1. UME HA JEKAPCTBEHMSA TPOUAYKT

Kpectop 5 mg dbunmupanu Tabnerku
Crestor 5 mg film-coated tablets

2, KAYECTBEH U KOJIMUECTBEH CBCTAB | Ogospe

Beska tabnetka cbabpika 5 mg posysacrarun (rosuvastatin) kato posysacTaTtuH kanuuii. Beska
TabneTka chabpka 94,88 mg nakroza MOHOXHIpAT.

3a MBAHKA CIIUCHK HA NOMOILHHUTE BElLECTBa BHXXTeE Touka 6.1,

3. JEKAPCTBEHA ®OPMA

Ounmupada tabnerxa.

Kpbria, oleereHa B xbato TabneTka cbe 3Hak ,,ZD4522” u . 570t €HaTa CTpaHa U HeMapKHpaHa
OTKBM 00paTHaTa.

4. KIHHUYHUA JAHHU

4.1 TepaneBTnunn nokazanns

Jleuerue Ha XUNEPXONECTEPONIEMMUS

Bb3pacTh, I0HOWK 1 feua Ha WK Hal 6-roauinHAa BL3PACT C MbPBUYHA XHIIEPXONECTEPOSIEMUA
(THn [1a BKAIOYHTENHO XeTepo3UroTHa (pamunHa xunepxonecteponemMus) UAH CMeceHa
Racaunuaemus (thn 11b) karo no6aska kM queTaTa, KoraTo PE3yNTaTLT OT AHETATA U APYTH

HeapMaKkonOrHuHM MepKK (Hanp. dusruecK YNPaXXHEHUA, HAMaNsIBaHe Ha TErJIOTO) HE e
38710BOJTUTENEH.

Bb3pacThH, I0HOWN U Aena Ha uAK Haj 6-rogHiuHa Bb3PACT ¢ XOMO3UIrOoTHA haMiiHA
XHNICPXONECTCPONeMHA KaTO NOOABKA KbM JIMETATa, KAKTO M C APYro AMITHMOONOHIDKABALIO IeYeHMe
(vanp. LDL adepesa) nnu koraro ToBa nedeHue He € MoaxoaaLo.

LIpeBEHUINS Ha ChPAECUYHO-CHAOBY CHLOUTUA
[TpenoTsparaBane Ha rofeMH CbpREYHO-CHAOBH CLOUTHS TPH NAUHEHTH, OLICHEHH C BUCOK PHCK 3a

MbPBO CHPACHHO-CHAOBO CbOMTHE (BK. TOUKa 5.1), KATO DOMBIHEHHE KM KOPUIHPaHETO Ha JPYIH
PUCKOBK (akTOpH.

4.2.  Jlo3npoBKa M HAYMN HA APHIOKENHE

Ilpenu sanoqBaHe Ha TepanuATa, NALMEHTHT TpAOBa na 6bae NocTaseH Ha CTaHAaPTHA dueTa 3a
NOHWKABAHE HUBOTO Ha XOAECTEPONA, KOATO N1a NPOLLIKH M 110 BPEME HA NEYEHHETO. U360optT Ha
AO3NPOBKA CE ONpeAeNna OT HHAWBHAYATHUTE TEPANEBTUMHU LIEMTH, KOUTO Ce ONpeaenar oT
"IPCTIOPLKATE HA CLBPEMEHHHMTE KOHCEHCYCHH PbKOBOACTBA 33 KOHTPOJT Ha XOJIECTEPONEMUATA.

Kpecrop Moxe aa ce npueMa o Besxo BpeMeE Ha eHd, CbC Unu He3 XpaHa.

Jlevenne Ha xHUNepxoaecTeEpoeMHs

[TpenopbuBanara HauanHa aosza e 5 unu 10 Mg BEAHDBN NHEBHO, KAKTO MPY NALUEHT
HIPUEMAJTH CTaTHHK, Taka U NIPH [IPEMKHABARE OT ApYyr HHXHO6UTOp Ha HMG-CoA pe
H300pBT Ha HAauATHATA 1032 OT MEAUKAMEHTA 3aBHCH OT HHBOTO Ha CEpPYMHUs xoiec
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HeOOXOAMMOCT, 103aTa MOXKE 2 C€ KOPHUTHpa, KaTo ¢e NMPEMHUHE Ha CNeBAlIOTO JO30BO HUBO Clie]

4 cenmuLM (BX. Touka 5.1). B cpaBHEHHE € NO-HUCKHTE L03HM H NPEIBH/L NOBHILIEHATA YECTOTA Ha
cbo0illaBaHe Ha HeXeIaHu peakLiuy npy 1o3a ot 40 mg, B cpaBHEHHE C NO-HUCKHTE A03H (BK.

Touka 4.8), nocneaHo THTpUpaHe 10 MakcuManHarta no3a ot 40 mg tpabBa aa ce npeanp1emMa camo
NPH NALMEHTH ¢ TEXKKA XMUNEPXONECTEPONIEMHUSA C BUCOK ChPACHYHOCHA0B PHCK (OCODEHO TE3H ¢
daMUIHA XHTIEPXONECTEPONEMHA), KOUTO HE JOCTHIAT JKEJIAHOTO HHBO HA XONECTEPO NPH NIEYEHHE C
20 mg M NPH KOHTO L€ C€ MpaBH PYTHHHO MpocneaBade B X04a Ha NeUeHHeTo (BXK. TouKa 4.4). [1pu
3ano4yBaHe Ha jeueHne ¢ 40 mg ce mpenopbyBa MOCTOAHHO HAOMOACHHE Ha MaUKUEeHTa OT CNEUHATHCT.

[IpeBeHLINA Ha CHPAEYHO-CHAOBH CHOMTHA
B npoy4saHeTo 3a NOHMXABaHE HA PHCKA OT CLPACYHO-CBAOBH CHOUTHA € H3NOoA3BaHa n03a ot 20 mg

(BK. TOUKa 3.1).

Ileouampuuna nonyrayua
Ynorpebara npu aena TpabGpa aa ce NpoBexaa CaMo OT CNELHATHCTH.

Jeua # oHoIM Ha Bb3pacT 6 no 17 rogunu (craguii <II-V no Tanep)

XeTepo3uroTHa paMuiHa XHIIEPXOJIECTEPOIEMHUS

I1pu AelLa H IOHOILH C XeTepOo3UroTHa haMHITHA XHIEPXOAeCTePOieMHs 00HYaiHaTA HavyallHa 034 €

5 mg nHeBHO.

e [lpn aeua Ha BB3pacT 6 10 9 rOAMHM ¢ XETEPO3IMIroTHA PaMUNHA XUTIEPXOJIECTEPOIEMHA
oOH4alHHAT N030B aHManazoH € 5-10 mg nepopanHo BeaHbXK AHEBHO. besonacHocTra M
e(hHKacHOCTTA Ha 03K No-BUCOKM oT 10 mg He ca npoy4yBaHH NpH Ta3H MOMyIalMA.

e [Ilpu aeua Ha pp3pacT 10 0o 17 roagvHK ¢ XeTepo3uroTHa paMunHa XMNEpXoaecTeposieMus
oOHHaHHAT 1030B Anana3oH e 5-20 mg nepopanyso BeaAHbX AHEBHO. be3onacHocTra M
e(DMKACHOCTTA Ha JI03H NMO-BUCOKHK OT 20 mg He ca NMPOy4BaHH NPy Ta3H NOMyNaLm.

TwrpupaHeTo TpadBa Aa ce npoBexaa ChIVIACHO UHAWBUAYAJIHHA OTTOBOP H NMOHOCHMOCT Ha
neARATPUYHHTE MALHEHTH, KaKTO C€ NpenopbhyBa B IPENOPBKUTE 32 JICUCHHE HA Jeua (BXK. TouKa 4.4).
Jlenara u 1w0Ho1KHTE TPAOBA Aa CE€ NOAIONKAT Ha CTAHAAPTHA XOJIECTEPOJIO-NOHMKABALLA AXETA [IPEIH
71a ce 3arovHe JIeueHHe C po3yBacTaTHH, AUeTaTa TpAOBa Ja Ce MPOALIDKH N0 BpEME Ha JIEUEHUETO C
pO3yBacTATHH.

XOMO3HroTHA haMmuIHA XHUIIEPXONECTEPOIEMHSA

[Tpu pgeua Ha Bu3pact 6 1o 17 roguHH ¢ XOMO3HUIoTHa (PaMIJTHa XHIIEPXOJIECTEPONCMH,
npenopbYHTENHaTa 4032 € 20 mg BeaHbXK JHeBHO. MMa orpaHHueH ONUT ¢ J03H pazndyku oT 20 mg
npu Ta3u MOMmyaaLus.

Tabnerxara ot 40 mg He e noaxoadila 3a ynorpeba npy neAUaTpHYHA NALKHEHTH.

Jlenia no-Mainku ot 6 roAUHH
BezonacHocTTa ¥ epHKACHOCTTA HA yIoTpebara npy Aciia 1o MankH ot 6 roaUHH HE ¢a NPOyYBAHH.
CaenosarenHo, KpecTop He ce nmpenopbusa 3a ynorpeba npH AeLia no-MaJiky OT 6 TOAUHM.

Ynotpeba npu NaUMEHTH B CTApYECKa Bh3pacT
[IpenopbuBaHaTa MbpBOHAYAIHA 034 NMPU NauveHTH Haa 70-roauiiHa B3pacT € 5 mg (BXK.
Touka 4.4). JIpyro KopurupaHe Ha JI03HPOBKATa B 3aBUCUMOCT OT BB3PacTTa HE € HeoOXoaUMO.

Jo3upade npu nauneHTH ¢ 00peyHa HEJOCTaThbYHOCT
[Tpu nanMeHTH ¢ IeKo Ao ymepeHo Ox0pedHo yBpexaaHe ce npuwiarat oduyaiinure nosu. [lpu
natiMeHTH ¢ yMepeHo 6s0peuHo yBpeKaaHe NpenopbuBaHaTa TbPBOHAYAIHA 1033 € 5 I
(kpeaTHHUHOB KTMpbHC noa 60 ml/min). /loanposkara ot 40 mg € NpOTHBOMOKS
ymepeHo 6n0peuro yBpexaane. Ilpy nauueHTH ¢ TEXKKO OL0peyHO yBpexaaHe
KpecTop e npoTuBonokasasa (Bx. TOUKH 4.3 B 5.2).

Jo3upaHe Npy NaLKEHTH € YEPHOAPOOHO YBpEKAaHE
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naLMeHTH ¢ ouexka no ckanata Ha Child-Pugh 8 u 9 (Bx. To4dka 5.2). [Ipu Te3n nauuenT Tpabsa na
ce NpeaAnpUeMe oueHKa Ha ObOpeuHaTa pyHKuMs (Bk. Touka 4.4). Hama JaHHH 3a NALHEHTH C OLICHKA
no ckanarta Ha Child-Pugh nan 9. Kpectop € npoTHBOnoxasaH npu natMeHTH ¢ aKTUBHO YepHOAPOOHO

yBpexaaHe (BX. Touka 4.3).

Paca
[Ipu nauMeHTH OT a3uarckara paca ce HabyKaBa NOBUIIEHA CHCTEMHA EKCITO3HLIMA HA MEIHKAMEHTA
(BX. TOuKH 4.3, 4.4 1 5.2). [IpenopruBaHaTa MbpPBOHAYAIHA 1032 NMPH NALMEHTH OT a3HATCKH

npou3sxol e 5 mg. [1pu T€31 NauKeHTH € NPOTHBONOKA3aHO MPUIIoKEHHE Ha 103a oT 40 mg.

[eHeTHYEH NOAUMODDHIEM
[TokazaHo e, ue reHotuniosere SLCOIB1 (OATP1IB1) ¢.521CC n ABCG2 (BCRP) ¢c.421AA ca

CBBbP3aHH C MOBHIIABAHE HA €KCTMO3HLMATA HA PpO3YBACTATHH. 3a NALMEHTHTE, 32 KOUTO € W3BECTHO, Y€
uMat reHotun ¢.521CC unn c. 421 AA, ce npenopbyBa NOJOBUMHATA OT 00HYatHATa NpenopbUHTENHA
1034 U MaKCHMaJIHa eAHOKpaTHa AHEBHa no3a oT 20 mg Kpectop (Bx. Touku 4.4, 4.5 1 5.2).

gosupaﬂe [IPpH NARKUCHTH, NPEAPA3NONOKCHH KbM Pa3BHTUC Ha MHOIIATHA
an NauMCHTH C Nnpcapasnojarailin q}ﬂETGpH 34 pa3BHTHUTEC HA MHOINATUA NPCNOopPbUYBAHATA HAYaJ/IHA

n03a € 3 mg (BX. Touka 4.4).

[Tpn HAKOM OT TE3H NALMEHTH € NMPOTHBOTIOKA3aHO MPHIOKEHNETO Ha no3a o1 40 mg (BXK. Touka 4.3).

CbOBTCTBAlLA TEPANHA
Po3yBacTaThH € cyOcTpaT Ha pa3iM4HH TpaHcnoprepHH nporerun (Hanp. OATPIB1 u BCRP).

PuckbT OT MHONIATHA {BKITIOYHTENIHO padaoMHONH3a) ce noBHilasa, koraro Kpecrop ce npunara
€JHOBPEMEHHO C ONPEAENeHH JIEKApCTBEHK NMPOLYKTH, KOHTO MOTaT [1a MOBHILAT NMia3MeHara
KOHLIEHTpaUHA Ha pO3YBaCTATHH, NIOPAaAH B3aMMOACHCTBHUE C T€3X TPAHCHOPTEPHH NPOTEHHH (Hanp.
LIMKJIOCTIOPHH ¥ HAKOM [IPOTEa3HH HHXHOUTOPH, BKIIIOYHTENHO KOMOMHALIUH HA PUTOHABHP C
aTaszaHaBHp, NOMMHABHP W/WIH TUNIpaHaBHp; BXK. TOYKH 4.4 U 4.5). Ha npeanyuceauure nekapu ce
npenopbyBa Aa B3EMAT NMpeABUl ChOTBETHATA JIEKAPCTBEHA HHPOPMALHA, KOraTo OOMHCIAT
pUnaraHe Ha TakvBa NpoayKTH 3aeaHo ¢ Kpectop. Koraro e Bb3MOXXHO, TpaOBa Aa ce uMart npeaBu
AITEPHATHBHH JICKAPCTBA M, aKO € HEOOXOAUMO, a Ce HMa NMPEIBHA BPEMEHHO NTPEKbCBAHE Ha
TepanuaTa ¢ Kpecrop. B cuTyaumu, Korato €JHOBPEMEHHOTO NMPWIOXKEHHE Ha TE3U NIeKapCTBEHU
npoAYKTH ¢ KpecTop € Hen3bexkHo, non3arta U pUCKa OT CbIIBTCTBAILATA TEPAITHA U KOPEKLIMH Ha
no3ara Ha Kpectop TpabBa BHHMaTENHO ga ¢e 0OMHUCHAT (BXK. TOUKa 4.5).

