuus He TpadBa Aa npHeMar TOBa JIEKapCTBO.

Hurteperunyania 6eaoapobua bonecr

Hoknaasanu ca H30IMpaHu CilyyaH Ha HHTEPCTULMAIHA DestoApoDHa onect NpH NpHIOKEHHE Ha
HAKOH CTATHHHU, OCODEHO NpH NPOABHKUTENHA Tepanua (Bx. Touka 4.8). KnManuHHTe NPOABH MOTaT
[a BKJIFOYBAT AUCIIHER, HENPOAYKTHBHA KALIUTHLIA H BJIOILABAHE HA 001IOTO ChCTOAHKE {(yMopa, 3aryba
Ha TETJIO W Tpecka). AKo UMa NoAo3peHte, 4e MAUMEHTHT © PasBl nHTepcTHIRANHA BenoapodHa
bostecT, TepanudTa ckC cTaTHH TpAOBa Aa Hble npeycTaHOBEHA.

3axapeH apader

Hakon nokaszareiCTBa NpeRnoarar, ye CTaTUHHTE KATO KJIac NIOBHLIABAT KPBBHATA ITIIOKO3a H IIpH
HAKOH MalyMeHTH, BACOKOPHUCKOBH 3 pa3BHTHE Ha Auaber B Obaelle, Morar Ja A0BEAaT A0 TaKOBa
HHBO HA XMIEPriHKEMUS, IIPH KOETO € MOAXONSII0 IPHAAraHeTO Ha peAOBHATA 'PHXA, IIPO M
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CNEAOBATENHO, HE TPAORa Aa ObAc NpMUuMHa 32 CIIMpaHe HA CTATUHOBATA TepanMA. PH{}KQBHTE
nalyesTy (roKo3a Ha rmajgno 3,6 1o 6,9 mmol/l, usaeke Ha TenecHa maca > 30 kg/m ;rOB 1G]

CTOHHOCTH Ha TPHITTHLUEPHIAUTE, XHIICPTOHHUS ) TPAOBa /1a ¢€ NPOCheBAT KaKTO KJTHHHIIHQ T&Ka H

6HOXHMMYHO, CHIIACHO HALIMOHATTHHUTE PLKOBOICTRA. I
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B npoyusanero JUPITER, cvobmenaTa obuia yectora Ha 3axapeH auader € 2, % 3a po3yBacTaTHH H
2, % 3a mnapeto, TIaBHO NPY NAHKUSHTH ¢ TIIOKO3a Ha raaado 5,6 xo 6,9 mmoVl

llearaTpHyHa DoTyaalus
OueHdaBaHeTO Ha THHEHHOTO W3pacTRate (BUcounia), Terno, BMI (mraekc na Tenecnara Maca) U

BTOPHUHHTE MOJIOBK OE/I€3H HA MOJIOBOTO CH3PABaHE MO CKajlata Ha Tanner npH neaHaTpUuvHH
nayHeHTH Ha BB3pacT 6 10 17 ronuHM, NpveMallll pO3yBacTATHH, € OFPaHHYEHO 10 ABYTOAMUICH
nepron. Cren g€ roAWHY Ha TPETUPAHE MO BPEME Ha NPOyuBAHeTo, He € 3a0ens3an HUKAKbB eexT
BBPXY pacTexa, terioro, BMI unu nosoBoto ce3psaeade (Bx. Touka 5.1).

B xIMHHYHO NPOYYBAHE Ha AQIIA ¥ FOHOLIM, NPHEMALLIM PO3YBACTATHH 32 52 CEJAMMIIH, TOBHIIABAHE Ha
CK > 10xULN ¥ MycKyJIHMTE CHMIITOMH CJle[] yTIpa)KHEHHE HJIH NOBHIIeHA (PHIHUCCKA aKTHBHOCT Ca
HAOJIONABaHH N0-YECTO, B CPABHEHHE ¢ HAOIONEHHS OT KIIMHHYHH NPOYYBaHMA NMPH BE3PACTHH (BXK.
Touka 4.8).

4.5 BaanmopelicTBHe ¢ APYrH JIeKaPCTBEHH MPOAYKTH H ApPYrAa ¢GopMHE Ha B3aHMOAcHCTBHE
Eghexm na eonospemenno npuiazanu 1eKapcmeeHy RPOoyKmu bpxy po3yeacmamu

HuxuQuropuy Ha TPAHCNOPTEPHUTE NPOTEUHHN

PosyBactaTvH e CyOcTpaT Ha onpeAeneHH TPAHCITOPTEPHH NPOTEHHH, BRITIOUMTEIHO YHEPHOAPOOHHA
pliTedk TpaHcnoprep OATP1IBI1 u edayke rpancnoprepa BCRP. EaHoBpeMeHHOTO NPpHIOKEHHE Ha
KpecTop ¢ exkapcTBeHU NPOLYKTH, KOUTO €2 HHXHOMTOPY Ha Te3u TpaHCNOPTEPHU MPOTEHHH, MOKE
1a 1oBeAe N0 MOBHLIABAHE HA MUIa3MEHATA KOHLIEHTPALIMA HA PO3YBACTATHH M [IOBHIICH PHCK OT
MHonatusa (Bx. Tabnmuua 1 1 Ttouku 4.2 n 4.4).

[luknocniopux

Ilpn enHoBpeMeHHOTO NipHackeHke Ha Kpectop ¢ upkinocnopkH, cpeauute croitHocTH Ha AUC Ha
PO3YBACTATUH ca OUNY CpesiHo 7 TBTH NO-BKCOKHM OT Te3n, Habnioaapany 1pH 37paBH 100poBoiy, Ha
KOHTO € NMPHIOKEHa crllaTa ao3a (k. Tabmuua 1). Kpectop e npoTHBONOKa3aH Npd NALHEHTH, KOHTO
€AHOBPEMEHHO NOJY4YaBaT LHKIOCHIOPUH (BK. TOYka 4.3). EZTHOBpEMEHHOTO NMPHIOAKEHHE HE €
[IOBIMANO MMAA3MEHUATE KOHUSHTPALMU Ha HHKIOCTIOPHH,

I 'eMHOPO3UI U APYTH JTHITHAOTOHKMMKABAIITH TIPOAYKTH

EnnoBpeMennoro npunoxkeHyve Ha Kpectop u rembudposun e JoBeno 40 ABYKPATHO NOBHINSHHE Ha
Cmax 4 AUC Ha po3yBacTathH (BXkK. Touka 4.4). JlaHHUTE OT (papMAKOKHHETHUYHHTE NIPOYYUBaHUA,
M3CNICABALIH JIEKAPCTBEHHTE B3aUMO/ICHCTBHA, HE [10KA3BaT B3aUMOAECHCTBHE ¢ peHoduOpar, HO €
BE3MOXKHA M0ABA HA apMakoauHaMuaHy Blaumoaeiicraug. I'empudpormi, perohudpar u
OCTAHANIMTE MEAMKAMEHTH OT IPYIaTa Ha (GHOpaTHTE W TMITHAONOHKABALIMTE 103U (B 103 > | g Ha
JCH) HUAUMH (HUKOTHHOBA KHCETWHA), [IOBHINABAT PACKA OT [10ABA Ha MUOTIATHA NPH KOMOMHUpaHeE ¢
MHXUOUTOPH Ha XUIPOKCH-METAN-ITY Tapuii-KOeHIMM A pefiykTasaTa, Hali-BepoATHO nopaau paxTa,
ye MOCJICAHHUTE MOTaT Aa MPEAH3BUKAT NOABATA HA TOBA YCI0KHEHHE H NIpy MoHoTepanud. /losaTa ot
40 mg e MPOTHBONIOKA3aHA NIPH €IHOBPEMEHEH npueM Ha Gudpatd (k. Touku 4.3 1 4.4). [1pH 1e3u
MALUMEHTH JICUCHUETO ¢bULO TPsiORa Ja 3anouHe ¢ 5 mg.

Ezetumut

Ennorpemennoro vanomease Ha 40 mg Kpecrop v 10 mg e3erumud, He Boau 1o npomekn B AUC U
HA JIBATA NPOAYKTA, KOTATO Ce NPUJIarar npd 3apaeu nobposonuu. Mma 1,2 meTh nosumende Ha AUC
Ha po3yBacTaThH, korato 10 mg Kpecrop u 10 mg e3eTuMHO ca npUimKeHH NTPH NALAEHTH C
xunepxonecreponemus (tadnvua 1). He moxe na ce v3umoun GapMakoguHaMH4HO B3auMOAEH
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(papMaKOKHHETHYHO NPOYHYBaHE NPH 3APaBH JOOPOBOIIIH, C& aCOUMHIPA ¢ NPHOMHIUTENHO TPUKPATHO
HapacTtBaHe Ha AUC na po3yeactaTHH. EAHOBpeMEHHOTO NpHWIOkKeHUe Ha KpecTop H HAKOH
KOMOMHALIMH OT NPOTea3HH WHXHOUTOPH, MOXKE [a C€ UMa MPeNBU Cliefi BHUMATEIHO NMPEUCHABAHE
Ha KOpeKuMuTe Ha ao3ata Ha Kpectop, Ha 6a3a 04aKkBaHOTO MOBHILIEHHE HA €KCTIO3UIIMATA HA
poayeacTaTuH (Tabnuua 1 4 Touku 4.2 u 4.4).

AHTHALMTH

EnnoBpeMeHHOTO TTpWiokeHne Ha KpecTop ¢ aHTHALMIHA CYCHCH3H, ChABPaKALlla aTyMHHHEB H
MarHe3HeB XHJIPOKCHL, € JOBEO A0 HAMAIABAHE HA [U1a3MeHaTa KOHUEeHTpalus Ha po3yBacTaTHH ¢
npudnusurenHo 50 %. Tozu edext e Oun orcnaben, KOraTo aHTHALMAUTE €A JJABAHM 2 Yaca ciell
npueMa Ha Kpectop. KiimHHYHOTO 3HaUeHHE HA TOBA B3aMMOAEHCTBHE HE € H3CIIEABAHO.

