N3NLITHUTENHA ATEHUMNA NO NEKAPCTBATA

Kpamue XADSKTAIEPDUCITIVE Ha NDOGYXTIR - [IDUACKEHUS |

1904CA0SN

1. HME HA JIEKAPCTBEHHA ITPOAYKT

Kpectop 20 mg pnunmupanu tabnerTku
Crestor 20 mg film-coated tablets

2. KAYECTBEH H KOJIHUYECTBEH Cb(CTAB

Bcsika Tabnerka chabpka 20 mg po3yBacTaTHH (rosuvastating KaTo po3yBacTaTuH Kanuui. Beska
Tabnetrka cpabpxa 182,6 mg 1akTo3a MOHOXHApAT.

3a MbJAHUA CNHCBK Ha MTOMOLIHHMTE BeLleCTBA BHKTE TOUKa 6.1.

3. JJEKAPCTBEHA ©®OPMA

dunmupana Tabaerka.
Kptrna, ousereHa B po3oBo Tabnerka cue 3Hak ,,ZD4522” n ,,20” oT exHaTa cTpaHa U HEMapKHpaHa

OTKbM 0bpaTtHara.

4. KJHHHYHHA JAHHH

4.1 TepaneBTHYHH NOKA3AHHS

JleueHHE Ha XHNIEPXONECTEPOIECMHS

B13pacTHM, IOHOLWIH W AcLia Ha WIH HaJ 6-FOAMIIHA BB3PACT C TbPBHYHA XUNEPXOJIECTEPONEMHA
(tun Ila BKIIOYHTENHO XETEPO3UTOTHA PaMHITHA XHNIEPXONECTEPOTEMHA ) WIH CMECEHA
avcnunuaemMus (Tun IIb) kato nobasxa kbM aueTaTa, KOraTo pe3ynTaTbT OT AHETATA U IPYTH
HedapMaKOIOrHUHHK MEPKH (Hamnp. PUIHUYECKH YNpaXHEHHs, HAMANABAHE Ha TErJI0TO) He €
3a10BOJIMTEIEH.

Bb3pacTHH, IOHOLIH H Aela Ha WM Haa 6-roavuiHa BL3pacT ¢ XOMO3MIroTHa paMHIHA
XHIEPXONECTEPOIEMHA KATO A00aBKa KbM AMETATA, KAKTO H ¢ APYTO JIKMUAONOHWKABALIO JIEYEHHE
(Hanp. LDL adepesa) win xorato ToBa JEUYEHHUE HE € NOAXOAALIO.

[IpeBeHUNA HA CHPAEYHO-CBAOBH CHLOHTHA
[lpenorBpaTasaHe Ha rojieMH CbpAEHHO-CHAOBH CHOMTHA NPH NALMEHTH, OLIEHEHH C BHCOK PUCK 33

NbHPBO CHPACYHO-CBAOBO ChOUTHE (BXK. TOUKA 5.1), KATO AONBNHEHHE KbM KOPUIHPAHETO Ha Apyry
PHCKOBH (paKkTOpH.

4,2, J1o3HpoBKA H HAYHH HA NPUIOKEHHE

l'lpenu 3al104YBAHC HA TEPANHATA, NMALUHCHTHT TpilﬁBﬂ 1a 6b1e NocTaBeH Ha CTaHdapTHa JHCTA 34
IMOHHKABAHC HHBOTO Ha XONCCTCPOJia, KOATO 14 NpOAdb/KH H 110 BpEME Ha JIEYEHHUETO. HBﬁﬂp'bT Ha
AOQ3HPOBKA C€ ONnpeleiia OT HHAWBHAYA/IHHTEC TEPANECBTHYHH HENH, KOUTO CE€ OCNPEACIAT OT
IMPCNOPBHKHUTEC HA CHBPEMECHHHTE KOHCCHCYCHH PBLKOBOJICTBA 38 KOHTPOJI Ha XONECTEPOJICMHUATA.

KpﬁCTGP MOXE 1d CC NPpUCMa 110 BCAKO BpEME Ha OC€HA, CbC HIH Oe3 XpaHa.

Jleuenne Ha XHIEpXoecTepOoIEeMHUA
[IpenopnyBanaTa HavanHa go3a € 5 WM 10 mg BeAHBXK JHEBHO, KAKTO NMPH MALHEHTH, KOUTO i
NPHEMAJIH CTATHHH, TAKa H NIPK NpeMHHaBake oT Apyr HHxubutop Ha HMG-CoA peaykrasa S
H360pbT Ha HaYanHaTa 1032 OT MeAHKaMEHTa 3aBUCH OT HHBOTO Ha CEPYMHHs Xonectepon, fipe

CBPAEUHO-CBH0OB PHCK H PHCKA OT NOABA Ha HEXXEJIAHW PEaKilMH KbM JIeHEHHETO (BX. N0-101Y);
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HeoOXOIMMOCT, 103aTa MOXE J1a C€ KOPUrupa, KaTo Ce NpeMHHE Ha CleJBalloTO A030BO HUBO CIE

4 ceaMHUM (BX. Touka 5.1). B cpaBHeHHE C MO-HUCKHTE A03K H NPEeRBUI NOBHLICHATA YECTOTA HA
cboOlaBaHE HA HEXKETAHH peakUMM NpH 103a ot 40 mg, B cpaBHEHUE ¢ NO-HACKHATE A03H (BK.

Touka 4.8), nocnegHo TUTpHpaHe A0 MakcHMasHaTa go3a oT 40 mg Tpabea na ce npeanpvema caMo
MPH NALMEHTH C TEXKKA XHIEPXOJECTEPONIEMHSA C BHCOK ChbPAECHHOCHAOB PUCK {OCOOEHO TE3H ¢
daMHIHa XHIIEPXONeCTEPOSEMHS ), KONTO HE JOCTHTAT KENaHOTO HHBO HA XOJNECTEPOIT MTPH JIEYEHHE C
20 mg M npH KOWTO LIE ¢€ NPAaBH PYTHHHO NPOCAeasBaHe B X044 Ha neueHHeTo (BX. Toyka 4.4). [Ipu
3arnoyBaHe Ha nedeHHe ¢ 40 mg ce npenopbyYBa NOCTOAHHO HAONIOAEHHE Ha NAUMEHTA OT CNELHAIHUCT.

[lpepeHUHs HA CHPAEYHO-CHAOBH CHOHTHSA
B npoyusaHeTo 3a NOHMKABAHE HA PUCKA OT ChPAEYHO-CHAOBH CLOUTHA € H3ANo3BaHa 103a o1 20 mg

(BX. TOUKa 5.1).

Ieouampuuna nonyrayus
Ynorpebara npu aeua Tpadea aa ce npoBexaa CaMo OT CIICHHWANHCTH.

Jeua u 1oHowM Ha Bb3pacT 6 no 17 roannu (craauid < 11-V no Tanep)

XeTepo3nrorHa haMUIHa XHIIEPXOIECTEPOIEMHUSR

[Ipn neita ¥ IOHOLLH ¢ XeTEPO3HIOTHA haMiiHA XHUNepXonecTeponeMus odHuaiiHaTa HauanHa n03a €

5 mg AHEeBHO.

e [lpu aeua Ha Bb3pacT 6 20 9 roAMHK C XETEPOIUroTHa haMWIHA XUNEPXONecTepONEMHS
cOMYaHHHUAT N030B AHana3oH e 5-10 mg nepopaiHo BeAHBK AHEBHO. besonacrocTTa M
e(pHKaCHOCTTa Ha 103K NO-BUCOKH OT 10 mg He ca NpoyvBaHKW NMPH Ta3M NOMyJaLHA.

¢ [lpn neua Ha sb3pact 10 no 17 ronnHH ¢ xeTepo3uroTHa GpaMuIHA XHIEPXOIECTEPOIEMUA
o0UYalHUAT 10308 AUana3oH e 5-20 mg nepopanHo BeaHbxk AHeBHO. bezonacHocTra M
epUKACHOCTTA Ha 4034 NO-BHCOKK OT 20 mg He ca NPOYYBAHH NPH Ta3H NOMyAaLHA.

TurpupaneTo TpabBa Aa ce npoBexaa CbIJIACHO HHAUBHUAYaAJIHHA OTTOBOP H MOHOCHUMOCT Ha
NeAWAaTPHYHHTE TIALIMEHTH, KAKTO CE NpenopbuyBa B NPENOPbKHTE 32 leueHHe Ha Aeua (Bx. Touka 4.4).
Heuara » woHOMIKMTE TpAGBa Aa ce NOAI0KAT HA CTAHAAPTHA XOJIECTepOJIO-NOHWKABALIA AHeTa Npeau
1a CE 3aMoyYyHE JICUEHHE C pO3YBACTATUH, AHeTaTa TpAOBA a ce NPOALIKH 0 BpeMe Ha NIEUYEHHETO C
pO3YBACTaTHH.

XOMO3UroTHa GaMHIHA XHIIEPXOJIECTEPOJIEMHS

Ilpn neua Ha Bu3pacT 6 10 17 roaMHH ¢ XOMO3UIoTHA (haMUITHA XHNEPXOIECTEPOSIEMHUA,
npenopbUHTEnHaTa Ao3a € 20 mg seaHbXK AHEBHO. MMa orpaHHueH OnUT ¢ 103H pa3znuyHi ot 20 mg
PH Ta3K NOIMyJIaUHA.

Tabnerxara ot 40 mg se ¢ nogxoaswa 3a ynorpeba npu neIHaTpPHYHH NALUEHTH.

Jeila no-MankH ot 6 roanHu
besonacHocTTa M ePUKAacCHOCTTA Ha ynoTpedaTa NpM AeLia No MaNkH OT 6 TOAHHH He ca NMPOYYBAHH.
Caenosatenno, Kpectop He ce npenopsbtea 3a ynorpeda npu aeua no-Mank ot 6 roauHH.

Yrnorpefa npH NaUMEHTH B cTapyecKa Bb3pacT
IlpenopbryBanaTa MLPBOHAYA/IHA 1032 MPH NAUHEHTH HaA 70-roaviHa Bb3pacT € 5 mg (BX.
TOuKa 4.4). {pyro KopurupaHe Ha A03HpOBKaTa B 3aBUCHMOCT OT Bb3pacTTa He € HeodHXoaumo.

Ho3upane npyu nauMeHTH ¢ 61OpeyHa HeJOCTATBUYHOCT
[1py nauMeHTH ¢ 1eKo 10 yMepeHo 6vbpeuHo yBpexxaaHe ce npunarat obnuaiHuTe q03u. [1pu

NAUMUEHTH C YMepeHo 0b0peuHo yBpexaaHe npenope4BaHaTa MbPBOHAYAIHA 1033 € S mg
(KpeaTHHHHOB KNHpBHC nog 60 ml/min). JlozupoBkara ot 40 mg e npoOTHBONMOKA3aHa MPH NALMEHTH C
yMmepeHo O0b0peyuHo yepexaane. [1pu nauneHTH ¢ Texkko ObOpeyuHo yepexaaHe ynorpebara Ha
Kpectop e nporusonokasaHta (Bx. TOUKH 4.3 U 5.2).
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NaUMEHTH ¢ oueHKa no ckanata Ha Child-Pugh 8 n 9 (Bx. Touka 5.2). Ilpn T¢31 nauneHTn tpsabea na
ce npeanpueMe oueHka Ha 6nbpeynaTa pyHkuus (Bx. Touka 4.4). Hama naHHH 32 MaLMEHTH C OLICHKA
no cxanara Ha Child-Pugh Han 9. Kpectop e npoTHBONoOKa3aH npH NauMEHTH ¢ aKTHBHO YE€PHOAPOOHO
yBpexaaHe {Bx. Touka 4.3).

Paca
[Tpn nauneHTH OT a3MaTckara paca ¢e HabnioaaBa NOBHLUICHA CUCTEMHA €KCMNO3MLMA HAa MEIHMKaMEHTa

(BX. ToukH 4.3, 4.4 1 5.2). [IpenopbuBaHaTa MepBOHAYAJIHA 4034 TIPH NALMEHTH OT 3HATCKH
npou3xon e 5 mg. [IpH Te3u NalMeHTH e NPOTUBONOKA3aHO NMPUNOKEHUE Ha 103a ot 40 mg.

['eHeTn4yeH NOAUMOPPHIBM
[Toxa3ano e, ye renotnnosere SLCOIB1 (OATP1B1) ¢.521CC n ABCG2 (BCRP) c.421AA ca

CBbP3aHH ¢ NOBUIIABAHE Ha eKcrosuumMaTa (AUC) Ha po3yBacTaTHH, B CPABHEHHE C
SLCOIBI1 ¢.521TT u ABCG2 ¢c.421CC. 3a nauHeHTHTE, 38 KOUTO € H3IBECTHO, Y€ HMAT FreHOTHII
c.521CC unu c.421 AA, ce npenopbyBa MaKCHMallHa €IHOKpaTHa OAHeBHa Ao3a ot 20 mg Kpectop

(Bx. Touku 4.4, 4.5 1 5.2).

Jo3upaHe Npy NaUXMEHTH, NPEAPA3NOJMKEHH KbM PA3BUTHE Ha MUOTIATHUS
[1py naumeHTH ¢ npeapa3znonarally GakTopH 3a pa3BHTHTE HA MMOMNAaTHS MPENopbUBAHATA HAYATHA
no3a ¢ 5 mg (BX. Touka 4.4).

[1py BIKOHW OT T€3H NALIHEHTH € NPOTHBOMNOKA3AHO MPHWIOKEHHETO Ha 1033 oT 40 mg (BX. TOuka 4.3).

