KPATKA XAPAKTEPUCTHUKA HA INPOAYKTA




1. UME HA JIEKAPCTBEHUA ITPOAYKT
/3 /j 0O A’cf

Ynrpasac 20 mg duiMupaHu TabJIETKH
Ultravas 20 mg film-coated tablets

& 94V 21 U? 21]25

z. KAYECTBEH U KOJIMMECTBEH CbCTAB
Bceska ¢pumupana Tabnetka cbabpaxa 20 mg posyBacTaTvH (rosuvastatin) Kato po3yBacTaTHH KaJILHH.

[ loMoI1IIHO BelIECTBO C H3BECTHO AEHCTBHE:
Bcaka Tabnetka ot 20 mg chabpxa 84,978 mg nakro3a MOHOXHIpAT.

3a MbJIHUSA CITUCHK HA NMOMOILIHHUTE BELEeCTBA BHXKTE TOuka 6. 1.

3. JIEKAPCTBEHA ®OPMA

dunMupana TadsieTka
Po3oBu, KpBriu GpuIIMHUpaHn TaOIETKH.

4. KJIMHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHA

Jleuenne HA XHNIEPXO0JIeCTEPOJIEMHA

Bb3pacTHH, 1OHOIIM W feua Ha WiIM Han 6-roaMiHa BB3pacT ¢ MbpBUYHA xumnepxonecreponemus (tun lla,
BKJTFOUMTEJTHO XETEPO3UIroTHA (PaMUITHA XHTIepXoJiecTeposieMHs ) WM cMeceHa aucimnuaemus (tun 11b) karo
nob6aBka KbM JMETATa, KOraTo pe3yJTaThT OT AUETATA U JAPYTrd HedapMaKOJOrMYHU MepKH (Harnp. pU3UYEecKH
yIpa>KHEeHHUA, HAMAJIBAHE HA TEIJI0OTO) HE € 3a10BOJIMTEJIEH.

BB3pacTHH, IOHOIIM M €La Ha WIK HajJ 6-roaMIoHa Bh3pacT ¢ XOMO3UTOTHA (paMUJTHA XHUIIEPXOJIECTEPOJIEMHUSA
KaTo 100aBKa KbM /IM€TaTa, KAKTO WU C IPYro JIMNUA0ONOoHWKaBallo Jedyenue (Hanp. LDL adepesa) unm koraro
TOBA JICUEHHE HE € MOAXOAALIO.

[IpeBeHHA HA CHLPAEYHO-CHAOBH CLOHTHSA

[IpenoTBpaTsaiBaHe Ha rojleMH CbpACYHO-CHAOBH CHOMUTHSA INMPH MALMEHTH, OLEHEHH C BUCOK PHUCK 3a MBbPBO
CbPACYHO-CBAOBO CBHOMTHE (BK. TOuka 5.1), Karo OOMBJIIHEHHE KBM KOPHUIHPAHETO Ha APYrd PHUCKOBH
dbakTopH.

4.2 JIo3HpOBKA H HAYHH HA NPHJIOKEHHE

[Tpenm 3amouBaHe HA TepanusaTa, NAalMEeHTHT TpAOBA na ObJe MOCTABEH HA CTAaHIApPTHA AWeTa 3a MOHWKABaHe
HHBOTO Ha X0JIECTEepOJ1a, KOSATO [1a NMPOABIDKH M 110 BpeMe Ha JieueHHeTo. MU360pbT HA 103MpOBKaA ce onpeaens
OT WHIMBUIYAJIHUTE TEpPaneBTUYHHU LEJIU, KOUTO C€ OINpelesisT OT IMPEenopbKUTe Ha CbBPEMEHHUTE
KOHCEHCYCHH PbKOBOJCTBA 32 KOHTPOJI HA X0JIECTEPOJIEMHUSATA.

VHT]JHBHC MOXKE 1a CC€ [TpHUEMaA TTO BCAKO BpPEME HA JICHA, CbC UITH oe3 XpaHa.

JleyenHe HaA XHNepXoJiecTepoJieMHs

[TpenopbuBaHaTa HavanHa go3a € 5 mg win 10 mg nepopajsHO BEAHBXK AHEBHO, KAKTO NPH NAUMEHTH, KOUTO
HE ca NMpUeMaJId CTAaTHHH, TaKa W NpH npeMuHasaHe ot aApyr nHxudbutop Ha HMG-CoA penykrasarta. U300psT
Ha HavaJTHaTa [103a OT JIEKAPCTBOTO 3aBUCH OT HUBOTO Ha CEPYMHHUS XOJIECTEPOJ, ObACIIUSA ChPAEYHO-CHI0B
PUCK M PHCKa OT I0sBA HA HEKEJIaHW peaklMd KbM JIeYeHHETOo (BWXK mo-aony). Ilpu HeoOxonumocT, no3ara
MOKE /la C€ KOpHWrupa, Karo ciea 4 ceIMHUIM ce NMpPeMHUHE Ha CJIeJBALlOTO J030BO HUBO (BXK. TOYKaA 3. l) B




noza or 40 mg (sx. Touka 4.8), nocnegHo TUTpHpaHe N0 MakcumanHara foza ot 40 mg Tpabea na ce
npeanpHeMa CaMo NP MalHEHTH ¢ TEXKKa XUMEPXOJECTEPOIEMHs ¢ BHCOK CbPACYHO-CBIOOB PHCK (0cobeHo
Te3H ¢ PaMUITHa XUTIEPXONIECTEPOEMHA), KOUTO HE JOCTUTAT XETaHOTO HWBO Ha XOJIECTEPON NPH JICUEHUE C
20 mg ¥ NpH KOWTO 10E ce NpaBW PYTHHHO NMpOClensBaHe B Xoja Ha NedeaueTo (Bxk. Touka 4.4). Ilpu
3arouBane Ha nedenne ¢ 40 mg ce mpenopb»4Ba NOCTOAHHO HabMoAeHe Ha MTAIHEHTA OT CIICLIHAITHCT.

IIpeseHn U HA CHLPACHMHO-CLAOBA CHLOHTHS
B npoydBaHeTO 3a NMOHMXXaBaHE HAa PUCKAa OT ChPACYHO-CHAOBH CHOUTHA € Manon3BaHa go3a oT 20 mg (BX.
TO4Ka 3.1).

ITeaxnaTpA9Ea mMoNyaanHs
Ynotpebara nipu Oeua TpsadBa aa ce NpoBekIa caMo OT CTICUHAITHCTH.

Heua » roHoM Ha BB3pacT 6 no 17 roanum (cragui < 1I-V no Tauep)
XeTepo3UroTHa GaMuiHa XUIepxonecTepoacMus

[Tpn Oena ¥ 1OHOUIM ¢ XEeTepo3uroTHa (aMHIHA XHIIEpXoJecTepodeMus o0HgyailHaTa HavajlHa Jo3a € 5 mg
LHEBHO,
e Ilpu mena Ha Bb3pacT 6 10 9 roavHA C XETEPOINTOTHA PaMUITHa XHTIEPXONECTEPOTIEMHS 0OHIalHUAT
JIO30B AUarna3oH € 5-10 mg nepopajHO BeAHDBK JHEBHO. belonacHocTTa H eUKAaCHOCTTAa Ha HO3H IMO-
BUCOKH OT 10 mg He ca Npoy4YBaHH NPH TA3K TIOMYyNALMA.
e Ilpu mema Ha BB3pacT 10 mgo 17 roaMHHM C XeTepo3uUroTHa (aMWiIHA XHINEPXOJIECTEPOIIEMHMS
oOMualHUAT J1030B Nuana3oH e 5-20 mg nepopajiHo BeAHBX OHEBHO. be3onacHocTTa U ePUKaCHOCTTA
Ha 03W NO-BHCOKH 0T 20 mg He ca MpoyYBaHM [TPH Ta3H MOTYIIALNA.

TurpHupaHeTo TpAOBa na ce NpoBeXIa ChITIACHO WHIMBUIYATHUA OTTOBOP H MOHOCHMOCT Ha NEANaTPHIHMTE
NalMeHTH, KAKTO Ce MpenopbYBa B NMPENOpbKUTE 3a JedeHHe Ha aeua (Bk. touka 4.4). Jlewara n 1oHOLINTE
TpsabGBa Na ce NMOLNOXKAT HAa CTaHOapTHAa XOJIECTEpON-NOHHXKABAlA AHeTa Mpedd fa ce 3aMOoYHE JeYeHHe C
pO3yBacTaTHH; JHeTaTa TpAOBa Oa ce MPOoaB/DKH 10 BpeMeE Ha JIEIEHHETO C pO3yBacTaTHH.

X0OMO3AroTHa paMIIHa XHTIEPXOAECTEPOTIEMHASA

Ilpu nema Ha BB3pacT 6 No 17 roanHu ¢ XOMO3HUTOTHA (DaMANIHA XHITEPXONECTEPOIIEMHUS, NMPENOPBYHTENTHATA
fo3a e 20 mg Beansk HEBHO. FIMa orpaHideH ONHT ¢ 4034 pasmuaHH OoT 20 mg ApH Ta3x NOMYJIAIHA.
Tabnerkarta or 40 mg He e nogxoadila 3a ynorpeba npH neaHaTpHIHH NaLHBECHTH.

Jlena no-Manku ot 6 roguHH
be3zonacHocTTa W edHKacHoCcTTa Ha ymoTpebaTa HMpu Jela MO-MaNKH OT 6 TOOWHH He ca TNpPOYYBaHH.
CnenoBaTenHO Y ITpaBac He ce NpenopbhyRa 3a ynorpedara IrpH Aena rmo-Manky ot 6 ToQHHHA.

YnoTpeba NpA NANACHATA B CTApYecKa BL3pacT
[TpermoppuBaHaTa HaualfHa [03a NpH NauWeHTH Haa 70-rogmmHa BB3pacT € S mg (Bk. Todka 4.4). pyro
KOpPHTHpaHe Ha 103aTa B 3aBUCHAMOCT OT BB3pacTTa He € HeoOXoaumo.,

JlosHpaBe npn nanuenTH ¢ 0L0peana AEAOCTATHIHOCT

[Ipn naumeHTH c NEKO A0 YMEpPEHO TexKo OBOpedHO yBpexJaHe He ce Halara KopurdpaHe Ha gosata. Ilpu
MallMEHTH C YMEepeHOo TexXKo OBOpedHo yBpexaaHe Npenops»4YBaHaTa MThpBOHAYaNlHA Q0332 € S mg
(kpeaTnHunOB KIMpbHC < 60 ml/min). Jlosuposkara oT 40 mg € NpoTHBONOKa3aHa NPH NALHEHTH C YMEPEHO
Texko ObOpedHo yBpexpaHe. Ynorpebara Ha YNTpaBac NpH MNAUMEHTH ¢ Texko ObOpeyHO yBpexaaHe e
MPOTHBOMOKA3AHA 33 BCHYKH JO3HPOBKH (BK. TOUkH 4.3 1 5.2).

Jo3apade NpA NanHeRATH ¢ YepHOAPOOHO YBpEXKIaHe

He e HabntonapaHa MOBMLIEHA CHCTEMHA EKCIIO3HIMA HA PO3YBACTATHH MPH MAalHEHTH C OLIEHKA 110 CKAanaTa Ha
Child-Pugh <7. Bniipeku ToBa, rfoBHIlIeHA CHCTEMHA €KCINIO3HUMA € HA0moAaBaHa Npy MaUMEHTH C OLUEHKA Mo
ckamata Ha Child-Pugh 8 u 9 (8x. Touka 5.2). Ilpn Te3u maiumeHTH TpAOGBa Ja ce NMpeANpHEME OLEHKA Ha
OnbpeunaTta pyukims (Bx. Touka 4.4). HaMa naHHn 3a malMeHTH ¢ oncHKa fo ckanarta Ha Child-Pugh Hag 9.
YrrpaBac e NpOTHBONOKA3AH NPH MALMEHTH C AKTUHBHO YepHOApOOHO yBpexkaaHe (BxXK. Touka 4.3).




Paca

[Ipn naumMeHTH OT a3UaTckaTa paca ce HaOmoaaBa MOBHMLICHA CUCTEMHA E€KCMO3HMLMA HAa MEAUKAMEHTA (BXK.
Todk¥ 4.3, 4.4 n 5.2). llpenoppuBanaTa MppBOHAYATIHA 034 NPH TALMEHTH OT a3HATCKHU TPOM3IXod € 5 mg.
[IpH Te3n NalMEHTH € TPOTHBONIOKA3aHo NMPIIOkKEHNE Ha Jo3a oT 40 mg.

I'eHeTHYen NOTAMOPPHILM

[TocoueHo e, 4e reHotunoBete SLCOIB1 (OATPIB1) ¢.521CC u ABCG2(BCRP) c.421AA ca cBbp3aHM ¢
nosdimaBaHe Ha excmo3numATa (AUC) Ha posyBacratwH B cpaBHeHue ¢ SLCOI1IBI1 ¢.521TT n ABCG2
c.421CC. 3a nmauueHTHTE, 3a KOWTO € M3BecTHO, 9¢ uMaT reHotun c.521CC wnn c.421AA, ce npenopvasa
MAKCHMaJIHa eJHOKpaTHa IHeBHa 03a ot 20 mg Ynrpaeac (Bx. Touku 4.4, 4.5 n 35.2).

Jo3apane NpHE NaNAEHTH, NPeAPAINO.JI0KEAH KbM Pa3BATHAE HA MHONATHA
flpr nmaumeRTH C Mpeapasfnonaramy $akTopH 3a pa3BHTHE HAa MHOMATHA MPENnopbYBaHaTa HavalHa 1033 €
5 mg (Bk. Touka 4.4).

Ipy HAKOH OT TE3H MALMEHTN € NMPOTHBOINIOKA3aHO NMpHIOXkKeHUETO Ha J03a oT 40 mg (Bk. Touka 4.3).

