KPATKA XAPAKTEPUCTHUKA HA IIPOAYKTA

1. HME HA JIEKAPCTBEHWMS NPOAYKT

Ponynno 5 mg dpunMupanu TabneTku
Ropuido 5 mg film-coated tablets
Ponynno 10 mg ¢punmupanu tabieTku
Ropuido 10 mg film-coated tablets
Ponyuao 20 mg punmupann rabnerku
Ropuido 20 mg film-coated tablets
Ponyuno 40 mg dbunMupany tabneTky
Ropuido 40 mg film-coated tablets

2. KAYECTBEH H KOJIHUECTBEH CHCTAB

Besaka punvupana tabnetka cpappka 5 mg, 10 mg, 20 mg wnu 40 mg po3yBacTaTHH (rosuvastatin)
(xaTO po3yBacTaTHH Kanuuii (rosuvastatin calcium)).

IToMOmMHO BEMIECTBO C U3BECTHO ACHCTBHE: JAKTO3a MOHOXH/PAT.

Beska ¢prmmupana 1abieTka ot 5 mg ceabpxka 101,86 mg nakroza MOBOXHApPAT.
Besaka ¢riMupana tabnetka ot 10 mg ceabpxka 96,79 mg nakro3za MOHOXHAPAT.
Bcesaxa punmupana tabnetka ot 20 mg ceampxka 193,57 mg nakTo3a MOHOXUAPAT.
Bceaka punmupana tabnetka ot 40 mg ceappixka 174,98 mg nmakTo3a MOHOXHJIPAT.

33 MBJIHMS CIIHCHK HA IOMOMHUTE BELIECTBA BIDKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®0OPMA

({HMHpaHa TableTKa.

Pontynzo 5 mg ¢rnmMupany TabIeTKH: XKBJITH KPBIJIH, JBOHHOHIMTEKHAIH (RIMHPaHH TA0JIETKH C
penepro obozHayenue ,,ROS” nax ,,5° or caHara cTpaHa, ¢ gHaMeThp 7 mm.

Ponysno 10 mg dbunmupany TaGneTKH: po30BH KPBIJIH, JBOHHOH3IMBKHATH GHIMHPAHU TAOJICTKH C
penepro obosHauenue ,,ROS nax ,,10“ oT eqHaTa cTpaHa, ¢ AMaMeThp 7 mm.

Ponywuno 20 mg dunMupans TabneTKH: PO30BH KPBIVIH, ABOHHOM3IMBKHAIHA (DHIMHPAHH TaO/IETKH C
penedHo obosrauenue ,,ROS* wax ,,20* or egnara crpana, ¢ JuaMeTsp 9 mm.

Ponynno 40 mg puaMupanu TabaeTKH: pO30BH €IMIICOBUIHH, ABOHHOH3IBKHANH QHIMHPAaHH
tabneTky ¢ penedHo obo3nagenue ,,ROS* oT exnara crpana u ,,40“ ot apyrata, ¢ pasmepu 6,8 x 11,4
mm.

4. KJIHAHWUYHH JAHHH
4.1 TepaneBTHYHH NOKAIAHUA

JleyeHne Ha XHIIEPXO0JIeCTEPOIEMHS




Bw3pacTay, I0HOIIM K [€la Ha BE3pAcT O FOJIMHH HIIH TI0OBEYE C IbPBHYHA XHIIEPXOICCTCPOIICMHS
(Tan Ila BKIIOYHTENHO XeTepO3UroTHa (paMHIHA XHUIIEPXOMCCTEPOTIEMHAN) WIH cCMECEHa
mucnuruaeMus (tan 1Ib) kato ronmbnHeHRe KbM AHETAaTa, KOraTo Pe3yNTaThT OT JHETATA H JPYTH
HeapMaKonorHIHy Je4cHHA (Hanp. (H3NIECKH YIpaKHCHHS, HaMalsIBaHe Ha TETJTIOTO) HE €
33XOBOJIMTENICH.

B'b3pacTHH, IOHOIIH H ACLIA HA Bh3pacT 6 TOAMHH WIH NMOBEYE C XOMO3MIoTHA (paMHUIIHA
XHIICPXOJICCTCPOJICMHS KaTO JOITBJIHCHHC KBM JHETATA H APYTH THITAQO-TIOHHKABAIIIH JICYCHHA
(nanp. LDL agepesa) Hau xoraTo ToBa NCIYEHHE HE € MTOAXOAALIO.

IIpexorBparaBaHe HA CHLPACYHOCHAOBH CHORTHA

[IpenoTeparaBaHe HA CEPHO3HY CHPACYHOCHAOBH CHOMTHS IPY NALMCHTH, 32 KOWTO ¢ YCTAaHOBCH
BHCOK PHCK OT IIBPBO ChPIASYHOCHA0BO ChOMTHE (BXK. TOUKA 3.1}, XaTO JOITBIHEHHE KBM
KOPHTHPAHETO HA APYTH PHCKOBH (DaKTOpPH.

4.2 J103MpOBKA H HAYHH HA NPUJIOKEHHE

[Ipenu 3anouBaHe Ha JICUCHHETO MAIHECHTHT TPAOGRa Aa Ob/Ic MOCTABCH HAa CTAHAAPTHA JHETA 34
NCHIKABaKHE Ha XONECTepona, Koato TpAOBa 1a NpOoabKH 10 BpeMe Ha Jeuerneto. Jlosara tpsadea na
¢ OMPEICIIH RHIHBUAYAIHO B 3aBUCHMOCT OT LIC/ITA HA JICYCHHETO H NIOBIHABAHETO Ha MAIMCHTA,
KaTO C€ H3MO0A3BaT ChBPEMCHHUTE HACOKH Ha KOHCEHCYCA.

Poryuio Moske /1a ¢€ IIPHIIara 1o BCAKO BPEME Ha [IEHs ChC HIIH Oe3 XpaHa.
Jlo3HpoBKa

Jledyenne Ha xunepxoJaecTepoaeMus

[IpenopbyMTensara HadamHa go3a ¢ 5 uny 10 mg nepopaiHo BeJHBK JHEBHO, KAKTO IPH HAllHCHTH,
KOUTO HE ¢a MIPHEMAJIH CTATHHH, TaKa H [IpH MalHeHTH, npeMuHany ot apyr uxudburop Ha HMG-CoA
peaykrasata. lIpu u300pa Ha HavanHa qo3a TpAOBa J1a ce B3eMaT NIPpEABH HUBOTO Ha X0JECTEPONa HA
BCEKH OT/ACNCH NAIHEHT H OBACINA CHPACTHOCHA0B PHCK, KAKTO ¥ NNOTCHIHAJIHUA PHCK OT HEXKEJIaHH
peakumu (BxK. no-gony). [Ipu HeoOXoAMMOCT 103aTa MOXKE 14 C€ KOPUTHPA, KaTo C€ MPEMHHE Ha
CIEABAOTO JO30BO HUBO clieJ 4 ceaMUIM (BK. Touka 5.1). Ilpeasra noBuieHaTa 4€CTOTA Ha
NOKJIAJIBAHE HA HEKCIIAHH PEaKuMM MpH 1032 oT 40 mg B cpaBHEHME ¢ MO-HHCKH A03H (BX. To4Ka 4.8),
OKOHYATE/THO THTPHpaHEe A0 MaKCHMaNHata fo3a ot 40 mg TpsadBa aa ce oOMuUCIA CaMO [IPH NAHEHTH
C TEXKA XHIESPXOJIECTEPOIEMHA ¢ BUCOK ChPJAEYHOCHI0B pHCK (0coOeHO npu Te3H ¢ paMiiIHa
XROEPXOIECTEPONEMMA ), KOUTO 1ICIITa Ha ICUeHHETO IIpH 20 Mg He ¢e MOCTHra M IPH KOUTO IIE CC
M3BLPIIBA PYTHHHO npocieassade (Bx. Touka 4.4). [Ipu 3anouBane Ha negenue ¢ 103a 40 mg ce
NPEnopbLYBa MOCTOAHHO HADIIIOAEHHE Ha [TALMCHTA OT CHCLHAJIUCT.

IIpegoTBpaTraBaHe HA CHPAEYHOCHAOBA CHOATHA
B npoy4sBaHETO BHPXY HAMATARAHE HA PHCKA OT ChPACYHOCHAOBH CHOHTHA, U3I10J3BAHATA 71034 €
brna 20 mg nueBHo (BXK. TOuKa 5.1).

IlexuaTpruyna nomyaauus
H3non3BaHeToO B NEAMAaTPUYHATA [IOMYNalis TpsAOBa Xa c¢ M3BBPILIBA CAMO OT CIICIHAJIMCTH.

Hena v voHomu ot 6 10 17 roguuu (etan <II-V no Tanner)
X€eTepo3nroTHa (aMuIHa XHIEpXOJecTeporIeMus

IIpn nena M I0HOmIM ¢ XeTepO3UIOTHA JaMHIIHA XHIOEPXOAeCTEPOIeMHA 00MIaiiHaTa HavallHa 1034 €
5 mg aHeBHo.

- [Ipn nena Ha BBE3pacT OT 6 K0 9 roiMHY ¢ XETEPO3HroTHA (PaMHIIHA XHIICPXO




. llpu gena wa euapact oT 10 10 17 roAME ¢ XeTepO3UroTHa PaMIiia XUNEePXoJeCTePOIeMus
OoDHYaHHHAT J030B AManaszoH € 5-20 mg nepopaiHo BEIHEXK JHEBHO. be3onacHocTTa u

e(PHKacHOCTTa Ha 103 mo-roneMy oT 20 mg He ca NPOYYBaHH NIPH TA3H IOy IaLlHs.

YBEeNHUSHUETO Ha Jo3aTa TPAORa JIa ¢& HABBLPIIBA B 3aBHCHMOCT OT HHAHBHAYANHHA OTTOBOP H
NOHOCHMOCTTA NIPH NEJHATPUYHH MAUMECHTH, KAKTO € PEenopPhYaHO OT NPEIOPHKUTE 33 ICUCHUE HA
nena (Bx. Touka 4.4). Jlenara u roHommuTe TpA0Ra Ha ObA4T MOCTABEHH HA CTAHJIAPTHA JIUETa 34
IOHMKaBaHe HA XONIeCTEPOa MPEH 3aM0UBAHE Ha JICYSHHETO C pO3YBACTaTHH; Ta3H OUETA TpsAOBa Aa
IIPOABJDKH O BPEME Ha JICUEHHUETO ¢ PO3YBACTATHH.

Xomo3uroTHa HaMUITHA XHIIEPXONECTEPOIEMH
Ipu deya na sv3pacm om 6 0o 17 200unu ¢ xomozuzomua hamuina Xunepxorecmeponemus
NPEenoPbLYUMCTHAMA MAKCUMATHA 003d e 20 mZ 8e0HBIC OHEBHO.

IIpenopsuBa ce HauanHa go3a oT 5 0 10 mg BeansK JHEBHO, B 3aBUCUMOCT OT Bh3pacTTa, TETNoTO H
NPEAHITHOTO H3II0A3BaHE Ha CTaTHHH. Y BETHYEHHETO A0 MaKCUMaTHaTa J103a oT 20 mg BeAHBX
JHEBHO TPAOBA Ja ce M3IBBPIIBA B 3aBHCHMOCT OT HHAHBHAYATHHA OTTOBOP H IOHOCHMOCTTA IIPH
NeAVaTPHYHHY NAHECHTH, KAKTO € IPCIOPBhYAHO OT MPEIOPBKUTE 3a JICUSHHE Ha Acla (BXK. To4Ka 4.4).
Jleuara u oHomIKTE TpAOBa da OBAAT HOCTABEHH Ha CTaHAApPTHA JHETA 34 MOHKH)KABaHE Ha
XONECTEPOia MPERH 3ANI0UBAHE HA JICUEHHETO ¢ PO3YBACTATHH,; Tasu JueTa TpaOBa 1a NpOIBIDKH MO
BpEME Ha JICYEHUETO ¢ PO3YyBacTAaTHH,

OnuTeT ¢ ApYrH 1034, pa3MM4YHH oT 20 mg, € OrpaHHYeH NPH Ta3H NOMyJIalHA.

Tabnerkara or 40 mg He e MOAXOoAMAINa 33 H3NON3BAHE NPK NEAUATPUYHHN TTAIHEHTH.
Jlena non 6-roMiiHa BE3pactT

besomnacroctTa H eprkacHOCTTa NpH ynorpeda npH fena Ha BE3pacT o 6 TOAMHH HE ca MPOYICHH.
Eto 3amo Ponyuao He ce npenophusa 3a yroTpeda npy ASLA Ha Bb3PACcT 1101 6 TOAHHH.

YnoTpeba npH NANHEHTH B CTapYecKka Bb3pacT
[Tpu maumenty > 70 roguHu ce NperopLYBA HAaYANIHa 1032 oT 5 mg (Bx. Touka 4.4). He ¢ neobxoaumo
ApYTO KOPHI'HPAHE Ha N03aTA BEB BPh3Ka ¢ Bb3pacTTa.

JO03HpOBKa NPH NAHEHTH ¢ 0H0peYHa HEAOCTATEYHOCT

He ¢ neobxoanMa KOpPEKIIMA HA /103aTa HOPH NIALKMEHTH C JIEKO A0 YMepeHo OBOpeUHo yBpeXkKIaHe.
IIpenoprunTennaTa HayanHa A03a [PH MAUHUEHTH ¢ YMepeHO OB0pedHO YBpeXIaHe € 5 mg
(XpeaTHHHHOR KIUpbHE <60 mi/min). Jfozata ot 40 mg ¢ NpOTHBONOKA32HA IIPH HALMEHTH C YMEPCHO
O0B0peuno yBpexnaane. M3nonseanero Ha Ponynno mpu nmalnueHTH ¢ TEKKO Ob0pEeyHO YBPOKIAHE €
IIPOTHBOIIOKA3aHO 34 BCHIKY M03H (BXK. ToukH 4.3 u 5.2).

J03HpoBKa NPH MAIHEHTH C YePHOAPOOHO YBPEXKIaHE

He e nabmrogaBano yeenudeHNUEe Ha CUCTEMHATA SKCIIQ3MITHA HA PO3YBACTATHH [PH NMAIHCHTH C
pe3yaTaTH oT 7 WIH No-HECKM 10 ckanata Ha Child-Pugh. IToBumena cucTeMHa eKCo3uLMA obave €
Ha0OnonaBaHa IPY NAIMEHTH ¢ pe3yaraTH oT 8 i 9 no ckamara Ha Child-Pugh (Bx. Touka 5.2). IIpu
TE3H NAIMCHTH TPAOBA a ce HMa IpPeIBH/I OLCHKaTa Ha OpOpeunaTa pyHKUMA (BX. Touka 4.4). Hama
OIIUT MpY NaUMEHTH C pe3ynaTatu Haa 9 no ckanara Ha Child-Pugh. Porynio € npoTHBONOKa3aH IpH
NAUMCHTH ¢ aKTHBHO YepHOAPOOHO 3abomaBane (BxK. Touka 4.3).

