MANLAHATERHA ATEHLING 110 AEKAPCTRATA

KRamxd xapakmepucmuxa Ha npogykma  Fipuackenue 1

KPATKA XAPAKTEPUCTHUKA }MJWQQMKTA/ I />0 /74

Paspeuserue Ne

Pocyxapa 10 mg ¢punmupanu TabneTku LOGOGHHUB N i

—

1. WME HA JJEKAPCTBEHUS MPOAYKT Baxmwmpéj//?/ 27 -07- 103

Rosucard 10 mg film-coated tablets

2. KAHECTBEH U KOJIHYECTBEH CbCTAB

Beaxa punmupana tabnerka ceanpxka 10,4 mg posysacmamun kamyuil (rosuvastatin calciumj, kOHTO
¢ paBeH Ha 10 mg posyBacTaTuH (rosuvastatin).

TTOMOLIHO BELIECTBO € U3BECTHO ASHCTBHUE: JTAKTO3a MOHOXHAPAT.
Pocyxapn 10 mg dunmupana tabnerka ceabpxka 60 mg JJakT03a MOHOXHPAT.

3a OBJIHHSA CIUCEK HA MOMOILHHHTC BCLHICCTBA BHKTC TOUYKA 6.1

3. JEKAPCTBEHA ®OPMA

Dunmupana rabneTka.

Pocyxapa 10 mg dunmipann TabieTKH: CBETI0 pO30BH, QUIMKUPAHH, ETUIICORUAHY, TBOHHO-
H3MbKHANK TaOJICTKH C ZETHTENHA YepTa, ¢ AB/DKHHA 0Koo 8,8 mm u wupoyuHa okono 4,5 mm.

TabneTkara Moxe na Obae pa3zaeneHa Ha OABE PABHH AO3H.

4, KJUHHAUYHH JAHHU

4.1 TepanmeBTHYHH NOKAIAHHA

JleueHHe Ha XUNMEPXONECTEPOIEMHS

BB3pacTHy, IOHOLIM M IEUa HA Bb3PACT 6 M NOBEYe roAvHY ¢ MBPBHYHA XHIEPXONeCTeponeMus (TUn
[la, BKIMOYHUTETHO XETEPOIUTOTHA CEMENHA XHIIEPXONECCTEPONEMHA) HITH CMECSHA AHCTHTHACMHA
(Tun IIb) kaTo TOMBIHEHKUE KbM JHETA, KOTATO OTTOBOPBT HA AHETa U ApYro HedapMaKkonorHyHo
nevenue (Hanp. Pu3HYecKu ynpaxKHeHHA, HaMaJICHME Ha TErN0TO) € HEaJeKBaTEH.

Bb3pacTHH, IOHOLIM M IcAa HA WIIH HAO 6 roAMlIIHA BB3PacT C XOMO3UMIoTHA ceMeiiHa
XHUMEPIUNHAEMUS, KaTO AOMBJHEHHE KbM JUETA H APYTH JieueOHH CpencTBAa 34 HAMANISIBaHEe Ha
munuaure (Hanp. LDL adepesa) unu ako nogoOHH JieueHHA He €A aJeKBATHH.

IlpeBeHUUA Ha KApAHMOBACKYIapHU CHOUTHA

lIIpeBeHUHA HA 3HAYHMU ChPIEYHO-CHAOBH HRUHACHTH NPH NAUMEHTH, IIPH KOKTO C€ OYaKBa BUCOK
PHCK IPH NbPBH ChPASYHO-CHA0B HHUMAEHT (BXK. TOUKA 5.1), KaT0 AONbAHEHHE KbM KOPEKUHUA Ha
APYTH PUCKOBH (paKkTOpH.

4.2 J103HpOBKA A HAYHH HA MPHI0KEHHE

Hpenu 3anoysane Ha JI€UEHUETO, NALHESHTHT TpAOBA 13 ObJS MOCTABEH HA CTAHAAPTHA HAMAIABAILIA
XOJlecTeposia JHETA, KOATo TpAGBa Aa Ipoab/IxY Mo BpeMe Ha nedennero. Jlozara tpabsa 1a ce

WHAHBUAY AMU3Mpa CbOTBETHO 34 LIENITa Ha TeYeHHeTo H OTMOBOPa HA NALMEHTA, KATO C€ H3MOIN3BaAT
AKTYAJTHUTE KOHCEHCYCHH YKA3aHHA.




EU'}HHDBI{H

Jleuenue wa xunepxonecmeponemus

[IpenopbunTEenHaTa Hava Ha no3a € S mg uin 10 mg nepopanyo, €IMH 16T AHEBHO, KAKTO NPH
HEJIEKYBaHH ChC CTATUHH MALMEHTH, TAKa ¥ [PM NAUKEHTH NpEeMHHABAIUHY HA TOBA IEYCHHE OT APYTO €
uaxuburop Ha HMG-CoA penykrasa. JIo3za oT 5 mg Moxke Jia ce MPIWIOKH KaTo ce pasliesy TadneTka
oT 10 mg Ha aABe no AcIHTENHATA MUHHAL

[Ipu u360p Ha HavantHa A03a TpaOBa na ce B3eMe NpeaBHUA MHAMBHAYATHOTC HHBO Ha X0/I€CTEepoia
NpM NauMeHTa U ObACLnA ChbPASYHOCHAOB PHCK, KAKTO W MOTEHLHUATHHR PUCK OT HEXECIIaHH
JIeKapcTBEHM peakunu (BX. Toukd 4.4 1 4.8). Kopexuus Ha 103aTa KbM C/IEBAIIO HHBO HA NO3HPAHE
MO3Ke Jla ce Hanpasu ciied 4 ceIMMIN, aKo € HeoOxoaumo (Bxk. Touka 5.1). B ceetnHnuara Ha
HapacTBaLHUTE Mo Opoii CHOOIIEHHS 3a HEXeTaHH JICKAPCTBEHH peakUMHK IpH 1032 oT 40 mg, B
CpPABHEHHE C NMO-HHUCKKTE J03H ( B3K. ToUKa 4.8), OKOH4ATE/THO TUTPHpPaAHE 10 MAKCHMAJIHATA 1034 OT
40 mg TpsAOBa Aa ce ¥Ma IPeOBHA CaMO MPH NALUUEHTH ¢ TEXKa XUIEPXOIECTEPOJIEMHA U BUCOK
CHPACUHOCHAOB PHCK (0COOEHO NPH TE3M ChC CEMEIHA aHAMHE3A 3a XHIIEPXOJIeCTepOIEMHA ), KOUTO He
MOrat Ja NOCTMTHAT TEPANEBTHYHUTE UeIH ¢ 20 mg, U NP KOHTO MOXE 1a CE NPABH PYTHHHO
npocnepsasane (Bx. Touka 4.4). HabmoaeHue oT clieMaiucT ce npenopb4ea Mpu 3arno4BaHe Ha 103
ot 40 mg.

[Ipegenyust Ha cvpdeuHo-cvOo8U Cobumun
B npoyuBaHus 32 HAMAISBAHE PHCKA OT ChPICYHO-CHI0BH CHOUTHA € H3Mo/I3BaHa J03a oT 20 mg
JHEeBHO (BXK. To4YKa 5.1).

Teduampuuna nonvaaiua
Ynotpedara ot aeua TpadOea na ce H3BBPIUBa CaMo 1104 HAOMOACHUETO HA CIEUHATHCT.

Heya u ionowu na evizpacm om 6 0o 17 zoounu (cmaoui < 1I-V no Tauep)

XeTepo3uroTHa paMuIHa XHIIECPXONeCTEPOIEMHUA

[Ipu neua W IOHOWIM € XETEPO3IUIOTHA PaMHIIHA XUMEPXONECTEPONIEMHA 00UYalHATA JHEBHA 1034 €
5 mg AHERHO.

o [lpu neua Ha BB3pacT 6 A0 9 rOAHHH C XETEPO3UTOTHA (PAMHIIHA XHIIEPXOJIECTEPOIEMHUS
0OMYafHUAT 10308 JUana3oH € 5-10 mg nepopanHo peaHEXK NHEBHO. bezonmacHocTTa U
e(PUKACHOCTTA Ha 034 No-BHMCOKM OT 10 mg He ca NpoyuBaHU NPU Ta3U IMOMY./IALHA.

» [Ipu neua Ha eB3pacT 10 710 17 roruHl ¢ XeTepo3UroTHa gpaMIIHA XUIIEPXOJIECTEPOICMHA
00HYaHHUAT 1030B AHANMA30H € 5-20 mg nepopaiHO BeRHBXK AHEBHO. bezomacKocTra U
edukacHoctTa Ha 4034 HaJ 20 mg He ca MPOYYBAHU NPH Ta3H MOy JIALHA.

Jleuenueto TpabBa Oa ce NpoBeXx/aa criopel] UHAUBUAYANHUA OTTOBOD W NMOHOCHMOCTTA Ha
NEAHATPUIHUTE MAUWEHTH, KAKTO Ce MPenopbuBa OT CHBETHTE 3a MeAHATPHYHO JIEUEHHE (BX.

Touka 4.4). Jleuara u 1oHowWwNTe TpAOBa Ja ObAT NOCTABEHH HA CTAHAAPTHA XONECTEPOI-NIOHKABAILA
JUETa NPEAH NEYEHHETO € PO3YBACTATHH; Ta3H AHETa TPAOBA Ha POAL/IXKHU H N0 BpeMe Ha JICUCHHETO
C pO3yBaCTaTHH.

Xomo3urorsa paMnaHa XMINEPXoIecTePOIeMHA

[Ipu neua Ha Bu3pacT 6 g0 17 roaHHH ¢ XOMO3UTOTHA (PAMHIHA XUIEPXOIECTEPOJIEMHS,
NPenopLYUTEIHATA MaKCHMANTHA n03a € 20 mg BeAHBXK JHEBHO.

[IpenopbyBa ce HavyaHa a03a oT 5 go 10 mg BeAHBX AHEBHO B 3aBHCUMOCT OT Bb3PAacTTa, TerTOTO U
npeau ynotpebaTta Ha cratud. THTpHpaHe 10 MakcuManHaTa go3a ot 20 mg BeaHbX AHEBHO TPAOBA
[a ce MPOBEXKAA B CbOTBETCTBHE C HHAXNBHAYAJIHHUA OTTOBOP H NOHOCHMOCT TIPH NEAHATPHYHH
ManHeHTH, KAKTO € MpenopbYaHo B NMPenophbKUTE 32 Jieuenue Ha aena (Bxk. Touka 4.4). Henara u
IOHOLUMTE TPAORA Aa OBAAT NOANOXKEHH HA CTAHJAPTHA XOAECTEPOJI-IOHIKABALIA ZHETA Npenr
3aNOYBAHE HA NEYEHUETO ¢ PO3YBACTATHH; Ta3K AHETA TPAOBA J1a MPOJB/DKH 10 BpEME Ha JICUEHHE C
posyBactaTHH. iMa OrpaHHveH ONUT C A03H, pa3nnyHK OT 20 mg NpH Tasy NONyaamus.

Tabnerka 40 mg He e noaxoagina 3a ynorpeda NpU NEIHATPHUYHK MALHEHTH.

Heya no-manku om 6 200unu
be3jonacHocTTa H epUKACHOCTTA Ha yrnoTpedaTa npu Aela NO-MAIKHK OT 6 TOIHHH H
[Topazu ToBa ynotpefara Ha po3yBacTaTHH [PH JeLa 104 6 roJuluHa BB3pacT HE



Cmapuecka gvapacm
Hayanza no3a ot 5 mg ce npenops4sa npu NauHEeHTH Ha Bb3pacTt >70 roguun (Bx. Touka 4.4). He ce
Hajlara Jpyra KOpekuMs Ha J103aTa MopaaK BL3pacTTa.

bvoOpeuno yepeacoane

He ce Hanara kopeKuMA Ha J03aTa NpH HalUMeHTH C JIeKO 10 yMepeHo ObOpedHo yBpekKiaHe.
IlpenopbunTenHaTa Ha%aNHa 1032 € 5 mg NpK NaLKAEHTH ¢ YMEPEHO OBOpedHo yBpeKIaHe
(kpeaTHHHHOB KIHPBHC <60 ml/min). Jozata ot 40 mg € npoTHBOIIOKAa3aHa MPH MALMEHTH C YMEPEHO
0b0Opeyno yepexaane, H3non3paHeTo Ha po3yBacTaTHH NMPH NANMEHTH € TEAXKO OBOPEYHO yBpeXKAaHe
€ TIPOTHBOIMOKA3AHC 34 BCHYKH J103H (Bx. Touku 4.3 1 5.2).

Hepruodpobro yapesicoane

Hsma yBenu4aBaHe Ha CUCTEMHOTO Bb3AEHCTBHE HA PO3YBACTATHH NPH NAaLUMeHTH ¢ oueHka no Child-
Pugh ot 7 unu no-uKcka. B ¢bLIOTO Bpeme, NOBHILEHO CHCTEMHO Bb3AEHCTBUE ¢ Habmonasa NpH
uHauBuIH ¢ oueHKH 1o Child-Pugh ot 8 u 9 (k. Touka 5.2). [Ipw Te3n nauuedTH TpsadBa aa ce
o0Chau olieHka Ha ObOpeyHaTa Ppyukima (Bx. Touka 4.4). Hama onut ¢ naameuam ¢ oueHkH no Child-
Pugh nan 9. Po3zypactaTu € NpoTHBONOKA3AH NMPH NAUHEHTH C AKTHBHO YepHoApoOHo 3abonssane
(Bxk. Touka 4.3).

Paca

[MoenleHo cHcTEMHO BE3ACHCTRHE Ce HaONIOgaBa MPH WHAMBHAM C a3HATCKH MPOH3X0L (BX. TOUKH
4.3, 4.4 n 5.2). [lpenoppunrtenHaTa HayajlHa /034 33 MaMEHTH C a3HATCKH mpoM3xo € 3 mg. lipu
TE3U NMAUKEHTH J03a oT 40 mg ¢ npoTHBONIOKA3aHA.

[ enemuuen noaumoppuzem

Iloznatu ca cneupHYHY BUAOBE reHETHYEH TOJIMMOP(U3IBM, KOHTO MOTAT A4 JA0BENAT J0 MOBHILEHA
€KCIIO3HIMA HA PO3YBACTATHH (BXK. TOYKA 5.2). 3a naLMeHTH, 338 KOUTO € U3BECTHO Y€ HMAT TaKbB
CMelnPpUUeH BHO NOITUMOPPHU3IBM, C€ NPenopbyuBa MO-HUCKA JHEBHA 1034 PO3YBaCTATHH.