ChonTCTBAINA TEPaNns

PozyBacTaTHH € cybcTpar Ha pasnudHH TpaHcnoptepHn npotendn (Hanp. OATPIB1 u BCRP). Pucker ot
MHOMaTHA (BKIMOYHTENHO pabooMHONIM3a) ce TOoBUINARA, KOraTo YINTpaBac ce TpHiIara €IHOBPEMEHHO ¢
onpeae/ieHd JJeKapCTBEHHU TIPOAYKTH, KOWTO MOFaT ja MOBHUIIAT MIa3MeHATa KOHLIEHTpauus Ha po3yBacTaTHH
nopaxy B3aUMOACHCTBHE C Te3W TPAHCMOPTEPHU NPOTEMHH (HAMp. UMKIOCNOPHH YU HAKOH MPOTEa3HH
HHXUONTOPH, BKIIIOYHTENHO KOMOMHAIMA HAa PHTOHAaBHp C ArasaHaBUp, JIONMHABUD W/WIM THIIPAHABHP; BK.
TOYKH 4.4 ¥ 4.5). Ha npennmucBamyTe nekapu ce NpenopnaBa A2 B3eMaT MpeJRu] ChOTBETHATA JICKAPCTBEHA
WHOpMaLMs, KoraTo OOMHCIIAT MPHIATaHETO Ha TRKHMBA MPOIYKTH 3ae¢OHO ¢ Y rpaBac. Korato € B3MOXKHO,
TpabBa Na ce MMaT NpeaBul ANTepHATUBHHU JIEKApCTBa M, aKO € HE0OX0AUMO, Ja Ce UMa IIPEABHI BPEMEHHO
NpexLCBaHe Ha TepanuaAra ¢ YarpaBac. B cuTyalMH, KOTaTo €JHOBPEMEHHOTO HPWIMKEHHE HA TE3H
NIEKapCTBEHN MPOOYKTH ¢ YJITpaBac ¢ HEH3i0eXKHo, Noji3aTa H PUCKa OT CBRITPTCTBAIATA TEpanusi H KOPEKIIHH
Ha 03aTa Ha YIITpaBac TpAOBa BHUMATEITHO A3 ¢e OOMHUCIAT (BXK. Touka 4.5).

4.3 [IpoTHBONOKAIAHKEN

Ynrpaeac € nMpoTHBONOKAa3aH:

- TIpH TMAUHEHTH CbC CBPBLXUYYBCTBUTE/HOCT KbM AKTHBHOTO BEULIECTBO WIH KbM HAKOE OT IOMOLIHHKTE
BeillecTsa, H30poeHH B Touka 6.1;

- MpPH MAUHEHTH € aKTUBHO uepHOApoOHO 3alonsABaHe, BKIMIOYHTENHO HEYTOUHEHO, MNPOABLIKHTENTHO
NMOKAYBAHE Ha CEPYMHHUTE TPAaHCaMHHA3ZU W BCAKO NMOKaYBaHE HA CepyMHATa TpaHCaMHHA3a TPH NMBLTH HalO
ropHaTa rpaHmia Ha HOpMara,

- [pM MalHeHTH ¢ TeXKo OB0peyHo yBpexiIaHe (KpeaTHHHHOB KIHpBHC < 30 ml/min);

- TIpY MALINEHTH C MHONATHSA;

- TIpH MALWEeHTH, KOHTO MPpHEMAaT eAHOBPEMEHHO LIHKJIOCTIOPHHH,

- 10 BpeMe Ha OpEeMEHHOCT, KbpPMEHE M MPH KEHHU C JETEPONEH NMOTEHIHA, KOUTO HE WINON3BAT MOAXOAAIH
KOHTpaLlEMTHBHH MEPKH.

Ho3ata ot 40 mg e nporMBeonOKasaHa NpM MAUMEHTH ¢ Mpegpasnonaraiiy ¢GakTopu 3a pa3BUTHE Ha

MHUONaTHA/pabnoMuonnsa. Takupa gakTopH ca: -

- yMepeHOo Mo cTeneH 0bOpeuHo yepexaaHe (KpeaTHHHHOB KITHpBHC < 60 ml/min);

- XHMNOTHPEOHIHUIBM;

- NTM9Ha WK PpaMUJTH2 aHAMHEe3a 3@ HaCHeACTBEHHM MYCKYJTHH 3aboNiaBanus;

- aHaMHe3a 3a TIOSBAa HA MYCKYJIHO YBpEXIaHe M0 BpeME Ha JiedeHHe ¢ Apyro JICKapcTBO OT rpynara Ha
MHXUOUTOpPHTE Ha XMUIPOKCH-METHII-TITYTAPUIT-KOEH3UM A penyKTra3ara wid c Gpuopar;

- 3noynorpeda ¢ ankoxon,

- CBCTOSHHSA, ITPH KOUTO MOXKE A Ce MOBULIIH TLUTA3MEHOTO HHBO Ha JIEKApCTBOTO;

- JIMUa OT a3WaTcKaTa paca,

- CBITLTCTBALLO NeyeHHe ¢ pnopath (Bx. Toukn 4.4, 4.5 u 5.2).




4.4 Cunennajlnn npeAynpexKicHAS A NPEeANa3ZHA MEPKR NPH ynoTpeda

bvbpeyu

[lpp mauMeHTH, JNEKYBAaHM C TO-BACOKH [03M pO3YBaCTaTHH, MO-KoHKpeTHo 40 mg, e wabGmopasaHa
NMPOTEHHYPHA, KOATO € YCTAHOBEHA IIPH H3CIEABAHE C TECT-JIEHTH, ¢ NMpeluMHo TyOyJlieH NMpOW3Xonm W B
MOBEYETO CITY4YaH C NPEXOAEH WIH MHTEPMHUTEHTEH XapakTep. [IpoTeHHyphnsTa He € moka3zaHa /a NMpealecTBa
ocTpo WiIM mporpecuBHo OnOpeuno 3abonsapaHe (Bxk. Touka 4.8). loxnanBaHata 4YecTOTa Ha CEPHO3HM
O0BOpedHH YBpEAH NpH NMOCTMapKETHHTOBaTa ynoTpeba € no-Bucoka npu noszmposka oT 40 mg. Ouenka Ha
6x0peqraTta gynkims TpAOBa Ja ce HaNpaBH Mo BpeMe Ha PYTHHHO IpOC/eqABaHe NPH NalHedTH, oOugaliHo
TpeTHpaHu ¢ 40 mg.

Cxenemua Myckyaamypa

EdexTn BRpPXY CKeNleTHATa MycKynaTypa (MHaJITHA, MHOTIATHs M TO-pANko - pabIoMuonuia) ca cboOIaBaHu
NpH NpHIOKEHHE Ha BCHYKH J030BH peKHMH, ocobeHO mpn aosm Han 20 mg. MHoOro peoku ciiyyaH Ha
pabaoMuonusa ca JOKIadBaHH NPH W3NOI3BAHETO Ha €3eTHMHMO B KoMOuHanma ¢ naxuburopu Ha HMG-CoA
peaykrasata. He Moxe ma 6vhae w3kmodeHo ¢apMakogWHaMHU4YHO B3anmMmonelicTeme (B, Touka 4.5), u e
HeoOXOOMMO BHUMaHHE ITPK KOMOWHHPAHOTO UM H3IIO3BAHE.

Kakto nmpu gpyrute mHxudbumropn wa HMG-CoA penmykrazarta, DokMatBaHaTa decToTa Ha paGmoMHoIH3a,
acolLHpaHa ¢ po3YBAacTaTHH MPH NOCTMapKETHHTOBATA yoTpeba, e mo-sBrUcoKa NpH 103a ot 40 mg.

Hamepeare na kpeamunkunazama

KpeaTtnnknHazaTta (CK) He TpabBa na ce v3MepBa cliel YCHICHH YNPaKHEHHA WM NPH HATHUNMETO HA APYT
NPHYHHATEN Ha mosmmasadeTo Ha CK, koeTo MoXe oa 3aTpyIOHH TBJIKYBAHETO Ha pe3yntara. AKO HWBOTO Ha
CK ¢ 3HauuTenHO MOBWIIEHO NpH H3XOOHO HHMBO (™5 WHTH ropHaTa AONMYCTHMa [paHMIA), TECT 32
NOTBbPKAABaHE Ha pe3yNTaTa TpAOBa na ObJe HanpaBeH B paMKUTE HA 5-7 QHU. AKO [OBTOPHOTO H3C/eIBaHe
noTeepAN H3XoaHo HUBO Ha CK >5 nbTi ropHara gonycrima rpasvia, He TpaOBa a ce 3amo4sa NieyeHHe,

[Ipedu neuernuemo

Kakto n npyru unxubutopn na HMG-CoA penykrazara, Ynrtpasac Tps0OBa ga Obnje npeanuceau ¢ ocobeHo
BHHMaHHE TMpM [MalUMEeHTH, 33 KOMTO <¢a Hajluue ¢axKTopy, I[peapasnonarailyl pa3BHTHE Ha
MHuonaTHs/pabaomuonusa. Takusa gakTopH ca:

- OnbpedHo yBpexaaue;

-  XWIMOTHPEOHUOHIBM;

- JTMYHA WY GaMIITHA aHAMHE3a 32 HACKIECTBEHO MYCKYITHO 3a00/ABaHe;

- YCTaHOBEHA MYCKYJIHA TOKCHYHOCT KsM ApyrH HHxuburopu Ha HMG-CoA penykrasara unu puGpatu;

- 3noynortpeba C ankoxorn,

- TIALMEHTH Ha BB3pacT Hall 70 roavHw;

- CBhCTOAHHSA, IPH KOUTO MOKE [a ce HabMmo/laBa NoKayBaHe Ha Ma3MeHNTe HHBaA (BK. TO4Ka 5.2);

- €JHOBPEMEHHO NpHIOKEHHE Ha PubpaTH.

[Ipu rionoOHA naunueHTH Tp#AbBa na ce MpeIBHOM OTHOIIEHHETO PHCK/TION3a WM Oa ObIAT MOCTABEHH MOJ
IKIMHHYHO HabinoaeHue. Ako u3xoaHoTo HUBO Ha CK e 3HaunTenHo nMoBuLIeHO (>>5 MBTH ropHara rpaHALA Ha
HOpMaTa), He TpADBa [1a ce 3ano4Ba JIeUeHHE,

ITo epeme na neuenuemo

ITannenTuTe ce 3agbmkaBar He3a0aBHO Ja HOKIaABar HeoOACHUMM MYCKYJIHH OONKH, ycemiaHe 3a craGoct
HITA CXBallaHe, Hall-Beqe ako Ca CBbPIAHN ¢ HepasnolokeHue win gedpwmurer. [lpn Te3nm maumeHTn TpabBa
na ce mamepAar HUeaTta Ha CK. Tepanusara tpadsa nga ce npekpatu, ako HuBoTo Ha CK e 3HayMTeTHO NOBHAIEHO
(>3 TBTH ropHaTa OOMYCTHMA TPaHWLa) WM MYCKYJTHWTE CHUMITTOMH Ca TEXKH H TIpHUMHABAT €XEIHEBHO
Hepasnoyioxkenue (Aopu HUBOTO Ha CK nga e <5 mwTHM ropHarta OOMyCTHMa TpaHHIEa). AKO CHMITTOMMWTE
H3iye3HaT U HuBOTO Ha CK ce HopManusupa, MoXe Ja ¢ NOMHUCIIH 33 NMOBTOPHO JICYEHHUE C PO3yBaCTATHH HUITH
anTepHaTHBeH WHXHOMTOp Ha HMG-CoA penyktazata B Hal-HHCKa fo3a mnox HabGmoneHwe. PyTHHHO
HabmoneHue Ha HWBOTO Ha CK rpu nanvenT! 63 CHMITTOMH He € OCHOBATENHO.

HMMa MHOro peakm ROKIaAM 33 HMYHOMEOMHpPAaHA HEKpOTHIMpAIla MHONATHA, KOATO KIHHMYHO C€
XapakTepH3upa ¢ MEPCHCTHPAINA TPOKCHMAITHA MYCKYIIHAa clTaboCT H MOBHINEHA KpeaTHHKNHGa

o
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JEYCHUCTO WIN CJed CIIHpaHE Ha CTaTHHUTEC, BKMIOYHTCIIHO pO3yBaAaCcTaTHH. Moxe IJa e HeoOXoNHMO
JOIMBJIHATCIIHO HCPBHOMYCKYJIIHO HWIH CCpOJIOCrHHHO H3CNCABAHE. Moxe IZa ce HalOXH JeYeHHe C

MMYHOCYTIPECHPALIU JIEKApCTBa.

B KIMHHYHHTE MPOYUBAHHA He ¢a HabmoagaBaHU JaHHM 3a NOBHIICHH €EKTH BBPXY CKENETHATA MYCKYIaTypa
B MaJjIkaTa rpyna InaluHeHTd, NP KOWUTO pO3yBacTaTHH € [pHIAaraH ¢ Jpyro ChCIbTCTBALIC JedeHie. Bee nak,
yBEJIM4aBaHE YE€CTOTaTa Ha MHUO3UT W MMonaTvs € HabmoaasaHO NMPH NAUMEHTH, MNOAYYaBalllh JAPYIH
waxnbuToprn Ha HMG-CoA peaykrasaTa 3aeHO C NMpoH3BOAHHM Ha ¢$HHOpPHHOBATA KHCEIWHA, BKITIOYHTEITHO
reMpuOpO3WI, IMKNOCMOPHH, HUKOTUHOBA KHCENTHHA, a30JIOBH AGHTAMHWKOTHIMM, NMPOTEa3HH HHXHOWUTOpH W
MaKpOITHIOHH aHTHOHOTHLM. | eMpHOpoO3UN NOBUINABA PUCKA OT MHUOMNATHA, aKO Ce MpHEMa CAHOBPEMEHHO C
aaxou uHxuouTopn Ha HMG-CoA penykrasarta. [lo Tasw npuanHa KoMOWHALMATA MeXIy reMpuOpO3Hn #
pO3yBACTATHH HE € mpenopbuyurensa. [lonsara oT JOITBJTHATENHO CHIKABAHE B JTHITHIHHTE HABA B PE3YJITaT OT
KOMOHHHPAHOTO ITPHEMAaHE Ha po3yBacTaTHH W pubpaTd win HuauuH TpAOBa ga Obe BHUMATETHO H39HCIIEHA
CIIPAMO TMOTEHLHATHHA PHCK OT nomoOHW koMOHHauMH. TIpH enHOBpeMeHHO npuioxkeHHe Ha (UOpaTy,
neyeHHeTo ¢ A03u oT 40 mg e npoTHBONOKa3aHo (BXK. TOUKH 4.5 u 4.8).