EpurpoMHIMH

EnnoBpeMeHHHAT npHeM Ha Kpectop W eputpoMHLmH ¢ gosesn no 20 % Hamanende Ha AUC .y 1
30 % Hamanenue Ha Cyay Ha po3yBacTaTHH. B3aHMOAEHCTBHETO MOXE 4 € NPEAH3BUKAHO OT
NOBALICHHUS YPEBEH MOTHIIMTET, BCIACACTBHE HA MPHEMA HA EPUTPOMHLUH.

Tukarpesnop

Tukarpenop Moxxe Aa MOBIHge OBOpeUHaTa eKCKPELHS HA PO3YBACTATHH, YBCIHYABAHKH PHCKA OT
KyMyJIAPaHe Ha po3yBacTaTHH. BbIpPeKH e TOUHHAT MEXAHU3bM HE € U3BECTEH, B HAKOH CITY4aH

€ THOBPEMERHOTO NIPUAOKEHKS Ha TUKATPENOP B PO3YBAcTaTHH BOAM 10 HaMansBaHe Ha On0OpeuHaTa
dbynkuma, nopuweHo HUBO Ha CPK 1 pa6aomuonm3a.

EH3MMH OT cHCTEMATA Ha UMTOXpOoM P450

JlauewTe OT iR Vitro | in Vivo NpoyUuBaHus NOKA3BAT, Y€ PO3YBACTaTHH HE € HUTO WHXHOUTOP, HHTO
MHAYKTOp Ha HUTOXpOoM P450 nzoeH3umure. PosyBacTaTuH ¢ cniad cyberpar 3a TE3H HIOEH3IMMHU.
CrneA0BATEHO, IEKAPCTBEHU B3aHMOLEHCTBHA, pe3yTaT OT uHTOXpoM P450-Menuupanus
MeTaDoIU3BEM, He ¢ o4akrar. He ca HabmiojaBaHd KIIMHUYHO 3HAYHMH B3AHMOACHCTBHA MOXKIY
pozyBacTaTiH ¥ GuykonHazon (Muxudurop na CYP2CY9 u CYP3A4), unu xeTOKOHa301 {MHXHOUTOD Ha
CYP2A6 u CYP3A4). EnHoBpeMeHHHAT npHeM Ha HTpakoHa3of (MuxubuTop Ha CYP3A4) u
po3yBacTaTH BOAHU 10 28 % yeenudeHue Ha AUC Ha poszyBacTaTtdH. Topa Manko yBeJTHYECHHE HE €
KITMHHYHO 3HaYAMO. 10 Tasn npryMHa, IeKapCTBEHH B3aHMOAEHCTBHA B CIeICTBHE HAa METADONHIBM,
MEAMMpaH OT uuToxpom P450, He ce ouakear.

BzaumMoaelicTeyg, KOHTO H3HUCKBAT KOPEKIHMS HA J1034Ta HA PO3YBACTATHH (BK. cblUI0 Tabauua 1)
Koraro ¢ HeobxoauMo J1a ce npuiara Kpecrop eAHOBPEMEHHO ¢ APYIH JIEKaPCTBEHH NPOIYKTH, 3a
KOKTO € M3BECTHO, Y€ NIOBUIIABAT eKCNIO3MIMATA Ha PO3YBACTATHH, A03uTe Ha KpecTop TpsabBa Ja ce
KOpurupart. Ha npearMcBaiiivre nekapu ce uUpernopbysa 1a B3eMar Npefsul ChOTBETHATA JTSKAapCTREHA
HHbOpMALUA, KOraTo OOMHUCIAT NPHIIATAHE HA TAKHBA NPOAYKTH 3aeaHo ¢ Kpecrop. 3anouysa ce ¢
103a Ha KpecTop ot 5 mg BeAHEK JHEBHO, AKO OYAKBAHOTO MOBMIIeHHE Ha ekcniozuuusaTa (AUC) e
NPUOAM3MTEIHO BYKPATHO WK NO-ToAAMO. MakcHMaTHaTa AHeBHA 103a Ha Kpectop Tpadbsa na ce
KOPHIHpA TaKa, Y€ OYAKBAHATA €KCIO3HLMA HA PO3YRACTATUH HAMA BEPOATHOCT Aa HANBMINM Ta3H Ha
40 mg AHeBHA A03a KpecTtop, npuet 6e3 p3auMoielicTBaIIH JTEKAapCTBEHH NPAYKTH, Hallp. 21034 OT

20 mg Kpecrop ¢ rempudposwt (1,9 npti nosuieHue) v f103a ot 10 mg Kpecrop ¢ komMOHHalya
puToHapup/aTazanasup (3,1 0bTH NOBHIUEHHE).

Ako ce HabmoaaBa, ue JekapcTeeH npoxykT nosummasa AUC Ha po3yBacTaTHH NMO-MajIKo OT 2 MbTH,
HayajiHaTa A03a He TpAOBa Ja ce HaMalaBa, HO TPAOBAa 1A ¢ MOAXO0XK/a ¢ BHHMAaHHE, aKo J103aTa Ha
Kpectop ce nopatu Haa 20 mg.




Tabana 1. E¢exT Ha eqHOBpeMeHHO HPUHIIATAH JIEKAPCTECH NPOAYKT BBEPXY eKCHO3HUHATA Ha
posyBacraTHi (AUC, B HH3X0asIIN pea) oT nYOIHKYBAHH KJIHHHYHY NPOYYBAHUHA

Iosumasane Ha AUC Ha pO3yBacTATHH 2 0LTH H/IH UoBede 0T 2 ILTH

Mo30B pexumM Ha J030B peKHM HA Hpomana B AUC na
L *

B3aHMO/eHiCTBAIOTO JIEKAPCTBO PO3YBACTATHH PO3YBACTATHH

CodocOyrup/BenaTacBHp/BOKCHIAINPER 10 mg eaxun1yHa J03a 7,4 bTH

up (400 mg-100 mg-100 mg) +
Boxcunanpesup {100 mg) Beaubx
AHCBHO 3a 15 anu

Huxnocnopud 75 mg ABa IBTH HA ACH 10 mg sendbxk aHesHo, 10 gau 7.1 rbTH 0
a0 200 mg nBa NbTH Ha AcH, 6 Mecela

Hapomytamua 600 mg 2 X 14., 5 aHU 5 SMEgEARMHHABAINGAA 52mema T
Peropadenud 160 mg, BeAHEXK AHEBHO, 5 mg, e MHIYHA 1034 3.8 meTH
14 nHu
ATtaszanagup 300 mg/putoHaup 100 mg 10 mg, eAMHHYHA 703a 3,1 mpra T
BEOHBLK AHEBHO, & JHH
Pokcagycrat 200 mg npes jeH 10 mg, eaMHHYHA 1034 2,9 mbTH |
Bennaraceup 100 mg BeAHBXK NHEBHO 10 mg, eauHuuna a03a 2,7 IBTH
OMOuTacBUp 25 mg/napyranpeByp 5 mg, eIMHAYHA 1033 2.6 IBTH

150 mg/ puroHasup 100 mg seansx
nHesHo / nazabypup 400 mg 2 mpTH

JAHeBHO, 14 nHH

Tepudnyromun He e HasinuHa 2.5 0pTH T
BEJHBAK AHCBHO, |1 n1HH

I'nexanpesup 400 mg/nubpeHTacBHp 5 mg BeHBXK JHEBHO, 2.2 0BTH
120 mg penH®XK AHEBHO, 7 NHH 7 AHH

Jlonunasup 400 mg/puronasup 100 mg 20 mg BeAHBXK AHEBHO, 7 NHU 2,1 mbra T

ABA OBTH Ha jieH, 17 JHuU

KanMatuund 400 mg aBa METH HA J€H 10 mg, eAMHUYHA 1034 21memu T
Knonuaorpen 300 mg HatoBappalua 20 mg, enMHUYHA 0034 2 T |
703, TIOCieBaHa oT 75 mg Ha 24 yaca

®ocramatuHUO 100 mg aBa nbTH Ha 20 mg, eAHHWYHA 1033 2,0 nbTH T
ACH

PecoOykcocTaT 120 mg ReANLK AHECBHO 10 mg, envnuana A03a 1,9 mbra T
Taamunnc 61 mg 2 mbTH AHEBHO Ha 10 mg, eaMHHYHA J03a 2.0 npTH T

neH 1 M 2, rocjieABaHO OT BEAHBK
JIHEBHO HA IEH 3 U 9

I'emdmbpo3un 600 mg ABa NbTU Ha AEH, 80 mg, enMHHYHA J03a
7 aHu

IToeumasane Ha AUC Ha po3yBacTATHH MO-MAJIKO OT 2 NbTH




o308 pe:xaAM HA J030B pexuM Ha Mpomsina 8 AUC na

B3aHMOJeHCTBAMOTO JIEKAPCTBO pO3YBACTATHH PO3YBACTATHH
EntpoMbonar 75 mg BeAHBXK NHERHO, 10 mg, eauHHYHA go3a 1,6 T

5 nuu

HapyHasup 600 mg/puronasup 100 mg 10 mg BeAHBXK JHEBHO, 7 THHA 1,5 mbTH T
ABa 'ETH HA AeH, 7 OHH

Tunpadasup 500 mg/puronasup 200 mg 10 mg, eauHnyHa 1032 1,4 np T
JIBa IMbTH HA AcH, 11 AHK

Hdponenapon 400 mg aBa npTH HA AcH He e nanHyHa 1.4 upTH T
Hrpakonazon 200 mg BeIHBX THEBHO, 10 mg, eIMHUYHA 1034 14 metu T
5 nHH

Ezermu6 10 mg BeAHLK AHEBHO, 10 mg, renHBNK AHEBHO, 14 nHK 1,2 metv T
14 panm

Honnmxasane pa AUC Ha posyBacTaTHH

0308 pexnAm Ha 0308 pexxum Ha Ipomana B AUC Ha
B3aHMOJCHCTBALKOTO JIEKAPCTBO PO3YyBACTATHH POIYBACTATHN
Epurpomuiid 500 mg ye€TUpPU OBTH Ha 80 mg, eAMHNYHA 1032 20%
JeH, 7 IHHU

baukanu 50 mg Tpu NETH HA €N, 20 mg, eIMHKHYHA /1033 47%
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" JlaHHHTE, TIOCOYEHH KaTO X METH MPOMSHA, [IPESJICTABAT TIPOCTO CLOTHOLIEHHE MEKIY
eHOBPEMEHHO MPHJIOKEHHE U NPUNMKEHNE Ha PO3YBACTATHH CAMOCTOATEAHO. Jannute, nocoyeHu
Karo % NpeacTaBAT NPOLEHTA PA3IHKA, OTHECCH HAa CAMOCTOATENHOTO IPUIOKEHHE Ha
pO3yBacCTaTHH.

