KPATKA XAPAKTEPHCTHKA HA ITPOJTYKTA

1. HUME HA JJEKAPTCBEHHS IIPOAYKT

PoMasuk 15 mg ¢gunmupanu Tabnerku
Pomazuk 30 mg ¢unMupany TabaeTku

Romazic 15 mg film-coated tablets
Romazic 30 mg film-coated tablets

2. KAYECTBEH 1 KOTHYECTBEH CHhCTAB

Pomazuk 15 mg dunMupanu TabneTky: Beska Tabnerka chaspxka 15 mg posysacTarus (rosuvastatin,
(KaTo po3yBAaCTATHH Kanluii), (as rosuvastatin calcium).
Pomazuk 30 mg ¢punmupanu Tabnerku: Beika Tabnerka cbappxka 30 mg posypacTaTuH (rosuvastatin),
(kaTo po3ysacTaTHH Kanumii), (as rosuvastatin calcium).

Romazic 15 mg film-coated tablets:
[ToMOIIIHO BEILECTBO C U3BECTHO ASHCTBHE: N1aKTO3a MOHOXHApAT.

Pomazuk 30 mg ¢punMupany TabneTku:
[ToMOIIIHO BENIECTBO C U3BECTHO AEHCTBHUE: MAKTO3a MOHOXHApAT.

Pomasuk 15 mg punMupanu TabneTku: Bcaka TabneTka cpabpika 124,717 mg 1akro3a MOHOXHAPAT
Pomasuk 30 mg dunmupanu TabaeTku: Bcaka Tabnerka cbabpika 249,435 mg nakTo3a MOHOXHIPAT

34 TBJIHKUSA CITHCHK HA MOMOILHUTE BEILECTBA BHXKTE TOYKA 6.1

3. JEKAPCTBEHA ®OPMA

dunmupaHa Tabnerka

Pomasuk 15 mg ¢uaMupanu Tabnerku: 6enn uiy noyrH 6enu, NpoaAsLIroBaTH B ABOHHOWSITEKHAIH
¢unmMupaun TabneTky, rpaBupasy ¢ 15" OT enHara crpaHa.

Pomaszuk 30 mg dunMupanu Tabnerku: 6enu wiy noyt 6esu, NpoakIroBaTH M ABOAHOM3ITbBKHATH
dunmMupaHy Tabnerky, rpapupasy ¢ 307 OT eqHaTa CTpaHa ¥ ¢ ACNIMTENIHA YepTa OT Apyrara.
TabnerkaTta Moxe na Obae pa3aeneHa Ha paBHHU JO3H.

4. KJIAHHYHHU NAHHH

4.1 TepaneBTHYHH NOKATAHUA

JleueHye Ha XHIEPXOJeCTEPONEMHUS
BbipacTHH, MIagexH 4 Aclia HAa WM Hal 6-rodiiHa Bb3pacT ¢ MbPBHYHA XHNEPXONECTEPONIEMHUA

(tun Ila) unu cMeceda gucnunuaeMus (tun IIb) xato 106aBka KbM AWETATA, KOTATO PE3yNTATHT OT
OHeTaTa u Apyrd HedrapMakomoraiHu MepKU (Harnp. PU3HUYECKHTE YNPAKHEHUsA, HAMAJIABAHE HA
TErJ0TO) HE € 33/10BOJIUTENEH.

Bb3apacTHH, MIaJEKH H Iela Ha WK Haj 6-TOJUILHA BB3PACT ¢ XOMO3HroTHA paMHIHa
XHIepxoecTepoNeMus KaTo 1o0aBKa KbM JUETaTa, KAKTO U ¢ APYTO JTUITHIONOHMKABALIO JI
(nanp. LDL adepesa) wid KOrato ToBa ie4€HHe He € MoAXOAALIO,

[TpodunakTHKa Ha ChPACYHOCHA0OBH HHUWIEGHTH




[IpodHaKkTHKA HA 3HAYUMH CHPACYHOCHAOBH HHUHUACHTH NPH MAllMEHTH, KOUTO C& 0YAKBa /1a HMat
BHCOK PHCK 33 [ThPBH ChPACYHOCHA0B HHIMACHT (BX. TOUKa 5.1 ), KATO JAONBIHEHHE KbM KOPHTUpaHe
Ha APYTH PRCKOBH PaKTOPH.

