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2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Posypactatun Maiinan 10 mg dunmMupasn TabneTku
Beaka Ttabnerka cwnabpxka po3yBacTaTHH Kajuuil, cboTBeTCTBaWo Ha 10 mg po3yBacTaTHH
(rosuvastatin).

PosypacraTun Maiinan 20 mg dunmupauu Tabnerku
Beaka Tabnetka cbAbpxKa pO3YBACTATHH KalUMi, CbOTBETCTBamO0 Ha 20 mg po3yBacTaTHH
(rosuvastatin).

[ToMolIIHM BELIECTBA ¢ U3RECTHO ACHCTBHE

JlakTo3sa:

Bceska gpunmupana tabnerxa ot 10 mg ceabpika 25,84 mg nakrosa.
Bedka ¢puamupana tabnetka ot 20 mg cpabpka 51,68 mg nakrosa.

3a NbLJIHKA CITHCHK Ha [IOMOLTHHTC BCLICCTBA BIDKTC TOYKA 6.1.

3. JEKAPCTBEHA ®OPMA

OunmupaHa TadbneTka

10 mg: posoea, Kpbria, ABOHHO H3nbKHANA GHUIMHpana TabneTka ¢ TuameTsp 5,55 mm, ¢ penedHo
0003HaYeHue *M” oT enHarta cTpada 1 “RS1” ot apyrara cTpaHa.

20 mg: po3oBa, KPBIIa, JBOWHO W3bkHana GuaMupana Tabnerka ¢ Anamersp 7,14 mm, ¢ penedno
0603HaueHue “M” oT eaHarta cTpala u “RS2” ot apyrara cTpaHa.

4. KJIHHHYBEHA JAHHHA

4.1 TepaneeTHUHH NOKAZAHUSA

JleueHure Ha XHUINEPXOJIECTEPOIEMUS

Bn3pacTHH, FOHOLIH K Jiella Ha MM HaJ 6-TOJHIIHA Bb3PacT ¢ ThPBUUHA XHTIEPXOIECTEPOIEMUS (THII
[la BKIIOUMTENHO XETEPO3UTrOTHA (haMHUIHA XMIEPXOJAECTEPONEMHs) MW CMECEHA JMCIAUMAIEMUA
(tun 1Ib) xato nodaBka KBM AWeTaTa, KOraTo pe3ynTarbT OT AHMETATA M APYrH HEPapMaKOoJOrHIHH
MEpKM (Hanp. PH3UHECKH YINPaKHEHNs, HAMAIABAHE HA TErJ0TO) HE € 3a/I0BOJIUTEIIEH.

Bt3pacTHn, OHOWM ¥ fmeua va waM Haa 6-TOOHINHA BB3PACT ¢ XOMOBWFOTHA (pamMHIIHA
XUTIEPXONECTEPONIEMHS KaTO A00apka KbM AMETATa W APYro JUNHMAONOHHKABAUIO JICUCHHE (HarIp.
LDL adepesa) und Korato ToBa JieyeHue He € IOAXOAALIO0.

[IpeBeHUUS HA CBPACYHO-CBAOBH CHLOUTHS
[IpenoTBpaTsBane Ha rolieMy ChPASYHO-CHAOBU CHLOMTHSA TPH MMALIHEHTH, OUEH
MbPBC ChPAEYHO-CHAOBO CHOMTHE (BK. TOuka 5.1), KATO OONBJAHEHHE KBM KO
pUCKOBM (hakTOpH.




4.2 Io3upoBKAa H HAYMHH HA NPHJIOKEHHE

[Ipenu 3anoupaHe Ha TepanMgaTa, NAUMEHTHT TpAdOBa Ja ObJe NMOCTaBEeH Ha CTaHIApTHa AWCTA 3a
MOHWKABAHE HUBOTO HA XOJIECTEPONA, KOATO Aa TIPOIB/KH U MO BpeMe Ha JieueHueTo. M30opsT Ha
NO3UPOBKa C€ ONpENensa oT MHAUBUAYATHO CHOPES/l NENUTE HA JEUSHUETO W OTTOBOPHT Ha NauHeHTa
KBM JIEYEHHETO, KATO CE€ W3MON3BAT MPENOPbKUTE HA CHbBPEMEHHUTE KOHCEHCYCHU PBKOBO/ICTBA.

POS}’B&CT&THH Maiinan Moxe 1a ce [npyema no BCAKO BpeME Ha JCHA, CbC HIIH 0e3 XpdaHa.

JleyeHHE HA XUNIEPXOJIECTCPOICMHS

[IpenopbuBanata HavyanHa ao03a ¢ Smg wiu 10 mg BeAHBK IHEBHO, KAaKTO NpY MNAUMEHTH HE
pHeMaii CTaTHHM, TaKa M NPH NpeMuHaBaHe oT Apyr uaxuonTop Ha HMG-CoA penyxrasa. M30opbT
Ha HayallHATa J03a 3aBUCH OT HHBOTO HA CEPYMHHSA XONECTEPON W OBACIIUA ChPAECYHO-CHIOB PHCK,
KaKTO M OT ITOTEHIMANHHKA PUCK OT NOABA HA HeXe/IaHH peakiuu (BiK. no-aomay). [Ipu aeodbxoaumocT,
J03aTa MOXE [Ia C€ KOPUTHpa, KaTo CE NPEMHHE HAa CIEeJBAOTO T030BO HUBO Cliel 4 ceaMHUUM (BXK.
Touka 5.1). IlpeaBun noBWileHaTa YecTOTa HAa ChOOU[ABAHE HA HEXEJIAHH PCaklLHH MPH J03a OT
40 mg, B CPAaBHEHHE C NO-HUCKHUTE N034 (BXK. To4Ka 4.8), KpaliHo THTpHpaHe A0 MaKCHMalHaTa 4034
ot 40 mg TpsbBa na ce mpeAnpHeMa caMoO MPH NAUMEHTH ¢ TEXKKA XUIEPXOJIECTEPOIEMUS C BHCOK
CBHPACHHO-CBIAOB PUCK (ocobeHo Te3W ¢ daMulIHA XUIEPXOACCTEPOJEMHA), KOHTO HE AOCTMrarT
’KEMAHOTO HHMBO HA XOMecTeponl NpU JiedeHHe ¢ 20 mg H OpH KOMTO LIE CE IPaBM PYTHHHO
MpocnensBaHe B XOAa Ha JeyeHuero (k. Touka 4.4). Ilpu 3anousaHe Ha yeuenue ¢ 40 mg ce
nperopb4sa Hab:110JEHHE HA NALUEHTA OT CHEUHAUCT.

[IpeBeHiIHA HA CHPACYHO-CHAOBH CHOHTHS
B npoyyBaHeTO 32 NOHMXKABAHE HA PHCKA OT ChPACYHO-CHIAOBH CHOUTHS € H3NOI3BaHa 1032 0T 20 mg
AHEBHO (B3X. TOUKa 5.1).

[legnaTpruHa nomyJJanus
Ynorpedara npu aeua tpadBa 1a ce IPoBeXIa CaMO OT CNIEHUATTUCTH.

Jeua v oHomu Ha Bb3pacT 6 go 17 rogunuum (craauid <II-V no Tadep)

XeTepo3UroTHa paMHuIHa XUIEPXOJIecTEPOTEMHS

[Ipu neua ¥ rOHOLUM € XeTepo3UroTHa (paMuIHa XUTIEPXOEeCTEPONIeMUs OOMUYaliHaTa HauaiHa 1034 €

5 mg AHEBHO.

. IIpy nena Ha Bw3pacT 6 70 9 roAuHM ¢ XeTepo3MroTHa (PaMHiIHA XHNEPXOJIECTEPOICMHUS
O0MYaHHUAT [1030B AWanasoH € 5-10 mg nepopalHO BEAHBXK [HEBHO. be3onacHoCTTa M
e(pUKaCHOCTTa Ha J03H HO-BHCOKH OT 10) mg He ca IpoyyBaHH MPH Ta3H MOMyJiaLus,

. Ilpu neua Ha Bb3pacT 10 10 17 roAWHM C XETEPO3UroTHA (paMHIHA XHMEPXOJECTEPO.ICMHS
o0H4alHUAT [030B AMAana3oH € 5-20 mg nepopajHO BEAHBX JHEBHO. be3omacHocTra M
¢(MKaCHOCTTA Ha /1034 NMO-BHCOKH OT 2() mg He ca MPOyYBaHU MPH Ta3H MOIMyaLHs.

Turpupanero TpaOBa ga ce npoBeXkga CHIIACHO MHAMBHAYATIHHS OTrOBOP M NOHOCHMOCT Ha
IeAHATPAYHHTE MMALMEHTH, KAKTO ¢€ MPenopbhbyBa B MPENOPLKMUTE 3a JISUEHHE Ha faela (Bxk. Touka 4.4).
Jeuara u oHOIINTE TpAdBa fa ce MOAMOKAT HA CTAHAAPTHA XONEeCTEPON-IIOHMKABAINA JAHETa NpeaH
Ja ¢ 3alTO4HE jIeYEHHE ¢ pO3YBACTATUH; AMeTaTa TpaOBa /Aa ce NPOAB/IKH MO BpeME Ha JIEUYECHHETO C
pO3yBacTaTHH.

XOMO3HIOTHA GaMHIIHA XMMEPXOAECTEPONEMHUS
Ilpp mena Ha BBL3pacT 6 a0 17 roguHM ¢ XOMO3WTOTHA daMHIHA XM
NpenopbUnTeiHaTa 4oza ¢ 20 mg BeAHbK THEBHO.

Ilpenoprusa ce HayanHa Ac3a oT 5 10 10 mg BeAHBXK JAHEBHO, B 3aBUCHMOCT OT
npealecTsamiara ynorpeba Ha cratuHd, TuTpupaHe A0 MakcuMalHata JA03
AHeBHO TpsOBa Ja Ce€ H3BLPIIBA CHOOPA3HO MHIMBMAYAJHHA OTIOBOP H
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NeIMATPHYHY MAIMEHTH, KaKTO Ce NpPEernopLyuBa B MPENOPHKATE 3a JeYeHHe Ha aela (B, TO4YKa 4.4).
Heuata v oHoWMTE TpadBa /1a C€ MOANIOKAT HA CTAHAAPTHA XOJIECTEPOI-NIOHWKABAIIA NHETA NPeaH
Aa Ce 3aroyvHe JICYCHHE ¢ PO3yBacTaTHH; AveTara TpsadBa Ja ce NPOJAB/IKH M0 BpEME HA JICYEHHETO C
pPO3YBACTaTHH.

HUMa orpaHu4eH ONUT ¢ A03H pa3nnudy ot 20 mg npH Tasd Nomynanus.

Hena 11o-Manku ot 6 roJIMHM

BezonacHocTTa W eMKacHOCTTA Ha yroTpedaTa npv aeua Ao MadkHd OT 6 TOAMHM HE Ca NPOYUBAHH.
Cnepoarendo, Posysacrarun Maitnan He ce npenopbusa 3a ynorpeda nmpu aena nMo-Majlku OT 6
rOJAMHH,

Ynorpeba nNpy MaUKMEHTH B CTAPUYECKA Bb3pacT
[IpenopbuBaHata HavaiHa 103a MPH MaLHEHTH Haj 70-roaMiuiHa BB3PAcT € 5 mg (BkK. Touka 4.4).
Jpyro kopurupane Ha JO3HPOBKATA B 3aBHCHMOCT OT Bb3PACcTTa HE € HeoOX0AHUMO.

o3upane npy nauMeHTH ¢ OLOpeUHa HeIoCTATHLYHOCT

[lpn nanuenTd ¢ NeKo A0 yMepeHo OBOpeHHO yBpekKaaHe HE ¢e Hanara kopurhpase Ha aosure. llpu
MalHeHTH ¢ yMepeHo OBOpeyHo yBpexaaHe MpenopbyBaHaTa HAa4YanHa [03a € 5 mg (KpCaTHHHHOB
kiupbHe < 60 ml/min). ozuposkata or 40 mg € NpoOTHUBONOKA3aHA TPU YMEpEeHO OBLOpeYHO
yepexcaade. [IpH nmauMeHTH ¢ TexKko OBLOpedHo yBpewaaHe ynorpebara Ha Posysactatui Mainan e
MPOTHBONOKA3aHA 32 BCHYKHM J03M (BXK. ToukH 4.3 u 5.2).

JlozupaHe Nph NaLUEHTH ¢ YePHOAPOOHO VBpEXK/1aHe

He ¢ HabaronaBana noBHiI€HA CHCTEMHA €KCMIO3HIMSA HA PO3YBACTATHH IPH NALMEHTH C OLCHKA 1O
ckanata Ha Child-Pugh <7. Bhnpekn TORa, NOBHUICHA CHCTEMHA €KCNO3WLMS € HadsonaBaHa IpH
MalUeHTH ¢ oueHka mo ckanarta #a Child-Pugh 8 u 9 (k. Touxa 5.2). [Ipu Te3u nauueHTH TpadBa na
ce OOMHCIIM U3BBLPLUBAHETO HA OUeHKa Ha ObOpeuHata ¢yHkuus (Bx. Tovka 4.4). Hama onut npH
MaLWeHTH ¢ ouenka no ckanara Ha Child-Pugh nan 9. PosyBacratun MaKnaH € npoTHBOINOKa3aH MpH
MaLHUEHTH C aKTUBHO YEPHOIPOOHO YBpexxaaHe (BikK. TouKa 4.3 ).

Paca

[1py mauMeHTH OT a3MATCKATa paca ¢ HaOII0JaBaHa MOBHIIEHA CHCTEMHA KCIMO3MLIUA {(BXK. TOUKH 4.3,
4.4 n 5.2). IlpenopbyBaHaTa HavyanHa A03a NPH DAUMEHTH OT a3HATCKH Ipowsxoen € 5 mg. IlpH Te3n
MaLUEeHTH € MPOTUBONOKA3AHO NPUIoKeHHe Ha 1033 oT 40 mg.

["'eHeTHYEH TIOAUMOPGUIBEM

H3BecTHO €, ue cneunpUYHd BUAOBE TeHEeTHYEH NMOJAMMOP(M3IBbM MOrar Ja A0BeAaT A0 MOBHINABaHS
Ha €KCITO3HLIMATA Ha pOo3yBacTaTHH (BXK. Touka 3.2). 3a MalMEeHTHTE, 3a KOUTO € U3BECTHO, Ue uMar
TaKWUBa ClIeUH(PUIHH BU0BE TIOTHMOPGHIBM, C€ MPENnopBUBa NMO-HACKA AHEBHA 1034 PO3YBACTATHH.