CbNbTCTRALLA TEpanus

PosyBacTaTHH e cyOCcTpar Ha pa3niH4yHH TpaHcnopreprM npoteHHH (Hanp. OATP1B1 u BCRP).
PrckbT OT MHONATHA (BIJTIOYHTENHO pabaoMHONHK3a) ce noBHINasa, korato Kpecrop ce npunara
€AHOBPEMEHHO C ONMPEACIEHH JIEKAPCTBEHH MPOAYKTH, KOUTO MOIaT [a NoBUILAT IU1a3MeHaTa
KOHUECHTpAalUMa Ha pO3YBACTATHH, NOpajJH B3anMoAeHCTBHE C Te3W TPAHCNIOPTEPHH NPOTENHH (Harp.
LIMKJIOCTIOPHH ¥ HAKOH MPOTEa3HU HHXHOUTOPH, BKTIOUHTENHO KOMOHHALIMM HA pPUTOHABHP C
aTa3aHaBUp, JJONHHABHP H/HJIH THNPaHaBHP; BXK. TOUKH 4.4 1 4.5). Ha npeanuycBaluuTe NEKApH CE
NpenopbL4Ba Ja B3eMar NpeABHA CLOTBETHATA JEKAPCTBCHA HHpOpMaLHs, KoraTto oOMHCnAT
npuiarade Ha TakHBa NpoAyYkTH 3aeaHo ¢ Kpecrop. KoraTto € Bb3MOXHO, TpabBa oa ce MMaT npeasua
aTTepHaTHBHU NEKAPCTBA H, aKO € HE0OX0AKMO, Ja c€ HMa NPEIABHA BPEMEHHO NPEKbLCBaHe Ha
TepanusaTa ¢ Kpecrop. B cutyauus, koraro eIHOBpEMEHHOTO NPHAOXKEHHE HA TE€3H JIEKAPCTBEHH
npoaykTu ¢ Kpectop € Heu30ekHO, non3ara ¥ pUCKa OT ChITHTCTBALIATA TEPATNIHA H KOPEKLIHH Ha
no3ata Ha Kpectop TpsabBa BHUMaTeNnHO Na ce OOMHCIAT (BXK. Tokka 4.5).

4.3 IIpoTuBONOKA3ANHSA

¢ an NAaUHECHTH CBbC CBPBXYYBCTBHTC/IHOCT KbM PO3YBACTETHH HJIH HAKOE€ OT MNOMOLIHHATE
BELLCCTBA.

¢ [Ipu nauMeHTH ¢ aKTUBHO YepHOAPOOHO 3ab0ngBaHe, BKNIOMHTENHO HEYTOYHEHO,
NPOABIKHTENHO MOKAYBAHE HA CEPYMHMTE TPAHCAMHHA3H H BCAKO NOKAYBAHE HA CEPYMHHTE
TPaHCaAMHHAa3H TPH [TbTH HAA rOPHATa rpaHHLUE Ha HopMarTa.

¢ [Ipu naumenTu ¢ Texko 6vOpeuHo yBpexaaHe (KpeaTHHHHOB KNHpbHCE < 30 ml/min).
[1py naumeHTH ¢ MHONAaTHA.

¢ [lpu nauneHTH, NpHeMaliH eaHOBpeMeHHO codhocOyBHUp/BeINAaTACBHP/BOKCHIANPEBHD (BX.
TOuKa 4.5)

e [lpu naumeHTy, NnpyUeMally eAHOBPEMEHHO LMKIIOCTIOPHH.

e [lo BpeMe Ha OpeMEHHOCT, KbPMEHE H NPH XKEHH B IETEPOAHA Bb3PACT, KOHTO HE H3NON3BAT
NOAXOOAIH KOHTPALEMTHBHH MEPKH,

MuonaTtua/pabnomuonuza. TakuBa dakTopH ca:
o YMepeHo no creneH 6b0peyHo yBpexaaHe (KpeaTHHMHOB KaHpbHC noa 60 ml/min).
¢ XUNOTUPECOUIHILM.




e Jlnuna unn paMutHa aHAMHE3a 3a HACNeACTBEHH MYCKYJTHH 3a00ngBaHUA.

AHaMHE3a 3a NOABa HA MYCKYJTHO YBPEXAaHE NO BpEME HA JIEUECHHE C APYT MEJIHKAMEHT OT
rpynara Ha HHXHOHTOPHTE Ha XHAPOKCH-METWI-TITyTApWI-KOEH3HWM A peaykra3ara unu ¢ ¢ubpar.
3noynorpeba c ankoxon.

CbCTOAHUSA, IPU KOUTO MOXKe Ja C€ MOBHULLIM IUTa3MEHOTO HHBO HA MEOHKAMEHTA.

JInua oT a3uarckara paca.

CornbTcTBallo AeueHHe ¢ pudparn.
(Bx. Toukn 4.4,4.5u 5.2).

4.4 CnenHa/IHH npeaynpekieHHs H NpeANa3HE MepPKH NpH ynoTpeba

bvbpeyu

[Ipn nauMeHTH, NEKyBaHHU C NO-BHCOKH 203U KpecTtop, no-koHkpeTHO 40 mg, € HabntonasaHa
NMPOTEHHYPHA, KOSTO € YCTAHOBEHA TMPH H3CJIEABAHE C TECT-JICHTH, C NPEAUMHO TyOYJIeH NPOU3X0A U B
NOBEYETO CJAYYaH C NpexoeH WIH HHTEPMUTEHTEH xapakTep. He € noka3zaHo nporeHHypusTa Aa
NpeALIECTBa OCTPO HIH NporpecHBHO 0LOpedHo 3abonaBade (Bxk. Touka 4.8). Jloknaneanara yecrora
Ha cepuO3HH ObOpeYHH YBpean Npu NoCTMapKETHHIOBaTa ynoTpeda € No-BUCOKa NPU A03HPOBKA OT
40 mg. OueHka Ha 6bOpeunaTa pyHkuma TpabBa 1a ce HaNpaBH NO BPEME Ha PYTHHHO TIPOCEAABaHE
NpH NaLHEHTH, obutaiHO nekysaHu ¢ 40 mg.

Ckenemua mycxyramypa

EdexTH BBpPXY CKeleTHATA MYCKYNaTypa (MHANTHA, MHONATHA H NO-pAaKo pabaoMHONK3a) ca
ChOOLLaBAHH NPH NMPHIOKEHHE HA BCHUKHA A030BH pexXHUMH, ocobeHo npu A03M Haa 20 mg. MHoro
peaKK ciryyan Ha pabaoMHONIH3a ca JOKIAABAHH NPH H3NOA3BAHETO Ha €3eTHMHO B KOMOHHaLMA C
HMG-CoA peaykrasHn nuxuburopu. He moxe aa 6bae v3kmoueHo dapMakoAMHAMUYHO
B3aUMOAEHCTBHE (BX. TOuKa 4.5) 1 e HeobxoaAuMO BHHMaHHE NpU KOMOMHUPAHOTO UM H3MOA3BaHE.

Kaxto npy apyrure HMG-CoA penykrasHu HHXHOMTOPH, NOKNaABAHATA YECTOTa Ha pabaoMuonuia,
acouuupasa ¢ Kpectop npu nocTtMapkeTHHroBaTa ynorpeba, € no-sucoka npu ao3mpoeka ot 40 mg.

Himepeaarne na kpeamunxusazama

Kpeatnnkunasara (CK) He TpabBa aa ce u3mepBa ceq YCHICHHW YIIPAXHEHUA WIH NPY HAJIMYKETO Ha
ApYr NpHYHHKTEN Ha yBenunueHue Ha CK, koeTo Moxe aa 3aTpydHHM THIAKYBAHETO Ha pe3yaTara. AKO
HHBOTO Ha CK e 3HauHMTeIHO NOBHUILLIEHO NPH U3XOAHO HHUBO (> 5 MbTH ropHaTa AOIMYCTHMa IpaHHLa),
TECT 3a NOTBBbPXKIAaBaHE Ha pe3ynTtara TpsOBa aa Obae HanpaBeH B paMKUTe Ha 5—7 AHU. AKo

MOBTOPHOTO H3C/I€ABaHe NOTBbLPAH H3X0oAHO HHBO HAa CK > 5 mbTH ropHara AoMycTHMa rpaHHLA, He
TpabBa na ce 3anouysa JeueHHUeE.

Iipeou nevenuemo

Kaxro u apyrn nuxuOuTopy Ha HMG-CoA peaykrazara, Kpectop tpadsa na 6bae npeanuceaH ¢
O0COOE€HO BHUMAHHUE NMPH NAUHEHTH, 33 KOHTO ¢a HajiHLle (aKTOpH, NpeApa3noarally pa3BUTHE Ha
MHonatua/pabaomuonusa. Takusa ¢akTopH ca:

¢ b1bpeuHo yspexnane.

XHITOTUPEOUAUIBM,

Jlnuna win QaMHIHa aHaMHe3a 3a HacNeACTBEHO MyCKYJTHO 3abonsaBaHe.

YcTaHOBEHA MYCKYJIHA TOKCHYHOCT KbM ApYrM HHXHbuTopu Ha HMG-CoA peaykraszara wiu
¢ubparm.

3noynorpeda ¢ ankoxon.

IlaupeHTH Ha BB3pacT Haa 70 roanHH.

ChbeToaHMA, NPy KOWTO MOXeE Ja ce HabnoaaBa nokayuBaHe Ha M1asMeHHTe HHBa (BX. ToUKa 5.2).

EaHOBpEMEHHO NpHIIOkKEHHE Ha pubpari.

I1pr noroOHKW NaLMeHTH TpAOBa Aa ce npeABHAN OTHOLLEHUMETO PUCK/MoN3a ¥ aa 6baar nocra

noa KJIHMHHYHO HabmoaeHHe. Ako v3xoaHoTo HHBO Ha CK e 3Ha4YWTENHO NOBHIIEHO (> S mbT
rOpHaTa rpaHHLAa Ha HopMara), He TpsaOBa na ce 3anoyYBa JICUECHHE, | E



Ilo epeme na nevenuemo

[MTaupenTTe ce 3anbnKaBaT He3abaBHO a NOKJIAABAT HEOOACHUMH MYCKY/THU DOJIKH, ycelllaHe 3a
cn1abocT WK cXBalllaHe, Hali-Beue ako ca CBbP3aHH ¢ HepasnonoxeHue wiu pedpunurer. [py Te3n
nauueHTH TpadOBa aa ce uiMepat HuBata Ha CK. Tepanusara Tpabea na ce npexparu, ako HHBOTO Ha
CK e 3HauyWTeNTHO NOBKLIEHO (> 5 MBTH rOpHAaTa A0MYCTHMA paHULa), WIH MYCKYJIHHTE CHMITTOMM Ca
TEXKH U NPHYMHABAT €3KeJlHEBHO Hepa3noaoxkeHHe (aopu Kueoto Ha CK aa € < 5 nbTH ropHara
JOITYyCTHMA rpaHHLa). AKO CHMITTOMMTE W3de3HaT U HHBOTO Ha CK ce HopManu3upa, MOXe aa ce
NTOMHCJIH 32 NOBTOPHO JieueHre ¢ Kpectop wiu amrepHatueeH HHXHOUTOp Ha HMG-CoA peaykraszara
B Hali-HHCKa Ao3a noa HabmoaeHue. PyTuHHO HaGmoaeHue Ha HUBoTO Ha CK npu naumeHTH He3
CHMITTOMHK He € OCHOBATEJIHO.

MmMa MHOro peaku AOKNaAH 33 UMYHOMEAUUPaHa HEKPOTH3Hpallla MUOMATHA, KOATO KIIHHHYHO Ce
XapaKTepH3Hpa ¢ NepPCHCTHpallla NPOKCHMATHA MYCKYTHA ¢1aboCT M NMOBHLLIEHA KpeaTHHKHHAa3a Mo
BpEME Ha JICYSHHETO WK clie]] CNHpaHe Ha CTaTHHHUTE, BKJIIOYHTETHO po3yBacTaTHH. Moxe 1a ¢
HeoOX0AMO JOMBJIHHTENHO HEPBHOMYCKYJTHO HJIM CEPOJIOTMYHO H3cheaBane. Moxe na ¢e Hanoxu
Jle4eHHe ¢ UMYHOCYTIpECHpalliy JIeKapCTBa.

B Haxonko ciny4as ce cboO1aBa, Y€ CTATHHUTE HHAYLMPAT de novo Wi BIIOIHABAT BeYe
CBILUECTBYBAILA MHACTEHHA MPAaBUC WIH OYHA MHAcTeHHR (BXK. Touka 4.8). [1IpunoxxkeHHero Ha Kpecrop
TpabBa Oa ce cnpe B cliyyaid HA BlowWAaBaHe Ha cUMITOMHUTE. Mma chobuueHuns 3a peudaus npu
(NOBTOPHO) NpUaraHe Ha CbUKA WIH pa3IHYEH CTATHH.

[lpn KIMHHYHHTE W3NHTBAHHA Ha KpecTop He ca HabnioaaBaHH JaHHH 3a MOBHUICHHW €)EKTH BbPXY
CKeNeTHaTa MyCKyNaTypa B MaJIKaTa rpyna nayHeHTH, npH KonTo KpecTop € npwiarag ¢ Apyro
CBLITLTCTBALLD JleYEHHE, Y BeIHYEHHE HA YECTOTATA HAa MHO3HT U MMONATUA € HabnoaaBaHo, obaue,
NpH NAUMEHTH, Noayyasauly ApyrH¥ HHXuOHTOpH Ha HMG-CoA penykrasaTa 3a€ZlHO € BLUKNOCTIOPHH,
NpOHU3BOAHH Ha PUOPHHOBATA KHCENUHA, BKAIOUHTENHO reMbrubpo3ni, BHKOTUHOBA KHCENHHA,
a30N10BYH AHTUMUKOTHILIY, NPOTEa3HH HHXHOUTOPH H MaKpPOIHAHM aHTHOHOTHLIH. ['eMPHOpO3INN
NOBUILIABA PUCKA OT MHONATHA, aKO C€ NPHEMA €IHOBPEMEHHO ¢ HAKOH MHxKuOuTOpH Ha HMG-CoA
peaykrasarta. [Topaam ToBa, koMOMHauMATa MeXIy reMpuOpo3nn U Kpectop He € npenopbYHTENHA.
[TonzaTta OT JONMBJIHHTENHO CHHXXABAHE B NHNHKAHHUTE HHBA B pe3yTaT OT KOMOMHHPAHOTO NpUeMaHe
Ha Kpectop H ¢pubpaTu Win HHaUMH, TpaOBa Ja Obae BHHMATEITHO H3UHUCIIEHa CIIPAMO MOTEHUHATHHUS
pUcK OT NoaocOHK KoOMOHHALMK. [IpH eAHOBpeMEeHHO NPHIOKEHHE Ha GHUOpaATH, NEUEHHETO C A03H OT
40 mg e NPOTHBONOKA3aHO (BX. TOUYKHK 4.5 n 4.8).