Yrrpasac He TpAOBa na ce mMpwiara eQHOBPEMEHHO ¢ (py3MI0BA KHCENTMHA 32 CHCTEMHO NPHIOXKEHHE HITH B
paMKHUTe Ha 7 IHH Clle[ crnupaHe Ha JedeHuero ¢ Qy3uMaoBa kucennHa. [IpH MailMeHTH, [pPH KOHTO
M3NON3BAHETO Ha Qy3MmoBa KHCENMHA 33 CHCTEMHO ITPHJIOKEHNE € 3HAYUMO, JIEIEHHETO CBC CTATHHH TpAGBa
na OBAe TpeyCcTaHOBEHO Mpe3 LEMHs Neproa Ha JedeHue ¢ (Qy3upoBa KkucenwHa. Mma nevexHue 3a
pabaoMHONMH3a (BIIOYHTENTHO HAKOMKO ¢ dataneH W3Xof) NpU MaMeHTH, TpAeMalii ¢y3HaA0Ba KYMCeTHHa W
CTaTHHH B KoMOuHaumA (Bx. Touka 4.5). [Taumenture TpsOBa na OBOAT NOCHBETBAHW Na MOTHPCAT BEIHAra
MEIMIIHHCKA MOMOI, ak0o H3NMHUTBAT CUMIOTOMH HA MYCKYJiHa ciaboct, Gonka unu Gonesvenoct. JleyeHneto
ChC CTaTHHH MOXE Na Oble MOAHOBEHO cedeM IOHM clel MocheaHaTta no3a HA (y3naoBa KHCeTHHa. IIpH
W3IBBLHPEAHH OOCTOATENICTBA, KOraTo € HeoOX0oaWMa MpOOB/DKHATENHA yrnoTpeba Ha ¢y3uaoBa KWcelUHA 3a
CHCTEMHO NpHICKEHHE, HANpPHMED 33 JICUCHHE HA TEXKH UHpeKuuH, HeoOXOAHMOCTTa OT €IHOBPEMEHHO
NPUIOKEHHE Ha Ynrpasac M (y3uaoBa KuceiuHa Tpa0Ba /1a ce NpeleHN HHAMBHAYANHO, M 104 CTpOT
MEIWIHHCKH KOHTPOI.

Yntpasac He TpabBa Oa ce Npwiara npu NauMEHTH ¢ OCTPH CEPUO3HH CHCTOAHMA, MPEANOarally MHOTATHA
HWIH Mnpeapa3snonaraliid KbM pa3BHTHE Ha OBOpeuHa HEROCTATBYHOCT, BCNEACTBHE padaomMuonuia (Hamp.
CENCHC, XWUIIOTEH3Us, ToJsIMa Oriepaldd, TpaBMa, TeXKH MeTalOMTHW, CHOOKPHHHH H €NEKTPONHTHH
HApYIICHUS WTH HEKOHTPOJIUPAHH IbPUYOBE).

Bruanue evpxy yepHus opob
Kakro npy apyru nuxuburopu Ha HMG-CoA penykrasara, Yatpaeac TpaOBa Aa ce Npunara BHUMATEIHO NpH
MAIHEHTH, KOUTO NPAEMAT TOJIAMO KOJTHIECTBO AKOXO0JT H/WITH ca UMaJTH 3a0oiaBaHe Ha 9epHUA Npob.

[IpenioppyUTEeNHO € Oa ce HANpaBAT H3CACHBAHHMA Ha 4YepHHUA Opob npenm W 3 mecela cliel 3anoybBaHe Ha
neueHuero. Ilpuema Ha YiarpaeBac TpabGpa Aa ©6bie NpeycTaHOBEH MNM Oo03aTa HAaMaleHa, ako HHBOTO Ha
CEpYMHHTE TpaHCAMHMHA3HM HAJBHIHARA TPHM IThTH TOPHATa rpaHWia Ha Hopmata. JloknagBaHara 4ecToTa 3a
CEpHO3HH H9epHOAPOOHH YBPEOH (3aKmOYaBallH C€ TJIaBHO B YBEIWYEHH YEPHOIPOOHH TpaHCaMWHA3H) NMpH
NOCTMApKEeTUHIOBaTa YnoTpeba ¢ no-enucoka npM ao3a ot 40 mg.

[lpr naiweHTH ¢ BTOpPHYHa XWNEpXolecTepoNieMHd, NPHUMHEHAa OT XHIIOTHPEOHWZWIBM HIH HedpoTHYEH
CHH/IPOM, OCHOBHOTO 3abonsBane TpAOBa Aa ce ieKyBa NpeH 3ano9BaHe Ha JIeReHHETO ¢ Y ATpaBac.

Paca
PapMaKOKHHETHYHHTE NMPOYYBAHUA ca MOKA3aIH, 5€ ITPH NMALMEeHTH OT a3MaTCKaTa paca € HAHIlE No-BHCOKA
€KCIIO3HUIHA B CPABHEHHUE C Te3W OT KaBKa3kaTa (OsyiaTa) paca (Bx. ToukH 4.2, 4.3 u 5.2).

ITpomeaznu unxubumopu

TTopMiDeHa CHCTEMa EKCITO3HIIMA Ha pO3yBAacTATHH € Ha0moaaBaHa TIpH NaLWEHTH, NPUEMaIlH pO3yBaCTATHH
€OHOBPEMEHHO € PAalIHYHM MPOTea3HH MHXUOUTOpH, B koMOMHAIMA ¢ pwToHaBup. TpsaOea ma ce obMuciu
KakTO nojn3aTa OoT JHINOONOHWXKaBaHe upe3 ynoTrpeda Ha Ynarpasac npu nmauueHTH ¢ HIV, kouto npuemar
npoTeasHH HHXMOWTOpH, Taka M NOTEHUWana 3a NOBUILEHA KOHLIEHTpALlMA Ha pPO3YBACTATHH,




EIHOBpeMEHHOTO NIPUIOCKEHHE ¢ NMPOTEa3HU HHXUONUTOPK HE Ce NMpEnopb4Ba, OCBEH aKo [03aTa Ha YITpaBac
He ce Kopurupa (Bx. Tabauua 1 u Toukn 4.2 u 4.5).

Henornocumocm xem naxmosa
[TamenTH ¢ penkH HacNIEACTBEHH NMpOOJIEeMH KaTo rajiakTo3Ha HenmoHocuMmocT, LAPP-nakTazen geduunTt win
rMI0KO30-raakTo3Ha Manabcopbuus ve Tpabba fa npueMaT ToBa JIEKapCTRO.

Humpecmuyuanua benodpobra boaecm

JloknagsaHW ca W30JIHpaHH CIy4ad Ha WHTEpcTHUHANHa OenoapoOHa OONecT NMpH NpHIOKEHHE Ha HAKOH
CTATHHHU, OCOOCHO TpPH MPOOBIDKUTENHA Tepanud (BXK. Touka 4.8). KLIHHHIHHATE NPOABU MOXE Na BKIIOYBAT
IUCITHeS, HEMPOAYKTHBHA KalITALA U BIOMIARAHE HA OOLOTO ChCTOAHME (YMOpa, 3aryba Ha Terno m Tpecka).
AXO MMa ITOJO3PEHHE, J€ TTALMEHTRT € Pa3sBHII HHTEPCTHIAANHA GenoapobHa Oonect, TepanmusTa CbC CTATHHM
TpabBa fa 6be MpeyCcTaHOBEHA.

3axapen ouabem

Hsixon mokxasartescTBa NPEONONaraT, ue CTATHHUTE KaTO KJIAC NMOBHINABAT KPBHBHATA IMOK033a W MPH HAKOH
MalMeEHTH, BHCOKOPHCKOBH 3a pa3BUTHE Ha Ouaber B Obaeclme, MOTaT Ja OOBeJaT A0 TaKkOBa HHBO Ha
XHITEPTIHKEMHA, [MPH KOETO € NOAXOAALI0 NpHIlaraHeTo Ha peaOBHATA FpHKa, MpoBexaaHa npu anaber. Tosn
pucK, obade ce NMPeOAOIABAOT PEAYKIMATA HA BACKYJIAPHUA PHCK CHC CTATHHH H CIEOOBATETHO He Tpadra na
Obae nMpudHHa 3a cIUpaHEe Ha cTaTHHOBATAa Tepanua. PHCKoBHTE nauMeHTH (TMOK03a Ha rnagHo 5,6 go 6,9
mmol/l, nagexc Ha TenecHa Maca>30 kg/m?, mosumeny cTOMHOCTH Ha TPHUIIIMIEPUANTE, XUIEPTOHHA) TpAORaA
Ia ce APOCNeOABAT KAKTO KIHHWIHO, TaKa H OMOXMMUYIHO, ChINTaCHO HALUMOHAJIHUTE PBKOBOJICTBA.

B mpoyasane Ha JUPITER, crobinenaTta odima dectora Ha 3axapeH nuaber e 2,8% 3a posyeactaThH H 2,3% 3a
rutaie6o, rJIaBHO NPH NaUWEHTH ¢ [MOK03a Ha rafaHo 5,6 o 6,9 mmol/.

fleouampuuna nonynayus

OueHABaHEeTO HA JTHHEHROTO U3pacTBane (BAco9nHa), Terno, BMI (uAnekc Ha TenecHara Maca) W BTOPHUYHHTE
nonoen Here3n Ha NMOJIOBOTO Ch3psABAHE IO CKajlaTa Ha Tanner NpH neavaTpudHYM NAaLMEHTH Ha BB3pacT 6 Jo
17 rognHw, npueMalny po3yBacTaTHH, € OTPAaHHYEHO 10 IBYroauiieH nepuod. Cien ase roaMHH Ha TpETHpaHe
M0 BpeMe Ha NpoyuBaHeTO, He ¢ 3abend3aH HMKaKbB €PEKT BBPXY pacrexa, Terjoto, BMI unu monosoto
Ch3psaBaHe (BXK. Touka 3.1).

B KMHAYHO MpoyuBaHE Ha Jieila ¥ KOHOLOH, NIPHeMalld pO3yBACTATHH 3a 52 ceaMuuy, noeuinarane Ha CK >
10xULN u MyCKyJIHHTE CUMITTOMH cnel yNpaKHEeHHe WIN NMOBUINEHA (pH3NYecKa aKTHBHOCT ca Ha0moaaBaHH
[M0-4eCTO B CpaBHEHHE ¢ HAOMOAEHNR OT KIMHUYHH MPOYUBAHKA NTPH BBL3PACTHU (BXK. Touka 4.8).

4.5 BianmoneHicTBAE C APYTH JIEKaPCTBEHH NPOAYKTH B APYrH opMH HA B3aHMoAelicTBHE

Eghexm na eOnospemenno npunazavi 1ekapcmeesu npooyKmu sbpxy po3yeacmamuH

HuxubatopH Ha TpaRcnopTepRATEe NpoTeRRA: Po3yBacTtaTHH € CyOCTpaT Ha onpenesieHH TPaHCITOPTEPHH
NPOTEUHH, BKMOUUTENHO YEpHOApOoOHMs boredk Tpancnoptep OATPIB1 u ednyke tpanHcnoprepa BCRP.
EnHoOBpeMEeHHOTO HpHIOKEHHE Ha YHITpaBac ¢ JIEKaPCTBCHH ITPONYKTH, KOHTO ¢a HHXHUOMTOPH Ha Te3d
TPAHCTIOPTEPHA TIPOTENHH, MOXeE Ja J0BeNe 0 NOBHUIABAHE Ha IJTa3MeHaTa KOHIIEHTpaLMa Ha po3yBacTaTHH
W NOBULIEH pUCK OT MHONIATHA (BX. Tabnmuua 1 v Touku 4.2 u 4.4).

Haknocnopan: Ilpu eJHOBpEMEHHOTO NIPWIOKEHHE HA PO3YBACTATHH ¢ LIMKJIOCTIOPWH, CPEIHHTE CTOWHOCTH
Ha AUC Ha posyBacTatMH ca OWIH cpeaHo 7 ITBTH MNO-BHCOKH OT Te3H, HaOmogaBaHW IpH 3apaBM
100poBOILM, HA KOHTO € MpHIOXKeHa chiiaTa ao03a (Bx. tabmuua 1). Yarpasac ¢ nmporuBoNOKasaH IpH
NIaUNEHTH, KOHTO EJHOBPEMEHHO NOJYYaBaT UHKNOCNOPUH (BXK. Touka 4.3). EQHOBPEMEHHOTO TIPUITOKEHHE HE
€ MOBNHUANO TUTA3MEHMTE KOHLCHTPALIMH Ha UMKJIOCTIOPHH.

Fem¢rOpo3An B APYrd JENBIONOHHKABAINH NPOAYKTH: EAHORPEMEHHOTO NPIOKEHAE HA PO3yBacTaTHH
U reMudpo3n € A0BENO 0 ABYKPATHO noBHLIaBaHe Ha Crax 1 AUC Ha poayBacTaTHH (BXK. TOUKa 4.4).