Hosvpane npy MauneHTH ¢ npeapasnonaraimy hbakTopy 3a MHOIATHA
[Ipy mauMenTH ¢ npedpasnonaramy (HakTOpW 3a Ppa3BHTHTE HA MHUOMATHA TIPENOpbYBAHATA HAualHa
Aoza e 5 mg (Bx. Touka 4.4).

[IpH HAKOHM OT TE3M MALMEHTH € MPOTHBOMOKA3aHO NPUIMKEeHHETO Ha A03a oT 40 mg (Bxk. Touka 4.3).

ChIBTCTBALIA TEpANU
PosyBactaTHH € cyOcTpar Ha pasnuuHM TpadHcrnioprepHu npotennn (Hamp. OATPIB1 _u BCRP).
PHCKBT OT MHONaTHs (BKIIOUHTENHO padaOMHONK3a) Ce MOBUIIIABA, KOraTo poO3yBac
€IHOBPEMCHHO C OMNPENE/NCHH JICKAPCTBEHH IIPOAYKTH, KOWUTO MOrar jaa Mo
KOHLICHTpaLWAg Ha pO3yBACTaTUH, NOpaad B3aHMOACHCTBHSA ¢ T€3H TPAHCMOPTE
IMKJIOCTIOPHH H HAKOHM [MPOTEa3HM HMHXUOUTOPH, BKJIIOUMTEIHO KOMOMHALL
aTa3aHaBUP, JIOIUHABHP U/WJIM TUIPAHABUD, BXK. ToukH 4.4 u 4.5). Korarto € Bb
UMaT APEIBHA aANITCPHATHBHH JEKapCcTBa M, aKO € HeoOX0auMo, Aa ce uma
MPEeKbCBAHE Ha TepanHuATa ¢ po3yBacTaTMH. B cuTyauuu, Korato eJHOBPEMEHH
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TC3H JICKAPCTBCHH NPOAYKTH C PO3YBACTATHH € HGHSGeH{HO, [1o/13aTa W PHCKA OT ChIBTCTBALlATA

TCpanHnid W KOPCKHHH Ha /03ara Ha pO3YBACTATHH TpﬂGBﬂ BHUMATC/IHO da CC OﬁMHCJ’IHT (B}I{. TOYKA
4.5).

4.3 IIporusonoxazanus

PosyBactatun MaiinaH € npoTHBONOKA3aH:

- IPH NAUUEHTH CbC CBPBXHUYBCTBHUTE/IHOCT KbM PO3YBACTATHH HIIM HAKOE OT TMOMOUIHHUTE
BCLUECTRA.

- IpH TAUWEHTH ¢ AaKTUMBHO u4epHOApPOoOHO 3adonsipaHe, BKJIKOYHTCIHO  HEYTOUYHECHO,
IPOABIKUTETHO TIOKAYBAHEC HA CEPYMHUTE TPAHCAMHHA3H U BCAKO IMOKA4BaHe HA CEPYMHMTE
TPaHCAMMHA3U TPU NBTH HaJ FOPHATA rpaHulla Ha HOpMaTa.

- MPH MALUEHTH ¢ TeKKO OGbOpeuro yBpexaaHe (KPpeaTHHHHOB KIUMpBHC < 30 ml/min).

- IIPH NMAaLMEHTH C MUOTIAaTHA.

- npu MALMEHTH, ApHeMaiiy ¢IHOBPEMEHHO KoMOHHaLKs oT
codocOyBHp/BeANATACBUP/BOKCHIANpEeBHp (BK. Touka 4.5).

- [IPH NALHEHTH, NpHEeMaliiy €AHOBPEMEHHO LIUKIOCTOPHH.

- 10 BpeMe Ha OpEMEHHOCT, KbPMEHE M TPH XKEHU B JIETEPOAHA BB3PACT, KOMTO HE H3IIOJ3BAT
[TOAXOAALLM KOHTPALUECNTHBHH MEPKH.

Jlozata or 40 mg e npoTHBONOKa3aHa OpM MNALMEHTH C mMpeapa3noiaraild (QakTopH 3a
MHONaTH/pabaomuonmza. Takuea dbakTopu ca:

- yMepeHo 1o cTeneH 0b0peuHo yepexaaHe (KpeaTHHUHOB KupbHC < 60 ml/min).

- XHIIOTHPEOUIA3BM.

- NVYHA WK pamMUIHA aHAMHE3A 33 HAC/ICACTBEHH MYCKYJIHH 3a00NIABaHN4.

- aHaMHeE3a 3a MOfBAa Ha MYCKYJHO YBPEXKAAaHE IO BPEME Ha JIEYEHUE C JPYro JIEKApCTBO OT

rpynara Ha HMG-CoA peaykTasHi nHXHOHTOpH Wau ¢ (pudpar.
- 3/ioynoTpeda ¢ ankoxod.

- ChCTOAHHS, TIPHA KOUTO MOXKE 14 Ce NMOBUIIAT IUIA3MEHMTE HUBA.
- JMlIa OT a3MaTcKaTa paca.
- CBHIBTCTBALLO JieYeHHe ¢ hpubdpaTu.

(Bx. Touku 4.4, 4.5 u 5.2).
4.4 CoexHaJHH NpeaAylpexRAcHAsa K NpeInaHl MEPKH [IPH ynorpeda

Edextu Bupxy 6n6perure

[Ipy naumeHTH, NEeKyBaHH ¢ MO-BHCOKM JI03H pO3yBacTaTHH, ocobeHo ¢ 40 mg, e nHabnwonaBaHa
MPOTEHHYPHS, KOATO € YCTAHOBEHA NMPH M3CNICABAHE ¢ TECT-JIEHTH, C MIPEAUMHO TYOYIEH NPOH3X0I H B
NOBEYETO CAYYaH C NPEXOJECH WM HHTEePMUTEHTEH Xapakrep. He € mokazaHo nNpoOTEeHHYpHATa jaa
NpeAllecTBa OCTPO HIH NporpecuBHo OBOpeuHo 3adongeaHe (BxK. Touka 4.8). JoxiaasaHaTa 4€cToTa
Ha CEPHO3HU ObOPEUHW YBpEeaW NpHU MOCTMAPKETHHTOBATA yroTpeba € no-Bucoxa MpH J03HPOBKa OT
40 mg. Ouenka Ha 6bOpeuHaTa GyHKIHA TpAOBA Ja ce HATIPABH MO BpEME Ha PYTHHHO NMPOCTICIABAHE
TIPH NMALUEHTH, JIEKYBaHH ¢ 40 mg.

EdeKkTH BEpXY CKENeTHa MYCKYIAaTYpa

ChOOIIABAHK NMPH BCHYKH MAaUMUEHTH, JIEKYBAHHU C PO3YBACTATHH, NPH MPHIIOKEHHE
pexumu, ocobeHo npu 103 > 20 mg, MHoro peaxu ciydad Ha pabaoMHonuza
H3MOA3BaHETO Ha €3¢THMHO 8 komOHHaUua ¢ HMG-CoA peaykTasHid HHXUOUTO
W3KIIOYEHO (PapMaKoJWHAMHUHO B3aMMoOZeiicTBHe (BXK. Touka 4.5) H € Heobx éﬁ |
KoMOMHMpaHOTO UM usnomsBaHe. Kaxro npu apyrure HMG-CoA penykwas
AOKNaZBaHaTa 4YeCTOTa Ha padAOMHONM3a, acOLUMHpaHa C PO3YBacTaTHH TIpH
ynorpeda, € no-BMcoKa NpH 103UpoBKa o1 40 mg.



B HAkonko cnydyas ce CpoOllaBa, 4Ye CTaTHHUTE WHAYUMpAr de novo WIW BIIOUIABAT Be4e
CBIIECTBYBALlA MHACTEHHN TIpaBUC WIH O4yHAa MuacteHus (BxkK. Touka 4.8). [IpunokeHHeTO Ha
PosyBactaTHH MaiinaH TpaGea Aa ce cripe B ciyyaii Ha BIOWIABaHE HA CUMNTOMUTE. MMa chodleHns
3a peLIMAHB TPpH (MOBTOPHO) MpUJiarane Ha ChiUHA WM Pa3sIMYCH CTaTHH.

H3mepBaHe Ha KPCATHHKHHA34

Kpeatunkunasa (CK) He tpadpa ga ce usmepsa cre/l yCWiIeHd YIPaXKHEHHs WK fPpH HAIMYHETO Ha
ApYr BEPOATEH NpUUMHHUTEN Ha yBeaudeHue Ha CK, KOeTO MOXe ja 3aTpPyJHHM TBJIKYBAHETO Ha
pezyaraTta. Axko HHBOTO Ha CK e 3HayuTendo MOBHIIEHO TMPH M3XOAHO HUBO (> 5 MBTH ropHata
rpanutta Ha HopMma (ULN)), Tect 3a moTebpxnaBane Ha pe3y/raTta TpAOBa na ObJEe HanpaBeH B
paMKHTe Ha 5-7 AHH. AKO MOBTOPHOTO M3c/enBaHe NMoTebpav U3xoaHo HUBO Ha CK > S5xULN, He
TpsAOBa [a CE 3arouBa JIeUeHHe.

Ilpeau JieueHHETO

Kaxro u npyrn HMG-CoA penykraznn MHXUOHTOPH, po3yBacTaTWH TpabBa fa ObAe NPeanucBad ¢

NOBHIUCHO BHUMAHMES MPH MALHEHTH, 32 KOKWTO ca Haiyue (PakTOpH, NnpejpasnoaraillH pa3sBHTHE Ha

MUonaTHa/pabaomuonnsa. Takupa (akTOPH ca:

- 6BOpeUHo yBpexaaHe.

- XHITOTHPEOHAU3BM.

- JIHYHA UK ¢paMKiIHa aHaMHe3a 32 HACNEACTBEHO MYCKYJTHO 3a00s1sSBaHeE.

- YCTAHOBEHA MYCKyaHa ToOKcHYHOCT KbM apyr HMG-CoA penykrazeH HUHXHOUTOp HMITH
dubparu.

- 3I0YIOTpeda ¢ AIKOXOI.

- BB3pacT > 70 roanHM.

- CbCTOSHMS, IIPH KOUTO MOXe Aa ¢e HabJIi0/1aBa [oKauBaHe Ha IJ1a3MEeHUTe HUBA (BXK. TOUKK 4.2,
45us2).

- eAHOBPEMEHHO MPHI0XKESHHE Ha QUOpaTH.
[Ipn nono6Hu nauueHTH Tpabea na ce UMa MpeNBU] PUCKA OT JIEUEHHETO BbE BPH3KA ¢ BH3MOXKHHTE
[MOJI3H, KaTo ce Npefiopb4yBa KIMHWYHO HaObmwoneHue. Ako M3xoiHHTe HUBA Ha CK ca 3HauMTeNHo

nosrweHun (> 5xULN), He TpadBa na ce 3amoura jeueHHe.

flo BpCME Ha JICHEHHETO

[lanMenTuTe ce 3aabmkaBaT He3abaBHO Aa JOK/IAABAT HEOOACHMMAa MYCKyhHa OO0JIKa, ycelllaHe 3a
C1abOCT HNM CXBalUAHE, Hali-Beue ako ¢a CBBP3aHU ¢ HepasnonokeHuwe WK dedpunurer. Ilpu Tesm
nayuMedTy Tpsadea 1a ce wsMmepat Hupata Ha CK. Tepanusita TpsaOea fa ce NpekpaTH, akO HMBaTa Ha
CK ca sHaudtenHo noeuinenn (> SXULN) unm ako MyCKYJIHHTE CUMITTOMH Ca TEKKH U [PHYMHABAT
eXKeIHeBeH nUckoMmbopt (nopu ako HuBata Ha CK ca <5xULN). Ako cuMnTOMHTE H3Ue3HAT U
HHBata Ha CK ce Hopmanuzupar, Moske Ja ce oOMHCIM 3a NOBTOPHO JieuenHwe ¢ Po3syBactaTuH
Maiinan wnu anrepHaruseH HMG-CoA peaykTazeH MHXMOUTOP B HaH-HUCKA 103a W NOJ BHUMATEAHO
HaOmonenue. PytunHo Habnrogenwe Ha HuBata Ha CK mpn nauvieHTH 0Oe3 CHMIITOMH HE €
OCHOBATEJHO.

MMa MHOrO peikd AOKIaAy 3a UMYHOMEIMMpaHa HekpoTHiupaina muonatus (IMNM) no Bpeme Ha
WIH CJIEA CITHPAHE HA JIEYEHHETO CbC CTATHMHUTE, BKIMKOUUTENHO po3yBacTatHH. IMNM knHHWYHO ce
XapaKTepH3Hpa ¢ MNPOKCHUMaTHA MYCKYJIHA claboCcT M NOBHMILEHA CEPYMa KpeaTHH
NEPCUCTUPA BBIPEKH NPEYCTAHOBABAHE HA JICYCHHETO ChC CTATHH.

[Ipy KNMMHWYHHTE M3NUTBAaHMA HE ca HAOMKOAABaHH AAHHH 34 NOBHIIEHH ed
MYCKyJlaTypa B MajikaTa TIpyna NauMeHTH, NpPH KOWTO pPO3yBaCTAaTHH
CBIBTCTRAID JIEUCHHE. YBeIHUYeHHEe Ha 4YeCTOTATA HA MUO3UT H MHOIIATHA



dbHUOpHHOBATA KHUCEIMHA, BKJIIOYUTEIHO reMPHOPO3UI, UMKIOCNIOPMH, HWKOTHHOBA KWCE/IHHA,
430JI0BH AHTHMHKOTHLY, MPOTEA3HH HHXHOWTOPH M MaKpOJIWAHH aHTHOMOTHUH. I'emdubposun
MOBWIIABA PHCKA OT MHONATHA, ako ce mnpuema eaHoBpeMeHHO ¢ Hakon HMG-CoA peaykrasHH
uHxubutTopu. [lopagu Toea, kombGunauusata mexay PosysacratiH Maiiniad W reMubposun He €
npenopbunrenda. llonsata OT JONBAHATENTHO CHWXKABaHE B JIMNWUJHUTE HUBA B pe3yaTar oOT
KOMOMHUpaHOTO TipueMaHe Ha PosyBactatuH Maiinan v ¢$uOpatv wid HuauuH, TpsaGBa 1a Obie
BHUMATEMHO OLECHEHA CTPAMO MOTEHUHANHUS pUCK OT noaobHu koMOuHauuu. IlpH €AHOBPEMEHHO
APUIOKEHHE Ha GHOpaTH, IedeHHeTO ¢ 1034 oT 40 mg e npoTHBoNOKa3aHo (BXK. TOUKH 4.5 1 4.8).