4.2 Mo3HpoBKa H HAYHH HA NPHJI0KCHHE

[Tpeau 3anouBaHe Ha JeYEHHETO, MAUKEHTHT TpA6Ba fa Oble NOCTaBeH HAa CTAHAAPTHA XONMECTEPOI-
TOHHKABAIIA AMETa, KOATO TpAOBa Na MPOAB/IKM U TI0 BpeMe Ha nedeHnero. Jlozara TpAdBsa aa ce
HHAVBHAYATH3HPA B 3aBHCHMOCT OT LIC/ITA HA JIEYEHHETO W OTrOBOPa Ha NAUMEHTa, KaTo CE W3II0I3BaT
aKTYATHHUTE KOHCEHCYCHH IIPENOPbKH.

PoMa3MK MOKE 1a ce MpHEMa 10 BCAKO BpeMe Ha ACHs, ¢ WM 0€3 XpaHa.

JleyeHHe Ha XUIIEpXOoJecTeponeMus

[TpenophuMTEiHaTa HA4YaTHA 103a € 5 mg Win 10 mg nepopaiHO BEAHBK AHEBHO, KAKTO NPH
NalLMEeHTH, KOWTO HE ¢a [IPHEMAJTH CTATHHH, TaKa U NpH npeMuHaBane oT Apyr uHxuburop Ha HMG-
CoA penyxrasara. U36opsT Ha HauanHa J103a 3aBHCH OT HUBOTO HA CEPYMHMSA XONIECTEPOII, OBbaeLHA
CBPAEYHOCHAOB PUCK M IOTEHUMATHHUA PUCK OT N0OABA HA HEXE/IAH! JICKAPCTBEHH PEAKLNK (BXK. M0~
nory). ITpn Heo6X0AMMOCT 403aTa MOXKE Ja C& KOPHTHPA KaTo cnel 4 CEAMHLM CE NPEMHUHE Ha
CJICOBALLIOTO HO30BO HUBO (BX. TOuKa 5.1). [TpeaBua NOBHIIEHATA YeCTOTa HA JOKIAABAHE Ha
He)KeNaHH peakLMH Npd 1o3a oT 40 mg B CpaBHEHHE C MO-HUCKUTE J03M (BXK. TOUKa 4.8), mocneaxo
THTpHpase a0 Do3a 30 mg wiH Ko MakcHManHata a03a oT 40 mg TpadBa Aa ce nNpeanpHeMa camo npH
MALMEHTH C TeXKKA XHUMEPXONECTepONeMHs C BUCOK ChPIAEYHOCHIOB pHCK (0CO6€HO Te3U ¢ paMiTHa
XUITEePXONECTEPONEMH), KOUTO HE NOCTHIaT MPHLIEJTHHTE HHILIA Ha XONECTEpOo/ia NPH NEHCHHE C

20 mg H MPH KOUTO 1IE CE MPOBEXAA PYTHHHO NPOCNENABAHE B X044 HA ICUCHHETO (Bk. TO4YKA 4.4).
[Mpu 3amouBase Ha NeyeHue ¢ 30 mg wiv 40 mg ce Npenopb4Ba NOCTOAHHO HAOMIONCHHE HA MAlHCHTA
OT CNICLIMAJTUCT.

[Ipodunakruka Ha ChpAEYHOCHAOBH HHIIMACHTH
B npoydBaHe 33 HAMaJIABaHE HA PUCKA OT ChPACYHOCHAOBH HHLMICHTH, M3TNIOJA3BaHaTa 1033 € Ouna

20 mg mHeBHO (BX. TOUYKaA 3.1).

Ieduampuuna nonyaayus
Ynorpebara npu aeta TpsaOBa na ce NpoBexaa ¢aMo 0T CMELHATUCTH.

Jleua n Maanexy Ha p3apact 6 n10 17 roanau (craauii <I1-V no TaHep)

XeTepo3uroTHa paMuIHA XUNEPXOJECTEPOIECMUA

[IpH feua H MIAAEKH C XETEpO3UroTHa GaMHIHA XHIEPXOIECTEPONICMUA obuuailtHara HayanHa 403a €
5 mg gHEBHO.

e [lpu neua ot 6 Ko 9-ToRMINHA BH3PACT C XETEPOZUIOTHA PaMHITHA XUTIEPXOJIECTEPOIEMHUA
obuualinusg 06XBaT Ha Ho3aTa e 5-10 mg nepopaniHo BeIHBXK AHEBHO. be30onmacHOCTTa |
edHKaCHOCTTA Ha 1034 no-roieMu ot 10 mg He ca Npoy4BaHy MPH Ta3x NOITyNALMA.

e TIlpu gena ot 10 no 17-ToauiHa BB3PacT C XETEPOZUTOTHE PaAMUTHA XUTIEPXONIECTEPOIEMHA
o6uyalinua o6XBaT Ha fo3aTa € 5-20 mg nepopanBEo BEAHDLXK AHEBHO. be3onacHOCTTa K
eduKacHOCTTa HA 03H NO-roneMy oT 20 mg He ca Npoy4BaHH MPH Ta3K NOTYJIalys.