Hayuenmu ¢ haxmopu Rpeapaznoadeaiiit KoM MUORAMUS

[IpenopruuTeHaTa HaYAIHA 103a € 5 Mg [IPH NAUMEHTH C NPEAPA3NOoNarai KbM MHOMATHA PakTOpH
(Bx. Touka 4.4),
IIpH HRKOM OT Te3M NalMeHTH Ao3a oT 40 mg e NpoTHBONOKa3aHa (BXK. To4Ka 4.3).

Conememeawia mepanus

PosyeacraTtuH e cyOerpar Ha pasmumy Tpancnoptas npoteuads (Hamp. OATP1B1 v BCRP). PucksT
OT MUONIATHA {BKIIOYHTENHO pabaoMHOnK3a) Ce NOBHLLIABA, KOTaTO pO3yBacTATHH Ce IpH/Iara
€/THOBPEMEHHO € ONPEAEIICHH NEKAPCTBEHH MPOAYKTH, KOUTO MOraT Aa [IOBHLUAT NIa3MeHaTa
KOHUCHTPalHA Ha PO3yBacTaTHH IIOPagy B3aHMOACHCTBHE C T€3H TPAHCIIOPTHU NPOTEHHH (Hanp.
HHKITOCIIOPHH U HAKOH MPOTEea3HH HHXUOHUTOPH, BKITHOUYUTEIHO KOMOKWHALIHHE OT PHTOHABHP €
aTa3aHaBHp, NOTTMHABHDP W/WIH THNpPAHABHD, BK. ToUkH 4.4 1 4.5). Koraro € Bb3MOKHO, TPsOBa J1a ce
MMaT APeABUI ATITEPHATURBHM JIEKAPCTRA U, aKo € Heobxoaumo TpAbBa aa ce 0OMHCAH BPEMEHHO
CITHpaHE HA TEpanMATa C po3yBacTaTUH. B cCHUTyalluH, KOTaTo €IHOBPEMEHHOTO MPHIIOXKEHKHE Ha TC3H
NEKApPCTBEHH NPOOYKTH € pO3YyBACTATHH € HEM3DEKHO, M0J13aTa ¥ PHCKA OT ChIIBTCTBALIA TEpanya H
KOPEKILHA Ha 203aTa HA PO3YBACTATHH , TpAOBA BHUMATEIHO 1a ce OOMHUCIAT (BXk. TOuKa 4.5).

Hayun na npunoxeHue
Pocyxapa Moxe 1a ce npueMa 1o BCAKO BpeMe Ha OEHA, Cbc MW Oe3 XpaHa.

4.3 IlporuBonoxazanus
Po3yBacTaTHH € [IPOTHBONOKA3aH:

- [IPH MAUHEHTH CBbC CBPBXYYBCTBHTEIHOCT KbM AKTHBHOTO BEWIECTBO MK KbM HA
MOMOILHHTE BElIECTBA, H30POEHU B TOUKa 6.1,




- [IpH NaUHEHTH ¢ AKTUBHO YepHOLpoOHO 3a00/IsBaHEe, BKIIOYHTETHO HEOOACHHMO,
NMePCHCTHPALLO MOBHIICHHE HA CEPYMHHTE TPAHCAMHWHA3H H BCAKO ITOBHIUCHUE HA CCPYMHA
TpaHCaMHMHa3a HANBUIUABAILO 3X ropHara rpanHia Ha Hopmara (ULN).

- [pH HAUHMEHTH C TEXKO OBOpedno yBpexaane (KpeaTHHMHOB KnupbHC <30 ml/min).

- [pH MAUHEHTH C MUOIIATHA.

- P4 NALMEHTH, TPHEMALILH €0HOBPEMEHHO CodocOyRUP/BETTATACBHP/BOKCHIANPEBHP (BK.
TO4Ka 4.5).

- [PH NALUKHEHTH NOJIYYABALUY €AHOBPEMEHHO [IHKJIOCIOPHH.

- [0 BpeMe Ha OpeMEHHOCT W KbPMEHE U NpH )KEHH BbB (PEPTHIHA BB3pacT, KOUTO HE rpuiarat
aXCKBAaTHHA MEPKH MPOTHE 3a0pEeMEHABAHE.

Jo3ata ot 40 mg e NpOTHBONOKAa3aHA TNPH NMALKEeHTH ¢ (PaKTOpH, Mpeapasnoyiaralid KbM
muonaTHA/pabaoMuosuia. Teszn GakTopH BKIHOYBAT:

- ymepeHo 0bOpeyHo yBpekaaHe (KpeaTHHHHOB KaupbHC <60 mL/min).

- XHMOTUPEOUIHIBM.

- HYHA UMY CEMEHHA aHAMHE3A ¢ HACNEACTEEHH MYCKYJITHH HapyLIEHHS,

- [OpeOXOXKAAlIH aHAMHECTUMHM JAHHH 32 MYCKY/IHA3 TOKCHYHOCT NpH ynotpeda Ha apyr

naxuouTop Ha HMG-CoA penyxkrasa win ¢pudpar.

- 310ynoTpeda ¢ anKoxo.

- CHTYALHH, [IpH KOHUTO MOXKE Ja C€ CTUrHE 20 NOBHILABAHE HA IUTA3MEHUTE KOHIICHTPALKH.

- MAlHEHTH ¢ a3HaTCKH NPOH3X0.

- CBNPOBOXKIALIO H3NOJ3BaHe HA (puOpaTH (BX. Toukk 4.4, 4.5 u 5.2).

4.4 CneunaaHH NpeaAYNPeKACHHS H NpeaNa3Hd MEPKH RPH ynoTpeda

EdexTu pppxy 0s0peunTe

[IpoTeuHypHa, OTKPHUTA CBC CyXa Mpoda H Hail-seyue TyOyapHa Mo Npou3xos, € HabmoaaBaHa npy
NAUMEHTH JEKYBAHH C BUCOKH N03M PO3YBACTATHH, H MO-crienuanHo 40 mg, KbISTO B IOBEUETO
cy4au ¢ MpexogHa 4 HHTepMHTeHTHa. [[poTeHHYpUATa HE € moKa3aia NPOrHOCTHYHA CTOMHHOCT 32
OCTpPO HJIH Mporpecupaino 6b6peuno zabonasane (Bxk. Touka 4.8). Yecrorata Ha cpobluaBaHe Ha
CepHo3HH OpOpeyHr CHOMTHA TIPH NOCT-MAPKETHHIOBOTO IPUICIKEHHE € [0-BUCOKa TpH J103a 40 mg.
Tpabsa na ce NpeUCHM HyXaTa Jia C€ HAMPaBH oueHka Ha ObOpeuHara QPyHKUHA IPH pyTHHHO
Mpoc/ieAARaHE Ha MalUMEHTH JICKYBaHH ¢ 403a oT 40 mg.

EdexTn REpXY KOCTHAaTa MYCKYIATYpa

EdexTute BbpXy KOCTHaTa MYCKYJIaTypa, KATO MUAJITHA, MHONATHA W pAaKoe, pabaoMuoH3a, ca
HaOMOJaBaHH NPH NEKYBAHH C PO3YBACTATHH MALMEHTH APHU BCHUKH JO03H H 0COOEHO NIpH A03H

>20 mg. Mma HabmoaaBaHK MHOTO PAAKO CIIyYaH Ha pabaoMHONIN3a MPH M3NON3BAHE HA €3€THMHD B
koMOuHauus ¢ HHXHOUTOpH Ha HMG-CoA penykrasa. @apMaKkoJHHAMHYHO B3aHMO/ICHCTBHE HE
MOKe Aa 0bA€ H3KIMoYeHo (BX. To4ka 4.5) U Npy KOMOMHHPAHOTO MM H3IOA3BAHE TPAOBA Ja ce
NOJAX0KIa BHAMATENHO.,

Kakto npu octananiute vuxuburopu Ha HMG-CoA peaykrasza, chobiaBanaTa yecTora Ha
padIoMuOIIH3a, CBbP3aHa ¢ PO3YBACTATUH NPU NOCT-MAPKETHHIOBO NMPWIOKEHHE, € NO-BUCOKA HPH
no3a 40 mg.

MuacTeHus rPaBuC
B HAkKonkKo coavuas c¢€ choOllaBa, Y€ CTATUHHUTE HHAVUIMpaT de novo WIH BJIOWABAT Bedc

CHIUISCTBYBALLA MHACTEHHSA aBMC MWJIM O4Ha MuacteHusn (B, Touxka 4.8). [IpHnoXKEeHHETO HA
Pocykapn 1pabBa Oa ce cnpe B coyvaid Ha BAOIIABAHE Ha cUMNTOMUTE. MMa cpo0iueHHd 3a pCUMANB
npu (MOBTOPHO )} NPUAATAHE HA ChINHA HJIH PA3JIHNEH CTATHH.

KonuvecTseHO ONpenesiHe Ha KpeaTHHHHKKHA3A
KpearnHunkpHaza (CK) He TpadOBa aa ce u3Mepea el PU3HUYECKC YCUAHE HWITH TIPH HATHYHE

NpHEMJIHBA AJITEPHATHBHA NpUYHHA 3a nosrHlwasaHe Ha CK, koero Moxe na 06bpka

HHTEPNPETHPAHETO HA pe3yntata. Axo HuBaTa Ha CK ca 3HaYMTEIHO MOBHILCHH CIIp
(>35xULN), Tpa0Ba 1a ce HanpaBd U3CIeaBaHe 3a MOTBBpKIaBaHe 40 5-7 AHH. AKO
v3ciensaHe NOTBbPAX, Ye HauanHarta CK >5xULN, neuenue He TpsabBa aa ce 3ano




Ilpeau neycHue
Po3yBacTaTHH, KakTo 4 ocTaHankTe vHxnoutopu Ha HMG-CoA peaykTasa, TpAaOBa oa ce H3MHCBAT

BHUMATEIIHO IPH NALNEHTH C Npeapasnonaraluy GakTopy KbM MHonaTHa/pabgoMHonnsa. Tesn
thakTOpH BKIIOYBAT:
— OBOpeuHO yBpEkaaHe.
—  XHIOTHPEOHIHIBM
— JMYHA WM ceMeiiHa aHAMHE3A ¢ HAaCNEACTBEHH MYCKYJIHM HAPYIICHUS.
—  [peAXOKAalld aHAMHECTHYHH AAHHM 33 MYCKYJIHA TOKCHYHOCT NMpH yNoTpeba Ha Apyr
nexuouTep Ha HMG-CoA peaykraza unu ¢gudpar.
—  3MoynoTpeda ¢ akoxol.
— Bb3pact Han 70U rouHu.
—  CUTYAIWH, NpHd KOUTO MOTAT 4a C€ CTHTHE A0 MOBUINABAHE HA [UTa3MEeHaTa KOHLEHTpalus (BX.
Touku 4.2, 4.5 n 5.2).
— €IHOBPEMEHHO H3MON3BaHE HA (pubdpaTh.
Ilpu TakuBa MaUHEHTH, PUCKET OT JICHEHUETO TpAOBa /1a € MMa NPEABU/ BbB BPB3KA C Bb3MOXEH
OslaronpusTeH edekT M ce Npenopb4Ba KIHHWYHO HabmoneHue. Axko CK HMBaTa ca 3Ha4HTEIHO
MOBUUWEHHK cnpaMo HavanHuTte (>5XULN), neuenune He TpsbBa aa ce 3anoysa.

Iipu mpoaBIOKABALLO JIEIEHHE

[TaunenTture cieasa na 661aT MOMOSEHH He3abaBHO Na YBEZOMABAT 33 HeoOsSCHHMA MyCKYJIHa DoJika,
CIabOCT WITH IbpPUYOBE, OCOBEHO AKO Ca CBbpP3aHH ¢ 00110 HEpa3noaeKEHHE H BHCOKA TEMIICpATYpa.
[Ipu Te3n naumentu Tpadea oa ce onpeaesnst HuBara Ha CK. Jleuenuero Tpsabea na obae
npeycTaHoBeHo, ako HUBaTa Ha CK ca 3HayuTenno nosuueHd (>5xULN) uau Korato MycKyTHHTE
CUMIITOMHM €A TEXKH H eXXEIHEBHO NMPUYHHIBAT JuckoM®opT (Hopu ako HuBaTta Ha CK ca <5x ULN).
AKO cuMnTOMMTE OpeMuHaT u HHBaTa HA CK ce BbpHAT KbM HOpMA, TPAOBa 1a ce NpeLeHH
BIJIIOYBAHETO OTHOBO HAa PO3YyBACTATHH WH alTepHaTHeeH UHxuouTop Ha HMG-CoA penykTasa B
Hall-HHCKHTE 03U, MpY HenpeKEeCHaTo Ha0moaeHue, PyTuHHo MmoHHTOpHpaHe Ha CK HuBaTa npu
ACUMNTOMATHYHHK NALMEHTH HE e onpaegaHo. MMa MHoro peaks Jok1aau 3a MMYHOMEAMHMpPaHa
HeKpoTH3upaua muonatha (IMNM) no BpeMe Ha WM ¢/1€1 JIeueHHE CbC CTATUHH, BKIMIOYHUTEITHO
po3yBactaTUH. IMNM KIHHUYHO Ce€ XapaKTepH3UPa ¢ MPOKCHMAJTHA MYCKYJIHA CIadOCT W MOBHUIEHH
CEPYMHH HHBA Ha KpeaTHHWHKHHA3aTa, KOETO NMEPCHCTUPA, HE3ABHCHMO OT CIIMPAHETO Ha ICYEHUETO
ChC CTATHHHU.