Paca
IloBumIeHa cHCTEMHA €KCIIO3HIIHA € HabMoAaBaHa IPH MAlIMEHTH OT a3HaTCKaTa paca (B, 4.3

40 mg € NPOTHBOIIOKA3aHAa ITPH TE3M NAIHECHTH.

I'eHeTHynH noauMopuIMH




H3pecTnn ca cnienpupuyHy BUIOBE TCHETHYHH NOTMMOP(OH3MH, KOUTO MOTaT Aa JOBEJaT OO
NMOBHIICHA EKCIIO3UIHA HAa po3yBacTaTHH (BK. Touka 5.2). [Ipn nanMeHTH, 3a KOUTO € H3BECTHO, Y€
HMaT TaKMBa CrelupYHH BHIOBE OMMMOPGH3MH, C¢ NPSNOPhYBA MO-HACKA THEBHA 1034 Ha

Pomynno.

J03HPOBKA NPHN NAMENTH ¢ NIpeApPa3noNaraid GaKkTopH 32 pa3BHTHE HA MAOIIATHA
IIpenopbuHTENHATA RaYAIHA 1034 PU MALKEHTH ¢ IIpenpa3noIaramy GakTopH 3a pa3BHTHE HA
MHONATHA € 5 mg (BX. Touka 4.4).

IIpy HAKOM OT Te3u malKeHTH 103ata oT 40 mg e npoTHBoIIOKa3aHa (BX. TOUKa 4.3)

EAHOBPEMEHHO JeqeHHe

PosysactaTiH € cyOcTpar Ha pa3augHu TpaHcnoptHH nporerHH (manp. OATP1B1 1 BCRP). Pucket
0T MAONAaTHA (BKIIIOYHTETHO pabaoMHOIH3a) ce yBeTdaBa, korato Ponynao ce npuiara
€THOBPCMEHHO ¢ HAKOM JICKAPCTBCHM NIPOAYKTH, KOMTO MOTAT 1a NOBUIIAT T/IA3MEHaTa
KOHIEHTPALMA Ha PO3YBACTATHH IIOPaIH B3aHMOJCHCTBHSA ¢ TE3H TPAHCIIOPTHH MPOTEHHH (HaIIp.
IHKAOCIIOPHH M HAKOM NPOTEA3HH HHXHOHTOPH, BKIIOYHTEIHO KOMOHHALIMK OT PHTOHABHD ¢
aTa3aHaBHP, IONHMHABHP H/HITH THOpaHABAD; BX. ToukH 4.4 1 4.5). Koraro e BpaMoxHO, Tps16Ba Aa ce
OOMHC/IM IIPUITOKEHUETO HA aNTepHATHBHH JIEKapCTBa, H, aKo € Heo0Xoaumo, 1a ce NOMHCIIH 32
BPEMEHHO [IPEYCTAHOBABAHE Ha NeUyeHUeTOo ¢ Porryuno. B cuTyanuu, mpy KoMTo €AHOBPEMEHHO
NPUNOKCHIE HA Te3 NeKapcTBenn Mpoaykry ¢ Ponyuao ¢ Henzbexno, Tpabsa Ja ce oOMuCHar
BHHMATEIHO TI0J13aTa M PHCKBT OT EQHOBPEMEHHOTO JICYCHHE, KaKTO ¥ KOPHTHPAaHE Ha 103aTa Ha
Ponynno (Bx. Touka 4.5)

Haunn Ha npaaoxkenue
3a nepopaliHO NPHIIOKCHHE,

4.3 IlpoTHBOmMOKA3ZAHHHA

Pommynao € npOTHBOMOKA3AH:
— IIpu nanmreHTH CHC CBPBXMYBCTBHTEMHOCT KbM S8KTHBHOTO BEIIECTBO WK KbM HIAKOE OT
MOMOIIHHTE BelIeCTBa, H30pocHH B ToUKa 6.1.

— IIpu manueHTH C aKTHBHO YepHOPOOHO 3a00M9BaHe, BIIIOUYNTETHO HEYTOYHEHO,
NEPCHCTHPAINO NOBHILICHHE HA CCPYMHHUTE TPAHCAMUHA3H H BCAKO MOBHINCHHE Ha cepyMHaTa

TpaHcaMHHa3a Haj 3 UBTH Haj| ropHara rpanuna Ha Hopmara (ULN).

— [Ipu namyenTH ¢ TeXko OBOpeuno yspexaane (kpeaThaHHOB KIHpBHC <30 ml/min).

— [Ipy nanueHTH ¢ MUOMATHA.

— [Ipn nanpenTH nprEMany ¢1HOBpeMeHHO cothocOYBHpP/BENNAaTaCBAP/BOKCHIANIPERHD (BiK.
TO4YKa 4.5).

— lIpu namueHTH, IpHEMalllH CAHOBPEMEHHO LIMKJIOCIIOPHH.
- lio Bpeme Ha OpeMEHHOCT, KBPMEHC H NIPH JKEHU ¢ JETEPOACH IIOTCHIMAI, KOHTO HE H3NOI3BAT
HMOAXOMA1Y KOHTPALEIITHBHY MEPKH.

Jo3ata ot 40 mg e nNpoTHBONOKAa3aHa IpH MALKUEHTH ¢ Opeapasnosaramy GaKkTopH 3a pa3BUTHE Ha
mponaThs/pabmomuonusa. Takuea pakTopn BKITIIOYBAT:

— yMepeHo 060peuHo yBpexKnane (KpeaTHEMHOB KiupbHE <60 ml/min)

— XHIIOTHPEOH U3 HM

— MepcoHANHA WM (aMHIHA aHaMHE3a 3a HACNICACTBEHN MYCKYJIHH 3a00/I9BaHHA

- aHAMHE3a 33 MYCKYJIHA TOKCHIHOCT ¢ Apyr nuaykrop Ha HMG-CoA peaykrasaTa uny ¢pudpat
— 370YHOTPeba ¢ AIKOXON
— CUTYAIHH, [IPK KOMTO MOXE 13 BE3HHKHE MTOBUIIABAHE B MJIA3MEHHUTE HH
— MAIHEHTH OT a3HaTCKaTa paca

eTHOBPEMEHHA YIIoTpeOa Ha pubpaTH.
(B}I( TOUKKH 4.4,4.5 1 5.2)

E¥ b
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Edexty popxy 660peiuTe

[Ipn nanmenTH, NEKYBaHH ¢ BUCOKH A03# Ponyuzao, no-crnenpando 40 mg, e nadmoaasana
MPOTEHHYPHA, YCTAHOBCHA IIPH H3CJISABAHE ¢ TECT-IEHTH, NPCAUMHO OT TYOyIapeH MpOH3Xo/, d, B
MOBEYETO CYUYaH, ¢ IPEXOACH HIIH HHTEPMHTEHTEH Xapakrep. [IpoTeHHypHaTa He € JOKa3aHa KaTo
NPOrHOCTHYHA 33 OCTPO WM nporpecHsHo 6p0peyHo 3abonABane (BxK. To4uka 4.8). Crobienara
YeCTOTa HA CepUO3HU OBb0peyHy ChOMTHA B NOCT-MAapKSTHHIOBHA NIEPHO] € IT0-BHCOKA IIPH 1033 OT
40 mg. Tpsbsa na ce obMucu olleHka Ha OEOpeuHaTa GyHKUMA N0 BpEME Ha PYTHHHO POCIICIsIBaHEe
Ha NalMEHTHTE, JICKYBaHU ¢ 1o3a o1 40 mg.

EQEKTH BRpPXY CKENETHATA MYCKYIIATYDA

Edektn BEPXY CKETIETHATA MYCKYIATypa, HAIPUMED MHANTHS, MUOIIATHS M PSIAKO padaoMHoaN3a, Ca
ChOOIIaBaHH NPH NAaHEHTH, 1eKYBaHK ¢ PoNyHI0 ¢ BCHYKH JI03W U O-CIIENHAIHO ¢ 103H > 20 mg.
MHoro peaxu ciydad Ha pabaoMHOIH3a ca ChODINABaHY IPH yrIoTpebara Ha €3eTHMHUD B KOMOHHALMA
¢ uaxuburopn Ha HMG-CoA peayxraszata. PapMakodHAMBYHO B3aUMOREHCTBHE HE MOXE Ja Obje
M3KII0YEHO (BX. TOYKA 4.5) M TpaOBa 1a c¢ BHUMaBa IIpH KOMOHHHUpaHAaTa UM yrioTpeda. Kakro u npu
apyrH HHxuOuTopr Ha HMG-CoA peaykraszara, choDIIEHATa 9€CTOTA HAa CBBp3aHaTa ¢ Ponyuo
pabaoMHOIIN3a B TOCT-MApPKETHHIOBATA YioTpeda e mo-BHcoKa npu po3a 40 mg.

Hamepeane na kpeamun xunazama

Kpearnn kunazara (CK) He Tpabsa aa ce namepna ciiel GH3HIECKO HATOBAPBAHE HIIH IIPH HATHYHETO
Ha JPyTa BEPOATHA MPUYHHA 32 HEHHOTO YBEIHYCHHE, KOSTO MOJMKE J1a 3aTPYAHH THIKYBaHETO Ha
pesyiaratuTe. Axo HEBaTa Ha CK ca 3HaUMTEIIHO OBHIIICHH B HAYaJIOTO (>> 5 IBTH rOpHAaTa IpaHHIa
Ha HOpMaTa) HeoOX0auMO € Ja ce U3BBPIIBa H3CICABAHC 32 IOTBBPKIABAHE HA PE3YJITATA B pPAMKHTE
Ha 5—7 AHK. AKO NOBTOPHOTO UICHEABAHE NOTBLPAH W3xoanoTo uueo Ha CK >5 et roprara
IpaHiIa Ha HOPMATa, JICUCHHETO He TPAOBA Ja ce 3aIlo4Ba.

Ipeou nevenuemo

Ponymno, kakro ¥ npu apyru naxuduropu Ha HMG-CoA peaykrasara, TpAOBa 1a ce OpEeANnCcBa C
NOBHIICHO BHHMAHHE NIPH [IALMEHTH C Ipeapasnoiaraliy GakTopH 3a pasBHTHE Ha
MuonaTus/pabnoMuonmnza. Takusa GakTOpH BKIIIOYBAT:;

OB0peuHo yBpekaaHe

XHIIOTUPEOUIH3BM

HEPCOHAHA WK QaMunHa aHaMHE3a 33 HACACACTBCHU MYCKYNTHM 3300NIBAHKS

aHAMHEe3a 32 MYCKYJIHa TOKCHYHOCT ¢ YT HEAyKTop Ha HMG-CoA penykra3arta win pudpat

3n0ynoTpeda ¢ ankoxon

BB3pacT >70 ronuHu

CUTYAllKH, TIPH KOHTO MOXKE J1a BE3HUKHE ITOBHINABAHE B IITA3MEHATE HUBA (BXK. TOUKH 4.2, 4.5
u5.2)

- eNHOBpPEMEHHA yIIoTpeba Ha hudpaTH.

ITp# TaKMBa NAUMEHTH PUCKBT OT JICUCHUESTO TPAOBA Aa C€ IPELEHH CIPAMO BH3MOXKHHTE IIOJI3H H CC
MpEenopbYBa KIMHHIHO npocaeassane. Ako HusaTa Ha CK ca 3HauuTeIiHO NOBKINICHH (> 5 IbTH
rOpHaTa rpaHuLia Ha HOPMATa) NPy H3XO0AHOTO HUBO, JICUCHHETO HE TpAOBa 1a 3amo4Ba.

o apeme na nevenuemo
[MTauuenTuTe TpaOBa 1a 6bAAT MOMOJIEHH Ja CHLOOIABAT BEAHAra HeobsCHIMa MyCKYJIHA OOJIKa,
cnaboCT WM KpaMIIH, 0CODEHO aK0 € CBLP3aHO C HEPA3IOJIOKECHHE HTH ITOBHAIICHA TEM
TE3H NAIMEHTH TpAORa fa ce uaMepaT HHBata Ha CK. JleueHnero tpsabsa na ce Ipeycy
HuBaTa Ha CK ca 3HauuTeTHO NMOBHIIEHH (> 5 IBTH rOpHATa IPaHHUIIA Ha HOPMATa) ¥
MYCKYTHHTE CHMITTOMH Ca TC)XKH H IPHYHHABAT SKEIHEBEH TUCKOMGOPT (I0pH H

ca < 5 OI'bTH ropHATa rpaHUa Ha HopMaTa). AKO CHMIITOMHTE OTUIYMAT H HHBATA
HOPMaJAH3HPaT, MOXKE [1a ce OOMHCIH TOBTOPHO BEBEkKAAHE Ha Ponyngo HiIn anrep




uxudutop Ha HMG-CoA penykrtasara npu Had-HHCKaTa 1032 C BHUMATENHO IPOCIEAIBAHE.
PyruaHO Habmoaenye na HuBara Ha CK rpy acHMNTOMaTHYHH MalIHEHTH HE ¢ onpasaaHo. Ilo Bpeme
HA HIH CJIC]| IEYEHNE ChC CTATHUHH, BKIIIQUHTENHO PO3YBACTATHH, MMA MHOTO PEJIKH CHOONICHHA 33
HMYHHO-MEAHHPaHa HeKpOTH3upama Muonataa (IMNM).

