KPATKA XAPAKTEPUCTHUKA HA INTPOAYKTA

1. MME HA JIEKAPCTBEHMUS IMTPOAYKT

Pozerun 10 mg/10 mg ¢punmupanu TabneTku

Pozerun 20 mg/10 mg ¢punmupanu TabneTku ;

AI2 0473 /26
Rozetin 10 mg/10 mg film-coated tablets .
Rozetin 20 mg/10 mg film-coated tablets & y/PS- 90

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Pozerun 10 mg/10 mg: Bceska ¢unmupana tabnerka cbabvpka 10,40 mg pozyeacmamun kanyui
(rosuvastatin calcium), koiWTo € ekBuBaJeHTeH Ha |0 mg posyBacratuH, U 10 mg e3eTUMHD
(ezetimibe).
Poserun 20 mg/10 mg: Beska ¢dunamupana tabnerka cwhabpka 20,80 mg posyeacmamun xanyui
(rosuvastatin calcium), xoiito € exsuBateHTeH Ha 20 mg posyBactathH, W 10 mg e3eTumu®
(ezetimibe).

[TOMOLIHO BELIECTBO ¢ U3BECTHO ACHCTBHE:

Pozernn 10 mg/10 mg: Bcsaka ¢uamupana tabnerka cbabpxka 200,50 mg nakro3a MOHOXHApAT
(exBuBaneHTHa Ha 190,47 mg nakro3a, 0e3B0/1Ha).

Pozerus 20 mg/10 mg: Bceaka ¢unmupana tabnerka cvabpka 200,50 mg nakTo3a MOHOXHIpAT
(exBuBasnienTHa Ha 190,47 mg nakro3a, 6e3B0aHa).

3a MbJIHHUSA CMTUCHK HA MOMOILIHUTE BellleCcTBa BUKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

®unmupaHa TabneTka.

PozernH 10 mg/ 10 mg: bexoBH, Kpbrid, ABOMHO-H3MBbKHAIK (pHIMHpaHH TabNETKH ¢ aAHaMeThp
npubauzurenHo 10 mm u ¢ BIbOHaTO pesiepHo 0003HaueHue “EL4™ oT eqHaTa UM CTpaHa.
Pozerun 20 mg/ 10 mg: JXBATH, KpBIIM, ABOHHO-M3MbKHAIH (UIMHpaHM TabNeTKH C AHaMeThp
npubausurenno 10 mm u ¢ BaTE6HaTO penedHo 06o3Hauenue “EL3” ot eqHata UM cTpaHa.

4. KJIHHUYHHU JAHHH
4.1 TepaneBTHUHH NOKA3AHHHA

[TbpBHYHA XHNIEpXOJiecTepoeMHs / XOMO3UIroTHa aMuiaHa xunepxonecreposemus (HoFH)

Po3zernH e noka3aH karo go0aBka KbM JMeTaTta 3a JiIeYeHUE Ha MbpPBHYHA XHUIIEPXOJIECTEPOJIEMHUS
(xeTepo3uroTHa aMuIHa MM He(aMHIIHA) HIIH XOMO3ZUIOTHA (paMHJIHA XHUIIEPXO0JIECTEPOIEMHUS KaTO
3aMECTBALO JIEYeHUE MpPH BB3PACTHU TNALMEHTH, AJ€KBATHO KOHTPOJIMPAHH OT pO3yBacTaTHH H
e3eTUMHO, NpUeMaHH eJHOBPEMEHHO B ChHIUMTE JO03M KAaTO Te3H Ha (UKCHpaHaTa KOMOMHaLMsA, HO
KaTo OTAEJIHH MPOAYKTH.

4.2 [lo3MpoBKA H HAYHH HA NPHJIOKEHHE 7 A Na
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PoseTHH He € NoAXOAfll 3a HAauyalHO JiedeHHe. 3ano4BaHE Ha JIEYEHWE WIH aKo € HeobXxoaumo
KOpHrMpaHe Ha Jo3aTta TpsOBa Aa cTapa ¢ MOHOKOMIIOHEHTH H CJi€l ONpeAc/sHe Ha MOAXOAAIIMTE
034 fAa ¢e TPEMHHE, aKO € Bb3MOXKHO, Ha (HKCHpaHa A030Ba KOMOHHAUMA OT NOAXOAALIHTE
KOHLEHTPAaLuH.

[TaumesThT TpAOBa Na M3MOM3BA KOHUEHTpALIUATA, OTTOBAPSAINA Ha HEFOBOTO NPEAX0HO JIEYCHHE.
[Ipenopnuanara no3uposka e | Tabnierka Po3eTuH qHEBHO.

Eonoepemenno npunoscenue cvc cexeecmpanmu Ha HCAbYHU KUCERURU
PozeTnn Tpabea na ce npyeMa >2 yaca npead WIH >4 yaca clell NPHEM Ha CEKBECTPAHT Ha XUTBYHH
KUCEJIHHH (BIOKTe ToukKa 4.5).

leduampuuna nonyaayun

BesonacHoOCTTa ¥ €HKACHOCTTA HA €3eTUMHO+HPO3YBACTaTHH NPH Aclia HA Bb3pacT noA 18 roauHu sce
Olli¢ He € ycTaHoBeHa. HalHuyHMTE MOHACTOALUEM JaHHH ca onmucaHH B TOukH 4.8, 5.1 u 5.2, no
NpenopbKH 3a A03HPOBKATa He MoraT Aa ObJaT JafeHH.

Cmapuecka eb3pacm

[Ipu naupenTy >70 roaMHM ¢¢ NpenopbYBa HaYalHa J03a OT 5 mg po3yBacTaTHH (BX. TOuKa 4.4).
KomOusaumaTa He € moaxoAdila 3a Ha4UIHO JieUeHHe. 3anousaHe Ha IcUeHHe WIH aKo € HeoOXoauMo
KOPHTHpaHe Ha no3ata TpaGea Aa CTaBa ¢ MOHOKOMIIOHEHTH H Cl/lell ONpeAeasiHe Ha NOAXOAALIHTE
NO3H A4 ce MpEMHHE, aKko € Bb3MOXKHO, Ha (HKCHpaHa N030Ba KOMOHHALMA OT MOAXOAALIMTE
KOHLEHTPALWH.

Yeproopobro yepeocoane

He e HeoOX0AHMO KOPHTHpaHe Ha N03aTa NPH MaLHEHTH C JIeKo YepHOoApPOOHO yBpexaaune (S 1o 6 no
ckanata Ha Child Pugh). Jleuense ¢ Po3eTHH He c¢ mpenopbyBa Npu NALMEeHTH ¢ yMepeHa (7 1o 9 no
ckanara Ha Child Pugh) unu texxxa (>9 no ckanara Ha Child Pugh) yepHoapobna nucdynkuus (sx. T.
4.4. ¥ 5.2). Po3eTuH ¢ npoTHBONOKa3aH NpH MalMeHTH ¢ aKTHBHO depHOApoOHO 3abonaBaHe (BXK. T.
4.3).

bvbpeuno yaepesicoane

He e reoOxoauMo KOpUrupaHe Ha 103aTa NPH NALMEHTH ¢ Jeko OLOpeuHo yBpeXXIaHe.
[TpenoprunTenHaTa HauyanHa 103a NPH NAUWEHTH C YMEpEeHO OBOpeuHO yBpexaaHe (KpearHHHHOB
KiMpBHC <60 mli/min) e 5 mg po3yBacTaTHH.

Ynorpebara Ha Po3eTHH npy nauMeHTH ¢ TexXKO OL0peyHO yBpeKaaHe € NPOTHBONOKA3aHa 3a BCHUYKH
No3M (BXK. TOYKH 4.3 u 5.2).

Paca

[Ipu naumeHTH OT a3HaTCKaTa paca ¢¢ HabAaaBa NOBHILIEHA CHCTEMHA €KCITO3HLIHA Ha pO3yBaCTaTHH
(Bk. TOouxH 4.4 n 5.2), IlpenopbunrenHara HayanHa o03a [IPU NALUEHTH ¢ a3HATCKH MPOM3XOoA € 5 mg
posyBacTaTHH. PHKcupaHaTa N030Ba KOMOMHAUMA HE € NOAXO0ZAIA 38 HAYaIHO JieHEHHe. 3a
3aMoyBaHe Ha JICUCHHME WM 33 KOpHWrMpaHe Ha Jo3aTa TpabGBa Ja ce H3MON3BAT MOHOKOMITOHEHTHH

NMPOAYKTH.

lenemuven nonumophuzvm

H3secThH ca crneuMdUYHM THMOBE HA FEHETUYEH [MOJMMOPQU3IBM, KOHTO MOrat aa AoBeaaT A0
NMOBHIIEHAa €KCTTO3MLKA Ha PO3yBacCTaTHH (BXK. T. 5.2). 3a NMalLMEHTH, 38 KOHTO € U3BECTHO, Y€ UMAT
TakBa crieUPHUIRH THIOBE Ha NOMMMOPGH3IBM, CE NpenopbyUBa NO-HUCKA AHEBHA 1032 HA Po3eTHH.

Ho3uposxa npu nayuenmu ¢ npeOpaznorazawu Haxmopu 3a pa3gumue Ha MUOnamus
[lpenopvumMTenHaTa HauajiHa 4032 NPH NAUMEHTH C Npeapasnojaraily (akTopH 3a pPa3BUTHE Ha

MHONATHA € 5 mg po3yBacTaTuH (BX. T. 4.4). PukcHpaHaTa 2030Ba KOMOMHALHA HEAT Qmw@
g s
HAYaTHO JeYeHHe. 3a 3anouBaHe Ha JeYeHHe WIH 3a KOpUrHpaHe Ha nosata Tpad ﬁf,c%mwm W\
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Covnvmemeawa mepanus

PosysacTaTHH € cyGCTpaT Ha pa3fiwdyHH TpaHcnoprepHH npoteunn (Hanp. OATPIB1 u BCRP).
Puckbr oT MMomnatHsa (BKMOUYHTENHO pabpomMuony3a) ce noBHlIaBa, koraTo PoseruH ce npmiara
€JHOBPEMEHHO C ONpEAC/ICHN JeKapCTBEHH NpPOAYKTH, KOHTO MOraT Aa MNOBHINAT ILIa3MeHaTa
KOHLICHTpAlMA Ha pO3YyBaCTAaTHH, NOPaJ¥ B3aWMOAEHCTBME C Te3W TPAHCIOPTEPHH NMPOTEHHH (Hamp.
LHUKJIOCMIOPMH H HAKOH TMpOTEa3sHH HHXMOMTOPH, BIUIIOYMTENHO KOMOMHAIMM Ha PHTOHaBHpP <
aTa3aHaBHp, JONUHABHD W/WIHW TUTIDAHABUP; BX. TOUKH 4.4 H 4.5).

Korato e Bb3MOXKHO, TpAOBa 1a ce MMAT NpEABHA ANTEPHATHBHH JIEKapCTBa W, aKO € HeoOxoaumo, na
ce HMa MpeIBHA BPEMEHHO npekpaTaBaHe Ha JeueHHero ¢ PosetvH. B cnyuyan, korarto
€IHOBPEMEHHOTO TPHIIOKEHHE HA Te3H JIeKapcTBeHH NpoAyKTH ¢ PosetHH € HenzbexHo, Tpabea
BHUMATEJIHO Jla c€ OOMHCIAT Noj3ara U PUCKa OT CBITBTCTBAIOTO NEYECHHE W KOPEKLIMA Ha A03aTa Ha
pO3yBacTaTHH (BK. Touka 4.3).

Ha4us Ha NpUiIoKeHHe
3a nepopaJIHO MPHIIOKEHHE.

PozeTHH TpabBa 1a ce npUeMa BCEKH ACH, BEAHBXK AHEBHO, N0 €HO H CHILO BpEME Ha AcHA, C HIH He3
xpaHa. TabneTkara TpabOBa na ce norTella Usia ¢ BoJA.

4.3 IlpoTuBOonoKazamns

— TlpM nmauMeHTH CbC CBPBXYYBCTBHUTEIHOCT KbM AKTHBHHTE BELIECTBA HIH KbM HSKOE OT
NOMOLIHHTE BELIECTBA, H30poeHU B T. 6.1.

— Tlo Bpeme Ha OpeMEHHOCT, KbPMEHE H NPH KEHH C JETEPOAECH MOTEHLHAN, HEMpHIaralH
MOAXOMALM KOHTPALCIITHBHH MepKH (BXK. T. 4.6).

— [Ilpm nauMeHTH ¢ AaKkTHBHO 4epHogpoOHO 3abonseaHe, BKIIOYMTENHO HEYTOUYHEHO,
NPOABL/DKHTEHO MOKAYBAHE HA CEPYMHMTE TPAHCAMHHA3H H BCAKO MOKAYBAHE HA CEpyMHa
TpaHCaMHMHAa3a, NPeBULIABALIO TPH MbTH ropHaTa rpaHnua Ha HopMara (I'TH) (Bx. 1. 4.4).

— Ilpn naumieHTH ¢ Texko O6B0peuHO yBpexaaHe (KpEaTHHHHOB KIHPBHC <30 ml/min) (Bx. T.
4.4).

— Ilpu nauuedTH ¢ MUonaTus (BX. T. 4.4).

— [Ilpu naumeHTH, mNpUeMally eJHOBPEMEHHO KoMOuHauusTa codocOyBup/BennaTacBHp/
BOKcUianpesup (Bx. T. 4.5).

— Ilpy nauseHTH, NpHEMaILM €AHOBPEMEHHO LUKIIOCTIOPHH (BXK. TOUKa 4.5).

44 ChnenRajHE NpeAynpexKACHHEA H NPeANAIHA MEPKH NPH ynorpeba

EdekTr BLPXY CKENEeTHaTa MYCKYJIATYpa
EdexkTH BBPXY CKelleTHaTa MYCKYJaTypa, Hamp. MUAJrHi, MHONATHS W pAJKo pabaoMHonmM3a ca

ChOOLIABAHH TIPH JIEKYBAHH C PO3YBacTATHH MalMEHTH NpPH BCHYKM N03H H OCODEHO MpH A03H
>20 mg.

Cnen myckaHe Ha ma3apa Ha e3eTHMHO ca cbOOLIABAHM ClIy4ad Ha MHOMNaTha W pabaoMHosH3a.
Bunpeku ToBa, pabaomuonusa e cbo0LaBaHa MHOTO PsIKO NMpPU MOHOTEpanus ¢ €3eTHMHO H MHOrO
paaKo npH nobapsaHe Ha €3eTHMHO KBM APYrd CpeACTBa, 34 KOWTO € M3BECTHO, Ye TMOBHULIABAT PHCKa
oT pabaoMMoaHu3a.

[Ipn nomo3upaHe Ha MHOMATHA NOPafH MYCKYJHH CHMNTOMH KM aKO TaKkaBa € NOTBLPACHA OT
HHBOTO Ha KkpeaTMH ¢ocdokuHazata (CPK), Po3eTuH, KakTo W BCHYKH ApPYrH CpPEACTBa, KOHTO
NalMeHTLT NPHEMA eIHOBpPEMEeHHO, TpAOGRa He3abaBHO Na Obaar cnpeHH. BCHUKH MAaUHEeHTH, KOMTO
3anoyBaT JiedeHue ¢ PoseTHH, TpAabBa na 6bAAT yBEAOMEHH 3a pUCKa OT MHOMNaTus W jda Obaar
WHpOpMHpaHHu Aa cbOOILABAT 3a HeoOMualiHa MYCKyJIHa OONKa, 4yBCTBUTENHOCT MAH cnabocT (BiK.
TouKka 4.8).

MuacTeHys rpaBUc
B wnakonko cmyyas ce cboOliaBa, 4€ CTaTHHMTE MWHAYUHpaT de novo

CHLUECTRYBALIIA MHACTEHHA IPaBUC HIN OYHA MHACTEHHs (BXK. Touka 4.8). [lpungxehpeto ya Pozetn
TpabBa Ra ce cnpe B Ciyuali Ha BiOmaBaHe Ha cuMnToMuTe. UMa choOlenys: fa” pejiawe, nph - |
(NOBTOPHO) NPHJIAraHe Ha ChLUUA HJIH padIH4YEeH CTATHH. i\ T




H3MmepBaHe Ha KPEATHHKHUHA3ATA

Kpearnnkunazara (CK) ne tpabBa na ce U3MepBa CJiel YCHICHH YNPOKHECHNAS WM MPH HAMU4YHE Ha
apyra npuyHHa 3a nopHuaBaHe Ha CK, kxoeTo MoXe 4a 3aTpyaHH HHTEPHPETHPAHETO HA PE3YNTATHTE.
Axo HuBata Ha CK ca 3sHauuTenHO nOBHUICHH NMPpH H3XoAHOTO HHBO (>5XI'T'H), e HeobxoaumMo na ce
NpOBEAE H3CICABAHE 3a [IOTBLPIKIABAHE HA pe3yiaTara B paMKHTE Ha 5-7 AHH. AKO NMOBTOPHOTO
H3csieaBaHe MoTBbpAH H3xoaHO HHBO Ha CK >5xITH, He Tpabsa aa ce 3anoupa neueHue.

