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1.  MME HA JEKAPCTBEHHUS IPOIYKT s

Kpecrop 20 mg dpunmupanu tabnetku
Crestor 20 mg film-coated tablets

...............................

2. KAYECTBEH A KOJIMUECTBEH CbCTAB

Bcesika Tabnerka chabpxka 20 mg po3yBacTaTHH (rosuvastatin) KaTo po3yBacTaTHH Kajuui. Beska
TabneTka cbabpxa 182,6 mg nakro3za MOHOXHApAT.

3a MbJIHKUA CIMUMCHK HA NMOMOLLIHUTE BellleCTBAa BHXKTE TO4Ka 6.1.

. § JIEKAPCTBEHA ®OPMA

®unmupaHa Tabnerka.
Kpwbrna, ouereHa B po3oBo TabneTka ¢be 3HakK ,,ZD45227 u ,,20” oT eaHaTa cTpaHa U HEMapKHpaHa

OTKbM OOpaTHara.

4. KJIMHHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHA

JleyeHHe Ha XUIMEPXOJECTEPOIEMHUS

Bb3pacTHH, FOHOWIM U A€Lia HA WM HaJl 6-roJuilIHA Bb3pacCT C ITbPBUYHA XMIIEPXOJIECTEPOIEMHUS
(Tun Ila BKJIIOYMTENTHO XETEPO3UroTHA (PaMHITHA XMINIEPXOJIECTEPOJIEMHS ) HIIH CMECEHa
mucnunuaemMus (tun IIb) karo no6aBka KbM aAMeTaTa, KOraTo pe3yJ/TaTbT OT JAHETaTa U ApYyry
He(apMaKoJIOrHYHU MEPKH (Harp. PU3UYECKH YNPAKHEHHUS, HAMAJIIBaHE Ha TErJI0TO) HE €
3a/10BOJIMTEJIEH.

Bb3pacTHH, FOHOILIM U A€LIa Ha WK Haj 6-roauiliHa Bb3pacT ¢ XOMO3MIroTHa (pamuiiHa
XHMMEPXO0JIECTEPOJIEMHA KaTo AJ00aBKa KbM JIMETaTa, KAaKTO M C IPYro JIMMHAOMOHHKABALLIO JICYEHHE
(Hanp. LDL adepe3a) wiun Korato ToBa JIEYEHHE HE € MOAXOAALLO.

[IpeBeH1IMs HA CHPACYHO-CBHAOBH CHOUTHSA

[IpenoTBpaTsBaHe Ha rojIEMH CbpACYHO-CHAOBH CHOMTHS NMPH MALMEHTH, OLIEHEHH C BUCOK PHCK 32
MbPBO ChPAEYHO-CHAOBO CHOMTHE (BXK. TOUKA 5.1), KATO JOMBJIHEHHE KbM KOPHIMPAHETO Ha JPYTrH
PUCKOBH (paKTOpH.

4.2. Jlo3MpPOBKAa H HAYHH HA NMPHJIOKEHHE

Hpﬂ,ﬂ,lfl 3arno4BaHE€ Ha TEpaAIluATa, NALUHCHTDHT TpﬂﬁBa na Obae NocTaBeH Ha CTaHJAapTHa AHUECTA 34
NMOHHW>XaBaHE€ HUBOTO HaA XOJIECTEPOJIA, KOATO [1a NMPOABIIXKH H 110 BpEME Ha JICHCHHCTO. HBﬁOp'bT Ha
J03UpPOBKa C€ onpeacyii OT HHAUBHAYAJIHHUTE TEPANCBTHYHH LICIIH, KOHUTO CC ONPCACIAT OT
NpENOPBKUTE HA CbBPEMEHHHUTE KOHCEHCYCHH PBKOBO/CTBA 3a KOHTPOJ1 Ha XOJICCTCPOJICMHATA.

KpecTop Moxe 1a ce nmpuema rno BCAKO BpeMe Ha JIeHs, CbC Wiau 6e3 xpaHa.

JleyeHHe Ha XUMNEPXOIECTEPOIEMHUS
[IpenopbuBaHaTa HayanHa 103a € 5 Wik 10 mg BeAHBXK AHEBHO, KaKTO IpH MNauu
MpHEMaJIH CTaTHHM, TaKa U NpU npeMuHaBaHe ot Apyr uHxuburop Ha HMG-Co
M360pbT HAa HayaJIHaTa /1032 OT MEIMKAMEHTa 3aBUCH OT HUBOTO Ha CEPYMHHUS
ChPJEYHO-CBHOB PUCK H PHUCKA OT MOSBA HA HEXKEJIAHH PEaKLIUK KbM JIEYEHHET
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HEOOXOIHMOCT, 03aTa MOXE JIa C€ KOPHTHUPa, KaTO C€ [IPEMHHE Ha C1eABaIllOTO 1030BO HHBO Cle]

4 ceaMHLUH (BX. TouKa 5.1). B cpaBHEHME ¢ NO-HUCKHUTE JO3H ¥ NpeABHUI NOBHIICHATA YECTOTA HA
cboOlllaBaHe Ha HeXeJlaHH peakiliK npu Ao3a ot 40 mg, B cpaBHEHHE € NO-HUCKUTE JO3H (BXK.

Touka 4.8), nocnieqHo TUTpUpaHe 10 MakcuMalHata ao3a oT 40 mg Tpabsa na ce npeanpuema camo
NPH NALKEHTH C TEKKA XHIICPXONECTEPONIEMHUA ¢ BHCOK ChPAECYHOCHAOB PHCK (0COGEHO TE3H C
dbamMiIHA XMIIEPXONECTEPOIEMHUs ), KOUTO HE NOCTHIAT XKEJIAHOTO HHUBO HA XONECTEPO NPH JICYEHHE ¢
20 mg M NpH KOHUTO ILE C€ NMPABH PYTHHHO NPOC/IeAsBaHE B X043 Ha JICUEHHETO (BX. Touka 4.4). I1pu
3aMoy4yBaHe Ha neyeHue ¢ 40 mg ce npenopbyBa NOCTOSHHO HAOMOACHHE HA ITALIUEHTA OT CMEIIHANNCT.

[IpeBeHLIMA HA CHPACYHO-CBAOBH CHOUTHA
B npoy4BaHeTO 3a MOHIDKABAHE HA PHCKa OT ChPACYHO-CHAOBH CHOUTHA € H3non3eaHa a03a ot 20 mg

(K. Touka 5.1).

IHeouampuuna nonyrayus
Ynorpebara npu acua TpadBa 1a ce NPOBEX/ia CaMO OT CIELHAIUCTH.

Jlenia v 1oHOWIW Ha Bb3pacT 6 a0 17 ronnnu (craauit < 11-V no TaHep)

XeTepo3urotHa GaMHIHA XHNIEPXONECTEPONIEMHA
[Ipn Aeua W FOHOLLM C XETEPO3HroTHA haMuIHa xunepxonecTepoieMus odHualinara HauaiaHa 103a €

5 mg AHEBHO.

o [lpn geua Ha Bb3pacT 6 00 9 roAMHHM C XETEPO3IUTOTHA (PaMHITHA XHNIEPXOAECTEPOTIEMHA
obuyaliHUAT 1030B AKana3oH € 5-10 mg nepopanHO BeAHBXK AHEBHO. bezonacHocTra H
e(pUKACHOCTTa Ha N03M NO-BUCOKH OT 10 mg He ca Npoy4YBaHH MpH TasH NOIMyJIALKA.

e [lIpu peua Ha Bp3pacT 10 a0 17 roguHu ¢ XeTCPO3IUroTHA (PaAMHIIHA XUNIEPXOJIECTEPOTIEMHSA
obuualiHUAT N030B AHaNa3oH € 5-20 mg nepopaiHO BEAHBXK AHEBHO. be3onacHoCTTa H
e()MKACHOCTTA Ha AO3H MO-BHCOKH OT 20 mg He ca NpOoY4BaHH [PU Ta3H NOITyJIALMS.

TutpupaneTo TpaOBa a ce NpoBexXa CbrnacHO HHAWBHIYATHHS OTTOBOP H MOHOCHMOCT Ha
NnegHaTPHYHHTE NALMEHTH, KAKTO Ce NMPENOpPbyBa B NPENIOPHKHUTE 3a JICYEHHE Ha iela (BXK. TOUKa 4.4).
Heuara # ioHOWKTE TPAOBA Ja C€ NOAJIOKAT HAa CTAHAAPTHA X0JIECTEPONO-TIOHHKABALLA THETA NPEAH
Na ce 3ano4He NeYCHHUE C PO3yBACTaTHH; AHETATa TpAOBa Aa ce NPOAB/DKH 1O BPEME Ha JICUCHHETO C
pOo3yBacTaTHH.

Xomo3uroTHa QpaMHIHA XHNIEPXOAECTEPOTEMUS

[1p# neua Ha BB3pacT 6 o 17 roAMHK ¢ XOMO3NUTIOTHA (PaMHIIHA XHIIEPXOJECTEPOJIEMHA,
npenopbUKTeNIHaTa 7033 € 20 mg BenHbxK NHeBHO. HMa orpanHueH onMT ¢ 103K pasnuyHH ot 20 mg
NpH Ta3u NOMynaLHs.

TabneTtkata ot 40 mg He € noaxoasIa 3a ynorpeda npH NeAHaATPUYUHHU NALUEHTH.

Henia no-Mankm o1 6 roAUHU

BesonacHocTTa M €HKACHOCTTA HA ynoTpebaTa npy Aeua no Majiku OT 6 roAKHU He €a NPOYUBaHH.
Caepnoarento, KpecTop He ce npenopbuBa 3a ynorpeba npH aeua no-MaikH OT 6 TOJHHH.

Ynorpeba nNpH NaUMEHTH B CTAP4YECKA Bb3pacT
[IpenopbuBaHaTa MbpBOHAYAIHA 403a NPH NAUKMEHTH Ha 70-roavilza Bu3pacT € 5 mg (BXK.
TouKa 4.4). Jlpyro KOpHrupaHe Ha NO3WPOBKATA B 3aBUCHMOCT OT Bb3pACTTa HE € HEOOXOAHMO.

Jlo3npane npy nayyeHTH ¢ 6p0peuHa HEAOCTATHLYHOCT
[Tpy naumeHTH C Jieko a0 ymepeHo OLOpeuHo yBpexaane ce npunarar obuuainure nosu. [lpu

natHeHTH ¢ yMepeHo 6x0peuHo yBpexxiaHe npenopsyBaHaTa MbpBOHAYalIHa 1034 € 5 mg
(xpeaTHHHHOB KaupbHC noa 60 ml/min). Jozuposkara ot 40 mg € npoTHBONOKa3aHa np
yMepeHo 6b6peuno yepexaane. [Ipn nauueHTH ¢ TeXKo 66peUHO YBpeKIaHe ynopped
Kpectop € npoTuBonokasana (Bx. Touku 4.3 u 5.2).

Ho3upaHe npy NalMeHTH ¢ YEPHOAPOOHO YBpEXAaHe

He e nabnonaBaHa NoBHIIIEHA CHCTEMHA €KCNO3KLIUA Ha PO3YBACTATHH MPH Na
ckanara Ha Child-Pugh < 7. Benpexku TOB3, NOBHILIEHA CHCTEMHA EKCNO3ULIMA € H
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NauKeHTH ¢ olleHka no ckanara Ha Child-Pugh 8 u 9 (8. Touxa 5.2). I1pu Te3u naumenTu Tpsabea aa
ce nNpeanpHeMe oLcHKa Ha 6bOpeunaTa GyHkuus (Bxk. Touka 4.4). Hama nadHH 3a NaUKEHTH € OLICHKA
no ckanara Ha Child-Pugh Hag 9. KpecTop € npoTMBRONOKa3aH NpH NalUeHTH C AKTUBHO YEPHOAPOOHO
yBpexXaaHe (BX. Touka 4.3).

Paca

IMpu naumeHTH OT a3MaTcKaTa paca ¢e HabnoAaBa NOBHILIEHA CHCTEMHA €KCMNO3HLNMA Ha MeTHKAMEHTa
(Bx. TouxkH 4.3, 4.4 v 5.2). IIpenopvusaHaTa bpBOHAYalHa A03a [TPH NALKWEHTH OT a3HATCKH
npousxon € 5 mg. [Ipn Te3n nauneHTH € NPOTHBONOKA3aHO NPUNOXKEHHE Ha ao3a ot 40 mg.

eHeTHYeH NOJAUMOPOUIBLM

[TokazaHo e, ye reqotunosere SLCO1B1 (OATP1IB1)¢.521CC u ABCG2 (BCRP)c.421AA ca
CBbP3aHH C MOBUILIABAHE HA €KCTIO3HIMATA Ha PO3YBACTATHH. 32 NALIMEHTHTE, 38 KOUTO € H3BECTHO, Ye
uMat reHotun ¢.521CC unu ¢.421AA, ce npenopbuea NoJoOBHHATA 0T oOMYaiiHaTa NpenopbLYUTETHA
N03a H MAKCHMaJlHa €JHOKpaTHa AHeBHA n03a o1 20 mg Kpectop (k. Touku 4.4, 4.5 1 5.2).

EOSHQ&HE MPH NMAaLHEHTH, NPEAPA3NOIO0KECHH KbM DA3BUTHE HA MUOTIATHA

[Tpn nauxeHTH C Npeapasnonaraily GaKkTopy 3a pa3BUTUTE HA MUOMATHA NIPENOPHYBAHATA HAYAITHA
no3a e 5 mg {Bx. Touka 4.4).

[1pn HAKOH OT Te3M NalIMEHTH € NPOTHBOMOKA3aHO NMPUAOKEHUETO HA 1032 0T 40 mg (BXK. TOouKa 4.3).

CenbTCTBAlLA TEpANKA
PosysacraTuH € cybcTpat Ha paznuyuu TpaHcnoprepHH npoterHy (Hanp. OATP1BI1 n BCRP).