IMNM xIMHHYHO ce xapaKTepu3upa ¢ NpOKCUMaliHa MyCcKY/THa ¢1abocT ¥ MOBHILIEHH CEPYMHH BHBA
Ha KpeaTHH KMHAa3aTa, KONTO NPOABIDKABAT Ja CHLIIECTBYBAT BBIPCKH NPEKbCBAHE HA ICUCHHUCTO ChC
CTATHHM,

B xiIMHHYHH IpOYYBaHWA THIICBAT JaHHH 3a MOBUIICHH ¢(EKTH BLPXY CKENETHATA MYCKYJIATYPa MpH
MaJIEK OpOH OT MAHEHTHTE, JICKYBAaHH ¢ POITynI0 M CHITETCTBAIIO JICYEHHE. Y BEIHYCHHE B YECTOTATA
HAa MHO3WT ¥ MUOTIATHA 00ade ce HAOMIONABA IIPH ITAIMEHTH, IIPHEMALIN ApYTH HHXHOUTOPU Ha
HMG-CoA penykra3zara, 3a¢XHO ¢ TPOH3BOAHM Ha (PUOpHHOBATA KUCE/IHMHA, BKIIIOYHTEIIHO
remM¢puOpOo3KI1, HHKIIOCIOPHUH, HHKOTHHOBA KHCEIMHA, A30/10BH IIPOTHBOrbOMYHY CPECTRa,
DPOTCAZHH HHXUOWTOPH ¥ MaKkponuany aHTHONoTUN M. I'emdnbpo3nn nosuiliaBa puCKa OT MUOTIATHA,
KOraTo C¢ NPH/Iara eqHoBpEMEHHO ¢ Hiakon HExXuOuTopu HAa HMG-CoA penykraszara. CriegoBaTenHo
koMOuHanHaTa Ha Pormynio u reMmpubposnn He ce npeniopbisa. [lonsara oT mo-HaTaTHIIHH
H3MEHCHNA B HMBATA Ha JIMIUAHTE OT KOMOHHHpaHOTO m3nom3Bade Ha Ponyrao ¢ ¢pubparn HiH
HHANUH TpAOBa 1a ObAe BHUMATEIHO MpEICHEeHa CIPSIMO NOTEHIUAHNTE PHCKOBE OT TE3H
xomOuHatmH. {ozara or 40 mg e npoTHBoNnoKasana npH eJHOBpeMeHHa yrioTpeba Ha Qubpar (BK.

TOYKH 4.5 K 4.8),

Ponryrno He TpaOBa na ce mpunara eqHOBPEMEHHO ¢ GOPMYIIHPOBKH Ha (y3HI0BATA KHCEIHHA ChC
CHCTEMHO ACHCTBHE HJIH B PAMKHTE Ha 7 IHM ClIel CIHpaHe Ha JIeICHHETo ¢ Ppy3nnosa kucenuua. [lpu
IIALUEHTH, NPH KOUTO ynorpedaTa Ha Gy3Ha0Ba KHCCIHHA ChC CUCTEMHO ICHCTBHE €€ CYHTA 33
CBIIECTBEHA, NEYEHHETO CBC CTATUHH TPAOBA K4 C€ NpEeKpaTH 3a LAJIOTO BPEMCTPACHE Ha JICUCHUCTO C
¢ysunoea kucenuna. HMa croblienns 3a pabaoMuonnsa (BKIIOYHTEIHO CMBPTHH CIIy4aH) IIPH
NalKCHTH, NIONYYaBamH KoMOHHAKA oT Gy3HA0Ba KHCEIHHA H CTATHHH (BXK. Touka 4.5). [lauueHTHTe
Tp40Ba 512 OBIaT CHBETBAHH J1a OTHPCAT HE3a0aBHO MEAHLMHCKA IOMOIL, AKO TOIY4YaT HAKAKBY
CHMITTOMM Ha MYCKyJIHA c1abocT, 60oKa MM IyBCTBHTETHOCT. JIUeHHETO ChC CTATHHH MOXE /1a
6b1c IOBTOPHO BBBE/ICHO CEAEM HHM CIIEA NOCNEaHaTa 103a Ppy3unoBa kucellvHa. [IpH
H3KIIIOYHTEIHH 00CTOATEIICTBA, KOTATO € HEOOXOANMA MMPOAB/DKUTENHA CHCTCMHA SKCIIO3HIIHA HA
¢dy3unoBa KHCENMHA, HANp. 3a JICYEHHE Ha TEXKKH HHpEKLHH, He00OX01MMOCTTa OT €AHOBPEMEHHO
nprnarase Ha Ponywno u Qy3ugoBa kucenuna TpsOBa a ce 0OMHUCIA 3a BCEKH OTAENEH CTyYaH H oA
CTPOro MEAMIIMHCKO HAd/oACHHE,

Ponyuao He TpabBa na ce M3M0NA3Ba NpU MALMEHTH C OCTPO, TEXKO ChCTOAHME, NPEANOoNnarauo
MHONATHA WIH NPEAPa3noiarano KbM passuTrc Ha ObOpeuHa HEAOCTATHYHOCT BCICACTRHE HA
pabgomMuoH3a (Harnp. Cencuc, XUIOTEH3UA, SHAYHTEIIHA ONepaTHBHA HHTEPBEHIHA, TPaBMa, TEXKKH
MeTabOMUTHH, CHIOKPHHHHE U €ICKTPOJNTHH HAPYIICHHS, HITH HEKOHTPOMHPAHHA I'BPUOBE).

TexKy KOXKHY HEXENaHH PeakITii

IIpu neueHue ¢ po3yBacTaTHH ce ChoOIIaBa 3a TEKKH KOXHH HEKCNAHY PEeakIlHH, BKIIOYBAIIH
cCHHIpoM Ha Stevens Johnson (SJS) u nekapcTeeHa peakuua ¢ €o3MHOGUNNA H CACTCMHH CHMIITOMU
(DRESS), koHTO MO3Ke Aa ca )KHMBOT03aCTpallABAIKA WIK ¢ JeTancH u3xoa, IIpy npeanucsaneTo Ha
JEKapCTBCHHA MPOAYKT NAlHEHTUTE TpaOBa Aa ObaaT uHgopMHEpaBy 3a NPpUIHALUTC H CUMIITOMHUTE
Ha TEXKKH KOJKHH peaKlHH K a 0b4aT HaOMoaBatiy ¢ MOBHIICHO BHAMAaHHE. AKO C€ [TOABAT

He3a0aBHO J1a CC NPEYCTAaHOBH M 1a C¢ OOMHCITH aITCpPHATHBHO JICYCHHE.
AKO NaNMEHTET € Pa3BUI CEPHO3HA peaknysd, kaTto Hanpumep SIS mun DRESS mp
Ponynjio, ieaeHneTo ¢ Pomyuao He TpAOBa HUKOTa a ce NOJHOBABA NPH TO3H nayf EH J

Ed¢ektr BEpXY uepHHUs apod




Kaxro u npn npyru maxudutopn na HMG-CoA pexgykrazara, Pomynno Tpsbsa aa ce u3nonssa ¢
NOBHIICHO BHUMAHHE MPH MALHMEHTH, KOHTO IIPUEMAaT NPEKOMEPHH KOJIHUECTBA ATKOXON H/HIM HMaT
aHaMHe3a 3a 9epHoApoOHO 3a00n%RaHE.

[IpenoprsunTenHo € Aa ce npasaT (yHKUHOHAJIHN 9EPHOAPOOHH H3CICIBAHHA TIPS/ M 3 MECELIa CIIEA
3aII0YBaHE Ha IeUYeHHETO. Jleyenuero ¢ Ponnynao tpsadsa ga ¢e OpeycTaHOBH HIIM 1033aTa Ja Ce
HaMmaJd, ako HHBOTO Ha CEPYMHMTE TPaHCAMHHA3H MPEBHINABA 3 ITbTH rOpHATA IpaHHIIa HA HOpMaTa.
Crobimaganara 4€CTOTA 32 CEPHO3HH YEPHOAPOOHN CHONTHA (CBHCTOSAIIM CE OCHOBHO OT ITOBHIICHH
YE€PHOAPOOHH TPAHCAMHHAZH) B MIOCT-MAapPKETHHTOBHA IIEPHOJ € II0-BUCOKa pH xo3a 40 mg.

IIpn nanMenTy ¢ BTOPHYHA XHIICPX0JIECTEPOJIEMHA, MPHUYMHEHA OT XHIIOTHPEOUIN3ZBM HITH
He(pPOTHYEH CHHAPOM, OCHOBHOTO 3ab0/1sBaHe Tpa06Ba Aa ce JIeKyBa NPeH 3an0yBaHe Ha JEYEHHE ¢
Ponynno.

Paca
DapMaKOKHHETHYHH IPOYYBAHMS MOKA3BAT YBEJIMYEHHE Ha €KCIIO3ULMATA IIPY [TALIHEHTH OT
a3HaTCKAaTa paca B CPAaBHEHME C NPEACTABHTENNTE HA OAmara paca (BK. Touku 4.2, 4.3 n 5.2).

ITpoTeasHH HHXHOUTOPH

[loBuIneHa cUcTEMHA EKCIIO3UITHA Ha PO3YBACTATHH € HaOmojaBaHa [pH MAIMEHTH, [0J1yJaBalliH
pO3YBAacTaTHH €QHOBPEMEHHO € Pa3jIHYHH IIPOTEA3HN HHXHOUTOPH B KOMOMHAIMSA ¢ PHTOHABHD.
TpsadBa na ce Mat npeaBHA NOJI3aTa 0T NOHKXKABAHE Ha JIMIMMANTE 9pe3 H3Mo3BaHe Ha Poynno npu
naumeHTy ¢ HIV, nonydasanim mporeasHy HHXHOMTOPH, H MOTCHUIKANA 33 YBEIMUABAHE Ha
[Ia3MEHHTE KOHLICHTPALMHA Ha PO3YBAacTAaTHH IIPH 3aMI0YBAHE H YBEIIMYABAHE Ha Ao3ara Ha Ponyumo
MpH NALUMEHTH, JCKYBAHH C MPOTCazHH HHXUOUTOPH. EAHOBpEMEHHOTO H3II0/I3BaHE C HAKOM

MPOTEa3HM HHXHOHTOPH HE Ce IpenophyBa, OCBEH aKo fo3aTa Ha Pomyuzo He ce kopurnpa. (Bx.
ToukH 4.2 1 4.5).

JIaKTO3HA HENOHOCHUMOCT
[TanmeHTH ¢ peaky HacIICACTBEHH IPOOIEMH Ha TATAKTO3HA HETIOHOCHMOCT, ITBJICH JIAKTa3eH
Ne(UILIHT WM TII0K030-TATaKTO3Ha ManabcopOuups He TpaOBa a MpHEMaT ToBa JICKapCTERO.

HrrepcTunyanua denoapobua Gonecr

Enuuudanmn cygad Ha HHTEPCTHIMANHa OenompobHa Gonect ca crobmenu npy ynoTpeda Ha HAKOH
CTaTHHH, 0COOCHO NPH NPOALILKUTEIHO JIeueHHE (BK. Touka 4.8). 3abonABaHeTo ce NMPOABARA C
JHCIIHes, HEMPOAYKTUBHA KAlUINIA M BIOIIABaHE Ha 00IIOTO 3APaBOCIOBHO CHCTOAHHUE (YMODA,
3aryba Ha TETno H NOBHIIICHA TEMIEPATYPa). AKO HMa CbMHCHHE 32 Pa3BHTHE Ha HHTEPCTHIHAMHA
benonpobHa GonecT, NEYEHHETO Che CTATHHH TPAOBA J1a C€ NIPEYCTAHOBH.

3axapeH anaber

H#akou nanHm nokaspar, ye CTATHHHTE KATO KNAaC NOBMIIABaT KPbBHATA IUIIOKO3a H [IPH HAKOH
MAaLKEHTH, H3JIOKEHH Ha BHCOK PUCK OT Pa3BUTHE Ha jinabeT, MOXKe 1a 10BEA¢C /10 HUBO Ha
XHOEPTIHKEMHS, TIPH KOSTO € TIOAXOAALIO [IPIIATAHETO HA JIeUYeHHE 3a nuadet. Tosu pHCK obaue ce
KOMIIEHCHpa OT HaMaJIABaHE Ha ChAOBHA PHCK [IPH IIPHEMaHe Ha CTATHMHH H 3aTOBa HE TPAOBa na Obe
NpUYHHA 32 CTIMPAHE Ha ACUEHHETO ChC CTATHHH, ITallMeHTHTE, M310’KEHH Ha PHUCK (ITIIOK032 Ha
rnagHo 5,6—6,9 mmol/l, UTM >30 kg/m’ NOBHIIEHO HABO Ha TPUTIIMIEPH/IM, XATICPTOHHA), TpAOBa fa
C€ NPOCHAENIBAT KIHHHYHO H OHOXHMHYHO CBbIJIACHO HALMOHAIHHUTE HAaCOKH.

B npoyusabnero JUPITER crobmasanara obnia guectoTa Ha 3axapeH auaber e 2,8% mpH po3yBacTaTHH
H 2,3% npu miaueto, Hali-Beue NpH DAMEHTH C TII0K03a Ha raagHo 5,6-6,9 mmol/l.

[lenuaTpyyHa monyaaims
Ouenkara Ha JIMHEEH pacTex (BHCOUHHA), Terno, MTM (MHaekc Ha TenecHa Ma
XapaKTEePHUCTHUKH HA [IOJIOBOTO Ch3psABaHe Mo Tanner npH neUaTpUUHH Nalye
TOJMIIHA BB3pacT, IPHEMAIIY PO3YBACTATHH, € OrpaHUYCHA A0 IEPHOJ OT JIB



rOJMHH Ha JICYeHHE B IPOYYBAHETO He ¢¢ HaOmoaaBa ed)eKT BbPXy pacTexa, Teriaoto, MTM mnu
MOJOBOTO CH3PABAHE (BX. Touka 5.1).

B KIIMHHYHO pOYyYBaHE HA JIcHa H OHOIIH, [IOJIyYaBallyd PO3yBACTATHH B POJB/DKEHHE Ha 52
ceamuiy, nosuierye Ha CK > 10 mpTu ropHarta rpaHuna Ha HOpMAaTa U MyCKYJTHH CHMIITOMH CIIE]T
YNPAKHEHUS WK NOBHINEHA (PH3MYECKA AKTHUBHOCT C€ HA0/(F0/1aBaT MO-4ECTO B CPABHECHHE C
HAONIONCHNA B KIHHMYHH MPOYYBAHUA IIPH BE3PACTHH (BXK. TO4YKa 4.8).

4.5 B3anMopeiicTBHE ¢ APYTH J1eKAPCTBEHH NPOJIYKTH K APYTH (POPMH HA B3AUMO/IEHCTBHE

Bo3aeicrere Ha ¢AHOBPEMEHHO TIPHJIOKCHH JICKADCTBEHH IPOAVKTH BbPXY PO3YBACTATHH

HWHXHOHTOPH HAa TPAHCNOPTHHUTE NpoTeHHNA: Po3yBacTaTHH € cyOCTpaT 3a HAKOH TPAHCIIOPTHH
NPOTEUHH, BKIIOYHTENHO TpaHCopTepa Ha yepHoApobno 3axpamane OATP1BI1 u epnykcuns
tpaHcnioptep BCRP. EnHoBpemMeHHOTO 11pHItokeHne Ha PorlyHIo ¢ 1eKapcTBEHH MPOAYKTH, KOUTO €4
MHXUOHTOPH Ha Te3u TPAHCIIOPTHM NIPOTEHHHA, MOXKE /1a A0OBEAE A0 NOBUIICHH IVIA3MEHH
KOHIEHTPALMK Ha PO3YBAaCTATHH M IIOBHIIEH PUCK OT MUONAaTHA (BX. ToukH 4.2, 4.4 u 4.5 Tabnuna 1).