[IOBHIIABAHETO € NMPEACTABEHO KATO ,,T”noﬁmennem Karto ,,.+".
""HsikonKo Npoy4YBaHHA 3a B3aHMOJACHCTBHE Ca NPOBEEHM C PA3THYHH 103UpoBKH Kpecrop,
TabIUIIaTa NpeacTaRd Hali-3HAYHMOTO CLOTHOLIEHHE.

AUC = miiowm noj KPUBATA;

CrieAHUTE NIEKAPCTREHH NMPOAYKTH/KOMOMHALMH HE OKA3BaT KJIMHHYHO 3HAUMM efekT Bepxy AUC Ha
PO3YBACTATHH IIPH €THOBPEMEHHO MPWIOXKEHME:;

Anernurazap (0,3 mg npunoxenue 3a 7 auu; Oenodudpar 67 mg 7 AHM NpHACKEHHE TPH ITBTH Ha
AcH; OnykoHaszon 200 mg 11 AHH npUIcKEeHHE BEAHBX AHEBHO; Po3amnpenasup 700 mg/pHTOHaBHD
100 mg 8 xHyU npunokeHue gea nbTH Ha AeH; KetokoHazon 200 mg 7 1HA NPUJIOKEHHE ABA ITBTH Ha
aeH;, Pudammuu 450 mg 7 gy npuaokenue BeAnbX AnerHo; CrmiMapuu 140 mg 5 npu npuioxkenne
TPH TBTH HA JA€H.

Edbexm na pozysacmamuit 8bpXy eOHOBPEMEHRO HPWIAZAHYU AEKAPCMGERU HPOOYKMU

AHTATOHUCTH Ha BUTaMUH K

Ilonobro Ha npyrn uaxudurop Ha HMG-CoA penykTasata, 3ano4uBaHeTo Ha jieueHHe ¢ Kpecrop
HJTH THTPHPAHETO HA JO3ATa MY [IPH IALMEHTH, MPUEMAlM aHTATOHUCTH HA BUuTaMuH K (kato
BapdapuH WIH APYrH KyMapyHOBH aHTHKOATyJIAHTH ), MOXKE J1a JOBEJE A0 ITOBULIEHHE Ha

MEK/Y HApPOAHOTO HOPMaJIH3HpaHo ¢boTHOoIeHHUe (International Normalised Ratio, INR).
[TpekBCBAHETO HA ICYEHUETO UITH HAMANABAHE HA A03aTa Ha TUTpupaHe ¢ Kpectop Moxe W
no HamajeHye Ha INR. I1py noao0HH cuTyaluy ce npenopbysa MOHHUTOPUPAHE Ha INR./" I
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[lepopajiHi KOHTPAUENTHBH/ XOPMOHO3AMECTRAIIA Tepanus i S e
EaHoBpeMeHHHUST NMpHeM Ha KpecTop U nepopaliHd KOHTPALCITHRH, € OB 10 No Hmaﬂaﬂe Ha AUC
Ha €THHK ECTPAJMOJ U HOPrecTpen, ChOTBETHO ¢ 26 % H 34 %. Tezu nopuinenn ACHTT -

KOHUCHTpaum# TpaOpa Aa C& B3EMAT NOJ| BHUMAHUE, KOFATO Ce ONpenens A031poB Ka“sg\ﬂa

MepOpaJIHATe KOHTpaLenTHBH. Hama (apMakoKHHETHHMEH IAHHH 34 MTALHEHTH, KOHTO WHT o
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€AHOBpEeMEHHO KpecTop M xopMoHO-3aMecTRaLa Tepanus. ETo 32140, B3auMOgeHCTBHETO, ONMCAHO
no-rope, He TPAGBa Aa 6be H3KIIOUEHO KaTO BEPOATHO. BhIIpekn TOBA, Tazu koMOuHanua e Oua
[IMPOKO IPUIAraHa OT )K€HH B KIIMHHYHHY H3NTWTBAHHA H € OUjIa TolepupaHa j1oope.

JApyru JekapcTBEHU NPONYKTH
Huroxcun: Be3 ocHOBa Ha 1aHHHTE OT cliellH(UYHA NPOYYBAHAA 33 H3CJIE€ABAHE Ha JICKAPCTBEHH
BIAMMOACHCTBHA, HE €& OUYAKBA KJIMHUYHO 3HaYHMO B3aHMO/ACHCTBHE C JHIOKCHH.

Dyzudoea xuceauna: He ca npoBexaHu IPOYUBAHUS 33 H3CNEABAHE HA BIAUMOICHCTEUA C
po3yBacTaTHH H (y3UAORA KHCEJIHHA. PHCKBT OT MHOMNATHA, BKIIIOUHTENHO padIOMHOIIA3E, MOXKE J1a
Ce YBeJIMYH NTPH €AHOBPEMEHHA yTIoTpeba Ha ()y3MAORa KHCENWHA 34 CHCTEMHO [IPHIIOKSHUE H
CTaTHHH. MexXaHM3MBT Ha TOBA B3auMoeHcTBHE (GapMaKoAHHAMHYHO WM (PapMaKOKHHETHIHO, HIIH
1 ABETE) € Bee OIe Heu3BecTeH. FiMa cpobileHus 3a pabJoMHOMN3a (BKITHOYHTEIHO HAKOIKO C
daraneH uIXoA) NPH NALMEHTH, NPHEMAIX Ta3H KOMOMHAUMA.

AKo TepanHaTa ¢ (Py3HI0BA KACEIIHHA 33 CUCTEMHO HPUIOKEHHE € HAJIOKUTENHA, JCHEHUETO €
Kpecrop TpsabBa Aa 6bje pexbecHATO MO BpeMe Ha Mepuo/ia Ha JieyeHUe ¢ Qy3HI0BA KUCETHHA.
Buxre cbiuo Touka 4.4.

HeauaTpu4iHa DoMmyJalus
[Tpoyusanys 3a B3aUMOACICTBUA ca NPOBEKIaHHA €aMO IMPH Bh3pacTHU. CTENeHTa Ha
B3aUMOACHCTRBUATA B NEAMATPHUHATA NOMYIALMS HE € U3BECTHA.

4.6 DepTHIMTET, OPeMEHHOCT H KhPMEHE

KpecTop ¢ npoTHBONOKA3aH No BpeMe Ha OPEMEHHOCT H KbPMEHE.

JKeHM B AeTepoaHa Bb3pacT TpadBa na npwiarar noaxoasuiyd KOHTPALEIITHBHH MEPKH.

bpemennocT

XonecTeponbT ¥ APYTH NIPOAYKTH Ha XONCCTSPONIOBUSA OHMOCHHTES €A BAKHH 34 Pa3BUTHETO HA IUI0A.
ETo 3am10, TOTEeHUMATHUAT pUcK T uHxubupane Ha HMG-CoA pejgyxrasara € no-ronam, B
CPaBHCHHE ¢ MON3aTa OT IEYCHNETO 110 BpeMe Ha bpeMeHHOocT. U3cneasanHuaTa BEPXY KUBOTHH
OCHIYPSBaT OrpaHHYCHH JAHHH 3a PelpodyKTHBHA TOKCHUHOCT (BXK. ToUKa 5.3). AkO nalMeHTKa
sabpeMeHee Mo BpeMe Ha JIeYeHHE ¢ TOBA JICKAPCTRO, MPHEMbT TPAOBa Aa Obe He3abaBHO
IPeyCTaHOBEH.

KtpMmene

OrpaHvuYeHH JaHHU OT NYOANKYBAHU AOKIAAH [TOKA3BAT, H4€ PO3IYBACTATHH NIPHUCHCTRA B MOBENIKATa
kbpMa. Po3yBacTaTHH ce OoTAeNs B MIAKOTO Ha rursXose. [lopaad Mexanusma Ha Acticteue Ha Crestor,
CBIIECTBYBA NOTCHLHANCH PUCK OT HeXKeNaHH peaklMy NpH KbpMaueto. Crestor € IPOTHBOMOKA3aH TI0
BPEME HA KbPMEHE.

DepTUaHTET
Hsma uzsecTun epexTh BbpXY pepTraMreTa Ciiej ynorpebara Ha po3yBacTaTHH.,

4.7 E¢eKkTH BbpXY CHOCOOHOCTTA 32 WnodHpaHe 4 padora ¢ MaIHun

He ca npoeexxaaHd NpoyYBaHUA 3a YCTAHOBIBAHE Ha BIUSHHETO Ha KpecTop BBpXY CNOCOOHOCTTA 34
wogHpase U padbora ¢ MallUHYU. Bp3 0CHOBRA Ha papMaKOJHHAMHYHHUTE CBOMCTRA, HE CEe OYAKRA
Kpecrtop Aa noBnysae HeORaronpHaTHO Te3H cnocobHocTH. [pn wnogupane wix padbora ¢ MAIIHHH
TpsOBa Ja c& uMa NpeaBull, Y€ MPUEMAHETO Ha JIEKAPCTBOTO MOXKE 714 MPEeAH3BHKA CBETORBPTEXK.

