1.  MME HA JIEKAPCTBEHMS ITIPOJAYKT e P Jooro /o >

Kpectrop 10 mg ¢puamupanu tabieTku . OH ! o —
Crestor 10 mg film-coated tablets 6 ‘?; ;’j . 1. 2 []52025

|

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcska Tabnerka chabpka 10 mg po3yBacTaTuH (rosuvastatin) Karo po3yBacTaTHH Kajiuudi. Beska
tabsneTka cbabpka 91,3 mg 1akro3a MOHOXHK/IpaT.

3a MbJIHUA CITUCHK HA NMOMOIIIHHUTE BELECTBA BUXKTE TO4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupaHa tabnerka.
Kpwbrna, ougereHa B po30Bo Tadierka cbe 3Hak ,,ZD4522” u ,,10” oT eqHaTa cTpaHa 1 HEeMapKHpaHa

OTKBM OOpaTHara.

4. KJIMHUYHHU JIAHHHU
4.1 TepaneBTHYHH NMOKA3aHHA

JleyeHue Ha XUIEPXO0JIEeCTEPOIEMHUS

Bb3pacTHH, IOHOIIM M JIella Ha MK HaJl 6-roiM1lIHA Bb3PACT C [TbPBHYHA XHUIIEPXOJIECTEPOIEMHS
(Tun Ila BKIOYKUTENHO XEeTEPO3UroTHA (PaMHITHA XUITEPXOJIECTEPOJIEMHUSA ) HIIH CMECEHA
aucaunuaemus (tun I1b) karo nobaBka KbM aUeTaTa, KOrato pe3yJITarbT OT AMETATa U IPYyrH
HedapMaKoIOrHYHH MEPKHU (Harp. GU3HYECKH YIIpaXKHEHHUs, HAMaJIABaHE Ha TEIrJIOTO) HE €

3a10BOJIUTCJICH.

Bb3pacTHu, IOHOLLIK W Jielia Ha WK HaJl 6-ro/IMILIHA BB3PacT ¢ XOMO3MIoTHA (paMuiIHa
XHUIIepXoJiecTeposieMus KaTto 1o0aBKa KbM JIM€TaTa, KaKTo M C JIpYro JIMNUA0MOHWKABALLIO JIeYeHHE
(Hanp. LDL a¢epesa) uiu Kkorato ToBa JICYEHHE HE € MOJAXO0/ISAILLO.

[IpeBeHIIMs HA CHPACHHO-CH/IOBH CHOUTHUSA
[IpenoTBpaTsaBaHe Ha roJIeMH CbpPACYHO-CbAOBH CHOMTHA MPH MALMEHTH, OLICHEHH C BUCOK PHUCK 3a

MbPBO CbPACYHO-CbHA0BO CbOUTHE (BXK. TOUKA S.1), KaTo AOMBJIHEHUE KbM KOPUTHPAHETO HA IPYTH
PUCKOBU (PAKTOPH.

4.2. Jlo3MpoBKa H HAYHH HA NPHJIOKEHHE

[Ipenu 3anouBaHe Ha TepanuATa, NaLUEHTHT TpAOBaA /1a Ob/Ie MOCTaBEH Ha CTaHJapTHA JUeTa 3
[MOHWKaBaHE HUBOTO Ha XOJIeCTEpOsIa, KOATO Jia NPOABL/IKHA M 110 BpeME Ha JieueHueTo. U300pbT Ha
NO3UPOBKA Ce onpejiesis OT UHAWBHAYAJIIHUTE TEPANEBTUUHHU LIEJIH, KOUTO C€ OTIPEAEAT OT

NpEeNnopbLKHUTE HA CbBPEMEHHHUTE KOHCEHCYCHH PBKOBOICTBA 3a KOHTPOJI Ha XOJICCTCPOJICMHUATA.

Kpectop Moxe /1a ce rnpuema 1o BCIKO BpeMe Ha JIeHs, CbC WK 0e3 XpaHa.

JleyeHue Ha XMUIIEPXOJIECTEPOJIEMHUS

[IpenopbuBaHara HayaiHa j103a € 5 WK 10 mg BEAHBXK JHEBHO, KAKTO TPH T
npueMasid CTaTUHH, Taka M NPHU NpeMUHaBaHe oT Apyr uHxuourop Ha HMG-
M360pbT Ha HayajiHaTa 034 OT MEJAMKaMEHTa 3aBUCH OT HUBOTO Ha CEPYMHH
Cbp/IEYHO-CBHJIOB PUCK W PHUCKA OT I0ABa HA HEXKEJIAHW PEaKLIMK KbM JIeYEHHE
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HeoOXOIMMOCT, A03aTa MOXe Aa ce KOPHI'HpPa, KaTo ¢c€ MPEMHHE Ha CJIEABAIOTO AO30BO HHBO ClIEN

4 ceaMuLM (BXK. Touka 5.1). B cpaBHeHHE ¢ MO-HHCKUTE A03M U NPEABK] NOBHNICHATA YECTOTA HA
chOOIIaBaHE HA HEXENAaHH peakLMM npy o3a oT 40 mg, B cpaBHEHUE C MO-HHCKUTE A03H (BXK.

Touka 4.8), nocneaHo TUTpHpaHe A0 MaKCHManHata no3a ot 40 mg TpaOBa 1a ce NpeAnpUeEMa CaMo
MPH NALMEHTH C TEXKKA XHNEPXONECTEPONIEMHA € BHCOK CHPACHHOCHAOB PHCK (ocobeno Te3u C
(baMWIHa XHNIEPXONECTEPONIEMHS ), KOMTO HE JIOCTHTAT JKEJIAHOTO HHBO Ha XOJNECTEPOJ MPH JICYEHUE C
20 mg ¥ TIPH KOMTO ILE CE NPaBH PyTHHHO MPOCNEAABAHE B XO/ia Ha JieueHKeTo (BX. TouKa 4.4). [1pu
3anouBaHe Ha nedeHue ¢ 40 mg ce npenopbyuBa NOCTOAHHO HAOMIOAEHHE HAa MALMEHTA OT CNELIMANIHCT.

[IpeBeHLMa Ha CHPACUHO-CHIOBH CHOMTHA
B npoy4BaHETO 3a NIOHIKABAHE HA PUCKA OT ChPAEYHO-CHA0BH CHOMTHSA € M3NOJI3BAaHA 1034 OT 20 mg

(BX. TO4Ka 3.1).

IHeouampuuna nonynrayus
YnotpeGara npu Aela TpaGBa Ja ce MPOBEKAa CAMO OT CNELHATHCTH.

Jleua u 1OHOIIH Ha Bb3pacT 6 a0 17 roaunwm (craauii < I1-V no Tanep)

XeTepo3urorHa haMHIIHA XHNIEPXONECTEPONEMHUS

INpu Jeua K I0HOWIH ¢ XETEPO3HroTHa GaMuIHa XMNIEpXOoecTeponemMus oduUaifHaTa HavanHa 103a ¢

5 mg AHEBHO.

e [Ipu Aeua Ha BB3PACT 6 10 9 rOAMUHH C XETEPOZUrOTHA (PaMHIHA XHIIEPXOIECTEPONIEMAA
O0OMYAMHKAT A030B AHANA30H € 5-10 mg nepopanHo BEAHDBK AHEBHO. be30nacHOCTTa H
eQUKaCHOCTTA Ha JO3H NO-BHCOKHM OT 10 mg He ¢a Npoy4BaHH NpH TasH NOMyNaLus.

¢ [Ilpu meua Ha Bb3pacT 10 g0 17 roAHHH ¢ XeTepO3HroTHA (PaAMHIHA XHIEPXOJIECTEPOIEMHSA
0GHMYaNHMAT 10308 AMaNa3oH e 5-20 mg nepopalHO BEAHBXK AHEBHO. be3onacHOCTTa W
eUKaCHOCTTA Ha 03U MO-BUCOKH OT 20 mg He ca MpOy|BaHU NPH Ta3H MOIyalu.

TuTtpupaHero TpadBa na ce NpOBEXKAA CLIIACHO HHANBUAYAIIHHA OTIOBOp M MOHOCHMOCT Ha
neANaTPHYHHTE MallHEHTH, KAKTO CE NPenopbyBa B NPENOPbKHKTE 3a JICUeHHe Ha Aeua (BX. Touka 4.4).
JleuaTa w oHoluWTe TpAOBa Ja ce MOAIOKAT Ha CTAHIapPTHA XONEeCTepoio-NOHIKABAINA AHETA MNPEIH
J1a ce 3alovHe JIeYEHHE ¢ PO3YBACTATHH, JMeTaTa TpsaOBa Aa ce NPOAbIDKH M0 BpeMe Ha JICHEHHETO €
pO3yBacTaTHH.

XoMO3UroTHa aMUIHA XHIIEPXONECTEPOSICMHUS

[pn feua Ha BB3pacT 6 40 17 roAMHH C XOMO3HIoTHa (paMIUHA XUNEPXONeCTEpPOIeMuA,
npenopbYHTENHaTa 1032 € 20 mg BeaHbX AHeBHO. IMa orpaHHUeH ONUT ¢ 1031 pa3nu4Hu oT 20 mg
NpH Ta3u NONyJauys.

TabaeTtkata ot 40 mg He € NOAXOAALIA 3a YNoTpeba NpH NEUATPHUUHH NALHEHTH.

Jeua no-Maiaku o1 6 roJiMHH
Be3onacHocTTa ¥ edHKacHOCTTa Ha ynoTpebara npy AeLa Mo MAJIKH OT 6 roJIMHUA He ca Npoy4BaHH.
CnenoBarento, Kpectop He ce npenopbyBa 3a ynotpeba npH Jielia no-Majiky 0T 6 roquHy.

Ynorpeba npy NaLUeHTH B CTApYECKa Bb3pacT
[IperiopbuBaHaTa TLPBOHAYAIHA 1032 MIPH NALMEHTH Haa 70-roaqiuHa BL3pacT € 5 mg (BXK.
Touxa 4.4). Jlpyro KOpuripase Ha A03MPOBKaTa B 3aBHCHMOCT OT BB3PAacTTa HE € HEOOXOAHUMO.

Hosupasxe npy nauuMeHTu ¢ 6p6peyHa HEAOCTATHLUHOCT
IMpu naLMeHTH ¢ JIEKo J0 yMepeHo 6b6peuHo yBpexaane ce npunarat obudainure Ao3u. [1pu
NaHeHTH ¢ yMepeHo Gp0peyHo yBpexaaHe NpenopbuBaHaTa MbPBOHAYAIHA 038 € 5 MZ_
(kpeaTHHHHOB KIHpbHC noa 60 ml/min). Jo3nposkara ot 40 mg € NpOTHBOMNOKa3a HAAT)
yMepeHo 6pOpeuno yBpexaaHe. [IpH nauueHTH ¢ TeXKo O0bOpeyYHOo yBpexkaaHe yRITRRY;
KpecTop € npoTHBOnoka3aHa (BX. TO4KH 4.3 1 5.2). |

Jo3upane npy NauueHTH ¢ YEPHOIPOOHO YBpeHxiaHe 2\ i3
He e HaGnionaBana NMOBHILEHA CHCTEMHA €KCMO3ULIMA Ha PO3YBacTaTHH NMPU NanieaRTd™

ckanata Ha Child-Pugh < 7. Bunpeku ToBa, NOBHLIEHa CHCTEMHA EKCIO3ULIHA € HADAM
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mauMeHTH ¢ oueHka no ckanara Ha Child-Pugh 8 u 9 (Bx. Touka 5.2). [Ipu te3n naupeHTH TpadBa aa
ce peaAnpueMe oleHka Ha Ob0peuHaTa pyHkuus (BK. Touka 4.4). Hama faHHHU 3a NALHMEHTH C OLIEHKa
no ckanara Ha Child-Pugh nan 9. Kpectop e npoTiHBonoKasan npy NauHeHTH ¢ aKTUBHO 4E€PHOAPOOHO
yBpexaaHe (BX. Touka 4.3).

Paca
[1px mauyeHTH OT a3MATCKaTa paca ce Habmoaara NOBUILIEHA CUCTEMHA €KCIIO3ULIMA HA MEUKAMEHTa

(BX. Touku 4.3, 4.4 n 5.2). [IpenopbuBanara rbpaOHaYaNHa 103a MPH NAUMEHTH OT a3HATCKH
npousxon € 5 mg. [lpy Te31 NnauMeHTH € NPOTUBOMOKA32HO NPWIOKEHHE Ha A03a OT 40 mg.

["eHeTHYEH NOIHMOPPHIBLM
[Tokazano e, ye redotHnoBere SLCOIB1 (OATPIB1) ¢.521CC u ABCG2 (BCRP)c.421AA ca

CBBp3aHH ¢ NMOBHIIABAHE HA €KCTIO3ULIMATA HA PO3YBAaCTAaTHH. 3a MALHEHTUTE, 32 KOUTO € U3BECTHO, Yc
uMmat redotdn ¢.521CC wm ¢ 421AA, ce npenopbyBa NOJOBHHATA OT 0OOHYaHHATa NPENOpPbYHTENHA
Ii03a H MaKCHMMallHa €aHOKpaTHa nHesHa a03a oT 20 mg Kpecrop (BK. Touku 4.4, 4.5 u 5.2).

Jo3npane npy NauMEeHTH, NPEAPA3NON0KEHH KbM Pa3BUTHE HE MHONATHA
[Tpu naumeHTH ¢ Npeapasnonaraily GakToOpH 3a pa3BUTUTE HA MHONATHUA NIPENOPbYBAHATA HAYa/IHA
no3a e 5 mg (Bx. Touka 4.4),

[Ipu HAKOM OT TE€3H MALMEHTH € MPOTUBONOKA3aHO MPHIOKEHHETO Ha 1032 OT 40 mg (BXK. Touka 4.3).

CunbTcTBRAalllA TEpanus
PosyBacTraTiH e cyOGcTpaT Ha pazniduyHH TpaHcniopTepHH npoteuHy (Hanp. OATPIB1 u BCRP).