JlanauTe OT (papMakOKHHETHYHHTE NPOYYBAHWAA, W3CNENBAIUA JIEKAPCTBEHWTE B3aHMOAEHCTBHA, HE ca
nokasanu B3zanmonelicteue ¢ geHodubpaT, HO € BB3IMOXKHA NOABa Ha (apMaKOANMHAMHMYHH B3aUMOACHCTBUA.
["'empubpo3nn, peHoGubOpar 1 ocTaHATMTE JIeKapcTBa OT rpyrnarta Ha QuOpaTNTE M MTHMHIO-MOHAKABALNATE
no3u (B no3n > | g Ha meH) HHAUMH (HAKOTWHOBA KHUCEJIWHA) NMOBHUINABAT PACKA OT ITOABA HA MHOTIATHA TIPH
KOMOMHHpaHe ¢ HHXHOUTOPH Ha XHAPOKCH-METHI-TTYTApI-KOEH3HM A peayKTa3aTa, Hal-BepoATHO nmopaau
daxTa, 4e MOCNEIHHTE MOTAT [ia NpedU3BUKAT MOABATA HA TOBA YCIIOKHEHHE H NpH MOHOTepamud, JozaTa oT
40 mg e NpOTHBOMNOKA3aAHA (1PN €IHOBPEMEHEH npueM ¢ pubpatu (Bx. Touku 4.3 n 4.4). Ilpu Te3n nauueHTH
NEYEeHUETO ChINO TPAORA na 3anodHe ¢ S mg.

Ezeramnub: EgunoepemenHoTo n3nonseane Ha 40 mg Yarpasac ¥ 10 mg e3zeTHMHO He BOOAM A0 MNPOMEHH B
AUC u npu aparta npenapata, KOraTo ¢¢ MpUnaraT Opd 3gpasd gobposomm. Uma 1,2 me1H noenineHwe Ha
AUC na posysactatuH, xoraro 10 mg VYmrpasac m 10 mg ezerMnd ca NpPHIOXKEHA NTPH MAUAEHTH C
xunepxonecteponemus (tTabnwua 1). He mMoxke ga ce u3kmouy papMakoqHHAMHIHO B3aHMOACHCTBHE MEXIY
TAX, KOETO Ja UMa 3a PEe3YJITaT HexKeJIaHHU peaklMH (BX. Touka 4.4).

Ilporeaznn nAXAORTOPR: BEIpekd tUe TOYHHMAT MEXAHW3IBPM Ha B3aHMOACHCTBHE HE & W3IBECTEH,
EOHOBPEMEHHOTO TPHJIOKEHHE € MPOTEasHH MHXUOMTOPH MOXKE pPA3KO Ja MOBHIOM EKCNO3HLHATA Ha
po3yBacratiH. EqHOBpeMeHHOTO npunoxeHde Ha 10 mg po3ysacTaTrWH H KOMOMHHPAH NMPONYKT, ChCTOALI Ce
0T maBa mpoteasHH wHxubOwtopa (300 mg arazanasup/100 mg puToHaBHP) N0 BpeMe Ha eOHO
¢apMakOKWHETHIHO NpOyUBaHe NMPH 30paBW J0OPOBOIIN, € ACOUHHUPAHO ¢ MPUOTU3ATENHO ABY- W TIET-KPaTHO
HapacTeaHe B paRHOBecHHTe Ha AUC Ha polysactaTuH. EAHOBpEMEHHOTO MPHWIOKEHNE HA YITPABacC H HAKOH
KOMOHMHAUNK OT TIPOTEA3HH WHXHOHTOPH, MOXE Ia ce WMa MpPEeOBHI CI€d BHHMATEIIHO TIpELICHABaHE Ha
KOPEKLHHUTE Ha A03aTa Ha Yrpasac, Ha 0aza 04aKkBaHOTO MOBHILIEHHE HA EKCITOZMLIMATA HA PO3YBACTATHH (BXK.
tabmiua | ¥ Toukn 4.2 n 4.4).

ARTHaORAR: EQHOBpPEMEHHOTO IPHIOXKEHWE HA pPO3YBACTATHH C aHTHALMOHA CYCNEH3WA, ChAbpXXalia
ANMyMHHHEB M MarHe3WeB XWIPOKCHA, € J0BeM0 [0 HAMAIBaHE Ha Ma3MEHaTa KOHLEHTpaumsa Ha
po3dyeBacraTaH ¢ mpubmmsuTemno 50%. Tosn edekT e OMm oTcnabeH, KOraTo aHTHALIMOWTE Ca JaBaHH 2 daca
cnel mpueMa Ha po3yBacTaTuH. KITHHHYHOTO 3HAYEHHE HA TOBA BIAHMOIECHCTBHE HE € H3CJIeIBaHO.

EparoMannn: EQHOBPEMEHHMAT NMpPHUEM Ha pO3yBacTaTHH H €PUTPOMHLMH € goBen A0 20% noHuxasaHe Ha
AUCpy 1 30% nonwxkaBane Ha Cpy HA po3yBacTaTHH. BaanMonefcTBHETO MoOXeE a € NPeJu3BHKAHO OT
TIOBHINEHHUSA YPEBEH MOTWINTET, BCIICACTBHE ITPUEMAHETO HA EPUTPOMHULIMH.

EmiaMA or cHcTeMaTa Ha nuroxpom Pd450: Mlanuute ot in vitro m in vivo NpoydYBaHWA NOKa3par, e
pPO3yBACTATHH HE € HUTO HHXHOUTOpP, HUTO UHAYKTOP Ha UHTOXpOM P450 uzoeHaumute. PoszypacTaTiH € cnad
cyOCTpaT 3a Te3d M30eH3UMN. CreoBaTeNTHO, JEKapCTBEHA B3daUMOOEACTBAA, pe3yIraT oT UATOXpoM P450-
MEIWHpaHua MeTab0MUIBM, He ce odaksar. He ca HabmonasaHu KIMHHYHO 3HAYHMM B3AHMOACHCTBIA MEXIY
posyBacTaTH # ¢uiykoHason (mHxnbutop Ha CYP2C9 u CYP3A4) wnu kerokoHason (MHXuOUTOp Ha
CYP2A6 u CYP3A4). EnHoBpeMeHHHNAT npHem Ha urpakoHazon (mHxuburop Ha CYP3A4) u posysacTtaTvH
BoaH 0o 28% ymenmdgenne Ha AUC Ha pocypactati. ToBa Manko yBeJTHYEHHE HEe € KITHHAYHO 3Ha9uMO, [o
Ta3¥ MPUIHHA, JICKAPCTBEHHA B3aUMOASHCTBHSA BCIICACTBHE Ha MeTabOTH3IBEM, MEOHHPAH OT LUTOXpoM P450, He
C€ OYaKBaT.

BianmMonelicTBaN, KOHTO H3ACKBAT KOPEKIHH HA X03aTA HA PO3YBACTATHE (BXK. cHLII0 Tabanna 1):
Koraro e HeoOxoauMo Ia ce npunara YaTrpaBac eJTHOBPEMEHHO ¢ APYTH JIEKapCTBeHH MPOIYKTH, 38 KOHUTO €
H3BECTHO, Y€ NOBHLIABAT €KCIIO3ULMATA HA PO3YBACTAaTHH, JO3UTE HA YIITpaBac TpsOBa Na ce KOpHUrHpar.

Ha mpeanuceammure Jekapd ce NpenopbhuyBa Ja BieMmaTr IPEABHA ChOTBETHATA JICKAPCTBEHA WH(OpMAIIWA,
Korato oOMMCIST NMPWIaraHe Ha TakHBa POOYKTH 3a¢AHO ¢ YIITpasac. 3alo4ea c¢ ¢ 403a Ha Y JITpaBac oT 5
mg BEAHBX OHEBHO, aKO OYaKBAHOTO NMOBHIIeHHE Ha excnosuuusaTa (AUC) e npubmsnTeTHo IBYKPaTHO WIH
Ao-rojiaMo. MakcuManHaTa OHEBHA J03a Ha Yiarpasac TpabBa Ja ce KOpurdpa Taka, 4€ OuakBaHara
€KCNO3HUMA Ha pO3YBACTATHH HAMA BEPOSATHOCT Aa HAABMINW Ta3n Ha 40 mg NHeBHa 1033 YNTpamac, npHer
6e3 BzaWMopelcTBalM JIeKapcTBEHU IMPOAYKTH, Hanp. go3a ot 20 mg Yiarpasac ¢ rem@gmbOpozwn (1,9 mpTH
MoBHIIeHKe) W D032 oT 10 mg Yarpasac ¢ koMOMHaWMs puToHaBAp/aTazaHasup (3,1 TLTH IoBULIEHHE).

Tabmana 1 EdexT Ha eqnoBpeMeHHO NPHANATAH JIEKAPCTBEH NPOAYKT BLPXY EKCNO3ANASTA Ha
po3yeacTaThHR (AUC, B na3x0oasm pea) oT ny0JAAKYBARH KJIHHAYHA NPOYYBAHAS




Ho3os peXEM na | Hozos pexnamM na polysacTaTHH | Ilpomana B AUC Ha
B3AAMOAEHCTBAMOTO JEKAPCTBO pO3YBACTATHH
LInxnocmopun 75 mg aea mbTH Ha | 10 mg BeaHsXk AHeBHO, 10 THH 7.1 meth 1
neH go 200 mg nea sTH Ha QIeH, 6

MeEcela

ATazanasup 300 mg/ puronasup | 10 mg, eqHOKpaTHa J03a 3,1 meTH 1
100 mg BeOHBX JHEBHO, 8 OHH

Cumenpesup 150 mg OD, 7 auu 10 mg, enHokpaTHa A03a 2,8 npTH 1
Jlonnuaenp 400 mg/ putoHasup | 20 mg BeaAHBK AHEBHO, 7 qHU 2,1l mpTH 1
100 mg, 17 anu

Knonumorpen 300 mg | 20 mg, eqHOKpaTHa 1033 2 weTH |
HATOBapBallla 1034, NOoCNeABaHa oT

75 mg Ha 24 yaca

lemduGposznn 600 mg asa nuTH | 80 mg, eqHOKpaTHa K03a 1,9 mpTH T
Ha geH, 7 OHH

Emnrpombornar 75 mg Bearsx | 10 mg, enHoKpaTHa Jo3a 1,6 mpTH T
OHEBHO, 5 NHHU

Hapynasup 600 mg/puronasup | 10 mg BenHbxk QHEBHO, 7 OHU 1,5 meTH 1
100 mg nBa MBTH Ha OCH

Tunpanaenp 500 mg/puronasup | 10 mg, enHokpaTHa 1032 1,4 mpTH T
200 mg nBa meTM Ha aeH, 11 guu |

Hdponenapod 400 mg nsa nbTH Ha | He e HanwyHa 1,4 mbTH 1
OEeH

Hrpakonazon 200 mg segnnxk | 10 mg, enHokparHa no3a 1,4 meTH T**
OHEBHO, 5 THH

Ezerumud 10 mg Beanbx xueBHo, | 10 mg, Benunxk AHeBHO, 14 THK 1,2 meTH T**
14 nHH

D o3aMITpEHARHP 700 | 10 mg, enHokpaTHa 1034 >
mg/puroHaBup 100 mg asa nuTH

HA OcH, 8 JHH

Anermurasap 0,3 mg, 7 1HU 40 mg, 7 nHK —
Cumumapus 140 mg tpu neTH Ha | 10 mg, eqHokpaTHa 1034 -

JAEH, 5 IHH )

Denodudbpar 67 mg Tpu nbTH Ha | 10 mg, 7 nun —

JEH, 7 THH _

Pudamnun 450 mg seganx | 20 mg, eNHOKpaTHa 4o3a >
JAHEBHO, 7 OHH |

Keroxonaszon 200 mg nea meTH Ha | 80 mg, eqHoKkpaTHa 0034 >

IeH, 7 IH!

Qnykonazon 200 mg Beagwnxk | 80 mg, eqHOKpaTHA J03a “—r
AHEBHO, 11 mHH .

Eputpomuiina 500 mg detupm | 80 mg, enHokpaTHa O03a 20%)
ITETH HA OEH, 7 OHH

baukamme 50 mg Tpn mbTH Ha oeH, | 20 mg, eTHOKpaTHA 032 47%]

14 nuu

*IlaHHNTE, TOCOYEHW KAaTo X WHTH IIPOMNHA NPENCTARAT MNPOCTO CROTHOIMEHHE MEXIY €IHOBPEMEHHO
APWIOKEHHE H TPWIOKEHHE Ha PO3YBACTATHH caMocTosTeNTHO. JlaHHWTEe, MmocodeHH Kato % mpeacTaBsAT
MPOLIEHTA Pa3/IKa OTHECEH Ha CaMOCTOATENTHOTO MPIIOKEHHE Ha PO3YBACTATHH,

ITosumraBaHeTo € npencraseHo karo ,,1°, 6e3 mpoMsaHa kato ,,«>"", TIOHHXEHNEeTO KaTo ,,] .
**Hrxonko npoy4BarMA 3a B3aNMOOCHCTBHE ca NMPOBEACHH ¢ PazIMYHM HO3HPOBKH Y ITpaBac, Tabiviarta
ApencTaed Hal-3HaYNMOTO ChOTHOLIIEHHE.,




Eghexm na poszyeacmamurn 8vpxy eOHOBPEMEHHO NPUAAZAHYU NEKAPCMEBEHYU NPOOYKIMU

AntaronncTH Ba BATAMEAN K: [lonobuo Ha apyru muxndutopn Ha HMG-CoA pexykTa3arta, 3alo4BaHeTO Ha
NeseHne ¢ YITpaBac WM THTPHPAHETO Ha J03aTa MY MNPH MauMeHTH, [PHEMAIH aHTATOHHUCTH HAa BUTaMuH K
(xaTo BapgapuH WIK JApYrd KyMapWHOBHA aHTHKOArylaHTH), MOXe a foBeje a0 NosHinasaHe Ha International
Normalised Ratio (INR). [lpexscBaHeTo Ha Ne4eHHETO WM HamajiiBaHe Ha [10ATa Ha TUTPUpPAHE C YJITpaBac
MOKe Aa aoeae 1o HamaneHne Ha INR. IIpu nonobGuu cHTyals ce npenopr4sa MOHHTOpHpaHe Ha INR.