LT N
4.8 Hexenanu IeRAPCTREHE PeakiiHu “'/ NN

Hexenanure nekapcTBeHH peakiivH, Habmonasanu nNpH ynorpedara Ha Kpecrop, DGHKHQBeHo ca
NIeKH H npexoaHu. IIpH KonTpoupaHdTe KIIHHHYHH H3MATBaHUA 1104 4 % OoT nauHeHT#(rc‘, .ﬂexynaﬂn v
KpecTop, ca NpeKbCHAIIH JISYEHHETO MOPaAM HEXKENaHW PEaKiIHH. Yo
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TabnuucH COWCHK HA HEXKENAHNUTE PeaKIin

baszupana Ha JaHHH OT KJIMHUYHHA NTPOYYBAHHMA H ODLUIUPEH ITOCTMapKETHHIOB OIHT, ClI€/iHATa
TadauMUa NnpeacTaes NpoPUILT HA PO3YBACTATHH MO OTHOLUEHHE HA HEXKEJTAHM JICKAPCTBECHH PEAKIIUM.
Hexenanure peakiH, W30poeHH No-7100y ca KiacuHLHMPaHH 110 YECTOTa H CHCTEMO-OPraHeH Kilac

(COK).

YecTOTaTa Ha HEXKEJAHNTE PeakLii € ChoOpa3seHa chC ClleaHaTa KoHBeHUH: decTH (> 1/100 ao 1/10);
Heuectd (> 1/1 000 no 1/100); penxu (> 1/10 000 ao 1/1 000); Muoro peaxu (< 1/10 000), HeHsBecTHa
YECTOTA (HE MO3Ke 1a ObJe OLieHEHA OT HAJIHYHHTE JAHHH ).

Tabnuna 2. He:keraHn JeKapCTBERH peaKiin 0a3HPAHM HA JAHHH 0T KTHHHYIHH OPOYIBAHUA H
NOCTMAPKCTHHIOB ONMHUT

CuTemMo-Oprancs Yecrn Heuectn Peaxkn Mnoro peaka | Hern3secTHa
KJiac HeoTOTaA
Hapywenus na TpomGouuromnes
Kpyema u aumgnama HIst
cucmemd
Hapywenus na Peaxiiuu Ha
UMVYHHAMA CHCMEMA CBPHEXUYRCTBUTE
JTHOCT,
BKJIHOUHTEITHO
aHrAoe1EM
Hapywenus na Jaxapen
EHOOKPURHAMa nnabet’
cucmema
Hcuxuynu Henpecus
HOPYILeH U
Hapyweuus na ['nasoSonn [Honnnesponary | Ilepndepna
HEPEHAMA CUCMEMA | e q HEBPOIATUS
JamalkiBaHe 3aryba Ha nmameT | HapymeHus Ha
ChHA
(BKITFOUUTEIHO
HHCOMHMSA U
KOLLMapH)
MmuacTenus
rpaBUC
Hapvienua na Ouna
oyume MUACTEHWUS
Pecnupamopnu, Kanummna
2PYOHU U JucrniHed
MEOHACMUHATHY
HAPDYWEHUA B
Cmomawno-ypegnu | KoHcTHnAL [lankpeaTut Juapus
HAPYIEHUA HA
I'anene
AbnomMuHan
Ha boska
XenamobunuagpHu [ToBUMIEHH AKenrenuua —
HAPVILEH UA JepHOAPOOHH Xenarur 07 ORI
TpaHcaMHMHA3H P I
Hapyutenus na [pypuryc /&5 /| Culinpoy na:- .
KoXCama u O6pus fi =7 .| Stevens-Johnson.
ROOKONCHAMA MbKAH YpTukapus i\\‘ = ﬂﬁﬂapCTBeHﬂ S
o 7, P e03MHHOGHIMA U
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CHCTCMHH

CHMIITOMH
(DRESS)
Hapvuienus na Muanrns Muonaths ApTpanrus HapyuieH#d Ha
MYCKYRHO- (BKJTIOUHTETHO CYXOXKHIIMATA,
CKelemnama MHO3UT) [IOHAKOT2
cucmema u Pa6gomMuonmusa YCJIOKHEHU OT
CbeOUHUMENHamA Jlynyc-nonobex pynrypa
MbKOH CHH/IPOM HmyHoMe aunpa
Pyirypa Ha Ha
MYCKY/I HEKPOTH3UPALLA
MUOTIATHS
Hapvuenus na XemaTypui
bvbpeyume u
RUKOYHUME NbIMULYE
Hapyuenwi na [ uHekoMacTHR
PENPOOVKIMUBHANA
CUCIEMA U 2uPoamd
Obwju Hapvuuenus u | AcTeHus Enem
ehexmu na
MACMOMO HA
RPUIOJCERUE i

‘YecToTara II€ 3aBHCH OT HAJIHYHETO HIH OTCHCTBHETO HA PHCKOBH (PakTOpH (TIIIOKO3a Ha [TIaQHO
> 5,6 mmol/l, HHnekc Ha TenecHa Maca > 30 kg/m”, NOBUIIEHH CTOMHOCTH HA TPUITTMLICPH/IUTE, AHAMHESA 34

XUNICPTOHMS ).

Kaxrto npu apyry nuxudutopn Ha HMG-CoA pegykrazaTa, yecToTara Ha HEXKEIAHUTS IEKAPCTBEHH

pPeaAKA 33BHCH OT J034Ta HA JCKApPCTBOTO.

Edekru Brpxy 0nbpeumTe

ITpu nauperTH, TekyBaHu ¢ Kpectop, ¢ Habnoaarada NpoTeHdypHs, YCTaHOBeHA TPH M3CTICIBAHE C
TECT-JICHTHYKH U KOATO € ¢ NIPEAHMHO TyOVIEH MPOHIXO.

B onpenesieHH MOMEHTH OT Ie4eHHeTO MpH < 1 % ot nanedTuTe Ha 10 meg 1 20 mg, v npu
P g

npubm3HTenso 3 % or nauuenTure, NeKkyBaHu ¢ 40 mg, ca HabIrOJaBaHH IPOMEHH B H3CIE€/IBAHUATA
3a [IPOTEUH B YPHHATA OT OTPHLIATEIEH PE3YJITAT WM Cleld N0 ++. HesHauuTeIHO OTKIOHEHHE, B
NOoCOKa OT OTPHLIATENCH PE3YNITaT HIH CleJi KbM +, e Habmoaasado nipu ao3a 20 mg. B nmoeevero
CITy4ad NPOTCHHYPHATA HAMAJTABA WM M34€3Ba CIIOHTAHHO B MIPOLIECA HA JIEYCHHETO, H HE € N0Ka3aHO

Aa NpeamecTsa OCTpO H NporpecHBHO 0B0peuHo 3abonasare. OT nperieja Ha AAHHUTE NPH

KNWHAYHHTC OTIMTH A NNOCTMAPKCTHHIOBHTE NMTPOYUBAHHA, G cera He ¢ yCTaHOBCHA NPpHYHHHA BPbh3Ka

MEKRY NPOTEHHYPHATA H OCTPO HIIH ITporpecHBHo 0b0OpeuHo 3abongrane.

[pu nauuedTy, nexkyeany ¢ Kpecrop, ¢ Habmonasana xeMaTypui, HO KIHHHYHHTE JAHHH COYAaT, 4¢

YecToTara i e HACKA.

EdexT BHPXY CKENETHATA MYCKYIIATYPA

Kaxro npu apyru uuxudburopu Ha HMG-CoA peaykrazara, Bb3aeiiCTBUS BHPXY CKENCTHATA

MYCKYJIATYpa KaTo HeYCIOKHEHA MUAJITHsA, MHONATHS (BKITIOUUTEIHO MHO3UT) W paGaoMUuonusa, ca
YCTAHOBEHH IPH NAIHEHTH JeKyBaHH ¢ KpecTop — BbBR BCHUKH TEPANERTHHHU JIO3H, ocoﬁeﬁeT‘}Iu:m

Hajg 20 mg.

YBennueHue Ha HABOTO Ha CK, BCIieACTBHE HA YBE/THUEHHUE HA JI034TA, € Haﬁmoz[aﬂaﬂo Hpﬂ Ma.tl’Lk _
Opol MaUMEHTH HAa PO3YBAacTaTHH; MHOXECTBOTO OT ClIy4auTe Ca JIEKH, npexo,uu:i N ammnmmamqﬂﬂ et
Ako HuBOTC Ha CK ce noeuild (> 5 MbTH ropHara rpaHyna Ha HOpMara), JiedeH

BPEMEHHO J1a ¢e NMPeyCTaHOBH (BiK. TOYKa 4.4).
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EdekTd BLpXY yepHusa apod

Kakro npu apyru unxuduropu Ha HMG-CoA penykrasara, yBeJiMyeHHME Ha TPaHCAMHHA3HUTE,
CBBP3aHO ¢ IO3MPOBKATA, € HAbMOAABAHO NPH MATLK Opolt NalkeHTH Ha po3yBacTaTHH; TIO-TONAMA
Y4CT OT CIYYAMTE Ca NeKH, ACUMOTOMATHYRY U OPSXOAHM.

Kpectop
Cnegnure HeXxenaHy peakiiuu ca AOKNAABAHY [Py HAKOU CTAaTUHH:

CekcyanHa AMChyHKUMA.

o Hzomupanuw cnyvan Ha MHTEPCTHLMANHA DenoapobHa DostecT, 0cobeHO MPH NMPOABKUTE/IHA
Tepanus (BK. Touka 4.4).

HownaarasaTta 4ecToTa HHa pabAoMHONN3a, CEPHO3HH YCPHOAPOOHH YBpe I (OCHOBHO - YBEJIWYCHH
yepHOApOOHY TpaHCaMMHa3H), € II0-BUCOKA [Py A03UpOBKa oT 40 mg.

lHenmuaTpuyta nonyjiaius

{Tosminasanie na xpeatnHknnazata > H0XULN u Myckynnn CHMOTOMH ciiell yNpakKHeHHS HITH
NOBUILICHA PH3MIECKA aKTHBHOCT, €a HabJIIO1aBaHH MO-YECTO B €IHO 52-CEAMHYHO KNHHHYHO
OpoyvBaHe Ha Aelia ¥ I0HOIIK, B CPaBHEHHME ¢ BH3pacTHUTE (BK. Touka 4.4). B Apyr acnekr, npogiier
Ha 0e30TacHOCT Ha PO3YBACTATHH € CXOAEH NPH JCUA H FOHOUIH, B CPABHEHHE ¢ Bb3PAcTHHTE.