PHCKBT OT MHOTIATHA {BIUTIOMHTENHO padaoMuonuza) ce noeMilasa, korato Kpecrop ce npunara
€IHOBPEMEHHO C ONpEEAEHH JICKAPCTBEHH MPOAYKTH, KOMTO MOMaT Aa MOBHILAT Njla3MeHara
KOHLEHTPALMA Ha pO3YBaCTaTHH, MOPaJM B3aUMOJEHCTBHE C TE3W TPAHCHOPTEPHH NPOTEHHHU (Hamp.
LIHKIIOCTIOPHH, THKArPENop H HAKOM NpOoTea3HH MHXUOUTOPH, BKIIIOYHTETHO KOMOMHALUMK Ha
PMTOHABMP € aTa3aHaBHP, NOMIMHABKD W/ UAM TUNPEHABHP; BX. TOUKH 4.4 U 4.5). Ha npeanvceaimre
NeKapHy ce Mpenopby4Ba Ja B3eMar NpeaBu] ChOTBETHATA JIEKAPCTBEHA KHGOPMaLUA, KOrato odMucusT
npuaaraHe Ha TakKMBa NPoAYKTH 3aeaHo ¢ Kpectrop. KoraTo € Be3MOXKHO, TpAOBa Aa ce UMart NpeaBHA
anTepHaTHBHH JIEKAPCTBA H, aKO € HEOOX0aAHMO, 1a C¢ MMa NPEABHI BPEMEHHO NPEeKLCBAHE Ha
tepanuaTa ¢ Kpecrop. B curyauun, Korato eJHOBpEMEHHOTO NMPHIIOKEHUE Ha TE3U JIEKAPCTBEHH
npoaykTH ¢ Kpecrop € HeuzbexHo, noa3ara U pHCKa OT CbIIBTCTBAILATA TEPANUA U KOPEKUHH HA
no3ara Ha Kpecrop TpabBa BHMMaTEHO Aa ce OOMMCIAT (BXK. TO4YKa 4.5).

4.3 IlpoTHBOMOKA3aHHSA

¢ [IpH nanMeHTH CbC CBPBXYYBCTBHTEAHOCT KbM PO3YBACTATHH HAH HAKOE OT MOMOLUHUTE
BEILIECTBA.

» [Ipn nauMeHTH ¢ aKTHBHO YepHOAPOOHO 3abonaBaHe, BKIIOYMTENHO HEYTOYHEHO,
NPOAB/DKUTENHO NOKAYBaHE Ha CEPYMHHTE TPAHCAMMHA3U M BCAKO MOKAYBaHE HA CEPYMHUTE
TpaHCaMHHAa3U TPHU ITbTH HaJl rOpHaTa rpaHHlla Ha HOpMaTa.

o [Ipn naumeHTH ¢ TEXKKO OBOpEeUHO yBpexaaHe (KpeaTHHHHOB KIIHUpBHC < 30 ml/min).

o [Ipu nNalLMEHTH C MMOMNATHS.

» [Ipu nauueHTH, NpHEMALLIH €AHOBpEMEHHO cogocOyBUp/BeNNaTaCBHP/BOKCHAANPEBHP (BXK.
Touka 4.5)

[Tpy naumeHTH, NpMeMalli EAHOBPEMEHHO LIMKNOCTIOPHH.

e [lo BpeMe Ha GPEMEHHOCT, KbpMEHE M NPH XKEHU B ACTEPOAHA Bb3PacT, KOUTO HE H3NOI3BAT

MOAXOALLHA KOHTPALUESNITUBHH MEPKH.

Jo3ara ot 40 mg e npoTHBONOKAa3aHa NpPH NaUHEHTH C Npeapasnonaraiy gakropu
mMHonaruns/pabaomuonnsa. Takusa ¢akTopH ca:

e VYmepeHo no crenecH 6p6peuHo yBpexaaHe (KpeaTHHHHOB KIMPBHC nof 60
e  XUNOTHPEOMAKIBM,
¢ JIuyHa unu haMUIHA aHAMHE3a 3a HACJIEACTBEHU MYCKYNHH 3a00NaBaHuA.
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¢ AHaMHe3a 3a N0ABa Ha MYCKYJ/IHO YBPEXJaHE NO BpeME Ha NEYEHHE C Apyr MEAUKAMEHT OT
rpynara Ha HHXUOMTOpHTE Ha XWAPOKCH-METHI-TNYTapHI-KOEH3MM A pefyKTazaTta uiu ¢ gpudpar.

3noynotpeba ¢ ankoxon.
CBCTOAHHA, TPH KOMTO MOXKE Aa Ce NMOBHILHU T1a3MEHOTO HUBO HA MEAHMKAMEHTA.
JIuna ot a3MaTckara paca.

CunbTCTRALLO JIeueHHe ¢ GUbpaT.
(Bx. Toukn 4.4,4.5 1 5.2).

4.4 Cnenuajng npeaynpexieHns ¥ NpeAna3Hd MEPKH nNpH ynotpeda

Bvbpeyu

Ilpy nauneHTH, AeKyBaHU ¢ NO-BUCOKU no3u KpecTop, no-koukpetHo 40 mg, ¢ nabmoaaBaHa
NPOTEUHYPHA, KOATO € YCTAHOBEHA NPH H3CNEABAHE C TECT-AEHTH, ¢ MPEAUMHO TYOYJIEH NMPOK3XOA H B
NOBEYETO CIYYaAH C NPEXOJEH WIH HHTEpPMHTEHTEH XapaKrep. He € aoka3aHo nporeHHypHsTa ga
NpeallecTBa OCTPO WM NnporpecMBHO 6b0peuHo 3abonsBaHe (Bx. Touka 4.8). JloknaaBaHaTa 4ecToTa
Ha cepHO3HU ObOpeUHn yBpeau NpU MOCTMAPKETHHIOBaTa ynorpeba e no-BMCOKa npu A03UPOBKA OT
40 mg. Ouenka Ha 6B0peuHaTa pyHKuUMA TpAOBa Aa ce HanpaBH N0 BPEME HA PYTHHHO MPOCTeASBaHE
IIpH MalMeHTH, oOHyaiiHo JieKyBaHu ¢ 40 mg.

Cxenremna myckynamypa

EdekTH BbpXY CKENEeTHATa MYCKYJ1IaTYpa (MHaNrua, MUOTIATHA M NO-pAJKO pabaomMuonuza) ca
cbOOMAaBaHH NPH NPHIOAKEHHE HA BCHYKH JO30BU PEXKUMH, 0coOeno npu 103u Haa 20 mg. MHoro
PEAKH ClTy4ad Ha padAOMHONIH3a ca AOKNAABAHH MPH U3ITON3BAHETO Ha €3eTUMUO B KOMOHHALMA C
HMG-CoA peaykrasHy utHXHOKHTOpH. He MOke aa Obae n3knoueHo papMakoAHHAMHYHO
B3aHMoACHCTBHE (BXK. TOYKA 4.5) v € Heo6X0AHMO BHHMaHHE NPH KOMOHHHPAHOTO UM H3MOJI3BAHE.

Kakrto npu apyrure HMG-CoA peaykrazHH HHXKOUTOpPY, JOK/IaABAHATA YeCTOTa Ha pabaOMMONH3A,
acouMupaHa ¢ Kpectop Nnpy nocTMapKeTHHroBaTa ynorpeba, € no-sMcoka npu Jo3upoBka ot 40 mg.

H3mepsane na kpeamunrkurnazama

Kpearnnkunazara (CK) He TpaOBa 1a ce u3meppa cliel YCHNEHH YNPAXKHEHUS UK NMPU HATHYHETO Ha
ApYTr NPUUYHUHHUTEN Ha yBesaHueHHE Ha CK, KkoeTo Moke a 3aTpyHH THJKYBAHETO Ha pe3yiTara. AKO
HUBOTO Ha CK € 3HaYMTEHO NOBHILEHO NPH UIXOJHO HUBO (> 5 ITbTH ropHaTa JOMyCTHMA I'PaHHLIA),
TECT 3a NOTBLPKAaBaHe Ha pe3ynrara TpadBa Ja Objie HanpaBeH B paMKUTE Ha 5—7 OHH. AKO
NOBTOPHOTO H3CIEABaHE NMOTBbPAH H3XO0AHO HHBO Ha CK > 5 nmbTH ropHaTa AomycTUMa rpaHHLa, He
TpAOBa 1a ce 3anoyYBa JIeHEHHE.

IIpeou nevenuemo

Kakto u apyrn nuxuburtopu Ha HMG-CoA peaykrasara, Kpecrop Tpabea na 6bae npeanuceaH ¢
oCODEHO BHMMaHHE TNPH NaLMEHTH, 38 KOMTO €a Hanvue GakTopH, npeapasnoiarally pa3BUTHE Ha
Muonarus/padbaoMuonusa. Takuea pakTopH ca:

e buOpeuHo yBpexaaHe.

XHIOTUPEOUIUIBM.

JIlnuHa wid damMuwiHa aHAMHE3A 33 HACNIEACTBEHO MYCKYJTHO 3abonaBaHe.

YcraHOBEHa MYCKYIHa TOKCHYHOCT KbM ApyrH HHxHOuTopu Ha HMG-CoA penykrasata win
¢ubparth.

3noynotpeba ¢ ankoxon.

[TauxeHTH Ha BB3pacT Haa 70 roaAMHH.

CbCeTOAHHSA, IPH KOUTO MOXeE Aa ce Habmonasa noKaYyBaHe Ha NJIa3MEHUTE HUBA (BXK. TO4Ka 5.2).
EanospemeHHo npunoxeHue Ha GpubparH.

[Ipu nonobHu nauneHTH TpAOBa Na ce NpeABUAM OTHOLIEHKETO PHCK/NION3a M Aa O1
noA KIMHUUHO HabnraeHne. AkKo u3xoaHoTO HUBO HA CK € 3HaYUTENHO NOBUILECE
ropHaTa rpaHMLia Ha HopMara}, He TpAOBa Ja ce 3anou4Ba JieueHHe.




Io epeme Ha nenenuemo

[TauneHTHTE C€ 3aabJDKaBaT He3a0aBHO Ja AOKIAABAT HEOOACHMMH MYCKYJIHU BONKH, ycelaHe 3a
c1aboCT MAM CXBalllaHe, Hali-Beue ako ca CBbP3aHM C HepasnojomkeHHe Wik ¢pedprwamrer. [1pu Te3u
naieHTH TpAOGBa na ce uaMepar HuBarta Ha CK. Tepanuata TpadBa na ce npekpaTh, ako HUBOTO Ha
CK e 3HauyMTeTHO NMOBUILEHO (> 5 IMbTH ropHaTa AONYCTHMA MPaHMLIa), WIH MYCKYJIHHTE CHMITTOMHM Ca

TEXKKH W IIPUUHHABAT ©KEAHEBHO Hepa3nosnoxerue (Jaopu HMeoTo Ha CK aa e < 5 mbTH ropHata
JOMyCTMMA rpaHula). AKO CUMITTOMHMTE M34ye3HAaT W HUBOTO Ha CK ce HopManu3upa, MOXe Aa ce
NOMHMCIIH 33 NOBTOPHO NedeHHe ¢ Kpectop wiu antepHaTuBeH HHXHOUTOp Ha HMG-CoA penykrasara
B Hali-HMcKa 103a noj HabmoaeHue. PyTuHHO HabmoaeHue Ha HMBoTO Ha CK npu naumentn 6e3
CHUMNTOMY HE € OCHOBATEJHO.

Hma MHOTO peaky AOKNAAM 3a UMYHOMEAHHPAHA HEKPOTHU3HPALLIA MHOMATHA, KOSTO KIIMHWYHO Ce
XapPaKTEPH3HPa C NEPCUCTHpALLlA NPOKCHMANHA MYCKY/IHA CRa0OCT M NOBHIEHA KPEaTHHKWHA3A NO
BpEME Ha JIEYEHHETO MIIH ClEl CIIUPAHE HA CTATHHHUTE, BKJIIOYUTENHO pO3YBacTaTHH. Moxe na e
Heo0OXOAMO JOITHJIHHTEIHO HEPBHOMYCKYJIHO WIH CEPOJIOTHYHO H3caeABaHe, Moxe 1a ce HalloXH
NeveHHe ¢ HMYHOCYNPEeCHPaIlH eKapCTBa.

B Hakonko cny4as ce choOlaBa, 4e CTATHHHTE HHAYLMPAT de novo WK BOLLIABAT BEUE
CBILIECTBYBALLIA MHACTEHHA rPAaBHC WK OYHA MHAcTeHUA (BX. Touka 4.8). [Ipunoxennero Ha Kpectop
TpaOBa Aa ce cnpe B ¢iy4aii Ha BAOIaBaHe HA cHMIToMUTE. MMa cbobiieHnd 3a peuranB NpH
(MOBTOPHO) NpUIAraHe Ha ChIlIUA MIIH pa3iMMEH CTATHH.

[Ipn knuHKHYHHTE H3nHTBaHUA HAa KpecTop He ca HabnioAaBaHHu JaHHH 32 NOBHILEHH €PEKTH BBPXY
CKENETHATA MYCKY/aTypa B MajlkaTa rpyna nauMeHTH, npu kouto Kpectop € npunaras ¢ apyro
CBITBTCTBAILLO JICYEHHE, Y BENHYECHHUE HA YECTOTATA HR MHO3UT H MHONaTHA € HabmoaaBaHo, obaue,
[Py MAUMEHTH, NoJty4asalu apyrd Hexuduropu Ha HMG-CoA peaykrasara 3aeJHO € LHKIIOCTIOPHH,
NMPON3BOAHH Ha PUOPHHOBATA KUCENUHA, BKNIOUMTENHO reMpubpo3nil, HUIKOTHHOBA KUCENHHA,
a3010BM aHTUMHKOTHULH, MPOTEa3HH HHXUOUTOPH 1 MaKpONUAHHK aHTHOHOTHUH. ['eMPpubpo3UN
MOBHILIABA PHCKA OT MHONATH#A, AKO CE NPHEMA €IHOBPEMEHHO ¢ HAKOH HHXUOHTOpH Ha HMG-CoA
peaykrasarta. [lopagu Topa, komOuHauuaTa Mexay remdpubposwn v Kpectop He € npenopbuHTenHa.
[Ton3ata OT AOITBJIHUTENHO CHMXKABAHE B IMITMAHUTE HHBA B PE3Yy/ITAT OT KOMOMHUPAHOTO NpHEMaHE
Ha Kpectop ¥ pubpati Wik HHaLUH, TpA6Ba 1a Obe BHUMATETHO M34YMCIEHA CIPAMO MOTEHLHATHUA
pyuck oT noacOHH koMOuHaluK, [1pu eAHOBpEMEHHO NpUIOXKeHHe Ha PUOpaTH, NEUEHHETO C J03H OT
40 mg € NpOTHBROIIOKA3aHO (BX. TOUKH 4.5 K 4.8).