Tpabpea fa ce NpoBeXAa THTPHpaHe 10 MaKCAMaJIHaTa A03a 0T 20 mg AHEBHO, CBITIACHO
HHAUBHAYAITHHA OTTOBOP M IOHOCHMOCT HA NEAHATPHYHHUTE NALIKEHTH, KaKTO € NPEnophHBa B
NpenopbKKTE 3a JIeYeHHe Ha Aela (Bk. Touka 4.4). euata U miagexure TpAOBa 1a ce NOANOKAT Ha
CTAHIAPTHA XONMECTEPOI-IOHIDKABAILA JHETA NIPSAH A Ce 3aMoIHe IEYCHHE ¢ pO3yBaCTaTHH; Ta3H
nuera TpAGBA Ja MpOABLIKHY 110 BpEME Ha JICUCHHETO ¢ PO3yBacTaTHH

X OoMO3WTOTHA (haMHUIHA XHITEPXoIeCTEPONeMHs

[py aeua 1 MAAAEKH Ha BB3pacT 6 1o 17 roAMHK C XOMO3HIoTHA haMiIHA XUTIEPXOECTepO
npenopbIBaHATA MaKCHMaHa A03a € 20 mg AHEeBHO.

Hauannara no3a € 5-10 mg nepopanHo BeqHEX AHEBHO B 3aBUCHMOCT OT BB3pacTTa, TET
MpealecTBalusi CTATHH.




TurpHpaHeTo A0 MaKCHMaTHaTa no3a oT 20 mg AHeBHO TpAOBa a ce MpoBekKAA ChITIACHO
HHIHBHAYAITHHA OTTOBOP H MOHOCHMOCT Ha NEANATPHYHUTE MANUMEHTH, KaKTO C€ NpenopLypa B
MpEnopbHKUTE 32 JIeueHHe Ha Jena (Bxk. Touka 4.4), [lenara U Muaaexure TpadBsa Aa ce NOMAIOKAT Ha
CTAaHJApPTHA XONECTEPOI-NIOHKABAILA AHETa IPEIH [a Ce 3aMnoyHe JEUCHHE C PO3yBACTATUH; AHCTATA
TpaOBa Ha ce MpoAbIKH 10 BpEME HA JIEYEHHETO C pO3yBACTATHH.

OnursT NpM Ta3u NONYJIALMA C JO3H, pasinyHU oT 20 mg € OrpaHHYeH.

Ho3u ot 30 mg ¥ 40 mg po3yBacTaTHH He ca NOAXOIAM A4 yrorpeda NpH NeaHaTpUIHH NalMeHTH.

Jlelia no-Majiky OoT 6 FOAUHH

BeszonacHoCTTa ¥ ePHKACHOCTTA Ha ynoTpebaTa npy AeLia No-Maiky oT 6 FOAHHH He Ca NMPOYyBAHM.
CnenoBarenHo PoMa3sHk He ce npenopsusa 3a ynorpeda npH Aeua no-Manku ot 6 roquHH.

Ynorpeba NpH nallMeHTH B CTap4ecka Bh3pact
[MpenopruMTeIHATA HAYAIHA 1034 NpY MauueHTH > 70 roayiHa Bb3pact € 5 mg (BX. Touka 4.4). He e
Heo0X0ANMO APYro KOpUrdpaHe Ha JO3HPOBKaTa B 3aBHCHMOCT OT Bb3pacTTa.

Io3upaHe npH NauydeHTH ¢ 6pOpeuHa HeNOCTaThUHOCT:

He e Heo6xoauMa KOPEKIIMS Ha [03aTa MPH NalMEHTH C JIEKO 10 YMEPEHO yBpex aaHe Ha Op0peyHara
¢ynkums. [Tpu NauneHTH ¢ yMepeHo YBpekaaHe Npenopb4UTeHaTA HadallHa 1033 € 5 Mg Ha
6v6peyHara GyHKLHA (KpeaTHHHHOB KupbHC < 60 ml/min). [lo3u ot 30 mg 1 40 mg ca
NPOTHBONOKA3aHH NPU MALMEHTH C YMEPEHO YBpekaaHe Ha 6u0peunara ¢pynkuua. Ynorpebara Ha
pO3YBacTATHH IIpH MALKMEHTH C TEXKO yBpexaaHe Ha 6p6peunara QyHKIHA € NPOTHBOIIOKA3aHa 32
BCHUKH JIO3HPOBKH (BxK. TOUKH 4.3 1 5.2)