4.3 I[IpoTEBONOKA3AHHSA

¢ [Ipy naHeHTH ChC CBPBXUYYBCTBHTEIHOCT KbM PO3YBACTATHH HIM HAKOE OT NMTOMOLIHHTE
BELLECTRA.

® an NMNauiHCHTHU ¢ AKTHBHO ‘iﬁpHO,IlpOﬁHO 336OHHBHHE, BKIIHOUUTEITHO HCYTOYHEHO,
MpoABLNKHTCIHO NOKAYBAHE HA CCPYMHUTC TPAHCAMHWHA3H H BCAKO NOKa4YBaHC HA CCPYMHHTC
TpaHCaMHHAa3H TPH ITbTH Ha/Jl ropHaTa IrpaHMdila Ha HOpMara.

[1pu nauMeHTH ¢ TeXXKo OBOpeuHO yBpexKaaHe (KpeaTHHAHOB KIHPBHC < 30 ml/min).
[1py naLMeHTH ¢ MHONATHUA.

o [Ipu nauueHTH, NpHEMALLH €OHOBPEMEHHO COPOCOYBHDP/BENNIATACBUP/BOKCHNANIPEBHD (BX.
Touka 4.5)

o [Ipu nauueHTH, NpUeMaily €AHOBPEMEHHO LIMKJIOCTIOPHH.
[To BpeMe Ha OpeMeHHOCT, KbPMEHE M NPH XXEHH B RETEPOAHA Bb3PaCT, KOUTO He W3NO0A3BAT
MOAXOAALIH KOHTPALETTUBHA MEPKH.

Jo3aTta oT 40 mg ¢ NpoTHBONMOKa3aHa NPH NALMEHTH C NpeApasnoarally ¢a
MHonaTha/padbaomMuonnza. Takusa ¢akTOpH ca:

* VMepeHo no crencH 6n6pedHo yBpexaaHe (KpeaTHHUHOB KIHPBHC nof K
o XUNOTHPCOUINILM.
o JlyuHa nnu pamMuHa aHAMHE3A 34 HACHEACTBEHH MYCKYJIHH 3abonsaBaHmy
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e AHaMHeE3a 3a NOofABa Ha MYCKYJIHO YBPEX/aHe Mo BpeMe Ha JICYEHHE C APYT MEHKAMEHT OT
FPyNaTa HA HHXHOUTOPHTE HA XUAPOKCH-METHII-ITyTapH/I-KOCH3HM A pelyKTasara WK ¢ GuOpar.

3noynotpeda ¢ aakoxon.
CBbCTOAHKA, NPH KOHTO MOXE [1a CE MOBHLIH MIA3MEHOTO HHBO HA MEAHKAMCHTA.

JIuua ot azuarckara paca.

CobIIBTCTBALLO feveHHe ¢ pubparu.
(Bx. Toukun 4.4, 4.5 1 5.2).

4.4 Cnennannu npeaynpexiaeHAA H NPeaANa3Hn MEPKH NPH ynorpeda

bvbpeyu

[IpK MauMenTH, NeKYBaHu ¢ N0-BUCOKH 103u Kpectop, no-koHkpeTHO 40 mg, € HabAK0JaBaHa
MPOTEUHYPHA, KOATO € YCTAHOBEHA NPU M3CNEABAHE C TECT-NEHTH, C MIPEAUMHO TYOYNEH NPOU3X0d H B
IOBEYETO CIYYaH C NPEX0ieH UIIH HHTEPMUTEHTEH Xapaktep. He € aokazaHo npoTeHHypHATa Aa
peliiecTBa OCTPO MK NporpecHBHO Ob6peuHo 3abonsaBane (BX. Touka 4.8). JloknaapaHara 4ecToTa
Ha cepHO3HH OBOPEUHH YBPEAH NMPH MOCTMAPKETUHTOBATa yroTpeda € no-BUCOKa NPH 03UPOBKA OT
40 mg. Onenka Ha 6B6peyuHaTa QpyHKUMA TPAOBa a ce HanpaBu NO BpEME Ha pYTHHHO npocleasBaHe
npy NaLueHTH, obuyaino nexkysanu ¢ 40 mg.

Crenemua mycxyiamypa

EdexTn BEpXy cKeaeTHaTa MycKynatypa (MHAIrHs, MHONaTHA H NO-PAAKO paDIoMHONK3a) ca
cboOIaBaARH MPH NPHUAOKEHHE Ha BCHYKM J030BY PEeXKHUMH, ocobeHo npH 1034 Hag 20 mg. Muoro
peAKH ciydad Ha pabaoMHONK3a ca OKIAABAKH TPy U3NON3BAHETO HA €3€THMHO B KOMOHHALMA ¢
HMG-CoA peaykraznu uaxuburopu. He Moxe na 6be H3noueHo papMakoquHaMHYHO
B3auMoaekcTaue (BX. Touka 4.5) 1 e HeoOX0AUMO BHUMaHHE NPH KOMOMHUPAHOTO UM HU3ITIOJI3BaHE.

Kaxro npu apyrure HMG-CoA peaykrazHu UHXUOUTOPH, AOKIaiBaHATa YECTOTAa Ha pabaoMHONU3a,
acounupana ¢ Kpecrop npu noctMapkeTuHroara ynotpefa, € no-Bucoka rnpu A03upoBka ot 40 mg.

H3amepsane na kpeamunxurnazama

Kpeatunkuuasata (CK) He Tpabga na ce uaMepBa ciiell yCHIIEHH YIPAXXHEHHA WM NMPU HANTWUHETO Ha
ApYT Npu4uHKMTEN HAa YBenudeHne Ha CK, KoeTo Moxe Na 3aTpyJHH THIKYBAHETO Ha pe3yaTara. AKo

HuBoTOo Ha CK € 3HauuTeIHO MOBHILIEHO MPH W3XOAHO HKWBO (> 5 ITbTH ropHaTa JONMYCTHMAa rPaHuLa),
TECT 3a MOTRbPKAABaHE Ha pe3ynTaTa TpabBa na 6bac HanpaBeH B paMKUTE Ha 5—7 AHH. AKO

MOBTOPHOTO H3CJieIBAHE MOTBbPAU U3xoaHO HUBO Ha CK > 5 meTH ropHaTta JONMyCTHMa rpaHwla, He
TpAOBa Aa ce 3arnoy4Ba JICUCHHE.

IIpedu newenuemo
Kaxrto u apyru unxuburopu Ha HMG-CoA penyxrazara, Kpectop TpsabBa naa 6be npeanucsaH ¢
0co0eHO BHHMaHHE NPH NALMEHTH, 32 KOUTO ca HalnHuUe GakTopH, npeapasfoaraiivi passHTHe Ha
MHomnaTus/pabaomMuonnsa. Takupa GakTopH ca:

e bnOpeuHo yBpeXKIaHe.

XHUIMOTHPEOUIUIEM.

JIuuxa wnn daMHIHA aHaMHe3a 3a HacNeJACTBEHO MYCKYJIHO 3abongBaHe.

YcraHoBeHa MyCKYJIHA TOKCHYHOCT KbM ApyrH uHxuburopn Ha HMG-CoA peaykrasara win
¢ubparn.

3noynorpeba ¢ ankoxoJ.

[MaumeHTH Ha BB3pacT Haa 70 roauHH.

CbCcTOAHUA, PH KOMTO MOXKE Aa ce Habmonara NOKauBaHE Ha MJ1a3MEHUTE HU
EJHOBPEMEHHO MPUIIOKEHUEe Ha pHOpaTH.

[1pu nonoOHKM naLueHT!H TpAOBaA 1a ce NpeABUAH OTHOILIEHHETO PUCK/TION3a U 14
noA KIHHWYHO HabmoaeHue. AKO W3XoaHOTO HHBO Ha CK € 3HaYUTE1HO NOBHIL
ropHaTa rpaHylia Ha HopMara), He TpAOBa Aa ce 3ano4Ba JICYCHHE,



I1o speme na nevernuemo

[NanuenTHTe Ce 3aAWDKaBaT He3abaBHO Aa A0KIAABAT HEOOACHHMH MYCKYJIHM DONKM, ycellaHe 3a
cnaboCcT WiM CXBallaHe, Hal-Beye aKo ¢a CBbP3aHH ¢ HepasnojioxeHue wid ¢pedbpunurer. Ilpu Tesn
nauKeHTH Tpa6Ba 1a ce nimepat uBarta Ha CK. Tepanudra Tpa0OBa Aa ce npekparH, ak0 HHBOTO Ha

CK e 3HaYMTENHO NOBHILEHO (> 5 TBTH ropHaTa AOMYyCTUMA MPAHULIA), HIIH MYCKY/JTHHTE CHMITTOMH Ca

TEXKH ¥ NPHIYHHABAT €XEIHEBHO HepasnonoxeHue (fopd HMBoTo Ha CK Ja € < 5 bTH ropHara
[OMYCTHMA rpaHhiia). AKO CHMIITOMMTE H34e3HaT H HuBoTO Ha CK ce HopMann3npa, MOXe Ja ce
MOMMCIIH 32 NOBTOPHO jedeHue ¢ Kpectop nnu anteprarueeH HHxHOUTOp Ha HMG-CoA peanykrasara
B Hali-HHCKa f03a noa Habmoxaenue. PytHHHo Habmoaenue Ha HUBoTO Ha CK npy nayueHTH 6¢3
CHMNTOMH HE € OCHOBATENHO.

Hma MHOro pefiky ACKIAOW 38 HMYHOMEWMPAHA HEKPOTH3HpALLA MHONATHA, KOATO KIIHHHYHO Ce
XapaKTepH3npa ¢ NEPCUCTHpALLA TPOKCHMATIHA MYCKYJTHA ¢/1a00CT U MOBHUIEHA KPEaTUHKHHA3a Mo
BpEME Ha JICUEHHETO WIIH Clie] CMpPaHe Ha CTATHHHTE, BKIIIOYHTEIHO po3yBacTaTHH. Moxe aa ¢
HeOOXO0AMO AOITBIHMTENIHO HEPBHOMYCKYTHO WM CEPOJIOTHYHO H3caeaBaHe. Moxe na ce HaJIoXKH

NeYeHHe ¢ UMYHOCYpecHpalliy JICKAPCTRa.,

B HAKOJIKO c1ydas ce cho0laBa, 4e CTATHHUTE HHAYLIMPAT de novo WM BIOLIABAT BEUe
CBILIECTBYBAlla MHACTEHHS PaBHC WK O4Ha MHAcTeHuA (BX. Touka 4.8). IIpunoxenunero Ha Kpectop
Tps6Ba Ja ce cnpe B ciy4aii Ha BiollaBaHe Ha cuMmrromuTe. MIMa chobuieHus 3a peuManB npy
(OBTOPHO) MpWiaraHe Ha ChIllWA MITH Pa3fiHiYeH CTaTHH.

I[Tpy KNHHHYHHTE H3NUTBaHWA Ha KpecTop He ca HabnoaaBaHy JaHHH 34 MMOBUILIEHH e(PEKTH BBHPXY
CKe/leTHaTa MyCKYlaTypa B MajlkaTa rpyna nauMedTy, npyu KouTo Kpecrop e npunaraH ¢ apyro
CBLITBTCTRALLO JICYEHHE. Y BEIWYEHME Ha YeCcTOTATa HAa MHO3WT ¥ MUOMNATHA € Ha0moaasaHo, odave,
MpH NauMeHTH, Nony4apaiiy Apyru HHXHOuTopr Ha HMG-CoA peaykrasara 3a¢JHO ¢ LHKJIOCTIOPHH,
MPOH3BORHH HA PHOPHHOBATA KUCENIHHA, BKIIOYHTENHO reM(prOpo3i, HUKOTHHOBA KHCEITHHA,
a30/I0BH AHTUMHKOTHIM, NPOTEa3HH HHXHOUTOPH M MAKPOIHIHM aHTHOMOTHLM. I eMpHOpo3un
NMOBULIIABA PUCKA OT MUOMNATHA, aKO C€ NPHEMa €HOBPEMEHHO ¢ HAKOoW uHxubutopn Ha HMG-CoA
penyktazara. Ilopann Topa, komGuHaumaTa Mexay remMpudpost v Kpectop He € npenoprurTenHa.
[Tonszara OT AOITBLJIHMTENHO CHH)XXABaHEe B JIMITHOHUTE HUBA B Ppe3yJiTaT OT KOMOHHHPaHOTO NpHEMAaHE
Ha Kpecrop ¥ ¢pubpatu Win HHalMH, TpsOBa na ObA€ BHUMATENHO U3YHCIIEHA CTIPAMO NMOTEHLIHATHHA
pHCK OT noAo0HK koMOuHauuu. [Ipy eIHOBpEMEHHO NMPHIOKEHHE HA PUOPATH, NEUEHHETO C 103U OT
40 mg e mpoTHBONOKa3aHo (BX. ToukH 4.5 1 4.8).