B KIHHUHHEA U3NUTBaHMA HAMA J@HHH 3@ NOBHUIIEH eeKT BBPXY KOCTHATa MycKY/IaTypa NPU MaTbK
OpOH MauMEHT, KOUTO Ca MOJyYHIM PO3yBacTaTHH M CBIIPOBOXKAaLNO JieueHue. MMa, obade, MOBUILIEHA
YECTOTa Ha MHO3HT M MHOTIATHA NMPH MAUMEHTH JIeKyBaHH ¢ ApyTH nHxudburopn Ha HMG-CoA
pelyKrasa 3a¢JHO ¢ [MPOU3BOAHH Ha PpubpaTHa KHCENMHR, BKIIOYHTEIHO TEMHPHOPO3HTI,
HHKJIOCTIOPHH, HHKOTHHOBA KHCETUHA, a30JI0BH MPOTHBOMbOMYHUY NPORYKTH, MPOTEA3HU HHXHOUTOPU
H MAKpPONMIHH aHTUOHOTHLM. ['eMHpuOpoINa MOBHILIABA PHCKA OT MHONATHS, KOraTo ce npunara
eIHOBpeMeHHO ¢ HAkod UHxuOutopu Ha HMG-CoA penykra3a. [Topand ToBa kOMOHHHPAHETO Ha
po3ysacTaTHH H reMuubpo3ut He ce npenopbusa. [lonsaTa oT AOMBIHUTEHA IPOMAHA HA
NMUNUIHUTE HHRA ¢ KOMOMHHPAHOTO H3MON3BAHE Ha pozyBacTatuu ¢ GudpaTv UK HUaLKH TpAdBa
BHHUMATEJTHO [a C€ MpPeTErId Cpeilly MOTEHIIHAIHHA PUCK NPH nmoaoOHH KOMOHHALMU. [lo3aTa oT

40 mg e npoTHROMOKA3aHA MPU eNHOBPEMEHHO W3NRoa3BaHe Ha PUOpaT (Bxk. Touku 4.5 u 4.8),

Pocykapn He TpAbBa na ce nIpHara eAHOBPEMEHHO ¢ y3UA0RA KHCEITHHA 33 CUCTEMHO PHIOKEHHE
WM B paMKHTE Ha 7 OHH Clel CnuHpaHe Ha NEHEHUETO ChC Qy3naoBa kucenuHa, Hpu nauueHTH, npu
KOHTO CHCTEMHATA Tepanus Ha Qy3HA0Ba KMCEIMHA C€ CYUTA 33 OCHOBHO, JIEYEHHETO ChC CTATUHHU
TpsOBa Aa OB NpeyCcTaHOBEHO MPe3 LET NEPHON Ha NTeyeHue cue Qy3uaoBa kHcenHna. Mma
CBOOLUEHHA 3a CTyvyaH Ha pabmoMuonu3a (BKIHOUUTENHO C NETANSH W3X0A) TIPH NAUUSHTY, Npyuematiu
tby3unoBa KMCENWHA ¥ CTATHHH B KOMOHHaLWMA (BXK. Touka 4.5). [laupeHTsT TpaOBa Na Obae
NOCBLBETBAH A4 MOTHPCH HEe3abaBHO MEIMIIMHCKA MOMOLI MPH BbIHHKBAHE HA CUMIITOMATHKA KaTo
MYCKYJTHa c1abocT, GOMKH WIH 4yBCTBUTENHOCT. TepanuATa ChC CTATHHH, MOXE J1a Obae
BB3CTAHOBEHA CEAESM IHU CIIEN NoCcneaHaTa 103a Ha dy3uaosa kucenuua. [Ipy w3kmo e\@&}“
00CcTOATENCTBA, B KOMTO € HEOOXOAHMO TIPOABIKHTE/THO CUCTEMHO MPUIIOKEHUE HA

KHCE/1MHA, HAlIPHMEP NPH JICYeHHe Ha TEXKKY HHPEeKUHH, HeOOX0AHMOCTTA OT €IHO




npujarade Ha Pocykapa v ¢dy3uagoBa kucelimHa TpabBa na ce 0OMHUCIIM MPH BCEKH CITyYaH H NTPH CTPOT
METUUHHCKH KOHTPON.

PozyBacTaTHH He TpAdOBA A2 C€ W3MO0I3BaA NP MALIMEHTH C OCTPU, CEPUOIHH CBCTOSHHUA, KOUTO
MpeAnoNaraT MMONATHUA HIIK NpeApa3oNaraT KbM pa3BUTHETO HA OLOpEeYHa HEAOCTATHYHOCT
BTOPWUYHA cnef padaomMuoan3a (KaTo Cencuc, XHIMOTOHU, roJiiMa ornepauys, TpaBMa, TeXKKH
MeTaOOTHTHH, eHIOKPHHHH U ENEKTPOMUTHH HapyUIeHUs WIW HEKOHTPOJIHPAHU I'bPYOBE).

TeXKH KOXHH HEXKETaHH peakLHH

TexxK KOKHYM HEXeJIaHH peakLHy, BKIIOYKTENIHO CHHAPOM Ha Stevens-Johnson (SJS) v nekapcraeHa
peakuus ¢ eo3uHoPuIMa H cucteMHl cuMnToMH ( DRESS), kouto morat aa Opaar
)KMBOTO3ACTPAIABALM WIH C JIETANEeH M3X0M, ¢a AOK/IAJBAHU NMPH ynoTpeda Ha posyBacTaTuH. [lo
BpPEME HAa HA3HAYABAHETO MY, MAalLMEHTHUTE TpAOBa a2 ObAaT HHGOPMHPAHH 34 MPH3HALMTE H
CHMIITOMHTE Ha TEXKH KOKHH peaki[WH 4 a ObaaT BHUMATEIHO HAOMmoaaBalu. AKo ce NOABAT
NPH3HALM K CHMIITOMH, NPEANOIAralii Ta3u Ppeakiui, ieueHueTo ¢ Pocykapn Tpabea HezabasHO 1a
ce NpeyCTAHOBU H [1a ce 0OMHCIH aNTepHATUBHO JIEHMEHHE.

AKO MallHEHTBT € pa3BuiI cepro3Ha peakuud kato SJS unu DRESS npu ynotpebara na Pocykapa,
nederneTo ¢ Pocykapa He TpaOBa HHKOra ga ce MOIHOBABA NMPH TO3H TALHEHT.

Edextn Bbpxy yepHusa apod

Kakto 1 npu octaHanute uuxuburopun Ha HMG-CoA penykrasa, po3yBacTaTHH TpsOBa 1a ce
M3MON3Ba BHUMATENHO [IPY MANMEHTH, KOMTO KOHCYMHPAT 3HAUMTEIHH KOMTHYECTBA AIKOXO0J WHIH
MMAaT aHaMHe3a 3a YepHoApoOHo 3a0omaeane. [IpenopbunTenHo € YepHoapobHaTa (PyHKUMA Ja Ce
H3CNEBa MPEAR U 3 Mecella cNe/| 3anouBane Ha JieYeHHe ¢ po3yBacTaTUH. PozyBactaTuH TpadBa na ce
CIIpE HJIY [103aTa [1a Ce HaMaJli, AKO HUBOTO Ha CEPYMHHTE TPAHCAMUHA3H € 3 IThTH MO-BHCOKO OT
rOPHATA rpaHULa HAa HopMaTa. UecToTaTa Ha ChOOLLARAHE HA CEPUO3HU UEPHOAPOOHH CHOMTHS
(BKIFOYBAINY OCHOBHO MOBHILEHH YEPHOAPOOHH TpaHCAMKHA3H) TIPH NOCT-MAPKETHHIOBOTO
NIPHAOKEHHE € MMO-BUCOKa TIpH no3a 40 mg,

[Ipn naumeHTy ¢ BTOpHYHA XHIEPXONeCTEPOJeMHA MPHUHHEHA OT XMIIOTHPEOUAN3IBM HITH
He()poTHHEH CHHAPOM, NIOIIeXaLIoTO 3a0onaBane TpAOBa Ja ce IeKyBa [pedH a ce 3a[04He JIeUeHHe
C PO3yBaCTaTUH.

Paca
DapMakOKUHETHYHHTE NPOYUYBAHHMA NOKA3BAT MOBHUIEHO BB3ACHCTBHE MPH HHAUBHIK C a3HATCKH
IPOH3XOJA B CpaBHEHMKE C Te3H OT OsAnaTta paca (Bxk. Toukn 4.2, 4.3 u 5.2).

HpoTteainn HHXUOHTOPH

IToBHIIEHA CHCTEMHA eKCMO3MUKMA Ha pO3YBAacTaTUH ¢ Ouna HabnlogaBaHa NpH NaUHEHTH,
MOMY4aBALLH PO3YBACTATHH eAHOBPEMEHHO € pa3/IMMHH NPOTEa3HH HHXHOWTOPH B KOMOKHALHA €
pUTOHABHP. TpabBa na ce 0OMHCIH KAKTO NOJI3aTa OT JHMHAONMOHHKABAHE Ype3 yrnoTpebara Ha
po3yBacTaTHH NMpu nauneHTn ¢ HIV, nosyuasaiuu nporeasny HHXUOHUTOPH, Taka U MOTEHLHANA 32
MOBHMILIEHA ILIA3MEHA KOHLUEHTpALUS HA pO3YBACTATHH, KOTATO €€ 3al104Ba Tepanus 4 ce MOBHILABA
A03aTa Ha PO3yBACTaTHH NPH NaUMEHTH, REKYBAHW ¢ NpoTeasHU HHXUOUTOpH. EnHOBpeMEHHOTO
MPHIOKEHHE C MPOTEa3HH HHXHOKUTOPH HE CE MPENOpbYBA, OCBEH AKO 103aTa HAa po3yBacTaTHH He CE
Kopurupa (Bx. Touku 4.2 u 4.5).

HurepcTtninando SenoapobHo 3abonaBaHe

CrofluasaHH ¢a OTACIHM Cy4YaH Ha HHTepcTHUMATHO BenoapobHo 3abonasale npu ynotpeda Ha
HAKOH CTATHHH, 0COOSHO NMpH NMPOIBIKHTENIHA Tepanua (BxXK. Touka 4.8). [IpeacraseHnTe benesu
MOTAT 12 BK/IIOUBAT 3aTPyAHEHO JHIIAHE, CyXa KallMLA U BIOLUABAHE Ha 3/IPABOC/IOBHOTO ChCTOSHHE
(oTmagHAIOCT, 3aryba Ha Terno, TeMNeparypa). AKo ce Noao3upa, 4e MaUVEHT pa3BHBA
HHTEPCTUUHATHO OenoapolHo 3a00n9BaHe, IEUEHHETO CbC CTATHH TPAOBaA Ia Ce npeyCTaHOBH.

3axapeH zHabet
Hsxou noka3aTencTsa BHylLIAaBaT, 4¢ CTATHHHMTE KaTO K1ac MOBHIIABAT HHBOTO HAa KPh
MpH HAKOH MaLLHEHTH, U BUCOK PUCK OT Obaewy amadeT, MOrart Aa A0BeaaT JIo XKnepr.
ca onpeneneHd GOpMaTHU Py Npu auabet. To3u puck, obave, ce KOMIIEHCHpa O



CBAOBHS PUCK ChC CTATHUHH U HEe TPAOBa Na OBJE IPHYHHA 32 CTIHpaHE Ha JIEUEHHETO ChC CTATHHH.
[TaureHTH ¢ prck (IMOKO3a Ha raagHo ot 5,6 xo 6,9 mmol/l, U'TM > 30 kg/m?, nosH1eHM
TPUrNHUEPHIN, XHIIEPTOHHA) TpA0Ba Aa C€ NPOCHEIABAT KIHHHYHO H TabopaTOpHO B ChOTBETCTBHE C
HallMOHATHUTE PLKOBO/ICTBA.

B m3nurBaneto JUPITER noxknagsanara cpenHa gectoTa Ha 3axapeH aHader ¢ 2,8% npu

pO3YRacTaTHH W 2,3% npH nnauebo, rMaBHO NpY NaLKMEHTH ¢ HUBO HA IJHOKO3aTa Ha TNagHo oT 5,6 1o
6.9 mmol/l.

[leavaTpHyHa OoMynaums

OueHkaTa Ha THHEHHOTO MOBHINABAHE Ha pbCT (BHCOMMHA), Terno, BMI (mHnexe Ha TenecHaTa mMaca),
¥ BTOPHYHHTE MTOJIOBH DENes3y npy NeAUaTpU4HU NALUMEHTH Ha BB3PACT OT 6 10 17 rofHHH,
OorpaHHYaBa ynotpedata Ha po3yBacTaTHH 10 2 roauHH. Cnea 2 roguilHo IeYeHHe B NPOYYBaHeTo,
e(exTu BEPXY PBCT, Terno, BMI uiau no;10B0TO Ch3pARAHE HE Ca OTKPHTH (BXK. ToUKa 5.1).

[Ipy KTUHUYHHTE H3MHTBAHUA NMPH AELA H OHOWH, NPHEMAIIX po3yBacTaTHH 3a 52 CeAMMIH, HIBATA
HA KpeaTHHKHMHAa3aTa ca > 10xULN 1 MyCKyJIHN CUMIITOMH CI€A, TPEHUPOBKA UMW NMOBUIIICHA
du3nMecka aKkTUBHOCT ¢e¢ HAbmonaeaT no-4€CcTo B CPaBHEHHUE ¢ KTMHHYHUTE MPOYYBAHKA MPH
BB3PACTHH ( BXK. TOUka 4.8).

IIoMOLIIHW BENIECTRE

[IpomykThT ChABPKA NaKTO3a MOHOXUAPAT. [lalHeHTH C pelKH HaCNE/ACTBEHH IPOOIEMH Ha
ranakTo3Ha HENOHOCHMOCT, OO TAKTO3eH Ae(PHLIMT HIIH MII0K030-TalakTo3Ha ManadbcopOLus He
TpsAOBa Aa NMpuUeMar TO3H MEIHKAMEHT.

Toga nexkapcTBO ChABPXKA [MO-Manko oT 1 mmol Harpuit (23 mg) B TabneTka , T.€. MOKE 12 Ce KaKe, ue
MPAKTHYECKH HE ChABPXKA HATPHIA.

4.5. BiaumoneicTBHE ¢ Apyry JeKAPCTBEHH NPOAYKTH H APYTH POPMH HA B3aHMOIEHCTBHE

Edext Ha enHOBPEMEHHO NPHIOKEHM JICKAPCTBEHH IPOAYKTH BEPXY PO3YBACTATHH

Huxubumopu na mpancnopmuume Rpomeunu

PosyBacraruH e cyGeTpaT Ha HAKOHM TPAHCIIOPTHH NPOTEHHH, BKNIOYHTENHO YepHOAPOOHNA BITCHK
tparcnoprep OATP1B1 u ednykc tparcoprepa BCRP. EnnospeMeHHoTO NpUlio’kKeHHE Ha
pO3YBACTATHH C JIEKAPCTBEHH NPOAYKTH, KOUTO ¢4 HHXUOUTOPH HA T€3H TPAHCIOPTHH NIPOTCHHH

MOXE J1a JOBEAC J0 MOBHIIABAHE HA NAA3ZMEHATA KOHLEHTPAUMSA HA PO3YBACTATHH H MMOBHIIECH PHCK OT
MHOMATHA (BK. ToOUkM 4.2, 4.4 u 4.5 Tabavua 1).