PuckbT 0T MHONATHA (BKIIOYHTENHO pabaOMHOIIH3A) C€ MMOBHUILABA, Korato KpecTop ce npunara
eAHOBPEMEHHO C ONpeAcNeHH NEKAPCTBEHU NMPOAYKTH, KOUTO MOTAT /a [TIOBHILAT IUIa3MEHaTa
KOHLICHTpaLUA Ha pO3yBacTaTHH, NOPaAX B3aUMOAEHCTBHE C TE3W TPAHCIIOPTEPHHU NMPOTEUHH (HAMp.
LIMKOCMOPHH, THKArpeaop H HAKOHW NMPOTea3HK MHXHOUTOPY, BKIKOUHMTENHO KOMOUHALIMY Ha
PMTOHABUP C aTa3aHABHP, JIOMHHABUP WWIH TUIIPAHABHP; BXK. TOUKH 4.4 u 4.5). Ha npeanucsaiumre
neKapy ce NpenopbyBa Aa B3eMaT NpeABH ChOTBETHATA JICKAPCTBEHA HHPOPMALHA, KOraTo OOMHCIAT
MpuUiaraHe Ha TakuBa NpoaAyKTH 3aeaHo ¢ Kpectop. Korato € Bb3MOXKHO, TpaOBa Aa ce UMaT npeaBUA
aJITEPHAaTHBHH JICKApCTBA H, aKO € HeO0OX0AUMO, 1a ce UMa NPEABU BPEMEHHO NPEKbCBAHE Ha
TepanuaTa ¢ Kpecrop. B cuTyauun, Korato e JHOBPEMEHHOTO NPHIIOKEHHE HA TE3M JICKAPCTBEHH
npoAykTH ¢ KpecTop € Hen3beKHO, No/I3aTa ¥ pHCKa OT ChITHTCTBALLATA TEPANUA H KOPEKLIMU HA
no3zara Ha Kpecrop Tpabsa BHUMaTeNHO Aa ce 0OMHUCAAT (BXK. ToUKa 4.5).

4.3 IIpoTHBONOKA3AHHA

¢ HPH ManHECHTH CbC CBPBXYYBCTBUTCITHOCT KEM PO3YBACTATHH HJIKM HAKOC OT NOMOLIHHTE
BCLUICCTBA.

e [Ipu nanMeHTH ¢ AKTHBHO YePHOAPOOHO 3abonaBaHe, BKIIKOYHTETHO HEYTOYHEHO,
MPOABJDKHTETHO NOKAYBAHE HA CEPYMHHUTE TPAHCAMKUHA3M W BCAKO NMOKa4YBaHe HAa CEpYMHHTE

TpaHCaMHHA3H TPHU MMBTH HAJ ropHaTa rpaHMLIa Ha HopMara.
[Ipu naueHTH ¢ TEXKKO OBOpEeUHO yBpexIaHe (KpeaTHHUHOB KNUPBLHC < 30 ml/min).

o [lpu nauneHTH C MHOMATHA.

e [lpu nauneHTH, NpHeMailld eAHOBpEMEHHO codocOyBUp/BENNIATACBHP/BOKCIWIANPEBHD (BXK.
TOUKA 4.5)

¢ [Ipu nauMeHTH, NPHEMAILH €AHOBPEMEHHO LHKIIOCTIOPHH.

e [lo Bpeme Ha OpeMEHHOCT, KbpPMEHE H fIpU XKEeHH B AE€TEpOAHA Bb3pacT, KOUTO HE U3MNOJI3BaT
NOAXOASIUY KOHTPALETTTHBHH MEPKH.

Ho3ara ot 40 mg e NpOoTHUBOMNOKAa3aHA NPU NALMEHTHU ¢ Npeapasnosaraly GakTop
mHonatus/pabaoMuonnza. Takusa ¢axkTop ca:

e ¥YMepeHO no c¢rened OpOpeuHo yBpexaaHe (KpeaTHHUHOB KNIHpbHC noa 60
e  XHNOTHPEOHUOHIBM.
¢ JlnyHa unu pamMHIIHA AaHAMHE3a 3a HACIICACTBEHH MYCKYIHH 3a00isBaHuUA.
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¢ AHaMHe3a 3a NN0ABa HA MYCKYJIHO YBPEXKIAHE MO BPEME HA JIEYCHHUE C APYT MEAHKAMEHT OT
rpynara Ha HHXMOMTOpUTE Ha XUIPOKCH-METH-MIIYTapII-KOEH3UM A peayKTa3sata WiH ¢ ¢pubpar.

3noynorpeda ¢ ankoxon.
CbCTOSHHSA, NPH KOKTO MOXKE /1a c€ MOBHILHN TUIa3MEHOTO HUBO Ha MEAMKAMEHTA.

JIuia OoT asHaTcKara paca.

CoIrbTCTRAILO NEUeHHe C PudpaTu.
(Bx. Touku 4.4,4.5 u 5.2).

4.4 Cnenranun npeaynpexieHds H Npeana3Hid MEPKH OpH ynorpeda

bvbpeyu

[Tpn nauueHTH, NEKYBaHU € MO-BUCOKHU 4034 Kpectop, no-koHkpeTHo 40 mg, e HabnroaaBaHa
MPOTEHHYPHA, KOATO € YCTAHOBEHA NPH H3CACIBAHE C TECT-JIEHTH, C NPEeAUMHO TYOYNeH MPOU3X0Oa H B
MMOBEYETO CAYHAH C MPEXOJACH WIH HHTEPMHTEHTEH Xapakrep. He € 10Ka3aHo NpOTeUHypHATa Ja
IpeAlIEeCTBa OCTPO WIH nporpecHBHO Ob0peuHo 3abonsaBane (BxK. Touka 4.8). JloknaaBaHara 4ecToTa
Ha cepro3HH OBOpeyHH YBpEaH NpH NOCTMAPKETHHIOBaTa ynorpeba € no-BMcoKa npu A03UpPOBKa OT
40 mg. OueHka Ha 6bOpeunara dyHkuusa TpsabBa ga ce HaNpaeM Mo BpEMe HA PYTUHHO NPOC/IEAABAHE
npH NaLHeHTH, 00H4aiHo nekyBanu ¢ 40 mg.

Crenemna Mycxyramypa

EdekTn BbpXYy CKeIeTHaTa MyCKYyJarypa (MUanrus, MMONaTHA U No-p4aako pabaoMHoNIKM3a) ca
cb0oOlaBaHU NPHU NPUICKEHHE HA BCUYKH JO30BH PEXKHMHU, 0Cc00eHO npH 103u Haa 20 mg. MHoro
peJKH Cllydyad Ha pabJIoMHONK3a ca AOKIAaABaHH NPH H3NOJI3BAHETO HA €3¢THMHO B KOMOHHAIMA C
HMG-CoA penykraznud uHxubutopu. He Moxke 1a 6bae H3kmoueHo gapMakoJHHAMHYHO
B3aUMoieiicTBHe (BXK. Touka 4.5) U € HeoOX0AMMO BHHMAaKHKE NMPH KOMOWHUPAHOTO UM M3MOJI3BAHE.

Kakro npu apyrure HMG-CoA peayxrasHH uHXuOUTOpH, JOKNIAABaHATa YeCTOTA Ha padaomuonnsa,
acouurpaHa ¢ Kpectop npu noctMapkeTUHroBara ynorpeda, e no-BHcoka npu ao3uposka ot 40 mg,

Hamepeane na xpeamunkunazama

Kpearnnknnasara (CK) He TpaOBa ha ce uaMepBa cnell YCUIEHH YIIPAKHEHUSA W NP HATUYHETO Ha
OpYyTr NpUYMHATEN Ha yBeHueHUe Ha CK, KoeTo MOXe 12 3aTpyAHM ThJAKYBAHETO HA pe3yiTara. AKo
HHUBOTO Ha CK € 3HA4YHTETHO MOBHIIEHO NPH H3XOJHO HUBO (> 5 IbTH ropHaTa AOMyCTHMA MpaHMLa),
TECT 3a NOTBbPXKIaBaHe Ha pe3y.iaTara TpadbBa na Objae HanpaBeH B paMKHTE Ha 5—7 OHHU. AKO
NOBTOPHOTO MU3CICABAaHE MOTBbPAH U3X0AHO HUBO Ha CK > 3 nbTH ropHarta AOMyCTHMA IrpaHyLa, He
TpOBa 4a ce 3anoupa JieueHHe.

Ilpeou nevernuemo

Kakro u apyru vuxuburopy Ha HMG-CoA peaykrazarta, Kpectop Tpabsa ga 6bae npeanucBaH ¢
0CO0EHO BHHMAaHHE NMpH NALMEHTH, 32 KOMTO ¢a HaKLEe GaxTopH, npeapasnoyiaralid pa3BUTHE Ha
mHonaThs/padbgoMuonuza. Takuea dakTopH ca:

e b1OpeuHo yBpexaane.

XHNMOTHPEOUTHUILM.

JInuHa unu paMuIHa aHaMHE3a 33 HACACACTBEHO MYCKYJIHO 3a00NABaHe.

YcTaHOBEHA MYCKYHA TOKCHUYHOCT KbM ApYrd HHXHOUTOpH HAa HMG-CoA penykrasara win
¢udparh.

3noynorpeda ¢ ankoxon.

[laupeHTH Ha BB3pacT Hag 70 roaguHM.

CbCcTOsHUS, TPH KOMTO MOXE Aa ce HabmoaBa nokausaHe Ha NnnasMeHuTe HUBa (BXK. Toyka 5.2).

EnsoBpeMeHHO NpuioKeHHe Ha ubpaTh.

an nogo0HHU NalMERTH Tpﬂﬁﬂa Ad CC NIpCABHAH OTHOLUCHHUCTO pucldnonaa H

Nnoa KIMHHYHO HaOMoOeHHe. AKO U3X0OHOTO HUBO Ha CK e 3HaYHuTenHO NOB
ropHaTa rpaH#lia Ha HOpMara), He TpAOBa Ja ce 3arnouBa JIEYECHHE.




Ho epeme na nevenuemo
[TanueHTHTE Ce 3aabJDKaBaT He3abaBHO Aa AOKIAABAT HEOOACHUMH MYCKYJIHH DOKHM, yCellaHe 3a

¢cn1aboCcT WK CXBalllaHe, Hal-BEYe aKo ¢a CRbP3aHHU ¢ HEPA3NOIoKeHUe UK pedpunuret. [1pu Te3u
naiueHTH TpadBa 1a ce usMepaT HuBata Ha CK. Tepanuata TpsbBa aa ce npekpatH, ako HUBOTO Ha
CK e 3Ha4YMTEHO NOBUILEHO (> 5 MBTH ropHaTa AOMYCTHMA paHHLa), K1Y MYCKYJIHHTE CHMATOMH Ca
TEKKH W MPUHHHABAT €XEAHEBHO HepasnonokeHHe (1opH HHBoTO Ha CK na e < 5 mbTH rophara
NONMYCTHMa rpaHlLa). AKO CHMIITOMHMTE H34€3HAT H HUBOTO Ha CK ce HopManu3upa, MOXe aa ce
NOMHCJIH 34 NMOBTOPHO JieucHue ¢ Kpectop wiu antepratueeH mHXuouTop Ha HMG-CoA penykrazara
B Hali-HUCKa A03a noa Habmoaenue. PytunHo Habnoaenne Ha HuBoTo Ha CK npu nauueHTH 6€3
CHMITTOMH HE € OCHOBATE/HO.

HMa MHOro pekH JOKIaay 3a MMYHOMEIHMpaHa HEKPOTH3Mpalla MUOTIATUA, KOATO KIIMHUYHO C€
XapaKTEPU3Hpa C MEPCUCTUPAILA NPOKCUMAJIHA MYCKYJIHA C1aboCT U MOBHILIEHA KPEATHHKWHA3A [10
BpEME Ha JICYEHHETO WIH clleJi CIUpaHe Ha CTATHHUTE, BKIKOYUTENHO po3yBacTaTuH. Moxke na e
HEOOXOAMO JOMBLJIHHUTENTHO HEPBHOMYCKY/IHO HJIH CEPOJIOTHYHO H3caeaBaHe. Mo)ke Ja ce HaloXu

JICYCHHUE C UMYHOCVYIIDECHPALIN JICKapCTRA.

B Hakonko cayyas ce ¢b0oOiaBa, ye CTATHHUTE HHAYLMPAT de nOvOo WIH BAOILABAT BEYE
ChLUSCTBYBALLlAa MHUACTEHUS IPaBUC WIH O4HA MBacTeRUs (BXK. Touka 4.8). [lpunoxkenuero Ha Kpectop
Tpa®Ba aa ce cripe B Clyyaid Ha BJIOLLABAHE HA CUMITTOMUTE. MMa CHOOLLIEHUS 3a peLMAMB NPH
(MOBTOPHO) NMpWIaraHe Ha CbLUHSA WK Pa3IHYEH CTATHH.

[Tpn knMHHYHUTE H3NUTBaHUA Ha Kpectop He ca HabnogaBaHW AaHHH 3a NMOBHIUEHK €(EeKTH BLPXY
CKejleTHaTa MyCKYJlaTypa B MajlKaTa rpyrna nauMeHTd, npH Kouto Kpecrtop € npunaran ¢ aApyro
CHIIBTCTBALLO JICUEHHUE. Y BENHUEHHE Ha YECTOTATA HA MHO3HT H MHOMAaTHA € HabmoaaeaHo, obaue,
NP NaUMEHTH, NOJNy4aBaly Apyru uHxuoutopn Ha HMG-CoA peayKrasara 3aeaHO ¢ UHKIIOCTIOPUH,
NMPOU3BOJHH Ha PUOpHHOBATA KUCENUHA, BKITIOUATENHO reMPUOpO3IUN, HUIKOTHHOBA KUCE/IHHA,
a30J10BH aHTHMHKOTHLH, [TPOTEa3HH UHXHOUTOPU U MaKponuaHHU aHTUOMoTHLU. ['eMbubpo3un
[IOBHUILIABA PUCKA OT MUONATHA, aKO CE NPUEMa €AHOBPEMEHHO ¢ HAKOW UHXHOHTOpH Ha HMG-CoA
peaykrasara. [Topaau ToBa, koMOuHauuaTa Mexay rempudposnun n Kpecrop He € npenopbuUTENHA.
[Tonszara OT AOITHIHUTENHO CHHXKABAHE B NUNHAHUTE HUBA B PE3YIITAT OT KOMOUHUPAHOTO NPHEMaHE
Ha Kpecrop u pnOpaTh win HuaLuH, Tpabea aa Ob1e BHUMATEIHO HU3YHCICHA CIPAMO MOTCHUUATHUS
PHCK OT NoA0OHM KoMOUHaLuuK. IIpu eqHOBpEMEHHO NPHAOKEHHE HA GUOpaTH, IEUEHHETO C I03H OT
40 mg e NnpoTHBOMOKA3aHO (BX. TOYKH 4.5 H 4.8).