Kpectop He Tpabra aa ce npunara eJHOBPEMEHHO ¢ $y3HI0BA KHCEIHHA 38 CHCTEMHO NPHJIOKEHUE
WK B PAMKHMTE Ha 7 JHH CAe] ClIMpaHe Ha JieueHHETO ¢ $y3naoBa KuceianHa. [Ipu naumedTy, npu

KOMTO M3TON3BAHETO HA PY3H10Ba KUCEITMHA 34 CHCTEMHO TIPHIIOKEHUE € 3HAYHMO, JIEYEHHETO ChC
CTAaTHHH TPAOBA fa Ob/ie NPeyCTaHOBEHO NMpe3 Lenaud NepHoR Ha JieyeHHe ¢ Qy3uaosa kucennta. Mma
croOmenus 3a pabaoMHoNH3a (BKJIIOUHTETHO HAKONKO ¢ daTaieH W3X0o/) NpH NaLMEHTH, IpUeMalllH
¢dy3ua0Ba KHCETMHA U CTAaTHHHM B KomMOuHaLuMa (BX. Touka 4.5). [lauuenTHTe TpabBa na Ovaar
NOCBHBETBAHH 3 NOTLPCAT He3a0aBHO MEANLIMHCKA MOMOILL, AKO U3NHUTBAT CUMITTOMH Ha MYCKYJIHA
cnaboct, 6onka wiu 60J1e3HeHOCT. JledeHHeTo ChCe CTATHHH MOXE Aa O1ae noaHoBeHO ceaeM JHH
cnel nocaenHara no3a Ha ¢y3uaoBa KucenrHa. [Ipy u3BbHpeJHH OOCTOATENCTBA, KOFATO €
HeoOXoaHMa MpOABDKMTENHA ynoTpeba Ha Qy3ua0Ba KUCEIUHA 332 CHCTEMHO [IPWIOKEHHUE, HANIPUMED
33 JleYeHHE Ha TEXKHN HHPEKLMHU, He0OX0IHMOCTTA OT €AHOBPEMEHHO npuwioxeHHe Ha Kpectop u
dy3ua0Ba KHcenHHa TpsabBa Ja ce MpeLeHH HHAUBUAYATHO, H MO CTPOT MEAHLIHHCKH KOHTPOJ.

KpecTtop He TpabBa aa ce ynorpebsaBa npH naLMeHTH ¢ OCTPH CEPHO3HH CHCTOAHHNS, NMpeAnonaramuy
MHOTIATHA, WIK NpeApaznojaraiy KbM pa3sBUTHE Ha OBbOpeuHa HEAOCTaTBYHOCT, BCJICACTBUE

EHAOKPHHHM H €JIEKTPOJINTHH HAPYIIEHUA UJIH HEKOHTPONUPAHU I'bPYOBE).

TexXKH KOXKHH HeXeNaHH peaklHy
Texkn KOXKHH HEXKEJIJAHH peaKUHH, BKIIOYHTENTHO CUHOpoM Ha Stevens-Johnso

peakuys ¢ e03uHopunua u cicteMan cumntoMu (DRESS), xouto morat na 6ba
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Touka 4.8). [lo BpeMe Ha Ha3Ha4aBaHETO MY, MauMeHTUTE TpabBa aa 6baaT uHoOpMKHpaHH 3a
MPU3HALIMTE W CUMITTOMHTE Ha TEXKH KOXHH peaklUHH H aa 6baar BHHMATENHO HabaoaaBaHH. AKO ce
IOABAT NPHU3HALIM H CHMITTOMH, NPEeANONarally Te3H peakuyH, JieueHueto ¢ Kpecrop Tpabea aa 6bvae
MPEyCTaHOBEHO He3abaBHO M Aa 6bae OOMHCIEHO AITEPHATHBHO JICUECHHE.

AKO naIMeHTHsT pa3BHe cepuo3Ha peakuus kato SJS nnun DRESS npu ynorpebara Ha Kpecrop,
nedyenueTo ¢ Kpecrop He TpabBa HMKOra Aa c€ NOAHOBABA MPH TO3H INALUECHT.

BnusaHuE BBpPXY uepHna apob
Kaxro npu apyru nuxuburopn na HMG-CoA penyxraszara, Kpectop Tpabsa BHUMATENHO Aa ce

npujara Npu NauMeHTH, KOUTO NPUEMAT r'ONIAMO KOMIHYECTBO allKOXO/ H/HAH ¢a WMalTH 3a00n1sBaHe Ha
yepHus Apo0. TTpenopbunTeNHO € 13 ce HanpaBAT U3CJIEABaHUA Ha YepHHUs Apo0d npeam, U 3 Mecena
cJien 3ano4BaHe Ha jedeHreTo. Kpectop TpaOBa fia 6be npeycTraHOBEH WY Ao3aTa TpadBa aa ce
HaMalH, aKo HHBOTO HA CEPYMHUTE TPaHCaMKWHAa3H HAJBHILIABA TPH MHTH FOPHATA IPaHHULIA Ha
HopMara. JloknazBaHaTta 4ecToTa 3a CEpHO3HU YEpHOAPOOHHK yBpeaH (3aKIIOUBALM C€ ITIaBHO B
YBEJIHUYEHH YePHOAPOOHH TpaHCaMHHA3H) NPH NOCTMapKeTHHIoBaTa ynoTpeda, € no-BUcoKa npH
no3upoeka ot 40 mg.

[Tpy nauKMeHTH ¢ BTOPHHHA XMIIEPXONECTEPOIEMHS, NPHYHHEHA OT XHITOTHPEONIHIBM HIH
HepOTHYEH CHHIPOM, OCHOBHOTO 3abosnsaBaHe TpsOBa Aa ce jieKyBa NpeaH 3ano4YBaHe Ha JIEYEHHE ¢
Kpecrop.

Paca
PapMaKOKHHETHYHUTE MPOYYBAHKA NMOKA3BAT, Y€ NPU NALMEHTUTE OT a3UATCKaTa paca € HajaKLe Mo-
BHCOKA €KCIO3ULIMA B CPABHEHHE C TE3H OT KaBka3lkara (Oanara) paca (Bx. Touku 4.2, 4.3 u 5.2).

[IpoTeazny HHXUOUTOPH

[loBuilleHa CUCTEMHA €KCIIO3HLIMA Ha PO3YBACTATHH € HabnioaBaHa npy NalKeHTH, MpUeMaliy
pO3YBACTATHH €HOBPEMEHHO C PaIMMHK NPOTEa3HH HHXUOUTOPH, B KOMOWHALIUA C PHTOHABHD.
Tps6Ba na ce oOOMHMCIIH KaKTO MOJI3aTa OT NTUNUAONOHKaBare upe3 ynorpeba Ha Kpecrop npu
naipeHTH ¢ HIV, kouTo npyueMar nporeasHH HHXHOMTOPH, TaKa M NOTEHLMANA 32 NOBHILCHA
KOHLIEHpALIMA HA PO3yBacTaTHH, KOraTo Ce 3ano4yBa TEpanviaTa H e NOoBMiIaBa fo3ata Ha Kpecrop npu
nalMEHTH, NEKYBAHH C MPOTE€a3HHW HHXKOHUTOPH. EAHOBPEMEHHOTO NPUNIOIKEHHE C ONPEAETICHHA
poTeasHH HHXHOUTOPH HE ce NpenopbYBa, OCBEH aKo Ao3ara Ha Kpectop He ce xopurupa (Bix.
Tabnuna 1 v Touku 4.2 n 4.5).

HenoHOCHMOCT KbM NIAKTO3a
[TauMeHTH C peaKH HAcJieACTBEHH NpodaeMHU KATO rajlakTo3Ha HeNOHOCHMOCT, MTBJICH JIAKTa3€eH
AePHLUUT WK TIIOKO30-Ta/lakTO3Ha Manabcopbuua He TpadBa fa nmpyUeMar ToBa N1IeKapCTBo.

HurepcTHiimanHa 6enonpobua 6onecr

JoxnanBaHM ca M30JMpaHH CJTy4ad Ha HHTEpCTHLHANHA OenoapodHa OoNecT NpH MpUIOKEHHUE HA
HAKOH CTaTHHH, 0co0eHO NpPH NPOALLKHTENHA Tepanus (BXK. To4uka 4.8). KnuHHYHUTE NPOsABH MOrat
Ia BKJIIOYBAT JHCIHEA, HENMPOAYKTHBHA KALJIMLA ¥ BJIOINIABAaHE HA 00OTO cheToAHME (YMOpa, 3aryba
Ha TerJio M Tpecka). AKO MMa NMOAO3PEHHE, Y€ NALMEHTHT € PasBUll HHTEPCTHLHAIHA OenoapobHa
Oonect, TepanysaTa ¢hC CTaTUH TpabBa Aa Obae npeycraHOBEHa.

3axapeH auaber
Hsakoun aoka3arencrea npeanonaraT, 4e CTATHHUTE KaTo KJ1ac MOBULIABAT KPbBHATA IJIIOKO3a U NPH

HHUBO Ha XHTEPriuKeMHs, NMPH KOeTo € MOAXOAALLO MPUNAraHeTo Ha peaoBHATA rpyia,
npu auader. To3u puck, obaue ce HagaensBa OT pEAyKUMATa HA BACKYNAPHHA PHY { BeAT,
CNEeROBATENHO, He TpabBa na 6bae NpUYMHA 3a CITUPAHE Ha cTaTHHOBATA Tepanng/ Phokodiin
nauneHTH (MTI0KOo3a Ha rmaaHo 5,6 1o 6,9 mmol/l, uHaekc Ha TenecHa Maca > 3( i i [T
CTOHHOCTH Ha TPHITIMLIEPUAHTE, XHNIEPTOHKA) TpAGBa Aa ce MpociesBaT KakTo Riiiyiaia

6HOXMMHNYHO, CBIVIACHO HALHOHATHHTE PbKOBOICTBA. 2, \‘ B g
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B npoyusanero JUPITER, cho6imenara o6ma yectora Ha 3axapeH avader ¢ 2,8 % 3a po3yBacTaTHH M
2.3 % 3a nnaiuebo, rAaBHO NPH NALMEHTH ¢ IIKOK03a Ha rnagHo 5,6 1o 6,9 mmol/l.

[leauarpy4yHa Nomyaaus

OueHABAHETO Ha THHEHHOTO M3pacTBaHe (BucouuHa), Terno, BMI (MHaekc Ha TenecHaTa Maca) M
BTOPHYHHUTE NOAOBH GeNe3n Ha MOOBOTO CH3PABAHE NO CKaara Ha Tanner NpH negHaTpU4HH
nauMeHTH Ha BB3pacT 6 Ao 17 roavHu, NpUEMalll po3yBacTaTHH, € OrPaHUYCHO A0 ABYTOAMILECH
nepvoa. Ciea ABe roJMHU Ha TPETHPaHe NO BpEME Ha NPOYYBAHETO, He € 3afendg3aH HHKaKbB e(eKT
BBPXY pacTexa, Terioro, BMI uny nonoroto ceipsasade (BX. To4ka 3.1).

B x1HHHYHO NpoYYBaHe Ha JeLa M IOHOLLH, IPHEMAIIH PO3YBAaCTATHH 32 32 CEIMHIIH, NIOBHLIABAHE HA
CK > 10xULN u MycKynHHTE CHMITTOMM Clefl YIIPaKHEHHE WK NOBUliIEHa PHIHYECKA AKTHBHOCT €A
HabnoaaBaHH MoO-4eCTo, B CpaBHEHHE ¢ HAOOIEHUA OT KIIHHUYHH NPOYYBAaHHA NPU Bb3PACTHH (BK.

Touka 4.8).
4.5 B3anmoaeiicTBHe ¢ APYIrd JIeKAPCTBEHH MPOAYKTH B ApYrd GopMH Ha B3auMoaeHcTBHE

Echexm na eOno8peMeHNO NpUnqzany AeKapCmeeru nPpoOYKmu 8upxy po3yeacmamun

UHXMOKTOpH HA TPAHCNIOPTEPHUTE MPOTEHHH

PosyBacTaTHH e cyGeTpar Ha onpeaeneHH TPaHCTIOPTEPHH NPOTEHHH, BKIIOYHTEHO YepHOApOoOHHS
bnteiix TpaHcnoprep OATP1IBI1 u ednykce Tpancnoprepa BCRP. EAHOBpEMEHHOTO MPHIIOKEHHE Ha
KpecTop ¢ NeKapcTBEHH NPOLYKTH, KOHTO ca HHXHOMTOPH Ha TE3H TPRHCTIOPTEPHH MPOTEHHH, MOXe
na noBeae A0 NOBHILABAHE Ha Mia3MeHaTa KOHLIEHTpaLHA Ha pO3YBaCTATUH H MOBHUILIEH PUCK OT
muonatud (Bx. Tabauua 1 u Touku 4.2 u 4.4).

LIMxI0CTIOPHH

[Tpn eaHOBpEMEHHOTO NpUIOKEHHE HAa KpecTop ¢ UMKNOCHOPHH, cpeHHuTe cToHHOCTH Ha AUC Ha
pO3yBaCTaTHH ca OMnHM cpeaHo 7 IrbTH MO-BUCOKH OT Te3H, RabmoaasaHM NpH 3apaBH A0OPOBONLIH, Ha
KOHMTO € NIPUIOHKEHA CchliiaTa o3a (Bx. Tabnuua 1). Kpecrop € npoTHeonokasaH npH NalHEHTH, KOHTO
eIHOBPEMEHHO MOJY4aBAaT LIMKJIOCTIOPHH (BXK. TouKa 4.3). EAHOBPEMEHHOTO NPHUNOKEHHE HE €
MIOBITHAJIO TUIA3MEHUTE KOHUEHTPAUMHK Ha UMKAOCMOPHH.

"'emdubpo3nn ¥ APYrd JIHMMAONOHMKABAIIH NIPOAYKTH
EnnospemenHoTo npunoxenue Ha Kpectop u rempubposun € A0BEN0 0 ABYKpaTHO MOBHIUEHHUE HA

Cmex ¥ AUC Ha posyBactaruH (BX. Touka 4.4). Jauuute ot papMaKOKHHETHUHHTE NPOYYBaHH,
M3CIENBALLM JEKAPCTBEHUTE B3aUMOIEHCTBHA, He NMOKA3BAT B3auMoeiicTBHe ¢ peHodubpar, Ho €
Bb3MOXKHA NOfABa Ha dapMakoAHHaAMHWYHH B3auMoaeicTeua. ['emdubpo3un, peHopubpar u
OCTAHAIMTE MEJAMKAMEHTH OT rpynara Ha ¢pudpaTuTe U TUNKUAONOHWKABALINTE J03H (B 1034 > | g Ha
NE€H) HUADMH (HHKOTHHOBA KHCEJTHHA), MOBHILIABAT PUCKA OT NMOABAa HA MHOMNATHA NPH KOMOHHHpaHE C
MHXHOUTOPH HA XUAPOKCH-METWI-IYTapWI-KOEH3HM A pellyKTasaTa, Hai-BepoATHO nopaiy ¢akra,
ye MOCJERHUTE MOTaT [a NpeAN3BUKAT NOABaTa Ha TOBA YCJIOMKHEHHUE W NPH MOHOoTepanud. Jlozara or
4() mg e NMPOTHBOTIOKAa3aHa NPY €AHOBpEeMEHEH NpHeM Ha ¢ubpatH (BXK. Toukd 4.3 U 4.4). [1pu Te3u
NalKeHTH JICYEHHETO ChLO TpAdBa Aa 3aMnoyHe ¢ 5 mg.