Ilpeou nevenuemo
Pozern TpabBa na ce npeanucea ¢ MOBUIUICHO BHMMAHHME NPH NALHEHTH ¢ MNpelpasnonaraiilu
dakropu 3a Muonatus/pabaomuonnsa. Takua pakTOpH BKIIOUBAT:
— bubpetHo yBpexaane.
— XHNOTHPEOHAHILM.
— Jluyua wnM paMuUHA aHaMHe3a 3a HaCJIeICTBEHH MYCKYJIHH 3abongsanu.
— IlpegumiecTBalla aHaMHe3a 3a MYCKYJHa TOKCHYHOCT ¢ napyr uHxuburop Ha HMG-CoA
penyKTa3ara wid ¢ubpar.
— 3noynotpeba c ankoxon.
— Bw3pact >70 roguns.
— CHTyauuu, NpH KOUTO MOXKE [a Bb3HHUKHE NOBHILIABAHE HA TUTA3MEHWTE HHBA (BXK. T. 4.2, 4.5 4
5.2).
— EnxoBpemeHHa ynotpe6a Ha ¢pubpatn.
[Tpy TakuBa MauKeHTH TpsAbBa Aa ¢e 06CHAM CHOTHOLIEHUETO HA PHCKA OT JIEMEHHETO M Bb3MOKHATA
nonsa H ce npenopb4sa KIHHHYHO HabmoneHne. Axo Hupara Ha CK ca 3HauMTENHO NOBHUILEHM TIPH
H3xoaHoTo HHBO (>5xI'TH), He Tpabea na ce 3amoysa neyeHHE,

Ilo epeme na aevenuemo
[Mauuenture Tpadra na GbaaT noMosieHn na cbobuasar He3zabaBHO 3a HEOOACHUMH MYCKYTHH OOMNKH,
cnabocT WIH cna3sMu, 0co0eHOo, aKo ¢a CBbP3aHH ¢ HEepa3foloKeHHe WK Tpecka. I1pu Te3u nauMeHTH
Tps6Ba na ce wamepar Hupara Ha CK. Jleuenmero Tpabsa na ce cnpe, ako HuBara Ha CK ca
sHaynrenHo noBHuleHH (>S5xITH) win ako MYCKYJHHMTE CHMIOTOMHM C€a TEXKKM W TNPAYHHABAT
exxenHeBHO HepasnonoxeHue (aopu ako Hupata Ha CK ca <5xITH). Ako cuMITOMHUTE OTIIYMAT M
HuBata Ha CK ce Hopmanu3upart, TpabBa na ce oOMHCIH MOBTOPHOTO BBBEXIaHE HAa PO3YBAacCTATUH
wiv antepHaTHBeH HHXHOMTOp Ha HMG-CoA penykrazata B Hali-HMCKara J03a MPH BHUMATENHO
npocleAsBaHe Ha nauMeHTta. PyTHHHOTO npocneassaHe Ha Husata Ha CK npy naumeHTn 6Ge3
CHMITTOMH HE € HeOOXO0aUMO.

Hma MHOro peakH cbo0LIeHK 3a HMyHOMeAHHpaHa HekpoTusupaiia muonatua (IMNM) no speme Ha
WK CNie/ JieueHHe CbC CTATHHH, BKMoudTenHo polysactatid. IMNM knuHHuHO ce XapakTepH3upa ¢
NPOKCHMAJTHA MYCKYJIHA 0O/IKa H NOBHMICHM CEPYMHH HHBA Ha KpEaTHHKHHA3a, KOMTO NEpCHCTHpaT
HE3aBUCHMO OT MPEKbCBAHETO Ha JIEYEHHUETO ChC CTATHHM,

[Ipd KNMHHYHHTE MPOYYBAHWA JIMNCBAT AOKA3aTENcTBA 3a NOBHINEHH e(eKTH BbPXY CKeNeTHaTa
MYCKYJIATypa NpH ManbK Opoli MaLuMEeHTH, NEKYBaHH ¢ pO3YBACTATHH U APYIrO ChITLTCTBAIO JIEUCHHE.
Bwnpexn ToBa, € HabmoaaBaHa MOBHIIEHA YECTOTA HA MHO3UT M MHOTIATHA MPH NMALKUEHTH, NMPUEMAILIH
apyrn uHxubutopy Ha HMG-CoA peaykraszaTa €OHOBPEMEHHO ¢ MPOW3BOAHH Ha ¢uOpHHOBaTa
KMCENIMHA, BKMOYMTENHO TreMpubpo3wn, LMKIOCNOpUH, HMKOTHUHOBA KUCEAWHA, a30/I0BH
NpOTHBOrbOMYHH CPEACTBA, MPOTEa3HH HHXHOMTOPH H MAKPONHAHH AHTHOHOTHLIM.

[em}puOpo3swn noBHWIaBa pHUCKA OT MHOMATHA, KOrato C¢€ NpPpHEMAa ECAHOBPEMEHHO ¢ HAKOM
uaxHOMTops Ha HMG-CoA penykrasara. [lopagn ToBa He ce npenopbuBa KOMOHHAUMATA Ha
posysacTaTHH H remMoubposwi. [lonsata OT DONMBAHHTENHH TPOMEHH H& JIMITMAHWTE HHBA [IpH
koMOuMHMpaHa ynoTtpefa Ha posyBacTaTHH ¢ ¢uOpatd wiM HMauuH TpabBa jga ObAe BHUMATEIHO
NnpeleHeHa CAPAMO NOTEHUHAIHHTE PHCKOBE MPH TAKUBE KOMOMHALIMK.

Pozerun He TpaOBa na ce ynoTpebara npU NauMeHTH ¢ OCTPH, CEPHO3HU CBCTOAHHS, JIpSAnQAarauy
MHMONATHS WIM TpeApasnoyaralld KbM pa3BdTHE Ha OBOpedHa HENOCTaTBUHQET, ;\WW‘W
pabaoMuonusza (Hamp. CENncuc, XUMOTOHMA, 3HAYHTENHA XHpYprudHa ornepa
mMeTaboNHTHH, EHOAOKPHHHHU WIH eNEeKTPOIUTHH 3a00NABaHHA WU HEKOHTPOIHP
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CKTH BEPXY HCDHHWUA

[IpH KOHTPOJHMPAHH NPOYYBAHHA 332 ERHOBPEMEHHO NPHIOCKECHHE TMpPH MNALMEHTH, NpHEMaLIH
e3eTHMHO CbC CTaThH, € HabNonaBaHO MOCNEABALLO YBEJIHYEHHE HA TpaHCaMHHasHWTe (>3 mbTH
ropHarta rpaHdua Ha Hopmara [ TH])).

[IpenopbYHTENHO € Aa ce HanpaBAT (YHKUMOHANHM YEepHOAPOOHH HicneaBaHHA 3 Mecela cnef
3aM0YBaHE Ha JICYEHHETO ¢ pO3YBACTATHH. JleueHHeTo ¢ po3yBacTaTHH TpaOBa Aa ce NpeyCTaHOBU UNH
NO3MPOBKATA Ja C€ HAMAJM, aK0O HUBOTO Ha CEPYMHHTE TPaHCAMHHA3H HAMIBHLIABa 3 MbTH IrOpHaTa
rpaHMLIa HA HOpMATa.

[Ipy nauMeHTH C BTOPHYHA XHIEPXONECTEPOJEMHS, [PHYHHEHA OT XHIOTHPEOHAH3IBM HIH
HepOTHUYEH CUHAPOM, TpAOBa Aa ce NleKyBa OCHOBHOTO 3a00/1BaHE NpPEAH 3aOYBaHE Ha NCUEHHUE C
pO3yBacTaTHH.

Hopann HeH3BecTHHTE €dEKTH OT MOBHILUCHATA €KCMO3HIMA Ha €3eTUMHO NMPH NAUHEHTH C YMEPEHO
J0 TEXKO 4epHOAPOOHO yBpeXJaHe, NpH TAX He ce npenopbusa PoseTHH (BXK. T. 5.2).

Yepso HO 3a00M4BaHE H AJKOXOJI

Kaxto npu apyrure naxuburopn Ha HMG-CoA penyxrasarta, po3yBacTaTHH TpAOBa Ja ce H3MoJ3Ba C
0cobeHO BHUMAKHE MPH MALMEHTH, KOMTO KOHCYMHPAT NMPEKOMEPHH KOJHHECTRA aJIKOXON H/WIH HMAT
aHaMHe3a 38 4epHOoApoOHO 3abonsBaHe,

EdexTy BEpXY 61B0penuTe
[Ipy nauueHTH, NIEKYBaAHM C NO-BHCOKH J03H po3yBacTaTdH, ocobeHo ¢ 40 mg, ¢ Habmoaaeana

NPOTEUHYPHA, KOATO € YCTAHOBEHA C TECT-IEHTUYKH U € NpeAHUMHO ¢ TySynapeH npoH3xof, H KOATO €
O1na BpeMeHHa WIH NepuoanYHa B noBeyeTo ciyyan. He e nokazaHo, ye npoTeHHypuaTa npeackaspa
OCTpO WK nporpecHBHO 6B0peyHo 3abonasaue (Bk. T. 4.8).

3axapen auabet

Hsakon pokaszaTesicTBa npeanosiarar, 4€ CTATUHHTE KAaTO KJ1ac MOBMILABAT KPHLBHATA IOKO3a M MpPH
HAKOM MAllHEHTH ¢ BUCOK PHCK 32 pa3BUTHE Ha nuaber B Obaelne, MoraT nAa JOBEZAT A0 TAKOBA HHBO
Ha XHNEPrAUKEMHSA, NPH KOETO € MOAXOAAILO NpuilaraHe Ha pefoBHaTa rpwka npH auaber. Tosu
pUcK, obaue, ce HAQAENABA OT NOHIKABAHETO HAa CHAOBHUA PHCK CHC CTATHHH U CIIEZIOBATEJIHO HE
TpaOBa na Obae NpHYHMHA 3a CHpaHe HA NIEYEHHETO ChC CTATHHU. PHCKOBHTE MAUMEHTH (IIOKO3a Ha
rmagHo 5,6 mo 6,9 mmol/L, unaekc Ha TenecHara Maca (BMI)>30 kg/m?, noBMiieHH TPHITHLIEPHAH,
XHnepToHHs) TpabBa aa Obaar npocnendBaHd KaKTO KJIMHHMHO, Taka H OHOXHMH4YHO, criopef
HallHOHAJTHHTE PBHKOBOACTBA.

B npoyusanero JUPITER, chobmenara obuia yecrora Ha 3axaped paHaber e Owna 2,8% 3a
po3ysacTaTHH H 2,3% 3a nnauebo, NpeAMMHO NPH MALMEHTH ¢ NRoKo3a Ha riaaaHo 5,6 no 6,9 mmol/l.

Unrepcruumanya Senoapobua Gonect

Hma choOleHHA 3a H30MpaHHu CTy4aH Ha HHTepcTHUMaNHa Genoapobua 6onecT Npyd NPUIOKEHHE HA
HAKOH CTA&THHH, OCODEHO NpH NMPOILIXUTENHO neueHue (BxX. T. 4.8). KnuHHuHKTE NposBU Morat Ja
BKJIIOYBAT JAMCTIHES, HEMPOAYKTHBHA KauUIHLA M BJIOIIABaHEe HA obUI0TO CheTOogHME (YMOpa, 3aryba Ha
TErJIO H Tpecka). AKO HMa NMOAO3PEHHKE, Y€ NALMCHTLT € pa3BiI HHTepcTHIHAIHA 6enoapobua Bonecr,
NICYEHUETO ChC CTATHH TpAOBA Ja Ce NMPEyCTAHOBH.

[Iporea3Hy HHXHOUTOPU
[ToBuilleHA CHCTEMHA €KCTIO3MIIMA Ha pO3YBAacTATHH € HabnjaBaHa npH NalMeHTH, NMpHEMalLH

pO3yBACTATHH €JHOBPEMEHHO C pa3/IM4HH NpPOTEa3HH HHXUOWTOPU B KOMOHHALMA C PUTOHABUP.
Tpabsa na ce obcbaM Mon3ara OT MOHWXKABAHE Ha JUNMAMTE upe3 ynorpeba Ha PosetHH npu
naumeHTH ¢ XWUB, npuemainy nporeasHd HHXHOMTOPH H BB3MOXKHOCTTA 34 MNOBHLICHH IUIA3MEHH
KOHLCHTPALHH Ha PO3yBAaCTATHH, NPH 3aMOYBAHEC HA JICHEHUWE U THUTPUPAHE HAa PO3YyBACTATHH NPH
NAUUEHTH, NEKYBAHH C MpoTea3’HH HHXHOUTOPH. EQHOBPEMEHHOTO NMPUIOXKEHHE C HAKOU l'lpOTEElSHH

YCTAHOBEHA (BX. No-rope U T. 4.3 u 4.5).




[lpn cuMHeHHs 3a XOJeMTHA3a NP NalMeHTH, npuemawud PozeruH n ¢enodubpar, ca nokazaHu
M3C/IeIBAHHA HA XUTHUHHA MEXYP U TOBA JieueHHe TpadBa aAa Obae npeycTaHoBeHO (BXK. T. 4.5 u 4.8).

AHTHKOArynaHTH
HHTepHaUMOHAITHOTO HopMaH3upaHo choTHoweHue (International Normalised Ratio, INR) Tpabsa aa

ce npocieasBa Mo HeobxoauMus HayWH, ako Po3eTdH ce fobaBH xbM BapdapHH, APYT KyMapHHOB
aHTHKOAryJIaHT WiH QJIYHHOHOH (BXK. T. 4.5).

LuxaocnopHH
BixTe TOUkH 4.3 H 4.5.

Q!SQAOB& KHCECJIHHA

Posetnn He TpabBa ma ce npunara €AHOBPEMEHHO ¢ Y3MA0BA KHCEIHHA 38 CHCTEMHO IPHJIOXKEHHE
HWIH B paMKHUTe Ha 7 JIHHM clel CNHpaHe Ha JICUeHUEeTO ¢ (y3uaosa kucenHHa. Ilpy nauneHTH, npu
KOHTO CMCTEMHAaTa Tepanua ¢ Qy3mioBa KHCENIMHA Ce CYHTa 33 OCHOBHA, JICYEHHETO CBhC CTATHHH
TpabBa ma ObLae npeycraHOBeHO Mpe3 LEAHA MEPHOA Ha JiedeHHE ¢ (y3uaoBa kucenuHa. Hma
CHOOIIIEHHA 3a CTyyad Ha pabaoMHONM3a (BKIIOYHTENIHO € JIETAIEH W3XO0A) NMPH NALHEHTH, NpHEMAaLIH
by3na0oBa KHCENHHA W CTATUHM B KoMOWHauus (BX. T. 4.5). [laumentet TpsabBa na 6nae nocwvBeTBaH
Ja noTbpcH He3adaBHO MEQMUMHCKA MOMOLL NMPH BL3HHKBAHE HAa CHMITTOMATHKA KATO MYCKYJIHa
cnaboct, GONKH Wik YYBCTBUTETHOCT.

Tepanuara cbc CTATHHH, MOXE JAa ObAe BB3CTaHOBEHA CeleM [HH clel rnocneaHarta ao3a ¢y3uaosa
KHCENHHA.

[Ipy U3KITIOUUTENHH OOCTOATENICTBA, B KOUTO € HEOOXOAUMO NPOABIDKHTENHO CHCTEMHO NPHIOKEHHE
Ha (y3uaoBa KHCE/NIHHA, HAnpUMEpP MpPH JICYCHHE Ha TexkH HHPEKLUHH, HEeoOXOAMMOCTTa OT
¢AHOBPEMEHHOTO Npwiaraie Ha PosetnH u ¢Qy3Ha0Ba KMcenHHA TpaOBa fa ce obMHcan npH BeekH

CITy4aH H NIPH CTPOr MEAULIHHCKH KOHTPOJ.

Texxy KOXKHH HEKENAHH PEAKLIUU
[Ipn neueHHe ¢ PO3YBAaCTATHH c¢ ChOOWABA 3a TEXKKH KOXKHH HEXEJIAHH pEaKUWH, BKIIOYBALLH

cuHapoM Ha Stevens Johnson (8JS) u nekapcTeeHa peakiHA ¢ €O3HHOQWIHA H CHCTEMHH CUMIITOMHM
(DRESS), KOMTO MOMeE Oa ca >KMBOTO3acTpallaBallld WM ¢ neraneH u3xol. [Ipu npeanuceanero Ha
NEKApCTBEHUA MPOAYKT MauneHTuTe TpAOBa na ObAaT HHPOPMHPAHHK 3a NPH3HALKUTE U CHMITTOMHTE
Ha TEXKHM KOXHU peakudd H Aa Obaar HabmonasaHH ¢ MOBUILEHO BHHMAaHHE. AKO C€ MOABAT
NPU3HALM U CUMITTOMM, NIOKA3ATEJHH 3a Ta3H peaKuus, Npunoxkenuero Ha PozeTuH Tpabea nezabasHo
Jla ¢€ NPeyCTaHOBH H 1a € OOMHUCIIH ATTEPHATHBHO JICHCHHE.

AKO nauMeHTbT € pa3BWN cepHO3HaA peakliMd, Kato Hanpumep SIS wim DRESS npu ynorpebara na
Pozetun, neyeHHeTo ¢ PozeTuH He TpabBa HHKOra Aa ce NOAHOBABA MPU TO3H NALIMCHT.