Jo3supaHe JIpH NALKEHTH ¢ YBpeKIaHe Ha YyepHoapobHara GyHk

He e nabmonapaHa MOBHUIEHA CHCTEMHA €KCITO3HIMA HA PO3YBACTATHH NIPH MALIMEHTH ¢ OLCHKA 110
ckanata Ha Child-Pugh, paBHa Ha 7 wuIH n0-HHcKa. BBIpekn TOBa MOBHIIEHA CHCTEMHA EKCITO3HLHA €
HabMoAaBaHa NP MAaLHeHTH ¢ oueHka no ckanara Ha Child-Pugh 8 u 9 (8x. Touka 3.2). Ilpu Te3n
MalMeHTH TpAGBa fa ce npeanpureMe | olieHka Ha 6v6peuHara pyHKkumA (8. TO4Ka 4.4). Jluncea
OIHMT NPH MAaUUEHTH ¢ oleHka o ckairara Ha Child-Pugh nag 9. PosysacraTnH € npOTHBOMOKA3aK NpH
NaLMEHTH C AKTUBHO YepHOAPoOHO 3abonaBaHe (Bxk. Touka 4.3).

Paca
I1pH nauMeHTH OT a3MaTCKM NMpou3Xo/ ¢ HabioaBaHa NOBHIICHA CHCTEMHA EKCAO3MLMA (BXK.
TouxH 4.3, 4.4 u 5.2). [IpenopbyBaHaTa Haua/lHa 4032 MPH NaLMEHTH OT a3HaTCKH IPOU3X0J € J mg.

[Tpu Te3u naLueHTH 4034 OT 30 mg u 40 mg ca MPOTHBONOKA3AHHU.

["eHernyeH NONUMOPOUIBM

U3BecTHO €, 4ye crieudHYEH THIIOBE Ha MreHeTHYeH NONUMOP(PH3IBEM MOrarT 1a JOBEAAT AOC NMOBHIICHE
eKCIIO3ULMA Ha pO3YBacTaTUH (Bik. Touka 5.2). 3a NaUMEHTH, 32 KOHTO € H3BECTHO, Y€ UMaT
cneuudUUeH THI reHeTHYEH NonUMOpdHU3 LM, Ce MpenopbyBa M0-HHCKA A03a pO3YBAaCTATHH.

Jlo3vpane mpy NaHeHTH, N a3MOJO0KEHH _KbM pPa3BUTHE Ha MHOTIATHA

I[Ipy manyeHTH ¢ Mpeapa3snojaraly GakTopH 3a pa3BUTHE Ha MHONATHA TIPENIOPRYHUTEIHATA HAYATHA
no3a e 5 mg (Bx. Touka 4.4).

[TpH HAKOH OT T€3H MALMEHTH € MPOTUBONOKA3AHO MPIIOKEHHETO Ha 034 oT 30 mg u 40 mg (BX.
TOUKa 4.3).

CeroeTerBallia Tepanus
PosyBacTtaTuH ¢ cy6cTpar Ha pasnuyHM TpancnoptHu npotenHH (Hanp. OATP1B1 u BCRP). Pucksr

0T MUOMaTHA (BKIIOYHUTEIHO pabaoMuonnsa) ce NoBHIlLaBa, KOraro po3yBacTaTHH € MPHIIOKEH
eIHOBPEMEHHO C HAKOH MEIHLMHCKH NIPOIAYKTH, KOHTO MOTaT Aa MOBHILUAT IU1a3MCHATA MY
KOHUEHTPALMA NOPay B3aHMONEHCTBHE ¢ TE3W TPAHCIIOPTHH NMPOTEUHH (HANpP. LMKIOCIIOPHH U HAKOH
NPOTEAa3HH HHXHOKTOPH, BKITIOUMTETHO KOMOMHALIMM OT PUTOHABHP H aTa3aHaBHp, TONHHABUD W/HIH
THAPAHABHp; BUXTE TOUkH 4.4, 1 4.5). Koraro e 8p3M0xH0 TpAOBa Aa ¢¢ 06ChaN ANTepHATYBRE——
JIEYSHHUE U aKO e HeoOXOAMMO, a Ce MPEKPATH BPEMEHHO JISYEHHMETO C po3yBacTaTHH. B / yiiA Mg

KOraTo eIHOBPEMEHHOTO MpHlaraHe Ha T€3¥ MCAHLHMHCKH MPOAYKTH € pO3YBaCTaTHH § @L DCHHO,
raaa s




TpA6Ba BHUMATENTHO Aa Ce MPEeLEHH ChOTHOIEHHETO MOJ3a/PUCK OT €AHOBPEMEHHOTO JICHCHHE U
NO3KPAHETO HA PO3YBACTAaTHH (BXK. TOUKa 4.5).