Ezetumud
EanoBpemenHoTo n3nonseaHe Ha 40 mg Kpectop u 10 mg esetumu6, He Boau go npomeHn B AUC H
Ha JBaTa NMPOAYKTAa, KOraTo ce npuiarar npH 3apaesd Aodpoeonuu. Mma 1,2 nbTH nosuimenve Ha AUC
Ha po3yBacTarui, koraro 10 mg Kpectop u 10 mg ezetimMud ca npuioKeHH MpH NaLHEHTH C
xunepxonecreponemus (Tabnuna 1). He Mmoxxe na ce maxmouu papmMakoAMHAMHAYHO B38HMOJEHCTBHE
MEXAY TAX, KOETO /Ia MMa 34 pPe3yaTaT HeXENNaHH peakuuH (BX. Touka 4.4). '

[IpoTeasHu HHXUOHTOPH _ _
BhnpekH ye TOUHHAT MEXaHH3BM Ha B3aMMOAEHCTBHE HE € HIBECTEH, CAHOBpEMEHAYY T

npoTea3Hd HHXHOUTOPH MOXKE PA3KO /1a NMOBHLIH €KCMO3HLIMATA Ha posysactaTri i 6| YMNHIE
Hanpumep, eqH0BpeMERHOTO NpHaokeHHe Ha 10 mg po3yBacTaTHH B KOMOHHHPAY BPQASKE L3
ce OT ABa nporea3sHn HHXubKTOpa (300 mg aTazaHasup/ 1 00 mg pUTOHABHP) MO BPRYGSHA €

-
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(hapMaKOKHHETHYHO MPOY4BaHe NPH 3ApaBH AOOPOBOILH, CE€ aCOLIMHPA C MPHONH3HTEIHO TPHKPATHO
napactBade Ha AUC Ha posyeactatiH. EAHOBpeMeHHOTO npHaokKeHHe Ha KpecTop v HAKOH
KOMOMHALMH OT NMPOTEa3HH HHXWOMTOPH, MOXKE [1a c€ UMa MPEABU CJie] BRUMATENHO NPELICHABAHE
Ha KOpeKLMHTE Ha fo3ara Ha Kpecrop, Ha 6a3a 04aKBaHOTO MOBHILIEHHE Ha €KCNO3HIUATA Ha

po3yBacTaTH (Tabnuua | v Toukn 4.2 u 4.4).

AHTHALHWIH

EnHoBpeMeHHOTO npwiokeHHe Ha KpecTop ¢ aHTHaUHIHa CYCNIEH3Hs, ChbAbPKaLAa ATYMHHHEB H
MarHe3ueB XWAPOKCH, € JOBeNO A0 HaMa/lfiBaHe Ha MJla3MeHAaTa KOHLICHTPALIKA Ha pO3yBaCTaTHH C
npubnuzuTento 50 %. To3u edext e 6un orcnabeH, KOraTo aHTHALIMAKTE Ca JAaBaHH 2 yaca cief
npuema Ha Kpectop. KIMHHYHOTO 3HaY€HHE HAa TOBA B3AHMOACHCTBUE HE € H3CJIEIBAHO.

EpuTpOMHUUH
EauoBpeMeHHHAT npueM Ha Kpectop u eputpoMuums, ¢ gosen go 20 % Hamanenue Ha AUC ) K

30 % naManenme Ha Cmax Ha pO3yBacTaTUH. B3aWMOIEHCTBHETO MOXKE Aa € NPEAH3BHKAHO OT
NOBHIIEHHA YPEBER MOTWIHTET, BCICACTBYE HA MMPHEMA HA EPUTPOMMLIHH.

Tukarpenop
Tukarpenop Moxe Ja NoBIHAE ObOpeyHaTa eKCKpeL s Ha po3yBaCTaTHH, YBENHYaBalHKH PUCKA OT

KyMYJHpPaHe Ha pO3yBacTaTHH. BbNpekH Y€ TOUHHAT MEXAHH3IBM HE € U3BECTEH, B HAKOH CJTy4YaH
e JHOBPEMEHHOTO MPUIOKEHUE HA TUKArPeAop M pO3yBacTaTHH BOAM 10 HaMansBave Ha 6bOpeuHaTa
(pyHKius, noBHiIcHO HUBO Ha CPK u pabaomuonusa.

En3uMH OT cucTeMarta Ha uuroxpoM P450

JTaHHWTE OT in vitro W in vive Npoy4BaHHS MOKA3BaT, 4€¢ PO3YBACTATHH HE € HUTO HHXUOUTOP, HUTO
HHIYKTOp Ha LMTOXpoM P450 n3oensumute. PolyBacTtatuH € cnab cyOCTpar 3a Te3u H3OEH3UMM.
CrneaoBaTenHoO, IEKaPCTBEHH B3auMOAeHCTBUS, pe3ynTaT oT UHToOXpoM P450-Meaunpanns
MeTaboNn3bM, He ce ouakBaTt. He ca HabniogaraHu KIIMHMYMHO 3HAYUMU B3AKMOICHCTBUA MEXOY
po3yBacTaTuH ¥ QuykoHazon (HHxuOuTop Ha CYP2C9 u CYP3A4), wim ketokonazon (Muxuburop Ha
CYP2A6 u CYP3A4). EqHoBpeMeHHUAT ripUeM Ha uTpakoHason (MHxuoutrop Ha CYP3A4)
po3yBacTaTHH, BOAU A0 28 % yBennueHne Ha AUC Ha posyBacTaTHH. ToBa Manko yBEJIHHYEHHE HE €
KJIHHHYHO 3Ha4uMo. 1o Ta3u npHuKMHa, NeKapCTBEHHU B3aUMOACHCTBHA B CIIEACTBHE HA METADONMH3bM,
MeaurpaH oT uHToXpoM P450, He ce ouaksar.

BsauMoeiicTBUs, KOUTO H3MCKBAT KOPEKLIHA Ha JI03aTa Ha po3yBacTaTHH (B, Chio Tabnuua 1)
Koraro e HeoOxoqumo Ja ce npuaara Kpectop eAHOBPEMEHHO ¢ APYTH JIEKApCTBEHH MPOAYKTH, 32
KOMTO € U3BECTHO, Y€ MOBHLIABAT €KCMNO3HLHMATA Ha po3yBacTaTHH, 103uTe Ha KpecTop TpsabBa aa ce
KopurupaT. Ha npeanuceailvTe AeKapy ce€ NpenopbHBa Ja B3eMar MpeABHI ChbOTBETHATA JIEKApPCTBEHA
HHPOpMALIMA, KOraTo oOMHCIAT NMpunaraie Ha TaKkvBa NPOAYKTH 3aeaHo ¢ Kpecrop. 3anousa ce ¢
no3a Ha Kpectop ot 5 mg BegHbXK AHEBHO, AKO OYAaKBAHOTO NOBHLLIEHUE Ha ekcroznumaTa (AUC) e
NpUOJH3UTENHO JABYKPATHO WAM no-ronsMo. Makcumanuara qHeBHa no3a Ha Kpecrop Tpabea na ce
KOpUrupa Taka, 4e O4aKBaHaTa €KCMO3ULIMA HA po3yBacTaTUH HAMA BEPOATHOCT A3 HAJABHILH Ta3H Ha
40 mg nueBHa ao3a Kpectop, npuer 6e3 B3auMOAeHCTBALIH IEKAPCTBEHH NPAYKTH, HalIpUMEpP A03a OT
20 mg Kpectop ¢ remdbubposnn (1,9 meTH nosuilienne) 1 go3a ot 10 mg Kpectop ¢ koMOHHaums
pHTOHaBHp/atazaHaeup (3,1 mbTH NOBHILIEHHKE).

AKO ce HaOMoAaBa, 4ye JekapcTseH npoAayKT nosuiiapa AUC Ha po3yBacTaTHH MO-Maiko OT 2 NbTH,
HayanHaTa fo3a He TpAOBa Aa ce HaMansBa, HO TpabBa 1a ce NMoAXOXJIa C BHUMaHWe, aKo 103aTa Ha
KpecTop ce nopuiu Hax 20 mg.




Tabnnua 1. E¢exr Ha eAHOBPEMEHHO NPHJIATaN JIEKAPCTBEH NPOAYKT BbPXY €KCNO3ANHATA HA
po3yBacTaTuH (AUC, B Hu3xoasm pea) or ny0siMKyBaHH KIHHHYHHE NPOYUBAHHS

IHosumasane aa AUC ua pozyBacTaTHH 2 ILTH HJ/IH HOoBeYe OT 2 NbTH

0308 pexXum HaA H030B peXAM HA Iipomana B AUC Ha
B3AHMO/eHCTBAIIOTO JIEKAPCTBO pPO3YBACTATHH PO3yBAcCTaTHA
CodocGysHp/BennaTacBup/BOKCHIANPER 10 mg eanHK4Ha f03a 7.4 mvn T

np (400 mg-100 mg-100 mg) +
Boxkcunanpesup (100 mg) Beannx
IOHEBHO 32 15 aHM

Lluknocnopux 75 mg [Ba [TbTH Ha AEH 10 mg BeaHBK AHEBHO, 10 AHM 7.1 mera T
no 200 mg apa nbTH Ha AeH, 6 Mecela

Haponyramun 600 mg 2 X aH., 3 AHM 5 mg, eIMHH4HA 1034 5,2 mora 1
Peropadeund 160 mg, BeOHBK THEBHO, 5 mg, eqUHMYHA J032 3.8 mbTH 1
14 nHK

ATazaHasHp 300 mg/puronasnp 100 mg 10 mg, enuHUYHA 038 3,1 nbri T
BeHBXK AHEBHO, 8 AHH

Poxcagycrar 200 mg npe3 aeH 10 mg, enuHuYHa 1034 2,9 nbTu 1
Bennaracsup 100 mg BeAHBX AHEBHO 10 mg, enMHUYHA J03a 2,7 nbTH 1
Ombutaceup 25 mg/napuranpesup 5 mg, eAMHHYHA 1033 2,6 mbTH |

150 mg/ puronaup 100 mg BeaHbX
nHeBHO / pazadyenp 400 mg 2 nbTH
NHEeBHO, 14 nHH

TepudnyHomua He ¢ HannyHa 2,5 bTi 1
["'pasonpesup 200 mg/enbaceup 50 mg 10 mg, eaHU4HA J03a 2,3 nbTH T
BEeIHDXK AHEBHO, 1| AHK

["nexanpesup 400 mg/nmubpeHracsup 5 mg BeAHBK JHEBHO, 2.2 NbTH |
120 mg BeAHBXK JHEBHO, 7 THK 7 NHH

Jlonunasup 400 mg/putonasup 100 mg 20 mg BeaAHLK AHEBHO, 7 IHH 21metu T
IBa NBTH Ha AcH, 17 nHu

Kanmarunau6 400 mg n8a msty Ha AeH 10 mg, efMHU4HA fO3a 2,1 mtu T
Knonungorpen 300 mg HaToBapgaila 20 mg, enMHU4Ha 8033 2 et T
no3a, nocieaBaHa ot 75 mg Ha 24 yaca

docramatand 100 mg nBa mbTH Ha 20 mg, eJMHHYHA 1034 2,0 mutu T
OeH

debykcocrar 120 mg BEAHDbK AHEBHO 10 mg, eqHMYHA 1038 1,9 nyt T
Tadamuauc 61 mg 2 mbTH AHEBHO Ha 10 mg, envHUYHa 1032 2,0 moti T

aeH 1 1 2, nocaeaBaHo OT BEAHDBXK
NHEBHO HA AEH 3 KU 9

[emdubposznn 600 mg nga NbTH HA ACH, 80 mg, eaMHUYHA 1034
7 Anv

IlosrmaBane Ha AUC Ha po3yBacTaTHH NO-MAJIKO OT 2 IbTH

J030B pexnm HA H030B peKHM Ha
B3RAMOAEHCTBALIOTO JIEKAPCTRO PO3YBACTATHH




i

Entpombonar 75 mg BeAHbX NHEBHO, 10 mg, eauHKUYHA n03a 1,6 mbTH 1)
5 AHU

Hapyuasup 600 mg/puronasup 100 mg 10 mg BeaH®X AHEBHO, 7 IHH 1,5 mbtu T
Ba ITbTH Ha OeH, 7 AHU

Tunpanasup 500 mg/puroHasup 200 mg 10 mg, enuHn4Ha go3a 1,4 mbta T
JIBA ITbTH HAa O€EH, 1] AHU

Jponenapon 400 mg ABa MeTH HA ACH He ¢ HannyHa 1,4 metu T
HUrpakoHazon 200 mg BeaAHbX AHEBHO, 10 mg, envHUUHA 1032 1,4 net T°°
5 oHM

Ezernmu® 10 mg BeAHBXK HEBHO, 10 mg, BeaHBK AHEBHO, 14 IHH 1,2 mea T
14 pum

IMounxasane Ha AUC na po3yBacTaTHH

H030B peXHM HA {030B pexuM HA IIpomana B AUC na
B3aHMOEHCTBAMOTO JEKAPCTBO PO3YBACTATHH PO3YBACTATHH'
EputpomuinH 500 mg yeTHpU bTH Ha 80 mg, eanHMYHa A03a 20 % 4

I€H, 7 JHMH

BaukanuH 50 mg TpH ITbTH Ha JIEH, 20 mg, eqMHMYHA 034 47 % 4

14 nHu

* JaHHKUTE, MOCOYEHH KATO X MbTH MPOMSHA, TIPEACTABAT MPOCTO CHOTHOILIEHUE MEXKTY
¢ITHOBPEMEHHO NPWIOXKEHHE U NTPHUIOKEHHE HA PO3yBaCTATHH CaMOCTOATENHO. JIaHHMTE, MOCOYEHH
KaTo %, NPeACTaBAT MPOLIEHTA Pa3vKa, OTHECEH Ha CAMOCTOSTENTHOTO NMPUIOXKEHHE Ha
pO3yBaCTATHH,

[TOBHILIABAHETO € MPEACTABEHO KATO ,, 1%, MOHIDKEHHETO KaTo ,,\”.
""Hakonko Npoy4BaHHs 3a B3aHMOJEHCTBHE Ca NPOBEAEHHM C pasIuyHH Jo3Hporky Kpectop,
TabHLATa NpeaACTaBs Haii-3HAYMMOTO CHOTHOUIEHHE,
AUC = nniown noag kpupara,

CneasuTe IEKapCTBEHH MPOAYKTH/KOMOMHALIMA HE OKA3BaT KNWHWUYHO 3Ha4uM edekT Brpxy AUC Ha
pPO3YyBaCTATHH IPH €AHOBPEMEHHO MPUITOKEHHE:!

