N3NMLAHWTENHA ATERUNR N0 NEKAPCTBATA

1. HUME HA JIEKAPCTBEHHA ITPOAYKT

Kpectop 20 mg ¢punmupanu Tabnetky
Crestor 20 mg film-coated tablets

2. KAYECTBEH H KONITMYECTBEH CbCTAB

Bcaka Tabnerka cuabpka 20 mg po3yBacTaTHH (rosuvastatin) KaTo po3yBacTaTHH Kajiuui. Beska
TabyeTka coabpaa 182,6 mg naxro3za MOHOXHApAT.

3a ITbJIHHUA CMUCHK HA MOMOLLHUTE BEWECTRA BHKTE TO4YKAE 6. 1.

3. JEKAPCTBEHA ®OPMA

dunmupana Tabnerka.
Kpbrna, oupeTeHa B po30Bo TabneTka ¢be 3HaK ,,.ZD4522” n ,,20” ot enHara cTpaHa ¥ HEMapKHpaHa
OTKBbM ObpaTHara.

4. KJHHHAYHHA JAHHH

4.1 TepaneBTHYHH NOKAZAHUSA

JleueHne HA XUNEPXOAECTEPONEMHUS

Bh3pacTHH, IOHOIIM M A€Ua Ha WKW HAJl 6-TOQHIIIHA BB3PACT C TbPBHYHA XUIIEPXONECTEPONIEMHA
(Tun Ila BKJIIOYHTETHO XETEPO3UTOTHA (PaMIIHA XHNEPXONECTEPOTIEMHA) HIH CMECEHA
aucnunraeMus (Tvn 1Ib) karo gobaska KbM AMETATa, KOraTo pe3yaTraThT OT AMETATA H APYTrH
He(dapMaKOJIOrH4YHH MEPKH (Hamp. PU3HYECKH YIIPOKHEHHA, HAMAJIABAHE Ha TErJIOTO) HE €
3a10BOJTHTENEN,

Bb3pacTHH, FOHOIIY H Aclia HA WIH Hag O-rOAMLIHA Bb3pacT ¢ XOMO3HIoTHA daMiida
XHUIIEPXOJECTEPOJEMHS KAaTO 100aBKa KbM AHETATA, KAKTO H C APYro JIMITHAOMIOHWKABAIIIO JIeYEHHE
(Hanp. LDL adepesa) wian Korato ToBa JICUCHHE HE € NOAXOAALIO.

[IpeBenLMA Ha CHPAEYHO-CHAOBH CHLOHTHSA

[TIpenoTBpaTiBaHe Ha roJieMH CbPACYHO-CbAOBH CHLOMTHA NIPH NALHEHTH, OUCHEHHU C BUCOK PHCK 3a
MLPBO CbPACYHO-CBHAOBO CHOUTHE (BXK. TOUKA 5.1), KATO JOMBJIHEHHE KbM KOPUTHPaHEeTO Ha APYrH
PUCKOBH (PaKTOpH.

4.2, J{0o3MpOBKA H HAYHH HA NPHJIOKECHHE

[Ipenu 3anouBaHe HA TEPANMATA, MALMEHTHT TPAOBa fa Obae MOCTABEH HA CTAHJAPTHA IHETa 32
MOHW)KaBaHe HUBOTO HA XOJECTEPOJia, KOATO [1a NPOALIDKK U MO BpeMe Ha JieueHHero. U3bophr Ha
AO3HPOBKA Ce ONpeaess OT HHARBHAYANHUTE TEPANEBTHUHH LI€NIH, KOHTO C& ONpPEOEnsT OT
NPENOPbKUTE HA CHBPEMEHHHUTE KOHCEHCYCHHM PhKOBOACTBA 34 KOHTPOJA Ha XONECTEPOIEMHATA.

KpecTop MOxe 1a ce npueMa Mo BCAKO BpeME Ha [ieHs, CbC WK 0€3 XpaHa.

JlgueHHE HA XUNEPXOJIECTEPONEMHIA
IlpenopbuBaHaTa Ha4anHa A03a € 5 Wiy 10 mg BeAHLX AHEBHO, KAKTO MpY navHet

NnpueManu CTATUHY, TAKA U NpH NpeMUHaBaHe oT Apyr HHxubutop Ha HMG-Co/
U300pbT Ha HaYATHATaA 4033 OT MEAHKAMEHTA 3aBHCH OT HUBOTO HA CEPYMHHSA XO \
ChPACHHO-CBJOB PUCK U PUCKA OT NMOABA HA HEXENIAHU PEaKLIUH KbM JIEYEHHUETO {
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HeOOX0MMOCT, A03aTa MOXKE Ja C€ KOPHIHpa, KaTo c€ NPEMHHE Ha CNICABAIOTO A030BO HHBO Clie]]

4 ceaMHUM (BXK. Touka 5.1). B cpaBHeHne ¢ NO-HUCKUTE N03H H NPEABHI NOBUIIEHATA YECTOTA Ha
chOOIaBaHe HAa HEXeNlaHH peakUuy npy A03a oT 40 mg, B CPABHEHHE € NMO-HUCKHTE A03HM (BiK.

Touka 4.8), nocneaAHo THTpHpaHe A0 MaKcHMaiHaTa no3a ot 40 mg tpabBa na ce npeanpuema camo
[PH MALMEHTH C TEXKKA XHITEPXONECTEPOTIEMHA C BUCOK CHPAECYHOCHAOB PUCK (0CODEHO TE3H ¢
dbaMIIHA XUIEPXO0AECTEPONEMHSA ), KOUTO HE AOCTUIaT XKEAAHOTO HUBO Ha XONECTEPOI NPH JICYCHHE ¢
20 mg ¥ NpU KOWTO LIE CE MPaBU PYTHHHO MPOCIEAABAHE B X0OAa Ha JeueHHeTO (BX. Touka 4.4). Ilpn
3aro4yBaHe Ha jedyeHue ¢ 40 mg ce npenopbLYBa NOCTOAHHO HAOMIOACHHUE HA MAaUHEHTa OT CNELIHATIUCT.

[IpeBeBLIMA HA CHPACYHO-CHAOBH CHOUTHA
B npoy4BaHeTO 3a MOHIDKABAHE Ha PHCKA OT CLPACSYHO-CHAOBH CHOUTHA € H3noJ3Bana n03a oT 20 mg

(BXK. TOUKa 3.1).

Ileduampuuna nonysayus
Ynorpebarta npu Aeua TpadBa Aa ce NpoBexaa caMo OT CNEHATHCTH.

Jleua v OHOWH Ha BB3pacT 6 10 17 roannu (craauit < [I-V no Tauep)
XeTepo3uroTHa paMuiHa XUNEPXOAECTEPONIEMHA

[Ipn peua u IOHOIIYU C XETEePO3UroTHA GaMHIIHA XHIIEPXONECTEPOIEMHUA OOMUaiHaTa HAvATHA 1032 €

5 mg AHEBHO.

e [Ipu aeua Ha pB3pacT 6 A0 9 roguHH C XETEPO3UIrOTHA (PAMHUJTHA XHUIIEPXOJIECTEPOIEMHUA
00HYaiHUMAT 10308 AMana3oH € 5-10 mg nepopanHo BeAHDBXK JHEBHO. be3onacHocTTa U
e(UKaCHOCTTA Ha A03M NO-BUCOKH OT 10 mg He ca npoyuBaHH NMpH Ta3zH MOMynaLms.

e [lIpn acua Ha BB3pacT 10 40 17 roauHy ¢ XeTepo3UroTHa (paMmwIHA XMIIEPXOIECTEPOIIEMHA
oOMualiHUAT 70308 AManazoH ¢ 5-20 mg nepopanHo BeAHBLK AHEBHO. bezonacHocTTa U
e(PUKACHOCTTA Ha A034 NO-BUCOKH OT 2() mg HE ca NpOy4YBaHH HPH Ta3H NOMYyJlalMs.

Tutpupanero TpabBa Aa ce NpoBexaa CbINACHO HHAWBHAYAIHUSA OTIOBOP H NOHOCHMOCT Ha
MeAUATPHYHHTE NAUMEHTH, KAKTO C€ NPENOpbYBa B IPEIOPBKHTE 3 ICUCHHUE Ha Jela (BX. To4Ka 4.4).
JleuaTa W OHOWNKTE TpAOBa Aa Ce NOANoXKAT Ha CTAHAAPTHA XOJIECTEPOJIO-IIOHMKABALLA IHETA [IPEAH
7la ce 3all04HE JIEYSHHE C PO3YBaCTaTHH; A4eTaTa TpAOBa a Ce NPOABIDKM [0 BPEME Ha IEYCHUETO ¢
pO3yBaCTaTHH.

XOMO3HIQTHA QaMUIHA XUINEePX0JecTepoeMHUS

[1pn neua Ha Bb3pacT 6 00 17 roauHH ¢ XOMO3UroTHA (PaMUITHA XUIEPXOJIECTEPOIEMHUA,
npenopbyUTENHaTa 103a € 20 mg BeAHBXK THEBHO. Ma OorpaHv4€eH ONuUT ¢ JO3H pa3iiHuHH OT 20 mg
NpH Ta3H MOMyaaluA.

Tabnerxara ot 40 mg He e noaxoadina 3a ynorpeda npH neAHaTpHYHH NALMEHTH.

Jlella Mo-Manku oT 6 TOJAUHH

be3zonacHocTTa M epuKacHOCTTa Ha ynnoTpebara npH AcLa 1o MAJIKH OT 6 rOAUHH HE ca MPOYYBaHH.
CneaosarenHo, Kpectop He ce npenopbuea 3a ynorpeda npu aeua no-Maiaku ot 6 roqunu.

Ynorpeba npy NalMEHTH B CTapuecKa Bh3pacT
[Ipenopruranata rr-peOHaYaIHA A03a MPH NalHeHTH Haj 7(-roaMiiHa BB3pacT € 5 mg (BX.

Touka 4.4). JIpyro kopurupaHe Ha JO3HpPOBKATA B 3aBHCHMOCT OT Bb3pacTTa He € HeoOXOHMO.

Josupane npy naunueHTH ¢ 6b0petHa HeAOCTATLMHOCT
[ipu naumeHTH ¢ NeKo A0 yMepeHo ObOpedHO yBpexaaHe ce npunarar obuuaiinure nosu. [pu
NaLMeHTH ¢ yMepeHo ObOpeyHo yBpexaaHe npenopbUuBaHaTa MbpBOHa4anHa A03a € 5 mg
(kpeaTHHUHOB KIupBHC noj 60 ml/min). lozupoBkarta ot 40 mg € NpoTUBONMOKA33HA NPY
ymepeHo 6bp0peyHo yepexxaane. I1pu nauueHTH ¢ Texko 660peyHo yBpexaane yn
Kpectop e npoTuBOonoKasaHa (BX. TOUkH 4.3 ¥ 5.2).

Jo3upaHe npy nauMeHTH ¢ YepHOAPOOHO yBpeXaaHe




MalMeHTH ¢ oueHKa no ckanara Ha Child-Pugh 8 u 9 (Bx. Touka 5.2). Ilpu Te3u nauuentu TpaOsa aa
ce npeanpHeMe oLeHKka Ha Ob0pednara QpyHkius (BX. Touka 4.4). HiaMa NaHHH 33 NALMEHTH C OLICHKA
no ckanara Ha Child-Pugh Haa 9. KpecTop e npoTHBONOKa3aH MpH NaLHUEHTH C AKTHBHO YEPHOAPOOHO
yBpexkaaHe (BK. TO4Ka 4.3).

Paca
[Tpu nallHEHTH OT a3HaATCKaTa paca ce HabmoaaBa MOBHILIEHA CUCTEMHA €KCITO3HLMA HA MeIUKaMeHTa

(Bx. ToukH 4.3, 4.4 1 5.2). [IpenopbuBaHaTa MbPBOHAYA/IHA 1033 NPYU NALUHEHTH OT a3UaTCKH
npou3xox € 5 mg. [Ipn Te3u NauMEeHTH € NMPOTHBONOKA3aHO NPHIOKEHHE Ha fo3a ot 40 mg,

['eHeTHYEH NOIUMOPOUILM
[Tokazano e, ye reHoTunoBere SLCO1IB1 (OATPIB1)¢c.521CC u ABCG2 (BCRP) c.421AA ca

CBBbp3aHK C NOBULLIABAaHE HA EKCTIO3ULMATA Ha PO3yBacTaTHH. 3a NaLMEHTHUTE, 3a KOMTO € U3BECTHO, Y€
uMmaT reHotun ¢.521CC wim c.421AA, ce npenopbyBa NoOAOBHHATA OT OOMYaiiHaTa NMpenopbLUUTENIHA
N03a H MaKCHMaTHa eAHOKpaTHA qHeBHa no3a oT 20 mg Kpectop (k. Touku 4.4, 4.5 u 5.2).

Ho3upaHe NpH NalHeHTH, MPEAPa3NnoioKeHH KbM pa3BUTHE HA MHONIATHA
[Tpy nauueHTH ¢ npeapasnonaramH (PpaKTopH 3a pa3sBUTHTE Ha MHONATHUA NMPENOPbYBAHATA HAYaNHa
no3a e 5 mg (BX. Touka 4.4).

[Tp1 HAKOM OT TE3W MALIMEHTH € NMPOTHBOINOKAa3aHO NPUIoKeHUeTo Ha 103a oT 40 mg (BXK. Touka 4.3).

ChpobTCTBaIA TEpanis
PozypacTaTuH € cyOcTpar Ha paznu4yHu Tpancrnioprepru nporensd (Hanp. OATP1B1 u BCRP).

