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Kpectop 10 mg ¢dpunMupanu tabneTku v - wenensnine e, . ﬂ
Crestor 10 mg film-coated tablets
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2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceska Tabnerka ceabpxka 10 mg po3yBacTtaTvH (rosuvastatin) Kato po3yBacTaTUH Kajluuid. Beska
TabneTka chabpxka 91,3 mg nakro3za MOHOXH/IpaT.

3a MbJIHKA CIIUCHK HA MOMOILIHMTE BelllecTBa BUXKTE To4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana Tabnetka.
Kpbrna, ouereHa B po30Bo Tabsierka cbe 3Hak ,,ZD4522” u ,,10” oT eaqHara crpaHa 1 HEMapKUpaHa
OTKBbM oOpaTHara.

4. KJIMHUYHHU JAHHHA
4.1 TepaneBTHYHH MOKA3aHHA

JleyeHHue HA XUMNEPXOIECTEPOIEMHUS

Bb3pacTHM, FOHOILIM H iella HAa UK Haj 6-TOAMILIHA Bb3PACT C MbPBUYHA XUIIEPXOJIECTEPOIEMHUS
(Tvn Ila BKJIIOYMTENIHO XE€TepO3UroTHa (haMUiIHA XUIIEPXO0JIECTEPOJIEMHUSA) I CMECEHA
aucaunuaeMus (tun IIb) kato nobaBka KbM AMeTaTa, KOraTo pe3yJitaTbT OT JHETATa H JAPYIrH
HedapMaKONOru4yHU MEPKH (Harp. PU3HYECKH YITPAXKHEHUS, HAMAJIABAHE HA TETJIOTO) HE €
3a/10BOJIMTEJIEH.

Bb3pacTHH, IOHOLIM W [ela Ha WK Hajl 6-roMIlIHA Bb3pacT ¢ XOMO3UroTHa hamuiiHa
XHUMEPXO0JeCTepPoieMUs KaTo J00aBKa KbM JIMETaTa, KaKTo M C IPYro JIMMHUAONOHHKABAILIO JIEHYEHHE
(nanp. LDL adepesa) wiu Korato ToBa JICHEHHE HE € MOAXOAALLO.

[IpeBeHLIMA HA CHPAEYHO-CHAOBH CHOUTHA
[TpenorBparsaBaHe Ha roJIeMH ChpJA€YHO-CHIOBH CHOMTHS NMPH NALMEHTH, OLIEHEHH C BUCOK PHUCK 3a

MbPBO ChPAECYHO-CHAOBO ChOMTHE (BXK. TOUKA 5.1), KaTO AOMBIHEHHE KbM KOPUIHPAHETO Ha JIPYTH
PUCKOBH (DaKTOPH.

4.2. JIo3HpOBKA M HAYHH HA NPHJIOKEHHE

[Ipenu 3anouyBaHe Ha TepanuATa, NaLMEHTHLT TPAOBa Aa Ob/ie NOCTABEH HA CTaHJApTHA MeTa 3a
MOHKWXKaBaHEe HUBOTO Ha X0JIECTEPOJla, KOSTO J1a NMPOABLJIKH U 10 Bpeme Ha neveHueTo. U300pbT Ha
JI03MPOBKa ce onpeaes OT HHAMBHAYATHUTE TEPaneBTUYHH LIEIH, KOMTO CE ONMpEAC/IAT OT

NPENOPHKHUTE HA CbBPEMEHHHUTE KOHCEHCYCHH PBKOBO/ACTBA 32 KOHTPOIJI HAa XOJIECTEPOJIEMHUATA.

erCTOP MO2KC 1a CC I[IpUCMaA 110 BCAKO BpEME Ha ACHA, CbC HJIH Oe3 XpaHa.

JleyeHHe HA XUNEPXOIECTEPOIEMUS
[IpenopbuBaHaTa HayaaHa 103a € 5 uiM 10 mg BeAHbXK JIHEBHO, KaKTO IpH Mall

MpUEeMaJli CTaTUHM, TaKa W NMpH NpeMUHaBaHe ot Apyr uHxuburop Ha HMG-Co TR A ’:‘j

M360pbT Ha HavanHaTa 1032 OT MEIMKAMEHTa 3aBUCH OT HUBOTO Ha CEPYMHMs XQic : %1 I;

CbPAEYHO-CB/JI0B PUCK U PHCKA OT M0SABA HA HEXKEIAHN PEaKLIMH KbM Jie4eHHeTO (BIK;, NO-/107 VTl P /
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HeoOXO0AMMOCT, J03aTa MOXE J1a C€ KOPUrKpa, KaTo ¢ NPEMHUHE Ha CNEABALLIOTO A030BO HMBO Clel

4 cegMuuM (BXK. Touka 5.1). B cpaBHEeHHE C NMO-HUCKHTE 103U W NIPEABHA NOBHUICHATA YECTOTA Ha
cpoOlllaBaHe HA HEXENaHHU peakuny NpH jJo3a oT 40 mg, B ¢paBHEHUE € MO-HUCKHTE A03H (BXK.

Touka 4.8), nocneaHo TUTpHpaHe 0 MaKcHMaiHaTa ao3a ot 40 mg Tpa0Ba na ce npeanpyema camo
MPU NaLUEHTH € TEXKA XHNEPXO0NECTEPOSIEMHA ¢ BUCOK ChPACHHOCHAOB PHCK (0CODEHO TE3H ¢
(paMuiIHa XUNEPXOAECTEPOIEMHSA ), KOUTO HE AOCTUIAT KEJTAHOTO HUBO HA XOJIECTEPOJI IIPH JIEYEHHE C
20 mg 1 NpK KOWTO 11IE ce NMPaBH PYTHHHO NPOC/IEAABAHE B X0Ja Ha JIEYEHHETO (BX. To4Ka 4.4). [lpu
3anmo4BaHe Ha jeyeHHe ¢ 40 mg ce npenopbusa NOCTOKHHO HAONIOACHUE HA MAUUEHTA OT CNELHANUCT.

[IpeBeHLMS HA CHPAECYHO-CHAOBH CHOUTHA
B nmpoyuBaHeTO 3a NOHWKABaHE HA PHUCKa OT CbpAE4HO-CbAOBH ChOMTHA € u3non3saHa ao3a ot 20 mg
(BX. Touka 3.1).

[Teouampuuna nonyrayus
Ynotrpebara npu aeua TpabBa ga ce NPoBEXAa CAMO OT CNELHAIHCTH.

Jetia ¥ 10HOLIKW Ha BB3pacT 6 10 17 roannu (craauii < 1I-V no Tanep)

XeTepo3uroTHa GaMUiiHa XHNIEPXONECTEPONEMHUS

[Tpu neua v KHOLWK C XeTepo3UroTHa (PaMHITHa XHnepxonecTepoieMus obnuariHaTa Ha4yaIHa 1034 €

5 mg NHEBHO.

e [lpu geua Ha Bb3pacT 6 10 9 rOAMHHU C XETEpPO3UroTHA HaMHUITHA XMUNEPXONECTEPOIIEMHA
oOHYaliHUAT 10308 AManazoH € 5-10 mg nepopanHo BEAHBXK AHEBHO. bezonacKocTTa
epKacHOCTTa Ha JO3U NO-BUCOKH OT 10 mg He ca npoyUuBaHU NpU Ta3x Nonyaius.

e [lpu peua Ha Bb3pacT 10 a0 17 rOAMHH € XETEPO3UroTHa PaMUIHA XUNIEPXONECTEPONIEMUS
0OMYaHUAT 10308 AHana3oH e 5-20 mg nepopanHo BeIHBK AHEBHO. bezonacHocTra U
e(HKacCHOCTTa Ha A03H MNO-BUCOKK OT 2() mg He ¢a nNpoy4BaHH MpH Ta3H NonyJaLus.

TutpupaneTo Tpadea na ce npoBekaa CbrnacHo HHAWBUAYANHHA OTTOBOP H MOHOCHMOCT Ha
neIUaTPUYHHUTE NALMEHTH, KaKTO CE NPENnopbUBa B NPENOPBLKHUTE 3a JIeUEHHUE Ha Aela (BXK. Touka 4.4).
Jeuara v 1oHowWKNTE TpAOBA Aa CE NOANOXKAT HAa CTAHAAPTHA XONECTepoO-NOHWKaBalla AHETa NpeaH
[la C€ 3aro4YHe JICHYSHUE C PO3YBACTATHH, JueTaTa TpadBa a ce MPOABL/DKU MO BPEME HA IEUEHHETO C
pO3yBacTaTHH.

XOMO3WroTHa haMUilHa XMNEPXOJECTEPOACMHA

[Ipu neua Ha BL3pacT 6 A0 17 roaAnHHK ¢ XOMO3UroTHA aMUIIHA XMNEPXOAECTEPONEMHUS,
npenopbyUTENHaTa 103a € 20 mg BeAHBXK AHERHO. MMa orpaHHYeH ONHT ¢ A03H pasnu4Hy oT 20 mg
NpY Ta3y nonynauus.

TaGnetkara ot 40 mg He e noaxoasAwa 3a ynorpeda npy neIHaTpHuHU NaLMUEHTH.

Tlena no-ManakH oT 6 roJuHH
BesonacHocTTa M epHKacHOCTTA Ha yrnoTpebaTta npu Aela no MajdKu OT 6 FOAWHH He ca NMPOyUBaHH.
Cnepoatenno, Kpecrop He ce npenopbusa 3a ynotpeba npu aeua no-Majik oT 6 roJuHH.

Ynorpeba npy NauHEeHTH B CTAPUYECKA BL3PAcT
[IpenopbuBanaTa NbpBOHAYANHA 1032 MPH NaUMEHTH Haa 70-roavuiHa Bb3pacT € 5 mg (BK.
Touka 4.4). Jpyro KopurupaHe Ha JO3MPOBKATa B 3aBUCHUMOCT OT Bb3PAcTTa HE € HEOOX0AuMO.

Ho3upaHe npHy nauueHTu ¢ 6b6peyHa He10CTaTLYHOCT
[Tpu naureHTH ¢ Nexo Ao ymepeHo 6ObOpeuHo yBpexaaHe ce npunarat obuuarnure 103u. [pu
nauHeHTH ¢ ymepeHo 6b0peuHo yBpeXKaaHe npenopbuBaHaTa MbpBOHaYaliHa 403a € 5 mg
(KpeaTHHHHOB KAHpBHC 1oa 60 ml/min). Jlo3upoBkara oT 40 mg € NpoOTHBONOKa3aHa NPH NALUEHTH C
yMepeHo ObOpeuHo yBpexaaHe. [1pu naudeHTH ¢ TexKo Ob0peUHO yBpeXKaaHE Yo
KpecTop € npoTuBonokaszaHa (BX. TOUKU 4.3 U 5.2).

JozupaHe Npy NAUKEHTH ¢ YEPHOAPOOHO YBPEXKIAHE
He ¢ HabnionaeaHa NMOBULICHA CHCTEMHA €KCIIO3HULMA HA PO3YBACTATHH MPH Nay
ckanara Ha Child-Pugh < 7. Brnpeku T0Ba, NOBHIEHA CHCTEMHA €KCNIO3HLIMA € H
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MawLxeHTH ¢ olieHKa no ¢kanata Ha Child-Pugh 8 u 9 (Bx. Touka 5.2). Ilpu Te3u nauneHTu TpsadBa 1a
ce npeanpueMe oleHKa Ha 6bOpeuHara GpyHKuua (BXK. Touka 4.4). HaMa gjaHHH 3a nauneHTH ¢ OLIEHKa
no ckanara Ha Child-Pugh Han 9. Kpectop € npoTHBOnoKa3aH Ipy NaLKEHTH ¢ aKTUBHO YepPHOAPOOHO

yBpexKaaHe (BX. Touka 4.3).

Paca
[Ip1 naumenTH OT a3naTckara paca ce HabuaBa NOBULLIEHA CHCTEMHA €KCMO3MLKMA Ha MEJUKaMEeHTa

(BXK. ToukH 4.3, 4.4 n 5.2). [IpenopbyBaHaTa NbPBOHAHAIHA A03a NPH NALMEHTH OT 23UATCKU
npousxon € S mg. [lpu Te3u NnauMeHTH € NPOTUBONOKAa3aHO NMPUAGKEHHE Ha J03a oT 40 mg.

CeHeTHUeH MOAUMOPOUILM
[TokazaHo e, ue revorunoeetre SLCO1IB1 (OATP1B1)¢.521CC u ABCG2 (BCRP) c.421AA ca

CBbP3aHU ¢ MOBHIIABAHE HA €KCIIO3HIIMATA HA pO3YBACTATHH. 3a NAUMEHTHUTE, 3a KOUTO € U3BECTHO, 4e
umart reHotun ¢.521CC unu c.421 AA, ce npenopbiBa NONOBHHATA OT 0OHUYaiiHaTa MPEeNOpPBLUUTETHA
1033 U MAKCUMAaJHa e/THOKpaTHa AHeBHA 103a 0T 20 mg Kpectop (8. Toukun 4.4, 4.5 v 5.2).

Jo3vpaHe NIpH NALWEHTH, NPEAPANONOKEHH KbM PAa3sBUTHE HA MUONATHA
[pu nauuenTH ¢ npeapasnoaaraiv GakTopy 3a pa3BUTUTE HA MUOTATHA NMPENOPbYBAaHATA HAYalHa
nao3a e 5 mg (Bx. Touka 4.4).

[Ipy HAKOK OT Te3W NALKUEHTH € NPOTHBOMNOKA3aHO NPUIOKEHHETO Ha no3a oT 40 mg (Bx. Touka 4.3).