Hurarocnopun

[Tpu enHOBpeMEHHO MPHIOKEHHE HA PO3YBACTATHH H HHKIOCNOPpHH, cTofiHocTHTe 32 AUC Ha

pO3YBAcTaTHH ca Cpe/HO 7 IMbTH MO-BHCOKH OT HaOOAaBaHHTE MPH 30paBU A0OPOBOIHK {BXK.

Tabnuua 1). Po3yBacTaTHH € NpOTHBONMOKA3aH NPH NaUHEeHTH, KOUTO €IHOBPEMEHHO NPHEMAT

LUKNOCHOPHH (BXK. TOUKa 4.3). EAHOBpEMEHHOTO NPHIOKEHHE HAMA €(eKT BbpXY MIIa3MECHHUTE
KOHUEHTPAIHH Ha LIMKJIOCITOPHH.

fIpomeasnu unxubumopu

BoIpeku ye TOUHHAT MEXAHH3IBM Ha B3aUMOACHCTBHUE HE € U3BECTEH, EAHORPEMEHHOTO MPHUI0KEHHE
C IpOTEa3eH MHXUOUTOP MOKE PA3KO 1a MOBMIIIK eKCNO3HUMATA HA po3yBacTaThH (BxK. Tabnuua 1).
Hanpumep, BEB papMaKOKMHETHYHO H3MMTBAHE, SAHOBPEMEHHOTO NpUIomkerHe HAa 10 mg
pO3YBAacTATHH H KOMOWHHPAH TIPOAYKT, ChCTOsL] CE OT IBa NpoTeasHl uuxuburopa (300 mg
atazaHasup/100 mg puToHaBup) npH 3ApaBH 10OPOBONIH, c€ aCOLUKHPA ¢ NPUOIHIHTEIIHO TPHKPATHO
1 ceneMKpaTHO nosuiuasane Ha AUC H Cnax Ha po3yBacTaTHH ChOTBETHO. ETHOBPEMEHHOTO
NPHJICKEHHE Ha PO3YBACTATHH M HAKOH KOMOHHALIMM OT MPOTCA3HH HHXHOUTOPH MOXE 03 Ce
OOMHCIIY Cnie BHUMATETHO NpElERsBaHe Ha KOPEKIWHTE Ha 103aTa PO3yBacTaTHH, Ha 0a3a Ha
04aKBaHOTO MOBHILEHHUE B eKCIOINIMATA Ha pO3YBACTATHH (BX. ToukH 4.2, 4.4 n 4.5 Tabusuua 1).

lemtpubposun u opyeu namarasauu IUNUOUME FPOOYKMU
ENHOBPEMEHHOTO MPUNOXKEHHE HAa pO3yBacTaTUH U reMuOpo3un BOAH 10 2-KpaTHO Hap
Cimax # AUC Ha po3yBacTaTuH (Bx. Touka 4.4). Criopel JaHHUTE OT MPOYYBARMATA HA C
B3aWMOEHCTBHE, HE C€ 04MaKBa (PapMaKOKWHETHYHO 3HAYMHMO B3aHMONEHCTBYE, HO MO



¢apmakoauHamMu4HO B3aumosaeicTeue. ['empudbposun, peropudpar, apyru puOpaTi U HamMaIaBalLM
NUIMUIANTE 103U (> unu paBHO Ha | g/neH) HMaUMH (HUKOTHHOBA KUCEIMHA) MOBHIIABAT PHCKA OT
MHOMATHA, KOTaTo Ce npuaarat eaHoBpeMeHHO ¢ HHXxuoutopn Ha HMG-CoA penykrasa, BEpOATHO
Mopaad TOBA, Y€ MOrar J1a Mpeau3BHKaT 110sBaTa Ha MHOMATHS [TPH CAMOCTOSATESTHO NMPHUII0KEHHE.
Jlo3arta ot 40 mg e npoTHBOMOKa3aHa NMpU €IHOBPEMEHHO M3Moa3BaHe Ha Gubpat (BXK. TOUKH 4.3 U
4.4). Te3n nauMeHTH CbLIO TPAOBA /1 3aMOYHAT C /1032 OT 5 mg.

Ezemumu6

EnnospemeHHoTo npunokenue Ha 10 mg po3yBactatud u 10 mg esetumud sBoam a0 1,2 nbTH
nosuiaBase B AUC Ha po3yBacTaTuH NpH MauMeHTH C Xunepxonecreponemus (8. Tadauua 1). He
MOe, obaue, na Obae u3KIoUYeHO hapMaKOAHHAMHUYHO B3aHMOAEHCTBHE, B CMUCHJT HA HEXKE/IaHH
JIEKApPCTBEHH peaKkLuH (BxK. Touka 4.4).

Anmuayuou

EnHOBpeMEHHOTO NMpHIIO)KEHHE HA PO3yBAaCTaTHH W AHTHALM/IHA CYCTIEH3Hs, ChAbpiKallla aTlyMHHHEBA
W MarHe3WeBa OCHOBA, BOJH /10 MOHMKEHHE HA IUIA3MEHUTE KOHLUEHTPALMK Ha PO3YBAaCTATHH C
npubimsutento 50%. To3u edekT ce HamansBa NpH NPUIIOKEHHE HA aHTHaLKaa 2 yaca ciel
po3yBacTaTHH. KJIMHHYHOTO 3HaueHne Ha TOBA B3aMMO/IECTBHE HE € YCTAHOBEHO.

Epumpomurun

EQHOBpEMEHHOTO NMPUIIOKEHHUE HA PO3YBACTATUH U EPUTPOMMLMH BOIAHU 10 20% MOHMKEHHE Ha
croiiHocTHTe HAa AUC 1 30% noHmwxkeHune Ha Cray 32 po3yBacTaTiH. ToBa B3aMMOIEHCTBHE MOXeE aa €
B pe3y/ITaT HA YCKOPEH MOTHUJIMTET HA YepBaTa, NPUYUHEH OT EPUTPOMHILIMH.

L{umoxpom P450 enzumu

Pesynrarure oT npoy4BaHUATA iR Vilro W in vivo NOKa3Bar, Y€ po3yBacTaTHH HE € HUTO HHXHOUTOD,
HUTO MHAYKTOP Ha UMTOXpOoM P450 u3oensumu. OcBeH TOBa, po3yBacTaTHH € c1ab cyOCcTpar 3a Te3u
n30eH3umMH. Cre1o0BaTeHO IEKapCTBEHH B3aMMOAEHCTBHSA pe3ynTar oT uutoxpom—P450 Meauupanus
MeTabonn3bM He ce ouakBaT. He ca HaOnonaBaHu KIMHMYHO 3HAYMMHU B3aUMOJIEHCTBHA MEXY
po3yBacTaTuH H ¢urykonason (uaxudoutop Ha CYP2C9 u CYP3A4) niu keTokoHa30J1 (HHXHOMTOP Ha
CYP2A6 u CYP3A4).

Turazpenop

Tukarpenop Moxe 1a nosnuse 6b0peyHaTa eKCKpeums Ha po3yBacTaTHH, YBeJIM4aBaiKH pHUCKa 3a
HaTpyIBaHe HAa po3yBacTaTUH. BbNpeku ye TOUHUAT MEXaHU3bM HE € U3BECTEH, B HAKOH CITyyau
eIHOBpEMEeHHAaTa ynotpeda Ha TUKAarpesop W po3yBacTaTHH BOJHM 10 HamMaJiiBaHe Ha ObOpeyHaTa
(GyHKUMs, NOBUILEHO HUBO Ha KpeaTHHKKHHA3a (CK)u pabaomuonusa.

Bsaumoodeiicmaus, koumo usuckeam Kopexyus Ha 003ama Ha poysacmamun (8xc. cvuyo Tabauya 1)
KoraTto e He00X0a1MMO po3yBacTaTHH [1a Ce MpUJIara eJHOBPEMEHHO C APYTH NeKapCTBEHH MPOAYKTH,
3@ KOWTO € U3BECTHO, Y€ MOBHIIIABAT EKCMO3MLIMATA HA pO3yBacTaTHH , 103aTa HAa po3yBacTaTHH
TpadBa Jia ce Kopurupa. 3ano4sa ce ¢ 103a po3yBacTaTHH OT 5 Mg BeIHBX AHEBHO, aKO 0YAaKBAHOTO
nosulueHue Ha excno3uuusaTa (AUC) e npuOGIN3UTENTHO ABYKpPAaTHO HIIM Mo-royisMo. MakcumManHara
JHEBHA /1032 pO3yBacTaTHH TpsAOBa 1a ObJe KOpHrupaHa Taka, 4ye Ja HaMa BEpOATHOCT O4YaKBaHaTa
eKCIO3MUMA Ha pO3yBAacTATHH J1a HaJABULIK Ta3u Ha 40 mg AHeBHA 1032 po3yBacTaTHH npuera 0e3
B3aMMO/IEHCTBALIH JIEKAPCTBEHH NMPOIYKTH, Hanpumep 103a 20 mg po3ysacTaTtiH ¢ rempuodposun (1.9
MbTH NOBHIIEHHKE), U 1032 10 mg po3yBacTaTHH B KOMOMHALMA ¢ aTa3aHaBHp/pUTOHABHP (3,1 MbTH
MOBHUILEHHE).

Axo ce Habmo/aBa, ye nekapcTBeH npoayKT nopuiuasa AUC Ha po3yBacTaTHH 10-MaJIKO OT 2 MbTH,
HauyajHaTa J103a He TpA0Ba na ce HaMansABa, HO TPAOBA Ja Ce MoAX0XK/1a C BHUMAaHHE, aKo [103aTa Ha
poO3yBacTaTHH ce noBuuasa Haa 20 mg.

posyBactatuH (AUC; B Hu3x0oaswWw pen) ot myOJMKYBaHH KJIMHUYHHU NIPOYYBaHHS.

[ToBumasane Ha AUC Ha po3yBacTaTHH 2 NbTH HJIH NOBeYe OT 2 NbTH




J1o30B PEKHM HaA B3aHMO/IEeACTBALIIOTO JEKApPCTBO

Codocdysup/sennaraceup/Bokcunanpesup (400 mg-100
mg-100 mg) + Bokcunanpesup (100 mg) BeaAHBK AHEBHO
3a 15 aHu

Linknocniopun 75 mg aBa bt AHeBHO 10 200 mg aBa
MbTH HA J€H, 6 Mecela

HMapomnytamua 600 mg aBa mbTH HA [IeH, 5 THU

Peropadenud 160 mg, Benubx aHeBHO, 14 1HM

ATazanaBup 300 mg/putonaBup 100 mg BeaAHBK JAHEBHO,
8 IHU

Bennataceup 100 mg BeAHBK IHEBHO

OmOuTtacsup 25 mg/napuranpeup 150 mg/ puroHaBup
100 mg Beauwxk nHeBHo / aazabyeup 400 mg 2 nbTH
NHEBHO, 14 nHHU

Tepudnynomun

['pazonpesup 200 mg/endacsup 50 mg BeAHBK AHEBHO,
Il n1Hu

[ nexanpesup 400 mg/nudpenraceup 120 mg BeaHbxk
JHEBHO, 7 IHH

JlonunaBup 400 mg/puronasup 100 mg aBa NbTH Ha AEH,
|7 num

Kanmatuuu6 400 mg nBa nbTH Ha J1eH

Knonunorpen 300 mg HaTtoBapBauia 103a, NocjieaBaHa oT
75 mg Ha 24 yaca

®ocramatuau® 100 mg nBa nbTH Ha J1eH

®edykcoctat 120 mg BeaHbK THEBHO

["'empudpo3un 600 mg nBa nbTH HA OeH, 7 AHU

J1o30B pexHM Ha
PO3yBACTATHH

10 mg eqHoKpaTHa
no3a

10 mg BeaHbXK
nHeBHO 10 auum

5 mg, eIHOKpaTHa
103a

5 mg, eAHOKpaTHa
nosa

10 mg, eaHOKpaTHa
ao03a

10 mg, enHokpaTHa
no03a

5 mg, eqHOKpaTHa
a03a

He e HasimueH

10 mg, enHOKpaTHa
n103a

5 mg BEAHBK
JIHEBHO, 7 JIHH

20 mg BEAHDBK
JIHEBHO, 7 JAHH

10 mg, enHokparHa
no3a

20 mg, eqHOKpaTHa
n03a

20 mg, e1HOKpaTHa
aos3a

10 mg, enHOKpaTHa
J03a

80 mg, enHOKpaTHa
no3a

[Mosumasane na AUC Ha po3yBacTaTHH MO-MaJKo OT 2 NbTH

J1030B pe:KxHM HA B3aHMOAEHCTBALIOTO JIEKAPCTBO

EntpomOonak 75 mg BeaHbX AHEBHO, 5 THU

Japynasup 600 mg/putonasup 100 mg aBa nbTH Ha [€H,
7 IHK

o30B pexHM HaA
pPO3yBACTATHH

10 mg, enHoKpaTHa
no3a

10 mg BeAHBXK
JIHEBHO, 7 AHH

INpomsana B
AUC na
po3yBacTaTHH™

7.4 nbTH |

7.1-nbTH T

5,2 nbTH 1

3.8 nbTH 1

3.1-nbTH |

2,7 nbTH T

2.6 nbTH |

2,5 nbTH]

2.3 nbTH ]

2.2 nbTH |

2,1-nbTH?