Luxrocnopun: 1lpu ennopemenno nesenue ¢ Ponyuno n nuxiocnopus, crofinocture Ha AUC na
PO3YBACTATHH €a DUNM CPEHO 7 IIbTH O-BHCOKH OT TE3W, HAOMOTABAHY NIPH 3XPaBH J0OPOBOJILH
(ex. Tabmuua 1). Ponyuao € npoTHBONOKA2aH IIPH MALKEHTH, MPHEMAIIH € THOBPEMEHHO
LHKJIOCIOPHH (BX. TOYKa 4.3). EqHOBpeMEHHOTO MPHIIOXKECHHE HE € MOBIHANO HA IJIA3MEHHUTE
KOHUEHTPAIH HAa [IHKIIOCIIOPUH.

IIpomeaznu unxubumopu. Brlipexy ye TOYHHAT MEXaHHU3EM Ha B3aHMOJICHCTBHEC € HEH3BECTEH,
¢/IHOBPEMEHHOTO NPWIOKEHVE HA TIPOTCA3CH MHXUDHUTOP MOXKE CHIHO Ja YBEIWIH €KCIO3HINATA Ha
posyeactatu (Bx. Tabnnoa 1), Hanpumep BB papMaKOKHHETHYHO IIPOYYBAHE, CIHOBPEMEHHOTO
npHIokeHne Ha 10 mg po3yBacTarud ¥ KOMOMHUPAH HPOAYKT HA JIBA MPOTEAa3HH HHXHONTOpA

(300 mg aTtazanaBup/100 mg putonasup) npH 3apasu qoOPOBOILM CE CBBP3Ba C [IPHONIH3UTEIHO TPH-
U CEAEeMKpPaTHO yBennyeHHe ChoTBeTHO HAa AUC 1 Cmax Ha po3yBacTarvH. EXHOBpeMCHHATa
ynoTpeba Ha Ponmyu0 v HAKOH KOMOHHALMH HA IPOTEa3HH MHXUOUTOPH MOKE Aa C€ 00CHIH CIIE
BHMMATE/IHA [IPEIICHKA Ha KOPEKUMUTE HA A03ara Ha Ponmyu 10 B3 OCHOBA Ha OY3KBAHOTO YBCIMYCHHUC
HA SKCIIO3HLIMATA HA PO3YBACTATHH (BxK. TOYKH 4.2, 4.4 u 4.5 Tabnuna 1).

I'em¢puOpo3na 1 Apyra JANHIONOHHKABAIIH NPOoAYKTH: ENHOBpEMEHHOTO NPHIIOKEHHE Ha
Poriynno u rempudposnn e goseno Ao apykpatHo yeennueHue Ha Cmax 1 AUC Ha po3yBacTaTHH
(BX. TOuKa 4.4),

B®3 0CHOBa Ha JaHHHKTE OT NPOYYBAHHMA HAa CIICHH(HIHH B3aUMOACHCTBHA, HE €€ OYaKBa 3HAYHMO
(papMaKOKMHETHYHO B3AHMOJCHCTBHE ¢ PeHOPHOpaT, BENPEKH Y€ MOKE Aa HACTBIIH
¢dhapMaKoaMHAMHYHO B3auMozaeciicTeue., I'empudposun, penopudpat, apyru hubdpat 1
TUIHAAOIIOHIKABAIIH A03K (> WK paBHa Ha | g/NCH) Ha HHAUWH (HUKOTHHOBA KHCEJIHHA) YBEIHYABAT
PHCKa OT MHOIIATHS, KOTaTo ¢ Ipuiarat €IHoBpeMenHo ¢ uaxuburopu na HMG-CoA penykrasara,
BEPOSTHO 3all0TO MOraT /1a IpeAH3BUKAT MHOIIATH, KOTATO CE MpUaaraT caMocToATeNHO. Jlo3aTa OT
40 mg € NpoTHBONOKA3aHA IIPH eAHOBpeMEHHA yroTpeba Ha Pubpat (Bxk. Touku 4.3 1 4.4). Tesu
[AaIMCHTH CHUIO TPSOBa [ 3aM04HaT ¢ 1033 OT 5 mg.

Ezerumud: ExnospeMennoTo u3nomssarne Ha 10 mg Ponynno u 10 mg ezetumu®d BoaH 10
ysenuuenne ot 1,2 meTi Ha AUC Ha po3yBacTaTvH NpH NaifHEHTH ¢ Xunepxonecrepoiemus (Tabnuna
1). He Moxe aa ce n3umoun o6ave papMakoaHHAMHIHO B3aMMOACHCTBHE Mexay Pomyunigo u
€3€TUMHUO 110 OTHOLICHUE HAa HEKEIAHNTE PEaKLMH (BX. To9IKA 4.4).

AnTHanuan: Exqnospemennoro ao3upane Ha Ponynao ¢ aHTHanuqHa CyCIIEH3H,
ATYMHHHEB W MArHE3VICR XHAPOKCHT, BOAM 0 HAMANABAHE HA II3a3MCHATA KOHICE
po3yBacTatHn ¢ npuoansuTenno 50%. To3u edekt orcnabea, KOraTo AaHTHALH ¢
Ponyuno. KiIMHHYHOTO 3HA9€HHE HA TOBA B3aUMOJCHCTBHE HE € MIPOYYBaHO.



Epurpomuuun: EqnoBpemennara ynorpeba Ha Porynio ¥ epuTpoMHIIMH BOAH 10 HamaneHue ¢ 20%
Ha AUC u namanenue ¢ 30% na Cmax Ha po3yBacTaTHH. TOBa B3aMMOJECHCTBHE MOXKE J1a CE& IbJDKH
Ha MOBHIICH YPEBEH MOTHIIMTET, IPHYMHEH OT EPUTPOMHLIHH.

En3zumu Ha cucremara nuuroxpom P450: Pesynratu ot in vitro n in vivo Ipoy4BaHus I0Ka3Bar, 4e
pO3YBAaCTaTHH HE € HUTO HHXHOMTOP, HUTO HHAYKTOP Ha uutoxpoMm P450 uzoensumure. B
JION'BJIHEHHE, PO3YBACTaTHH € cnab cydcTpar 3a Te3u u3oeH3uMH. Cie1oBaTeHO HE CE 0YaKBaT
JICKapCTBEHH B3aUMOJCHCTBHUS, MPOU3THYAIIM OT HHTOXpoM P450-meannpan metadonmmssMm. He ca

Ha0M0JaBaHU KIIMHHYHO 3HAYUMH B3aUMOIEHCTBHSA MEX/1y PO3YBacCTaTHH H (pIIyKOHa30J1 (MHXHOHTOP
Ha CYP2C9 u CYP3A4) unn keroxkonaszosn (mHxudouTop Ha CYP2A6 u CYP3A4).

Tukarpenop

Tukaprenop moxe aa nopause 0b0peyHaTa eKCKpeUMs Ha pO3yBacTaTHH, yBEIUYaBaUKH PHCKA OT
KyMYJIHpaHE Ha po3yBacTaTUH. BBIIpeKH ue TOYHHUAT MEXaHU3bM HE € H3BECTEH, B HAKOH CIIy4yau
¢JHOBPEMEHHOTO MPHIIOKEHHE Ha THKAPreJIop M PO3yBaCTaTHH BOJM 10 HaMalsgBaHe Ha ObOpeyHara
pyukmsa, nopumeno auBo Ha CPK u pabnomuoinusa.

B3aumopneiicTBUSA, H3UCKBALUIH KOPUTHPAHE HA 103aTa HA PO3YBACTATHH (BK. cbuio Tadauua 1):
KoraTto ¢ He00X0IMMO €IHOBPEMEHHO MPHIIOYKEHHE Ha POnynao ¢ Apyry J1eKkapcTBEHH MPOIYKTH, 32
KOMTO CE 3Hae, Y€ yBe/INYaBaT CKCIO3MIMATA Ha PO3yBacTaTHH, J03UTEe HAa Pomymnao TpsAOBa 1a Obaat
KOpPHIHpaHH. 3all04YHETE C /103a OT 5 mg BEAHBXK AHEBHO Ha Ponymao, ako 04aKBaHOTO YBCIIMYCHHE
Ha ekcrio3nuuaTa (AUC) e npubau3nTenHo 2-KpaTHo MIIM MO-BHCOKO. MakcumanHaTa JHEBHA /103a Ha
Ponynjio TpsOBa na ce Kopurupa taka, 4e O4aKBaHaTa €KCIIO3MIMA HA PO3yBacTaTHH /1a HE € BCPOATHO
Jla HaJIBHILIK Ta3H Ha AHEBHa J103a oT 40 mg Ha Ponyu 1o, npuera 0€3 B3aHMOAEHCTBAIIIH JICKAPCTBCHU
MPOAYKTH, HanpuMep no3a ot 20 mg Ha Ponyuio ¢ rempudposmn (1,9-kpaTHO yBEIHYEHHE) M /1032 OT
10 mg na Ponynao B koMOMHALIMA ¢ puTOHABUp/aTazaHaBHp (3,1-KpaTHO yBEIHYEHHE).

AKko ce Habmo1aBa, 4e nekapcTBeHUAT nMpoAykT nosumasa AUC Ha po3yBacTaTHH [0-MaJIKO OT 2
ITbTH, HA4aJIHaTa /1032 He TpA0Ba Ja ce HaMansaBa, HO TPAOBa J1a ce NOJAX0JK/1a C BHUMAHHE, aKo J103aTa
Ha Ponynno ce nmoumu Haa 20 mg.

Tabaunna 1 Bausinme na enuunpemennn'npunaranu nemapcrnéﬁﬁ hpoﬁfﬁﬁ BbPXY €KCIIO3HIHATA HA
po3yBacTaTHH (AUC; B HU3X0AsII pe/l 0 CHJIAa) OT NYOJHKYBAHH KJIHHHYHH NPOYYBAHHS

[MoBumasane Ha AUC Ha po3yBacTaTHH 2 TbTH HJIH [I0BeYe OT 2 IbTH

I[mun pémﬁm na Esanmonei‘icmamoro ;J_—[HBOB PeXKHM HA PpO3YyBaCTATHH [Ipomsina B AUC na
JIeKAPCTBO | pO3yBaCTATHH
CogocOyBup/BennaTacBHp/BOKCHIANIPEBHP 10 mg, €JHOKpaTHa /1034 7,4-xkpatHo 1

(400 |

mg-100 mg-100 mg) + Bokcunanpesup
(100 mg) Beau®X qHEBHO 3a 15 quM

Huknocropun 75 mg BID 10 200 mg BID, 6 10 mg OD, 10 muut ~ 7,1-kpatHo 1
Mecena

Japonyramuz 600 mg BID; 5 aHm 5 mg enuoxpa'rﬂa. ﬁoaa | 5,2 -kpaTtHO T
Peropadennd 160 mg OD, 14 qum 5 mg, eqHOKpaTHa 103a 3,8-kpatHo 1
ATasaHaBHp 300 ﬁlg/pmoﬁaaﬂp 100 mg OD, 10 mg, e,uHoxpéTﬁa 71032 - | 3,1-kpaTtHoO
8 aHH

BennaracBup 100 mg OD | | 10 mg, ennoxpa'ma' 7103a

OmoOuracsup 25 mg/napmanpcﬁup 150 mg/ 5 mg, eqHoKpaTHa 1032
Puronasup 100 mg OD/nacabysup 400 mg
BID, 14 nuu




I'pazonpesup 200 mg/endacsup 50 mg OD, 10 m'g, €/IHOKpaTHa noéa- .2,3-KpaTHo 1
11 JHH

l“nekanpesup 400mg/nu6pemacaup 120 mg s mgOD’? ,uHH - 2,2-kpatHo 1
OD, 7 JIHH
J'[onHHaBHp 400 mngm'oHaBHp 100 mg BID 20 mg OD, 7 num 2,1-xkpatHo 1
17 nam
Knonmuaorpen 300 mg HatoBapBaiua, 20 mg, eqHOKpaTHA 1034 2-kpaTHO T
MOCJIC/IBAHA OT 13 mg criex 24 yaca |
l"embuﬁposun 600 mg BID, 7 auu 80 mg, e,uuoxpama f103a 1,9-kpatHo 1
[ToBnmasane Ha AUC Ha po3yBacTaTHH N0-MAJIKO 0T 2 IbTH
J1030B pexum Ha B:;aumoneucmamom ,I[oaoa pexKuM HA pO3YBACTATHH 'Hpomma B AUC na
JIeKapCTBO po3yBacTaruH™
En'rpﬁuﬁonar 75 mg OD, 5 nuu 10 mg, ennoxpama no3a 1,6-kpatHo 1
JapyHaBup 600 mg/pHToHaBHp 100 mg BID, 7| 10 mg OD 7 nHM 1,5-kpaTHo 1
JHU
Tunpanasup 500 mg/puronasup 200 mg BID, 10 mg, e,IIHOI('paTHa no03a 1,4-kpaTHO T
11 aau
Hponeaapon 400 mg BID 'He ¢ HAIHYHO ;1_,4-1-:parHo 1
'If[TpaKOHa:aon 200 mg OD S JHH 10 mg, enHOKpaTHa ,uoaa "1 ,4-kpaTHO 1
'Esetimu6 10 mg OD, 14 JHM 10 mg OD 14 JHH _"1 ,2-KpaTHO 1
ﬂoﬂnmanane Ha AUC Ha po3yaacraruﬂ
J1030B pexuM HA B3aHMOAEHCTBALIOTO J1030B pexxuM HA pO3YBACTATHH Ipomsana B AUC Ha
JIEKapCcTBO pPO3yBaCTATHH™
'Epmpomnunﬂ 500 mg QID, 7 nun 80 mg, enHoxpaTHa 1103& 20% |
baikanun 50 mg TID, 14 nun 20 mg, ¢IHOKpaTHa /1032 47% |

‘JlaHHMTE, 1a/ICHU KaTO MPOMSAHA X-KPATHO, I'lpe,[lCTaB.l]HBaT POCTO CHOTHOLICHHUE HA €IHOBPEMEHHOTO U
CaMOCTOSITEITHOTO NIPHJIOXKEHHE Ha po3yBacTaTHH. JlaHHHTe, JaieHH KaTo % MpOMsiHa, NPEACTaBIABAT Yo Pa3IMKa B
CpaBHEHHE C PO3YBACTATHH CAMOCTOSTEIIHO.