CosnbTeTBaIa TEPANUA

PosyBactaTuH € cyOcTpar Ha pa3nudHu TpaHenoprepHu npoterHu (Hanp. OATPIB1 n BCRP).
PucxbT OT MHONaTHA (BKIIOYMTENHO pabaoMuonusa) ce nosuaea, koratro Kpecrop ce npunara
€JHOBPEMEHHO C ONpEAC/IEHH IEKAPCTBEHH fIPOAYKTH, KOUTO MOraT [Ja MOBHIUAT Nyia3MeHaTa
KOHIEHTPALIMA HA PO3YBACTAaTHH, NOPAAH B3AUMOAEHCTBUE C TE3M TPAHCIIOPTEPHH MPOTEUHH (HANP.
LIMKNOCTIOPUH, THKArpenop W HAKOH NpoTea3HH HHXHOMTOPH, BKITIOUHTENHO KOMOKHALIMH Ha
PUTOHABHP C aTasaHaBHp, JOMTMHABUP W/ HIHW THUIIpaHABUP; BX. TOUKHK 4.4 1 4.5). Ha npeanuceawmTe
NeKapy ce npenopbyBa fa B3eMaT NpeaBK/ CbOTBETHATA NeKapcTBeHa HHPOPMALIUA, KOraTo OOMUCITAT
MpUiaraHe Ha TAKKBA NpOAYKTH 3aenHo ¢ Kpectop. KoraTo e BbamMoxHo, TpadBa 1a c€ UMAT NpeABUA
aNTepHATUBHU JIEKAPCTBA M, AKO € He0OX0AUMO, /1a C€ UMa NPEBH]l BpEMEHHO NPEeKbCBAHE Ha
TepanuaTa ¢ Kpectop. B cuTyauum, Korato e1HOBpEMEHHOTO NMPUIIOKEHUE HA TE3H JIEKAPCTBEHH
npoaykTu ¢ Kpectop e Hen3bexHo, rmossata U pucka OT CbIIBTCTBALLATA TEPANUsA U KOPEKLMY Ha
ao3ata Ha Kpectop TpafBa BHUMaTeNnHo Aa ce oOMUCAAT (BK. TouKa 4.5).

4.3 IIpornBOnOKazaHHA

e [Ipy nauUMEHTH CbC CBPBbXHYBCTBUTEIHOCT KbM PO3YBAaCTaTHH WK HAKOE OT MOMOLLHHUTE
BELECTRA.

e [Ipy nauMeHTH C aKTUBHO YepHOApoOHO 3a6onaBaHe, BIUTIOUHTEIIHO HEYTOUHEHO,
NPOABXKUTENHO FIOKAYBAHE HA CEPYMHHUTE TPAHCAMHHA3M U BCAKO NMOKaYBaHE HA CEPYMHHTE
TpaHcaMMHa3¥ TPY MbTH HaJ ropHaTa rpaHuLa Ha HopMara.

o [lIpu nauneHTu ¢ TeXKKO OBLOpEeUHO yBpe)AaHe (KpeaTHHHHOB KITHPBHC < 30 ml/min).

e [Ipy nauMeHTH C MHONATHA.

e [lpu naumeHTH, NpueMalliy eAHOBpeMeHHO codocOyBHp/BeNATACBHP/BOKCHIANPEBUP (BXK.
TOMKa 4.5)

e [lpu naumeHTH, NpreMallH €AHOBPEMEHHO LIHKIIOCTIOPHH.

[To BpeMe Ha OPEMEHHOCT, KbPMEHE U TIPH XKEHHW B ACTEPOAHA Bb3PACT, KOUTO HE U3MON3BAT
MOAXOASIH KOHTPALIENTHBHA MEPKH.

Ho3ata ot 40 mg e npoTHBONOKa3aHa NMPY NALMEHTH ¢ Apeapa3noiaramu QakTopu 3a
Muonarus/padaoMuonunsa. TakuBa ¢akTopu ca:
¢ YMepeHo no creneH 6bOpeuHo yBpexaaHe (KpeaTHHUHOB KIUpbHE nox 60 ml/
e  XHNOTHPEOUAUIBM,

e JluyHa nnu GpaMUIIHA aHAMHE3A 34 HAC/ICACTBEHHM MYCKYJIHH 3abosiaBaHus.
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e AHaMHe3a 3a nosABa Ha MYCKYJIHO YBPEXKJAHE 110 BPEME Ha JICYCHHE ¢ IpYr MEJUKAMEHT OT
rpyrnara Ha WHXHOHTOPUTE Ha XUIPOKCH-METHII-TNYTapHil-KOEH3uM A pelyKrasara Win ¢ pubpar.
3noynorpeda ¢ ankoxo.

CBCTOAHHA, NPH KOMTO MOXE [a ¢€ NMOBHILH MJIa3MEHOTO HUBO Ha MEANKAMEHTA.

JInuua ot aznarckara paca.

CpObTCTBAWO ACHEHHUE ¢ PUOpaTH.
(Bx. Toukn 4.4, 4.5 n 5.2).

4.4 Crneunannn npeaynpexiaeHHa H NpeaAnasHd MEPKH Npx ynorpeda

bvopeyu

[Tpu nauneHTH, NEKYBaHH ¢ NO-BHCOKK A03H Kpectop, no-konkperno 40 mg, e HabmiogaBaHa
NPOTEUHYPHA, KOATO € YCTAHOBEHA MPU U3CIE/IBAHE C TECT-NIEHTH, ¢ NPEAUMHO TYOYNEH NMpOH3Xoa U B
MOBEYETO CYYaH ¢ NPEeXOAEH HAM UHTEPMUTEHTEH XapakTep. He € nokazaHo npoTenHypusiTa fa
NpeAlIecTBa OCTPO WK nporpecuBHo ObOpeuHo 3abonaeane (BK. Touka 4.8). JloknagsaHnara 4ecToTa
Ha cepHo3HM O0LOpeUHH YBpead NpH NOCTMapKETUHIoBaTa ynotpeda e no-eMcoka npy A03MpoBKa OT
40 mg. Ouexka Ha 6bOpeunarta GyHKUHA TpaOBa Aa C€ HanpaBu NO BPEME Ha PYTHHHO NPOCieasBaHe
NpH NalMeHTH, 00OU4ailHO nekyBaHu ¢ 40 mg.

Crenemna mycxyramypa

EdekTH BbpXy CKeneTHaTa MyCKyJaTypa (MHaNrua, MUHONAaTHA ¥ NO-pAaKo pabaoMHon3a) ca
CHOOWABAHH NPH NPHIOKEHHE HA BCHYKH JO30BH PEKUMH, ocobeHo npH a03u Haa 20 mg. Muoro
pelKH cilyyan Ha pabgomuonmza ca JoknaaBaHu rpy U3NoOA3BaHETO Ha e3eTHMUO B KOMOUHALMS ¢
HMG-CoA peaykraznu uHxubutopy. He Moxe 1a Obae n3kioueHo papMakoJHHaAMHYHO
B3aMmoaeicTBUE (BXK. TOUKA 4.5) ¥ € HeOOXO/IMMO BHHMaHKE NPpH KOMOMHMPAHOTO UM H3NOJN3BaHE.

KakTto npu apyriure HMG-CoA peaykTtasHH HHXMOUTOPH, JOKTaABaHATa YECTOTA HA pabIoOMHOIN3A,
acourupana ¢ Kpecrop npu noctMapkeTHHroBara ynorpeba, e no-sMcoka npu aoszuposka ot 40 mg.

Himepaane na kpeamunkusasama

Kpearuukunazara (CK) He TpabBa aa ce uaMepBa cnell YCHACHH YNIPaXKHEHUA WK NPH HaJIWYHETO HA
ApYr NpUUYHHHATEN Ha yBesnueHne Ha CK, koeTo MoxKe a 3aTpyAHH ThAKYBAHETO Ha pe3ynTara. AKO
HUBOTO Ha CK € 3HaYMTEAHO MOBHILEHO NPU U3XOAHO HUBO (> 5 MBTH ropHaTa A0NYCTUMA IpaHuLEa),
TECT 3a MOTBbPXKAABaHe Ha pe3ynTara Tpadea na Obae HanpaBeH B paMKKUTE HA 5—7 AHU. AKO

NOBTOPHOTO MU3C/1eABaHe NMOTBbPAH H3X0AHO HHBO Ha CK > 5 mbTH ropnara nonyCcTyvMa rpaHuua, He
TpAOBa 1a ce 3ano4Ba JICHCHHE.

IIpeou nevwenuemo

KakTto u npyru unxnburopu na HMG-CoA peaykraszara, Kpectop Tpsbsa ga 6bae npeanvcsas ¢
0c0DCHO BHUMAHHWE NpPH NMAUHEHTH, 38 KOUTO ca HaJULE (PakTopH, npeapasnonarauiy pa3BuTrHe Ha
muonarus/pabaoMuonusa. Takuea ¢akTopH ca:

e b1OpeuHO yBpeKAaHE.

XUMOTHPEOHAHIBM.

Jinyna unu gpaMuiHa aHaMHe3a 3a HacleACTBEHO MYCKYJIHO 3aboiaBaHe.

YCTaHOBEHA MYCKYJIHA TOKCHYHOCT KbM Jipyrd HHXubuTopn Ha HMG-CoA peaykrazara unu
¢dpubparu.

3noynotpeda ¢ anKoxod.

[TaumeHTy Ha BB3pacT Hax 70 roguHH.

CBbCTOAHUA, NPH KOUTO MOXKE a ce HaOmoaaBa noKayBaHe Ha Mia3MeHUTE HUBa (Bx. ToUka 5.2).
EnHoBpeMeHHO npunoxenure Ha Gudparty.




Ilo epeme na revernuemo

[TanumenTrTe Ce 3aabKasaT He3abaBHO Aa JOKNAABAT HEODACHUMH MYCKY/HH OONKH, ycewane 3a
cnaboCcT WIM CXBalliaHe, Hak-Beuye aKo Ca CBHP3aHM ¢ HepasnonokeHue win ¢pedpunurer. [pu tesun
MalMeHTH TpaOea 1a ce u3mepaT HUBara Ha CK. TepanusaTa Tpabea na ce npekparH, ako HUBOTO Ha
CK e 3Ha4MTENHO NOBULIEHO (> 5 NBTH ropHAaTa AOAYCTUMA rpaHHLA), HAH MYCKYJTHUTE CUMITTOMH ca

TEXKKH H NPHUYMHABAT €XKEeIHEBHO HepasnonoxeHue (aopu HUBoTO Ha CK aa e < 5 nwTH ropHara
AOMYCTHMA IpaHHLA). AKO CHMIITOMMTE U34e3HaT U HUBOTO Ha CK ce HopManu3upa, MOXe Ja ce
MOMMCIIH 3a NMOBTOPHO NeueHHe ¢ Kpectop nnu anrepHatuBeH uHXxubutop Ha HMG-CoA peaykraszara
B Haii-HHUCKA /1033 Noj HabnwaeHue. PyTHHHO Habmoaenune Ha nueoto Ha CK npH nauneHTn Oe3
CHMNITOMH HE € OCHOBATEHO.

Mma MHOTrO peaxu JoKnaay 3a UMYHOMEUMPAHa HEKPOTH3NPALLA MHONATHA, KOATO KIIMHUYHO CE
XapaKTepH3Hpa ¢ NepCUCTHpalLLla TPOKCHMasIHa MYCKYJIHA ¢1afoCT W NOBULLIEHA KPEATHHKHHA3A T10
BpEME Ha JICYECHUETO HAM C/IEl CIIMPAHE HA CTATUHHUTE, BKJIFOYUTETHO po3yBacTaTuH. Moxe ja e
HeoOX0AMO JOMbJIHUTENHO HEPBHOMYCKYTHO HWIIH CEPONOrHYHO u3chneaBaHe. Moxe 1a ¢e HaloXH
JIEYEHUE ¢ UMYHOCYNIPECHpaLLIM JIeKapCTBa.

B Hakonko cnyuas ce cboOuaBa, Y€ CTaTHHUTE HHAYLIMPAT de HOVo WM BIOLIABAT BEYE
ChIIECTBYBAllla MHACTEHHA MPAaBUC WIH O4HA MHAacTeHHa (BXK. Touka 4.8). [Ipunoxenuero Ha Kpectop
TpaOBa J1a ce cnpe B cyy4aii Ha BoilaBaHe Ha cuMnToMuTe. Mma croblueHus 3a peLManB npy
(NOBTOPHO) npHNaraHe Ha ChUIHA WK pa3IHUYeH CTATHH.

[Tpn knuHUYHKTE H3NUTBAHKA Ha KpecTop He ca HabnwoaaBaHW JaHHU 3a MOBUILIEHH €PEKTH BBPXY
CKeJleTHaTa MyCcKyJaTypa B MajikaTa rpyfna nauMeHTH, npy Kouto Kpectop € npunarat ¢ apyro
CBMETCTBALLO JIeueHUE. YBeNMYeHHe Ha YeCcTOoTaTa Ha MMO3MT W MUonaTus e HabnoaasaHo, odbaue,
MpyU NauMeHTy, nony4dasawiu apyru uHxuduropn Ha HMG-CoA peaykrasata 3aeHO ¢ LMKIOCIIOPUH,
MPOU3BOAHU Ha QUOPHUHOBATA KMCENIUHA, BKIIIOMUTENHO reMPudpo3un, HUKOTHHOBA KHCE/HHA,
a30/I0BH aHTHMHKOTHLIW, MPOTEA3HU HHXUOUTOPH U MaKpOIHAHU aHTHONMOTHLM. ['eMPuOpo3mun
MOBMILIABA PUCKA OT MHUOMATHA, aKO Ce NpUeMa €AHOBPEMEHHO ¢ HAKOM MHXHOWTOpY Ha HMG-CoA
peaykraszara. [lopaau Topa, koMOMHauuaTa Mexay reMmgudpo3un u Kpectop He € npenopbyMUTENHA.
[Ton3aTta OT JOMBIHHUTENIHO CHWXXABAHE B JIMNIMAHKTE HUBA B PE3YJITaT OT KOMOMHHPAHOTO NpHUEMAHE
Ha Kpectrop v pubpatn nnu HnauuH, tpadea ga Ovae sBHUMaTEHO H3YUCIEHA CIPAMO NOTEHUHANHUA
pHCK OT NoaoOHH KoMOuHaumu. [pu eaHOBpEMEHHO NpUIOKEHHE Ha HUOPATH, IEUEHUETO € A03H OT
40 mg e npoTUBONOKa3aHo (BXK. TOUKH 4.5 1 4.8).