Kpectop He TpabBa aa ce npunara ¢AHOBPEMEHHO ¢ Py3MA0Ba KHCENTHHA 3a CHCTEMHO MPUIIOKEHHE
WJIH B pPaMKHTE Ha 7 AHM clie]] CrMpaHe Ha neveHuero ¢ Gpy3uaoBa kucennHa. [1pu nauMeHTH, npu

KOWTO H3MON3BAHETO Ha Py3UI0BA KACEIHMHA 32 CHCTEMHO TIPHIOKEHHE € 3HAUYUMO, JICHEHHETO CBC
CTaTHHH TpaOBa ga ObAe NPEYCTaHOBEHO Npe3 UESAHUA NEPUO HA JevueHHe ¢ $y3Ha0Ba KHceaHHa. MMa
cLoOLIeHHA 33 pabaoMHONN3a (BKAIOUUTENIHO HAKONKO ¢ (aTaleH U3XO0M) MPH NALKEHTH, MpHeMaLiiH
(hy3ua0Ba KUCENUHA H CTATUHU B KOMOHHauMA (BXK. To4uka 4.5). [laumeHtute Tpadea na Ovaar
NOCHBETBAHM AA NOTHPCAT HE3a0aBHO MeJUIIMHCKA NOMOIL], aKO H3ITHTBAT CHMITOMM Ha MYCKYTHa
ciaboct, bonka unu Doie3sHEeHOCT. JledueHHeTOo ¢hC CTATHHH MOXKeE Ja ObJe NOAHOBEHO CEAEM AHHU
cJiefl mocaeaHaTa Ao3a Ha Qy3uaoBa kucenuHa. [Ipu H3BbHpeHH 00CTOATENCTRA, KOraTo €
HeoOXxoMMa NPOALJDKUTENHA YROTpeOa Ha Qy3BA0Ba KHCENBHA 33 CHCTEMHO NPUNOKEHNE, HAIPUMED
34 IGYEHHUE Ha TEXKH HH(PEKUUH, HEOOXOAUMOCTTA OT €AHOBPEMEHHO TIPUIoXKeHHe Ha KpecTop M
¢y3uaoBa Kucenuua TpabBa na ce npeLeHd HHAWBHAYATHO, H MO CTPOr MEAULIMHCKH KOHTPOI.

Kpectop He TpsaGaa aa ce ynorpedsBa npy NallHEHTH ¢ OCTPH CEPHO3HH CHCTOSHHUA, NIPEANONarainy
MHOMNIATHSA, HIH NMPEAPA3oiaraliii KbM pa3BUTHE Ha OB0OpeyHa HEAOCTATLYHOCT, BCJICACTBHE

pabaoMHoOIN3a (Hanp. CEMNCKHC, XMIMOTOHUSA, FOJIAMA ONCpauMi, TPaBMa, TEXKKH METa
CHAOKPMHHH H €ACKTPOIMTHH HAPYLUCHHS MM HEKOHTPONUPAHH IbpHOBE).

TeXKH KOXKHH HEXENAHH PCaKLUHH
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Touka 4.8). [To BpeMe Ha Ha3Ha4YaBaHETO My, NMalUKeHTHTE TpabBa na 6bAaT HHPOPMHUPAHH 32
MPH3HALIKTE H CUMITTOMMTE Ha TEXKKH KOXHH peakLuH W Aa ObAaT BHUMATENHO HabaronaBaHH. Ako ce
MOABAT NIPU3HALIY K CUMIITOMH, NPEANONarally Te3H peakLuy, neyeHHeto ¢ Kpecrop tpabsa na 6vae
npeycraHoBeHo He3abaBHO U 1a Obae OOMUCIEHO aATTEPHATHBHO JICHEHHE.,

AKO NalMeHTHT pa3BUe cepuo3Ha peakuus kato SJS unu DRESS npu ynotpebarta Ha Kpecrop,
neueHuero ¢ Kpecrop He Tpa6Ba HUKOra f1a c€ NOAHOBSABA MPU TO3U MALMEHT.

Bananye BbpXY YepHus opod
Kaxro npu apyru naxuburopn Ha HMG-CoA peaykrasara, Kpectop TpadBa BHMMaTenHo Aa ce

npuJiara rpy NaLUMEHTH, KOUTO NMPUEMAT rONSMO KOJHUYECTBO ATKOXOJ WK ca HMaIH 3ab0s1aBaHe Ha
uepHua Apod. IIpenopbUHTENHO € 1a ce HAMPaBAT U3C/ieABaHUA Ha YepHus Apod npeau, u 3 Meceua
caen 3anoupane Ha nedeHueTo. Kpecrop tpabea na Obae npeycTtaHOBEH WM o3aTa TpAOBa Aa ce
HaMaJTH, aKO HHBOTO HA CEPYMHUTE TPaHCAMHUHA3U HAABUILIABA TPH MbTH rOPHATa rpaHULA Ha
HopMara. JIoknaJaBaHaTa 4e€CcTOTa 3a CEPHO3HH YePHOAPOOHH YBpeaH (3aKTIOYBAILH CE MIABHO B
YBETHYEHH YepHOAPOOHH TpaHCAMHHA3H) NMPH NMOCTMAPKETHHIOBATa YNoTpeda, € 1o-BUCOKa IpH
nosuposka ot 40 mg.

[Ipn nauueHTH ¢ BTOPHYHA XHUNIEPXOIECTEPONEMHA, IPUUHHEHA OT XUNIOTHPEOHAKHIBM HIIH
He(pOTHYEH CHHAPOM, OCHOBHOTO 3abonseaHe TpadBa 1a ce JieKyBa NPEOH 3aM04YBaHE Ha JIEYEHHE C
Kpecrop.

Paca
dapMaKOKHHETHUHUTE MPOY4YBAHMA MOKA3BaT, Y€ NPH NALMEHTHTE OT a3HATCKaTa paca € Haluue no-
BHCOKA €KCITO3ULIHA B CPABHEHHE C TE3M OT KaBKkazKara (0snara) paca (Bx. Touku 4.2, 4.3 1 5.2).

IIpoTeasHy HHXHOWTOPH
[ToBHILIEHA CHCTEMHA EKCNO3KIIMA HAa pO3yBacTaTHH € HaOmoaBaHa NpH NALUEHTH, NpUeMallH

pO3YBACTATHH €AHOBPEMEHHO ¢ Pa3JIMMHH NPOTECa3HH HHXUOHUTOPH, B KOMOMHALIHA C PUTOHABUD.
Tpabra ga ce 0OMHCIM KAKTO NOM3aTa OT JMNHAONOHIKABAHE upes ynorpeda Ha Kpecrop npu
nauueHTH ¢ HIV, kouTO nipuemar nporeazHn HHXHOMTOPH, TaKa U NOTEHLMAA 32 NOBULLICHA
KOHLEHpaLMg Ha PO3YBAaCTaTHH, KOraTo CE 3ano4yBa TEpanysTa ¥ ce Nosuilasa ao3ara Ha Kpecrop npu
NalLKEHTH, JIEKYBAHH C MPOTea3Hd UHXHOUTOPH. EAHOBPEMEHHOTO NPUIIOKEHHUE C ONPEAC/IEHH
NpoTea3HH HHXKOUTOPH HE Ce NpenopbUBa, OCBEH ako no3ara Ha Kpectop He ce KopHrupa (Bx.
tabnmuua 1 v Touku 4.2 u 4.5).

HenoHOCHMOCT KbM JIAKTO3a
[laniMeHTH C© peAKH HAacNEACTBEHH NPpobNeMH KaTo rajlakTo3Ha HEMMOHOCUMOCT, IThJIeH J1aKTas3eH
NeGUILUT WK IIKO30-raNakTo3Ha manabcopbuua He TpabBa na npUeMar TOBa J1€KapCTBO.

HurepcTuunanta 6enoapoOua donect
Jloknaaeanu ca U30JHPAHH ClTy4au Ha HHTepCcTHUMANHa OenoapoOHa DoNlecT NpH NPUIOKEHUE HA

HAKOM CTATHHYU, 0CODEHO NPH NPOIb/HKUTEIHA Tepanus (Bx. To4ka 4.8). KnuHuuHUTe nposaBy Morar
Na BKJIIOYBAT JHMCIHEA, HENPOAYKTUBHA KAllJIMLA U BIOIIABAHE HA 0OILOTO ChbCTOAHME (YMOpa, 3aryba
Ha TErJ1O M TpecKa). AKO MMa NoAO3pEHHE, Y€ MALMEHTHT € pa3BI HHTEPCTHLHANHA 6enoapobua
OonecT, TepanuATa CbC CTATHH TPAOBa Aa Obje NpeyCcTaHOBEHA.

3axapeH nuaber
Hsakou qokazaTencTea npeAnoaarar, yeé CTATHHUTE KaTo KJlac MOBUILABAT KPbBHATA [IIOK03a H Npy

HAKOH NMaALUHCHTH, BHCOKOPHUCKOBH 34 PAa3BHUTHC HaA Il,HElﬁET B 6'bﬂf51u6, MOrI'aT Ja A0BCOaT A0 TaKOBa
ren

npu auadert. To3u puck, obaqe ce HaAnENABa OT PCAYKLMATA Ha BACKYJIAPHUA P
CeIOBATENHO, HE TpAOBa a Oblle NpUYMHA 3a CIMpAHE HAa CTATHHOBATA TEpan
nauMeHTH (II0Ko3a Ha riaaHo 5,6 ao 6,9 mmol/l, ntHaekc Ha TenecHa mMaca >
CTOMHOCTH Ha TPHITHLEPUANTE, XUTIEPTOHUA) TPAOBA Ja ce NpocaeaaABar Ka
OMOXMMHYHO, CLIAACHO HALMOHAJIHUTE PBKOBOJICTBA.



B npoyusaHeto JUPITER, cbobieHara obia yectoTa Ha 3axapeH aAdader e 2, % 3a po3yBacTaTHH H
2, % 3a naauebo, raBHO NPU NALMEHTH C MMIOK03a Ha rMaaHo 5,6 o 6,9 mmol/l.

[lenquarpuyna NOMYJIALIMSA
OlileHaBaHeTO Ha TIHHEHHOTO HU3pacTBaHe (BUco4uKHA), Terno, BMI (MHaeKkc Ha TenecHaTa Maca) u

BTOPUYHHUTE MOJIOBU O€N€3U Ha NOJMOBOTO Ch3pABaHE M0 CKajlaTa Ha Tanner npu neauaTpUyHH
nalHeHTH Ha Bb3pacT 6 40 17 roguHH, NpUeMailld po3yBacTaTHH, € OrpaHHY€HO A0 ABYTOAMILEH
nepuoa. Cnea Ase rOAMHH Ha TPETUPAHE N0 BpeMe Ha NPOY4YBAHETO, He € 3abenA3aH HHKAKbB eeKT
BbpPXY pacTeka, Ternoro, BMI uinu nonosoto cuvipasaHe (BK. Touka 5.1).

B kAMHHYHO NMpOY4YBaHe Ha AeLld U IOHOLIH, MPUEMAILIA pO3YBACTaTHH 3a 32 CeIMHMLH, NOBUINABAHE Ha
CK > 10xULN ¢ MyCKYJHUTE CHMITTOMH Clie]l YIIPAOXHCHHE WM NMoBULlIeHa QU3HYECKa aKTHBHOCT Ca
HaOMONaBaHH 10-4€CTO, B CPaBHEHHE C HAOMOAEHHA OT KIMHUYHH MPOYUYBAHHUSA MPH Bb3PAacTHH (BXK.

TO4YKa 4.8).
4.5 B3aumogeiicTBHe ¢ APYIY JJEKAPCTBEHH NPOAYKTH H APYrd POpMH HA B3auMoaelicTBHE
Fghexm na eOHoBpeMenHO npuia2anu 1eKAPCMEEHU NPOOYKMU 6bDXy PO3YEACMATIUN

MuxubuTopu Ha TPAHCMIOPTEPHHUTE MIPOTCHHH

Po3yBacTaTuH € cy0CTpaT Ha onpeAesieHd TPaHCMOPTEPHH NPOTEUHH, BIJTIOUYUTEIHO YEPHOAPOOHHUA
brreiik Tpancnoprep OATP1B1 u eduryke Tpancnoprepa BCRP. EqHoBpeMeHHOTO npHOKeEHHE Ha
KpecTop ¢ JleKkapcTBEHH MPOAYKTH, KOMTO ¢4 HHXHOUTOPH Ha TE3H TPAHCMOPTEPHH NPOTEHHU, MOXE
Aa AOBEAE /10 NOBUIIIABAHE HA MJIA3MEHATa KOHLIEHTPALMA Ha pO3YBACTATHH M NMOBHMILEH PUCK OT
MHonaTha (Bxx. Tabnuua 1 v Touku 4.2 u 4.4).

uﬂ KNOCITOPDHH

[Ipy enHOBpEMEHHOTO NPUIOKEHUE HA KpecTop ¢ LUKIOCMOPUH, cpeaAHuTe CTOHHOCTH Ha AUC Ha
pO3YBacTATHH ¢a OWIH cpeAHO 7 IMbTH MO-BHCOKH OT Te3H, HabmoaaBaHH nNpH 3apasy A0OPOBOILH, Ha
KOHTO € MPWIOKEHa chilata Ao3a (Bxk. Tabnuua ). Kpectop € npoTHBONOKAa3aH NpH MaLUMEHTH, KOUTO
€JHOBpPEMEHHO MONYYaBaT LMKIOCNOPHH (BxK. TOMKA 4.3). EQHOBPEMEHHOTO NPHIOKEHHE HE €
MOBAKAIO TUIA3MEHUTE KOHLIEHTPALMUY Ha LIHKJIOCTIOPHKH.

TuHKarpenop
Tuxarpenop nuxubupa tpancnoprepa BCRP, xoero Boau ao 2,6-kparso ysenvueHue Ha AUC Ha

pPO3YBAaCTATHH, KOETO MOXKE Aa AOBEAE A0 NMOBHUIEH PHCK OT MHomaTha. TpaOBa aa ce npeueHsT
MOM3HTE OT NpPEAOTBPaTABAHETO HA rOJIeMH HEXENaHU ChbpACUYHOCHAOBH CHOWTHA Ypes ynoTpebara Ha
PO3YBACTATHH H PUCKOBETE NMPH NOBULICHH TUIa3MEHU KOHLIEHTPALIMH Ha pO3YBaCTaTHH.