Iepopanea KORTPANENTHBR/XOPMOHOIAMECTBAINA TepanHfA: EJHOBpEMEHHUAT NpPHEM Ha YIITpaBac H
NepopasHU KOHTPALIENITHRY ¢ JoBeN A0 nosuinasaHe HA AUC Ha eTMHWIECTPAAHOT H HOPFECTPEI, ChOTBETHO
¢ 26% w 34%. Te3n noBMIIEHW TUTa3MEHHW KOHIERTpAaUMH TpAOBa Ia ce B3eMar 110l BHAMaHHEe, KOTaTo ce
onpencia JO3WpPOBKAaTa HA MEPOpATHHUTE KOHTpauenTHBH., Hama ¢apmakoKWHETHYIHH OaHHW 3a MMALHECHTH,
KOWTO NpHEMaT eQHOBPEMEHHO YINTpaBac M XOpPMOHO3aMecTBalla Tepanua. ETo 3amio, B3ammoaeHCTBHETO
OIKUCAHO MO-rope He TpAOBa na 6bAec M3KMOYEHO KATO BEpPOATHO. BbnpekH toBa, Tasn koMOHHaunAa ¢ Ouna
IIMPOKO MpUnaraHa oT XKEHH B KNMHUYHN H3NUTBAHUA ¥ ¢ 6una ToliepHpaHa Jodpe.

JApyra nexapcTBeHH NPOAYKTH:
Huzoxkcun: Bb3 OCHOBAa Ha [aHHHATE OT cCrneuUMHYHH MNpOy4YBaHHA 33 H3CNEABaHE Ha JICKAPCTBEHH
B3aHMOEHCTBHYA, HE Ce 09aKBa KIIMHHIHO 3HAYHAMO B3aHMOOEHCTBHE ¢ JUTOKCHH.

@y3udosa kucerura: He ca npoeexiaHH NpOydYBaAHUA 38 MICICABAHEC Ha B3aUMOACHCTBHA C pO3YyRacTaTHH H
$y3ua0Ba KucenuHa. KakTo v npu Apyry CTaTvHKW, MHONAaTH4, BKIIOYHTENTHO pabooMHoINo3a, ca JOKIaABaHu
OT MOCTMAPKETHHIOB OMHT C PO3yBAacTaTHH H (y3WI0Ba KHCEINHA, NTPWIAaraHu eJHoBpeMeHHo. MexaHu3MBbT
Ha TOBa B3anMopeicTere (papMakoAHHAMHTHO WK (JapMaXOKHHETHIHO, HJTH W IBETE) € BCE OINE HEHIBECTEH.
HMa cxo0menns 3a pabaoMHoH3a (BKMOTHTEITHO HAKOJIKO ¢ JaTaieH W3X0A) NMPH NMalMeHTH, MPUEMAaNI# Ta3H
KOMOHHALUA.

Ako TepanuaTta ¢ Qy3HIoBa KHCEJIMHA 3a CHUCTEMHO TNPHIIOKEHHE € HAMOXKHUTENTHA, JIeIeHHETO ¢ YJITpaBac
TpaGra na 6bpe MpeyCTAHOBEHO MO BpeMe Ha NEpHOaa Ha NedeHHe ¢ Py3HIOBa KHCEIHHa, BIbkTe CHIUO TOYKA
4.4.

[Tecuampuuna nonyrayus

Hpﬂ}"lBﬂHHﬂ 3a B3IaWMOIOCHCTBHAA Ca [IPOBEXKIAAHN CaMO MPH Bb3PACTHH. CreneHTa Ha BlauMoOJelicTBHATA B
neanaTpHiHaTa nonymnainia HC € H3BCCTHa.

4.6 (DepTHIATET, OPEMEHAOCT H KEPMeHe
YiTpaBac e NpOTHUBONOKA3aH 10 BpeMe Ha OpeMEHHOCT H KbpMEHE.
XKeHu ¢ gJeTepoleH NoTeHLMa TpaOBa Ja NPWIATAT MOAXOAAUIM KOHTPAUSITHBHH MEPKH,

XOonecTeponsT M APYTH NPOAYKTH Ha XonecTepos GHOCHHTE3aTa ca BaXKHM 3a paBHTHETO Ha Ioaa. Ero 3awo
MTOTEHLAATHAAT pHCKk OT MHXuOmpane Ha HMG-CoA penykTazarta € no-roiM B CpaBHEHHWE C TTOJ3aTa OT
NIEICHHETO TI0 BpeMe Ha OpeMenHocT. M3cnenpaHus BBPXY XMBOTHH OCHIYDABAT OrpaHWYEHH IAHHH 32
pPENPOAYKTHBHATA TOKCHUHOCT (BkK. To4dka 3.3). AKO naumeHTkaTta 3adpeMeHee No BpeME Ha JieMeHHe ¢ ToBa
NIeKApCTBO, NpHeMBT TpAOBa na Obae He3abaBHO MPEYyCTAHOBEH.

Po3zyBacTaTHH ce €KCKPETHpa B MJIAKOTO HA IUTEXOBE. HAMa yCTaHOBEHH NaHHM 32 €KCKPETHpaHE B MIIAKOTO
npy xopata (BX. Touka 4.3).

4.7 EdexTn BLpXy cnocobHoeTTa 32 modHpaHe H padoTa ¢ MANIHAN

He ca mpoBexOaHH MpOyYBAHHA 3a YCTAHOBABAHE BIHMAHHCTO HA PO3YBacTaTHH BBPXY CHOCODHOCTTa 3a
wodupane n padora ¢ mMaltuHy. Bs3 ocHOBa Ha papMakOOWHAMUYHUTE CRONCTBA HE CE OYaKBa PO3yBACTATHH
Ia NnoBnHMAe HeONAronNpHATHO Te3W cnocoOHoCTH. IpH wodupane unn paGora ¢ MAILIMHH TPACE
NPEeIBUI, 9¢ TIPHEMAHETO Ha JIEKAPCTBOTO MOXKE 1A MPEIH3BHKA CBETOBBPTEXK.




4.8 Hexelann JIeKapCTBEHH PeaKnHE

Hexenannre JlekapCcTBEHH peaklivM, HabmonasaHH MpH ynotpebata Ha po3yBacTaTHH, 0OHKHOBEHO ca OwTH
JIeKH B IpeX0AHHN. B KOHTpOMpaHWTE KIMHWYHH [TPOYYBAHHA MO-MANKo OT 4% OT NMauMeHTHTE Ha JIEYeHHE C
pPO3yBacTaTHH CA NPEKbCHAIHN JICYSHUETO TIOPagH HeXEaHN ChONTH.

basnpana Ha [JaHHHM OT KIIMHWYHH TNpPOY4YBaHMA W OOIIMpEH MOCTMApKETHHIOB OIWT, cjlegHaTa Tabnuua
npeactaBs npoQwrkT Ha PO3YBAaCTaTHH 0 OTHOIMMEHHE HAa HEXEIAaHM JIEKaPCTBEHHM peakilnu. Hexenanure
peakLUuH, W30poeHH no-goiy ca KnacupuLUMpaHy Mo 4€CTOTa H CHCTEMO-0OpraHeH Kiac.

YecTroTaTa Ha HexelaHWTe CHOUTHS e choOpaseHa Che cregHara ckana: dectd (>1/100 mo <1/10), neuectn
(>1/1 000 mo <1/100), peaxwu (>1/10 000 mo <1/1 000}, mHoro peaxu (<1/10 000), ¢ Hen3BecTHa decToTa (OT
HATHYHHATE JaHHH HE MOXKe 1a ObAe HanpaBeHa OLCHKA).

Hapywenua na kpvema u tumgpuama cucmema
Penim: TPOMOOLUTOEHHSA

Hapyuernun na umynnama cucmema
Penku: PeaKIMH Ha CBPHXYYBCTBHTEHOCT, BKIHOYHTCITHO AHTHOEAEM

Hapywenua na endokpunna cucmema
Yecru: 3axapeH auaber’

Hewcuwnu napywenus
C HeM3BecTHA YECTOTA: HENpecus

Hapywenus na wepenama cucmema

YectH: rnasobosive, 3aManHBaHe

MHoro peaku: MOJIHHEBPONATHA, 3aryba Ha nameT

C HeW3BeCTHa 4ecToTa: nepudepHa HEBPOMNATHA, HAPYLUCHHUS Ha ChHA (BKMIOYUTEHO HHCOMHHA U KOIIMAapH)

Pecnupamopnu, 2pe0nu U MEOUACMUHAANRU HAPYIEHUR
C HeH3BEeCTHA YeCTOTa: KALTHua, JUCTTHES

CmoMawHo-upesHu HapyweHun

YecTH: KOHCTHITALIHMA, rafgeHe, abqoMUHATHH O0JIKH
Penku: [MaHKpeaTuT

C HeM3BECTHA YECTOTA: AHAPHUA

Xenamobunuapru Hapyuienus
Penkn: TIOBHIIEHW 9epHOAPOOHN TpaHCAMHHA3M
MHoro peaku: ABITEHULA, XENATUT

Hapywernun na Kkoxcama u noOKoxcHama mukau
HeuecTh: NPYPHTYC, ODPUBH, YPTHKAPHSA

C HeussecTHa YectoTa: CHHApoM Ha Stevens-Johnson

Hapywenust na MycKkynHo-cKenemHama cucmema u CbeQuURUMenHda moKaH

Yectu: MUHANTHA
Penku: MHONATHA (BIUL. MHO3WUT) W pabooMHosin3a
MHoro peaxm: apTpanrua

C HeW3BEeCTHA 9€CTOTA: HAPYLICHAA Ha CYXOKWIHATA, TOHAKOTA YCIIOKHEHH OT PYNTYPA,;
AMYHOMEAWNPAHa HEKPOTH3IHPAINa MHOMATH




Hapywenun na bvbpeyume u nuxounume nomuiya
MHoro penku: XEeMaTypHs

Hapywenus Ha penpodyxmuanama cucmema u zepoama
MHoro penxu: T'HHEKOMAacTHA

Obuiu sapyuweHus u ehexmu HQ MACIMOMO HA NPUROICEHUE
YecTH: ACTECHHA
C HeM3BeCcTHA 4ECcTOTa. eleM

'YecroTaTa me 3aBHCH OT HANMYMETO WM OTCHCTBHETO Ha PHCKOBH dakTopH (rMOKo3a Ha rnagHo >5,6
mmol/l, uumexc Ha TenecHa maca >30 kg/m? mnoBMIIEHW CTOWHOCTH Ha TPWITIMLEPHIONTE, aHaMHe3a 3a
XHIIEPTOHHA).

Kaxkto npu apyru nHxubutopn Ha HMG-CoA peaykrazata, 4ecTOTATA HA HEXEJIAHUTE JIEKAPCTBEHN peaKIMy
3aBHCH OT [03ATa HA JICKApCTRBOTO.

Edextn BLpXy 0b0pennTe

[Ipy manmeHTH, JIEKYBAHW C PO3YBACTATHH, € HabMomaBaHa MPOTEHHYHUPHS, YCTAHOBEHA MPH H3C/IeOBaHE ¢
TECT-JIEHTHYKH H KOATO € ¢ MpeaAuMHo TyOyneH npousxon.

B ompeneneHH MOMEHTH OT JedeHHETo NpH <1% oT naumentrTe Ha 10 mg n 20 mg, 1 npy MTpUBANINTENRHO
3% oT nauueHTHTE, NeKyBaHHu ¢ 40 mg, ca HabmoJaBaHHU NMPOMEHU B M3CNEIBAHUATA 33 MPOTEUH B YPHUHATA OT
OTpHUATEJICH pe3yNTaT WM cleau no ++. He3HaYHTeTHO OTKIIOHEHHE B ITOCOKA OT OTPHIATENEH Pe3yNITaT HIN
cneauw kM + e Hab/mogaeano npy no3a 20 mg. B noBedeTo ciydau MpOTEHHYHPHATA HaMalfBa HIH H3De3Ba
CIIOHTAHHO B TPOLECa HA JICYEHHETO U He € J0KAa3aHo JAa MpEeOlIecTBa OCTPO H MPOrpecHBHO 6BOpeaHO
jabomnapade. Ot npernena Ha NaHHKMTE OT KIHHHYHUTE NPOYyUYBaHUA U NOCTMAPKSTHHIOBHA ONNT JI0 Cera He e
HACHTHDHULMpaHa NPUYHHHA BPb3Ka MEeXKIY NPOTEHHYPHATA B OCTPO WM nporpecuslo 010peuso 3abonaraue.

Ilpy mauMeHTH Ha NedeHHE ¢ YIITpasac ¢ HaOmoaBaHa XeMATYpHA, HO KIMHHIHHTE AaHHH COYAT, 49e
gecTOTaTa i € HHCKA.

EdexTH BLpPXY CKEJIETHATA MYCKYNATYpPA

Kakto n mipy apyru waxuoutopn Ha HMG-CoA pexgykrasara, BE3[JCHCTBUA BBPXY CKEJIETHATA MYyCKylaTypa
KaTO HEYCIIOXKHEHA MHANIMHA, MHOMNATUA (BKTIOYWUTENHO MHO3HT) M pabAoMMO/IM3a, Ca YCTAHOBEHH [IpH
MalHEHTH, NEKYBaHH ¢ PO3YBACTATHH — BbB BCHUKM TepaleBTHYHM 1034, ocobeHo B go3u Hag 20 mg.

IlopnmasaHe HuBOTO Ha CK BCrleacTBHE Ha yBelHWYaBaHe Ha [o3aTa ¢ HaOmoJasaHO NpH MamTek Opoit
NalMeHTH Ha JIEUEeHHE C PpO3YBACTATHH; MHOKECTBOTO OT CNydauTe Ca JIEKW, NPEeXOOHA H aCHMITTOMATHIHH.
Ao HuBOTO Ha CK ce nosuinm (>5 mMbTH ropHaTa rpaHiLa HA HOpMATa) JieueHHeTo TpAdBa BpeMeHHO 1a 6bhe
npeyCcTaHOBEHO (BK. TO4YKa 4.4).