Anernurtazap 0,3 mg npunoxkeHue 3a 7 oHY; PeHopubpat 67 mg 7 AHMU NPHIOKEHHE TPH ITHTH HA JEH;
dnykonazon 200 mg 11 quu npunoxenue BeaHBXK OHeBHO; PoszamnpeHasup 700 mg/puroHaBup
100 mg 8 nuum npunoxeHue ABa MbTH Ha AeH; Ketokonaszon 200 mg 7 nHH NMpHIOXKEHHE NBa ITbTH Ha
neH; Pudamnu 450 mg 7 aHu npunoxerue BeaHbXK AHeBHO; CunumapuH 140 mg 5 aAHU npunoxeHHe
TPH MLTH HA JEH.

Egpexm na poszysacmamun evpxy eOHOBPEMEHHO NPURAZAHY EKADCMBERYU RPOOYKMU

AHTaroHUCTH Ha BHTAMHH K

fMono6Ho Ka npyru nuxudburopu Ha HMG-CoA penykrasara, 3anouBaHeTo Ha JieueHue ¢ Kpectop
HAH TUTPHPAHETO HA J03aTa My NPy NALMEHTH, TPUEMAalilH aHTArOHUCTH Ha BUTaMuH K (xaro
BapgaprH WIH APYr¥d KyMapHHOBH aHTHKOAryJIAaHTH), MOXE J1a JOBEAE 10 NOBHIICHHE Ha
MEXXIYHapPOTHOTO HopManu3upaHo csoTHoLIeHHe (International Normalised Ratio, INR).
[IpexbCBaHETO HA JIEYEHHETO WM HAMANABAaHE Ha J03aTa Ha TUTpUpaHe ¢ KpecTop, MOXe a noBele
o HamaneHue Ha INR. Ilpu nogobuu curyauuu ce npenoprusa MORUTOpHUpaHe Ha INR,

[lepopaliHH KOHTPALETTHBHW/ XOPMOHO3aMECTBAaIla Tepanus
EnnoBpeMeHHHAT npHeM HAa KpecTop U nepopaniHH KOHTPALEHTHBH, € NOBEN AO M08 )
Ha €THHW ecTpaJHOa H HoprecTpel, ChOTBETHO € 26 % U 34 %. Te3n noBuileHH 1fa3Ne
KOHLIEHTpaLMH TpAOBA 1a Ce B3eMaT Mo BHUMaHHUE, KOraTo ce onpeaens 103MpogKate _
IEPOpPATHHTE KOHTpaleTHBH. HaMa papMaKkOKMHETHUYHH JAHHH 32 MALMEHTH, KOUTO [THI
eqHoBpeMeHHO KpecTop ¥ xopMOHO-3aMecTBallla Tepanui. ETo 3aio, B3auMones
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no-rope, He TpAGBa na Obie H3KMIOUEHO KaTO BeposTHO. Benpekw ToBa, Tazn koMOHHaLMs € Ouna
[IUPOKO MPHIaraHa oOT )KeHH B KIIMHWYHH H3NHTBaKKA W € OWia TonepHpana gobpe.

Jpyry nexapCcTBEHH NMPOAYKTH
Huzoxcun: Bb3 OCHOBA Ha JaHHUTE OT CNEHU(PHYHN NPOYYBAHUA 32 W3C/ICBAHE HA IEKaPCTBEHU

B3a¥IMOAEACTBUA, HE C€ OYAKBA KITHHUMHO 3HAYUMO B3aUMOJCHCTBHE C JUTOKCHH.

Dy3udosa xuceauna: He ca npoBeKJaHH NPOYUBAHHA 3a H3CIEABAHE HA B3aHMOACHCTBHA C
po3yBacTaTHH H Qy3uaoBa KucenuHa. PHCKBT 0T MHONATHA, BKTIOUMTEIHO pabnoMHOIN3a, MOXKE a
ce YBEJIH4H NIpH eAHOBpeMeHHa ynotpeba Ha Py3HaoBa KHCENHHA 32 CHCTEMHO NPHIOKEHHE H
cTaTUHH. MexaHnW3MBT Ha TOBa B3aUMOJeiCcTBHe ((papMaKOAMHAMHYHO WIH (apMaKOKHHETHYHO, WU
1 JIBETE) € BCe olle HenssecTeH. MMa cprobimenna 3a pabaomuosninza (BIJIIOYUTENHO HAKOJIKO €
daTaneH U3XO) NPU MALKHEHTH, MpUeMallli Ta3H KOMOHHaLMA.

AKo TepanusaTa ¢ Qy3HACBA KHCEIMHA 32 CHCTEMHO NPHJIOKEHHE € HATOXKUTENHA, JIEYEHHETO C
Kpecrop Tpabpa na 6bae npekbcHaTO MO BpeMe Ha NepHoja Ha eUeHUE ¢ Py3HI0Ba KHCENHHA.
BipkTe Cbino Touka 4.4.

I legMaTprU4yHa NONMYJIALHA
[TpoyuBaHKAa 3a B3aHMOACHCTBHA Ca MPOBEXKAAHH CaMO NPH Bb3pacTHH. CTeneHTa Ha

B3aMMOJCHUCTBUATA B NISAHATPHUHATA MOMYIALMA HE € H3BECTHA.
4.6 ®epTHanrer, 6peMEeHHOCT H KbPMEHE

KpecTop € riporuBonokasaH no BpeMe Ha OPEMEHHOCT H KbPMEHE.
JKenun B nerepoaHa Bb3pacT TpsOBa 4a Npwiarat NOAXOAAIH KOHTPALETTHBHH MEPKH.

bpemMeHHOCT

XonecteponsT U APYrH NPOAYKTH Ha XOJIECTEPOJIOBUA OHOCHHTES Ca BAXKHU 33 pa3BUTUETO HA NNOJA.
Eto 3amo, noTeHUMa/iHUAT pUCK OT uHXHOUpaHe HAa HMG-CoA penykrasara € no-ronsm, B
CpaBHEHHE ¢ MOJ3aTa OT JCYECHHUETO MO BpeMe Ha OpemeHHocT. M3cneaBaHusaTa BbpXy XKHBOTHY
OCHTYPSABAT OrpPaHUUYCHH JaHHH 34 PENPOAYKTUBHA TOKCHMHOCT (BXK. TOUYKA 5.3). AKO NAaLMECHTKA
3abpeMeHee No BpeMe Ha JIEYEHHE C TOBA JICKAPCTBO, NMpUeMbT TpadBa a Obae He3abaBHO
NpEcyCTAHOBEH.

KnpMeHe
OrpaH{4eHY JaHHM OT MyOGNMKYBaHU AOKJIAAW NMOKa3BaT, 4€ pOo3yBacTaTHH MPUCHCTBA B YOBCHIKATA

KbpMa. PO3yBacTaTHH Ce OTeNnd B MIIAKOTO Ha IbxoBe. Ilopagn MexaHW3Ma Ha aeicteue Ha Crestor,
CBILECTBYBA NOTEHLMAIEH PUCK OT HEXKEJIAHH peakUMK NpH KbpmadeTo. Crestor € NpOTHBONIOKA3aH 1o
BpEME Ha KbpMeEHe.

Qeprunurer
Hama u3BecTHM eekTH BupXy dhepTHnnTeTa ciel ynorpedaTta Ha po3yBacTaTHH.

4.7 EdexTs BLpXY cniocoOHoOCTTA 38 MOoPpHpane H pabora ¢ MAIMHKH

He ca npoBexaany npoyyBaHHa 32 YCTAHOBABAHE HA BIUAHUETO Ha KpecTop Bopxy cnocobHOCTTA 3a
mwodupaHe 4 padora ¢ maiunHu. Bu3 ocHOBa Ha hapMakoAMHAMUYHHTE CBOMCTBA, HE CE OHaKBa
Kpectop aa noenuse HebnaronpuaTHo Te3n cnocobHocTH. [lpu modupane wnu pabora ¢ MalIHHK

TPHGBEI Ad ¢€ HMa NIpEABHKI, Y€ INPHEMAHCTO HA JICKAPCTBOTO MOXKE Na NMPCAUIBHKA CBCTOBBPTCK.

4.8 Hexenadn 1eKapcTBEHR PeAKNHHA

HexenaHuTte nekapcTBeHH peakuud, HabniogasaHu npu ynorpebara Ha Kpectop, obu
NeKH W nipexoaHu. [Ipu KonTponupaHuTe KIMHUYHU M3NUTBaKUA, Noj 4 % oT nauye
¢ KpecTop, ca NpeKbCHANH NEYEHUETO NOpaaH HEXKEIaHH peaKLMH.
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TabnnueH CNHCHK HA HEXKENAHHTE PEAKLIUH
BasnpaHa Ha JaHHM OT KNIMHUYHK NPOYUYBAHHA H OoOIIMpEH NOCTMAPKETHHIOB ONHT, ClieAHaTa

TabnuLa npeacTass NpodWIbT HA pO3YBACTATHH IO OTHOIIEHHE HA HEXKETaHU IeKAPCTBEHH pEeaKkLHH.
Hexenanure peakiiiy, H36poeHH Mo-J0Ty ca KnacHQHLMpaHH MO YECTOTa H CHCTEMO-OPraHeH Kiiac

(COK).

YecTOTaTa Ha HEXENAHUTE peakLiMK € chobpaszeHa Che clleiHaTa KOHBEHLMA: yecTH (= 1/100 no 1/10);
reuecTH (> 1/1 000 go 1/100); peaku (= 1/10 000 go 1/1 000); MHoro peaxy (< 1/10 000), HenssecTHa
yecToTa (He MoXe a Obae OlieHEHa OT HATMMHUTE NaHHH).

Tabanna 2. Hexkelan# JieKapcTBEHH PEAKIHA Oa3HPANH HA JAHHH OT K/IHHHYHA NPOYIBAHHA H
NOCTMAPKETHHIOB ONHT

CuTeMO-Opranes [decrn HeuectH Penx Muoro peakn | HenzsecTHA
KJIAC _ YeCcTOTAa
-Hapywenuﬂ HAa | TpombouuToneH
Kpbama u auMprama st
cucmema_ L 4 1
[Hapymenuﬂ HQ L Peakiiuu Ha
| UMYHHamMQa cucmema CBPBX4YBCTBHUTE
“ JTHOCT,
BKJIIOUMTESTHO
_ _| aHrHoEOEM |
Hapywenus na 3axapeH
EHOOKpUHHAMA anaber’
cucmema L B 1
Icuxuunu Henpecus
| Hapywienus_ - | _
Hapywenus na ['nasobonu Monunesponartu | [epudepna
HepeHAamMaA cucmema |e | HEBpONaTUs
3amMaiBaHe 3ary6a Ha namet | Hapywenusa Ha
CBHA
( BKJIIOUHTEITHO
HHCOMHHA H
[ KOMIMapH)
MuacTeHUA
r * rPaBHC
| Hapywenua na Ouna
oyume | MHACTEHMS
Pecnupamopnu, 1 Kauinuna
ZPbOHU U JMcniHes
Meouacmutainu
HAPYUIeHUA | _ | ! 4
Cmomawno-ypeenu | KoHcTHRAL [TaHkpeaTuT Huapus
HAPYWeRus U
['ageHe
Abaomunan
_ | Ha bonka
Xenamobunuaphu [ToBuiieHH A brrreHUUA
HADYUIEHUA YyepHOAPOOHH Xenarur
| 1 TpaHCaMHHA3H
Hapywenua na [Tpypuryc
Koxcama u Obpus
NOOKOXCHAMA MBbKAH | Ypruxkapus
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| CUCTEMHH
CUMMTOMH
(DRESS)
|
' KV 1 "
Hapywernua na Muairus MuonaTtus ApTpanrus HapyweHna Ha
MYCKYAHO- | (BKITIOYHTEMHO CYXOXHIIHATA,
ckeremuama MHO3MT) MOHAKOTra
cucmema u Pabaomuonusa YCIIOKHEHH OT
cbeounumennama Jynyc-noaobex | pYNTYpAa
MbKaH CHHIPOM HmyHOoMenHupa
Pyntypa Ha Ha
MYCKYJl | HEKpOTU3HWpaLIfa
| _| MHOMATHS
Hapywenua na XeMmaTypus
b6vopeyume u
nuKoYHume nomuuye _
Hapywenus na I'uHeKoMacTHA
| Ppenpooykmusrama
| cicmeMa u zbpoamda 1
| Obwu napywenus u | ACTCHHA Enem
eghexmu Ha
MACMOMO HA
nNPUROINCEHUE

'YecTOTaTa 1LIE 3aBUCH OT HATMYMETO WIH OTCHCTBHETO Ha pUCKOBH (hakTopH (I/I0KO3a Ha TajHo
> 5,6 mmol/l, uHaekc Ha TenecHa maca > 30 kg/m?, noBHilieHH CTORHOCTH Ha TPUIJIHIEPHANTE, aHAMHE3a 34
XUITEPTOHHSA ).

Kakto npu apyrd ukxuduropu Ha HMG-CoA penykraszara, yecTrorarta Ha HEXENAHKTE IEKaAPCTBEHH
peakuMH 3aBHCH OT 103aTa Ha IEKapCTBOTO.

EdexTy BLpXy 660peLuTe
[1pu nauneHTH, nexyBanu ¢ Kpecrop, € HabmoaapaHa npoTeUHypHa, YCTAHOBEHA NPH K3CIEIBAHE C

TECT-NTCHTHYKH H KOATO € C IIPCAUMHO T_YG)’J'[CH INMpOHU3X0A.