"emdHOpo3KU ¥ APYITH JHNUAONOHKABALLH NPOAYKTH
EanospeMeHHOTO npuioxkeHne Ha Kpectop ¥ reMdpubposnn e 10BN 10 ABYKPAaTHO NOBUILIEHHE Ha

Cuax H AUC Ha posyBacTaTuH (BX. Touka 4.4). JlanHHTE OT JapMaKOKMHETHYHUTE MPOY4BaHH,
M3CNIEBALIM JIEKAPCTBEHUTE B3aUMOIeHCcTBHSA, He NOKa3BaT B3auMoeicTeye ¢ peno¢pudbpart, Ho e
BB3MOXHA MOABA HA (papMaKoAHHAMHMHH B3auMoacHcTBHA. ['eMpubposun, peHopubpar u
OCTAHAIHUTE MEIHKAMEHTH OT rpynara Ha GudpaTuTe M JIMIMUAONIOHWKABAILUTE 103K (B 1034 > | g Ha
JeH) HHaLMH (HHKOTHHOBA KMCE/TMHA), MOBHILABAT PHCKA OT MOABa HA MHOMATUA NPH KOMOHHUpPaHE ¢
UHXHOUTOPH HAa XMAPOKCH-METHII-TJIYTAPHI-KOEH3UM A pelyKTa3aTa, Hail-BEpOATHO nopaau ¢akxra,
4e NOCNCAHATE MOTAT Ja NPeAU3BUKAT NOABaTa HA TOBA YCIIOXKHEHHUE M NPU MOHOTepanus. [lo3ara ot
40 mg e NpOTHBOIIOKA3aHA [IPU €XHOBPEMEHEH npueM Ha GUOpatH (BXK. ToukH 4.3 u 4.4). Ilpu Teau
MalHEHTH JIEYEHHETO Chillo TPAOBA Aa 3anoyHe ¢ 5 mg.

Ezetumub
EnxospeMenHoTo u3nonspane Ha 40 mg Kpecrop 1 10 mg e3etHMnd, He BoaH A&
Ha JBaTa NpPOAYyKTa, KOraTto ce npuaaraT npH 3gpasy gooposonuy. Hma 1,2 mpfgs
Ha po3yBacTaThH, korato 10 mg Kpectop n 10 mg ezerumMub ca npunoxeHn ppe ity
xunepxonecteponemus (tabnuua 1). He moxe na ce uskmoun papmakonHHaNHHLO-L388 _
MEXIY TAX, KOETO Aa HMA 3a Pe3ysTaT HEXENaHU peakUuuK (BX. TO4Ka 4.4). =\
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[IpoTreazHy UHXHOUTOPH

Bbnpeky ye TOYHHAT MEXaHU3bM HA B3aUMO/IEHCTBUE HE € W3BECTEH, €IHOBPEMEHHOTO NPHIOKEHHE C
MPOTEa3HH HHXHOUTOPH MOXE PA3KO [a TOBHILH €KCNIO3HULIMATA Ha po3yBacTaTHH (Bx. Tabnuua 1).
Hanpumep, enHOBpeMeHHOTO npunoxeHnue Ha 10 mg po3yBacTaTul U KOMOMHUpPaH NPOAYKT, ChCTOSIL
ce oT ABa nporeasHu HHxHbuTopa (300 mg aTtazanasnp/ 100 mg puToHaBHp) NO BpeME HAa €AHO
PapMaKOKHHETHYHO APOYYBaHE NpH 37paBH 10OpOBOILM, C€ aCOLMUPA C MPHOAUIUTENTHO TPHKPATHO
HapacTtBaHe Ha AUC Ha posyBacTaTMH. ESHOBPEMEHHOTO NpUIOKEHHE Ha KpecTop H HAKOH
KOMOHHALIMH OT NPOTEa3HH UHXUOUTOPH, MOXKE Ja C€ UM NpeABU Ce] BHUMATEIHO NPELCHABAHE
Ha KOPEKLIMUTE Ha fo3aTa Ha Kpectop, Ha 6a3a 04akBaHOTO MOBUILLEHHE HA EKCTIOZHULIMATA HA
po3yBactaTiH (Tabnuua 1 1 Toukm 4.2 u 4.4).

AHTHaLIWIH
EnHOBpEMEHHOTO NMPHAOKEHHE Ha KpecTop ¢ aHTHAUMAHA CYCNEeH3HA, ChAbPXKalla ATYMBHHEB H

MarHe3ueB XUAPOKCHI, € JOBEMNO J0 HaMalIABaHe Ha [U1a3MEHAaTa KOHLUECHTpALMA Ha PO3YBACTATHH C
npubnuzurento 50 %. To3un edekr ¢ 6Mn orcnabeH, Korato aHTHaLMAWTE Ca AaBaHH 2 4yaca cnej
npuema Ha Kpectop. KiIMHHYHOTO 3HaueHHE Ha TORA B3aUMOJECHCTBHE HE € U3CIICABAHO.

EpurpoMuriys
EnHospeMeHHHAT nipueM Ha Kpectop n eputpoMuidH € nosen no 20 % namanenue Ha AUC oy U
30 % HamaneHHue Ha Crax Ha pO3yBacTaTHH. B3aumoaeiCTBHETO MOXKE Aa € NPEAU3BUKAHO OT

MOBHIICHHA YPEBEH MOTWINTET, BCCACTBHE Ha MPUEMA Ha EPUTPOMMULIUH.

EH3UMH OT cucTeMaTa Ha UMToXpoM P450

JlaHHHTE OT in vitro W in vivo Npoy4BaHUA NMOKA3BaT, Y€ PO3YBACTATHH HE € HUTO HHXHOHTOD, HHTO
MHAYKTOP HAa LUTOXpoM P450 uzoenznmute. PosyBacTaTHH € cnad cybcTpar 3a Te3H H30€H3UMM.
CnenoBaTenHo, IeKapCTBEHHU B3aUMOACHCTBUA, pe3yaTaT oT nuroxpoMm P450-meaunpanus
meTabonussM, He ce o4akBat. He ca HabnmonapaHd KIMHKUYHO 3HAYHMH B3aUMOAECHACTBUA MEX LY
posyBacTaTUH K QuiykoHazon (MHxubuTop Ha CYP2C9 u CYP3A4), unu ketokoHason (MHXUOUTOD Ha
CYP2A6 u CYP3A4). EZHOBpEMEHHUAT MpueM Ha utpakoHazon (MHXubutop Ha CYP3A4) u
po3yBacTaTny BOAU 10 28 % yeenuuenne Ha AUC Ha posyBacTaTuH. TOBa MaJIKO YBEJIMUEHHE HE €
KIIMHUYHO 3HA4YKMMO, [1o Ta3u npuyKHa, NEKapPCTBEHHU B3aHMOACHCTBHSA B C/ICACTBHE HA METADOHIBM,
MeauHpaH oT uutoxpoM P450, He ce ovakaar.

B3anMoaeHcTBHUA, KOUTO H3UCKBAT KOPEKIUA Ha A03aTa Ha PO3YBACTATHUH (BX. ChlIo Tabnuua 1)
Korarto e HeobxonnMo aa ¢ce npunara Kpectop €AHOBPEMEHHO ¢ APYTH JICKAPCTBEHH MPOAYKTH, 3a
KOHUTO € H3BECTHO, Y€ MOBHUILABAT €KCMO3HLMATA HA PO3YyBACTATHH, Ao3uTe Ha Kpecrop Tpabea aa ce
Kopurupar. Ha npeanucaailMre nekapy ce npenopbusa a B3eMat npeBua CbOTBETHATA JIEKAPCTBEHA
HHdopmaLms, KoraTo 0OOMUCAAT NpHiaraHe Ha TaKUBa NPOAYKTH 3aeaHO ¢ Kpectop. 3anouBa ce ¢
Ao3a Ha Kpecrop ot 5 mg BEAHBXK AHEBHO, aKO OHaKBAHOTO NMOBHiLEHHE Ha eKcnosHLUATA (AUC) ¢
NpuOIHU3UTENHO ABYKPATHO HAM NO-ronsMo. MakcuManHara AHeBHa 103a Ha Kpectop Tpadsa na ce
KOPHIHpa TaKa, Y€ OUaKBaHATA €KCNO3KLMA Ha PO3YBACTATHH HAMA BEPOATHOCT Ja HAJABHMLIM Ta3H HA
40 mg nuesHa no3a Kpecrop, npuer 6e3 B3auMoAeHCTBALLMY JIeKAPCTBEHH NIPAYKTH, HaNp. 103a OT
20 mg Kpecrop ¢ rempudposun (1,9 nmetu nosuiuexue) 4 ao3a ot 10 mg Kpecrop ¢ komOuHaLus
puTOHaBUp/aTazaHasup (3,1 NBTH NMOBHLLEHHKE).

AKo ce HabnoaaBa, 4e nekapCcTBeH NpoAYKT noeuiiasa AUC Ha po3yBacTaTHH NO-Maliko OT 2 [TBTH,
Ha4yajiHaTa J03a He Tp4a0Ba Aa ce Hamanaea, HO TpAOBa Aa Ce MoAX0oXAa ¢ BHUMaHHUE, ako [03aTa Ha
Kpecrop ce noutuy Haa 20 mg,




Tabauna 1. EdexT Ha ¢AHOBPEMEHHO NPHJIATaH JCKAPCTBEH BPOAYKT BLPXY €KCIIO3HIHATA HA
posyBactaTuH (AUC, B HU3X0481N pea) oT NyOJHKYBAHH KJIHHEHYHE HNPOyYBAHHA

IIopumasane Ha AUC Ha PO3YBACTATHH 2 NBTH UJIH HOBeYe 0T 2 MbTH

0308 peKHM Ha 0308 pexHM HA Ipomara B AUC Ha
B3AHMOAEHCTBALIOTO JIEKAPCTBO pO3yBACTATHH PO3YBACTATHH
CodocbyBup/BennaracBup/BOKCHIANPEB 10 mg eaMHU4HA J03a 7,4 mbTH

up (400 mg-100 mg-100 mg) +
Bokcunanpesup (100 mg) BeaHbxK
JAHEBHO 3a 135 AHH

I luknocnopuH 75 mg ABa ITLTH Ha A 10 mg peaHbX qHEBHO, 10 AHU 7.1 mern T
no 200 mg nBa nsTH Ha AeH, 6 meceua

Haponyramua 600 mg 2 x ax., 5 aHu 5 SIpge AHHHAHAZN03A 52mm?
Peropagenntd 160 mg, BeAHBK AHEBHO, 5 mg, eAMHHYHA [03a 3.8 mbTH
14 nHU
ArazaHaBup 300 mg/puronasup 100 mg 10 mg, equHH4YHA 1034 3,1 mptu T
BeJHBLXK IHEBHO, 8 IHH
Pokcagycrar 200 mg npe3 aeu 10 mg, eauHu4Ha no3a 2,9 abTH |
Bennaracsup 100 mg BeAHbXK AHEBHO 10 mg, eanHuvHa 1034 2,7 0bTH
MomenotnHu6 200 mg BeIHBXK AHEBHO, 10 mg, exUHKUYHA f03a 2,7 bTH |
6 OHU
Tukarpenop 90 mg n1Ba MTH AHEBHO, 2 10 mg, eaHHYHA 034 2,6 meTH |
OHH
Omburaceup 25 mg/napHranpeBup 3 mg, eAMHUYHa J03a 2,6 NbTH

150 mg/ puroHasup 100 mg BeaHBXK
nHeBHO / nazabysup 400 mg 2 nbTH

JOHeBHO, 14 nHH

Tepudmynomua, JlepnyHomun He e HanuyHa 2,5 bTH T
['pasonpesvp 200 mg/enbaceup 50 mg 10 mg, equHHAYHA 1034 2,3 meTH
BEAHBX JHEBHO, 11 AHM

['nekanpesup 400 mg/nubpeHracup 5 mg BEAHDBXK AHEBHO, 2.2 IbTH
120 mg BeAHBXK AHEBHO, 7 KHU 7 iHm

JlonunaBup 400 mg/puronasup 100 mg 20 mg BeAHDLK JHEBHO, 7 AHH 2.1 mota 7
JABa ILTH HA aeH, 17 aHu

Kanmatuuu6® 400 mg aga meTH Ha JeH 10 mg, equHUYHA Jo3a 2.1 meta T
Knonnporpen 300 mg HaToBapBalua 20 mg, eAuHUYHA 1033 2mbru T
no3a, nocjaeasasa oT 75 mg Ha 24 4aca

MoctamMaTiHuO 100 mg ABa nbTH Ha 20 mg, eAMHUYHA 0033 2,0 mpti T
IEH

Pebykcoctat 120 mg BeAHBXK AHEBHO 10 mg, eAMHNYHAa 1034

Tadamuguc 61 mg 2 NbTH JHEBHO Ha 10 mg, eauHH4HA 1034

neH |1 ¥ 2, nocheaBaHoO OT BEAHBXK
AHEBHO HA NeH 3 U 9

["empudpo3un 600 mg nBa IMbTH Ha [EH, 80 mg, eaMHHuHA K034
7 IHH




Hosumasane na AUC Ha po3yBacTaTHn NH0-MAJIKO OT 2 IbLTH

J030B peXnM Ha H030B pexum HA IIpomana B AUC na
B3aAHMOAEHCTBAIIIOTO JEKAPCTBO PO3YBACTATHH PO3YBACTATHH
Entpombonar 75 mg BeAHBK QHEBHO, 10 mg, eauHnyHa g03a 1,6 nbt T

5 AHMH

Japynasup 600 mg/puroHasup 100 mg 10 mg BeAHBX AHEBHO, 7 IHHU 1,5metu T
JBa MTbTH HA OECH, 7 AHU

Tunpanasup 500 mg/puronasup 200 mg 10 mg, enuHnyHa n03a 1.4 ot T
Ba ITbTH Ha heH, 11 aHH

HponeaapoH 400 mg asa msTH Ha AcH He e HanuuyHa 1,4 nbd T
Hrpakonazon 200 mg BeAHBXK AHEBHO, 10 mg, eqvHU4Ha 1032 1.4 myta T

5 HHH

Ezerumu6 10 mg BeaHBX OHEBHO, 10 mg, BeAHBK AHEBHO, 14 qHM 1.2 myta ™
14 nuv

Honmxapane Ha AUC Ha po3yBacTaTHn

H030B pexkuM Ha 0308 peXHM HA IIpomana 8 AUC Ha
B3aHMOACHCTBAIOTO JIEKAPCTBO pPO3YBACTATHH PO3YBacCTATHH
EpurpoMuumd 500 mg 4eTHpH MbTH Ha 80 mg, enuHKYHa g03a 20% -

NE€H, 7 AHU

bavkanuu 50 mg TpH TETH Ha JieH, 20 mg, eAMHN4Ha 1034 47% 4

14 nun

" JJAHHUTE, MOCOUEHH KATO X MbTH MPOMSAHA, NPEACTABAT NMPOCTO CHOTHOWEHHE MEXKLY
CAHOBPEMECHHO NPWIOXKEHHUE W NPWIOKEHHE Ha PO3YBACTaTHH CAMOCTOATENHO. JJTaHHUTE, MOCOYEHH
KaTo Y MPEACTABAT NPOLICHTA PA3IHKA, OTHECEH HA CAMOCTOATEROTO NPUIIOKEHHE Ha
pPO3yBaCTaTHH.