Kpectop He TpabBa aa ce npwiara ¢IHOBpeMEHHO ¢ (y31a0Ba KHCENHHA 38 CHCTEMHO MPUIOXKEHHE
WIH B paMKHTE Ha 7 IHH clie[ CIIMpaHe Ha JeYeHHeTo ¢ ¢y3uaosa kucenvna. [py nauneHTH, npy
KOHUTO M3NON3BAHETO HAa (QDY3WI0OBA KHCETHHA 32 CHCTEMHO NPHUIOXKEHHE € 3HAUYHMO, IEYEHHETO ChC
CTATHHH TpaOBa na 6bvlie NpeycTaHOBEHO Npe3 ueaus NeprUoa Ha NedeHue ¢ gpys3uaora kucenuHa. Uma
cHOOUIEHHS 32 pabaoMuonn3a (BKNIOYHTEIHO HAKONKO C (paTaneH W3Xon) NMpU NaUuMEHTH, NMPHEMaIlH
dy3ua0Ba KHCEIHHA H CTATUHH B KOMOMHALKA (BX. Touka 4.5). [launenture TpsadBa na 64T
NOCHBETBAHH [a NOTHPCAT HE3a0ABHO MEAULIMHCKA NMOMOLI, KO H3MUTBAT CHMITTOMH Ha MYCKYJIHa
cmabocT, bonka unu donesneHocT. JleyeHHeTo cbCe CTaTHHHA MOXe aa Obae NOAHOBEHO CeleM IHH
cren nocneaHarTa a103a Ha ¢y3uaoBa KucennHa. Ilpy uisbvHpeaHd obcrosTencTaa, KOraTo €
HeoOx0AMMa NPOALIDKHUTENIHA YyNoTpeOa Ha Py3MI0Ba KUCENTHNHA 38 CHCTEMHO NPWIOXKEHHE, HAlpHMEP
33 JIeYEHHE HA TEXKKH HHPEKLIHK, HeoOXOAMMOCTTa OT ¢ AHOBPEMEHHO NpUNoxkeHue Ha Kpectop u
¢y31a0Ba KHCENHHA TpAOBA Na C€ NPEUEHH WHAWBHIYANHO, H NNOA CTPOT MEAHLIMHCKH KOHTPON,

Kpecrop He Tpabsa na ce ynorpebaBa npy naLuKeHTH € OCTPH CEPHO3HH ChCTOAHHA, NPEATNoNaramm
MUONATHA, KK NPEAPA3NoNaraliM KuM pasBuTHe Ha Ob0peuHa HEIOCTATBYHOCT, BCIIEACTBHE
pabaoMuonusa (Hanp. CENCUC, XHMOTORHA, rojiAMa OnepaLiMi, TPaBMa, TeKKH METabONHTHMH,

€HAOKPHHHH H €JICKTPOJIMTHU HAPYLIEHHS WK HEKOHTPOJHPAHHU MbpYOBE). S

, ";?:Tﬁ * LR
TexXKH KOXHH HeXENaHH PeaKLuu fo
TeKKH KOXKHH HEXETTaHW PEaKLIMH, BKIAKOUMTEIHO CHHAPOM Ha Stevens-Johnson (SJS) u ne,;dgﬂra’eﬂ e h
peakiuHa ¢ eo3nHOGWIKA H cucteMHH cuMnToMH (DRESS), konTo Morar aa 6naar | *’:_ ‘:-H ~::,¢..'
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Touka 4.8). [1o BpemMe Ha HazHauaBaHeTO My, MMaUKEHTUTE TPAOBA 1a ObaaT UHPOPMHPAHH 32
NPH3HALKTE H CHMITTOMHUTE Ha TEXKKH KOXKHH peakiMH U na 6baaT sHHMaTeNIHO Habnionaeaku. Ako ce
NOABAT MPH3HALM ¥ CHMNTOMH, MPEANONAraill Te3H peakuuH, neueHuero ¢ Kpecrop Tpabea na 6nae
MpeycTaHOBEHO He3abaBHO H 1a Obae 0OMHUCIEHO aNTEPHATHBHO JIEYEHHE.

AKO nauMeHTHLT pa3Bue ceprosHa peaxums kato SJS win DRESS npu ynorpebara sa Kpecrop,
neyeHueto ¢ Kpecrop He TpabBa HMKOra 21a ¢¢ NOAHOBABA NPH TO3U MALMEHT.

BnuaHue BBpXy yepHua apod
Kakto npu apyru nHxubutops Ha HMG-CoA peaykrazara, Kpecrop Tpadsa BHHMATENHO J1a ce

npivlara fnpH fauBeHTH, KOKTO NMPHEMAT roaaMO KOTHYECTBO ANTKOX0A W/HIH ¢a UMan 3abonasade Ha
yepHHUs Apob. [IpenopbUMTEnHO € Aa ¢e HaNpaBAT M3cNeABAHUSA Ha YepHHA Apob npean, U 3 mecela
ClIeA 3anouBaHe Ha nedeHneTo. Kpecrop Tpabea na 6bae npeycTaHOBEH WK A03aTa TpabBa na ce
HaMaJTH, aKO HHBOTO H& CepyYMHHTE TpaHCaMHHAa3H HaJIBHULLABa TPH ITbTH MOpPHATA MPaHHLA Ha
HopmMata. JloknanepaHaTa 4ecToTa 3a CEpHO3HH YepHOAPOOHH yBpeaH (3aKNioYBalllH Ce INIaBHO B
YBEJIHYEHH YEPHOAPOOHH TPaHCAMMHA3H) NMPH NOCTMAapKETUHIoBaTa ynoTpeda, € no-BHCOoKa npH
003HpoBKa oT 40 mg.

[Ipr nauMeHTH C BTOPHUYHA XHNIEPXOACCTEPAIEMHS, NPHYMHEHA OT XHNOTHPEOUAN3IBM HITH
HedPOTHYEH CHHAPOM, OCHOBHOTO 3abonsBane TpabBa na ce 1eKyBa nNpeaH 3aroUuBaHe Ha NEYEHUE C
Kpecrop.

Paca
®apMaKOKHHETHYHHTE NPOYYBAHHA NOKA3BAT, Y€ MNPH NMaLMEeHTHTE OT a3HATCKAaTa paca € Hanulle mno-
BHCOKA €KCIMO3ULKA B CpaBHEHHE C Te€3M OT KaBkalkata (O4naTa) paca (Bx. TOUkH 4.2, 4.3 u 5.2).

[1poTea3sHn HHXHOHTOPH

IloBHlIeHa CHCTEMHA €KCNO3HLMA Ha PO3YBACTATHH € HAONOaaBaHa NPH NALUMEHTH, MPHEMalLLH
pO3yBaCTATHH €THOBPEMEHHO ¢ Pa3jiIMyHH MPOTEA3HU HHXUOUTOPH, B KOMOMHALIMA ¢ PUTOHABHD.
Tpsabpa na ce 06MHCIN KaKTO MON3aTa OT IMNHAONOHKABAHE Ype3 ynoTpeba Ha KpecTop npu
naumeHTH ¢ HIV, konTo npueMat nporea3sHd HHXHOUTOPH, Taka H NOTEHLHANa 3a [TOBHLLIEHA
KOHLEHpaLlHa Ha pO3yBacTaTHH, KOTaTO CE€ 3aMnoyBa TCPanysTa 4 ce NoBylIaBa Jo3aTta Ha Kpectop npu
NALUECHTH, JIEKYBAHH C MPOTEa3HH HHXHOUTOPH. ENHOBpEeMEHHOTO NpHNOAKEHHE C ONpeaEsIeHH
npoTea3sHH HHXHOHUTOPH HE ce NMpenopbYBa, OCBEH ako Jo3aTa Ha Kpectop He ce KopHrupa (Bix.
tabnuua 1 ¥ ToukH 4.2 n 4.5).

HenoHOCUMOCT KbM J1aKTO3a
[lauMeHTH ¢ peaky HacneacTBeHH NpobaeMH KaTo rajlakTo3Ha HeMOHOCKHMOCT, IThEH NTAKTa3eH

AePULIMT WM IMIHOKO30-raNakTo3Ha Manabcopbuns He TpabGBa ra NpHeMaTt TOBA IEKAPCTBO.

HHrepcTuumnanda Senoapobua Gonect
JoknaaeaHu ca H30UPaHHU CITyUau Ha UHTepCcTHUMANHA OenoapobHa 6ostecT npu NpUAOKEHHE Ha

HAKOHM CTaTHHH, 0COOEHO NPHU NPOABLIKHTENHA Tepanus (BX. Touka 4.8). KnMHHYHHTE NposABK Morar
[a BKJIIOYBAT AHUCITHEA, HENPOAYKTHBHA KALUIMLA H BJIOLIABaHE Ha o01I0TO CheToAHHE (YMOpa, 3arydba
Ha TErJI0 U TPECKa). AKO HMa NOAO3PEHHUE, Y€ NALMEHTHT € pa3Buil HHTepcTHUHaNHA 6enoapobna
OonecT, TepanuATa ChC CTATHH TpabBa na Obae NpeyCcTaHOBEHA.

3axapen auaber
Hsakowu nokazarencrsa Npeanonarar, 4e CTaTHHUTE KATO KJ1ac NOBKHIIABAT KPbBHATA I0K03a W NPH
HAKOHW NMAaLMEHTH, BHCOKOPHCKOBH 3a pa3BUTHe Ha Auaber B O6bjelne, MOraT aa A0BeAaT A0 TAKOBa
HHBO Ha XHNEPrIIHKEMHA, NMPU KOETO € NOAXOASNIO NPUITATAHETO Ha peAOBHATA I'PHKa, NPOBEXKaaHa
npH anabert. To3u pHck, obaue ce HajenaBa OT PEAYKUHKATA HA BACKYJIAPHHSA PHCK ChC CTATHHH H,
CNEAOBATENHO, HE TpAOBa Aa Obae npUYMHA 33 CNUpaHe Ha CTATHHOBATA Tepanua. PHCKOBHTE |
naLMeHTH (ITI0Ko3a Ha rnajHo 5,6 ao 6,9 mmol/l, Haaexc Ha TenecHa maca > 30 kg/m?, noBHie

"-Ht

CTOHHOCTH Ha TPHUTJIHLIEPHANTE, XUIIEPTOHHA) TPAOBa 1a Ce NPOCAEAABAT KAKTO KNIHHHYHO, TAKPH ~ | &
OMOXHMHYHO, CLIIACHO HALMOHANTHUTE PbKOBOACTBA. T e
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B npoyuranero JUPITER, cbhobuieHara obiua yectora Ha 3axapeH anaber ¢ 2,8 % 3a pozyBacTaTHH M
2,3 % 3a mnauebo, rnaBHO NPH MaLMEHTH € NIKOKO3a Ha rnaaHo 5,6 ao 6,9 mmol/l.

[lennaTpruHa nonynauus
OuensBaHeTO Ha NTHHEHHOTO M3pacTBaHe (BUCOUYHMHA), Ternio, BMI (MHaekC Ha TenecHaTa Maca) #

BTOPHUYHHTE NOJIOBH H€jie3H Ha NOJIOBOTO CH3PABAHE [10 CKajaTa Ha Tanner Npu neaHaTpuUuHH
NaLMEHTH Ha BB3pacT 6 a0 17 roaMHy, npHeMally po3yBacTaTHH, € OrpaHHuYEHO R0 JABYTOAKIIEH
nepuoA. Cnea ABe roAHHH Ha TPETHpaHE MO BpEME Ha NPOYYBAHETO, HE € 3abend3aH HUKAKbB edekT
BBLPXY pacTexa, Ternoro, BMI nnu nonoeoto cb3pasaHe (BXK. Touka 5.1).

B KNIHHHYHO NPOY4YBaHE Ha I€1A ¥ IOHOLUM, NIPUEMAaLLIM PO3YBAaCTATHH 3a 52 ceAMHLH, NMOBHILABAHE HA
CK > 10xULN ¥ MyCKyJHHTE CUMIOTOMH CNEA YNPaOXHEHHE WU MOBULIEHA PH3IUYECKA AKTHBHOCT ca
HabogaBaHH NMNO-4Y€CTO, B CpaBHEHUE ¢ HAOIIOAECHHS OT KIIMHHYHH NPOYYBaHHUS NPH Bb3PaCcTHH (BXK.
Touka 4.8).

4.5 BaanMoaeiicreae ¢ ApYrn NeXapcTBeHH NPOAYKTH H ApYrH GOPMHA Ha B3aHMOAEHCTBHE
Egexm na edrospemenno npuracanu aexapemeenu npooykmu 6bpxy po3ysacmarnun

MHXHOUTOPH Ha TPAHCMIOPTEPHHUTE MPOTEHHH

PosyBacTaTHH € cybCcTpaT Ha onpefesieHd TPAHCIIOPTEPHH NPOTEHHH, BKIIOUHTENTHO YEPHOAPOOHHS
biTelik TpaHcnoprep OATP1BI1 u eduyke tpaHcnoprepa BCRP. EqHoBpeMeHHOTO NpHNOKEHHE Ha
KpecTop ¢ nekapCcTBEHH NPOAYKTH, KOHTO ¢4 HHXHOHTOPH Ha Te3H TPAHCNOPTEPHHU NPOTEHHH, MOXKe
N1a JOBEAE A0 MOBHILIABAHEC HA IUTA3MEHATA KOHLICHTPALIMA HAa PO3yBacTaTHH U NOBHINUEH PHUCK OT
muonaTtua (Bx. Tabnmua 1 v rouxn 4.2 u 4.4).

LI,EKJIOCHDEHH

[lpn eAHOBPEMEHHOTO NpHIOKEHHE Ha KpecTop ¢ UMKIOCNIOpHH, cpeaHHTE CTOHHOCTH Ha AUC Ha
pO3yBacTaTHH ca OWIH cpeaHO 7 MBTH NO-BHCOKH OT T€3H, HabmoaaBaHH NMpH 3apasH JOOPOROIILM, HA
KOMTO € NPWIOKEHA chlllaTa no3a (Bxk. Tabnuua 1). Kpectop e npoTHBONOKa3aH NMpH NaUHEHTH, KOUTO
¢ JHOBPEMEHHO NOMYYAaBAT LUKIOCNOPHH (BX. TOuka 4.3). EnHOBPEMEHHOTO NPHIIOKEHHE HE €
NOBJIHANO [UTA3MEHUTE KOHLIEHTPALIHK Ha LHKJIOCNOPHH.