B onpeneneHH MOMEHTH OT JieueHHETO, NMpu < 1 % oT nauueHTuTe Ha 10 mg u 20 mg, u npwu
npubausuTenHo 3 % oT nauueHTHTE, JieKyBaHH ¢ 40 mg, ca HabmoagaBaHH NPOMEHH B K3CICABAHUATA

3a MPOTEUMH B YPHHATA OT OTPHLATENEH PE3YITAT WM cneau a0 ++. HesHauuTeNnHO OTKNOHEHHE, B
NOCOKa OT OTPHLIATENEH pe3ynTaT Wik clield KbM +, € HabntoaapaHo nipy ao3a 20 mg. B noseuero
CIIy4aH, MPOTEHHYpHATA HAMAIABA WIHM H34€3Ba CIIOHTAHHO B MPOLIECA HA ICUCHHUETO, H HE € JOKA3aHO
N2 NpeAlLlecTBa OCTPO M nporpecHBHO 0bOpevHO 3abonasane. O npernena Ha AAaHHUTE NIPH
KJIHHWYHHATE ONHTH H NMOCTMAPKETHHIOBUTE MPOYUBAHUSA, 10 CEra HE € YCTAHOBEeHA ITPUMUHHA BPb3KA
MEXIY MPOTEHHYPHATA H OCTPO WIH NPOrpecHBHO 0BOpeqHO 3a00/15BaHeE.

IIpu naumneHTH, NeKyBaHu ¢ Kpecrop, ¢ HabalogaBaHa XeMaTypHa, HO KIMHHYHHWTE JaHHH COYaT, Y&
YeCcTOTATa ¥ € HUCKA.

EdekTH BbpXY CKENETHATA MYCKYJIaTypa
Kaxto npu apyru unxubnropu Ha HMG-CoA peaykrasara, BB3A€HCTBHS BLPXY CKENETHATA

MYCKYJIaTypa KaTO HeYCJIOXKHEHA MHAJITKA, MUOTIATHA (BIUTIOYHTETHO MHO3MT) H pabaoMHoy3a, ca
YCTAHOBEHH MPH NAaLYEHTH IEKYBAHH ¢ KpeCTOp — BB BCHYKH TEPANECBETHUYHHU A03H, 0CHL Of AG
Han 20 mg. $33€3"
Veenuyenue Ha HUBoTo Ha CK, BclieACTBHE Ha YBEIHUEHHE Ha 103aTa, € Habmoay E { DA SRR
Opoii nalMEeHTH HA pO3yBACTATHH; MHOXKECTBOTO OT CIIy4YauTe Ca JIEKH, NPEXOLHU :':" et 2
Axo nuBoTo Ha CK ce nosuiiy (> 5 mbTH ropHara rpaHuLa Ha HOpPMAaTa), JleHCHHALOIDERIRE:
BPEMEHHO Jia C€ NMPEYCTAHOBH {BXK. TOUKa 4.4).
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EdekTH BbpXY YepHus 1pob

Kakto npu apyru nuxuburopy Ha HMG-CoA penykrasara, yBenH4ueHHe Ha TpaHCAMHHA3HTE,
CBBP3aHO C AO3HPOBKaTa, € HabnoAaBaHO NPH MATBK OpOH NalIMEHTH Ha PO3yBaCcTaTHH, MO-roiaMa
4acCT OT CIYYauTe Ca IEKH, aCHMITTOMaTHYHH W NMPEXOIHH.

Kpecrop
CneaHuTe HEXENaHU peakUHH ca A0KNaABaHH NPH HAKOW CTaTHHMU:

e CekcyanHa auchyHKLMA.
e MHsonupanu ciiyyan Ha MHTEpCTHHMANHa 6enoapobHa 6onect, ocobeHO NPH NPOABLIDKUTENHA
Tepanus (BX. TouKa 4.4).

JloxnaaBaHara 4ecToTa Ha pabaoMHOIN3a, CEPHO3HH HEpHOAPOOHH YBPEIH (OCHOBHO - YBEIHYEHH
YepHOAPOOHH TpaHCAMHHA3H), € NO-BUCOKA MPH AO3HPOBKa oT 40 mg.

IleauaTpuuHa nonynauuns

[ToBuinaBaHe Ha kpeatuHkHHa3aTa > 10XULN H MycKynHH CHMNTOMH, C/IEA YNPAXKHEHHUA WK
nosuieHa (pU3MYECKa aKTUBHOCT, ca HabIIOAABAHU MO-YECTO B €XHO 52-CEAMHYHO KITHHUYHO
MpOy4YBaHe Ha AcLUa U IOHOLIM, B CPaBHEHHE C BE3pacTHHTE (BXK. To4Ka 4.4). B apyr acnekT, npoduneT
Ha 6e€30MacCHOCT HA PO3YBACTATHH € CXOJECH MPH JeLa U I0OHOIIN, B CPaBHEHHE C Bb3PacTHHTE.

Cro0inaBaHe Ha NOJO3HPAHH HEXENTAHH PEAKLUK
C10o0LaBaHeTo Ha NOAO3MPAHH HEXENAHU PeaKLMM Cefl paspeliaBaHe 3a ynotpeba Ha JekapCcTBEHHA

MPOAYKT € BaxxHo. Tosa no3sossBa Ja NpoIb/bKY HabM0AEHHETO Ha ChbOTHOLIECHHETO [0N13a/PUCK 3a
NeKapcTBEHHUA MPOAYKT. OT MEAULIMHCKHUTE CINELIMATMCTH C€ U3MCKBa Aa ChoOLLaBaT BCAKA
NOJ03HPAHa HEXENaHa peakyus 10:

bbarapas

H3npNHUTEAHA areHLHA N0 JIEKapCTBaTa
yn. ,,Jlamsan I'pyep” Ne 8

1303 Codmnus

Ten.: +359 2 8903417
yebcaiT: www.bda.bg

4.9 [Ipenozupane

Hama cnelpduyHo neyenye B ciTyyait Ha npeposupaHe. [Ipu npenosupane, nauMeHTsT TpabBa Aa ce
JleKyBa CHMITTOMATHYHO U JIa € 3allOYHAT NOAAbPXKaLlH MEPKH croped HyKaata. YepHoapobHara
¢yuxipa U HuBata Ha CK 1pabsa na ce cnenar. Maiiko e BeposTHO xeMoaManusara Aa Obje or nonsa.

5. ®APMAKOJIOTMYHH CBOMCTBA

5.1 PapMaKkoIAHAMHYHH CBOHCTBA

dapmakorepaneBTHuna rpyna: HHxubuTopH Ha HMG-CoA peayxrasara, ATC koa: C10AA07
MexaHU3bM Ha JEHCTBUE

Po3yBacTaTHH € ceJIeKTHBEH H KOHKYpeHTeH HHXxubuTop Ha HMG-CoA penykrasara,
CKOPOCTOrPaHHYABAILMAT CH3IUM, KOUTO NpEBpDbILa 3-XHIPOKCHU-3-METHIIMTYTapHII KOCH3IHM A B

MEBAJIOHAT, NPEKYpcop Ha xoJiecTeponia. OCHOBHO BL3AEHCTBHE pO3yBacTaTHH OKa3Ba Bh
npo0, opranbT, B KOHTO C€ H3BBLPLIBA HAMANISBAHE HHUBOTO Ha XOJIECTEPO.

Po3yBsactaTiH yBennuapa 6pos Ha wepHoaApoOHuTe LDL peuentopu BbpXy KiI
KaTo 3acWiBa noemMaHeTo u KatabonusMa Ha LDL u uuxubupa ueproapodbuara
TO3M HAYHH, pO3yBacTaTHH HaMansBa oouiug Opok Ha VLDL u LDL yactuum.
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dapMakoIuHaMUYHK eeKTH
Kpectop Hamanasa nosuwieHus LDL-xonectepon, oOums X0neCTepos U TPHITHLEPHANTE, H

noguwasa HDL-xonecrepona. Toi cbino nonuxasa ApoB, HeHDL-C, VLDL-C, VLDL-TG u
ysenuuaBa ApoA-I (Bx. TaGnuua 2). Kpecrop nonnxasa u cvotHOmWeHuaTa LDL-C/HDL-C, obuw
C/HDL-C, neHDL-C/HDL.-C u ApoB/ApoA-I.

Tabauua 3. OTrosop HAa A03aTa NPH NALNHEHTH ¢ ObPBHYHA XHOepXxoaecTeposemus (THN Ila n
ITb) (xopHIrMpaH cpeleH NPONEHT HA NPOMAHA OT H3X0IHOTO HHBO)

i

Ho3a N LDPL-C O6m-C HDL-C TG neHDL-C ApoB ApoA-I
[Inanebo 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

TepaneBTHYHHKAT OTTOBOP KbM NeueHHeTo ¢ Kpectop ce 3abena3ea 10 1 ceqMHIIA OT HA4AO0TO Ha
Tepanuara ¥ 90 % OT MaKCHMaJIHHA OTrOBOP c€ MOCTHra 40 2 CeAMHMIUK. MaKCHMaNIHHAT OTrOBOP
0OHKHOBEHO ce NoCTUra KM 4-Ta CEAMHLIA U C€ TMOAIbpXKa ClIE] TOBA.

KnnninvHa edukacHOCT ¥ be3onacHocT

KpecTop e edeKTHBEH NPH BB3PacTHH XOpa, CTpaAallld OT XMNEPXOJIECTEPOSIEMHA, ChC WIH Oe3
XHUIMEPTPHITHLEPHAEMHS, HE3aBUCUMO OT pacoBa NPUHAUIEKHOCT, IO/ WITH Bb3PacT, H NpH
CNEUMATHH IPYNH KaTo JHabeTHLM UK NaLMEeHTH ¢ (paMIHA XHIIEPXONECTEPONEMHM.

O6061enure Januy ot ¢aza Il Ha KnMHUYHKMTE NpoyvBaHUA noka3eart, ye¢ Kpectop e edpexTuseH npu
neyeHue Ha ronamMa vact ot nateHTuTe ¢ THN [la 1 1Ib xunepxonecreponemus (CpeaHa U3XOAHa
croiinoct Ha LDL-C oxono 4,8 mmol/l), cnopen onpeaenerure ot Eaponeiickara 0OLHOCT No
arepockneposa npuuenHu croiiioctd (EAS; 1998). Oxono 80 % ot naimentdre Ha 10 mg ca
ROCTUrHATH xenanuTe croiiHocTH Ha LDL-C (< 3 mmol/l) cnopen EAS.

B eano maniabHo npoyusane ¢ GopcHpaHO TUTpUpAHE Ha 103aTa, 435 NalHeHTH ¢ XeTEpO3HMIroTHa
damunHa xunepxonecteponieMus ca JieKysaHu ¢ 20 mg xo 80 mg. BCHUKH A03MPOBKH NOKA3BaT

TOJIOXKUTENCH PE3YATAT BbPXY JIMMHAHUTE noka3aTenu. Cnes JOCTHraHe Ha HeBHa no3a ot 40 mg
(12-ceaMuuHoO aedyerne), LDL-C namansiea ¢ 53 %. 33 % ot nauHeHTHTE AOCTHTAaT CTOHHOCTHTE Ha

LDL-C cnopen EAS (< 3 mmol/).

B eaHo oTBOpeHO NMpoyYBaHe, ¢ GopcHpaHo TUTPUpPAHE Ha Ao3aTa NMpH 42 NaluMeHTH (BKIIOUYHTETHO
8 neguaTpUUHM NalMEHTH) C XOMO3UI'OTHA (PaMWIHA XHIIEPXOJIECTEPOJIEMHS, Ca OTYETEHH
pesyaratute oT npueMade Ha 20-40 mg Kpectop. B obiuaTta nomynaums cpeAHOTO NOHIKEHUE Ha

LDL-C e 22 %.

[TpH KIMHWYHHM U3NUTBAHKA ¢ orpaHuyeH Opoii nauuentn, Kpecrop nokassa aaAMTHBHA €(PEKTHBHOCT
NpyU HaMansgBaHe Ha TPUIIHLEPHANTE, KOTaTO € NpHeMaH B KOMOHHauHs ¢ PeHOPHOpaT H yBETHYEHHE
Ha HHBOTO Ha HDL-C B koMOHHaLMA ¢ HHalHH (BXK. To4ka 4.4).

B eaHo MyATHIIEHTPOBO, ABOMHO CANO, ruianebo-koHTponupaHo KnuHu4HO npoyusane (METEOR),
984 nauKeNTH Mexay 45 u 70 roguHH, ¢ HUCHK PHCK 33 HCXeMH4YHA BonecT Ha ¢hpueTo (IepUHUpPAHO
xato Framingham pyck < 10 % 3a 10 r.) 1 ¢be cpeged LDL-C 4,0 mmol/l (154,5 mg/dl), Ho cBe

cyOKAHMHHUYHA aTEPOCKIIEpO3a, YCTAHOBEHA YPE3 H3MepBaHe Ha JebennHaTa Ha Kapoau JuaTs AR
meaus (Carotid Intima Media Thickness, CIMT), ca paHgomuzdpaHi Ha 40 mg po3y s -:?, L BE
JHEBHO WK nnanedo 3a 2 roguHH. Po3yBacTaTuH 3HaUYMTENHO 3a0aBa nporpecusTy A MAKCKS '--\

CIMT Ha BcHukH |12 MecTa Ha KapOTHIHHTE apTepyy, B cpaBHeHHE ¢ mnanebo -0,§ ?
(95 % CI -0,0196, -0,0093; p < 0,0001). ITpoMaHaTa. cnpsaMoO UIXOAHUTE CTOHHC FaAl;
po3yBacTaTiH, € -0,0014 mm/rogrna (-12 %/roanHa (Hecuruu$pHKaHTHO)), B CpaB Bt 00

rpynara ¢ nporpecus ot +0,0131 mm/roamna (1,12/roguna (p < 0,0001)). He e ne
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INUPEKTHA B3aMMOBPDb3Ka MEXLY MOHMmKEHHeTo Ha HHBaTa Ha CIMT n nmoHwkeHHs pHCK OT
ChpACYHOCHA0BH chOuTHA. [Tomynaumara B npoyuBaHero METEOR € ¢ HUCBK PHCK OT HCXeMHYHA
GonecT Ha CLPLIETO M He € NPeACTaBUTENHA 32 TapreTHaTa nonynauus Ha Kpecrop 40 mg.
Ho3uposKata ot 40 mg Tpsa0Ba fa ce NpeAnHcBa CaMo NPH MALKEHTH C TEXKA XHUIIEPXONECTEPONEMHMA,
¢ BHCOK CBPIAEHHOCHAOB PHCK (BXK. TOUKa 4.2).