CrofiaBane Ha NOAOIHPAHN HEXKEITAHH PCaKUHH

Cr0o01aBaHeTO Ha NOJIO3UPAHH HEXeNaHH PeakiHH CJIel pa3peliaBaHe 3a ynoTpeda Ha JJ€KapCTBEHHS
NPOAYKT € BaXKHO. TOBA NO3RO/IABA 114 IPOIL/DKH HAOMIOAEHHETO Ha CHOTHOMIEHHETO NOJI3A/PHCK 34
SIEKAPCTBEHIA NPOAYKT. OT MEIHIHHCKHTE CTIELIHATTHCTH Ce H3UCKBA A4 ChoOLIABAT BCSIKa
A0A03HPAHA HEKENARA peaklud J0:

buarapas

HansnuuTena areHums no jgekapereara yi. ,, JdamsH I'pyes” Ne 8
1303 Codna

Ten.: +359 2 8503417

yeOcaiiT: www.bda.bg

4.9 Hpenozupane

HsMa cnenMpuuHO NeyeHHe B caydai Ha npeaosHpade. [Ipu nperosnpate, naqMeHTHT TPAOBa 1a ce
NEKYBA CHMIITOMATHYHO H Ja C¢ 3al0YHAT NOLPAAIlld MEPKH criopen Hykaara. UepHoapoOHata
dbynxunsa n Hupara Ha CK Tpabea aa ce cneaar. Majiko e BepogTHO xeMoqHaiu3ata 1a 6pae oT noJ3a.

5. PAPMAKOJOI'NYHU CBOUCTBA
3.1 PDapMAKOAHHAMHEYHH CBOHCTBA

PapmakorepaneBrayHa rpyna: naxuburopd Ha HMG-CoA penykrtazara, ATC koa: CI0AAQ7

MexaHu3bM Ha JEHCTBHE
Po3yBacTaTHH € cEIeKTHBEH H KOHKypeHTeH HHXHOUTOp Ha HMG-CoA penykrasara, f,.,.-f-----w .

CKOPOCTOrpaHH4aBallMAT €H3HM, KOHTO [IPEBPBLLIA 3-XHAPOKCH-3-METHIINTY TAPHII Kcrgféﬂu AR
MEBAJIOHAT, NMpeKypcop Ha Xonecteposa. OCHOBHO Bb3/1€HCTBHE PO3YBACTATHH oxa;éfa B'LPX‘V qepHHH

Apo0, OpraHsT, B KOHTO ¢e M3BBPILBA HAMAIABAHE HHBOTO HA XONECTEPOIL. s T

1‘r .: I

Po3syBacTaTiH yBenndasa Opoa Ha uepHoapoOHute LDL peuenTopH BEpXy Knmqﬂa'ra noﬂ'bpxﬂocr

KATO 3aCHIBA NOEMAHETO W katabonusMa Ha LDL u naxubOMpa yepHoapoOHaTa cuHTesa na VLDL. Hﬂ

TO3Y HA4HH, po3yBacTaTHH HaMaisea 00wud 6poi Ha VLDL u LDL yacTHi#. BN
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dapMakoaMHAMWIHU ePeKTH
Kpecrop namandasa nogriieHud LDL-xonectepoi1, 00LIKs XOIeCTeposl U TPHITIHUEPH/IHTE, H
nosuasa HDL-xonecrepona. To# cemto nonkasa ApoB, HeHDL-C, VLDL-C, VLDL-TG u

yBedaa ApoA-I (Bx. tabnmuua 2). Kpectop nonmxasa v cxotHomenuata LDL-C/HDL-C, o6m
C/HDL-C, n.eHDL-C/HDL-C u ApoB/ApoA-I.

Tabauua 3. OTroBop Ha 103aTa HPH NANHEHTH ¢ NbPBHYHA XHHepXo/ecTeponemus (T 1la u
1Ib) (kopurapan cpeneH NPpoUEeHT HA HPOMSIRA OT H3XOXHOTO HHBO)

Ho3a N LDL-C 0O6m-C HDL-C TG neHDL-C ApoB ApoA-l
[Tnauebo 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

TepaneBTHUHHAT OTIrOBOP KBM Je4eHHEeTO ¢ KpecTop ce 2abenasea o 1 ceaAMHNA OT HA4almoTo Ha
TepanuaTa 1 90 % or MakCHMaNHHA OTTOBOP Ce nocTHra A0 2 ceaMud. MakCHMalTHHAT OTrOBOpP
0OMKHOBEHO Ce MOCTUra KbM 4-Ta CeIMHLIA H Ce MOUIbPKa CIe] TORA.

KanHHYHA e(bHKACHOCT H 0€30MacCHOCT

Kpecrtop e e(pekTHBEH NpH Bb3pacTHH XOpPa, CTpaJallld OT XHIIEPXONeCTEPOIEMHS, ChC HITH Oe3
XHUNCPTPHINHIEPHUAEMHS, HE3ABHCHMO OT PacoBa NMPHHAIEKHOCT, TIOJ WIIM BB3PacT, H [IPH
CTICIIHAJIHY IPYTH KaTO NUabeTULIM WM HALHCHTH ¢ (PaMIUTHA XUITEPXOIECTEPOIEMHA.

O606wwennTe qanHu ot $a3za [l Ha KIMHHYUHKWTE MPOYYBaHHA MOKA3Bat, ye KpecTop € edeKTHBEH [pH
NeYeHre Ha rojaMa yact or naupenture ¢ tun lla u b xunepxonecreponemus (cpeHa H3IXOAHA
croiiHocT Ha LDL-C okono 4,8 mmol/l), cnopea onpenenenrre ot EBponedckara 00IHOCT 10
aTepockiiepo3a npuuensu croinoctd (EAS; 1998). Oxoio 80% oT nangMenTute Ha 10 mg ca
OOCTUrHAIM xkeanute ctorHocTd Ha LDL-C (< 3 mmol/l) cnopenx EAS.

B eano mamabHo npoydeane ¢ ¢gopcupaHo THTpUPaHe HA 103aTa, 435 nauHeHTH ¢ XeTEPO3UroTHa
(paMHITHA XHITEPXOJIECTEPOIEMHA ca JIEKYBaHH ¢ 20 mg 10 80 mg. Beuyku 103UPOBKH NOKAIBAT
NOJOKHATENIEH pe3yATaT BbPXY JHIHAHUTE NMokazatend. Clex AocTHrade Ha fHesHa 5o3a of 40 mg
(12-ceamuuno seuycHue), LDL-C saMangea ¢ 533 %. 33 % or nalMeHTHTE JOCTUIAaT CTOMHOCTHTE Ha
LDL-C cnopex EAS (< 3 mmol/l).

B eaHo oTBOpeHO npoyuBaHe, ¢ GOPCHPAHO TUTPUPAHE HA A03aTa fipH 42 naumenT (BIUIIOMHTENHO
8 eAMaTPHYHH MALMEHTH ) C XOMO3HIOTHA (PAMUITHA XUIIEPXONECTEPONeMHs, Ca OTHETCHH

pesyaratute otT npHemade Ha 20-40 mg Kpectop. B obmara nonmynaiivs cpeaHOTO NOHHKEHNE Ha
LDL-C e 22 %.

IMpH KITAHAYHK H3IHTBAHUSA ¢ Orpanudes Opoit naunenTH, Kpectop nokassa aIuTdBHA ePEKTHBHOCT
1Py HaMAaJIBaHE HA TPUIIHUUEPUANTE, KOTaTo € IpHeMan B komOuRaims ¢ heHopuOpaT n ypenuueHue
Ha HUBOTO Ha HDL-C 8 xoMOMHaLM ¢ HHai{iH (B, TouKka 4.4).

B enHO MyNTHOCHTPORO, ABOMHO CIsini0, Muaneto-KoHTpoMpano KinaudHo npoyysane (METEOR),
084 narmenTi MexAy 45 v 70 TOAWHHE ¢ HUCHK PHCK 3a MCXeMM4YHa 60NiecT Ha ChPUETO (A€PHHHPAHO
kaTo Framingham pucx < 10 % 3a 10 r.) 1 ¢be cpeaen LDL-C 4,0 mmol/l (154,5 mg/dl), Ho cBe
CyOK/THHMYHA aTCPOCKIIEPO3a, YCTAROBEHA YPE3 H3MEPBAHE HA I0eNIHHATA HA KAPOAHIHATT HATHMA
mezus {Carotid Intima Media Thickness, CIMT), ca pannoMusipanu Ha 40 mg po3yBacTaTyH ﬂ&ﬂ;i'bﬁk
AHEBHO vnM fnanedo 3a 2 roanHu. Po3yBacTaTHH 3HAUHTEIHO 3a0aBs nporpecnﬂrfa’ Ha mcmaﬂﬂm
CIMT na Bcnuxkny 12 MecTa Ha KapOTHIIHHTE apTepHH B CpaBHEHHE ¢ ulauebo -0 ﬂl 45 mnnfm;uﬁua A
(95% CI -0,0196, -0,0093; p<0,0001). llpomaHaTa cnIpsAMO U3XO/IHHTE CTOHHOCTI a rpyn&'ra HA ;_ ;ﬁ
posyBactatuH ¢ -0,0014 mm/ropuna (-12%/roguna (HecUriupHKaHTHO)), B cpaﬁl CHHE.C Mau@ﬁa e
rpynata ¢ nporpecus ot +0,0131 mm/roauna (1,12/roguna (p<0,0001)). He e ,ueMQHCTpHpHHa

JUPEKTHA B3aUMOBPBb3Ka MEXIY MOHWKEHUeTo Ha HUBaTa Ha CIMT W noHwkenus }h&ﬂ; 01* B
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ChpacuHochAOBH CrOMTHA. [lonynanudara B npoyusanero METEOR e ¢ HHCBK PHCK OT HCXEMHYHA
CONeCT Ha CHPUETO ¥ HE € NIPSACTABMTENHA 3a TapreTHaTa nonynauds Ha Kpecrop 40 mg.
Jozupoekara ot 40 mg tpadea Aa ce npeAnuUcEa ¢amMo NPH NALMECHTH C TEKKA XHIIEPX0NECTEpoNeMus,
C BHCOK CLPAEYHOCHAOB PHCK (BXK. TO4Ka 4.2),

[Ipoyusaneto JUPITER (the Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin) u3cieasa egexra Ha Kpectop (po3yBacTaTHH KaJILlHi)
BBPXY MOABATa Ha rOJIEMH aTePOCKIEPOTHYHH CBPACUHO-ChAOBM ¢bOnTHA npH 17 802 MbiKe

(= 50 roaunrH) U xeuu (> 60 roauan).