Kpectop He TpabBa 1a ce npujiara eTHOBPEMEHHO ¢ (PYy3HA0BA KUCENIMHA 33 CUCTEMHO NMPHAOKEHHE
HJIM B pAMKHTE Ha 7 OHH CJie]] CNHpaHe Ha JieyeHHeTo ¢ Gy3naoBa KucennHa. [Ipy nauMeHTH, npu
KOMTO H3NOJ3BAHETO HA y3UI0Ba KMCEJIHHA 32 CHCTEMHO NPHJIOKEHHE € 3HAYHMO, JIEUEHHETO CbC
CTaTHHY TpabBa aa 6bae NpeyCTaHOBEHO NMpeE3 LUCS/IHA NEPHOA Ha JIeYeHHE ¢ Py3HI0Ba KHcenHHa. MMa
cboOUIEeHHA 32 pabAOMUONH3A (BKITIOUUTENHO HAKONKO ¢ daTaneH U3xoa) Npy NauMeHTH, NpuemMaluy
¢y3110Ba KHCENTHHA K CTATHHHU B KomMOuHaumua (BX. Touka 4.5). Ilaumuenture Tpadbea ga 6vaar
NMOCHBETBAHM A3 NOTHPCAT He3aDaBHO MEAULIMHCKA MOMOLLL, aKO W3MTHTBAT CHMITTOMH HA MYCKYJTHa
c¢nabocT, Honka win 6one3HeHOCT. JleMeHHETO ChC CTATHHH MOXe Ja Objie MOJAHOBEHO CEJEM JTHH
clIeA NociaeaHaTa Ao3a Ha ¢y3uaoBa KucenuHa. Ilpu u3BbHpeAHH 0OCTOATENCTBA, KOraTo €
HeoOX0HMa NpoAb/KHTENHA ynoTpe®a Ha Py3uI0Ba KHCEIMHA 3a CHCTEMHO NPWIOKEHHE, HAaNIpHMeEp
3a JIeYeHHE Ha TEKKH HHPEKLIHH, HeoOX0AMMOCTTA OT €JHOBPEMEHHO NpHIokeHHe Ha Kpectop u
¢$y3un0Ba KHCEIMHA TPAOBA 1a ce MPeLEHH HHAXNBUAYANHO, H NOA CTPOr MEAMLIMHCKH KOHTPOII.

Kpectop He TpabBa na ce ynorpebsaBa Npu NauMeHTH ¢ OCTPH CEPHOIHKN CLCTOSHHA, NpEeAnonarauy
MUOMNATH, WIH NpeJpasnonarauid KbM pa3BHTUE Ha 610peiHa HeAoCTaThb4HOCT, BCNEACTBHUE
pabnoMuoNU3a (Hanp. CENCUC, XHITOTOHHA, rojiiMa onepauus, TpasMa, TEXKH MeTaboJIMTHH,
E€HAOKPHHHHU H €J1EKTPOJIMTHA HAPYLLIEHKA WIN HEKOHTPONUPAHH MbpHOBE).

TeXKH KOXKHH HEXENaHU peakLiny

TexXKH KOXKHU HeXeNTaHU PeaKLUWH, BKIIOHKHTETHO CHHAPOM Ha Stevens-Johnson

peaxkius ¢ eo3HHOGHUNHA U cucTeMHH cuMnitoMd (DRESS), konto Morat ga 6ba . __

JKHBOTO3acTpalllaBallld WU ¢ JIETANIEH U3X0/, ca AOKIagBaHU NpH yrorpedbaTa H SEIE ,
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Touka 4.8). [lo BpeMe Ha Ha3Ha4YaBaHETO MY, NAaUMEHTUTE TPaOBa aa OboaT MHGOPMHpPAHH 32
NPU3HALMTE U CHMIITOMUTE Ha TEXKKH KOXKHH peakiMu U 1a 6vaaT sHHMaTenHo HabmonaBanu. Ako ce
MOABAT NPA3ZHALIM U CUMITTOMM, NpeAnonaraily Te3n peakiyuy, neyeHuero ¢ Kpecrop Tpsabsa na 6bae
peyCcTaHOBEHO He3abaBHO M Ja 6bae OOMHCACHO ATTEPHATHRHO JICHEHNE.

AKO NauMeHTHT pa3BUe cepHo3Ha peaklus kato SJS unu DRESS npu ynorpebara na Kpecrop,
neuennero ¢ Kpecrop He TpabBa HUKOra Jia ce NOAHOBABA MPH TO3MW NALMEHT.

BausHue BbpXY YepHHS Apod
Kaxto npu apyru nuxndrrops Ha HMG-CoA penykrazara, Kpecrop TpsaOBa BHHMATENHO Aaa ce

Mpujara np¥ NauMeHTH, KOUTO APHEMAT roNnaMo KOMHYECTBO AJIKOXON W/HUAK ca UManu 3abosBaHe Ha
yepHuA Apol. [IpenopbUHTENHO € Aa ce HANPaBAT M3CJACABaHMA Ha YEpHHUA Apob npeau, U 3 Mecela
cnen 3anouBaHe Ha neueHuero. Kpecrop Tpaba na 6bae npeycTaHOBEH WK fo3aTta TpsbOBa ja ce
HaMaJli, aKO HHBOTO Ha CepyMHHUTE TpaHCAMMHA3H HaJABHiliaBa TPU TbTH roOpHaTa rpaHULA Ha
Hopmara. JloknaneaHara 4ecToTa 3a CepUO3HH 4epHOAPOOHH YBpeaH (3aK/1104BalilH CE [JIaBHO B
YBEAMUYEHH YepHOAPOOHH TpaHCAMHHA3M) NPH MMOCTMAPKETHHIOBATa ynorpeda, € no-BUCOKa Npy
no3uposka ot 40 mg.

[1pH naLiMEeHTH ¢ BTOPHYHA XHIIEPXONECTEPOIIEMHS, MPHYMHEHA OT XHINOTUPEOUIKRIBM WM
HedpoTHYEH CHHAPOM, OCHOBHOTO 3a0o0yiaBaHe TpA0Ba Aa ce JIEKYBA MPEAH 3alI0YBaHE Ha JICUEHHE C
Kpectop.

Paca
PapMaKOKHHETHYHUTE NPOYYBAHUA MTOKA3BAT, Y€ NMPU NALUMEHTHTE OT a3HATCKaTa paca e HaJTMle no-
BHCOKA €KCMO3ULKA B CPaBHECHHUE € TE3M OT KaBKaskata (Osinata) paca (Bx. Toukn 4.2,4.3 1 5.2).

[IporeazBy HHXHOUTOPH
[ToBHIIEHA CHCTEMHA EKCTIO3HIMA HA PO3YBAaCTaTHH € HabnoAaBaHa Npy NauMeHTH, NpUeMallK

PO3YBAaCTATHH €JIHOBPEMEHHO C PA3/IMHHU NPOTEa3HH UHXUOUTOPH, B KOMOUHALIUA C PUTOHABUP.
Tpabea ga ce oOMHCIH KaKTO NMoA3aTa OT NMNKHAOCMIOHWKaBaHe upe3 ynorpeda Ha Kpectop npu
nauueHTH ¢ HIV, KouTO npueMar npoTeasHd HHXUOUTOPH, TaKa H MOTEHI{HANA 32 NOBHULIEHA
KOHLIEHpaLl1Ms Ha po3yBacTaTHH, KOraTo ce 3arno4sa TepanusaTa U ce noBMiLaea qo3ata Ha Kpectop npu
MTIALMEHTH, IEKYBAHH ¢ NMPOTEea3Hyd KHXHOUTOPH. EQHOBpEMEHHOTO NPUNOKEHHE C OfIpeAesICHH
NpoTea3HH MHXHOUTOPH He ce npenopbUBa, OCBEH aKo A03aTa Ha KpecTop He ce kopurupa (Bx.
Tabnuua 1 v Touku 4.2 1 4.5).

HenoHOCHMOCT KbM JIAKTO3a
[TaueHTH ¢ peKH HacneACTBEHU NPOONEMH KaTO ratakro3Ha HEMOHOCHUMOCT, ITHJICH JIAKTa3€H
AeHLHT WIH IIOKO30-ralakTo3Ha Manabcopbuma He TpaOBa Ja npMeMar TOBa JIeKapcTBO.

HurepcTruManHa 6enoapobna Honect

HoknaasaHu ¢a U30JIHpPaHHU CIyyal Ha MHTepCTHLIMANHA OenoapobHa 6onecT Npy NPUWIoKEHHE Ha
HAKOHW CTATUHM, OCOOEHO MPH NPOABHKUTENRA Tepanus (Bx. To4ka 4.8). KnHHu4HUTE nposBH MOraT
Aa BKJIIOYBAT AUCMHER, HEMPOAYKTHBHA Kallniiia ¥ Bnowiasade Ha obioro cbetosHue (ymopa, 3aryba
Ha TErno U Tpecka). AKO MMa NoJ03peHHE, Y€ NALMEHTBT € Pa3BUJl HHTEPCTHLMANHA OenoapodHa
Gonecr, TepanuATa CbC CTATHH TPAGBaA Aa Obae nNpeyCTaHOBEHA.

3axapeHd Auader
Hsakou nokazarencTsa npeanonarar, Ye CTAaTHHHTE KaTo K/1ac NOBUILIABAT KPbBHATA INTIOKO3a M NPH

HAKOH NalLHEeHTH, BHCOKOPHCKOBH 3a pa3BHTHE Ha Aualer B Obielite, MOraT Aa J0BEAAT [0 TaKOBA
HUBO HA XHMITEPTAWKEMHA, NIPH KOETO € NOAXOAALIO NPUIAraHeTO HA PeIOBHATA IPHXXA, NPOBEXIaHa
npi quabet. To3um puck, obaue ce HaaaenaBa OT peayKLMATa Ha BaCKYJIapHHUS PHCK ChC CTATHHHU M,
CIIe/I0BATENIHO, He TpAOBa a 6bie MpHYKHA 3a CTUpaHe Ha CTATHHOBATA Tepanui. Pygko

naiueHTH (r/II0Ko3a Ha raaHo 5,6 10 6,9 mmol/l, nvaaekc Ha TenecHa Maca > 30 /yn 253411
CTOMHOCTH Ha TPHIIILIEPHAKTE, XUIIEPTOHNUA) TPAGBA Aa ce mpocieasraT kakTo K inouSaiy
OHOXMMHYHO, CHINACHO HALIMOHANHHTE PbKOBOJCTBA. e REDT




B npoyusaneto JUPITER, chobmenara o6iia yectora Ha 3axapeH auader e 2,8 % 3a po3yBacTaTuH M
2,3 % 3a nnauebo, r1aBHO NpH NALMEHTH ¢ IMI0KO3a Ha rnaaHo 5,6 no 6,9 mmol/l.

[leanaTpHyHa nomynauus
OueHABaHETO Ha JMHEHHOTO H3pacTpaHe (BHCOUHHA), Terno, BMI (MHaekc Ha TenecHara maca) U

BTOPHYHMTE NMOJIOBH O€ie3d Ha MONOBOTO Ch3PABAHE MO CKajlaTa Ha Tanner npd neaHaTpUiHH
NnaLMesTH Ha Bb3pacT 6 Ao 17 roausu, npueMallii po3yBacTaTHH, € OrpaHHYeHO IO JBYTrOAHHIEH
nepuoa. Ciiea ABe roanHN Ha TPETUpaHe N0 BpeMe Ha NMPOYHBAHETO, HE € 3a0eNA3aH HUKAKbB €eKT
BBLPXY pactexa, Teryioro, BMI unu nonosoto cvipaBaHe (BkK. Touka 5.1).

B KNMHHYHO NPOYYBaHE Ha JI€LIA M IOHOILK, MPHEMALI{H PpO3YBAaCTaTHH 32 52 CEAMHLIH, IOBHILIABAHE Ha
CK > 10xULN u MycKynHHTE CHMITTOMH CJie]] YIIPaKHEHHE WIH MOBHILIEHA (PH3HUECKa aKTHBHOCT Ca
HabnAaBaHK NO-YECTO, B CpaBHEHHE ¢ HAOMOAEHHUA OT KNTHHHYHH NPOYYBAHHA NPH BBH3PACTHH (BXK.
TOuKa 4.8).

4.5 B3aumMoaeiicTBHE ¢ APYIrE JJEKAPCTBEHH NPOAYKTH H APYrH $OopMH Ha B3aHMoJeHCcTBHE

Eghexm na eonogpemenno npunazanu rexapcmeenu npoOyKkmu 8bpxy po3yeacmamun

NHXHOUTOPH HA TPAHCIIOPTEPHUTE NMPOTEUHU
PosysactaTHH e cyOcTpar Ha onpeaesieHH TPaHCHOPTEPHH NPOTEHHH, BKIIIOYHTENHO YEPHOAPOOHHMS

brreiik TpaHcnoprep OATP1B1 u edayke Tpancnoprepa BCRP. EqHoBpeMeHHOTO NpHIIOKEHHE Ha
Kpecrop ¢ nekapcTBeHU NpogyKTH, KOUTO ca HHXHOHTOPH Ha Te€3U TPAHCNIOPTEPHH MPOTEHHH, MOXKE
Ia XOBeJe A0 NOBHILABAHE HA 1a3MEHATa KOHLICHTPALUA Ha PO3yBACTATHH W MOBHILIEH PUCK OT
mHonaTHg (BX. Tabnuna 1 v Touku 4.2 u 4.4).

uEKHOCHDQHH

I[IpH eqHOBpeMeHHOTO NpunoxeHue Ha Kpecrop ¢ umiuiocnopuH, cpeauure ctoiHocTd Ha AUC Ha
pO3YBaCTaTHH ca Ounu cpetHo 7 IMbTH NO-BUCOKH OT Te3M, HabNI0JaBaHHU NpH 34paBH A00POBOLM, HA
KOHMTO € MPUIoKEHa ChlliaTa 4033 (BXK. Tabnuua 1). KpecTop e ApoTHBONOKAa3aH NpH NALUHEHTH, KOHTO
€AHOBPEMEHHO NONYHABAT LIHKIOCTIOPHH (BX. To4Ka 4.3). EAHOBPEMEHHOTO NPUNOKEHHE HE €
NORJIMAIO IUTA3MEHUTE KOHLICHTPALHU Ha LIMKIIOCTIOPHH.

Tukarpenop

Tuxkarpenop naxudupa tpancnoprepa BCRP, koero Boau Ao 2,6-kpatHo yBenunueHue Ha AUC Ha
pO3yBAacTATHH, KOETO MOX€E /1a I0BeAe 0 NOBUIICH pHCK OT Muonatus. Tpabpa Aa ce npeueHaT
MON3HUTE OT NPEAOTBPATABAHETO HA TOJIEMH HEXEJIAHU ChPAEMHOCHA0BH CLONTHA Ype3 ynorpedara Ha
pO3YBacTaTHH H PUCKOBETE [IPH NOBHILECHH IL1A3MEHH KOHUEHTPALIKH HA PO3YBACTATHH.