['eMdubpo3na ¥ Apyru JUNWAONOHWKABALLY NNPOAYKTH

EaxoBpeMeHHOTO nprunoxeHHe Ha Kpectop U reMpubpo3nn e A0Beno A0 ABYKPATHO NOBHIICHHE HA
Cmex ¥ AUC na posyBactaTii (BX. Touka 4.4). lanaure o1 papMaKOKMHETHYHHTE NPOYUBaHMA,
M3CieABAaIlM IEKAPCTBEHHUTE B3aUMOJEACTBMA, HE NMOKa3BaT B3auMoaeicTeye ¢ peHopubpar, Ho e
Bb3MOXHA NOABa Ha papMakOAMHAMMYHK B3auMoaeicTBua. [ eMpudbposnn, peHodpudbpar u
OCTAHANWTE MEAMKAMEHTH OT rpynara Ha ¢uOpaTuTe M TUNXAAONOHMKABAILMTE A03M (B 103K > | g Ha
N€H) HAaUMHE (HHKOTHHOBA KHCE/IMHA), NOBULIABAT PHCKA OT NOABA HA MHOMATHA NPH KOMOHHHpaHe ¢
HHXHOMTOPH Ha XHAPOKCU-METUN-TIIYTAPHII-KOSH3IUM A pellyKTa3aTa, Hai-BepOsATHO Nopaau ¢akTa,
ye NocNeHHTE MOTaT Aa NpeAn3BUKAaT TOABATA HA TOBA YCJIOKHEHHE W NpH MOHOTepanua. JlozaTa or
40 mg € NPOTHBOMNOKAa3aHa MpH eAHOBpeMeHeH npHeM Ha GHOpaTH (BXK. Touka 4.3 U 4.4). [1pu Te3u
NALMEHTH JICYEHHUETO CHLIO TPpsOBa Ja 3anoyHe ¢ 5 mg,

EzeTtumub

EaHospeMedHoTO H3noaseaHe Ha 40 mg Kpecrop u 10 mg eseruMud He Boau no npomend 8 AUC H
Ha ABaTa NpOAYKTa, KOrato ce npuiaarar npy sapasH gobSposonuu. UmMa 1,2 nutH noeriwenue Ha AUC
Ha po3yBacraTH, korato 10 mg Kpecrop v 10 mg ezeriMub ca npuaoKEHH Npy NALMEHTH C
xunepxonecreponemus (Tabnuua 1). He moxe na ce n3kmoun GpapmMakoauHaMHYHO B3aHMOACHCTBHE
MEXAY TAX, KOETO Ja UMa 3a Pe3YNTaT HeXENaHU peaKUuKH (Bx. Touka 4.4).

[1poreasHn HHXHOUTOPH ...

- """-...__h

B'bnpem Y€ TOUHHAT MEXAHH3IBLM HA B3aHMOJEHCTBHE HE € U3BECTEH, CIHOBPDCMCHHOTO npﬂﬂm-ﬂ_}

NPOTEAa3HH HHXHOHUTOPU MOXKE PA3KO [1a NOBHILH EKCNIO3HLIMATA HA PO3YBACTATHH (BXK. Tﬂﬁﬂlf%”w - ’"-’&f;\\
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(hapMaKOKHHETHYHO NMPOYUBAHE NPH 3ApaBH J0OPOBOJILH, C€ aCOLMHPA C MPHOJIHIHTENHO TPHKPATHO
HapactBaHe Ha AUC Ha posysacratuH. EaHoBpemeHHOTO npunoxeHune Ha Kpectop U HAKOH
KOMOHHALHH OT NPOTEa3HU MHXHOUTOPH, MOXKE 1a C€ HMAa NPEeABUA C1€A BHUMATEIHO NPEUEHABAHE
Ha KOPEKUMHTE Ha 103aTta Ha Kpectop, Ha 6a3za o4akBaHOTO NOBHILEHHE HA €KCMO3ZHLMATA Ha
po3yBacTaTHH (Tabnuua 1 n Toukn 4.2 1 4.4).

AHTHALUMAH

EnHoBpeMeHHOTO npuioxkeHue Ha KpecTop ¢ aHTHaLUAHA CYCNEH3Us, ChABPKALIA ATYMHHHEB H
MarHe3neB XHAPOKCH], € JOBENO A0 HAMAJABAHE HA IU1a3MeHaTa KOHUEHTPALUHA Ha pO3yBAacTaTHH C
npubnusurenHo 50 %. To3u edekr ¢ Oun orcnabeH, KOraTo aHTHALUMAMTE ca JaBaHH 2 yaca cnejn
npueMa Ha Kpecrop. KniMHHYHOTO 3HAYECHHUE Ha TOBA B3aHMOJCHCTBHE HE € H3CJIEABAHO.

EpHTPOMHUMH
EnHOBpEMEHHMAT NPUEM Ha KpecTop M epHTPOMHLUHE € a0Bena Ao 20 % Hamanesne Ha AUC .y ¢

30 % namanecHne Ha Crax Ha pO3YyBaCTATHH. B3aMMODEHCTBHETO MOXKeE 114 € NPEAH3BHKAHO OT
MOBUILIECHHKA YpPEBEH MOTHIIMTET, BCNSACTBUE HA NPHEMA HA EPHTPOMHMLIMH.

Tukarpenop

THkarpenop Moxe aa noenviae 6rbpeunaTa ekCkpeLMs Ha pO3yBAaCTATHH, YBEJIHYaBaHKH pHCKa OT
KYMYJIHpaHe Ha pO3yBACTATHH. BENPEKH ye TOUHHAT MEXaHU3 LM HE € W3IBECTEH, B HAKOM ClIy4aH
€THOBPEMEHHOTO MPUIIOKEHHE HA THKArpenop H po3yBacTaTHH BOAW A0 HaMangBaHe Ha ObOpeuHara
¢yHkums, nopHieHo HUBO HA CPK u pabpomuonusa.

Ex3nMH OT cucTeMaTa Ha UMTOXpoM P450

HaHuuTe OT in vitro W in vivo Npoy4BaHHUA NOKAa3BaT, e PO3YBACTATHUH HE € HUTO HHXHOHTOP, HUTO
HHAYKTOp Ha uHTOoXpoM P450 usoeHsumure. PosyBacraTun e cnab cyberpar 3a T€3u H30€H3HMM.
CnenoBaTeNHo, NeKapcTBEHH B3aUMOACHCTBHA, Pe3Y/TTaT OT UMTOXpoM P450-meannpaHus
MeTabonusbM, He ce ovakeaT. He ca HabnionaBaHH KITHHHYHO 3HAYHMH B3aHMOJEHCTBHA MEXAY
po3yBacTaTHH H quiykoHason (HHxuouTop Ha CYP2C9 u CYP3A4), win ketokoHazon (HHXHOHTOp Ha
CYP2A6 u CYP3A4). EnHoBpeMeHHUAT npueM Ha HTpakoHaszon (HHXHOWTOp Ha CYP3A4) m
po3yBacTaTHH BOOM A0 28 % yBennueHHe Ha AUC Ha po3yBacTaTHH. ToBa MalikO YBEJIHHEHHE HE €
KIHHHYHO 3HA4YHMO. [10 Ta3u NnpHYHHAa, iekapCTBEHK B3aHMOAEHCTBHSA B CNEIACTBHE HA METADONH3IbM,
MEAUHPaH OT uHTOXpoM P450, He ce ouaksar.

B3aumMoaeHCTBUA, KOWTO U3KCKBAT KOPEKIIMA HA /103aTa Ha PO3YBACTATHH (BX. ¢bulo Tabnuua 1)

Koraro e HeoOxoanmo na ce npunara Kpectop eAHOBpEMEHHO ¢ APYTH NEKapCTBEHH NPOIYKTH, 34
KOHTO € H3BECTHO, Y€ NOBHILABAT €KCNO3MLHATA Ha pO3yBaCTaTHH, A03uTe Ha Kpectop Tpabsa na ce
kopHrapat. Ha npeanucealiture nexapH ce npenopbuBa a B3eMaT NpeABH CbOTBETHATA JIEKAPCTBEHA
HH(pOpMaLHA, KOraTO OOMUCIAT NMprHaraHe Ha TAKMBA NPOAYKTH 3aeaHo ¢ Kpecrop. 3anoyea ce ¢
no3a Ha Kpectop ot 5 mg BeAHBX AHEBHO, aKO OYAKBAHOTO NOBHIUEeHHE Ha ekcriosHumaTa (AUC) e
NpudOAU3MTENHO OBYKPATHO WIIH NMO-rojiamMo. MakcruManHara nHeBHa n03a Ha Kpectop Tpabea na ce
KOPHI'Mpa Taka, 4€ O4aKBaHaTa €KCMO3HLUMA HA PO3YBACTATHH HAMA BEPOATHOCT A4 HAJABULIM Ta3H HA
40 mg auesHa n03a Kpecrop, npHer 6e3 B3auMOAeACTBALUM JIeKapCTBEHH NPAYKTH, HANPUMEP O03a OT
20 mg Kpecrop ¢ rempubposnn (1,9 mbt noHineHue) v gosa ot 10 mg Kpectop ¢ komOuHauus
pHTOHaBHp/aTasaHaBHp (3,! MTBTH NOBHILEHMHE).

Axo ce Habmonaea, ue nekapcTBeH npoayKT noBHwasa AUC Ha po3yBacTaTHH NO-MajKo OT 2 IThTH,
HauanHata Jo3a He TpsfBa Ja ce HamausBa, HO TpsDOBa aa ce Noaxokaa ¢ BHMMaHHe, aKO A03aTa Ha
Kpectop ce nosuiuy Han 20 mg.




Tabnana 1. EdexT Ha efHOBpeMERHO NPUJIANAH JIEKAPCTBEH NPOAYKT BLPXY eKCHO3HUHNTA HA
po3yBacTaTHH (AUC, B HH3IX0ARIN pea) oT NYONHKYBAHH KJIHHHYHH NPOYYBAHHSA

Hosumanane Ha AUC ua PO3YBACTATHH 2 IbTH HJIH nNOoBedYe 0T 2 NTbTH

H030B pexum Ha J030B pexHM HA IIpomana B AUC Ha
BIAEMOAeHCTBAOTO IEKAPCTBO PO3YBACTATHH PO3YBACTATHH
Codocbysup/BennatacBHp/BOKCHWIATIPER 10 mg eaMHuuHa a03a 7,4 NbTH

Hp (400 mg-100 mg-100 mg) +
Bokcunanpesnp (100 mg) BeaHDBX
OHEBHO 3a 15 nHu

Linknocnopun 75 mg ABa MbTY Ha AeH 10 mg BeaH®XK aHeBHo, 10 aun 71metu T
no 200 mg nBa NbTH Ha AeH, 6 Mecela

Haponyramupa 600 mg 2 x aH., 5 auu 5 mg, eAMHWYHa 103a 5,2 MbTH
Peropadennt 160 mg, BeaHbK JHEBHO, 5 mg, eAMHMYHE J03a 3,8 MbTH
14 num

ATtazaHapdp 300 mg/puroHasup 100 mg 10 mg, enMHHYHa no3a 3,1mpn T
BeJHBXK AHEBHO, 8 HH

Poxcanycrart 200 mg npe3 aex 10 mg, eanHvyHA 3034 2,9 meTH 1
Bennartaceup 100 mg peaAHBK AHEBHO 10 mg, eaMHUYHa n03a 2,7 nbTH
OmbuTaceup 25 mg/napuranpesup 5 mg, eaMHHAYHA 0034 2,6 nvTH

150 mg/ purtonasup 100 mg BeaHbXK
aHesBHo / na3abysup 400 mg 2 npTH

nHeBHO, 14 nHH

Tepudynomun He e HanHuHa 25abu T
['pazonpesnp 200 mg/enbaceup 50 mg 10 mg, equHUYHa 0034 2,3 Nn»TH
BeAHBLXK AHEeBHO, 11 aHuM

['nexanpeBup 400 mg/nubpeHTaceup 5 mg BeAH®BXK AHEBHO, 2.2 TLTH
120 mg BeAHBXK 2HEBHO, 7 IHH 7 AHK

Jlonnnasup 400 mg/puronasnp 100 mg 20 mg BeOHDbXK AHEBHO, 7 IHH 2,1 mm T
ABAa MbTH Ha OeH, | 7 nHu

Kanmatunn6 400 mg asa m»TH Ha el 10 mg, enuHUYHa 1033 2.1 motu T
Knonnporpen 300 mg narosapsaina 20 mg, enMHHYHA 1038 2t T
A03a, nocjaeasada oT 75 mg Ha 24 yaca

DocramaTiHHO 100 mg nBa mbTH HA 20 mg, enMHUYHA A03a 2,0 metu T
eH

Tadamuauc 61 mg 2 MbTH AHEBHO HA 10 mg, eaMHHYHa 1034 20meta T

AeH | ¥ 2, nocaeaBaHo OT BEAHDBXK
JHEBHO HA JeH 3 H 9

I'empu6posnn 600 mg nBa MLTH Ha OeH, 80 mg, enMHMYHA 1038 1,9 meru T
7 AHH
Ilopamasane Ha AUC Ha po3yBACTATHH BO-MAJIKO OT 2 NbTH N
J1030B pexXHM na J030B pexKHM na IIpomMaHa B AUCQHa‘_* o
B3aHMOAeHCTBAMOTO JIEKAPCTBO pPO3YBACTATHR PO3YBACTATHR , .
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EnTpombonar 75 mg BeAHbH JHEBHO, 10 mg, eaMHH4YHA 034 1,6 nb1H T
5 auu

Hapynasup 600 mg/puroHasup 100 mg 10 mg BeaHbXK AHEBHO, 7 AHH 1,5 nvta T
[\Ba IMbTH HA AEH, 7 IHH

Tunpanasup 500 mg/puronasup 200 mg 10 mg, enuHnyHa Oo03a 1,4 netu T
JBa ITbTH H& AeH, 11 gHHU

HpodenapoH 400 mg nBa IMbTH Ha A€H He ¢ HanM4Ha 1,4 mtu T
HTpakoHnason 200 mg BeAHBX AHEBHO, 10 mg, eaunyHa 8o3a 1,4mma T
5 aHH

Ezetumub 10 mg BeaHbXK AHEBHO, 10 mg, BeaHBXK AHEBHO, 14 AHH 1,2 e T
14 num

HNonmwxapane Ha AUC Ha po3yBaCTATHH

H030B pexam na Jlo3oB pexnm HA Ilpomuna B AUC na
B3aHMOAeliCTBAIIOTO NEeKAPETBO pPO3YBACTATHA PO3YBACTRTHH
Epurpomuuus 500 mg yeTvpH mbTH Ha 80 mg, egMHHUYRa 1032 20% <

AC€H, 7 OHK

baukanud 50 mg Tpu TeTH Ha O€H, 20 mg, eqMHW4YHa 1034 47%

14 aum

"JlaHHHTE, MOCOYEHH KATO X MTBbTH MPOMAHA, MPEACTABAT NPOCTO CHOTHOLIEHHE MEXIY
eIHOBPEMEHHO NPHIOKEHKE H NMPUNOKEHHE HA pO3YBACTATHH CaMOCTOATENHO. JJaHHHTE, NOCOUEHH
KaTo Y%, NPeACTABAT NPOLIEHTA Pa3/iHKa OTHECEH HAa CAMOCTOATENHOTO NPHIIOXKEHHE Ha
pO3YBACTATHH.