Paca
dapMaKOKHHETHYHHUTE FIPOYYBAHMA HA pO3YBACTATHH [IOKA3BaT [IOBHIICHA €KCMO3ULMA TIpH
NaLMEeHTHTE OT a3HATCKATA paca B CPaBHEHME ¢ eBponenaHara paca (Bx. 1. 4.2, 4.3 u 5.2).

[leanaTpuuya nomyaanuus
besonacHocTTa H €PHKACHOCTTA Ha e3eTUMHO+TPO3YBacTaTHH MPH Jella Ha Bu3pacT noa 18 roauHn see

OilC HE € YCTAHOBCHA, NOPAadH TOBA HE CE€ MPENOpbHiBa }’HOTPEﬁ‘&Ta MY B Ta3H BBb3pacTOBa rpyina.

Po3eTHH cbAbpIKa N8KT03a MOHOXHAPAT B HATPHH
[TauMeHT ¢ peaKkH HacAeACTBeHH MNpobieMH Ha HEMOHOCUMOCT KbM anakTo3a, MbJIEH JaKTa3eH

AeULMT WIH ITIOKO30-TaNakTo3Ha ManabcopOuma He Tpabsa Aa nNpUeMaT TOBa JIEKapCTBO.
ToBa nekapcTBO CbabpxKa no-mManko ot 1 mmol natpuii (23 mg) Ha Tabnerxa, T.€. MOXe Na Ce Kaxe,
ye NMPaKTHUECKH He ChABPHKA HATPHH.




4.5. BianMoae#HcTBHe ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYTrH (JOPMH HA B3anMoaeiicTBHe

[IpoTHBONoka3anu koMOHHAIIHH

Lluxrocnopun

EnHoBpeMeHHOTO mnpunoxkeHue Ha PosetHH ¢ LWKIOCMOpPHH € [MPOTHBOMNOKA3aHO MopanH
ChbIbpXKaHHeTo Ha podyBacTaTMH (Bk. T. 4.3). [lpn enHOBpEMEHHO Ji€YE€HHE C PO3YBACTATHH M
LIMKJIOCMIOPHH, CTOMHOCTHTE Ha ruiowmra noa kpusata (AUC) Ha po3yBacTtaTvH ca 6win cpeano 7 mbTH
No-BHCOKH OT Te3d, HabmoaapaHu npu 3apaBn gobposonud (Bx. Tabnuua 1). EnnoBpeMeHHoTO
NPUIOXKEHHUE HE € NOBJHAJIO IIAIMEHHTE KOHLICHTPALIMH Ha LIMKJIOCTIOPHH.

I1Ipu npoyuBaHe ¢ 8 nauneHTa ciel 6x0peuHa TPaHCILTAHTALMSA M KPEATHHHHOB KIHPBHC > 50 ml/min
C MOCTOAHHA A03a LHMKIOCITIOPHH, €JHOKpaTHa Ao03a e3zetuMub ot 10 mg e nosena go 3,4 motH (B
rpanuuy ot 2,3 no 7,9 mbTH) yBenuyaBaHe Ha cpeaHata AUC 3a oOmMs e3eTHMHO B CpaBHEHHE ChC
CTOHHOCTHTE NMPH KOHTPOJHATA FPyna OT 3ZPaBH HHAHBHAM, MPHEMALUH CAMO €3€TUMHO NMpHU apyro
npoyusaHe (n = 17). B gpyro npoyuBaHe, nauneHTH ¢ 6b6peyuHa TpaHCIUIAHTALUA W TEXKKO 6b0OpeyHo
YBpEIKAaHe, NPHEMAIM LUMKIOCTIOPHH U MHOXECTBO ADPYIH JieKapcTsa, € Owna ycraHoBeHa 12 mbTH
MO-BHCOKA €KCMO3HIMA Ha oO0IMA e3eTHMHO B CpaBHEHME C KOHTPOJIHATa rpyna, npHemalla camo
e3eTuMKO. B eqHO AByNepHOAHYHO KPBCTOCAHO NMpoyyBaHe npu 12 3apaBu A0OpOBONRLM, NPHNIArAHETO
Ha 20 mg e3eruMub NHeBHO 3a 8 AHH ¢ eqHOKpaTHA A03a 100 mg uMKNOCNOpUH Ha 7-Ua AeH, € ROBENO
no cpeaHo 15%-no yeenuuenue Ha AUC Ha uuxnocnopHd (B rpaHuum ot 10% uamanasane ao 51%
yBEIHYaBaHe) B CPABHEHHE C €AHOKpaTHa A03a oT 100 mg UMKIOCIOPHH, NPHIOKEHRA CAMOCTOATEINHO.
KoHuTponupaHo mnpoyuBaHe BBPXY edekra OT CAHOBPEMEHHO IIPHIOKEHHE Ha €3eTUMHO BBpXY
EKCNO3BIMATA Ha LIMKIIOCTIOPHE MPH nalHeHTH ¢ Ob0peuHa TPaHCIUIaHTaLMA He € MTPOBEXKAAHO.

KoMOnHaLMK, KOWTO HE C€ NpenopbyBaT
Dubpamu u Opy2u AUNUOONORUICABAWY NPOOYKMU

[pu naumeHTH, NnpHemaliy peHodubpat U e3eTUMHUO, NekapsaT TpabBa Aa € HAsACHO 33 BH3MOXKEH PUCK
OT XOJeNHTHa3a H 3a00ngBaHe Ha XTb4HHS Mexyp (BX. T. 4.4 u 4.8). [lpu cbMHERHA 3a XonenuTuasa
NpY NalMeHTH, NpHemally e3eTHMHO ¥ denodubpart, ca nokasaHu U3CNEIBAHHUA Ha AUThUHUA MEXYP H
ToBa JneueHue Tpabpa na O6wbae npeycraHoreHo (Bx. T. 4.8). EAHOBPEMEHHOTO npHiaraHe Ha
deHopubpar unu reMmpubposnn cnabo ysennyaea obLiaTa KOHUEHTpALMA Ha €3€THMHO (CBHOTBETHO
npubausurento 1,5 u 1,7 mbTH).

EAHOBpEeMEHHOTO NPWIOXKEHHE Ha €3eTHMHUO n Apyrd ¢ubpaTtH He e npoyueHo. OubpaTHTe Morar na
YBEIIMYAT EKCKpeUHMATa Ha XOJeCTepos B OHKThYKaTa, KOETO Aa NpHYMHH xoneauruasa. llpu
NMPOY4YBaHHA C KHBOTHM, NOHAKOra €3¢THMHO MOBHMIIABA XOJECTEPONA, ChABPAKALL CE B AUTHYKATA B
AOTBPYHUA MeXyp, HO He Mnpd BCHYKH BHAOBe (BK. T. 5.3). JIHTOreHHMAT pPHCK, CBBP3aH C
TepaneBTUYHaTa ynorpeba Ha e3eruMub, e Moxe aa Obae U3KITIOUEH.

ENHOBpPEMEHHOTO NPWIOKEHHE Ha po3yBacTaTHH H reMpubpoznn € a0Beno A0 ABYKPATHO
yBennueHHe Ha Cpax H AUC Ha po3yBacTaTuH (BX. T. 4.4).

Bp3 ocHOBa Ha AaHHMTE OT cneuMPHUYHU NMPOYHBAaHHMA 3a B3aMMOACHCTBHUA HE MOXE Ja CE€ O4yakpa
dapMakOKMHETHYHO 3HauMMO B3auMmozeicTeHe ¢ ¢enodubpar, BBNPEKH HE € BB3MOXHO
¢apMakoaMHaMuuHO  B3auMopeiicteHe. I'emdpubposun, denopubpar, apyrm ¢Pubpath
JTYAMUAOMOHMKABALIMTE A03M (> WIHM paBHH HAa | g/NHEBHO)} Ha HHAUMH (HUKOTHHOBA KHUCE/IHHA)
NOBUILIABAT PUCKA OT MHOMATHA, KOraTo ce npueMmatr eaHospeMeHHo ¢ HHXHOuTOpH Ha HMG-CoA
peayKTa3ara, BEPOATHO nopaau ¢akra, e Te MOoraT Ja NpEaH3BHKAT MHOIATHS MPH CAMOCTOATENTHO
nNpHaaraHe.

IIpomeasnu unxubumopu

Bbnpeku ye TOUHUAT MEXAHU3BM Ha B3aMMOACHCTBUE HE € H3BECTEH, eAHOBpeMEHHAaTa ynotpeda Ha
npoTeas’eH WHXHOUTOP MOXKE PA3KO /1a MOBUMIM E€KCIIO3HMLIMATA Ha po3yBacTaTHH (Bx. Tabaumua 1).
HanpuMmep, eaHoBpeMeHHOTO npunoxkeHde Ha 10 mg po3ypacTaTHH H KOMOHHHpaH NMPOAYKT OT ABa
nporeasHn HHxuOHTOpa (300 mg arazaHasup/100 mg putoHaBup) npu ¢ap '
Mpoy4BaHe Npd 3ApaBH A0OpPOBONUM, € OWIO CBLP3aHO ¢ NPUONHIUTENHO TPUy~
ypenHuyapaHe CbOTBETHO Ha AUC H Cpax Ha posyBactaTHH. ENHOBpeMEHHO
pPO3yBaCTATHH W HAKOM KOMOHHAUMK OT MpOTEasHH HHXHUOMTOpH MoXe na ce
BHHUMATE/HO [pElEHABAHE Ha KOPEKLMHUTE Ha a03aTa PO3yBaCTATHH Bb3 OC
NOBHLICHHE HA €KCMO3HLIMATA Ha po3yBacTaTHH (BXK. T. 4.2, 4.4 u 4.5 Tabnmua 1).*‘3*5_ 3 u. iR




Huxubumopu na mpanchopmepnume npomeuru

PosyBacTaTHH € cy0cTpaT Ha OMpeaeeHM TPaHCMOPTEPHU NPOTEHHH, BKIIOYHTENHO 4YepHORpoOHO
saxpamaiua TpaHcnoprep OATPIB] u ednykc Ttpancnoprepa BCRP. EaHospeMeHHOTO
MPUIOKEHWE HA PpPO3YBACTATHH C JIeKaPCTBEHH MPOAYKTH, KOMTO ca HWHXMOMTOpH Ha Te3M
TPAHCTIOPTEPHH NMPOTEHHH, MOXKE /1a I0BENe 1O NOBHILEHH TUIa3MEHH KOHLICHTPALUMHH Ha PO3YBaCTaTHH
H MTOBHILEH PHCK OT MHONaTHA (BX. TOUKH 4.2, 4.4 n 4.5 Tabnuua 1).

PDy3ud06a xucesuna

PyCKBT OT MMONIATHA, BKTIOUHTEIHO pabaoMUONM3a MOXKE A8 C€ YBEIHYM NPH KOMOMHHpaHa Teparus
Ha (py3MI0Ba KHCE/IHHA 32 CHCTEMHO NMPWIOXKEHHE H CTAaTUHH. MeXaHU3MbT Ha TOBa B3aHMOACHCTBHE
(nann e papMakoAMHaAMHUUYEeH WM (papMakKOKHMHETHYEH, WIH W JBaTa) € BCE ole HewsBecTeH. Mma
chOOIIEHNA 3a cliyyad Ha pabJoMHONHU3a (BKIIOYHTEHO ¢ JIETAJICH M3X0[) NPH NaLUMEeHTH, KOUTO ca
Ha Ta3d KOMOMHHMpaHa Tepanus.

AKO € HAJIOXKUTEIHA CHCTEMHATa Teparnds Ha Qy3u10Ba KHCENUHA, JICUCHHETO ¢ PpO3yBacTaTHH TpabBa
Ja Ce NpeyCTaHOBH Npe3 LeJiuA NEPHO Ha JIeYeHHE ¢ Py3naora KHCEMHA. Brokre o 1. 4.4,

Apyru BzaumMoaeicTBud
Llumoxpom P450 enzumu

Pesyntature OT in vitro W in vivo Npoy4BaHUA NOKAa3BaT, Y€ PO3YBACTATHH HE € HUTO HHXUOGHTOP,
HUTO HHAYKTOP Ha uutoxpom P450 uzoeHzumure. JlonbnHUTENHO, pO3yBacTaTHH € cnab cydcTpar Ha
Te3H M30eH3WMH. Ilopaan TOBa NEeKapCTBEHH B3aMMOACHCTBHA B Pe3yJaTAT Ha uHMTOXpoM P450
MeHHpaHus MeTabonn3bM He ce ouyakeaT. He ca HabmopaBaHK KAHHHYMHO 3HAYMMH B3aHMONEHCTRUS
Mexay po3yBacTatMH MU duykoHazon (MHxuburop Ha CYP2C9 u CYP3A4) win keToOKOHa30m
(nHxubuTop Ha CYP2A6 u CYP3A4).

B npeaknMHHYHH TNPOYYBAHMA € YCTAHOBEHO, 4¢ e3eTMMHO HEe BOAM 10 HHAYKUMA Ha
MeTabonH3upaliuuTe eH3UMH oT rpynara Ha uutoxpoMm P450. He ca Habnionapanu KIMHUYHO 3HAYNMMH
$bapMaKOKHHETHYHH B3aUMOAEHCTBHA Mexay e3eTUMHO M JIeKapcTBa, 3a KOMTO € W3BECTHO, 4e ce
mMeTabonusupat ot uuToxpomu P450 1A2, 2D6, 2C8, 2C9, 3A4 win N-auernntpaHcdepasa.

Anmuayuo

EnHoBpeMeHHOTO Nnpriaraie Ha aHTHALUK], € TTOHDKWIO CKOPOCTTa Ha adcopOLMs Ha e3eTHMHUO, HO He
€ okazano edexkt Ha GHoHAIHYHOCTTA Ha e3eTUMMO. ToBa NOHIDKEHHE HA CKOpOCTTa Ha abcopbuus He
¢e CUMTA 33 KIIMHUYHO 3HAYUMO.

EnHoBpeMEHHOTO NMpUNaraHe Ha po3yBacTaTHH ¢ aHTHALIMAHA CYCMEH3MA, ChAbPXKALLA ANYMHUHHEB H
MarHe3ueB XWIAPOKCH, € A0BEJIO A0 MNOHWKABAHE HA IUIA3MEHHTE KOHLEHTPALMH Ha PO3yBacCTATHH
npubausureno ¢ 50%. Tosu edexr orcnabpa, koraro aHTHAUMABT ce NpHeMa 2 vaca cien
posyBacTaTHH. KNHHHYHOTO 3HaUEHHE HA TOBa B3aUMOENCTBHE He € H3C/IeABaHO.

Xoaecmupamun

EQHOBPEMEHHOTO NPIIOKEHHE Ha XOJECTHpPaMHH HaMalaBa cpeaHarta rutoly noja Kpueata (AUC) Ha
obmua eszetuMub (esetumMub® + e3eTUMHO rmokypoHua) npHOnusuTenHo ¢ 55%. YacruuxoTo
NOHWIKABAHE Ha JIMMONIPOTEHH xXonectepona ¢ Hucka mbTHOCT (LDL-C), apmkaio ce Ha nobaBsHeTo
Ha €3¢THMHO KbM X0onecTHpaMHH, MOXe Aa 6bae HaMalleHO OT TOBa B3aumoneiicTeue (BX. T. 4.2).

Aumuxoazynaumu, aimazonucmu na sumamun K
B npoyusane Ha nBaHaneceT 3ApaBH BBL3PACTHH MbKE €AHOBPEMEHHOTO MPUIIOKEHHE HA €3eTHMHO
(10 mg BeaHbXk OAHEBHO) He € NMOBAKANO OHOHANTUMHOCTTZ Ha BapdapuH H NPOTPOMOHHOBOTO BpeMeE.
Bbernpekn ToBa wMa ChodlieHMA OT nepuoAa ClaeA MYCKAHE HAa nasapa 3a NOBHILABAHE Ha
HurepHanmonanHoTo HOpManu3npaHo cboTHoweHHe (International Normalised Ratio (INR)) npu
NaLMUeHTH, TIPH KOUTO € aobaseH €3eTHMHO KbM BapdapuH wan payunanoH. Ako PosetuH ce nobapu
KbM BaphapHH, Apyr KyMapHHOB aHTHKOAryJaHT wiu ¢uyHHanoH, INR tpabsa na Gpaefiom:
npocneasBaH (Bx. 1. 4.4). ,x"‘f.;&gﬁ'r_"_;';f:i\ RN
Kakro u npu apyru naxuburops Ha HMG-CoA pezykTasata, 3anodBaHe Ha neqefisg nm 3 HTPHPAHE: .
3a MOBMILIABAHE HA A03aTa PO3YBACTATHH NPH MALMEHTH, JCKYBaHH €1HOBpEMEH ?Fu fincTi Ha .
putamun K (Hanp. BaphapvH WiM ApYrd KyMapMHOBH aHTHKOArynawtu) MO%e! I8. nosene. mo S
NnoeHillasaHe Ha MHTEPHALIMOHANTHOTO HOPMAIH3HPAHO CHOTHOLIEHHE (Intematio@g@gx_mq“ljggd ,Ra'tlib.‘v
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(INR)). [TpexkncBaHe Ha N1€YEHHETO WK THTPUpAHE 3a MOHHXKABAHE HA JI03aTa pO3yBacTaTHH MOXeE Ja
nosene ao noHwkasaHe Ha INR. B TakuBa ciyqaH € )enaTesHO noaxoadmo npocneaseane Ha INR.