[ToBHIiIaBAHETO € NPEACTABEHO KATO ,,T“HOHH}KEHHETG KaTo 4",
""HAKONKO Mpoy4BaHHA 3a B3aUMOACHCTBHE ¢a NPOBEIEHH ¢ PasiIHuHM J03upoBKK KpecTop,
TabnuuaTta npeacrard Hal-3HaUMMOTO CHOTHOILIECHHE.

AUC = ot mox KpHBara,

CrnieqHHTE NEKApCTBEHU NMPOAYKTH/ KOMOHHALIMK HE OKAa3BaT KJIMHHYHO 3Ha4YuM edexTt Bupxy AUC Ha
pO3yBacCTaTHH MPH €AHOBPEMEHHO MPUNIOKEHHE:

Anernurasap 0,3 mg npunoxeHue 3a 7 auu; Gesopudbpar 67 mg 7 AHU NpHIIOKEHUE TPH MBTH HA
aeH; Onykonason 200 mg 11 auu nprnoxkenne Beannxk aHeBHO; PozamnpeHasup 700 mg/puroHaBHp
100 mg 8 auu npunoxxeHve asa mbTH Ha aeH; KeroxoHason 200 mg 7 AHKU nNpUNoXKeHUE JBa MbTH HA
acH; Pudamnuy 450 mg 7 aun npunoxeHue BeAHbK AHEBHO; Cunumaprd 140 mg 5 nHu npunoxeuune
TPH NBTH Ha J€EH.

Eghexm na pozysacmamun evpxy eOHOBpEMEHHO NPUAA2ARU TEKAPCMBERU RPOOYKMU

AHTaroHHCTY Ha BUTaMHH K
[Tono6xo Ha apyru uHxubuTOopH Ha HMG-CoA peaykrasara, 3anousaHeTo Ha jiedeHne ¢ Kpectop
UM TUTPUPAHETO Ha 03aTa MY MNPH NALMEHTH, TPHEMALLY aHTArOHKUCTH Ha BUTaMMH K (karo
Bap(papHH WIH APYTrH KyMapHHOBH aHTHKOAryJlaHTH), MOXe Aa AOBeJe 0 MOBHILEHHE Ha
MEXIYHApOAHOTO HOpMaIH3HpaHo cboTHOWEeHue (International Normalised Ratio, B*R).

AL 4
IIpexbecBaHETO HA IEYEHHETO WM HAMAIABaHE HA J03aTa Ha Turpupane ¢ Kpec & S,
el

[lepopaiHK KOHTpPALENTHBH/ XOPMOHO3aMECTBAIIA TEPANHA
EAHOBpEeMEHHHAT nNpHeM Ha KpecTop U nepopaiHi KOHTPALUEIITUBH, € AOBET AR

Ha €THHWJI eCTPANHOJ H HOprecTpel, ChoTBeTHO ¢ 26 % 1 34 %. Te3u nopuile
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KOHLIGHTpAaLlHH TpAOBa Jia ce B3eMaT NoJ BHUMAaHUe, KOraTo ce onpezens J03HpOBKATa Ha
NnepopaTHHTE KOHTpaLenTHBH. Hama papMaKkOKHHETHYHY JaHHH 32 NalMEeHTH, KOUTO NPUEMAT
eJHOBpeMeHHO KpecTop M XOpMOHO-3aMeCTBallla Tepanus. ETo 3amo, B3aMMOACHCTBHETO, ONTHCAHO
no-rope, He TpAdBa Aa ObAe H3KIIOYEHO KaTo BeposTHO. Bunpeku ToBa, Tasn KoMOHHaLIHMA ¢ Onia
LIMPOKO MPHIAraHa OT XEeHU B KJIMHH4YHH M3NHTBAaHHA U € Ouna TonepupaHa nobpe.

Jpyru JieKapCTBEHH MPOAYKTH
NIUrokcuH: Bb3 ocHOBa Ha JAHHHUTE OT cneLUUUHH NPOYYBAHHMA 33 U3CJICABAHE Ha JIEKAPCTBEHH

B3aUMOLEICTBHUA, HE C& OMAKBA KIWHUYHO 3HAYUMO B3aHMOJCHCTBHE ¢ JUIMOKCUH.

Dy3zudoea kuceauna: He ca nposeKnaHy Npoy4BaHHUA 3a H3CJIEIBaHE HA B3AUMOJEHCTBHA C
po3yBacTaTHH M Gy3HJ0Ba KUCENHHA. PHCKBT OT MHOMNATHA, BIUTIOUHTEHO pabaoMHOIH3a, MOXeE Aa
ce yBeJIMYH NpH eAHOBpeMeHHa ynoTpeda Ha ¢y3uaoBa KMCEIHHA 32 CHCTEMHO MPUIIOXKEHHE U
CTaTHHH. MeXaHu3MBT Ha TOBa B3auMojcHcTBHe (PapMakOAMHAMUYHO WIH PapMaKOKHHETHYHO, HIH
H JIBETE) € BCE Olle Hen3BecTeH. Ma cboluieHud 3a padaoMHONH3a (BKIIOUHTENHO HAKOKO ¢
¢daTaneH W3XoHa) NpH NaLMEHTH, NPHEMaLLX Ta3u KOMOHHaLMA.

AKO TepanuiaTa ¢ Qy3u10Ba KMCEIHHA 32 CHCTEMHO NPHIOKEHHUE € HATIOXKHTEIIHA, ICYEHHETO C
Kpecrop TpabBa na 6bae NpeKbsCHATO O BpeMe Ha NepUoJa Ha JIEUEHHE © by3ugoBa KUCETHUHA,
Buxre ¢bl110 Touka 4.4.

[leauaTpU4Ha NONyAaLUSA
[TpoyuBaHH4 3a B3aUMOACHCTBHUA ¢a NPOBEXKIaHHN CaMO MIPH Bb3PACTHH. CreneHTAa Ha

B3aUMO/ICHCTBHATA B NEAHATPHUYHATA NOMYIAUHA HE € U3BECTHA.
4.6 PepTHIHTET, OPEMEHHOCT H KbPMEHE

KpecTop e mpoTHBONOKa3aH Mo BpeMe Ha OPEMEHHOCT U KbPMEHE.

JXeHy B neteponHa Bb3pacT TpsabBa ga npwiarat noAXoAALLH KOHTpaUEITHBHH MEPKH.

bpeMeHHOCT

XoJ1IeCTepOIbT U APYTH MPOAYKTH HA XONECTEPONOBUA OHOCHHTES Ca BaXKHH 3a Pa3BHTHETO Ha TUTOAA.
ETo 3amo, noreHuHaaHuaT puck ot uuxudbupase Ha HMG-CoA peaykrasara € no-roisam, B
CPaBHEHHME C 110J13aTa OT JICYEHUETO MO BpeMe Ha BpeMeHHoCT. M3cnenBaHuATa BLPXY )KUBOTHH
OCHIYPABaT OrPaHWYECHH AAHHH 3a PENPOAYKTHBHA TOKCUMHOCT (BXK. TOUYKZ 5.3). AKO NalMeHTKa
sabpeMeHee no BpeMe Ha ICYCHHE C TORA JIEKAPCTBO, NpUEeMBT TpadBa Aa 6bae HesabaBHO
NpPeyCcTaHOBEH.

Kbpmene

OrpaHuveHH JaHHH OT MyOJIMKYBaHH AOKNAJH MOKA3BAT, 4€ PO3YBaCTATHH [IPUCHCTBA B YOBELIKATA
KkspMa. PosyBacTaTHH ce 0TAENa B MASKOTO Ha murbXxoBe. [lopaay Mexannsma Ha nekicteue Ha Crestor,
CBhIICCTBYBA MOTEHUMKANECH PUCK OT HEXENaHU peakLUu MpH KbpMadeTo. Crestor € mpOTHBOMOKA3aH 1o
BpEME Ha KbpMEHE.

DepTUnuTeT
Hsama v3BecTHH edexkTH BbpXy (PpepTHnuTera ciea ynorpedara Ha po3yBacTaTHH.

4.7 EdexTn BLpxy cnocobHOCTTA 32 IodpHpaHe B padoTa ¢ MAIHHA

He ca nmposexaaHy NpoyuBaHMs 3a YCTaHOBABaHe Ha BIMAHHETO Ha KpecTop BbpXy cnocobHocTTa 3a
mwodupane U pabota ¢ MallMHW. B3 ocHOBa Ha hapMakOAWHAMUYHUTE CBOWCTBA, HE CE€ OUaAKBa
KpecTop aa nosiuse HednaronpuatHo Tezu cnocobHocTy. [1pu wodupane nwiu paFaLs £

TpabBa Oa ce MMa NpeABU], YE MPHEMAHETO Ha JIEKAPCTBOTO MOXeE [1a NPpeaIn3BAXKASBLFOBEIR

4.8 Hexenann JeKAPCTBEHHN PeAKIIHH
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He)xenaHuTe neKapcTBEHH peaKumH, HabaroaaBaHu npu ynorpebata Ha KpecTtop, 0OMKHOBEHO ca
nexy u npexoaHu. [Ipu KOHTponupaHUTe KIIMHUYHH U3NUTBaHUA o4 4 % OT NaLMeHTHTE, JIEKYBaHH C
Kpectop, ca NpeKbLCHAMH JIEYEHHETO NOPaJH HEXENaHH PEAKLIUH.

TabauyeH CIHCHK HAa HEXKENAHUTE PEAKIIMH

bazupana Ha JaHHW OT KIIMHHYHH NPOYYBAHUA M ODLIMPEH MOCTMAPKETHHIOB OTIMT, ClieiHAaTa
TabNHLa NpeacTaBd NpoPHNBT Ha PO3yBACTATHH MO OTHOLICHHE HA HEXENAHH IEKAPCTBEHH PeaKLMH.
Hexenauute peakuuu, u30poeHH Mo-a07y ca KiacH(pHLUKMpaHH N0 Y€CTOTa U CHCTEMO-OPraHeH Kiiac

(COK).

YecToTaTa HA HEXEJIAHHWTE PEaKLMK € ChoOpaieHa Che ciiefHaTa KOHBeHLusA: YecTi (= 1/100 no 1/10);
neyect (> 1/1 000 mo 1/100); peaxu (> 1/10 000 no 1/1 000); muoro peaku (< 1/10 000), venssectHa

yectoTa (He MOXe A2 Obje OlieHEeHa OT HATHYHUTE AaHHH).

Tabanna 2. Hexxe1aRH JEKAPCTBCHA PEAKNHE (A3HPAHH HA ARHHH OT KJIHHHYHH OIPOYYBAHRS H
NOCTMAPKETHHIOB ONHKT

CuTemo-opranen YecTn HeuecTn Peakn Muoro peakn | HemaBecTHa
KJac 9e¢CTOTA
?apmenuﬂ Ha TpombouuTonen
Kpuema u numgrama MA
j cucmema
Hapywenua na Peaxuuu Ha
UMYHHAMA Clucmema CBPBXYYBCTBHTE
JHOCT,
BK/TFOMUTETHO
_ | _ AHFHOEAEM
Hapywenusa na 3axapeH N
eHOOKpUHHama nuaber’
cucmema
Heuxuunu Henpecus
HApYUeHUs L
Hapyuwiernun na 'naBobonu ITonunerponatu | [lepudepua
HepsHama cucmema | € ;| HEBpONaTHA
3amaiiBaHe 3ary6a Ha namer | Hapymenus Ha
ChHSA
(BKIHOYMTEJIHO
UHCOMHHUS K
KOLLMAapH)
MuacreHus
| [paBKrC
Hapywenus na OuHa
oyume i | MMACTEHHA
Pecnupamopnu, Kawmnuia
2PbOHU U HucnHes
MeOUac MuHAIHU
Hapyierua |
Cmomauwino-upesnu | KoHCTHNAL [lankpeatut
HAPYWEHUA Us
I"'anene
AbnoMHHan
Ha OoJiKa _
Xenamobunuapru [ToBuienn
HADYUWICHUA YepHOAPOOHH
TPAHCAMMHA3H
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Hapywenus na ITpypuryc CHUHIpOM Ha

xoxcama u Ob6pus Stevens-Johnson
NOOKOJICHAMA MbKAaAH Yprukapus JIEKapCTBEHA
peaxums ¢
€O3HHODHIIHA H
' CHCTEMHH
CUMIITOMH
| | (DRESS)
Hapywenua na Muanrus MmuonaTus ApTpanrus HapyuweHus Ha
MYCKYAHO- (BKJIIOUMTEITHO CYXOXKWIUATA,
cxenemuama MMHO3UT) MOHAKOra
cucmema u Pabaomuonusa YCIOXKHEHHU OT
CheOUHUMERHAMA Jlynmyc-noaoben pynrypa
MbKaH CHHIPOM HmyHOoMeauvpa
Pymrypa Ha Ha
MYCKYJI HEKPOTH3Hpallla
1 _ h | MMOnaTH3
Hapywenua na XeMaTtypHs
bvbpeyume u
RUKOYHUME Nbmuwuye | |
Hapywenus na [ MHeKoOMAacTHS
penpooykmuerama
cucmema u 2epoama_| | |
Obwu napyuwenust u | ACTeHHA Enem
ehexmu Ha |
MACMOMmMO HA
npunodicenue

'JecToTaTa 11E 3aBHCH OT HAIMUMETO WIH OTCHCTBHETO HA PHCKOBH (pakTopy (r1I0K03a Ha rMafHo
> 5,6 mmol/l, nHaeKkc Ha TefecHa Maca > 30 kg/m?, NOBHILEHH CTOMHOCTH Ha TPHIVIHLEPHANWTE, aHaMHe3a 3a

XUMIEPTOHHMA).