[ToBulMaBaHETO € NPEACTABEHO KATO T nonwkenuero kato 4.
""Hakonko npoy4BaHns 3a B3aKMOACHCTBHE ca MPOBEACHH ¢ pa3fiMuHH 103HpoBkH Kpectop,
TabaMuaTa npeacTass HaR-3HAYHMOTO CHOTHOLLEHHE,

AUC = nmnow noa KpHBaTa;

Creanure nexapcTseHH NMPOAYKTHW KOMOMHALMM HE OKa3BAT KIMHMYHO 3HauuM edekT Brpxy AUC Ha
pO3yBacTATHH NPH €AHOBPEMEHHO NMPHIIOKEHHE:

Anernurazap 0,3 mg npunoxkenue 3a 7 auH; GeHodndpaTt 67 mg 7 AHK NPHIIOKEHHE TPH MBTH Ha
neH; Oaykonazon 200 mg 11 auu npunoxenne Beanbx aHeBHo; ®ozamnpenasup 700 mg/pUroHaBHp
100 mg 8 auu npunoxexue A8a NbTH Ha AeH; KerokoHaszon 200 mg 7 oHHU NpHIOKEHKWE JBa [TbTH HA
neH; Pudamnuu 450 mg 7 nHn npunoxkenue peaHnk AHeBHO; Cunumapud 140 mg 5 aun npunoxenne
TPH TbTH HA JICH.

Egexm na pozyeacmamur 6vpxy eOHOBDEMENHO NPWIALAHU AEKAPCMBEHU NPOOYKMU

AHTArOHMCTH Ha BUTaMHH K

[Monobno va apyru uuxudburopu Ha HMG-CoA peanyxrazara, 3anouBaHeTo Ha JieueHMe ¢ Kpecrop
WIH THTPHPAHETO Ha A03aTa MY MPH NMALHWEHTH, NPHEMALLH aHTaroOHUCTH Ha BUTaMHH K (kato
BapdapHH WIH ApYTrH KyMapHHOBH aHTHKOAryJIaHTH), MOXKE 1a 0Be/le A0 MOBHILIEHHUE Ha
MEXAYHAPOAHOTO HOPMaNH3HpaHO CboTHOoWEHHE (International Normalised Ratio, INR).
[lpexbecBaHETO HA IEYEHHETO UITH HaMallsBaHe Ha J03aTa Ha TUTpHpaHe ¢ KpecTop, MoXKe aa noBeae
no Hamanexnue Ha INR. [1pn nogobHH cuTyaumu ce npenopbryuea MOHHTOpHpaHe Ha INR.

[lepopanty KOHTpPaUEOTHBH/ XOPMOHO3aMECTRALLIA TEPAINA
EnHoBpeMeHHHAT npuem Ha KpecTop # rmepopaiHi KOHTpaUeNnTHBH, € 10BeN A0 nopHluasaHe Ha AUC

“_""‘-b;

™

Ha €THHHWJI €CTPAJHON ¥ HOPrecTpel, CbOTBETHO € 26 % K 34 %. Te3n NOBMILEHH MIA3MEHH .~ . siily, -
KOHUEHTpaLuH TpaOBa Aa c€ B3eMaT NOX BHHMAaHHE, KOraTo ce onpeaens A03HpOBKAaTa Ha "Cg{ﬁ_' -
nepopanHuTe KOHTpauenTHeH. Hama ¢papMakOKHHETHUHH AaHHH 33 NALHEHTH, KOMTO NpHeMaT’ _,g_.—m, :
€QHOBpEMEHHO KpecTop U XOpMOHO-3aMecTRallia Tepanuia. ETo 3an0, B3aMMOAEHCTBHETO, emhc b t"i .
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no-rope, He TpROBa Ja ObJe HIKTOHEHO KaTo BepoaTHO. Bunpeku Tosa, Tazd koMOHHaLuA e Ouna
LIHPOKO NPWIArala oT )KEHH B KIHHHYHH M3NMUTBAHUA U € OHia TonepupaHa nodpe.

Hpyru nekapcTBeHH NPOAYKTH
Luzcoxcun: Bb3 0CHOBa Ha JaHHUTE OT cneLUdpUYHH MPOYUBaHHA 33 H3CNIeABaHe HA JIEKAPCTBEHH

B3aHMOCHCTBHA, HE CE€ 04AKBa KIIMHHYHO 3HAYHMO B3aHMOLCHCTBHE ¢ IHIOKCHH.

Pyszuooea kuceauna: He ca npoeexxaaHH NpOYYBAHHSA 3a H3CIEABAHE HA B3aUMOJCHCTBHA C
pO3YBACTATHH H Py3Ha0Ba KHCENHHA. PUCKBT OT MHOMNATHSA, BKIIIOUHTENHO pabaoMHOIH3a, MOXKe Ja
Ce YBEJIMMH NIPH eAHOBpeMeHHa ynotpeba Ha Qpy3uA0Ba KHCEIMHA 38 CHCTEMHO NPHAOKEHHUE H
CTaTHHU. MeXaHu3MBbT Ha TOBA B3aHMOACHCTRHE (dapMaKoAWHAMHYHO WIH GapMaKOKHHETHYHO, WIH
M IBETE) € BCe oule HensBecTeH. Mma crobinennsa 3a pabaomMuyonnsa (BKIIOYHTEIHO HAKOJIKO C
¢daraneH U3xoa) NpH NAUMEHTH, NPUEMALIH Ta3H KOMOHHaLHA.

AKO TepanuaTa ¢ py3naoBa KHCEJIHHA 32 CHCTEMHO NPUIIOKEHHE € HANOXKHUTEIHA, JICYEHHETO ¢
Kpectop TpsabBa na 6bae NpekbCHATO NO BpeME Ha NEpUoOaa Ha IeYeHHE ¢ dy3uaoBa KUCEIMHA,
BuxTe cbLo TOUKA 4.4.

[lennaTpHyHa NONynaius
[TpoyuBaHHi 3a B3aUMOACHCTBHA ¢4 NMPOBEXKAAHH CaMO NMPH BB3pacTHH. CTencHTa Ha

B3aHMOJICHCTBHATA B ncarnaTpyuiHaTa noiryJjalnia HE € U3BCCTHA.

4.6 DepTUAHTET, OpeMEeHHOCT H KhpMeHe

KpecTop e npoTHBONOKAa3aH Nno BpeMe Ha OPEMEHHOCT U KbpPMEHE,
XeHH B nereponiHa Bb3pacT TpaOBa Aa npHiarat NOAXOQALUH KOHTPALENTTHRBHH MEPKH.

bpeMEHHOCT
XO0necTeponsT U APYTHA NPOAYKTH Ha XOJIECTEpONOBHA OMOCHHTES ca BAXKHH 32 PAa3BUTHETO HA IUIOA4.

ETo 321110, NOTeHUHANHUAT PUCK OT HHXHOUpaHe HAa HMG-CoOA penykrasara € no-rojiiM 8 CpaBHEHHE
C MOJ3aTa OT JICYEHHETO NO BpeMe Ha OpeMeHHOCT. U3cneaBaHUATA BLPXY XKHBOTHH OCHIYPSIBaT
OrpaHAYEHH AAHHH 3a PENpOAYKTHBHA TOKCHYHOCT (BXK. Touka 5.3). AKo nauueHTka 3abpemMeHee no
BpeMe Ha JieHeHHE C TOBA JIEKAPCTBO, IPHEMLT TpAOBa aa Obae He3abaBHO NMpeycTaHOBEH.

KppMeHe
OrpaHH4YeHH AaHHH OT NyONHKYBaHU AOKIAAH NMOKAa3BaT, Y€ pO3YBACTATHH NPUCHCTBA B HOBELLKATA
KbpMa. PO3yBacTaTHH ce OTaea B MASKOTO Ha ruibxose. [lopaau MexaHu3ma na acicreue Ha Crestor,

CBUECTBYBA MOTEHLHAIEH PHCK OT HEXEJIAHH PEaKUMH NPH KbpMadeTo. Crestor € NpOTHBOMNOKA3aH no
BpEME Ha KbpMeEHe.

Deprunurer
Hsama u3secTHH edpexTn BbpXY PepTHANTETA cne ynorpedara Ha po3yBacTaTHH.

4.7 EdexTn Bupxy cniocobHOCTTA 32 modupane H pabora ¢ MAMAHA

He ca npoBexaaHy npoy4yBaHus 3a YCTAHOBABaHE Ha BIIHAHHETO Ha Kpectop BbpXy cnocoOHoCTTa 32
wo¢HpaHe H paboTa ¢ mawnHH. B13 0cHOBa Ha papMakoaHHAMHYHHTE CBOHCTBA, HE Ce OYAKBA
Kpectop na nosnnse HebGnaronpHaTHoO Te3d cnocobHocTH. [1pH wodupare win pabora ¢ MaLIHHM
TpaOBa 1a ce HMa NpeaBU]l, Y€ NPHEMAHETO Ha JIEKAPCTBOTO MOXe Aa NpeH3BUKA CBETOBBLPTEXK.

4.8 HexenaHn JeKAPCTBEHH PEAKUHA

Hexenanute nekapcreeny peakuuy, HabnrogaBaHu npH ynorpebara Ha Kpectop, oOMKHOBEHO ca

¢ Kpectop, ca npexbcuanu NECYECHHUETO NOPaAH HeXKeJlaHH peakuun

TabnuueH CNUCHK HA HEXKEITAHUTE peaKLHH
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bazupaHa Ha AaHHH OT KJIHHU4YHH NPOYYBaHHA H OOLIMPEH NOCTMAPKETHHIOB OIHT, ClIEAHATA
Tabnuua npeacTaBs NpoPWILT Ha pO3yBAaCTaTHH MO OTHOLLIEHUE HA HEXKENaHH JIEKAPCTBEHU PEaKLIHH.
Hexenanure peakuuu, H230poeHH no-nomy ca KnacHPBUHPaHH No YECTOTA B CHCTEMO-OPraHeH Kiac

(COK).

YecToTaTa Ha HEXEIAHUTE peakLiMu € choOpa3leHa chbe cneaHara KoHBeHUHs: dyectd (= 1/100 go 1/10);
HeyecTH (= 1/1 000 no 1/100); peaxu (= 1/10 000 ao 1/1 000); mHoro peaku (< 1/10 000), HenssecTHa

HCCTOTA (He MOKC Na ﬁ’bﬂe OLUCHCHA OT HATHYHHTC ,El&HHH).

Tabanna 2. Hexenann JekKapcTBeHR peaknad 0a3HPAHH HA JaHHE OT KJIHEHYHH NPOYMBAHHSA H
NOCTMAPKETHHIOB ONKT

CuaTtemMo-opranen YecTH HedecTH Peaxn Mnoro peaxn | Hem3BecTna
Kjac ' 9e¢CTOTA
Hapywenua na TpombounToneH
Kpvema u auMgnama U
cucmemda
Hapywenusa na Peakuuu Ha
uMyHHama cucmema CBPbXYYBCTBUTE
JTHOCT
BKJIIOUMTENHO
aHruoenem
Hapywenun na 3axapeH
EHOOKpUHKHAMa anaber’
cucmema
TTcuxuunu lenpecus
HADYWEeHUR
Hapywenun na I'napobonm | [lonuuesponaty | Ilepudepna
HepsHama cucmema | e q HEBPONAaTHS
3amalipaHe 3aryba Ha namer | HapyweHus Ha
CBHHA
(BKJTHOUHTENHO
UHCOMHHS H
KOLMapH)
Muacrenns
rpaBHC
Hapywenus na Ovyha
oyume MHACTCHHS
Pecnupamophu, Kawnuua
2DbOHU U HucnHes
MeQUACMuHaIHY
HAPYUIEHUR _
Cmomauno-ypeenu | KOHCTHNAL ITaHkpeaTtur Huapus
HAPYWen A 1S
["anene
AbgomuHan
Ha 6onka
Xenamobwruapru [ToBuiEHN XrnreHuna
HapYueHUun yepHoApoOHH Xenarur
TPAHCAMHHA3H
Hapywenun na [tpypuTyc
Koxcama u Obpus
NOOKONCHAMA MbKAH Yprukapus
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CHMITTOMH
(DRESS)
Hapywenus na Mmuanrus Muonarths ApTpanrus HapylueHns Ha
MYCKYAHO- (BKJIIOUHMTEJTHO CYXOXKMIHATA,
cxeaemuama MHO3MUT) NOHAKOTA
cucmema u Pabaomuonusa YCIIOXKHEHH OT
cveourumensama Jlymyc-noaobes pynrypa
IMbKaH CHHAPOM HMyHoMenHupa
PynTypa Ha Ha
MYCKYN HEKPOTH3HpALLA
MHOTIATHA
Hapywenua na Xematypus
bvbpeyume u
NUKOYHUME nbmulye |
Hapywenua na [ MHEKOMAaCTHS
penpooykmueHama
cucmema u epoama
Obwju napyuenur u | ACTeHus EaeM
eghexmu na
MACMOmMo Ha
npunoicerue
'YecToTaTa LUE 3aBHCH OT HATMMHETO WIH OTCHCTBHETO HA PUCKOBH (akTopk (I1I0K032 Ha raaHO
> 5,6 mmol/l, HHaekc Ha TenecHa maca > 30 kg/m?, noBHILEHH CTOHHOCTH Ha TPHITTHLIEPHAHKTE, aHaMHe3a 3a
XHIIEPTOHHA ).

KaxTo npu aApyru uHxuburopu Ha HMG-CoA peaykrasara, 4ecToTaTa Ha HeXKeNaHUTE JIEKAPCTBEHH
peaKkLUMK 3aBUCH OT J03aTa Ha JIEKAPCTROTO.

Edextn BbpXY OBOpeLiUTe
I1py naupenTH, nexyBaiu ¢ Kpecrop, e HabnioaapaHa NpoOTeHHYPHA, YCTRHOBEHA MPH H3CNIe[BAHE C
TECT-JIEHTHUYKH H KOATO € ¢ NPEANMHO TYOYNIeH NpoH3Xoa.