PucksT OT MHORaTHA (BKIIOUMTENHO pabAoOMHONIH3a) Ce MOBHINABA, KoraTo KpecTop ce npunara
eAHOBPEMEHHO C OMPEACJICHH JIEKAPCTBCHH NPOAYKTH, KOUTO MOraT 1a NOBHILAT [LT1a3MEHATA
KOHLIEHTPAllMA HA pO3yBacCTaTHH, NOPAaJH B3aUMOAECHCTBUE C TE3H TPAHCIIOPTEPHH NMPOTEHHM (HaAND.
LIMKJIOCTIOPHH K HAKOH NMPOTEa3H HHXHOMTOPH, BKJIIOYUTEIHO KOMOHHALMHK HA PUTOHABHP C
aTa3aqHaBHp, NONWHABHP WHITH THIIpaHABHP; BX. TOYKH 4.4 K 4.5). Ha npeanuceaiunTe nekapu ce
Npenopb4Ba 1a B3€MaT NpeABH CHOTBETHATA ICKAPCTBEHA UHPOPMALIMA, KOraTo OOMHUCIAT
npuiaraHe Ha TakMea NpoaykTH 3aeAHo ¢ Kpectop. Korato € Bp3MOXHO, TpaOBa 1a ce Mat npeaBua
aITEpHATUBHU JIEKapCcTBa M, ako € HeoOXoAUMO, 1a ce MMa MpEABU BPEMEHHO NPEeKbCBaHE HA
TepanuaTa ¢ Kpectop. B curyaumuu, XoraTo € JHOBPEMEHHOTO NMPUJIOKEHHE Ha TE3H JIEKapCTBCHH
npoaykTd ¢ Kpectop € HeH36eXHO, no13aTa U pUCKa OT ChITbTCTBALLATA TEPANUA U KOPEKLUHUH Ha
no3ara Ha Kpectop TpabBa BHUMaTENHO Ja ce 0OMUCAT (BK. TOuKa 4.5).

4.3 IlpoTHBRONOKA3AHHSA

® HpH NMAaHCHTH CBC CBPBXUYBCTBHTENTHOCT KbM pPO3YBaCTATHH WIH HAKOC OT ITIOMOUIHHUTE
BCLHICCTBA.

e [Ipu naunHeHTH C aKTHBHO 4EpPHOAPOOHO 3a60jABaHe, BKJIIOYUTEIHO HEYTOYHEHO,
NPOAL/DKUTENHO TIOKAYBaHE HA CEPYMHHUTE TPAHCAMHHA3H H BCAKO NMOKAYBAHE Ha CEPYMHMTE
TPRHCAMHWHA3W TPH ITETH HaZl ropHaTa rpaHuua Ha HOpMara.

e [Ipu naunenTH ¢ TexKO OBOpEedHO yBRpexKaaHe (KpeaTHHUHOB KJIKPBHC < 30 ml/min).

IIpy nauMeHTH ¢ MHOTIATHA.

e [Ipy naupeHTH, NpHeEMaIl €THOBpEMEHHO codocOyBHp/BENNATACBUP/BOKCHIANPEBHP (BIXK.
TOYKaA 4.3)

o [Ipy nauMeHTH, NMpUEMALIH €AHOBPEMEHHO HMKIOCTIOPHH.

e [lo Bpeme Ha OpeMEHHOCT, KbPMEHE U MPH XeHU B AECTEPOAHA Bb3PACT, KOUTO HE M3MON3BAT
NOAXOAAUH KOHTPALEITTUBHH MEPKH.

Io3aTa ot 40 mg e npoTHBONOKAa3aHa NMPH NaLKMEeHTH ¢ npeapasnoaaraily Gakropu 3
muonarus/pabanomuonnza. TakuBa ¢axTopH ca:

o VYMepeHo no creneH Ob0peuHo yBpexaane (KpeaTHHHHOB KIUPBHC nojg 60 m
o XHIOTHPCOHIHIBM.
o JlnyHa unu paMuIHA aHAMHE3a 33 HACACACTBCHH MYCKYJIHH 3a60/ABaHuA.
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e AHaMHe3a 3a NOABA Ha MYCKYJTHO YBPEXaHe 10 BPEME Ha JICYEHHE C APYTr MEAHKAMEHT OT
rpynara Ha HHXHOMTOPHTE Ha XHAPOKCH-METHWI-TJIYTAPHII-KOEH3HM A peayKTa3ara uiau ¢ pubpar.

3noynotpeda ¢ ankoxoi.
CHCTOAHHA, NPH KOUTO MOXKE 13 C€ NOBHILM ILTa3MEHOTO HMBO Ha MEAHKAMEHTA.

JInua oT a3uaTckara paca.

CowirbpTCTBALLO NeyeHHE ¢ PubpaTy.
(Bx. Touku 4.4, 4.5 1 5.2).

4.4 Cnensa/jHa npeaynpexaeHus H NPeINa3HH MEPKH NPH ynoTpeda

bvbpeyu

[Tpu naLMeHTH, NIEKYBaHH C MO-BHCOKH 103W Kpectop, no-koHkpeTHO 40 mg, e HabniogaBaHa
MPOTEUHYPHA, KOATO € YCTAHOBEHA MPH H3C/ICABAHE C TECT-JIEHTH, C NPEAUMHO TyOyJieH NPOU3X0A U B
NOBEYETO CAYHaH ¢ NPEXOACH WK MHTEPMUTEHTEH XapaKrep. He e noka3aHo nporeMHypHsaTa ja
npeAllecTBa OCTpO WM nporpecusHo 6b0peuno 3abonsapane (Bxk. Touka 4.8). [loxnaasanata yectora
Ha CepHO3HH OBOpEeUHH yBpeaU NMPH NOCTMapKEeTUHIOBaTa ynoTpeba € no-BHCcoKa Npy 403UPOBKaA OT
40 mg. OueHka Ha 6nOpeunaTa pyHskLMA TPAOBA fa ce HanpaBH MO BPEME HA PYTUHHO NMPOCHASAABAHE
NpH rauueHTH, oduuakiHo nekysanu ¢ 40 mg.

Ckenemna mycxkynamypa

EdekTH BbpXy cKeNeTHaTa MycKyaTypa (MHanrus, MHONaTUs W no-psaako pabaoMuonnsa) ca
ChOOILIABaHH MPH NPHIOKEHUE Ha BCHUKH JO30BH PEXUMH, 0cobeHo npH 103u Haja 20 mg. MHoro
peJKH Cly4Yad Ha pabaoMHONH3A ca JOKIaABaHH MPH M3M0J3BAHETO Ha €3¢THMHO B KOMOMHALMA C

HMG-CoA penykraziu nHXHOHTOpH. He MOXe 1a Ob1e U3KTIoUeHO (papMaKoIHHAMHYHO
B3aMMONEHCTBHE (BX. TOUKa 4.5) U € HEOOXOAUMO BHUMAHHE TTPH KOMOHHUPAHOTO UM U3MON3BaHE,

Kakro npu apyrure HMG-CoA peaykrasHU HHXMOUTOPH, AOKNAJBAHATA YECTOTA HA pabAOMHONM3A,
acouupaHa ¢ KpecTop npu nocrMapkeTHHropara ynorpe0da, e rno-sHcoka rnpu ao3upoeka ot 40 mg.

Himepeane Ha kpeamuHkunazama

KpeatnHkunazata (CK) He TpabBa aa ce u3MepBa clie] YCWISHH YITPaXKHECHKA HWIH IIPH HAIUYKETO Ha
ApYyT MPUYKHHTEN Ha yBenHucHHE Ha CK, KOETO MOXKE [1a 3aTPYIHH TBJIKYBAHETO HA pe3yAaTara. AKo

HHBOTO Ha CK € 3HaYMTEHO AOBUILIEHO NIPH H3XOAHO HMBO (> 3 ITbTH FOPHATA AOIMYCTUMA FPpaHULIA),
TECT 3a NOTBbPXAABAHE HA pe3ynraTa Tpadra na ObAe HaNpaBeH B paMKUTE Ha 5—7 AHKU. AKO

NMOBTOPHOTO M3C/EBaHE NOTBBPAH H3IXOAHO HHBO Ha CK > 5 nbTH ropHara JoImycTdMa rpaHuna, He
TpAOBa Aa ce 3ano4Ba JICUCHHE,

IIpeou nevenuemo
Kakro u apyru unxuburopu Ha HMG-CoA peaykrasara, Kpecrop Tpabsa na Obae npeanucBaH ¢
0coO€HO BHUMaHHE NMPH NMALHEHTH, 33 KOUTO Ca Hanuue (paKTopH, npeapasnonaraiild pa3BUTHE Ha
mHonaTHa/pabaoMuonusa. Takusa dakropH ca:

e bubpeuno yspexaaue.

XHIOTHPEOHIHIBM.

JInyHa win paMHIHA aHaMHE3a 3a HACJIEACTBEHO MYCKYHO 3abonaBaHe.

YcTaHOBeHa MYCKYJTHA TOKCHUHOCT KbM Apyry uuxuburopu Ha HMG-CoA peaykrazaTa Win
¢ubpary.

3noynotpeda ¢ ankoxos.

IlauueHdTH Ha BB3pacT Hag 70 roauHu.

CBCTOSHMS, TPH KOHTO MOXE Oa ¢e HaboaaBa MoKavyBaHe Ha [U1a3MEHWTE HHBA (BXK. TouKa 5.2).
EaHoBpemMeHHO TIpUIOKEHUE Ha pubparth.

-

[Tpu nogoOHM nalyeHTH TpadBa fa ce MpeABHAH OTHOLICHUETO PUCK/NION3a U J1a

oA KJIMHHYHO HaOmoaeHue, AKOQ H3X0AHOTO HUBO Ha CK € 3HauUHuTeNHO NOBKIL
ropHaTa rpaHHlLIa Ha HOpMara), He TpaOBa Ja ce 3anmovBa JieueHHe.




Ilo speme na nevernuemo
[MaumeHTHTE ce 3aAL/DKAaBaT He3abaBHO Jja JOKIanBaT HEOOACHMMM MYCKYJIHHU OONKH, ycelane 3a
cnabocT WM CXBalllaHe, Hali-Beye aKko ¢a CBbpP3aHM ¢ Hepa3nonoxeHue Wik geopunurer. [pu Te3n

nauueHTH Tpabsa na ce uaMepaT HuBata Ha CK. TepanusTa Tpa6Ba aa ce NpeKkpaTH, ako HUBOTO Ha
CK e 3HaYMTeNHO MOBHINEHO (> 5 MbTH ropHaTa AOMYCTHMA MPaHMLAa), WK MYCKY/IHHTE CUMITTOMH Ca

TEXKH W TIPUMUHABAT eXeJAHEBHO Hepa3nonoxeHue (aopu HHBoTO Ha CK ja e < 5 nbTH ropHara
JAOMYCTHMA rpaHtLia). AKO CHMITTOMHTE M34e3HaT H HUBOTO Ha CK ce HopmanHinpa, MOXe a ce
[MOMHCJIH 33 NOBTOPHO JeueHre ¢ Kpecrop unu anrepratueeH nHxuburop Ha HMG-CoA penykrasarta
B Hali-HWCKa A03a noa HabmonaeHue. PytnHHo Habmoaenne Ha Hupoto Ha CK npu nanmenTty 6€3

CHUMIITOMH HC € OCHOBATCITHO.

HMMa MHOrO penKH NOKNaaH 3@ KMYHOMEAMHpaHa HEKpOTU3Hpalla MAONIATHA, KOATO KIWHHYHO CE
XapaKTepH3Hpa C NEPCUCTHPaLLa NMPOKCHMATTHA MYCKYTTHa €1ab0CT M NOBHLIEHA KpeaTHHKHHA33 N0
BpEME HA ICYCHUETO WIIH CJIE/] CIMPAHE HAa CTATHHMTE, BKIIOYUTENHO po3yBacTaTuH. Moxe na e
HeoOX0IMO AOIMBJIHHTENHO HEPBHOMYCKYJTHO WIH CEPONIOrHYHO U3cneaBaHe. Moxe a ce HalloxXH
NIEYEHHE C HMYHOCYNPECHPAlLIH JIEKapCTBa.

B HAKONKO ciTy4ad ce choOilaBa, 4¢ CTATHHUTE HHAYLMPAT de novo WIN BIIOLIABAT BEYe
CBIECTBYBAllla MUACTEHUS MPaBUC MK OYHa MUacTeHud (BXK. Touka 4.8). [Ipunoxennero Ha Kpecrop
TpAOBa ;4 ce cnpe B cayyaii Ha BiolIaBaHe Ha cUMNTOMHTE. MMa choOLEHHA 3a pELHAUB NPH
(NOBTOPHO) NpHIIaraHe Ha CbIIMA WK pa3iMyeH CTaTHH.

Ipy kNHHUYHKTE W3NKWTBaHKs Ha KpecTop He ca HabnoaaBaHHM JaHHK 32 NOBUIICHH ¢PEeKTH BbPXY
CKeJleTHaTa MyCKYyJlaTypa B MaJiKaTa rpyna rnauMeHTH, npu kouto Kpectop € npunarat ¢ aApyro
CBITBTCTRALLO JIEHEHHE. YBEIHUCHHE Ha YECTOTAaTa Ha MMO3HUT U MUOTIaTHA € HabnroaaBaHo, obaue,
MpH NalKeHTH, noayyvasaiuy apyru kHxubnropn Ha HMG-CoA penykrasara 3aeAHO ¢ LIMKIOCIIOPUH,
MPOH3BOAHH Ha PUOPHHOBATA KHCENHHA, BKIOYUTENHO reMPpubpo3ni, HUKOTHHOBA KMCE/IUHA,
a30JI0BH aHTHMHKOTHLIM, [POTea3HU HHXHOMTOPH H MaKpOIHAHH aHTHOHOTHUH. ["'eMPHOpO3HN
MOBUIIIABA PHCKA OT MHOIMNATHA, aKO C€ NMpUeMa eJHOBPEMEHHO ¢ HakoX HHXHOMTOpH Ha HMG-CoA
peaykrasara. [lopaau ToBa, koMOuHauMaATa MeXxXy reMpHOpo3nn 4 Kpectop He € npenopbsuHTenHa.
[Tonzara OT AOMBAHUTENHO CHH)KABAHE B TUITHAHUTE HUBA B PE3YATAT OT KOMOMHHPAHOTO MPHEMaHE
Ha Kpectop u ¢ubparn nnu Huauux, Tpaéea aa 6bae BHUMATETHO U3YKCACHA CIPAMO NMOTCHUHATHUA
puck o1 noaoOHu koMOKHauuu. [Ipy eZTHOBpEMEHHO NPWIOKEHUE Ha PHOPATH, NEYECHHETO C AO3H OT
40 mg e npOTHBOMOKA3aHO (BXK. TOUYKH 4.5 ¥ 4.3),

KpecTtop He TpabBa fa ce npunara eAHOBpeMEHHO ¢ Py3HI0Ba KUCEIMHA 32 CUCTEMHO MPHIOKEHUE
HJIH B paMKMTE Ha 7 1HM Cllell CIMpaHE Ha JiedeHUeTo ¢ ¢py3uaosa kuceauHa. Ilpu nauvenTn, npu
KOWTO H3I03BaHETO HAa Py3HI0BA KHCEIIHHA 334 CHCTEMHO NMPWIOKEHHE € 3HAYHMO, JICUCHHUETO CBC
CTATHHH TpAOBa na Obae NPeycTaHOBEHO Ipe3 Leud NepHo Ha NedyeHue ¢ Ppy3uaosa kucenuHa, Mma
ChOOIIIEHHA 32 pabaoMHONH3a (BKITIOYHTETHO HAKOJIKO ¢ (haTajleH H3X0A) NPH NalUeHTH, NpHeMatiiy
¢y3ua0Ba KHUCEIMHA W CTATHHH B koMOHHaLMA (BX. Touka 4.5). [Taunentrre tpsbea ga 6baar
MOCHBETBAHH 14 NOTHPCAT HE3a0aBHO MEAUIIMHCKA MOMOII, AKO MU3MHTBAT CHMITTOMH Ha MYCKYJIHa
caabocT, 001Ka Wit Oone3HEeHOCT. JIeueHHETO ¢bC CTATHHH MOXKe Ja Obhe noAHOBEHO celeM JHH
clied nocneaHaTa 1o3a Ha Qy3uaoBa KHcenuHa. [1pH H3BbHpEAHH OOCTOATENCTBA, KOraTo €
HeoOXoauMa NpoabiKUTENHA yrioTpeba Ha Qy3Ha08a KHCETHHA 32 CHCTEMHO MPHIOKEHHE, HANPHUMED
3a JieYeHHE Ha TEXKH HH}EKLHH, HeOOX0AUMOCTTa OT eJHOBpeMEHHO NpHioXxeHue Ha Kpecrop u
¢y3naoBa KHcenuHa TpadBa a2 ce NpeLeHd HHANBUAYANHO, H NOJX CTPOT MEJHLIMHCKH KOHTPOII.