PozyBactatud MaiinaH He TpsabBa na ce npuiara ¢IHOBPEMEHHO C PY3UJI0BA KHCENTHHA 38 CHCTEMHO
MPUIOKEHHE WIM B PAMKHMTE HAa 7 JHH Clied CnMpaHe Ha JieueHHeTo ¢ ¢y3unosa kucenuda. [lpu
MAUMEHTH, IIPH KOUTO W3NOI3BAHETO HAa (DY3MAOBA KMCEIHHA 33 CHCTEMHO IIPHIOKEHHE CE CHHTA 34
OCHOBHO, JICYCHHETO CHC CTATHHHU TpsadBa Aa ObAe NpeycTaHOBEHO MPe3 LEsIka NIEPUOA Ha JICYEHHE €
dysunoea kucenuHa. ¥ma crobinenns 3a pabpoMHoaH3a (BKIKUHTEIHO HAKOIKO ¢ (haTaleH H3X0[)
OpM TMAalLMEHTH, NpHemaild ¢y3uaoBa KHCEWHA W CTAaTHHH B KOMOMHauus (BxK. Touka 4.3).
[lanpentute TpabBa 1a OBAAT NMOCEBETBARM Ja MOTHLPCAT He3abDaBHO MeOMUMHCKA MOMOLL, aKo
M3IMKHTBAT CUMNTOMH HAa MYCKYJIHA cnaboct, 60iKa Uiy DONE3HEeHOCT. JIGUEHHETO ChC CTATHHH MOXKE
Aa ObAe MOJHOBEHO CEAEM AHH cJie/l nocneaHara go3a Ha (y3unoBa kucenuHa. Ilpu M3BbHPEAHH
OOCTOATEIICTRA, KOraTo e HeoOXoauma TMpOAb/DKUTENHA YNoTpeba Ha ¢y3ugoBa KHCenWHa 3a
CHCTEMHO NPWIOXKEHKE, Hamp. 32 JieyeHHe Ha TEKKH HHGEKIMU, HEOOXOIUMOCTTa OT €JHOBPEMEHHO
npuioxeHnue Ha PosyBactatiud Maiinan ¥ gy3unoBa kucenuHa tpsbBa ga ce npeleHn HHIAMBUIYATHO,
U [10J] CTPOT MEAUIIMHCKH KOHTPO,

Posyeacratnn Maiinan He TpabBa na ce ymorpebsBa npu MALMEHTH C OCTPO, CEPHO3HO CHCTOSIHHE,
Mpeanojaramo MHONATHSA, HAH TIpeapasnosaramtio KbM pa3BHTHE Ha ObOpeyHa HEROCTATBYHOCT,
BcoieacTeue  pabaoMuonusa  (Hamp. CEeNCHC, XMNOTOHWA, TOoJisMa  Ornepauus, TpaBma, TEXKH
META0OIMTHH, €HIOKPHHHHN H ENSKTPONIMTHH HAapYLIEHUS Wil HEKOHTPOJIUPAHU I'bPYOBE).

TexKn KOKHH HEKENaHW PEAKUMHU

[lpy neueHHe ¢ pPO3YBACTATHH ce CHOOWIABA 34 TEXKKH KOMKHH HEXENAHM PEaKUHH, BKIIFOUBALULH
CHHApoM Ha Stevens-Johnson (SJS) u nexkapcrBeHa peakuyHs ¢ €03MHODHIUA U CUCTEMHH CHMIITOMH

(DRESS), xouT0o MOXe Ja ca ;KMBOTO3acTpallaBalii MWIH ¢ aetajneH uixod. [Tpu npeanucBaHeTo Ha
NEKapCTBEHHA TIPOAYKT MalMeHTUTe TpsidBa Aa ObaaT WHPOPMHUpaAHU 3a NMPH3HALKTE H CHMOTOMHUTE
HA TEXKH KOXHH peakluu H na Objaar HabionaBaHH ¢ MOBULIEHO BHUMaHHE. AKO C¢€ MOSABAT
NPU3HALIM H CHUMIITOMH, MOKA3ATEHM 334 TA3W peaKklUMs, NpHIoKeHHeTo Ha Po3yeactarun MarnaH
TpsaOBa He3a0aBHO Aa Ce MPEYCTAHOBH H Ja ¢€ OOMHCIH alTEPHATUBHO JieueHHe.

AKO MalMEHTBLT € pa3BWl CepHO3HA peakuMd, kaTo Hanpumep SIS uan DRESS npu ynorpebara Ha
PosyeactatiH Maknan, neueHuero ¢ PozyBactaTiH Maiinad He TpsOba HHKOra Aa c¢ MOJAHOBABA MPH

TO3H NAUHCHT.

Edekrn BEpXY HepHHs apod

Kakro npu npyru HMG-CoA peaykrazsu naxudurops, PozysacTtaTiH Maiinan Tps0Ba BHUMATETHO
Ja ¢e Tipyiara npH NAUHeHTH, KOWTO IpueMaT roJiAMO KOJHYECTBO alKOXO0d WHIM €a HMaju
3a00/19Ba YepHHUS ApoD.

[lpenopsunTenHO € Aa ce nanpasat (pyHKUHMOHAMHU W3CNIENBaHUSE HA YyepHus Apod mpeam u 3 mecela
Clief 3ano4BaHe Ha fieueHHeTo. Posyeactatud Maiinan tpabea na Gwjie nmpeycTaHOBEH WIIM 103aTa
HaMaJICHa, aKO HUBOTO Ha CEPyMHHTE TpPaHCAMHHA3H HaABHINABA TPH THTH TOp
Hopma. JJoknaaBaHata Y€CTOTa 33 CEPHO3HH YepHOAPOOHH yBpeaH (BKIIOYBAIHH

‘IepHoﬂpoﬁﬁu TPAHCAMHHAZH ) MpH NOCTMapKETHHIOBATA ynﬂTpeﬁa, € IMO-BHCO
40 mg.




llpy nauueHTH ¢ BTOPHYHA XUMEPXONECTEPOSEMHA, MNPUUHHEHA OT XHINOTHPECOHAWIBM WIIH
HeGPOTHUEH CHHAPOM, OCHOBHOTO 3abonasaie TpAOBa Ja ce JIEKYBa NMPEAH 3aN0UBaHE HA NEYCHHE C
PosyeactaTun Maltian.

Paca

DapMakOKHHETHYHUTE NPOYYBAHHA MOKA3BAT, Y€ MPH MALHEHTUTE OT a3HATCKaTa paca ¢ HaJIMUE To-
BHCOKA €KCTIO3HMILIHA B CPABHEHUE € T€3U OT €BpOTIenIHaTA paca (BK. Toukn 4.2, 4.3 n 5.2),

IpoTea3sHu HHXKUOUTOPU

IlopuineHa cucTEMHAa €KCTIO3MUMA Ha PO3yBacTaTMH ¢ HadiioaaBaHa NOpU NaUMEHTH, INpPHEMaiH
pO3yBacTaTUH €AHOBPEMEHHO ¢ Pa3lIMYHH NPOTEa3HH HWHXUOWTOPH, B KOMOMHAlLuWA ¢ PUTOHABUP.
Tpabea na ce NMpeLeHH KAKTO [OA3aTa OT MOHWKABAHE Ha JTHITHAMTE Ype3 ynorpeda Ha po3yBacTaTHH
npH nauuentd ¢ HIV kouto npuemar nporeazHn MHXMOMTOPH, Taka W NOTEHUHANA 32 NOBHLICHA
KOHUEHTPALMUS HA pPO3YBACTATHH, KOraTo C€ 3ariouBa TepanuiaTa W Ce [I0BMINABa J03aTa Ha
PO3YBaCTaTHH TPH TMALHEHTH, JEKYBAHH C MIPOTE€a3HH HHXUOUTOPH. ENHOBPEMEHHOTO MPUIOKEHHE C
ONnpeneneHH NMpoTea3HH UHXHOUTOPH He ce TpernopbyBa, OCBEH aKO J03aTa Ha po3yBacTaTHH HeE ¢
Kopurupa (B:x. Touku 4.2 u 4.5).

HurepcTuilnaiina enoapodbua HomecT

JloknaneaHu ca HM30/IMPAHH Cly4ad HA WHTepCTHLManHa OenonpobHa OONecT NMpH NPHIOKEHHE HA
HAKOH CTATHHH, OCOOCHO NPH NPOABLIDKUTEIHA Tepanud (BxX. Touka 4.8). KnuHuyHuTE NpoABH Morar
12 BKJTEOUBAT JIUCITHES, HETIPOIYKTHBHA KALTHIE M BIIOIIABaHe HA OOIIOTO CheToAHME (YMOpa, 3aryba
Ha TEFJIO M Tpecka). AKO HMa MOAC3PEHKE, Y€ MALMEeHThT € pa3Buil MHTepcTHLHManHa OenoapobHa
OosiecT, TepanuaTa CbC CTATHH TPAGBA Ja Oble NPEyCTAHOBEHA.

3axapeH auader

HaKOHM JoKasarencrsa NMpeAronarar, ue ¢CTaTUHHTE KAaTO KJac TOBHLIABAT KPBbBHATA IMIOK03a H MPH
HAKOH TIALMEHTH, BHCOKOPHCKOBH 3a pa3BHTHE Ha guader B ObAclle, MOrar Aa JAOBEAaT A0 TaKoBa
HHBO Ha XMIICPIIIMKEMHA, NIPH KOSTO € NOAXOMAAINO MPUIATaHETO HAa PEIOBHATA I'PHXKA, NMPOBEXKIaHa
npyu avabetr. To3u puck, obave ce HAammensBa OT peAyKUYSTAa Ha CBIOBHS PHCK CbC CTATHHH H,
CIEIOBATEIHO, HE TpAOBa ga Obac MpHYHMHA 3a CIIApPaHE HAa CTaTHHOBara Tepamnus. Puckoeurte
nanMeHTH (NTI0KO03a Ha raagHo 5,6 1o 6.9 mmol/l, uHaeke Ha TenecHa Maca > 30 kg/m?, noBUIUEHH
TPUIJIMLIEPUAM, XUNIEPTCHUA) TpaOea aa Obae MOHHTOPHpPAH KAKTO KIIMHHUYHO, Taka U OMOXHMHUHO,
CbIJIACHO HAIIMOHAMHHTE PhKOBOACTRA.

B npoyusanero JUPITER, cnobmenata oblia uecTtora Ha 3axaped nuaber e Owna 2.8 % 3a
posyBacTaTHH W 2,3 % 3a mnaiie6o, ri1aBHO NpH NaLHEHTH ¢ FIOKO03a Ha raaHo 5,6 1o 6,9 mmol/1.

lleauarpuuHa nomyaums

OueHsBaHeTO Ha JHHEHHOTO U3pacTBaHe (BHCOUWHA), Terno, BMI (MHAekc Ha TenecHaTa maca) M
BTOPHYHHTE IOJIOBH Oene3n Ha TOMOBOTO Ch3psABAHE MO cKanara Ha Tanner npH NeRHMATPUYHH
NAlMEHTH Ha BB3PAcT 6 10 17 roauHM, NpHEMalWM PO3YBACTATHH, € OrpaHMUEHO A0 ABYrOJMILEH
neprod. Cnel ABe rOAMHH Ha TPETHPaHE IO BPEME Ha TMPOYUBAHETO, HE € O 3a0enf3aH HMKAKDB
edeKT BEpXY pactexa, Ternoto, BMI nnu nonororo ¢u3paBane (BXx. Touka 5.1).

B KIMHHYHO H3MMTBAHE Ha Jelia W IOHOUIM, [IpUeMAalld PO3YBACTATHH 3a 32 ceqMu
CK > 10xULN # MycKy/iHuTe CUMATOMH ClIE]l YNPAXKHEHHE WIW MOBHULIECHA U3
OHNM HAbNFOAABAHK NO-YECTO, B CPABHEHHUE ¢ HAOMOAEHHA OT KIMHUYHY W3HMT
(Bk. Touka 4.8).

[ ToMONIHH BelleCTRBA




PozyBactaTiH MaHnaH GHIMHpaHH TaONeTKH ChAbPKA JakTo3a MOHOXMApar. IlamueHTyn ¢ peaku
HacJIeICTREHH MPOOJIEMH KaTO ranakTo3Ha HEMOHOCHMMOCT, MBJEH JIAKTa3eH ASPHIHT HIIH TIHOKO30-
raJlakTo3Ha ManadcopbuMs He TPAOBA Ja MpUEMaT TO3H JIEKAPCTBEH MPOIYKT.

4.5 BsaumoaeicTBHe ¢ APYTH JICKAPCTBECHH NPOAYKTH H APYrH (popMH HA B3AaHMOJECHCTBHE

Edexr Ha enHOBPEMEHHO NPHIATAHH JIEKAPCTBEHHU NMPOAYKTH BbPXY PO3YBACTaTHH

Huxubumopu na mpancnopmeprume npomeuHu
PosysacTaTin € cyOCTpaT Ha OMpeeneHH TPAHCIIOPTEPHH MPOTEHHU, BKIIOUMTEITHO YEPHOAPOOHHS
prTEHK Tpancnoprep OATPIBI u ednykc tpadcnoprepa BCRP. EqHoBpeMeHHOTO MPHIOKEHHE Ha
pO3YBAacTaTHH € JCKAPCTBEHH MPOAYKTH, KOWTO ¢a MHXUOWUTOPH HA Te3d TPaHCIIOPTEPHH NPOTEHHH,
MOXeE 14 AOBeAE 10 NOBHIIABAHE Ha J1A3MEHATA KOHLICHTPALHA Ha PO3YBACTATHH H NOBHUILCH PUCK OT
muonaTHs (BxK. Touku 4.2, 4.4 w 4.4 Tabnuua 1).

Huraocrnopun

[Ipy ¢AHOBPEMEHHOTO MPHIIOKEHUE Ha PO3YBACTATHH ¢ LMKIOcNopuH, croiiHocture HAa AUC Ha
PO3YBaCTaTHH ca OWJIM CPeaHO 7 ITbTH M0-BUCOKH OT Te3H, HAONIOAaBaHH ApPH 3ApaBH 100poBOIILM, HA
KOUTO € MPHIOXKEHA chulaTa J03a (BK. Tabiauua 1). PozyepactatuH Maikinan € npoTHBONOKa3aH MpH
MAUMEHTH, KOUTO E€AHOBPEMEHHO TMOJY4YABAaT LIMKIOCMOPHUH (BXK. Todka 4.3). ELHOBPEMEHHOTO
NPUIIOKEHHE HE € MOBIHANO ITA3MEHNTE KOHLEHTPALHH Ha HHKTOCTIOPHH.