B onpeacneHn MOMEHTH OT JleueHHeTo, npu < | % ot naurenTure Ha 10 mg 1 20 mg, v npu
npudansuTenHo 3 % ot nauueHTHTe, nekypaHu ¢ 40 mg, ca HabmoNaBaHK MPOMEHH B H3CNIEABAHUATA
38 MPOTEHH B YPHHATA OT OTPHLATENECH PE3YJITAT WM cliean ao ++. HesHauuTenHO OTKNOHeHHe, B
NOCOKA OT OTPHLATENEH Pe3yJITAT WiH CieAH KbM +, ¢ HabmonaraHo npu ao3a 20 mg. B noseuero
Clly4ya™, NPOTEMHYPHATA HAMAJIABA HIN M34e3Ba CIIOHTAHHO B NpOLIECa HA JIEYEHHKETO, H HE € J0Ka3aHo
Aa NpeauwecTsa OCTpO H NMporpecHBHo 6L0peuno 3abonasane. Ot npernena Ha JaHHHUTE NPH
KITHHHYHHTE OMHTH H NOCTMAPKETHHTOBHTE NPOYYBAHHUA, 10 Cera He € YCTAHOBEHA NpH4YHHHA BPb3Ka

MEXY NPOTEUHYPHATA K OCTPO HIIH NiporpecHsHo 6uOpeuHo zabonasane.

[1pn nanueHTyH, NeKyBaHu ¢ Kpectop, e HabniotasaHa xeMaTypus, HO KJIMHUYHUATE JaHHH COYaT, 4e
yecToTaTa #f e HUCKA.

Edexry BLpXY CKeneTHATA MYCKYJIATYpA

Kakto npu apyru nHxuburopn Ha HMG-CoA penykrazarta, Bb3AeHCTBHA BbPXY CKeNeTHATA
MYCKYJIaTypa KaTO HEYCIIOXKHEHA MHANTHS, MHBOTIATHA ( BKITIOUHTENHO MHO3HKT) U pabaoMuonuia, ca
YCTAHOBEHH NMPH NALMEHTH JIEKYBAHHU C KpecTop — BB BCHYKH TepaneBTHUHH A03H, 0c0beHO B 103M

Raja 20 mg.

e AR

YBennueHHe Ha HHBOTO Ha CK, BCieICTBHE HA yBE/IHYEHHE Ha 03aTa € Hab/1r0aaBaHo NpH MaITBK - NG :J?:
Opo# mauMeHTH Ha po3yBacTaTHH; MHOXKECTBOTO OT C/Ty4auTe Ca JIEKH, NPEXOIHH H acnumomama 7
Axo uBoTO Ha CK ce noeuuIK (> 5 MsTH ropHATA IPaHMLIA HA HOPMATa), JICYEHHETO TpabBa < -ﬁr-‘-'-*‘\ :
BPEMEHHO Aa Ce NPEYCTAHOBH (BX. TouKa 4.4). ‘ / 2N NCN
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EdexTd BbpXy yepHusa apob

Kakro npu apyru unxuburopu Ha HMG-CoA peaykrasara, yBeIM4YCHHE HA TPaHCAMUHAIUTE,
CBBP3aHO C JO3HPOBKAaTa, € HabnaapaHo MpH MabK OpOH NALMEHTH HA PO3YBACTATHH; MO-TONAMA
4ACT OT CJAYHAHTE Ca ICKH, ACHMITTOMATHYHH K NMPEXOAHH.

Kpectop
CReHHUTE HEXENAHH PEAKLIMH Ca AOKIANBAHH TPHU HAKOHW CTATHHM:

e (CekcyanHa AUCHYHKLMA.
o H3onupaHu ciydaun Ha HHTEpCcTHUHATHA Oenoapodbra 6onect, ocoOEHO NPH NPOABIDKATENHA
Tepanua {(Bx. Touka 4.4).

JokiaasaHaTta yecTora Ha pabAOMHONN3a, CEPHO3HH YEPHOAPOOHH yBpeaH (OCHOBHO -~ YBEJIHYEHH
YyepHOAPOOHH TpaHCAMHHA3H ), € NO-BUCOKA NMpH J03UpoBKa oT 40 mg.

[leanaTpyyHa NOMynaLus

[lopuiuaBaHe Ha KpeaTHHKHMHa3aTa > 10xULN ¥ MyCKYJTHK CHMITTOMM, ¢lied YNpaXXHEHUS HIH
NOBHILEHA PH3HYECKAa AKTHBHOCT ¢a HabnloiaBaBH No-4ecTo B €4HO 52-ceAMHUYHO KJIHHHYHO
NPOYYBAHE HA ACLA H OHOIUH, B CpaBHEHHE ¢ Bb3pacCTHHUTE (BXK. To4ka 4.4). B apyr acnekTt, npodwisbt
Ha 0e30MacHOCT Ha PO3YBACTATHH € CXO/IEH MPH A€Lla M IOHOLLH, B CPABHEHHE C Bb3PaCTHHTE.

CrofiiasaHe Ha NOA03UPAHHA HEXEIAHH DEAKLHH
Cro0LaBaHeTo Ha MOAO3IUPAHH HEXEJIAHHM PCAKLIMH clef] pa3peluaBaHe 38 ynorpeda Ha nekapCcTBeHHUS

NPOAYKT € BaKHO. ToBa No3BoAABA A2 NPOALIDKHA HAONOIEHHETO Ha ChOTHOLUEHHETO NOI3a/PUCK 3a
nexapcTBeHHa NpoAyKT. OT MEOUUMHCKHTE CIIELHAINCTH ¢€ H3UCKBA Ja cboOliasar BciAka
NOAO3UPAHA HEXKENIaHA PpeaKLHa 1o:;

buarapus
A3nbenruTENHA areHUMA 1o nekapcreara yi. ,,Jlaman ['pyes” Ne 8
1303 Codmus

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

4.9 [Ipeao3npane

Hama cneundruHo neyeHue B ciyyait Ha npeaosupase. [Ipu npero3upane, nauMeHTHT TPpAORA A4 ce
NeKyBa CHMITTOMAaTHYHO H 1d C€ 3aMoYHAT NOAABPKALIHM MEPKH Criopea Hy)aara. HYeproapoOHara
¢byrkuus v HuBaTa Ha CK TpabBa na ce cneasat. Manko e BepoaTHO xeMoaHanu3ara aa 6bae oT nonsa.

g, ®APMAKOJJIOTHYHH CBOUCTBA

5.1 PapMAKOAHHAMHAYHH CBOHCTBA
QapmaxorepanesTRuHA rpyna: HHxubutopu Ha HMG-CoA peaykrazara, ATC koa: C10AAQ7

MexaHW3bM Ha JCACTBUE

Po3yBacTaTuH € CelIeKTHBEH H KOHKYpeHTeH nuxubutop Ha HMG-CoA peaykrasara,
CKOPOCTOTPaHHUYABALIMAT EH3UM, KOHTO NpeBpbila 3-XHAPOKCH-3-METHAMTYTAPH KOEH3HWM A B
MEBAJIOHAT, NTPEKYPpCcop Ha xonectepona. OCHOBHO Bb3AEHCTBHE PO3YBACTATHH OKAa3Ba BbPXY YEPHHUSA
Apo0, OpraHbT, B KOHTO C€ U3BBLPLUBA HAMANABAHE HHBOTO HA XONECTEPOI,

e

Po3yBacTaTuH yBesiH4yasa Opos Ha depHoapobunTe LDL peuenmopu pupxy KieTbhb4HaTa nﬂabpxﬂqqrﬁ‘%‘ s, |
KAaTO 3aCHJIBA NOEMaHeTo U kaTabonusma Ha LDL W uHxu6upa uepuoapobHata cuutesa Ha VLDL. Mo ﬁff_,_\
TO3H HAYHH, pO3yBacTaTUH Hamanasa obwus 6poi va VLDL u LDL wacTuum. ' /,H, TN

SR /LI
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dapMakoAHHAMKWYHU edEKTH

Kpecrop namansasa nosuweHus LDL-xonecrepon, obLms xonecTepon 1 TPHIHLEPUANTE, H
nosuwaea HDL-xonecrepona. To# cuio nonnmxkaea ApoB, HeHDL-C, VLDL-C, VLDL-TG n
ysennuaBa ApoA-l (px. Tabnuua 2). Kpecrop nonwxkana ¥ cvotHowenusta LDL-C/HDL-C, obw

C/HDL-C, neHDL-C/HDL-C u ApoB/ApoA-Il.

Tabanua 3. OTrosop Ha J03aTa DPA NANKREHTH ¢ NLPBHYHA XHNepxoaecTepoaeMns (TN Ila u
IIb) (xopHrupan cpeeH NPONEHT HA NPOMAHA OT H3IXOAHOTO HHBO)

Jo3a N LDL-C O6m-C HDL-C TG weHDL-C ApoB ApoA-]
fInauebo 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

TepaneBTHYHHAT OTTOBOP KbM JieueHHEeTo ¢ Kpectop ce 3abenassa 10 1 ceaMuLia OT HAYaANOTO Ha
TepanuaTa H 90 % oT MakcHMaNHHA OTIOBOP C€ NOCTHIA A0 2 ceAMHUH. MaxCHMAaNHHAT OTTOBOP
OOHMKHOBEHO Ce NMOCTUIa KbM 4-Ta ceaAMHULA H ¢e NOANBPXKE CNel TOBA.

KnuHnyHa edHkacHOCT ¥ He30MacHOCT

KpecTop e eeKTMBEH NMPH BB3pAaCTHU XOpa, CTPaAallld OT XHIIEPXOAECTEPOSIEMHA, ChC HAH be3
XMNEPTPUIIHULEPHAEMH, HE3@BUCHMO OT pacoBa NPHHAANEXKHOCT, NOJ WIH Bb3PacT, H NpH
CMICLMATTHN IPyNy KaTo AHaOETHLIH HIIH NaLHEeHTH ¢ (aMWIHA XHNEePXONeCTepOsIEMHUA.

Obobmenure nannn ot dasa IIl Ha knMHUYHUTE NpoyYBaHUA NoKa3eart, ye KpecTop € edekTHReH npy
NeycHHE Ha rojigMa 4acT ot nauueHTure ¢ tun lla v IIb xunepxonecreponemus (¢cpeaHa H3XooHa
croitHocT Ha LDL-C okono 4,8 mmol/l), cnopen onpeaenennre or EBponeiickara o6mHocT no
aTepocKiiepo3a npuuensu ¢croitHocTH (EAS; 1998), Okono 80 % ot naunenTuTe Ha 10 mg ca
AOCTUrHaMY xkenaHute ¢croiHocTr Ha LDL-C (< 3 mmol/l) cnopea EAS.

B eano MamabHo npoyusaHe ¢ ¢oOpCHpaHO THTpHpaHE Ha A03aTa, 435 NalMeHTH ¢ XETePO3UroTHA
damunHa xunepxonecreponemus ca nexkysan ¢ 20 mg no 80 mg. Bcuuxu A03MPOBKH NoKassaT
MOJOXKHTEJICH PE3YITAT BbPXY NTUNHAHHKTE nokasarenn. Cneq 10CTUraHE Ha AHEBHA 1038 oT 40 mg
(12-ceamuuno nevenune), LDL-C namansea ¢ 53 %. 33 % oT nauyeHTHTE JOCTHIAT CTOHHOCTHTE Ha
LDL-C cnopen EAS (< 3 mmol/]).

B eaH0 OTBOpEHO NpoyuBaHe ¢ GOPCUPAHO TUTPHPAHE HA A03aTa NPH 42 NaLUMEHTH {BKIIOYHTENHO
8 nNeAHATPHYHK NALMEHTH) C XOMO3HUIoTHA (haMWIHA XHNEPXONECTEPOICMHUA ¢4 OTHETEHH
pesyataThTe oT npHeMaHe Ha 20-40 mg Kpecrop. B obuiara nonynauus cpeaHOTO NOHHKEHHE HA
LDL-C e 22 %.

Ilpu KIHHHYHY W3NKTBAHHA ¢ orpaHHyeH Opoit nauneHTH, KpecTop nokassa aauTHBHA €DEKTUBHOCT
NPH HaMalIABaHE Ha TPUTTTMUEPHIAMTE, KOraTo € NpHeMaH B KOMOHHalMa ¢ ¢peHODUOpAT U yBeIHYEHUE
Ha HHBOTO Ha HDL-C B xoMOHHaUHA ¢ HHALIHH (BXK. TO4Ka 4.4).

B eaHO MYJITHLEHTPOBO, ABOMHO CIANO, Maledbo-KoHTponHpaHo kinHuuHO npoyusaHe (METEOR),
984 nauneHTH MexXAY 45 1 70 rogMHHA ¢ HUCBK PHCK 33 HCXeMHUYHa Oonect Ha cbpueTo (aepUHHPaHO
kato Framingham puck <10 % 3a 10 r.) u cve cpeaen LDL-C 4,0 mmol/l (154,5 mg/dl), Ho cbe
CyOKNHMHHYHA aTepocKiiepo3a, YCTAHOBEHA Ype3 HaMepBaHe Ha AebendHaTa Ha KapoAWAHATA HHTHMa
menua (Carotid Intima Media Thickness, CIMT), ca panaoMu3npanu Ha 40 mg po3yBacTaTHH BEAHBXK
AHeBHO WM auedo 3a 2 roguHu. Po3yBacTaTHH 3HaYMTENHO 3a0aBH NPOrpecUATa Ha MAKCHMATHOTO
CIMT Ha BcHukH 12 MecTa Ha KaPOTHIHHTE apTepHH, B cpaBHeHHe ¢ wauedo -0,0145 mm/roauna o }J,\H
(95 % CI1 -0,0196, -0,0093; p < 0,0001). [IpoMsHaTa CIpAMO H3XOJHHTE CTORHOCTH 3a rpyraTaHa - — - 4, -
posysacTtaTuH ¢ -0,0014 mm/roauHa (-12%/roguHa (HecurangHKaHTHO)), B CpaBHEHHE ¢ IU1aLeto
rpynara ¢ nporpecus ot -H0,0131 mm/roaunna (1,12/roauna (p < 0,0001)). He ¢ nemoHcTpHpaHa

AWPEKTHA B3aHMOBPB3Ka MEXAY NOHHXKEeHHETO Ha HUBaTa Ha CIMT u noHwkeHuUa puck oT
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ChpACYHOCHAOBH cbOUTHA. [TlonynaunsTta B npoyuBaHeTo METEOR € ¢ HUCBK pHCK OT HCXEMHUHA
OosiecT Ha ChPLETO M HE € NPEACTABMTE/IHA 38 TapreTHaTa nomyJjauus Ha Kpectop 40 mg.
Hoauposkara ot 40 mg TpadBa aa ce Npeanucpa camo NpH NALUKUEHTH € TEXKA XHNepXoaecTeponaeMius,
C BUCOK CHpPIASHHOCHAOB PUCK (BXK. TOUKA 4.2).