Kpecrop He TpabBa 1a ce npunara eTHOBPEMEHHO ¢ (hy31X0Ba KMCEHHA 38 CUCTEMHO NPUAOKEHHE
WK B paMKHMTE Ha 7 JHH clie/l CIUpaHe Ha JledyeHHeTo ¢ Py3naosa kucenuHa. [Ipy naumeHTH, npu
KOUTO M3MOJ3BAHETO HA (y3HA0BA KUCEAHHA 38 CUCTEMHO NMPHIIOKEHHE € 3HAYUMO, JIEYEHHETO ChC
craruuu TpAbGBa Aa 6bae NPeyCTaHOBEHO Mpe3 UeUa NEpHOA Ba neveHHe ¢ dhy3uaosa kucenuda. Uma
CbOOLIEHHA 3a pabaoMHONKM3a (BKIKOUYUTEAHO HAKOIKO ¢ (paTajieH U3X04) NNPH NAUKMEHTH, NpUEMalLH
¢y3uaoBa KMCEJIMHA U CTaTHHH B KOMOMHauma (Bx. Touka 4.5). [launenture TpabBa na 6baar
NOChBETBAHU Aa NOTbPCAT He3a0aBHO MEAMLIMHCKA NMOMOLL, AKO M3NIUTBAT CUMITTOMHY Ha MYCKYJIHa
caabocr, 6onka unu HoneszHeHocT. JleweHrueTo cbe CTATHHH MOXe Aa Obae MOAHOBEHO CEAEM IHU
cne nocaeaHara ao3a Ha py3uaoRa KucennHa. [1pn u3BbHpeHH 00CTOATENCTBA, KOTaTo €
HeoOXxoAuMa NpoAbHKUTENHA ynoTpeba Ha (y3na0Ba KHCEIHHA 38 CUCTEMHO NMPUNOKEHHE, HATIPUMEP
3a JIEYEHUE Ha TeXKH UHPEKLHH, HEODX0AMMOCTTa OT €AHOBPEMEHHO NMpUNOKeHHe Ha KpecTop u
¢y3upoBa KHcenrHa TpadBa Aa ce NpeUeHH UHAMBUAYAITHO, U MOA CTPOr MEAULIMHCKH KOHTPOIIL.

Kpectop He TpabBa na ce ynoTpedsaBa Npy NMaUHEHTH C OCTPH CEPHO3HHU CHCTOAHUS, MpeANoaralm
MHOMATHA, WIH Npeapa3noaray KbM pa3BUTHe Ha ObOpeuHa HeJOCTaTLYHOCT, BC/IEACTBHE
pabaoMuonusa (Hanp. cencuc, XUroTOHHUS, FONAMa ONEPaLIU, TPaBMa, TEXKKH MeTabOTHTHH,
€HIOKPHUHHHU M €JIEKTPOJIHTHM HAPYILIEHUA HWIIN HEKOHTPOJIHPAHH IbPUOBE).

TexKy KOXHM HEXEJaHU peakUnu
TexKH KOXKHH HEXENaHH peakUMH, BIJHOUYHTEHO CUHAPOM Ha Stevens-Johns
peakuHs ¢ e03MHOPHINA U cucTeMHH cumntomu (DRESS), kouto morar aa

3aCTpallaBallli WK C JIETANEH U3X0/, ¢a AOKIaABaHM NpH ynotpebara Ha po
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Touka 4.8). [To speme Ha Ha3HAYABAHETO MY, NaLMEHTHUTE TpAOBa Aa ObaaT HHPOpMUPaHH 3a
NPH3HAUUTE X CHMITTOMUTE HA TEXKKH KOXKHM PEaKLMU Y Aa ObAaT BHUMATENIHO HabnoaaBaHu. AKo ce
MOABAT NPHU3HAUMW H CHMITTOMH, NPEANONaraliy Te3u peakuus, nedeHneto ¢ Kpecrop tpabea ga Obae
MpeycTaHOBEHO He3abaBHO U Aa Obae OOMHUCNEHO aNTEPHATHBHO JICUYECHHE.

AKO NauMeHTbT pa3BUE cepro3Ha peakuusa kato SJS unu DRESS npu ynorpebara va Kpecrop,
neyexuneto ¢ Kpectop He TpadBa HUKOra Ja ce noAHOBABA NPH TO3H NAUHUEHT.

BiusiHue BLpXY YepHHUA Apod
Kakrto npu apyru nuxuoutopu na HMG-CoA peaykrasarta, Kpecrop Tpabsa BHUMaTENHO Aa ce

PpUAara Npyu NaUKeHTH, KOUTO MPHEMAT FOJIAMO KOJMHECTBO AIKOXON W/WIH ca MManH 3aboniaBaHe Ha
yepHus Apo0. [IpenopbunTenHo € fa ce HanpaBAT U3CJICABAHKMA Ha YepHHUA pod npelu, U 3 Mecella
cnej 3anoyBaHe Ha JeyeHueto. Kpecrop Tpabea ga Obae npeycraHoBeH WM ao3aTa TpsOBa /1a ce
HaMaJli, aKO HHBOTO Ha CEPYMHUTE TpaHCAMHMHA3H HaJBHILIABA TPH ITbTH ropHaTa rpaHHLa Ha
HopMara. JJoknaaBaHaTa 4ecTOTa 3a CEPHO3HH YEPHOAPOOHH YBPEAH (3aKJTIOUBALLM CE ITIABHO B
yBEJIMMEHH YepHOAPOOHH TpaHCAaMUHA3H) NP NOCTMAPKETHHIOBAaTa ynoTpeda, € no-BUCOKa npu
nozuposka ot 40 mg,

[Ipy nauKMeHTH ¢ BTOPHYHA XUNIEPXONECTEPONEMUSA, NPUUHHEHA OT XUNIOTUPEOHIUIBM HITH
HeppOTHUEH CHHAPOM, OCHOBHOTO 3abonaBaHe TpabBa Aa ce NeKyBa Npean 3ano4YBaHe Ha JICHEHHE ¢
Kpecrop.

Paca
(QapMaKOKHHETHYHHUTE MPOyYBaHHS NOKA3BaT, Y€ NpH NaUUEHTHUTE OT a34aTCKaTa paca € HATKHLE No-
BUCOKA EKCMO3MLINA B CPABHCHME C Te3U OT KaBKazkara (6anata) paca (Bx. Toukn 4.2,4.3 u 5.2).

[TpoTea3Hn UHXUOHTOPH

[ToBHIIEHA CMCTEMHA EKCMO3ULIMA Ha pO3YyBacTaTUH € HaDJ0AaBaHa NPU NALMUEHTH, NPUEMALLH
pO3yBacTaTHH €AHOBPEMEHHO C Pa3NUYHU NPOTEa3HU UHXUOUTOPH, B KOMOHMHAUMS C PUTOHABMP.
Tpabea na ce 0OMHUCIM KAKTO NoN3aTa OT JHNHACTIOHH)KaBaHe 4pe3 ynoTpeda Ha Kpectop npu
nauudeHTH ¢ HIV, xouTo npuemar nporeazun unxubutopu, Taka U NoTeHLMaNa 3a NOBULLEHA
KOHLEHpALIKMA Ha pOo3yBacTaTHH, KOraTro CE€ 3aroyBa TEpanyaTa U CE NOBHILABA 103aTa Ha KpecTop npH
MAaLMEHTH, NEKYBaHHU C NPOTEa3HH HHXMOMTOpU. EQHOBPEMEHHOTO NPUITOKEHHE C ONpEAESIEHH
NpoTea3HHW HHXUOMTOPH HE ce nNpenopbUBa, OCBEH ako Ao3aTa Ha KpecTop He ce Kopurupa (Bix.
tabavua 1 ¥ Touku 4.2 1 4.5).

HenoHOCHMOCT KbM JIAKTO3a
[TauyeHTH C peaAKH HACNEACTBEHH npoﬁnemu KaTO ralakro3Ha HENOHOCHMOCT, MThJIEH JIAKTA3€EH
neclmuwr WJIH IJIF0K030-ranakro3Ha ManabcopOuusa He TpaORa ja mpHeMart TOBa JIEKAPCTBO.

UntepcTuumanta 6eaoapobHa bonect

JloknagBaHu ca W30IMpaHU Clyyau Ha UHTEepcTULMaNHA benogpobHa OonecT NpU NPUNOKEHUE Ha
HAKOW CTAaTUHM, 0CODEHO MpH NPOABIKHTENHA Tepanusa (BXK. TouKa 4.8). KIMHHYHHTE IPOsBH MOrar
12 BIJTHOMBAT AMCNHEA, HENPOAYKTHBHA Kallljliua ¥ BAollaBaHe Ha 00woTo ceeToaHue (ymopa, 3aryba
Ha TETJIO M Tpecka). AKO UMa MOAO3PEHHUE, Y€ NMAUMEHTDT € pa3BUN HHTEpPCTHLIHANHA DenoapobHa
00necT, TepanuaTa ¢b¢ CTATUH TpsAbBa Aa Ob/1e npeycTaHOBEHa.

3axaped quader

Hsikou pokaszaresncTsa NMpeAnonarar, 4€ CTaTUHHUTE KaTO KJ1aC NOBUILABAT KPbBHATA [JIKOKO3a U NpU
HAKOH MalLHEHTH, BHCOKOPHCKOBH 3a pa3BUTHe Ha Avaber B Objelle, Morar Aa 1oBeAaT A0 TaKOBa
HHBO Ha XUNECPrJIHKEMHA, NPH KOETO € NOAXOAALIO NPHUIIATaHETO HA PSAOBHATA IPHXKa, NpOBEXAaHa

nauMeHTH (roKo3a Ha rnaaHo 5,6 no 6,9 mmol/l, unaeke Ha TenecHa Maca >
CTOMHOCTH Ha TPUITHLIEPUNTE, XUITEPTOHUA) TpAdBa Ja ce npocieaasaT Kak
OHOXHMHYHO, CHIMACHO HALMOHATHHTE PBbKOBOACTBA.




B npoyusaHeto JUPITER, cbhobiueHarta obuia yectora Ha 3axapeH AuadeT € 2, %o 3a po3yBacTaTHH M
2, % 3a rulaue6o, raBHO NP MALMEHTH C TII0KO3a Ha rnaaHo 3,6 no 6,9 mmol/l.

[leauaTpuuHa nonyJiawus

OueHsBaHETO Ha NWHEHHOTO W3pacTBaHe (BUCOYMHA), Ternio, BMI (MHaekc Ha TenecHaTa Maca) u
BTOPHYHHTE NOJOBU OENE3H Ha MONOBOTO Ch3pABaHE MO cKanata Ha Tanner npu rneadaTpuyHH
MalMeHTH Ha BB3pacT 6 10 17 rogrHN, NpUeMaillM po3yBacTaTHH, € OrPaHHYEHO 10 /IBYroAaHIIEH
nepuoA. Ciel ABe rojiMH! Ha TPETHPAHE MO BPEME Ha NMPOY4BAHETO, He € 3abend3aH HUKaKLB edexT
BBLPXY pactexa, Tersoto, BMI wam nonosoto chipasane (Bx. Touka J.1).

B KiIHMHHYHO NPOYYBaHE Ha A€LIAa U IOHOWK, NPUEMALLH PO3YBACTATHH 3a& 52 CEAMHLM, NMOBHIIABAHE Ha
CK > 10xULN 1 MYCKYJTHHTE CUMINITOMH CA€]l YIIPAKHEHHE HITH MOBHILIEHA (PU3NYECKA aKTHBHOCT Ca
HabnlogaBaHM MO-4ECTO, B CPaBHEHHUE ¢ HAONIOAEHUS OT KIIMHHYHY NPOYYBAHHA NPH Bb3PACTHH (BIXK.
TOUKa 4.8).

4.5 BianMoaeicTBHE ¢ APYId JIEKAPCTBEHH NPOAYKTH H APYrd GOpPMH Ha B3aHMOAECHCTBHE
Eghexm na eonoepemenrno npunazanu 1eKapcmeeHu npooyKmu 6bpxy po3ysacmamun

MuxubUTOpH Ha TPAHCNOPTEPHUTE MPOTEUHH

PoszysacTaTuH € cyGCTpaT Ha Onpee/ieHd TPaHCHOPTEPHHU NPOTEUHH, BIIHOYHTEHO YEPHOAPOOHHA
bpnTelik Tpancnoprep OATP1B1 n edgayke tpancnoprepa BCRP. EnHoBpeMeHHOTO npHiioKEHHE Ha
Kpectop ¢ iekapcTBEHH NPOAYKTH, KOHTO ¢4 MHXHOHUTOPY Ha T€3H TPAHCNOPTEPHYU NIPOTEHHH, MOXKE
Ja AoBeAe A0 NOBHLIABAHE HA MJla3MEeHATa KOHLCHTPALMA HA PO3YyBAacTaTHH W MOBHUILEH PUCK OT
MHonatus (Bx. Tabnuna | 4 Touku 4.2 n 4.4).

Linknocnopuy

[Tpu eqHOBpemMeHHOTO NpunoxeHue Ha Kpectop ¢ uMknocnopuH, cpeanure croitHoctd Ha AUC Ha
pO3yBacTaTHH ca OMNIU cpeiHO 7 MbTH NO-BUCOKH OT TE3M, HAOIIOAABAHHW NpH 34paBy AOOPOBONILUM, Ha
KOMTO € NPHJIoKEHa CbluaTa A03a (Bx. Tabnvua 1). Kpectop € npoTuBonokasad npy nauHeHTH, KOHTO
€HOBPEMEHHO NMONYYaBaT LUKIAOCNOPHH (BX. TOYKa 4.3). EAHOBPEMEHHOTO NPUIOKEHHUE HE €
MOBAKANO0 NJA3MEHUTE KOHLEHTPAaLUH Ha LHKIIOCTIOPUH.

Tukarpenop

Tukarpesiop nuxubupa Tpancnoprepa BCRP, koero Boau ao 2,6-kpatHo ysennuernue Ha AUC nHa
pO3yBaCTaTHH, KOETO MOXE [1a JOBEAE A0 MOBMILEH PUCK OT MUonarus. Tpabsa na ce npeneHar
NOJ3HTE OT NPEAOTBPATABAHETO HA FONEMU HEXKEAHU CHPACHHOCHAOBH CHOUTHUA upe3 ynoTpedaTa Ha
PO3YBACTATHH M PHCKOBETE NMPH NOBHUILLIECHH TIIA3MEHH KOHLIEHTPALIMY HA PO3YBaCTaTHH.