Epumpomuyun
EnnospeMeHHaTa ynotpefa Ha po3yBacTaTUH U epUTPOMHLHH € faoseno jgo 20% HamaneHue Ha

AUCyp - v v 30% noHwkeHne Ha Cprx HA po3yBacTaTWH. ToBa B3I@MMOJCHCTBHE MOXeE Ja €
NpeaAu3BHKAHO OT MOBUILEHUA YPEBEH MOTWIHTET, NPHYHHEH OT €PHTPOMHIIHH.

Ilepopannu xonmpayenmusw/xopmonolamecmumenta mepanus (HRT)

EnnoBpeMeHHaTa ynotpefa Ha po3yBacTaTHH W NEPOPATHH KOHTPALEITTHBH € AOBENO A0 MOBHILABAHE
Ha AUC Ha eTHHWI eCTpagHo)l H HoprecTpen ChOTBETHO ¢ 26% H 34%. Te3u noBMileHH TUIA3MEHH
KOHLEHTpaUHH TpiafBa na ce MMaT OpPEABUA, KOraTo ce€ ofpenens NO3IWPOBKATA Ha NMEPOpPaTHUTE
KOHTpallenTUBH. HamMa HamMuHH dapMakOKMHETUYHH NaHHH 33 MAllMeHTH, IPHEMALIH €AHOBPEMEHHO
pO3yBaCTATHH H XOPMOHO3aMECTHTE/NHA TepanHd, Mopajud Koeto noaodeH edekt He Moxe Aa Obpe
H3KMIO4YeH. BrnpekH ToBa koMOMHauuATa € OWia WMPOKO ynoTpeOABaHa NMpH >KEHH B KJIHHHYHU
nMpoy4BaHus H € 6buna n1obpe nonacaHa.

B KIHHHYHH NPOYYBAHHA €3eTHMUO He € MOBIHAN BBpPXYy (papMaKOKWHETHKATa Ha MepopaiHuTe
KOHTpALIEITHBH (€THHWJI €CTPAAHO H AICBOHOPrecTpen).

Cmamusu

He ca HabmoaasaHy KIMHUYHO 3HAYMMH (PapMaKOKHHETHYHH B3aHMOEHCTBHA NPU €AHOBPEMEHHOTO
NMPWIOKEHHE HAa e3eTUMHO C aTOPBaCTaTHH, CHMBAacTAaTHH, NPABACTATUH, JIOBACTATHH, (IyBacTaTUH
WJIH pO3YBacTaTHH.

pyeu nexapcmeenu npooykmu

Bn3 ocHOBa Ha JaHHHMTE OT cneuu(HUHH NPOYYBAaHHA 3a B3AMMOACHCTBHA HE C€ OYAaKBA KJIHHUYMHO
3HAYMMO B3aHMOACHCTBHE MeXy pO3yBaCTATHH M JAWIOKCHH. B KIMHHYHM npoy4yBaHMa 3a
B3aHMOJCHCTBHS €3¢THMHO He € MoBnYAn (apMakOKHHETHKaTa Ha JarncoH, AEKCTpoMeropdan,
AWUFOKCHH, TJIMMU3UA, TOROYTAMHA WIM MMJAA30NaM [0 BpPEME HA €AHOBPEMEHHO TNPHIOKECHHE.
LInMeTHANH, NPUITOKEH €AHOBPEMEHHO ¢ €3eTHMHMO, He € NoBAHsLT OHOHANUYHOCTTA Ha €3¢THMHO.

Ezemumub/posyeacmamur

EnnospemeHHata ynotpeba Ha 10 mg posyBactatuH U 10 mg ezetuMud BoaaT no 1,2-KparTHo
ypennueHne Ha AUC Ha posyBacTaTHH NMpd NauMdeHTH ¢ xunepxonecrepoaeMmus (Tabauua 1). He
morar aa ObaaTt U3KIOUYeHH (apMakOAHHAMHUYHM B3aUMOJCHCTBUA MO OTHOLIEHHWE HA HEXENaHWUTE
peakLiii MeXIy PO3YBaCTATHH M e3eTUMHO (BX. T. 4.4).

Tuxazpenop

Tukarpenop Moxe a2 npHunHH OBp6pevHa HEAOCTATHYHOCT U MOXKE Aa nosnuse Hb6peyHara
€KCKpELIHA Ha pO3yBacTaTHH, YBeNW4YaBailkM pHCKa OT KYMYJHpaHe Ha po3yBacTaTHH. Bunpekn ue
TOYHHAT MEXAHH3IBM HE € M3BECTEH, B HAKOU CAyYaH eAHOBpeMeHHaTta ynorpeda Ha THKarpenop M
po3yBacTaTHH AOBeAe N0 HaMaassaHe Ha ObOpeuHata ¢yHkuma, nosuimeHo HHMBO Ha CPK w
pabaoMHONNK3a.

BzaumopelicTBAS, KOHTO H3IHCKBAT KOpPEKIHS HA A032TA HA POZYBACTATEH (BXK. CbLINO
Tabauna 1)
Korato e HeobxonumMo na ce npurara po3yBacTaTHH €AHOBPEMEHHO ¢ APYrH IEKAPCTBEHH NMPOAYKTH,
32 KOMTO € H3BECTHO, Y€ NOBHUILABAT EKCIIO3UIIMATA HA pO3YBacTaTHH, TpAOBa Ja ce KOpHrdpa Ao3ara
Ha po3yBacTaTHH. 3ano4yea C€ ¢ [03a pPO3YBAcCTaTHH OT 5 mg BEAHBXK OHEBHO, aKO OYaKBAHOTO
nosuuiaBaHe Ha excnosuuuaTa (AUC) e npubansurenno 2 meTH wan nopeve. MakcumanHaTa aHeBHa
nosa TpabBa aa Obae KopurupaHa Taka, Y€ OvaKkBaHaTa €KCMO3ULIHA Ha po3yBacTaTuy:
mmmu
NeKapCTBEHU NPOAYKTH, Hanpumep 20 mg 103a po3yBacTaTHH ¢ remoubpo3un (no l,gé’
v 10 mg 103a po3yBRacTaTHH ¢ KOMOHHALIMA PUTOHABUp/aTazaHaBUp (MOBHUILIEHHE
Ako ce Habmoaasa nopHiiaBaHe HAa AUC Ha po3yBacTaTHH noj 2 MMbTH, HAHANTHA
ce HaMansBa, HO TpAOBa fa ce BHMMABA, AKO CE YBEIUYH J03aTa Ha PO3YBACTAaTHH




Ta6nuua 1: Edext Ha eAHOBpEeMEHHO NpWlaraHH JIEKapCTBEHH NPOLYKTH BbpXY excrnosuiumaTa (AUC;
B HH3XOAALL PEeI) Ha PpO3YBACTATHH OT My6JHKYBaHH KIHHHYHH NPOYUYBaHHs

Honnmanaﬂe or 2 ik noBeye HbTH HA AUC Ha posyBacTaTHH

' lozos pe’XHM HA B3aHMOZeHCTBAMOTO ~ 1030B pexHM Ha Tpomsna wa AUC Ha
| IEKAPCTBO . pO3yBACTATHH _posyBacTaTHH®
Codocbysnp/Bennaraceup/sokcunanpesup - 10 mg ennokpatna nosza | 7,4-kpatHo ]

(400 mg-100 mg-100 mg) + Bokcwianpesup

' (100 mg) BenHbXK AHEBHO 3a 15 KK | | .

. Luknocnopuu 75 mg no 200 mg, apa et 10 mg BeAHbX AHeBHO,  7,1-kpaTHo |
AHEBHO, 6 MeceLa 10 gam | |
Hapomyramun 600 mg, asa meTH AHEBHO, 5 5 mg, €AHOKpaTHa fo3a |, 5,2-KpaTHo 1

| HH '

" Ataszanaeup 300 mg/puronasup 100 mg 10 mg, eAHOKpaTHa A03a 3,1 -KpaTHO |
. BeIHDBXK JHEBHO, 8 JHH @ |

Peropadenunt 160 mg, BenHbxk AHEBHO, 14 5 mg enHokpatHa no3a - 3,8-kpatHo 1 |
 HH 4 | |
~ Bennaraceup 100 mg, BeiHBkK AHEBHO 10 mg, eaoxparsia nosa  2,7-kparo 1 J-

Om6uTaceup 25 mg / napuranpesup 150 mg/ 5 mg, enHokpaTHa 03a 2 6-xpaTHO |

~ putoHasHp 100 mg BeIHBXK THEBHO / 5 !
- nacaGysup 400 mg ABa MbTH JHEBHO, 14 AHK | .

- 'pazonpesup 200 mg/enﬁacnnp 50 mg - 10 mg, enHoKparHa ao3a . 2,3-kpaTtHo 1

* BE[JHbXK AHEBHO, 11 AHH |

[ nexanpesup 400 fng / nnﬁpeirracaup 5 mg BeaHBX AHeBHO, 7 2,2-KpaTHoO 1

- 120 mg, BeAHBXK AHEBHO, 7 AHH " AHH

- Jlomuuasup 400 mg / puronasup 100 mg, asa 20 mg BEAHDBXK AHEBHO, 7 2 ,1-kpatHoO 1
ITHTH AHEBHO, 17 AHM ' AHH f

- Knonnaorpen 300 mg naropapBaia nosa, ' 20 mg, eaHokpaTHa no3a  2-kpatHo T

nocnensaHa oT 75 mg 3a 24 yaca | |

.I Feucbnﬁpoélm, 600 mg, 1Ba ITHTH AHEBHO, 7 80 nig, elHOKpaTHa no3a | ,.Q-Kpafﬂo 1
' IHK

._' Iloprmasane 20 2 nbTH B AUC Ba pO3yBACTATHH

. l030B pesxAM HA B3IAHMOAEHCTBALIOTO . 0308 pexXuM HA TMIpomana ua AUC na

. JIEKAPCTBO ~ po3yBacTaTHH  PO3YBACTATHH *

- Enrpombonar, 75 mg, Be,ﬂl-l'b}l( AHEBHO, 5 THH 10 mg, €XHOKpaTHa J03a i 1,6-kpaTtHoO 1

' HapyHasup, 600 mg / puroHasup, 100 mg, 10 mg BCAHBXK AHCBHO, 7 l,S-Kpa'n-lo 1

i JiBa& ITbTH AHEBHO, 7 JHH " AHH |

| TunpaHaBHp, 500 mg / puroHaemp, 200 mg, ' 10 mg, enHoxpaTHa A03a | 1,4-kpatHo 1

 1Ba MbTH JIHEBHO, 11 onn | |
- [lpoHenapon, 400 mg, ABa MHTH AHCBHO . He e Hannuex . 1,4-kpatHo 1 i
IflTpamHason 200 mg BeAHBX AHEBHO, 5 IHH 10 mg, €AHOKPaTHa A03a ] **1,4-xkpatHo 1
Eaemunﬁ 10 mg, seaHbx AHEBHO, 14 AHH 10 mg, BeAHbXK NHEBHO,  **1 2-kpatHO 1

i " 14 uu
IMoanxapane na AUC Ha po3yBacTATHH

 /1030B peikHM Ha B3aAMOJeHCTBAMIOTO . /10308 peikHam Ha 'Tpomana sa AUC na
JeKapcTBo ~ pO3yBACTATHH PO3yBACTAT "
EpnrpoMuunn, 500 mg, yetHpu nbTH - 80 mg, eaHokpaTHa 2 '

| AHEBHO, 7 JIHH ' [03a |

- batikanun, 50 mg, Tp¥ mbTH AHeBHo, 14 anu ' 20 mg, enHOKpaTHA - 47%

po3a

H&HHH’FE, NOCOYCHH KaTO X-KpaTHa HPOMHHH, npeacrapnasart IIPOCTO Mo
€AHOBPEMCHHOTO NPHUNOXKCHHC K CAMOCTOATCNIHOTO MPHNOMKCHUE Ha pOB}’B&CT& _ ﬁ:

R S

10



IlanuuTe, NOCOYEHH KaTo %, MPEACTaBRISBAT MPOLEHTHATA Pa3IMKa CIIPAMO CaMOCTOSTETHOTO
NPUIOKEHHE Ha PO3yBACTATHH. r

YBe/THUEHHETO € npeacTaBeHo KaTo “1%, a HaMansBaHeTo KaTo “|”,

HsakoH npoyuBaHMA 3a B3aUMOAEHCTBHE ca MPOBEACHH C PadIHYHM JO3U pO3yBACTaTHH, KATO
TabnKLaTa NpeACcTaBs HaH-3HAYHMOTO CHOTHOLIEHHE,

T

- AUC = nnow noa KpHBaTa,

CnenHuTe NEeKapCTBEHH [POAYKTHW/KOMOMHALMK HE ca HMMaH KIMHHYHO 3HA4YWM €(eKT BbpXY
choTHomeHHeTo AUC Ha po3yBacTaTHH NMPH € AHOBPEMEHHO NPUNOKEHHE!

Anernwrazap 0,3 mg, npunoxenue: 7 nuu; denopubpar 67 mg, npunokeHue: 7 AHU, TPU IBTH
AHeBHO;, ¢uykoHason 200mg, npwioxeHde: 11 JHH, BeAHBXK [AHEBHO; (O3aMIMpPeHABUP
700 mg/puronaenp 100 mg, npunoxende: 8 1HKH, ABa MBTH JAHEBHO;, KerokoHazon 200 mg,
NpWIOXKEHUe: 7 NHHM, ABa NMbTH AHEBHO; pudamnud 450 mg, npunoxenune: 7 NHH, BEAHBXK AHEBHO;
cunuMapuH 140 mg, mpunoxeHHe: 5 AHH, TPH ITBTH AHEBHO.

IleauaTpuyHa NOIy.1a1Ma
[TpoyuBaHHA 3a B3aHMOACHCTBHE Ca NPOBEKAAHN CaMO NPH BH3PaCcTHH.

4.6 Pepranurer, bpeMeRROCT H KbpMeHe

PozeTHH ¢ npoTUBONOKa3zaH No BpeMe Ha OpeMEeHHOCT M kbpMeHe (BXK. T. 4.3). XKenn ¢ agerepoaeH
noreHuMan Tpaéea Ja npyuiarat NOAXOAAIIH KOHTPALIEITTHBHH MEPKH.

bpemMeHHOCT
Hama KIMHHYHH JaHHH 33 MPUICKEHHETO Ha €3eTUMHO no BpeMe Ha OpemeHHocT. IIpoyusanuara

NPH )KHBOTHH 38 MOHOTEPANHA ¢ €3¢THMHO He ca YCTAHOBWIM AAHHM 38 AMPEKTHH WM HEAHPEKTHH
BpeAHH eeKTH BBpPXY OpeMeHHOCTTa, eMOpPHOGDETANTHOTO Pa3sBHTHE, PAXKAAHETO WIM NOCTHATATHOTO
pa3BHTHE (BX. T. 5.3).

ThH KaTO XOJECTEPONLT U APYIrHTE NPOAYKTH OT OHOCHHTE3a Ha XOnecTepona ca 0coOEHO BaXXHM 3a
Pa3BHTHETO Ha ¢eTyca, NOTCHUHANHUAT pHCk oT HHXuOHUpane Ha HMG-CoA penyxrasara npesulnaBa
nonsara OT JIeYEHHETO MO BpeMe Ha OpemeHHOCT. IIpoyuBaHMaTra MpH S>KMBOTHH NPEAOCTABAT
OrpaHHY€HH AAHHHM 32 PENpPOAYKTHBHA TOKCHYHOCT (BX. T. 5.3). Ako nauMeHrKa 3zabpemeHee mno
BpeMe Ha ynotpeda Ha PozeTuH, nedeHuero Tpabpa He3abaBHO Ja ce NpeyCcTaHOBH.

Kbpmene
H3cneasaHuATa Npu ILTBXOBE ¢a YCTAHOBWIH, Y€ €3€THMHO ce oThensd B KbpMarta npH 6o3aiHHLMTE.

He e u3BecTHO Aany ¢3eTHMHO ce OTAENA B YOBELIKATa KbpMa.
PosypacTaTHH ce eKCKpeTHpa B KbpMaTa Ha IUTbXOBe. JIMNCBAaT RaHHM 3a eKCKpEeLMa Ha po3yBacTaTHH
B HYOBELUKA KbpmMa (BX. T. 4.3).

DepTUIHTET
Hsama Hanu4HM AaHHW OT KJIMHWYHHM NMPOY4BAHUA 3a& BIHUAHHETO Ha €3eTHMUO WIM pO3yBacTaTHH Ha

Q}ememrem NnpH Xopa. Ezerumud He noBiHABa (bepmme'ra Ha MDBXKH HWJIH JKCHCKH ITUTBXOBE, HO

PO3YBACTATHH B NO-BHCOKAK J03H NOKa3Ba TCCTHKYNAPHA TOKCHYHOCT IIPH M&ﬁM}'HH H KYYE€Ta (B}K. T.
5.3).