Kakro npu apyru nuxuburopu Ha HMG-CoA peaykrasara, 4eCTOTaTa Ha HEXENAHHTE JIEKApCTBEHH
PEaKLMH 3aBHCH OT J034Ta HA IEKAPCTBOTO.

Edextu Bbpxy 610peLure
[Tpx1 nanmeHTH, nexyBaHH ¢ Kpectop, € HabnionaBaHa ripoTeHHYPHA, YCTAHOBEHA MPH U3CNIEABAHE C
TECT-JICHTHUYKH M KOATO € ¢ MPEeIUMHO TYOYneH npousxo/.

B onpeneneHn MOMeHTH OT JieyenueTo npu < 1 % ot nauuenture Ha 10 mg 1 20 mg, 1 npw
npubau3nTenHo 3 % or nalMeHTUTe, ieKyBaHH ¢ 40 mg, ca HabnonaBaHy NPOMEHH B H3CIIEABAHUATA
33 IPOTEHH B YPHHATA OT OTPULIATENICH PE3YJITAT WIH CIEAH A0 ++. HeaHauuTenHo oTKIOHEHHUE, B
MOCOKA OT OTPHLIATENEH PE3YNTAT UM CIEAW KbM +, € HabnionasaHo npu no3a 20 mg. B nosevero
cJydaH NMPOTEeHHYPUATA HAMANABA HWIIM H3ue3Ba CIIOHTAHHO B NMPOLIECa HA JICYEHHETO, H HE € N0Ka3aHO
1a TIpeAlIeCTBa OCTPO U nporpecHBHO OLOpeuHo 3abonsBade. Ot nperneaa Ha JaHHUTE MPH
KIHHHYHHUTE OMWTH K NOCTMAapPKETUHIOBUTE MPOYUBaHUSA, 4O CEra He € yCTAHOBEHA NPUYKXHHA Bpb3Ka
MEXTY MMPOTEHHYPHATA U OCTPO MK NporpecuBHo 6x0peuHo 3abosnsBaHe.

[ip1 nauMeHTH, JIEKYBaHH C KpecTop, e HabnrogapaHa XeMaTypHui, HO KIMHAYRHUTE JaHHU COYaT, Y€
yecTOTaTa U € HUCKA.

EdeKTH BbpXY CKENeTHATa MYCKYJIaTYpa
Kakto npu apyru nuxubutopH Ha HMG-CoA peaykrasarta, Bb34€HCTBHA BBPXY,
MYCKYNaTypa KaTo HEYCIOKHEHA MHAIrua, MHONaTUs (BKJIFOYUTEIHO MHO3HT)M £
YCTaHOBEHH TPH NALMEHTH NeKyBaHu ¢ KpecTop — BbB BCHYKH TEPAneBTHYHH REM]
Haa 20 mg.
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YBenuueHue Ha HMBOTO Ha CK, BCieacTBHE Ha YBETHUCHHE Ha 103aTa, € HabMioJaBaHo 1Py MaTLK
Opoii maLMeHTH Ha po3yBacTaTUH; MHOXKECTBOTO OT CITYYRUTE Ca IEKH, TPEXOJHH H aCUMIITOMATHYHH.
Axo HuBoTo Ha CK ce nosuiiy (> 5 MbTH ropHaTa rpaHuiia Ha HOpMaTa), le4ueHHeTo Tpabea
BpPEMEHHO Ja ce MpEYCTAHOBH (BXK. TOYKa 4.4).

EdekTn BLpXY 4EpHHA Apod -

Kaxro npe apyru uuxuburopu Ha HMG-CoA peaykrasaTa, yBeJHYCHHE HA TPAHCAMHHA3HUTE,
CBBP3aHO C A03UPOBKaTa, € HabaloaapaHO NpH MaTbK OpOH NAaNHEHTH Ha pO3yBacTaTHH; NO-ronama
YacT OT CAYYaHuTE ca JIeKH, aCUMITTOMaTH4YHH H [TPEXOJHH.

Kpectop
CrefHHTE HEXENAHHU PEAKLMM Ca JOKJIAABAHH NPH HAKOH CTATHHH.:

e CekcyanHa quchyHKUMA.
e MHzonupauu cioyyad Ha MHTEpcTHLIManHA 6esnoapobHa Honect, 0cobEHO NMPH NPOXBIHKHTENHA
Tepanus (BXK. TouKa 4.4).

JloxnajBaHaTa 4ecTOTa Ha pabaOMUONH3a, CEPUO3HHU HePHOAPOOHH YBpeaH (OCHOBHO - YBETUUEHM
YyepHOAPOOHH TPAHCAMHHA3H), € NO-BUCOKA NPH J03HpoBKa oT 40 mg.

[TenuaTputba nonyjaums

[ToBHinaBaHe Ha KpeaTUHKMHa3aTa > 10XULN 4 MyCKYJIHR CUMITTOMH CJi€ YITPAOKHEHHA WIH
NOBHIIEHa PU3HYECKA AKTUBHOCT, ¢a HA0MIONaBaHH NO-4€CTO B €HO 52-CEAMHUYHO KIIHHHYHO
Mpoy4YBaHe Ha AeLia U IOHOIIM, B CPABHEHHE C Bb3pacTHHTE (BXK. Touka 4.4). B apyr acnexT, npogunbT

Ha 6€30MacHOCT Ha PO3YBACTATHH € CXO/EH MNpH AeLa H FOHOLIH, B CPABHEHHE C Bb3PACTHHTE.
|

CpoOlnaBage Ha NOAO3HPAHH HEXKETAHH PEAKLIMH

CrofaBaHeTo Ha NOAO3HPAHH HEXENAHH PeakiiHH Clie]] pa3peliaBaHe 3a ynorpeba Ha 1eKapcTBEHHA
npoAyKT € BaxxHO. Tosa no3sonsBa Aa NpoAbJDKY HabMIOA¢HHETO Ha CHOTHOLLIEHHETO NON3a/PHCK 3a
nekapcTBeHna NpoayKT. OT MEIULIMHCKHTE CNEIHATHMCTH d€ M3HCKBA Aa ChoOLIaBaT BCAKa
NoAO3KpaHa HexxenaHa peakuus 10:

bujarapus |
M3nbIHUTEHA areHuUHs no JekapeTeata yii. ,,Jlamad [pyes” Ne 8
1303 Codus

Ten.: +359 2 8903417

yebcaitr: www.bda.bg

4.9 Iipeao3npane

Hama cneunduuHo neueHne B cy4ai Ha npeaosupane. I[pk npeno3vupane, nauMeHTET TpAOBa Aa ce
JIEKyBa CHMITTOMATHYHO H A Ce 3aM0YHAT NOAABPKALIH MEPKH criopea Hyxata. YepHoapoGHara
¢yuxkuus v Hueata Ha CK tpsbBa na ce cneaar. Manko € BepodaTHO xemoauanusara Aa 6bAe oT nonsa.

5. ®APMAKOJIOTHYHH CBOUCTBA

3.1 PapMaKoJHHAMHYHHE CBOHCTBA

dapmaxoTepaneBTHUAA rpyna: uHxuburopu Ha HMG-CoA pexyxrasara, ATC xox: C10AA07

MexaHu3bM Ha eCTBHE
Po3yBacTaTiH € CEIEKTUBEH ¥ KOHKYpeHTeH HHXxuOuTOp Ha HMG-CoA peny
CKOPOCTOrPAHHYABALIMAT CH3WM, KOMTO NPEBPBINA 3-XUAPOKCH-3-METHIIT
MEBAJIOHAT, MIPEKYPCop Ha xonectepoaa. OCHOBHO BL3ACHCTBHE pO3YBacTaT
Apo6, OPraHbT, B KOHTO CE H3BBPLIBA HAMAIABAHE HUBOTO HA XONECTEPOL.
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PosyBactatvH yBean4asa 6pos Ha yepHoApobHHTE LDL peuentopu BbpXy KN€Tb4HATE NOBLPXHOCT,
KaTo 3acHiBa noeMaHeTo H KatabomuiMa Ha LDL » uHxubupa depHoapobuara cunresa Ha VLDL. Ilo
TO3H HauMH, PO3YBAaCcTaTHH HamaisBa o61uus Opoi Ha VLDL v LDL vacTunm.

dapmMakoauHAMHYHHY ePEKTH

Kpectop vamanasa nosuiieHusa LDL-xonectepon, obLus xonectepon H TPUNITHLEPHANTE, H
nosuiuasa HDL-xonecrepona. To#i cbito nonnxkasa ApoB, uHeHDL-C, VLDL-C, VLDL-TG #
yBenuuasa ApoA-I (sxk. Tabnuna 2). Kpecrop noHwkaea u cboTHowenusta LDL-C/HDL-C, obm
C/HDL-C, ueHDL-C/HDL-C u ApoB/ApoA-l.

Tabanua 3. OTropop Ha A03aTa NPH NANHEHTH ¢ NLPBHYHA XHOEpXoJecTepoieMus (THn 1la n
I1b) (xkopHrHpan cpejeH NPOLEHT HA NIPOMAHA OT H3XOAHOTO HHBO)

Ho3a N LDL-C O6m-C HDL-C TG reHDL-C ApoB ApoA-I
[lnauebo 13 -7 -5 3 -3 -7 -3 0
5 17 -45 -33 I3 -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 JieueHneTo ¢ Kpectop ce 3abensassa no 1 ceamuia oT Ha4anoTo Ha
TepanuaTa H 90 % OT MakKCHMAaTHHA OTrOBOP C€ NMOCTHra A0 2 ceAMHUU. MakCHMATHHAT OTTOBOP
OOMKHOBEHO CE MOCTUra KbM 4-Ta CEAMHLA K CE NOAAbPIKA Clie/l TOBA.

KinHH4YHa eKacHOCT K 6€30MmacHOCT

KpecTtop € epeKTHBEH NPH BB3PACTHH XOpa, CTPAfaliy OT XHIEPXONECTEPONEMHA, ChC HIH Oe3
XUNEPTPHIIULIEPUASMHS, HE3ABUCUMO OT pacoBa MPUHALIEKHOCT, MMOJ1 HJIH Bb3PacT, H NpH
CNEeLMATHHA TPYNH KAaTO AHAbETHLM UNH NALMEHTH ¢ PaMUIHA XUIIEPXONECTEPOIEMHAL.

Ob6o6menuTe 1aHHM ot ¢a3za 1l Ha xIHHHYHUTE NPOYYBaHHUA NoKa3eaT, ue Kpectop € eeKTHBEH npH
JeyeHHe Ha ronsaMa vact ot naudeHTure ¢ Tan 1la u IIb xunepxonecreponemus (cpeaHa u3xoaHa
croitHocT Ha LDL-C oxono 4,8 mmol/l), cnopen onpenenenyre ot EBponeickara ob1HOCT o
aTepockieposa npuenHn ctodHocTH (EAS; 1998). Oxono 80% ot naumenture Ha 10 mg ca
JOCTHrHAH xeflaHuTe cTofinocTH Ha LDL-C (< 3 mmol/l) cnopen EAS.

B exno MawabHo npoytBaHe ¢ GOpCHpaAHO THTPHPAHE Ha fo3aTta, 435 nalMeHTH ¢ XETepO3HroTHa
dhaMHIHa XUnepxoecTepoaeMus ca Jekyeanu ¢ 20 mg ao 80 mg. Beuukn no3nposku nokassar
MOJIOXKHTENICH pe3yTaT BbPXY JUMTHAHUTE nokasaTteny. Cnea qocTvraHe Ha AHEBHA A03a ot 40 mg
(12-cepmuuto neyenue), LDL-C Hamanssa ¢ 53 %. 33 % oT nalueHTUTE A0CTUTaT CTOWHOCTHUTE Ha

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

B eqHo oTBOpeHO npoy4BaHe, ¢ GOPCHPAHO THTPHPAHE Ha A03aTa NMPpY 42 NAIWEHTH (BKIKOMHTEITHO
8 neaHaTpyuHK NAUHEHTH) C XOMO3MIrOTHA haMHTHA XHITEPXOAECTEPOSIEMHS, CA OTHETEHH
pe3yaTatuTe OT npuemane Ha 20-40 mg Kpectop. B ofbwara nornynauus cpeAHOTO NOHHKEHHE Ha
LDL-C e 22 %.

[IpH KAUHUYHKY U3NUTBAHKA C OorpaHuded Opoit mauueHTy, KpecTop nokasea aAMTHBHA €(DEKTHBHOCT
[MPH HAMAIABAHE HA TPHIITULEPUINTE, KOTaTO € NpHeMaH B KoMOuHauus ¢ peHopHOpar ¥ yBelHYeHHe
Ha HHBoTO Ha HDL-C B koMOuHauua ¢ HHauuH (BX. Touka 4.4).

B eqHO MyJITHLEHTPOBO, ABOHHO CANO, M1aueb0-KOHTPOIUPAHO KIIHHHYHO MPOYHE

984 nauneHTH MexAY 45 U 70 roaMHKN ¢ HUCHK PHCK 3a HCXeMHYHa OONECT Ha Cbp R JHHDAL
kato Framingham puck < 10 % 3a 10 r.) u ¢ue cpenen LDL-C 4,0 mmol/l (154,5 K8, podbd
CYGKIMHHYHA aTEPOCKIEPO3a, YCTAHOBEHA Upe3 M3MEpBaHe Ha AeGeauHaTa Ha Kapo[iRATInY

meauia {(Carotid Intima Media Thickness, CIMT), ca pangomMuzupasu Ha 40 mg 1 nl: Rs

IHEBHO WK 1UiaLebo 3a 2 rofMHu. Po3yBacTaTHH 3HAYMTENHO 3a6aBA NPOrpecuATH ik MAKY)
*

CIMT Ha BcHuKH 12 MecTa Ha KapOTHAHHTE apTEPHH B cpaBHeHHE ¢ wiauehdo -0,0 188 )
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(95% CI -0,0196, -0,0093; p<0,0001). [IpomaHaTa CIPAMO U3IXOAHHTE CTOWHOCTH 3a IrpyMnara Ha
posyBacTaTvH € -0,0014 mm/roguna (-12%/roanHa (HECHTHH(HUKAHTHO)), B CpaBHEHHE ¢ Muauebo
rpynara ¢ nporpecus ot +0,0131 mm/roguna (1,12/roauna (p<0,0001)). He € aemonctprpana
NIUPEKTHA B3aUMOBPE3Ka MEXKIY NMoHWkeHneTo Ha HUBaTa Ha CIMT v noHmwkeHus pHuck ot
cbpacuHOCHA0BH cbOUTHA. [TorynauusaTa B npoyuBaneto METEOR e ¢ HHCBK pHCK OT HCXeMHYHA
foslecT Ha CHLPLIETO W HE € NMpeACTaBUTENIHA 32 TapreTHaTa fomynauua Ha Kpecrop 40 mg.
Hosuposkara oT 40 mg TpsadBa aa ce npeanucsa camo NMpu NaLKeHTH C TeXKKa XHIIEPXOJeCTEPOIEMHUA,
C BUCOK ChpPACHHOCHA0OB PUCK (BXK. TOukKa 4.2).