Hpomeasuu unxubumopu

BbApekHu ue TOYHUAT MEXAHUIBM HA B3AUMOJECHCTBHE HE € U3BECTEH, €AHOBPEMEHHOTO MPHIIOKEHHUE
C NPOTEa3HH MHXUOHTOPH MOKE PA3KO /3 MOBKILY SKCIO3ULUATA HA po3yBacTaTHH (mxk. Tabmuua 1).
Hanpumep, eanoepemeHHOTO TpuioxkeHAwe Ha [0 mg po3yBacTaTMH W KOMOMHHMpPAH JIEKApCTBEH
NPOAYKT, CLCTOSL ¢e OT ABa MpoTeazHd HHXHOMTOpa (300 mg arazanasup/100 mg puroHasup) no
BpeMe Ha €IHO (apMaKOKMHETHYHO MNPOYUBaHE TIpd 3APaBH  J0OpOBOJILM, €€ acolMHpa ¢
MpUOIU3UTETHO TPHKPATHO K cegeMkpaTHO HapacTBaHe Ha AUC u Cra Ha po3yBacTaTHH, ChOTBETHO.

EQHOBpeMeHHOTO TIPHIOKEHHE Ha PO3YBACTATHH M HAKOH KOMOWHAIIMH OT MPOTea3HH WHXUOUTOpH,
MOJKE Ja C€ HMa MpeABUI C/¢] BHUMATENHO TMPeLEHSABAaHE Ha KOpPEKUMHTE Ha /03ara Ha

pO3yBaCTaTHH, Ha 6a3a OYaKBAHOTO NOBHIICHHE HA EKCMO3MLIMATA HA PO3YBACTATHH (BK. TOukM 4.2,
4.4 u 4.5 Tabnuua 1).

Temchubpozun u opyeu aunudonouudcasayu 1eKaPCmeert HPOOYKmu
LAHOBPEMEHHOTO MNPHIOKEHHWE HA PO3YBACTATHH W reM(pudpo3un € [10Beso 10 JIBYKPATHO
noByileHHe Ha Cmax U AUC Ha po3yBacTaTHH (BxK. Touka 4.4).

Ha ©a3a Ha paHHMTE OT NPOYUBAHWA, W3CNE/BALIH JIEKAPCTBEHUTE B3AUMOJCHACTBHA, HE CE€ OYaKBa
3HAYHMMO (PapMaKOKWHETHYHO B3auMmoieHcTBHe ¢ ¢deHodudpar, HO € Bb3MOKHA MNOABA Ha
¢apMakoAMHaMHUHO  BlauMofekctBue. [emdubposun, deHopubpar, apyrn ¢udbpathi W
JTUAHIOMOHWAKABALUM 1034 (> WK paBHO HA | g/1eH) HAa HHAUMH (HWKOTWHOBA KHCEJIMHA ), MOBUINABAT
pPUCKa OT MOsBa Ha MHonaTus, korato ce komOuumpar ¢ HMG-CoA peaykTazHH HHXHOMTOPH, HaK-
BEPOATHO 3aILOTO T€ MOrarT Aa NPEeIU3BUKAT MHOMaTus npu MoHoteparms. [losara or 40 mg e
MPOTHBOIIOKA3aHa NPH €1HOBpeMeHeH npueM Ha dubpar (BxK. ToukH 4.3 u 4.4). Ilpn Te3u nauHeHTH
JIeYeHHETO ChIRO TPA0BA Aa 3a0104He ¢ 5 mg.

Ezemumub
EnHoBpeMeHuusaT nipiem Ha 10 mg posysacrarvH u 10 mg ezetuMud Boau fo 1,2 rmbTH NOBHIUEHKE
Ha AUC Ha posyBacTaTHH NpM MallMeHTH ¢ Xunepxosjectepoiemus (Tabmaia | ace

H3KHOYH (PapMaKoIMHAMHAYHO B3aHMMOJecTBHE MEXAY PO3YBACTATHH H €3€TH
Pe3YATAT HEXKEIaHH peaklUu (BxK. To4ka 4.4).

Anmuaruo



1)

EXHOBPEMEHHOTO MPHACHKESHNE Ha PO3YBACTATHH C AHTHALIM/IHA CYCMNEH3HA, ChABPIKALLA ATYMHUHHEB U
MArHe3ueB XUAPOKCHA, € JOBENO A0 HaManABaHE HA [Uia3MEHaTa KOHLICHTpalMa Ha po3yBacTaTUH C
okono 50 %. Toan egexr e 6un orcnabeH, korato aHTHALMAA € OaBaH 2 4yaca CJEX NpHeMa Ha
po3yBacTaTHH. KIIHHWUYHOTO 3HAaUYEHHE Ha TOBA B3aUMOJEHCTBHE HE € U3CIICIBaHO.

Epumpomuyun

EnHOBpeMeHHUST NpHEM Ha po3yBacTaTHH M epHTPOMHLMH e aoeel A0 20 % namanenne Ha AUC #
30 % HamaneHHe Ha Crax Ha pozypacTaTuH. ToBa B3aumoaedcTBUE MOXe Na Obae MPEeAU3BUKAHO OT
MOBUIHEHHUA UPEBEH MOTHIIMTET, BCIICACTBHE HA TIPHEMa Ha epUTPOMHUIIMH.

Humoxpom P450 enzumu

JlaHHuTe OT in vitro W in vivo MPOYYBaHHA MOKA3BaT, Y€ PO3YBACTATHH HE € HUTO MHXMOWUTOP, HUTO
MHAYKTOp Ha LHTOXpoM P450 uscensumute. B monbiHeHHe, po3yBacTaTHH € ciad cyOCTpar 3a Te3u
H3oeH3WMH. CeJoBaTenHo, IeKapCTBEHH B3aHMOAEHCTBUS, pe3ynTar oT uutoxpom P450-meaunpan
MeTabonn3bM, HEe ¢ ouakBat. He ca nHabnwoaaBaHM KIMHWMYHO 3HAYHMH B3aHMOAEHCTBHSA MEHLY
po3yBacTaTHH U duykoHason (maxubuTop Ha CYP2C9 u CYP3A4), Win KeTOKoHA30/1 (MHXHOMTOP Ha
CYP2A6 u CYP3A4).

Turazpenop

Tuxarpenop Moxe na nosnuse Ha OH0OpeyHaTa eKCKpeLMs Ha po3yBacTaTHH, YBeNHYaBaHKH PHCKaA OT
KYMyQHpaHe Ha po3yBacTaTdH. BbnpekH 4e TOUHHMAT MEXaHU3BbM HE € H3BECTEH, B HAKOH CIIy4aH
€IHOBPEMEHHOTO IIPWIMKEHHE HA PO3YBACTAaTHH M THKArpeiop BOAU [0 HaMansgBaHE Ha ObOpeuHaTa
pyHKIHA, noBHIIaBaHe Ha HUBOTO Ha CPK H pabaomuonusa.

Bzaumooeticmeusn, koumo uzuckeam xopexyus nd 0ozama Ha posyeacmamun (8dc. cwwjo Tabiuya 1)
Korato ¢ HeobxoauMmo aa ce npunara PozysacTtaTiH Maiinan eHOBPEMEHHO € IPYIH JCKAPCTBEHH
POAYKTH, 34 KOHTO € M3BECTHO, Y€ NOBWLIARAT EKCHO3HUMATA HAa PO3YBacTATHH, J103MTE HA
PosyeactaTiH Malinad tpadea na ce kopurupar. 3anodsa ce ¢ Ao3a Ha PosyeacratmH Mainan ot
5 mg BelHBK AHEBHO, aKO OYaKBAHOTO NMoBHLICHWe Ha ekcrnozuuuatra (AUC) e npubnusuTenHo
ABYKpaTHO UMM mno-rosiamo. Maxkcumannara JHeBHa n03a Ha Posyeactatud Maiinan TpaOea nma ce
KOPHIHpa TaKa, Y€ OYaKBaHATA SKCIIO3HLMS HA PO3YBACTATUH HAMA BEPOATHOCT 4a HAJIBHIIH Ta3H Ha
40 mg aHeBHa po3a Posysacratur Maiinan, npuer 6e3 BlauMogeHcTBallM JIEKapCTBEHH TIPOAYKTH,
Hanp. no3a ot 20 mg PosyBactatid Maiinan ¢ remdubposun (1,9 meTH nouuieHue) 4 Ao3a or 10 mg
Posysactatun Maiinan ¢ koMOMHaLMs pUTOHABUAP/aTazaHaBUp (3,1 IbTU NOBHUIIIEHHE ).

Axo ce HabroaaBa, ve iekapcTeed npoaykT nopuimasa AUC Ha po3yBacTaTUH MO-MAJIKO OT 2 MBTH,
HauanHara 203a He TpaDRa J1a ce HaMansaBa, HO TpAOBa Jla ce MOAX0K/Ja ¢ BHUMaHHe, ako j103aTa Ha
Posyeactatid MawnaHn ce nosunu Han 20 mg.

Ta0mana 1. EQekT Ha e AHOBPEMEHHO NPHJAATAHH JIEKAPCTBEHH NPOAYKTH BbPXY eKCNOIHUHATA
Ha posyBacraTHl (AUC, B Hu3Xoasm pea) oT NyOIHKYBAHH KIHHHYHH H3TTHTBAHHS

Hosnwasane Ha AUC na pozyBacTaTil 2 IbTH HJIH MOBeYe OT 2 IbTH

/030B pexHM Ha B3aHMOAeHCTBAIOTO J030B peXnM Ha Hpomsana B AUC Ha
JIEKRapCTBO PO3YBACTATHH po3yBaCcTaATHH®
CodrocOyBup/Bennaracsup/Bokcunanpesup | 10 mgemiHuuHa 1oza 7,4 mbTi 1

(400 mg-100 mg-100 mg) +
BokcHmanpesup (100 mg) BeaHbx THEBHO

3a 15 qHK

Lukrnocriopun 75 mg ABa meTH HA eH 10 10 mg BeanbxaAHEBHO, 10
200 mg nBa MbTH Ha JieH, 6 Mecela JTHH

Haponyramua 600 mg 2 obTH ZHEBHO, 5 THU 5 mg, eIMHHWYHA J103a
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INosumapaue Ha AUC Ha po3yBacTardan 2 bTH HJIH HoBe4e OT 2 NBTH

JL030B pe:XHM HA B3aHMOAEHCTBANIOTO J030B pexXHM HA IIpomsana g AUC na

JIEKAPCTBO PO3yBaCTATHH PO3YBACTATHH™

Peropadennd 160 mg, BeaHbK AHEBHO, 14 5 mg, eAMHAYHA 1032 3,8 npTH 1

OHU

ATtazaHasup 300 mg/putonasup 100 mg 10 mg, eqHOKpaTHa 1034 3,1 mpTH 1

BEJHDbXK JHEBHO, 8§ AHU

Bennataceup 100 mg ReAHBIK AHEBHO 10 mg, enHoOkpaTHA 0034 2,7 nbTH T

OMOuUTacBHp 25 mg/mapuTanpeBup 5 mg, eAHOKpaTHa 1034 2,6 nbTH 1

150 mg/putoHasup 100 mg BeaHbX

aHesHo/Aazabysup 400 mg 2 mbTH AHERHO, 14

JTHH

I'pazonpesup 200 mg/endaceup 50 mg Beaubxk | 10 mg, enHOKpaTHa 1032 2,3 0pTHu 1

JHeBHO, 11 nnHH

I nexanpesup 400 mg/mudpentaceup 120 mg 5 mg BEHbK IHEBHO, /7 THH 2,2 IbTH T

BeIHDBK AHEBHO, 7 AHH

Jonunasup 400 mg/puronarup 100 mg nea 20 mg BeIHBKIHEBHO, 7 2,1 nbTH 1

bTH Ha JieH, 17 nHu IHU

Knonuaorpen 300 mg HatoBapRaia j103a, 20 mg, eqHOKpaTHa 1034 2 NBTH 1

nocaeasaHa ot 75 mg Ha 24 yaca

['emdudOposun 600 mg nsa nbTH Ha aeH, 7 aHK | 80 mg, enHokpaTHa a03a . 9meTH T

Ioprmasane Ha AUC na pozyBacTaTHH NO-MAJIKO OT 2 IBTH

J030B pe:KHM HA B3aHMOAeHCTBAIIOTO 030B pe:xuM HA ITpomsina B AUC na

JEKAPCTBO PO3yBacTaTHH PO3YBACTATHH™

Enrpombonar 75 mg BeAHDK AHEBHO, 5 JIHU 10 mg, enHoKpaTHA 1038 1,6 nbTH 1

HapyHasup 600 mg/puronasup 100 mg nga 10 mg Be LXK THEBHO, / 1,5 nptH 1

MbTH Ha ACH, / AHH TTHH

Tunpanasup 500 mg/putonasup 200 mg aea 10 mg, enHOKpaTHa 1034 1,4 npTH 1

MbTH Ha A¢H, 11 aHu

Hpounenapon 400 mg aBa nbTH Ha JIeH He € HanuueH 1,4 npTH 1

UtpaxoHason 200 mg BeAHBX NHEBHO, 5 AHH 10 mg, eqHoKpaTHa 103a 1,4 nbTH TH*

Ezetumud 10 mg BenHbK AHEBHO, 14 qHU 10 mg BeTHBXTHEBHO, 1,2 nbTH T**
14 nxu

Houwxkasane na AUC Ha pozyBacTaTHH

J1030B pexxHM HA B3IARMOZEHCTBANIOTO J1030B pexxuM Ha Hpomana B AUC na

NEeKAPCTRO PO3YBACTATHH PO3YBACTATHH™

Epurpomunuy 500 mg yetvpu nbTH Ha ned, 7 | 80 mg, enHoOKpaTHA 4034 20% 1

JHH

bavkanuH 50 mg Tpu nbTH Ha feH, 14 nHur 20 mg, enHOKpaTHa /1033

* JlaHHWTE, MOCOYEHW KAaTO X WBTH MPOMAHA, NPEICTABAT NPOCTO ChLOTHOLICHHE Me
MPHITOXKEHHE U MPUIOKEHHE HA pO3YBACTATHH CaMOCTOATENHO. JIaHHHTE, NOCOUeHH KaTo % np

pasjivka crnpsaMo CaMOCTOATETHOTO MPHIOKEHHE HA PO3YRACTATHH.
[TosHIIABAHETO € IPEACTABEHO KaTo ©* 1 ) MOHMKEHHETO KaTo *“ 1 7.