4.7 EdexTn Bbpxy cnocobaOCTTA 33 ModHpaHe H paboTa ¢ MAMHHY

He ca nposexxaaHH H3CIEOBAHHA 3a ONpEAcnsHe Ha edeKkTHTE BBPXY CNocOOHOCTTa 3a 1OodUpaHe
paGora ¢ MallMHH. BBIPEKH TOBA, MPH YNPABNECHHE HAa NMPEBO3HH CPEACTBA WK pa '

- . B -
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4.8 Hexelann AeKAPCTBEHH peaKnHH

O606111eH npodun Ha 6e3zonacHoOCT

HexxenaHute aeKapcTBEHH peakuuH, HabmomasaHM npH ynotpeba Ha eOHWH OT HHAMBUIYalHUTE
KOMIMOHEHTH (e3eTUMHO WK po3yBacTaTHH), MOrar jaa ObaaT npeAu3BUKaHu U npH PoseTuH.

B KIHHHYHHM NPOYYBABHA C NPOABLKHUTENHOCT A0 112 ceamuim, 10 mg anesHo e3eTUMHO € npunaraH
CaMOCTOSTEIHO NpH 2 396 nauMeHTa, cbhe cTaTHH npy 11 308 naumenTta unu ¢ deHopudbpar npu 185
nayueHTa.

Hexxenanute peakuuH OOHKHOBEHO ca OWIM Nekd M npexoauH. Yecrorara Ha HEXENaHHTE
JIEKAPCTBEHH peakuuM € Owna cxoAHa npH ezeTHMHO M nauebo. Colo Taka, YECTOTaTa Ha CIy4YauTe
Ha NpeKbCBaHe Ha JIeYeHUEeTO Nopajd MOABa HAa HEXKENaHO ChOMTHE € cpaBHHMa MEKAY €3eTHMMO H
rnauebo.

HexenaHuTe NeKapcTBeHH peakuuH, HaOmogasaHu npu ynotpeba Ha po3yBacTaTdH, Hai-o0wio, ca
neky ¥ npexoaHu. [Ipu kKoHTpONMpaHWTe KIHHHYHH NMPOYYBAHMA NMO-MAIKO OT 4% OT NALMEHTHTE,
JIEKYBAaHH C pO3yBaCTaTHH, Ca NPEKbCHAIK ICUSHHUETO NOPAaaH HEXKENaHH PEaKLHH.

Cnopen HanuyHuTe AaHHW 1 200 nauueHTa ca npueManu KOMOMHALMSA OT PO3YBACTATHH H €3€THUMMUO
NpH KJIWHWYHH npoyuBaHusa. Kakto e cpobmeHo B nybOnwkyeaHata jauTepaTypa, Hai-4ecTUTE
HeXXeNaHH peakuHy, CBLP3aHH ¢ KOMOMHHPAHO JIEYEHHE C pO3yBacTATHH-€3¢THMHO HAa MAUHEHTH C
XHMEPXOJECTEPONEMHA, Ca MOBHIUICHH HHBA HA 4epHOApPOOHHMTE TpaHCAMHHA3H, CTOMAaUIHO-YPEBHH
npoOsieMH H MycKynHa Oosnka.

ToBa ca H3BECTHH HEXENAHW peaKLMH HA aKTMBHHTe BeillecTBa. Bnnpeku Topa He Morar Aa 6baar
H3KJIIOYEHH (PapMakOAHHAMHYHH B3aHMOICHCTBHS MO OTHOLIEHHE HA HEXE/IAHMTE peakUHH MEXIY
pO3yBacTAaTHH K €3¢THMHO (BXK. TOuka 5.2).

TabnuueH cCOMCHK HA HEXENAHUTE peaklUH

YecroTaTa Ha HEXKENAHWTE peakUHH ce OMnpeaens Mo cleaHaTa KOHBeHUHMA: MHoro 4dectu (= 1/10);
yecTH (= 1/100 ao < 1/10); Heuectn (= 1/1 000 no < 1/100); peaxn (= 1/10 000 no < 1/1 000), MHoroO
peakH (< 1/10 000) u c HemzpecTHa uyecTOTa (OT HANMYHMTE JAHHH HE MOXKe Aa Obae HarpapeHa
OLIEHKA).

CHcTeMo opranen kaac/ YecToTa Hexenana peakuss
MedDRA
Hapymenns Ha KpbBTa U pelKH TpoMGoLHTONEHHA
nuMpHaTa CHCTEMA C HEU3BECTHA TpoMGOLIHTONEHHA’
4ecToTa
Hapymwenus Ha HMyHHaTa pENKH PEaKLUMH Ha CBPBXYYBCTBHTEIHOCT,
CHCTEMA BKJTIOUMTETHO AHTHOHEBPOTHYEH OTOK?
¢ HEHW3BECTHA CBPBbXMYBCTBHTENHOCT ( BKJTIOMHTENHO OOPHB,
4eCcTOTa YPTHKapHus, aHa(pPHIaKCHA Y AaHTHOHEBPOTHYEH
OTOK)’
HapymieHHs Ha €eHIOKPHHHATA | 4eCTH 3axapeH Auaber'
CHCTeMa
HapyuieHus Ha Metabonuama | HeueCTH HaMaJICH aneTHT
¥ XPaHEHETO
[IcHMXHYHM HAPYUICHHUA C HEHM3BECTHA aAenpecHa’’
4YeCTOTa
Hapyluenvs Ha HepBHaTa yecTu rnasobonne>*, samagHoct?
CHCTEMa HEYECTH napecre3us’ L
MHOTO PEIKH NOMMHEBponaTHs’, 3aryfa Ha AN e
C HeH3BeCTHa nepudepHa HEBPONATHSAS, i Ha TR Al
YeCTOTa (BKIHOYMTENHO 6€3CHHHE S |
3aMagHOCT’, APecTe3us’, ﬁé oH i3
HapymeHnus Ha ouure C HEHU3BECTHA OYHa MHACTECHHA \"'., A
L S T Y ST
YecToTa vy o o T
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CBO0BH HapyLICHKA HeuecTH rOpelliy BhJIHW®, XUNepTOHus’
PecnupaTopH#m, IpLIHY U HEUECTH Kanma’>
MEeAHACTUHATTHY HapYIlICHUA C HEU3BeCTHA KALUUTHLA®, AHCITHEN "
YecToTa
CTOMALIHO-YPEBHH YeCTH KOHCTHMNAaLMa?, raneHe?, Gonka B kopema®>
HapyLIeHus auapus’, gnaryneHuns’
HEYECTH AMCTIENCHs®, ractpoesodareanta pedaykcHa
Gonect’, rageHe’, cyxora B
ycrara®, ractpur?
| penkH MAaHKPEaTHT
C HEM3BECTHa | JMApHA’, NAHKPEaTHT , KOHCTHNALMs®
YecToTa
XenatoOWIHapHH HAPYILEHUS | PeIKH NOBHILEHH YePHOAPOGHH TpaHCAMHHA3H’
MHOTO PelIKH ACBIITEHULA®, XeNaTHT
¢ HEM3BECTHA XEMaTHT , XOJEeJIHTHa3a’, XONEUNCTHUT
uecTOTa
HapywieHBs Ha KOXaTa u HEUYeCTH npyputyc*4, obpus?, ypruxapus**

NOAKOXHATA ThKaH

C HCH3BCCTHA

cuHapoM Ha CTuBbHC-JKOHCHH?, epHUTeMa

yecToTa mMyaTadopMe’, NeKapcTBEHa PeaKilus C
CO3HHODWIKHA M CHCTEMHH CHMITTOMH
(DRESS)
Hapyiienus Ha MyCKyJIHO- YeCTH MHairus >4
CKeNIETHATa CHCTEMA H HEYECTH apTpanrus’, MyCKynHH cnasmi’, Gonku BB
CHEAWHHUTENHATA ThKaH Bpara’, 601kH B repba’, Myckynna
cnaboct?, Gonka B xpaktnuuure®
peaKu MHONATHA (BIUTIOUHTENHO MHO3BHT),
pabaoMHOAN3a%, TYIYC-TTOA00EH CHHIAPOM,
MYCKYJHa pyntypa
MHOTO peakH apTpanrus’
C HEU3BECTHA HMYHOMELHNPAHa HEKPOTH3IHpALLA
YecToTa MHOTIATHA, YBpEKAAHUA HA CYXOXKHIIHATA,

NOHAKOra YCJIOXKHEHH OT pynTypa’,
apTpanrus’,
MHaNTHR’,

MHonarus/pabaommuonnsa’ (ex. 1. 4.4)

Hapymenus Ha 6n6penure u
MUKOYHUTE MBTHLIA

MHOTI'O pCAKH

XeMaTypus’

Hapyuienus Ha
BBINPOH3BOAUTETHATA
CHCTEMA M I'bpAaTa

MHOTO peiKH

FHUHEKOMACTHA®

HUscneapanus yecTH nosuiaeaHe Ha AJIAT wunu ACAT?
HEYECTH nopuinapaHe Ha AJIAT wwiu ACAT,
NOBHUIABaHE Ha KpeaTHH-PochOKHHA3aTA B
kpbBTa (CPK)’,
NOBHILIABAHE HA raMa-
rayTamMuiITpaHcdepasara’,
AHOPMAIHH H3CNIEIBAHHS Ha YEPHD t}ﬁfﬁ?&\
byHKuns® L N
O61H HapyIleHus U ePEKTH | uecTH acTeHus’, ymopa’ J;*;;Tjg;,f R OGN
HA MACTOTO Ha MPIIOXKEHHE HEYeCTH Gonka B repauTe’, %nxa’((a@ifp_{ﬂf AL o
Vi Tl S
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C HeH3BeCTHa OTOK?, aCTEHUA’
4YeCcTOTa

' YecroTaTta 1IE 3aBHCH OT HAJMYHETO WIH JIMIICAaTa HA PHCKOBU (axTopu (rmoKo3a Ha MMagHo
> 5.6 mmol/l, HHaexc Ha TenecHaTa maca (BMI) > 30 kg/m?, noBuileHy TPUIITHUEPHIH, aHaMHe3a
3a XHIIEPTOHHA) - 32 PO3YBACTATHH.

2 [Ipo¢uabT Ha HEXENaHH pPEaKkiMH Ha poO3yBaCTaTMH € Bb3 OCHOBAa Ha JAaHHH OT KIHHHYHM
MpOy4YBaHHA M GOraTHa ONMT OT NEPUOAA C/IEA ITyCKaHe Ha nasapa.

3 MoHotepanHa ¢ e3eTuMub. Hexenanure peakuuu ca HabmonaBaHH MPH MALMEHTH, NEKYBaHH C
ezeTiMEO (N = 2 396) , kaTo YecToTaTa € Mo-BHCOKA B cpaBHeHHUe ¢ mianebo (N =1 159).

4 EnaHoBpeMeHHO npunaraHe Ha e3eTMMHO cbe craTHH. Hexxenanure peakuun ca HabnlogaBaHn npw
nalMeHTH, NMPH KOHTO e€3¢THMHO € npunaraH eaHoBpeMeHHO cbe ctatuH (N=11 308), karo
YeCcTOTAaTa € NMO-BUCOKA B CpaBHEHHE C NMPWIAraHETO Ha CTaTHH CaMOCTOSTENHO (N=9 361).

> JIOoNBbJIHWTEHH HeXeJlaHH peakilMH Ha e3eTHMHO, KOUTO ca choOllaBaHH ciefl MyckaHe Ha masapa
(OpH eAHOBPEMEHHO NMPHEMAHE ChC HIH 0€3 CTATHHH).

KaxTto u npu apyru unxuburopn Ha HMG-CoA penykrasara, 4eCTOTaTa HA HEXKETAHHTE JICKAPCTBEHH
pEaKMH 3aBUCH OT A03aTa.

Egexmu svpxy 6vbpeyume
[Ipu nauMeHTH, TEKYBaHHU C pO3YBACcCTATHUH, € OWia HabnoaaraHa NPOTEHHYPHA, KOITO € YCTAHOBEHA C

TeCT-TEHTHYKH H € NpeauMHO ¢ TyOynapeH npousxold. B onpeaeneHH MOMEHTH OT JIEYEHHETO, NPH <
1% ot naumeHTHTe, ekyBaHu ¢ 10 1 20 mg ca HabnoaaBaHM NPOMEHH B U3CNEABAHUATA 3a MPOTEHH
B YPHHATA OT OTPHLATENIEH Pe3yNTaT J0 ++ Wiy noeeue, HeaHauMTeHO OTIKIOHEHHE (OT OTPHLATENEH
peaynTaT Ao +) ¢ HabmonasaHo npu ao03a ot 20 mg. B noseveTo cnyuyad nMpoTEHHYpUATAa HAMAaABa
WIH OT3BYYaBa CMNOHTAHHO NPH NpoABKaBaHE Ha JeyeHHero. OT nperneaa Ha AAHHUTE OT
KNMHHYHUTE MNpPOY4YBAHHA M OMHTAa CJeld NMyCKaHe Ha nalapa 10 cera, He € YCTAHOBEHa [MPH4YMHHA
Bpb3Ka MEXKIY NMPOTEHHYPHUATA H OCTPO KU NporpecMBHO 6n6peuno 3abonasane.

[Ipy nauxeHTH, NEKYBaHU ¢ PO3YBAaCTATHH, € HAOMORABAHA XEMATYPHA, HO JAHHHUTE OT KIHHHYHHTE
NpOy4YBaHUA NOKA3BAT, Y€ YECTOTATA i € HHCKA.

Edhexmu evpxy cxeremuama Myckyaamypa

EdekTH BBpXYy CKEeTHATa MyCKYNaTypa, Hanp. MHAIMHUA, MHONATHA (BKIIOYHTENHO MHO3UT) K PAAKO
pabmomuonmusa ¢ unu 6e3 ocrpa 6BvOpeyHa HeAOCTaTBLYHOCT ca ChOOLIABAaHUM IPH JIEKYBaHU C
PO3YBAaCTATHH NAUMEHTH NMPH BCHUYKH A03H U 0cOOEHO NpH A03H > 20 mg.

Cebp3aHO ¢ J03aTa MOBHIABAHE Ha HUBATa Ha KpeaTHHKHHa3a (CK) e HabmonaBaHo npH MalHEHTH,
NpHeMaIlM pO3YyBaCTATHH, KAaTO FOfsMa 4acT OT ciaydauTte ca OMNM JiekH, aCHMITTOMATHYHH M
npexosHd. Ako HHBaTa Ha CK ca ysennuenu (>5xI'TH), neuennero Tpabpa na ce npeycraHoBH (BX. T.
4.4).

Egexmu evpxy ueprus opobd

Kakto u npu apyru uexuburopn Ha HMG-CoA peaykraszara, ¢Bbp3aHO ¢ A03aTa NMOBHINABAHE Ha
TpaHcaMHHa3uTe € HAOMOAaBaHO NMPH MaTLK Opoii MaLHeHTH, MpHeMallH pO3YBACTAaTHH, KATO roisMa
YacT OT CIy4YaHTe ¢a OHNM NIEKH, ACUMITTOMATHYHH H NPEXOAHH.

CnenHHre HexXeNaBu peakuud ca Owin crofluaBaHH NPH HAKOH CTATHHH:
— CexcyanHa JHCPYHKLHS.
— H3onupaHu ciay4an Ha uHTEepcTHUManHa OenoapodHa OosecT, 0CcoOEHO MPH MPOABIDKHUTENHO
neyenue (BK. T. 4.4).

Jlabopamopnu nokazamenu

MOBHINCHUA B cepyMHHTe TpaHcaMuHasd (AJIAT wwnn ACAT > 3x I'TH, noc
cxongHa wMexay e3etuMud (0,5%) u nnauebo (0,3%). Ilpu npoy4upaHus
npunoXeHue, yecrorara e 6una 1,3% npu nauveHTH, IEKYBaHH €IHOBPEMEHHO J\
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na ca OMAKM CBBLP3aHH ¢ XONECTa3a, KaTo ¢a ¢€ BbPHANH KbM M3XOAHHTE HHBA Cllie] NpeKbCBaHe Ha
JIeYEHHETO WIH NPH NPOTBIKABAHE Ha JIeYEeHHETO (BX. T. 4.4).

B xnHHHYHHM npoyusaHua ¢ choOiiapaHa kpeatHHgocdokuuasza (CPK) >10X I'TH npu 4 or | 674
(0,2%) nanyeHTH, JeKyBaHH camMo ¢ e3eTUMHb, cnpamo 1 ot 786 (0,1%) naumeHTH, npHemallu
nnauebo, u npu 1 or 917 (0,1 %) naumeHTn, 1€KyBaHH €AHOBPEMEHHO C €3¢TUMHO H CTaTUH crpaMo 4
or 929 (0,4%) nauuexdta, npuemaild caMo cTaTHH. He € umano ysenWyaBaHe Ha CIIYYaHTe Ha
MHOMATHA WK pabaoMHuoan3a, CBBP3aHM C €3eTMMHO, B CpaBHEHHE CbC CHOTBETHATA KOHTPOJIHA
rpyna (rauebo Wi caMo cTaTH) (Bx. T. 4.4).

[leanaTpuuHa nonynanus
Be3onacHocTTa M epMKacHOCTTA Ha €3eTUMHO+PO3yBaCTATHH NpH AelAa Ha BB3pacT noj 18 roauHu sce

Ollle He € ycTaHOBeHa (BxK. T. 5.1).