IMpoyusanero JUPITER (the Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin) uacnenpa epexra Ha Kpectop (po3yBacTaTHH KaJiLMi)
BbPXY MOABATA HA FOJIEMH aTePOCKIEPOTHYHH ChPAEHHO-CHA0BH ChOHTHS npu 17 802 Mbxe

(> 50 roauHK) v xeHu (> 60 roauHK).

YuyacTHHLMTE B NPOYUBAHETO Ca PpaHAOMHU3MpaHK Ha rianefo (n=8 901) unu posysacratud 20 mg
BeAHBX JHEBHO (n=8 901) u ca npocneneHu 3a CpeAeH NEPUOL OT 2 FOAUHH.

Konuenpauuute Ha LDL-xonectpona ca noHwxeHd ¢ 45 % (p < 0,001) B rpynara Ha po3yBacTaTvH, B
CpaBHEHHE ¢ u1auedo rpynara.

[pu post-hoc aHann3 Ha BUCOKO-PUCKOBA IPyMNa OT nuua ¢ 6a3nyeH puck no Framingham > 20 %

(1 558 nuua), kMa 3HAUMTENIHA peAYKLUMS B KOMOMHHpaHaTa KpaidHa TOYKa OT CbpAe4YHO-Ch/0BA
CMBPT, HHCYIT H MHOKapAaeH nHbapkT (p=0,028) npu neveHHe ¢ po3yBacTaTHH, COPAMO Tuianedo.
A6conoTHaTa peyKLMs Ha PHCKa B HUBOTO Ha cvbutHaTa 3a 1 000 nauyenToronynm ¢ 8,8.
ToranHaTa CMBPTHOCT € HENPOMEHEHa B Ta3n BUcokopuckosa rpyna (p=0,193). IIpu post-hoc ananu3s
Ha BUCOKOPHCKOBa moArpyna ot aunua (9 302 auua o611o), ¢ 13xX04Ha OLEHKa Ha pHcKa > 5 %
(eKCTpanonMpaH Ja BKIKOYM JTHLA HaJ 65 rOAUHH), HMa 3HAYUTEIHA PEAYKLMA B KOMOHHMpaHaTa
KpaifHa TOYKa OT ChpAEHHO-CBAOBA CMBPT, HHCYAT H MHOKapeH HHpapkT (p=0,0003) npn neyennero
¢ PO3YBACTATHH, CIpAMO mwale6o. AGCoNIOTHaTa peyKLUMS Ha PUCKA B HUBOTO Ha ChOMTHATA € 5,1 32
1 000 nauMenToroauHy. ToTanHara CMBPTHOCT € HEMPOMEHEHA B Ta3H BUCOKO-pPHCKOBA Irpyna

(p=0,076).

B npoyusanero JUPITER, 6,6 % ot nuuata ¢ po3yBacTaTiH H 6,2 % OT aKuara ¢ nianebo ca
NPEKPaTIHIH NPHEMA HA H3CIEIBaHOTO JIEKAPCTBO NOpaaH HexenaHo cvOHuTHE. Hali-uecTuTe
He)XeNnaHu CHOUTHA, KOWTO ca AOBENIH A0 NpeKpaTABaHe Ha aeueHreTo ca: muanrus (0,3 %
po3ysacTaThH, 0,2 % mnaune6o), kopemna 6onka (0,03 % posysacratuH, 0,02 % nnauedo) u oopHe
(0,02 % posypactathH, 0,03 % nnaue6o). Halt-uecTuTe HEsKENaHW CHOUTHA, C HHBO MO-TONAMO H
paBHO Ha nnauebo, ca MHPEKUHH Ha MHKovHKUTe mbTUua (8,7 % po3ysacTtaThH, 8,6 % miauebdo),
HazodapuHruT (7,6 % posysacratii, 7,2 % mnauebo), 6onka B repba (7,6 % posysactaruH, 6,9 %
nnanebo) U Muanrus (7,6 % po3yBacratHH, 6,6 % mnaiuedo).

[leanaTpuyHa nomynaums

B eaHo ABOWHOCAATIO, PAHAOMH3IUPAHO, MYJITULIEHTPOBO, NIauedo-KOHTpoiupaHo, 12-ceAMHYHO
npoyuBaHe (n=176, 97 oT MBKKH 1o 1 79 OT KEHCKH NoN), nocneaBaHo ot 40-ceAMHYHA, OTKPHTA
dasza ¢ THTpUpaHe Ha 403aTa Ha po3yBacTaTHH (n=173, 96 OT MBKKH 1OJ1 H 77 OT KEHCKH NOJI),
nauueHTH Ha Bb3pact 10 a0 17 ronnnau (craauii 11-V no Tanep, MoMuuera noHe 1 roguHa cien
HaYaJIOTO HA MEHCTPYALMATA) ¢ XETEPO3UIOTHA (PAMIITHA XHIIEPXOJIECTEPONEMH, MOTyUaBaT
po3yBacTaTuH 5 mg, 10 mg wiu 20 mg, unyu nnauebo, AHeBHO 3a 12 ceamuLy, a cnej ToBa BCHYKH
NnoAy4yaBaT po3yBacTaruH AHeBHO 3a 40 ceamuitd. B Hauanoto Ha npoyuBaHeTo npubnusuteaHo 30 %
ot nauueHTHTe ca 10 10 13 rogumum ¥ npubnuzurenHo 17 %, 18 %, 40 % u 25 % ca cboTBETHO B
craguii I, I11, IV u V no Tanep.

CHOTBETHO, B cpaBHeHue ¢ (0,7 % 3a mnauebo.

B kpas Ha 40-cegmuyHara OTKpUTa a3a ¢ THTPHPAHE A0 MpHLIETHA CTORHOCT, € 1)
MakcuMyM 20 mg BeausX AHeBHO, 70 ot 173 nauuvenTH (40,5 %) ca nocTvryany fjpiaues
croiioct 38 LDL-xonecrepon ot no-manko ot 2,8 mmol/l.
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Cnen 52 cenMULM Ha W3CNIEABAHOTO JIEYEHHUE HE € YCTAHOBEH HUKaKbB e(PeKT BbpXy pacTexa,
ternoro, BMI nnu nonosoto cb3psapaHe (BxK. Touka 4.4). Tosa npoyuBane (n=176) He e
NnpeAHa3HaueHO 332 CPABHABAHE HA PEAKH HEXKE/IAHH JICKAPCTBEHH PEAKLIHH.

Po3yBacTaTHH € MPOy4BaH CblIO0 B €4HO 2-NOAKLIHO OTKPHTO KIHHHYHO MpOy4YBaHe, C THTpUpPaHE Ha
no3ara 10 XenaHata 103a, npy 198 aeua ¢ xerepo3HrorHa paMiiIHa XHIEPXOAECTEPOJIEMHS Ha
pp3pact 6 a0 17 ronunu (88 MmoMuera u 110 MomuueTa, craauii no Tauep < I1-V). Hauannara go3a
MpH BCHYKH NALHEHTH € 5 mg po3yBaCTaTHH BEAHBK AHEBHO. [Ipy nanyeHTHTE Ha BB3pacT 6 A0

9 roaMHH (n=64) no3ara MOXe Aa Ce THTPHpa A0 MakcuManHa ao3a 10 mg segHsXK JHEBHO, a MpH
NnaLHeHTH Ha BB3pact 10 a0 17 rogunn (n=134) no MakcuManna ao3a 20 mg BeAHbXK AHEBHO.

Cnen 24 Mecena Ha feYyeHHe ¢ po3yBacTaTHH, LS Ha cpeanus npoueHT Ha Hamanenne Ha LDL-C
CNpAMO M3XOAHATA CTOHHOCT € -43 % (u3xoaHo HuBo: 236 mg/dl, mecen 24: 133 mg/di). 3a Bcaka
Bh3pacToBa rpyna, LS Ha cpeaHus npoueHT Ha HaMasieHue Ha LDL-C cnpsamMo u3xonHata CTORHOCT € -
43 % (u3xoaHo HUBO: 234 mg/dl, mecenr 24: 124 mg/dl), -45 % (u3xonHo HuBo: 234 mg/dl, Ha

mecen 24: 124 mg/dl), n -35 % (n3xoano Hueo: 241 mg/dl, mecen 24: 153 mg/dl), BbB BL3pacToBHTE
rpynu 6 10 < 10, 10 1o < 14 u 14 go < 18, cboTBETHO.

PosyBactarnH 5 mg, 10 mg u 20 mg nocTurar cbl0 CTATHCTHYECKH 3HAYHMH CPEIHH NPOMEHH
CIIPAMO H3XOJHO HHBO 32 ClIeAHUTE BTOPHYHH [MOKA3ATENU Ha NYNUAUTE U tunonpoteuHure: 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.
Bcaka oT T€3M NpOMEHH € B NOCOKA Ha NOJOOPEH JIHITHAEH OTrOBOP H C€ NOAABLKA B NPOABIDKEHHE
Ha 2 TOJAUHM.

He ce ycraHoBsipa e(eKT BbpXy pacTexa, Ternoro, UMTM wiu nonoBoTto chipaBaHe cneq 24 Mecena Ha
neueHue (BXK. Touka 4.4).

Po3yBacTaTHH € Npoy4€eH B PpaHAOMHU3HPAHO, ABORHOCHAIO, IU1alcb0-KOHTPOIHPaHO, MHOIOLIEHTPOBO,
KPBCTOCAHO MPOYHBaHe, ¢ A03a 20 mg BeHBX AHEBHO, cipaMo miauebo, npu 14 gena u ioHowu (Ha
Bb3pacT 6 no 17 roanHn) ¢ XoMO3MroTHa aMuiiHa xunepxosecteposieMHs. [Ipoyusanero BriouBa
aKTHBHA 4-CeIMUYHA BCTHIIMTENHA (a3a Ha AWETa, N0 BpEME Ha KOATO MALMEHTUTE Ca JIEKYBaHH C
po3yBacTatiH 10 mg, enHa kpbcTocaHa ¢a3a, KOATO BKIHOYBA MEPUOA OT 6-CEAMHUYHO JeUEHUE C
poszyBactaTuH 20 mg, npeaiecTBaHa UAK NocaeABaHa OT 6-CEAMHYHO e4eHHe ¢ mauebo u
nogabpxainara [ 2-ceaMuyHa $asza, npes KOSTO BCUUKH MalUHEeHTH Ca JIEKYBaHH C pO3yBacTaTHH

20 mg. [lauMeHTHTE, KOMTO NOCTHNBAT B IPOYYBAHETO HA TEpanus ¢ e3eTHMHO WiH adepesa,
NPOAL/DKABAT NEYCHUETO CH NPE3 LEIHA NEPHUOI HA MPOYYBAHETO.

CratMcTHueckd curHrgukanTHo (p=0,005) u knuHUUHO 3HauMMO HaManeHue Ha LDL-C (22,3 %,
85,4 mg/dL unu 2,2 mmol/L) ce nabnmonara cnea 6 ceaMULM Ha NieHeHHE ¢ po3yBacTaTuH 20 mg, B
cpaBHEHHeE ¢ Mnatedo MpH Aela H IOHOWHM C XOMO3UIOTHA (paMHIHA XUNEPXOJIECTEPOJIEMHA.
CraTHcTHYECKH 3HaAYMMH HamaleHusa B 0ons xonecrepon (20,1 %, p=0,003), neHDL-C (22,9 %,
p=0,003) u ApoB (17,1 %, p=0,024), ca HabmonaBanu cnea 6 ceAMHULM Ha Je4YEHKE C PO3yBACTATHH
20 mg, B cpaBHeHue ¢ nnanedo, NpH Aclia H KOHOIUHM C XOMO3HIoTHa (paMHTHA XHNEPXONECTEPONIEMMUA.
[ToHnKaBaHe chillo ce HabmoaaBa Ha TpUranyepyuanTe, choTHoeHuaTa LDL-C/HDL-C,

odm C/HDL-C, neHDL-C/HDL-C u ApoB/ApoA-I ¢cnea 6 ceaMHLIM Ha JiedeHHE ¢ pO3YBACTATHH

20 mg, B cpaBHeHHe ¢ ruauebo, npu aeua ¥ 1oHoiun. Hamanenuero Ha LDL-C cnen 6 ceaMuim Ha
neyeHue ¢ posysactatuH 20 mg, nocneaBaHo oT 6 ceAMULIM Ha JIeYeHHe ¢ Mawebo, ce 3anassa B
paMKHTE Ha 12-CeIMMYHO HENPEKbCHATO NEYEHHKE NPHU Jiella M FOHOWIM C XOMO3HIoTHa (paMUHa
xunepxonecreponeMus. EAWH nanpeHT € Man no-HaraThilHo nonvxasaHe Ha LDL-C (8,0%), Obui-
C (6,7%) u He-HDL-C (7,4%) cirea 6 ceamuuHo feuenue ¢ 40 mg ciie MoBMHIlIaBaHe Ha 10

"o

Fm

/s .-.~P"

ITo BpeMe Ha pa3lliMpeHO OTBOPEHO NMPOYUBAHE, NMPH 9 OT T€3W nauneHTH Ha 20 mg
He noseue oT 90 ceamunu, Hamanapanero Ha LDL-C ce 3ana3Ba B paMKHUTE Ha -12

[Tpu 7-Te oLeHABAHM J€1la M IOHOLUH (Ha Bb3pacT 8 A0 17 rooMHM) C XOMO3HIOTHA u R
XHIEPXOAECTEPONEMHUS, OT OTBOPEHOTO MpOyUuBaHe ¢ GOPCHPAHO THTPHUPAHE (BXK. @
npoueHTHOTO noHmwkenue Ha LDL-C (21,0 %), obw C (19,2 % ) u HeHDL-C (21,0 %
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HHBO, clie] 6 CeAMULIM Ha NIeYeHHe ¢ po3yBacTaTuH 20 mg, € B CbOTBETCTBUE C TE3U, HabAO1aBaHH B
MOCOUEHOTO MO-rope MPOYUYBaHE NpH AELA U IOHOLIH ¢ XOMO3HIOTHA haMHIHa
XHNEPXOAECTEPOTCMHA.