[emdunOpo3ua ¥ APYryU TMNMACTIOHWIKABAUIH MPOAYKTH

EaHoBpeMeHHOTO npunoxkeHue Ha Kpectop U reMprOpo3nn € 10BeNo 10 ABYKpaTHO NOBHILEHHE Ha
Cmax 1 AUC Ha posysactatH (BX. Touka 4.4). laHHHTE OT papMAKOKMHETHUHHATE MPOYUYBAHMA,
U3C/IeIBallH EKAPCTBEHHTE B3aUMOAECTBHA, He MOKa3BaT B3aumoeicTeue ¢ peHodubpar, Ho €
Bb3MOXKHA NogBa Ha GapMaKoAHAMHYHH B3auMoaeicTBua. ['empudposun, denopudpar u
OCTAaHAJIUTE MEJUKAMEHTH OT rpynarta Ha pudpaTUTE W IMNUAONIOHHKABALMTE 1034 (B 103K > | g Ha
AeH) HHaUMH (HHKOTHHOBA KHCENIHHA), [IOBHILIABAT PUCKA OT MOABA HA2 MHOTIATHA NIPU KOMOMHUpAHeE ¢
HWHXUOHUTOPH HA XMIPOKCU-METHII-INYTaPUI-KOEH3UM A peayKTasara, Hail-BeposTHO NopaiH (akTa,
ye NOCNeJHUTE MOTAT Ja NMpEeAM3BHKAT NMOABATA HA TOBA YCJIOKHEHUE U NpH MOHOTepanus. Jlozata or
40 mg e NpOTHBONOKa3aHa NpH €XHOBPEMEHEH npHeM Ha GubpaTut (BK. TOUKH 4.3 1 4.4). I1py Te3n
NAalHEeHTH JIEYEHUETO ChLLIO TpAOBa Aa 3anoyHe ¢ 5 mg.

E3eTUMUO

EnnoBpemenHoTO H3nonseaHe Ha 40 mg Kpecrop n 10 mg ezeTtumMud, He Boau ,u ONQHHHH% \
Ha /1BaTa NPOAYKTa, KOraTo ce npunarar npu 3apaeu qooposonud. MMa 1,2 nwy ) b
Ha po3yBacTathH, korato 10 mg Kpectop u 10 mg e3etuMub ca npunoxeny ngiugia) 3 .- r@
xunepxonecreponeMus (Tadbnuua 1). He moxe na ce uzkiroun gpapMmakoarHans %l %?* A
MEXJy TAX, KOETO 1a UMa 3a PpE3yATaT HEXENAaHKU peakuuH (BX. Touka 4.4). %
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[IpoTeasHy UHXUOUTOPH

Bbrpeku ye TOUHUAT MEXAHU3IBM Ha B3aUMOJECHCTBUE HE € N3BECTEH, €AHOBPEMEHHOTO NPHIIOKEHHE C
MPOTea3HH HHXHOHUTOPY MOXE PA3KO Aa MOBHIIH €KCMO3UUMATA HA PO3YBAaCTaTHH (BX. Tabnuua 1).
Hanpumep, enHoBpeMeHHOTO npuioxerue Ha 10 mg po3yBacTaTiH U KOMOMHKMPaH NPOAYKT, ChCTOALL
ce oT ABa nporea3sHy uHxubuTopa (300 mg arazadasup/ 100 mg puTOHAaBHP) NO BpEME Ha €HO
hapMaKOKMHETUYHO NPOY4BaHe NPH 3/1paByd 10OPOBOJILIM, C€ aCOLMHUPa C NPUONUIUTENHO TPHKPATHO
HapacTBaHe Ha AUC Ha posyBacraTvH. EAHOBpEeMEHHOTO NpHoKeHHe Ha KpecTop M HAKOH
KOMOMHaLMH OT NpoTeasHH HHXHONTOPH, MOXKE Aa C€ UMa NPEABUJ CJled BHUMATENHO MpeLEHABaHE
Ha KopekLMHTE Ha go3ata Ha Kpectop, Ha 6a3a 04aKkBaHOTO NMOBHIIEHHE Ha €KCIIO3ULIMATA HA
po3yBacTaTHH (Tabnuua 1 v Toukn 4.2 u 4.4).

AHTHALUAH
EnHoBpeMeHHOTO NMpUnoXeHHe Ha KpecTop ¢ aHTHaUMAHA CYCMEH3HA, ChAbPHALA ATYMHHHEB H

MarHe3ueB XMAPOKCHI, € JOBENO 10 HAMANIABAHE Ha IU1A3MEHATA KOHLEHTPaLUs Ha pO3YBAaCTATHH C
npubnn3nTenHo 50 %. To3u edekrt € 6un orcnabeH, KOraTo aHTHALMIUTE Ca JaBaHu 2 vaca chel
npuema Ha Kpectop. KIHHHYHOTO 3HAYEHHE Ha TOBA B3aMMOAEHCTBUE HE € U3CNEBAHO.

EpUTpOMHULIKH

EanospeMeHHUAT npueM Ha KpecTop u eputpomMuumi € noeen 10 20 % namanenue Ha AUC o) U
30 % namaneHne Ha Cpax Ha po3yBacTaTiH. B3auMoaECTBHETO MOXKE Aa € NMPEANU3BUKAHO OT
MOBULICHUA YPEBEH MOTHIIMTET, BCIICACTBHE HA NPHEMa HA EPUTPOMULIMH.

EH3uMu OT cucTeMaTa Ha LuToxpom P450

JlauHwWTE OT in Vitro W in vivo NpoyuYBaHHA MOKa3BaT, Y€ PO3YBACTATUH HE € HUTO MHXUOUTOP, HUTO
HWHAYKTOP Ha UMTOXpoM P450 n3oensumure. PosyBacratvH e cnad cyOGcTpar 3a Te3u U30€H3HMM.
CnenoBaTeNnHO, TEKAPCTBEHH B3aMMOICHCTBHA, pe3yiTaT oT uutoxpom P450-Meauupanng
MeTabonu3bM, He ce oyaksat. He ca HabmoAaBaHU KIIMHHYHO 3HAYMMH B3aUMOLEHCTBUA MEXAY
po3yBacTaTHH H (pnykoHason (HHxuOuTOp Ha CYP2C9 n CYP3A4), unu KerokoHaszon (HHXWOUTOp Ha
CYP2A6 u CYP3A4). EqHOBpeMEHHMAT NpHeM Ha uTpakoHason (uHuxuburop Ha CYP3A4) u
po3yBacTaTHH BOAM 10 28 % ysenuueHne Ha AUC Ha po3yeacTaTHH. ToBa Manko yBEJIMYEHHE HE €
KITHHHYHO 3Ha4YuMo. [To Tazu npuumnuHa, NeKapcTBEHH B3aUMOACHCTBHA B CNEACTBUE HAa METabOIN3BM,
MEAUHpaH OT uuToXpoM P450, He ce ovakear.

BianmonelcTBUS, KOMTO M3UCKBAT KOPEKLMA Ha 03aTa Ha PO3YBAacTaTHH (BXK. cbiio Tabnuua 1)
Korato e Heobxoanumo aa ce npunara Kpectop eqHOBpeMEHHO C APYTd EKapCTBEHH NPOAYKTH, 33
KOMTO € W3BECTHO, Y€ MOBUUIARAT KCNO3UUMATA Ha PO3yBACTaTHUH, Ao3uTe Ha KpecTop TpabBea na ce
Kopurupat. Ha npeanucealuyuTe JEKapH ¢ npenopbyea Ja B3emar NMpeABH/l CbOTBETHATA JIEKApCTBEHA
uHdopmaLHg, korato 0OMHCIAT NpunaraHe Ha TakUBa NMPOAYKTH 3aeHo ¢ Kpectop. 3anouea ce ¢
no3a Ha Kpectop oT 5 mg BeAHBXK AHEBHO, AKO OMAKBAHOTO NOBHILICHHUE Ha ekcno3nuuaTa (AUC) e
NPUOJH3UTENHO ABYKPATHO HITH No-roaamo. MakcuMansara nHeBHa 103a Ha Kpectop Tpabsa aa ce
KOPHTHpa Taka, 4e O4aKBaHaTa €KCMO3ULUA HA PO3YyBACTATHH HAMA BEPOATHOCT AA HAABHILIK Ta3H Ha
40 mg nHeBHa ao3a Kpectop, npuet 6€3 B3aMMOAEHCTBALLIH JIEKAPCTBEHH NPAYKTH, HaNp. 103a OT

20 mg KpecTop ¢ remdpubposun (1,9 nbTH nouwenue) v go3a ot 10 mg Kpecrop ¢ komOHHaLHS
pUTOHaBHUp/atasaHasup (3,1 NbTHU NOBUILEHKE).

AKO ce Habmojasa, ve nekapeTBen nMpoAykT nopuiiapa AUC Ha po3yBacTaTHH NO-MaiKo OT 2 ITbTH,
HayaliHaTa /io3a He TpAOBa Aa ce Hamansea, HO TpadBa fa ce NoaxXoXaa ¢ BHUMaHHe, ako 103aTa Ha
Kpecrop ce nosuuiu Han 20 mg.




Tabanua 1. EdpexT Ha eAHOBPEMEHHO NPHJATAH JICKAPCTBEH MPOAYKT BHPXY €KCIO3HUHATA HA
posyBactatul (AUC, B HH3X0AAI peA) OT NYOINKYBAHH KJIHHHYHH NPOyYBaHud

ITopumasane HA AUC Ha pPO3YBACTATHH 2 OLTH HJIH NoBeYe OT 2 NTbTH

J030B peXHM HA Ho30B pexum HA IIpomana B AUC na
B3aHMOAEHCTBALLOTO JIEKAPCTBO pPO3yBacTATHH PO3YBACTATHH
CodocOysup/sennaracBUp/BOKCHNAINPER 10 mg ennHUuHa n03a 7,4 NbTH

up (400 mg-100 mg-100 mg) +
Bokcunanpesup (100 mg) Beanbxk
AHEBHO 3a |5 AHK

[luxnocnopvH 75 mg ABa NbTH Ha AEH 10 mg BeHbXK AHEBHO, 10 nHU 7.1 mbtu T
70 200 mg aBa NbTH Ha AeH, 6 Meceua

Peropadenub 160 mg, BeAHLK AHEBHO, 5 mg, eAHHNYHA 1033 3.8 NbTH
14 aHu

Atazanasup 300 mg/puronasup 100 mg 10 mg, eauHuuHa Ao3a 3,1 mbt T
BeIHBLXK AHEBHO, & HH

PoxcanyctaT 200 mg npe3 aeH [0 mg, eanHnyKa no3a 2.9 nbTH |
Bennataceup 100 mg BeaAHBLXK JHEBHO 10 mg, enMHUuHa no3a 2,7 bTH
MomenoTHHHO 200 mg BEHBX AHEBHO, 10 mg, eArHHUYHA 2032 2,7 bt 1
6 THH

Tukarpenop 90 mg aBa MbTH AHEBHO, 2 10 mg, equHHYHa Q032 2.6 nbTh |
OHH

OmOuTraceup 25 mg/napuranpesup 5 mg, eaMHn4HaA no3a 2,6 NbTH

150 mg/ putoHasup 100 mg BeaHBLX
nHerHo / na3abysup 400 mg 2 nbTH

IHEBHO, 14 pHU

TepudstyHomun, JlepnyHomun He e nanuuna 2,5 nvti T
Baganycrar 600 mg BeaHBbK AHEBHO, 2() mg, eaAMHUYHA A03a 2,5 mbth T
8 1HU

I'pasonpesup 200 mg/enbacsup 50 mg 10 mg, eanHnuyHa no3a 2,3 0bTH
BeJAHBLXK AHEBHO, 1] AHM

[ nexanpesup 400 mg/nubpeHTracBup S mg BEIHDBX AHEBHO, 2.2 0bTH
120 mg BeaAHbXK AHEBHO, 7 IHH 7 Auu

JlonuHasup 400 mg/putonasup 100 mg 20 mg BeAHDBX AHEBHO, 7 AHH 2.1 mbtu T

IIBA MLTH HA AeH, |7 aHu

KanmatuHub 400 mg aBa nbTU Ha AeH 10 mg, eanHKW4Ha ao3a 2.1 obru T
Knonuzgorpen 300 mg HaToBapsauia 20 mg, eqMHM4KHA 103a 2 bt T
N03a, nocjeasaHa ot 75 mg Ha 24 yaca

®octamatuHub 100 mg gBa nbTH Ha 20 mg, enMHUYHA A03a 2,0 mbti T
neH

PebykcocTar 120 mg BEAHDBIK JHEBHO 10 mg, eaAuHXYHa ao3a

Tadamuanc 61 mg 2 NbTU AHEBHO Ha 10 mg, enuHW4Ha no3a

ned | U 2, nocneaBaHo OT BEAHbXK
NHEBHO HA EH 3 U 9




["'eMdubpo3nn 600 mg aBa NbTH Ha IEH, 80 mg, eAMHHYHA 1034 1,9 nbth T
7 AHH

ITopnmapane Ha AUC Ha po3yBacTaTHH NO-MAJIKO 0T 2 IbTH

H030B pexHM Ha 0308 peKHM Ha IIpomsaua B AUC Ha
B3AHMOAECHCTBAIOTO JIEKAPCTBO PO3YBAaCTATHH pPO3yBACTATHH
Entpom6onar 75 mg BeAHBLXK [IHEBHO, 10 mg, eqMHM4HA 1034 1,6 nbtn T

> AHH

Hapyunaeup 600 mg/puronasup 100 mg 10 mg BeAHBXK AHEBHO, 7 IHU 1,5t T
/\Ba NbTH Ha A€H, 7 HH

Tunpanaeup 500 mg/purorasup 200 mg 10 mg, eauHH4YHa J03a 1,4 neru T
JIBA MbTH Ha AeH, |1 | aHu

Nponenapox 400 mg npa MbTH Ha AEH He e nanuuHa 1,4 mbtu T
Urpakonazon 200 mg BeaAHBK THEBHO, 10 mg, eaMHHYHa a03a 1,4 npru T°°

5 nHM

Ezerumu® 10 mg BeaHbX AHEBHO, 10 mg, BeaHBbXK AHEBHO, 14 AHK 1,2 mbru T
14 aHu

Ilounxapane Ha AUC Ha po3yBacTaTHH

H030B pexHM Ha H1030B pexxuM Ha I[Ipomaua B AUC Ha
B3AHMOAEHCTBALLOTO JIEKAPCTBO PO3YBACTATHH PO3yBACTATHH
EputpoMHLMH 500 mg YeTHpPH TbTH Ha 80 mg, enMHMYHA 1034 20% |

N€eH, 7 AHU

Baukanuu 50 mg Tpu nBTH Ha AeH, 20 mg, efuHHUYHA 032 47% |

14 11U

" JlanHWTE, NOCOYEHH KaTO X MbTH NPOMAHA, NPEACTABAT NPOCTO CHOTHOLLEHHE MEXKAY
€ HOBPEMEHHO NPHUN0KEHUE U NPUNOKEHNHE Ha PO3YBACTATHH CAMOCTOATENHO. JJaHHKTE, NOCOYEHH
KaTo % NpeACTaBAT NPOLECHTA Pa3iIMKa, OTHECEH HA CAMOCTORTEIHOTO NPHIOKEHHE Ha
pO3YBACTATHH.
[TosmaBaHeTo € NPEACTaBEHO KAaTo ,,T”nonumeﬂuem KaTo ,,Jr”.