T'emdubpo3znn M ApYry JHNKWAONOHUKABALIM MPOAYKTH
EaxoBpeMeHHOTO npuiokeHue Ha Kpecrop ¥ remgpubpozun € A10BeI0 10 ABYKpaTHO AOBHILIEHHE Ha

Cmax 1 AUC Ha posyBacTaTiH (BX. Touka 4.4). JlanHuTe oT papMaKOKMHETHYHHUTE MPOYYBaHMS,
M3CJICABALLM IEKAPCTBEHHUTE B3aHMOACHCTBHS, HE NOKA3BAT B3auMozcicTeue ¢ deHodubdpar, HO €
Bb3MOXKHA N0ABa Ha GapMaKoAMHaMH4YHK B3aumoaeticTeua. 'em$pubposnn, penodpudpar u
OCTaHaNUTe MeIMKAMEHTH OT rpymnara Ha ¢ubpaTure U TMNHRONOHWXKaBalIHTE J03HM (B N03H > | g Ha
AeH) HHAUMH (HHKOTHHOBA KHCEIHHA), MOBHILIABAT PHCKA OT MOsABa Ha MMOMIATHS NMPH KOMOHHMpaHE ¢
MHXHOHTOPH Ha XHAPOKCU-METHII-TNIyTApHJI-KOEH3UM A pefyKTa3aTa, Haif-BepOSATHO nopaaH ¢akra,
Yye MOCNEJHHUTE MOTAT Ja NPeAH3BHKAT M0ABaTa Ha TOBA YCJIOXKHEHHE H NPK MOHOTepanud. [o3ata oT
40 mg e NpOTHBONOKAa3aHa NPH €JHOBPEMEHEH NpHeM Ha dpubpatn (BXk. Touka 4.3 n 4.4). llpn Te3n
NAUHEHTH JIEHEHHETO ChIo TpAOBa Aa 3ano4He ¢ 5 mg.

EzeTumnbd
EnxospeMeHHoTO H3non3saHe Ha 40 mg Kpectop u 10 mg ezetumMud He Boau no np
Ha JIRaTa NMPOAYKTA, KOraTo ce npwiarat npu 3apasu ao6poeonuu. Uma 1,2 nbTU N
Ha po3ysacTaThH, Korato 10 mg Kpectop u 10 mg ezeTumud ca npuiioeHn fnpH
XunepxonecrepoiaeMus (Tabauua 1). He MOoxe aa ce H3K1:0YH dapMakoXHHAMHY
MEXOY TAX, KOETO Aa MMa 3a PEe3yJITAT HEXKENaHHU peakLMH (BX. TouKa 4.4).
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[IpoTeazHyd HHXHOMTOPH
Bbnpeky ue TOMHHAT MEXaHH3bM Ha B3aHMOACHCTBHE HE € W3BECTEH, €IHOBPEMEHHOTO NMPHIAMKEHHKE C

pOTEa3HH NHXMOWTOPU MOXKE PA3KO Ja TIOBHMILIH €KCIIO3HLUATA HA PO3yBacTaTHH (BX. Tabnuua 1).
Hanpumep, eAHOBPEMEHHOTO NpHIOkKeHHe Ha 10 mg po3yBacTaTHH ¥ KOMOMHHMpaH NPOAYKT, ChCTOAL
ce OT Ba NpoTrea3Hyu uHxuOuTOpa (300 mg aTtazanasup/100 mg pHTOHaBHp) NO BpeMe Ha €1HO
(papMaKOKHHETHYHO NMPOYHBaHE NPH 3paBu A0OPOBOJM, CE€ ACOLMUPA € MPUOITHIUTETHO TPHKPATHO
napacteane Ha AUC Ha posyBactaTH. EAHOBpEMEHHOTO NPHIOKEHNE Ha KpecTop H HAKOH
KOMOKHALMM OT NPOTEa3HHW HHXUOUTOPH, MOXKE ZIa CE HMa NPEABHJ ClleAl BHUHMATENHO NPELICHABaHe
Ha KOpeKLUuHUTe Ha Jo3ara Ha KpecTtop, Ha 6a3a 04aKBaHOTO MOBHILEHHE HA €KCIIO3KLMATA Ha
posysacTaTvH (Tabnuua | W Toukn 4.2 U 4.4).

AHTHAUWAH
EnroBpeMeHHOTO npHiaokeHHe Ha KpecTop ¢ aHTHaLHAHA CYCNEH3UA, ChAbPXKALLA ATYMHHHCB H

MarHe3MeB XUAPOKCH], € JOBEJIO 10 HaMaJIsRaHe Ha TU1a3MEHaTa KOHUCHTpalUs Ha pO3yBACTATHH C
npubnusurento 50 %. To3m edexr e 6un oTcnabeH, KOraTo aHTHaUUAUTE Ca JABaHU 2 Yaca cnej
nprema Ha Kpectop. KnHHHYHOTO 3Ha4€HUE Ha TOBa B3aUMO/JIEHCTBHE HE € H3CNIEABAHO.

EpurpomuuuH
EanoBpeMeHHHST npuem Ha Kpectop u epurpoMuumH € gosen ao 20 % namanenune Ha AUC o 1
30 % HamaneHue Ha Cnax Ha pO3yBacTaTHH. B3aMMOJEHCTBHETO MOXKE Aa € NPEAHU3BHKAHO OT

NOBUUICHHS YPEBEH MOTHJIMTET, BC/ICACTBHE HA MPHEMA HA EPUTPOMHMLIMH.

EnzuMu ot cucTeMara Ha uMToxpoM P450
TIaHHUTE OT in vitro W in vivo NpoOy4YBaHHA MOKA3BAT, Y€ PO3YBaCTaTHH HE € HUTO MHXHOUTOP, HUTO

MHAYKTOp Ha LHTOXpoM P450 uzoensumure. PozyBactaTuH € cnab cyberpar 3a Te3 H30CH3HMM.
CnenosaTenHo, JeKapCTBEHH B3aUMOASHCTBHS, pe3yaTaT OT UMTOXpoM P450-MeaunpaHus
MeTabonn3bM, He ce ouakBaT. He ca HabmiogapaHW KIMHHYHO 3HAYHMH B3aMMOJEHCTBHA MEXNY
po3ysactaTHH K daykoHason (uHxuburop Ha CYP2C9 u CYP3A4), niau keTokoHa30n (MHXHOHTOp Ha
CYP2A6 u CYP3A4). ENHOBpEMEHHHAT NMPHEM Ha HTpakoHazon (MHxuburtop Ha CYP3A4) v
po3yBacTarHH BoaM 10 28 % yeenuyenue Ha AUC Ha po3syBacTtaTtvH. ToBa MaJIKO YBEJTHYEHHE HE €
KAMHHMYHO 3Ha4YuMo. ITo Tasn nputyHa, NeKapcTBEHH B3aHMOJCHCTBHA B CIICACTBHE Ha METaDO/IU3bM,
MEAMHPaH oT uuToxpoM P450, He ce ovakaar.

B3iauMoaelicTBHA, KOWTO H3UCKBAT KOPEKIIMA HA 103a8Ta HA PO3YBAcTATHH (BXK. chblo Tabauua 1)
Koraro e Heobxonumo aa ce npunara Kpectop e1HOBPEMEHHO ¢ APYIH JIEKaPCTBEHH MPOLYKTH, 3a
KOHTO € H3BECTHO, Y€ NOBHILIABAT €KCMO3KIIUATA HAa PO3yBacTaTHH, A03HTe HA KpecTop TpsbBa na ce
Kopurupar. Ha npeanucealluTe nexapH ce Npenopbusa Aa B3eMaT NpelBH] ChOTBETHATA JIEKAPCTBEHA
HHbOpMaLIHA, KOraTo OOMHCIAT TIpHJIaraHe Ha TAKMBA NPOAYKTH 3aeHO ¢ KpecTop. 3amnousa ce ¢
no3a Ha Kpectop oT 5 mg BeAHmX AHEBHO, aKO OYaKBaHOTO MoBHILEHHE HA ekcnozuuuaTa (AUC) e
NPHOTH3HTENHO ABYKPaTHO WiN No-roaamo. MakcHmanHaTa AHEBHa 1o3a Ha Kpecrop Tpabea aa ce
KOpHIHpa Taka, Y€ OYaKBaHaTa EKCNO3HLMUA Ha PO3YBacTaTHH HAMA BEPOATHOCT Aa HAABHILH TasH Ha
40 mg nHeBHa no3a Kpectop, npuer 6€3 B3anMOACHCTBANH TEKapCTBEHH NMPAYKTH, HalnpyuMep 103a oT
20 mg Kpecrop ¢ rempubposun (1,9 mbru noBumeHye) 1 203a ot 10 mg Kpectop ¢ komOHHaLus
pUTOHaBHp/aTazaHasup (3,1 NbTH NOBHILEHHE).

Axo ce HaOmoaaBa, ue nekapcTBeH NpoaykT nosuiasa AUC Ha po3yBacTaTMH MO-MaJKO OT 2 ITbTH,
HauyanHata Ao3a He TpabBa Aa ce HamannBa, HO TpsOBa Ja ce MoAXOXIa C BHHMaHHE, ako Jo3aTa Ha
Kpectop ce nosviun Rag 20 mg.




Tabnanna 1. EdexT Ba enHOBpeMEHHO NPHU/IATAH JIEKAPCTBEH NPOAYKT BBPXY €KCNO3RUKNTA HA
posysactatun (AUC, B HH3X0ARIK pea) oT ny0IHKYBAHA KJIHHAYHH NPOYyYBAHHA

IloppmaBane Ha AUC Ha PO3YBACTATHH 2 ILTH HJH NoBede oT 2 NbLTH

0308 pexHM Ha Ho30B pexum Ha IIpomana B AUC na
B3AHMOAeHCTBAIIOTO JEKAPCTBO po3yBacTATHH pPO3YBACTATHH
CodocOysup/BennatacBHp/BOKCHNANPEB 10 mg enqMHM4Ha no3a 7,4 mbTH

np (400 mg-100 mg-100 mg) +
Bokcunanpesup (100 mg) BeaHbx
AHEBHO 3a 15 aHM

Iluxnocnopud 75 mg aBa NbTH Ha ACH 10 mg BeaHbx AHEeBHO, 10 AHHM 7.1 e 1
no 200 mg aBa MbTH Ha JEH, 6 Mecea

Haponyramug 600 mg 2 x Ax., 5 auu 5 mg, eqMHHYHA N03a 5,2 nbTH
Peropadenut 160 mg, BeqHBXK AHEBHO, 5 mg, eAMHMYHA 1033 3,8 IbTH
14 auu

ATtaszanaup 300 mg/putoHasup 100 mg 10 mg, enuHW4HA 1034 3,1 mbtu 1
BEAHBX AHEBHO, 8 AHH

Pokcagycrar 200 mg npe3s aeH 10 mg, enMHUYHa 1034 2,9 nbTH T
Bennaracsup 100 mg BeAHDLX AHEBHO 10 mg, enHUYHA No3a 2,7 0bTH
MomenoTuuué 200 mg BeAHBK THEBHO, 10 mg, eaHAKH4Ha 1034 2,7 nbry 1
6 auH

Tuxarpenop 90 mg aBa MbTH AHEBHO, 2 10 mg, enMHUYHA A03a 2,6 meTH T
AHH

OmbuTaceup 25 mg/napuranpesHp 5 mg, eaMHUYHA 103a 2,6 mbTH

150 mg/ puronasup 100 mg BeaHbXK
aHeBHo / na3abysup 400 mg 2 nbTH

AHeBHO, 14 aHU

Tepudnynomus, JlepnyHomun He e HanuuHa 2,5 mptu T
Bagagycrat 600 mg Be/ilHBX JHEBHO, 20 mg, eaMuKyHA 032 2.5 metu T
8 nuu

I'pasonpesup 200 mg/enGaceup 50 mg 10 mg, enyHMy4Ha No3a 2,3 npTH
BEAHEX AHEBHO, 11 qHU

I'nekanpesup 400 mg/nubpeHTacBHp 5 mg BeAHDLIK JHEBHO, 2,2 IBTH
120 mg BeaHBXK AHEBHO, 7 THH 7 THM

Jlonunasnp 400 mg/puronasup 100 mg 20 mg BEAHDBK AHEBHO, 7 AHH 2,1 mbta T
IBa ITTH HA AeH, | 7 IHU

Kanmatnuub 400 mg aBa meTH Ha aeH 10 mg, enuHMYHa 1038 2,1 mpt T
Knonnporpen 300 mg narosapsatuia 20 mg, eqUHM4HA 032 2mptn T
11034, nocneaAsaHa oT 75 mg Ha 24 vaca

docramatunmnd 100 mg ABa ITbTH Ha 20 mg, eAHHHUYHA 032 2’0 MLTH T
HeH

Pebykcoctar 120 mg BeaAHbXK AHEBHO 10 mg, eAMHMYHA K032

Tad)aMH,IlHC 61 mg 2 IbTH AHCBHO HaA 10 mg, eAMHUYHA 1033

neH 1 ¥ 2, nocneaBaHo OT BEAHDBXK
OHEBHO HAa IeH 3 U 9




lemdprbpoaun 600 mg ABa MbTH HA JEH, 80 mg, eauHUuHa A03a 1,9 mpru T
7 auu

IoBumapane Ha AUC Ha po3yBacTaTHH NO-MAJIKO OT 2 NbTH

Jlo30B pexHM Ha J030B pexHM HA IIpomana 8 AUC Ha
B3aHMOAeHCTBAIOTO JIEKAPCTBO PO3YBACTATHH PO3YBACTATHN
Entpombonar 75 mg BeJiHbK AHEBHO, 10 mg, eauHH4Ha go3a 1,6 mbtu T

5 AHHU

HapyHnasup 600 mg/puronasup 100 mg 10 mg BeAHBX AHEBHO, 7 JHU 1,5 mbtu 1
Ba NMBbTH HA O€H, 7 OHH

Tunpanaeup 500 mg/puroHasup 200 mg 10 mg, eauHny4Ha no3a 1,4 npti T
NiBa NbTH Ha AeH, | ] aHu

HpoHenapox 400 mg aBa NbTH HA AEH He e HanH4Ha 1.4 nbTH T
Hrpakonazon 200 mg BeAHbXK AHEBHO, 10 mg, eaHUYHA JO3a 1,4 obTH T

5 nHH

EzeruMu6 10 mg BeAHBXK AHEBHO, 10 mg, BeAHDBXK OHEBHO, 14 NHK 1,2 mpta T
14 quu

IounxkanaHe na AUC na po3yBacTaTHn

H030B pexum Ha J030B pecHM HA IIpomana B AUC ua
B3aEMOAEHCTBAMIOTO J1IEKAPCTBO pO3yBACTATHH PO3YBacCTATHH
EpurpoMuuik 500 mg yeTupu NbTH Ha 80 mg, eauMHuYHA 1032 20% <

neH, 7 AHK

bavkanuH 50 mg TpH TbTH Ha JEH, 20 mg, envHU4YHaA ao3a 47% <

14 quu

" JJaHKHTE, MOCOYEHH KATO X ITbTH NPOMAHA, MPEACTABAT NIPOCTO CHOTHOILIEHHE MEXKTY
€JHOBPEMEHHO NPHIOKEHHE U MPWIOXKEHHUE Ha pO3YBACTATHH CAMOCTOATENHO. JJaHHUTE, MOCOYCHH
kaTto %, npeacTassaT MPOUCHTA pa3jiIiKa OTHECEH Ha CAMOCTOSTEIHOTO MNPHAOKEHUE HA
PO3yBaCTaTHH.