[MpoyusaneTo JUPITER (the Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin} n3cnensa epexra Ha Kpectop (po3yBacTaTHH KaiLHH)
BLPXY NOABATA HA FONEMH aTEPOCKIIEPOTHYHH ChpACYHO-CHA0BH ChOUTHA npU 17 802 Mbxe

(> 50 roguHH) K xeHH (> 60 ronHHA).

YyacTHHLHMTE B NPOYYBAHETO ¢a paHAOMH3MpaHH Ha rnnauedo (n=8 901) wnu posysactatiH 20 mg
BeAHBXK AHEBHO (n=8 901) u ca npocneaeHH 3a CpeAEH NMEPHOA OT 2 MOJIHHH.

KoHueHpauuute Ha LDL-xonecTpona ca noHvxkeHH ¢ 45 % (p < 0,001) B rpynara Ha po3yBacTATHH B
CpaBHeHHe ¢ nnauedo rpynara.

[1pu post-hoc aHanu3 Ha BUCOKO-PHCKOBA rpyna o1 jinua ¢ 6aznuen puck no Framingham > 20 %

(1 558 nuua), nma 3RaYUTENTHA PEaIYyKLUMS B KOMOUHKpaHaTa KpaiiHa TO4YKa OT ChPACYHO-CHAOBA
CMBPT, HHCYNT U MuoKapaeH HHPapkT (p=0,028) npn neyeHre ¢ po3yBacTaTUH, CcnpaMo r1auedo.
AGconoTHaTa peAYyKUHA HAa PHCKA B HUBOTO Ha ¢bOHTHATa 3a 1 000 nauneHTroroauum ¢ 8,8,
ToranHaTa CMBPTHOCT € HENMPOMEHEHA B Ta3H BUCOKOpUCKOBa rpyna (p=0,193). I'lpu post-hoc ananus
Ha BHCOKOPHMCKOBA noarpyna ot jidua (9 302 nuua ob1o), ¢ 13xoaHa oueHka Ha pucka > S %
(eKCTpanoaHpaH Aa BKJIKOYH JKlA Hal 65 roaMHH), HMa 3HAYMTENHA peAYKUHA B KOMOMHHpaHaTa
KpaiHa TOUYKa OT ChpPACHHO-CHR0OBA CMBPT, HHCYNT U MHOKapaeH uudapkt (p=0,0003) npu neueHueTo
C po3yBacTaTHH cnpamo miauebo. AGCOmMoOTHATA peAYKLMA Ha PUCKA B HHBOTO Ha CbOHTHATA € 5,1 33
1 000 nauneHTOroAHHH. ToTanHaTa CMBPTHOCT € HENPOMEHEHA B Ta3H BUCOKO-PHCKOBA I'pyIia
(p=0,076).

B npoyusaHeto JUPITER, 6,6 % ot nMuara ¢ po3yBactatiH H 6,2 % oT 1Huara ¢ rnauebo ca
PEKpaTWAH NPHEMa HA U3CJICABAHOTO JICKApCTBO NMOpalH HexeNnaHo ¢vouTHe. Hal-uecTure
HEXENaHH CHOUTHA, KOHTO Ca J0BENH A0 MpeKpaTaBaHe Ha JedeHneTo ca: muanrua (0,3 %
posyeactaTiH, 0,2% nnauebo), kopemHa 6onka (0,03% po3syeacratun, 0,02% nnauebo) n obpus
(0,02 % posysacTtatus, 0,03 % nnauebo). Hali-uectvre Hexenanu ¢oO0HTHA C HUBO NO-TONAMO H
paBHO Ha rutauebo 6saxa uugekuny Ha nukoyHuTe rerHa (8,7 % polysacratuH, 8,6 % nnauebo),
Ha3ogapHHIruT (7,6 % posyeacraruH, 7,2 % nnauebo), 6onka B repba (7,6 % polysactatuH, 6,9 %
nnauebo) u muanrus (7,6 % posysacrtatiH, 6,6 % nnauebo).

[lenMaTpHyHa Norynaims

B eaHo ABOMHOCAANO, PAHAOMHU3HPAHO, MYJITHUEHTPOBO, I1aLe00-KOHTPOIHpaHo, |1 2-ceaMHYHO
npoy4saHe (n=176, 97 oT MBbXKKH N0 U 79 OT )KEHCKH Non), nociieaBaHo oT 40-ceaAMHYHA, OTKPHTA
(aza ¢ TUTpHpaHe Ha J03aTa Ha po3yBacTaTHH (n=173, 96 OoT MBKKH non ¥ 77 OT eHCKH non),
naureHTH Ha BB3pacT 10 no 17 roaunu (craauii II-V no Tanep, MmoMuuera none |1 roauHa cien
HA4YaJIOTO Ha MEHCTPYAUMATA) C XETEPOIUIoTHA PaMIWIHA XHITEPXOAECTEPOAEMHA NOAYyHaBaT
po3yBacTaTHH 5 mg, 10 mg wnn 20 mg nuiu nnanebdo, AHEeBHO 3a 12 cenMHLH, a cnel TOBa BCHYKH
[10/1y4aBaT po3yBacTaTiH AHEBHO 33 40 ceamuuu. B HayanoTo Ha npoyusaHeTo npubaunsurtento 30 %
oT nauveHTHre 6:axa 10 1o 13 roauwnu 1 npubauzurento 17 %, 18 %, 40 % u 25 % ca cbOTBETHO B
craaui 11, II1, IV ¥ V no Tarnep.

LDL-xonecreponsT deme nonnxkeH 38,3 %, 44,6 % u 50,0 % ot posysacratvH S mg, 10 mg 1 20 mg,
CHOTBETHO, B cpaBHeHue ¢ 0,7 % 3a nnanebo.

B kpas na 40-ceaMuunaTa OTKpHTa (pa3a ¢ TUTpHUpaHe J0 NpHLEaHa CTOMHOCT, ¢ A03UpaHe 110

MakcUMyM 20 mg BeaAHBbXK aAHeBHO, 70 oT 173 naunentH (40,5 %) ca nocTurdanu npuuenHara e
cToHHOCT 3a LDL-xonecrepon or no-Manko ot 2,8 mmol/l. / P
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Cnen 52 ceaMuLy Ha M3CAEABAHOTO JieueHHe He Oellle yCTAHOBEH HHKAKDBB €EKT BLPXY pacTexa,
ternoro, BMI wnn nonoBoto cb3pasane (Bx. Touka 4.4). Topa npoyuBaHe (n=176) He e
NMpeAHA3HAYEHO 38 CPAaBHABAHE HA PelIKU HeXellaHH JIEKAPCTBEHH PeakLHH.

Po3yBacTaTHH € NpoyuBaH CbLUO B €HO 2-TOAHILIHO OTKPHTO KIIHHHYHO NPOYYBaHE, ¢ THTPHpAHE Ha
[03aTa Qo >KesiaHaTa 403a npH, 198 geua ¢ xerepo3urorsa pamMuiHa XMnepxoiecTeponeMHus Ha
BBb3pactT 6 10 17 rognHu (88 Mmomuera M 110 MoMHyeTa, ctaamii no Tanep < 11-V). Hauanunara nosa
NpH BCHHKH MAUHEHTH € 5 mg po3yBacTaTHH BeAHLXK AHEBHO. [IpH nauueHTHTE Ha BB3pacT 6 10

9 roanHy (n=64) po3ara MOXe J1a C€ TUTpHpa A0 MakcHManHa 103a 10 mg seAHBX THEBHO, a MPH
nauyneHTH Ha Bb3pacT 10 no 17 ronunn (n=134) no makcumanHa no3a 20 mg BeAHBK AHEBHO.

Cnen 24 mMeceua Ha NeYCHHE C pO3yBaCTaTHH, LS Ha cpeaHus npouceHT Ha HamaneHye Ha LDL-C
CnpAMO H3XoaHaTa cToOHHOCT € -43 % (u3xoano HuBo: 236 mg/dl, mecen 24: 133 mg/dl). 3a Bcaxa
BBb3pacToBa rpyna, LS Ha cpeaHHs npoueHT Ha HamaneHue Ha LDL-C cnpamMo u3xonHaTa CTORHOCT € -
43 % (vu3xogHo HUBO: 234 mg/d], mecel 24: 124 mg/dl), -45% (u3xoaHo HKBO: 234 mg/dl, Ha

mecen, 24: 124 mg/dl), v -35 % (u3xoano HuBo: 241 mg/dl, mecer; 24: 153 mg/dl), BbB BL3pacToBUTE
rpyn# 6 g0 < 10, 10 1o < 14 1 14 po < 18, ¢cvorBETHO.

PosyBactaruH 5 mg, 10 mg u 20 mg nocTurar Cbuio CTATHCTHYECKH 3HAYHMH CPEAHM NPOMEHH
CIIPAMO H3XOIHO HHBO 32 CJICAHWTE BTOPHYHH MOKA3ATEAH Ha MTHNHAHTE U tHnonporeHHuTe: HDL-C,
TC, ne-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ne HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Bceska OT T€3H NPOMEHHM € B NOCOKA Ha NOA0COPEH NKMHAEH OTTOBOP H C€ NMOATBPXKa B NPOAIKEHHE
Ha 2 TOOHHH.

He ce ycraHOBABa e(peKT BbPXY pacTexa, rernoro, UTM HIH NonoBOTO Ch3paRaHe ciien 24 Mecena Ha
neueHue {BXK. Touka 4.4).

Po3yBacTaTHH € NPOYYEH B PAHAOMM3HPAHO, OBOHHOCAANO, I1aueb0-KOHTPOIUPAaHO, MHOTOLIEHTPORO,
KPBCTOCAHO MPOYYBaHe, ¢ 103a 20 mg BEAHBXK AHEBHO cnIpAMO 1uauedo npu 14 aeua M 1oHowuu (Ha
BBb3pacT 6 A0 17 roauHuK) ¢ XOMO3UroTHa ¢pamMunHa xunepxonecreponeMia. [lpoyuysanero Biiousa
aKTHBHA 4-CeIMHYHA BCTHIIMTENIHA (ha3a Ha AUeTa, [0 BpeMe Ha KOATO NALUEHTUTE Ca JICKYBAHH ¢
po3yBacTaTHh 10 mg, eaHa KpbcTocaHa dasza, KOSTO BKIIOYBA NEPHOA OT 6-CEAMHUHO JICHEHHE ¢
po3yBacTaTHH 20 mg, npeAlecTBaHa WIH HOCICABAHA OT 6-CEAMHYHO NiedeHHe ¢ nauebo u
nogabp)KauiaTa 12-ceaMuUuHa gaza, npe3 KOATO BCHYKH NALMEHTH €a JIEKYBaHH C pO3yBacTaTHH

20 mg. [launeHTHTE, KOMTO NOCTHNBAT B NPOY4YBAHETO Ba Tepanus ¢ e3eTHMHD ik adepesa,
NPOoABLKABAT NEUYSHHETO CH Npe3 LUEIUA NEPHOA Ha NPOYYBAHETO.

CTaTHCTHYECKU CUTHUHKAHTHO (p=0,005) n xnnaMuHO 3HaunMO Hamaneumne Ha LDL-C (22,3%,
85,4 mg/dL unm 2,2 mmol/L) ce nabaonasa cnen 6 ceaMuLM Ha ne€4YeHKUE ¢ po3yBacTaTHH 20 mg B
CpaBHEHHE ¢ 1aucho npu aeua ¥ IOHOLH ¢ XOMO3HIroTHa GaMHIHa XHMNEPXONeCTEPONEMHIL.
CTATHCTHUYECKH 3HAYUMH HamaneHus B obuusa xonecrepon (20,1 %, p=0,003), HeHDL-C (22,9 %,
p=0,003) u ApoB (17,1 %, p=0,024), ca HabnloaaBaHu cnea 6 ceAMHLH Ha JIeYEHHE ¢ PO3YBACTATHH
20 mg, B cpaBHEeHHe ¢ 1auedo, NMpH AeLia M IOHOLWIH C XOMO3HMIOTHA (haMWITHA XHIIEPXOJIECTEPONEMHA.
[lonvkaBaHe cbllo ¢e Habnogasa Ha Tpuranuepuante, cboTHomeHuaTa LDL-C/HDL-C,

obuw C/HDL-C, HeHDL-C/HDL-C u ApoB/ApoA-I cnen 6 ceAMHLIH Ha NeyeHHe ¢ po3yBacTaTHH

20 mg, B cpaBHeHMe ¢ wiauebo, npu aeua u oHown. Hamanenunero Ha LDL-C cnen 6 ceaMHLM Ha
NIEYEHHWe ¢ po3yracTaTHH 20 mg, nocneABaHoO oT 6 ceAMHLM Ha NeueHre ¢ auebo ce 3ana3pa B
paMKHTe Ha 12-ceAMHYHO HEMPEKBLCHATO JICHEHHE NPH A€La U IOHOWH C XOMO3HIroTHA (haMHNHA
XHnepxonecteponeMus. EnMH naumeHT € uman no-HatarswHO noHWxkasaHe Ha LDL-C (8,0%), O61u-
C (6,7%) u He-HDL-C (7,4%) cnen 6 ceaMnuHo neudexue ¢ 40 mg cnen nosMILaBaHE HA 03aTa.

[To BpeMe Ha pa3lIMPEHO OTBOPEHO NPOYYBaHE, NPH 9 OT Te3u nauneHTH Ha 20 mg po3yBacTaTHH 3a
He noseue oT 90 ceamuiy, HamanssaHeTo Ha LDL-C ce 3anasea B pamkuTe Ha -12,1% po -21,3%. .- —=

[1pu 7-Te oueHABaHH AcUa W IOHOWHK (Ha Bb3pacT 8 A0 17 roAMHHU) ¢ XOMO3HroTHa daMmnHa  * .