** Haxonko mpoyueaHHa 3a B3aUMOACHCTBME €A NPOBENEHH ¢ PA3IMYHH AO3HPOBKH PO2YBANTHE

NPEACTABRS HAH-3HAUMMOTO CHOTHOLICHHE
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AUC = nnow noa kpueara

CieqHHTE NEKAPCTBEHH NPOAYKTU/KOMOHHALMM Ha OKa3BaT KJIMHHUHO 3HaunM edecT Bupxy AUC na
pPO3YBACTMTHH TPM €IHOBPEMEHHO NpunomkeHHe: Asernutazap 0,3 mg TNpuUnoxKeHWe 3a 7 JIHH;
Mdenodubpar 67 mg 7 AHM NPUIOKEHUE TPH MbTH Ha JeH; Onykorazon 200 mg 11 aHU pHIOKEHHE
BeAHBK NHeBHO; Po3amnperdp 700 mg/puroHaeup 100 mg 8 aHH MpUioKeHHe ABa MBTH HA JCH,
Kerokonazon 200 mg 7 nHu npuiokeHde ABa MbTU HaA AeH; Pudamnun 450 mg 7 JAHH NPUIOXKEHHE
BEAHLXK JHEBHO; CvunkuMapuH 140 mg 5 THUA NpUnoxeHue TpY MBTH Ha ACH.

E(bBKT Ha pO3YBACTATHH BEPXY CAHOBPCMEHHO NpHIaradHi NEKApCTBCHH ITDOAYKTH

Anmazonucmu na sumamun K

[Tonpobno Ha apyru HMG-CoA peaykrazHd HHXHOMTOPH, 3aMQUBAHETO HA JICYCHHE C PO3YBACcTaTHH
MM THTPHPAHETO 32 YBEJIWYEHHE Ha [J103aTa My MNpH TNALHECHTH, MPHEMAIIM €JIHOBPEMEHHO
AHTarOHUCTH Ha BHTaMWH K (Hanp. sapdapvi Win Apyrd KyMapHWHOBH aHTHKOAryJaHTH), MOXE Aa
NOBEAE AC MOBUIIEHHE Ha MEXKAYHAPOJHOTO HOPMAJH3WPAHO CBhOTHOIIeHWe (International
Normalised Ratio, INR). [IpexbcBaneTo Ha ne4eHHeTO WM THTpHpPAHE 3a HAMAJIABaHE HA J03aTa Ha
pO3yBacTaTHH MOXe Ja goBede Ao HamaneHue Ha INR. Ilpu nomoOHu cutyallMM ce mpenopbusa
MoHuTOpHpaHe Ha INR.

Hepoparnu xonmpayenmusu/xopmonozamecmumenrna mepanus (X37)

EnHOBpEMEHHHAT NPUEM HA PO3YBACTATHH W MEPOPATTHH KOHTPAUCITHBH, € A0BET A0 IOBMLIABA HA
€THHMUII €CTPaJuOil M HOprecTpen, CbOTBETHO ¢ 26 % H 34 %. Te3w NOBHINCHHM TU1a3MEHH
KOHUEHTpaUMH TpAOBa Ja ce B3eMaT TOJ BHWUMAHHE, KOraro C€ Omnpeaeias J03HpOBKATA Ha
NepopanHdTe KOHTpauenTyBd, Hama HanTWyHH (PapMaKOKMHETHYHM JAHHHM 3a MAlHMEeHTH, KOWMTO
IPUEMAT eHOBpeMeHHO posysactaThH H X3T, mopanu koeto noaodeH edexT He MOxe aa Onae
U3KoueH. Bonpexkd ToBa, Ta3M KOMOMHALMA € HIMPOKO Mpujarada npH JKCHU B KIMHHYHH
U3IUTBaHUA M € Ouna nodpe Tonepupaxa.

Hpveu aexapcmeenu npooyxmu

Huzoxcun
Bb3 OCHOBa Ha JaHHHMTE OT cnetUMHYHHN NPOYYBAHUA 33 T€KAPCTBEH! B3aUMOJEHCTBHS, HE C& OYaKBa
KIIMHHUYHO 3HAYHMO B3aUMOISHCTBHE C JJUTOKCHH.

Dy3udosa kuceauna

He ca mposexxgaHu npoyuBaHMA 3a JICKAPCTBCHH B3aMMOJICHCTBHA € PO3YBacTaTuH M (y3uIoBa
KHCENTHHA. PHCKBT OT MHOnaTdd, BKIIOMUTENIHO pabdoomMuosiM3a, MOXKEe A& ¢e YBEAWYH IIpH
€IHOBpEMEHHA ynorpeda Ha ¢hy3HA0BRa KHCETHHA 32 CHCTEMHO IPHIIOKEHUE H CTATHHH. MEXaHHW3MBT
Ha TOBA B3aWMOJCHCTBHME ((papMakoAWHAMHUYHO MIH (PapMaKOKHHETHYHO, WM W JIBETE) € BCE OIIE
HeussecTeH. MUma cpobuuenns 3a pabaoMuoniuza (BKIIFOYMTENHO HIKOJKO C (paTajieH M3X0j) Mpu
[IALUEHTH, TPHEMALIH Ta3Hd KOMOHHAIIHS.

AKO TEpanuaTa ¢ Qy3uaoBa KHUCEIMHA 332 CHCTCMHO FMPUIIOKEHHE € HEOOXOMHMMa, JICUEHHETO ¢
po3yBacTaTHH TpsabBa na ObIe NMPEeKBCHATO MO BPEME HA MEPHOAA HA NEYEHHE C (PY3HAOBA KHCENIHHA
(BX. TOUKa 4.4).

[leanaTpuuHa nonyJjaauns
[lpoyuBanus 3a B3auMOAeHCTBHMA ca TMPOBEXKJAHM caMO TIpU Bb3pacTHU. C(TeneHTa Ha
B3aHMOJCHCTBHATA B N€AHATPUYHATA [TONYIALIMA HE € N3BECTHA.,

4.6 DepTHANTET, OPeMEHHOCT H KbPMEHE

Posyeactatrn Maiinan € npoTyBONOeKasaH Mo spemMe Ha OpeMeHHOCT U KbpMEHE.

Kenu B ACTCPOAHA BB3PaCT TPHGBEI Ad MIPpAJIAraTt nogxXoo4H KOHTPaUCIITHBHH M€
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TBi KaTo XONeCTEpONsT W APYIH MPOAYKTH HA XOJECTEPWIOBAS OHOCHHTES €A BaXKHH 3& Pa3BUTHETO
Ha 1043, NOTeHIHATHUAT pHcK 0T uHxuOupane Ha HMG-CoA penykrasarta € no-roJism, B CpaBHEHUE
C MoJ3aTa OT JICYEHHMETO MO BpeMe Ha OpemeHHOCT. MzcrensaHuATa BBPXY KMBOTHU OCUTYpsBAT
OrpaHMYEHH JIaHHH 33 PENPOAYKTHBHA TOKCHYHOCT (BXK. Touka 5.3). Ako maupeHTKa 3adpemMeHee Mo
BPEME HA JICUEHHE € TOBA JIEKAPCTRO, NPHEMBT TpAOBa Aa Obje He3aDaBHO NPEeyCTAHOBEH.

PozyBactaTuH ce OTIENA B MISKOTO Ha MIbXOBe., HAmMa yCTAaHOBEHM HAHHH 3a OTAE/AHE B MIAKOTO
MPH XopaTa (Bx. ToUKa 4.3).

4.7 E¢exTH BLpXy cnoco0HOCTTA 3a mogHpaHe H padoTa ¢ MAIIHAH

He ca npoeexaaHH NpoyyBAHMA 3a YCTAHOBSABAHE HAa BIHAHHETO HA PO3YBACTATHH BBPXY
crocobHocTTa 3a wogupaHe U pabora ¢ mawnHd. Ho BB3 OCHOBa HA HEroBMTE (hapMakoIHHAMHUHH
CBOMCTBA, HE C€ QUaKBa PO3YBACTATHH [a NOBIHAe HeOJArOMpHATHO Te3d c¢nocodHocTH. [pH
mogupade Wy pabora ¢ MaiMHK TpaOBa Aa ce UMa MpeaBUA, Y€ NPUEMAHETO Ha JE€KAPCTBOTO MOXKeE
Ja NpeaU3BHKA 3aMAAHOCT.

4.8 Hexenann JeKAPCTBEHH PEAKIMHH

HexxenaHuTe NekapcTBEHU peakuWH, HAOMOaBaHH NpU ynotpedara Ha po3yBacTaTHH, OOHKHOBCHO
ca Nekd W npexonnu. [Ipy KOHTponUpaHUTEe KIMHUYHKA W3NWUTBAHMA NoA 4 % OT MNALMUEHTHTE,
JIEKYBAHH C PO3YBACTATHH, Ca NIPEKBLCHAIH JICUCHHETO MTOPAJM HEXETAHH PEaKLIUH.

TabGiuyeH crMUChK HA HEKEJIAHWTE PEaKIHK

Ea,?.HpaHa Ha HOaHHH OT KJIHHH4YHH TIpOYYBAHHUA H Oﬁlﬂl‘lpEH NOCTMAPKETHHI'OB OITHT, CJI€AHATa
TﬂﬁJ’IHLI,& [IpEACTaBA I'IdeJHJ'Iﬂ Ha pO3yBAaCTATHH IO OTHOLICHHE HAa HEXKC/IaHN JICKApCTBCHH PCAKIIHH.

HG}KEHEHHTG peaKLlI'-‘IH, H36pOEHH HO-,E[OJ'['_Y ca I{J'[aCHq)HLalaHH MO 4eCcTOoTa H CHCTBMO-UPF&HEH KJI1ac
(COK).

YecToTaTa Ha HeKeNaHUTE peakUMH € chobpazena ¢be clienHata KoHeeHuus: Yectn (=1/100 no
<1/10); Heuecty (=1/1 000 no <1/100); Peaxu (>1/10 000 ao <1/1 000); Muoro peaku (<1/10 000);
C HeH3BECTHA YeCTOTa (OT HATMYHHUTE AaHHK HE MOXKe 1a Obae HaNpaBeHa OLICHKA).

Tabnuna 2. Hexkenanu j1ekapcTBeHH peaKUHH 0a3Apany HA ZaHHM OT KJIHMHHYHH NPOYYBAHNUA H
NOCTMAPKETHHIOB ONIUT

Cucremo- YeceTH HeuecTn Penxu MHuoro peaku C
OpraHeH KJac HEH3BECTHA
HecToTa

Hapywernus na TpoMGOLUHUTONEHUA
Kpuema u
numchnama
cUCIeMa

Hapyuwenus na Peaklysa Ha CBPBX-
UMYHHAMA YYBCTBUTETHOCT,
cHemeMa BKIKYHTEIIHO
AHTHOEIEM

Hapyuienua na 3axapeH
EHOOKDUHHAM A nuaber’
cucmema

Hewxuunu
HAPY UL CHUS
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CHcTemo- YeceTn HeueceTn Penku Muoro peaku C

OpraHeH Knac HEU3BECTHA
4yecToTa

Hapywenua na ['naBobonue, [TonnHeBpO- IMepudgepna

HepaHama 3amaliBane NaTHA, HEBPOMATHS,

cucmemda 3ary0a Ha naMeT | Hapynrenus
Ha CbHA (BKIL
WHCOMHHA H
KOIIMAPH),
MuacTeHus
rpaBuc

Hapyuenus na OuyHa

oyume MHACTCHUS

Pechupamopni, Kamnuua,

ZDBOHU U Jlucnues

MEOUACMUNUTHU

HAPVILEHUSA

Cmomawino- KoHeru- [TaHKpeaTHT Muapus

YpEsHU [Manm,

HapViu eHus ["anene,

KopemHa
00J1Ka i

Xenamo- [ToBulLeHH JKbareHuua,

Owruapru YePHOAPOOHN Xenatur

Hapyutens TPAHCAMUHA3U

Hapywenus na [TpypuTyC, CUHIpOM Ha

KoJcama u Obpus, Stevens-

nogKkoNCHAMA YpTukapus Johnson,

MbKAH JlekapcTBeHa
pPEaKIIUs C
€O3UHOPUITHSA
U CUCTEMHH
CHMIITOMH
(DRESS)

Hapyuenus na Muanrus MuonaTHs ApTpanrus MMmyHo-

MYCKYIHO- (BKITHOYUTETHO MEAHMHpaHa

cxeremuama MHO3MT), HEKPOTH3H-

cucmema u PabaoMuonusa, paLia

CheQUHUMEN - Jynyc-nonobex MHUOMATHA,

HAMQ NMYKaH CHHAPOM, HapyuieHns

PaskbcBaHe Ha Ha
MYCKYJI CYXOKUINATA,

MOHAKOra
YCITOKHEHH
OT pyfiTypa

Hapywenus na XeMatypus

bvoOpeyume u

HUKOYHUME

Homuiyda

Hapyuienus na ['MHekoMacTus

8BL3NPOUIBO-

oumernama

cucmema u

Zupoama

Obwuu ACTeHHUA =

HADYULEHUA U o)

ehexmu Ha =%

MACOMO HA \ > |

RPUAOJCCHE \ %~

14




' YecToTara LUe 3aBHCH OT HANMMHMETO WIH OTCHCTBHETO HAa PHCKOBH QAKTOPH (FIOKO3a HA rNaHo
> 5,6 mmol/1, uHaekc Ha TemecHa Maca > 30 kg/m’, MOBHINEHH CTOHHOCTM Ha TPHUIIIMLEPHINTE,
aHaMHEe3a 3a XHIIEPTOHHS).

Kakro npu apyru HMG-CoA peaykrazHd MHXUOHTOPH, 4HeCTOTATa HA HEXENAHHWTE JICKApCTBCHU
peaKLUMH 3aBHCH OT J03aTa Ha N1EKApCTBOTO.