EdexTH BLpXY UepARA Apob

Kakto ¥ npu apyru nuxubutopu Ha HMG-CoA pexyxrasaTta, yeenHueHHe Ha TpaHCaMHHA3HTE CBBLP3aHO C
OO3MPOBKAaTa € RabmoJaBaHO NpH MaTbK Opo# MalHEHTH Ha JIedeHWe ¢ PO3yBACTATHH; IMO-TONIAMA H9AcT OT
CITYHaHTe ca JICKH, ACHMITTOMAaTHIHH B TIPEXOIHH.

CrnenHuTe HEXENIaHKH peaklMH A NOKNAABAHHU NP HAKOH CTATHHM:
¢ CekcyarHa JuchyHKLNA,

e Hiommpanu ciydan Ha MHTEpCTHUHAMHA GenoapobHa Honect, ocobeHo Npu NpOoaBIDKATETHA TEPANHA
(BK. TO9Ka 4.4).

JloknaneaHata 4ecToTa Ha pabOOMMOIIM3A, CEPHO3HH 4YepHONpOoOHH yBpexkaaHud (OCHOBHO — YBeJIHYEHH
yepHOoApoOHMU TpaHCAMHHA3HR) € MO-BHCOKa MpH J03HpoBKa oT 40 mg.

lleamarpaans monynanus: IlosuinaBaHe Ha kpeaTMHKHHazaTa > 10XULN m MycKylIHM CHMOTOMH clieq
YIPOXHEHAS WIH MNOBUIMEHA (H3WYEeCKa AKTHBHOCT ca HabmomaBaHW mMo-4ecTo B eHO S52-cemm




KMTAHAYHO [POYyuBaHE Ha /lelid M IOHOLIM B CpPaBHEHHE C BB3pacTHUTE (BkK. Touka 4.4). B mpyr acmexr,
npo@ITHT Ha 0€30MacHOCT HA PO3YBACTATHH € CXOACH MNPH Aclid M FOHOLIH B CPABHEHHE C Bb3PACTHHTE.

CrobInaBaHe Ha MQAOIUPAHY HEXKEJIAHW PEeaKLNH

Cpo0OImaBpaHeTo Ha MOJA03INPaHN HEXENAHW PeaklUHH CNel paspellaBane 3a ynoTtpeda Ha neKkapCTBeHHA
NMPOMYKT € BaxHO. ToBa N03B0JIABA 13 MPOTLBKH HAOMOOEHHETO HA CHOTHOLICHHETO TI0N3a/PHCK 32
JIEKapCTREHHA NPOAYKT. OT MEAMLIMHCKHNTE CIIELMATACTH ce H3MCKBA J1a ChOoOLIABaT BCAKA NOA03HpaHA
HEXKeNaHa peakiiig IUPEKTHO Ha:

W3nsnuuTenHa areHUus no sekapcrearta (UAJT)
yn. JamsH ['pyes 8,

Codna 1303,

Ten. +359 2 8903417

en. nowa: bda@bda.bg
yebcaiiT: www.bda.bg

4.9 penoznpane
Hama cneunguvHO nedeHne B ciyqald Ha mpeno3npade. [Ipn npegosupane mauyeHTsT TpAOBa Aa ce NEKyBa

CHMITTOMATHYHO M 12 C€ 3al0%YHAT NOJTEPXAINH MEPKH crioped HyxnaaTa. UpHoxpo6HaTa dyHKIHMS 4 HHBATa
Ha CK Tpabea na ce cieasT. Manko BeposTHO € XeMoauaTi3ara 1a Ob/e oT noisa.

5. G®APMAKOJIOTHYHH CBOMCTBA

5.1 PapmMakKoIHHAMHEYHA CBOHCTBA
DapMakoTepaneBTHIHA rpyna: HExubATropH Ha HMG-CoA penyxrasarta, ATC xox: C10AAQ7

MexaHu3bM Ha JeHCTBHUE

PocyBacTaTHH € cCelekTHBeEH M KOHKYpeHTeH uHxuburop Ha HMG-CoA penykrazara, CKOpoOCT-
OrpaHW4YaBallys CH3UM, KOWTO NMpeBpHIIA 3-XHAPOKCH-3-METHITTYTAPHI KOEH3MM A B MEBAJIOHAT, IPEKYPCOp
Ha Xonectepona. OCHOBHO BB3ACHCTBHE PO3YBACTATHH OKa3lBa BbpXy HepHHA Apo0, OpraHbT B KOUTO ce
H3RBPINBA HAMANABAHE HUBOTO Ha XOJIECTCPON.

PosyepacratuH yBenuuasa Opos Ha uepHoapobuuTe LDL peuentopn pbpXy KI€Tb4YHATA NMOBBPXHOCT KAaTO
3aCH/IBa TIoemMaHeTo W xarabonuaMa Ha LDL w naxubOnpa vepHonpoduara cuHTesa Ha VLDL kato no toam
HAa49HH HaMangasa obmus 6poit Ha VLDL u LDL gacTuiu.

(DapMakoINHAMHYHH ePEKTH

PocyractaTHH HamMasisBa noBuineHHA LDL-Xonectepon, oOums Xonectepon W TPHIIMLEPHAWTE H NMOBHINARA
HDL.-xonecrepona. To# cbino taka nonmwkasa ApoB, sieHDL-C, VLDL-C, VLDL-TG w ysenvwapa ApoA-I|
(Bx. Tabnmua 1). PosysactaTuH moHmxkara ¥ choTHoweHwmara LDL-C/HDL-C, o6m C/HDL-C, HeHDL-
C/HDL-C u ApoB/ApoA-I.

Tabamna 1 OTrorop Ha fA034aTa NpU NalUMUEHTH ¢ NbLPBHYHA Xunepxonectreponemusa (tun Ila u Ilb)
(xopurupaH cpelicH NPOLEHT Ha MPOMAHA OT U3XOQHO HHBO)

Hosa [N [LDL-C [O6m-C [HDL-C |[TG [meHDL-C ApoB [ ApoA-I
[naueGo | 13 | -7 E 3 (3 17 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




TepaneBTHYHUAT OTTOBOP KbM JIEYEHMETO C pO3YBAcTaTHH ce 3adensf3pa oo | ceamMuua oT Hayanoto Ha
TepanuATa 1 90% oT MakCHMaNHHUA OTrOBOP €€ MOCTUra A0 2 ceAMHUNA. MaKCHMAaTHHAT OTroBOpP OOHMKHOBEHO
ce TMMOCTHTA KBM 4-Ta CeMHULIA W ce TTOANBPXKA ClIe[ TOBA.

KnuunaHa edHKacHOCT H De3011acHOCT

PolyBacTaTHH € e(QMKaCeH MNpH BBIPACTHH X0pa, CTPAdRIIM OT XHMNEpXonecTeporeMHMia, CbC HAH 0Oe3
XUNICPTPUTIKLUEPUAEMUS, HE3ABUCAMO OT PacoBa NMPUHANIEKHOCT, 110J1 UM BB3PAcT, U NPH CNEUHAIHH IPYIH
KaTo AHAOETHIM WK NALMEHTH ¢ (aMHITHA XHTIEPXOJIeCTEPONIEMHA.

O6o6wennTe panHn or Il ¢aza Ha XIHHUYHNTE NPOYYBRAHHA MOKa3BaT, Y€ pO3YBACTAaTHH € edukaceH npH
JIe4eHWE Ha roiama JacT oT naumeHtH ¢ Tan lla u b xunepxonecteponemns (cpeana A3XoMHAa CTOMHOCT Ha
LDL-C oxono 4,8 mmol/l), cnopen onpenencauTe oT Epponeiickata OOWHOCT Mo ApTepockiepo3a NMpHLIEITHHA
crolHocTH (EAS; 1998). Oxono 80% ot mammenture Ha 10 mg ca DocTHTHaTH XKenaHnTe cToiHoCcTH Ha LDL-
C (<3 mmol/l) cnopen EAS,

B exno mamabHo npoydeane ¢ GopcHpaHO TpEeTHpaHEe Ha J03aTa, 435 nalueHTH ¢ XeTepo3uroTHa (pamMuHa
XHIepxonecTepojaeMus ca nexkysaHy ¢ 20 mg g0 80 mg. BcHukn J03HPOBKH NMOKa3BAT TTONOKUTENICH PEe3YJITAT
BBPXY JUNUAHHTE nokazatenu. Cnen gocTuraHe Ha aHeBHa no3a oT 40 mg (12 ceamnuno nedenne), LDL-C
HaMansgea ¢ 53%. 33% ot nannenrnre gocturart croliHocrure Ha LDL-C cnopen EAS (< 3 mmol/]).

B eano otrBopeHO npoyusake ¢ GOpcHpaHO THTPHPAHE HA J03aTa NMpH 42 nauMeHTa ¢ XOMO3WTOTHa (PpaMHITHA
XHUIMEPXONECTepoieMHUsd ca OT4YEeTEeHW pezynrature oT npueMane Ha 20-40 mg poisypactatuH. B obinara
nonynauus ¢cpeaHoTo noHuwxkasaHe Ha LDL-C ¢ 22%.

B WIMHWYHY NpOydBaHHA C OrpaHwdeH Opol nNauWeHTd pPo3yBaCTATHH TIOKA3lBa afMTHBHA €(PHKACHOCT MNMpH
HaMallABaHE Ha TPHITIMUEPUINTE, KOraTo € npueMad B koMOHHauna ¢ ¢peHopnOpaT M NoBHLLIaBaHE HHBOTO Ha
HDL-C 8 xoMOHHaLMA ¢ HHauKH (B, To9Ka 4.4).

B eaHo MYyATHUEHTPOBO, JBOHHO-CNATIO, TIUIauefo-KOHTpONMpaHo KIHHHYHO mpoydeaHe (METEQOR)
984 nauneHTa Ha BBIpacT Mexay 45 W TOTOAMHH C HHWCBK PHCK 33 HCXeMHdHa Oonect Ha Chpuero
(nedunupano kato Framingham puck <10% 3a 10 r) u cuve cpeann LDL-C 4,0 mmol/1 (154,5 mg/dl), Ho ¢he
CyOK/IMHMUYHA aTepoCKIEpo3a, ycraHoBeHa dpe3 m3mepsaHe Ha CIMT (Carotid Intima Media Thickness), ca
paHjomnsnpain Ha 40 mg po3yBacTaTHH BeOHBX AHEBHO WIH maanebo 3a 2 roguHu. PosysacTaTnH
3HAYMTENHO 3abaBs nporpecusta Ha MakcumanHoTo CIMT Ha Bcuuku 12 Mecra Ha KAPOTHHHWTE apTEPHH B
cpaBHeHH ¢ rutauebo -0,0145 mm/rogusa (95% CI -0,0196, -0,0093; p<0,0001). TlpomMsanara cnpsamo
W3XOOHHTE CTOMHOCTH 3a po3yBacTaTrul rpynara e -0,0014 mm/roguna (-12%/ropnHa (HecurHUpHUKAHTHO)), B
cpaBHeHHe ¢ mnmanebo rpymara ¢ mporpecws oT +0,0131 mm/rogunra (1,12/ronuna (p<0,0001)). He e
OEMOHCTpHpaHa OWPEKTHA B3aHUMOBpPB3KA MEXOy NoHWkasaHeTo Ha CIMT HMBaTa ¥ MOHMXKEHHS PHCK OT
ChpaeyHo-CBO0BH CHOMTHA. [lonynanuara B npoyuBaneTo METEOR e ¢ Huchk puck oT ucxemuuHa 6onect Ha
CBPLETO M HE € NpPEACTABHTENIHA 3a TapreTHaTa nomyiauua Ha posysactaThH 40 mg. Jo3zuposka ot 40 mg
TpsAOBA JA C€ MPEANnNCcBa caMo TPH NMANUCHTH C TEXXKA XHIICPXONECTEPOTIEMHS C BHCOK ChPAETHO-CHIIOR PUCK
(BK. Touka 4.2).

[TIpoyusanero JUPITER (the Justification for the Use of Statins in Primary Prevention: An Intervention Trial
Evaluating Rosuvastatin) n3cnensa edexta Ha po3yBacTaTHH (pO3yBacTaTHH KallMif) BBpXY mnosgBaTa Ha
roneMH aTepocKIepoOTHUHH ChpAeIHO-CHA0BH CHOUTHS npu |7 802 mbxe (=50 rogunn) U xkenu (=60 rogunan).

YuacTHHNTE B MTPOYYBAHETO ca paHaoMm3HpaHu Ha ruiauebo (n=8 901) wnu posyeactatun 20 mg BeaHEX
aHeBHO (n=8 901) u ca npocneeHn 3a cpeneH nepruo 0T 2 TOQUHH,

KonucHtpauunte ua LDL-xonectepona ca nomwkenn ¢ 45% (p<0,001) B rpynata Ha po3yBacTaTvH B
cpaBHeHHe ¢ wtauedbo rpynara.