Poszysacmamun:

[losmmmasaHe Ha KpeaTHHkHHazaTa >10X ITH W MyCKyaHHM CHMITTOMHM Cih€l YOPaXKHEHHA WIH
MOBHILEeHa (PU3MUECKA aKTMBHOCT ¢a HabnoaapaHH Mo-4ecTo B S2-CeAMHYHO KIHHKYHO NIPOYUYBAHE HA
Jella W IOHOWIM B CpaBHEHMe C BBb3pacTHH. OT gOpyra crpaHa npodwist Ha Oe3onacHOCT Ha
pO3YBacCTAaTHH NPH JeLia H IOHOLN € CXOJEH C TO3H MNPH BH3PaCTHH.

Ezemumub:

[Ipu npoyusaHe, BxmoO4YBamO OHOWH (6 0 10-roaMiHa BB3PACT), NAUUMEHTH C XETEPO3HMIOTHA
¢aMHnHa WK HeQaMHIHa xunepxosecreponaemus (n = 138), nosumenne Ha AJIAT w/unu ACAT (> 3
x ITH, nocaenoparenHo) e HabmiopasaHo npu 1,1% (1 maumeHT) OT nNAaUMEeHTHTEe, NMpHeMAalUM
e3eTHMHO, B cpasHenue ¢ 0% B nnauebo rpynara. Hama ysenuuenne Ha CPK (> 10X I'TH). He ca
choOLaBaHM CTYYanR Ha MHOTIATHAL.

[Ipu otaenHo npoyusaHe, BKMoO4uBawo oHomK (10 po 17-rogvmHa BB3PACT) ¢ XETEPO3UrOTHA
¢damunHa xunepxoiecreponemus (n = 248), nosumenue Ha AJIAT wunu ACAT (> 3 x ITH,
nocaeaoBarentHo) € Habmopaano npd 3% (4 naudeHTH) OT NAUMEHTHTE, NpHEMally
¢3eTMMHO/cMMBaAcTaTHH, B cpaBHeHMe ¢ 2% (2 manMeHTa) OT rpynara Ha MOHOTEPAnHsi CbC
CHMBACTATHH; Te3H JaHHH ca 6nnH croTBeTHO 2% (2 manwenTa) U 0% 3a nosumasaHe Ha CPK (> 10X
['TH). He ca crobLuaBanu cTyyad HAa MHONATHA.

Te3n u3NUTBAHMA HE ca OWIM NPEAHA3HAYECHH 3a CPABHEHME HA PEAKUTE HEXKENAHH JICKAPCTBEHH
peaKkLHH.

CrobLiapaHe Ha MOJ03HPAHH HEXKENAHH PeaKilUH
CroOiaBaHeTo Ha MOAO3HMPAHH HEXETaHH PEeaKLMH Ciejl paspelnasaHe 3a yrorpeba Ha nekapcTBeHHA

NPOAYKT € BakHO. ToBa MO3BOJIABA Aa NMPOABIDKH HabMIOJeHHeTO Ha CHOTHOLWEHHETO NON3a/PUCK 3a
nekapcTBeHus MNpoaykT. OT MEAHUMHCKHTE CHELMAMCTH C€ M3HMCKBA JAa cbhOOWABAT BCAKA
MOAO3MPAHA HEXKENTaHa peakuus Yypes U3nwnaruTenta areHuus no nekaperaara, yi. ,Jaman I'pyes™ Ne
8, 1303 Codus, ten.: 02 8903417, yebeaiit: www.bda.bg.

4.9 IIpenozspane
B ciayuyail Ha mpeao3upane, TpabOBa Aa ce NpUIOKH CUMIITOMATHYHO M MOAABPAKAHIO JIEUSHHE,

Ezetumud

B KIMHHYHU NpOYUBAHHA BPUIOKEHHETO Ha €3eTUMHD 50 mg/aHeBHO npu 15 3apaBu aobpoeonuy B
npoab/keHe Ha 14 aun wiv 40 mg/aHeBHO nNpH 18 NALMEHTH ¢ ITBPBHYHA XHNEPXOJECTEPONEMHA B
npoab/DkeHHE Ha 56 aHW ¢ Omno nobpe noHocumo. TIpH kuBOTHM He ¢ HabmMOAaBAHA TOKCHMHOCT
ciel NMpUiaraHe Ha €RAHOKpaTHa nepopanua ao3a ot 5 000 mg/kg ezerumu® npu nIEX0BE U MHULUKH H

e T
3 000 mg/kg npu Kyuera. T R
HoknagsaHu ca CaMO HAKOJIKO CIY4YaH Ha NpeAo3HpaHe ¢ €3¢TUMHO; noBeueTo He C}@H*@Eﬁm\‘\
HexenaHu cuouTHA. CrobluasaHHuTe HeXXeNlaHU peakUMH He ca OWIH CEpHO3HH. /// X, "';3,;:,?._5“:3._: TRIEON
a{ ,.: 1 . '-'.fA‘,_ v ‘_h 1
\\ ;.:!:‘::1 ".‘ 4 - o ;'.! ;
\ ?‘h\ ¥ 5
\;.\'. {_-t";r -‘:.\ )
A

Fa
S
w

¥

o - P . '“H
L
i "M\“" "
L 4 ot -
N _,..;,/
15 I"hn..:""--hh-.—-'"'l"': -



Po3vBacTaTHH

Hama nyGnaukyBaHHW JuTepaTYpHH A4HHH 3a Npeao3upaHe ¢ posyeacTaTHH. Hama cneunduuno
JeyeHMe B CJy4ail Ha mpeao3upaHe ¢ posyBacTaTHH. YepnoapoOHata ¢yHkums 4 HuBara Ha CK
Tpa6sa Aa ce npocaensgsar. Manko BeposTHO € XeMOAHanH3aTa Aa 6bae oT nosnsa.

5, GAPMAKOJOIHYHHU CBONCTBA

5.1 PapMakoIEHAMHYHHE CBOHCTBA

dapmakorepaneBTiuHa rpyna: Jlunupomoaudpuimpainn cpeactsa, KomOHHauMa oT apyrH
AHMAZOMOAHGHLMpALLM CPEACTBRA;
ATC code: C10BAQ6.

MexaHnyu3bM Ha JeHCTBHE
ILnasMeHHAT XONeCTEpON ce MOTyyaBa OT YpeBHa abcopbums U enporeHed cunres. PoleTuH cbabpika

e3eTHMHO M PO3YBACTATHH, JBE JIMIIHIAO-NOHHXKABALM CHEAHHEHMA C JOMBABAIINM MEXaHU3IMH HA
neiicteie. Poszernn namansea nosumieHusa obuy xonecrepon (06w C), LDL-C, anonunonporenn B
(Apo B), tpurnuuepuay (TG) u ve-HDL-C » ypennuapa aUmonpoTeHHuTe ¢ BUcoka mrstHOCT (HDL-
C) upe3 aBoiHO HHXHOHpaHe Ha YCBOABAHETO H CHHTE3a Ha XOJIECTEPOI.

Ezemumub

EseTuMu6 npHHAANEKH KbM HOB KJac CBHC/AHHEHHS, HaMAIABAIUH JIMIKAWTE, KOHTO CEJIEKTHBHO
MHXHOUpAT HHTECTHHANHATA abcopOLMs Ha XonecTeposa U OJIN3KH CTEPONH OT PACTUTENEH MPOU3XO.
E3zetumMub € nepopalHO aKTHBEH W MMa MeXaHM3bM HA JACHCTBHME, KOHTO C€ pa3iyasa OT TO3H Ha
APYIUTE KNAcOBe XOJMECTEPO-NIOHMKABALLH CheAHHEHHS (HAIp. CTATHRH, CEKBECTPAHTH Ha AUTHYHHWTE
KHCEMHHH [CMONH], mpoH3BoaHH Ha (uOpHHOBATA KHCEJIHHA U PACTHTENIHH CTAHOMM). MosiekynHata
uen Ha e3eTuMub e crepon TpaHcnoprepa, Niemann-Pick Cl-Like 1 (NPCIL1), xoiito oTrosaps 3a
06pATHOTO NMOEMAaHE B ThHKUTE YEpPBa Ha XONecTepon H GUTOCTEPOIH.

Pozyeacmamun

PosyBactaTHH € CenekTUBEH M KOHKypeHTeH HHXHOWMTOp Ha HMG-CoA peaykraszara, CKOpOCTHO
OrpaHH4aBalll €H3HM, KOHTO MpeBpbila 3-XHAPOKCH-3-METHANTYTApU/l KOEH3UM A [0 MEBAIOHAT,
NpeKypcop Ha xonectepona. [TbpBHYHOTO MACTO Ha ASHCTBHE HA PO3YBACTATHH € YepHUA ApoDb, koiTo
€ TApreTeH OpraH 3a MOHKWKAaBaHe Ha X0JecTepona.

PosysacTaTiH nosuiuasa 6pos Ha dYepHoapoOHUTE LDL-peuenTopu BbpXy KIE€ThYHATA NOBBPXHOCT,
KATO 3acK/IBa 3axBallaHeTo U katabonnima Ha LDL u norncka uepHoapodbuua cuHTes Ha VLDL, kato
no TO3K HauMH Hamansaea obwwua 6port Ha VLDL u LDL vacthun.

PapMakoIHHAMUYHY eeKTH

Ezemumub
Esetimub ce nokanuzvpa Ha MOBBPXHOCTTA Ha PECHHYKUTE HA TBHHKMTE 4epBa M HHXUOHMpa
abcopOuyaTa Ha XONECTEpoJl, KATO MO TO3H HAYHH HAMaNgBa TPAHCMIOPTHPAHETO Ha XONECTEPON OT
TBHKHTE 4YepBa KbM YEpHHA Apob; CTATHHHTE MOHWXABAT CHHTE3a HA XONECTEPON B HEpHUA Apod u
3a€/IHO TE€3H Pa3ivvMHH MEXaHM3MH OCHIYpABaT ACMBIHMUTENHO NOHWXKAaBaHE Ha Xxonectrepona. B 2-
CEeAMMYHO KJIHHHYHO NpoyuBaHe Ha 18 nauMeHTa ¢ XHIEPXONECTEPONeMHs, e3eTUMHO ¢ HHXubHupan
HHTeCTHHaIHaTa abcopbuna Ha xonectepon 10 54% B cpasHexue ¢ anebo.

[lpoBeneHa € nmopeauua OT NPEAKNMHHYHWA NPOYYBAHHA 38 OMPEIENSAHE HA CENEKTHBHOCTTa Ha
e3eTUMHO 3a MHXxHOHpaHe Ha abcopOuusaTa Ha Xonectepon. Eszetnmu®b muxubupa abcopdumsra Ha
['*C]-xonecTepon 6Ge3 aa noenusBa abcopOuMATa HAa TPHIIMLEPUIAMTE, MACTHHUTE KHCEIMHH,
MITBYHHTE KHCEJIMHH, TPOTeCTEPOH, €TUHWN €CTPAANOJ WIH MACTHO Pa3TBOPHMMTE BHTIMEHH

BapHpAT MpaBONpONOpPLHOHANHO OT HHBaTa Ha obuma-C u LDL-C u obpatHo
Hupata Ha HDL-C. NS
[TpUAOKEHHETO HA €3eTHMHO ChC CTATHH € e(PEKTHBHO 34 HAMANIABAHE HA PUCKa OrE pnétmﬂ-quﬂ 2
cbOMTHA NpH NALHEHTH C HCXEMHYHa OONECT Ha CHPLETO M aHaMHe3a 3a CLOUTH "”E%HW@; CoeTRp. |
kopoHapes cHHapoM (ACS). \ ‘\""’:rf;'-':"m. CEE
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Pozyeacmamun

PosypacraTuH Hamansea nosuumeHus LDI-xonecrepon, ofmus Xxonecrepon, TPUIIMLEPUAMTE H
nopuiiaBa HDL-xonecrepona. To#l cemo noHmwkasa ApoB, ne-HDL-C, VLDL-C, VLDL-TG =#
nopuiiaBa Apo A-l (Bxk. Tabnuua 2). Po3yBacTaTUH MOHWXKAaBa CBHIIO M ChOTHOLIeHMATa Ha LDL-
C/HDL-C, obmns C/HDL-C, ne-HDL-C/HDL-C u ApoB/ApoA-1.

Tabnauua 2: OTroBop KbM 103aTa NPH NALHCHTH ¢ MMbPBUUYHA XHNepXxonecTteponeMHs (Tvn lla u IIb)
(xopMrupaHa cpeliHa NpOLEHTHA MPOMAHA CIIPAMO M3XO/IHATA CTOHHOCT)

Ho3a N LDL-C O6m-C HDL-C Tpu- He-HDL-C ApoB  ApoA-I

ranme-

pHAH
[Mnanebo 13 -7 -5 3 -3 -7 -3 0
5 17 -45 -33 13 -35 -44 -38 4
10 17 =52 -36 14 -10 -48 -42 4
20 17  -55 -40 8 -23 -51 -46 5
40 18  -63 -46 10 -28 -60 -54 0

TepanepTu4eH eekt ce HabmonmaBa no | ceamuua cnen 3anousaHe Ha neueHHero u 90% or
MaKCHMAJIHHS OTIOBOP €€ AOCTHra A0 2 ceAMHLH. MaKCHMATHHAT OTroBOp OOMKHOBEHO CE€ AOCTHTa
4O 4 ceAMHULIH H C€ MOZIbPKa CJICH TOBA.

KnuHH4YHa ePHKACHOCT M 6€30NacHOCT

Ezemumub

B KAMHHYHY NPOYYBAHHMA ¢ KOHTPOJIHH IPYNHM, €3eTHMHO, KaTO MOHOTEPAITHA WIH €AHOBPEMEHHO CHC
CTAaTHH 3HauuTeNHo Hamanaea obwna C, LDL-C, Apo B u TG u nosumiasa HDL-C npy nauuenTH ¢
XHINEPXOJECTEPOJIEMHA.

[TepBHUHA XHNEPXOIECTEPONEMHA

B eano aBoiiHo-ciAno, mauebo-KOHTPONHpPaRO, 8-ceaMMUHO npoyuBaHe, 769 MaUMEHTH ¢
XHIEPXONECTEPOAEMHUS, KOUTO Beue MOMyvaBaT MOHOTEpAIHA ChC CTATHHHU, H KOWTO HE ca OWiIH Ha
ueseBoTo HMBO Ha HaumoHannata OQbpasosatenHa [1porpama cpewy Xonecrepona (NCEP) 3a LDL-C
(2.6 - 4.1 mmol/l [100-160 mg/dl], B 3aBUCHMOCT OT H3XOHMTE XapaKTePUCTHKH) Ca paHAOMM3HpaHU
Ia nomy4asar €3eTUMHO 10 mg unu riauebo B JOMBIHEHHE KbM TEKylllaTa UM TEparis CbC CTATHHM.
Cpen NeKyBaHHTE CBC CTATHMHH NMAUMEHTH, KOUTO He ca OWnu Ha uenesata crodHoCcT Ha LDL-C Ha
H3X0AHO HHBO (~ 82%), 3HAYHUTENHO MOBEYE NMALHEHTH, NMPHEMALUH paHAOMH3HpPaHO €3eTHUMHO, ca
NOCTHIHANIK ¢BofATa uenena croiiHoct Ha LDL-C B kpaliHaTa Touka Ha NpOYYBAHETO B CPaBHEHHUE C
nalueHTHTe, PAaHAOMH3HPaHK Ha mnauebo, cvoTBeTHO 72% 1 19%. CroTBeTHUTE HaManeHus Ha LDL-
C ce paanuuaBat chleCTBEHO (CboTBETHO 25% M 4% 33 e3eTHMHO cripamo ruiauecbo). B mombiHeHue,
e3eTHMHO, noOaBeH KbM NMPOAWIKABALLATA TEpanHA ChC CTATHHH, 3HAYMTENHO HaMmansea obwua C,
Apo B, TG u nosumasa HDL-C B cpaBHenue ¢ mnauebo. EzerumMu® unn nnauedo, nobaseHn kom
TepanuATa ChC CTATHMHHM, HaManasar cpeaHo C-peakTHBHHA NpPOTeHH CBOTBETHO ¢ 10% mnu 0%
CIIPAMO HM3XOZHOTO HHMBO,

B 2, apoitHo-cneny, paHAOMH3NPaHH, iauebo-KoHTpoaupany, 12-ceAMHUHH npoy4Banus npu 1719
NauMeHTH ¢ NbPBUYHA XHNepxojecreponeMus, €3eTHMHO 10 mg 3HauMTeNnHO NoHMxkapa obwma C
(13%), LDL-C (19%), Apo B (14%) , u TG (8%) u nosrmasa HDL-C (3%) B cpaBHeHue ¢ nnauebo.
B ponwiaHeHne, e3eTHMHO HAMA edekT BBPXY IUIa3MEHHTE KOHUEHTpaUMH Ha MacTHOPasTBOPHMHTE
ButaMmHHH A, D u E, HaMma edexTt BBpXYy NpoTpOMOHHOBOTO BpeMe H, NOAoOHO Ha ApyrH

XOPMOH.