[ToBHIIABAHETO € NPEACTABEHO KATO ,,T:, NOHKEHHETO KaTo ,,i”.

“"HakosKo nMpoyyBaHHs 3a B3aUMOAECHCTBHE ca NPOBEACHH ¢ pa3iiMuHK A03Mposku Kpectop,

tabnnnaTa npeacraBd Hai-3Ha4UMOTO CHOTHOLLIEHHE.

AUC = nnoil Nox KpHBara;

CneaHuTe ieKapCTBEHH NMPOLYKTH/KOMOHHALMHM HE OKa3BaT KIIMHHYHO 3Ha4yuM edekT 8bpxy AUC Ha
pPO3YBaCTATHH NPH €AHOBPEMEHHO MPUIOKCHHE!

Aneravrasap 0,3 mg npunoxenue 3a 7 nuu; GeHopubpar 67 mg 7 AHM NpHWIOKEHHE TPH MbTH Ha
neH; OnykoHas3oa 200 mg 11 aun npunoxkeHue BeAnbK JHEBHO, Pozamnpenasup 700 mg/puToHaBHp
100 mg 8 nuu npunoxeHue aBa NbTH Ha AeH; Kerokorazon 200 mg 7 AH4 NnpUioXKEHHKE ABA TBTH Ha
neH; Pudamnun 450 mg 7 nHu npunoxeHue BeAHbLK AHEBHO; CunumapuH 140 mg 5 AHK nipunoxeHue
TPH NbTH Ha JIeH.

Edbexm na pozyveacmamun ebpxy eOHO8peMEHHO NPUAQZAHYU AEKAPCMEEHU NPOOYKMU

AHTaroHucTH Ha ButaMuH K
[TonobHo Ha apyrn naxuburopu Ha HMG-CoA peaykTazarta, 32aouBaHETO Ha ICHCHH
HJIH TUTPUPAHETO Ha J03aTa My NPK NAUUEHTH, NPUEMalld aHTArOHKUCTH HA BUTA
Bap¢apHH WIH APYrH KyMapHHOBH aHTHKOAryJIAHTH), MOXE Aa JOBEAE A0 MOBH

[IpexbCBaHETO Ha IEYEHHETO WIH HAMalgBaHE Ha 103aTa Ha THTpHpaHe ¢ Kp
Ao Hamanenue Ha INR. [1pu nogobHu cHTyauuu ce npenopsuBa MOHUTOpUpAH
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[lepopanHH KOHTpaLENTHBH/ XOPMOHO3aMECTBALIA Tepanus
EnHoBpeMeHHMAT nipueM Ha KpecTop M nepopasiHi KOHTPALECTTHBH, € A0BeN 20 nopHiuasate Ha AUC

Ha €THHHA €CTPAAHON M HOprecTpen, ChOTBETHO € 26 % U 34 %. Te3n NOBULLEHN MNa3MEHH
KOHLIEHTpaLMK TpAOBa Aa ce B3eMaT NoJ BHUMAHHE, KOraTo ce onpeaesis A03HPOBKATa Ha
nepopanHuTe KOHTpauenTHBH. Hama papMakoKHHETUYHHN NAHHU 33 NALIKEHTH, KOMTO MPHEMAT
eaHoBpeMeHHO Kpectop u xopMoHo-3aMecTBalla Tepanus. ETo 3ai10, B3anMoaeicTBHETO, ONMMCAHO
no-rope, He TpAOBa Aa 6bae U3KTIOUEHO KATO BEPOATHO. Bhnpeku Topa, Tazn komOUHaLMs e Ouna
IWHPOKO MpU/IaraHa oT XKEeHH B KIIHHUYHHU M3NUTBaHUA K € Ouna Tonepupana aodpe.

EQ!I‘H JEKAPCTBCHH NPOAYKTH

Huzoxcun: Bb3 OCHOBa HAa JAHHHWTE OT CreMPHYHM NPOYUBAHHUA 33 W3C/eIBAHE HA NIeKapCTBEHH
B3aMMO/IEHCTBHUA, HE CE€ OYAKBA KIIHHHYHO 3HAYKHMO B3aUMOAEHCTBHE C IHIOKCHH.

dyzudoea xuceauna. He ca npopexaaH NpoyuBaHUs 3a U3C/ESABaHE HA B3AUMOAEHCTBHA C
pPO3YBACTATHH H Y3HAOBA KUCENHHA. PUCKBT OT MHONATHS, BKJHOYHTETHO pabaoMuonusa, Moxe ga
ce YBEJNHYH NPH eIHOBPEMEHHA yrnoTpeDda Ha dy3u0Ba KHCEIHHA 38 CHCTEMHO NMPUIIOKEHHE U
cTaTHHH. MexaHU3MBT Ha TOBa B3aUMoOaeicTBHE ((PapMaKoAHHAMHYHO HIH (GapMaKOKHMHETHYHO, WIH
H JIBETE) € BCe olle HensBecTeH. Uma cbhobieHus 3a pabroMuonusa (BKINIOUHUTENHO HAKONKO C
daTtaneH H3Xoa) NpH NALMEHTH, MPUEMalliH Ta3H KOMOMHALMA.

AKo TepanuaTa ¢ Qy3ua0Ba KHCENHHA 38 CUCTEMHO NPWIOKESHHE € HANIOKHTENRHA, JICYEHHUETO C
Kpectop Tpabea na 6bae npekbCHATO MO BpeME Ha MEPHOAA Ha JIEYEHUE C Gy3HIOBA KHCENHUHA.
Buxre cbio Touka 4.4.

[NeauaTpuyHa nonynauus
[TpoyuBaHus 3a B3aUMOAEHCTBHA ca NPOBEXJAHM CaMo IMpU Bb3pacTHH. CTENeHTa Ha

B3aHMOJEHCTBHATA B NEAHATPHYHATA NOITYIAUMA HE € H3BECTHA.
4.6 OepTHAHTET, HPEMEHHOCT H KbPMEHE

KpecTop e npoTHBONOKa3aH Mo BpeMe Ha OpeMeHHOCT B KbPMEHE.
JKeHu B AerepoaHa Bb3pacT TpaOBa Aa npunarat noAXoAdIUN KOHTPALEITTUBHH MEPKH.

bpeMeHHOCT

XonecTeponbT H APYTH NPOAYKTH Ha XONECTEPOJIOBHA OHOCHHTE3 Cca BAXHH 32 Pa3BHUTHETO HA IUIOAA.
Eto 3a1110, noreHuuanHuaT puck ot uexubupane Ha HMG-CoA peaykrasara € no-rojisM B CpaBHEHHE
C MOJI3aTa OT JICYEHHETO MO BpeMe Ha OpeMeHHOCT. U3cnensaHmuaTa BbpXy AKHBOTHH OCHTYpABAT
OrpaHH4€HH JaHHH 33 penpoAYKTHBHA TOKCHYHOCT (BXK. Touka 5.3). Ako nauueHTKa 3abpeMenee no
BpeMe Ha JIeueHME C TOBA JIEKapCTBO, NPHEMBT TpAOBa 1a Obae HezabaBHO NpeyCTaAHOBEH.

KbpMmeHe
OrpaHu4eHH JaHHM OT NYOJIMKYBaHM AOKNAAW MOKA3BAT, Y€ pO3yBacTaTHH NPHCHCTBA B YOBEILIKATA

KbpMma. PO3yBacTaTHH ce OTHENA B MAAKOTO Ha nabxoee. [Topaau Mexanu3Ma Ha aelicteue Ha Crestor,
CBHILECTBYBA MOTEHI[HAJIEH PHCK OT HEXEJIaHH peakUMH NnpH KbpmaueTo. Crestor € NpOTHBONOKA3aH Mo
BpeMe Ha KbPMEHE.

QepTUAUTET
Hama u3BecTHH edekTH BbpXY depTUAHTETA ciell ynoTpedaTa Ha po3yBacTaTHH.

4.7 EdexTH BLpxy cnocobHOCTTA 32 mo¢pHpane K paboTa c MAaIHHH

Fi

He ca nposexnaHu npoy4uBaHus 3a YCTAHOBABAHE HA BIUAHUETO HA KpecTop B’bp S0
wodupane U padota ¢ MalIMHK. Bb3 OCHOBA Ha (papMaKOAUHAMHYHHUTE CBOMCT :..

Kpectop aa nosnuae HebnaronpuaTHo te3n cnocodbnoctu. [Ipu wodupane nny §
TpabBa Aa ce UMa NpeABUA, Y€ NPUEMAHETO HA NCKAPCTBOTO MOXKE Aa NPEAH3BRKITE

11: -ir'
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4.8 HexelaHH IeKaPCTBEHH peaKHH

Hexxenauurte nekapcTBeHH peakudu, HabaonasaHk npu ynorpebara Ha Kpecrop, oOHKHOBEHO ca
NEKH ¥ NpexoAHH. [IpH KOHTPONHPAHNTE KIHHUYHH U3NUTBAHUA, oA 4 % OT NALMEHTHTE, JIEKYBaHH
¢ Kpectop, ca npekbCHaJIM JIEYEHHUETO MOPALH HEXKEIAHH PEAKLIMH.

TabnuyueH cIHCHK Ha HEXENAHUTE PEAKLIHM

BasupaHa #a JaHHH OT KIMHUYHH NPOY4YBaHHA W OBUIMPEH NOCTMAPKETHHIOB ONUT, C/IeAHaTa
Tabnuna npeacrass npodWILT HA PO3YBACTATUH MO OTHOLLIEHHE HA HEXENAaHH JIEKAPCTBEHH PEaKLHH.
Hexenauute peakuuu, H3GpoeHH No-a0y ca KnacupHLUUpaHH No YECTOTa M CHCTEMO-OPraHeH Kiac
(COK).

YecTOoTaTa Ha HEXENAHUTE PEAKLMH € ChoOpa3eHa CbC ciieaHaTa KOHBeHUus: yectd (= 1/100 no 1/10);
Heuectr (= 1/1 000 go 1/100); peaxn (> 1/10 000 ao 1/1 000); muoro peaku (< 1/10 000), HeuszsecTHa
yecToTa (HE MOXKe j1a Oble OLeHeHa OT HAIMMHWTE JaHHH).

Tabnuna 2. Hexxenanu JJeKapcTBeHH peakunH 6a3MpaHd HA JAHHH OT KJIHHHYHH NPOYYBAHHSA H
NOCTMAPKETHHIOB ONIAT

CureMo-opranen YecTn Heuectn Peaxn Mpuoro peaxun | HenssecrHa
KJ1ac 4eCTOTA
Hapywenua na TpomboumtoneH
kpvema u auMgHama HA
cucmema
Hapywenua na | Peakiiuu Ha AHadunakTHyHa
UMYHHAMA cucmema CBPBXYYBCTBHTE peaxkums
JTHOCT
BKJIIOYHMTEIHO
aHrHoeAeM
Hapywenun na 3axapeH
eHOOKpUKHama anaber’
cucmema
Hewxuunu Henpecus
HapyweHus
Hapywenun na ['napobonu IMonuuesponaru | Ilepudepna
HepeHama cucmema |e ) HeBpONaTHA
3amaiiBaHe 3aryba Ha namet | Hapymenus Ha
CHHS
(BKIIIOUHUTENTHO
HHCOMHHA U
KOLIMAapH)
MuacTenus
BHC
Hapywernus na Ouna
oyume MHACTCHHA
Pecnupamopnu, Kamnuua
2PbOHU U Jlucndes
MeOuUacmuHaniu
Hapywenus
Cmomauino-ypesnu | KoHCTHNAL [Tankpeatwur
HapyuwieHust us
I'agene
AbaomuHan
Ha 6osika
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Xenamoburuapru [TorimeHH KpareHuua
Hapyuerus yepHoApoOHM | XenaTuT
HaHCAMMHA3H

Hapywenua na ITpypuTyc CuHapoM Ha

Koxcama u Obpus Stevens-Johnson

NOOKONCHAMAa MbKaK Yprukapus NEKapCTBEHA
peaKLms C
€O3MROPUNUA U
CUCTEMHH
CHMINTOMH
(DRESS)

Hapywenus na Muanrus Muonarus ApTtpanrus HapyiueHus Ha

MYCKYIHO- (BKIIFOYHUTEHO CYXOXKHNUATA,

crenemrama MHO3HT) NOHAKOra

cucmema u PabnomMuonuza YCJIOKHEHH OT

cveQuHumennama Jlynmyc-nogoben pynTypa

MbKaH CHHAPOM HmyHomeauupa

Pynrypa Ha Ha
MYCKY/JI HEKPOTH3UpalLa

MHOMNATHA

Hapywenua na XeMmartypusa

bvbpeyume u

RUKOYHUME NbIMuLe

Hapywenua na ['MHeKOMacTH#

PENpPOCYKmuesama

cucmema u zbpoama

Obwu napywenus u | ACTCHHUA Enem

egpexmu na

MACMOMO Ha

| HPUAODICEHUE

'YecTOoTaTa IE 3aBHCH OT HATHYHETO HIH OTCHCTBHETO HA PHCKOBH (akTOpH (INIIOKO3a Ha rNagHoO

> 5,6 mmol/l, MHaeKc Ha TenecHa Maca > 30 kg/m?, noBHIlIEHH CTOMHOCTH Ha TPUIIHLEPHINTE, AHAMHE3A 34

XHINEPTOHHA).