"Hakonko npoyu4BaHus 3a B3aUMOIEHCTBHE ca NPOBEEHH ¢ pa3inuHK 203MpoBKH KpecTop,
Tabnuuara npejacrasa Haif-3HAUMMOTO ChOTHOLLIEHHE.

AUC = njioil noj Kp1Bara;

CneaHuTe NEKapCTBEHHU NPOAYKTW/KOMOHMHALIMH HE OKa3BaT KIMHUYHO 3HaYMM edekT Bbpxy AUC Ha
PO3yBacTaTHH NMpH €JHOBPEMEHHO NPHIIOKEHKE:

Anernurazap 0,3 mg npunoxeHue 3a 7 auun; OeHodubpat 67 mg 7 AHH NPUIOKEHHE TPH ITBTHU HA
aeH; Onykonaszon 200 mg 11 aHKM npunoxkeHue BeAHBK AHeBHO;, DozamnpeHasup 700 mg/puToHaBup
100 mg 8 axn npunoxeHue aea mbTH Ha jteH; Kerokonazon 200 mg 7 nHH NpUNoKEHHE J1Ba HTH Ha
aeH; Prudamnun 450 mg 7 AHU NpUNOKEHHE BeAHDXK AHEBHO; CunuMapuH 140 mg 5 AHH npuaoxkeHue
TPHU MBTH HA OCH.

Eghexm na pozysacmamun 6bpxy eOHOBPEMEHHO NPUNAZAHU AEKAPCMEEHU HPOOYKIMU

AHTAaroHUCTH Ha BUTaMHH K

[MopobHo Ha apyry nHxuOuTOopu Ha HMG-CoA penyxrasaTta, 3ano4BaHETO Ha JICHEHHE C ercmp

WIH THTPUPAHETO HA [03aTa MYy NPH NALKHEHTH, NPHEMALLH AHTArOHKUCTH HA BUTAMH

BapdapyH KK APpYrH KYMapHHOBH aHTUKOAryJIaHTH), MOXE J1a A0BE/E 10 NOBHIL /'/ puill‘\UMH /70

MEX1yHAPOJHOTO HOpManK3upaHo croTHoweHue (International Normalised Raglo fNRT a4 N\%&

[TpekbCBaHETO HA JIEHEHUETO WIM HAMAIABAHE HA A03aTa Ha TUTpHUpaHe ¢ Kpeg @‘ KRS

no Hamanenure Ha INR. 1pu nono6uu cutyaunu ce npenopbusa MoHuTOpHpare IR 3724
2

»
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[lepopaliHH KOHTpaLENTHBH/ XOPMOHO3aMECTBallla TEPAINA

EnxospemedHusaT npreM Ha Kpectop W nepopandu KOHTpaLenTHBY, € Jo0BeN 10 nosvinasaHe Ha AUC
Ha €THHHJ €CTPaAMON H HOPrecTpell, ChOTBETHO ¢ 26 % 1 34 %. Te3un noBULIEHHN MIa3MEHU
KOHLEHTpallWy TpsiGBa Aa ce B3eMAT oA BHUMaHHE, KOraTo ce Onpeaess A03HpoBKaTa Ha
nepopanHUTe KoHTpauentTued. Hama ¢hapMakOKWHETHYHHW JAHHU 34 MMALMEHTH, KOUTO NpHEMaAT
eaHoBpeMeHHo Kpectop H xopMoHo-3amecTBaia tepanud. ETo 3amo, B3auMoIeHCTBHETO, ONUCAHO
rno-rope, He Tpabsa Na 6bae H3KAKOYEHO KaTo BEPOATHO. Bhlpeku ToBa, Tash KoMOHHalws € Ouna
LIMPOKO MpUJiaraHa OT )XE€H! B KIIMHUYHU U3NWTBaHHA W € Ouna Tonepupana no6pe.

Jpvyru jekapcTBEHW NPOAYKTH
Hurokcun: Bb3 ocHOBA Ha JaHHKWTE OT cneUM(pHYHHN NIPOYYBAHHA 334 U3CJIEABAHE Ha JIEKAPCTBEHH
B3aUMOAEHCTBUA, He Ce O4aKBa KIIMHUYHO 3HAYHMO B3aUMOAEHCTBUE C IUTOKCHH.

Dy3zudosa kuceauna. He ca npoBeKAaHHU NPOyYBaHuUs 32 U3CICABAHE HA B3aUMOIEUCTBHA C
pO3yBacTATHH U (PY3UI0OBA KUCENMHA. PUCKBT OT MHOMNATHS, BIJTIOUHTENTHO PadIOMHOAN3a, MOXKE 1A
ce YBEJIMYM NPH €JHOBpEeMEeHHa ynoTpeba Ha ¢y3ua0Ba KHCENHHA 338 CUCTEMHO NPWIOXKEHHUE U
CTATUHH. MeXaHU3MBbT HA TOBA B3auMoaeicTBre (PpapMaKOIMHAMHUHO HWIH (HapMaKOKUHETHYHO, WIH
U ABeTe) € BCe ollle HeusBecTeH. Uma chobiuenrus 3a pabaoMHuonu3a (BKITIOUHTENHO HAKOIKO C
daTaneH U3xoa) NpH NaUHEHTH, NPYUEMAIIH Ta3H KOMOUHALMA.

AKko TepanuaTa ¢ @y3ua0Ba KHCEJIMHA 3@ CUCTEMHO MPWIOKEHHUE € HAJTOXKUTENHA, JICYEHUETO
Kpecrop TpsdBa na 6bae NpeKbCcHATO NO BPEME Ha TIEPUOA HA JIeHEHHE ¢ Py3naoBa KHCETMHA.
Buxre cnio Touka 4.4.

[leanaTpuuyHa nonynauus
[TpoyuBaHMa 3a B3aUMOJACIHCTBHUA Ca MPOBEXIAHU CaMO NpH Bb3pacTHU. CTenenTa Ha
B3aUMO/ICHCTBHATA B NEAHATPUYHATA MOMyNaLus HE € U3BECTHA.

4.6 PepTHIAHTET, OpEMEHHOCT H KbpPMEHe

Kpectop e npoTHBONOKa3aH Mo BpeMe Ha OPEMEHHOCT H KbpPMEHE.

Xenu B aeTepoaHa Bb3pacT TpaORA 1a MPUIATAT NOAXOAALLM KOHTPALENTHBHU MEPKH.

bpeMeHHoCT

XonecTepoSbT U APYrH NPOAYKTH HA XONECTEPOIOBUA ODMOCHHTES Ca BayKHM 3a Pa3BHTHETO HA IUIOJA.
Ero 3au10, noTeHManHUAT pyuck ot uHxubMpane Ha HMG-CoA peaykra3ara € no-roJism, B
CpaBHEHHE C NoN3aTa OT NEYESHHETO Mo BpeMe Ha OpemeHHocT. M3cneaBaHKATa BbPXY XKUBOTHH
OCHUIypABaT OrpaHUYECHHU JAHHH 3a PENPOAYKTHBHA TOKCHYHOCT (BX. TOUKA 5.3). AKO NallHEHTKa
3abpeMeHee 110 BpeMe Ha JICUEHHE ¢ TOBa JIEKapCTBO, NPUEMET TpA0Ba a 0bae He3abaBHO
MPEYCTAHOBEH.

KbpMeHe
OrpaHH4YeHH JaHHU OT MyONIMKYBaHH AOKNAAy MOKAa3BaT, Y€ pO3yBACTAaTHH NPHCHLCTBA B YOBELIKATA

KbpMa. Po3yBacTaTiH ce oTaens B MISKOTO Ha niibXxoBe. [lopaau Mexanusma Ha aeicrsue Ha Crestor,
CBHLUECTBYBA NOTEHLHANIEH PUCK OT HEXEJIAaHH peaKU MU MnpH KepMaueTo. Crestor e rpoTHBOTIOKa3aH Mo
BpeMe Ha KbpPMEHE.

PepTUITHTET
Hsama nasecTHH edekTH BbpXY pepTunureta cnel ynorpebarta Ha po3yBacTaTHH.

4.7 EdekTn BbpXYy cnocofHoCcTTa 32 WodHpane U pabora ¢ MAIIHHH

He ca npoeexxaaHu npoy4BaHya 3a YCTRHOBABAHE HA BIMSHHETO HA KpecTop BBpX
iwodHpane U padoTa ¢ MallMHU. Bb3 ocHOBa Ha (papMakOAMHAMUYHHUTE CBOACTB
Kpectop na noenusie HebnaronpusaTHo Te3u cnocodHocTy. [Ipu modupane unu
TpaOBa Ja ce UMa APEBH/L, Y€ NPUEMAHETO HA NEKAPCTBOTO MOXKE 1A NPEAU3B

4.8 Hexe/JaHH JEKAPCTBEHH PeAKIIHH
11



Hexenanure nekapcTBeHH peakunH, Habnrogaeany npu ynotpedara Ha Kpecrop, o6ukHoBeHO ca
nekH U npexoaHu. [pu KOHTPONUpAHHUTE KITHHUUHM H3NUTBaHMA nox 4 %o OT NaUMEHTHUTE, JIEKYBAHH C
Kpectop, ca npekbCHANM JIeHEeHWETO NOPaAH HeKETaHH PeaKLHH.

Tabau4eH cNUChK HA HEXEJAHUTE PeaKkUUu

B&3HPHH3 Hd JaHHH OT KITHHHYHH NPOYYBAHHA H oﬁmupeﬂ MOCTMAPKCTHHIOB OIIUT, CJICAHATA

Tabnuua npeacrtass NpoPWIBLT Ha pO3YBAaCTATHH MO OTHOLLIEHHE HA HEXEJIAHH 1eKAPCTBEHH PEeaKLUH.
Hexenanure peakuuu, H30poeHH no-a0iy ca KnacH(pHLUUpPaHH 1o HeCTOTa M CHCTEMO-OPraHeH Kaac

(COK).

YecToTaTa Ha HEXEJIAHWTE PeaKkurH e cbobpaseHa ¢be cliegHaTa KOHBeHUMA: uectH (> 1/100 go 1/10);
HevecTd (= 1/1 000 oo 1/100); peaku (= 1/10 000 oo 1/1 000); MHOrO peaxu (< 1/10 000), HeussecTHa
yecToTa {(He MoXKe 1a Obae OLlCHEHA OT HANWYHHUTE JaHHH).

Taéauna 2. Hexenanu JiekapcTBeHH peakuHH 0a3HpaHH HA JaHHH OT KJAHHHYHH NPOY4YBaHUR H
NOCTMAPKETHHIOB ONHT

Cutemo-opranen YecTn Heuectn Peaxn MHoro peaku | Hen3secTHa
KJjiac 4ECTOTA
Hapywenua na TpombGouuToneH
Kpvema u auvgrnama usl
cucmema
Hapywenwi na Peakuuu Ha AHnadunakTuuHa
UMyHHaGmMa cucmema CBPbLXYYBCTBHTE peaxuus
AHOCT,
BIJTHOUMTEITHO
aHruoeaeM
Hapywenun na 3axapeH
eHOOKPUHRAMA auaber!
cucmema
{lcuxuunu Henpecus
HAapYWeHUA
Hapywenwt na I'naBobonu [Tonunesponatu | [lepudepna
HepgHama cucmemda |e A HEBpONAaTHUA
3amaiiBane 3aryba Ha namet | HapyuieHHa Ha
CbHA
( BKJIIOMHTENHO
HHCOMHHA U
KOLIMApH)
MuacTteHuns
rPaBUC
Hapywenus na Ouna
ouume MHACTEHUA
Pecnupamopnu, Kauwsnua
ePYOHU U HducnHes
MeOUaCmMuHaIHu
| HapyueHua
Cmomawno-ypesnu | Konctunan [TankpeaTtut
Hapywenus Hs
["ageHe
AbaomuHan
Ha DoJiKa
Xenamobuauapuu [ToBuLIEHH
HAPYUieHUA YyepHoApOOHH
DaHCAMMHA3H
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Hapywenua na [pypuTyc CuHApoM Ha

Koacama u O6pus Stevens-Johnson

ROOKONCHamMQ MbKaH YpTuKapus NEeKapCTBEHA
peakuus ¢
e03HHOPHIHUA U
CUCTEMHU
CUMITTOMH
(DRESS)

Hapywenua na Muanrus Muonartus ApTpanrus HapyuweHus Ha

MYCKYAHO- { BKIIKOMHTENHO CYXOXKUITUATA,

ckeaemuama MHO3HT) NOHAKOra

cucmema u Pabaomuonunza YCIOXKHEHHU OT

CveQuHumennama Hymyc-nopobeH pyntypa

MbKaH CHHPOM UmyHoMeuMpa

Pynrypa Ha Ha
MYCKYJI HEKPOTH3Hpalla

MUOTIATHUA

Hapywenus na XeMarypu4

bvopeyume u

NUKOYHUME nomuwye

Hapywenua na I 'nHekoMacTud

penpooykmueHamd

cucmema u 2vpoama

Obwu napywenua u | ACTeHHA Enem

ehexmu Ha

MACMOMO Ha

NPUAOHCEHUE

'YecToTaTa 1€ 3aBUCH OT HATHYHETO WIIM OTCHCTBHETO HA PUCKOBH (PaKTOPH (IVIIOKO3a HA rNagHo

> 5.6 mmol/l, uHaekc Ha TenecHa maca > 30 kg/m?, nosuiIeHH CTOMHOCTH HA TPUTMLIEPHAWTE, aHAMHE3a 33

XUIIEPTOHHUSA).

Kakro npu apyrn nuxuburopu Ha HMG-CoA penykrasara, 4€CTOTaTa Ha HEXENAHHUTE AEKApCTBCHU
peaKLHy 3aBMCH OT J03aTa Ha JIEKapCTBOTO.

