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13MbAHUTENHA ATER
1. HME HA JJEKAPCTBEHUS ITPOJAYKT p—— UV N0 NIEKAPCTBATA

Kpamxa xapaxmepucmuxa na npogyxma [lpusoxenuve 1
Ponyuno 5 mg puamupanu tabdsieTku Kbm Pee. Ne JO/?OJ%5/$Jf/ 76/ e &
Ropuido 5 mg film-coated tablets Paspeweiue Ne —————
Ponyuno 10 mg duamupanu tabneTku BG/MAP 6}‘_}}; -3 L & -04- 2024
Ropuido 10 mg film-coated tablets | T VIS stttssssctsmenelsssssnnivsssd issossnss sssessmnsssssses
Ponyuao 20 mg ¢punmupanu tabneTku LOPOCPONIE N ... i - T —

Ropuido 20 mg film-coated tablets

Ponyuno 40 mg dunmupanu tabnerku

Ropuido 40 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CBbCTAB

Bcsaka punamMupana tabnerka cbrabpxka S mg, 10 mg, 20 mg unu 40 mg posyBacraTtuH (rosuvastatin)
(kaTo po3yBacTaTUH KaJuMi (rosuvastatin calcium)).

[IOMOLUHO BELECTBO C U3BECTHO AEUCTBHE: JIAKTO3a MOHOXM/IPAT.

Beska ¢punmupana tabnerka ot 5 mg cvabpxka 101,86 mg n1akro3a MOHOXHKApAT.
Beska puimupana tabaerka ot 10 mg cpabpka 96,79 mg nakTo3a MOHOXH/paT.
Beska ¢punmupana tabnerka ot 20 mg cwrabppxka 193,57 mg nakro3a MOHOXHpAT.
Besika dpunmupana tabaerka ot 40 mg chabpka 174,98 mg nakro3a MOHOXUApAT.

3a MbJHUA CITUCHK HA NMOMOILIIHUTE BELLECTBA BUKTE TO4YKA 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupaHa Tabnerka.

Ponynao 5 mg dpuiMupaHu TabNeTKH: XK bIATH KPBIJIK, ABOHMHOU3NMbKHAIK GUIMHUpaHu TableTkH ¢
penedHo 0bo3HaueHue ,,ROS* Hax ,,5° OT enHaTa cTpaHa, ¢ AMaMeTbp 7 mm.

Ponyuao 10 mg dbunmMupanu TabneTku: po30BH KPbIUIH, IBOMHOU3ITbKHAIHU (DHIMHpaHU TaOJIETKH C
penedHo obo3Hauenme ,,ROS* Han ,,10° ot enqHara crpaHa, ¢ JuaMeTsp 7 mm.

Ponyunno 20 mg puamupanu TabneTku: po3oBH KPbIyH, JBOHHOW3MTBKHANH (PUIMHUpaHH TaOJIETKH C
penedHo obo3znauenue ,,ROS* Han ,,20 or eqHara cTpaHa, ¢ AMaMeTsp 9 mm.

Pontynno 40 mg ¢punamupanu TabneTku: po30oBH €JIMIICOBUAHU, IBOHHOU3ITbKHAIH (DHUIMHUPaAHU

TabneTku ¢ penedHo obozHauenue ,,ROS™ ot enHara crpana u ,,40° ot apyrara, ¢ pa3mepu 6,8 x 11,4
mm.

4. K/IMHHYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHA

Jleuenne Ha XHIOEPXO0JECTCPOJICMHUA




BLSPHCTHH, FOHOLIH H ACllda Ha Bb3pacT 6 rOAMHH HUJIH IMOBEYE C MbPBHUYHA XHUIIEPXOJICCTCPOJICMHA

(tun Ila BKIIOYMTEIHO XEeTePO3UIOTHA (DaMHUITHA XHUIEPXOJIECTEPOJIEMHUS ) UITH CMECEHA
aucaunuaemus (tun IIb) kaTo gonbiHEHHE KbM AMETATA, KOraTo pe3yaTarbT OT JAMETATA U JIPYTH
HehapMaKOJIOrHUHHM JieHeHHUs (Hanp. PU3HYECKH YIIpaXKHEeHHUs, HaMaJIsiBaHE Ha TErJIOTO) HE €

3a10BOJIUTCJICH.

Bb3pacTHH, IOHOLLIM M Jela Ha Bb3pacT 6 roAHHM WM MOBeYe ¢ XOMO3UIroTHa (pamuiHa
XUIIEPXOJIECTEPOJIEMHUS KATO NOMbJIHEHUE KbM JIM€TATa U JIPYTH JIMIKA0-TIOHWKaBalllH JIeYeHHUs

(Hanp. LDL adepe3a) uau korato TOBa JIeYEHHE HE € NOAXOAALLO.

[IpenorBparsiBaHe HA CHPACYHOCHA0BH CHOUTHNA
[IpenoTBpaTsiBaHe HA CEPUO3HHU CHPAEYHOCHAOBH CHOUTHS MPH MALMEHTH, 32 KOUTO € YCTAHOBEH

BHCOK PHUCK OT IIBbPBO ChbPACYHOCHAOBO ChOUTHE (BXK. TOUYKA 5.1), KATO AJOMBJIHEHHE KbM
KOPUTMPAHETO Ha APYrd PUCKOBH (DAKTOPH.

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

[Ipenu 3ano4yBaHe Ha JIEYEHHETO MALMEHTHT TPAOBa na ObJe NMOCTABeH Ha CTaHIapTHA AUeTa 3a
MOHW)KABAHE HA XOJIECTEpOJIa, KOATO TPAOBA Aa NMPOABLIKHM N0 BpeMe Ha nedyeHuero. [Jo3zara TpsaOBa na
ce onpeAeyd HHAUBUAYATHO B 3aBUCUMOCT OT LIEJITa Ha JICHEHUETO U MOBJIMABAHETO HA MAaLUEHTAa,
KaTo Ce U3I0JI3BaT ChbBPEMEHHHUTE HACOKH HAa KOHCEHCYCA.

POH}’H,I[D MOXKE J1a CC IpuJiara no BCAKO BpEME HA ACHA CbC HJTH bes XpaHa.

Jlo3upoBka

Jleuenue Ha xunepxoJiecTepoieMHus

[lpeniopbuMTesiHaTa HavaaHa 103a € S uiad 10 mg nepopaiHO BeAHBK JHEBHO, MPH MaLMEHTH, KOUTO
HE ca NpUeMali CTaTHHH, WK NIPH NALMEHTH, NpeMHHau ot Apyr uxuourop Ha HMG-CoA
peaykrasara. [Ipu u3bopa Ha HauanHa no3a TpsaOBa Aa ce B3eMar npeiBK HUBOTO Ha X0JieCTepoJia Ha
BCEKH OTAEJIEH MaUMUEHT K ObJACLIUA CbPACHYHOCHI0B PUCK, KAKTO U MOTEHLIMAJITHUA PUCK OT HEXKEJIaHH
peakumu (BX. 1o-aoiy). [lpu HeoOxoaumocT no3aTa MoKe 1a ce KOPUrMpa, KaTo ce NpeMHHEe Ha
CJIe1BalOTO J030BO HUBO ciiel 4 ceaMuuM (Bx. Touka 5.1). [IpenBua noBuileHara 4yecTora Ha
JOKJ1a/IBAHE HAa HeXKeJIaHW peakuUUH npu 103a or 40 mg B CpaBHEHHUE C NO-HUCKH 103U (BxK. TO4Ka 4.8),
OKOHYaTeJTHO THTPHUpaHE 10 MakcUMaliHaTa 103a oT 40 mg TpsOBa aa ce 0OMHUCIA caMO MPH MaLMeHTH

C T€XKa XHNEPXOJIECTEPOTIEMHUS C BUCOK ChbPACYHOCHAOB PUCK (0COOEHO NpH Te3U ¢ paMuiIHA
XMIIEPXO0JIECTEPOJIEMHUS ), KOUTO LIe/ITa Ha JieueHHeTo npu 20 mg He ce NOCTHUra U Npu KOUTO LIE Ce

M3BbpLIBA PYTHHHO MpocieasBaHe (Bx. Touka 4.4). [1pu 3anouBaHe Ha nedeHue ¢ no3a 40 mg ce
npenopusyBa NOCTOAHHO HAOJIOAEHHUE Ha MallieHTa OT CIELIHATUCT.

IIpexorBpaTaiBaHe Ha CbPAEYHOCHAOBH CHOMTHSA
B npoyuBaHeTO BbpXYy HaMaJIABaHE HAa PUCKA OT CHPAEYHOCHI0BH CHLOUTHS, H3MOJI3BaHATa /1034 €

Ouna 20 mg aHeBHO (BXK. TOouka 5.1).

lleouampuyna nonyrayun
M3non3saHeTo B neMaTpHuHaTa nomnyJiaius TpaOBa Ja ce W3BbpIIBa CaMO OT CIELIHAJIMCTH.

Jleua u roHowu ot 6 1o 17 roaunu (eran <II-V no Tanner)

XETEepo3UroTHa (haMuiIHa XMINEPXOJIeCcTePOJIEMHUS

[Ipy neua M 1OHOLIM ¢ XeTepo3UroTHa haMuIHa XHUITEPXOJIECTEPOIEMHU 0OMYaliHaTa HaYaIHa 1033 €

> mg JIHEBHO.

» [Ipu neua Ha BB3pacT OT 6 10 9 roAUHM ¢ XeTEPO3UroTHA haMUITHA XHUITEPXOJIEC
0OHMYaHHMAT 1030B AMana3oH e 5-10 mg nepopaiHo BeaHbxk AHEBHO. be3onac
e()MKaCHOCTTa Ha 1034 no-rojemu ot 10 mg He ca NMPoy4YBaHH MPH Ta3u NOMy




® [1pu neua Ha Bp3pacT otT 10 10 17 roaMHU ¢ XeTepo3uroTHa (paMuiiHa XHIMEPXOJECTEPOIEMHS
oOMYaHUAT N030B auana3oH e 5-20 mg nepopaiHo BeHBXK qHEBHO. BezonacHocTTa M
e(UKAaCHOCTTA Ha 1031 no-rosieMH oT 20 mg He ca MPOy4YBaHM MPH TA3M MOIMYJIALHS.

YBeIMYEeHHETO Ha 103aTa TpsAdBa J1a ce U3BbPLIBA B 3aBUCHMOCT OT HHAMBH/IYAIHUs OTTOBOD M
[MOHOCHUMOCTTA NMPH NEAHATPHUYHH NMALUEHTH, KAKTO € MPENOpPbYaHO OT MPENnOPbLKUTE 3a JICUeHHUE Ha
aeua (Bx. Touka 4.4). Jleuara 1 oHouuTe TpsAOBa J1a Ob/IaT MOCTAaBEHM Ha CTAH1apTHA JMETa 3a
[MTOHW)KABAHE Ha X0JIeCTepOoJ/ia NPe/IM 3aroyBaHe Ha JIEYEHUETO C PO3YBACTATHH; Ta3u MeTa TpAOBa Ja

[MPOABJDKH 10 BPEME HaA JICHCHHETO C pO3YyBACTATHH.

XOMO3UIOTHA (PaMUJIHA XMIIEPXOJIECTEPOJIEMHS
[Ipy neua Ha BB3pacT oT 6 10 17 rogMHHU ¢ XOMO3UTOTHA (PaMHITHA XMIIEPXOJIECTEPOJIEMUS

npenopbYMTE/IHATA MaKCHMaJTIHa J103a € 20 mg BeAHBbXK JIHEBHO.

[IpenopbuBa ce HayanHa n03a oT 5 10 10 mg BeAHBK JHEBHO, B 3aBUCHMOCT OT Bb3PacTTa, TErJIOTO U
[MPEAULIHOTO U3MOJI3BAHE Ha CTATHHU. Y BEJIMYEHUETO 10 MaKCUMasHaTa 103a ot 20 mg BeAHBbXK
JIHEBHO TPAOBA Na C€ U3BBPILUBA B 3aBUCUMOCT OT MHAWBHIYaTHHA OTTOBOP M NOHOCUMOCTTA MpPH
NEAWATPHUYHHU MALUMEHTH, KAKTO € Mpernopb4YaHo OT MPENOPHLKUTE 3a JIEYEHHUE Ha Jeua (BXK. Touka 4.4).
Jleuara u oHoLMTe TpaOBa na ObaaT NOCTABEHH HA CTAHAAPTHA JMETA 3a MOHH)KABaHE Ha
XO0JieCTepoJia MpeaM 3arno4yBaHe Ha JICYEHHETO C pO3yBaCTaTHH; Ta3u AUeTa TpSOBa 1a NPOABIIKH I10
BpEMeE Ha JIEYEHHUETO C PO3yBaCTaTHH.

OnuTeT ¢ Apyry A03H, pa3ivdHy ot 20 mg, € orpaH1yeH NpH Ta3u NOMyJaaLus.

TabnetkaTa ot 40 mg He € noaxoas1Ia 3a U3NOJ3BAHE MPH NMEAUATPUYHM NALMEHTH.

Heua noa 6-roauiiHa Bb3pacT
besonacHocTTa M epyuKkacHOCTTa NpU ynotpeba Npu Jela Ha Bb3pacT Mo 6 roAWHH HE ca MPOYUEHH.
Eto 3amo Ponyuno He ce npenopbuBa 3a ynorpe6a npu aeLia Ha Bb3pacT Mo 6 roauHu.

Ynorpeba npn nanHeHTH B CTAPYecKa Bb3pacT
[1pu naumenTu > 70 roauHHU ce npenopbyBa Ha4YaaHa 103a oT 5 mg (Bxk. Touka 4.4). He e Heo6Xx01uMo

JIpyro KOpMrupaHe Ha 1103aTta BbB Bpb3Ka C Bb3pacTTa.

Jlo3upoBKa NpH NanueHTH ¢ 6LOPeYHa HEZOCTATHYHOCT

He e HeoOxoaMMa KopeKLus Ha [03aTa NPH MaLMEHTH ¢ JIEKO /10 yMepeHO GbOPEUHO yBpeKaaHe.
[IpenopburTe/iHaTa HavaiHa 103a MPH NALMEHTH C yMepeHO 6BOpPEUHO yBpekaaHe € S mg
(kpeaTHHMHOB KIHpBHC <60 ml/min). [{lo3aTta ot 40 mg e NpoTHBONOKAa3aHa MPH NALUEHTH C YMEPEHO
OBLOpeuHO yBpekaaHe. M3nonseanero Ha Ponynao npu naumeHTH ¢ Texko 66peUHO yBpexaaHe e
[MPOTHBOIIOKA3aHO 3a BCHYKHM J103H1 (BXK. TOUKH 4.3 u 5.2).