Kpectop He TpabBa ga ce ynorpedaea npy naLMeHTH ¢ OCTPH CEPHO3HH CHCTOAHUA, TIpEAnonaraim
MHOTIATHA, WK NpeApa3nonaraiy KbM pa3puTue Ha 6p0peuHa HEAOCTATHYHOCT, BCIEACTBHE
pabaoMuonn3a (Hamnp. CENnCHC, XMNOTOHUS, rONsMa onepauus, TpasMa, TEXKH METabOJBFHT

€HAOKPHHHH H €ACKTPOJIUTHH HAPYIIEHUA WIH HEeKOHTPOJIUPAHH 'bPUOBE).

TexKH KOXXHH HEXETIAHU PEaKLIHH
TexKH KOXHH HEXKENAHH PpeakiliMK, BKIIIOUKHTENHO CHHAPOM Ha Stevens-Johnson (B

peaklua ¢ €03HHOPHIHA H cHeTeMHH cumnitoMu (DRESS), konro Morat aa 6baa
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touka 4.8). [To BpeMe Ha HazHauaBaHETO My, NalUeHTHTE TPAOBa Ja OvAAT HHPOPMHpAHH 32
MPH3HALKMTE H CHMOTOMHTE Ha TEXXKH KOXHH PEaKLMH 1 Aa 6bJaT BHUMAaTEHO HabMoAaBaHU. AKO ce
NOSBAT NPHU3HALH H CHMITTOMH, NPEIIONaraily Te3u peakuuy, neueHuero ¢ Kpecrop Tpabsa na 6uae
npeycTaHoBeHO He3abaBHO M pa Oble OOMHUCICHO ANTEPHATHBHO JIECHCHHE.

AKO TIaLHEHTHT pa3BHe cepruo3Ha peakuua kato SJS wnu DRESS npu ynorpebara va Kpecrop,
nedyeHuero ¢ Kpecrop He TpsabBa HUKOra Aa ce nojgHOBABA NPH TO3H MALIHEHT.

BaugHue BEPXY YEPHUSA

Kaxro npu apyrn uuxuburopu Ha HMG-CoA pexaykrasata, Kpecrop Tpsabsa BHUMaTENHO Aa ce
MpPUJIAra Npy NaUHEHTH, KOHTO MPUEMAT rolsiMO KONHYECTBO AJIKOXOI H/HITK ca UM 3abonsBsaHe Ha
yepHusa apol. [IpenopbUMTENHO € Aa Ce HANPABAT M3CIEABAHHA HA YEpHHA Apod npeam, U 3 Mecela
clie/l 3ano4yBaHe Ha JieueHnero. Kpecrop Tpabea aa 6bae npeycraHoBeH WM fo3ara Tpsabsa na ce
HAMAaNH, aKC HHBOTO Ha CEPYMHHKTE TPAHCAMHHA3H HAABUILABA TPH ITbTH FOPHATA I'PaHHLA Ha
HopMaTa. JlokiagBaHaTa 4ecToTa 3a CEPHO3HH YEPHOAPOOHH yBpeaH (3aKNIOYBallH C€ IJIABHO B
YBENHUYEHH YEPHOAPOOHH TpaHCcaMHHa3K) NPH MOCTMAPKETHHIOBAaTa ynoTpeda, e no-BucokKa 1npH
no3uposka ot 40 mg,.

[Ipy maLMEHTH C BTOPUYHA XMIIEPXONECTEPOIEMHA, MPHYHHECHA OT XMNOTUPEOHAN3BM HITH
HepOTHYEH CHHAPOM, OCHOBHOTO 3ab0s1sBaHe TpsAOBa Na ce JIEKyBa NPeAH 3ano4BaHe Ha ICYEHHE C
Kpecrop.

Paca
(dapMaKOKHHETHMHHTE NMPOYYBAHHA MOKA3BAT, 4Ye MPH NALHEHTHTE OT a3HATCKaTa paca € HajlKLIe 1o-
BHCOKA €KCIO3UIIMA B CpaBHEHHE ¢ Te3U OT KaBka3kara (Osnarta) paca (BX. Touku 4.2, 4.3 U 5.2).

[IpoTea3zHu HHXHOUTOPH

[ToBHILIEHA CHCTEMHA €KCIO3MLMA HA PO3YBACTATHH € HAOJIOaRaHa MPH NaUyeHTH, NPHEMALLIH
pO3YBAacTaTHH €IHOBPEMEHHO C pa3zIiYHH NPOTEa3HH HHXUOHUTOPH, B KOMOHHALIMA C PUTOHABHD.
Tpabpa na ce OOMHCIIH KaKTO Mof3aTa OT JHNHIONOHWKAaBaHe Ype3 ynorpeda Ha Kpectop npu
nauHeHTH ¢ HIV, KoMTO npHeMaT npoTea3sH HHXHOUTOPH, TaKa U MOTECHIHANA 3a NOBULLIEHA
KOHLIEHpAaLlkd Ha pO3yBacTaTHH, KOraTo Ce 3anoy4yBsa TepanqsaTa 4 ce NOoBHIIaBa A03aTa Ha KpecTop npy
NAaLHEHTH, JICKYBAHH C NPOTea3Hd HHXHOUTOPH. ENHOBPEMEHHOTO NPUIIOKEHHE C ONPEACIICHH
NMpoTeasHyd HHXUOUTOPHK He Ce NpenopbYBa, OCBEH aKo 03aTa Ha KpecTop He ce KOpUrupa (Bx.
TaOnuia 1 u Touku 4.2 u 4.5).

HenoHOCUMOCT KEM JIAKTO33
[TalieHTH ¢ peaKy HAcNEACTBEHH NPOoGeMU KaTo ranakTo3Ha HEMOHOCHMOCT, ITBJIEH JIAKTa3€eH
neHLUMT WM FMIOKO30-ranakTo3Ha Manabcopbuns He TpabBa Aa npHeMar Toea JIEKapCTBo.

HuTrepcruupnaina 6eno Ha Oonect

JloknagBaHH ca H30JIMPaHH CJIyHaH Ha HHTEPCTHIHANHA 6enoapobHa Oonect npu NpUIOKEHHE Ha
HAKOHK CTaTHHH, 0COOEHO NpH NMPOABIKHTENHA Tepanus (BXK. Touka 4.8). KIIMHHYHKTE NPOABH MOTaT
Na BKJIIOYBAT JUCITHEA, HENPOAYKTUBHA KalILIMLA H BJIOINaBaHe Ha 00MOTO ChCTOAHKE (YMOpa, 3aryla
Ha TETJIO M TPECKa). AKO UMa f1I0JJ03pEHHE, Y€ TTALMEHTHT € PAa3BRA HHTEPCTHUHANMHA OentoapodHa
OonecT, TepanMsaTa CbC CTaTHH TPAOBa Aa ObAe NpeycTaHOBEHA.

3axapeH nuader
Hsakou aokasaTencTsa NMpeanonaraT, Y€ CTATHHMTE KaTo KJiac MOBHIIABAT KPLBHATA [JIOK03a U MNpH

HAKOH NAUMEHTH, BUCOKOPHCKORH 3a pa3BHTHE Ha AHabet B Obaeine, MOraT aa A0BeRaT A0 TaKkoBa
HHBO HA XHIICPIIIMKEMHA, MPH KOETO € MOAXOAAILO PUIAraHETO Ha PeAOBHATA [P
npu anaber. To3mn puck, obaue ce HageNABa OT peAyKLMATa Ha BAaCKyJJapHHA pH
CIEAOBATENHO, He TpAOBa Aa Obae NpUYKHA 33 CTIUpAaHE Ha CTATUHOBATA Tepan
naudeHTH (rMKo3a Ha rnagHo 5,6 a0 6,9 mmol/l, uHaekc Ha TenecHa Maca > 3
CTOMHOCTH HA TPHIITHLEPUAHTE, XUNEPTOHUA) TpAOBa Ja ce MpOCAeadBaT Ka
OHOXMMHAYHO, CBHIVIACHO HALIMOHATHUTE PHKOBOACTBRA.




B npoyuBanero JUPITER, cvobuienara obma yectora Ha 3axapeH auaber € 2,8 % 3a posyBacTaThH H
2,3 % 3a wianebo, r1aBHO MPH NALMEHTH C TIIOKO3a Ha ragHo 5,6 Ao 6,9 mmol/l.

[TeawaTpyyHa NOMYIALIUS
OueHABaHETO Ha NMHeHHOTO M3pacTBaHe (BUCOUYHHA), Terno, BMI (MHAeKke Ha TenecHaTa Maca) U

BTOPHUYHHTE MOJIOBH Oeie3H Ha MONOBOTO Ch3pABaHeE M0 cKaiaTta Ha Tanner npu neauarpuyuH4
NAlMEHTH Ha BB3PpACT 6 no 17 roaMHEM, NpHeMalli po3yBacTaTUH, € OTPaHHUYEHO A0 ABYTOAHIUCH
nepuon. Cieq ABe rOAMHH Ha TPETHPAHE N0 BPEME HA NMPOYYBAHETO, HE € 3adensa3aH HHKAKbB edexT
BBLPXY pacTexa, Ternoto, BMI uau nosoBoTo chiapaBaHe (BX. Toyka 5.1).

B KNMUHHYHO Npoy4YBaHe Ha AELia H IOHOLIH, MpHUEMAIIM pO3YyBACTATHH 33 52 ceaAMHULM, NOBHIIABAHE HA
CK > 10xULN H MyCKyNHHATE CHMITTOMH CJI€J YIPAKHEHHE HIH NOBHILIEHA (PU3HYECKA AKTUBHOCT Ca
HaOM0JaBaHH 10-4ECTO, B CPABHEHHE C HAOMIOAEHHA OT KIWHAYHHU NPOYyYBaHHUA NPH BH3PACTHH (BX.

To4Ka 4.8).
4.5 BiarmozaeficTBHe ¢ APYrH JIEKAPCTBEHH NPOAYKTH H ApYra pOpMH Ha B3aUMOAEHCTBHE
Egbexm na eonospemenno npunazanu nexapcmeeru npoOyKmu bpxy po3y8acmamui

HuxubHTopH Ha TPaHCIOPTEPHUTE NPOTEHHH

PosyBacTaTHH € cyOCTpaT Ha onpeaeneHy TPAHCIIOPTEPHH TIPOTEHHH, BKIIOYHUTENHO YEPHOAPOOHHA
wIrreK Tpaucnoprep OATP1B1 u edpayke tpancnoprepa BCRP. EqHoBpeMeHHOTO NpUiioxeHHe Ha
Kpectop ¢ nekapcrseHH NPoAyKTH, KOUTO Ca MHHXHOUTOPH Ha TE€3H TPAHCMOPTEPHHU NPOTEUHH, MOXKE
1a JOBEAE A0 NMOBHUIABAHE HA [1/1a3MEHATA KOHLCHTPALUA HA PO3YBACTATUH Y MOBUUICH PHCK OT
Myonatua (8. Tabnuua 1 u TouKH 4.2 U 4.4).

HuicnocnoprH

[Tpu eaHOBpeMeHBOTO TNipKHAOKeHHe Ha KpecTop ¢ LMKNoCnOpHH, cpeaHnTe cTohHOCTH Ha AUC Ha
pPO3YyBaCTaTHH ca OUH CpellHO 7 ITBTH TI0-BUCOKM OT Te3M, Habaionasanu nipy 3apasu goOpoBoILM, Ha
KOHTO € MPHIOKEHA ChlaTa go3a (BXK. Tabnuna 1). Kpectop € npoTUBONMOKa3aH MpH NatueHTH, KOUTO
€JHOBPEMEHHO MOTY4YaBaT LIMKJIOCTIOPHH (BX. TouKa 4.3). EAHOBPEMEHHOTO NPUNOKEHNE HE €
NOBJIHAIO IUIA3MEHUTE KOHLICHTPALWH Ha LIHKJIOCITOPHH.

Temdubpozun ¥ Apyrd NHNUAONOHHKABAILW TPOLXYKTH

EnnoepemeHHOTO npuioxkeHHe Ha Kpectop v remgpubpo3mn € foBeno A0 ABYKPATHO MOBHILCHKE Ha
Ciax 1 AUC Ha posyBacTaTuH (BX. TOUKA 4.4). lanunte oT papMaKOKHHETHUHHUTE NPOYyYBaHHA,
M3CTICABALLH NEKAPCTBEHUTE B3aUMOIEHCTBHA, HE MOKA3BaT B3auMoAchcTBHE ¢ deHoPHOpaT, HO €
Bb3MOXHA 1M0ABa Ha (papMaKOAWHAMUYHM B3aUMOBEHCTBHA. [ eMpubposmn, peHodubpar u
OCTaAHATMTE MEAUKAMEHTH OT rpynara Ha puOpaTUTe U NTUNMUAOMOHIKABAILIUTE 1034 (B 03M > | g Ha
J€H) HHALMH (HHKOTHHOBA KHCEJIMHA), TOBHLLABAT PHCKA OT MOsiBa HA MUOTIATHA NPH KOMOUHHUPaHE ¢
HHXMOHTOPH Ha XHAPOKCH-METHI-TIIyTAPHI-KOCH3HM A peldyKTas3aTa, Haif-BepOATHO 110paau (akTa,
ye [OC/ICAHUTE MOTaT [a MPESAKW3BHKAT NOABATA Ha TOBA YCIIOXKHEHHE H NPH MOHOTEpanua. Jlo3arta ot
40 mg e NpOTHBOMOKa3aHA NPH €IHOBPEMEHEH npueM Ha ¢ubpatu (BK. Touka 4.3 1 4.4). [pu Te3n
MMALMEHTH JIEYEHHETO ChILO TpAOBa aa 3ano4He ¢ 5 mg.