Kakro npu apyru unxubutopu Ha HMG-CoA peaykrasara, UecToTaTa Ha HEXENaHUTE IEKapCTBEHU
PeaKLiMH 3aBHCH OT J03aTa Ha JIEKapCTBOTO.

E¢dexrty Bbpxy 6B0peLiuTe
[Tpu naumeHTH, NekyBaHu ¢ Kpectop, e HabmogapaHa npoTeHHypUs, yCTaHOBEHA MPH H3C/IEABaHE C
TECT-JIEHTHYKH H KOATO € C PeAHMHO TyOyJIEH NPOU3XOL.

B onpeaeneHH MOMEHTH OT JiedeHUeTo, NpH < | % ot naumeHTHTe Ha 10 mg ¥ 20 mg, u npu
npubnusurTenHo 3 % oT nauneHTuTe, neKkysanu ¢ 40 mg, ca HabmonasaHu NPOMEHHU B M3CIIeABaHUATA
38 NPOTEHH B YPHHATA OT OTPHLIATESICH Pe3yATaT WM cneay Ao ++. He3HayuTenHo OTKIOHEHHE, B
MOCOKa OT OTPHLATENEH PE3YNTaT HIH ClIeaH KbM +, ¢ Habnionasaro npu no3a 20 mg. B noseuero
Cllyuau, NPOTEUHYPHATA HAMAJIABA HIIH U34e3Ba CTIOHTAHHO B MpOLECa Ha JIEYEHHETO, H HE € N0Ka3aHO
a NpELIECTBa OCTPO M nporpecdBHO 6bOpeuro 3abonasane. OT npernesa Ha JaHHUTE IIpH
KIHHUYHHTE ONUTH U NOCTMapKEeTHHIOBUTE NPOYYBaHHA, A0 CEra He € YCTAHOBEHA NPUYHHHA Bpb3Ka
MEXIY NPOTEHHYPHATA U OCTPO WIH nporpecHBHO 6b0pedHO 3abonsaBaHe.

yecTorarta H e HHCKa.
EdexTH BbPXY CKENIETHATA MYCKYJIaTVYDA
Kakro npu apyrn naxuburopu Ha HMG-CoA penykrasara, Bb3AEHCTBHA BLPXY

MYCKYJIaTypa KaTo HEYC/IOKHEHA MHAIrUA, MHONATHA (BKIIFOYHTEIHO MHO3HT) H
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YCTaHOBEHH MPH MALHEHTH JieKyBaHH ¢ KpecTop — BbB BCHMKH TEpaneBTHYHH J03H, 0COOEHO B A03M
Han 20 mg.

VeenuueHHe Ha HuBoTo Ha CK, BClIeACTBUE HA YBENHHYCHHNE Ha A03aTa € HabmogaBaHo NpHU ManbK
Opoif nauMeHTH Ha po3yBacTaTHH; MHOXECTBOTO OT CJIyYaHTe Ca JIEKH, NPEXOJHH H aCHMITTOMATHYHH.
Axo HuBoTo Ha CK ce nosuiuM (> 5 ITbTH ropHaTa rpaHHLIA HA HOpMarta), JICYEHHETO TpAdBa
BPEMEHHO Ja CE MpeYCTAHOBH (BXK. TOYKa 4.4).

EdexTy Bopxy uepnus apod

Kakro npu npyru uHxuburopn Ha HMG-CoA peaykrasara, yBeJIHYEHHE HA TPAHCAMHHA3HTE,
CBBP3aHO C JO3UPOBKATa, € HabnogaBaHO NP MABK OpOif NaLMEHTH Ha pO3yBACTaTHH, NMO-TONIMa
4acT OT CAYYaWTE ¢a JIEKH, aCHMITTOMATHYHH U NPEXOIHH.

Kpecrop
CneHHTe HEXKENAHH PpeaKLMH ca JOKNAABAHH MPH HAKOHM CTATHHH:

¢ CekcyanHa JUCPYHKIHS.
¢ H3onupaHu ciiyuan Ha WHTepcTHUMaNHa Oenoapobna Honect, 0codeHO NPH NPOABIDKATENHA
Tepanus (BXK. Touka 4.4).

JloknaaBaHaTa 4€cTOTa Ha pabloOMHONIH3a, CEPUO3HH YEPHOAPOOHH YBpeaH (OCHOBHO - YBEJIHUYCHH
YEpPHOAPOOHHK TPaHCAMUHA3M), € MO-BHCOKA NpH A03HpoBKa oT 40 mg.

[leauaTpu4Ha nomynanus
[Mouiaeane Ha kpeaTHHKHHa3ara > 10XULN 4 MycKyTHH CHMITTOMH, Cliel YNPaOKHEHHA HWIH

MOBMIIEHA (PH3HUECKA AKTHBHOCT ¢4 HabTIOAABAHHU NO-4YECTO B €AHO 52-CEAMHYHO KITHHH4HO
MPOYYBaHe Ha ACLlA W IOHOLLIH, B CPaBHEHHE C Pb3pacTHUTE (BXX. Touka 4.4). B apyr acnekt, npopunsT
Ha 0e30MacHOCT Ha PO3YBACTaTHH € CXOACH NPH Ie1a U IOHOLIH, B CPABHEHHE ¢ BE3PACTHMTE.

CpobliiapaHe Ha NOAOZUPAHK HEXKEIAHH PEAKLHH

CrobiaBaHeTo Ha NOAO3HMPaHH HEXKENAHHU PeakLHH CNeq pa3pellaBaHe 33 ynorpeda Ha 1EKapCTBEHUS
NPOAYKT e BakHO. ToBa Nno3BoNABa Aa MPOABLIHKH HabNIOREHHETO HA CHOTHOLSCHUETO NOJ3a/PHCK 32
neKapcTBeHHs MpoAyKT. OT MEHULIMHCKHTE CHELMATHCTH C€ M3MCKBA Aa ChoOILABAT BCAKA
NOAO3UPAHA HEXeJlaHA peaKLMd Ao:

bnarapus
HU3anbAHKTENHA areHuMs no Jekapcreara yi. ,,JlamsH I'pyeB” Ne 8
1303 Codus

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

4.9 IIpenosnpane

Hama cnenpguyHo nedeHHe B ciay4ail Ha npeno3upane. [1pu npenosnpane, nauHeHTsT TpAOBa na ce
JIEKyBa CHMITTOMATHYHO M /1a ce 3arovHaT AOAIbPIKaLLK MEPKYK criopel HyxaaTta. HeproapobHara
¢yuxums 1 nuara Ha CK Tpa6Ba aa ce cneast. Manko e BepoaTHO XxeMoHanu3aTa Aa 6n¢e oT nonsa.

5. GAPMAKOJOI'MYHHU CBOUCTBA

3.1 PapMakoaAHHAMHYHH CBOHCTBA

MexaHu3zeM Ha IeHCTBHE
PosyBacTaTHH e ceneKTHBEH B KOHKypeHTeH HHxubutop Ha HMG-CoA peny

CKOPOCTOrpaHH4YaBaLIUAT €H3WM, KOWTO NpeBpblla 3-XHAPOKCH-3-METHIIITYTa
14




MEBAIOHAT, MPEKYPCcop Ha xonectepona. OCHOBHO Bb3AEHCTBHE PO3YBACTATHH OKA3BA BbPXY YECPHHA
Apob, OpraHtT, B KOMTO C€ U3BbLPILBA HAMAIABAHE HHBOTO HA XOJIECTEPO.

PosyBacraTiH yBenn4yapa 6pos Ha yepnoapoOHuTe LDL peuenTopu BbpXy KneTbuyHaTa NOBBLPXHOCT,
KaTO 3acWiBa noemMaHeTo M Karabonuima Ha LDL u uaxubupa yuepHoapobuara cunresa Ha VLDL. [lo
TO3HM Ha4MH, pO3yBacTaTHH Hamansaea obwms 6poit Ha VLDL u LDL vactuum.

DapMakoAMHAMHYHH edeKTH

Kpectrop Hamansea nosuinenus LDL-xonectepon, o0mwusa xonectepon ¥ TPUrMHLEPUAMTE, K
nosuiiasa HDL-xonectepona. Toit cbuto nonmxkara ApoB, neHDL-C, VLDL-C, VLDL-TG u
ysenuuyapa ApoA-I (Bx. Tabnuua 2). Kpecrop nosrmxkasa u cvotHonieHusTa LDL-C/HDL-C, 061
C/HDL-C, neHDL-C/HDL-C u ApoB/ApoA-I.

Tabauua 3. OTroBop Ha A03aTA NPH NAKHEHTH ¢ MLPBHYHA Xunepxo/aectepoaemus (Tun Ila u
IIb) (kopHrupan cpeaen NPOUEHT HA NPOMSAHA OT H3IXOAHOTO HHBO)

Ho3a N LDL-C O6m-C HDL-C TG HeHDL-C ApoB ApoA-lI
[Inauebo 13 -7 -3 3 -3 -7 -3 0
5 17 -45 -33 13 -35 -44 -38 4
10 17 -32 -36 14 -10 -48 -42 4
20 17 -35 -40 8 -23 -51 -46 5
40 18 -63 -46 10 -28 -60 -54 0

TepaneBTHYHHUAT OTIOBOP KbM JedeHHeTo ¢ Kpecrop ce 3abenaspa qo | ceaMMNa OT HA4aaoOTO Ha
TepanusaTa U 90 % oT MaKkCHManHuA OTrOBOP Ce NOCTUra A0 2 CeAMULN, MakKCUMASTHUAT OTCOBOP
OOHKHOBEHO C€ NOCTHIa KbM 4-Ta ceIMHULIA M C€ NOAABbPXKA C/ISA TOBA.

Knunnina epukacHoct u 6e3onmacHocT

Kpectop e edekTHBEH NpH Bb3pacTHH X0pa, CTPaJaliH OT XHINEPXONEeCTEPONEMH, ChC HIH He3
XHNEPTPUIIHLIEPHAEMHA, HE3ABUCUMO OT PacoBa MPHHAJIEHKHOCT, MO WM Bb3pPacT, U Npu
CNELMAITHU IPYTTH KaTO AHA0ETHLIH WIH MALHEHTH C PaMHIIHA XHITEPXONECTEPONEMHUA.

O000wuienuTe nanHu oT daza [l Ha knMHEWYHKTE NpoyuBaHKA NOKa3BaT, ye Kpectop e edekTuBeH npu
NleyeHHre Ha roisma dact ot naumeHture ¢ Tun lla u IIb xunepxonecreponemius (cpeaHa Uu3XxoaHa
croitnocT Ha LDL-C oxono 4,8 mmol/l), cnopen onpeagenennte ot EBponeiickara o61HOCT no
aTepoCKiacpo3a npuueinau CToHHOCTH (EAS; 1998). Oxono 80 % ot naumenrnTe Ha 10 mg ca
AocTUrHany xenanute cToiHOCTH Ha LDL-C (< 3 mmol/l) cnopea EAS.

B eano mauiabHo npoyusaHe ¢ GopcHpaHo THTPHpaAHE Ha 103aTa, 435 MAUKHEHTH C XETEPO3HIroTHA
¢amMunHa xunepxonecreponemus ca aekysanu ¢ 20 mg a0 80 mg. Bcuukyn A03UpOBKH MOKa3BaT
[IONOXKKTENEH PE3YATAT BBPXY JUNUAHUTE noKa3arenu. Cnen noCTHraHe Ha AHEBHA A03a oT 40 mg

(12-ceamuuno newenne), LDL-C namansaBa ¢ 53 %. 33 % oT nauMeHTHTE JOCTHraT CTORHOCTHUTE HA
LDL-C cniopen EAS (< 3 mmol/l).

B eaHo OoTBOpEHO NMpoy4YBaHe ¢ (popCUpaHO TUTPUPAHE HA A03aTa NMPH 42 NAUMEHTH (BKJIIOUUTENHO
8 neauaTpH4YHU NaLKMEHTH) C XOMO3UIoTHA aMUIHA XHUIIEPXONIECTEPONEMHA Ca OTYETEHH

pesynatatute ot npueMane Ha 20-40 mg Kpecrop. B obiara nonynauns cpeaHOTO NOHHKEHHE Ha
LDL-C e 22 %.

[Ipy KnHHAYHY W3NUTBAHUA ¢ OrpaHHyeH Opoit naupeHTH, Kpectop nokasea aaiuTHBHA €(EKTHBHOCT
[MPYU HAMANABAHE HA TPHITIULIEPHIMTE, KOraTo € IIpHeMaH B koMOuHauua ¢ penoduOpar pyBajHUYEHHE
Ha HUBOTO Ha HDL-C B koMOMHaL Mg ¢ HHalMH (BX. To4Ka 4.4).

B enHo MynTHLEHTPOBO, ABOHHO CHATIO, IU1aLE00-KOHTPOAHPAHO KIHHHYHO nppyEHe
984 naumecHTH MeXAY 45 U 70 roaMHK ¢ HUCHK PUCK 332 HCXEMHKYHA DoNecT Ha [t &
kato Framingham puck <10 % 3a 10 r.) u ¢csc cpeaecn LDL-C 4,0 mmol/l (154§ g

C)’GKJ'IHHH'-IH& ATCPOCKIICPO3a, YCTAHOBCHA HPC3 H3MCPBAHC Ha aebenuHaTa Ha KRPOOX I ; "
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meaus (Carotid Intima Media Thickness, CIMT), ca panaomuzupatu Ha 40 mg po3yBacTaTHH BEIHBK
JAHEBHO HIH IU1auebo 3a 2 roauHi. PO3yBacTaTHH 3HAYMTENHO 3a0aBH NpOrpecHATa HA MAKCHMATHOTO
CIMT ua BcHuKkH 12 MecTa Ha KApOTHABHUTE apTepHH, B cpaBHeHHUe ¢ rauebo -0,0145 mm/roauna
(95 % CI -0,0196, -0,0093; p <0,0001). [IpomsaxraTa cnpAaMO HU3XOAHUTE CTOHHOCTM 3a rpynara Ha
po3yBacTaTvh € -0,0014 mm/roamna (-12%/roanna (HecHraiHUKaHTHO)), B cpaBHEHHE ¢ Mauebo
rpynara ¢ nporpecus ot +0,0131 mm/roauua (1,12/roauna (p < 0,0001)). He € neMoHcTpHpaHa
OHPEKTHA B3aHUMOBPB3Ka MEXy NOHHAKEHHETO Ha HUuBaTta Ha CIMT W NOHWKEeHUs pHCK OT
cbhpaeyHOCHAORH chbuTHA. [onynaunara 8 npoyusanero METEOR e ¢ HUIChK pHCK OT HCXEMHUHA
fonecT Ha CHPUETO U HE € NPEACTaBUTENHA 3a TapreTHaTa nonynauus Ha Kpecrop 40 mg.
IlosupoBkara ot 40 mg Tpabea Aa ce npeanMcBa CaMo NPH NALMEHTH C TEXKKA XHNEPXONECTEPOIEMu,
C BUCOK ChPACHHOCHA0B PHCK (BXK. TOUKa 4.2).