J03upoBKa NIPH NaLHEHTH ¢ YePHOAPOOHO yBpeKIaHe

He e Hab/moaaBaHO yBeMUeHHE HA CHCTEMHATA EKCIIO3MLIMS HA PO3YBACTATHH NPH NALMEHTH C
pe3yJiTaTh OT 7 WiH nmo-HUCKH no ckayiata Ha Child-Pugh. [ToBuineHa cucteMHa excno3uuus obaue e
HabJIro1aBaHa NpM NaUMeHTH ¢ pe3ynTaTu oT 8 u 9 no ckanara Ha Child-Pugh (8. Touka 5.2). [Tpu
Te3W NalKMeHTH TpAOBA /1a ce MMa npeBH/ OLleHKaTa Ha ObOpeuHara pyHkuMa (Bk. Touka 4.4). Hama
OIMTHT MNPH NALMEHTH ¢ pe3ysTath Haa 9 no ckanara Ha Child-Pugh. Ponyuno e nporruBonokasas npu
MaUMEHTH C aKTHBHO Y€pHOAPOOHO 3a0osBaHe (BxkK. Touka 4.3).

Paca
[loBuIIeHa cHcTeMHa ekcno3uLMs € HaluIio1aBaHa MU MALMEHTH OT a3MaTckaTa paca (BikK. TOukH 4.3,
4.4 1 5.2). IlpenopbunTenHaTa HayaaHa 1032 3a MALMEHTH OT a3MATCKH MPOM3XO € 5 mg,
40 mg e NpOTHUBOINOKAa3aHa MPH TE€3U MaLUEHTH.

I'eneTH4HH notuMoppH3IMH



H3BecTHH ca cneudUyHU BUOBE reHETHYHH MOJMMOPGU3MH, KOWUTO MOraT Aa JOBEJaT /10
MOBHIICHA €KCMO3HLIMA Ha pO3YBACTATHH (BX. TO4YKA 5.2). [Ipu naumMeHTH, 32 KOUTO € U3BECTHO, Ye
MMaT TaKuBa CNELM(PUYHU BUAOBE NOIUMOPDH3MH, Ce mpernopbyBa Mo-HUCKA JHEBHA /1034 Ha

Ponyuno.

/l03HpoBKA NPH NANHEHTH C Npeapa3noJaramu GaKkTopH 32 pa3sBHTHe HA MHONIATHS
[IpenopbunTenHarTa HayanHa n03a NpH NaLUKMEHTH C Npeapasnonaraiy GakTopH 3a pa3BUTHE Ha
MHOMNAaTHA € 5 mg (BXK. Touka 4.4).

[Ipu HsKOM OT Te3u nauueHTH no3ara ot 40 mg e nporuBonokasaxa (Bx. Touka 4.3)

EXHOBpEeMEHHO JieueHHe
PosyBactaTiH e cyOcTpar Ha pasiuyHU TpaHcnopTHU npoternu (Hanp. OATP1B1 u BCRP). Puckbt

OT MHONATHSA (BIJIOYMTENTHO pabOMHOIN3a) ce yBenn4aBa, korato Ponyuao ce npunara
CAHOBPEMEHHO C HAKOM JIEKAPCTBEHU MPOAYKTH, KOUTO MOTaT Jia MOBULLAT IJ1a3MeHAaTa
KOHLICHTPaLlMs Ha pO3yBacTaTHH MOPad B3aWMOIEHCTBHS C T€3H TPAHCTIOPTHH NMPOTEHHH (Harp.
LINKJIOCTIOPHH U HAKOM MPOTEa3sHH HHXHOMTOPH, BKIIOUYHUTEHO KOMOMHALIMM OT PUTOHABHP C
aTa3aHaBHP, JJOITMHABUP W/WJIK THIIpaHaBHP; BX. TOUkH 4.4 1 4.5). Korato e Bb3MOXHO, Tpa6Ba na ce
OOMHCITH MPHIOKEHHETO HAa ANITEPHATUBHH JIEKAPCTBA, U, aKO € He0OXOJUMO, 1a Ce MOMMCIIH 3a
BPEMEHHO NMpEyCTaHOBABAHE Ha JieueHHeTo ¢ Pormynno. B cutyauuu, npu KOMTO €IHOBPEMEHHO
MPHJIOKCHHE HA TE3H JICKAPCTBEHH MPOAYKTH ¢ Ponyuno e HensbexxHo, TpsiOBa 1a ce OOMHCIAT
BHMMATEJTHO M0JI3aTa U PUCKBT OT €IHOBPEMEHHOTO JIEYEHHE, KAKTO U KOPUIHpaHe Ha 103aTa Ha
Pormyuno (Bxk. Touka 4.5)

HauuH HA npHJIOKEeHHE

3a nepopajiHO NPHIIOIKEHHE.
4.3 IlIporHBONOKAa3aHHA

Ponyuno € nporuBonokasas:

— [Ipy naumeHTH Cbe CBPBXYYBCTBUTEIHOCT KbM AKTUBHOTO BELIECTBO MJIM KbM HAKOE OT
MOMOLIHHTE BeLleCcTBa, U30POEHHU B TOUKa 6.1 .

- [1py nauueHTH ¢ aKTUBHO YepHOAPOOHO 3a60sABaHE, BKIIOUYHTETHO HEYTOUHEHO,
NEPCHCTHPALLIO MOBHILEHHWE HA CEPYMHHUTE TPaHCAMMHA3H U BCSKO MOBMIIIEHHE HA CEpyMHaTa
TpaHCaMHWHa3a HajJ 3 MbTH HaJ ropHara rpaHuia Ha Hopmata (ULN).

- [1py nauueHTH ¢ TexKo 6BOPEUHO yBpexkaaHe (KpeaTMHMHOB KIupbHE <30 ml/min).

— I lpy naumenTH ¢ MuonaTHs.

— [1py nauueHTH Npuemaliy eHOBpeMeHHO cohocOyBHp/BENAaTaCBUP/BOKCHIAMIPEBUD (BIXK.

TO4Ka 4.5).

- [Ipu nauneHTH, Nnpuemalii eJHOBPEMEHHO LIMKJIOCIIOPHH.
- [To Bpeme Ha OpeMEHHOCT, KbPMEHE M NPH )KEHH C JETEPOAEH MOTEHLMA, KOHTO HE M3MO/I3BaT
MOAXOAAIIM KOHTPALENTUBHU MEPKH.

/lo3ata ot 40 mg e npoTHBONOKa3aHa NPH NALMEHTH ¢ Npeapasnonaraiy GaKkTopy 3a pa3BUTHE Ha
MUuonartus/pabaomMuonuza. TakuBa GakTopH BKJIIOYBAT:

- yMepeHO 0bOpeuHO yBpex1aHe (KpeaTHHHHOB KJAHpBbHE <60 ml/min)

- XHITOTHPEOUAHU3BM

- nepcoHajiHa WK (paMUIHa aHaMHe3a 3a HACJIeICTBEHH MYCKYJIHM 3a007s1BaHUs

- AHaMHE3a 3a MYCKYJIHa TOKCHYHOCT ¢ Apyr HHAYKTOop Ha HMG-CoA penykrta3zara unu ¢pubpar
- 3JI0ynorpeda ¢ ajikoxos

- CHTYalHH, MPH KOUTO MOXE [1a Bb3HMKHE MOBHIIIABAHE B IUIa3MEHUTE HUBA
~ MalMeHTH OT a3MaTcKara paca

— €HOBpEeMEHHa ynoTpeba Ha ¢ubpary.
(Bk. Touku 4.4,4.5u5.2)




4.4 CpoeuHaJHH NpeaynpexIeHHs H NpeANnasHu MEePKH NpPH ynoTpeda

Edektn BepXy Ob0penmTe

[Ipu nauueHTH, IeKyBaHH ¢ BUCOKH 103 Ponynao, no-cneunanto 40 mg, e HabiroaaBaHa
MPOTEUHYPHS, YCTAHOBEHA NPH H3CJIeIBAHE C TECT-JICHTH, MPEAMMHO OT TyOyJlapeH Npou3Xo/, H, B
MOBEYETO CJIy4aH, C NPEeXOAeH WIH HHTEPMUTEHTEH Xapakrep. [IporenHypusaTa He € J0Ka3aHa KaTo
MPOrHOCTUYHA 33 OCTPO WJIM MpOrpecuBHO ObOpeuHo 3abonsBaHe (Bx. Touka 4.8). CrolOLueHara
YEeCTOTa Ha CEPUO3HHU OBOPEeUHH CHLOUTHS B MOCT-MAPKETUHIOBUS NEPHO € MM0-BUCOKA MPH 1034 OT
40 mg. Tpabea na ce oOMUCIM OLieHKA Ha ObOpeyHaTa PyHKUMS 110 BpEME HAa PYTHHHO MPOC/E/asiBaHe

Ha MaLMEeHTUTE, JIEKYBaHH ¢ 103a oT 40 mg.

EdekTd BbpXY CKEJIETHATA MYCKYJIATYypa

EdexTu BbpXy CKeleTHAaTa MYCKYyJlaTypa, HaNpuMep MUAJITUs, MUOIIaTHA M paaKo pabaomMHo/H3a, ca
ChOOLIIABAHH IMPH NALUEHTH, JIEKYBaHU ¢ PonmyH10 ¢ BCHYKH /1034 H MO-CNELMaIHO ¢ 034 > 20 mg.
MHoro peaku ciyvyad Ha pabioMHoJIM3a ca choOLIaBaHM NpU ynorpedara Ha e3eTUMUMO B KOMOHHaLUs
¢ uHxuburopu Ha HMG-CoA penykra3zara. @apMakoAHHAMHYHO B3aMMOIEHCTBHE HE MOXe J1a Objie
U3KJTFOYEHO (BXK. ToYka 4.5) v TpssOBa na ce BHUMaBa Nnpu koMOUHUpaHaTta UM ynotpeda. Kakto v npu
apyru uHxuouropu Ha HMG-CoA peaykrasara, cbo0LeHaTa yecTtora Ha cBbp3aHara ¢ Pomyuao
pab10MHOIM3a B NOCT-MAapPKETHHIOBaTa yrnorpeda e no-sucoka npu ao3a 40 mg.

Hzmepeane na kpeamun Kunazama

Kpearun kunazara (CK) He TpsaOBa na ce usmepna ciiel GU3HYECKO HATOBAPBAHE WJIW MPH HAITMYHETO
Ha ipyra BEposSTHa NpUYMHA 32 HEHHOTO YBEJIMYEHHE, KOETO MOXKE a 3aTPYJAHH ThJKYBaHETO Ha
pesyarature. Ako HUBaTta Ha CK ca 3HauUMTETHO MOBUIIIEHH B HAYaJIOTO (> 5 MbTHU ropHarta rpaHuLa
Ha HOpMaTta) HeOOXOAMMO € /1a C€ U3BbPILIBA U3C/IEBAHE 3a NOTBbPKIABAHE HA Pe3yJ/ITaTa B pAMKHTE
Ha 5—7 JHU. AKO NMOBTOPHOTO MU3CJieABaHE NMOTBbPAH H3X0AHOTO HHBO Ha CK >5 nmbTH ropHara

rpaHMLIa Ha HOpMaTa, JIeYeHUEeTO He TpsAOBa 1a ce 3arno4sa.

[Ipedu nevernuemo

Ponyuno, kakto u npu apyru unxuouropu Ha HMG-CoA peaykra3zara, TpsOBa 1a ce npeanucsa ¢
[MOBHUILIEHO BHUMAHHUE IPH NALMEHTH C npeapasrnoJiaraliy GakTopy 3a pa3BUTHE Ha
Muonarusi/pabaomuonnsa. TakuBa (hakTOpPH BKJIFOYBAT:

ObOpeUHO yBpexaHe

XUIMOTHPEOHIH3bM

MepCOHaIHA UM (paMHJTHA aHAMHE3a 3a HACJIe/ICTBEHH MYCKYJIHH 3a00/sBaHus

aHaMHe3a 3a MyCKYJIHa TOKCUYHOCT ¢ aApyr uHaykrop Ha HMG-CoA peaykra3aTta wid ¢pubpar

3J10ynorpeda ¢ aikoXo.J1

Bb3pacT >70 roauHu

CUTYalHH, PH KOUTO MOXKE Ja Bb3HUKHE NOBHULlIABaHe B MUIa3MEHUTE HUBA (BX. TOUKHU 4.2, 4.5
HJ5.2)

° €IHOBpEMEHHA ynoTpeba Ha GudbpaTH.

[Ipy TakKMBa NManMEeHTH PUCKBT OT JIEYEHHUETO TPAOBA /1a Ce€ MPELIEHHU CIPAMO Bb3MOXKHHTE MOJI3H H Ce
npenopbyBa KJIMHUYHO rpocieasBaHe. AKO HUBata Ha CK ca 3HaYMTETHO NOBHULIEHH (> 5 NMbTH
ropHaTa rpaHdLia Ha HOpMara) rpH U3X0JHOTO HUBO, JIEYEHHUETO He TpsAOBa /1a 3aroysa.

I1o epeme na nevenuemo

[laumnenTuTe TpsiOBa na 6bAAT NOMOJIEHHU Aa chOOIIABAT BeIHAara HEOOACHUMA MYCKYJTHa 60JIKa,
c/1a0OCT UK KpaMIy, 0CODEHO aKO € CBBP3aHO C HEPA3IOJIOKEHHE WK NMOBHUIIEHa TemnepaTypaLig
T€3HW NMalMueHTH TpsaOBa na ce usmepar HuBara Ha CK. JleueHuero TpsabBa 1a ce npeycraH }, QM9 1
HuBaTa Ha CK ca 3HauMTenHO noBuilueHH (> 5 MbTH ropHaTa rpaHMIla Ha HopMarta) HiIH/KS ) ’76%0
MYCKYJIHUT€ CUMIITOMH Ca TEKKH H NPHUYUHABAT €KEAHEBEH JUCKOMGOPT (JAOpH U aK( iy I '




uHxuourop Ha HMG-CoA peaykra3ara npu Hali-HMCKaTa 103a C BHUMATEHO MPOCJieIsiBaHe.
PyTuHHO HaOmoneHue Ha HUBaTta Ha CK nipyu acMMNTOMaTHYHHU NallMEeHTH He e onpasaaHo. [1o Bpeme
Ha WJIH CJie]] JIEYEHHUE ChC CTAaTUHH, BKJIFOYMTEIHO PO3YBACTaTHH, K¥Ma MHOTO peIKH ChOOIIIEeHHS 3a
HMYHHO-MeIuupaHa HekpoTu3upaa muonarus (IMNM).