EdekTu BLpxy 050penyTe

[Ipn nauueHTH, JNEKyBaHM ¢ po3yBacTaTvH, ¢ HalmoOAaBaHa TNPOTEMHYPHHA, YCTAHOBEHA HpH
M3C/ICABAHE C TECT-NECHTHYKH H KOSTO € C NMpeAUMHO TyOyaeH Npou3xoa. B onpeaeneHu MOMEHTH OT
nedenueto npH < 1 % ot naumenTute Ha 10 mg u 20 mg, u npu npubnusuTenno 3 % 0T NAMEHTHTE,
nekysand ¢ 40 mg, ca HabmogaBaHW NPOMEHM B H3CAEABAHHATA 3a NPOTEHH B YypHWHATa OT
OTPHLIATENECH PE3YITAT WAM cnead ao++. He3HayuTenmHO OTKIOHEHHE, B NOCOKA OT OTPHUATEIEH
pe3yNTaT UMM clieH KM +, e HabnioaaraHo npu posza 20 mg. B nosedero chayvyad NPOTEHHYPUATA
HaMasABa MM U34e3Ba CMOHTAHHO NMPH APOABIHKHTENHO JeyueHHeTo. OT nmperneaa Ha JaHHUTE TNTPH
KAWHHYHHUTE H3MUTBAHUSA U NOCTMAPKETHHIOBUA OMWT, A0 cera He € YCTaHOBEHA NpPUYUHHA BPDB3KA
MEKTY MPOTEHHYPHATA M OCTPO KM NMPOrpecHBHO OLOpeyHo 3adonaBaHe.

IIpy1 nanyedTH, TIEKYBaHKU ¢ PO3YBACTATHH, € HAOMONaBaHA XEMATYPHA, KATO JAHHUTE OT KIIMHHYHHTE
H3NUTBAHKS COYAT, Ue YECTOTATA ¥ € HUCKA.

EdexTH BbpXy CKENIeTHATA MYCKYIATYpA

Edextn BBLpXY CKeN€THaTa MYyCKyJarypa, Harnp. MHANTHd, MHONATHA (BKIIIOYHMTEIHO MHO3HT) H,
PAAKO, PaOIOMHONM3A, €A YCTAHOBEHH MNP MAUMEHTH JICKYBAHM C PO3YBACTATHH BbB BCHYKH
TepaneBTHYHH J103H, 0CO0EHO B A03H > 20 mg.

Hoszo3aBHCHUMO yBeanuyeHHe Ha HuBata Ha CK e nabiropaBaHo npd TALKMEHTH Ha PO3YBacTaTHH,
MOBEYETO OT CAYUYAHTE C€a JICKH, aCHMITTOMATHYHH M TpexoaHH. Ako HuBata Ha CK ce nopvwar
(> 5xULN), nteuenuero TpAdBa Aa ce¢ NpeyCcTaHoBH (BXK. TO4Ka 4.4).

EdekT BEPXY YepHHA Apod

Kakro npu apyrn HMG-CoA peaykrasHd MHXMOMTOPH, AO303aBUCHMO YBETHWYCHHE Ha
TPaHCAMHHA3HTE € HabM0AABAHO NPH MAlTbK Opoil MAaUMEHTH HA PO3YBACTATHH, NO-TOIAMA 4acT OT
CAYYaHTE €a JIEKH, aCUMIITOMATHYHHY U PEXO/IHH.

CrneaHuTe HEXETaHH PEaKLMK Ca TOKIAJBAHU NPH HAKOH CTATHHH: CEKCYATHA AUCHYHKIUS.

HM3onvpandu cny4yan Ha MHTEpPCTHLIMANHA DenoapobHa Oonect, ocobeHO NpH NMPOIbIKUTETHA TEPATTHS
(BX. TOuKa 4.4).

JoknaasaHata 4ecToTa Ha pabAOMHOJIH3A, CEPUO3HH ObLOPEYHH CHOMTHS M CEPUO3ZHU HEPHOAPOOHH
CbOMTHSI (OCHOBHO BIUTIOYBALLM YBEIMUYEHM YepHOIPOOHHM TpaHCaAaMWHA3W), € NO-BHCOKA MpH
no3uposka oT 40 mg.

[ lennarpyyHa nonyJsianms

IlopnmiapaHe Ha KpeaTHHkuHazata > 10XULN M MYCKyJIHH CHMITOMM ClI€R YIPDOKHEHHE HIIH
MOBYILICHA (U3IMUECKA AKTHBHOCT, €a HAOMIOJABAHU TMO-4€CTO B €IHO 52-ceIMUYHO KIHHHYHO
W3NWTBaHe MPH JAEUa M KOHOIIM, B CPaBHCHHWE ¢ BBL3pacTHHTE (BXk. Touka 4.4). B apyr acnexr,
npo¢uabT Ha OE€30MacCHOCT HAa pO3YBACTATHH € CXONEH MpH JAeUd M IOHOIUW, B CPaBHEHHE C
Bb3PDACTHHUTE.

CroOLuIaBaHe Ha [10/103UpaHH HEeXKelaHH peakiliHH
CpoOILIaBaHETO HA MOAO3UPAHK HEXEIAHHM PeaKLMU ClIe[] pa3peluaraHe 3a yIo
NMPOOYKT € BaXXHO. ToBa Mo3BONABA Aa NPOABIKH HAOMIOJAEHHETO HA CHOTHO
JIEKapCTBEHUA NpoaAyKT. OT MeIWLUHCKUTE CNELHMATACTH €€ H3HCKBA
MoJ03UpaHa HEeXKeJTaHa peakuud 4pe3 HalMOHATHA CUCTEMA 34 ChODIIABAHE:
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4.9 [Hpenosupane

Hsima cneumduuno ieueHHe B ¢ayuali Ha npenosupade. [lpu npeaosupane, malMeHTsT TpSOBa na ce
NeKyBa CHMITOMATHUHO W Ja C€ 3ano4HaT noJabpKaimy MepkH crnopeld Hyxpaata. YepHoapoOHata
yukums u Hueata Ha CK Tpabea na ce cinemar. Manko € BeposSTHO XeMOAHAIH3aTa Jia ObA¢ OT Moasa.
5. ®APMAKOJOI'MYHH CBOMCTBA

5.1 @apmMaxkoIHHAMHYHH CBOHCTBA

MapmaxoTepaneBTHUHA rpyna: Jlekapctea, perynapamo nunmaure, HMG-CoA-penykraznn
UHXUOUTOPH

ATC xoa: CI10AAQD7

MexanuibM Ha JEeHCTBUE

PozyBacTaTHH € CceNeKTUBEH M KOoHKypeHTedH HHXuOWTOp Ha HMG-CoA penykrazara, CKOpPOCT-
OrpaHUH4ABALUMAT €H3UM, KOWTO MpPEeRpbilia 3-XHIAPOKCH-3-METHIITIIyTapUAI KOCH3UM A B MEBaJlOHAT,
npekypcop Ha xonecteposia. OCHOBHOTO MSACTO HA /JEeHCTBHE HAa PO3YBACTaTHH € YEPHHUs ApoO,
OpraHsbT, B KOMTO C€ H3BLPIIBA HAMANIRBAHE HUBOTO Ha XOJIECTEPOII.

PosypacratuH yeenuuara Opos Ha yepnoapobHuTe LDL peuentopu Bupxy KierbuHaTa NOBLPXHOCT,
KaTO 3aCWJIBA MTOEMAHETO W katabomuaMa Ha LDL u uuxubupa yepnoapobnara cunTesa Ha VLDL. llo

TO3U Ha4YMH, pO3yBAcTaTUH HaMalaea obwua Opoit na VLDL v LDL yactuum.

PapMakogHUHAMWYHHA €DEKTU

PozyBacTatiH Hamanssa nmoBHwWeHHA LDL-xonecrepon, o0uims xonectepol W TPHIIMLCPUAMTE, W
nosumiaBa HDL-xonmectepona. Toi ceuwo nowmxasa ApoB, non-HDL-C, VLDL-C, VLDL-TG n
yeesiindaBa ApoA-l (exk. Tabnuua 3). PosysacTaTHH noHwkasa W cworHowerusaTa LDL-C/HDL-C,
061w C/HDL-C u non-HDL-C/HDL-C, u ApoB/ApoA-I.

Tabmiua 3. OTroBop Ha J03aTa IIPH MALIMEHTH ¢ IbPBUYHA XunepxonecteposiemMus (tun Ila u Iib)
(KOpUIHpaH CpeaeH NPOLECHT Ha NMPOMAHA OT M3XOHOTO HUBO)

Hoza N LDL-C O6w-C HDL-C TG non-HDL-C ApoB ApoA-l
[Lrauebo 13 -7 -5 3 -3 -7 -3 0

5 17 -45 -33 13 -35 -44

10 17 -52 -36 14 -10 48

20 17 -35 -40 8 -23 -51

40 18 -63 -46 10 -28 -60

16




TepanerTHueH edekT ce mocTHra 40 | ceaIMHLIAa OT HA4aNOTO Ha TepanusaTra U 90 % oT MakCUMAaTHHUA
OTTOBOP ¢€ NocTdra 0 2 ceaMuun. MakcHManeH oTroBop OOMKHOBEHO CE€ NOCTHIa KbM 4-Ta ceMULA
U ce NOAABLPXKa CNe/l TOBA.

KnvaudHa edyuKacHOCT 1 Oe301acHoCT

PosyBacTaTHH € epeKTHBEH MPH BBIPACTHH XOPa, CTPAIALUM OT XMIEPXOJNeCTEPOIEMHUA, ChC MK Oe3
XUIMIEPTPUTTIHLEPUAEMHUS, HE3ABUCUMO OT PpacoBa NPHHAUICKHOCT, IO0A HAM BB3pacT, H IIpH
CIIELHATHH FPYNH Karto A4adeTHIM UM MMAlHEHTH ¢ (paMWIHA XUNEPXONECTEPOIEMHUS.

OB6o6wenunTe aaHHu ot dasa Il Ha KNIHHHYHMTE H3NWTBAHKA NOKA3BaT, Y€ PO3YBACTATHH € e(PEKTHBEH
npu JIeYSHHE Ha rofigMa YacT oT nauueHtute ¢ THN Ila u [Ib xunepxonecteponemMus (CpeHa H3XO1HA
croioct Ha LDL-C okono 4,8 mmol/1), criopen onpenenenure ot EBponeHCKOTO APYXKECTBO NO
aTepockiieposza npuuenud croiHoctd (EAS; 1998). Oxono 80 % ot naumenrure Ha 10 mg ca
nocturHanu EAS npuuennu croiinoctd Ha LDL-C (<3 mmol/l).

B eano mamabno npoyusaHe ¢ (popcrpaHo TUTpHpaHe Ha Ho3ara, 435 MAUMEHTH C XCTEPO3HUroTHA
baMuIHa XHNEpXOJecTeposieMUs ca JeKyBaHW ¢ po3yBactaTHH ot 20mg no 80 mg. Bceuukw
AO3UPOBKH MOKA3BAT MONOKHUTENEH edeKT BbPXY JHNUAHKTE MOKa3aTe/Nd H 33 MOCTUIAHe HAa LENUTE
Ha neuenuero. Cien JOCTUraHe Ha nqHeBHA A03a oT 40 mg (12-ceamuuno neuenne), LDL-C Hamanssa
¢ 53 %. 33 % ot naurenTute gocturar crofidocTute Ha LDL-C cnopen EAS (< 3 mmol/l).

B eqvo oteopeHo npoydBaHe, ¢ GOPCHPAHO THTPHPaHe Ha 203aTa npu 42 NauyeHTH (BKIIOUYUTENHO 8
neJHaTPUYHU MALUEHTH) C XOMO3HUIoTHa paMUIHA XUIIEPXOIECTEPOJIEMHS, Ca OLICHCHH PE3YJITATHTE

oT npuemane Ha 20 — 40 mg posyBactatvs. B ofuara nonynauus cpeaxoto nmoHwkenue Ha LDL-C ¢
22 %,

[Ipy xkaWHMYHM [poyuBaHHMA ¢ OrpaHumdeH Opoll TNALMEHTH, pO3yBACTaTMH MOKA3Ba AJAWTHBHa
ehMKaCHOCT MPH HaMalfiBaHEe Ha TPUIIHLEPHAMTE, KOraTo € nmpueMaH B komOuHauus ¢ pernodudpar
U yBeauueHHe Ha HuBaTta Ha HDL-C, korato e npyemad B KOMOHHaLIKA ¢ HHauMH (BK. ToUKa 4.4),

B €1HO MHOrOLEHTPOBO, IBOHHO cnano, miauebo-KOHTPONUpaHo KinuHuuHo npoy4saHe (METLEOR),
984 nauuentu, Ha BB3pacT Mexay 45 u 70 TOIHHH, ¢ HHCHK PHUCK 33 UCXeMHYHA 0OJECT Ha ChPUETO
(zedunupano karo Framingham puck < 10 % 3a 10 r.), cbe cpenen LDL-C 4,0 mmol/f (154,5 mg/dl),
HO ChC CYOKITMHHYHA aTepocKiieposa (yCTaHOBEHA 4pe2 UIMEPBaHE Ha nedenvHATa HAa KapoTHAHATA
uaTiMa Meaus (Carotid Intima Media Thickness, CIMT)), ca panaoMuzupanu Ha 40 mg
pO3yBacTaTHH BEeAHLK JHEBHO MiH mnangbo 3a 2 roguHH. PozysacTaTun 3HauMTENHO 3a0aps
nporpecusta Ha MaxkcuManHata CIMT Ha 12-te mecTa Ha KapoOTUAHHTE apTepHH B CPAaBHCHUE C
mnauedo ¢ -0,0145 mm/roauHa (95% CI -0,0196, -0,0093; p<0,0001). [TpomaHaTa crnpaMo H3XOAHHTE
CTOMHOCTH 3a rpyrara Ha posyeactatus e -0,0014 mm/roauna (-0,12 %/roamia (HECUrHUPHKAHTHO)),
B CpaBHeHHe ¢ nmariebo rpynata ¢ nporpecus ot +0,0131 mm/roauna (1,12%/ronuna (p<0,0001)).
He ¢ memMoHcTpupaHa nMpeKTHa Kopenauusa Mexay nonmwkeHueto Ha CIMT u HamaneHus puck oT
CbPAECUHO-CBAOBU ChOUTHA, [lonynaumsata B npoyusaHeTo METEOR e ¢ HHCBK pHCK OT HCXE€MKMUHA
OoMecT Ha CBHPLETO M HE € MPEACTABUTENIHA 3a TapreTHaTa Momyaaums Ha posysacTaTHH 40 mg.
Ho3zuposkara or 40 mg TpsaOBa 1a ce MpeAnucea camo NPH MAUMEHTH € TEXKKA XHUMEPXOICCTEPOIeMHU
NpPH BHCOK ChPACYHO-CBAOBR PUCK (BK. TOUKa 4.2).