YBEIMYEHHUETO € MOKa3aHo ¢ ,,T*, a HaMaJIeHHeTo ¢ ,,| .

“IIpoBeaeHH ca HAKOJIKO NPOYYBAHMSA 3a B3aUMO/ICHCTBHS MIPH Pa3JIMYHM JI031 HAa PO3yBacTaTHH, Tabnuuara
[OKa3Ba Hal-3HAYMMOTO ChOTHOIICHHE

AUC = mow nmoa kpuBara; OD = Beausx auesno; BID = asa netu auesHo; TID = tpu meTi aueBHo; QID =
4CTHPH ITBTH THCBHO

Cnenuaute nexapcmenﬂ nponymnmomﬁunaunu HE OKa3BaT KJIMHHYHO 3HAYHM ecbercr Bepxy AUC Ha
pPO3yBacTaTHH NPH €IHOBPEMEHHO NpuiIokeHue: Aneraurasap 0,3 mg npuioxeHue 3a 7 JIHH,
®enopudpar 67 mg 7 qHM npuaoKeHHe TpH MbTH AHeBHO; ®nykonaszon 200 mg 11 auu npuioxeHune
BeAHBXK AHEBHO; Do3amnpenasup 700 mg/puronasup 100 mg 8 aHM NpuiioKeHHUE IBa NbTH IHCBHO,
Kerokona3zon 200 mg 7 nuu npuiokeHue asa mbTH JHeBHO; Pudamnun 450 mg 7 AHH NPUIOKEHHE
BeJIHBXK AHEBHO; Crummmapun 140 mg S 1HM NPUIIOKEHHE TPH MBTH THEBHO.

Bb3aeHCTBHE HA pO3YBACTATHH BhPXY €AHOBPEMEHHO NPHJIAraHy JIEKapCTBEHH IIPO H

AnTaronucTd Ha BuTtamuH K: Kakro u npu apyru unxudburopun Ha HMG-CoA peaykrasara,

€IHOBPEMEHHO C aHTaroHUcTH Ha BUTamMuH K (Hanp. BapdapuH wim apyr KyMapuHOB
MOJKE J1a JOBE/IC /10 YBEJINYABAHE HA MEXKAYHAPOJAHOTO HOPMAJIM3UPAHO CHOTHOLICH
[IpekbcBaHe HaA TeUYEeHHETO WITH HaMalsiBaHe Ha J03aTta Ha Porynao Moe 1a 10Bex
Ha INR. B TakuBa cutyauuu e xenarenHo noaxoaaiio Mouuropupane Ha INR.

%
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Ilepopanan KouTpanenTaen/xopmoHosaMectsama tepanud (HRT): Exnospemennoro
PHIOKEHHE HA POIIyHIo 1 nepopaniy KOHTPAUENTHBY BOaM A0 YBenHdIeHre Ha AUC Ha €THHHI
€CTPaZHo ¥ HOprecTpen ChoTBeTHO ¢ 26% u 34%. Te3u MOBHIICHH IUIa3MEHH HHABA TpgOBa Ja ce
B3€MAT [peABH] [IPH J03UPOBKATa HA NIEPOpaHH KoHTpauenTHsy. JInncsar gapMakoKMHETHYHH
RaHHH NPH NALHEHTH, KOHTO pHeMar eanospemedno Pormyuno # HRT, u cnegosatenso nozoben
e(eKT HE MOXKE Ja ce M3KII0YH. BhIpekH TOBa KOMOHHAITHATA € MIMPOKO H3MION3BaHA [IPH XKCHH,
Y4YacTBallid B KIIHHHYHH MPOYYBAHHKA, U C€ MOHaca nobpe.

JAPYrH ieKapcTBeHH IIPOAYKTH:
JurokcuH: Bb3 OCHOBA Ha JAaHHUTE OT NPOYYBAHNUA 3a cricAGHYHH BIAHMOAECHCTBHA, HE C€ 0YaKBa

KIMHAYHO 3HAYUMO B3aMMOJICHCTBHE C JUTOKCHH,

Py3nnoea kucenuHa: [Ipoyusanis 3a B3aHMOACHCTBHE HA PO3YBACTaTHH M (PY3HI0Ba KHCENHMHA HE €A
HPOBEKAaHH. PHCKBT OT MHOIIATHS, BKIIIOUUTENIHO pabaoMIoiIN3a, MOXe A2 € YBEIIHYH IIDH
€JHOBPEMEHHOTO NPUIIOKEHME HA Py3UA0BA KMCEIMHA CBC CHCTEMHO ACHCTBHE H CTATHHH.
MexaHH3MBT Ha TOBa B3auMOJieicTBHE (He3aBHCHMO 1anM ¢ papMaKoIHHAMHYEH,
dapMaKOKHHETHYCH HIIK W JIRaTA) BCE OouIe He ¢ u3recTeH, MMa crobmcnud 3a pabaomuonnza
(BKJIEOUUTETHO CMBPTHH CIIYMan) OpH NAlMEHTH, MONyJyaBaiy Ta3H KOMOHHALHSL.

AKko € HeoOX0aUMO JIeUeHHE ¢ DY3HI0Ba KHCENMHHA ChC CHCTEMHO ACHCTBHE, TeycHHeTo ¢ Ponyuao
TpaOBa f1a ce IPEYCTAHOBH IO BPEMe Ha NPOXBIDKUTEIHOCTTA HA JIEUSHHETO ¢ (Py3uaA0Ba KUCEIIHMHA.
Buxkte cpio Touka 4.4.

IleanaTpruaa monyaanua: [Ipoyusanus Ha B3auMoJAeHCTBUATA Ca NPOBEKIAHH CaMO IIPH
BH3pacTHH. CTENEHTA Ha B3aMMOAEHCTBIC B IIEHATPHYHATA MONYJIALIMA HE € H3BECTHA.

4.6 @epTHINTET, OPEMEHHOCT H KbPMEHE

Poniynao e IpOTHBONOKA3aH 10 BpeMc Ha OPEMEHHOCT U KBpPMEHE.

Xenu ¢ nerepoaeH noreHuHan Tpa0Ba Aa H3non3Bar cPeKTHBHA KOHTPALEILIHA.

TBHR KaTO XONECTEPONBT M APYTH NPOAYKTH Ha OGHOCHHTE3a Ha XOJIECTEPOII Ca OT ChIICCTBEHO
3HAYCHHME 33 PA3BHTHETO HA [UI0JA, OTEHIHANHUAT pHcK oT uHxuOupane Ha HMG-CoA penykra3sara
Ha/ABMUIABA IIPEAMMCTBOTO Ha JICYCHHETO 110 BpeMe Ha OpeMeHHOCT. IIpoyuBanuaTa npy *KMBOTHH ca
HEJOCTATHYHH IO OTHOUICHHE Ha pENpPOAyKTHBHATA TOKCHIHOCT (BXK. TOYKA J.3). AKO NallHEHTKA
3a0peMenee 110 BpeMe Ha ynotpedara Ha TO3M NPOAYKT, JICICHHETO TpADBa Ja 056/1¢ NMpeyCTaHOBEHO
He3abaBHO. |

PosysacTtaTiH ce oTA€NA B KbpMaTa Ha IUIEX0BE. HsiMa JaHHHM [10 OTHOLICHHUE HAa EKCKPEIHATA B
KbpMaTa npu xopa (BxK. Touka 4.3).

4.7 Edexkrn BLPXY cnoco0HOCTT2 32 WIodHpaHe # paboTa ¢ MAINMHEH

He ca nporexx1aHy IpOyYBAHHUS 3a YCTAaHOBABaHE Ha edekTa Ha PoryHIo BLpXy COCOOHOCTTa 3a
wodupane u pabota ¢ MammuHEKM. Buipeku TOBa, Bb3 OCHOBA Ha (pPApMAKOJMHAMWIHUATE CH CBOHCTBA,
Ponyu o € Manko BeposaTHO Ja [MOBAMAS Ha T¢3M cnocoOsocTr. [lpn modupane wiu padora ¢
MalIMHK TPAOBa 1a ce B3EME MPEABH], Y€ MO BPEME Ha JICUCHHETO MOKE 1A CE IOABH CBETOBBPTEXK.

4.8 HexellaHH JIEKAPCTBEHH peaKIlHH
Hexenannre 1eKapCcTBEHY peaKLFy, HabI0onaBaHKl IPH PO3YBAaCTATHH, OOMKHOBEHO €a JICKH H

[pexoaHy. B KOHTPOMIHpaHH KIMHUYHHA NPOYUBaHUA MO-MalKo OT 4% OT HalyeHTHTE, JIEKYBaHH C
Ponynao, ca H3TErIIeHN MOpagy HeXeTaHU PEaKITHH.

TabnuyeH CIMCBHK Ha HEXENAHUTE JICKAPCTBEHY PEaKITHH
B®3 OCHOBa Ha TAHHHUTE OT KIHHHYHHE IIPOYYBAHKUSA ¥ 0OIIMPHKUA NOCT-MapKETHHIOB
cnegpamara Tabnuua e npeacTapeH npoUIbT Ha HEKETAHHTS PEAKIHH HA pO3yBac




Hexenanure peakuuu, H30pOoeHH M0-1011y, ca IPyINHUpPaHu 10 YECTOTa U CUCTEMO-OPraHHH KJ1acoBe
(SOCQ).

YecToTHTE HA HEXKENIAHUTE JICKAPCTBEHHU PEaKIUM ca IPYIHUPAHU CBIVIACHO CJIEIHATa KOHBCHIIHS:
gectH (o1 >1/100 o <1/10); meuectu (or >1/1000 g0 <1/100); penxu (ot >1/10 000 o <1/1000);
mMHoOro peaku (<1/10 000); ¢ Hen3BecTHa YecTOTa (OT HAIMYHHUTE JAHHH HE MOXE J1a Ob/1e HanpaBeHa
OILICHKA).

Tabdaunna 2. Hexeslanu peaknuu Ha 6a3aTa HA JaHHH OT KJIHHHYHH NPOYYBAHUSA H NOCT-
MAPKEeTHHIOBHS ONHT

— — . = = - — e ———

Cucremo-opranen Yecrn  Heuecrn Peaxku 'Mﬂoro pe,ulcn C nem3BecTHa
KJac | | | | \qecru’ra
Hap}wenuﬂ Ha Hpbema | iTpomﬁoumoneHHa |
ﬂqubuama cucmema |
e AE— = —
Hapyme;.'uﬁ HA | | Peakiumn Ha | |
uMyHHama cucmema | | CBPBbXYYBCTBHTEI- |
| | HOCT, | |
BKJIKOYHUTEITHO | |
aHTHOE/IEM
Hapymenm Ha 3axapeH | |
eHOOKpUHHamAa nuaber' | | |
cucmema | |
Hewxuunu Hapymenuﬂ | | I,I[enpecml
Hap}weuuﬁ Ha naBo- | HUJIHHeBpn- Tlepudepnara
HepeHama cucmema Gomme naTus IHeBponaTHﬂ
Buene 3aryba Ha ‘Hapyuienus Ha
'HA CBAT aMeT ChHS
| | | (BKJIFOUHMTEIHO
| 0e3chHUE U
| | | KomMapH)
Pecnupamopnu, | Kanunua
CPBOHU U | EI[HCHHE!H
MeOUaCMuHaIHU | | 1
| |
o o i S ] o e L
i mcwamno-tfpeeuu !331‘[61( [lankpeatur | Jlnapus
HAPYULEeHUA T'anene | |
Kopemna
Ooika |
XenamobunuapHu | TloBumieHu )K'BJ‘ITGHHH&
HapyueHus | CTOMHOCTH Ha XenaTtut
YEepHOAPOOHHUTE
TpaHCaMHHA3H | |
Hapywenua na | il'[pypmyc | CunyipoM Ha
Koacama u | O6puB Stevens-Johnson
ROOKONCHAMA MbKAH Yprukapus | JIekapcTBeHa

peaKius ¢

Hdpﬁueuuﬁ na EMHHJ]I‘HFI | ‘Muonarus “A[_J}Ea_ﬁr}m




-._.,
|
|

MYCKYIHO-CKelemHama | (BKJIIOYHMTEITHO CYXOXKMIINE,

cucmema u MHO3HT) | TIOHSAKOTra

CbeQUHUMeHama | Pabpommonmza YCIIOMKHEHO OT

MbKaH | Jlynyc-noaoben | pa3sKbCBaHE
CHHJPOM | EI’IM}/HOME,[[HHPHH&
PaszkbcBaHe Ha | 'HEKpOTH3HpaIla
MYCKYJIUTE 'MHOMATHSA

|

Hapywenus na | Xematypust

ovOpeyume u |

NUKOYHUMeE Nbmuya |

Hapywenus na | TMHEKOMACTHS

8b3NPOU3BOOUMeETHAMA |

cucmema u 2vpoama

Obwu napyuieHusa u ~ ACTCHHS | | §OT0K

echexmu na msicmomo |

Ha RPUNOICEHUE | | | |

' Yecrorara 1mie 3aBUCH OT HAJIMYMETO MJIM JIMIICATA HA PUCKOBH (akTOpH (KpbBHA IUIFOKO3a HA I1AHO
> 5,6 mmol/l, U”TM> 30 kg/m?, noBHIIEHO HUBO HA TPUIITHLIEPHINTE, aHAMHE3a 38 XUIIEPTOHHS).

—— 2 = - R —————— R

Kakrto u npu apyru naxnouropu Ha HMG-CoA peaykraszata, 4eCTOTaTa Ha HEXEIAHUTE JICKAPCTBCHH
peakluy NposiBiBa TEHACHLMA Ja ObJie 3aBHCHMA OT J103aTa.

Edexrn Bopxy 0b0peunte: [Ipn mauuenTH, nexkyBanu ¢ Ponynao, e HabnoaaBana npoTeHHYPHA,
YCTAaHOBEHA C M3CJIEIBAHE C TECT-JICHTH U OCHOBHO ¢ TyOyJiapeH npousxo/. B onpeneneHn MOMEHTH
oT neyenueTo npu <1 % ot naumentute Ha 10 u 20 mg, u npu npudamsuTenHo 3% OT MALMECHTHUTE,
nekyBaHH ¢ 40 mg, ca HaO/OJaBaHM NPOMEHM B M3CJICABAHUATA 3a [IPOTEHH B YPHHATA OT JIUIICA HIIH
cieau a0 ++ unu noseve. Ilpu no3a or 20 mg e HabnoaBaHa HE3HAYMTEIIHA MIPOMSHA OT JIMIICA MITH
cieau A0 + . B noBedero cnyyau npoTeMHYpHUATAa HaMallsiBa WM M34€3Ba CIIOHTAHHO B XO/1a Ha
neyenuero. [Ipernen Ha naHHKUTE OT KITMHUYHM NPOYYBAHHUS M NIOCT-MAPKETHHIOBHS OMHT 10 MOMEHTA
HE YCTaHOBSABA MIPUYHMHHO-CJICACTBEHA BPb3Ka MEX/1y IPOTCHHYPHATA H OCTPO HIIH IIPOrPECHBHO
0b0peuHo 3ab0nsBaHe.