2. 1-nbTHT

2,0 nbTHT

2,0 mbTut

1.9 nbTHT

1,9-nbTH |

[lpomana s

AUC na
po3yBacTaTHH™

1,6-nbTH ]




Tunpanasup 500 mg/putonasup 200 mg aBa nbTH Ha 10 mg, enHokpatHa | 4-nbTH T

neH, 11 aum n03a

Jlponenapon 400 mg nBa nbTH Ha JIeH He e Hanu4Ha 1, 4-nbTH T

Mrtpakona3on 200 mg BeaHbK AHEBHO 5 AHH 10 mg, enHokpatHa  **| 4-nbTH |
103a

Ezerumu0d 10 mg Beauwvx aHeBHO, 14 nHU 10 mg, BeaHBbX **1,2-nbTH 1

JIHEBHO, 14 nHH

[Monukasane na AUC na posyBacTtaTuH

J1030B peKHM HA B3aHMOAEHCTBALIOTO JIEKAPCTBO Jo30B pexxHm Ha [lpomsana B
pPO3yBaCTATHH AUC na
pPO3yBACTATHH™
Epurpomuuu 500 mg yetupu nbTH HA I€H, 7 AHU 80 mg, enHokpatHa  20% |
no3a
batikanun 50 mg Tpu nbTH AHeBHO 14 1HM 20 mg, enHokpatHa  47% |
103a

*JlaHHHUTE, MOCOYEHH KATO X-ITbTH NMPOMAHA NPEACTABAT MPOCTO ChOTHOLUIEHHUE MEXK/LY
€/IHOBPEMEHHO NPUJIOKEHHE U MPHIOKEHHE HAa PO3yBaCTaTHH caMOCTOATENHO. JlaHHHTE ,
MOCOYEHH KaTo %o MPEACTaBAT MPOLEHTA pa3/IMKa OTHECEH HA CAMOCTOATE/THOTO NMPHJI0KEHHE Ha
po3yBacTaTuH. [loBuiieHueTo e npeacraBeHo kaTo 1", MOHWKEHHETO KaTo | ™.

**Hsakonko npoy4BaHus 3a B3aHMO/ICHCTBHSA ca NPOBEJIEHU C Pa3/INUHH J03UPOBKH PO3YBACTATHH,
TabdsMuaTa noka3sa Hai-3HAYUMOTO CHOTHOLLIEHHE.

AUC = niowl noa Kpupata

CnenHure nekapcTBeHH MPOAYKTH/ KOMOMHALIMM He oKa3BaT 3Ha4MMH edextu Bbpxy AUC Ha
pO3yBacTaTHH NpPH €IHOBPEMEHHO PUJI0KEHHE:

anernurasap 0,3 mg npunoxenue 3a 7 auu, peHopudbpar 67 mg 7 aAHU NpUIOKEHHE TPHU MbTH HA EH.
dnykonazon 200 mg 11 nHu npunoxeHue BeaHbK AHEBHO; po3amnpeHasup 700 mg/ puTOHaBHP

100 mg 8 nHuM nNpuNOKEHUE ABA IMTbTH Ha JIeH; keTokoHa30Js1 200 mg 7 AHU NpunoKeH!e J1Ba MbTH Ha
neH, pupamnud 450 mg 7 aHU NpUIOKEHHE BEAHBK JHEBHO, cuiumapuH 140 mg 5 1HH NpUIOKEHHE
TPH [TbTH HA JIEH.

EdekTu Ha po3yBacTaTHH BbPXY €/IHOBPEMEHHO NMPHEMAHU JIEKAPCTBEHH NPOAYKTH

Anmaconucmu na sumaviun K

[Tono6Ho Ha npyru uuxudutopu Ha HMG-CoA penykra3zara, 3ano4YBaHeTO Ha JeYEHHE UITH
THTPUPAHETO HA [103aTa HAa PO3yBACTATHH MpPHU NALUMEHTH, JIEKYyBaHH €1HOBPEMEHHO C AHTArOHUCTH Ha
ButamuH K (Hanp. Bapbapuu uiu Apyr KyMapMHOB aHTHKOAryJIaHT) MOXe /1a 10Be/Ie /10 MOBHIlIaBaHe
B International Normalised Ratio (INR). [IpekbcBaHeTo Ha Te4eHHETO WIH HaMAIABAHETO Ha J03aTa
ype3 THTpUpaHe MOXe Jaa aosejae 10 noHuxkasaHe Ha INR. [Ipu nogoOHH cHTyauuu ce npenopbysa
MoHuTOpHupaHe Ha INR.

[lepopannu konmpayenmuew/xopmonosamecmeauja mepanus
EnHOBpeMEHHHAT NMPHEM Ha PO3yBaCTaTHH M NMEPOPAIHH KOHTPALIENTHBH BOIH 10 MOBHULIABAHE HA
AUC Ha eTMHM/IECTPaaHOAa U HOprecTpena cboTBeTHO ¢ 26% u 34%. Te3n noBHILEHH I/1a3MEHH
HHBa TpsAOBa 1a ObAAT B3€TH MpPEABUI, KOraTo Ce ONpeae/aAT J03UTE Ha NEPOPATHUTE KOHTPALENTHBH.
Hsama ¢gapmMakoKMHETHYHH TaHHM 33 MALKMEHTH, KOUTO MpUeMaT eAHOBPEMEHHO PO3yBACTATHH H
XOPMOHO03aMeCTBalLlA Tepanus u Cle0BaTelHO Noa00eH eeKT He MoXKe /12 Oble U3KIIKYeH. Bhnpeku
TOBA, Ta3u KOMOMHALMA € OMa LWNPOKO MpHUIaraHa OT KeHH B KIMHUYHH U3MHTBaHUA U € Ouna nodpe
TOJIepHpaHa.

gpy 'H JICKAPCTBEHH MPOAYKTH

Jueokcun
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B®3 oCHOBa Ha JaHHuTE OT CIEUMPUUHHM NPOYUBAHHA 32 H3CEIBAHE HA JICKAPCTBEHH
B3AHMOACHCTBHS, HE CC 04akBa KIMHUYHO 3HAYMMO B3aHMOIEACTBHE C IUTOKCHH.

Dyzudosa Kuceiuna

He ca npoeexaaHu npoyusaHus 3a M3c/eBaHe HA B3aUMOJIEHCTBHS ¢ PO3YBacTATUH H (Py3UI0Ba
KHCENIKHA. PHCKBT OT MUOMATHA, BIJIIOYUTENHO pabaoMUuoan3a Moxke Ja C& YBEITHYH IPH
KOMOMHUpaHa Tepanis Ha (py3H10Ba KUCETHHA 33 CHCTEMHO NPUWIOKEHHE W CTATHHH. MeXaHH3MBT Ha
TOBa B3aumoaeiicTeue (nanv e dapMakonuHaMuued wiy GapMakoKuneTHUCH, WY U 1BaTa) € BCE OLLe
Heu3BecTeH. IIma cbobenud 3a cryuau Ha pabnoMuonr3a (RKIIOYHUTENHO ¢ JIETAICH U3X0/) MPH
MALMEHTH, KOUTO €a Ha Ta3y KOMOUHHPAHA Teparus.

AKO € HallO)KUTETHA CHCTEMHATa Tepanid Ha QYy3UI0Ba KHCEITHHA, JIEYEHHETO C PO3yBacTaTHH TpAOBa
fa ce NPeYCTaHOBH Mpe3 UeIHA MepHO/ Ha leue HHe Ha (y3Ma0Ba KUCEMHHA, BibkTe cbLio Touka 4.4.

Heauarpuyna nomynaims
[IpoyuBaHuR 32 B3aHMOACHCTBUA Ca MPOBEKAaHH camo NpPH Bb3pacTHH. CTENeHTa Ha
B3aHMOIECHCTBHATA B IEIHATPHYHATA NOMYJIALMA HE € H3RECTHA.

4.6 @epTHAHTET, DPEMEHHOCT H KbpMeHe

Po3yBacTaTHH € MpOTHBONOKA3aH NpY OPEMEHHOCT ¥ KbpMeHe (BxK. Touka 4.3).

Kenu BbB epTHNHA Bb3pacT TPAOBA Aa H3MION3BAT NOAXOAALIM KOHTPALCTITHBHH MEPKH.

Toit kaTo xonecTepos H APYrd OPOAYKTH Ha XONECTEPOoBaTa OHOCHHTE3A ¢a 0T CLIECTREHO
3HAYEeHHE 32 Pa3BHTHETO Ha (eTyCca, TOTEHUHATHHAT pHck oT notickaHe Ha HMG-CoA penykrasa
npesanyvpa Haa NPOBEXKIAHE Ha JIeYeHHE 110 BpeMe Ha OpeMmeHHoCT. [Ipoy4BaHMATA ¢ XKMBOTHH JaBaT
OrpaHWYEHH J0Ka3aTe/ICTBa 3d PenpoOAYKTHBHA TOKCHYHOCT {BX. TOUKA 5.3). AKO NalHeHTKa
3a0peMeHee 1oKaTo U3NoA3Ba TO3H JIEKAPCTBEH NPOAYKT, NedeHHeTo TpAOBa Aa 6b1ae He3abaBHO
PEYCTAHOBEHO.

Po3yBacTaTHH ce eKCKpeTHpa B KbpPMaTa Ha IIbXxoBe. HaMa qaHHH no OTHOLUEHHE EKCKPETHPAHETO B
KBpMaTa npu xopa {Bx. Touka 4.3).

4.7 EdexTn BbpXY CNOCOGHOCTTA 32 WIopHpPAHE H padoTa ¢ MAIIHHH

Hsama npoBeneHu npoyysanus 3a e)eKTHTE BEPXY CMNOCOOHOCTTA 3a odrpaHe v paboTa ¢ MalllHHU.
Ha 6a3ara Ha dapMakoanHaMU9HUTE CROICTBA, 00ave, MATIKO BEPOATHO € PO3yBacTaTHH Aa INOBITHAC
Ha Ta3u crnocobHoct. Koraro ce modupa #nu paGoTH ¢ MalliIMHK, TpA0Ba Ja ce WMa NpEaBKI, YE HMA
CHOOIIEHHA 32 3aMaliBaHe TI0 BpeMe Ha JIeueHHe,

48 Hexenann ieKapcTBeHH PpeaKIRH

Hexenanure NEKAPCTBEHH PEaKLKHH IPH PO3YBACTATHH €A KATO LU0 JICKH H IMPEXOTHH. B
KOHTPOJHPAHH KTHHUYHH U3TTHUTBAHUA MO-MAIKO 0T 4% OT JIeKYBAHHUTE C PO3YBAaCTaTHH NAlHEHTH Ca
NPEKPATHAR YYACTHETO CH NOPaTH HEXENAHU JICKapCTBEHH peakLUHU.

HexenaHure JiekapcTBEHH peaKliHH NPeJCTABEHH B TADJIHYECH BHA

B®3 0CHOBa Ha KJIIHHWYHH H3MMTBaHKA W OOLIHPEH MOCTMAPKETHHIOB ONHUT, CIEABalllaTa TadIHia
NPEaCTaBA HEXEIaHU PEaKUKH NPH PO3YBACTaTHH. KilaCHQHLHMPaHH CNOPEN HECTOTAaTa H CHCTEMHO-
OPraHHHA KJac.

YecToTaTa Ha HeXXENaHHTE JIEKAPCTBEHHA PEAKUUH Ce ONpeneis Mo caeJHaTa KOHBSHIHA: 4e€CTH
(=1/100 go <1/10), neuectr (=1/1 000 go <1/100), peaku (=1/10 000 no <1/1 000}, MHOrO peaKH
(<1/10 000), ¢ HeHzBecTHa YecTOTa (OT HAMMYHHTE JaHHU HE MOKE Aa Oble HAIpaBEHa OLIeHKA):
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Tabnunua 2. Hexxenanmn nekapcTBeHH peakuM Bb3 OCHOBA Ha KJIMHWYHU U3ITHTBAHUA H

[MNOCTMAPKETHHIOB OIIHT

MedDRA cucTeMo-opranHm YecToTa H
eKeJAHH JIEKAPCTBEHH PeaKUHH
KJ1acoBe _ _
Hapywenus Ha kpbBTa u iumdHara | Peaku TpombouuTONEeHUs
CUCTEMA
Hapyuienus Ha umyHHaTa cuctrema | Penkwu Peakuuu Ha CBPBX4YBCTBHTEJIHOCT,
| BKJIIOUHMTEJIHO aHTHOE/IeM

HapyuieHus Ha eH1O0KpHHHATA YecTu 3axapeH auaoder’
CUCTEMA
[lcuXHYHM HapyLLIEeHHs C neussectHa | [lenpecus

4ecToTa
Hapywienus Ha HepBHaTa cuctema | Yectu [ naBoGonue

JamMaiBaHe
Muoro peaku | [lonuneBponaTtus

3ary0a Ha nameT

C Heu3sBecTHa
4ecToTa

[lepudepna nesponaTus
HapyueHus Ha CbHA (BKIKOYHTETHO
O0e3chbHHE U KOLIMapH), MHACTEHUs MPaBUC

HapyueHus Ha ouuTe

C ”Heu3BecTHA

O4YHa MHACTCHHA

4eCcTOTa
PecnupaTopHH, rpbaHU U C HenssectHa | Kawumua
MEeIMACTUHAIHU HapYLUEHUA 4yecToTa JucriHes
CTOMalHO-4YpEeBHH HAPYLLIEHHUS Yectu 3anek
["anene
Cromaiuna 6o1ka
Penku [lankpeaTur
C neussectHa | Iuapus
4ecTOoTa
XenatoOUJIMapHU HapYyLIEeHUs Penkwu [MoBHILIEHH CTOMHOCTH HA YEPHOAPOOHHUTE
TPaHCAMHHA3HU
Muoro peaku | JKbaTenuua
XenaTur
HapyeHus Ha ko)kaTta U Heuectn Copbex
MOJAKOXHATa ThKaH O06pus
Yprukapus

C Heu3BecCTHA

Cunapom Ha Stevens-Johnson

4yecToTa JlekapcTBeHa peakuus ¢ €03HHOPHIINA H
cucteMHu cumnToMH (DRESS)
Hapyuienus Ha MycKyJTHO- YectH Muanrus
CKEeNETHaTa CHCTEMA H Peaku Muonatus (BKIHOYHTETHO MHO3HMT)

CbCAHHHTEC/ITHATA ThbKaH

Hapywenus Ha 6s0peumre u
MUKOYHHUTE MbTULLA
Hapywenus Ha
BB3MPOU3BOAUTETHATA CUCTEMA H
rbpaaTa

OO0LM HapylieHus U edeKkTH Ha

Pabnomuonusa
Jlynyc-noaoden cuHapom
Pa3zkbcBaHEe HA MYCKY/JI

MHoro peaku

ApTtpairus

C Heu3BecTHA
yecTroTa

MmyHOMearupaHa HEKpOTH3Hpalla
MHOMNATHUSA

VBpekaaHe Ha CyXOXKU/IUATA, [TOHAKOra
YCJI0KHEHO OT pa3KbCBaHE

MHoOr0 peakH

MHOro peaku

Yectu

XeMaTypus

['MHEeKoMAaCTuA

ACTEeHHA e
-:‘[Ei ‘_T-.I -‘ .l‘:.-
- il "ﬁ,-_ =
[ 5 Bt =x
Y\ “bﬁ‘&‘:
.‘
1“‘1'_"(1




MACTOTO HA MPHIIOKEHHE C HeussecTHa | Enem
4eCTOTA

' YecToTarta 3aBHCH OT HAJIMMHMETO W/ JIMIICATa HA PUCKOBH (pakTOpH (HHBO HA IIKOKO3aTa Ha rJ1aaHo
> 5,6 mmol/l, UM TM> 30 kg/m* , NOBHLIIEHO HUBO HA TPUTJMLIEPHIN, AaHAMHE3a 32 XUIEPTOHHS ).