IMNM k1MHHYHO ce XxapakTepu3upa ¢ NPOKCUMaIHA MYCKYJIHA ¢J1a00CT M NOBUIIIEHH CEPYMHH HHBA
Ha KpeaTHH KWHa3aTa, KOUTO MPOALJIXKABAT /1a ChLIECTBYBAT BBIIPEKU MPEKBCBAHE HA JICYEHUETO CbC
CTaTHHH.

B Hsko0/IKO cityyas ce cboOLuaBa, ye CTaTUHUTE HHAYLMpAT de novo WM BJIOLLIABAT BeYe
CBhLIECTBYBallla MHACTEHHS I'paBUC WK OYHA MHACTeHUs (BXK. Touka 4.8). [Ipunoxennero Ha Ponmyuno
TpsiOBa J1a ce cripe B C/ly4aii Ha BiolIaBaHe Ha CUMMNTOMUTE. MMa choO1ieHHs 3a peLiMIMB Npy
(MOBTOPHO) MpHJIaraHe Ha CbLUMUA WK pa3jIMueH CTaTHH.

B KIMHUYHHM NpOyYBaHUs JIMIICBAT JaHHHM 3a MOBUILIEHH e(DeKTH BLPXY CKeJeTHAaTa MYCKYyJaTypa NpH
MaJIbK OpOH OT nauMeHTHUTe, JieKyBaHH ¢ Ponyu1o U cbbTCTBALLO JieYeHHe. Y BeJIMYEeHHE B YeCTOoTaTa
Ha MMO3UT U MHONaTUs obave ce HabOaaBa NPU NMALMEHTH, PUEMALLIH IPYrH HHXHOUTOPH Ha
HMG-CoA peaykrasara, 3ae1HO ¢ NPOM3BOAHH Ha GHOPHHOBATA KHCEJTMHA, BKITFOUHUTETHO
reM(puOpo3HI1, UMKJIOCMIOPUH, HUKOTHHOBA KHCEJIMHA, a30JI0BH NPOTUBOrbOMYHH CPEICTBa,
MPOTE€a3HH HHXUOUTOPH U MAKPOJIMIAHH aHTHOMOTHILIH. ["'eMPpHOpO3MI NOBHILIABA PHCKA OT MUOTIATHA,
KOraTo ce npujiara €JHoBpeMeHHO ¢ HAkou UHXuOuTOopu Ha HMG-CoA penykrazara. CiieqoBaTeHo
komMOuHaumaTa Ha Porrynno u rempubpo3un He ce npenopbusa. [lon3ara oT no-HaTaThLIHHA
U3MEHEHHs B HUBATa Ha JIMITUAUTE OT KOMOMHHUPAHOTO MU3noJi3BaHe Ha Ponyuio ¢ ¢ubparu unm
HHALMH Tps10Ba 1a Ob/Je BHUMATEHO MpeLieHEHa CNPIMO MOTEHLIMAIIHUTE PUCKOBE OT TE3H
KoMOMHalmHu. [lo3arta ot 40 mg e npoTuBOnoka3aHa npu eIHOBpeMeHHa yrnorpebda Ha dubpar (Bx.
TOYKH 4.5 u 4.8).

Ponyuao He Tps0OBa 1a ce npunara e1HOBPEMEHHO ¢ GOPMY/IMPOBKH Ha (hy3HM10BaTa KMCEJIMHA ChC
CUCTEMHO JICHCTBHE WJIH B pAMKHTE Ha 7 JIHU Clie[l CIIMPaHE Ha JeueHHeTo ¢ py3uaoBa kuceauHa. Ilpu
MalMHEHTH, MPH KOUTO ynorpedara Ha Gy3u10Ba KMCEJIMHA ChC CUCTEMHO JIEHCTBHE CE CUMTA 3a
ChLIECCTBEHA, JICYEHHETO ChC CTATUHHU TPAOBA J1a C€ NPEKPATH 3a LIAJ0TO BpEMETPaeHe Ha JICYEHHETO C
¢y3unoBa kucennHa. Uma cbobiueHus 3a pabaoMHoIM3a (BKIOYUTETHO CMBbPTHH CJIy4aH) MpH
MalMeHTH, NoTyvaBalll KOMOHHaLMA OT Qy3ua0Ba KUCEJIMHA U CTaTUHH (BX. TOouka 4.5). [TanueHTuTe
TpsAOBa Ja ObAaT CbBETBAHH J1a MOTHPCAT He3a0aBHO MEIMIIMHCKA MTOMOIIL, aKO IMOJy4YaT HAKAKBH
CHUMIITOMH Ha MYCKYJIHa cnaboct, 00Jika MK 4yBCTBUTETHOCT. JIeYEeHHETO CHC CTATHHH MOXKE Ja
Ob/Ie MOBTOPHO BBBEACHO CEAEM JIHM CJie]l NoceqHaTa 103a py3uaosa kucenauHa. [pu
M3KJIFOYUTETHH O0CTOATENCTBA, KOraTto € He00X0AMMa NPOAb/DKUTENIHA CUCTEMHA €KCMO3ULIHS HA
(¢y3u10Ba KMCEIMHA, HATIP. 32 JIEYEHHE Ha TEKKH HHDEKLIMH, HEOOXOAUMOCTTA OT €JHOBPEMEHHO
npujaraHe Ha Pomynno v @y3uaoBa kucennHa TpsadBa 1a ce 0OMMCIIS 32 BCEKH OTAE/IEH cllydyal U MoJi
CTPOro MEJULIMHCKO HalJII0AeHHE.

Ponynao He TpsOBa 1a ce U3nos3Ba Nnpu NalMeHTH ¢ OCTPO, TEXKKO ChCTOSHHUE, MPeArosaraio
MHOIIATHA WJIK Npeapasnoarailo KbM pa3BuTHE Ha ObOpeuHa HeIOCTAThbYHOCT BCJIEICTBHE HA
pad10MHOJIM3a (HaMp. CENCUC, XMMOTEH3UA, 3HAYUTETHA ONepaTUBHA HHTEPBEHLIMS, TPABMa, TEKKH
METa0OJIMTHH, EHJOKPUHHH U €JIEKTPOJIUTHH HAPYLIEHHS, HIIH HEKOHTPOJUPAHHU I'bpYOBE).

TexKH KOXKHHU HeXEeJTaHU peaKLiUuM

[Ipu neueHue ¢ po3yBacTaTHH ce ChoOLIABA 32 TEKKH KOXKHH HEXEJIaHH PEaKliMM, BKJIIOYBAIIH
cuHJIpoM Ha Stevens Johnson (SJS) u nexapcTBeHa peakiusi ¢ €03MHO(DHIIUA U CHCTEMHH CHMITTOMH
(DRESS), kouTo MOxe na ca »KMBOTO3acTpallaBally WK ¢ JieTaneH u3xo/. [1py npeanucBaHeTo Ha
JIEKApCTBEHHUS TMPOAYKT MalMeHTHUTE TpAOBa Ja ObaaT HHOOPMHUPAHH 3a MPU3HALIMTE U CHMBTFOMUTE

Ha T€XXKH KOXKHH peakUuuH ¥ Aa Obaar HaboaaBaHU C NMOBHILIEHO BHUMaHHE. AKO ce I /r, SR 75
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PU3HALIK U CHMNTOMM, MOKAa3aTe/IHH 3a Ta3W peakLus, NPUI0KEHHETO Ha Poryuio TR T
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AKO NauMEHTHT € pa3BUJl cepruo3Ha peakuus, karo Hanpumep SJS wan DRESS npu ynorpebara Ha
Ponyuno, neyenuero ¢ Ponyuao He TpaOBa HUKOra a ¢€ NOAHOBABA MPU TO3U MALIMEHT.

Edextu BbpXy yepHus apod
KakTto v npu apyru uuxuburopu Ha HMG-CoA penykrazara, Ponynao tpsbBa nga ce M3noJiszsa ¢
MOBULIEHO BHUMAHHE MPH NMALMEHTH, KOUTO MPHEMAT NPEKOMEPHH KOJIMYECTBA AJIKOXO0J1 W/ WJIW UMaAT

aHaMHe3a 3a YepHOoAPoOHO 3abosBaHe.

[IpenopbyuTesHO € 1a ce npaBAT GYHKUMOHAITHW YepHOAPOOHH U3CeABaHUA NPEeaU U 3 Mecela clle]]
3aro4yBaHe Ha JeyeHHueTo. JleueHuero ¢ Ponyuao TpsabBa aa ce npeycTaHOBHM MUJIM J103aTa J1a ce
HaMaJli, akO HUBOTO Ha CEpYMHMUTE TPaHCAMMUHA3H MpEBMILABa 3 MbTH FOpPHATa rPaHULIA HA HOpMaTa.
CpobluiaBaHaTa 4ecToTa 3a CEpHO3HH YePHOAPOOHH CHOUTHS (CHCTOSLIM C€ OCHOBHO OT NMOBHLUEHH
YEpHOAPOOHH TpaHCAMHHA3H) B MOCT-MapKETHHIOBHSA MEPHO/ € Mo-BUCOKa MpH ja03a 40 mg.

[Ipy malMeHTH ¢ BTOPpUYHA XUIIEPXOJIECTEPOJIEMHUS, MPUYHHEHA OT XUITOTHPEOUAU3BM HUITH
He(pOTHUUYEH CUHAPOM, OCHOBHOTO 3a001siBaHe TPsAOBA J1a ce JieKyBa NMpeIy 3aro4YBaHe Ha JIeYEHHE C

Ponyuno.

Paca
®apMaKOKMHETHYHH NMPOYYBAHHUA MOKA3BaT YBEJIUUYEHHUE HA €KCITO3ULIMATA TPH MALUEHTH OT
a3yaTcKaTa paca B CpaBHEHHE C NpeacTaBUTeIMTe Ha OssiaTa paca (Bx. Touku 4.2, 4.3 u 5.2).

[IpoTreazHu UHXUOUTOPH

[loBuIIEHa CHCTEMHA eKCrO3ULIMA Ha po3yBacTaTHH € Ha0J110/1aBaHa NP NaUMEHTH, NOJTy4YaBally
pO3yBacTaTHH €IHOBPEMEHHO C pPa3JIM4HH NMPOTEA3HH HHXUOUTOPH B KOMOMHALIUS ¢ PUTOHABUP.
Tpsabea na ce umaT npeaBKA NMoJj3aTta OT NOHKWXXKABAaHE Ha JIMITUMTE Ype3 W3noJi3BaHe Ha Ponyuao npu
naureHTH ¢ HIV, nonyyasaiu nporeasHd HHXHOUTOPH, M NMOTEHLMANIA 32 YBEJIMYaBaHE Ha
U1a3MEHUTE KOHLIEHTPALIMK HAa pO3yBacCTaTHH MPH 3aMo4YBaHe U yBeJM4aBaHe Ha fo3ara Ha Ponyuno
[MpH MaLHEHTH, JIEKYBAHH C MPOTE€a3HU UHXUOUTOPU. EAHOBPEMEHHOTO H3MOJI3BAHE C HAKOM
MpoTeasH HHXUOUTOPHU HE Ce NpenopbyBa, OCBEH aKo fAo3ara Ha Poryuao He ce kopurupa. (Bax.

TOukH 4.2 n 4.5).

JIakTO3Ha HENMOHOCUMOCT
[lauMeHTH ¢ peilku HacneacTBeHH NpoOJieMH HA rajlakTo3Ha HEMOHOCHMOCT, IThJIEH JIAKTa3eH
Ae(UUHMT WM NIIOKO30-rajlakTo3Ha MajabcopOLMs He TpsOBa ga npyHeMar TOBa JIEKaApCTBO.

HMurepcTuimanta 6eaoapodbHa 6osiect

EnnHuyHM ciyyan Ha MHTepcTHUManHa 6enoapobHa 6osiecT ca choOLIEHH NpU ynoTpeda Ha HAKOH
CTaTHHH, OCOOEHO MNPH NMPOIABIDKUTEHO JieueHHUe (BXkK. Touka 4.8). 3a0oiBaHETO ce NPOsABABA C
JUCIHESA, HEMPOAYKTHUBHA KalllJIMLA M BJIOLlIaBaHE Ha 0OLIOTO 3/IpaBOCJIOBHO ChCTOSSHUE (YMOpa,
3ary0a Ha TerJio v NoBHLLIEeHa Temrneparypa). AKO iMa CbMHEHHE 3a Pa3BUTHE HA HHTEPCTHIIHAIHA
0enoapoOHa 6onecT, JIeUeHHETO ChC CTaTHHH TpAOBa J1a Ce NpPeyCTaHOBH.

3axapeH auader
Hskou naHHU noka3Bar, 4e CTaTHHHUTE KaTo KJIac MOBMILABAT KPbBHATA INIFOKO3a M NMPH HIKOH
MalMeHTH, U3JIOXKEHW Ha BUCOK PUCK OT pa3BUTHE Ha AUadeT, MOXKe J1a JIOBele 1O HUBO Ha
XUIEPriIIHKEeMHA, MTPH KOETO € MOAXOAALIO MPUJIaraHeTo Ha JiedeHHe 3a nuadet. To3u puck obaye ce
KOMIIEHCHPa OT HaMaJIiBaHE Ha CbAOBHUS PUCK TMPU NMPUEMAHE HA CTATHHM U 3aTOBA He TpsOBa 1a Obae
[IPHYKMHA 3a CIIHPaHE Ha JICYEHHETO CbC CTATUHM. [lauMeHTHTE, U3JI0XKEHHU HA PUCK (ITHOK03a _Ha
raaaHo 5,66,9 mmol/l, U'TM >30 kg/m* noBuILIEHO HUBO HA TPHUIJIHLIEPHIH, XHIIEPTOHMSF
Ce MpocneasiBaT KJIMHUYHO U OMOXUMHYHO CHIVIACHO HALIMOHAJIHUTE HACOKH. Q}{ﬁ
B npoyusanero JUPITER cbhobuiaranara obiuia yecrora Ha 3axapeH auaber e 2,8% y @
U 2,3% npu nnauedo, Hail-Beve Npu NaLyMeHTH ¢ IMIK0KO03a Ha riajaHo 5,6—6,9 mmol/ %
e
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[lennaTpuyHa nomnyJiauus

OueHkaTa Ha JIMHEeeH pacTex (BUcouuHa), teriio, MTM (MHaeke Ha TenecHa Maca) U BTOPUYHH
XapaKTepUCTHUKH Ha MOJIOBOTO Ch3psABaHe 1o Tanner rnpu neaMaTpuyHH MauueHTy ot 6- 10 17-
roJIMLIIHA BB3pacT, NpHeMalllM po3yBacTaTHH, € OrpaHHYeHa /10 nepyuoj ot ABe roauHu. Cien ase
rOJAMHHU Ha JIEYEHHE B NPOYUYBAHETO He ce HabmoaaBa e(eKkT BbpXy pacrexa, Tternoro, UM uim

[10JIOBOTO Ch3psABaHe (BXkK. TOUKa J5.1).