"

XHIEPXOJNECTEPONAEMHA, OT OTBOPEHOTO NMpoyUuBaHe ¢ POPCHPAHO TUTPHpAHE (BXK. NO-rope), L
npoueHTHOTO NoHwxkeHHe na LDL-C (21,0 %), oo C (19,2 % ) v reHDL-C (21,0 %) ot Hq'atciﬂ
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HHBO ciie] 6 ceAMHLH Ha J1e4eHHe ¢ po3yBacTaTiH 20 mg € B CbOTBETCTBHE C Te3HW, Hab/oaapaHy B
MOCOYEHOTO NO-rope NMpOYUBaHE NMPH A€La K IOHOWH ¢ XOMO3HIOTHa (paMriHa
XHMEPXONECTEPOSIEMHA.

EBponefickaTta areHuus o 1€KapcTata ocBob0kaaBa OT 3aAbJDKEHHETO 34 NPeOCTABAHE HA
pe3yATaTHTE OT NPOYUYBAHHATA C PO3YBACTAaTHH IMPH BCHUKH NMOArPYyIlx OT NEAHATPHYHATA NOMY AL
33 NeveHHe Ha XOMO3HTOTHA (haMiUIHa XHNIEPXONECTEPOIEMHS, MbPBHYHO KOMOHWHHpaHa (CMeceHa)
AUCTHNHACMHA Y 33 NPOGUNAKTHKA Ha ChPACHHO-CHAOBHTE CHOUTHA (BXK. TOYKa 4.2 3a HHPOpMALIUA

OTHOCHO ynotpeba B neaHaTpHaTa).

5.2 PapMAKOKHHCTHYHA CBOHCTBA
Abcopbuums

MakCHUMaJIHH INa3MEHH HHMBA C€ OCTUrAT 5 yaca cieq nepopanHo npueMane. ABcontoTHara
OnoHannuHocT ¢ npubamsurenno 20 %.

Pa3npegencHue
Po3yBacTaTHH ce noemMa OCHOBHO OT YepHHSA Ap00, KOHTO € OCHOBHOTO MACTO HA CHHTE3UpaHe Ha

xonectepona M otaenane Ha LDL-C. O6eMbT Ha pasnpeacneHue Ha poO3yBacTaTHH € NPHOIH3UTENHO
134 1. PosyBacTaThH € CBbp3aH C IU1a3MEHUTE NMPOTECHHH, NPEAHUMHO andyMHuHa, NPHOMU3UTENHO B
90 %.

buotpanchopmanns

MeTtabonu3MbT HA pO3yBACTATHH € orpaHHyed (okono 10 %). In vitro npoyuBanua Ha MeTabosin3ma ¢
H3MOJI3BAHE HA YOBELIKH XENaTOLMTH NMOKAa3BaT, Y€ po3yBacTaTHH € cnab cydcTpar 3a uuroxpom P450
obycnosenns Metabonuzbm. CYP2C9 ¢ 0CHOBHHAT H30€H3HM, KOHTO y4acTBa B MeTabonn3ma Ha
po3yBacTaTuH, a 2C19, 3A4 u 2D6 yvacteat B no-manka creneH. OCHOBHHTE MeTabONIHTH ca N-
JeCMETHUN H TaKTOH, N-gecmetna € okono 50 % no-mManko aKkTUBEHpP B CpaBHEHHUE C PO3YBACTATHH,
JAOKATO JIAKTOH C€ CUMTA 38 KJIMHHYHO HeaKTHBEH. Po3zyBacTtatuH onpeaens noseye oT 90 % ot
aKTHBHOCTTa Ha uHpKyadpaiiua HMG-CoA nHxubuTOp Ha penykrasara.

Ennmunnpane
[Mpubnuzurenno 90 % ot po3yBacTaTHH C€ ENTHMHHHUPA KATO HEMPOMEHEHO NIEKAPCTBO ¢ (PeKannHuTe

(abcopbupano n HeabcopOupaHo NTEKapCTBEHO BELIECTBO), KATO OCTAHANATA YacT CE€ KCKPETHPA ¢
ypruHaTa. Okono 5 % ce ekckpeTHpa HenpoMeHeH B ypHHaTa. [InasMeHHAT NONY>XKHBOT € OKOJO

19 yaca. IIna3MeHHAT NONYXHBOT HE C€ YBEJIHUYABA C YBeUUYaBaHe Ha No3aTa. CpeaHHAT nna3MeH
KAHPBHC € npubauauTendo 50 nuTpa Ha yac {(KoeduuueHT Ha BapuabunHocTt 21,7 %). Kakto npu
ApPYTH HHXHOHMTOPH HA PEAYKTa3aTa, YepHOApOOHOTO NoeMaHe Ha PO3yBACTATHH BKIKOYBA
memOpannusa npeHocuren OATP-C. To3n npeHOCHTEN € BaXeH 3a 4epROApPODOHOTO ENMMUHKPAHE Ha
PO3YBACTaTHH.

JIuneiHOCT/HEJIMHEeHHOCT
CHCTEMHATA €KCHO3HLMA HA PO3YBACTAaTHH CE YBEIMYABA NMPONOPLUMOHAJIHO HA NPUEMAHATAa a03a.
Hama npomsaHa BbB papMaKOKHHETHHHHTE NapaMeTpH MPH MHOMOKPATHO AO3HpaHeE.

Cneyughuunu nonynayuu

BbapacT H non

Bb3pacTra WM NOABT HAMAT KIHHHYHO 3HAYHM €(deKT BbpXY (papMaKOKHHETHKATa Ha pO3yBacTaATHH
IPH BB3PACcTHU. EKCNO3HLUMATA NPH Aella H IOHOLLUH ¢ XETEPO3HTOoTHA haMHIHA
XHNEPXOJIECTEPONEMHU U3MEXKAa CPABHHUMA WIH MO-HUCKA OT Ta3u NPH Bb3PaCTHH NaLUEHTH C
AHCAHNKAEMHA (BXK. ,IleanaTpuyuHa nonynanus™ no-aony).

Paca
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AUC u Cpax 1,3 nbTH. He € H3BEeCTHO KaKBO € 3HaYeHHETO Ha (akTOpPHTE Ha OKOJIHATA CPEAA H Ha
reHeTHYHHUTE (JaKTOPH 3a NOABaTa HA Te3H pa3iHKH. EauH nonmynauHoHeH GpapMakOKMHETHYEH aHAJIH3
NOKa3Ba, Ye MEXAY HHAMBHAMTE OT KaBKa3KaTa M OT YEPHATA paca HAMA KIMHHYHO 3HAYUMH

Pa3JiIl4iHA.

bbrbpeuna HENOCTATHYHOCT
B eano npoyuBaHe Ha LA ¢ pa3fiMiHa creneH Ha OLOpevHo yRpexaaHe, JIEKOTO 10 YMEPEHO

6uOpeuHo 3abonaBane He € NOBNUAND UTA3MEHUTE KOHLEHTPAlHH Ha PO3YBACTATHH WIH Ha HErOBHA
N-pecmernn merabonur. JlMua ¢ Texko yppexaane, obaue (kpeatHHuHOB KNHpBHC < 30 ml/min), ca
HMaJTi TPHKPAaTHO YBEJIHYEHHE Ha TUTa3MEHATa KOHLIEHTPALMA B CPABHEHHE CbC 3ApaBH 10OPOBONILM U
JieBeT [TbTH {TI0-BHCOKA KOHLleHTpauua Ha N-aecMeTunt MeTabonuTa. PABHOBECHHTE NNA3MEHH
KOHLEHTPALMH Ha pO3YBAaCcTATHH NpPH NalMEHTH HA XeMoaHanu3a ca npuonusurenso S0 % no-BHCOKH,
B CpaBHEHHE CbC 3ApaBH A00POBONLIK.

YepHoapoOHa HeAOCTATHYHOCT

B eano npoyuBaHe Ha HLa C pa3iM4iHa CTENEH Ha YepHOAPOOHO yBpeXaaHe, He Ca NOYYEHH JaHHH
33 NOBHILEHA €KCMO3ULMA HAa PO3YBACTATHH NpH nauueHTH ¢ peayaTar no Child-Pugh 7 nnn no-
HUCEK. [IpH ABaMa MalMeHTH ¢ TexXKo HepHoaApoOHO yepexaaHe (pesynrat no Child-Pugh 8 1 9),
CUCTEMHATA eKCNO3KLMS € OUna yBenHueHa Hail-Manko ABa MbTH B CPABHEHHE C JIKLA C MO-HUCHK
peayatat no Child-Pugh. Hama nanxu 3a naumnents ¢ pesynrat no Child-Pugh Han 9.

[eHeTH4EH NONHMOPOUIBM

Jucnosnumsara Ha HMG-CoA penykrasHure HHXHOHTOPH, BKAIOYHMTENHO PO3YBACTATHH, € CBHP3aHa ¢
TpaHcnopTepHUTE NpoTeHu OATP1B1 u BCRP. Ipyn naunent! ¢ renetnuen nonuMopPpH3bM Ha
SLCOI1B1 (OATPI1B1) w/unn ABCG2 (BCRP) nMa pHCK OT NOBKLIABAHE HA €KCMO3HLIMATA Ha
po3yeactaTiH. Unausuayaned noaumoppuszsM Ha SLCOI1B1 ¢.521CC u ABCG2 c. 421 AA e cebp3aH
¢ npubnuzuTeaHo 1,7 mbTH No-BHCoKa ekcrio3uuma (AUC) Ha po3yBacTaTHH WIH 2,4 MbTH NO-BHCOKA
€KCIMO3HLHA, CbOTBETHO, B cpaBHeHHe ¢ reHoTHnoBeTe SLCO1IB1 ¢.521TT nnu ABCG2 ¢ 421CC.

IleanaTpuuHa nonynauus

JBe papMakOKHHETHUYHH NPOYYBAHHA C PO3YBACTATHH (NpunaraH noa ¢opmara Ha TabneTkH) npu
NeAUATPHYHH NMALHEHTH C XETEPO3UroTHa paMUIIHa XHNepxonecTeponemus Ha Bb3pacT 10 ao 17 win
6 no 17 roauHu (06wo 214 nauueHTH) NOKA3BAT, 4¢ CKCHO3HLMATA NPK NEAHATPHYHHTE NAUHEHTH
H3rneXxAa CpaBHHUMa WM NO-HUCKA OT TA3H NPH Bb3PACTHHTE NMalUHEHTH. EKCno3numsTa Ha
pPO3YBACTaTHH € OuNna NpeaABMAMMA MO OTHOWIEHHE Ha 103aTa H BPEMETO B NIPOJB/KECHHAE Ha 2-
roJAHILIEH NEPHOL.

5.3 IpeAKITHHAYHH JauHH 33 6e30nacHOCT

[Ipe AKNHHUYHHTE JaHHH HE Ca NOKA3AIH CICUHAIEH PUCK NPU XOpa, Bb3 OCHOBA HA CTAHAAPTHHTE
Npoy4BaHHA 3a 06€30NacHOCT BbPXY OCHOBHHTE CHCTEMH, F’€HOTOKCHYHOCT, KAHLIEPOT€HEH NOTEHLHA.
He ca npoeexnaHu cneunpuunn vacneapanus, oueHspaiu epexrure erpxy hERG. Hexenanure
pPEaKLIMH, KOHTO He ca HabnoaapaHHU B KIIMHUYHM MPOYUBaHKA, HO ¢a HabnioaaBaHH NP KHUBOTHH,
MPH HUBA HA EKCMO3HUMA ONU3KH A0 KIMHHWYHUTE, Ca CIICAHHTE: B H3MUTBAHHA 32 TOKCHYMHOCT Clea
MHOIOKPATHO MPUIOKEHKE c€ HADNI0AaBaT XHCTONATONOTHYHH YEPHOAPOOHH H3IMEHEHHA,
BCJICACTBHE Ha (PapMaKOJOrHYHOTO AEHCTBHE HA PO3YBACTATHH NPH MULLKH, IUILXOBE K B NMO-HHCKA
CTENEH B XJTbYHHUSA MEXYP NPH KYUYETa, HO HE U NTPH MaiMYHH. B nonwiHeHue, ce Habntonaea
TOKCHYHOCT IO OTHOUIEHHUE HA TECTHCHTE NPH MaHMYHH H Ky4eTa NpH NMo-BUCOKH J03H.
PenpoayKTHBHA TOKCHYHOCT NMPH MIBXOBE, 38 KOATO C€ CbAH N0 HAMAJICHHTE MOJIEMHHA, TEro U
NPEeXHBAEMOCT HA MAJIKKHTE, ¢€ HabnoaaBa NpH MATEPHOTOKCHYHH J03H Ha CHCTEMHA EKCIO3HLINA,
HAKOJIKO [TbTH HaJl HHBOTO HA TEPaANeBTHYHA EKCNO3KLIHA.

6. PAPMANEBTHYHH JAHHHA

6.1 CnHcioK HR NTOMOIMHHTE BelecTBAa | ﬂ,"'
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CbpuesnHa Ha TabneTkara
JlakT03a MOHOXMIIPAT
MHuKpoKpHCcTanHa Lemyno3a
Kanuues ¢ocoar
KpocnioBuaoH

Marnesues creapar

OO6BuBKa Ha TabaerxkaTta
JlakTro3a MOHOXMApaT
XUnpomenosa

Tpuanerns

Turanos amoxcua (E 171)
XKeneseH okeun, yeppeH (E 172)

6.2 HecuBMecTRMOCTH

He e mpunoxumo.

6.3 Cpox Ha roaHocT

3 TOOQUHH.

6.4 Cnennanng yc/10BRSA HA ChXpaHcHHE

bauctephu onakoekH: [la ce cuxpansarat nox 30°C. CexpaHABaiiTe B ODHIHHATHATA ONAKOBKA.
6.5 Bua H cLbABPKAHHE HA ONAKOBKATA

bnucTepHH ONAKOBKM OT aTyMHHHEB JIaMHHAT/8TyMHHHEBO donHo no 28 TabneTkH.

He BcHukH BHAOBE ONakoBKH Morat aa GBJaT MyCHATH Ha na3sapa.

6.6 CrnenHa/Hn npeanasHH MepKH NPH H3XBLpJsHe H paboTa

Hsama cieunaniu ykasaHus.

7. IIPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEEBA
Griinenthal GmbH

ZieglerstraBie 6
52078 Aachen

['epmaHns
8. HOMEP(A) HA PA3PEIIIEHHETO 3A YIIOTPEBA

20040105

9. AATA HA ITBPBO PA3PENIABAHE/TIOAHOBSIBAHE HA PA3SPEINIEHHUETO 3A
YIIOTPEBA

Hara Ha mbpBO pa3peluasane: 08.03.2004 r.
Jata Ha nocneaHo noaHossaxe: 07.04.2009 r.

10.  JATA HA AKTYAJIM3HPAHE HA TEKCTA DA
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