Posysacmamun

PozyBactaTHH € e(eKTHBEH MpPH BbL3PaCTHH JIMHA C XHOCPXONECTEPO
XHMEPTPUIITULEPHICMHSA, HE3ABUCHMO OT Paca, Nojl WIK BB3PACT H NpH CneL
AuabeTHIM WIH NaLUHEHTH ¢ GaMHIHa AHAMHE3a 34 XHNEPXONeCTePOICMHUS.
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O6o6imennTe gaHHM 3a (asza [Il nokassar, ye po3yBacTaTHH € €(PEKTHBEH NPH JIEYSHHUETO Ha I1O-
rojsMaTa 4YacT OT MalHeHTHTe ¢ XHnepxonecteponemus ot THN lla n I1b (cpeaen m3xoaen LDL-C
okono 4,8 mmol/l) o npu3HATHTE LENEBH CTORHOCTH, CHAbPXKALIH ce B HACOKHTE Ha EBponeickoro
ApyxecTBo no arepocknepoza (EAS; 1998); okono 80% or nauMexrHTe, nexyeaHd ¢ 10 mg, ca
NOCTHTHANU LeneBHTe cToHOCTH Ha EAS 3a HuBata Ha LDL-C (<3 mmol / 1).

B ronsMo npoyuBaHe, 435 NauMeHTH C XETEpO3MIroTHa (PaMKJIHA XHIEPXONECTEPONEMHA ca NOMYUHITH
posysactaThH 20 — 80 mg npu ¢opcuparo THTpyBaHe. BcHukn 103n noxassat OnaronpHaTeH eQexr
BBEPXY NHMHAHUTE NAPAMETPH U JIEYEHUETO 33 MOCTHTaHE Ha LeneBUTE CTOMHOCTH. Cnen THIpyBaHe
no AHeBHa no3a ot 40 mg (12 ceamuunm neueHue), LDL-C e Hamanen ¢ 53%. 33% or naunenTHre ca
AOCTHTHAMH LiefieBHTE CTOMHOCTH Ha EAS 3a HuBata Ha LDL-C (<3 mmol / 1).

[Iipy orkpuTo npoyusaHe ¢ ¢opcHpaHO THTpyBaHe, 42 TMAalUMEHTH C XOMO3WIOTHA (aMHiIHa
XunepxojectepoiieMyus 6sxa OLIEHEHH MO TAXHATA PEaKLUMi KbM MEIMKAMEHTO3HO JIEYEHHE C
pasysactaTHH 20 - 40 mg. B obuara nonynanus cpeaHoro HaManenue Ha LDL-C e 22%.

Kom6unailus oT €3¢TUMHO H po3yBacTaATHH

B 6-cenMH4HO, PaHIOMH3HPAHO, ABOHHO CHANO, MapanelHO IPYNoOBO, KJIMHHYHO TNPOYYBaHE €
OLIEReHa 0e30MacHOCTTa H epuKacHOCTTa Ha nobapaHe Ha e3eTHMHO (10 mg) keMm cTabunHa Tepanns ¢
PO3YBACTATHH CNPAMO THTPHPAaHEe 3a NOBHIlABaHE Ha J03aTa po3yBacTaTHH oT 5 1o 10 mg wik ot 10
a0 20 mg (n=440). ObobweHHTe OaHHM MOKA3BaT, 4e A00aBAHETO Ha €3eTHMHO KbM crabwieH
po3yeacTaTHH 5 mg win 10 mg noHwxkasa LDL xonecrepona ¢ 21%. ObparHo, yasoeHa no3a
posypactaTiH oT 10 mg a0 20 mg noHwxkasa LDL xonecrepona ¢ 5,7% (15,2% paznuka mMexay
rpynute, p <0,001). OraenHo, ezeTumMud wmoc 5 mg posysacraTuH noHwkasa LDL xonectepona
noseue, oTKONkoTo 10 mg posysactratHh (12,3% paznuka, p <0,001), a2 ezerumu® nmoc 10 mg
po3yBacTaTHH fnoHwxaBa LDL xonecrepona noseve, ortkoaxoro 20 mg posysacratHH (17,5%
pasnuka, p <0,001).

B enHO paHaOMM3UpaHO, OTBOPEHO, |2-ceAMHYHO MpOyUBaHe Ca H3CAEeABAHA HUBATA HA MOHKWKABaHE
Ha LDL B1B Bcska nekyBaHa rpyna (eserumub+posysactatid 10 mg / 10 mg, 10 mg / 20 mg, 10 mg /
40 mg, 10 mg / 80 mg). TloHwkaBaHeTO OT M3XOJHOTO HHBO C KOMOMHAUMA Ha HHCKa J03a
pO3yBacTaTHH € Ouno 59,7%, 3HaUMTENHO MO-TONAMO B CpaBHEHHe ¢ XOMOWHaLMs Ha HMcCKa J03a
CHMBAcCTaTHH, 55,2% (p<0,05). JleueHnero ¢ koMOMHAUMA HAa BUCOKA 1033 PO3YBACTATHH € MOHWXIIO
LDL xonecrepona ¢ 63,5% B cpaBHeHHe ¢ noHWKeHHE OT 37,4% npn komOHHaLMA HA BHCOKA 1034
cuMBacTatuH (p<0,001).

IleanaTpyuna nonyaalus
EsponejickaTta areHuMs no JjexapcrBara ocsoboxknaBa OT 3a]b/LKEHHETO 33 MNpEAocTaBiHE Ha

pe3yaTaTHTe OT MpOYUYBAHHATA ¢ PO3€THH BbB BCHYKH MOArPYNH HA AEAWATPHYHATE NMOMyJAlMS NPH
NeYeHHe Ha NOBHLLIEH XoyecTepon (BXK. T. 4.2 3a HH(pOpMaLMA OTHOCHO yrioTpeba B nNeAHATPHATA).

5.2 PapMaKOKHHETHYHH CBOHCTBa

Hama cbuiecTBeHO (PapMAKOKHHETHYHO B3aUMOAECHCTBME MeXIy 2-Ta KOMIMOHEHTAa Ha TO3H
NlexapCcTBEH Npenapar ¢ PUKCHpaHa 103a.

Cpennute cToitHOCTH Ha AUC H Cnax 38 OOLIHA €3€TUMHO M pa3syBacTaTHH HE Ce palivyaBaT MexIy
rpyNUTE 3a MOHOTEpANNA H €AHOBPEMEHHOTO MPHIOKEHHe Ha po3yBacTaTHH 10 mg u ezerumud 10
mg.

Abco

Ezemumub

Cnen nepopaneH npueM e3eTHMHG ce abcopbupa OLpP30 M EKCTEH3HMBHO Ce€ KOHIOrHpa RO
(apMaKOJIOrH4HO aKTHBHMA ()eHONEH MNMIOKYPOHHA (€3eTUMHO-IIOKYPOHI). CpeaHuTe MAKCHMaNHK
r1a3MeHH KOHLEHTPaUHH (Cmax) C€ JOCTHIAT B PaMKHTE Ha 1 10 2 yaca 3a €3¢ TUMHUO-LAOK
A0 12 gaca 3a e3eTHMHG. AGCOMIOTHATA GHOHANKYHOCT Ha €3eTHMUG He Moxe na, fhie oYL
TbH XATO CbEeAMHEHHETO € Ha MNpakKTHKa HEepasTBOPHMO BBB BOAHA CpeE 4, pom,mqn;a\ 3&
HH)KEKTHpAaHe. 153 f o N 'ﬁ-‘;
EnnospemMenHo npueMane Ha xpaHa (€ BUCOKO CbAbP)KaHHE Ha Ma3HHHH WIH: Geswaauuﬂu,) mh
edeKT BLPXY nepopanHaTta SHOHANHUHOCT Ha e3eTHMUO NpH npwiaraHe noja cpop{ua;;a Ha, Taﬁnmu G'n- |

10 mg. Ezerumub Moxe aa ce npuema ¢ wiu 6e3 xpaua. R T
NG ?W
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Pozyeacmamun
MakCHMATHHTE KOHUEHTPALlMM Ha PO3YBAaCTATHH B IUla3MaTa ¢€ IOCTHratT npuOIHM3MTENHO 5 yaca

criell epopaiHO NpHIoKeHHE. AGcomoTHaTa OHOHATHYHOCT € mpubansurenHo 20%.

PasnpeneneHue
Ezemumub

EzetuMHO M €3eTHMHO-rIIOKypOHHR ce CBBP3BAT CHOTBETHO ¢ 99,7% u 88 no 92% ¢ uoselkure
IJ1a3MEHH NMPOTEHHH.

Pozyeacmamun
Po3yBacTaTHH ce NOEMa €KCTEH3WBHO OT YepHHA Apo0, KOWTO € OCHOBHOTO MACTO 3@ CHHTE3HpaHE Ha

xonecrepona H LDL-C knupbsHca. O0eMbT Ha pasnpeneicHHe Ha po3yBacTaTHH € npubnusurenno 134
L. PosyBacTaTiH ce cBbp3Ba npubanzurento 90% ¢ ra3zMeHUTE NPOTEHHH, NMPEAUMHO ¢ anbyMHH.

buorpaHchopmanus
Ezemumubd

Ezerumu6b ce MeraGonnsupa NpeaAMMHO B THHKMTE 4YepBa M 4YepHHA Apo0 upe3 IIOKYypOHHAHA
komroraus (aza 1l peakuus) ¢ nocneapalia eKCKpeuHs dpes »rbukata. MHHHMaNeH OoKCHAaTHBEH
merabonnasM (¢asza [ peakums) e¢ uabmonaBaH MpH BCHYKH H3CHENABaHH OMOJIOTHYHH BHIOBE.
EzeTHMH0 W €3eTHMHO-rMOKYpOHMA Ca OCHOBHHMTE YCTAHOBCHH B IU1a3MaTa MNpPOH3BOAHM Ha
NIeKapCTBOTO, KOHTO ChCTaBAT ChoTReTHO npubamiaurenHo 10 no 20% u 80 mo 90% ot obmoro
KOJIHYECTBO HA JIEKAPCTBEHMA MPOAYKT B IU1azMara. KakTo e3eTuMHD, Taka H €3eTHMHO-TIOKYPOHUA
ce eNMMMHHHMpAT OaBHO OT IJia3MaTa ¢ JOKa3aTejicTBa 3@ 3HAYHTENleH €HTEpOXEnaTajieH KpbroBpar.
[Tony»XHBOTBT Ha €3€THMHO U €3eTUMUO-NTIOKYPOHHA € NpUbnu3uTenHo 22 yaca.

Pozyeacmamun

MeTabonH3MBT Ha po3yBacTaTHH € orpaHuueH (npubnuswrenHo 10%). In vitro npoyyraHus Ha
MeTabonH3Ma ¢ H3NOI3BAHE HAa MOBELIKKH XEeNaTOLMTH MOKa3Bart, ¥e€ po3yBacTaTHH € ciab cybcrpar 3a
uutoxpoM P450-006ycnopenus metabonuabM. CYP2C9 e OCHOBHMAT H30€H3UM, KOWTO Y4acTBa, a
2C19, 3A4 u 2D6 yyacTBar B no-Manka creneH. OCHOBHYTE WACHTHOHLUMpaHH MeTabonuTu ca N-
NECMETHI- H TAaKTOHOBH MeTabonHTH. N-aecMeTunosus metabonur ¢ npubnusurenHo 50% no-Manko
aKTHBEH B CPABHEHHE C PO3YBACTATHH, JOKATO JIAKTOHHATa GopMa C€ CUMTA 33 KIMHUYHO HEAKTHBHA.
PosyBactatud onpeaens noeeue oT 90% OT aKTHBHOCTTA Ha LUHMpKynupaus uaxuburop Ha HMG-
CoA penykrasaTa.

EnyMHHHpaHe
Ezremumud

Cnen nepopanso ripuaoxenne Ha [*Cl-ezetumu6 (20 mg) Ha Xopa, OGLIMAT e3eTHMHO e OTUeTEH, Ye €
npubnuzutenHo 93% or obwara pansoakTHBHOCT B rutasMara. [lTpubnwsurenno 78% u 11% or
NpUIOKEHATa PAAHOAKTUBHOCT € OM1a OTKPHTa CHOTBETHO BLB (eKalTHHTe H ypyHaTa ciel 10-aneBeH
neproa Ha uscneasaHe, Cnea 48 yaca He ce YCTAHOBABA paJHOAKTHBHOCT B IU1A3MarTa.

Pozysacmamun
[pu6nusnrenio 90% ot noszara Ha poO3yBacCTaTHH CE €KCKpETHpa HENPOMEHEHa BbB (ECKAHHTE
(cueToM ce ot abcopbupaHo 1 HeabcopOHpaHO aKTHBHO BELLECTBO), @ OCTAHAJIATA YacCT C€ €KCKpeTHpa
B ypuHara. [lpubnusurenHo 5% ce eKCKpeTHpaT HENpPOMEHEHH B ypuHarta. [lnasmeHmAT
CTMMHHALMOHEH NONYXUBOT € 0K0J0 19 yaca, ENMMUHALIMOHHUAT MOMY)KHBOT HE Ce yOb/DKaBa IpPH
MO-BUCOKH JO03H. ['€OMETPHMYHO CPEAHMAT IUIa3MeH KIHPBHC € mnpubansdrenHo 50 nurpa/uac
(xkoepuumeHT Ha Bapuabunnocr 21,7%). Kakto M npu apyrure HHXHOHTOpPH Ha HMG CoA
peaykTasara, Y4epHOAPOOHOTO MoeMaHe Ha pO3yBacTATHH BKIIIOYBA MEMOpaHHHS TpaHCnp
C. To3d TpaHCTIOPTEP € BaXKEH 32 YEPHOAPOOHOTO ENMMHHUPAHE HA PO3YBACTATHH.

JInHeAHOCT 5l el

CHeTeMHaTa eKCNO3ULHKA HA PO3YBACTATHH Ce YBETHYaBa NPOMOPIHOHAIHO Ha noaﬁrﬂ: Wa npwﬂfm

Ha ¢papMaKOKHHETUYHHTE NapaMeTpH Clell MHOrOKpaTHO AHEBHO JO3HPAHE. N\ e LT e
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CnenmanHy nomyaaiuuu
Yepnodpobro yepexcoare

Ezernmud

Cnen eanokpatha ao3a 10 mg e3eTHMHO NPH MaLMEHTH ¢ JieKa YEPpHOAPOOHa HEOCTATEUHOCT (5 WIH
6 no ckanata Ha Child-Pugh), cpennata AUC 3a o61us ezeTuMud ce € ypenuunia npubnaH3ATenHo ¢
1,7 NBbTH B CpaBHEHME ChbC 3APAaBU HHAMBHIH. B enHo 14-AHEBHO NpoyuBaHe ¢ MHOTOKPATHO AO3HpaHe
(10 mg AHEeBHO) NpH NAUHEHTH C yMepeHa 4YepHoApodHa HENOCTAaThYHOCT (7 WIH 9 o ckanara Ha
Child-Pugh), cpeanara AUC 3a olugms e3eTuMHO ce ¢ yBennduwna npuONH3UTenHo 4 m»TH Ha 1-BUs H
14-THA nen B cpaBHeHHMe cbC 3apaBH aodposonuy. He e Heobxoaumo kopHrupaxe Ha n03aTa IpH
MalMEHTH ¢ NlIeKa 4YepHoApoOHAa HeaocTaThyuHOCT. [lopagu HewsBecTHHTE €EKTH OT yBEIHYEHATa
EKCMO3NLHA HA €3eTUMHO NpH NaLUHEHTH ¢ YMEPEHa 10 TEXKKa YepHOAPOOHA HEAOCTATBYHOCT (9 no
ckanata Ha Child-Pugh) He ce npenopnuba e3eTuMHO NpH Te3u nauHeHTH (BX. T. 4.4).

Po3sysactaTvH

B npoyuBaHe NMpH HHAMBHIH C paxIMyHA CTEMEH Ha YEPHOAPOOHO YyBpeXKJaHe HE Ca MOJNY4YEHH
OOKA3aTeJICTBA 3a NOBHLICHA €KCMO3HLIMA Ha PO3YBACTATHH MNPH JHKLA C Pe3YATAT 7 WIH MO-HHUCBK MO
ckanara Ha Child-Pugh. Bznpeku ToBa nsama ydacTHHka c pe3yaraT 8 H 9 no ckanara Ha Child-Pugh
ca MOKA3aIH MOBHIIEHa CHCTEMHA €KCRO3HMUNA Hai-ManKo 2 IMbTH B CPaBHEHHE C JIHLA C NMO-HUCBK
pesynrar no ckanara Ha Child-Pugh. Jluncea onut mpM nauueHTH ¢ pe3yarat Haa 9 no ckanaTta Ha
Child-Pugh.

bvbpeuno yepeacoare

EzeTumMu6

Cnen easokparHa no3a 10 mg esetuMub npu nauMeHTH ¢ Texkko 6HuOpeuHo 3abongsane (n=8; cpeneH
CICr <30 mV/min/1,73 m?), cpeanata AUC 3a o0mus e3eTuMHuO ce e yBenuunia npHoau3uTenHo ¢ 1,5
ITHTH B CPABHEHHE CHC 3JpaBH HHAUBKAK (n=9). TO3H pe3yaTaT He C€ CUHTA 3a KIIHHHYHO 3HauyuM. He
e HeoOXOAMMO KOPHUIMpaHe Ha 103aTa NpM nauueHTH ¢ 6BOpeuHo yBpexaane.