B KJIMHUYHO MpoyYBaHe Ha JIeLia U FOHOILIIH, MOJyYaBalllyi po3yBacTaTUH B NPOAb/KEHHUE Ha 52
ceaMuuu, nopuieHue Ha CK > 10 mbTH ropHara rpaHydua Ha HopMara U MyCKYJIHU CUMIITOMH Clie/l
YNpaKHEHUs WJIK NMOBHUILIEeHa (PHU3HUYEeCKa aKTUBHOCT ce HabJ1i01aBaT Nno-4eCTO B CPAaBHEHHE C
HaOMOAEHHUSA B KIIMHUYHH NPOYYBaHMS MPU Bb3pacTHH (BXK. TOUka 4.8).

4.5 B3aumoaelcTBHE C APYI'H JIeKAPCTBEeHH MPOAYKTH H APYrH GopMH HA B3aHMOAEHCTBHE

Bb31eHCcTBHE HA €IHOBPEMEHHO NPUJIOXKEHH JIEKAPCTBEHU NMPOJAYKTH BbPXY PO3YBAaCTaTHH

NuxubuTopH Ha TpaHCHOPTHHTE NpoTenHu: Po3yBacTaTHH e cyOcTpaT 3a HAKOU TPAHCNOPTHHU
MPOTEUHH, BKJIKOYMTETHO TpaHcnopTepa Ha yepHoaApoOHO 3axBauaHe OATP1B1 u eduykcHus
tpaHcrioprep BCRP. EaHoBpemeHHOTO npunoxkeHue Ha Ponyuao ¢ iekapCTBEHH NPOAYKTH, KOUTO ca
WHXHUOUTOPHU Ha TE€3U TPAHCIIOPTHH MPOTEUHH, MOXKE J1a JOBEAE A0 MOBHULIEHH IJIA3MEHH
KOHLIEHTPaLMH Ha pO3yBacTaTHH U MOBHILIEH PUCK OT MUonaTus (Bxk. TOUkH 4.2, 4.4 u 4.5 Tabnuua 1).

[uxnocnopun: Ilpu enHoBpeMeHHO JieyeHue ¢ Ponyuno u uukiocnoput, croiHocture Ha AUC Ha
pO3yBacTaTUH ca OWIK cpeaHO 7 MbTH NMO-BUCOKH OT Te€3M, HAOJII01aBaHK NPH 31paBy 100pPOBOJILIH
(Bk. Tabnnua 1). Ponynao e nporuBonoka3saH npu nauMeHTH, MpHEMaLH € IHOBPEMEHHO
LIMKJIOCITOPHH (BX. To4YKa 4.3). EAHOBPEMEHHOTO NMPUJIOIKEHHE HE € MOBJIMAJIO HA TUIa3MEHHUTE
KOHLIEHTPALUK Ha LIMKJIOCTIOPHH.

lIpomeasznu unxubumopu: Bbrpeky ye TOUYHUAT MEXaHHW3bM Ha B3aUMO/IEHCTBHE € HEU3BECTEH,
€IHOBPEMEHHOTO NMPHJI0XKEHHE Ha NMPOTEa3eH HHXUOUTOP MOXKE CHITHO J1a YBEJIMUYH €KCMO3ULIUATA Ha
po3yBactaTuH (Bxk. Tabnuua 1). Hanpumep BbB (hapMakKOKMHETHYHO NMPOy4YBaHe, €IHOBPEMEHHOTO
npuiaoxeHue Ha 10 mg po3yBacTaTHH U KOMOMHHpPAH NPOAYKT Ha JiBa NMPOTea3HH HHXHOUTOpA

(300 mg arazanaBup/100 mg puroHaBUp) Npu 3apaBy J0OPOBOJILM C€ CBBP3BA C MPHOJIH3UTETHO TPH-
U ceieMKpaTHO yBenudeHHe cboTBeTHO Ha AUC 1 Cmax Ha po3yBactatuH. EnHOBpemMeHHara
ynorpeda Ha Pormynno u H koM KOMOMHALIMM HA NPOTea3HH HHXUOUTOPH MOXKE J1a ce 00ChIH clie/
BHUMATEJIHA NpPELIEHKa Ha KOPEeKLIMUTE Ha J03aTa Ha Ponmyuao Bb3 OCHOBA Ha OYAKBAHOTO YBEJIMYEHUE
Ha €KCMO3HLHUATA HA po3yBacTaTUH (BXK. TOUYkHU 4.2, 4.4 u 4.5 Tabauua 1).

I'em¢puOpo3na 1 APYrH JHNHAONOHHKABAIH NPOAYKTH: EJHOBpEMEHHOTO NPHIOKEHHE HA
Pormynno u rempudposun e 1oBesno 10 ABykpatHo yBennuenne Ha Cmax u AUC Ha posyBacTaTvH
(BX. Touka 4.4).

B®3 0CHOBa Ha JaHHUTE OT MPOYYBAaHHS HA ceLM(PHUYHH B3aUMOIEHCTBUS, HE CE€ OYAKBA 3HAYUMO
(apMakOKMHETUYHO B3auMoeicTBHE ¢ (eHoGUOPAT, BLIIPEKH Ue MOXKE 1a HACTBIHU
(papmakoMHaMHuHO B3auMoaeicTBue. ['empubposun, hpenodubpar, apyru pubparth u
JIMTTAJIOTIOHWXKABAIIM J103M (> UM paBHa Ha | g/aeH) Ha HUALIMH (HHKOTHHOBA KHMCEJIMHA) YBeIHYaBaT
pPUCKa OT MHUOMATHs, KOraTo ce rpuarar eJHoBpeMeHHO ¢ uHXxuouTopu Ha HMG-CoA peaykra3zara,
BEPOATHO 3allOTO MOrarT Ja NpeAU3BUKAT MHOIATHs, KOraTo ce npuiarat camoctosaTesHo. Jlo3ara ot
40 mg e NpOTHBOMNOKAa3aHa Npu eIHOBpeMeHHa yrorpeda Ha ¢pubpat (Bxk. Touku 4.3 u 4.4). Tezu
MalMEHTH ChLIO TPOBa Ja 3ano4yHar ¢ go3a ot 5 mg.

Ezerumn6: EnqHoBpemenHOTO H3non3eaHe Ha 10 mg Ponyuao u 10 mg e3eTumu6 Boau a0
yBeandeHue ot 1,2 net Ha AUC Ha po3yBacTaTHH NpH NaLHEHTH C XHUIEPXOJIECTEPOIIE
[). He Mmoxe na ce uskmoun obave papMakoauHaMHUUYHO B3auMoIeCcTBHE Mexay Pony
€3€TUMHO 1O OTHOLLUEHHE HA HEXKEeJTaHUTE peakiluu (BxK. Touka 4.4).




AHTHAUHMAHM: EJHOBPEMEHHOTO J03UpaHe Ha Poryu10 ¢ aHTHaLMAHA CYCNEeH3Us, ChbpaKallla

A TyMHUHHEB U MarHe3uMeB XUAPOKCH, BOIM 10 HAMAJIABaHE Ha Mjla3MeHaTa KOHLEHTpaLMs Ha
po3yBacTaTuH ¢ npubausutenHo 50%. To3u edekT oTcnabBa, KoraTo aHTHalLlU] CE J1aBa 2 4aca ciefl
Ponyuno. KnIWHUYHOTO 3HaYeHHE HA TOBA B3aUMOIeHCTBUE HE € NMPOYUBAHO.

EpuTpomuunnn: EnHoBpeMeHHaTa ynorpeba Ha Pornyuao H epuTpoMHLIMH BOAW A0 HaMalieHue ¢ 20%
Ha AUC u namanenue ¢ 30% Ha Cmax Ha po3yBacTtaTuH. ToBa B3aUMOAEHCTBHE MOXKE /14 C€ IbJDKH
Ha MOBUIIEH YPEBEH MOTHIIUTET, IPUUUHEH OT EPUTPOMHULIMH.

En3sumu Ha cucremara uaroxpom P450: PesynraTu ot in vitro v in vivo npoy4BaHUs NOKa3Bar, 4e
pO3yBacTaTHH HE € HUTO UHXUOUTOP, HUTO MHAYKTOP Ha LiuToXpoMm P450 nzoensumure. B
JOITbJIHEHUE, PO3YBAaCTATHH € cj1ab cyOcTpar 3a Te3U u30eH3uMH. CJ1e10BaTETHO HE C€ OYaKBaT
JIEKapCTBEHH B3aUMOAEHCTBUSA, MPOU3THYALLMK OT uMTOXpoM P450-meaunpan metabonusbM. He ca
Ha0JIF0]aBaHU KJIMHUYHO 3HAYMMH B3aUMO/ICHCTBUS MEXIY PO3YBacCTaTHH U (PJIyKOHa30,1 (MHXHOHUTOP
Ha CYP2C9 u CYP3A4) unu kerokonazos (maxuburop Ha CYP2A6 u CYP3A4).

TuxkarpeJsop

Tukaprenop Moxe na nosnuse ObOpeyHaTa eKCKpellus Ha po3yBacTaTHH, YBEJIMYABAMKH pUCKA OT
KyYMYJIMpAHE Ha pO3yBacTaTUH. BbNpekH ue TOUHHAT MEXAHHW3BM HE € U3BECTEeH, B HIKOU ClTy4yau
€/IHOBPEMEHHOTO IMPUJIOKEHHE HA TUKAPreJIop U po3yBacTaTHH BOAM 0 HamMalisBaHe Ha ObOpeyHaTa
¢byHkums, noBuiieHo HUBo Ha CPK u pabaomuonusa.

B3anmoaeHcTBHs, H3HCKBAIIIH KOPHTHpPaHe HA 103aTa HA po3yBacTaTHH (BXK. cbmo Tabanna 1):
KoraTo € He0oOX0AMMO eHOBPEMEHHO NpUIoKeHHe Ha PonyHuIo ¢ Apyry iekapcTBEHH NPOAYKTH, 3a
KOMUTO C€ 3Hae, Y€ YBEJIM4YaBaT €KCMO3UILIMATA HA pO3yBacTaTHH, 103uTe Ha Ponyuno TpsabBa na Obaar
KOpHUrMpaHH. 3aro4HeTe ¢ 103a OT 5 mg BeIHbX AHEBHO Ha Pomyu/10, ak0 04aKBAHOTO YBEJIHYEHHE
Ha ekcrosuumaTa (AUC) e npHONMM3UTENHO 2-KpaTHO WM NO-BUCOKO. MakcHMMaJlHaTa JIHEBHA /103a Ha
Poryno TpsOBa 1a ce Kopurupa Taka, 4e O4aKBaHaTa €KCIMO3HIIMA Ha pO3yBACTaTHH /1a HE € BEPOSTHO
Jia HAABUILLIM Ta3H Ha AHEBHa J103a oT 40 mg Ha Ponyuo, npuera 0e3 B3aMMOAEHCTBALLM JIEKAPCTBEHH
NpOAYKTH, HanpuMep A03a ot 20 mg Ha Ponyuao ¢ remdpubposun (1,9-kpaTHo yBeMUeHHE) U 1034 OT
10 mg Ha Ponmynno B koMOHHaLMs ¢ puTOHaBUp/aTazaHaBHp (3,1-KpaTHO yBEITHYEHHE).

AKoO ce Hab/mo/1aBa, Ye JIeKapcTBEHUAT NpoaAyKT nmoBuinasa AUC Ha po3yBacTaTHH MO-MaJKo OT 2
MbTH, HAYaaHaTa 103a He TpsAOBa a ce HaManaBa, HO TPAOBA J1a ce MOAX0XK/1a C BHUMaHHe, ako Jl03aTa
Ha Pormynao ce nosuiuu Hag 20 mg.
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Tab6smua 1 Bausinue Ha eJHOBPeMEHHO NPHJIATAHH JIEKAPCTBEHH NPOAYKTH BbPXY €KCNO3HIHATA HA
PO3yBacTaTHH (AUC B HH3XO/IiI peji o cmla) oT nyﬁnumyﬂann KJIHHHYHH NPOYYBaHHS

Hunumaﬂaue Ha AUC Ha po3yBacTaTHH 2 MbTH HJIH NOBeYe OT 2 NbTH

_Iln:mﬂ pemnm Ha B3aHM0neHCTBamoTﬂ )Imon PE€XKHM HA PO3YBACTATHH ;Hpamnua B AUC HA
JIeKapcTBO pO3yBacTaTHH
Co¢0c6y3up/3ennamcaup/noucmanpeaup 10 mg, eaHokpaTHa 1032 !7,4—KPHTHD 1

(400

mg-100 mg-100 mg) + BokcuIanpesup
(100 mg) BEJIHBK IHEBHO 32 15 nHu

Llumecnopun 75 mg BID no 200 mg BID, 6 10 mg OD 10 ,EIHH T?,I-Kpamo 7
Mecena
,[[aponymmuﬂ 600 ) mg BlD 5 ,[[HH §5 mg ennmcpama )1033 5,2 -kpatHO 1

e B —— s S, - n— =

Pernpacbeﬂnﬁ ]60 mg OD, 14 JIHH 5 mg, eHOKpaTHa /103a

AT&SHHHBHP 300 mg/pHTOHaBup 100 mg OD, 1 10 mg, €IHOKpaTHa l](}?,ﬁl -
8 AHH

Pty it e el g = e L A A A s ——"-"'i‘-'—\.'WlHﬂ.-w\----\.-ﬁvmv.ﬂ.u N e I o B e g PR oA e e ———

Benn;ﬁacanp 100 mg OD 10 mg eﬂHOKpaTHﬂ fl03a




OMGHTaE;Hp 25 mg/napmanpeaup 150 mg/ ISmg,eﬂHm{paTHaﬂma : .w2,6-1cpaTH0 T
Puronasup 100 mg OD/nacabysup 400 mg |
BID, 14 JHH -
Tepndmyﬂomm THf: € HaJIMYHO 12 5- I{paTHO T S _
Fpa:mnpesnp 200 mg/enﬁacnup 50 m mg OD | 10 mg, eﬂHOKp&THa 103a 2 3-KpﬂTHD 1
l"nexanpeunp 400mg/nn6penmcﬂnp 120 mg ]5 mg OD T IIHU 2,2-KpaTHo 1
OD 7 RH“ .................................
.HQI'IHHaBHp 400 mg/pmonanup 100 mg BID, 20 mg OD, 7 nuu 2 1- Kp&THO I