Xemartypus € HaO/rojaBaHa npyu NalMeHTH, JIEKyBaHu ¢ Poryuno, ¥ JaHHUTE OT KIMHHYHUTE
MPOy4YBaHHA [TOKA3BaT, Y€ M0sABATa € HUCKA.

EdexTn BEpXy cKelleTHaTa MycKyaarypa: E¢exktu BbpXy CKeleTHaTa MycKyaTtypa, Halpumep
MHAJITHsA, MHOTIATHS (BKJIFOUUTEIHO MHO3HT) U MO-PAAKO pabaomMuonu3a cbe WM 0e3 octpa Ob0peyHa
HEJI0CTAaThYHOCT, ¢a ChOOIIAaBaHU MPH NMAUMEHTH, JIEKYBaHHU ¢ POIyH10 ¢ BCHYKH 1034 H I10-
CIIeIHaIHO C 1034 > 20 mg.

CBbp3aHo ¢ 103upoBKaTa yBeanueHue Ha HuBara Ha CK e HaOmoaaBaHo MpH NAUMEHTH, IPHEMAIIH
pO3yBacCTaTHH; MO-TOIAMATA YaCT OT CJy4auTe ca JICKH, aCHMITOMATHYHU U NTPEXOAHH. AKO HHBOTO
Ha CK ce nmoBumm (>5 mbTu ropHaTa rpaHHiia Ha HOpMaTa), JICYCHHETO TPsi0Ba J1a Ce NMPEyCTaHOBH
(BK. TOuKa 4.4).

EdexTn Bbpxy yepuus apo6: Kakro u npu apyru uuxuburopn Ha HMG-CoA peaykrasara,

CBBP3aHO C J03aTa YBEIMYCHHUE Ha TPAaHCAMHHA3UTE ce HaOJIr0AaBa npy MaIbK OpoH MALHMEHTH,

MPHEMAIIM PO3yBaCTaTHH; [10-rOJIAMATA YacT OT CAy4YauTe Ca JICKH, aCHMIITOMAaTHYHHU U IIPEX

Cnennure HeXeNnaHu peakuMy ca CbOOIIECHH NIPH HAKOM CTATHHHU:

= CekcyanHa TucyHKIHA.

s Enunauunu cnydaum Ha uHTepcTHIHAMHA OenoapobHa 6onect, 0cobeHO pH 1
nedyeHue (BxK. Touka 4.4).




CrofimaBaHuTe 4eCTOTH 33 pabaoMuoIK3a, CEPUO3HN OBOpeUHN CLOMTHS U CEPHO3HH YEPHOAPOOHM
CHOHMTHA (CHCTOALLM Ce OCHOBHO OT NMOBHILEHH Y€pHOAPOOHH TpaHCaMHHA31) Ca MO-BHCOKH IIPH 1032
oT 40 mg.

Ilenuarpruna nonyaauua: [lopuincHue Ha KpeaTuH kMaazara > 10 opTH ropHaTa rpanuna Ha
HOpMAaTa H MYCKYJIHH CHMIITOMH CJIEN Q)HBHT-IeCKH YHNpaxKHEHHA WIH [TOBHANIICHA Q)HBH‘IECI{EI AKTHBHOCT
ca HaOJIIOAaBaHU I10-9€CTO IIPH 52-CeAMHYHO KJIIMHHYHO NMPOYYBAHE HA Jeld H IOHOIIH B CPABHEHHE C
BE3pacTHH (BX. Touka 4.4). [lo oTHOLIEHHE Ha OCTaHAJIHTS aCTIEKTH, IPodUIBT Ha DE30MACHOCT Ha
PO3yBacTaTHH € CXOAEH MPH JeLa M IOHOMIH B CPABHEHHE ¢ BE3PACTHH.

Crol0maBaHe H2a I0J03MPAHH HeKelaAHH PeaKlHH

Cvob1maBaneTo Ha MOAO3HPAHN HEKETaHH PEAKIHH e pa3pelliaBaHe 3a yrnoTpeba Ha JCKapCTReHHA
NpOoAyKT € BaxkHo. Tosa MO3BONABA Aa OPOTBIDKH Habn10¢HHETO HA CHOTHOMICHHETO NOM3a/PHCK 34
NIeKapCTBEHHUA IpoayKT. OT METHIIMHCKUTE CELHANNCTH CE M3KCKBA Ja ChoOINaBsar BCsaKa
TNOXO3MPAHA HEXKENaHa PEAKIHMA upes:

H3nbiHHTENHA arenuus no JeKapcTBaTa

yi. ,Jaman I'pyeB” Ne 8

1303 Cocpus

Ten.: +359 2 8903417

yeOcaiiT: www.bda.bg

4.9 Ilpepo3upane

Hsama cnenmdutino nederye B caydaii Ha npeaoszupane. B ciaydail Ha npego3HpaHe, NalueHThT
Tp4A0Ba 12 ce IeKyBa CHMIITOMATHYHO M IPH HEOOXOAUMOCT a C€ IPHIOKH NTOJAIBPKALIO EICHHE.
Yepnoapobuara $pyuxiua u auBata Ha CK TpabBa na ce nabmoaasar. XeMoAHAIN3aTA € MAJIKO
BEpOATHO Ja OB4e 0T nonza.

5. ®APMAKOJOI'MYHU CBOUCTBA

5.1 ®apmakoaHHAMHYHH CBOHCTBA

dapmakoTepanesTHana rpyna: Jlekapcrsa, perynupaiy sunuante, uexuburopd Ha HMG-CoA
penykrasa
ATC kom: C10AA07

MexaHH3BM Ha JEUCTBHE

PosyBacTaTHH e cenekTHBEH H KOHKypeHTeH HHXHOUTOP Ha HMG-CoA penykraszara, CH3HM,
OrpaHMYaBall] CKOPOCTTa, KOHTO NPEeBRphIIA 3-XUAPOKCH-3-METHITIIYTAPHI KOCH3MM A B MEBAJIOHAT,
npeKypcop Ha xonectepona. OCHOBHOTO MACTO Ha JICHCTBHE Ha PO3YBAaCTATHH € YEPHUAT pod,
LENEBUAT OPraH 3a NOHWKABAHE HA XO0JIECTEPOA.

PozysacTtarsu yBenudasa Opos Ha uepnoapoduure LDL peuentopu Bepxy KNETBYHATA NOBLPXHOCT,
KaTo 3aCHIBA MOTIIBIIAHETO W KaTtabonusMa Ha LDL, n unxubupa wepHonpobHarta cuntesa Ha VLDL,
KaTo MO TO3H HauMH HaMaBa obugusa opolt Ha VLDL u LDL gacTunmre.

®apmakoIHHAMHYHH edekTH

Ponymno Hamansea nopueHus LDL -xonecteporn, oOmmsa XOICCTEPOI M TPUIVIHLEPHIHTE, H
noeumiaga HDL-xonecrepona. To#t chie normkasa ApoB, nonHDL-C, VLDL-C, VLDL-T

cpoTHOMEHHsTa nonHDL-C/HDL-C n ApoB/ApoA-IL.

Tadéauna 3 O1roBOp KbM 103aTA NPK NAMHEHTH C MEPBAYHA XAMEPX0JIeCTEPOI B R \
11b) (xopHrupana cpeana NPONEHTHA NPOMAHA 0T H3X0JHOTO HHBO) G
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Jlosa N  LDL-C TotakC HDL-C TG nonHDL-C ApoB  ApoA-I

[nane6o 13 <7 -5 3 :-3 | ;-7 -3 0
s 71 |45 B i3 J3s 44 |38 4
0 17 |52 36 14 |10 |48 [« 4
20 17 [ss 40 8 23 |51 |46 5
40 Tis |63 46 w |28 |60 |54 o

TepaneBTiueH edekT ce nonyyasa B paMkuTe Ha | ceamuua cien 3anouBane Ha nedenuero u 90% ot
MaKCHMAJTHHSI OTTOBOP Ce MOCTHTa 3a 2 ceIMUIM. MaKCHMaTHHAT OTTOBOP OOMKHOBEHO C€ MOCTHIa
cnea 4 ceaMMIH M CIIE] TOBA CE MOJIbPXKa.

KinHn4Ha ehUKacHOCT U 0€30MacHOCT

Ponynno e epekTHBEH NpU BB3PaCTHU XOpa ¢ XMIEPXOIECTEPOIEMHS, ChC U 0€3
XHUNEPTPHUIIHLEPUIEMHUA, HE3AaBUCUMO OT paca, 10J1 WK Bb3PaCT M NPH CHELHAIHH ITOMMyIalMKi KaTo
AUAa0ETHIIM WIH NMAUMEHTH ¢ (haMHITHA XUIIEPXOJIECTEPOJIEMHUS.

O600wmenn nanam ot ¢asza I mokaspar, ye po3yBacTaTHH € €()EKTHBEH IIPH JICYEHHE Ha MO-T0/IsIMaTa
4acT OT MalMeHTHTE ¢ Xunepxonecreponemus ot i Ila u IIb (cpeana nzxoana croitHocT Ha LDL-C
okoi0 4,8 mmol/l) cnopen npuerure ot EBponeiickara 00HOCT 110 aTEPOCKIIEPO3a NPHUICTHH
crorHOocTH (EAS; 1998); okono 80% ot nauueHTuTe, 1eKyBanu ¢ 10 mg, ca JOCTHIHAJIH NIPHULICTTHUTE
croHocTH Ha EAS 3a HuBara Ha LDL-C (<3 mmol/l).

B ronsmo npoy4Bane Ha 435 NalMEHTH C XETEPO3UTOTHA (haMHIIHA XHIIEPXOJIECTEPOJIeMHs ca OHIIH
nazaenu posysactatvs ot 20 mg g0 80 mg ¢ popcupano THTpUpaHe Ha J03aTta. BCHYKH JJO3M MOKa3BaT
OnaronpusTeH eeKT BPXY JHMITHIHATE MAapaMETPH M JICYCHHETO KbM npuuensure uenu. Cuen
THTpUpaHe ¢ gHeBHa g03a ot 40 mg (12 ceamuum Ha nedenue), nonmwkennero Ha LDL-C e ¢ 53%.
Tpunecer u Tpu npouenra (33%) ot nauMeHTHTE ca rocTUrHainu Hacokute Ha EAS 3a nuBa na LDL-C

(<3 mmol/l).

B oTBOpeHO npoyusane ¢ GopcHpaHo TUTPUPAHE HaA Jo03aTa npu 42 NaMeHTH (BKIIOYHUTENHO 8
[CAUATPUYHM MMALIMEHTH) C XOMO3UTOTHA (paMUIIHA XUIIEPXOJIECTEPOJIEMHS € OLICHEH OTTOBOPBHT UM Ha
posyBactatu 2040 mg. B oOwara nonynauus cpeanoro nonmwkenue Ha LDL-C e 22%.

B KJIMHUYHH NMPOYyYBaHHUA C OTPAaHHYCH OpOH MaUMEHTH, pO3yBacTaTHH € MOKa3all, 4¢ uMa
JOMBIIHATENEH €EeKT MPH MOHMKABAHE HA TPUTIIHIIEPHINTE, KOraTo Ce M3MO0JI3Ba B KOMOHHAILMS C
¢enodpubpar, u npu nosumasane Ha HuBata Ha HDL-C, koraTo ce H3Mon3Ba B KOMOHHALMS ¢ HUAIIMH
(Bk. Touka 4.4).

B MynTHIIEHTPOBO, IBOMHO-CIAMNO, Manedo-KoHTponupano KiuandHo npoyysane (METEOR), 984
NauMeHTH MexXay 45- u 70-roguiHa Bb3pacT H ¢ HUCHK PUCK 32 HCXEMHYHA 00JIECT Ha CHPLETO
(nedpunupan karo puck no Framingham <10% B npoabokenue Ha 10 rogusmn), ¢bC cpeiHa CTOHHOCT
Ha LDL-C ot 4,0 mmol/l (154,5 mg/dl), Ho ¢hc cyOKIMHMYHA aTepOCKIIepo3a (OTKpUTa Ype3
M3MepBaHe Ha JebenuHaTta Ha KopoHapHata uHTHMa-meaus (CIMT)) ca Ounm paHIoOMHU3UpaHH Ha

40 mg po3yBacTaTHH BEIHBX THEBHO HJIH IU1a1e00 B MPOAb/DKEHHE HA 2 TONHHH. B cpaBHEHHE €
nanebo po3yBacTaTHH 3HAYMTEIIHO 3a0aBsi CKOPOCTTa Ha nporpecus Ha MmakcumanHara CIMT B 12
ydacThKa Ha KapoTuaHata aprepus ot -0,0145 mm/roauna [95% nosepen untepan -0,0196, -0,0093;
p<0,0001]. [TpomsanaTa ot u3xoaHoto HUBO € -0,0014 mm/roauna (-0,12%/roanna (He3HaYMMO)) 3a
po3yBacTaTHH B cpaBHeHHe ¢ nporpecus ot +0,0131 mm/roauna (1,12%/romuna (p<0,0001)) 3a
nnanebo. Bee omre He € 1oka3aHa npsaka Kopenauus mexxay Hamansanero Ha CIMT u namass

MCXEMHUYHA O0JIECT Ha CHPLETO U HE € NMpeJCTaBUTE/IHA 3a LIe/ieBaTa nomnyaauus Ha P
Ho3ara ot 40 mg TpsaOBa Aa ce npeAnucBa caMo Ha MalMEeHTH C TeKKa XHIIEPX0JIECT
CBPACYHOCHIOB PUCK (BXK. TO4Ka 4.2).



B npoy4Bagero ,,O00cHOBKa Ha ynotpe6aTa Ha CTATHHH B IBPBHYHATA NPOPHIAKTHKA:
HHTEPBEHIIHOHAIHO MPOy4YBaHe 3a oneHssare Ha posysactatuu’ (Justification for the Use of Statins in
Primary Prevention: An Intervention Trial Evaluating Rosuvastatin, JUPITER) edexrsT Ha
PO3YBACTATHH BBPXY HACTBIIBAHETO Ha 3HAUHMH aTEPOCKICPOTHYHH ChPACYHOCHRAOBH DOIECTHH
cvOHMTHA € onieHeH npH 17 802 Mbike (>50 roguum) H xkeHH (=60 roguHH).