E3eTtumud
EanospeMeunoTo uinonspave Ha 40 mg Kpectop v 10 mg esetumubd He soam ao npomenu B AUC H
Ha ABaTa NPOAYKTA, KOrato ¢¢ npunarar npu sapas nobpoeoauy. Uma 1,2 meti nopumenne Ha AUC
Ha po3yBacTaTHH, Korato 10 mg Kpecrop # 10 mg e3eTumnbd ca npunoxeHH npH NaLHEHTH C
xunepxonecreponeMus (tabnuua 1). He Moxe na ce n3kioun ¢papMakoaMHAMH4YHO B3aUMOACHCTBHE
MEXIY TAX, KOETO a KMa 3a Pe3yJITaT HeXxeNlaHu peakiliyu {BxXK. TouKa 4.4).

[TpoTea3zny HHXKHOUTOPH
Buapeky ue TOYHHAT MEXaHHU3BM HA B3aUMOJIEHCTBUE HE € H3BECTEH, €AHOBPEMARLE
NpOTEa3HH HHXUOHUTOPH MOXKE PA3KO Aa NOBHUIN €KCTIO3HLMATA Ha po3yBacTaTHy (6
Hanpumep, eAHOBpEMEHHOTO NpUoKeHHe Ha 10 mg po3yBacTaTuH U KOMOGHHHP
ce OT ABa npoteas3Hy uHxudOurTopa (300 mg arazanaeup/1 00 mg puroHaBup) no Bpx
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¢apMaKOKHHETHUYHO NMPOy4BaHe NMpH 3ApaBH JOOPOBOILIH, C€ aCOLMHPa ¢ MPUOIUIUTENHO TPHKPATHO
HapacTeaHe Ha AUC Ha posyBactatuH. EJHOBpEMEHHOTO NpUnoxeHUe Ha Kpectop 1 HAKOH
KoMOHHALMHK OT NpOoTEa3HH HHXHOKUTOPH, MOXKE Ja C& UMa NPEABHA CiI€ BHUMATETHO NpELEeHIBaHE
Ha KOpeKUMHUTE Ha 1o3aTa Ha KpecTop, Ha 6a3a 04akBaHOTO NOBHILUEHHE Ha €KCNIO3ULIMATA Ha
po3yBacTaTHH (Tabnuua 1 u Touku 4.2 u 4.4).

AHTHaUUOH

EnHoBpeMEHHOTO NpWUoXkeHHe Ha KpecTop ¢ aHTHaUU/IHA CYCNIEH3HA, ChAbpXKallla ATyMHUHHEB H
MarHe3ueB XHUIPOKCH]I, € JOBENO A0 HAMANIABAHE HA IUTA3MEHATA KOHLICHTPALMA Ha PO3YBACTATHH C
npubnusutenno 50 %. To3u edext e 6un orcnaben, korato aHTHaLMIMTE Ca JaBaHK 2 yaca cjiell

npueMa Ha Kpectop. KnuHH4YHOTO 3HaUYEHHE HA TOBA B3aUMOJEHCTBHE HE € H3CIICABAHO.

EpUTpOMHLUKH
EnnospeMeHHHUAT 1ipueM Ha KpecTop M epuTpoMHLIMH e goBen Ao 20 % namanenne Ha AUC .y M
30 % HaMmaneHue Ha Cyax Ha po3yBacTaTHH. B3auMoaeicTBHETO MOXKE Ja € NPEAUIBUKAHO OT

MOBHUICHHA HPEBCH MOTUIIHTET, BCIICACTBAC HA INIPHCMA HA CPUHTPOMHIINH.

Tnkarpeniop
Tukarpenop Moxe Ja norjivse Ob0peyHaTa eKCKpEeLMA Ha pO3yBACTaTUH, YBEIHYABAMKYH PHCKa OT

KyMYJIHpaHe Ha pO3YBacTATHH. BbNpeKkd ye TOYHHAT MEXAHH3BM HE € U3BECTEH, B HAKOH CIIy4YaH
eAHOBPEMEHHOTO NPUJIOKEHUE Ha TUKArPENOp U pO3yBacTaTHH BOAM A0 HaMalsBaHe Ha ObOpeyHaTa
¢byHKuMA, nosrueHo HUBO Ha CPK u pabxomuonuaa.

EH3UMH OT cHcTEMATa Ha LUTOoXpoM P450
IlanHHTE OT in vitro ¥ in vive npoy4BaHMs MOKA3BaT, Y€ PO3YBACTATHH HE € HUTO UHXUOUTOP, HUTO

HHIYKTOpP Ha UMTOXpoM P450 mzoensumure. PosyBactathH € cnab cybeTpar 3a Te3H H30EH3HMH.
CrneaoBareHo, JICKapCTBEHM B3aUMOJCHCTBHA, PE3YJITaT OT UHTOXpOoM P450-meanupanns
MeTabonn3abM, He ce ouakeat. He ca HabnonapaHUu KITMHMYHO 3HAMHMHU B3aUMOACHCTBUA MEXIY
po3zyBactaTiHH H ¢pykoHazon (MHXHOHTOp Ha CYP2C9 u CYP3A4), uny xeTokoHazon (MHXUOUTOp Ha
CYP2A6 u CYP3A4). EnHoBpeMEHHUAT NpHEM Ha UTpakoHasoil (MHXUOUTOp HAa CYP3A4) u
po3yBacTaTHH Boau 10 28 % yeenudenve Ha AUC Ha posyBactaTHH. ToBa Manko yBelTHYEHHE HE €
KIHHHYHO 3HauuMo. 110 Ta3H npuyYKHa, N€KapCTBEHH B3aUMOIECTBUS B ClI€ACTBHE Ha MeTabOMH3bM,
MeauMpan oT uproxpoM P450, He ce ouaksar.

BaaumoaeiCcTBHA, KOMTO U3KCKBAT KOPEKLIMA Ha J103aTa Ha po3YBACTATHH (BXK. chilo Tabnuua 1)
Koraro ¢ Heobxoaumo aa ce npunara Kpectop € JHOBPEMEHHO C APYTH JICKApCTBEHH NMPOAYKTH, 3a
KOMTO € U3BECTHO, Y€ MOBUILABAT EKCNO3MLIMATA HA PO3yBaCcTaTHH, Ao3HTe Ha Kpectop Tpabea na ce
Kopurupat. Ha npeannceailiuTe AeKapH ce Npenopbuyusa Aa B3eMaT NMpeABul CbOTBETHATA JICKapCTBEHA
HH(QOPMALIHA, KOraTo cOMHMCIIAT NPHIaraHe Ha TaKKBa NPOAYKTH 3aeaHO ¢ KpecTtop. 3anousa ce ¢
103a Ha KpecTop oT 5 mg BeAHLK AHEBHO, aKO O4aKBaHOTO NOoBHUWIEHHE Ha eKkcnosuuuaTa (AUC) e
NpUOIH3IUTENHO ABYKPATHO WK NO-ronamo. Makcumannara qHeeHa 103a Ha Kpectop tpabBa aa ce
KOPHUIdpa TaKa, 4€ O4aKBaHATa €KCITO3HULMA HA pO3YBACTaTHH HAMA BEPOATHOCT Ja HAJABHIIHK Ta3H HA
40 mg auesHa no3a Kpecrop, npuer 6e3 BzauMoaeiCTRALIM JICKAPCTBEHH NPAYKTH, HaNIPUMED 103a OT
20 mg Kpecrop ¢ rempubpozun (1,9 mptn nosuienue) u ao3a ot 10 mg Kpecrop ¢ komOHHaLMA
pHTOHaBUp/aTazaHarup (3,1 MbTH NOBUIUICHUE).

AKo ce Habnionapa, ye aekapcTeeH NpoaAyKT nosuiiaea AUC Ha po3yBacTaTHH MO-Maliko OT 2 MBTH,
HavajlHaTa Ao03a He TpAa0Ba Aa ce HaMansABa, HO TpAOBa na ce MOoAXOXKIAa ¢ BHHMaHHE, aKo A03aTa Ha
Kpectop ce nopuiun Hag 20 mg.




Tabnuaua 1. EdexT Ha ¢AHOBpPEMEHHO NPAJIATAH JICKAPCTBEH NPOAYKT BbPXY €KCHO3ANHATA HA
po3yBactaThH (AUC, B HH3X0ASIm pea) oT ny0AHNKYBAHH K/IHHHYMHH OPOYIBAHHSA

[Tlopamasane na AUC Ha PO3YBACTATHH 2 IBTH HJIH IOBeYe OT 2 NbhTH

HJo30B pexkuM HA Ho030B peXXam Ha IIpomana B AUC Ha
B3AHMOACHCTBALIOTO JICKAPCTBO PO3YBACTATHH PO3YBACTATHE
CodocOyBHp/BemarTacBBp/BOKCHIANPER 10 mg enyHMYHA 1032 7,4 mbTH

up (400 mg-100 mg-100 mg) +
Bokcunanperup (100 mg) seaHbx
NHEBHO 3a 15 anHu

[[uknocnopHH 75 mg nBa MbTH Ha ACH 10 mg BeaubX AHEBHO, 10 anu 7.1 memu T
no 200 mg nBa mbpTH Ha aeH, 6 Meceua

Japonytamua 600 mg 2 x aH., 5 AU 5 mg, eaiHU4YHA 1034 5,2 nbTH
Peropadenud 160 mg, BenHbK AHEBHO, 5 mg, enuHUYHa J03a 3,8 nuTH
14 nHU

ATtazaHasup 300 mg/putoHasup 100 mg 10 mg, eaquHMMHE A03a 3,1 meu T
BeAHDLX HHEBHO, 8 OHH

Poxcanycrar 200 mg npes acH 10 mg, equHAYHA fO3a 2,9 motH |
Bennatacaup 100 mg BeaHbXK AHEBHO 10 mg, eaMHUYHA 1034 2,7 muTH
Omburacsup 25 mg/napuranpes1p 5 mg, eAMHUYHA 1034 2,6 ITbTH

150 mg/ puroHasup 100 mg BeaHbxK
nHeBHo / nazabysup 400 mg 2 nbTH

OHEBHO, 14 qHM

TepudiyHoMua He ¢ HannuHa 2,5mptn T
I'pasonpesup 200 mg/endacaup 50 mg 10 mg, eauHn4Ha Ao3a 2.3 IBTH
BEAHBX AHEBHO, |1 aHM

['nexanpesup 400 mg/mubpeHracBup > Mg BEAHBX JHEBHO, 2.2 IBTH
120 mg BeAHDK JHEBHO, 7 AHH 7 IHA

Jlonuuasup 400 mg/puronasup 100 mg 20 mg geannk aHeBHO, 7 AHK 2,1 metu T
JBa IMbTH HA AcH, 17 DHU

Kanmarunu6 400 mg aBa mbTH Ha AeH 10 mg, equuMyHa n03a 21 mem T
Knonuporpen 300 mg HatoBappaiua 20 mg, eanHMyHa go3a 2 mbtH T
103a, nocaeasaHa ot 75 mg Ha 24 yaca

®ocramatiHub 100 mg nBa mTH Ha 20 mg, eUHUYHA 034 2,0 noti T
IeH

®ebykcoctar 120 mg BeAHBXK JHEBHO 10 mg, eaMHHYHA 0034 1,9 meru T
Tagamuauc 61 mg 2 MbTH AHEBHO Ha 10 mg, equHMYHa n03a 2,0 meta T

aed 1 4 2, nociearaHo OT BEAHBXK
AHEBHOHa AcH 3 KU 9

I'em@ubpo3nn 600 mg aBa MbTH Ha IEH, 80 mg, enMHMYHA NO3a
7 IHM

Hosumasaue Ha AUC Ha po3yBACTATHH NO-MAJIKO OT 2 NbTH

Ho30B pexnM Ha J030B pexHM HA
B3aHMOJeHCTBAMOTO JIEKAPCTBO PO3YBACTATHH




EntpoMbonar 75 mg BeAHbK AHEBHO, 10 mg, eqauanyHa fo3a 1,6 noTl 1
5 nHHU

HapyHasup 600 mg/puronasup 100 mg 10 mg BeaHBK AHEBHO, 7 AHH 1,5 nei T
ABa ITbTH Ha ACH, 7 1HH

Tunpanaeup 500 mg/puronasup 200 mg 10 mg, ennHA4HA K034 1,4 netu 7
IBa BTH Ha A€H, | 1 aHH

HpoHeaapon 400 mg 1Ba TBTH Ha JeH He e nanuuHa 1,4 mete T
Hrpakoudaszon 200 mg BeAHBK THEBHO, 10 mg, eAHHYHA J03a 1,4 mru T

5 1HM

Ezetumub 10 mg BeAHBXK JHEBHO, 10 mg, BeaAHBXK AHEBHO, 14 THM 1,2 meru T
14 ouu

Ilonuxasane Ha AUC na pozypacraTun

J030B pexEM Ha H030B pexHM Ha IIpomsasaa B AUC na
B3AHMOJeHCTBAIMOTO JIEKAPCTBO PO3YBACTATHH PO3YBACTATHH
Eputpomuumu 500 mg yeTHpH NBTH Ha 80 mg, exHHUYHA 1034 20%
aeH, 7 JHM

bankanvH 50 mg TpH MbTH Ha JAEH, 20 mg, equHUYHA 10343 47%

14 auu

* JIaHHUTE, MOCOYEHHM KATO X ITHTH MPOMAHA, MPEACTABAT MMPOCTO CHOTHOLIEHHE MEXKIY
€AHOBPEMEHHO NMPHIIOAKCHHE H NPHIOKCHHE Ha PO3YBACTATHH CaMOCTOATENHO. JJaHHUTE, MOCOYEHH
KaTo %, NpeAcTaBAT NMPOLEHTa pa3jiuKa OTHECEH Ha CAMOCTOSTENIHOTO NMPHIICKEHHE Ha
pPO3yBACTATHH.