V4acTHHIETE B NPOYYBAHETO ca paHAOMH3Hpain Ha nnaiebo (n=8901) win posypactatun 20 mg
BeAHEK AHEBHO (n=8901) 4 ca npocneaeHH 3a CpeAeH nepuoa OT 2 FOIUHH.

Konuenpaumuure Ha LDL-xonectpona ca noHmwkeHH ¢ 45 % (p<0,001) B rpynara Ha po3yBacTaTUH B
CpaBHeHHe ¢ rpiauebo rpynara.

TIpH post-hoc aHaH3 Ha BHCOKO-PUCKOBA Ipyna oT Jidia ¢ 6asuyer pick o Framingham > 20 %

(1 558 nunia), iMa 3HAUKMTENHA peayKUHs B KOMOMHHPAHATA KPAMHA TOYKA OT ChPACHHO-CbAORA
CMBPT, HHCYJIT ¥ MUOKapaeH uadapkt (p=0,028) npu nevenne ¢ posyBacTaTHH, CIpaMo maebo.
AbcomoTHATA peayKLvA Ha PHCKa B HABOTO Ha cbbuTHdaTa 3a 1 000 maupenToroamnnu e 8,38.
TotanHata cMBPTHOCT Gelie HepoOMeHeHa B Tazu BHcokopuckosa rpyna (p=0,193). Ilpn post-hoc
analii3 Ha BHCOKOPHCKOBA moarpyia ot muua (9 302 nuua o611}, ¢ u3XoAna OUcHKa Ha pucka > 5 %
(eKCTpanoNMpaH Aa BKINOYH JMLA HaJ 65 FOAMHE), MMa 3HAYMTENTHA PeoyKLUHUA B KoMOHHNUpaHATA
KpaiiHa TOYKa OT CbpP/IEUHO-CBHJI0BA CMBPT, HHCYNT H MHoKapaeH nHdapkr (p=0,0003) mpu 1eueHHETO
C pO3yBacTaTHH CTIPAMO Iutalebo. AGCoNIOTHATA PEMyKIIMA HA PHCKa B HUBOTO Ha CEOHTHATA € 3,1 32
1 000 nauuenToroanyy. ToTanHaTa CMBLPTHOCT € HEIMMPOMEHEHA B Ta3H BUCOKO-PHCKOBA IpyIia

(p=0,076).

B npoyupanero JUPITER, 6,6 % ot nuiiata ¢ po3yBacTaTvH H 6,2 % ot 1Muara ¢ nrauedo
NPEeKPaTIUIH OpHEMA HA WICICABAHOTO JICKAPCTBO MOPAAN Hexenano cebutne. Hav-uectrre
HeKeJIaHA ChOHMTHA, KOWTO ¢a A0BENH N0 NPSKPATABAHE HA neueHWeTo ca: muanrus (0,3 %
posysactaTtH, 0,2 % ruane60), kopemua 6onka (0,03 % posyeactartud, 0,02 % mnauebo) 1 cOpus
(0,02 % posyeractaTtuH, 0,03 % nnanedo). Hal-uecture HeXenaHu CbOHTHA ¢ HUBO MO-TONAMO M
papHo Ha mauebo ca uHdeKkLHH Ha nHKkoYHKTe eTHIIA (8,7 % posyeacratud, 8,6 % nnanebo),
HazogapuHrat (7,6 % posyeacratuH, 7,2 % nnauebo), 6onka B repbda (7,6 % posysacraruH, 6,9 %
riaebo) u muanrus (7,6 % posysacTtaTtus, 6,6 % miauebo).

[eauarpyuyya DOMyJialiug

B enHO JROWHOCTANO, PAHICMHINPAHO, MYITHLEHTPORO, manedo-KoHTponupato, 12-ceaMHIHO
npoyuBade (n=176, 97 oT MBXKKH 001 # 79 oT )keHcku o), nocneapado o1 40-ceaMuUta, OTKPHTA
¢asa ¢ THTpHpaHe Ha A03aTa Ha po3yBacTaTiH (n=173, 96 OT MBXKH [ION ¥ 77 OT KEHCKH T0JT),
naudeHTH Ha Bh3pacT 10 g0 17 ropunu (craauii II-V no Tanep, MoMuyeTa moHe | roauHa cien
HAYAJIOTO Ha MEHCTPYALMATA) ¢ XETEPO3UIroTHa (paMunHa XUNEpXoIecTepOsIeMHA, NOJy4IaBat
posyBactatuH 5 mg, 10 mg wnu 20 mg unm mauebdo nqHeeHo 3a 12 ceamMuuy, a cnen ToBa BCHYKH
NOJYYABAT PO3YBACTATHH AHEBHO 32 40 ceaMuuy. B Hauanoro Ha npoyuBaseto npubnuzutendo 30 %
ot nanueHTHTe ca 10 1o 13 rogmnn ¥ npudnusutenHo 17 %, 18 %, 40 % u 25 % ca CBOTBETHO B
crapuid IL, III, IV 1 V nio Tanep.

LDL-xonecteponst ce moHM:Kasa 38,3 %, 44,6 % u 50,0 % ot pozysactatus S mg, 10 mg U 20 mg,
CLOTBETHO, B cpaBHeHHe ¢ 0,7 % 3a mnauebo. R

B kpas Ha 40-cenMHUuHAaTa OTKpUTa Qa3a ¢ THTpHpaHE A0 NPHLEIHA CTOHHOCT, ¢ ﬂjﬂfzﬁpaﬂe L;@‘ o “ f

MakCHMyM 20 mg BeaHbx AHeBHO, 70 o1 173 maumenTt (40,5%) ca nOCTUIHAIH HPH[IeﬂHaTa
cToHHOCT 3a LDI.-xonectepona ot no-Manko ot 2,8 mmol/l. oo
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Cnen 52 cenMHUH Ha H3CTEABAHOTO NEUYCHHUE He ¢ yCTaHOBCH HUKAKBB e(EKT BLPXY pacTexka,
ternoro, BMI wnu nonosoto cuapsasane (Bx. Touka 4.4). Tosa npoy4pane (n=176) He e
ApeIHA3HAMEHO 3a CpaBHABAHE HaA PeJKUH HEXKETaHH JIEKAPCTBEHH peaKUHH.

Po3yBacTaTuH e pOoy4YBaH ChLUIO B €JHO 2-TOANIIHO OTKPUTO KJIHHHYHO NPOYYBaHe, C TUTPHPaHE Ha
n03aTa 4o KenaHaTa 103a, npr 198 geua ¢ xerepo3nurorHa GaMuiHa XUnepxojecTeponeMua Ha
BB3pacT 6 g0 17 ronuay (88 Mmomuera 1 1 10 momuueTa, crannii no Tanep < 11-V). HavannaTa nosa
[IPH BCHYKH NALHEHTH € 5 Mg po3yBacTaTuH BeAHLK guesHo. [IpH nauneHTHTE Ha BB3pAcT 6 A0

9 roiuHK (n=64) 103aTa MOXKE fia C¢ TUTPUpA A0 MakcuMasiHa 103a 10 mg BeAHEK AHECBHO, a NIPH
nanyvienTH Ha Buapact 10 no 17 ronunu (n=134) a0 Makcumanua posa 20 mg Be/IHBX JIHEBHO.

Cren 24 mecena Ha neueHre ¢ po3yBacTaThd, LS Ha cpeanns npoueHT Ha HamManewue #a LDL-C
CIPAMO H3XONHATA CTOHHOCT € -43 % (M3x0aH0 HuBo: 236 mg/dl, mecen 24: 133 mg/dl). 3a Besika
BB3pAcTORA rpyna, LS ua cpenuus nponext #a namanenue Ha LDL-C cnpamo Hi3xogHaTa CTOHHOCT € -
43 % (w3xoauo vBo: 234 mg/dl, mecent 24: 124 mg/dl), -45 % (u3xoaHo aupo: 234 mg/dl, Ha

mecely 24: 124 mg/dl), u -35 % (M3sxoano HuBo: 241 mg/dl, meceu 24: 153 mg/dl) BbB BE3pacTOBUTE
rpynn 6 0 < 10, 10 no < 14 1 14 no <18, croTBETHO.

Pozysactarun 5 mg, 10 mg v 20 mg Z0CTHraT ¢hUi0 CTATHCTHHYECKH 2HAUHMM CPEAHU [POMCHH
COPAMO M3XOAHO HHBO 34 CNEJHMTE BTOPHYHY NOKA3aTeny Ha iMmuante u nunonportennure: HDL-C,
TC, ue-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ne HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Besika OT Te3u DPOMEHH € B IOCOKA Ha NOAODPEH JIMNHUAEH OTrOBOP U C¢ NOAABKA B MPOABIKCHHE
Ha 2 TOJAHHH.