KakTto u npu octaHanute uuxuburopu Ha HMG-CoA peaykTa3a, 4eCToTara Ha He)KelaHUTe
NIEKapCTBEHH PEaKLMH € C TEHASHUMA KbM 3aBUCHMOCT OT [103aTa.

Edextu Bbpxy 6b0peuure

[TpoTenHypHs, yCTaHOBEHA CHC CYXH MPOOM U Hal-yecTo TyOyaapHa 1o Npou3xos, ce Hab/oaaBa npu
MAUMEHTH JIEKYBaHH ¢ po3yBacTaTiH. OTKJIOHEHHS B MPOTEMHHU B ypHHATA OT JIUNICBALIM WIH CJIEIH 10
++ Wnu noseve, ca Habmoaasanu npu <1% OT NaUMEHTUTE B OTAEC/IHH MOMEHTH IO BpeMe Ha
neyenueto ¢ 10 u 20 mg, u npu npudausutenHo 3% ot nauneHture JekysaHu ¢ 40 mg. Jleko
MOBHILIEHHE B TOBA OTKJIOHEHHE (OT JIMNCBALIH WJIH /eI J10 +) ce Habmonasa npu no3a 20 mg. B
MOBEYETO Cy4au NPOTEHHYPHUATA Claaa WK W34e3Ba CIIOHTAHHO MPH MPOIb/KaBaHE HA JICYEHHETO.
[IperneasT HA JAHHM OT KJIMHUYHM M3NMUTBAHKA U MOCT-MAPKETHHIOBHAT OINHUT KbM [HELIHA /1aTa He
Ca yCTAHOBM/IM MPHYNUHHA BPb3Ka MEXK/1y MPOTEHHYPHUATA U OCTPO WIIM NpOrpecupailo 0b0pevHo
3abosnsBaHe.

XeMmaTypus € HaO/Ir0/1aBaHa MpH NaLUMEHTH JIEKYBaHH ¢ pO3yBacTaTHH, a4 KIHHHYHHTE IaHHH
MOKa3BaT, Y€ TOBA AB/ICHUE Ce cpellla PAIKO.

EdexkTu BbpXy ckeneTHaTa MycKy.aTypa

EdexTu BbpXy cCKeneTHaTa MycKyJiaTypa, KaTo MHAJIrHA, MHONATHUA (BKIIFOYHTEIHO MHO3HUT) H PAIKO
pabaomuonusa ¢ Wim 6e3 octpa 6bOpeuHa HeIOCTaTbYHOCT ca HabMIOAaBAHH [PH JIEKYBaHH C
pO3yBacCTaTHH MaUMEHTH NMPH BCHYKH 1034 U Haii-Beye rnpu a034 >20 mg.

CBbp3aHo ¢ n03aTa nosyiueHHe Ha HUBaTa Ha CK e HaOo1aBaHo NMpH NaUMEHTH B3eMalLlH
pO3yBacTaTHH; MOBEYETO OT C/IyYaHuTe ca JIEKH, aCHMNTOMAaTHYHH U npexoaHu. Ako CK HuBara ca
3HauuTenHo nosuiueHu (>5XULN), neyenuero tpadBa na ce npeycTaHOBH (BXK. Touka 4.4).

EdexTu BbpXy YyepHusa apod

Kakro u npu octananute uHxudoutopu Ha HMG-CoA peanykrtasa, cBbp3aHO € 103aTa MOBHILIEHHE Ha
HHBATa Ha TpaHCAMUHA3UTE € HaOJIK01aBaHO NMPU MabK OpOH MaLMEHTH B3EMaLLK pO3yBaCTaTHH,
MOBEYETO OT C/IyYauTe Ca JIEKH, aCUMIITOMATUYHH U NMPEXOIHH.

CpoOuiaBaHy ca caeHUTE CTPAHMYHM PEaKLMK NpH yrnoTpedara Ha HAKOU CTATHHH
e (CekcyanHa auchyHKUHUS

e OTtaenHu ciy4yau Ha HHTepCcTHUMANTHO OenoapobHo 3abonsBaHe, NO-CNeUUaIHO NpH
NPOABIDKMTENHA Tepanus (BxK. Touka 4.4)

YecroTtaTta Ha choOaBaHe Ha pabaoMHONKM3a, CEPHO3HU OBOPEYHH CLOMTHS H CEPHO3HH
YEepHOAPOOHH CbOUTHSA (BKJTIOUBALLM OCHOBHO MOBUILIEHW YEPHOAPOOHH TPAaHCAMHHA3H) € M0-BHCOKA
npu no3a 40 mg.

[leauatpuyHa nonynauus
[ToBrinaBaHeTo Ha HUBAaTa HA KpeaTMHKKMHa3aTa > 10x ULN U MyCKYJIHH CUMIITOMH CJi€l TPEHHPOBKA

WJIH MOBHLIEHA PU3MYecKa aKTHBHOCT ce HAaOIoaaBaT no-4ecTo npu 52-ceAMUYHO KIHHHYHO
MpOy4BaHe 3a Jiela 1 IOHOLUM, B CPaBHEHHE C Bb3pacTHH (BXK. Touka 4.4). Ot npyra cTpana npoguna
Ha 0€30MacHOCT Ha pO3YBAaCTATHH MPH J€LA H IOHOLUM € CXOJEH C TO3H MPH Bb3PACTHH.

CpoOliaBaHe Ha MO03MPAHU HEXEJIAHH PeaKLUH
CpoOL1aBaHeTo Ha NOJO3UPAHU HeXeTaHW PpeakLMy Clie]l pa3pellaBaHe 3a ynorpeda Ha JIeKapCTBEHHS

MPOAYKT € BakHO. TOBa M03BOJIABA 1 NPOABDKH HaOMIOIEHHETO HA CHOTHOLLEHHETO MoJ3a/

MoA03HpaHa HeXenaHa peakuus upes: M3nbaHuTeHa areHuMs no Jekapersara yJi. ,
8, 1303 Codms, Ten.: +35 928903417, yebcaiiT: www.bda.bg.
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4.9 Hpexozupane

Hsima cnieundmino nevenne B cnyuail va npeposupave. B cryuail Ha npego3vpaHe MauMeHTHT TpADBa
da Obac NeKyBaH CUMNTOMATHYHO H CIIOPE HEOOXOAUMOCTTA a e NPHIAraT NObPXKALIH MEPKU.
Tpabea na ce Habmoaaeart yepHogpodHaTa gyHkuua g Hueata Ha CK. Manko seposTHo €
XeMoauann3a Aa MMa OnarorpusaTeH edekT.

5. @APMAKOJIOTrMYMHHU CBOWUCTBA
51 ®apmakoaHHAMHYHH CBOHCTBA

(dapmakoTeparesTHyHA rpyna: Jlumuao-Moaudguunpauiy aredt, HHXuOuTOopd Ha HMG-CoA
peaykraza; ATC xon: C10AAQ7

Hauun Ha feficTBHE

Po3yBacTaTHH € CeJIcKTUBEH M KOHKypeHTeH nHxudutop Ha HMG-CoA penyxTasa, orpaHHYagaliuaT
CKOPOCTTA EH3HM, KOHTO NPEeBpbLIA 3-XUIPOKCH-3-METHATTY TAPHIT KOEH3HM A B MEBAIOHAT,
npexypcop Ha xonectepon. OCHOBHOTO MSCTO Ha HefCTBHE Ha PO3YBACTATHH € B 4epnus Apod,
TAPTETEH OPraH 3a HAMABAHE HA XOJIECTEPO.IA.

PosyBacraTvH moeuwiasa 6pos Ha uyepHoapoorute LDL penentopu BepXy KieTsIHATa NOBLPXHOCT,
yJIECHABA YCBOABAHETO ¥ pasrpaxaaHero Ha LDL, koiito moTHcka YyepHogpoOHata cunTesa Ha VLDL,
¢ Koeto Ce HaMasaea obuiug bpoit VLDL w LDL uacTHum.

MapMakoAUHAMHYHH EQDEKTH

Posysacratun Hamanissa LDL-xonectepona, obuing xonecTepon 1 TPUIMHLIEPRAKMTE | MOBHILABA
HDL-xonecrepona. Toit nosmxkaea # ApoB, nonHDL-C, VLDL-C, VLDL-TG u nosumiaba ApoA-|
(Bxk. Tabnuua 3). Posyeactatwy Hamanasa u LDL-C/HDL-C, oGuua C/HDL-C ¥ nonHDL-C/HDL-C,
KAKTO W OTHOWICHHATa ApoB/ApoA-I

Tabsuua 3: OrroBop Ha 103aTa MpH MALIHEHTH ¢ NBPBHYHA xurepxoiecTeposnemMus (THrl 1la u 11b)
(KOpUrHpaHK CPEAHK NPOMEHH B NPOLEHT CIPAMO HAYATHOTO CHCTOSIHHUE)

No3a N LDL- O6m-C HDL- Tpur ponHDL- ApoB  ApoA-

C C aunge C i
_puau

[ bianebo 13 -7 -5 3 -3 -7 -3 0

5 17 -45 -33 13 -35 -44 -38 4

10 17 -52 -36 14 -10 -48 42 4

20 17 =55 -40 8 -23 -51 -46 5

40 18 -63 -46 10 28 -60 -34 0

TepanesTuuey edext ¢ NOCTUIA 50 | CeAMMUa CIIeA 3ANDUYBaHE Ha fieyeHneTo, a 90% ot
MaKCHMATHHA OTIOBOP Ce NOCTHIa 3a 2 ceAMHUM. MakcHManeH oTroBop 06HKHOBEHO ce MOCTHra 33 4
CEAMHUM U Ci1e]l TOBA CE MOAABPXKA.

KninanuHa ehHKacHOCT U 6e30acHOCT

PosyacraTun € edpukaceH npy BE3PAcTHH C XHIIEPXOJIECTEPOIEMIS, CbC U DE3
XUMEPTPHITIMUEPUIAEM HA, HE3ABUCHUMO OT paca, M10J1 MIH Bb3PacT M [IPH CIELHAIHH MMOIMYAaLHK KaTO
AVadeTUIY UK MAIMEHTH CbC CeMeliHa XHUTIEPXOJIeCTEPONeMMS.

O6001EeHNTE JaHHH 0T KTMHHYHK W3nuTeaHus daza Il noxasear, ye po3yBacTaTHH € epUKaceH 3a
JeueHre Ha nose4deTo nauueHTH ¢ Tun Ila u [Ib xunepxonecreponemus (cpeaua wixogna LDL-C
oxono 4,8 mmol/l) mo npreru B ykaszaHuaTa Ha EBponeiickara acolMauus 3a aTepocKIepos3a
(European Atherosclerosis Society) (EAS; 1998) uenu; okono 80% oT naudeHTHTE NEKYBaH
nocturart nenure Ha EAS 3a Husa Ha LDL-C (<3 mmol/1}.

B eano mamadHo npoyyuBaHe ¢ GopcHpaHO TUTPHPAHE HA 103aTa, 435 naunenTa ¢ XeT
pamuina xunepxonecteponemMus ca exyBanu ¢ 20 mg no 30 mg posysacratus. Bem
NOKa3BaT NOJIOKHUTEAEH pe3yJITar BbpXY JHMWIHHTE NOKA3aTEH H ICMCHHE A0 [IPHLL
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crofiHocTd. Cnien mocturade Ha AHeBHA A03a 0T 40 mg (12 ceamuuno newenne), LDL-C naManssa ¢
53%. 33% ot naumenTUTe NOCTUratT croifHocTd Ha LDL-C cnopen ppxoBojacTBaTa Ha EAS

(<3 mmol/1).

B enHo oTeopeHo mpoy4Bare ¢ GOpCUpaHO THTPHpaHe Ha Ko3arta npH 42 MauMeHTH {BKMIOYUTENHO 8
NeAHATPHYIHH NAUMEHTH) C XOMO3HIOTHA CEMEHHA XHUNEePX0AeCTePOIEMHA Ca OLEHEHH 33 TeXHUA
OTrOBOp KbM posysactatuH 20-40 mg. B usnara nomynauus, cpeaHoTo noHmxetHHe Ha LDL-C e 22%.
B KJIHHHYHHM M3MUTBAHHA ¢ OrpaHWMen Opoii NaureHTH, € J0Ka3aHo, Y€ po3yBacTaTHH HMa alHTHBHA
(HomBIHHTENHA) €UKACHOCT, H3PA3ABALLA C B [TOHIDKABAHE Ha TPHITTULEPUAMTE, KOTATO C€ H3MO0/I3Ba
B koMOHHaUMA ¢ perHodpuOpaT 1 B NOHWKaBaHe HAa HUBaTa Ha HDL-C, KoraTto ce #3Mo/3Ba B
KOMOMHANMA ¢ HHALUMH (BX. Touka 4.4).

B MHOroueHTpoBo, ABOMHO-CNANO, IAaLE60-KOHTPOIHpaHO kKnuHnuHo n3nuteane (METEOR), 984
MAUUEHTH Ha BB3pacT Mexay 45 1 70 roQHHU U C MATHK PHCK 33 KOPOHApHA ChpleyHa boecT
(onpenened kato puck Ha Framingham <10% 3a nepuoa ot 10 roaunn), ¢be cpeana LDL-C ot

4,0 mmol/l {(154,5 mg/dl), Ho che CyOKIMHMYHE aTepockiepo3a (YCTAHOBEHA ¢ ONpEIe/IAHE Ha
gedennHaTa Ha kaporuaHata ugtiMa /CIMTY) ca pangomusupany 3a Tpetupane ¢ 40 mg
pO3YBACTATHH €AUH BT AHEBHO WIK Nnatedo B NpOALIKEHHE Ha 2 FOAWHU. PO3yBaCcTaTHH
3HAYUTE/HO 3a0aBg CKOPOCTTa HA NporpecupaHe Ha MakcuManHoto CIMT B 12 MecTa Ha KapoTHAHATA
apiepus, B cpasrenne ¢ nnauedo -0,0145 mm/roamna [95% untepsan Ha nosepurentoct -0,0196, -
0,0093; p<0,0001]. ITpomanaTa cnpsMo HauanHoTO ¢heTodAHHE € -0,0014 mm/roanHa (-0,12%/ronxnHa
/HeCUrHH(MKAHTHO/) 32 pO3yBacTATHH B CpaBHEeHHME ¢ nmporpecupane o1 +0,0131 mm/roauna
(1,12%/roanua /p<0,0001/) 3a nanebo. Ouie He € 1eMOHCTpUpaHa RUPEKTHA Bpb3KAa MEXKAY
nouwxenueto Ha CIMT u penyunpaHeto Ha PUCKA OT ¢hpReYHOCHA0BY chOuTua. [lonymauusara
npoyuena B METEOR ¢ Hucko-pHCKOBa 3a KOPOHApHa ChpAeyHa 00JIECT H HE NPEACTAB/IABA
TApreTHaTa nonysauus 3a posysactatul 40 mg. Jlozata 40 mg TpadBa aa ce npennHcea camo Ha
MAUMEHTH C TEXKA XUNEPXOIeCTEPONIEMMs [IPH BUCOK CHPACYHOCHA0B PHCK (BXK. TOUKa 4.2).