[ToBHILIABAHETO € NMPEACTABEHO KaTo ,, 1", MOHKEHUETO KaTo ,. 3",
""HAKOIKO NpOY4YBaHKA 3a B3aHMOJEHCTBHE Ca MPOBEAECHH ¢ pasau4Hy N03HpoBKH Kpecrop,
TabyHLaTa NpeACTaBd Hai-3HAYMMOTO CHOTHOLLIEHHE.

AUC = nnouj noa KpUBATA,

CnenHdTe NEeKapCcTBEHH NMPOXYKTW KOMOMHALIMM HE OKA3BaT KIMHWYHO 3Ha4YMM edekt Bbpxy AUC Ha
PO3YBAaCTATHH [IPH €JHOBPEMEHHO NPUIIOKEHHE:

Anernuraszap 0,3 mg nprnoxenue 3a 7 quu; OGeHodubpar 67 mg 7 1M npuioKeHUE TPH ITbTH Ha
aeH, dayxkoxaszon 200 mg 11 gy npunoxenue BeaHbx AHEBHO; Do3zamnpeHasup 700 mg/puToHaBup
100 mg 8 nHu npunoxerHe Aea TbTH Ha AcH; KetokoHaszon 200 mg 7 AHK npunoxkeHHe ABa NbTH HA
aeH; Pugamnun 450 mg 7 namn npunoxeHue BeaHbK AHEBHO; CuanMapuH 140 mg 5 aHH npuioxeHne
TPH IMBTH Ha JICH.

Eghexm na posysacmamun evbpxy eOHOBpEeMERHO NPUAACAHYU AEKAPCMBEHU NPOOYKMU

AHTaroHHCTH Ha BUTaMHH K

[TonoOHo Ha apyrn naxuburopu Ha HMG-CoA peaykrasara, 3anouBaHeTo Ha aeveHHe ¢ Kpecrop
WM TUTPUPAHETO Ha 103aTa MY MpU NAUMEHTH, NpUeMallM aHTaroHUCTH Ha BUTaMHuH K (karto
Bap(apHH WK APYTrH KYMapHHOBH aHTHKOArYJaHTH), MOXKE J1a IOBEAE A0 NOBUIIEHHE HA
MEXIYHAPOAHOTO HOPpMATH3UpaHo ChoTHOmEeHHe (International Normalised Ratio, INR).
[IpexnbcBaHETO Ha NEYEHHETO WIH HAMANIABAHE Ha 103aTa Ha TUTpUpaHe ¢ Kpectop, MOXe 1a NoBEae
a0 HamaneHnue Ha INR. I1pu nogobuu cuTyaumu ce npenopbyuea MOHUTOpHpaHe Ha INR.

[lepopanHy KOHTPALIENTHBH/ XOPMOHO3aMECTBAllA TEpanHa
EnHoBpeMEHHHAT npueM Ha KpecTop H nepopanHi KOHTPALIEIITHBH, € JOBEJY2 prIaBanGg NWUC
Ha CTHHWI €CTPAZIMOI H HOPreCTpe1, CHOTBETHO ¢ 26 % U 34 %. Te3u nosuft il
KOHLICHTpaLMH TpaOBa [a ce B3eMaT 101 BHHMaHHUE, KOraTo ¢e Onpenens [ hai HOSRAN
nepopaNHUTe KOHTpaLenTHBK. Hama fapMakOKMHETHUYHH JaBHU 34 rnauuey
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fo-rope, He TpAGBa Aa 6bAe U3KMKUEHO KaTO BEpOATHO. Buiipeku ToBa, TasH KoMOMHauHA € buia
HIMPOKO NpHIaraHa OT )XeHH B KIIMHUYHH M3NMTBaHHUA M € O1ia TosiepupaHa 1o00pe.

IIpyry iekapcTBEHH NPOAYKTH
Juzoxcun: B3 0CHOBa Ha AaHHHTE OT cleLMPHYHH NPOY4BaHHA 38 M3C/IE/IBAHE HA JIEKAPCTBEHH

B3aUMOACHCTBHA, HE ¢e OUaKBa KINUHUYHO 3HAUUMO B32UMOJEHCTBHE C NHIOKCHH.

Dy3udoea xuceauna. He ca npoBexaaHy Npoy4YBaHHs 3a H3CEJBaHe Ha B3aHMOAECHCTBHA C
pPO3YyBacTaTHH ¥ (PY3WAOBA KMCENHHA, PUCKBT OT MUOMNATHA, BIUTIOYHTENHO pabloMHou3a, MoXe fa
C€ YBENHYH NPH eJHOBpeMeHHa ynoTpeba Ha Qy3HI0Ba KHCEWHA 33 CHCTEMHO NPHIOKEHHE U
CTaTHHH. MeXaHM3MbBT Ha TOBaA B3auMoaehcTBHE ((hapMakoIHHAMHYHO HIY PAPMAKOKUHETHYHO, HITH
H IBETE) € BCE Ollie Hen3BecTeH, UMa choblueHHA 3a pabaoMHoIH3a (BKITIOYHTENHO HAKOJIKO

dataneH U3X0A) NpU NMAaLMEHTH, NPUEMALIH Ta3H KOMOHHALMA.

AKO TepanuiaTa ¢ Py3uaoBa KHCEIHHA 33 CHCTEMHO TPHIIOKEHHUE € HAJIOXKHTEIIHA, JICYEHHETO C
Kpectop Tpa6sa aa 6B/ie MpeKkbCHATO MO BPEME Ha NEPHOAA Ha JIeHeHHE C PY3HAOBA KUCEIHHA.
BroxTe chilo TOUKa 4.4.

[lenuaTpyutHa NONYNANUS
[IpoyuBaHHs 3a B3aUMOACHCTBHS Ca MPOBEXIAHH CaMo NpH Bb3pacTHU. CTENEeHTa Ha

B3aUMOJEHCTBHATA B NEANATPHYHATA NMOIMYAaUMs HE € H3BECTHA.
4.6 DepTHAHTET, OPEeMEHHOCT H KbPMEHe

KpecTop € NpOTHBONOKA3aH N0 BpeMe Ha OpeMEHHOCT U KbpPMEHE.
JXenu B neTepoaHa BB3pacT TpAOBa Aa Npwiarar Moaxoasil KOHTPAUENTUBHHU MEPKH.

bpeMeHHOCT

XonecTepoirbT U APYTrH NPOLYKTH HAa XONECTEPONOBUA OHOCHHTE3 Ca BAXKHH 3a Pa3BHTHETO HA IUIOAA.
ETo 3amo, noTteHuHanHUAT puck oT HHXHOHpaHe Ha HMG-CoA peaykrasara € no-ronsM B CpaBHEHHE
¢ MOJI3aTa OT JIEYEHHETO Mo Bpeme Ha OpeMeHHoCT. M3cneaBaHHATa BbPXY »KMBOTHH OCUIYypABaT
OrpaHU4eHH NaHHM 33 PENPOAYKTHBHA TOKCHYHOCT (B2. TOUKa 3.3). AKO NalMeHTKa 3abpeMeHee no

BpEME Ha JICYECHHE C TOBA JIEKAPCTRO, NPUEMET TpAabBa Aa 61¢ He3abaBHO MpeyCTaHOBEH.

KnpMeHe
OrpaHy4eHH JaHHH OT MyONHKYBaHH AOKNaAH MOKA3BAT, Y€ pO3yBacTaTHH NPUCHCTBA B HOBEIIKATA

kppMa. Po3yBacTaTiH ce OTAENA B MJISKOTO Ha IUTbXoBe. [Topaau MexaHu3Ma Ha aeticteue Ha Crestor,
CHIECTBYBA MOTEHLHANEH PUCK OT HEXENAHU peakLiuy npyu kbpmauero. Crestor € MpOTHBONOKA3aH 1o
BpeMe Ha KbpPMEHE.,

DepTHIHTET
Hsama u3BecTHH edeKTH BBpXY (pepTrnnTeTa chel ynorpedara Ha po3yBacTaTHH.

4.7 E¢exTn BHpxy cnocofnocTTa 3a modHpane n padora ¢ MAINHHMY

He ca npoBexxaaHy NpoyUBaHKHA 34 YCTaHOBABAHE HAa BIUAHHETO HA KpecTop BEpXY cnocobHocTTa 32
wogHpade U pabora ¢ Mal¥HU. Bb3 OCHOBa Ha papMaKOAMHAMUYHUTE CBOHCTBA, HE C€ OYAKBa
Kpecrop aa nosnvse HebaaronpuatHo Te3n cnocobHoctH. [lpn modnpane unun pabora ¢ MaliHHK
TpabBa a ce UMa IPEABU/, Y€ IIPHEMAHETO Ha JIEKAPCTBOTO MOXKE /1A NPEAN3BUKA CBETOBBPTEXK.

4.8 HexenaHn JIEKADCTBEHHA PEAKNHRA

¥

Hexenanure nekapcTBEHH peakluuH, HabnroaasaHu npy ynorpebara Ha Kpecrop,
NEKK H NpeXoaHH. [IpH KOHTPONMpPaHHTE KIIHHUYHH H3NMUTBaAHUA, oA 4 % ot nay)
¢ Kpectop, ca npeKbCHaMM JIEYEHHETO MOPaaH HEXKENAHH PCAKLIUH.

TabanueH cIUCHK HA HEXKEJTAHHUTE PCAKIIHH .
/77
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ba3upaHa Ha JaHHH OT KIMHHYHH NPOYYBAHHA M OOILINPEH MOCTMAPKETHHIOB OIHT, CllCAHATA

TabNHLA NpeAcTaBs NpoGHUNLT Ha PO3YyBACTATHH MO OTHOLICHUE HA HEXENAHH JIEKAPCTBEHH PEAKLIUH.
HexenanuTe peakuus, H30poeHH NO-40MMy ca K1acK(ULIMpaHH N0 YECTOTa H CHCTEMO-OpraHeH Kiac

(COK).

YecToTaTa Ha HEXKENAHHTE peakLHH € chobpaseHa CbC CneHaTa KOHBEHUMA: YecTH (> 1/100 no 1/10);
HewecTH (3 1/1 000 po 1/100); peaxu (= 1/10 000 go 1/1 000); muoro peaku (< 1/10 000), HenssecTHA

yecToTa (HEe MoXe Ja 6bae oueHeHa OT HAUTUYHHUTE JaHHH).

Tabanna 2. Hexe1anH JIeKAPCTRCHH peakndn HasHpany A3 JAHHH OT KIHHHYHHE NPOYYBAHHS H
NOCTMAPKETHHIOB ONET

CuremMo-opranen Yecrn THeuectn Peakn Mpuoro peaxn | Hen3pecTna
KJ1a¢ | _ _ 9eCTOTA |
Hapywenua na | Tpombouuronen | ‘
Kpbema u aumMgnama U
cucmema N | |
Hapywenua na Peakuuu Ha
UMYHHAMA CHCMEMA CBPBbXYYBCTBUTE
JTHOCT
BKJIFOUMTEIHO
s B aHTHOE/IEM
Hapywenua na 3axapeH
eHOOKpURHAama aunaber’
| cucmema | | i
Hcuxuurnu Henpecus
| Hapyuenus _
Hapywenua na ["'naBobonu [Monunesponartu | IlepudepuHa
HepeHama cucmema | e ;| HEBPONATHA |
3amaiisaHe 3ary0a Ha namer | HapywieHnus Ha
ChHHA
(BKIIFOYMTENTHO
HHCOMHHA K
KOLLIMAapH)
MmuacteHus
_ rpaBUC
Hapywenus na OuHa
ouume | | MHacTeHHA |
Pecnupamopnu, Kauinuua
2PBOHU U HucnHes
| MeQuacmuHaHu
HapYUeHUA _ | |
Cmomawno-upesnu | KoHctunaiy ITankpeaTuT Huapus
HAPYULEHUA U
['aaene
: Ab6aoMuHAnN
Ha DoJIKa
l XenamobunuapHiu [ Mosuwenu |
HapYyuieHus yepHOApoOHU
_ | TPaHCAMUHA3H
Hapywienua na [pypuTyc
| kooicama u | O6puB
ROOKOJICHAMA MBbKAH | VpTHkapus |
| |
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] CHMITTOMHU
(DRESS)
{
Hapywenus na Muanrus Muonaths ApTpanrus HapyuieHns Ha
| MYCKYAHO- (BIJTIOYHMTENTHO CYXOXKWIMATA,
cKenemHama MHO3HUT) NMOHAKOra
cucmema u Pabaomnonnsa YCIOXKHEHU OT
CheQUHUmMeAnama JIynyc-nonobeH pynrypa
MubKan CUHAPOM NmyHoMeaMupa
Pyntypa Ha Ha
MYCKYJI HEKPOTH3HKpallia
| ] | | MHOnaTHA
Hapywenua na | Xemarypus
| 6vbpeyume u
 MUKOYHUMe nbmuwye A | |
Hapywenua na | [ uHeKoMacTHs
PENPOCYKMUSHAMQ
CUCEMa u Zepoama ]
Obwu napywernusa u | AcTeHus Eaem
eqghexmu Ha
| Macmomo na
| npunONCEHUE

'YecTOoTAaTAa Lite 3aBHCH OT HANTHYHETO WIH OTCHCTBHETO HA PHCKOBH q)am“opﬂ (rmokKo3a Ha rnagHo

XHNEPTOHHA).

> 5,6 mmol/l, uagexc Ha TenecHa Maca > 30 kg/m?, noBHIIIEHH CTOMHOCTH Ha TPHIIHLEPHAUTE, aHAMHE3a 34

KakTto nipu apyru uHxuburopu Ha HMG-CoA peaykrasara, 4eCTOTaTa Ha HEXXEJIAHUTE JIEKAPCTBEHH
peakiMH1 3aBHCH OT J03aTa Ha JIEKapCTBOTO.

Edexti BLpXY 6B0peLuTe
I1pu naumeHTH, neKyBaHH ¢ Kpecrop, € HabmoaaBaHa npoOTEHHYPHSA, YCTAHOBEHA NPH H3CHEABAHE €
TECT-NTEHTHUYKH H KOATO € C NPESAHMHO TYOYJIeH NpoU3Xo/.