He ce ycTanosspa etekT BppXy pactexa, Ternoro, MTM win momoBoro cr3paBane clief 24 Mecela Ha
neveHue (Bx. Touka 4.4),

PozyeacTaTui € npoyueH B panaoOMH3HpaHO, BOHHOCIANO, IIALE0O-KOHTPOIMPAaHO, MHOTOLEHTPOBO,
KPBHCTOCAHO NpoyyvBane ¢ 1o3a 20 mg BeIHbK AHEBHO, cnpsMo ruauedo npu 14 aeua u roHOWH (Ha
BB3pacT 6 Ao 17 roUHH) ¢ XOMO3HIOTHA (haMHJIHA XHIIepXosiecteponemus. [1poyyBaHeTo BIUHOYBA
aKTHUBHA 4-ceIMHYHA BCTHITMTEIHA (pAa3a HA TMeTa, IO BPEME Ha KOATO MALHEHTHTE €A ICKYBAHU C
posyeactaTuH 10 mg, eqHa kpberocana dasa, KOATO BKIOYRA MEPUOL OT 6-CCAMHUHO ICUCHUC ©
po3yBacTaTHH 20 mg, NpeImiecTBaHA WK NOCNeABaHa OT 6-CeAMUYHO fleucHue ¢ ianebo u
noaabpKauiata 12-ceamMuuna daza, npes KOSTO BCHYKM TIANMEHTH ¢a NeKyBaHH ¢ po3yBacTaTHH

20 mg. [TanyenTTE, KOMTO THOCTHIIBAT B NIPOYYBAHETO Ha TEPAMHi ¢ e3eTUMHO HIIK agepesa,
NPOABLIDKABAT NEYCHUETO CU NIPE3 LENHA NEPHOI HA NMPOYUBAHETO.

Cratucrruecku caravdpukanTHo (p=0.005) 1 KiMHUYHO 3HaunMo Hamaiienue Ha LDL-C (22,3 %,
85,4 mg/dL unu 2,2 mmol/L) ce Habmoaaea cnea 6 ceqMHIM Ha eUeHuHe ¢ pozyBacTatul 20 mg, B
CpaBHEHHE ¢ TLIaLEOO0 MPH Jel@ ¥ IOHOWH ¢ XOMO3UIOTHA (PaMuiiia XHIEPXOaeCTEPOICMHA,
CrarHCTHUECKH 3HAUMMH HaManeums B o0ums xonectepon (20,1 %, p=0.003), neHDL-C (22.9 %,
p=0,003) u ApoB (17,1 %, p=0,024), ca HabmogaBaHu cieg 6 ceAMHUM Ha JICYEHHE ¢ PO3yBACTATHH
20 mg B CpaBHeHME ¢ I1aledo NpH Aella H IOHOLIH ¢ XOMO3UIOTHA (PaMUTHA XUTIEPXONeCTepOJIEMHS.
Ilonmxarate chino ce HabiIrOJaga Ha TpHINIMUepuauTe, choTHowwenuaTa LDL-C/HDL-C,
0obin C/HDL-C, ueHDL-C/HDL-C u ApoB/ApoA-I cnen 6 ceamuug Ha NeyeHue ¢ po3yBacTaTUH
20 mg, B cpagHeHHe ¢ rauebo, npu nena v ioHowd. Hamanenuero ya LDL-C cnen 6 cenmuim Ha
nedeHHe ¢ posyBacTaTyl 20 mg, nocaeasalo o1 6 CeaMILIM Ha jieyenne ¢ nnainedo, ce 3ana3ea B
PAMKHTE Ha 12-CeIMUUYHO HENPEKLCHATO NeUcHKe NPU ACIla H FOHOLIH ¢ XOMO3UIOTHA (paMHITHA
XUnepxonecTeponemus. EAHH NalueHT € HMasl NI0-HaTaThiHo nonmxkasaue Ha LDL-C (8,0%), O6iu-
C (6,7%) n ne-HDL-C (7,4%) cnen 6 cenmuAgHo nevenue ¢ 40 mg cnel nopuuIaBaHe Ha 1103&?3:‘““%3
Ilo BpeMe Ha pa3liupeHO OTBOPSHO NPOYUBAHE, NPH 9 OT TE3H NauMeHTu Ha 20 mg p finaCIﬂTm 33
He nogede or 90 ceaMiuum, HaMangsaueto Ha LDL-C ce zana3sa B pamxure Ha -12,1 /u A0 -rlf 3%

{1 R
[Ipun 7-1e olleHsABAHYU Aeiia ¥ FOHOM (Ha BBp3pacT 8 40 17 roaMHu) ¢ XOMO3HIOTHA d}hMHﬂHﬁ
XUNEPXONECTEPONEMIA OT OTBOPEHOTO HPOYUBAHE ¢ (POPCHPAHO THTPUpaHE (BXK. no-mpe) ﬂ ..
npoLeHTHOTO noHKXkeHue Ha LDL-C (21,0 %), 06 C (19,2 % ) u neHDL-C (21,0 %)B;r Haxozguo'ro
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HUBO, CneJ 6 CeAMUIM HA JIEUeHUE C po3yBacTaThd 20 mg, € B CLOTBETCTBUE C TE3M, HADAKOAaBaHH B
[OCOYEHOTO NMO-TOPe NPOYUBAHE [PU AeUa K IOHOLNA ¢ XOMO3UroTHA haMMITHA
XHIIEPXOJIECTEPOTIEMHAL.

Esponeiickara areHUMA Mo JEKapCTBaTa 0CBOOOKAABA OT 3aALDKSHUETO 32 MPEACCTABIHS Ha
pE3yNTaTHTE OT MPOYUBAHHUATA C PO3YBACTATHH MPHA BCUUKU NOATPYITH OT [IeAMaTpryHaTa nonyinauus
3a JICYCHHE HA XOMO3HIoTHa (PaMUIHA XHIEPXOIECTEPONIEMHA, IHPBUYHO KoMOUHUpana (CMECeHa)
MMCIHNMEMHA W 33 MpoQHIAKTHKA Ha CHPACYHO-ChIOBUTE CHOMTUS (BIK. Todka 4.2 33 UHPOpMauUs
OTHOCHO ynoTpeba B NeAuaTpHaTa).

5.2 PapMAKOKHHETHUHH CBOACTRA

AbGcopOuus
MakcuManna4 mia3sMeHH HHBa ¢ce JOCTHIaT 5 4aca ¢JieA nepopanHo npueMade. AbcoirorsaTa
OnoHanvaHoct € npudbausuTento 20 %.

PasnpeneneHue
Po3yBaCTaTHH ¢€ 1T0EMa OCHOBHO OT 4€pPHHA Ap00, KOUTO € OCHOBHOTO MACTO Ha CHHTE3HpaHEe Ha

xonecrepona u otgenane Ha LDL-C. O6eMbT Ha pasnpeieieHHe Ha PO3YBACTATHH € HPUOIH3UTEIHO
134 1. PosyBacTaTHH € CBBP3aH ¢ IIaA3MEHHTE MIPOTEHHH, NPEAHMHO anbyMHHA, TPUONM3HTETHO B

90 %.

buorpanchopmanys

MeTabomi3MbT Ha po3yBacTarhi € orpannyeH (okojo 10 %). In vitro npoyuysaHHa Ha MeTaboIH3Ma ¢
V3NOJI3BAHE Ha YOBEIIKHM XENATOHTH [OKA3BAT, Ue po3yBacTaTHH ¢ ¢1ab cyGeTpar 3a uuroxpom P450
olycnosenus metabomnzsM. CYP2C9 e 0CHOBHRAT M30€H3HM, KOHTO y4acTBa B MeTabonM3Ma Ha
posyBactatu, a 2C19, 3A4 u 2D6 yuacrsat B no-mMajka creneH. OcHoBHHTE MeTabOIMTH ca N-
AeCMETHI M akToH. N-necmetiin € okono 50 % ro-Maiko akTHBEH B CPABHEHHE C PO3YBACTATHH,
JOKATO JIBKTOH C€ CYHTA 32 KINHUYHO HeaKTHBEH. PosyBacTtaTtul onpenens nopede ot 90 % ot
akTUBHOCTTA Ha Lupkyarpauwins HMG-CoA nmxuburop Ha peaykrasara.

Enumuuupade

[Mpubnuzutenio 90 % oT pO3yBACTATHH Ce €IMMHHUPA KATO HETIPOMEHEHO JICKapCTBO ¢ QEKATHHATS
(abcopOupano ¥ HeabcopOMpaHo NEKAPCTREHO BEIISCTRO ), KATO OCTAHANATA UacT C& €KCKPETAPA C
ypuHata. Oxono 5 % ce ekckpetupa HeflpoMeHed B ypuHara. [1nasMenuaT noayKMBoT € OKOJIO

19 yaca. [1na3zMEeHHAT NONYKUBOT HE €€ YBENUYARA ¢ YBeAMUaBaHe ua ao3ara. CpeanusT nijiasMen
KIHPBHC € npuonu3uTenHo 50 nurpa Ha qac (koeduuuedT Ha sapydadbunnoct 21,7 %). Kakto npm
APYTY HHXUOUTOPH Ha peIyKTa3ara YepHOApOOHOTO NoeMaHe Ha po3yBacTATHH BKNIOUBA
membpaH#sa npenocutea QOATP-C. To3u rpeHocHTEN € BayKeH 32 UepHOAPOOHOTO eNMMHHAPANE Ha
PO3yBaCTaTHH.

JIMHEHHOCT/HENMHEHHOCT
CHcTeMHaTa €KCIIO3HIHA Ha PO3YBACTATHH C€ YBEIMYABa IMPOMOPLUMOHAIIHO HA [pHEMaHaTa H03a,
Hsama npomsHa BbB (papMaKkOKHHETHHHUTE TIapaMeTpH MpH MHOTOKPATHO JA03HPaHE.