B obocHoBKaTa 3a Ynorpeba Ha cTaTuHH 3a [1bpBruKHa npeseHuus: [lpoyusane, kacaeuo
MHTEPBEHLUATA 1 oueHsABamo po3yBactaTHH (JUPITER), ejgekra ot posysacTaTdH BEPXY MOABATA HA
3HAUMMH ATEPOCKNEPOTHYHU ChPACUYHO-ChI0BH HHIIWAeHTH € oueHeH nipH 17 802 Mbke (> 50 roanuu)
U 3xeHu (> 60 ronunH).

Y4acTHHLMTE B [IPOYYRAHETO ¢a OMNu paHaoMu3kWpanu Ha miiauebo (n=8901) unu po3ysBacTaTHH

20 mg Bennsx gaesHo (n=8 901) u ca npocieacHu 3a cpeiHa NpOIB/LKUTENHOCT OT ABE MOAMHH.
Kouuentpanuata Ha LDL-xonectepona e Outa HamaneHa ot 45% (p<0,001) npu naumenTure
[NpHeManH po3yBacTaTHH B cpaBHEHKE ¢ Mmaledo-rpymnara.

B nepuoa cien cnelMaHY aHaIH3H Ha MOATPYNa OT JIHUA ¢ BHCOKA CTeNeH Ha puck, Framingham
pesynrart > 20% (1558 nuna), e A0KTaIBAHO 3HAYMTEIHO HAMANABAaHE HA KOMOHHMpaHaTa KpaHHa
TOYKa OT CbPAEUHO-CHI0BA CMBPT, MHCYT, MHOKapaeH uipapkt (p=0,028) na nevenueto ¢
pO3yBacTaTHH B CpaBHeHue ¢ nnaledo. AGCoNMOTHOTO HAMATIABaHE Ha puUcKa B cayqaii Ha 1000
nauuenTH-roauau € 8,8. Obuara cMbpTHOCT € HENMPOMEHEHa B Ta3H BHCOKO PUCKOBA rpymna {p=0,193)
B nepuona cnen crielHaTHy aHalH3H HA MOATPYIIA OT JIMLA ¢ BHCOKA cTeneH Ha puck (9302 odekra
0610) ¢ m3xoano SCORE puck > 5% (ekcTpanofHpaHH [1a ce BKIoYaT Haa 65 roauHK) HMmalue
3HAYUTENHO HaMaleHHe Ha KOMOMHHUpaHaTa KpaiiHa TouKa OT CbpAeYHO-CBAOBA CMBPT, HHCYNT H
undapkt Ha Muokapaa (p=0,0003) ua neueHue ¢ pO3yBACTATHH, B CpaBHEHUE C Aanedo.
AOCOMIOTHOTO HaMaJICHHE Ha pHCKa B caydaMte e Ouna 5,1 Ha 1000 namMerTo-roanny. ObuwaTa
CMBPTHOCT € HEMPOMEHEHA B Ta3H BUCOKO pHCKOBa rpyna (p=0,076).

B JUPITER npoyusareTo e uMano 6,6% naiMeHTH Ha po3yBacTaTHH U 6,2% rnaueGo nauneHTy,
KOUTO Ca MPEYCTAHOBUIH H3TION3BAHETO HA U3MHTBAHOTO JIEKAPCTRO MOPAJY HEXKENAHO ChOUTHE.
Haii-uecTure HexesraHd ChOMTHA, KOHTO €A JOBEIY J0 OPEKpaTABAHE HA JIEYEHHETO Ca: MHAJITHA
(0,3% posyBactatun, 0,2% nnanebo), abnomMutanka Gonka (0,03% posysacratud, 0,02% mwiaunebo) n
o0pue (0,02% pozysactaruH, 0,03% rnaue6o). Hait-dectute HexenaHu CbOHTHSA NIPH CKOPOCT IO~
rojisMa HJIH paBHa Ha nnanebo ca: MHPeKuus Ha MHKoYHHTE hTHINA (8,7% posyBactaTus, 8,0%

6,9% rauedo) u muanrus (7,6% posyeactaTun, 6,6% nnauebo).

llennatpyyHa nomynauus
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B aBoiiHo-cniAno, paHAOMU3HPaHO, MHOMOLEHTPOBO, naauebo-koaTponupano 12-ceAMHIHO
npoyusaue (n=176,97 Muike v 79 :xenn), nocnensaso o1 40-cenmuano (n=173, 96 mbvxe n n= 77
KEHH) IPOYYRAHE, NallHeHTH Ha Bh3pact |0-17 roansu (Tanner ckama [I-V, xeHuTe Hal-Manko efiHa
rOMHA CJIE] 'bPBA MEHCTPYALHA) ¢ XeTePO3UroTHA PaMUNIHA XUITEPXONECTEPONIEMES, TONYYaBaANN
posyBactatud 5, 10 unn 20 mg aneBHo und nnauedo 3a 12 cenmMulli 1 cnell ToBa BCHYKH NOJTyYaBaH
posyBacTaTHH 3a 40 ceamuim. B npoyusanero 30% ot nanuentute ca Gunu 10-13 roaunu u 17%,
18%, 40% u 25% ca 6unu Tanner ckana 11, 111, IV u V cpoTBETHO.

LDL-C xonectepona e 6un penyuupan 38,3%, 44,6% u 50,0% ot posysacratud 5, 10 1 20 mg
CbOTBETHO, B CPABHEHHE C mauefo.

B xpas na 40-ceaMuua, OT OTKPHTO IPOYYBaHE, € YCTAHOBEHO J03HpaHe 10 MakCUMyM 20 mg BeTHBK
nHeeHo, 70 ot 173 nmaunenTa (40,5%) ca nocturnanu Huea Ha LDL-xonectepona no-Majaku oT

2.8 mmoi/l.

Cren 52 cenMHuM OT NeYEHHUE 10 BpeMe Ha KIIWHUYHO U3NHTBaHE, HAMA €(eKTH BBpPXY PacTex
(BucouMHa), Terno, BMI (MHAEKC HA TENECHOTO TENI0) MK AONOBOTO Ch3psaBaHe (BX. To4Ka 4.4).
Toea npoyusane (1=176) He € NOAXOAAIIO 338 CPABHCHNUE Ha PENKNTE HEXKENAHH NEKapCTBERU
peakLHy.

PosyBacTaTHH € OPOYVUBAH CBIUO B €THO 2-TOAHIIHOG OTKPUTO NPOYUBaHe ¢ TUTPHpPaHE Ha 403aTa A0
JkeiaHata Ao3a rpu 198 neua ¢ Xxerepo3uroTHa paMuinHa XUnepxoiecrepoieMus Ha pb3pacT 6 1o 17
roavHH (88 Momuera m 110 Momuuera, craauii no Tanep <II-V). Hauaneata po3a npu BCHYKH
MaudeHTy € 5 mg po3yBacTaTHH BEAHDK JHEBHO. [Ipy MalMEHTHTE Ha Bh3pact 6 1o 9 roauuH (n=64)
n03aTa MOJKE f1a €& TUTPHUpA A0 MakCHMasiHa ao3a 10 mg Be/lHbx JTHEBHO, a NPH NAaLHEHTH HAa BB3PacT
10 no 17 rogunu (n=134) 1o MakcuManHa ao3a 20 mg BeqHbXK AHEBHO.

Cnen 24 meceua Ha eveHHe C po3yBacTaTiH, LS Ha cpennus npoueHTt Ha Hamanienve Ha LDL-C
CHPAMO M3XOAHATA CTOHHOCT € -43% (M3xonHo HMBO: 236 mg/dl, mecerr 24: 133 mg/dl). 3a Bcska
Bb3pacToBa rpyna, LS Ha cpennus npolieHT HaMaldeHde Ha LDL-C cnpaMo H3xoaHaTa CTOHHOCT € -
43% {u3xonHo HuBO: 234 mg/dl, meceu 24: 124 mg/dl), -45% (u3xoaHO HUBO: 234 mg/mg, Mecen 24
124 mg/dl) u -35% (u3xoaHo HuBo: 241 mg/dl, mecen 24: 153 mg/dl) BB BE3pACTOBHTE FPYH O 10
<10, 10 no <14 4 14 50 <18 choTRETHO.

PosysactaruH 5 mg, 10 mg u 20 mg 0ocTUrat chbLIe CTATUCTHYECKH 3HAMMMH CPEAHH TPOMEHH
CNIPSAMO H3XOAHO HHRO 33 CHETHUTE RTOPUYHK TOKA3aTeNH Ha NUnuaEn ¥ Aunonporeunure: HDL-C,
TC, ve-HDL-C, LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, se-HDL-C/HDL-C, ApoB, ApoB/ApoA-1.
Besxa OT T€3M NPOMEHH € B IIOCOKa Ha no1o0peH JIMIUAEH OTrOBOP U ¢ OIABPHKA B [IPOABIKEHUE
Ha 2 rOJIMHN.

He ce yctaHoBABA eekT BHPXY pacTexa, Ternoro, MTM unu nomoBoTo cu3pasaHe cel 24 Mecela Ha
neveHue (BXK. Touka 4.4).

Po3yBacTaTHH € MPoy4eH B pAHIOMHIHPAHO, RBOHHOCNRKIQ, MNaue00-KOHTPOIHPAHO, MHOTOIIEHTPORO,
KPBCTOCAHO Npoy4BaHe ¢ 0033 20 mg BenHbK THEBHO CIPAMO mnaune6o rnpH 14 aena H I0HOLH (HA
BB3PACT 0T 6 10 17 roannK) ¢ XOMO3HroTHa (PaMHIIHA XHIepXosiecTeponeMusn. llpoyyBaHeTO BKMOYBA
AKTHMBHA 4-CeIMUYHA BCTHINUTEIHA a3a Ha OMeTa, 10 BpeMe HAa KOATO NMAaLHeHTHTE ca ISKYBaHH ¢
polyeacTaTid [0 mg, efHa KpbeTOCcana §aza, KOATO BIUTIOWBA NIEPUOL OT 6-CeaMUMHO JIEYEHHE ¢
po3yBacTaTHH 20 mg npealecTBalla KiH NocNeIBaHa OT 6-CeIMHYHO JIeueHte ¢ miauebo 1
noaabpxamara 12 cenpMuuna daza, pez KOATO BCUUKH NAUHEHTH Ca AEKYBAHH C PO3YyBacTaTUH

20 mg. [TaurenTHTe, KOUTO MOCTHIBAT B IPOYYBAHETO HA TEPAIMA C e3eTUMUO Win adepesa
MPOIBIDKABAT JIEYCHHETO CH [PE3 LEIns epHol HA NPOYYBaHETO.

CratucTHuecku curuuguxantHo (p = 0,005) namanenne Ha LDL-C (22,3%, 85,4 mg/dl uny

2,2 mmol/l} ce nabmoaara cnen 6 ceIMHIIM Ha neveHue ¢ posyBacTaTiH 20 mg B cpaBHEHKE C
mnanebo. CTaTHcTUYECKH 3HAYMMH HaManeHus g 06w xonecrepon C (20,1%, p = 0,003), eeHDL-C
(22,9%, p = 0,003), u ApoB (17,1%, p = 0,024) ca 6wy HabmorasaHu. [loHmkaBane CbO Ce
HabJroAaea Ha TPUTIHNEPHAUTE, choTHoweHUsATa LDL-C/HDL-C, o6mus xonecrepon C/HDL-C,
nonHDL-C/HDL-C, u ApoB/ApoA-1 cneg 6 cenMuun Ha iedeHue ¢ po3yBacTaTHH 20 mg B
cpapseHune ¢ wiauedo. Hamanennero va LDL-C cnen 6 cenMMUM Ha JTleyeHHe ¢ pO3YBACTATHH

HEMPEKLCHATO SISUCHHE,
EouH NaunerT e uMall no-HataTsurHo noukxkasaHe na LDL-C (8,0%), O6w-C (6,7%
(7.4%) cneg 6 ceaMuuHo JieueHHe ¢ 40 mg cnen NOBUIIIABAHE Ha 103ATA.
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[To BpeMe Ha pa3uwIMpPEHO OTBOPEHO NIpoyUBaHe, NpH 9 OT Te3M nauueHTH Ha 2{) mg po3yBacTaTH 32
He noaeye or 90 cenmMuum, HamaasageTo Ha LDL-C ce 3ana3pa B pamxute Ha -12,1% 10 -21,3%.
[Ipn 7-Te oueHABaHK el U KOHOUIH (Ha B3pacT OT 8 10 17 roAMHH) ¢ XOMO3HMIOTHA (aMILIHA
XUTEPXONECTEPONIEMUA OT OTBOPEHO NMpoydYaBaHe ¢ fpopcupaHo TUTPHpaHE (BkK. N0-rope),
npoueHTHOTO noHmxkeHue Ha LDL-C (21,0%), o6ums-C (19,2%) u ve-HDL-C (21,0%) ot u3xoaHoTo
HUBO cied 6 CeIMULIM HA JieueHHe ¢ po3yBacTaTUH 20 mg e B ChOTBETCTRBHE C TE3H, HaOM0AaBaH! B
[10COYEHOTO MO-rope Npoy4YBaHe MNPHU AeLa U FOHOIIH C XOMO3UIoTHa haMHIIHA
XHMIIEPXOJIECTEPOIEMHUS.