17 nHu f !
Kanmamﬂuﬁ 400mg BID | 10 mg, e;muxpa*ma ,uoaa 2,1- KpaTHD T
Knonugorpen 300 mg Ha'roaapﬂama [20 mg, e/JHOKpaTHa 103a Z-HpaTHo T
noc/e/BaHa ot 75 mg cnen 24 yaca |
-II)OCTamaTHHHtS 100 mg, 1Ba MbTH IHEBHO 20 mg,, enﬂoﬂpama 11033 _2 O-I{paTHO T
(DE:6}/KCOCTEIT 120 mg OD il(} 0 mg, elHOKpaTHa 1032 1,9-kpatHo T
Femdmﬁporauﬂ 600 mg BID 7 JHA 180 mg, eJHOKpaTHa 103a l 9 -KpaTtHo T

Hnﬂumaﬂane HA AUC HA PO3yBACTATHH NO-MAJIKO OT 2 NbTH

,I[ﬂaﬂn PeXHM Ha B3aHMOAEHCTBAINOTO l[ozuﬂ PEeXHM HA pO3yBaCTaTHH Ilpomsina B AUC ua
JIeKapcTBO. 1[ po3yBacTaTHH® |
EnTpomﬁonar 75 i mg OD, 5 mm 310 mg, €IHOKpaTHa 103a 5] 6-KpﬂTHO T
HapyHasup 600 mg/pHTOHaBHp 100 mg BID 7 }]0 mg OD, 7 nHu '1,5-kpaTHoO 1
B B
TunpaHaBHp 500 mg/pHTOHaBHp 200 mg BID | 10 mg, e,uHoxpaTHa 71034 1,4- }cpaTHO T

1 nHu ‘- |
I[pcme,uapon 400 mg BID ’He © HAIMYHO ' 4-Kpa’rﬂo ’[
HTPHKOH&BE}H 200 mg OD 5 JlHH | 10 mg, eﬂnmpa’ma A03a ;"l 4-l{paTHO T
E3E:THMH6 10 mg OD 14 JHH 10 mg OD 14 JIHH .E* l 2 -KpaTHO T

B | Honnmanane Ha AUC Ha poayﬂacraTnn
,110305 PeXHM HA B3ﬂHMOﬂEHCTBﬂ[ﬂﬂTﬂ ,I[oauﬂ PeKHM HA PO3yBACTATHH Hpomnna B AUC HA
JIEKapCcTBO i PO3yBACTATHH »
EpHTpOMHLlPIH 500 mg QID 7 JHH TBO mg, EHHOI{paTHEl no3a 120% 1
BaHKaﬂHH 50 mg TID 14 mm 20 mg, eHOKpaTHa 1033 47% L
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,.[[aHHHTe JaJl€HHU KaTo NMpOMsSHA X- KpﬂTHD npenc*raanﬂﬂa'r MPOCTO CbOTHOLUEHUE Ha EHHDBPEMEHHDTU 2
CaMOCTOATE/THOTO NMPHJIOXKEHHE Ha po3yBacTaTvH. JlaHHuTe, 1aaeHu kato % npomsHa, npeacTasisBaT % pa3jiMka B

CpaBHEHHE C pO3yBACTATHH CAMOCTOATETHO.
YBEJIMUEHHETO € MOKa3aHo ¢ ,, 1%, a HaMaJIEHHETO C ,,| .

[IpoBeaeHH ca HAKOJIKO NpOyYBaHHs 3a B3aUMOACHCTBUS NPH pa3/IHuHH JI03H Ha PO3yBacTaTHH, TabiMLaTa

MOoKa3Ba HaM-3HAYMMOTO ChbOTHOLIEHUE

AUC = nnow nox kpusara;, OD = Begubxk qHeBHO; BID = nBa nbTu auesHo; TID = TPU NTbTH AHEBHO; QID =

ETHPH MbTH HEBHO

CnenHure ﬂEHapCTBeHH npOﬂyI{Tn/mMﬁuHauuu He OKa3BaT KJIMHUYHO 3HAYUM eq:el{'r B’bpxy AUC Ha

pO3yBacTaTHH IMpPH €IHOBPEMEHHO NnpuiiokeHue: Anernmrazap 0,3 mg npunoxkeHue 3a 7 IHH;
®OeHodubpar 67 mg 7 AHU NpUIOKEHHE TPHU MbTH AHEBHO; Pitykonazon 200 mg 11 auu n

BeIHBK AHeBHO; Do3aMmnpeHaBup 700 mg/puronasup 100 mg 8 nHu npunoxeHue asa
Kerokonaszon 200 mg 7 nHM NpUIOKEHHE Ba MbTH AHEBHO;, Pudamnuu 450 mg 7 auu

BeHBX AHEBHO, CunumapuH 140 mg 5 1HM NpHIIOKEHHE TPH ITHTH JHEBHO.




Bb3ercTBHe Ha pO3yBacTaTHH BbPXY €/IHOBPEMEHHO INpHJIaraHy JIEKApCTBEHH NPOAYKTH

AnTaronrucTud Ha BuTamuH K: Kakto v npu apyru uuxuburopu Ha HMG-CoA penykrasara,
3aM0YBAHETO HA JIEYeHWE WIM MOBUILIABaHE HA J103aTa Ha Ponmyuao npy NauMeHTH, JIEKYBaHH
€IHOBPEMEHHO C aHTAaroHUCTU Ha BUTaMUH K (Hanp. BappapuH WK APYr KyMapHHOB aHTHKOAryJIaHT)
MOJKE J1a 1I0BEe/I€ 10 YBEJIMYaBaHE HA MEXIYHAPOAHOTO HOpMaIM3UupaHo cboTHOLIEHHE (INR).
[IpexkbcBaHe Ha IeUEeHHETO WM HaMaJisiBaHe Ha 103aTa Ha Ponyuio Moxe /1a 10Be/le 10 HaMaiiBaHe
Ha INR. B TakuBa curyauuu e xkenarenHo noaxoasio Mouuropupade Ha INR.

Ilepopasinn konTpauenTuBu/xopmonozamecrsama repanus (HRT): EanoBpemeHHOTO
MpuJIokKeHHe Ha Ponyuao U nepopasHi KOHTpauenTuBy BoAM 10 yBeMueHue Ha AUC Ha eTHHMI
€CTpafHOJ U HOprecTpes ¢bOTBETHO ¢ 26% u 34%. Te3u noBuilieHH MJ1a3MEeHHU HMBA TpAOBa Ja ce
B3€MAaT MpeABHI MPH AO3WPOBKATA HA NMEPOPAIHA KOHTpaLenTUBH. JIuncear papMakOKUHETUYHHU
JaHHH TNPH NaLKEHTH, KOUTO npueMar eaHoBpeMeHHOo Ponyuao u HRT, u cnenosarenno noanodeH
eeKT He MOXKe J1a ce M3KI0YU. Bbnpeku ToBa KOMOHHALIMATA € LLIMPOKO W3MOJI3BaHA MPH XKEHH,
y4acTBallli B KIMHUYHU NPOYUYBaHHUA, U Ce moHacs no0pe.

JApyru jieKkapcTBeHH NPOAYKTH:

JMrokcuH: Bb3 OCHOBA Ha JAHHUTE OT MPOYYBAHHUA 3a ClIeUU(PHUYHH B3aUMOAECHCTBHUA, HE CE€ OYaKBa
KJIMHUYHO 3HA4YMMO B3aMMO/IEHCTBHUE C JIMTOKCHH.

dy3uaoBa kuceauHa: [IpoyuBaHus 3a B3aUMOJEHCTBHE HA pO3YyBACTATUH U (Dy3U10Ba KHMCE/IMHA HE ca
NMPOBEXAaHH. PUCKBT OT MHMOMNATHs, BKJIIOYUTETHO pabJOMHUOJIN3a, MOXKE [1a C€ YBEJIWYHM MPH
€JTHOBPEMEHHOTO MPUJIOKEHUE HA (PY3U10BA KUCEIMHA ChC CUCTEMHO JEHCTBUE W CTATUHH.
MexaHu3MBT Ha TOBAa B3aUMOAEHCTBUE (HE3aBUCUMO NaJli € (hapMaKoIMHAMHUYEH,
(hapMaKOKMHETHYEH WM U JIBaTa) BCE Ollle He € u3BecTeH. MMa chobuieHus 3a pabaoMHuosinsa
(BKJIKOYUTEITHO CMBPTHH CJy4aM) NP NaLMEeHTH, NMOJTy4YaBalily Ta3i KOMOHHAaLHS.

AKO € HeoOX0aUMO JieueHHe ¢ y3uaoBa KHCETMHA ChC CUCTEMHO IEHMCTBUE, JIEYEHHETO C Ponyuao
TpsOBa 1a ce npeycTaHOBH [0 BpEME Ha MPOAB/DKMTENHOCTTA HA JICYEHHETO ¢ (PY3Ua0Ba KUCEJIMHA.
Buxre cbmio Touka 4.4.

[leanaTpuuna nonyaanus: [IpoyuBaHus Ha B3aWMOJECHCTBHSATA Cca MPOBEXKIAHH CaMO TPH
Bb3pacTHH. CTeneHTa Ha B3aMMO/IeHCTBHE B NeAHAaTPHUYHATA NONYJIalUs HE € U3BECTHA.

4.6 DeprHIHTET, OPEeMEHHOCT H KbpPMEHE

Ponyuo € npoTHBOMNOKa3aH No BpeMe Ha OpeMEeHHOCT U KbpMEHE.

XeHu ¢ nereponeH noreHuMan TpsadBa 1a U3MON3BAT ePeKTHBHA KOHTPALICTILIMS.

Tsi1 kKaTo XonecTeponbT U APYry NPOAYKTH Ha OHOCHHTE3a Ha X0JIECTEPOJI €A OT ChIIECTBEHO
3HAYECHHE 3a PA3BUTHETO HA IJ10/1a, MOTEHLHAITHUAT pUCK OT UHXUOupaHe Ha HMG-CoA peaykrasara
Ha/JIBMLlIaBa NMPEAUMCTBOTO Ha JIEYEHHETO 10 BpeMe Ha OpeMeHHOCT. [IpoyuBaHUsTa NMPH )KMBOTHH ca
HEAOCTaTb4HH MO OTHOLUEHHE Ha PENpPOAYKTHBHATA TOKCHYHOCT (BK. TOYKa 5.3). AKO nalMeHTKa
3a0pemeHee 1o Bpeme Ha ynorpebaTa Ha TO3H NPOAYKT, JIEUEHHETO TPpAOBa /1a Ob/1€ MPEYCTaHOBEHO
He3abaBHO.

PosyBacTaTuH ce oTaens B KbpMaTa Ha I1bXoBe. Hama 1aHHM 110 OTHOLIEHHE HAa EKCKPELMATA B
KbpMara rpu xopa (Bx. Touka 4.3).

4.7 EdexkTH BbpXy cnoco0HOCTTA 32 modHpane u pabora ¢ MAIHHHA

He ca npoBexxaaHM Mpoy4BaHUs 3a YCTAHOBABaHe Ha edekra Ha Ponyuno Bbpxy cnocoOHocTTa 32
wogupaHe U padbora ¢ MalMHK. Benpeku ToBa, B3 0OCHOBA Ha (hapMaKOJUHAMHUYHHUTE
Porynio € Majiko BEpOSTHO /1a NMOB/Msie Ha Te3Uu crnocooHoCTH. [1pu wodupane unmn pi6
MalllMHH TpA0Ba 11a ce B3eMe NMpEeABU/I, Y€ N0 BpEME Ha JIEYEHHETO MOXKE 1a Ce MOSE / 33




4.8 HexelaHH JleKapCTBEHH peaKIHH

HexxeniaHuTe JIeKapCTBEHU peakLMy, Ha0II0ojaBaHHu NPU pO3yBacTaTHH, OOMKHOBEHO Ca JIEKH W
MpexXoaHHU. B KOHTpOJIMpaHHU KJIMHUYHH NPOYYBAHHUS MO-MAJIKO OT 4% OT MauMeHTHTE, JIEKYBAHH C

Ponynno, ca usrerynieHu nopaau HexelaHu peaKiiyy.

TabnuyeH cnuchk Ha HEXKETAHUTE JIEKAPCTBEHU PEaKIIMU

Bb3 oCHOBa Ha JaHHUTE OT KIIMHUYHHW NPOYYBaHUA U OOLIMPHHUSA NOCT-MAPKETUHIOB OIMT, B
cjie/BailarTa TadJiMLa € NpeacTaBeH NpOPHIbT Ha HEXKEJTAHUTE pPeaKLMM Ha pO3yBacTaTHH.
Hexxenanure peakuuu, H30poeHH No-107y, ca rpynupaHy Mo 4e€CToTa U CHCTEMO-OPraHHH KJ1aCOBE

(SOC).

HecToTHTE Ha HEXEJlaHUTE JIEKAPCTBEHHW PEaKIMH Ca rPYIMPaHH ChIVIACHO CJIEIHATA KOHBEHLUS:
yecTH (0T 21/100 no <1/10); Heuectu (ot >1/1000 no <1/100); peaxu (ot >1/10 000 xo <1/1000);
MHoro peaku (<1/10 000); ¢ HeusBecTHa 4ecToTa (OT HAIMYHKTE JAHHU HE MOKE J1a Ob/le HarpaBeHa
OLIEHKA).

Tabauna 2. Hexxes1ann peaknnu Ha 6a3aTa HA JAHHH OT KJIHHHYHH NPOYYBAHHA H NOCT-
MAPKETHHIOBHS ONHT
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! Yecrorara l1I€ 3aBUCH OT HAJIMUMETO WJIH JIMICaTa Ha pHCKOBH c})amopu (KpbBHa IJIFOKO3a Ha IJ1aJHO 1
> S ,6 mmol/l HTM} 30 kg/m  TIOBHILLICHO HMBO Ha TPHIJIMLIEPH/IHTE, aHAMHE3a 3a xunepTOHHH)

KakTo u npu apyru unxuburopu Ha HMG-CoA penykrasata, 4eCTOTaTa Ha HEXKEIAHUTE JIEKAPCTBEHH
peakLMH NposBiABa TEHACHLMA Na Obe 3aBUCHMa OT J103aTa.