EBponeiickara areHuMs no JekapcTeara 0cBo00XKIaBa OT 3aIb/DKSHHMETO 338 NpeAoCTaBIHe Ha
pe3yATaTHTE OT NMPOYYBAHHUATA C PO3YBACTATHH NMPH BCHUKHM NMOATPYIIH OT NeJuHaTpHyuHara noyJiaynus
3a JICHEHWE Ha XOMO3UIroTHa damMiHa XMIIEPXOJIECTEPOIEMHA, MBPBHYHO KOMOUHMpPaHa (CMeCeHa)
AUCTUIMAEMHA H 3a TIPOQHIAKTHKA Ha ChPAEHHO-CBAOBHTE CHOHUTHA (BXK. TouKa 4.2 32 HHGOpMaLKA

OTHOCHO ynoTpeda B neauaTpusTa).

5.2 PapMakOKHHETHUHE CBOHCTBA

A6copbuus
MakcuManHu I1asMeHHd HHBa ¢e JIOCTUFAT 5 yaca chaeA nepopaiHo npHeMaHe. AOCO/IIOTHATA

onoHanuuHocT e npubnuiurenHo 20 %.

Pa3snpeneneHue
Po3yBacTaTHH c€ MOeMa OCHOBHO OT Ye€pHUA ApoD, KOWTO € OCHOBHOTO MACTO Ha CHHTE3WpaHe Ha

xonecrepona ¥ oraensde Ha LDL-C. O6eMbT Ha pa3npeaeneHne Ha po3yBacTaTHH € NMPHOTU3UTETHO
134 1. Po3yBacTatvH € CBBp3aH C IJIa3MEHUTE NMPOTEUHH, PEIUMHO anbOyMHUHAa, TPHUOIHIUTETHO B

90 %.

buorpaHchopmaLus

MeTtabonu3MsT Ha po3yBacTaTHH € orpaHudeH (okono 10 %). In vitro npoyusaHus Ha MeTabonu3ma ¢
M3MON3BAHE Ha YOBEILKM XEMaTOUMTH NOKAa3BaT, Y€ po3yBacTaTHH € cab cybcrpar 3a uproxpoM P450
obycnoenus metabonusbM. CYP2C9 e OCHOBHHAT H30€H3UM, KOHTO y4acTBa B MeTabonuiaMa Ha
posysactatuH, a 2C19, 3A4 u 2D6 yuacTBar B no-manka crened. OcHosHHuTe MeTabonuTH ca N-
AecMETUIT M JIaKTOH. N-mecMeTun € 0kon0 50 % no-Manko akTHBEH, B CpaBHEHHE C PO3YyBAaCTATHH,
A0KAaTO JIJAKTOH C€ CUMTA 3a KIHHWYHO HeaKTHBEH. PosyBactaTnn onpeaens noseue ot 90 % ot
aKTUBHOCTTA Ha uMpKynHpawua HMG-CoA unxuburop Ha peaykrasara.

EnvMMuHupaHe

[Tpubausurenno 90 % ot po3yBacTaTHH Ce €MMMHHUPA KaTO HENPOMEHEHO JIEKAPCTBO € (PeKANTHUTE
(abcopbupano W HeabcopbupaHo eKapCTBEHO BELLIECTBO), KATO OCTAHANATA 4acT Ce EKCKpeTHpa ¢
ypuHara. Oxono 5 % ce eKcKpeTupa HENMpPOMEHEH B YpUHATA. [11a3sMeHHAT NomyXHBOT € OKOJIO

19 yaca. ITnasMeHHUAT NOJMYXKHUBOT HE CE YBE/IMYABA C YBENUYaBaHe Ha Jo3aTa. CpenHUAT nnasMeH
KIMpBHC € npubnusuTento 50 nurpa Ha uac (koednuueHT Ha BapHabunnoct 21,7 %). Kakro npu
ApYrH UHXMOUTOPY Ha peayKTa3ara, 4epHOAPOOHOTO NMoeMaHe Ha PO3yBAaCTATHH BKIIOMBA
meMmOpanHus npenocutes OATP-C. To3n npeHocUTEN € BaXKEH 38 4EPHOAPOOHOTO ENHMHHHPAHE Ha
pPO3yBacTaTHH.

JIuHeHHOCT/HENUHEHHOCT
CHcTeMHAaTa eKCNO3HLMA Ha pO3yBacTaTHH C€ YBEWYaBa MPONOPLMOHANIHO HA NPHEMAaHAaTa 1103a.
Hsama npoMsiHa BLB (papMaKOKHHETHUYHHUTE NapaMeTpy NPH MHOFOKPAaTHO NO3UpPaHe.

Cneyuchuunu nonynayuu

Bb3pacT ¥ noJ
Bh3pacTra WM NONBT HAMAT KIMHUYHO 3HAaYHM e(eKT BbpXY (hapMaKOKMHETUKATA HA PO3YBACTATHH

fpH BB3pacTHU. Excnio3vimaTa npy JeLa ¥ IOHOWIM C XETEPO3UTroTHa daMiiHa
XMMEPXONECTEPONIEMHS H3TIEK A CPABHUMA WIH N0-HUCKA OT Ta3H IPH Bb3PACTHH NALUSKF
gucaunuaeMui (Bx. ,,JleaparpudHa nomynauuMa” no-aomy).

Paca

dapMaKOKMHETHYHUTE NIPOYYBAHUA [TOKA3BAT, Y€ NMPH UHAMBHAM OT a3MATCKATA pagy T
KMTaluM, GUIUNHHLK, BAETHAMLIH H Kopelun) ce HabnrojaBa ABYKPaTHO MOBHILIABWHE: P\ Gyt t

AUC n Cpax, OTKOAKOTO NPH HHAHBHAM OT KaBKasKarta paca. [Ipy HHaAuHLM € Ha.lmu
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AUC u Cnax 1,3 nemH. He e u3BeCTHO KakBO € 3HA4EHHETO Ha (PAKTOPUTE HA OKOJIHATA Cpela U Ha
reHeTHYHHUTE (PaKTOpH 3a NMosBaTa Ha Te3H paznuku. Equd nomynauuoHeH GpapMakoOKHHETHYCH aHANH3
[MOKa3Ba, Ye MEXAY HHAHBHINHTE OT KABKA3KaTa U OT YepHATa paca HAMa KIHHHWYHO 3HAYUMH

pa3nH4HA.

brOpeuHa HeNOCTATHYHOCT

B eaHo npoyusaHe Ha LA ¢ pa3/IHYHa CTeneH Ha Ov0peuHo yBpexaaHe, NEKOTO 10 YMEPEHO
OB6peuHo 3a00aBaHe HE € MOBAMAIO [UIA3MEHUTE KOHLIEHTPAUUH HA pO3yBAacTaTHH MM HA HETOBUA
N-npecMerun MetabonuT. JInua ¢ Texxxo yBpexaaHe, odaye (KpeaTHHMHOB KIHPBHC < 30 ml/min), ca
MMaJId TPUKPATHO YBETMYEHHKE Ha TU1a3MEHAaTa KOHLIEHTpalks, B CPaBHEHHUE ChC 3JpaBH SOOPOBONLHM
H JE€BET MbTH NO-BHCOKA KOHLEHTpaUHs Ha N-gecMerun merabonTa. PaBHOBECHUTE I1a3MEHH
KOHLIEHTPALIMH Ha PO3YBACTaTHH NPH NALHEHTH HA XeMoauanu3a ca npubnuzurento 50 % no-BUCOKH,
B CPaBHEHHUE ChC 3ApaBU A0OPOBOJILIA.

YepHoapobHa HEAOCTATHYHOCT
B eaHo npoyusaHe Ha NHLA C pa3IMYHA CTENEH Ha YepHOAPOOHO YBpEHKAAHE, HE Ca NONYHEHH JAHHH

3a NMOBHILEHA €KCMO3MIMA HA pO3yBacTaTHH, Npu nauueHTy ¢ pesynrar no Child-Pugh 7 wnu no-
HUCHK. [IpH ABaMa nauueHTH ¢ TexXko YepHoaApoOHo yBpexaane (pesyarar no Child-Pugh 8 u 9),
CHCTEMHATa EKCIO3HLHS € O1na yBelHveHa Hail-MaJIKO JIBA MbTH, B CPABHEHHE C JIMIA C MTO-HUCHK
pesyarat no Child-Pugh. Hama gansu 3a nauvenTu ¢ peayntat no Child-Pugh nan 9.

I 'eHeTHYEH NONUMODDHIEM

Hucnosuuusta Ha HMG-CoA peaykrasHHTE HHXHOHTOPH, BKITIOYHTEIIHO PO3YBACTATHH, BKIIIOYBA
tpaHcnioprepHuTe nporenny OATP1B1 u BCRP, kogupauu or SLCO1B1 ren (OATP1B1) u ABCG2
red (BCRP). Hakon BapnanTy Ha Te3u reHu, kKato SLCO1B1 ¢.521CC u ABCG2 c.421AA, ca
CBBbp3aHH ¢ NpuOnuaurenHo 1,6 mbTH no-sucoka excnosuuus (AUC) Ha po3yBacTaTHH WK 2,4 bTH
MO-BHCOKA €KCIO3HLMA, CHOTBETHO, B ¢paBHeHHe ¢ reHotHnopete SLCOI1BI1 ¢.521TT wnu ABCG2
¢.421CC. Ilpu naumMeHTH, 33 KOUTO € H3BECTHO, Y€ NMaT Takusa reHotunose (SLCO1IBI1 ¢.521CC unu
ABCG2 c.421AA), ce npenopbyBa NO-HUCKa AHEBHA fo3a Kpectop.

[leanaTpyyHa NonyaaLuns
JlBe papMakoOKMHETHHHH NPOYYBAHUA C PO3yBacTaTHH (Npunarad nofg popmara Ha TabneTku), npu

neAHaTPHYHU NMALUHEHTH C XETEPO3UIroTHA PaMUNHa XHUNepxonecTeponeMus Ha Bb3pacT 10 ao 17 nau
6 no 17 roguuu (06w 214 nauMeHTH) NOKA3BAaT, Y€ EKCITOZHLMATA NPH NEAHATPHYHUTE NALUEHTH
M3rNIeXKAa CpaBHUMA HIIH NMO-HUCKA OT Ta3u [PH BB3IPACTHHTE NALUMEHTH. EXCrIO3HUMATA Ha
PO3yBaCTATHH € O1a npeaBuaUMa [0 OTHOLLICHKE Ha J03aTa U BPEMETO B NMPOIBIDKEHHE Ha 2-
rOJIHLIEH TIEPHO/L.

5.3 HMpeaknAAHYHA JaHHH 32 Oe30macHOCT

[IpeAKNMHHYHUTE JAHHH HE Ca NMOKa3alH CICLHAJIEH PHCK MIPH XOpa, Bb3 OCHOBA HA CTAHAAPTHUTE
Npoy4BaHHUA 3a O€30NaCHOCT BbPXY OCHOBHHUTE CHCTEMHU, FTEHOTOKCHYHOCT, KAHLEPOreHEH NOTEHLMAL.
He ca npoBexxnanu cneuuduvHy uscneapanus, oueHasamu edekrure Bbpxy hERG. Hexenanure
peaklUHH, KOUTO He ca HaOmoAaBaHK B KJIHHWYHH MPOYYBAHHA, HO Ca HalJI0AaBaHH NPH KKBOTHH,
PY HHUBA HA €KCMNO3ULMA ONH3KH 0 KIHHUYHKTE, Ca CICAHUTE: B U3NHTBAHHA 32 TOKCUYHOCT ClleN
MHOT'OKPATHO NMPHIOKEHHUE ce HaONIOAABAT XUCTONATOIONHYHY YepHOApOOHHN U3MEHEHHUS,
BCJICACTBHE Ha (GapMaxoNOrHyHOTO ACHCTBUE HA PO3YBACTATHH MPH MHUILKH, TUTEXOBE H B IO-HHUCKA
CTEMEH B HILYHUA MEXYP IPH Ky4€ETa, HO HE H NpK MaikMyHH. B nomenHenne, ce Habmoaaea
TOKCHYHOCT MO OTHOLIEHHUE HA TECTHCUTE NPY MAMMYHH M Ky4eTa npH no-BUCOKH A03MU.
PenpoyKTUBHA TOKCHYHOCT MIPH IUTHXOBE, 338 KOATO C€ ChAU N0 HAMANCHUTE roJieMUHgLE
NPEXUBAEMOCT HA MAIKHUTE, C¢ HabNIoaaBa Npu MaTEPHOTOKCHUHHU JO3U HA CHCTEM )
HAKOJIKO ITbTH HaJl HUBOTO Ha TEPanesTHYHA SKCMO3HULIMA.

6. ®APMALEBTHYHH JAHHH

6.1 CnRchK HA NOMOIMHHTE BellleCTRA
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CupuesuHa Ha TabneTkara
JlakT03a MOHOXHApAT
MuUKpoOKpUCTanHa HETy103a
Kanuuer ¢ocdar
KpocnosuaoH

MarHesHeB cTeapar

O6BuBKa HA TabneTkata
JlaKTO3a MOHOXHAPAT
XHnpomenosa

Tpuanetun

Tutanos auokcun (E 171)
Kenezen okcun, Kuit (E 172)

6.2 HechbBMECTHMOCTH
He e npunoxxumo.

6.3 Cpok Ha rogHoCT
3 rogMHH.

6.4 CnensanHy yC/10BHS HA CbXpPAHEHHE

bnucrepuu onakoBku: Jla ce cexpanssat noa 30°C. CrxpaHaBaiiTe B OpUrdHaIHATA ONAKOBKa.
6.5 Baa # CHABPKAHHE HA ONIAKOBKATA

bnucTepHH ONaKoBKH OT aNyMUHHEB TaMUWHAT/anyMUHKEBO (onuo no 28 tabnerxu.

He BcuukH BHAOBE 0NAaKOBKK MoraT Aa ObAaTr MyCHATH Ha rnasapa.

6.6 CrnennainH npeaAna3’nAn MEPKH NIPH H3XBLpJgHe H pabora

Hsima cneuuanBu yKasaHus.

7. IMIPHUTEXATEJI HA PASPEINIEHHETO 3A YIIOTPEBA
Griinenthal GmbH

Zieglerstralle 6
52078 Aachen

['epmanus

8. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

20090346

9. JATA HA ITBPBO PAZPELHIABAHE/MIOAHOBABAHE HA PA3SPEHIE
YIIOTPEBA

Jlara Ha mbpBO paspewaBaHe: 30 wonm 2009 T.
Iara Ha nocaeaHo noaHosasaxe: 04 despyapu 2014 r.
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10. JATA HA AKTYA/IM3HUPAHE HA TEKCTA
09/2024
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