B npoyusanero JUPITER (the Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin) uscreapa edexra Ha po3yBacTaTHH BbpXY MOABATa Ha

KEHHU (Ha BB3pacT > 60 roAMHK),

Y4yacTHHUHTE B MPOYYBAHETO ca paHaoMH3Hpand Ha nnauebo (n=8 901)
BEIHDBK AHECBHO (n=8 901) u ca npocnieeHy 3a cpeaeH nepuos OT 2 roAuHM.
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Konuentpauusta Ha LDL-xonecrepona e nonmxkena ¢ 45 % (p<0,001) B rpynara Ha po3yBacTaTHH B
CpaBHEHHE ¢ rmauedo rpyiara,

[lpu posi-hoc aHanu3 Ha BUCOKO-PHUCKOBA rpyna oT nMia ¢ 6a3uced puck no Framingham > 20 %
(1 558 nuua), UMa 3HAYUTENHO HaMmaneHWe B KOMOMHHpaHaTa KpaHHa Lel OT CbpACUHO-CHAOBA
CMBPT, HHCYAT M MHokapacH uHdapkr (p=0,028) npu nedeHre ¢ po3yBacTaTHH, COPAMO [11aledo.
AGCOMIOTHOTO HAMAJIEHHE HA PUCKA 3a uecToTarta Ha chOuTuaTa 3a 1 000 nauuenTo-roaMHu € 8.8.
O0uara CMBPTHOCT € HENPOMEHEHA B Ta3u BUCOKOpHcKoRa rpyna (p=0,193). [lpu post-hoc ananus Ha
BUCOKOPHMCKOBAa foarpyna or juua (9302 nuua obwmo), ¢ usxoger SCORE pueck > 5%
(EKCTpanonupaH Ja BKJIKOYM JUHLA Haj O5-TOOWIIHA Bb3PACT), MMa 3HAYUTEIHO HAMAJICHUE B
KOMOMHMpaHATa KpaiHa el OT CbpAe4HO-ChA0BA CMBPT, HHCYNT U MUOKapaeH uHpapkt (p=0,0003)
fIpH JIEYEHHETO C PO3YBACTATHH CIEpAMO Miauedo. ADCOMTHOTO HAMANCHHE HA PUCKA 3a 4e€CTOTaTa
Ha ceOHMTHATA € 5,1 3a 1 000 naumento-roguu. O0WATE CMBPTHOCT € HEMPOMEHEHA B Ta3H BUCOKO-
puckosa rpyna (p=0,076).

B npoyusaneto JUPITER, 6,6 % ot axuara, npHeMaiuy po3yBacTaTHl u 6,2 % oT IMuarta Ha miauebo
ca MpeKpaTUAM MNpPHEMA Ha M3CIENABAHOTO JIEKApCTBO NOPaAM HexenaHo c¢nrbuTHe. Hakl-uecrturte
HEXKeNaHH CLOMTHS, KOMTO Ca J0BEAM A0 IpekparaBaHe Ha JedeHdero ca: muanrua (0,3 %
po3yeactatuH, 0,2 % mnauebo), kopemua Goaka (0,03 % posysactarus, 0,02 % nmnauedo) u obpue
(0,02 % pozysactatun, 0,03 % miauebo). Hal-uecTuTe HEXKEMAHH CBOMTHA C YeCTOTa MO-rojsamMa Hilu
paBHa Ha mnanebo ca uHdekuuu nHa nukoyHute nbTHIIA (8,7 % posyeactatvh, 8,6 % nnauedo),
Hazodapuurut (7,6 % posyeacratuH, 7,2 % mnauebo), 6onka B repda (7,6 % pozyBactarui, 6,9 %
mnanedo) u muanrus (7,6 % posyeactaTHy, 6,6 % nnanebo).

[leavaTpryHa nomyaanus

B enHo nBoiHO cafno, paHAOMM3HPAHO, MHOFOLUEHTPOBO, TNMauefo-KOHTPOIMPAHO, |2-ceamMmnuHo
npoyuBaHe (n=176, 97 Momuera u 79 MomuueTa), nocnensano ot 40-ceaMuuHa, OTKpHUTA (paza ¢
TUTPHUpPAHE Ha J103aTa Ha po3yeacTtaTHH (n=173, 96 MoMueTa H 77 MOMHUYETA), NALIMEHTH HA BB3pacCT
10 po 17 rogunu (craguh -V no Tanep, momuuera none | roavHa ciel Ha4yanoTO Ha
MEHCTPYaAUHATA) € XeTepo3uroTHa (paMiiHa XHIIEPXOJIECTEPONEMUSA, TTOIYyYaBaT PO3YBACTATHH 5 mg,
10 mg vnu 20 mg unu nnauedo nTHeBHO 3a 12 ceMHLIM, A CJI€A TOBA BCUUKH MONYYaBAT PO3YBacTaTHH
aHesHo 3a 40 ceamMuuu. B HavanoTo Ha mpoyuBaHeTo Npubau3uTenHo 30 % OT nauHeHTHTE Ca Ha
Bp3pacT 10 10 13 roamun W npubamzurenno 17 %, 18 %, 46 % u 25 % ca croreeTho B cTaaui [, 11,
IV u V o Tanep.

LDL-C ce nonuxaga 38,3 %, 44,6 % u 50,0 % c posysactatud 5 mg, 10 mg u 20 mg, ChOTBETHO, B
cpasHeHue ¢ (0,7 % 3a rmiauedo.

B xpas na 40-ceamuuHata OTKpHTa ¢aza ¢ THUTpHpaHe 10 TIPULEAHA CTOHHOCT, ¢ AO3UpaHe Jo
MakcumMyM 20 mg Beanbxk 1HeBHO, 70 or 173 nauueHTH (40,5 %) ca NOCTHrHAIUA NPULICIHATA
croiHocT 3a LDL-C ot no-manko ot 2,8 mmol/1.

Crnen 52 ceaMuMuM Ha H3CNEABAHOTO JIEYEHHE HE € YCTAHOBEH HUKAKLB €(EKT BbpPXY pacTexa,
Tersioro, BMI wnu nonosoto cw3psasane (Bxk. Touka 4.4). Tosa KNMHKHYHO W3MHUTBaHe (n=176) He ¢
MpeHa3Ha4eHO 3a CPABHABAHE HAa PEIKHU HEXKEJIaHH JICKaPCTBEHU PEAKUMH.

Po3yBacTaTHH € NPOYYBaH CBINO B €4HO 2-TOAMILIHO OTKPHTO KIIMHHHYHO NPOYYBAaHE, ¢ THTPUPAHE [0
KenaHara 1032, npy 198 aeua ¢ xerepo3uroTHa (PaMHUIIHA XUTNIEPXONECTEPOIEMHA HA BB3pacT oT 6 10
17 roaunn (88 Momueta m 110 momuvera, ctaamii no Tanep < II-V). Hauanuara

(n=64) nosara MOXe Ja ce TUTPUPA A0 MAKCUManHa a03a 10 mg pequbk qHE
Bb3pacT or 10 go 17 roauuu (n=134) no makcuManHa noza 20 mg BeAHBXK IH

— ,.,,j:"
Cnen 24 meceua na neveHHe ¢ po3ysacTaTtid, LS Ha cpeaHHs mpoueHT H éLa% zfﬁLDEz:-qf

CIPAMO W3X0/HaTa CTOHHOCT € -43 % (u3xoaHo HUBO: 236 mg/dl, Ha meceu 'J’:lx\‘.i\\g’ldl) 3a BgKa
& 3
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BB3pacToBa Ipyna, LS Ha cpeanus npoueHT Ha Hamajiende Ha LDL-C cnpamMo U3XOJHUTE CTOHHOCTH
e -43 % (u3xogHo HMBO: 234 mg/dl, Ha mecel 24: 124 mg/dl), -45 % (u3xonHo HuBO: 234 mg/dl, Ha
mecell 24: 124 mg/dl) u -35 % (uzxonno HuBo: 241 mg/dl, Ha mecen 24: 153 mg/dl) BubB Bb3pacTOBHTE
rpynu 6 70 < 10, 10 no < 14 u 14 a0 < 18§, cboTBETHO.

Posysacratir 5 mg, 10 mg n 20 mg A0CTMIar ChLQ CTATUCTHYECCKH 3HAYHMH CPEHH TMPOMEHH
CIIPAMO M3XOMHO HUBO 32 CJICJHUTE BTOPHYHM NOKA3aTed Ha nunuaute v nunonporennnre: HDL-C,
non-HDL-C, LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, non-HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Beska ot Te3u [IPOMCHH € B MOCOKA Ha TID,Z[OﬁpBH JUNHUACH OTFOBOD H €€ NOAALPYKA B [IPOABIAKCHULC
Ha 2 TOOUHMU.

He ce ycranoeaea edexr prpxy pactexa, ternoro, MTM HiIH nosioBoTo ch3psaBaHe ciel 24 Mecena Ha
neueHue (Bx. Touka 4.4).

PozyBacTaTHH € TMpoydyeH B  PaHAOMM3HPAHO, [BOMHO CIANO, MIane00-KOHTPOJHPaHo,
MHOTOLIEHTPORO, KPBCTOCAHO Mpoy4BaHe ¢ Jo3a 20 mg BeIHBLXK JHEBHO, cnpaMo mnauedo npu 14
Jela ¥ KOHOIUK (Ha BB3pacT oT 6 10 |7 roguHd) ¢ XOMO3WIoTHa (PaMHITHA XUIIEPXOJICCTEPAICMHUA.
[IpoyuBanero BkAKOUBa akTUBHA 4-ceqMUUHA HauanHa $asza Ha JIMeTa, M0 BPEME HA KOATO MALMCHTHTE
ca JieKyBaH¥ ¢ po3yBactaTuH 10 mg, enHa kpbeTocaHa (aza, KOATO BKJIKOUBA NEPHOI OT 6-CEAMHUHO
Je4eHHe ¢ posyBacTaTiH 20 mg, MpeaiecTBaHa WK NMOC/EABaHA OT 6-CEAMHYHO JIEHCHHE ¢ niauedo
W noaabpxamara 12-cenMuusa $asa, npe3 KOATO BCHUKM TMAIMEHTH €4 JIEKYBAHHU ¢ PO3YBACTATUH
20 mg. IlaumeHTuTe, KOMTO Cc€ BKIIOUBAT B MPOYHYBaHETO HAa TepanMs C e3eTMMHO wiM adepesa,
POABIDKABAT JISYEHUETO CH Mpe3 1e/IHe NMEpHOA Ha NPOYUYBaHETO.

Craructideckn curaupukantHo (p=0,005) mamanenne Ha LDL-C (22,3 %, 85,4 mg/dl wunu
2,2 mmol/l} ce nabniopara cnen 6 ceamuiM Ha neyeHWe ¢ po3yBacTaTHH 20 mg, B CPAaBHEHHE C
nnauedo. HabnronapaHu ca cTaTHCTHYECKM 3HAUYMMM HaMasieHMs Ha oOmusg xoaectepon (20,1 %,
p=0.003), non-HDL-C (22,9 %, p=0.003) u ApoB (17.1 %, p=0,024). HamaneHnue cpmo ce
HaOmogaea Ha TG, LDL-C/HDL-C, o6 C/HDL-C, non-HDL-C/HDL-C u ApoB/ApoA-1 cnex 6
CEIMHLIM Ha JIeHeHHe ¢ posyeactaTHH 20 mg, B cpaBHeHune ¢ miauebo. Hamanenuero na LDL-C ciea
6 ceaMMLM Ha ficueHHe ¢ posyBacTaTHH 20 mg, cnex 6 ceAMHIM Ha JleyeHWe ¢ rauedo, ce 3arnas3sa B
pamMkHTe HA |2-ceAMHYHO HENpeKLCHATO JedeHHe. EaMH nanyeHT € HMal NO-HATATBLIHO
nourxasade Ha LDL-C (8,0%), O6m-C (6,7%) u He-HDL-C (7,4%) cnen 6 ceAMHYHO JIEUEHHE C
40 mg cnen rnoBUiIaBaHe HA JO34Ta.

[To BpeMe Ha pa3mIMpeHO OTBOPEHO MPOyHBaHe, IIPH 9 OT Te3u mauuMeHTH Ha 20 mg po3yBacTaTHH 3a
He roseye ot 90 ceamuun, Hamanasaneto Ha LDL-C ce 3anassa B pamkute Ha -12,1% no -21,3%.

[Ipu 7-Te ouensiBaHW aena M OHOWH (Ha BB3pacT OT 8 no 17 roouHH) ¢ XoMOZUroTHa (aMuiHa
XHNEPXOAECTEPONEMHA OT OTBOPEHOTO TMpoyuBaHe ¢ (OpcHpaHO THTPHpaHe (Bxk. MNo-rope),
npoUeHTHOTO NoHWwxkeHuwe Ha LDL-C (21,0 %), o6 C (19,2% } u non-HDL-C (21,0 %) ot
H3XOAHOTO HHUBO, Ciiea 6 ceaMHMUM Ha JcueHUe ¢ po3yBacTaTUH 20 mg, € B ChOTBETCTBHE C TE3M,
HabJII0NaBaHK B MOCOYEHOTO MO-TOPE MpOY4YBaHE TPH Jella M IOHOUIH ¢ XOMO3HWroTHa (haMMiHa
XHITEPXOJIECTEPOIAEMHUS.

EBponelickaTa areHUMs No JeKapcTBaTa OTJIAra 33Ib/DKCHHETO 3a MPEJOCTaBAHE Ha pe3yjTaTHTe OT
NPOYYBAHHUATA ¢ pePepeHTHHS JIEKAPCTBEH MPOAYKT, ChAbPAKALL PO3YBACTATHH IIPH BCHUKH MOATPYTIH
Ha TNeJHaTpH4YHaTa M[OMyJalus 3a JIEUCHUME Ha XOMO3WIOTHa (aMWIHA XHNEPXOJECTEPOAEMHUA,
EPBUMHO KOMOMHWpaHa (CMECEHA) AUCITHITHAEMHMS H 3a NpO(HIAKTHKA HA CbPACUHO-CHLAOBHTE
CBOHTHSA (BXK. TOYKa 4.2 32 UHDOPMAIIUS OTHOCHO yIOTpe0a B IEJHATPUATA).