E¢exrn Bbpxy 6b0pennte: [Ipu naunenrty, nexyBanu ¢ Ponyuno, e Habaro1aBaHa poTeUHypHs,
YCTaHOBEHA C U3C/I€[ABAHE C TECT-JIEHTH U OCHOBHO € TyOynapeH npousxon. B onpenenenu MOMeHTH
OT Jle4yeHHeTo npu <1 % ot nauuenrure Ha 10 1 20 mg, ¥ npu npubnusurenHo 3% OT NalHeHTHTE,
neKkyBaHH ¢ 40 mg, ca Hab/1r0/1JaBaHK NPOMEHH B U3C/IEIBAHMATA 3a NIPOTEUH B YPUHATA OT JIMIICA HJIH
caeaun ao ++ wnum noseue. I1pu no3a or 20 mg e Habnro1aBaHa HE3HAYMUTENIHA NIPOMSHA OT JIMIICA WU
ciieau 1o + . B noBeyero ciiyyau npoTeMHypHaTa HamMasisiBa MJIM U34€3Ba CIIOHTAHHO B X0/1a Ha
neyeHuero. Ilpernen Ha JaHHUTE OT KJIMHUYHH MPOYYBAHHS U NTOCT-MaPKETUHIOBUS OIUT 0 MOMEHTA
HE YCTAaHOBABA NPHYUHHO-CJIE/ICTBEHA BPB3Ka MEXY MPOTEHHYPHATA H OCTPO UJIH MPOTrPECHBHO
O0b0peuHo 3abonsBaHe.

XeMatypus € HabJ1olaBaHa Npy NaLMEHTH, JeKyBaHH ¢ Poryu 10, U JaHHUTE OT KJIMHUYHHUTE
Mpoy4YBaHHUs MOKAa3BarT, 4ye NnosBaTa € HUCKa.

EdexTn BBpXy ckesieTHaTa MycKyaaTypa: EQexkTH BbpXy ckeneTHaTa MycKy/1aTypa, HapUMEL
MHITUs, MHONIATHA (BIJIFOYUTETHO MHO3MT) H MO-PAAKO pabaoMHOIN3a ChC HITH 6e3 OCTPEOROPEHHz
HE10CTaTb4YHOCT, Ca ChOOIIaBaHH NMPHU NMALMEHTH, JIeKyBaHU ¢ Ponyu1o ¢ BCHUYKH 103K fha 0/;\
CIeLMaIHO C 1034 > 20 mg.

CBBp3aHo ¢ 103MpOBKaTa yBelMueHue Ha HuBata Ha CK e Habro1aBaHo Npu nauue
PO3yBacTaTHH; MO-rojiiMaTa 4acT OT CJIy4auTe ca JIEKHU, aCUMOTOMATHYHH U NPEXO]1




Ha CK ce noBuiud (>5 mbTH ropHaTa rpaHuiia Ha HopMara), JIeYUeHHeTO TpaOBa a ce NnpeycTaHOBH
(BXK. TOuka 4.4).

EdexTn BLpXY uepuus Apob: Kakro u npu npyru unxudburopu Ha HMG-CoA penykrasara,

CBBP3aHO C 103aTa YBEJIMYEHHE HA TpaHCAMHMHA3UTE ce HalJloaaBa Npyu Majibk OpOH NauueHTH,

MpUEMALLM PO3yBACTATHH, I10-roJISMaTa 4acT OT CJIYYAUTE ca JIEKH, ACUMIITOMATHYHH U MPEXOIHH.

CneaHUTE HEeXKeJIaHHU peakL My ca CbOOLIEHH NPU HAKOU CTaTHHHU:

® CekcyanHa JUCHYHKLIMA.

@ EAMHUYHM cydyad HA MHTEpCTULIMAIHA OeltoipoOHa OosecT, 0COOEHO MPH MPOABIKHTEITHO
JiIe4eHHe (BxK. Touka 4.4).

Cpo0O1aBaHUTe Y€CTOTH 3a pabOMHONIN3a, CEPHO3HH OBOpEeUHH CHOMTHSA M CEPHO3HH YEPHOAPOOHH
CbOUTHA (CBCTOALM C€ OCHOBHO OT NMOBUILIEHH YEPHOAPOOHHU TpaHCAMUHA3KM) Ca MO-BUCOKH MPH 1034
ot 40 mg.

nEﬂHﬂT'I}HHHH [oInyJiallusa

[loBHiIeHHE HA KpeaTUH KMHa3aTa > 10 mbTH ropHara rpaHuLa Ha HopMaTta U MyCKYJIHH CUMITTOMH
cnea GU3UYECKH YIPaXKHEHUS WJIH NMOBHUIIEeHa PU3HYECKAa aKTUBHOCT ca Ha0JII01aBaHM MO-YECTO IPH
52-ceIMUYHO KJIMHUYHO MPOYyYBaHe Ha JIella U FOHOLLIM B CpaBHEHHE C Bb3pacTHH (Bxk. Touka 4.4). [1o
OTHOLLEHHE HAa OCTAHAJIUTE aCNEeKTH, NPOPUIbT Ha O€30MaCHOCT HA pO3YBACTATHH € CXOJIEH MpH Aeua
H FOHOLUH B CPABHCHHE C BB3PACTHH.

Cro0maBaHe HA NOAO3HPAHH HEXKEJIAHH PeaAKIHH

Cpo0LIaBaHeTO Ha MOJA03UPAHHU HEXEIaHU pPeaKLIMH Clie]l pa3peluaBaHe 3a ynorpeda Ha JIeKapCTBEHUS
MPOAYKT € BakHO. ToBa rno3poJisiBa ja npoaAb/iKH HaOOAEHHETO HA CHOTHOLLEHHETO 110J138/PUCK 3a
JIeKapCcTBEHUS NPOAYKT. OT MEAMLIMHCKUTE CIELMAJIMCTH Ce M3MCKBa Ja cboO1IaBaT BCAKA
[10/103MpaHa He)KeJlaHa peakius ypes:

M3nbnHUTENHA areHLus No JieKapcTBaTa

yi. ,,JJamsan I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

4.9 Ilpexozupane

Hama cneuuduuHo ieyeHure B ciydaid Ha npefo3upane. B ciayyaii Ha npenosupaHe, NalMeHTbT
TpsOBa J1a ce JIEKyBa CUMIITOMATHYHO U MPU HEOOXOAMMOCT /1a C€ NMPHJI0KH NMOAABbPIKALLO JIEYEHHE.
YepHoapoOnara ¢pyHkuus u HuBaTa Ha CK TpsbBa 1a ce HabmoaaBaT. XeMOoQHaiM3aTa € Majiko
BEPOSATHO aa Obae oT nos3sa.

5. ®APMAKOJIOT'MYHHU CBOUCTBA

5.1 ®apmakoaHHAMHYHH CBOHCTBA

dapMakoTrepaneBTHuHa rpyna: Jlekapcrsa, perynupaiiy aMnuaure, iHXuouropu Ha HMG-CoA
peayKrasa
ATC kom: C10AAQ7

MexaHU3bM Ha JIEHCTBHE
Po3yBacTaTHH € CeNeKTHBEH U KOHKYpeHTeH uHxubutTop Ha HMG-CoA penykrasara, €
OrpaHu4aBalll CKOpOCTTa, KOHTO IMPeBpbila 3-XHAPOKCH-3-METHITITYTapUJl KOEH3UM
NpeKypcop Ha xosecteposia. OCHOBHOTO MACTO Ha J€MCTBHE HA PO3YyBACTATHH € Yep
LIEJIEBUAT OpraH 3a NOHW)KaBaHE Ha XO0JIeCTepoia.




PosyBactaTuH yBesiMuaBa Opos Ha yepHoapoOHuTe LDL peuentopu BbpXy KjieThYHATA MOBbPXHOCT,
KaTo 3aCHJIBa MOrjabLIaHeTO U katabonu3ma Ha LDL, u unxubupa yeproapobHarta cuHTe3a Ha VLDL,
KaTo M0 TO3W Ha4uH HamassBa oOwus Opoi Ha VLDL u LDL wactuuure.

dapmakoAMHAMHUYHHU €DEKTH

Ponyuno HamansiBa nosuiieHus LDL-xonectepos, o0uiysa XonecTepos1 U TPHIJIMLEPHINTE, H
nosuiaBa HDL-xonecrepona. To# cbuo nouwxkasa ApoB, nonHDL-C, VLDL-C, VLDL-TG u
nosuiiasa ApoA-I (Bx. Tabnuua 3). Ponyuao cwio nowwxkasa LDL-C/HDL-C, o6mus C/HDL-C u

ceoTHOLIEHHATAa nonHDL-C/HDL-C u ApoB/ApoA-I.

Tabsmua 3 OTroBop KbM 103aTa NPH NANHEHTH ¢ TbPBHYHA Xunepxojecreposjiemus (Tun Ila n
11b) (xopnmpana CpeaHa MPOUEHTHA NPOMSAHA OT HIXOAHOTO HHBO)
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TEpﬂl‘lEBTH'—IEH ed)e}('r ce nonyllaﬁa B paMKHTE Ha | ceMMLa CJlel1 3aM0YBaHe Ha JieueHUeTo u 90% ot
MaKCHUMAaJIHHUS OTrOBOP C€ MOCTHra 3a 2 ceaAMHULIM. MaKCUMaIHUAT OTrOBOp OOMKHOBEHO C€ MOCTHra
cien 4 ceMHMUM U Clie/l TOBA Ce MOAAbPKa.

KiimHuuHa edukacHocT M 6€30macHoCT

Poryuo € e(peKTHBEH MpHU BH3PACTHH XOpa ¢ XUMEPXO0JIECTEPOIEMHS, ChC U O€3
XUNEPTPHUIIIHLIEPHAEMHS, HE3aBUCUMO OT paca, oJ1 WU Bb3pacT U NPH CIeLIHATIHH MOMyJIalMHd KaTo
NHaOeTHLIM MJTH NMALMEHTH ¢ aMHUIIHA XUTIEPXO0JIECTEPOJIEMHS.

O0o06wmenn nannu ot ¢asa Il nokaszear, ye posyBacTaTHH € e(DEKTHBEH IPH JIEUEHHE Ha NO-ToasMaTa
4acT OT MaUMEeHTHTE ¢ Xunepxosecrepojemus ot Tvn lla u 1lb (cpeana uzxoaHa croiHocT Ha LDL-C
okoJio 4,8 mmol/l) cnopea npuerute ot EBponeiickaTa o61IHOCT Mo aTepocKiIepo3a MNpULETHH
CcTOHHOCTH (EAS; 1998); okosio 80% ot naumenrture, iekyBanu ¢ 10 mg, ca JOCTHrHAJIW TIPHLIEJTHHTE
CTOMHOCTH Ha EAS 3a HuBata na LDL-C (<3 mmol/l).

B rosismo npoyuBaHe Ha 435 nalMeHTH ¢ XETEPO3UIroTHA (PaMUITHA XUIIEPXO0JIECTEPOJIEMHS ca OUIIK
naneHu posysactaTtvH ot 20 mg no 80 mg ¢ popcupaHo TUTpUpaHe Ha Jo3arta. BcuukM 1034 noka3Bat
OsiaronpusTeH epeKT BbpPXY JIMIMAHUTE NapaMeTPH U JICYEHHETO KbM MpULeaHHTe enu. Chen

TUTpUpaHe ¢ AHeBHA 103a oT 40 mg (12 ceamuum Ha neuenne), noHmwxkeHuero Ha LDL-C e ¢ 53%.
Tpunecer u Tpu npouenTa (33%) oT nauMeHTUTE Ca NOCTUrHAIM HacokuTe Ha EAS 3a nua Ha LDL-C

(<3 mmol/l).

B oTBOpEeHO npoyuBaHe ¢ popcupaHO TUTPUPAHE Ha J03aTa Npy 42 nauueHTH (BKJIIOYHUTETHO 8
NneHaTpUYHH MaLUEeHTH) C XOMO3HIOTHa (PAMHITHA XUIIEPXOJIECTEPOJIEMHS € OLIEHEH OTIOBOPBT UM Ha
po3yBactaTHH 20—40 mg. B obiara nomynauus cpeanoro nonuxkenue Ha LDL-C e 22%.

B kJ1MHMYHM Npoy4BaHMs ¢ orpaHWYeH Opoi NalMEHTH, PO3YBACTATHH € MOKa3al, Yye UuMma
AOMBJIHHUTEJICH €(EKT MPH NMOHUKABAHE HA TPUIJIMLIEPHMTE, KOraTo Ce U3M0JI13Ba B KOMOUHALMSA ¢
¢enodubpar, u npu nosuiasane Ha HuBaTa Ha HDL-C, koraTo ce u3nos3Ba B KOMOMHALMI C HHALIMH
(BXK. TOuka 4.4).

B MyJITHLIEHTPOBO, ABOHHO-CAMNO, M1aLEeG0-KOHTPOIMPAHO KIMHUYHO NPOyuBaHe (
MauKUeHTH MexXay 45- 1 70-roaMiluHa Bb3pacT U C HUCHK PHCK 32 HCXEMHUYHA 6ostecT
(mepuHmpan kato puck no Framingham <10% B npoab/pkenue Ha 10 roauHu), cbe fgpk:
Ha LDL-C ot 4,0 mmol/l (154,5 mg/dl), Ho cbec cyOkiMHHYHa aTepockiepo3a (OTKf
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u3MepBaHe Ha jaebesinHaTa Ha KopoHapHaTta uHTUMa-meaus (CIMT)) ca 6unu paHIOMH3MpAaHH Ha

40 mg po3yBacTaTHH BEHbXX AHEBHO WM Iu1auebo B NpoABb/KEHHE Ha 2 roauHU. B cpaBHeHue ¢
niaanedo po3yBacTaTHH 3HAYMTENHO 3a0aBsi CKOpOCTTa Ha nporpecus Ha MakcumanHata CIMT B 12
y4acTbKa Ha kapotuaHara aprepus ot -0,0145 mm/roauna [95% nosepen unrepan -0,0196, -0,0093;
p<0,0001]. ITpomsnara ot uzxoaHoto HuBo € -0,0014 mm/roauna (-0,12%/rogunHa (He3HaYMMO)) 3a
po3yBacTaTuH B cpaBHeHHUe C nporpecus ot +0,0131 mm/roauna (1,12%/roauna (p<0,0001)) 3a
niaue6o. Bee olle He e noka3aHa npska kopejauus Mex1y HaMmangBaHeTo Ha CIMT u HamasisBaHeTo
Ha pUCKa OT CbpAeYHOCHA0BU cbOUTHS. Habnronapanara nonynauus 8 METEOR e ¢ HUCBK puCK OT
MCXEMHYHA O0JIECT Ha ChPLIETO U HE € MpeICTaBUTE/IHA 3a LiesieBara nonynauus Ha Ponynao 40 mg.
Jlo3ara ot 40 mg TpsOBa na ce npeanucBa caMoO Ha MALIMEHTH C TEXKA XHUIEPXOJIECTEPOJIEMHS ¢ BUCOK

ChPACYHOCHAO0B PUCK (BXK. TOUKa 4.2).