Edextn Bbpxy 610penuTe

[Tpyu naueHTH, JeKyBaHu ¢ Kpectop, € HaboaaBaHa NpoTEHHYPHUsA, YCTAHOBEHA NMPH H3CNCABAHE C
TECT-NEHTHYKU U KOATO € ¢ NPEeAUMHO TyOyneH nponsxon.

B onpenenenn MoMeHTH OT nedeHneTo npH < | % ot nauueHTtute Ha 10 mg v 20 mg, 1 npy
npubausnTeno 3 % oT NauKUeHTHTE, NekyBaHH ¢ 40 mg, ca Habno1aBaHH NPOMEHH B H3CJI€IBAHHATA
3a NIPOTEHH B YPHHATa OT OTPULIATENEH PE3Y.ITaT WK cnelu a0 ++. HesHauuTeAHO OTKNOHEHHE, B
NOCOKa OT OTPHLIATENEH Pe3yNTaT WK clieid KbM +, € HabnroaaBaHo npu ao3a 20 mg. B noseveto
cJy4aHd NPOTEHHYPHATA HaMaIABa WK M34€3Ba CIIOHTAHHO B MPOLIECa Ha JICYEHHETO, K HE € A0KA32HO
ia MpeALLEeCTBa OCTPO U NporpecuBHO OBOpeuHo 3abonssaHe. OT nperyiea Ha JaHHUTE MPH
KIMHHYHHUTE ONUTH H NOCTMAPKETHHIOBUTE NPOY4BaHus, 10 CEra HE € YCTaHOBEHA NPHYHHHA BPb3Ka
MEX/1Y MPOTEUHYPHATA U OCTPO WK NMpOorpecuBHO OBOpeuHo 3abongpane.

[Tpu nauneHTH, NekyBanu ¢ Kpecrop, e HabnionaBada xeMarypHs, HO KIHHHYHHTE A3HHH COYar, 4e
YyecToTara B € HUCKA.

EdexTH BbpXY ckeneTHaTa MycKyJaaTypa

Kaxto npu apyru uixudutopn Ha HMG-CoA penykrasara, Bu3AeHCTBHA BbPXY CKRITCEERIRL;
MYCKYJ1aTypa KaTo HEYCOKHEHa MUAINsA, MUONATHS (BKIHOUYHTENHO MHO3HUT) /-' 8y
yCTaHOBEHH NPY NALKMEHTH JEKyBaHH ¢ KpecTop — BLB BCHHKH TepaneBTHUHM AQ§H

Haa 20 mg. &

RSN ONHD
0G Asiys o
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Yeenuuenue Ha HUBoTo Ha CK, BcieacTBYE Ha yBEIMUEHHE HA 103aTa, € HabNI0AaBaHO MPU MaJTbK
Opoi MauneHTH Ha Po3yBACTaTHH, MHOXECTBOTO OT CAYHAUTE €a JIEKH, NMPEXOJAHH H aCHMIMTOMATH4YHH.
Ako HHBOTO Ha CK ce noeuiuu (> S bTH ropHaTa rpaHilia Ha HOpMaTa), JIeYEHHETO TpADBa
BPEMEHHO /12 C€ MIPEYCTAHOBH (BXK. TO4YKa 4.4).

Edexru Bbpxy uepHus 1pod

Kakto npu apyru nuxuburop Ha HMG-CoA peaykTasata, yBennueHHe Ha TPAHCAMHUHA3HUTE,
CBBP3aHO ¢ 103UPOBKaTa, € HabMAaBaHO NMPHU MATBK OpoH MaLIMEHTH Ha pO3yBACTaTHH; NO-rojaMa
yacT OT CJIYYAHTE Ca JIEKH, aCHMNITOMAaTHYHH U NPEXOAHH.

KpecTop
CrneaHuTe HEeXeNnaHu peakLWy ca J0KIaABaHN NPK HAKOH CTaTHHH:

e (CekcyanHa ancpyHKUMS,
e Hsonupauu cnyvau Ha UHTEpCTHLUMAaNHA OenoapobHa bonect, 0cobeHo nNpu NpoaAbKUTENHA
Tepanua (BX. Touka 4.4).

Hoknaasanarta yectoTa Ha pabaoMuonusa, CEpuo3HH YepHOAPOOHH YBpeaH (OCHOBHO - YBETHUCHHU
4yepHOAPOOHM TpaHCAMHHA3H), € NO-BUCOKA NpH Ao3uposka oT 40 mg.

[lequaTpriHa monynaus
[MoBhiaBaHe Ha KpeaTHHKUHA3aTa > |OXULN ¥ MyCKYNIHH CUMNTOMH ClEA YNPAKHEHUS WIH

NoBHllIeHa (DH3UUECKA AKTMBHOCT, Ca HaONIOAABaHU M0-4ECTO B €1HO J2-CEAMHYHO KIIHHHYHO
NPOyuBaHE Ha [E1la U IOHOLIH, B CPaBHEHHUE C Bb3pacTHUTE (Bx. Touka 4.4). B apyr acnekT, npo@unsTt
Ha 6€30NacHOCT Ha pO3yBACTATHH € CXOACH MPU AcLa Y IOHOLUH, B CpaBHEHHE C BL3PACTHHUTE.

CnobuiaBaHe Ha NOA03UPAHH HEXKENAHU PeaKllUU

CpoblaBaHeTo Ha NOAO3IUPAHH HEXENAHHU peaKUMH ClEl pa3pellaBaHe 3a ynorpeba Ha 1eKapcTBEHHSA
MpoAYKT € BaxkHo. ToBa No3BonsABa Aa NPOAbIDKH HaOMIOAEHHETO Ha CbOTHOLWEHNETO NOM3a/PUCK 32
NIeKapcTBEHHUA NPOAYKT. OT MEAHLIMHCKUTE CMELMATMCTH CE U3NCKBA /13 ChoOlllaBaT BCaKa
NOAO3MpaHa HeXKENaHa peakLus 10:

bbarapus
H3nbanKTeNnHa areHuMs no nekapersara yi. . Jlamau ['pyes” Ne 8
1303 Codusn

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

4.9 IMpeaosupane
Hama cneundnuHo neveHue B cnyuai Ha npeaosupate. [Ipy npeaosvpane, nauMeHTHT TpAOBa fa ce

NeKyBa CHMITOMATHYHO H /1a Ce 3ano4HaT NoAAbpXKallM MEPKH cnopea Hy»xaata. YepHoapobHarta
dyHkuuna 1 Hueata Ha CK tpabsa na ce cnenat. Manko € BepoaTHO xemMoauaiu3ara aa obae oT nossa.

g, GOAPMAKOJOINMYHHU CBOHUCTBA

3.1 PapmMakoAHHAMHYHH CROHCTBA

®apmaxkorepaneBTH4na rpyna: uaxuburopu Ha HMG-CoA peayxrazata, ATC koa: C10AAD7

MexaHu3bM Ha ACHCTBHE
Po3yBacTaTHH € cenexktuseH U KOHKypeHTeH UHXuouTop Ha HMG-CoA peaykr
CKOPOCTOrpaHHYaBalIMAT €H3UM, KOHTO NpeBpbilla 3-XHAPOKCH-3-METHIITYTA
MEBAJIOHAT, NMPEKYpPCcop Ha xonectepoaa. OCHOBHO Bb3ACHCTBHE PO3yBacTaTH
ApoO, opraHbT, B KOHTO C€ W3BBLPLLIBA HAMANIABAHE HUBOTO Ha XONECTEPON.
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PosyBactaThH yBenuyasa Opos Ha yepHoapoObHuTe LDL peuentopu BbpXy KileTb4HaTa NOBbPXHOCT,
KaToO 3acUJIBA MOEMAHETO U Katabonu3Ma Ha LDL n nHxubupa yepHoapobrara cunteza Ha VLDL. o
TO3H HA4HH, pO3yBacTaTHH Hamasaea obwus 6poii Ha VLDL u LDL wactvum.

dapmakoAHHAMUYHH eeKTH

Kpectop HamanaBa nosuuieHns LDL-xonectepon, obwms xonecTepos U TPHIIHUEPHONUTE, H
nosuiasa HDL-xonecrepona. Toii cbio nonnxkasa ApoB, neHDL-C, VLDL-C, VLDL-TG u
yBenuuapa ApoA-I (sx. Tabnuua 2). Kpectop nonmxkasa u cboTHoweHuaTa LDL-C/HDL-C, 06w
C/HDL-C, ueHDL-C/HDL-C u ApoB/ApoA-IL.

Tabaunua 3. OTroBop HAa 103aTa NPH NAUHEHTH ¢ MbPBHYHA XHIIepXxoaecTepoaemus (Tun lla
I1Ib) (xopHIrHpan cpeaeH NPOUEHT HA NPOMAHA OT H3XOAHOTO HHBO)

Ho3a N LDL-C Ob6wm-C HDL-C TG HeHDL-C ApoB ApoA-I
[Inauebo 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 -35 -40 8 -23 -1 -46 J
40 18 -63 -46 10 -28 -60 -54 0

TepaneBTHYHUAT OTrOBOp KbM JiedeHHeTo ¢ Kpectop ce 3abend3Ba 10 1 ceaMuua oT HAYatoTo Ha
Tepanusta 1 90 % OoT MaKCHMaJTHHA OTrOBOpP C€ HOCTHIa A0 2 ceAMMUM. MaKCHMaTHUAT OTrOBOp
OOHMKHOBEHO Ce MOCTHIra KbM 4-Ta ceIMHLA H Ce MOJAbPXaA CJie/] TOBA.

KanHn4Ha epHKacHOCT U be3onacHOCT

KpecTop e epeKTHBEH NpH BL3PacTHH XOpa, CTPAJALLHU OT XMNEPXOJIECTEPOIEMHUA, CbC HIH 0¢3
XUMEPTPHIIAHLEPUOCMHUA, HE3ABHCUMO OT PpacoBa NPHHAIEKHOCT, MO WIH Bb3PACT, H NpH
CHELHANHN MPYIH KaTo AWabeTHLM WK NAaLUKEHTH ¢ PaMHAHA XUNIEPXOIECTEPOJIEMHSL.

O6o0wendTe nanHu ot daza Il Ha KIMHKMYHKTE NpOoy4BaHUA NoKa3eart, 4ye Kpectop € edpeKTUBEH npH
JeveHHe Ha roasaMa yact ot nauvedTure ¢ Tin lla u 1Ib xunepxonecreponeMus (cpeaHa U3XoaHa
croitHocT Ha LDL-C oxono 4,8 mmol/l), cnopen onpenenenure ot Epponeiickara 00LIHOCT Mo
aTepoOCKJiepo3a npuuesHK cToiiHocTH (EAS; 1998). Oxono 80% ot nauuenture Ha 10 mg ca
OOCTHTHaNU *KenaHuTe cToHocT Ha LDL-C (< 3 mmol/l) cnopen EAS.

B egHo mawabHo npoyuBaHe ¢ GOpCUpaHO TUTPUPAHE HA 203aTa, 435 NaUMEHTH C XETEPO3UIOTHA
bamunHa xunepxonecteponemus ca nekyeany ¢ 20 mg ao 80 mg. Benuku 103MpoBKu nokassar
NOAOXKHTENIEH PE3YNITAT BLPXY JIMNIMAHKUTE Nokazatenu. Cnen A0CTHUraHe Ha AHEeBHa no3a ot 40 mg
(12-cenmununo nedenue), LDL-C Hamanaga ¢ 33 %. 33 % oT nauMeHTUTE ACCTUIAT CTOMHOCTHTE Ha
LDL-C cnopen EAS (< 3 mmol/l).

B enno oTBOpeHO npoyuBaHe, ¢ GopcHpaHO TUTPUPAHE HA Ao3aTa NpU 42 nauneHTH (BKITHIOYUTENHO
8 neJAHaTpUYHH MAIHEHTH) ¢ XOMO3UIOTHa aMHIHA XUTMEPXOIAECTEPONIEMUA, Ca OTYETEHH
pesynTtatute ot npueMane Ha 20-40 mg Kpectop. B obwara nonyjaauus cpeaHOTO NOHNAKEHUE HA
LDL-C e 22 %.

[Tpy KAHHHYHHA H3NUTBaHHWA C OrpaHK4eH Opoi nauueHTH, KpecTop nokasea aaAMTHBHA €(DEKTHBHOCT
NpyY HAMAJIs BaHE Ha TPUTULEPHANRTE, KOraTo € pHeMaH B KOMOHHauus ¢ peHopubpar v yBeauueHHue
Ha HMBOoTO Ha HDL-C B kOMOMHaLMa ¢ HHAUMH (BX. TOYKA 4.4).

B eaHo MyATHUEHTPOBO, ABOHHO CNANO, Mialebo-KOHTPOIHPAHO KIMHUYHO MPOY4BaH
984 naunenTn Mexay 45 u 70 rogMHM ¢ HUCBK PUCK 3a HCXEMHUHA DONIECT Ha Cbp
kaTo Framingham puck < 10 % 3a 10 r.) u cbe cpeaen LDL-C 4,0 mmol/l (154,5
CYOKJIMHMYHA aTepoCKiepo3a, YCTAHOBEHA Ype3 U3MEPBAHE Ha AcbennHara Ha K
meaus (Carotid Intima Media Thickness, CIMT), ca pavnomusupanu Ha 40 mg
AHEBHO UAU Mauebdo 3a 2 ronuuu. Po3zyBactaTuH 3HauMTeNHO 3abaBa nporpecH
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(95% CI -0,0196, -0,0093; p<0,0001). Ilpomaxara cnpamMo U3XOAHUTE CTOHHOCTH 34 rpynara Ha
poayeactaTuH e -0,0014 mm/roauHa (-12%/roauHa (HecurHuUKaHTHO)), B CpaBHEHHE C MNnauedo
rpynara ¢ nporpecus ot +0,0131 mm/roauna (1,12/roanna (p<0,0001)). He e nemoucTpnpana
JUPEKTHa B3aMMOBpPB3Ka MEXAY MOHWKEHHETO Ha KuBaTa Ha CIMT v noHWXKeHHa pUCK OT
ChpaedHOCHA0BH cuOuTUA. [lonynauuara B npoyuBaHeto METEOR e ¢ HUCBHK pHCK OT MCXEMHYHA
00/iecT Ha CLPLETO K HE € NPEACTABUTENIHA 3a TapreTHaTa nomnyaauua Ha Kpecrop 40 mg.
Hozuposkarta ot 40 mg Tpabsa Ja ce npeaAnucBa CaMo NpU NALKMEHTH C TEXKKA XHUTIEPXONECTEPOIEMHA,
C BUCOK CbPAEYHOCHA0B PUCK (BXK. TouKa 4.2).