B onpeaesieHd MOMEHTH OT JICUeHHETO, NpH < 1 % ot naumeHruTe Ha 10 mg u 20 mg, ¥ npu
npubnuzurenHo 3 % ot nauneHTHTE, NEKYBaHH ¢ 40 mg, ca HabnoAaBaHM MPOMEHH B H3CJIeABAHHATA
3a NMPOTEHUH B YPUHATA OT OTPULIATENICH PE3YJITAT WM ciieau 10 +. HeznauurenHo oTkioHeHHe, B
MOCOKA OT OTPHLIATENEH PE3YNTAT HIH ClleId KbM +, € HabmoaasaHo npH A03a 20 mg. B noeeyero
CITy4aH, NIPOTCHHYPHATA HaMa/iABa WIH H34e3Ba CIIOHTAHHO B MPOLIECa HA ICUYEHHETO, H HE € JI0Ka3aHo
Aa TpeAllIecTBa OCTPO H nporpecdBHo 6b0peyuHo 3abonspane. Ot nperaena Ha JaHHUTE NpPH
KJIMHHYHHUTE OTIMTH U NOCTMAPKETHHIOBUTE NPOYYBAHHUA, RO CEra HE € YCTAHOBEHA NPHYHMHHA Bpb3Ka
MEXRY IPOTEHHYPHATA H OCTPO WiH nporpecusHo 610peyHo 3abonsapaHe.

[Ipu naumeHTH, nekysaHu ¢ Kpectop, € HabnogaBaHa XeMaTypya, HO KIMHUMHMUTE JaHHH COYaT, 4e
yecToTara H e HHUCKA.

EdexTH BbPXY CKEETHATA MYCKYJIATYpa
KaxkTto npu apyru uHxuburopu Ha HMG-CoA penykraszara, Bp3cHCTBHUS BbpPXY CKENIETHATA

MYCKYJIaTypa KaTO HEYCIIOXKHEHAa MHAITHA, MUONAaTHA (BKIIOYUTENTHO MUO3HUT) M pabroMpQnuaa, ca
YCTAHOBEHH IPH MalKEHTH NeKyBanH ¢ KpecTop — BbB BCHYKH TepaneBTHYHY 103U, 8800 JOOR

Haj 20 mg. ‘§} 1“ 46{;2

YBenuueHue Ha HUBOTO Ha CK, BCACACTRHE HA YBENHYCHHE HA J03aTa € Habmo i ) o
Fy i L"""i" . :,'-n:,

Opoit malMeHTH HA pO3yBACTATHH, MHOXKECTBOTO OT CITYYAKTE Ca JIEKH, NMPEXO I m ;1 -u i

’.' ir. |'
i)
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Ako HUBOTO Ha CK ce noBuLIM (> 5 IMbTH ropHaTa rpaHvlia Ha HOpMAaTa), JICYEeH) o bk - y
BPECMEHHO J1a C¢ NMPeyCTaHOBM (BXK. TOUKa 4.4). A\ %0“&“ o .ﬁg‘
S
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EdexkTH BBDXV UepHHA

KaxTo npu apyru vuxuburopu Ha HMG-CoA peaykrasara, ysenHueHHE Ha TPaHCAMHUHA3HTE,
CBBLP3aHO ¢ NO3HPOBKATA, € HA0MIOAaBaHO NIPH MarbK Opoif nNallMeHTH Ha pO3yBacTAaTHH; N0-TOJIgMa
YacT OT CAy4auTe ca JIeKH, AaCUMITTOMATHYHH U TIPEXOIHH.

Kpecrop
CnegHuTe HEeXEJIaHU peakL|H ca JOKIANBaHH IPH HAKOK CTaTHHH:

¢ (ekcyanHa AUCPYHKUMS.
e Hzonupanu cnyyad Ha HHTepCTHUMaNHA 6enoapobHa Honect, 0cobeHO NPH NPOABLIHKHTENHA
Tepanus (Bx. Touka 4.4).

JloknaaBaHaTa 4ecToTa Ha pabaoMuoIn3a, CEpHO3HH HEPHOAPOOHH YBpEOH (OCHOBHO - YBEJIKUEHU
YyepHOAPOOHH TpaHCaMHHA3M), € NO-BHCOKa MPH A03HpoBKa oT 40 mg.

IlennaTpHuHa Nonynauus

[ToBuinaBaHe Ha KpeaTHHKHHa3aTa > |O0XULN u MyCKyJIHM CUMOTOMH, Cle] YNIPOKHEHUA HITH
NoBHHIEHA PHIHYECKAE aKTHBHOCT ¢a HabmoaagaHy no-4yecTo B eHO 52-CeAMHUHO KAKHHUYHO
NPOy4YBaHe HA ACLIA H IOHOLLH, B CPaBHEHHE C BB3PAaCTHHUTE (BX. Touka 4.4). B apyr acnekr, npoguast
Ha 6€30MacHOCT Ha PO3YBACTATHH € CXOACH IIPH JIELa H IOHOLIH, B CPaBHEHHE C BL3PACTHHUTE.

Crobil1aBaHe Ha MOAO3UPAHH HEXKEAHH PEaKLMKH

Crob1aBaHeTo Ha MNOJO3HPAHH HEXENaHH peakliu Cliel pa3pellaBaHe 3a ynorpeba Ha IeKapCTBEHHS
NpOoRYKT € BaKHO. ToBa nMo3Bo/sABa /1a NpOABJLKM HAbMIOAEHHETO HAa ChOTHOLIEHHETO MOJI3a/PUCK 32
NeKapcTBEHHA NMpoAyKT. OT MEAUIIMHCKHTE CNELIMATTHCTH CE U3UCKBA J1a ChoOIaBaT BCAKa
MOJAO3HpaHa HEXENaHa peaKis JI0;

buarapus

H3mpiHKTENHA areHUMA [0 JIEKapCcTBaTa yil. ,,Jlaman ['pyep” Ne 8
1303 Codusn

Ten.: +359 2 8903417

yebcaiir: www.bda.bg

4.9 IIpexo3npane

Hsama cneum¢pH4HO edyeHHue B CiTy4dai Ha nipeao3vpane. [1pu npeaosupane, nauMeHTHLT TpAOBA ga ce
NIeKyBa CHMITTOMAaTHYHO H Ja C€ 3ano4HaT NOJABPKALIM MEPKH CIIOpea HYXaaTa. YepHoapobHara
¢yHkuma ¥ HUBata Ha CK Tpabea na ce cneaar. Manko e BepoaTHO xeMoananusara na Obae ot nonsa.

5, ®APMAKOJOrIYHHU CBOUCTBA

3.1 PapMakoAHHAMRYHH CBOMCTRA
PapmakoTepaneBTH4YHA rpyna: HHxHOHTOpU Ha HMG-CoA penykrazara, ATC koa: CI0AAQ7

MexaHH3bM Ha JelicTBUE
PosyBacTaTHH € ceieKTHBEeH H KOHKYypeHTeEH HHXHOMTOp HAa HMG-CoA peaykrasara,

CKOpOCTOTPaHUYABALUAT €H3UM, KOHTO NPEBpbILA 3-XUIPOKCH-3-METHITITYTAPHI KOCH3KM A B
MEBAJIOHAT, NpeKypcop Ha xonectepona. OCHOBHO Bb3AEHCTBHE PO3YBACTATUH OKA3BYLW
Apo06, OpraHbT, B KOWTO Ce H3BLPILIBA HAMANABAHE HUBOTO HA XOIECTEPOIL.

PosyBacTatuH yBenu4ana dpos Ha yepHoapoOHuTe LDL peuenropy BupXy K¢ o
KaTo 3aCWIBa NoeMaHeTo U katabonusMa Ha LDL u uuxubupa yepHonpobHatd[c@
TO3H HAY“MH, pO3YBacTaTUH HaMmansaea oo Opoit Ha VLDL w LDL vacTuum.
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®dapMakoIUHAMUYHH eGEeKTH

Kpectop Hamansisa nopuiieHus LDL-xonectepon, 00K XonecTepon H TPHIVIHLEPHINTE, H
nosuitasa HDL-xonectepona. To# cbino noHwkara ApoB, HeHDL-C, VLDL-C, VLDL-TG u
yBenu4asa ApoA-I (sx. Tabnuua 2). Kpectop nonmxkasa u crotHoweHusaTa LDL-C/HDL-C, obuy
C/HDL-C, veHDL-C/HDL-C u ApoB/ApoA-I.

Tabanua 3. OTroBop Ha A03aTa NPH NALHEHTH ¢ ThPBHYHA XHNepXoaecTepoaemus (THn Ila n
ITb) (xopHrupaH cpelen NPOUEHT HA NPOMAHA 0T H3X0IHOTO HHBO)

Ho3a N LDL-C O6m-C HDL-C TG neHDL-C ApoB ApoA-I
[[nauebo 13 =7 -3 3 -3 -7 -3 0
5 17 -45 -33 13 -35 -44 -38 4
10 17 -52 -36 14 -10 -48 -42 4
20 17 -55 -4() 8 -23 -51 -46 5
40 18 =63 -46 10 -28 -60 -54 0

i

TepaneBTHYHHAT OTTOBOP KbM JieucHHETO ¢ KpecTop ce 3abensssa 10 1 ceaAMHUA OT HAYAI0TO Ha
TepanuaTta H 90 % oT MaKCHMaHHA OTTOBOP CE MOCTHra A0 2 ceAMHLUH. MakCHMalTHHAT OTTOBOp
OOHKHOBEHO CE MOCTHIa KbM 4-Ta CeAMMLIA M c€ HOAABPIKA CIEe] TOBA.

KiivHH4YHA eDHKACHOCT M 6e30MmacHOCT

KpecTop e edeKTHREH NpH BH3PACTHH XOpa, CTPAaJalllH OT XHNEPXONECTEPOTEMHU, ChC HIH €3
XUMEPTPUTIHLIEPUAECMHA, HE3aBUCHMO OT pacoBa NPUHAANEKHOCT, [TOJ WIH Bb3pacT, U NpH
CTIELIMAJIHH IPyNy KaTo AHabeTHHH WK NAaLMEHTH ¢ (paMWIHa XHIIEPXONECTEPOIEMHS.

Ob600wennTe nanHu oOT (aza Il Ha KIHHHYHHUTE NPOy4YBaHMA ROKA3BaT, e Kpectop e edexTuBeH npu
NeyYeHHE Ha ronsamMa yacT ot naupeHTHre ¢ tHn lla u I1b xunepxonecreponemMus (cpeaHa U3XoHa
croitHocT Ha LDL-C okono 4,8 mmol/l), cnopea onpeaenenne or Esponeiickara oduHocT no
aTepockneposa npuueaHu ctoiHocTd (EAS; 1998). Okono 80 % ot nauneHTHTe Ha 10 mg ca
AOCTHrHAIH xenanure cTofinocTH Ha LDL-C (< 3 mmol/l) cnopen EAS.

B eano MamadHo npoy4saHe ¢ popcHpaHo THTpHpaHe Ha A03aTa, 435 nmauyeHTH ¢ XeTepo3uroTHa
daMuIHa xunepxonecreponeMus ca ekysanu ¢ 20 mg no 80 mg. BecHyuku fO3UPOBKH NOKa3BaT
MOJMOXHUTENEH Pe3yNTaT BbpXy JMNHAHMATE noxkasarenu. Cnex 40CTUraHe Ha AHeBHa ao3a oT 40 mg

(12-ceamuuHO nevenne), LDL-C Hamanasa ¢ 53 %. 33 % OT naliMEHTHTE JOCTHUraT CTOHHOCTUTE Ha
LDL-C cniopea EAS (< 3 mmol/l).

B enHo oTBOpeHO npoyHBaHe ¢ POPCHPAHO TUTPHPAaHE Ha A03aTa NpH 42 NauneHTH (BKJIIOYUTEHO
8 neHaTpUYHH MalHEHTH) C XOMO3HIOTHA (PAMIIIHA XHIIEPXOAECTEPONEMUA Ca OTUETEHH
pesyiratute OT npreMaHe Ha 20-40 mg Kpecrop. B obiara nonyaauus cpeJHOTO NOHWKEHUE Ha

LDL-C e 22 %.

[Ipy KAMHNYHU U3MUTBARUA C OrpaHuyeH Opoil naumuenTH, Kpectop nokasea auTuBHa €PEKTHBHOCT
Npy¥ HaAMANSBaHE HA TPHIVIMLEPH/IHTE, KOraTo € NpHeMaH B KoOMOUHauua ¢ peHopHOpaT U yBenuveHHe
Ha HUBOTO Ha HDL-C B koMOuHauua ¢ HHALMH (BXK. TOUKa 4.4).

B eaHO MYATHLIEHTPOBO, ABOHHO CJIATIO, IUTALEOO-KOHTPONHPAHO KMUHWYHO npoyusane (METEOR),
984 naumeHTH Mexxay 45 u 70 rogMHHM ¢ HHCBK PHCK 3a HCXeMHYHA OonecT Ha chpueTo (AcPHUHUPAHO
kato Framingham puck <10 % 3a 10 r.) 1 ¢b¢ cpenen LDL-C 4,0 mmol/l (154,5 mg/dl), Ho cbe
cyOKITHHH4YHA aTEpPOCKIEPO3a, YCTAHOBEHA Ype3 H3MEpPBaHe Ha AebenuHaTa Ha K&pO,[lH,II,H AR qma
means (Carotid Intima Media Thickness, CIMT), ca pangoMuznpanu Ha 40 mg p03
JHEBHO WIH Mnauedo 3a 2 roauHu. Po3yBacTaTUH 3HAYUTENHO 3a0aBU Nporpecus @ ‘#
¥ (e

CIMT Ha Bcuuky 12 MecTa Ha KapOTHIHHTE apTEPUH, B CpaBHEHHE € Inanedo -(
(95 % C1-0,0196, -0,0093; p < 0,0001). IIpomanHara cnpAMO H3XOJHHUTE CTOHHC :
posyeactaTvi ¢ -0,0014 mm/roauna (-12%/roauna (HeCHrHUpHUKAHTHO)), B cpa %
rpynata ¢ nporpechs ot +0,0131 mm/roausa (1,12/romuua (p < 0,0001)). He ¢ A

IUPEKTHA B3aHMOBPb3Ka MeXXay NoHxkeHueTo Ha HUBaTa Ha CIMT u noHwxeHus
15
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ChpAeYHOCHAOBH chbuTHA. [TomynauusaTa B mpoyusaHeTo METEOR € ¢ HHCBK PHCK OT HCXEMHYHA
GoNeCT Ha ChPLIETO U HE € NPEACTABUTENHA 3a TapreTHaTa nomynauua Ha Kpecrop 40 mg.
Jloauposkara ot 40 mg Tpa6Ba Aa ce NPEAIIHCBA CaMO IpH NALMEHTH C TEXKa XHNEPXO0IeCTepoieMus,
C BUCOK CBHPAECYHOCHOB PUCK (BK. TOUKA 4.2).