[Mpu post-hoc aranu3 Ha BUCOKOpPHCKOBa I'pymia ot Jnna ¢ 6azuuen puck no Framinghom >20% (1 558 nmuma) e
HMano 3HA4YHTENMHA pedyKUMA B KOMOMHHpaHaTa KpailHa ToYkKa OT CbPAEYHO-CbAOBA CMBPT, MHCYJNT H
mMuokapaen #HdapkT (p=0,028) npyu neueHne ¢ po3yBacTaTHH crnpaMo mnauebo. AGcomoTHaTa
pucka B HHBOTO Ha chbuTHATa 33 1 000 nmammento-rogwem e Onna 8,8. Torannara cm




HETPOMEHEHA B Ta3zW BHcoxopuckosa noarpyna (p=0,193). I'Tpu post-hoc ananu3 Ha BUCOKOPUCKOBA MOATpYIa
ot nuua (9 302 nuua odwio) ¢ U3XO0OHA OLEHKA Ha pUcka >5% (eKkcTpanosnpaH a BKITIOYH JIHLA HAa Bb3pacT
Hax 65 roOMHW) € UMAJIO 3HAUYWTEITHA peIyKINA B KOMOMHUpaHaTa kpaiHa TOYKa OT ChpPAEYHO-CHAOBA CMBPT,
WHCYNT B MHoKkapaeH wHpapxT (p=0,0003) npy JedeHneTo ¢ po3yBacTaTHH cnipsMo Totanebo. AGcomoTHaTa
peayKUMs Ha pECKa B HHBOTO Ha CHOUTHATA e Owna 5,1 3a 1 000 nmaumenro-rogwHu. ToTtanHaTta cMBPTHOCT €
Ouna HenpoMmeHeHa B Ta3K BUcoxopuckosa rpyna (p=0,076).

B npoyusaneto JUPITER 6,6% o1 ymuara Ha nedeHue ¢ po3yBacTaTeH W 6,2% OT nuuarta Ha nedeHue ¢
manedo ca NpeKpaTIWIH TpHeMa Ha HM3CNIEABAHOTO JEKApCTBO, TMOpaaH HexenaHo ¢wburne, Hali-uecture
HEXXEJaHH CBOMTHA, J0BENM A0 NpeKpaTABaHE Ha nevdeHHeTo ca Omnn; muanrus (0,3% posyeactaTun, 0,2%
nauebo), kopemHa bonka (0,03% posysacratun, 0,02% mnauebo) uw obpur (0,02% posysactarun, 0,03%
nnauebo). Hait-aecTte HexenaHH ChOMTHA ¢ HHRO NO-rofiiMo M paBHO Ha mianebo ca Ommu WHOEKUMH Ha
nukodHuTe mhTHMa (8,7% posyeactatun, §,6% mnane6o), nazodapunrur (7,6% posyeacrathH, 7,2%
mianebo), 6donka B repba (7,6% posyeactatvH, 6,9% nnauedbo) n Muanrus (7,6% posysactatuH, 6,6%
mane6o).

HeanaTprvHg nonyjjanns

B enHo aBo#ftHO-cnAMO, paHOAOMHW3INPAHO, MYJTHUEHTPOBO, 1aLE00-KOHTPOINpaHo, |2-ceqMHUHO MpOyYRaHE
(n=176,97 oT MBXKH 1101 1 79 OT *eHCKH non), nocheasaHo or 40-ceaMHYIHa, OTKpHTa (paza C THTPUPAHE HA
I03aTa Ha po3yBacTaThH (n=173, 96 oT MBXKH Mo ¥ 77 OT XEHCKM MON), NaMeHTH Ha Bb3pacT 10-17 roauHn
(cragmit 1I-V no Taxep, MOMAYeTa MOHE €QHA rOAMHA Clie]l HAYANOTO HA MEHCTPyalHsTa) C XeTepO3NTOTHa
dbaMUITHE XHNEPXONECTEPOIEMHS ToTydaBaxa po3yBactaTvH 35, 10 wnu 20 mg wim nnauedo gHesHO 3a 12
CeIMHLM, a cClel TOBAa BCHUKHM TIIQJlydaBaxa po3yBacTatMH AHeBHO 3a 40 ceamuuun. B Havanoto Ha
npoyusaHeTo nMpubnusutenHo 3G % or naumenture 6sxa 10-13 roanmsn 1 mpubnusurenno 17%, 18%, 40% n
25% 6saxa cvotBeTHO B ctaauit I IIL, IV n V no Taxep.

LDL-xonecreponbt Oewe nonwken 38,3%, 44,6% u 50,0% ot posyeacratuH 5, 10 u 20 mg, cvoTBeTHO, B
cpasHerue ¢ 0,7% 3a nnaiebo.

B kpas Ha 40-ccAMUYHOTO, OTKPUTO, UENAINO THTPHPAHe, MPOYYBaHe, J03UpaHe A0 MakCHMYM 20 mg BENHbXK
aHeBHo, 70 ot 173 naumenTty (40,5%) ca nocTurnanu uenta 3a LDL-xonectepon ot no-manko ot 2,8 mmol/l.

Cnen 52 ceqMHLUH Ha WICNEABAHOTO JIeUeHNE, He Oellieé YCTAHOBEH HUKAKEB ePEKT BRPXY pacTexa, Ternoro,
BMI unu nomoBoTo chiapasaHe (Bx. Touka 4.4). Topa npoyupaHe (n=176) He Oelle npeiHa3HAYEHO 3a
CpaBHABAHE Ha PEAKH HEXENIaHH NeKapCTBEHM peaKkLMH.

Po3ayBacTaTHH € MPOYYBaH CHINO B ¢HO 2-TOANILIHO OTKPHTO KIWHHYHO MPOYYBAHE ¢ THTPpUpPAHE Ha J03aTa J0
XeNnaHaTta go3a npH 198 neua ¢ xerepo3uroTHa gaMUNTHa XHIIEpXoNecTeponeMusa Ha Bb3pact 6 go 17 roanHu
(88 momuera n |10 MoMuuera, ctaguit no Tanep <II-V). Hayannata nosa npu BCHYKM NalMeHTH € 5 mg
po3yBacTaTHH BEeAHLX NHeBHO. IlpH nmaimeHTHTEe HAa BBH3pAacT 6 A0 9 roguHM (n=64) mo3ara MOXe Ja ce
TUTPHpa A0 MakcWMaJiKa no3a 10 mg BeOHBX ZHEBHO, a IPH MAaUHEeHTH Ha Bb3pacT 10 go 17 rogwam (n=134)
10 MaKkchManHa 03a 20 mg BeAHbXK JHEBHO.

Cnen 24 Mecena Ha jedeHue ¢ po3ymacTaTHH, LS Ha cpegnusa npouerT Ha HamaneHue Ha LDL-C crpamo
M3XoHaTa cToHHOCT ¢ -43% (M3xomHo HUBO; 236 mg/dl, meceyq 24: 133 mg/dl). 3a Bcaka BB3pacToBa rpyna,
LS Ha cpennusa npouent Ha HaMmaneHne Ha LDL-C cnpsamo usxonnara croiinocT € — 43% (M3xoaHo HuBoO: 234

mg/dl, mecen 24: 124 mg/dl), -45% (m3xoano uuBO: 234 mg/dl, 124 mg/dl), u -35% (u3xoaHO HHBO: 24]
mg/dl, mecer; 24: 153 mg/dl) puB BB3pacToBuTe rpyn 6 no <10, 10 no < 14 n 14 no <18 cvoTBETHO.

PosysactatH 5 mg, 10 mg ¥ 20 mg JocTHUrar ChHINO CTATHCTHYECKH 3HAYMMH CPEAHU TMPOMEHH CITPAMO
M3XOAHO HHUBO 32 CNEOHHUTE BTOPUYHU NOKazarenu Ha qunugure ¥ aunonporenanTte: HDL-C, TC, ne-HDL-C,

LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ne HDIL. C/HDL-C, ApoB, ApoB/ApoA-1. Bcaka ot Te3n npoMeHu
€ B NOCOKa Ha rnofgobpeH THMMAeH OTroBOp M C€ MOMTBPKA B MPOTHHKEHUE Ha 2 TOAHHW,

He ce ycraHoBaBa eekT BBpXY pacTexa, Ternoto, HTM Win nonoBoTo cn3pABaHe crien 24 Mecena Ha
neuyenune (BxK. Touka 4.4).




PosyBacTaTuH € MpoyyBaH B pPaHOOMM3UpAaHO, ABOWHOCHAINO, MNaledO-KOHTPOIMPAHO, MHOTOLIEHTPORO,
KPBbCTOCAHO Mpoy4BaHe ¢ J03a 20 mg BeAHLK AHCBHO, CNpAMO miauedo npH 14 neua u IOHOLIM (HA BB3pacT
ot 6 1o 17 rogwHEW) ¢ XOMO3HWroTHa GaMWIHA XunepxonecTeponeMus., TIpoyuBaHeTO BKIIOYBA aKTHBHA 4-
ceIMHYHA BCTBNMTENHA (aza Ha OueTa, o BpeMe Ha KOATO MalMEeHTHTE ca JIEKYBaHM ¢ po3yBactatHH 10 mg,
€NHa KpbCTocaHa (asa, XOATO BKMIOYEA NEPHOX OT O-CeIMWYHO NeueHHMe ¢ polyBactarma 20 mg,
pedwecTeaHa WiIH NoOclieaBaHa OT 6-ceAMUYHO JieyeHHe ¢ mnauedo u nogmepxkainata 12-cegmuuHa dasa,
pe3 KOATO BCHYKH MALMEHTH ca NIEKYBaHHU ¢ polyBacTtaThHH 20 mg. [laumeHTHTE, KOUTO NOCTHNBAT HA TEPANMA
¢ ezeTAMHAO WM adepe3a, NMPOABHKABAT JICIEHHETO CH NPE3 LeTTHA NIEPHO HA TIPOYJBAHETO.,

Cratuctiaeckn curaapukantHo (p=0.005) u xnmanuHO 3HaunMo Hamanernue Ha LDL-C (22,3%, 85,4 mg/dL
wm 2,2 mmol/L) ce Habmonasa crieq 6 ceOMHLM Ha JiedeHUe ¢ po3yBacTaTnH 20 mg, B cpaBHEHHE ¢ ILT1a1Eedo
MpH Jella H IOHOIIK ¢ XOMO3HIOTHa aMHIIHa xumiepxoaectepoiiemMmus. CTaTHCTHYECKH 3HAYHMH HaMalneHHsa B
obmusa xonecrepon (20,1%, p=0.003), neHDL-C (22.9%, p=0.003) u ApoB (17,1%, p=0,024), ca
HabmoaasaHH cne 6 ceAMHLM Ha JiCYeHHE C po3yBacTaTuH 20 mg B cpaBHEHHE ¢ Lnalebo Npy Aela ¥ KOHOLUH
C XOMO3UroTHa d¢aMmunHa xunepxonecreponemusd. I[loHmkaBaHe c¢blIO Taka ce HaOmonmasa Ha
Tpurnanuepuaure, crotHolenuaTa LDL-C/HDL-C, 06w C/HDL-C, ueHDL-C/HDL-C u ApoB/ApoA-I cnen 6
CeIMHIIM Ha NieueHHe ¢ polyBacTaTuH 20 mg, B cpaBHEHHE ¢ wianebo, nmpu geua U oHomM. HamaneHHeTo Ha
LDL-C cnen 6 ceamMuun Ha nedeHHe ¢ podysacTtatHH 20 mg, mocneAsaHo oT 6 ceIMHUM Ha JIeYeHHE ¢
rauebo, ce 3ama3sa B paMKHTE Ha 12-ceMHYHO HEMPEKBbCHATO JiCdeHHEe MPH ACLA W IOHOIIH ¢ XOMO3HTOTHA
daMHITHA XUTIEPXOJIECTEPONCMHA.

IIpu 7-Te ouensiBaHM pgeua H OHOWH (Ha Bb3pacT 8 nmo 17 roawHW) ¢ XOMO3MTOoTHa daMuiIHa
XHITEPXOJIECTEPOJIEMHA OT OTBOPEHOTO MMpOYyuYBaHe ¢ (POPCHPAHO TUTPHPAHE, MPOLUEHTHOTO TMOHWAKEHHE Ha
LDL-C (21,0%), obm C (19,2%) u veHDL-C (21,0%) ot u3xoanoTo HuBO, cliell 6 CEeOMHIH Ha JIEHEHHE C
po3yBacTaTHH 20 mg, € B CbOTBETCTBHE ¢ T€3H, HAOMONARAHH B XHITEPXOJIECTEPOTIEMHA.

Esponefickara areHLHA Mo JIEKapcTBaTa 0CBOOOKIaBa OT 3ab/DKEHHETO 38 NPeAOCTaABAHE Ha Pe3yNTaTHTE OT
pOYyYBAaHUATA € PO3YBAacCTaTHH MpH BCHYKW MOATPYIIH OT TICIHATPHYHATA TIOMYNAllUA 3a JIEYEHWE Ha
XOMO3HTOTHa (aMHNIHa XHTIEpXONecTepoleMHus, MbPBHIHO KOMOHHWpaHa (cMeceHa) AWCIHMHIEMHS W 3a
NpodWiaKkTHKa Ha CHpPAEYHO-CHLAOBUTE chOWTHSA (BX. TOodka 4.2 3a WHpOpMALMi OTHOCHO yrioTpeba B
NeaHATPHATA).

5.2 PapMaKOKHHCTHYHH CBOHCTRA

Abcopbuna
MaxcuManHy mna3MeHH HMBa Ce AOCTHraT 5 vaca cield nepopaneH npueM. AGcomorHata OHOHANHYHOCT €

npubmsHTenHo 20%.

Pa3znpenenenue
PozypacTaTHH ce noeMa OCHOBHO OT YepHHA Apob, XOoHTO € OCHOBHOTO MACTO HA CHHTE3HpaHe Ha X0JIeCTEpONA

u otaensHe Ha LDL-C, ObembT Ha paznpenenerue Ha po3yBacTatuH € npubmmutento 134 1. PosysacTariH e
CBbpP3aH C IUTa3MEHHUTE IPOTEHHH, NMpeAMMHO anbyMHuHa, nprbmnatenHo B 90%.