[Tpoyusaneto JUPITER (the Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin) uscnensa edexra Ha Kpectop (po3yBacTaTuH Kanuui)
BbpPXY MOABATA HA MOJIEMH aTEPOCKJIEPOTHYHH ChpACYHO-ChI0BU ChOMTHA NpH 17 802 Mbike

(> 50 roguHK) u xeuu (= 60 roauHn).

Y4acTHHLMTE B NPOYYBAHETO Ca PAHAOMHU3MpAHH Ha auedo (n=8901) wau posysactaTuu 20 mg
BeAHBXK OJHeBHO (n=8901) U ca npocneneHu 3a CpeacH nNepuoa oT 2 roHHM.

Konuenpauuure Ha LDL-xonectpona ca nonmxenu ¢ 45 % (p<0,001) B rpynara Ha po3yBacTaTvH B
CpaBHEHME ¢ Mlauebo rpynara.

[1pu post-hoc aHanu3 HA BUCOKO-PHUCKOBA Ipyna OT 1uua ¢ 6a3uyeH puck no Framingham > 20 %

(1 558 nuua), vMa 3HaUYUTENHA peAYKUHA B KOMOMHMpaHaTa KpailHa ToYKa OT CbpACYHO-Cbh/I0BA
CMBPT, HHCYJIT U MHOKapAeH HHPapkT (p=0,028) npu neyeHue ¢ posyeacTaTuH, CpaMo miauedo.
AOconoTHATa peAyKLMA Ha pUCKa B HUBOTO Ha cbOHTHATA 3a 1 000 nauneHtoroauHu € 8.8.
ToTannara cMBPTHOCT Dellie HENPOMEHEHA B Ta3H BUCOKOopHcKoBa rpyna (p=0,193). Ilpu post-hoc
aHAIM3 Ha BUCOKOPHUCKOBA noarpyna ot auua (9 302 nuua obuio), ¢ u3xoaHa oLeHKa Ha pucka > 5 %
(excTpanonupaH Ja BKAKOUYM JIMLA HaA 65 rOAWHK), MMa 3HAYHUTENHA PeAYKLHA B KOMOWHHpaHaTa
KpaliHa TOYKa OT CbpACHHO-CbA0BA CMBPT, HHCYIT U MHOKapaeH WHapkT (p=0,0003) npyu neyenuero
C po3yBacTaTHH cnpaMo mnauebo. AbcontoTHaTa peayKLHs Ha PUCKa B HUBOTO Ha chOuTusaTa € 5,1 3a

1 000 naunenToroanHyu. ToranHata CMbPTHOCT € HENPOMEHEHA B Ta3H BUCOKO-PHCKOBA Ipyna
(p=0,076).

B npoyusaunero JUPITER, 6,6 % ot nuuara ¢ pozyBactaTvH 4 6,2 % ot avuara ¢ nnauebo
NpeKpaTHIK NMPUEMa Ha U3CIEABAHOTO NEKAPCTBO NOpagy HeKenaHo cpouTue. Hali-yecture
HEeXKeNaHH cbOMTHA, KOMTO ca JOBENH A0 NpeKpaTaBaHe Ha JieucHHeTo ca: muanrua (0,3 %
po3yBacTaTHH, 0,2 % nnauebdo), kopemna 6onxa (0,03 % posypactaTuu, 0,02 % nnauedo) u obpus
(0,02 % posysactatuH, 0,03 % nnauebo). Hail-uecture HexxenaHu CbOUTHA ¢ HUBO MO-TOJSAMO U
paBHO Ha naauedo ca HHPeKUMH Ha nukouHuTe MeTHWA (8,7 % posysacTtaTHH, 8,6 % nnauebo),
nazogpapuHrut (7,6 % posyeacrathh, 7.2 % nnaueb6o), 6onka B ropba (7,6 % posysacTtatuH, 6,9 %
nhaue6o) v muanrua (7,6 % po3yBacratus, 6,6 % niauebo).

[leanaTpuuna nonyaanus

B eqHo ABOHHOCANO, pARHAOMHU3UPAHO, MYJITHLUEHTPOBO, M1aUcO0-KOHTPONIHPAHO, | 2-CEAMUYHO
npoyuBaHe (n=176, 97 OT MBXKHM 1o U 79 OT KEHCKH Noa), nocneasaHo oT 40-ceAMHUYHA, OTKpHTa
¢dhaza ¢ THTPUpAHE Ha J103aTa Ha po3yBacTaTUH (n=173, 96 oT MBXKKH rmon M 77 OT KEHCKH 1100),
nauxMeHTH Ha Bu3pacT 10 ao 17 roaunu (craanii H-V no Tanep, MOMHUYETa OHE 1 roAUHA chen
HavyaJloTO Ha MEHCTPYALIMATA) ¢ XETePO3IUroTHa GaMHAHa XHUMEPXOIECTEPONEMHA, NOJTyYaBaT
po3ysactaTuH 5 mg, 10 mg unu 20 mg wnau nrauedo aHesHo 3a 12 ceaMuuy, a cneji TOBa BCHYKH
Mony4apar po3yBacTaTHH AHEBHO 3a 40 ceamuuun. B HavanoTo Ha npoy4BaHeTo npubiunsurenHo 30 %
oT nauvenTHTe ca 10 o 13 roanwnn v npubanzurento 17 %, 18 %, 40 % v 25 % ca cbOTBETHO B
craaumii 11, 111, IV u V no Tauep.

LDL-xonecreponbt ce nonnxasa 38,3 %, 44,6 % u 50,0 % ot posyBactaTuH 5
CbOTBETHO, B cpaBHeHUe ¢ 0,7 % 3a nnauebo.
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B kpas Ha 40-ceamuuHaTa OTKpUTA (Pasa ¢ TUTpUPAHE A0 NpULETHA CTOHHOCT, ¢ JO3HPAHE 110
MakcUMyM 20 mg BeaHBK aHeBHO, 70 ot 173 nauneHTH (40,5%) ca nocTHrHany npuLenHara
ctoiiHocT 3a LDL-xonecrepon or no-manko ot 2,8 mmol/l.

Cnen 52 ceIMMUM HA M3CIIEABAHOTO JICUCHHUE HE € YCTAHOBEH HUKAKBB €(PEKT BbPXY pPacTexa,
TernoTo, BMI unu nonoBoto ¢hipaBade (Bx. To4ka 4.4). Tosa npoyusane (n=176) He €
npeaHa3Ha4eHo 3a CPAaBHABAHE Ha PE/IKK HEXKETAHH JIEKAPCTBEHHU PEaKLHH.

Po3yBacTaTHH € NpOYy4BaH ChLIO B €1HO 2-TOANIIHO OTKPHTO KIIMHHYHO NMPOYYBaHE, C THTPHpAHE HA
J03aTa 10 *KenaHata 03a, npu 198 fgeua ¢ xerepo3nrotHa pamunHa XUNepxoiecTepoieMus Ha
pb3pact 6 10 17 roanHy (88 momuera u 110 momuuera, ctaamnit no Tanep < 11-V). Hauanunara nosa
MPH BCHYKH HAaLUKEHTH € 5 mg po3yBacTaTHH BEAHBK AHERHO. [Ipy nauneHTHTE HA BBL3pACT 6 10

9 roandu (n=64) fgo3ata MOXe Aa ce TUTpUpa A0 MakcUMasHa ao3a 1) mg BeAHBK JHEBHO, a NpH
nauMeHTH Ha Bb3pacT 10 10 17 roannn (n=134) no MmakcumManHa fo3a 20 mg BeIHBXK JHEBHO.

Cnen 24 Meceua Ha fie4eHue ¢ po3yBacTaTHH, LS Ha cpeaHusa npoueHT Ha HamasieHue Ha LDL-C
CNpAMO H3XOJHATa CTOHHOCT € -43 % (u3xonHo HKUBO: 236 mg/dl, mecen 24: 133 mg/dl). 3a Bcaka
Bb3pacToBa rpyna, LS Ha cpeanus npoueHT Ha HamaneHue Ha LDL-C cnpamo v3xonnara cTolHocT € -
43 % (u3xoaHo HUBO: 234 mg/dl, mecen 24: 124 mg/dl), -45 % (M3xoaHo HKMBO: 234 mg/dl, Ha

mecen 24: 124 mg/dl), u -35 % (u3xoaHo HuBo: 241 mg/dl, mecen 24: 153 mg/dl) BbR Bb3pacTOBUTE
rpynu 6 10 < 10, 10 no < 14 1 14 no < 18, cpOTBETHO.

PosyBacTatun 5 mg, 10 mg n 20 mg A0CTHraT CbLLO CTATHCTHYECKH 3HAYWMH CPETHH FIPOMEHH
CIIPAMO U3XOAHO HHUBO 3a CNIEHHTE BTOPHYHHW MOKA3aTeNn Ha Junuante U aunonporemuute: 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.
Bcaka oT T€3H NpOMEHH € B NOCOKA Ha noJ00pEeH JTMMHAEH OTFOBOP H ¢ NOAABLPXa B NPOIbIDKEHHE
Ha 2 FOAHHM.

He ce yctaHoBsiBa edexT BbpXY pacTexa, rernoro, MTM uan noaoBoTo chapasade ciela 24 Mecena Ha
neveHue (BXK. Touka 4.4).

Po3yBacTaTuH € Npoy4eH B paHAOMH3UPAHO, ABOHHOCAANO, NMNaued0-KOHTPOIUPaHO, MHOTOLEHTPOBO,
KPBCTOCAHO Npoy4BaHe ¢ Ao3a 20 mg BEAHBX AHEBHO, cripAMo iauedo npu 14 aeua v 10HOLWHM (Ha
Bb3pacT 6 A0 |7 roilMHK) ¢ XOMO3MIroTHa paMHunHa xunepxonecrepoaeMus. [lpoyusanero BkiouBa
aKTHBHa 4-ceIMH4YHA BCTBLIIUTEJIHA (pa3a Ha AHWeTa, N0 BpeME Ha KOATO MALUSHTUTE Ca JIEKYBAaHH C
posyBactatvd 10 mg, eana KpbcrocaHa ¢asa, KOATO BKAKOYBA NEPHOA OT 6-CEAMHUYHO JIEHEHHE C
po3yBacTaTvd 20 mg, npeamiecTBaHa WIM nocneasaHa oT 6-ceAMHUYHO NeyeHue ¢ naauedo u
noaabpxaiara 12-ceaMuuna asa, npe3 KOATO BCUYKH NALMEHTH €A AEKYBaHU C po3yBacTaTHH

20 mg. [launeHTHTE, KOUMTO NOCTBLIIBAT B NPOYHBAHETO HA Tepanus ¢ e3eTUMUD UNK adepesa,
NPOIb/KABAT NEYEHHETO CH NPeE3 LEJIMA NEPHOA HA TPOYYUYBAHETO.

CratHcTHYecKH CHrHuuKaHTHO (p=0.005) ¥ knuHKWYHO 3HaYMMO Hamanenme Ha LDL-C (22,3 %,
85,4 mg/dL unn 2,2 mmol/L) ce Habmoaaea cnen 6 ceAMULIM Ha NeYeHKe ¢ po3yBacTaTiH 20 mg, B
cpaBHeHHe ¢ Iauedo NpyY ACUA U IOHOLLK C XOMO3HIOTHA (PaMHUNHA XUNIEPXONECTEPONEMHUA.
CTaTHCTHUYECKHM 3HAYMMU HaMmaneHks B obwma xonecrepon (20,1 %, p=0.003), neHDL-C (22.9 %,
p=0,003) u ApoB (17,1 %, p=0,024), ca HabmoaaBanu cnea 6 ceAMULM Ha TIEUEHHE C pO3yBacTaTHH
20 mg B cpaBHeHHE ¢ MaleO0 NPH AeUA K FOHOWIM ¢ XOMO3MIOTHa (PaMUIHA XHUIMEPXOIECTEPOSIEMHUA.
[MonuxkasaHe cbillo ce HabAKAaBa Ha TpUrMHuepuanTe, cboTHoWeHUaTa LDL-C/HDL-C,

o061, C/HDL-C, ueHDL-C/HDL-C u ApoB/ApoA-I cnen 6 ceaMULM Ha IeU€HHE C PO3yBaCcTaTHH

20 mg, B cpasHeHHe ¢ nmnauedo, npy aeua u oHowu. Hamanenuero Ha LDL-C cnen 6 ceamuum Ha
lleyeHue ¢ posyBacTaTHH 20 mg, nocneasaHo ot 6 ceIMULM Ha nedeHue ¢ miauebo, ce 3anaspa B
PAMKHMTE Ha 12-CeIMMYHO HENPEKbCHATO NCYEHHUE MPHU JELa W IOHOLIH C XOMO3UTOTHE
XUnepxonecrepoiieMus. EAMH nauMeHT € HMan no-HaTaTbLUHO NOHHXKaBaHe Ha LY
C (6,7%) v He-HDL-C (7,4%) cnen 6 cegmuuHo neyeHHne ¢ 40 mg cien noBHILAL
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[Ipu 7-Te oueHABaHM Aeua v IOHOWH (Ha BL3pacT 8 10 17 rojiMHy) ¢ XOMO3UroTHa paMuiHa
XUMEPXONAECTEPONIEMHA OT OTBOPEHOTO MPOYYBAHE € POPCUPAHO TUTPUPAHE (BX. NO-rope),
npoueHTHOTO NoHwkeHne Ha LDL-C (21,0 %), 06w C (19,2 % ) u ueHDL-C (21,0 %) oT usxoaHoTo
HUBO, ¢lej 6 ceAMULIM Ha JIeueHue ¢ posyBacTaTHH 20 mg, € B ChOTBETCTBHUE C TE3HU, HAOIOAaBaHH B
MOCOYEHOTO MO-rope NPOYYBAaHE MPH A€LiA M IOHOLIHM ¢ XOMO3UTOTHA (PaMHITHA
XUMEPXONECTEPOIIEMHUA.