Y4acTHUIIUTE B IPOYYBAKETO ca OMIIH paHaOMH3¥paHH Ja noiryqasaT maiedo (n=8901) unu
posyBacTaTHH 20 mg Benubk AneBHO (n=8901) u ca mpoclicAsSBaHA 3a CpeIHA NPOIBIDKATEIHOCT OT 2
TOHAHM,

Konuentpaunsara Ha LDL-xonecrepona € 6una nHamanena ¢ 45% (p<0,001) B rpynara na
pPO3YBACTaTHH B CPABHEHHE C IPyIaTa Ha Iumanedo.

B nocneapsain anank3 Ha BUCOKOPHCKOBA MOATPYNA ¢ TALMESHTH € U3XOAEH PEe3yNITaT Ha PHCKA M0
Framingham > 20% (1558 nanuenTn) ce Ha0mo1aBa 3HaYNTEITHO HAMATEHHE B KOMOWHHPAHaTa
KpaHHa TOYKa 33 ChbpACYHOCh/I0BA CMBPT, HHCYIT M HHGApKT Ha MHoKapaa (p=0,028) npu 1edeHne ¢
PO3YBACTATHH CIPAMO IU1ane6o0. AGCOTIOTHOTO HOHMKEHHE HA PUCKA B YECTOTaTa Ha CLOUTHATA 32
1000 nanuenTo-roannn e 8,8. O6uaTa CMBPTHOCT € HEMPOMEHEHA B Ta3H BHCOKOPHCKOBA IPyIIa
(p=0,193). B nocnenpain aHanu3 Ha BHCOKOPHCKOBA MOATPYyIa ¢ nanueHTH (06mo 9302) ¢ u3xonen
pesynrar Ha prcka o SCORE > 5% (ekcTpanonapasy Taka, ue a BKIIOYBA MTAHEHTH Hald 65
rOAHHH) c¢ HAOMIOaBa 3HAYHTENHO HAMAJICHHE B KOMOMHHpaHaTa KpaiHa TOYKa 33 ChbpACHHOCH/I0BA
CMBPT, HHCYAT H HHapkT Ha Muokapaa (p=0,0003) mpH JeyeHune ¢ posyBacTaTHH crpsMo niauedo.
ABCONIOTHOTO NOHIKECHHUE Ha PHCKA B YecTOTaTa Ha chOMTHATA 33 1000 naumenTo-roanyu € 5,1.
Ob1waTa CMBPTHOCT € HENPOMEHEHA B Ta3H BUCOKOPUCKORa rpyna (p=0,076).

B npoyusareto JUPITER e umaino 6,6% NallHeHTH Ha po3yBacTaTHH U 6,2% narnuesTn Ha mianebo,
KOHTO ¢a MPEKPaTHIN ynoTpebara Ha M3MUTBAHOTO JICKAPCTBO IOPaay HeKenaHa peakuusa. Hau-
4ECTUTE HEXXENAHHN PEAKIIMU, KOUTO Ca JIOBEH 10 MPEKPaTABAHE HA MEYEHHETO, ca OHIIH: MHAIITHA
(0,3% posysacraruH, 0,2% nnane6o), kopemua 6onka (0,03% posysacrathh, 0,02% naanedo) n
obpus (0,02% pozysacratin, 0,03% nnaneto). Hali-gecTHTe HEXENaHH PEAKIIMH € YECTOTA I10-
rojiiMa oT HJIH paBHa Ha Ta3H NpH WIancho ca MHGEKIMH Ha THKOYHHTE ThTHINA (8,7%
posyBacTatuH, 8,6% miane6o), Hasopapuurut (7,6% posyeacraths, 7,2% nnane6o), Sonku B repba
(7,6% posysacrtatus, 6,9% miane6o) u muanrus (7,6% po3yBacTtatuH, 6,6% nnauebo).

[lenuaTpru4aHa Nonyaaius

B ABOHHO-CISINO, pAHAOMH3UPAHO, MYITHIICHTPOBO, TW1aleb0-KOHTPOIHpaHo, |12-ceIMHYHO
npoyusase (n=176, 97 Momaera H 79 MoMHueTa), nocineasano oT 40-ceamMirano (n=173, 96 MmomyeTa H
77 MOMHYETA), OTBOPEHO, (ha3za Ha THTPHpPAHE Ha A03aTa PO3YRACTATHH, NIALIMEHTH Ha BE3pacT 10-17
roauau (eran 11-V no Tanner, MOMHYETa OHE ¢IHA FOAMHA CJIET THPBATa MEHCTPYALIHS) C
XETEPO3NIOTHA (paMHUITHA XHIIEPXOJIECTEPOIEMHA NOJTyIaBaT Po3yBacTaTHH 5, 10 unn 20 mg NHEBHO
wiH mnanedo 3a 12 ceamuim ¥ ciresl TOBA BCHYKH NOJYYaRaT pO3yBaCTaTHH JIHEBHO B IIPOAB/DKCHHE
Ha 40 cenmuiy. IIpu Bxmoypane B npoyusaHeTo okono 30% ot nauueHTUTe ca 6umd Ha 10-13
roguam 1 rnpudnusurenno 17%, 18%, 40% u 25% ca ceorBetHO etan Il IIL, IV 1 V no Tanner.

LDL-C e namanen ¢ 38,3%, 44,6% u 50,0% ot po3yeactaTHH CBOTBETHO 5, 10 1 20 mg B CpaBHCHHE C
0,7% 3a nnauebo.

B kpas Ha 40-ceaMIUIHOTO, OTBOPEHO, ¢ THTPHPAHES 10 LICITA, A03UpaHe A0 MakcuMyM 20 mg BeTHBX
naeHO npoyusane 70 ot 173 nmauuentn (40,5%) ca mocrurnany uenra 3a LDL-C or nmo-Manko ot
2,8 mmol/l.

Cnen 52 ceaMHIM HA NeYEHHE B IPOYYBAHETO HE ce HaOmMogaBa epeKT BbPXY pacTexa, TEro
HUTM mnd nonoBoTo ¢h3psaeane (Bx. Touxa 4.4). Tosa npoyusane (n=176) He ¢ noaxo
CpPaBHSABaHEC HA PEAKH HEXEMAHH JIEKapCTBEHM PeaKUHH.

Po3yBacTaTHH ¢ NPOy4eH CHOI0 H B 2-TONNIHO OTBOPCHO NPOYYBAHE C THTPHPAHE
IEeUA € XeTEPO3HroTHa raMHIIHA XHOEPXOIECTEPOICMHA Ha BB3pacT oT 6 1o 17 rox



110 momuyera, etan <II-V no Tanner). Hauanuarta mo3a 3a BCHUKH IALHEHTH € 5 Mg po3yBacTaTHH

BCJIHBXK JMHEBHO. | Ipy nanueHTuTe Ha BH3pacT ot 6 1o 9 roanuu (n=64) xo3aTa MOXE J1a C€ YBCIHIH
710 MaKCHMaNHa J103a ot 10 mg BeaupX AHCBHO, a IPH MAUHCHTHTE Ha Bb3pacT oT 10 a0 17 rogunn

(n=134) o MakchumanHa no3a ot 20 mg BeJIHDLXK JAHEBHO.

Cnen 24-MeceuHO edeHHe ¢ po3yBacTaTHH CPEAHOTO NPONCHTHO HaMaJIeHHe Ha LS oT u3xoauara
croMHOCT npH LDL-C € -43% (u3xoano HUBO: 236 mg/dl, Mecen 24: 133 mg/dl). 3a Bcaka
BB3pacTOBa IPylia CPEAHOTO NPOLEHTHO HaManeHyue Ha LS ot u3xoaunte croinocty nmpu LDL-C e -
43% (uzxomuo HEBO: 234 mg/dl, Mecelr 24: 124 mg/dl), -45% (uaxogno uueo: 234 mg/dl, 124 mg/dl)
H 35% (m3xoxmo HEBO: 241 mg/dl, Meceu 24: 153 mg/dl) cbO0TBETHO BBB BB3pacTOBHUTE TPYIIH OT & 10
<10, ot 10 mo <14 1 ot 14 o <18.

Posysactatun 5 mg, 10 mg 1 20 mg ¢BII0 TOCTHra CTATHCTHYECKH 3Ha4MMH CPEIIHH H3IMECHEHHA
CIIPSIMO M3XOLHHMTE CTOHHOCTH 3a CACAHHTE BTOPOCTENCHHH JIMIIAAHH H JIMIOIIPOTEHHOBH
npomMensued: 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 npoMenu ca B mocoka Ha NoA0OpABaHe HA MANMIHHTE OTTOBOPH U C¢
3a/{bPKAT B NPOABJIKCHUEC HA 2 TOJHUHH.

He ce nabmrogasa edekr Bupxy pactexa, Ternoro, U”TM mid nosmoBoTo cb3paBaHe ClICh 24-MECEUHO
nedeHue (BK. Touka 4.4).

Po3yBacTaTuH € NPOYYEH B PaHAOMH3IHPAHO, JBOUHO-CIAIO, I1ale00-KOHTPOIHUPAHOD,
MHOTOLCHTPOBO KPBCTOCAHO NpoydBane ¢ 20 mg BeAHBXK AHCBHO cripsAMo nnauebo nipu 14 aema 1
IOHOMIM (Ha BB3pacT oT 6 a0 17 roauHM) ¢ XOMO3MIroTHA (paMHIIHA XHUITEPXONECTEPOIEMH.
IIpoy4yBaneTo BKIIOYBA akTHBHA 4-CeIMMYHA BHBEXKAAIa XpaHuTenHa ¢asa, npe3 KoATO NAIUEHTHTE
ca JIEKYBaHH ¢ po3yBacTaTHH 10 mg, ¢a3a Ha npexoJi, CbCTOALIA ¢ OT 6-CEIMHUCH [TEPHO Ha
neucHHe ¢ 20 mg po3yBacTaTHH, NPEIICCTBAHA WM NOCE/IBaHa OT G-CeJMHYHO JICHEHKE ¢ Mmanebo,
1 12-cepmmyuna nogaspaxaiia ¢aza, mpe3 KOATO BCHYKH NMAIMCHTH ca JIEKYBAHU C PO3YBACTATHH

20 mg. [launenTHTE, y9acTBAIM B IPOYYBAHETO C €3¢TUMHO MIIH adepesa, ca NPOIb/IDKHIH
JICYECHHETO MpeE3 LATOTO NPOYUBAHE.

Habmonasa ce ctaTuctrdecky 3HauumMo (p=0,005) noumxkenne na LDL-C (22,3%, 85,4 mg/d]l unn
2,2 mmol /1) cnen 6-ceaMuuHo nevenne ¢ posyeacratud 20 mg copamMo wianedo. Habmrogasar ce
CTAaTHCTHYECKH 3HAYHMH NnoHmwxennd Ha Total-C (20,1%, p=0,003), nonHDL-C (22,9%, p=0,003) n
ApoB (17,1%, p=0,024). Iloumxkenus ce vabmonmasat 1 B TG, LDL-C/HDL-C, Total-C/HDL-C,
nonHDL-C/HDL-C u ApoB/ApoA-1 cinen 6-ceiMUUHO JiedeHHe ¢ po3yBacTaTuH 20 mg crpsaMo
nnane6o. [lommkernero Ha LDL-C ciien 6-ceaqMuiHO edeHHe ¢ po3yBacTaTvH 20 mg ciex 6-
CEAMHYHO JICUYCHHE ¢ mnanecho ce 3ana3ea 3a |2 ceAMHIIH HEIIPEKbCHATO JICYCHIE.

Ennn nmammenT uMa nocneapaio Hamanenue Ha LDL-C (8,0%), Total -C (6,7%) 1 non-HDL-C (7,4%)
cnent 6-ceqMuuno neucHre ¢ 40 mg, 3an09HATO ¢ THTPHPAHE HA 103aTa.

I1o BpemMe Ha OTBOpEHO MpOyYBaHe, NPH YABIDKEHO Neuenre ¢ 20 mg po3yBacTaTHH, 3a nepuos ao 90
CEAMHIH, IIPH 9 OT TE€3H NaHCHTH, HaMansaBaHeTo Ha LDL-C ce nommepika B rpanuLure or -12,1%
1o -21,3%.Ilpn 7-te geua u tonou (Ha Bb3pacT OT 8 10 17 roauHH), KOUTO MOTaT 1a O6B1aT OLEHEHH,
OT OTBOPEHOTO IIPOYUBAHE ¢ (POPCHUPAHO THTPHUPAHE C XOMO3HIOTHA (DaMUIHA XHIIEPXOIECTEPOTIEMHA
(BK. mO-rope), npoueHTHOTO HaMmaieHue Ha LDL-C (21,0%), Total-C (19,2%) 1 non-HDL-C (21,0%)
OT H3XOAHOTO HMBO el 6-CeAMUYHO JICYCHHE ¢ po3yBacTaTUl 20 mg € B CbOTBETCTBHE C TOBA,
HaOMI01aBaHO B rOPECIOMEHATOTO [IPOYIBAHE IIPH ACIa H IOHOIIM ¢ XOMO3UI'OTHA (PaMHIIHA
XHIIEPXONECTEPOIIEMHUA,

EBpornierickara areRUMSA 1o JEKapcTBaTa 0CBOO0XKIaBa OT 3aTBIDKEHHETO 32 NIPEOCTABIHE
PE3YITATHTE OT MPOYUBAHHATA ¢ PO3YBACTATHH BEB BCHUKH NOATPYIIM HA NIeJHATPHUYIHA
TIPH JICYCHAE HA XOMO3UroTHA (paMHNIHA XHOEPXOIECTEPOJIEMHES, ITBPBHIHA KOMOHH
OUCTUINACMHA H IPH NPSAOTRPATABAHE HA ChPACYHOCHA0BH ChOHTHA (BXK. TOYKa 4.
OTHOCHO M3NOJI3BAHETO B MEIUATPUIHATA MOMTYJIAIH ).




3.2 @MDapMaKOKHHeTHYHH CBOHCTBA

Abcopbns
MakcuManTHUTe IIa3MEHN KOHLIEHTPALUHK Ha PO3YBACTATHH CE JIOCTHTAT OKOJIO 5 4aca ciie]
LEPOpAIHO NprIokKeHUe. AbcomoTHaTa OMoHANHIHOCT € npubIH3HTenHO 20%.