Creyugpuunu nonynayuu

Bn3pacrt u 1o
Be3pactTa HIM NOABT HAMAT KIIMHHYHO 3HAYMM €(eKT BbpXy (papMakoKHHETUKATA Ha PO3yBaCTATHH

NpH BB3pacTHH. EKCNIO3MUNATA MpH A€La ¥ FOHOIIH ¢ XeTepo3KroTHa (paMisIHa f_,fm ;:?K
XMIICPXOJICCTEPOIEMHA U3ITIEKa CPABHHMA UITH ITO-HHCKA OT Ta3H IPU BL3PACTHH naﬂﬂem‘ﬁ t
AUcindnuaemMus (Bxk. ,lleanatpyuyuna nonynaumsa’ 0o-a00y). *”

Paca

KMTaiLW, PUIMTHHUY, BHETHAMUMN U Kopelln) ce Habmoaasa ABYKPaTHO NOBHLIABAHE B CpeaHaTa
AUC n Cpax, OTKONKOTO HNPH HHAWBM/IM OT KaBKazKkaTa paca. 1Ipn uHIHHLH € Hanﬂﬂ%nﬂﬁumaﬂaﬂe Ha“
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AUC H Cpax 1,3 111, He € n3BecTHO KAKBO € 3HaUueHHeTO Ha QAKTOpHTE Ha OKONHATA CpeiAa U Ha
FCHETHUHHMTE (DAKTOPH 34 1104BaTA Ha Te3W pa3Hky. EauH nonynauuoHed GapMakOKHHETHYCH AHANU3

MOKa3Ba, He MEXAY HHIAUBHAWTE OT KABKA3KATA M OT YepHATA paca HIMa KIHHUYHO 3HAYHMH
paznuius,

b1Opevna HegoCTaThYHOCT

B enHo npoyusade Ha AUNa ¢ pazinyHa CTeneH Ha Ob0peyuno yBpEeKIaHe, IeKOTO A0 YMEPEHO
OBOpeyHO 3a00N4BaHE HE € NOBIUANO MAAIMEHNTE KOHUECHTPaLMK Ha PO3yBaCTATHH MM HA HETOBHA
N-gecmerun merabonut. JIMua ¢ Texko yBpexaane, obave (kpearnHuHos knupsre < 30 ml/min), ca
MMATH TPHKPATHO YBEIHYEHHE Ha IUTa3MEHAaTa KOHLICHTPALIMA, B CPABHEHHE ChC 3APaBH J00pOBOILH
U AeBeT ITTH NI0-BUCOKa KOHUEHTpauMa Ha N-iecMeTun MetaboinTa. PaBHOBECHUTE IJ1a3MEHH
KOHLEHTPALIMH Ha PO3YBACTATHH MPH NMALMEHTH HA XeMOAHATH3a ca npubIi3uTendo 50 % no-BHCOKH
B CpaBHEHHUE ChC 3APaBH J0OPOBOJIILIM.

UepHoapobHa HEAOCTATHLUHOCT

B eaHo mpoyyBaHe Ha JIMIA ¢ pa3IMYHaA CTEMCH Ha YePHOLPOOHO yRpeXaaHe He Ca NONYyUeHW AaHHH
3a NOBUIIEHA SKCIIO3HLMA HA pO3yBacTaTHH NpH naudeHTH ¢ pezynrtat no Child-Pugh 7 wnu no-
HHUCEHK. [IpH ABaMa mauHeHTH ¢ TeXKO yepHoapobHO yepexaane (pesyarar o Child-Pugh 8 1 9)
CUCTEMHATA SKCIIO3ULIMA € OMNa yBeJIHYEHa Haii-MaJKo 1Ba MbTH B CPABHEHHES € JIMLIA C MO-HHCEK
pesyarar no Child-Pugh. Hama nannu 3a nauwenty ¢ pesyiarar no Child-Pugh van 9.

["eneTHueH noIUMOpHUIBM

Jucnozuupata Ha HMG-CoA penyxkrazaute HEXKOKTOPH, BIIFOUKHTEIHO PO3YBACTATHH, € CRbpP3aHa C
TpancnoprepyuTe npoteHd OATP1B1 w BCRP. Ipy nauueHTH ¢ reHETAYEH MOTHMOPGU3EM Ha
SLCO1B1 (OATPIB1) u/unmu ABCG2 (BCRP) uMa pMCK OT MOBHIUARAHE HA €KCIIO3MLIMATA HA
posyBactaTin. Uanueuayaned nomumopdusbM Ha SLCO1B1 ¢.521CC u ABCG2 ¢.421AA e cebp3aH
¢ npubmzaTenno 1,7 meTd no-Bucoka exkcrnosulina (AUC) Ha posyBacTaTUH MM 2,4 TbTH MO-BHCOKA
CKCTIO3UINA, CHOTBETHO, B cpaBHeHue ¢ renoturogete SLCO1IBI ¢.521TT wm ABCG2 ¢.421CC.

lleanaTpyuHa noMy ALY

JIBe hapMakoKHHETHYHH NMPOYUYBAHHA C PO3IVBACTATHH (Ipwiarad non gopmara Ha TabieTku) npu
HeQHATPUYHH NALIHEHTH ¢ XETEPO3UroTHA (haMUIIHA XMIIEPXONecTepoIeMus Ha Beapact 10 1o 17 wiu
6 1o 17 ronuau (obwo 214 nanneHTH) NOKa3Bar, ye eKCIIO3HLUATA NPH NIEAHATPHYHHTE NALWCHTH
H3rAeXkaa CpaBHUMAa HJTH MO-HUCKA OT Ta3H MPH Bb3PacTHHUTE NauHeHTH. EKCITO3HUMATA Ha
pO3yBacTaTHH € OHJIa peIBHAHMA IO OTHOUIEHHE Ha A03aTa H BPEMETO B NPOABIKEHHE HA 2-
rORMIeH NEPHOA,

53 ITpeAKNUHAYHHA RAHHH 32 0€30TACHOCT

IIpeAxTHHHYHUTE JaHHY HE Ca IIOKA3ATH CHEeUManeH pUCK MpH X0pa, Bb3 OCHOBA Ha CTAHAAPTHUTE
NpOY4BAHHA 32 OE30HACHOCT BbPXY OCHOBHHTE CHCTEMH, N€HOTOKCHYHOCT, KAHLUEPOTCHEH IOTEHIIHAI.
He ca npoBexgany crneliiQHYHH u3cIeBauus, oueHsBaily edektute BupXxy hERG. Hexenanure
peakuMu, KOMTO He ca HaDMoAaBaHW B KJIMHMYHY [IPOYYBAHKA, HO ca Habmro1aBaHyu NPH JKHBOTHH,
NPy HMBaA HA SKCNO3uLMA ONM3KH 10 KNIMHUYHHTE €& CJCAHHUTE: B H3MUTBAHUS 34 TOKCHYHOCT Clie]
MHOIOKPATHO HPHIOKEHUE C& HAOMIOAABAT XHCTONATONOFHYHN 4epHOAPOOHN H3MEHEHHNA,
BCIICACTBHE Ha (PAPMAKOJIOTHUHOTO ASHCTBHE HA PO3IYRACTATHH IIPH MHILKY, INBLXOBE M B NIO-HHCKA
CTENEH B AJTLYHHA MEXYP NMPH KY4eTa, HO HE W Npy MakMyHH. B gonmbnnedue, ce Habmo1aga
TOKCHYHOCT TI0 OTHOILLEHHE Ha TECTHCHTE MPH MaliMyHH H Ky4eTa NpH NO-BHCOKH JO3H.
PenpoaykrHBHA TOKCHYHOCT IPH TLUTBXOBE, 34 KOATO CE ChOU N0 HAMAJIEHHUTE IOJICMHHA, TerIo .
NPEKUBAEMOCT Ha MAJIKHTE, c€ Hab10/1apa NpH MAaTEPHOTOKCHYHH 03U HA CHCTE!MH&“QKCHOSHW
HAKONKO IHTH Haj HUBOTO HA TEPANEBTHYHA €KCITO3HLIHA. RN ‘x

6. PAPMALEBTHYHHA JAHHH

6.1 CnrcnpK HA IOMOIMHHTE BeleCTBA N
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CovpueBuHa Ha TabJsieTkara
JlakTo3a MOHOXHIpAT
MukpokpucTaaHa ueny/oza
Kanuuen ¢ocar
Kpocnoesaox

Marneaues creapar

ObBuBKa Ha TablieTKaTa
JlakTo3a MOHOXHApAT
Xurnpomeiiosa

TpuauetTnu

Turanos auokcua (E 171)
Kenesen okenp, uepseH (E 172)

6.2 HechbBMEeCTHMOCTH

He ¢ npunoxumo.

6.3 Cpox na rogHoCT
3 rOAWHH.
6.4 Cnennansy yc/I0BHA HA CLXPaHEHHE

baucrepnu onaxosku: Jla ce coxpaussar noa 30°C. CexpaHABalTe B OPHIHHANIHATA OIAKOBKA.
6.5 Bua u coaAbpAxanue Ha ONAKOBKATA

BAnCTepHi ONAKORKH OT allyMHHHEB JaMHHAT/alyMUHHEBO OO0 110 28 TabneTky.

He BCcHUKM BHIOBE OTIAKOBKYA MOrar Aa ObAaT ITyCHATH Ha maszapa.

6.6 Crietuajing NpeAnasHa MepKH OPH HIXBhpJsHe H padoTa

HsaMa cnenalian ykazagus.

7. ITPHTEKATEJI HA PASPEINFHHUETO 3A YITOTPELA
AstraZeneca AB

SE-151 85 Sodertélje

IIBe1s

8. HOMEP(A) HA PASPEINEHHETO 3A YIIOTPEBA
20040104

9.  JATA HA ITbPBO PA3PEIIABAHE/MOJHOBSIBAHE HA PA3PEIIEANETO3A:.
VIIOTPEBA R N

Hara Ha nupeo paspeiuasaHe: 08 mMapt 2004 r. ’;'f DR AR
Jlara Ha mocnenno nmonHoBsasawue: 07 anpur 2009 r. O e LUV NP /)

1._\:.‘\" v | -,_‘.*‘ | -t-*ﬂ - - - | . I;_.' :
10.  JATA HA AKTYAJIM3HPAHE HA TEKCTA SR
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