B npoyuBanero ,,O00cHOBKa Ha ynorpebaTa Ha CTaTHHH B MbPBHYHATA NMPO(PHIIAKTHKA:
HHTEPBEHLIMOHAJTHO MPOY4BaHe 3a OLeHsiBaHe Ha po3yBactaTUH™ (Justification for the Use of Statins in
Primary Prevention: An Intervention Trial Evaluating Rosuvastatin, JUPITER) edekrbT Ha
pPO3yBacTaTHH BbpPXY HACTBLIIBAHETO HA 3HAYMMH aTEPOCKJIEPOTHYHH CHPAECYHOCHAOBH 001€CTHH
cbOUTHA € oueHeH npu 17 802 Muxke (=50 roauun) v xxeHu (>60 roauHn).

Y4YacTHHLIMTE B [POYYBAHETO ca OWIM paHIOMM3HWpPaHM J1a nosy4yasar manedo (n=8901) uiau
po3yBacTaTHH 20 mg BeaHBxk AHEBHO (n=8901) 1 ca npociieAsBaHH 3a cpeHA NMPOAB/HKUTEIHOCT OT 2
FOIUHH.

Konuenrpauusara Ha LDL-xonecreposna e 6una namanena ¢ 45% (p<0,001) B rpynara Ha
poO3yBacTaTUH B CpaBHEHHE C rpyrnara Ha r.ianeoo.

B nocnenBail aHanu3 Ha BACOKOPHCKOBA MOArpyNa ¢ MalMeHTH C U3XOJEH pe3yJITaT Ha pUcKa 1o
Framingham > 20% (1558 nauuenTy) ce Habmoaasa 3HaUMTEIHO HaMalleHHe B KOMOMHMpaHaTa
KpaiHa TOYKa 3a ChbpJIeYHOCH0BA CMBPT, HHCYAT U UHGapkT Ha Muokapaa (p=0,028) npu neueHue ¢
pO3yBacTaTHH CIIpAMO 1j1anedto. AOGCOIOTHOTO MOHWXXEHHE HA PUCKA B YeCTOTaTa Ha ChOUTHATA 3a
1000 naumenTo-roaunu e 8,8. O6uiara CMBPTHOCT € HEMPOMEHEHA B Ta3M BUCOKOPHUCKOBA Ipyna
(p=0,193). B nocneasaul aHaau3 Ha BUCOKOPHCKOBA NOArpyna ¢ nauueHTH (06mo 9302) ¢ uzxoaeH
pe3ysitat Ha pucka o SCORE > 5% (ekcrpanonupanu Taka, ye J1a BKJIKOYBA MaLMEHTH Had 65
FOAMHM) Ce HabJII0/1aBa 3HAYMTETHO HaMaJIeHHe B KOMOHMHHpaHaTa KpaiHa TO4Ka 3a Chp/IeYHOCH10BA
CMBPT, HHCYT U UH(apkT Ha Muokapaa (p=0,0003) npu JieyeHue ¢ po3yBacTaTUH CrIpAMO r1aueo.
AOCONKOTHOTO MOHW)KEHHE Ha pUCKa B YecToTaTa Ha chOuTHsATa 3a 1000 nauueHTO-roguHu e 5.1.
OOwiara CMBbPTHOCT € HEMPOMEHEHA B Ta3W BUCOKOPUCKOBa rpyna (p=0,076).

B npoyusaHeTo JUPITER e umano 6,6% nauueHnTn Ha po3yBactaTuH U 6,2% nanueHTH Ha nianebo,
KOHUTO ca NpEeKpaTH/IM yrnorpedara Ha U3NMUTBAHOTO JIEKAPCTBO MOpaAH HexkenaHa peakuusa. Haii-
YECTUTE HEXKEJIAaHU peaKlMH, KOMTO Ca JOBEJIM 0 NpeKpaTaBaHe Ha JeYEHHETO, ca OWIH: MHATUS
(0,3% po3syBacratuH, 0,2% nnaue6o), kopemua 6onka (0,03% posysacratun, 0,02% niaue6o) u
obpuB (0,02% posysacratun, 0,03% miaue6o). Hali-uecTure HexenaHu peakLiMM ¢ 4YeCTOTa MMO-
rojsiMa OT WJIM paBHA Ha Ta3u NpH ruiauedo ca MHPEKLUMH Ha NUKOYHHTE MbTHINA (8,7%
po3yBacTaTHH, 8,6% nnaue6o), HazopapuHrut (7,6% posysacratuH, 7,2% niane6o), 60j1ku B repba
(7,6% posysacTatuH, 6,9% nnaue60) u muanrus (7,6% posyBacratul, 6,6% nnaue6o).

[leanarpuyHa nonyJsauus
B 1BO#HO-CISMO, paHAOMU3UPAHO, MYJITHLIEHTPOBO, I1a1e60-KOHTPOIUPAHO, |2-CeIMUUHO
npoy4sane (n=176, 97 momuera u 79 momuuera), nociaeasano ot 40-ceamuuro (n=173, 96 momueTa u
77 MOMHYeTa), OTBOPEHO, (ha3a Ha THTPHPAHE Ha J03aTa PO3yBaCTaTHH, NALIMEHTH Ha Bb3pacT 10-17
roauHu (erarn II-V no Tanner, MoMH4eTa NnoHe eaHa roaMHa Ciief] MbpBaTa MEHCTPYaLHs) C
XETEepPO3UroTHa (paMHUIIHA XUNEepXoJiecTeposieMus NojyYaBaT po3yBactatuH 5, 10 wiu 20
WK 1anedo 3a 12 ceIMULM U cliel TOBa BCHYKH T10JTy4aBaT pO3yBaCTaTHH JIHEBHO B M50
Ha 40 ceamuuH. [Ipu BriItouBaHe B npoyusaHeTo okoo 30% OT nauueHTHTe ca 6un / \z)
roaMHH U npubausurento 17%, 18%, 40% wu 25% ca cvorBetHo etan I, 111, IV u




LDL-C e namanen c 38,3%, 44,6% u 50,0% ot po3yBactaTiH cboTBETHO 5, 10 1 20 mg B cpaBHEHHE C
0.7% 3a nnaueodo.

B kpas Ha 40-ceIMHYHOTO, OTBOPEHO, C TUTPUPAHE 0 LEJITa, JO3UpaHe N0 Makcumym 20 mg BeHBXK
AHeBHO npoyuBaHe 70 ot 173 maunentu (40,5%) ca nocturnanu ueira 3a LDL-C ot no-majiko ot

2.8 mmol/I.

Cnen 52 cenMMUM Ha le4eHUE B MPOYUYBAHETO He ce HabJoaBa e(heKT BbpPXY pacTexa, TerjaoTo,
MTM wnu nonoBoto ce3psBane (Bxk. Touka 4.4). Toa npoyuBane (n=176) He e NoaAX0A41IO 34
CpaBHABaHE Ha peKH HEXEJIaHHU JIEKAPCTBEHH PEaKLIUM.

Po3yBacTaTHH € NMpOy4€eH ChLUO U B 2-rOAMILIHO OTBOPEHO NMPOYYBaHE C TUTPUpAHE /10 LiejTa npy 198
Jella ¢ XeTepO3UroTHa hamMuiIHa XUNEePXoJ1ecTeposieMust Ha Bb3pacT oT 6 10 17 roaunu (88 MoMueTa u
I 10 momuuera, eran <II-V no Tanner). HauanHaTta no3a 3a BCHYKHM MalLMEHTH € 5 mg po3yBacTaTHH
BEAHBXK AHEBHO. I1pu nauneHTure Ha Bb3pact ot 6 1o 9 ronuHu (n=64) 103aTa MOKE /1a C€ YBEIHYH
10 MakcHMaJiHa 103a oT 10 mg BeaHbk IHEBHO, a NMPH NMalMeHTHTEe Ha Bb3pacT oT 10 1o 17 roauHu
(n=134) no makcumanHa no3a ot 20 mg BeAHBK JHEBHO.

Cnen 24-mecedHo JiedeHHe C po3yBacTaTHH CPEIHOTO MPOLIEHTHO HaMasleHHe Ha LS oT u3xoaHara
cTOMHOCT npu LDL-C e -43% (u3xoano HuBo: 236 mg/dl, Mecen 24: 133 mg/dl). 3a Bcsaka
Bb3pacToBa rpyna CpeJHOTO NMPOLEHTHO HaMajleHHe Ha LS ot uzxoanure croiiHocT npu LDL-C e -
43% (u3xonHo HUBO: 234 mg/dl, Meceu 24: 124 mg/dl), -45% (u3xoano HuBo: 234 mg/dl, 124 mg/dl)
U 35% (u3xoaHo HUBO: 241 mg/dl, Meceu 24: 153 mg/dl) cboTBETHO BBB BB3PacTOBHTE IPyINH OT 6 10
<10, 01 10 no <14 u ot 14 no <18.

PosyBacratux 5 mg, 10 mg 1 20 mg cbL10 NOCTHra CTATUCTHYECKH 3HAYUMH CPEIHH H3MEHEHMS
COPAMO U3XOAHHUTE CTOMHOCTH 3a CJIEAHUTE BTOPOCTENEHHH JIMITUIHU U JIMMONPOTEHHOBH
npomenausu: HDL-C, TC, non-HDL-C, LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, non HDL C/HDL-
C, ApoB, ApoB/ApoA-1. Te3u npomeHu ca B nocoka Ha rnoaoOpsiBaHe Ha JUIHIHUTE OTTOBOPH H Ce
3a[Ibp2KaT B MPOABL/DKEHHUE HA 2 M'OJIUHH.

He ce Habnronasa edekt BbpXy pactexa, Ternoro, UTM wiu nosoBoto chipsasaHe ciiell 24-MeceyHo
neyeHue (Bx. Touka 4.4).

Po3yBacTaTHH € Npoy4eH B paHAOMH3HPAHO, ABOMHO-CJIANO, M1aLeD0-KOHTPOJIUPAHO,
MHOTI'OLICHTPOBO KPBCTOCAHO NMpoy4yBaHe ¢ 20 mg BeAHBK AHEBHO crnipsAaMo ruianebdo npu 14 neua u
FOHOLUH (Ha BB3pacT oT 6 710 17 roaMHu) ¢ XOMO3UroTHa paMUIHA XHUIIEPXOJIECTEPOJIEMHUA.
[IpoyuBaHeTo BK/IIOYBA aKTHBHA 4-ceIMHYHA BbBEKAllla XpaHUTEHA (da3a, MPe3 KOATO NMalMeHTUTe
ca JICKyBaHH ¢ po3yBacTaTvH 10 mg, ¢a3a Ha npexoa, cbCTOALIA C€ OT 6-CeIMHYEH NEPHOJ Ha
nedyeHue ¢ 20 mg po3yBacTaTvH, NpeALIECTBaAHA WK NOC/EABaHa OT 6-CeAMHYHO JieyeHue ¢ muiauebo,
M 12-ceamuyuna noaabpxkaiua ¢asa, npe3 KOATO BCHYKH NALIMEHTH ca JIEKYBAHU C PO3YBACTATHH

20 mg. [TauneHTHTE, yyacTBallM B IPOYYBAHETO C €3€TUMHUO MK adepesa, ca MPOLbIIKHIH
JIEYEHHETO Mpe3 LAJIOTO NPOYyUYBAHE.

Habmonasa ce cratuctuuecku 3Haunmo (p=0,005) nonmkenue Ha LDL-C (22,3%, 85,4 mg/dl unu
2,2 mmol /1) cnen 6-ceamuuHo neyenue ¢ posysactatun 20 mg cnpsmMo riauebo. Habnonasar ce
CTaTUCTHYECKH 3HA4YMMH noHmwkeHus Ha Total-C (20,1%, p=0,003), nonHDL-C (22,9%, p=0,003) u
ApoB (17,1%, p=0,024). [lonmwkenus ce nabmopasar u B TG, LDL-C/HDL-C, Total-C/HDL-C,
nonHDL-C/HDL-C u ApoB/ApoA-1 cnen 6-ceiMHYHO jleueHHe ¢ po3yBacTaTuH 20 mg cnpsiMo
nnaue6o. INonmwkennero Ha LDL-C crent 6-ceaMH4HO JieueHue ¢ posyBacTaTuH 20 mg ¢ :
CEAMHUYHO JIeUeHHe C rutanedo ce 3anaspa 3a 12 ce MMM HeMpeKbCHATO JeUueHue. En s
nocieapauio HamaneHue Ha LDL-C (8,0%), Total -C (6,7%) 1 non-HDL-C (7,4%) ¢
sedyeHure ¢ 40 mg, 3aro4YHaTO C TUTPUPAHE HA 103aTa.




[lo BpeMe Ha OTBOpPEHO MpOyYBaHe, NPH yabIkeHO JeyeHHe ¢ 20 mg po3yBacTaTHH, 3a nepuos 10 90
CEAMHLIM, NpH 9 OT Te3M nauueHTu, HamanspaHeto Ha LDL-C ce nognbpxka B rpanuumre ot -12,1%
no -21,3%.

[Ipn 7-Te neua M oHOWIH (Ha BB3pacT oT 8 10 |7 roauHK), KOWTO MOrarT a ObAaT OLEHEHH, OT
OTBOPEHOTO MPOY4YBaHE C POPCHPAHO TUTPUPAHE C XOMO3UIOTHA (PaMUITHA XMTIEPX0JIECTEPOJIEMHUS
(BK. 10-rope), MpoueHTHOTO HamaneHue Ha LDL-C (21,0%), Total-C (19,2%) 1 non-HDL-C (21,0%)
OT U3XOAHOTO HHUBO CJie]l 6-CEAMUUHO JieYeHHUE ¢ po3yBacTaTHH 20 mg € B CbOTBETCTBHE C TOBA,
Ha0J1l01aBaHO B rOPECNIOMEHATOTO NMPOYUBaHE MPH JIeLa M IOHOLLHW ¢ XOMO3HIOTHa (haMHJIHA
XHUINEPXOJIECTEPOJIEMMUS.

EBpornekckaTa areHLus No JiekapcTBaTa OCBOO0K/1aBa OT 3ab/DKEHHETO 3a NPEIOCTABSHE Ha
pE3y/ITaTUTE OT NPOYYBAHHUATA C pO3yBACTATHH BbB BCUYKH NMOArPYMNH Ha NneauaTpyu4HaTa rnomysjiaunus
MpH JIeYeHHe Ha XOMO3HIOTHA (JaMUJIHA XUNIepXOoJlecTepoieMHus, MbpBUYHA KOMOMHHpaHa (cMeceHa)
JAHUCITUITMIEMHA U NPHU NPENOTBpaTABaHE Ha CbPAEYHOCHA0BHU CHLOUTHS (BXK. Touka 4.2 3a uHdOpMalLug
OTHOCHO H3I10JI3BAHETO B NEAHATPUYHATA NOMYy/IaLus).