ITpoyusanero JUPITER (the Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin) uscnenpa edexra Ha Kpectop (po3yBacTaTuH Kanuui)
BBPXY MOABATA HA FOJIEMH ATEPOCKIEPOTHYHH CHPACUYHO-CbAOBH ChOXTHS NpH 17 802 MBXe

(> 50 roounK) ¥ xeHu (> 60 roguHu).

YuyacTHHLIMTE B NPOYYBAHETO ca paHAOMM3KpaKHu Ha mauebo (n=8 901) wnu posysactatd 20 mg
BeAHDXK QHEBHO (n=8 901) u ca npociieCHH 3a CPEAEH NEPHOI OT 2 I'OIHHH.

Konuenparure Ha LDL-xonectpona ca noHwxkenu ¢ 45 % (p < 0,001) B rpynara Ha po3yBacTaTvH B
CpaBHEHHMe C 1u1aLedo rpymnara.

[Ipu post-hoc aHanH3 Ha BUCOKO-PHCKOBA Ipyna OT iHua ¢ 6asHueH pyucK no Framingham > 20 %

(1 558 nuua), imMa 3HaYMTEHA peayKLHA B KOMOMHHpaHaTa KpaiHHa TOYKa OT CbpACHHO-CHI0BA
CMBPT, HHCYNIT H MHOKapaeH uHapkT (p=0,028) npu neyeHue ¢ po3yBacTaTHH, CIpaMo nnauebo.
A6conoTHAaTa peyKLHA Ha pHCKa B HUBOTO Ha cpOuTHATa 3a | 000 nauueHToroauty € 8,8.
TorannaTa CMBPTHOCT € HEMPOMEHEHA B Ta3u BUCOKOpHckoBa rpyna (p=0,193). Ilpu posi-hoc ananus
Ha BUCOKOPHCKORA noarpyna ot anua (9 302 nuua obmo), ¢ u3xo1Ha oLieHKa Ha pucka > 5 %
(excTpanonupaH Aa BKJIOYH JIHLA HaA 65 roauMHu), MMa 3HaUMTENHA peAYKUMS B KOMOMHHpaHaTa
KpaiiHa TOYKa OT ChbpAEYHO-ChI0BA CMbPT, HHCYAT U MuOKapAcH uHdapkT (p=0,0003) npu neuenreTo
¢ po3yBacTaThH cnpsiMo mnauebo. AGconioTHaTa pedyKUus Ha pUCKa B HUBOTO Ha chbuTuATa € 5,1 3a

1 000 nanyenToroaMHu. ToTalHaTa CMBPTHOCT € HEMMPOMEHEHA B Ta3H BUCOKO-PUCKOBA rpyra
(p=0,076).

B npoyusanero JUPITER, 6,6 % or nuuara ¢ posyBactaTtiH U 6,2 % ot nvuara ¢ mnauebo ca
NpeKpaTHJIA NpHeMa Ha U3CJIeIBAHOTO JIEKaApCTBO Nopany HeenaHo cbOuTHe. Half-uecture
HeXeNnaHu ChOHTHA, KOHTO ca NOBENH A0 NMpeKpaTABaHe Ha Je4eHueTo ca: Myanrus (0,3 %
posyBacTatuH, 0,2% nnauebo), xopemna 6oika (0,03% posysacratis, 0,02% nnauedo) u obpus
(0,02 % posyBactaruH, 0,03 % mnauebo). Haii-yecture HexenaHu chOMTHA ¢ HHBO MO-TOJIAMO H
paBHO Ha mnauebo 6axa uH$pekudH Ha nuko4yHUTe MbTHILA (8,7 % posysactatuH, 8,6 % rnauebo),
HazodapuHruT (7,6 % posyeacratuH, 7,2 % mnauebo), 6onka B repda (7,6 % posysactaTun, 6,9 %
rnaue6o) u muanrug (7,6 % posysactatun, 6,6 % nnaunebo).

[leauaTpyyHa NomyJaLms
B eaHo ABOHHOCIANO, pAHAOMM3HPAHO, MYJTHLIEHTPOBO, MaLeb0-KOHTpONHpaHo, 12-ceaMHUuHO

npoy4Bade (n=176, 97 o MbxKH noN U 79 OT KEHCKH non), nocneasaHo ot 40-ceAMHYHa, OTKpHTa
¢a3a c TUTpHpaHe Ha fo3aTa Ha po3yBacTaTHH (n=173, 96 oT MBXKH NOJ K 77 OT KEHCKH 1OJ),
nalxeHTH Ha Bb3pacT 10 go 17 roaunn (craauii I1-V no Tanep, MoMuyera node 1 ronuHa cnen
HA4all0TO Ha MEHCTPYALIHATA) C XETCPO3MIOTHA (haMIITHA XHICPXOAECTEPOJIEMHUA NOMYUYABAT
posyBactatvH 5 mg, 10 mg unu 20 mg unu rnauedo, AHEBHO 3a 12 ceaqMUIIY, a cliel TOBa BCHYKH
NoJy4YaBaT pO3yBacTaTHH AHEBHO 3a 40 ceamui. B Havanoto Ha npoy4BaHeTo npubnusnrentHo 30 %
or nauueHTHTe O68Xa 10 Ao 13 roaumiay u npudansurenno 17 %, 18 %, 40 % u 25 % ca cboTBETHO B
craaui I, 111, IV n V no Tanep.

LDL-xonectreponsT 6eie noHwkeH 38,3 %, 44,6 % u 50,0 % ot posysactatus 5 mg, 10 mg u 20 mg,
CBOTBETHO, B cpaBHeHHe ¢ 0,7 % 3a nuanedo.

B xpas Ha 40-ceaMuiHaTa OTKpHUTA (Ppa3a ¢ THTPHpAHE A0 [TPULIEJIHA CTOMHOCT, C [

oS

MakcMMyM 20 mg BeaAHBK nHeBHO, 70 ot 173 nauneHtH (40,5 %) ca nocTurnany it
croiiHocT 3a LDL-xonectepon ot no-Manko ot 2,8 mmol/l.

-

16



Cnea 52 ceqMHLIM Ha U3CJEIBAHOTO JiedeHHe He Oellle YCTAHOBCH HUKAKBB €(eKT BbpXY pacTexa,
Ternoro, BMI wnu nonosoto ch3paBane (ex. Touka 4.4). Topa npoyusane (n=176) He €
npeAHa3HAYEHO 34 CPaBHABAHE HA PEAKH HEXKEJIAHH JIEKAPCTBEHH PEAKUHH.

Po3yBacTaTHH € NpOyYBaH CBILO B €AHO 2-TOLHUIIHO OTKPUTO KIHHHYHO NpOYy4BaHe, C THTPHPAHE Ha
A03aTa JI0 )KeNnaHarta 103a npd, 198 neua ¢ xeTepo3urorHa paMHIIHA XHIIEPXOAECTEpONEeMH Ha
pe3pacT 6 o 17 ronuim (88 Momuera u 110 moMuueTa, ctaauit no Tanep <I1I-V). Hayanuara no3a
MPH BCHYKH MALMEHTH € 5 mg po3yBacTaTHH BEAHBXK AHeBHO. [Ipu naumeHTHTE Ha BB3pacT 6 10

9 roguHu (n=64) Ro3ara MOXe Ja ce THTPHpa A0 MaKCHMayiHa Ao3a 10 mg BeAHbXK AHEBHO, a NpH
naLenTH Ha Bb3pact 10 no 17 roaunn (n=134) no Mmaxcumanna ao3a 20 mg BeAHbX JHEBHO.

Cnen 24 mecelia Ha 1IeueHHe ¢ po3yBacTaThH, LS Ha cpe/iHus OpoLeHT Ha HaManenue Ha LDL-C
CTIPAMO W3XOAHATA CTOMHOCT € -43 % (u3xoaHO HUBO: 236 mg/dl, mecen; 24: 133 mg/dl). 3a Bcaxa
Bb3pacToBa rpyna, LS Ha cpennus npoueHT Ha Hamanenue Ha LDL-C cnpaMo U3XOAHAaTa CTOHHOCT € -
43 % (u3xoaHo HUBO: 234 mg/dl, mecer; 24: 124 mg/dl), -45% (u3xogHOo HUBO: 234 mg/dl, Ha

mecetl 24: 124 mg/dl), u -35 % (u3xonHo HMBO: 241 mg/dl, mecen 24: 153 mg/dl), BbB Bp3pacToBUTE
rpyrin 6 no < 10, 10 no < 14 u 14 po < 18, CHOTBETHO.

PosyBactratun 5 mg, 10 mg # 20 mg JOCTUraT ChIIO CTATUCTAYECKH 3HAUUMH CPEAHH NTPOMEHH
CTIPAMO HW3XOAHO HHBO 33 CIEAHWTE BTOPHYHM NOKA3aTeNd Ha NUNUAXTe 4 aunonporedunte. HDL-C,
TC, ve-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ne HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Bcesika OT Te3u NPOMEHH € B MOCOKA Ha NOAOOPEH THNUACH OTTOBOP H C€ NOAAbPIKA B NIPOABIDKEHHE
Ha 2 roJIHHH.

He ce ycraHoBaBa edeKkT BbpXy pacTtexa, Ternoro, MTM wim nosoBoto ce3psaBane cien 24 mecena Ha
nedeHue (Bx. To4uka 4.4).

PosyBacTaTuH € NMpOy4eH B paHAOMU3NPAHO, ABOHHOCIANO, N1auedo-KOHTPOIHPAHO, MHOTOLEHTPOBO,
KPBCTOCAHO NPOYYBaHe, ¢ f03a 20 mg BeAHBK AHEBHO cnpamo ruauedo npu 14 aeua M 10HOIH (Ha
Bb3pacT 6 10 17 roaMHH) ¢ XOMO3UroTHa paMHIHA XxunepxonecreponeMus. IlpoyusaHeTo Bkmovsa
aKTHBHa 4-CeIMH4YHA BCTHIIMTENHA (a3a Ha JUETa, 110 BpEME HA KOATO NALHEHTHTE €A JICKYBAHHU C
po3yBacTaTuH 10 mg, eaHa KprcTocaHa pasa, KOATO BKIIIOYBA NEPHOL OT 6-CEAMHUUHO JIEYEHHE C
po3zyBacTaTuH 20 mg, npeamecTBaHa WM MOCNAEABaHA OT 6-CEIMUYHO NEYEHHE C Tuianedto u
noaabpkamara 12-cenmMuyHa dasa, npe3 KOATO BCHYKH MALUEHTH ¢a JIEKYBaHH ¢ po3yBaCTATHH

20 mg. [TauMeHTHTE, KOUTO NOCTHMBAT B NPOYUBAHETO Ha Tepanus ¢ e3eTUMHO 1K adepesa,
NpOoAB/DKABAT JIEUEHHUETO CH Ipe3 LIETHA NEPHOA Ha NPOYYBAHETO.

CrarucTuyiecku curiugukanTHo (p=0,005) 1 KNMHUYHO 3HaUMMO Hamanenune Ha LDL-C (22,3%,
85,4 mg/dL wnu 2,2 mmol/L) ce HaGmonasa cnea 6 cenMHUIM Ha JIcHEHHE ¢ po3yBacTaTHH 20 mg B
CpaBHEHHE C IUlale00 NpH Jena ¥ IOHOIY ¢ XOMO3HIOTHa (PAMIITHA XHIIEPXOIECTEPOJIEMHA.
CraTHCTHHECKH 3HAYMMH HamasieHuAa B 00tums xonecrepon (20,1 %, p=0,003), neHDL-C (22,9 %,
p=0,003) n ApoB (17,1 %, p=0,024), ca HabnioaaBaHu cnel 6 ceaMHLM Ha JICUCHUE ¢ pO3yBacTaTHH
20 mg, B cpaBHEeHHe ¢ nnaiebo, NpH Aena K IOHOLIH ¢ XOMO3HI'OTHA (PAMMITHA XHITEPXOJIECTEPOJIEMUA.
[ToHMKaBaHe CBILO ce HaOMoaaBa Ha TpUraHuepuaure, cvotHowenusTa LDL-C/HDL-C,

oo C/HDL-C, ueHDL-C/HDL-C u ApoB/ApoA-I cnen 6 ceaMuiin Ha IeYEHHUE ¢ PO3YyBACTATHH

20 mg, B cpaBHeHHe ¢ nnauebo, npu aeua u 1woHoK. Hamanenuero Ha LDL-C cnea 6 cenMuum Ha
JIEYEHHE C po3yBacTaTHH 20 mg, NoCAeABAHO OT 6 CEAMHLM Ha nedeHue ¢ naledo ce 3anasea B
paMKHUTE Ha 12-CeAMMYHO HETPEKBCHATO JICUEHHE MPH ACLA Y IOHOIK ¢ XOMO3HIrOTHA (paMHJTHA
XunepxonecreposieMua. EAMH nauuMeHT € uMan no-HaraTbiuHo noHwkasaHe Ha LDL-C (8,0%), O6w-
C (6,7%) u ue-HDL-C (7,4%) cnex 6 ceamuuHo nedyeHue ¢ 40 mg cien nosuiaBaHe Ha JA03aTa.

ITpr 7-Te OLieHABAHU AgLA ¥ I0HOWH (Ha Bb3pacT 8 1o 17 roauHHu) ¢ XOMO3UIQ S

XHUIEPXOJeCTePOieMHs, OT OTBOPEHOTO NpOoY'BaHe ¢ (popcHpaHo THTpApaHe (HK SHb-Fope
npoleHTHOTO noHskeHne Ha LDL-C (21,0 %), o6m C (19,2 % ) 1 reHDL-C (2 ,&; >
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HMBO clied 6 CEAMHULM Ha JIeUeHHE ¢ po3yBacTaTHH 20 mg € B CbOTBETCTBHE C TE3H, HabJIl0AaBaHH B
OCOYEHOTO NO-rope NPOy4BaHe NPH Aela U IOHOIIM C XOMO3HIOTHa (haMHIIHA
XHIEPXONECTEPONIEMHS.