Pasnpenenenue

Po3yBacTaTHH C¢ moeMa B 3HAYHTEIHA CTENEH B YepHHA APoD, KOETO € OCHOBHOTO MACTO Ha
CHHTE3MpaHe Ha Xonectepon u orgensne Ha LDL-C. OdeMbT Ha pasnpencineHye Ha po3yBacTaTHH €
npubansutenno 134 1. Ilpubnusurenno 90% ot po3yBacTaTHH ce CBBP3Ba C IVIA3MCHUTE [IPOTEHHH,
TJIAaBHO C aNnOyMHH.

buotpancdopMais

PosyBactaTuH nperspnsasa orpaHudeH MetabonnzsM (mpubmusurenHo 10%). In vitro npoy4uBanus Ha
MeTaboIH3Ma C U3MOJI3BAHE HA YOBEIUIKH XEMaTOIMTH MOKA3BaT, 4e pO3yBacTaTHH € C/Iad cyOcTpar 3a
ouToxpoM P450-06ycnorerus metabonuzbM. CYP2C9 e ocHOBHMAT ydacTBaml H30€H3HM, a 2C19,
3A4 u 2D6 ygacTBaTt B no-Manka creneHd, OcHoBHHTE MeTa0OMUTH ca N-Ie3METHI U TAKTOHOBH
meTabonutH. Merabonutet N-me3mernn e npudnuznrenso 50% mo-Manko akTHBER OT pO3yBacTaTHH,
DOKAaTO opMaTa Ha JIAKTOH CE€ CYMTA 33 KIMHHYHO HeakTuBHA, Ha po3yBacTaTiH ce€ OBJDKH IIOBEYE OT
90% ot aktuBHOCTTa Ha mUpKyInpanuds HMG-CoA penykrasen nHXHOHTOP.

EnuMuHupane

[Tpubarzurenso 90% oT n03ata Ha PO3yBACTATHH C€ EKCKPETHPA HENPOMEHEHa BbB (PEKanHHTe
(CBCTOAIO ce 0T abcopOupano U HeabCcopOMpPaHO aKTHBHO BELIECTRO), 8 OCTAHANATA YACT CE OTAC/A B
ypuHata. IIpubnusnrenno 5% ce ekckperupa B HENPpOMEHEH BUA B ypuHaTa. ENMMHHALHOHHUAT
IJ1a3MEH NOMYKHUBOT € 0K0Jo 19 yaca. ENMMHHAIINOHHHAT NIOMYKHBOT HE C€ YBEJIMUABA IIPH I10-
BHCOKH [10341. '€OMETPHYHHMAT cpeieH 1a3MeH KIMPBHC € npubmmsateHo 50 nurpa/yac
(koeduupeHT Ha BapHauma 21,7%). Kakro u npu apyrn unxubutopn Ha HMG-CoA peaykrasara,
YepHOAPOOHOTO 3aXBalllaHe HA PO3YBACTATHH BKIIOuYBa MeMOpanans tpancnoptep OATP-C. Tosu
TPAHCMOPTEDP € BAXKEH 3a YEPHOAPOOHOTO CIIMMUHHpPAHE Ha PO3YBaCTaTHH.

JIMHENHOCT/HEJTHHEIHHOCT
CrucTeMHaTa EKCIIO3HITHS HA PO3YBACTATHH CE YBEJIHYABa MPONIOPIHOHANIHO Ha JO3AaTa. Hsama mpomsna
BbB (PApMAKOKHMHETHUHHTE [IapaMETPH CIIE[ MHOTOKPATHO ©KETHEBHO HO3HPAHE.

CroenyanHi DoNyIalHu

Bn3pacT ¥ moa: Be3pacTra H NOXLT HAMAT KIHHHYHO 3HAYMM ¢eKT BBpXY (PapMaKOKHHETHKATA Ha
PO3YBacCTaTHH IIPH BB3PACTHH. EKCHO3MIMATA IPH JISLA K IOHOIIH C XCTEPO3UIrOTHA (PaMUITHA
XHIIEPXONECTEPONIEMHUA U3MVISKAa oA00Ha MM MO-HUCKA OT Ta3H IPH Bb3PacTHH NALHECHTH C
aucnuimmaeMus (Bx. ,,llequarpudaa nonynanua® mo-goiy).

Paca: ©apMakOKHHETHYHM [TPOYYBAHHA [TOKA3BAT NPUONH3NTEIHO 2-KPAaTHO YBEINYICHHE Ha
cpeaauTe croiiHocTH Ha AUC 1 Cmax npu asmatckaTa paca (AMOHIM, KHTaHIH, QUIAIHHLIM,
BHETHAMUM K KOPEHIM) B CPABHEHHE C IIPEICTABUTEAUTE Ha 0sAnara paca; HHIAHALMTE MOKa3BaT
npubnansuTennol,3-kpaTHo yBenuueHne Ha cpeguute croiiHocTH Ha AUC n Cmax. IlonynaunoHex
(apMaKkOKHHETHUCH aHAIM3 MOKA3BA, Y€ MEXY HHIUBHAKNTE Ha OCMHUTE 1 YCPHUTE rPYIIH HAMA
KJIMHAYHO 3HAYHUMH pa3/iHIHA BLB papMaKoKHHETHKATA.

bripeuna HepocTaTh4HOCT: B NpoyuBaHe NpH NMAIMEHTH ¢ pa3indHa CTENEH Ha 0b0OpevHQ

YBpEXAaHe, ICKOTO 10 yMepeHo Oh0peuno 3aonaBane He € IOBIHAIO Ha IVIa3MECHATa KeHTQgwiising

Ha pO3yBacTaTHH HIH Ha MeTtabonuta N-ge3Mmerin. [TanmenTn ¢ Teskko ypexpane (C F’ {53 ' i 2
Ca UMalI 3-KpaTHO [OBHLIABAHE HA TUIAa3MEHAaTa KOHLEHTPALMA H 9-KpaTHO NOBHILAE 'a %ﬁ
KOHIEHTpaluaTa Ha meTtabonuta N-e3MeTH/I B CpaBHEHHE ChC 3APaBH J0OPOBOIIIIH. FErap




MIA3MEHH KOHIIEHTPAHH HAa PO3YBACTATHH IIPH MALACHTH, NOANOKEHH Ha XeMOAKaIH3a, ca
nprHbmH3nTeEnHO 50% MO0-BHCOKH B CPaBHEHHUE ChC 3/PaBH TOOPOBOIILM,

YeproapoGHa HeAOCTATHYHOCT: B MpoyuBaHe Ipy HALMEHTH ¢ pa3liYHA CTEIIeH Ha YEPHOIPOOHO
YBPEXKIAHE HE Ca NONYYECHH JOKA3aTENCTRA 33 MOBUINICHA €KCIIO3UIIHA Ha PO3YBACTATHH IPH
HALUEHTH ¢ PEe3YNTaTH OT 7 WM NO-HUCKH no ckanata Ha Child-Pugh. Brrpeku ToBa, nsama
[ALKUCHTH C pe3yATaTH oT 8 U 9 1o ckanarta Ha Child-Pugh nokassat ypenuueHne Ha CHCTCMHATa
CKCII03MLIMA HAM-MAJIKO 2 IIETH B CPaBHEHHE ¢ NALHEHTY ¢ no-HUCKH pe3ynrat no Child-Pugh. Hama
OIHT MIPH [IALKEHTH ¢ Pe3yaTaTd Haj 9 mo ckanara Ha Child-Pugh.

I'eneTuunn nmojsaMopduzmu: Paznpeaencuuero Ha BHXHONTOpH HAa HMG-CoA penykrasara,
BKJIFOUHTENIHO PO3YBACTaTHH, BKMOuBa TpaHcnopTaute npoTenHH OATPIB1 u BCRP. Ilpu nanpenTH
¢ SLCOIBI (OATP1B1) w/unu ABCG2 (BCRP) renerHuru nomuMop¢u3Mi ChLIECTBYBA PUCK OT
MOBHIICHA EKCIIO3ULIHA Ha po3yBacTtaTuH. Otaennn nonnMopduzMu Ha SLCO1B1 ¢.521CC u ABCG2
c.421AA ca cBBp3aHH C MO-BUCOKa SKCHO3HIMA Ha posyBacTaTuH (AUC) B cpaBHEHHE C T€HOTHUIIOBE
SLCOIBI1 ¢.521TT nnn ABCG2 ¢.421CC. Tosa cnenm¢uanHo reHOTHITHPAHE HE € YCTAHOBECHO B
KIMHHYHATA NPAKTHKA, HO 33 MAI[MEHTH, 32 KOUTO € H3BECTHO, 9€ UMAT TE3H BHAOBE MOJHMOP(PH3IMY,
C¢ IpenopbiBa I10-HIUCKa JHEBHA J03a Ha Ponymnao.

IleppaTpuuna nonyaamus: /[se papMAKOKHHETHIHH OPOYHMBAHUA C PO3yBACTATHH (IIPHIIOKCH 1107
¢opMaTa na TabICTKH) OpU NEAHATPHYHHA HAIHCHTH ¢ XETEPO3UroTHA HaMIITHA
XHIEPXONecTeponeMus Ha Bb3pacT ot 10 no 17 unu ot 6 no 17 rogunm (o6mio 214 naupenTn)
IIOKA3BaT, Y€ €KCHO3HUMATA IPH NEAHATPUYHH NAHCHTH H3ITIEKAA CPAaBHAMA MITH ITO-HUCKA OT Ta3H
IIPH BB3PAacTHH NaUNKEHTH. EXCroZHUMATa Ha po3yBacTaTHH € MPEABHANMA 10 OTHOIIEHHE HA J034Ta H
BpPEMETO 3a IEPHO OT 2 TO/IMHH.

3.3 Ilpeak/IMHHYHH J[aHHHA 32 0€30MaCHOCT

HpeaxIMHUYHUTS JaHHHA HE TTOKa3BaT 0COOCH PUCK 32 XOpa Ha 0a3zaTa Ha KOHBSHIIMOHAIIHHTE
(apMaKOIOrYHM NpOyYBaHAA 3a 0€30MACHOCT, TEHOTOKCHYHOCT H KAHHEPOTEHEH MTOTEHLIHA.
CrienupUYHH H3CcNeaBaHus 3a Bh3aeicTBue Bbpxy hERG He ca olieHaBand. HexenanuTte peakimy,
KOHTO He c€ HabJoAaBaT NpH KIIMHHYHHTE [IPOYIBAHHA, HO ce HabMIoAaBat Npy >KHBOTHH [IPH HHBA
Ha €KCIO3HLMA, TOAOOHH Ha HHBATA HA KJIMHUYHA €KCIIO3MIIUA ca, KaKTO CJie/IBa: IIPH NPOYYBAHHA 3a
TOKCHYHOCT IIPH MHOT'OKPATHO [IPHUIOKCHHE ca HAONOAaBaHU XHUCTOIIATONOTHYHH IPOMEHH B YCPHHA
1poD, KOUTO BEPOATHO C€ ABIDKAT Ha (apMaKOJIOTHYHOTO ACHCTBHE HA PO3YBacTaTHH, [IPH MUIIKHY,
MIBXOBE H, B [10-MAJIKa CTElCH, ¢ ePEKTH BHPXY >KITbUHHA MEXyp IIPY Ky4YeTa, HO HE H [IPH MAHMYHH.
B nonsnHeHHe, TECTUKYNapHa TOKCHYHOCT € HabMogapaHa [Ipy MalMyHH M KY4JETa [IPH ITO-BHCOKH
no3u. PenpoaykTHBHA TOKCHYHOCT € HAJIMHE TIPY [LTBXOBE, 32 KOETO C€ ChJH 10 HaMaJ/IcHATa
TOJIEMHHA Ha KOTHIIOTO, TETJIOTO Ha KOTHIOTO M MPEXKHBASMOCTTA [IPH HOBOPOACHUTE, Ha0MO aBaHH
IIPH TOKCHYHH 3a MalKaTa J03H, IPH CHCTEMHH €KCIO3HIHAH HAKOJIKO [TBTH Ha/l HUBOTO Ha
TEepPaNiCBTHYHATA €KCITO3HLIHS.

6. PAPMANEBTUAYHHA JAHHU

6.1 CnHcLK HA IOMOIIHHTE BellleCTRA

CobpreBHHa Ha TabmeTkara:
MukpoKpHcTaTHa HenyIo3a

Konmounen 6e3B0a€H CUNUIMEB THOKCH
KpocooBumaon

JlakTO03a MOHOXHIpAT

Marnesues creapar

[ToxpHTHe HA TabaeTKaTa:




XHUIIPOMENO3a

TuranoB quokcun (E171)

JlakTo3a MOHOXHApAT

TpuaueTHH

Awar xenesen okcua (E172) (camo npu Tabnerku o1 5 mg)

Yepsed xeneseH okens (E172) (npu tabnetku ot 10 mg, 20 mg u 40 mg)

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok na rogaocr

30 mecena.

6.4 CroenuajTHM YCAOBHS HA CHLXPAHEHHE

To3u IeKapcTBEH IPOAYKT HE U3MCKBA CIIELHAIHHA YCIIOBHMA 3a ChbXPAaHEHHE.
6.5 BHA M ChABPKAHHE HA ONIAKOBKATA

PuamMupannTe TabNETKH ca OITAKOBaHM B AJTYMHHHMI/aTyMHUHHEBH OIUCTEPH.
IIpeanarar ce kyTHu, chabpkaiin 28 u 30 dunMupann TabneTKH B OMHCTEPH.

He BCHYKH BHIORE ONAKOBKH MOTrat fa 6BaT NycHATH Ha mas3apa.
6.6 ChnennaaHM Mpellla3HH MEPKR NPH H3XBBLPJSHE H padoTa

Hsama crennanHy M3NCKBaHYA.

7. IIPHTEXATEJI HA PASPEINIEHHUETO 3A YIIOTPEBA

{\LKALOID-INT d.o.o.
Slandrova ulica 4

1231 Ljubljana-Crnu¢e, CnoBenns
mMmein: info@alkaloid.si

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Ponynno 5 mg ¢punmupanu tabnetkn  Per. Ne 20180344

Pooyuno 10 mg ¢punmupann tabnetkn Per. Ne 20180345
Ponyuno 20 mg ¢punMupann tabnetkn Per. Ne 20180346
Ponyuno 40 mg dunMupakn tabnerkn Per. Ne 20180347

9. JATA HA II'HPBO PAZPEHIABAHE/IIOJHOBSABAHE HA PAPEHIEHHUETO 3A
YHOTPEBA

Hata Ha mepBo paspemasane: 18.12.2018r.
JlaTa Ha IOCNICAHO MOAHOBIABAHE:

10. JATA HA AKTYAJIN3NPAHE HA TEKCTA

11/2023