EBponeiickaTta areHUMs Mo JeKapcTeata ocBo00XKAaBa OT 3aXb/DKEHUETO 32 ITPEAOCTaABAHE HA
pPe3yATATHTE OT NPOYUBAHHUATA € PO3YBACTATUH IIPHU BCUYKH MOATPYMHM OT NEeAMaTpHYHATA NOMTyJIaLHA
34 JIeYeHHE Ha XOMO3UroTHA daMMWIHA XHNEPXONeCTepOIeMus, MEPBUYHO KOMOHHHpaHa (CMeCeHa)
MUCITMITHAEMHA 4 33 TIPoQMIaKTHKA Ha CHPAEYHO-CHAOBH CHONTHA (BXK. TOUKA 4.2 33 HHQOpMALNA
OTHOCHO YIOTpela B NEANATPHATA).

5.2 DapMAKOKHWHETHYHH CRONCTEA
AbcopOuung

MakcuManav na3MeHH KOHLUEHTPALMH Ha PO3YBacTaTHH C€ NOCTHrAT MPHOIH3HTEIHO J 4aca Clel
nepopaaHo NpuiokeHHe. AGcomoTHata OnonannaHocCT € npudansutenno 20%.

Pasnpegenenue
Po3yBacTaTHH Ce nOrIbllla eKCTEH3UBHO OT YepHHA AP0O, KOWTO € NbPBHYHOTO MACTO 3a CHMHTES Ha

xonectepon U usuKctBade Ha LDL-C. O6eMET Ha pa3npeneneHue Ha po3yBacTaTHH € NPUOIU3UTEIHO
134 1. TTpubmmsnTenno 90% oT po3yBacTATHH ¢ CBBP3BA C (LIa3MEHUTE MPOTEHHH, OCHOBHO KbM
andyMHH.

buotpanchopmaums

PosysacTaTuH ce moulara Ha orpanuyer MetabonussM (mpubnusurenno 10%). fn vitro npoyuBaHis
Ha MeTa®oMHM3Ma C H3MOJI3BAHE HA YOBELLKH XENaTOUWTH MOKA3BaT, 4e pOo3yBacTaTHH € ciad cyocTpar
3a GazupaHus Ha P450 metaGonuzsm. CYP2CY e ocHOBHUAT yuacTRam H3oeH3uM, kato 2C19, 3A4 u
2D6 ca BEnOYEHM B TO-Maika crenied. OcHOBHMTE HIeHTH(GUUUPaHU MeTabouTy ca N-e3MeTun u
NIAKTOH META0OIMTH. N-Ae3MeTII META0ONUTET € ¢ MpHOnusuTenHo 50% mo-¢cinada akTRBHOCT
OTKOJIKOTO PO3YyBAaCTaTHH, JOKATO JJAKTOHHATA ¢opMa ce CUKTa 3a KJIMHMYHO HEAKTHBHA.
PosypacTaTuH aonprHacs 3a noseue ot 90% ot uaxubuTopHara akTieHocT Ha HMG-CoA penykrasa
B UHPKYRALHATA.

EnvMunaupane

[Ipnonuzurenso 90% ot mozaTa po3yBacTaTHH e EKCKPETHPa HENPOMEHEHA BbB (PEKATTHHTE
(cbCTOAIE c€ 0T abcopOKrpaHo U HeaObcopbUpaHo AKTHBHO BELCCTRO), @ OCTAHAIATA YaACT C€
eKCKpeTHpa B ypuHata. [Ipubiausnrento 5% ce eKCKpeTHpa HempoMeHeHa B ypunata. [Inasmeunar
NOJTY-KHBOT Ha eIUMUHHpaHe ¢ npuomusurendo 19 uaca. [lomy-KKHBOTBHT HA SJIMMHHUPAHE HE
HapacTsa NpH [10-BHCOKHU 033, I 'eOmMeTpHUHSST cpeleH rasMeH KIMpEHC € IpAONH3IHTENHO

50 nurpa/uac (koeguunent Ha Bapuaumns 21,7%). Kakto u npu octanannte uuxuoéutopu Ha HMG-
CoA peaykTasa, yepHOAPoOHOTO YCBOSBAHE HAa pO3yBaCTATHH BKMOYBA MEMOpaHHHA TPAHCTIOPTHOD
OATP-C. To3u TpaHCIIOPTHOP € BaXKEH 33 YEPHOJPOOHOTO eSIMMUHHPAHE HA PO3YBACTATHH.

JIMHelHOCT
CHCTEMHOTO Bp3/€HCTBUE Ha pO3yRBACTaTUH HApacTBa ¢ NOBHMILABaHE Ha no3aTa. HaMma npoMeHH BbE
(apMaKOKHMHETHIHHTE MApaMETPH Clie]l MROTOKPATHY IHEBHY JIO3H.

CneunanHy nomynaumu
Bwapacm u non

HaMma iOTHHHYHO 3HAYHM e(eKT Ha 11012 H Bb3pacTTa BbPXy PapMaKoxUHETHKATA Ha PO3YB
MPH BB3PACTHH. EKCIIO3HUMATA NPH geua U IOHOIM C XETEPO3UTOTHA (paMHITHA
XHIEPXONECTEPONEMHIA H3IMEKIA CpaBHHMA WIIH [M0-HHUCKA OT Ta3W MIPH Bb3PAcTHHU C
(BX. ,,llennaTpuyuHa nonynauua’” no-noay).

17




Paca

®apMaKOKUHETHYHHTE NMPOYYBAHUS AOKAa3BaT NPpUOMUIHTETHO ABYKPATHO IIOBHIIEHHE HA MEAHaHHATA
croiHoCT HAa AUC U Cpax IpY MHAUBUAM € a3HATCKH TPOMIX0J (ATIOHLM, KMTAALH, QUAKITHHLUA,
BHETHaMUH M KOpeHUH) B cpaBHeHue ¢ O1arta paca. [lpy azuatug-nnaniiun uma 6nuso 1,3-kpaTHo
HapacTBaHe Ha MeiHaHnHaTa cToifHocT Ha AUC u Chax. [MomysanuoHeH GpapMaKOKHHETHHEH aHAJTH3
[OKa3Ba, Y€ HAMA KJIMHHYHO 3HAYMMH pa3iMKi BbB (APMAKOKHHETHKATA MEKIY KaBKa3KaTa M UEpHa
pacH.

bvbpeuno vepexcoane

IHpHu npoy4Bane Ha HHAUBHAN ¢ pazHOOOPA3HO {10 cTeneH 6bbpeuHO YBpEKIaHe, NeKaTa 10 yMCpEHa
ObOpeyHa OONeCT He NoKa3Ba BAMAHKE BLPXY [TA3MSHNTE KOHUSHTPAUMH HA PO3YBACTATHH HIH N-
ae3metun Metabonuta. Mnaueuan ¢ texko 0p0peuno yepexaaHne (Cleg <30 ml/min) wmar 3-kpatho
MOBHILICHHE HA IUIA3MEHHTE KOHUEHTPARUHH 1 9-KpaTHO NOBHINEHHE HA KOHUCHTPALMHUTE Ha N-
ne3MeTH)1 MeTabonnTa B CpaBHEHHE CbeC 3OpaBHTe 100poBOIRY. PaBHOBECHUTE FLIa3MEHH
KOHLEHTPALMK Ha PO3yBacTaTHH TIPH KHAWBH/H Ha XeMoIHanu3a ca npudausuteno 50% no-BUCOKH
B CPABHCHUE CHC 3APARH A0OPOBOTIIH.

HYeprodpobro yepeoicdane

B nmpoyusaHe Ha HHAWBUAH C pa3idyHa CTEMEH Ha YepHoApo0HO yBpEXKIAHE, HAMA JAHHH 33
YBE/IMUABaHE HA BE3ACHCTBHETO HA pO3yBACTATHH MPKU HHAHBHIN ¢ olleHka o Child-Pugh ot 7 nnu
no-Hucka. lrama, obaue, ¢ otlenka no Child-Pugh or 8 u 9, noka3sar NOBHIKEHO CHCTEMHO
BB3JACACTBHE ¢ Hal-MaIKO 2-KpaTHO [MOBHIUEHHE B CPABHEHHE ¢ HHAWBHAHTE C MO-HHCKH OLEHKH N
Child-Pugh. Hama onut ¢ uHzuerau ¢ ouenkd no Child-Pugh Hag 9.

[ enemuyen nosumopguzesm

Aucnozuuusata Ha HMG-CoA peaykrazHuTe UHXUOMTOPH, BKAIOYUTETHO PO3YBACTATHH € CBbP3aHa C
OATP1BI1 1 BCRP tpatcnopTau npoterHi. [lpyu nalMeHTy ¢ reHeTHYEH NOJIHMMOpPQHU3BM Ha
SLCOIBI1 (OATPIB1) w'unu ABCG2 (BCRP) uma pucK OT MOBHIICHA EKCITO3ZHIUA HA
posysacratin. MHausunyanen nonumopduasm va SLCOIB1 ¢.521CC u ABCG2 ¢ 421AA ¢ cBbp3aH
C TIO-BHCOKA eKCno3uums Ha posysactatud (AUC) B cpaBrenue ¢ reHotinosere SLCO1BI1 ¢.521TT
wi ABCG2Z ¢.421CC. To3u cneunpuueH re HOTHIT HE C€ YCTAHOBABA B KAHHWYHATA [IPaKTHKa, HO 32
MAlLMEHTH, 33 KOHUTO CE€ 3HAE Y€ UMAT Te3d TUMOBE NMOIMMOP(HU3ILM, e NPenopbhHRa NMO-HHCKA JHEBHA
1032 PO3YBACTATHH,

fleduampuuna nonyrayus:

JIBe hapMakOKUHETHUHI NPOYYBAHKA C PO3YBACTATHH (1punarad noa ¢gopmara Ha TabneTKN) pH
MEAWATPHYHH MALKEHTH ¢ XETEPO3IUTOTHA (PaMitiHa XHIIepXxoaecTepoIeMus Ha Ba3pact ot 10 no 17
UK oT 6 10 17 rogvnu (00110 214 nanpenTy) NOKa3BaT, 4e€ CKCIO3ULMATA MPH NEAUATPUUHNATE
NalHEHTH H3rEX 4 CpasHHUMa WKW NO-HUCKA OT Ta3H NpPH BB3PACTHH NMAUMEHTH. EKCNO3NIKRATA Ha
pPO3yBacTaTHH e OriIa NPenBUAMMA [T0 OTHOMIEHHE HA /T03ATd ¥ BPEMETO B MPOIB/DKCHHE Ha 2-
FOMUINCH MEPUO.

5.3. [lIpenknnunynu AaHHH 32 GelonacHOCT

[IpeaknvBHYHUTE IAHHH HE MOKA3BaT CMELHMAICH PHUCK 3a X0opaTa Ha 0a3a Ha KOHBEHLWOHATHH
M3MHTBAKKA 32 PapMakoIOrHYHa 6e30MacHOCT, FeHOTOKCHYHOCT U KaHUEPOr¢HEeH MOTEHLHAN.
Crneunduyuny TecToBe 3a Bb3aelicTBue Bbpxy XEPI He ca oueHsBann. HexenaHuTe peakuni, KOHTO
HE ¢a HaO/IIAaBaHH B KITHHYYHYU NIPOYYBaHKs, HO c€ HAOMIOAABAT IIPH XKUBOTHH NPH HUBA Ha
CKCNO3HUMA, NO100OHU HA HUBATA HA KIWHUMHA €KCTIO3HIUA €A KaKTO CIeaB8a: IPH MOBTaPALIH 034 B
[POYYBAHHA 38 TOKCHYHOCTTA XUCTONATONOTHYHHTE MPOMEHH Ha YepHHS Ipo0, KOUTO BEPOATHO Ce
ABIKAT HA (apMaKONOTHYHOTO OeiicTBHE HA PO3YBAacCTATHH c€ HAOMONARAT IPH MHILIKH, NIBX0BE,
KaKTO H 0 MaJIKa CTEMEH C NOCTAEAHLH B XThYHAA MEXYp TPH KydeTa, Ho He H IIPH MaiMyHi. B

HaABHUIABAIIH HAKOJ/TKO ITbTH HHBOTO HA TCPANCBTHUYHATA CKCITOZHIIMIL.
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6. OAPMALEBTHYHH JAHHH

6.1 ChnHchk HA IOMOUIHHTE BEILECTRS

Aapo Ha TabneTkaTa

JlakT03a MOHOXMApPAT

MHuKpoKpUCTaNIHa UETYI03]
Kpockapmenosa HaTphii

Komnouaged Oe3BoacH CHIHUHER THOKCHA
Maruesues cTeapar

(DHIMOBO TOKPHUTHE
Xunpomenosa 2910/5
Makporon 6000

Turtanos anokcun (E171)

Tank

KeneseH okcun, yepseH (E172)

6.2 HecnBMecTHMOCTH

Henpisnoxkusmo.

6.3 Cpok naroasocr

2 rOAVHH

6.4 CpoeudajHH YC/JI0BAA HA ChLXpaHEHHne

Ha ce cpxpasssa nmog 25 C B opuryHa/iHaTa ONAKOBKA, 3a [1a Ce MpEeAna3nd OT CBETINHA W BJ1ara.
6.5 JJauBH 1a ONAKOBKATA

OPA/AU/PVC/Al 6nMcrepHa oNIakoBKa, CrBBALIA Ce KAPTOHEHA Ky THA.

PasMep Ha onakoBkure: 28, 30, 84, 90, 98, 100 dpunmupauu TabieTkn.
He BCHUKH BHAORE OMAaKOBKHW Morat a2 6baT mycHaTH B npoaaxkba.

6.6 CrneurdaaHn Npeana3Hyi MePKH NPH K3XBLPJIANHE H padoTa

Hama cnetHaIuy HIHCKBAHHA.

7. IMMPUTEXATEJ HA PAIPEILNEHHUETO 3A YIIOTPEBA
Zentiva k.s.,
U kabelovny 130,

Dolni Mecholupy,
102 37 Prague 10,

Yewka pemybnuxa

8. HOMEP(A) HA PA3PEIIEHUETO 3A YIIOTPEBA

Per. Ne 20100143
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9. JATA HA ITbPBO PAIPELIABAHE/TIOJHOBABAHE HA PASPELIEHHETO 3A
YIHOTPEDBA

Jlata Ha obpeo paspeumiasane: 08 Mapt 2010
Hara Ha mocienHo noauosasare: 21.07.2015

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

28.03.2023 1.
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