EsponeiickaTa areHuus no JiekapcTeara ocBo60xaaBa OT 3aAb/DKEHHETO 32 MPEROCTABAHE Ha
pe3yaTaTHTE OT NPOyYBaHHATA C PO3yBaCTaTHH MPH BCHYKH NOATPYNHM OT NEJHATPHYHATA MOy ALk
3a JICUEHHE Ha XOMO3HIOTHa aMHIIHA XHIMEPXONECTEPONIEMHS, IMbPBHYHO KOMOHHHpaHa (CMECEeHa)
AUCIMIMTUAEMHA H 3a NPpoPHWIAKTHKA Ha CHPACHHO-CBAOBHTE CHOUTHS (BXK. TOUKA 4.2 332 HHPOPMALHS

OTHOCHO ynoTpeda B eAUaTpUaTa).

5.2 DapMaKOKHHCTHYHH cBOlicTBA

Abcopbuna
MakcHManHH IU1a3MEHH HHUBa ce JOCTUraT 5 uaca ciej nepopanHo npuemaHne. AdGcConoTHaTa

SnoHanuuHoct € npubnuanrenHo 20 %.

PasnpeneneHue

Po3yBacTaTHH ce noemMa OCHOBHO OT YepHHA Apod, KOHTO € OCHOBHOTO MACTO Ha CHHTE3HPaHE Ha
xonecrepona v oraenste Ha LDL-C. O6eMbT Ha pasnpeaeneHHe Ha po3yBacTaTHH € NPpHOIH3UTENHO
134 1. PosyBacTtaTtuH € CBBpP3aH C IUIa3MEHUTE MPOTEHHH, NpeAUMHO andyMHuHa, NpHOIH3IUTENHO B

90 %.

buotpascgpopMaLis

MeTtabonu3MeT Ha pO3YBACTATHH € orpanuueH (okono 10 %). In vitro npoyuBanus Ha MeTabonusMma ¢
M3MOJI3BAHE HA YOBCILIKY XENaTOHUTH NOKA3RAT, e po3yBacTaTHH € cnab cyOcTpar 3a uuroxpoM P450
obycnosenus merabonussM. CYP2C9 € 0CHOBHHAT M30€H3MM, KOHTO yyacTsa B MeTabOIH3Ma Ha
po3yBacTaTuH, a 2C19, 3A4 u 2D6 yuactBaT B no-Maika crened. OcHoBHHTE MeTaboMTH ca N-
JeCMETHA M JaKToH. N-aecMervn € okono 50 % no-Manko aKTUBEHP B CPaBHEHHUE C pO3yBacTaTHH,
J0KaTO JIAKTOH Ce CYHTA 3a KIIMHHY4HO HeakTHBeH. PosyBactaTH onpenens noseue ot 90 % ot
aKTHBHOCTTA Ha uupkynupamuas HMG-CoA HHXHOUTOp Ha pegyKTasarta.

EJIMMHHHpAHE
Flpubnusurento 90 % ot po3yBacTaTHH C€ €IKMHHHPA KaTO HEMPOMEHEHO JEKAPCTBO C PeKanuuTe

(abcopOupaHo U HeabcopOHpaHO IEKAPCTBEHO BELLECTBO), KATO OCTAHANIATA YACT C€ EKCKPETHpa C
ypuHata. Okono 5 % ce eKcKpeTHpa HENMPOMEHEH B ypuHarta. IL1azMeHHAT NOAy>KHBOT € OKOJIO

19 yaca. TLnasMeHHAT NOJYKHBOT HE CE€ YBE/IUUYABA ¢ yBe/IHUaBaHe Ha [03aTa. CpeJHHAT M1a3MeH
KITHPBHC € npubiu3utenHo 50 nuTpa Ha yac (KoeHUHERT Ha BapuabunHocr 21,7 %). KakTo npu
ApYrHM HHXHOMTOPH Ha peAyKTas3ara, YHepHOAPOOHOTO NoeMaHe Ha PO3yBACTATHH BKIIOYBA
meMOpanHrg npenocuren OATP-C. To3u npeHocHTen € BaxeH 3a 4YepHOLPOOHOTO eNMMHUHHpPaHE Ha
pO3yBacCTaTUH,

JIHHEHHOCT/HETHHEHHOCT
CHCTeMHATa €KCMO3HMIIHA Ha PO3YBACTaTHH CE€ YBENIMYaBa MPOIOPLHOHAIHO Ha MpHeMaHarTa Jo3a.
Hsama npoMada BbB papMaKOKMHETUYHHTE NapaMeTpPH NPHU MHOTOKPATHO AO3HpPAHE.

Cneyughuuru nonyrayuu

Bnapact U noa
Bb3pacTra WK NOJBT HAMAT KIMHUYHO 3HaYHM eeKT BbpXy (PapMaKOKMHETUKATa Ha pO3yBaCTaTHH
Py Bb3pacTHH. EXCNO3UIMATA NPH JeLa | IOHOIIH ¢ XeTEPO3UroTHa (paMunHa

XHIEPXOJIECTEPOIEMHA M3rNIeXAa CPABHHMA WIH MO-HHCKA OT TA3H [1PU BB3PACTHH N
aucnunuaemus (BxK. ,,Jleauarpuuna nomynauus no-a0ny).

Paca

DapMaKOKHHETHYHUTE MPOYYBAHHUA MOKA3BAT, 4€ NPU HHAWBHAH OT a3HaTcKara
KHTalIH, GUIHNWHLHK, BHETHAMLUM U KOpeilu) ce Habmoasa ABYKpaTHO NMOBHII
AUC u Cpax, OTKONKOTO NPH HHAMBUIM OT KaBKa3kata paca. [Ipu unauiium e Hasuily
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AUC u Cuax 1,3 meTH. He € u3BecTHO KakBO € 3Ha4YeHHEeTO HA PAaKTOPHTE Ha OKOJIHATA CPEAa M Ha
reHeTHYHKTE (PAKTOPH 3a M0ABaTa Ha Te3H pa3nuku. Eaud nonynanuoseH GpapMakOKMHETHYEH aHAIH3
NOKa3Ba, Ye MEXJYy HHAMBHAMTE OT KABKA3KATa M OT YE€pHATA paca HAMAa KIHHHUYHO 3HAYUMMU

pazIu4MS.

bu0peyuHa HENOCTATBYHOCT

B eqHO Npoy4YBaHe Ha JIMLIA C pa3/IMYHA CTENECH HA OBOPEUHO YBpEKIAHE, JISKOTO 10 YMEPEHO
Os0Opeuno 3abonaBaHe He € MOBIHAIO [U1a3MEHHTE KOHLICHTPAHHH Ha PO3YyBACTATHH UIIM HA HETOBUA
N-pecmerun Merabonut. JInua ¢ TexXKo yepexknane, odaue (KpeaTMHUHOB KIUpbHC < 30 ml/min), ca
HMAaJTH TPMKPATHO YBEIHYCHHWE Ha IU1a3MeHaTa KOHLEHTPAllUg B CPaBHEHHE ChC 3ApaBd JOOPOBOILM H
JEBET MBTH MO-BHCOKA KOHUEHTpaUyA Ha N-gecMmeTun Mmetabonura. PABHOBECHHTE M1a3MEHH
KOHLEHTPAUHH Ha PO3YBACTATHH NPH NALHEHTH HA XeMOAHaNHN3a ca npubnnsuTenHo 50 % no-BucokH,
B CPABHEHME CHC 34ApaBH A0OPOBOJILIM,

YepHoapoOHa HEROCTATHHHOCT
B enHO npoyuBaHe Ha JIMLA ¢ pa3/iMyHa CTENEH Ha 4YepHOAPOOHO YBpeXKAaHe, HE ¢a NOMYYEHH JaHHH

33 MOBUILECHA EKCHO3HUMA HAa pO3YBACTATHH NMpH nauMeHTH ¢ pesyaTar no Child-Pugh 7 unu no-
HUCBK. [Ipyn ABaMa nmauueHTH ¢ TeXKO YeproapodbHo yepexaane (pesyarar no Child-Pugh 8 u 9),
CHCTEMHAaTa eKCIo3UiMA € Ouna yBelnucHa HaiH-Maliko /IBa HbTH B CPABHEHHE C JIMLA C MO-HUCHK
peaynrat no Child-Pugh. Hama gauum 3a nanyenTy ¢ pesyirar no Child-Pugh nan 9.

['eHeTHYEH NOAUMOPGIHUIBM

Hucnosuumara va HMG-CoA peaykrasHuTe HHXHOMTOPH, BKIIOYHTEIHO PO3YBaCTaTHH, BKJHIOYBA
tpaHcnoprepHuTe npoteuHd OATP1IB] u BCRP , koanpann ot SLCO1B1 ren (OATPIB1) n ABCG2
red (BCRP). Hakou BapuanTu Ha Te3n reny, kato SLCOIBI ¢.521CC u ABCG2 ¢c.421AA, ca
CBbp3aHd ¢ npubauzuTenHo 1,6 nbTH no-Bucoka excno3uuus (AUC) Ha po3yBacTaTHl WiH 2,4 nbTH
NO-BHCOKA €KCMO3HLKA, CHOTBETHO, B cpaBHeHHe ¢ reHoTunoBeTe SLCOIB]1 ¢.521TT wiu ABCG2
c.421CC. IIpy nanneHTH, 38 KOMTO € H3BECTHO, Y€ UMat Takusa reHoTunose (SLCOI1IB1 ¢.521CC unu
ABCG?2 c.421AA), ce npenopbysa Mo-HUCKa AHEBHA 103a KpecTop.

[leauaTpuuHa ronyaalus
Hse papMaKOKHHETHYHH NPOYYBaHHS C PO3YBACTATHH (MpWiaraH nox ¢gopmara Ha TabneTk) npu

neAHaTPHYHU NALMEHTH C XEeTEPO3IUroTHA (PaMIITHA XMIIEpXOeCTEposieMHa Ha Bb3pacT 10 ao 17 nin
6 no 17 roauuu (o610 214 nauyeHTH) NOKA3BAT, Y€ SKCMOIUUMATA NPH NEAHATPHYHHTE MNALIHEHTH
H3rJIeXKAa CpaBHUMA WIH NO-HYMCKA OT Ta3H NPH BB3PACTHHUTE NaLMEHTH. ExcniosuuusaTa Ha
pO3yBacTaTHH ¢ 6una npeABMAMMa N0 OTHOLLEHHE Ha J03aTa U BPEMETO B NMPOABDKEHHUE HA 2-
FOAMILEH TIEPHO.

5.3 Iipeak/MHMYHA ZaHHH 32 Oe30nmacHOCT

[Tpe AKTMHUYHWUTE IAHHH HE Ca MOKa3aJIH CICLMAJIEH PUCK MPH XOpa, Bb3 OCHOBA Ha CTAHAAPTHHTE
NPOyUBaHUs 3a 6€30MacCHOCT BbPXY OCHOBHHTE CHCTEMH, F’eHOTOKCHYHOCT, KaHLEPOreHeH MOTEHLHA.
He ca nposexxaaHn cneunPUUHM U3CIICIBaHHA, olicHaBalM edekTute BhpXy hERG. Hexxenauure
peakLMH, KOHMTO He ca HabmoaaBaHH B KIMHUYHH NPOYYBaHHA, HO ¢a HabMo4aBaHu NIPH AKUBOTHH,
NPH HHBa Ha €KCIIO3HIHKA OIM3KH JO KIMHHMHHTE, ¢a CIeAHHTE. B H3NHUTBAHHA 38 TOKCHYHOCT CJie]]
MHOTOKPATHO NPHJIOKEHHE ce HabmoAapaT XUCTONATOMOrHYHY YEPHOAPOOHH H3MEHEHHA,
BCJIEACTBHE HA (PapMAKONOTHYHOTO ACHCTBUE HA PO3YBACTATHH MNPH MHILKH, ILTbXOBE M B NO-HHCKa
CTENEH B XITbYHHUA MEXYP MPH KY4YeTa, HO He U Npd MaiiMyHHu. B gombiHenue, ce Habmoaasa
TOKCHYHOCT MO OTHOLICHHE HA TECTHCHUTE NMPH MaifMyHH H Ky4eTa NPH 10-BUCOKH RO3M. |
PenpoxyKkTHBHa TOKCHYHOCT NPH TUTBXOBE, 32 KOATO CE ChAH N0 HAMaJICHHTE rone)ia., 156 §
NPEXHBAECMOCT Ha MaJIKUTe, ce HabM0AaBa NPH MATEPHOTOKCHYHH JA03H HAa CHCT ﬂ‘t S RCTTO RIS
HAKOJIKO MMbTH HAA HHBOTO Ha TepanesTHYHA €KCMO3HLIMA. ‘

f

6. OAPMAINIEBTHYHH JAHHH
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6.1 CRHCBLK HA NOMOIIHHETE BEINECTBA

CobpleBuna Ha Tabnerkata
JlakTo3a MOHOXHIpAT
MuKpOKpHUCTaTHA 11e/Ty1034
Kanuues pocdar
KpocnoBHaoH

Marde3ueB creapar

O6BKBKa Ha Tabnerkara
JlakTo3a MOHOXHAPAT
XHNpOMENO3a

Tpuauerun

Turanos guokcun (E 171)
XKeneszen okcna, yepsel (E 172)

6.2 HecbBMECTHAMOCTH

He e npunoxumo.

6.3 Cpox Ba rogHocT

3 roAuHA.

6.4 CnennajiHH YCI0BHS HA ChbXPAHEHHE

baucrepuu onakoBku: [la ce coxpanasat noj 30°C. CexpaHsBadTe B OpHMIMHAIHATA ONAKOBKA.
6.5 Buj B ChALPXKAHAE HA ONIAKOBKATA

bavcTepHd ONakoOBKH OT ATyMHHHWEB JIAMMHAT/ATyMHHHEBO GosKo no 28 Tadnerku.

He BcHuky BHAOBE OMAKOBKHA MOrar fa ObaaT mycHaTH Ha nasapa.

6.6 CrnenHanHRA OpeAna3AR MEPKH NpPH W3XBLPaAgHE ¥ paboTa

HsaMa cnenydanHH yKasaHus.

7. I[MPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA
Griinenthal GmbH

Zieglerstrale 6

52078 Aachen

['epmanusa

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

20040105

9.  JIATA HA ITbPBO PA3PELIABAHE/AIOHOBSBAHE HA PA3PEIN
YIIOTPEBA

Hara Ha mbpBo paspewmaBane: 08.03.2004 r.
Ilata Ha nocrregHo noaHossaaHe: 07.04.2009 r.
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10. JATA HA AKTYA/INIUPAHE HA TEKCTA
09/2024
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