[Tpoyusanero JUPITER (the Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin) u3cneasa ejekra Ha Kpecrop (po3yBacTaTHH Kajiuuii)
BBPXY NOABATA Ha FOJIEMH ATEPOCKIIEPOTHYHHM ChPASHHO-CHAOBH CHOHTHA NpH 17 802 MuxKe

(> 50 roauHH) M xeHH (< 60 roguHn).

Y4acTHHLMTE B NPOYUYBAHETO Ca paHAOMU3UpaHK Ha wiauedo (n=8901) nim posysacraTtuH 20 mg
BeIHBX AHEBHO (n=8901) K ca nmpocneacHH 3a CpeAcH MepHOa OT 2 FOAUHH.

Konuenpauuute Ha LDL-xonecTposna ca normxeny ¢ 45 % (p<0,001) B rpynara Ha po3yBacTaTHH B
cpaBHeHHe ¢ rnauebo rpynara.

[pu posit-hoc ananu3 Ha BUCOKO~PHCKOBA Ipyna oT JHua ¢ 6asuyeH puck no Framingham > 20 %

(1 558 nuua), ©Ma 3HAYUTENTHA peAYKLUUA B KOMOMHMpaHaTa KpaiiHa TO4YKa OT CbPACHHO-CHAOBA
CMBPT, HHCYJAT K MHOKapAeH HHGapkT (p=0,028) npu neueHne ¢ posyBacTaTHH, CIIpAMO iauedo.
A6comoTHaTa peAyKLHA Ha pHcKa B HUBOTO Ha cvOnTHsTa 3a | 000 nauuentoronuxu e 8,8.
ToranHaTta cMbpTHOCT O€llIe HENPOMEHEHa B Ta3H BHCOKOpucKoBa rpyna (p=0,193). Ilpu post-hoc
aHaIIKM3 Ha BUCOKOPHCKOBA noArpyna ot auua (9 302 nuua od11o), ¢ H3X04HA OLEHKa Ha pHCKa > 5 %
(excTpanonupaH a BKIIOYHM JIMLA Haa 65 roauHH), MMa 3HaA4YUTENHA peAyKLUUd B KOMOHHMpaHaTa
kpaiiHa TO4YKa OT ChpAEYHO-CHAOBA CMBPT, HHCYAT H MHOKapaeH HHdapkr (p=0,0003) npu neyenuero
C pO3yBacTaTHH cnpsaMo mnaueo. AGcomoTHaTa peAyKUHA Ha PHCKa B HUBOTO Ha ChOMTHATA € 5,] 3a
1 000 naumenroroguHu. ToTaltHaTa CMBbPTHOCT € HENPOMEHEHA B Ta3H BUCOKO-PUCKOBA Ipyna

(p=0,076).

B npoyusanero JUPITER, 6,6 % ot nuuara ¢ po3yBacTaTiH M 6,2 % oT aMuara c inanebo
npexpaTuiv NPHUEMa Ha H3CAEABAHOTO JIEKAPCTBO NOpaay HexenaHo cwbutue. Hadi-yecture
HeXeNlaHu ChOUTHA, KOMTO ca JOBEJIHM 10 NPEKpaTaBaHe Ha ficueHuero ca: muanrus (0,3 %
po3syBacTaTH, 0,2 % nnauebo), kopemna Gonka (0,03 % posysacraru, 0,02 % rnauedo) u obpus
(0,02 % posysacratud, 0,03 % nnaue6o). Haii-yecture Hexxenanu csOMTHUA ¢ HUBO NO-TONIAMO H
paBHO Ha mnanebo ca WHdekuuy Ha nuko4HHTe MbTUia (8,7 % po3ysacraTuH, 8,6 % nnanebo),
HazogapuHruT (7,6 % posyBactaTtuH, 7,2 % mnauebdo), 6onka B ropbda (7,6 % posyBacraTuH, 6,9 %
mauebo) u muanrug (7,6 % posysactatuH, 6,6 % nnauebo).

llenuaTpuyHa nonynalus
B eaHO ABOHHOCHATIO, pAHAOMU3UPAHO, MYJITHLIEHTPOBO, M1ALEOO-KOHTPONHpaHO, |2-ceAMHYHO

npoy4BaHe (n=176, 97 or MbXkKM nion ¥ 79 OT KEeHCKH o), nocneasaHo ot 40-ceaMHYHa, OTKpUTa
¢aza ¢ THTpHpaHe Ha 103aTa Ha po3yBacTaTHH (n=173, 96 OT MBXKKH N0J1 U 77 OT KEHCKH MO},
nauneHTH Ha Bb3pacT 10 no 17 roannu (cragmit 11-V no Tanep, MOMUYeTa noHe 1 roadHa cnea
HA4YaNoOTO HA MEHCTPYALMATA) ¢ XETEPO3UINOTHA (PaMUIHA XUIIEPXOJIECTEPONEMUSA, NTOy4aBaT
po3ysactatuH 5 mg, 10 mg wnm 20 mg naun mnanebo aHeBHO 3a 12 ceamMuLy, a crnel TOBa BCHUKU
MoJIy4daBaT po3yBacTaTHH JHeBHO 3a 40 ceaMuuM. B Hauanoto Ha npoyuBaHeTo npudnusurento 30 %
ot nauueHTuTe ¢a 10 ao 13 roguiuan v npubnausurenno 17 %, 18 %, 40 % u 25 % ca cboTBETHO B

craauii I1, 111, IV n V no Tanep.

LDL-xonecreponsT ce noHwkasa 38,3 %, 44,6 % u 50,0 % ot po3yBacTaTrHH
CBOTBETHO, B ¢cpasHeHHUe ¢ 0,7 % 3a rmnauebo.
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B kpas Ha 40-cenMHuHaTa OTKpHUTAa (pa3a ¢ THTPHpaHe AC MPHLIEIHA CTOHHOCT, ¢ RO3HPaHEe 1o
MakcumMyM 20 mg BeaHBXK AHEeBHO, 70 oT 173 nmauuenTn (40,5%) ca nocTUrHaiu npuLenIHaTa
croitHocT 3a LDL-xonecrepon ot no-manko ot 2,8 mmol/l.

Cnen 52 ceAMHLM Ha U3CIEABAHOTO JEHEHHUE HE € YCTAHOBEH HHKAKbB €(eKT BbpPXY pacTeKa,
ternotro, BMI wnu nonoBoto chapaBane (BK. Touka 4.4). Tosa npoyusane (n=176) "e €
peHa3HauYeHOo 3a CPABHABAHE HA PElKH HEMKEJIAHH JIEKAPCTBEHH peaKLIMH.

Po3yBacTAaTHH € MPOYYBaH CbUIO B €AHO 2-TOAMIIHO OTKPHTO KIIHHHYHO NpOYy4YBaHe, C THTPHPAHE Ha
no3ara 4o KenaHara o3a, npu 198 ngena ¢ xereposurorHa gaMuiHa XHNEpPXoaecTeEPOIEMHs Ha
ph3pacT 6 1o 17 roguum (88 Mmomuera u 110 momuuera, craguit no Tanep < 1I-V). Havanunara no3a
MpH BCHYKH MALIMEHTH € 5 mg po3yBacTaTHH BEAHLK AHEBHO. [IpH nauyeHTHTE Ha BB3pacT 6 10

9 roguHu (n=64) Ao3aTa MOXE a C€ TUTPHpa A0 MakcuMaiHa Jgo3a 10 mg BeaHbXK JHEBHO, a NpH
rnalMeHTH Ha Bb3pacT 10 1o 17 roaunu (n=134) o Mmakcumansa f03a 20 mg BeAHbX JHEBHO.

Cnen 24 Mecenia Ha IEYEHHUE C pO3yBacTaTuH, LS Ha cpeHna npoueHT Ha HamaneHue Ha LDL-C
CTIPAMO W3XOAHATA CTOHHOCT € -43 % (u3xoaHo HHUBO: 236 mg/dl, mecen 24: 133 mg/dl). 3a Bcaka
BbL3pacToBa rpyna, LS Ha cpennus npoueHT Ha HamaneHre Ha LDL-C cnpaMo n3xoaHarta CTOHHOCT € -
43 % (w3xonHo HUBO: 234 mg/dl, Meceu 24: 124 mg/dl), -45 % (u3xoaHo HnBo: 234 mg/dl, Ha

mecen 24: 124 mg/dl), u -35 % (u3xomHo HHBO: 241 mg/dl, mecen 24: 153 mg/dl) BbB BB3pacToBHTE
rpynH 6 5o < 10, 10 no < 14 1 14 po < 18, cvoTBETHO.

PosyBacrati 5 mg, 10 mg u 20 mg aocTUrat ChulO CTATUCTHYECKU 3HAYHMH CPEAHH NTPOMEHH
CNPAMO H3XOIHO HHBO 33 CJICAHMTE BTOPHYHM NOKA3aTeNd Ha JunuanTe u mvunonporennute: HDL-C,
TC, se-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ne HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Bcska OT TE3H NPOMEHH € B NMOCOKA Ha NOACOPEH NHUNHAEH OTFOBOP M €€ NOAABbPXKA B NNPOABLIDKEHHE
Ha 2 MOMHH.

He ce ycTaHoBABa eeKT BbpXY pacTexa, Tersioto, U”TM uin nonosoTo chipasaHe ciiel 24 Mecela Ha
aevyeHue (Bx. Touka 4.4).

PO3yBacTATHH € MPOYYEH B PAHAOMH3MPAHO, ABOHHOCKATNO, [U1aLle00-KOHTPOJHPAHO, MHOTOLIEHTPOBO,
KPbCTOCAHO NMpoy4BaHe ¢ A03a 20 mg BeaAHBXK AHEBHO, cnipaMo rnauedo npu 14 aeua U roHOWH (Ha
Bb3pacT 6 10 17 roaMHM) ¢ XOMO3UroTHa aMHIIHA XUnepxonecreponeMus. [1poyusaHeTo BKIIIOYBa
AKTHBHA 4-CeAMHYHA BCTHIUTENHA dasa Ha JHETA, 10 BPEME Ha KOATO TIALHEHTHTE Ca JIEKYBaHH C
po3yBacTaTuH 10 mg, eaHa KpbcTocaHa da3a, KOATO BKIKOUBA NMEPHOA OT 6-CEAMHYHO JIEYEHHE C
posyBsacTaTiH 20 mg, npe/iiecTBaHa Wik NocneaBaHa oOT 6-CeAMHYHO JIEHEHHE ¢ T11aLedo H
noaabpamara ! 2-ceaMU4Ha dasa, Npe3 KOATO BCHYKH MAUMEHTH ca IeKYBaHM ¢ PO3YBaCTaTHH

20 mg. [ManeHTHTE, KOUTO NOCTHIIBAT B POYUYBAHETO Ha Tepanui ¢ €3eTUMUO Wwin adepesa,
NPOABb/DKABAT ACYEHHETO CH NPE3 LIEAUS NIEPUO]] Ha NPOYUBAHETO.

CratucTHueckd cHringukauTHo (p=0.005) # knuuuuHO 3HaunMo Hamanenre Ha LDL-C (22,3 %,
85,4 mg/dL wnu 2,2 mmol/L) ce Habnmoaaea cnen 6 ceAMULIM Ha JieyeHHE ¢ po3yBacTatdH 20 mg, B
CpaBHEHMeE C Iu1aLe00 NpH Jeua ¥ FOHOWH ¢ XOMO3HIroTHaA (paMHIHA XHUNIEPXOJIECTEPOIEMHS.
CtaTHCTHYECKH 3HAYMMM HamaneHua B oOurua xonecrepon (20,1 %, p=0.003), ueHDL-C (22.9 %,
p=0,003) u ApoB (17,1 %, p=0,024), ca Habmoparauu cael 6 ceqMHULIM Ha JIEUCHHE C pO3YBaCTaTHH
20 mg B cpasHeHuMe ¢ ranebo Npy Aela U HOHOLLM ¢ XOMO3ZUIoTHA aMUITHA XUTIEPXOJIECTEPOIIEMHA.
[Tonxaraue cbllio ce HabGaloAaBa Ha TpurKUepuanTe, choTHomexwusTa LDL-C/HDL-C,

o6y C/HDL-C, neHDL-C/HDL-C n ApoB/ApoA-I cnen 6 ceamuuiu Ha JieyeHHe ¢ po3yBacTaTHH

20 mg, B cpaBHeHHe ¢ Tw1auedo, npy acua v 10HOWH. Hamanenuero Ha LDL-C cnen 6 ceamuum Ha
neveHHe ¢ po3yBacTatiH 20 mg, nocneaBaHo Ot 6 CEAMHULM Ha JIEYEHHE C maueﬁo 2Janas
paMKuTe Ha |12-CeAMHYHO HEMPEKBCHATO JIEYEHHE NPH A€LA H FOHOILLU C XOMO3
XKIIEPXOAECTEPONEMHUA. EAMH NAUMEHT € HMaJl MO-HATATBIIHO IOHMKABaHE H

C (6,7%) v ue-HDL-C (7,4%) ciea 6 cenmuuHO nedenue ¢ 40 mg cnex nos i{ : \'
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[Tpu 7-Te oueHRBaHH AcUa H IOHOWH (Ha BB3pacT 8 Ao 17 roAuHH) ¢ XOMO3HMroTHa aMHIIHa

XHIEPXOJIECTEPONIEMHSA OT OTBOPEHOTO NMPOYHBaHE C (FOPCHPAHO THTPHPAHE (BXK. MO-rope),
npoueHTHOTO NoHvkeHne Ha LDL-C (21,0 %), o6y C (19,2 % ) u HeHDL-C (21,0 %) ot u3xoanoro
HHUBO, cJie] 6 ceIMHLIM Ha IeYeHHe ¢ po3yBacTaTtH 20 mg, € B CLOTBETCTBUE € TE3H, HAONKO1aBaHU B
MOCOUYEHOTO MO-Tope NPOYUBaHe MPH A€La M IOHOLLH C XOMO3HIroTHa (paMuiHa
XHNIEPXONECTEPOIEMHA.