ITpoyusanero JUPITER (the Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin) uscneapa edekra Ha Kpectop (po3yBacTaTUH KallLUi)
BbpXY OABATA HA MOJIEMH aTEPOCKICPOTHYHH ChPACYHO-CbAOBH ¢hOuTUA NpH 17 802 Mbike

(= 50 roonun) ¥ xkeHH ( 60 rogHHH).

YYacTHHLMTE B NPOYHBAHETO Ca paHAOMU3UpaHy Ha rutauedo (n=8 901) unu posysactaTuH 20 mg
BeAHBXK AHEBHO (=8 901) 1 ca npocneaeHH 3a CpeacH nNepuoa OT 2 roAHKH.

Konuenpaunure Ha LDL-xonectpona ca noruxkeHu ¢ 45 % (p <0,001) B rpynara Ha po3yBacTaTUH B
CpaBHEHHE ¢ ruanuebo rpynara.

[1pn post-hoc aHanu3 Ha BHCOKO-PHUCKOBA Ipyna OT JHua ¢ 6a3uydeH puck no Framingham > 20 %

(1 558 nuua), nmMa 3HaYMTENHA pEaAYKLMA B KOMOMHUpaHaTa Kpalida TO4Ka OT ChbpASYHO-ChA0BA
CMBPT, HHCYJIT U MUoOKapaeH uHpapkT (p=0,028) npu neveHue ¢ po3yBacTaTiH, cnpaMo miauedo.
A6conoTHaTa peayKLHA Ha pUCKa B HHBOTO Ha cbOuTHATa 3a 1 000 nauyenTroroauyu ¢ 8,8.
ToranHaTa CMBPTHOCT € HETTPOMEHEHA B Ta3H BUCOKOPUCKOBA rpyna (p=0,193). IIpu post-hoc aHanus
Ha BUCOKOPHMCKOBA noarpyna ot axua (9 302 nuua 00110), ¢ W3XxoaHa OLEHKa Ha pUCKa > 5 %
(excTpanosxpaH Aa BKJIIOYH JIHLA HaZ 65 roAMHH), HMa 3HAYHTENHA PEAyKLHA B KOMOHHUpaHaTa
KpailiHa TOYKa OT ChbpAEHHO-CHAOBA CMBPT, HHCYNT ¥ MHOKapaeH uHpapkT (p=0,0003) npu neueHmero
¢ pO3yBacTaTHH CApAMO nnauedo. AGconioTHatTa peAyKLUKa Ha PUCKA B HUBOTO Ha chOHTHATa € 5,1 32
1 000 nauneHToroannx. ToTanHaTa CMBLPTHOCT € HEMPOMEHEHA B Ta3H BUCOKO-PHCKOBA rpyIna
(p=0,076).

B npoyuBaHeto JUPITER, 6,6 % ot n1uara ¢ posyBactatiH U 6,2 % ot nuuara ¢ ruauedo ca
NpeKPaTHIIM NpHEMa HA H3CNICABAHOTO ICKAPCTBO NOpaAH HexenaHo cuOHTHe. Hali-uecTure
HeXeNaHU CbOWTHA, KOUTO Ca AOBEJIH A0 NPEKPaTABAHE HA NeueHneTo ca: Muanrui (0,3 %
po3yBacTtatuH, 0,2% nnauebo), kopemna 6onka (0,03% posysacrarun, 0,02% nnauedo) u 0Opus
(0,02 % posysacratud, 0,03 % mnaue6o). Haii-uecture Hexenany cbOMTHA ¢ HUBO NO-TONAMO H
paBHO Ha nnauedo 6sxa HHPEKUMHK Ha NUKOYHKTE MbTrila (8,7 % posyeacTtaTH, 8,6 % nnanebo),
HazodapuHraT (7,6 % posysacraTtus, 7,2 % nnauebo), 6onka B repda (7,6 % poayeacrarud, 6,9 %
nnauebo) 1 muanrns (7,6 % posysacrathH, 6,6 % miauebo).

[TearaTpyuyHa NONMynauus

B eano ABOHHOCNANO, PAHAOMH3KPAHO, MYIITHLIEHTPOBO, IaLebo-KOHTpONUpaHo, 12-ceAMHYHO
npoyupaHe (n=176, 97 oT MBEXKH NOA H 79 OT JKEHCKH o), nocneasaHo oT 40-ceAMHYHA, OTKpUTA
¢asza ¢ THTPHpaHe Ha A03aTa Ha po3yBacTaTUH (n=173, 96 OT MBXKHU 110A U 77 OT XKEHCKH NMOJ),
NAUMEHTH Ha BB3pacT 10 a0 17 roaunu (craamii [I-V no Tanep, MOMHueTa NoHe | roauHa cnen
HAYaJIOTO HAa MEHCTPYALMATA) C XETEPO3UroTHA (haMIUTHA XHAIEPXONIECTEPOJIEMHA NOJyvaBaT
po3yBacTaThH 5 mg, 10 mg wu 20 mg unu nnauedo, AHEBHO 32 12 ceAMHLM, a Cie] TOBA BCHYKH

craamii 11, IEL, IV u V no Tauxep.

LDL-xonecreponsT Gelie noHmwkeH 38,3 %, 44,6 % u 50,0 % ot posysacTa
CBOTBETHO, B cpaBHeHHe ¢ 0,7 % 3a nnaiebo.
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B kpas Ha 40-ceqMuuHaTa OTKpUTA (pa3a ¢ THTPHPAHE 0 NpHLUENHA CTOMHOCT, ¢ A03HpaHe RO
MakcHMyM 20 mg BeaHbxK AHeBHO, 70 ot 173 nauneHntH (40,5 %) ca nocTHrHanM npUlenHarTa
croifHocT 3a LDL-xonectepon ot no-Manko ot 2,8 mmol/l.

Cnen 52 ceaMHIIM Ha M3CIEABAHOTO JieYeHHE HE Oemie ycTaHoBeH HUKAKBB €EKT BbpPXY pacTexa,
Ternoto, BMI ninu nonoBoto ch3paBaHe (BxX. Touka 4.4). Toea npoyusaHe (n=176) He ¢
npeaHa3HaueHO 34 CPaBHABaHE Ha PE/IKH HEXKEJIAHH JIEKAPCTBEHH PEaKLIMK.

Po3yBacTaTHH € NpOY4BaH Cbil0 B €4HO 2-rOAHIUHO OTKPUTO KIIHHUYHO NPOYyUYBaHe, C THATPHPaHe Ha
n03aTa Ko )KenaHata ao3a npu, 198 aeua ¢ xeTepo3urotTHa GaMnaHa XHIEPXONECTEPOSICMHA Ha
Bb3pacT 6 oo 17 roaunu (88 momuera u 110 MoMuueTa, craauii no Tanep < II-V). Hauanuara noza
NpH BCHYKH NALMEHTH € 5 mg po3yBaCTaTHH BEAHLK AHEBHO. [IpH nauueHTHTE Ha BB3pacT 6 A0

9 roaMHH {(n=64) 1o03aTa MOXKE Ja Ce THTPHpPA A0 MaKCHMasHa Jo3a 10 mg BeAHBbK AHEBHO, a NpH
naumeHTH Ha BB3pact 10 1o 17 rogunn (n=134) 1o Makcumanna ao3a 20 mg BeaAHBXK AHEBHO.

Cnen 24 meceua Ha JieueHHE ¢ pe3yBacTaTuH, LS Ha cpeanrus npoueHTt Ha HamaneHue Ha LDL-C
CpAMO H3XOAHATa CTORHOCT € -43 % (u3xoaHo HMBO: 236 mg/dl, Meceu 24: 133 mg/dl). 3a Bcaka
Bb3pacToBa rpyna, LS Ha cpeauus npoueHT Ha Hamanesue Ha LDL-C cnipamo u3xoaHara CTOHHOCT € -
43 % (u3xoano Huso: 234 mg/dl, mecent 24: 124 mg/dl), -45% (u3xonuo HKBo: 234 mg/dl, Ha

mecel 24: 124 mg/dl), u -35 % (u3xoaHo HuBO: 241 mg/dl, mecen 24: 153 mg/dl), 81LB BB3pacToBuTe
rpynu 6 no < 10, 10 no < 14 1 14 no < 18, cproTBeTHO.

PosyBactaTud 5 mg, 10 mg 1 20 mg 10CTUraT ¢bil{Q0 CTAaTUCTHYECKH 3HAYKMH CPEJIHH [IPOMEHH
CNPAMO H3XOJHO HUBO 3a CIICIHHTE BTOPUYHH NOKA3aTeNH Ha aunuaure u aunonporeduure: HDL-C,
TC, ne-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ue HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Bcska OT T€3M NPOMEHHU € B MOCOKA Ha NOA00PEH NHMKAECH OTTOBOP U C€ NOAABPXKA B NPOABLIKEHUE
Ha 2 FOAUHM.

He ce ycraHOBsBa eeKT BbpPXY pacTeka, Tersioro, U”TM wnu nonoBoTo chipasaHe cieln 24 Mecena Ha
neyeHne (BXK. Touxa 4.4).

Po3yBacTaTHH € NpOyY4€eH B paHAOMH3IHPAHO, ABOKHOCIATO, TIAUe60-KOHTPOIMPaHO, MHOMOLIEHTPOBO,
KPbCTOCAHO NpOYyUBaHe, ¢ A03a 20 mg BeAHBXK AHEBHO CNipaMo miauebo npu 14 geua H roHowM (Ha
Bb3pacT 6 40 17 roauHH) ¢ XOMO3HroTHa gpaMuiHa xumnepxoiecteponemus. [IpoyusaHeTo BKIIOYBA
aKTUBHA 4-ceIMHYHA BCTHIIUTENHA (ba3a Ha AKeTa, MO BpEME Ha KOATO NALMEHTHTE Ca JIEKYBaHH C
posyBacTaTHH 10 mg, enHa KpbcTocaHa paza, KOATO BKAKOUYBA NEPUOL OT 6-CEAMHYHO NIEUYEHHE C
po3yBacTaTHH 20 mg, npeALecTBaHa WIH NOC/€ABaHa OT 6-ceAMHUYHO JIeYEHHE ¢ rauedo u
noaabpxainara 12-ceaMuyna ¢asa, npe3 KOSTO BCUYKHM NALMEHTH ca JIeKyBaHK ¢ pO3yBacTaTHH

20 mg. ITauMeHTHUTE, KOWTO NOCTHLIBAT B NMPOYYBAHETO Ha TEpanHA ¢ €3eTUMHUO KiH adepesa,
NpOAL/DKABAT JICHEHUETO CH Mpe3 LieNHus NMEPUOA Ha NPOYUBAHETO.

Craructiyecky curauduxantio (p=0,005) n knunnino 3HauuMo HaManeune Ha LDL-C (22,3%,

85,4 mg/dL unu 2,2 mmol/L) ce Habarogasa cnen 6 ceAMULIM Ha JIeYEHUE ¢ po3yBacTaTHH 20 mg B
CpaBHEHHE ¢ Mauedo NpH AcLa H KOHOLIH ¢ XOMO3MIroTHa (PaMWIHA XHIIEPXOJIECTEPOJIEMHSA.
CraTHCTHYECKH 3HAYMMH HamaneHus B obums xonecrepon (20,1 %, p=0,003), HeHDL-C (22,9 %,
p=0,003) u ApoB (17,1 %, p=0,024), ca Habntogasaum ciea 6 CeAMHLM Ha JIEYEHHE C PO3YBACTATHH
20 mg, B cpaBReHHe ¢ mauebo, nNpH Aela H KOHOLLH ¢ XOMO3HIOTHA (haMHIHA XHIIEPXONECTEPONEMHA.
[ToHWXkaBaHe CbiIo ce HabaroaaBa Ha TpUrMHUEpHanTe, cboTHOWeHUsTa LDL-C/HDL-C,

o6 C/HDL-C, veHDL-C/HDL-C u ApoB/ApoA-I cien 6 cenMunu Ha eYeHHE C pO3yBaCTaTHH

20 mg, B cpasHeHue ¢ mnauedo, npd aeua # rorown. Hamanenuero na LDL-C cnen 6
ne4eHue ¢ po3ysacTaTH 20 mg, nocneaBaHo oT 6 CEAMHLM Ha Ne4YeHHE C miaLy
paMKHUTE Ha 12-CEAMUUYHO HENMPEKBLCHATO NICYEHHE NPH AELa U FOHOWH € XOMO3
XHnepxoaecreponeMus. EAMH NaUMEHT € HMan NO-HATaTHLIHO NOHMKABAHE Ha
C (6,7%) n ne-HDL-C (7,4%) cnen 6 ceamMudHO nevyeHre ¢ 40 mg cnen rnosu
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ITo BpeMe Ha pa3lIMPEHO OTBOPEHO MpPOYUBaHE, NPH 9 OT TE3H NaUMEHTH HA 20 Mg PO3yBACTATHH 3a
He noeede oT 90 ceamMuuM, Hamanapaneto Ha LDL-C ce 3anma3Ba B pamkuTe Ha -12,1% g0 -21,3%.

[Ipu 7-Te oueHABaHH ACLA H 10HOWH (Ha Bb3pacT § 1o 17 roaAMHH) ¢ XOMO3NIoTHA GaMUIHa
XHIEPXONIECTEPOJIEMHSA, OT OTBOPEHOTO NPOYYBAHE ¢ (POPCHPAHO THTPHPaAHE (BXK. MO-rope),
npouentHoTo noHwkedne Ha LDL-C (21,0 %), o6 C (19,2 % ) w neHDL-C (21,0 %) ot u3xoaHoTo
HMBO cnell 6 CeIMMLIM Ha JieueHHne ¢ po3yBacTaTHH 20 mg € B CbOTBETCTBHE C T€3H, Ha0/I0JaBaHu B
MOCOUYEHOTO N0-rOpe NPOYyUBAHE NMPH [eLa U IOHOLIM C XOMO3HIoTHa paMuiHa
XHINEPXONECTEPONIEMHS.