5.2 @apMaKkOKHHETHYHH CBOHCTBA

Abcopbuus
MakcUMaIHUTE MJa3MEHH KOHLIEHTPALIMK Ha pO3yBacTaTHH C€ JOCTHUIraT OKOJIO 5 4aca ciief
nepopanHo npujiokeHue. A0cooTHaTa OMOHATMYHOCT € npubau3uTenHo 20%.

Pasnpenenenue

Po3yBacTaTvH ce noeMa B 3HaYMTEHA CTENEH B YEPHHA JIpo0, KOETO € OCHOBHOTO MACTO Ha
CHHTE3UpaHe Ha xonecTepos U otaensHe Ha LDL-C. O6eMbT Ha pasnpeaeseHUe Ha pO3yBaCTATHH €
npubnusurenHo 134 1. [Tpubausurento 90% ot po3yBacTaThH ce CBbP3Ba C M1a3MEHHUTE POTEUHH,

rJ1aBHO C alOyMHUH.

buorpancdopmaius

PosyBacTaTuH nperbpnsBa orpaHuueH Metabonu3bM (npubdausurento 10%). In vitro npoy4paHus Ha
MeTabosIM3Ma C U3No/I3BaHe HAa YOBELIKM XeNaTOLMTH NOKa3BaT, Yye po3yBacTaTUH e caab cyberpar 3a
LUTOXpoM P450-006ycnoBenus merabonuzsm. CYP2C9 e ocHOBHUMAT yuacTBawy u3oeH3uMm, a 2C 19,
3A4 u 2D6 yuacTar B no-masika crened. OcHOBHUTE METa00IMTH ca N-1e3MeTHII U JIAKTOHOBH
meTabonuTH. MetabonnteT N-ae3metun e npubausuresniHo 50% no-Majko akTUBEH OT PO3yBAaCTaTHH,
JI0KaTo (popMaTa Ha JIJaKTOH C€ CUMTA 3a KIMHWYHO HeakTHBHA. Ha po3yBacTaTuH ce Ab/kKH rnoseye oT
90% OT aKTMBHOCTTa Ha LUPKYIHpaLus HHXHOUTOp Ha HMG-COA peykTazeH HHXHOUTOP.

EnvMMUHHpaHe

[Tpubnusurenno 90% or no3ara Ha po3yBacTaTHH Ce EKCKPETHPA HEMPOMEHEHA BbB (heKaHUTe
(cheTOALLO ce OT abcopbupaHo U HeabcopOMpPaHO aKTHBHO BELLECTBO), @ OCTAHAJIATA YaCT Ce OT/ES B
ypuHata. [1pubnusuresino 5% ce ekckpeTHpa B HENPOMEHEH BH/ B ypHHaTa. ENMMHUHALIMOHHUAT
MJa3MEH IMOTY>KUBOT € 0K0J10 19 yaca. ETMMHHALIMOHHUSAT NOJTY>)KMBOT HE CE YBEJIMYaBa IPH I10-
BUCOKH J103H. | €OMETPUYHHUAT Cpe/ieH Naa3MeH KIMPbHC € npubnusutento 50 nurpa/yac
(koeuumeHT Ha Bapuauus 21,7%). Kakro u npu apyru uuxuburopu Ha HMG-CoA penykrasara,
4epPHOAPOOHOTO 3axXBalllaHe Ha pO3yBacTaTHH BKJIOYBa MeMOpaHHHusa TpaHcnoptep OATP-C. To3u
TPaHCNOPTEp € BaXXEH 332 YEPHOAPOOHOTO €JIMMUHHPAHE Ha PO3YBaCTaTHH.

JIMHEeHHOCT/He TMHEeHHOCT
CHucTeMHAaTa eKCro3UIiIMA Ha pO3yBacTaTHH Ce yBeJIH4YaBa NPONoOpLHOHAIHO Ha fo3aTa. HgMarApomRys
BbB (PapMaKOKMHETHUHHUTE napaMeTpH cjiel MHOMOKPaTHO €XeIHEBHO J103HpaHe.

CneuranHy nonyjaaluu




Bu3pacT 1 mos: Bb3pacTra M noJbT HAMAT KIIMHUYHO 3HAa4YUM e(eKT BbpXY (papMaKOKHMHETHKaTa Ha
pO3yBacTaTHH NMpPH Bb3pacTHU. EKCno3uumaTa npy aeua v IOHOLIM C XeTepo3UroTHa pamuiHa
XUMNEPXOJIECTEPOTIEMHA U3IJIeKIa M0 100HA WJTH MO-HUCKA OT Ta3M MPH Bb3PACTHH MALIMEHTH C
aucnunuaemus (Bx. , Jleanarpuuna nonynauus* no-a0.y).

Paca: ®apMakOKMHETHYHM MPOYYBAHHUSA MOKA3BAT NPUOIIM3UTENIHO 2-KpaTHO YBEJIUYEHHE Ha
cpeaHuTe cToMHOCTH Ha AUC u Cmax npu a3uarckara paca (AnoHUM, KATaiuM, QUIHNHHLM,
BUETHAMLM W KOpPEHLM) B CPaBHEHME C MpPeJACTaBUTEJIMTE Ha OsJlaTa paca; HHAUMHULIMTE NMOKa3BaT
npubnu3uTenHol,3-kpaTHo yBeanueHue Ha cpeaHuTe cToiHocTH Ha AUC u Cmax. [MonynauuoHex
(hapMaKOKMHETHYEH aHAJIW3 MOKa3Ba, Y€ MEXJy MHAUBHUINTE Ha OeTMTe U YEPHUTE IPYNH HAMA
KJIMHUYHO 3HAYUMH pa3/iMuvs BbB (papMaKOKHHETHKATA.

bnOpeuna HepocrarbyHOCT: B npoyyBaHe Npy MauUMEHTH C pa3jiivyHa CTerneH Ha OBbOpeUHO
YBpEXKaHe, JIEKOTO 10 yMepeHO ObOpedHo 3a00/1BaHe HE € MOBJIMSIIO Ha IMJla3MeHaTa KOHUEHTpauus
Ha pO3yBacTaTUH WK Ha MeTabonurta N-aesmerui. [lauuentu ¢ Texxko yspexaase (CrCl <30 ml/min)
ca UMajii 3-KpaTHO MOBHILIABAHE HA IJITa3MeHAaTa KOHUEHTpALUsS U 9-KpaTHO NMOBHILABAHE Ha
KOHLIEHTpauusaTa Ha MetabonuTa N-1e3MEeTHT B CPaBHEHHE CbC 3ApaBH A00OPOBOJILM. CTaUMOHAPHUTE
J1a3ME€HH KOHLIEHTPALIMKM Ha pO3yBaCTaTHH MPH MNaLMUEHTH, MOLTIOKEHU Ha XEMOIMaJIU3a, ca
npubausuTenHo 50% no-BHCOKH B CPaBHEHHE ChC 3PaBU JOOPOBOJILIM.

YepuoapobHa HeaocTaTb4HOCT: B npoyyBaHe NpH NalMEHTH ¢ pa3iMuHa CTENEH Ha YePHOAPOOHO
YBPEXKIaHE HE ca IMOJYYEHH J10KA3aTeJICTBA 3a [MOBULLIEHA €KCMO3ULIMA Ha pO3yBacTaTHH NpH
MalLHEHTH C PEe3yJITaTH OT 7 WK NMO-HUCKHM 1o ckanarta Ha Child-Pugh. Bxnpeku ToBa, ABama
MalMeHTH ¢ pe3ysratd oT 8 U 9 no ckanara Ha Child-Pugh noka3sar yBennueHue Ha cUCTeMHATa
€KCMO3HLMA HaH-MaJIKO 2 MbTH B CPABHEHHUE C NMALMEHTH C Nno-HUckH pe3yaraty no Child-Pugh. Hama
OIUT MpPH NaLMEHTH ¢ pe3yaraTh Haa 9 no ckanara Ha Child-Pugh.

I'enernunn noaumopduimu: Paznpenenenuero Ha uHxuouTopu Ha HMG-CoA penykrasara,
BKJIKOYHUTEIHO pO3yBacTaThH, BKIOYBa TpaHcnopTHUTE npotenHu OATPIB1 u BCRP. Ilpu nauueHTH
¢ SLCOI1BI1 (OATPIB1) w/unn ABCG2 (BCRP) reHeTH4HH NOJUMOP(PU3MH CHILECTBYBA PUCK OT
MOBHUIIIEHA €KCMO3ULIUA Ha po3yBacTaTUH. Otaennu noaumopdusmu Ha SLCO1B1 ¢.521CC u ABCG2
c.421AA ca cBbp3aHM C NO-BHCOKA ekcno3uuus Ha po3yBactaTiH (AUC) B cpaBHeHHE ¢ TeHOTHIOBE
SLCOIBI ¢.521TT unu ABCG2 ¢.421CC. ToBa cnelpuuHO reHOTHNHPAHE HE € YCTAHOBEHO B
KIIMHUYHATa MpaKTHKa, HO 3a NaLMEeHTH, 32 KOUTO € U3BECTHO, Y€ UMAT TE€3H BHJI0BE MOJIUMOP(PHU3IMH,
Ce rnpenopbyBa NMo-HUCKa JAHEBHA J103a Ha Ponyuo.

IMeanarpuuna nonyjaanus: /[e papMakOKHHETHUHHU NPOYYBAHHUSA C PO3YBACTATHH (NPHIIOKEH IO/
¢opmaTa Ha TabNETKH) NpU NEeIMaTPHYHH MALIMEHTH C XETEPO3UIOoTHA (haMHITHA
XunepxosiecteponemMus Ha Bb3pact oT 10 1o 17 unu ot 6 g0 17 rongunu (o610 214 nanueHTH)
[MOKa3BaT, Y€ €KCMO3HLIMATA NPH NEJAHATPHYHH NMALIMEHTH U3TJIeXK1a CPaBHUMA WJIM MO-HUCKA OT Ta3M
[MpH Bb3paCTHU NallMEHTH. EKCNO3ULMsATa HA pO3yBACTATHH € MpeJABHIMMA M0 OTHOLLIEHHWE Ha J103aTa U
BPEMETO 3a MEPHO OT 2 rOJIMHH.

5.3 llpeaAKJHHHYHH JAHHH 32 0€30MaACHOCT

[IpeAKTMHUYHKTE 1aHHHU He MOKa3BaT 0COOEH PUCK 3a XOopa Ha 0a3aTa Ha KOHBEHIIMOHAIHUTE
¢apmakosioruyHH npoyuBaHus 3a 6€30MacHOCT, FEHOTOKCMYHOCT M KAHLIEPOr€HEH MOTEHLIMAIL.
CrneunduyHH u3cneaBanus 3a Bb3aeicTaue Bbpxy hERG He ca oueHsBanu. Hexenanure peakuum,
KOMTO HE ce HalJIFo1aBaT Npv KJIMHUYHUTE NMPOYUYBaHHA, HO ce HabmoaaBaT rpH »KUBOTHH NPH HUBA
Ha eKCMO3HUIIMsA, MOJOOHH Ha HMBATa Ha KJIMHUYHA €KCIMO3HULIMA ca, KAKTO CJIeBa: MPH Npoy4YBaHHA 3a

B nonb/iHEHHE, TECTHKY/1IapHA TOKCUYHOCT € Hab/1i01aBaHa NpyU MalMyHH M Ky4
[1034. PenpoayKkTHBHAa TOKCUYHOCT € HaJIMLIE MPH TUTbXOBE, 3a KOETO CE ChHM 10



roJicMHHa Ha KOTHJIOTO, TEIVTIOTO HA KOTHJIOTO H IMPEXKHUBAECMOCTTA MPH HOBOPOJACHHTCE, Hab1lonaBaHM
[IPH TOKCH4YHH 34 MamukKara AO03HU, TIIPH CUCTEMHH CKCIIO3ULIMHU HAKOJIKO IMTbTH HAJ1 HUBOTO Ha
TCpAINncBTHUH4YHATAa CKCITO3HULIHUA.

6. DPAPMAIIEBTUYHHA JAHHU
6.1 ChnuHcbK HA NIOMOIIHHUTE BElleCTBA

CobpuLeBHHa Ha TabaeTkara:
MuKpoKkpucTaiHa uesyJsosa

KonouaeH 6e3B0A€H CUNHLIMEB JHOKCH/L
KpocnosuaoH

JlakTo3a MOHOXUApAT

Marxe3ueB creapat

| lokputue Ha Tabnerkara:

XHUrnpomesosa

TuranoB quokcun (E171)

JlakT03a MOHOXMApAT

Tpuauerun

Kbt sxenesen okeua (E172) (camo npu tabnetku ot 5 mg)

Yepaen xenesen okeun (E172) (npu tabnerku or 10 mg, 20 mg u 40 mg)

6.2 HecbBMeCTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHocr

30 mecena.

6.4 ChnenHajJHH yC/IOBHSI HA ChXPaHEHHE

To3u nekapcTBeH NPoAyKT He W3UCKBA CIIELMAIHHM YCIIOBUS 3a ChXPaHEHHE.
6.5 Buau cbabpkaHHe HA ONIAKOBKATA

DuUaMHpaHUTE TabJIETKM Ca ONAKOBAHH B ATyMHUHHIA/alyMUHHEBH GaHCTEPH.
[Ipennarar ce kytvu, chabpxaiiu 28 u 30 Gpunmupanu Tabnetku B 6aUCTEpH.

He BcHukHM BUIOBE ONakoBKM Morar aa ObaaT MyCHaTH Ha nasapa.
6.6 CneunalHn npeanasHH MEPKH NPH H3XBBLPJIsiHE H paboTa

HsaMma crietiMaiHy U3UCKBAHMA.

1 IIPUTEXATEJI HA PASPEIHIEHHUETO 3A YIIOTPEBA

ALKALOID-INT d.o.o.

Slandrova ulica 4

1231 Ljubljana-Crnug&e, Crnoenus
umei: info@alkaloid.si




8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

Pontyuno 5 mg ¢punmupanu tabnerku Per. Ne 20180344
Ponyuno 10 mg ¢punmupanu tabserku Per. Ne 20180345
Ponyuno 20 mg dunmupanu tabaerku Per. Ne 20180346
Ponyuno 40 mg ¢punmupanu tabnetku Per. Ne 20180347

9. JAATA HA ITBbPBO PASPEHIABAHE/TIOJHOBSIBAHE HA PABPEHIEHHUETO 3A
YIIOTPEBA

Jlata Ha mepBO pa3peiuaBane: 18.12.2018r.
Jlata Ha nocneaHo nogHoBsBaHe: 22.11.2023 r.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

12/2023