EBponeiickaTa areHuus no sekapcTeara ocBob0Xaasa OT 3ab/DKEHHETO 33 MpeAoCTaBIHE Ha
pe3yJITaTHTE OT MPOY4YBAHHATA C PO3YBACTATHH NPH BCHHKU MOATPYNY OT NMeAHaTpH4HaTa nomynauus
34 JieYeHHE Ha XOMO3HIOTHA (JaMHUITHA XHIIEPXOJIECTEPOJIEMHA, ITLPBHYHO KOMOHHHpaHa (CMeceHa)

AUCTUTIHAEMHS H 32 NPOPUIAKTHKA Ha ChPAEYHO-CBAOBUTE ChOUTUA (BXK. TOYKa 4.2 3a HH(pOopMaLMd
OTHOCHO ynoTpeda B NEeAUaTPHATA).

5.2 PapMaKOKBEHETHYHH CBOHiCTBA

Abcopbuus
MakcUMAanHM IUTa3MEHH H1BA Ce JOCTHIAT 5 4aca ciej nepopanyo npueMase. AbconorHara
SronanuuHoCT e npubanzurentHo 20 %.

PaznpeaeneHue

Po3yBacTaTHH c€ 110eMa OCHOBHO OT Ye€pHHSA Ap0O, KOHTO € OCHOBHOTO MACTO HAa CHHTE3HPaHe Ha
xonecrepona H oraensie Ha LDL-C. O6eMbT Ha pasnpeaeneH1e Ha po3yBacTATHH € ITPHOIH3HTENHO
134 1. PosyBacTaTiH € CBbpP3aH C IUIa3MEHHUTE NPOTEHHH, NPEAUMHO andyMuHa, NPpUOMKU3UTENHO B

90 %.

buorpanchopmanms
MetabonM3MBT Ha pO3yBacTaTHH € orpaHuyeH (okono 10 %). In vitro npoyuBaHug Ha MeTabosu3Ma ¢

M3MO/I3BaHE HA YOBCIIKH XEMATOLMTH MOKA3BaT, Y€ po3yBacTaTHH € cnab cybcrpar 3a umroxpom P450
o0ycnoseHus MetabonnzeM. CYP2CY € oCHOBHMAT H30€H3HM, KOHTO y4acTBa B MeTabonusma Ha
posysactaTuH, a 2C19, 3A4 u 2D6 yuacTear B no-Majika creneH. OcHoBHHTE MeTabonutu ca N-
JecMeTrn K nakToH. N-aecMeTrn € okoao 30 % no-Manko akTHBEH B CpaBHEHHE C PO3YBACTATHH,
JOKaTO JIAKTOH ¢€ CUMTA 3a KIMHHYHO HeakKTHBeH. Po3yBacTaTuH onpeaens noseue o1 90 % ot
aKTHBHOCTTA Ha uupkynupaiuus HMG-CoA uHXuOUTOp Ha peayKrasara.

EnuMHHUpaHe
[Mpubamnsurenuo 90 % OT po3yBacTaTHH CE CIMMHHUPA KaTO HEMPOMEHEHO JIEKAPCTBO C PEKATHUTE

(abcopbupaHo K1 HeabcopOUpaHO NEKaPCTBEHO BELLECTBO), KATO OCTAHAIATA YACT C€ EKCKpEeTHUpa C
ypHHaTa. OKoio 5 % ce eKCKPpeTHpa HENPOMEHEH B YpHHATa. [1NasMEHHAT MONYXHUBOT € OKOJIO

19 yaca. [InasMEHRHAT NONYKHUBOT HE CE YBEJIHYABA ¢ YBe/IHHaBaHe HaA Jo3aTa. CpeAHHAT [1a3MeH
KIIMpBHC € npubnnsurento 30 nurpa Ha vac (KoepunueHT Ha Bapuabunoct 21,7 %). Kakto npu
APYrH HHXHOMTOpH HaA pedyKTasarta 4epHOApOOHOTO noeMaHe Ha po3yBacTaTHH BK/IKOUBA
mem6paHHua npeHocuTen OATP-C. To3u npeHocHTen € BaXKEH 3a YEPHOAPOOHOTO ENUMUHUPAHE Ha
pO3yBaCTaTHH.

JInHe#iHOCT/HeNHHeHHOCT
CucreMHaTa eKCrno3rLMA Ha pO3yBacTaTHH CE€ YBEJIHYaBa NpONOPLHOHAIHO HAa NTpYEMaHaTa Jo3a.
Hsama npomsaHa BbB (papMaKOKHHETHMHHUTE NapaMeTPH MpH MHOTOKPAaTHO AO3MPAaHE.

Cneyugpuunu nonyrayuu

Bw3pacT ¥ non
Bo3pacTra ity nONBT HAMAT KNHHHUYHO 3HAYMM e(eKT BbpXy PapMaKOKHH
npY Bb3pacTHH. EKCno3uunaTa npy Aclia u IOHOILH ¢ XETEPO3HroTHa dam
XUNEPXO0JecTepOIeMHA H3TIEXKIA CPaBHMMA WIH MO-HUCKA OT Ta3H MPHU B

aucaunuaemMus (BxX. ,,Ilenmarpuuna nonynaumsa” no-aomuy).
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Paca

PapMaKOKHHETHUHHTE NPOYYBAHHA NOKA3BaT, Y€ NP MHANBUIH OT a3MaTcKaTa paca (ANOoHLIY,
KWTal1H, GHINNWHLK, BHETHAMLM K KOpeHUM) ce HabmoaaBa ABYKpAaTHO NOBUUIABAHE B Cpe/HATa
AUC H Chax, OTKOJIKOTO [IPH WHHAWBHAH OT KaBKa3Kara paca. [Ipy vHIUALY € HatMLEe MOBYIIABAHE HA
AUC ¥ Cuax 1,3 mbTH. He € H3BEeCTHO KaKBO € 3HAYCHHETO Ha (PaKTOPUTE Ha OKOJIHATA CPERa U Ha
reHeTHYHHTE (PAKTOPH 3a NMNOABATA HA Te3U pazyiuki. EAMH nomynauMoHeH papMaKOKHHETHYCH aHAIW3
MOKa3Ba, 4e MEXTY UHAHBUAMTE OT KaBKa3kaTa y OT YepHaTa paca HAMAa KITHHHYHO 3HAYHMH

Pa3IH4HA.

bbrOpeyna HeaOCTATHYHOCT

B eaHo npoyuBaHe Ha NMLA C pa3Nu4Ha cTeneH Ha OBpOpeUHO YBpEKIaHe, TEKOTO 0 YMEPEHO
6BOpeuHo 3a00nABaHe He € MOBNHMAIO TUIA3MEHHTE KOHLIEHTPALIMK Ha pO3YBaCTATHH WiIH HA HErOBHA
N-aecmeTun MeTabosuT. JInna ¢ Texko yBpexaane, obave (kpeaTuHHHOB KAUpbHC < 30 ml/min), ca
HMaJIH TPHKPATHO YBEJIHUCHUE Ha IJITa3MEHaTa KOHLIEHTpaLMs, B CPABHEHHE CbC 3[paBK A00pOBOILM
H ZIEBET ITHTH MNMO-BUCOKA KOHLEHTpauua Ra N-necmerwt metabonura. PaBHOBECHUTE 11a3MEHH
KOHLIEHTPALWK Ha pO3YBACTATHH IPH NALMEHTH HA XeMOAHaIH3a ca NpHOIH3uTEAHO 30 % no-BHCOKH
B CPABHEHHE CBC 3ApaBH JOOPOBONLIH.

YepHoapobHa HEAOCTATHYHOCT
B eaHo npoyy4BaHe Ha JIMLA C pa3fidvHa CTENEH Ha YEPHOAPOOHO yBpeXKIaHe HE ca MONyueHH NaHHH

3a MOBHILIEHA EKCMO3HIIMA HA PpO3yBacTaTHH NMpH nauneHty ¢ pe3yntat no Child-Pugh 7 unu no-
HHCBK. [IpH JBamMa NaLMEHTH ¢ TEXKO YepHoapodHO yspexaaHe (pesyartat no Child-Pugh 8 u 9)
CHCTEMHAaTa eKCno3unus € 6una yBeavyeHa Hai-MaJIKO J1Ba ITbTH B CPaBHEHHE ¢ JHLA C [10-HHCHK
pesyntart no Child-Pugh. Hama nanuu 3a nauuentu ¢ pesysrar no Child-Pugh nan 9.

["eHeTHYEH NOAHMODDHIBM

Incnosuuusta HAa HMG-CoA peaykrazHuTe HHXHOUTOPH, BKIIIOUHTENHO PO3YBACTATHH, BKIKOYBA
TpancnoprepanTe npoTeHHH OATP1B1 u BCRP, xogupanu or SLCO1B1 red (OATP1B1) u ABCG2
red (BCRP). Hakou BapuaHTH Ha Te3m redu, kato SLCOIB1 ¢.521CC u ABCG2 c.421AA, ca
CBBp3aHM ¢ npubau3uTenHo 1,6 nbTi no-Bucoka exkcno3zuuus (AUC) Ha posyBacTaTiH WiH 2,4 ITbTH
I0-BHCOKA €KCNO3KLIMA, CbOTBETHO, B cpaeHeHHE ¢ reHoTHrnoBete SLCOIBI ¢.521TT unu ABCG2
¢.421CC. [1pn naupeHTH, 38 KOMTO € U3IBECTHO, Ye uMaT Takuea reHotinose (SLCO1B1 ¢.521CC unu
ABCG?2 c.421AA), ce npenopbuBa No-HUCKa JHEBHA J03a KpecTop.

[leapaTpuyHa nonynamnus
JBe hapMakOKHHETHYHH MPOYYBAHUA C pO3YyBacTaTHH (MpuaaraH noj ¢opmara Ha TabneTku) rnpu

neaHATPUYHHU NMALUEHTH ¢ XETEPO3UIrOTHA PaMHUIHA XUIEpXoJiecTepoaeMus Ha Bb3pacT 10 Ao 17 nwin
6 no 17 roaunu (o610 214 nauMeHTH) NOKA3BAaT, Y€ CKCHO3ULUATA IPU NIEAUATPHYHHTE NMALMCHTH
M3MNIEXKAA CPABHMMA WK NO-HUCKA OT Ta3u Npu Bb3pacTHUTE NauueHTH. EkcnosuuumsTa Ha
pO3YBAcCTaTHH € OWiia NpeABMANMA MO OTHOLLEHUE Ha A03aTa H BPEMETO B NPOABL/KEHHE Ha 2-

rOAMILIEH MEePHOA.

5.3 IIpeaxkIuHUYAHK ZaHHH 38 Oe30nacHOCT

[IpeqxMMHUYHHTE JAHHH HE ¢a NOKa3a/H CMELUalEH PUCK NPH XOpa, Bb3 OCHOBA Ha CTaHIAapTHHUTE
npoy4BaHus 3a 6€30NacCHOCT BbPXY OCHOBHHUTE CHCTEMHU, TEHOTOKCUHYHOCT, KaHLIEpOreHEeH NOTEeHLHAI.
He ca nposexaaun cneundpyu4HH H3caeaBanus, oucHaeauy epexkrure Bspxy hERG. Hexenanure
peakii¥H, KOUTO He ca HalJlloAaBaHH B KIIMHHYHH NPOYYBaHHA, HO ca Habn0AaBaHy NPH KHBOTHH,
Mpd HHBA Ha EKCNO31LiUA ONTH3KH 10 KNIHHKYHHTE Ca CIIEAHHTE: B M3NMUTBAHKA 33 TOKCHYHOCT CleA
MHOTOKDPAaTHO NPHIOKEHHE ce HabMogaBaT XUCTONATONIOTHYHH YePHOAPOOHH H3MEHEHHS,

CTETEH B XJTBYHHA MEXYP NPU Ky4deTa, HO HE U PpU MaikiMyHH. B gonbiHeHue,
TOKCHYHOCT IO OTHOILEHHUE Ha TECTUCUTE NMPH MAMYHH M KY4€ETa ITPH 1MO-BH
PenpoayKTHBHA TOKCHYHOCT ITPH [UTHXOBE, 3@ KOATO CE ChAHU MO HAMAIEH
NPeXHBIEMOCT Ha MAJIKHTE, ce HabnaaBa NPpH MAaTEPHOTOKCHYHH J03H HA
HAKOJIKO ITbTH HaJ HUBOTO Ha TEPANEeBTHHHA EKCIIO3HIIHA.

-
-y
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6. PAPMAINEBTHYHH JAHHHA

6.1 CIIHCBLK HA NOMOIBMTE BellecTBa

CrpueBuHa Ha TabneTkara
JlakT0o3a MOHOXHApAT

MHKpOKpHCTanHa Uemyno3a
Kanuues ¢pocdgart
Kpocnosuaos

Marxesues cTeapar
Ob6BuBKa Ha TabneTkarta
JlakTO3a MOHOXHMApPAT
XHpoMeio3a

TpraueTnH

Turanos anokcna (E 171)
KeneseH okcua, uepeeH (E 172)
6.2 HechLBMeCTHMOCTH
He e npunoxumo.

6.3 CpoK HA rogHoCT

3 roauHH.

6.4 CnenHa/jHn yCIOBAN HA ChbXPAHECHHE

bnucrepun onakosku: [a ce cbxpansasaT noj 30°C. CbexpaHsaBaiiTe B OpHIrHHaliHATA OMAaKOBKa.
6.5 Bua B chLADpKAAHE HA ONAKOBKATA

BnucTEepHH ONAKOBKH OT ATYMHMHHEB JIAMHHAT/anyMUHHEBO (ono no 28 tabneTku.

He BcHuku BHAOBE ONAaKOBKH Morat aa Obaar mycHaTH Ha nasapa.

6.6 CneuHa/iHH NpeaNa3HA MEPKH NPH H3XBLPJASHE H paboTa

Hsama cneunanH4 yka3saHus.

7. MNPUTEXKATEI HA PASPEIIEHHUETO 3A YIIOTPEBA
Griinenthal GmbH

ZieglerstraBe 6
52078 Aachen

['epmaHus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEDBA

20040104

9.  JIATA HA ITBPBO PA3IPEIIABAHE/MOIHOBSIBAHE HA P
YIIOTPEBA
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JlaTa Ha mepBO paspewasaHe: 08 mapt 2004 r.
JlaTa Ha nocneaHo nogHossapaHle: 07 anpun 2009 r.

10, JATA HA AKTYAJIMIUPAHE HA TEKCTA

04/2025
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