EpponejickaTa areHUuA Mo eKapcTBara 0cBO00XKAaBa OT 3aAb/DKEHHETO 32 NPeOCTaBAHE Ha
pE3yATATUTE OT MPOYUBAHMATA C PO3YBACTATHH MPH BCHUKH NOArPYITH OT NMERHATPHUHATA MOITYJIaLHA
3a JIeYEHHE Ha XOMO3HIoTHA aMIUTHA XHIIEPXOeCTEPOIeMUn, MbPBHYHO KOMOHHHpaHa (CMeECEHa)
AMCTTMITMACMHS U 3a NPODHIAKTUKA Ha ChPASUHO-CHAOBHTE ChOUTHA (BK. TouKa 4.2 3a uHbOpMaLHs

OTHOCHO ynoTpeba B neauaTpHaTa).

5.2 PapMAKOKHHETHYHH CBOHCTRA

Abcopbuus
MakcuManHM rasmMeHHd HHBa ce JOCTHraT 5 Jaca ciell nepopanHo npuemaHe. AGconoTHaTa

OnoHannyHoCT e npudnnznrenno 20 %.

Pasnpenenenne

Po3yBacTaTHH c€ NOEMa OCHOBHO OT YEPHHUA gpod, KOMTO € OCHOBHOTO MACTO Ha CHHTE3MpaHe Ha
xofiectepona K oraeiaHe Ha LDL-C. O6eMbT Ha pasnpeaeneHte Ha po3yBacTaTHH € NPHOIH3HTENHO
134 1. Po3yBacTaTHH € CBBP3aH C IJIa3MEHUTE NIPOTEHHM, NPSIUMHO andyMuHa, MPUOIH3UTENHO B
90 %.

buotpasHcopMalins

MeTabonu3MbT Ha pO3YBACTATHH € orpaHuueH (okono 10 %). In vitro npoy4uBaHus Ha MeTaboNH3Ma C
W3MON3BAaHE HA YOBELIKH XEMaTOLMTH NMOKA3BaT, Y€ po3yBacTaTHH € cnab cyberpar 3a uproxpom P450
o6ycnoseHns MetabonnzbM. CYP2C9 e OCHOBHMAT H30€H3HM, KOHTO y4acTBa B MeTabonn3Ma Ha
po3yeactaTtuH, a 2C19, 3A4 u 2D6 yuacteat B no-Maska crened. OcHoBHuTe MeTabonuty ca N-
AecMeTHN U nakToH. N-gecmeTrn € 0kono 50 % no-manko akTUBEHpP B CpaBHEHHE ¢ pO3YBACTaTHH,
OOKATO JAKTOH C€ CYMTA 3a KJIMHUYHO HeakTuBeH. PosyBactatuH onpeaens noeeue ot 90 % ot
aKTHBHOCTTA Ha LMpKyanpamus HMG-CoA uHXHOHTOp Ha peaykrasara.

EnnMuHupane
MMpu6nusutento 90 % oT po3yBacTaTHH ce EHMHHHPA KATO HENMPOMEHEHO JIEKApPCTBO C (PeKanuHTe

(abcopbupaHo U HeabcopbupaHO IEKAPCTBEHO BEILIECTBO), KATO OCTAHANATA HacT ¢€ eKCKpeTHpa ¢
yprHara. Okono 5 % ce exckperupa HenpomeHeH B ypuHaTa. [InasmeHuaT noy:kKMBOT € OKOJIo

19 uaca. [11a3MEeHHUST NOTYKMBOT HE CE YBEJIH4HaBa ¢ yBenU4aBaHe Ha fo3ata. CpeHHAT Iia3MeH
KIHpBHC € npubauzutenHo S0 nutpa Ha yac (koeduuueHT Ha papuabwiHoct 21,7 %). Kakro npu
JPYrd HHXHOMTOpH Ha peayKra3zara, YepHOAPOOHOTO MOEMAHE HA PO3yBacTATHH BKIOYBA
MemOpaHHHA npedocHTen OATP-C. To3u npeHOCHTEN € BayKeH 3a YEPHOAPOOHOTO ETMMUHUPAHE Ha

PO3YBACTaTHUH.

JIHHEeHHOCT/HENMHEHHOCT
CHcTeMHaTa eKCNO3ULMA Ha PO3YBACTATUH CE YBeIH4YaBa MPONOPUHOHANIHO Ha MpHEMaHaTa f03a.
Hsma npomsaHa BbE (papMaKOKHHETHYHHTE NapaMeTPH NPH MHOTOKPATHO NO3UPAHE.

Cneyuguunu nonynayuu
Bb3pacTt M non

Bb3pacTra WM NOABT HAMAT KITHHHYHO 3Ha4YHM €eKT BbpXy $apMaKoKuH
npy Bu3pacTHH. EXcrosuumaTa npy Aeua U I0HOLLIH C XETEPO3HroTHa (aMu
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XHMMEPXONECTEPONIEMUS H3INIEKIa CPaBHUMA WK NO-HUCKA OT Ta3H MPH Bb3PACTHH MALMEHTH C
aucnunuaeMmus (BX. ,JleguaTpuuna nonynauua’” no-aony).

Paca

(apMaKOKMHETHUHKMTE NPOYYBAHWA MOKA3BAT, Y€ NMPY UHAMBUIM OT a3HATCKATA paca (AMOHLIY,
KHTaLH, QWIHNHHLINW, BASTHAMLM M KopeliLiK) ce Habnioaasa ABYKPATHO MMOBHILABAHE B CPeAHATA
AUC # Cpax, OTKONKOTO NPH MHAMBHAH OT KaBKa3kaTa paca. [Ipy4 HHAUHALM € HaHLe NOBHINABAaHE Ha
AUC # Cpax 1,3 mbrH. He € H3BeCTHO KaKBO € 3HAYEHUETO HAa (GPAKTOPUTE Ha OKOJMHATA CPENA M Ha
reHeTMMHHMTE (DaKTOpH 3a MOoABATa Ha Te3M pa3ziuki. EnuH nomynanMoHeH GapMakKOKMHETHYEH aHAIH3
MoKa3Ba, Y€ MEXAY HHAHBUAMKTE OT KABKA3KATa U OT YEpHATAa paca HAMa KIIHHHYHO 3HaYHMHU
pa3NHYHA.

buOpeyHa HEROCTATBYHOCT

B eaHo npoyuBaHe Ha 1ML ¢ pa3fii4Ha CTENEH Ha 6BOpPEUHO YBpEXKAAHE, IEKOTO A0 YMEPEHO
6pOpeuno 3abonsABaHe HE € NMOBIUATO MIa3MEHUTE KOHLIEHTPALHH Ha PO3yBACTaTHH MJIM HA HErOBUA
N-necmeTul MeTaboNHT. JiMna ¢ TeXKOo yBpexaaHe, odaue (kpeaTHHHHOB KinupbHCE < 30 ml/min), ca
MMa/l TPHKPATHO YBEJIMUEHHE HA MNAa3MeHaTa KOHLUEHTPALHA B CpaBHEHHE ChC 3paBH N06poBOLM H
NeBeT NbTH 0-BUCOKA KOHUeHTpalua Ha N-aecmeTn Metabonura. PaBHOBECHUTE MNa3zMeHH
KOHLIEHTPALIMH HA PO3YBACTATHH IPH NALIMEHTH Ha XeMouanuza ca npubnuiurento 50 % no-BUCOKH,
B CPRBHEHHE CHC 3ApaBH AOOPOBOILA.

YepHoapobHa HeAOCTATHUHOCT

B eqHo npoyuBaHe Ha IHLA C Pa3iHYHA CTENEeH Ha YEPHOAPOOHO YBPEHKAAHE, HE Ca MONY4EHH JaHHH
34 NMOBHILEHA EKCIO3HIMA Ha pO3yBacTaTHH Mpy naumeHTH ¢ pesyntar no Child-Pugh 7 unu no-
HHCEK. [IpH ABAMA NALIMEHTH C TEXKKO YepHoaApobHO yBpexiaHe (pesynarar no Child-Pugh 8 u 9),
CHCTEMHATa €KCNOo3HuiMA € O1na yBeHUEHA Hai-ManKo ABa NbTH B CPaBHEHHME C JIMLA C NO-HUCHK
peayaraT no Child-Pugh. Hama nannu 3a naumentu ¢ pesyarar no Child-Pugh nan 9.

["eHeTHYEH NOAWMOPHUIBM

Jucnosunusata Ha HMG-CoA penyxrasHHTe HHXHOUTOPH, BKIIOYHTENHO pO3yBaCTaTHH, BKIIOYBA
TpaHcnoprepHute npoteman OATP1B1 u BCRP, xoaupanu or SLCOI1B1 ren (OATP1BI1) u ABCG2
reH {BCRP). Hakou BapuanTu Ha Te3u reHu, Kato SLCOLB1 ¢.521CC u ABCG2 ¢c.421AA, ca
CBbp3aHH ¢ npubanzurento 1,6 nbTH no-sucoka excno3uuus (AUC) Ha po3ysacTaTHH WIH 2,4 TbTH
MO-BUCOKA €KCNIO3MLMA, ChOTBETHO, B cpaBHeHHe ¢ reHoTHnoBete SLCOI1B1 ¢.521TT unu ABCG2
c.421CC. I1pu nauueHTH, 33 KOWTO € U3BECTHO, Ye UMaT TakuBa renotunose (SLCO1B1 ¢.521CC unn
ABCG2 c.421AA), ce npenopbyBa NO-HHCKA AHEBHA A03a Kpectop.

[HeanaTpu4Ha nomyaalus

JIBe hapMaKOKHHETHYHH MPOYYBAaHUA C po3yBacTaTHH (npwiaraH nox ¢dopmara Ha TabneTky) Opu
MeaHaTPHUHM NalLMEHTH ¢ XeTEPO3UIoTHA paMuiHa xunepxonecrepoiemus Ha eb3pact 10 1o 17 wiu
6 o 17 roguun (obuo 214 naupeHTH) NOKa3BaT, 4e eKCNO3IULMATA MPH NEAHATPHYIHHTE NALHEHTH
H3rJIEXNa CPABHHMA WIH NO-HHCKA OT Ta3H NPH Bb3paCTHUTE NauueHTH. EkcrosHuusara Ha
pO3yBacTaTHH € Oiia npeABHAMMA 10 OTHOILEHHE Ha J03aTa B BpEMETO B MPOABLIKEHHE Ha 2-
FOAMLLIEH MNEPHOA.

3.3 Ilpeak/IHHHYHH JaHHH 3a He3onacuocr

HPC,II,IUIHHH‘IHI-'!TG JAaHHH HE €A MNOKa3aJii CrncuHaNCH PHCK NPH XOop4a, Bb3 OCHOBA HA CTAHOAPTHHTE
Mpoy4BaHHA 3a be3onacHocT BbpPXY OCHOBHHTEC CHCTEMH, N'CHOTOKCHYHOCT, KaHLIEPOTI'CHCH NMOTCHLIHAJT.

He ca npoBexaanu cneluduyHH u3cnensanus, oueHasany edpexrure BbpXy hERG. Hexenanure
peakL#{, KOUTO He ca HabmoAaBaHH B KNIMHHYHU NPOYYBaHHA, HO ca HabJonaBy SR TR
NpH HUBA HA €KCMO3HLAA ONH3KH 00 KNUHHYHHTE, Ca CIEAHUTE. B H3NHTBAHUFAIIOK SoR O
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MHOTOKPATHO NMPIWIOKEHUE Ce HabMI01aBaT XUCTONATOAOIHYHH YE€PHOAPOD
BCJIEACTBHE HA (apMaKOJOrHYHOTO ACHCTBHE Ha PO3YBAaCTAaTHH NMPH MHUIKH

CTEIEH B X/bYHHA MEXYP TIPH KY4€Ta, HO HE ¥ npH MaiiMyHH. B nonuaxex , Ter empt S5
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PCI’IPO,[I,}’KTHBH& TOKCHYHOCT NPH NIBXOBEC, 38 KOATO CE ChAH NC HAMAJICHHUTE roJIECMHHA, TCIJIO H
MpEXKHBACMOCT HA MAIKHTC, CC Habmonasa MNpH MATEPHOTOKCHYHH 03X Ha CUCTCMHA CKCII03HLNA,
HAKOJIKO ITbTH HAA HHBOTQ HA TCPANICBTHYHA CKCIIO3HLINA.

6. OAPMAIIEBTHYHHA JAHHH

6.1 CoHCBHK HA NOMOIIHATE BENIECTBA

CupuesuHa Ha Tabnerkara
JlakT03a MOHOXHAPAT

MHUKpPOKpHCTANHA LIEyN103a
Kanuues ¢ocdar

KpocnoBuaoH

MarHe3ueB cTeapar
O6BuBka Ha Tabnerkarta
JlakT03a MOHOXMApAT
Xunpomenosa

Tpuauerun

Twuranos anokcua (E 171)
XenezeH okcua, uepeeH (E 172)
6.2 HechbBMECTHMOCTH
He e npunoxumo.

6.3 Cpox Ha roanoct

3 rOMHMU.

6.4 Cnenua/jHH YCJIOBHA HA ChbXpaHEHHE

BnucrepHu onakoBkH: [la ce cexpanasart noj 30°C. CoxpaHsABaidTe B OpUrHHAIHATA ONAKOBKA.
6.5 Buja B chALpKAHEE HA ONAKOBKATA

bnucTepHH ONAKOBKH OT AlyMHHHEB JIAMUHAT/ATYMHUHHEBO Poaro 1o 28 TabneTku.

He BcHUKH BUAOBE OMAKOBKM MOrar aa 0bpaar myCHaTH Ha nasapa.

6.6 Cnenda/IHH NpeaINa3HH MepPKH NPH H3XBLpJsHe H paboTa

Hsama cneunanHy ykazaHus.

7. IIPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA

Griinenthal GmbH
Ziegierstralle 6
52078 Aachen
I'epmanus

8. HOMEP(A) HA PAZPEHIEHHETO 3A YIIOTPEDBA

20040105
20




9. HJATA HA ITbPBO PA3SPEITABAHE/TIOJHOBABAHE HA PAZPEIIEHUETO 3A
YIIOTPEBA

Jlara Ha mbpBo paspemasane:; 08.03.2004 r.
JlaTta Ha nocaeano nogrossasane: 07.04.2009 r.

10. JAATA HA AKTYAJIMZUPAHE HA TEKCTA

10/2025
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