Eaun aombiaHHTENEH TIALMEHT B TOBa TNipoyusaHe (cnea ObnOpeuHa TpaHCIUIaHTaLMA, [IpHeMalll
MHOXECTBO JIEKapCTBa, BKIOUYWTEIHO UMKAOCMOPHH) € uMan 12-kpaTHO yBenHYEHHe Ha
EKCMO3HULIMATA Ha €3¢THMHD.

PosyBacTarun

B npoyuBaHe NpH WHAMBHAM C pa3niuyHa creneH Ha 6bOpeuHO yBpeKaaHe, JEKOTO A0 YMEPEHO
Ob6peuHo 3afonsBaHe HE € MOBAMANO IUIA3MEHUTE KOHLIEHTPALUHH Ha po3yBaCTATHH WINH Ha N-
necMeTwioBus Metabonur. Jlnuara ¢ texko yBpexaane (Cle <30 ml/min) ca uManu 3-kparHo
yBelIHYEHHE HA IUIA3MEHHTE KOHLEHTPALUMH W 9-KpaTHO yBenIMuYCHHE Ha KOHUEHTpauuuTe Ha N-
NECMETHIOBHE MeTabGoNMT B CpaBHeHHMe CbC 3apaBH  noOpoBoiun. PaBHOBECHHTE mNa3MEHH
KOHUEHTpalliH Ha pO3yBaCTaTMH NpH MALMEHTH Ha XeMoauanusa ca Ounu 50% no-BucOkM B
CpaBHEHME CbC TE€3H INPH 3ApaBH J0OPOBOJILH.

Bw3pacm u non
Ezerumub
[TnasMeHHTEe KOHLEHTpAUHH Ha o01lMA €3eTHMHO NpH NallHeHTH B cTapyecka BB3pacT (= 65 roaHHH)
ca OKONO 2 ITbTH MNO-BUCOKH B CpPaBHEHHE ¢ Te3H Npu muaau naumeHTH (18 a0 45 roaumsn).
[Tonmxkennero Ha LDL-C u npoduner Ha OesonacHocT ca CpaBHHMH MMPH [MAUKHEHTH B CTap4ecka
BB3PACT ¥ MJIAZH NMAaUMEHTH, leKyBaHH ¢ e3eTiMuO. [lopaau ToBa He ce Hajara KOpekUMs Ha A03aTa
pU NALHEHTH B CTap4Y€CKa Bb3PACT.

[Ina3smenuTe kKOHUEHTpauuH Ha obwMa e3eTHMHO ca neko No-BHCOKH (npubGnusHTenHo 20%) npu
XEHUTE OT Te3U NpH MbXKerte. IToHmwxkeHrero Ha LDL-C 1 npoduisT Ha Ge30nacHOCT ca cpaBHUMH
NpH MBXE K XKeHM, JIEKYBAHH ¢ e3eTHMHO. [lopaau TOBa HE ce Hanara KOpekLUus Ha A034T8 BE3 Qcﬂona
Ha nona.
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PosyBactaTHH /7 .4/
Bb3pacTra wid nonbT HAMAT KJIHHHYHO 3HAYHUM €(EKT BbpXY tbapmaxomnemm a, pﬂaysam

NPpHA BB3PACTHH.
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Paca

Po3yBacTaTHH

DapMaKOKHHETHYHHTE TIPOY4BAaHHA NOKa3BaT NPHONH3UTENHO 2 NBTH yBesnuueHue Ha cpeaHata AUC
H Cnex TPH MHAUBHIN OT a3HATCKATa paca (AMNOHLM, KHTaiuM, GUIHNNWHLK, BUETHAMIH H KOPEHIIH) B
CpaBHEHME C €BpPONEHAHATA paca; HHAMILIMTE C a3HATCKH MPOH3XOA NOKa3saT npubnusurenHo 1,3
nsTH yBenndeHue Ha cpeaHata AUC n Cpe. EAMH nNomynanoHeH ¢apMaKOKHHETHYEH aHaNu3
NOKa3Ba, Ye HAMA KJIMHMYHO 3HAYMMH pa3zIMKu BbB (hapMAKOKKHETUKATa NPH €BpOTICHOHATA M
yepHaTa paca.

I'enemuyen noaumoppuzvm

Po3yBacTaTHH

Mucnosnuuara Ha HEXHOHTOprTe Ha HMG-COA peaykrasata, BKIIOYKHTEIHO PO3YBACTATHH, BKIIOYBA
tpancrioprepiuTe nporeddn OATPIB1 u BCRP. Ilpn naumeHtn ¢ reHerwdeH noaumopdu3bM Ha
SLCO01B1 (OATPIBI) w/unu ABCG2 (BCRP) ¢hizecTByBa pUCK OT MOBHLIEHA CHCTEMHA EKCITO3HLIUA
Ha posysactatTvH, MHausuayanen nomumopdusem Ha SLCOIBI ¢.521CC v ABCG2 c421AA e
CBBp3aH C NMo-BHCOKa eKkcrnosuims Ha po3yBacTaTHH (AUC) B cpaBHenue ¢ reHotunosete SLCO1BI
¢.521TT unn ABCG2 ¢.421CC. Tora cneuMpH4HO reHOTHNH3IHPAHE HE € YCTAHOBEHO B KJIMHHYHATA
NpaKTHka, HO NPH MAUMEHTH, 33 KOHWTO € H3BECTHO, Y€ MMAT TE3W THIOBE MOAUMOPOHIBM, CE
NpernopbUBa Mo-HUCKa AHEBHA 1033 PO3yBacTATHH.

Ileouampuuna nonyrauus

Ezetumub

dapMakOKHHETHKaTAa Ha e€3¢TMMHO € cxolHa nMNpH Aelua = 6 TrOAMHH W BB3PACTHH.
(DapMakOKMHETHYHHUTE OaHHH IPH NMEAMATPHUYHATA NOMyNauMs <6-TOJHIIHA BH3PACT HE Ca HAJIHYHH.
KJIHHHYHHAT ONUT MPH NEAMATPHYHH NAUMEHTH H toHouH BRIouyBa nauMeHTH ¢ HoFH, HeFH win
CHTOCTEPONEMHUS.

Po3ysacTaTHH

(DapMaKOKHHETHYHHTE MapaMeTPH Ha PO3YBaCTaTHH NPH MEAHATPHYHH MALMEHTH C XETEpPO3UroTHa
dbaMHIHA XHIIEPXONECTEPONIEMHS Ha Bb3pacT oT 10 Ao 17 roausy He ca HaITBIHO XapaKTEPHU3HPaHH.
Manko apMaKOKHHETHYHO MpOYHBaHE C pO3yBacTaTHH (npunarad noj ¢opMara Ha TabJjeTkH) NpH
18 meapaTpHYHH NMALMEHTH €a MOKA3aiH, Y€ €KCMO3HLMATA NpH NEeAHATPHYHH MALMEHTH H3rlexiaa
CpaBHHMA ¢ €KCMO3HLIUATA NPH BBL3IPACTHHU NAaUHEHTH. B nomeHenne, pe3yaTaTHTe MoKa3BaT, 4€ He ¢
OYaKBaT rojIeMH OTKJIOHEHHUA CPAMO NPONOPLIMOHANHOCTTA Ha A034aTa.

5.3. IIpeakIMAHYAH JAHHH 33 H€30NACHOCT

B npoyuBaHHA ¢ C€AHOBPEMEHHO NpHNaraHe Ha e3eTHMHO M CTaTHHH, HabmoOJaBaHWTE TOKCHYHH
e(deKTH 10 ChIIECTBO ¢a 6K TE3M, KOMTO ce CBbP3BAT ChC CTATUHUTE. HAKOM OT TOKCHYHHUTE edeKTH
ca OMIH No-H3pa3eHW B CpaBHEHHE ¢ HAOGMOAaBaHHUTE NPH JIeYEHHE CAMO ChC CTATHHH. TOBA C€ IABJ/DKH
Ha GapMaKOKMHETHYHMTE H (PapMaKOAHHAMHUYHHTE B3aMMOIEHCTBHUA NPH €IAHOBPEMEHHO JIEYEHHE.
TakuBa B3auMozeHcTBUA He ca HabMOAaBaHM B KIHHHYHH NpOoy4YBaHWA. MHONAaTHA NpH IUTBXOBE €
HAacThIIBANA CAMO CIEA €KCMO3HLMA HA AO3H HAKONKO ITbTH MO-BHCOKH OT TEpaNcBTHYHATA 4034 NpPH
xopa (npubnusurenso 20 metw AUC npu cratuaure 4 500 no 2 000 AUC 3a aktuenuTe
METabONMHUTH).
EaHOBpEMEHHOTO NMPHIOKEHHE HA €3¢TUMMO H CTATHHHM He € OWNo TepaToreHHo npu IuibXxose. [lpu
OpeMeHnd 3aiiuM ca RabnogaBaHH ManwsKk Opoil ciyuan Ha CKeleTHH AeopMallMH (CIHBaHE Ha
rPBAHMUTE U OTMALIHH NPELLCHH, HaMaleH Opol onallHH NPELLICHH).
B mopeawua in vive M in vitro M3cneABaHHATA Ha €3eTHMHO, npunaraH CaMOCTOSTE/NHO WIH
€AHOBPEMEHHO CbC CTATHHH, HE C€ € H3ABWJI TCHOTOKCHYEH NOTeHLHaN. |

= !' y
Ezemumub: TlpoyuyBaHMATAa MPH KHUBOTHH OTHOCHO XPOHHYHATA TOKCHYHOCT HAa {[@,
YCTAHOBHJIH TapreTHH OpPraHu 3a TOKCHYHH edekTH. Ilpr Kyuera, 1eKyBaHH ¢ eaeTl;rl’dlLE & cmuw.(g
0,03 mg/kg/nHeBHO), KOHLUEHTPALMATA HAa XOJIECTEPO/ B MJITbUHHA MEXYp €€ € Y
nvTH. Buopekn ToOBa, B NPOy4YBaHe ¢ NPOABDKMTEIHOCT OT €/Ha rOAWHa NpH lcbv
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nasaHu no3W 300 mg/kg/nHeBHo, He ¢ O6una HabnoaBaHa NMOBHUIEHA YECTOTA Hq xéneama:sa umr



Apyru xenatoOuaMapHu e(ekTu. 3HauUeHHEeTO Ha Te3W JaHHM M0 OTHOLUEHHE HAa XOpa HE € M3BECTHA.
JIuTOreHeH pUCK, CBbp3aH C TepaneBTHYHaTa ynorpeda Ha e3eTHMHO He MOJKe J1a Ob/ie M3KITIOYEeHa.
JIbArOCpOUYHKTE HW3CNIEIBAHUS 3@ KAHLEPOr€HHOCT Ha €3eTUMHO ca OWJIH OTpHLIATETHH.

EzetuMHO He € nomnual (PepTHAHOCTTA HAa MBXKKH M HKEHCKH IUITbXOBE, HUTO € OWJl YCTaHOBEH
TepaToreHeH e(eKT NMpH IUIbXOBE WIHM 3ailiM, HUTO € MOBJIMSAJ MPEHATATHOTO MJIH MOCTHATAIHOTO
pa3BuTHe. E3eTHMHO npemMuHaBa npe3 ruiaueHTata npH OpeMEHHH IUIbXOBE M 3alLIM, HA KOWTO ca
npuiaraHd MHorokpatHy 103u ot 1 000 mg/kg/anesHo.

EnHoBpeMEHHOTO NpuJlaraHe Ha €3eTMMHMO ¢ TOBaCTaTHH € JIOBEJIO 10 eMOpHOJIETAIHH e(PEKTH.

Posyeacmamun: TlpeAKNIMHUYHHUTE JAaHHW HE TNOKa3BaT ocobeH pHCK 3a Xopa Ha Oa3ara Ha
KOHBEHLIMOHAJIHUTE  (apMaKkoJOrM4HM MpPOyuYBaHUA 3a  0€30MacCHOCT, TE€HOTOKCHYHOCT U
KapLMHOreHeH noteHuran. Cneurduynu uscnensanus 3a edexture BbpXy hERG He ca oueHsaBaHu.
Hexenanure peakuuu, KOMTO He ce Hab01aBaT Npy KJIMHWYHKU NMPOYYBaHUs, HO ce HabmoaaBar npu
>KMBOTHHM TPH HHUBA Ha €KCMO3WLMA, NOAOOHU Ha HUBATa HA KJIMHHUYHA E€KCIO3HULIMA, Ca CIIEHUTE: B
W3CcJe/IBAaHUATA 3a TOKCHYHOCT, NMPH TMOBTOPHO mNpWjaraHe ce HaO/oaaBaT XHCTOMATONOMHYHM
YEPHOJAPOOHH MPOMEHH, BEPOATHO AbJKALUM ce Ha (GapMaKOJIOrHYHOTO JIEHCTBHE Ha PO3yBacCTaTHH
MPH MHULIKH, TUTBXOBE M B MO-MaJKa CTeneH ¢ eeKTH Ha JKJIbYHUA MEXYp MpPH Ky4yeTa, HO HE M TpH
MaiiMyHH. JIOIBIHUTENHO, TIPH MO-BUCOKH J103H ce HabirojaBa TECTHKYJIapHa TOKCHYHOCT TMpH
MaliMyHH M KyueTa. PenpoayKTHBHa TOKCHYHOCT IPH IUTBXOBE, 3@ KOATO C€ CBhAM M0 HaMaJIEeHHs
pa3Mep Ha KOTHJIOTO, TErJIOTO W MPEeXUBAEMOCTTa Ha MAJIKUTE, ce Hab01aBa MpH /1034, TOKCHYHH 3a
maiikaTa, TNpUH KOHUTO CHUCTEMHATa €KCNo3ulMA € Ouna HAKOJKO NbTH HaJ TepaneBTHYHATa
€KCIMO3HLIHA.

6. PAPMALEBTHYHH JAHHHA

6.1 ChnucbK HA NIOMOIIHHTE BellleCcTBA

MuxkpokpucTtanHa uenynosa (E460)

CunrumeB JHOKCHI, KonouaeH 0e3soaeH (ES51)
Marue3sueB creapar (ES72)

[ToBunon K 30 (E1201)

Kpockapmesnosza Hatpuii (E468)

Harpues naypuicyndar (ES14)

JlakTO3a MOHOXHapAT

Xunpomenosa

O6BuBKa

Onaapaii bexxoso (10 mg/10 mg):
—  Xwunpomeno3sa (E464)
—  TwranoB auokeun (E171)

— Makporoa 4000 (E1521)
—  Jenesen okcua, xbiat (E172)

—  Tank (E553b)
BusakoyT XXbiaro (20 mg/10 mg):
— Xwunpomeno3sa (E464)
— Twranos aquoxcun (E171)
— Tank (E553b) pe- =~
— Makporon 4000 (E1521) W 10
— XeneseH okcua, xuiat (E172) L

6.2 HecbBMEeCTHMOCTH 1

Henpunoxumo.
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6.3 Cpok Ha rognocTt
3 roavHM.
6.4 Chneuna/iHH YC/IOBHSA HA ChbXPAaHEHHE

Jla ce cbxpaHsiBa B OpHMIMHA/HaTa OMNAKOBKa, 3a Ja ce€ [Mpeanasd OT CBETIMHA W Biara. To3u
JIEKapCTBEH TMPOAYKT HE M3MCKBA CMNEUMAJIHA YCJIIOBHS 3a CbXPaHEHHE 110 OTHOLIEHHWE Ha
TeMreparypara.

6.5 JlanHH 32 ONAKOBKATA
Pozetun 10 m/10 mg ¢punmupanu tabieTku

OnakoBku ot 10, 15, 30, 60, 90 u 100 ¢punmupanu Tabaerku B OGaucrep oT cTyAeHO (GOPMOBAHO
donmo (OPA/AL/PVC/AL).

Pozerun 20 mg/10 mg ¢punmupanu TabneTku

Onakosku ot 30, 60, 90 u 100 ¢punmupanu Tabnerku B Gamucrep ot cryaeHo ¢opmMoBaHo ¢onmo
(OPA/AL/PVC/Al).

He Bcuuku BHOBE ONAKOBKKM MOrar Aa ObJaaT myCcHaTH B npojaxoa.

6.6 ChnenuajHH NpeANna3s’HH MePKH NPH H3XBbpJisiHe H padoTa

Heu3non3paHusaT JICKAPCTBEH IMPOJAYKT H/IH OTNIAABYHHTE MATCPHAJIH OT HETO ma6ﬂa Ad C€ U3XBBbPJIAT
B CbOTBETCTBHE C MCCTHHUTC H3UCKBAHHA.

7. MNPUTEXATEJI HA PASPELLIEHHUETO 3A YIIOTPEBA
Zentiva k.s.

U kabelovny 130,

Dolni Mécholupy

102 37, Prague 10

Yewka penydauka

8. HOMEP(A) HA PASPELHIEHUETO 3A YIIOTPEBA
Pozetun 10 mg/10 mg: Per. Ne 20210173

Pozetun 20 mg/10 mg: Per. Ne 20210174

9. JATA HA IIbPBO PA3ZPEIHIABAHE/IIOAHOBSABAHE HA PABPELIEHHUETO 3A
YIIOTPEBA

JlaTa Ha nbpBO pa3zpernaBane: 24.06.2021 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
05.10.2024 r. T
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