MeTaboIH3IBM

MerabomsmMsT Ha posyBacTaTuH e orpaHrdeH (oxono 10%). /n vitro npoydBanHa Ha MeTabommama ¢
M3M0/I3BAHE HAa YOBCIUKM XETMATOLMTH MOKa3BaT, 4€ po3yBacTaTHH ¢ cnad cyberpat 3a uvroxpom P450
obycnoBeH MeTabonuisM. CYP2C9 € 0CHOBHMAT U30€H3UM, KONTO y4acTBa B MeTaboNN3IMa Ha pO3YBACTATHH,
a 2C19, 3A4 u 2D6 yuactear B no-Manka cveneH. OCHOBHHTe MeTabomuTH ca N-mecMeTHNT ¥ JIakTOH. N-
gecMeTwn ¢ oxono 50% no-Manko akTHBEH B CpaBHEHHE C pO3yBAacTaTHH, NOKAaTO JNAKTOH CE€ CYHWTa 3a
KIHHAYHO HeEaKkTMBeH. Po3zyractatwH onpemens noeede oT 90% oT axkrWBHOCTTa HAa UWPKYIHPAITHA
uHxnburop Ha HMG-CoA penyxra3sara.

EnvMUHMpaHe
Ipromusutenmrio 90% oT posyBacTaTMH ce EITWMHHHMPAT KaTO HENPOMEHEHO JIEKAapCTRO C (PEKATTHHTE
(abcopbupaHo M HeabcopOUpaHO NEeKapCTBEHO BEIIECTBO) KATO OCTAHANATA YACT C€ €KCKPeTHpa C YPHHATA.
Oxkono 5% ce ekckpeTupa HeNpOMEHEeH B ypHHATa. [L1asMeHHAT nmoyxuBoT e okono 19 uaca.
MOJY)XHBOT HE Ce YBeJIW9aBa ¢ yBeMdaBaHe HA jo3ara. CpedHHAT IUTa3MEH KIHPBHC €




50 nuTpa Ha uac (koeduuuentr Ra Bapuabunsoct 21,7%). Kakto npu apyrd MHXMOMTOpH Ha pemykTasarta
qepHOAPOOHOTO NoeMaHe HA PO3yBacTaTHH BKMOBa Membpaunus npenocuren OATP-C. To3u npeHocuTen e
BAYKEH 3a YEPHOAPOOHOTO ENMMHUHHPAHE Ha pO3yBacTaTHH.

JInneHOCT/HETMHEHHOCT
CHcTeMHAaTa €KCIMO3HIMA Ha pPO3YBAcTATHH C¢ YBeNW4YaBa NPONOPUWOHAIHO Ha NpUeMaHara Ao3a. Hsama
NpOMAHA BBB (PAPMAKOKHHETHUYHHUTE NMapaMeTpH NPH MHOTOKPaTHO JO3UPAaHE.

CrenyanHy momyIauHy

Bw3pacm u non

Bp3pacTrTa WIH TIOJIa HAMAT KIMHWYHO 3HA4MM e€(eKT BBPXY (apMaKOKHHETHKATA Ha PO3YBACTATHH TIPH
BB3pacTHH. (PapMaKOKHHETHKATA Ha pPO3YBACTATHH IPH BE3PACTHH H Jella C XETEPOIUTOTHA (aMHIHA
XymnepxonecteponeMus Oemne cXoJHa ¢ Ta3y Ha BbipacTHHTE gobposonum (BX. ,llenmarpuana nomynaums™

no-aoiy).

Paca

QapMakOKMHETHYHHUTE IPOYYBAHUSA TIOKA3RaT, W€ NMPH HHAMBUOM OT a3vaTcKaTa paca (AMOHIH, KHTAHLmM,
¢ununuHLK, BHEeTHAMLM W Kopeium) ce Habmonaea nsykpaTHO mopHwiaBaHe B cpenHata AUC # Cuax,
OTKOJIKOTO TIPH UHIWBHAM OT KaBKa3KaTa paca. [Ipw vnguifunre e Hanuue nosumasaHe Ha AUC u Cpax 1,3
meTH. He e n3BECTHO KakBO € 3HAYEHHETO Ha (aKTOPHTE Ha OKOJTHATA Cpelda M Ha TeHEeTHYHHUTe (aKTopH 3a
MOsBaTa Ha TE3H pPasIHKH. EAHH nonynauuoHeH ¢gapMaKOKMHETHYEH aHAMN3 MOKa3Ba, Y€ MEKIY HHIANBHIMNTE
OT KaBKa3kaTa H OT UepHaTa paca HAMA KIMHAYHO 3HATUMH paszfInuHs.

bvbpeuna nedocmamvunocm

B enso nmpoyuBaHe Ha NMHIIa ¢ pa3fiMdHa CTeNeH Ha Ob0pedHO YBpexXaane IEKOTo A0 YMEPEHO TeXKo 6x6peuHo
3abo/gBaHe He € MOBIWAIO NIAa3MEHUTE KOHUSHTpPAaLMM Ha pO3yBacTaTHH WIM Ha HETOBUA N-IecMeTHn
meTabonut. JIMua ¢ Texko yepexxnaHe ofaue (kpeaTWHHWHOB KAMpBHC <30 ml/min) ca mManu TpUkpaTHO
YBEJIMYSHUE HA TUTA3MEHATA KOHUSHTpAUMsS B CPABHEHHE CBC 3paBU HOOPOBOIIIM W OEBET ITHTH MO-BHCOKA
KOHUeHTpalms Ha N-fecMeTnn MetabonuTa. PaBHOBECHHWTE THIA3MEHW KOHLICHTPAHWH Ha PO3YBACTATHH INpH
MalueHTH Ha XeMOAHaTH3a ca npubansuTenHo 50% ro-BUCOKH B CpaBHEHNE CBC 30paBH JOOPOBONLMN.

Yeproopobra nedocmamuvyrocm

B egHo npoyuBaHe Ha JIHIA ¢ pa3NIdYHA CTEeMeH Ha depHoOpobOHO yBpeknaHe He ca MOJYYeHH NaHH® 3a
MOBHIIEHA EKCIIO3NLINA HA PO3YBAaCTATHH IpU nauueHTH ¢ pesynrar no Child-Pugh 7 wimm no-Hucsk. Bee nak,
Npv ABaMa MaUMEeHTH ¢ Texkko uyepHoApoOHO yBpexaane (pesymratr no Child-Pugh 8 m 9) cucremnara
€KCNo3HLMA e OMna yBennueHa Halli-MaJIkKo ABa ITbTH B CPaBHEHHE C JIMHA ¢ no-HUCHK pe3yartar no Child-Pugh.
Hsama paunu 3a nauyeHTtH ¢ pe3ynrtat no Child-Pugh nag 9.

lenemuven nonumopusem

Hucnosnumsita Ha HMG-CoA penykrazHuTe MHXHOMTOPH, BKMOYHMTEIHO PO3YBAaCTAaTHH, € CRBp3aHa C
TpaHcnoptepuuTe nporedHy OATP1B1 n BCRP. Ilpu naunesTy ¢ reHeTuaeH nomuMopdussM Ha SLCOIBI
(OATPIBI1) w/wimm ABCG2Z (BCRP) uma prck OT moBUMIIaBaHE HAa EKCTNO3WLHMATA Ha PO3YBACTATHH.
Wnousnayaned nonumopduism Ha SLCOIB1 ¢.521CC nu ABCG2 c.421AA e cebp3aH ¢ npubnusntTenHo 1,7
ITbTH TI0-BHCOKa ckcnosnuma (AUC) Ha posyBactaTMH Wik 2,4 IThTH MO-BHCOKa €KCIO3NUNA, CBHOTRETHO, B
cpasHeHue ¢ reHotamoseTe SLCOIBI1 ¢.521TT wm ABCG2 ¢.421CC.

Ileaaarpuuna monysanes: [Be (PapMaKOKHHCTHYHH NPOYUBAHHA C PO3YBacTaTHH (nMpwnarad noj ¢opMara
Ha TabNeTKH) NPH NeIHATPUIHH MALMEHTH C XeTEPO3IHTOTHA haMUITHAa XHUTIEPXONECTEPOIeMHs Ha BB3pacT 10-
17 wom 6 -17 rogunn (0o0wo 214 nauueHTH) MOKA3BaT, Y€ EKCIMOZHLMATA MPH NEJUATPUIHHUTE NALMEHTH
W3TNieXIa CpaBHAMA WITH TI0-HUCKa OT Ta3M ITPH BB3PACTHH NaUNCHTH. EKCITOZNINATa HA pO3yBacTaTHH € OnTa
NpeABMANMA 10 OTHOWIEHHNE Ha 103aTa U BPEMETO B NPOAB/DKEHHE Ha 2-TOIHIIEH IEPHO/.

3.3 [IpeaxTAARAYHAA JAHANK 3a 6ezonacHOCT
[IpeaxmMHUYHUATE JaHRY HE Ca MOKA3a/IM CIeUHAICH PUCK NMPH X0pa Bb3 OCHOBA Ha CTAHAAPTHUTE NPOYYBAHHA

3a O6€30MacHOCT BbPXY OCHOBHHMTE CHCTEMH, TéHOTOKCHYHOCT, KaHleporeHeH noTteHuran. He ca ppo
cieMpuIHN W3cneaBaHus, oueHamM edektHTe BBEpXYy hERG. Hexenanurte peaknpu




HaOmoaBaHy B KIMHHYHH NPOyYBaHHA, HO Ca Ha0mogaBaHH NpH *UBOTHH MPH HHBA HAa eKCNO3HLUMA 6/TH3KH
00 KIMHHUYHHTE ca CISAHHTE. B H3MMTBAHUA 38 TOKCHYHOCT ¢jlell MHOTOKPATHO MPHNOXEHHE ce Habmoaasat
XACTONATOJMOTHYHH YepHOAPoOHH M3MEHEHHA, BCllecTBHE Ha (GapMakoJIOTHYHO ACHCTBHE Ha po3yBAcTaTHH
NMpH MWIOKH, TUTBXOBE M B TIO-HUCKA CTENEH B MUTBYHMA MEXYp TpH KydeTa, HO HE M TNpH MmalimyHd. B
IDOITHJIHEHNE Ce HaDMmoaBa TOKCHIHOCT M0 OTHOMIEHHE Ha TECTHCHTE IPH MaltMYHM M KY4eTa [IpH NMo-BHCOKH
no3n. PenpooyKTHBHAaTa TOKCHYHOCT TPH IUTHXOBE, 33 KOSTO CE CbIH MO HAMAaJICHHTE FOJIEMHHA, TErNO H
NpeXUBAEMOCT Ha MaJlkKuTe, ce€ HabmonaBa NpU MaTepHOTOKCHYHM J03M Ha CHCTEMHa €KCHO3HLMA HAKOIIKO
ITETH HAJl HEBOTO Ha TEPaneBTHIHA €KCTIO3ALIAA.

6. OAPMAILEBTUYHH JAHHHA
6.1 CnechX Fa TOMOUIAATE BEIIECcTBA

HAopo ra mabremrxama
JlakTo3a MOHOXHOPAT
Kanuner kapboHat
MuKpoxkpHCcTaTHa Ue/TyN03a
KpocnosunoH
XHAPOXCHITPOMHALIEITYI03a
Marne3neB creapar

Obeuska na mabremxama |
Konuxoar IR Sunset Yellow

Komukoar IR White 11
Konukoar [R Carmine

Obeuska Ha mabnremicama 2
Konmuxoar Protect
Tank

Cwcmag Ha Konuxoam IR Sunset Yellow
Komuxkoat IR

Konwpou VA 64

TutanoB AHOKCH

Kaonun

Hartpues naypuncyndar

ChbHCET KBIITO

Cwvcmae Ha Konuxoam IR White 11
Komuxear IR

Konupon VA 64

TwuraHOR THOXCHA

Kaomun

HaTtpues naypuncyndar

Cwecmae na Konuxoam IR Carmine
Konukoar IR

Komunou VA 64

TuTanos THOKCH]

KaonuH

Hatpuer naypwicyndgar

Kapmun

Cwvcmae na Konuxoam Protect

[Tonu(BMHWAOB ANKOX0J) — MOAHETANECHIIHKON, MPUCAICH CBIIONINMED
[TonH(BHHUIIOB ankKoX0)

CHIAKOHOB AUOKCH]T




6.2 HechBMECTHMOCTH

Henpuioxumo

6.3 Cpok Ha roanocT

3 roAnHM

6.4 CnennanHA YCJIOBHA Ha chXpaHeHHe
Ha ce cpXpaHABRa Ha MACTO, HEOOCTBITHO 3a AcLA.
Ha ce cbXpaHsABa B ODHrHHAJIHATA ONAKOBKA.

Ha ce cuxpanssa nmox 25°C.

6.5 Baa B chALPKAHNAE HA ONIAKOBKATA

bnuctepn ot Al/Al donuo

30 ¢pwnmupann Tabnetku / 2 Onucrepa / | kytns (15 dunmupanu tabnetkn / 1 6aucrep)
90 ¢pmnmupanu Tabnetkn / 6 6nucrepa / |1 kytus (15 ¢puiMupanu tabnetku / 1 6nucrep)

He BcyUdKkH BUIOBE OMAKOBKH MOXe a ObAaT MyCHATH Ha fasapa.
6.6 Crneunansan npeAna3sHn MEepKM NpHA H3XBLPJIAHE
Hama cneupanHu m3NCKBAHNA 33 H3XBBPIISHE.

Henznon3BaHusT NCKApPCTBCH INIPOAYKT WK OTNAABUHHTEC MaTEpHAIIH OT HEro Tpﬂﬁﬂﬂ Ha CC H3IXBDBLPJIAT B
CROTBETCTBHE C MECTHHTC HIHCKBAHHA.

7. INPUTEXATEJI HA PAJPEHIEHHETO 3A YIIOTPEBA

HOBEJI GPAPMA EOO/

oy, “buarapus’” Nel(9

Codmua 1404, brnrapus

8. HOMEP(A) HA PASPELIEHHETO 3A YIIOTPEBA

Per. Ne: 20180088

9. HJATA HA HNObBPBO PA3ZPEIIABAHEMIOAHOBABAHE HA PA3IPEHIEHHETO 3A
YIIOTPEBA

Hara Ha ImepBO paspelnaBaHe 3a ynotpeba; 12.04.2018 r.
JlaTta na nocnenHo nogxHosasaHe: 18.05.2023 r.

10, JATA HA AKTYAJIMANPAHE HA TEKCTA
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