5.2 PapMakoKHHETHYIHH CBOHCTBA
Abcopbius

MakcHMaJIHH IIMTa3MEeHH KOHUEHTPAIMHM Ha PO3YBACTATHH CE€ AOCTHrAT OKOJIO
npHeMaHe. ADCOTIOTHAaTa OHOHATHYHOCT € Npubau3uTeTHO 20 %.
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PasnipenencHue

PosyBacTrariH ce MoemMa OCHOBHO OT 4YepHUS Ipo0, KOWTO € OCHOBHOTO MACTO HAa CHHTE3aTa Ha
xonecrepona U oraensHe Ha LDL-C. OGeMbT Ha pasnpefie/ieHHe Ha po3yBacTaTuH € okosio 134 1.
PosyBacraTuH e cabp3aH ox00 90 % ¢ nna3zMeHMTe NPOTEHMHH, NIPEAUMHO andyMHHA.

Buorpancdopmauns

MeTabolu3mMbT Ha PO3YBACTATHH € orpaHuueH (oxono 10 % ). In vitro npoyuBaHus Ha METaDOIKH3MA C
H3MOJI3BAHE HA YOBCIUKH XEMarouuTd NOKa3BaT, e PO3YBACTATHH € cnad cyOCTpaT 3a HUTOXpOM
P450-06ycnorenns merabomusbm. CYP2C9 e OCHOBHMAT W30EH3MM, KOWTO yvacTBa B MeTabOIM3Ma
Ha posyBacTaTHH, Aokato 2C19, 3A4 u 2D6 yuacTBar B no-Maika crened. JCHOBHUTE YCTAHOBCHH
merabonury ca N- aecMetTwn U nakToH, N-gecmetun € okono 30 % rno-manko akTHBeH B CPABHEHHE ¢
pPO3yBAaCTaTHH, JOKATO JIAKTOH C€ CHMTA 33 KJIMHMYHO HEAKTHBEH. PO3yBacTaTHH onpeacns nopeye or
90 % ot aktHBHOCTTA Ha LUHpKyuparud HMG-CoA penykraseH HHXHOHTOP.

EnuMuHupane

Ipubnuzurenno 90 % or po3yBacTaTHH ¢ CIIMMHHHpPA KAaTO HEMPOMEHEHO NEKapCTBO ¢ QeKaiuuTe
(abcopbupano u HeabcopbupaHo NEKapCTBEHO BELUECTBO), KAaTO OCTRHAJIATA YACT C€ €KCKpETHpa C
ypuHata. Okoso S % ce eKkcKpeTHpa HENpOMEHeH B ypuHara. [LnasMeHUsST momyXHMBOT € okono 19
yaca. [InazMeHUAT NMONY)KUBOT HE Cce YBEJIMUYABA C YBENMUYaBaHE Ha 103aTa. [ cOMeTPUUHHUAT CpelcH
MIa3MeH KJIMPBHC € OKoJio 50 nuTpa/yac (koeduimeHT Ha BapuabuiHoct 21,7 %). Kakro 1ipu apyru
HMG-CoA peaykrasHd HMHXMOMTOpM YEPHOAPOOHOTO MOEMaHe Ha pO3YBAacTaTHH BKIOYBA
MemOpaHBus npesocutes OATP-C. To3u npeHocuTes € BasKeH 32 4epHOAPOOHOTO SIMMHHHMpAHE Ha
pO3yBaCTaTyH,

JIMHEHHOCT/HeTHHEHHOCT
CHUCTEMHATa eKCNO3UUMA Ha PO3YBACTATHH C€ YBeIHYaBa MPONOPLUMOHAIHO Ha TIPHUSMaHaTa J03a.
HsaMa npomMsaHa B PapMakKOKHHETHYHUTE NApaMeTPH NIpH MHOTOKPATHO JTHEBHO A03HPaHE.

Crneuudunysy nogynauuu

Bwapacm u noa

Bb3pactra UM nOABT HAMAT KAHHHYHO 3HAYMM €(DEKT BbpXy (papMaKOKHHETHKATA Ha pO3yBacTaTHH
nMpd  Bb3pacTHU. EKcmosnumsTa fApH  Jeua W OHOWM € XETEpO3UroTHa  ¢amuiHa
XHIIEPXOJIECTEPOJEMHS H3MIEXKIA CPABHHMA HA HIIH MO-HHUCKA OT Ta3H NMPH BB3PACTHU MNALMEHTH C
JUCIHNuaemus (gx. .. Jleqnatpuuna nonmynauus” no-no0iay).

Paca

DapMakOKAHETUUHUTE MPOYUBAHHA TI0KA3BaT, 4e NPH HHIMBHAH OT aszydaTckara paca (JANOHLM,
KuTali, OUIWNMHUM, BUETHAMUH H KOpeHuW) ce HabmoaaBa NpUOIH3MTE/IHO JBYKPATHO
nosuluaBaHe Ha MeauaHata Ha AUC u Cuoax, B ¢paBHeHHe ¢ HHAMBUIY OT eBponedaHara paca. llpu
WHAMHUKM ¢ Haavue noBuwmaBade Ha AUC M Cuax ¢ oxono 1,3 netu. IHomynauuonen
(apMaKkOKWMHETHUEH aHalNW3 TMOKa3Ba, Y€ MeEXAY HHAMBHAMIE OT €BpONEeMIHATa H OT HErpo-
aBCTPAJIOUMIHA paca HiIMa KIIMHUYHO 3HAMUMHU Pa3/Iuymd.

bvbpeyno yepesicoane
B enHo npoyuBaHe NPY MalMEHTH ¢ pa3lHYHA CTeneH Ha OBOpPEeHHO yBpeKIaaHe, JEKOTO 10 YMEPEHO
OBOpeuHO 3a00NABAHE HE € NOBJINANO [UIA3MEHATa KOHLUECHTPALMA Ha PO3YBACTATHH HMIIH HA HETOBHA
N-necmerun merabonur. [NaumeHtn ¢ Texko yBpexaane (CrCl < 30 ml/min) ca um

ASCMETHN  MeTaOOIMTA B CpaBHEHHE CbC 3Apasd  gobGposonuu. Paex
KOHUECHTPALMH Ha PO3YBACTATHH IMPH [MaLUMEHTH HA XeMOAHAIH3A ¢a MPUOIH3UT
B CPABHEHME CBC 3/IPaBHu A00POBOIIIIH,

Yeproopobro yepedsicoane

20



B eaHo mpoyuBade npH NMaLHEHTH C pa3IMiyHA CTEMEH Ha 4epHOAPOOHO YBPEXKIAaHE HE Ca ovnH
YCTAHOBEHM JAHHM 32 TIOBMIIEHA €KCIO3MLIMS Ha po3yBacTaTuH npu nauueHTn ¢ pesynrar no Child-
Pugh ot 7 uwmu no-uucek. Ho npu asama manuentu ¢ pesyirar no Child-Pugh ot 8 u 9 cucremuara
SKCNO3ULUMA ¢ OMNa yBeNMUCHA Hai-MalIKo ABa MbTU B CPaBHEHHE ¢ NAUMEHTH C MO-HUCBK PE3YNTAT
no Child-Pugh. Hama onut npu nauudent ¢ pezyarar no Child-Pugh nag 9.

[enemuyen norumopdguszvm

HAucnosmunsra Ha HMG-CoA penykrasHuTe MHXUOMTOPH, BKJIFOYHTEIHO PO3YBACTATHH, BKIKOYBA
tpancnoprepHute nporeudn OATPIB1 w BCRP. Ilpu nauuentd ¢ reHeTHYEH MNOJHMOPGH3BM Ha
SLCOI1BI1 (OATPIB1) w/umu ABCG2 (BCRP) mma puck oT noBHIlIaBaHE Ha €KCIIO3MLMATA HA
pozyBacTaTul. Muausuayanex nonumopduznm Ha SLCOIBI ¢.521CC u ABCG2 c.421AA e cBBp3an
¢ mo-eucoka ekcnosuums (AUC) Ha posyBacratvH B cpasHeHue ¢ redotunosere SLCOIBI1 ¢.521TT
unu ABCG2 ¢.421CC. To3m cnieuddHueH reHoTHIT HE € YCTAHOBEH B KJIMHMYHATA NPAaKTHKa, HO NPpH
NALUMCHTH, 32 KOMTO € M3BECTHO, 4€ MMAaT TaKHBa BHIOBE MOJHMOPPHUIMH, CC NPENopbuBa NO-HACKA
AHEBHa 0032 PO3YBACTATHH.

[leanaTpuyHa nomynaius

JlBe (apMaKOKHMHETHUHH TIPOYYBAHMA C PO3YBACTATHH (mpuiaraH noj ¢opmara Ha TabNEeTKH) MpH
NneAHaTPUYHH MAUHEHTH C XETEPO3UroTHA aMHIIHA XHIIepXoJiecTeposieMus Ha Bb3pact 10-17 unum 6-
17 roguuu (000 214 nauMeHTH) TMOKA3BaT, Y€ EKCMO3ULMATA [PH MEAHATPUYHHUTE NAUHEHTH
M3MJIEKAR CpaBHUMA MJIH TMO-HHCKA OT Tasd NPH BbL3PACTHMTE TALMEHTH. LEKcnosuuuara Ha
pO3YBACTATHH € Ouna npeaBHAMMa MO OTHOLIEHHME Ha J03aTa W BPEMETO B NPOABLIKEHHE Ha 2-
FOAUIUEH TIEPHOLI.

3.3 MpeakIHHHYHH JAHHA 32 0€30HACHOCT

IIpeAKIMHUYHUTE JaHHU HE NOKa3BaT CNELMAJIEH PHCK MpPH Xopa, Bb3 OCHOBA Ha CTAHIAPTHHUTE
MPOYUBaHUS 3a (apMaKoJOoruyHa 6e30NacHOCT, TeHOTOKCHYHOCT H KaHleporeHeH noteHuuan. He ca
POBEXKAAHN crielWduiHH H3cneasanus, ouensasamu edexrure Bopxy hERG. Hexenanure peakuum,
KOHMTO He ca HaOmroqaBaHH B KIIMHUYHY NIPOYUBAaHMA, HO ca Hab0AaBaHu NpH JKHUBOTHH, ITPH HHBA Ha
€KCIMO3HLMA OJM3KKN A0 KIHHHYHWTE HUBA HAa €KCNIO3HLIMA Ca CICAHWTE: B M3ITUTBAHNA 32 TOKCUYHOCT
cle] MHOFOKPaTHO MIPUIOKEHHE ce HabJIoAaBaT XMCTOMATONOTHYHH YepHOAPOOHH U3MEHEHHsA, Hak-
BECPOATHO BCJIEACTBHE Ha (PapMaKONOrMYHOTO JEHCTBHE HA pPO3YBACTATHMH NMPU MHIIKM, TIBXOBC U B
MO-HUCKA CTENEeH B JKABYHHA MeXyp MNpH KydeTa, HO He H TNpH MaWMyHdH. B gombaHeHue, ce
Hab/I101aBa TOKCHUHOCT MO OTHOLIEHHE HAa TECTHCHTE NMPH MaHMyHM M KyueTa MpH MO-BHCOKH RO3H.
PenponykTMBHa TOKCHYUHOCT € HalM4Ha [MpU MLXOBE, C HaMaleHHE Ha TO/ICMHHA, Terjio M
NPEXKUBACMOCT HA MANIKHTE M ce HaONMOaBa MPHU TOKCHYHHK 33 MaiKarta o3M, IPH KOWTO CHCTEMHA
EKCITO3UUMA € OHJ1a HAKOJIKO ITbTH Ha/l HUBOTO HA TEPAaNEeBTHYHA EKCIIO3HLIUA.

6. PAPMAINIEBTUYHH JAHHH

6.1 ChnHuchbK HA HOMOIIHUTE BeleCTBA

ChbpueBuHa Ha TabieTkarTa
Mukpokpucraina uenynosa

JlakTo3a MOHOXMApPAT

KonouneH 6e3B0aeH CHITHLMEB THOKCH/T
Kpocnoeruaox

Marsxesues okcun

MaruesneB creapar

YepeeH xkenesen okcua (E 172)

(O6BuBKa Ha TabeTKata
JlakTo3a MoHOXUApAT

Xunpomenoza (E464)
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Tutanos puokcua (E171)

TpuaueThn

YepseH kenezeH okcuy (E172)

Abat xeneszen oxeua (E172)

YepeH >xeneszeH okeua (E172)

6.2 HecbsBMecTHMOCTH

Henpunoxumo

6.3 Cpox naroanocr

BaucTepHH ORAKOBKH: 2 FOJHHH

Onakosku ¢ HDPE Oytunka: 2 roonau. Cnen oTeapsaHe Aa ce M3M0JI3Ba O 3 Mecela.

6.4 CroeunajJHH YCJIOBHS HA ChXpaHeHHe

Ja ce coxpanasa noj 25°C. Jla ce cbxpaHsBa B OpHIMHAIHATA ONAKOBKA, 32 12 C€ nNpennasy OT Biara.

6.5 BnAaH cBLALPKAHHE HA OMAKOBKATA

[Tonnamuy/anymunnit/LDPE cywmuten — HDPE u GnucTep ¢ anyMHUHHEBO POHO.
OPA/anyMuHui/PVC — anymMunuesu 6ucrepu

PVC/Aclar — anymuHueru 6nucrepu
Pazmep na onaxoekure: 14, 15, 28, 30, 56, 60, 84, 90 u 98 punmupanu TabneTKH.

HDPE 6yTunka ¢ nonunponuieHoBa Karnauka Ha BUHT, ChABPXKALLA CYLLIHTEN
Pazmep Ha onaxkoekara: 28, 30, 56, 60, 84 u 90 dbraMHpaHn TabIETKH.

He BCHYKH BHAOBE ONMaKOBKH MOraT Aa OBJaT ITyCHATH B npo/iaxkoa.

6.6 CneuHa/IHH NpeINa3HR MEPKH MPH H3XBbPAAHE

Hsma cnenManHy M3UCKBAHHA.

7. IIPUTEXKATEJ HA PASPEHIEHHETO 3A YIIOTPEGA

Viatris Limited,
Damastown Industrial Park,
Mulhuddart, Dublin 135,

DUBLIN,
Hpnanaus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

Posyeacratnd Maiinan 10 mg dunmupanu tabnerku: Per. Ne 20190091
PosyBactatiH Maknau 20 mg dunmupanu Tabnerku: Per. Ne 20190092

9. JATA HA HBPBO PA3SPEIIABAHE/TIOJHOBABAHE HA PA3
YIIOTPEBA
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HaTta Ha nbpBo paspewiasase; 18 anpun 2019 r.

10. JATA HA AKTYAJIUZUPAHE HA TEKCTA

03/2023
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