EBponeilickara aresuus 1o aekapcereara ocBod0xaaBa OT 3ab/HKEHUETO 3a NpeJoCTaBIHE Ha
pe3yATATUTE OT MPOYUBAHUATA ¢ PO3YBACTATHH NP BCHYKH MOATPYIIH OT NeaMaTpUYHaTa MONyJaLus
3a JleueHHe Ha XOMO3HIoTHa GaMHIIHA XHIMEPXONECTEPOIEMHA, TBPBUYHO KOMOHHHMpaHa (CMeCeHa)
AUCAMNUAEMMS U 32 MPOoPUWIAKTHKA HA ChPACYHO-CHAOBUTE CHbOMTHA (BXK. TOUKA 4.2 3a HHPOpMaLIMA
OTHOCHO ynoTpeda B neaHaTpuaTa).

5.2 PapMaKOKHHETHIHH CBOHCTBA
AbcopOuuns

MakcuMaHM Iia3sMeHd HUBA ce JOCTUraT 5 4aca ciej nepopaiHo npueMaHe. A6conoTHaTa
OroHaTHYHOCT € npubnuzurenHo 20 %.

Pasnpenenenue

PozyBacTarvH ce noemMa OCHOBHO OT YepHHsA Apob, KONTO € OCHOBHOTO MACTO Ha CUHTE3UWpPaHe Ha
xonecrepona u oraensaHe Ha LDL-C. ObemMbT Ha pasnpenesieHue Ha po3yBACTaTHH € NPUONU3UTEITHO
134 1. Po3yBacTaTHH € CBbp3aH C [NIa3MEHUTE NMPOTEHHH, TPEAUMHO anbyMuHa, NPUOIU3UTENTHO B
90 %.

bHoTpaHchopMalns

MeTabonM3MbT Ha po3yBacTaTHH € orpaHuueH (okosio 10 %). In vitro npoyusaHusa Ha MeTabonusma ¢
U3MIOJI3BAHE HA YOBELLIKW XEMaTOUWTH NOKAa3BaT, Y€ po3yBacTaTuH € ¢nab cyberpar 3a uuroxpom P450
obycnoBeHns MetabonnizbM. CYP2C9 € 0OCHOBHUAT U30€H3MM, KOHTO yyacTBa B MeTaboIM3Ma Ha
posyBacTtatii, a 2C19, 3A4 u 2D6 yuyacTBaT B no-Majika creneH. OcHoBHUTE MeTabonuth ca N-
AECMETHUI W HAKTOH. N-1ecmetun € okouto S0 % no-MaJiko aKTHBEH B CPABHEHHUE ¢ PO3YBACTATHH,
AOKATO JIAKTOH CE€ CUMTA 32 KIWHUYHO HeakTHBEH. Po3yBacTaTUH onpeaens rnoseue ot 90 % ot
aKTUBHOCTTA Ha LupkKynupaus HMG-CoA unxubutop Ha peaykrasara.

EnuMuHupane

[TpubnuznTenHo 90 % ot po3yBacTaTUH Ce €IMMUHHUPA KaTO HEMPOMEHEHO JEKapCTBO C (PEKATUMTE
(abcopOHpano ¥ HeabcopOUPaHO JIEeKaPCTBEHO BEILECTRO), KAaTO OCTAHAIATa YacT C& eKCKpeTHpa ¢
ypHHaTa. OKomno 5 % ce eKCKpeTHpa HEMPOMEHEH B YpHHaTa. [11a3MeHUAT NoNyKUBOT € OKONO

19 yaca. [1nazMeHHAT NOJY>KHBOT HE CE€ YBEJIUUABA C YBENUUABaHE Ha Ao3aTa. CpeIHUAT NAa3MEH
KIIMPBHC € NprOan3nTeTHo S0 nuTpa Ha yac (KoeHUHEHT Ha BaprHabunHoct 21,7 %). KakTo npu
ApYry UHXWOUTOPH Ha peayKTasaTa YepHOAPOOHOTO MOEMaHE Ha PO3yBacCTaTHH BKJIIOYBA
MemOpaHHus npeHocuTen OATP-C. To3u npeHocUTeN € BaKeH 3a YEPHOAPOOHOTO ENUMUHUPAHE Ha
PO3yBaCTATHH.

JIMHEeHHOCT/HEeTUHEHHOCT
CucreMHaTa €KCrno3vLKsA Ha PO3YBACTATHH C€ YBEJIMYaBa NpONOpLUMOHAIHO HA NpUEMaHaTa J103a.
Hsama npoMsaHa BbB papMakOKHHETHYHHTE NapaMeTPH MPH MHOTOKPaTHO JO3HpaHe.

Cneyugpuunu nonyaayuu

Bw3pacT u noa
Bb3pacTra WK NONBbT HAMAT KIIMHHYHO 3HAYMM €PEKT BbpXY hapMaKoKHMHETHKATa
NpH Bb3pacTHH. EKCo3nMATa NpY JI€a W KOHOIUM € XETEPO3HMroTHA paMHuIHa
XUMEPXONECTEPONIEMHS U3IIEKAA CPaBHUMA WU MO-HUCKA OT Tazu MPH Bb3IpacT
aucnunuaemus (Bx. ,,Ileauarpuuda nonynauus” no-a0iy).
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Paca

(DapMaKOKMHETHYHHTE NMPOY4BaHWA NOKA3BaT, Y€ NPU KHAMBHIM OT a3HATCKaTa paca (ANOHUM,
KuTaiu, GUIMMUHLNA, BUETHAMLM ¥ KOpeiilun) ce HabmodaBa AByKpPaTHO NOBHILIaBaHe B CpeHaTa
AUC u Chax, OTKOAKOTO NPH MHAMBUAM OT KaBka3karta paca. [lpy unauium e Hamue nosyiiaBaHe Ha
AUC n Crax 1,3 nbTH. He € U3BeCTHO KaKBO € 3HAYEHHETO Ha PAaKTOPUTE Ha OKOJIHATA Cpela H Ha
redeTHYHHUTE akTopy 3a NoABaTa Ha Te3H pasnvky. EguH nonynaunoHeH GapMakOKMHETUYEH aHANN3
MOKa3Ba, M€ MEXIY WHAMBM/HTE OT KABKA3KaTa W OT Ye€pHaTa paca HAMa KIMHHYHO 3HaYUMH
pa3nyuA.

brOpeuHa HeAOCTATLUHOCT

B enno npoyuBaHe Ha JIMLA ¢ pa3av4HA CTeneH Ha ObOpeYHO yBpeXKaaHe, IEKOTO 10 YMEPEHO
6b6peuHo 3ab0onaBaHe He € MOBJIHAIO IIA3MEHUTE KOHUEHTPaUMK Ha PO3YBACTaTHH WK Ha HETOBHA
N-aecmeTun metabonut. JIMua ¢ Texko yspexaaHe, ocbaue (KpeaTHHHHOB KIHPBHC < 30 ml/min), ca
MMaI¥ TPHKPATHO YBEJIHYEHHE Ha TU1a3MEHATa KOHIEHTPALMA, B CpaBHEHHUE CbC 34paBH NOOpOBOILM
M AEBET MbTH NO-BHCOKA KOHLEHTpaLMa Ha N-aecMeTHn Merabonuta. PaBHOBECHHTE M1a3MEHH
KOHLIEHTPALIMN Ha pO3yBacTaTHH MPH NaLUMEHTH Ha XeMoaHnanusa ca npudanautento 50 % no-BHCOKH
B CpaBHEHHE CbC 3ApaBH A00POBOJILM.

YepHoapoOHa HEAOCTATHLYHOCT

B eaHo npoyuBaHe Ha IMLA C pa3fId4Ha CTENEH HA YEPHOAPOOHO YBPEAKAGHE HE Ca NONYUEHH JaHHH
34 MOBHILIEHA €KCIIO3WLIMA HA pO3yBacTaTHH NpH nauueHTH ¢ pesyatar no Child-Pugh 7 wnu no-
HUCHK. [Ipy IBaMa NauMeHTH ¢ TexKKo YepHoApoOHO yBpexaaHe (pesyatar no Child-Pugh 8 u 9)
CHCTEMHATA EKCIIO3ULIMA € OuJla yBeaudeHa Hal-ManKo ABa ITbTH B CPABHEHHE € JIMLA C NO-HHUCBK
pesyataT no Child-Pugh. HaMa aanxu 3a nauuentu ¢ pesyarar no Child-Pugh Han 9.

[eneTnyen noanmopdu3bM

HMucnosuumuata Ha HMG-CoA peaykrazHuTe HHXHOMTOPH, BKIKOUHUTENHO PO3yBacTaTHH, BKJIIOYBA
tpancnoprepuute npoteuHd OATPIB1 w BCRP, koaupann or SLCOIBI ren (OATPIB1) n ABCG2
red (BCRP). Haxkoun BapranTu Ha Te3M reHu, kato SLCOIB1 ¢.521CC u ABCG2 c.421AA, ca
CBbp3aHH ¢ Npubausurento 1,6 mbTu no-eucoka ekcnosuuus (AUC) Ha po3ysacTaTHH WK 2,4 NbTH
N0-BUCOKa €KCMO3HLIMA, COTBETHO, B cpaBHeHHe ¢ reHotHnosere SLCOIBI ¢.521TT uau ABCG2
¢.421CC. [1pu NauUeHTH, 32 KOUTO € U3BECTHO, Ye UMaT Takuea reHotunose (SLCO1IB1 ¢.521CC nnu
ABCGQG2 c.421AA), ce npenopbyBa NO-HUCKA iHeBHA ao3a Kpectop.

[leauaTpuyHa nonyiauums

JIBe (hapMaKOKHHETHYHH NPOYUBAHUSA ¢ PO3YBACTaTHH (Npyaarad noA gopmara Ha TabieTku) npu
negHaTPHYHH NALMEHTH C XETEPO3UIroTHa paMUIHa XuUnepxoaecTeponeMus Ha Bb3pact 10 1o 17 uiu
6 no 17 roanHy (o6mo 214 nayueHTH) NOKA3BaT, Y€ EKCMO3ULIMATA MIPU NEAHATPUYHUTE NALMEHTH
M3CNIEXK/1a CPaBHUMA WIH MO-HUCKA OT Ta3u NpH BL3PacTHUTE NaLMEHTH. Excnosunmara Ha
pO3YBACTATKH € OWNa NpeBHAMMA MO OTHOLIEHWE Ha 103aTa U BPEMETO B NPOALIKEHHE Ha 2-
FOULLEH NEepHoA.

5.3 IIpeIKJITHHHYHH JaHHH 32 0€30MACHOCT

[Tpe AKTUHHUYHUTE KAHHK HE Ca NoKa3and cneunaneH pucK npy xopa, Bb3 0OCHOBa Ha CTaHJAapTHUTE
NMpoy4YBaHHs 3a 0€30MaCHOCT BbPXY OCHOBHUTE CUCTEMH, NTEHOTOKCHUHOCT, KAHLEPOreHEH NOTEHLIHAN.
He ca nposexnaanu cneuudyvHy u3cneasanus, oueHapamu edpextute Bbpxy hERG. Hexenanure
peakLHH, KOWTO He ca HabNioAaBaHU B KJIMHUYHHW NPOYUBaHHA, HO ca Hab/10daBaHM 1P JXKUBOTHH,
MPH HYUBA HAa €KCNIO3HUUMA ONU3KH A0 KIMHUYHHUTE Ca CACAHHTE. B U3MUTBAHHA 332 TOKCHYHOCT Clc/
MHOTOKPATHO MPHJIOXKEHHE ce HabNAAaBAT XHCTONATONONMYHHU YEPHOAPOOHH N3IMEHEHHH,
BCJIEACTBHE Ha (hapMaKOJIOTHYHOTO JEHCTBHME HA PO3YBACTATHH MPH MHLIKH, T'BXOBE H B MO-HUCKA
CTEMNEH B XJTbYHUA MEXYP TPH KYUETA, HO HE U NPH MaiMYHHU. B 1onbaHenue, ce Ha
TOKCHYHOCT I10 OTHOLUEHHUE HA TECTUCHTE NPYU MAWMYHH H Ky4eTa MPH MO-BHCOK
PenpoayKkTHBHA TOKCHYHOCT NPH IUTBXOBE, 38 KOATO C€ CbJH MO HAMANEHHTE ro
MPEKKUBAEMOCT HA MANIKUTE, ce HabnaaBa NpyM MaTEPHOTOKCHYHH A03H HA CHYE
HAKOJNKO ITbTH Haji HUBOTO HA TEPANEBTHYHA EKCTMIO3ULIHA.
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6. OAPMAIHEBTUYHU JAHHHU
6.1 CnMcebK HA NOMOLIHHTE BENIECTRA

CopueBuHa Ha TabieTkaTa
Jlakto3a MOHOXHApAT
MUKpOKpUCTAJIHA LIETYI03a
Kanuues ¢pocgar
KpocnosuaoH

MarHesues cTeapar

O6BuBKa Ha TabneTkaTa
JlakTro3za MoHOXUApAT
Xunpomenosa

Tpwauetu

Tutanos auoxkcua (E 171)
Keneszen okcua, uepeen (E 172)

6.2 HecLBMECTHMOCTH

He e npunoxumo.

6.3 Cpok Ha rogHocT
3 rOAMHM.
6.4 CnenHaaHH YCI0OBHA HA ChbXPAHEHHE

bnucrepun onakoBku: [a ce cvxpaHasat nod 30°C. CexpanaBaiiTe B opyryHaiHaTa ONaKkoOBKa.
6.5 BH 4 chAbLPAXAHHE HA ONAKOBKATA

bnucTepHn onakoBKY OT aTyMHHHEB JIAMHHAT/ATyMHHHUEBO (OO No 28 TadbneTkw.

He Bcruku BUOOBE ONaKoOBKH Morar Aa ObaaT mycHaTH Ha nasapa.

6.6 CnenHajnu npeana3Hu MepKH MPH H3XBbLPJIHE H padoTa

Hama cneunanHu yKasaHus.

7. INPUTEKATEJA HA PAZPEHLIEHHETO 3A YIIOTPEBA
Griinenthal GmbH

Zieglerstraie 6

52078 Aachen

['epmaHus

8. HOMEP(A) HA PASPEUHIEHHUETO 3A YIIOTPEBA

20040104

9. JATA HA ITBPBO PAZPEIHABAHE/TIOJHOBSABAHE HA PARPE

c.
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Jlata Ha nbpBoO paspewasane: 08 mapt 2004 r.
Jlata Ha nocneaxo noavosasane: 07 anpun 2009 r.

10. JATA HA AKTYAJIHU3ZUPAHE HA TEKCTA

10/2025
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