4.3 IpoTHBONOKA3AHHA

Po3yBacTaTHH € MPOTHBOIIOKA3aH:

® [IpH NalMEHTH CHC CBPEXYYBCTBHTETHOCT KbM PO3YBACTATHH WIH KBM HAKOE OT IIOMOLIHHTE
BelecTsa, H30poeun B Touka 6.1,

® [P NalMEHTH C aKTHBHO 4Ye€pHOAPOOHO 3abonsBaHe, BKIIOUUTEIHO HEYTOYHEHO,
MPOABLKHTENHO TIOKaYBaHE HA CCPYMHUTE TPAHCAMHWHA3HM M BCAKO MMOKA4YBaHE HA CEPYMHa
TpaHCAMHHA3a TPH MBTH HajJ ropHarta pedepentHa rpannua (ULN).

® IIpM NAlLMEHTH C T&KKO yBpexnane Ha 6s0pedHara GyHKIMsA (KPEATWHHHOB KITHPBHC
< 30 ml/min)

® [pH NMaUUEHTH ¢ MUOMNATHA
MpH MAalKHEHTH, NPUEMAaLH € JHOBPEMEHHO LIMKJIOCTIOPHH
Mo BpeMe Ha GPEMEHHOCT, KbPMEHE U TIIPH X€HH B ACTEPOIHA Bb3pacT, KOMTO HE H3NOA3BAT
MOOXOJAILM KOHTPALICIITUBHH CPEACTBA

No3u ot 30 mg ¥ 40 mg ca MPOTHBOTIOKA3aH! MPH MALHEHTH C NpeapasnoJjaraiy GakTopH 3a
pa3sBUTHE HA MHOTIATHA/PabIOMHUOIH3A.
TaxuBa pakTopH ca.

¢ YMEpEHO MO CTENeH yBpexnaHe Ha OpOpeunara pyHKuns (KpEaTHHHHOB KIHPBHC
< 60 ml/min)

XHIIOTHPEOHINIBM

NMUYHA WIH GaMIWIHA aHAMHE3a 32 HACeACTBEHH MYCKYJIHH 3abonnBaHnA

aHAMHe3a 3a NPosIBa HA MYCKY/HA TOKCHYHOCT KbM Apyr nHxuburop Ha HMG-CoA
peaykTasarta WwiH ¢gubpar

MoynoTpeda ¢ ATKOX0J

CUTYALIMH, TPH KOUTO MOXe J1a ce HabllroaaBa MOBUIIABAHEe HA IIA3MEHUTE HUBA
MallMEHTH ¢ A3HATCKH IPOM3XO0O

CBI'BTCTBALIO NPIIOXKEHHe Ha GUOpaTH.
(Buxre ToukH 4.4, 4.5 1 5.2).

4.4 CriellHAJHH NPEAYNPERAEHHS H Npeana3HH MePKH MPH ynorpeda

B Hakonko cny4as ce cho0llaBa, He CTaTHHATE HHIYLUpAT de novo WIH BIIOIIABaT BEYC
CHIIECTBYBALIa MHACTEHHSA IPAaBUC FTH OYHA MHACTERNA (BXK. Touka 4.8). IIpuioxeHRETO Ha PoMasnk
Tpa6Ba Aa ce Crpe B CIy4aii Ha BlomasaHe Ha cuMnTomuTe, MMa crobluenns 3a peLiiauB MpH
(MOBTOPHO) NpWIAraHe Ha ChIHA HJIH pa3iIHYCH CTaTHH,

Bngauue BLpXy 0p0peuure

ITpH NalMeHTH, JeKyBaHH C MO-BHCOKH T03H PO3yBacTaTHH, NO-KOHKpeTHO 40 mg, ¢ HabmonaBaHa
NPOTEHHYPHA, YCTAHOBEHA TP M3CIIEABAHE C TECT-JIEHTH, C MPEAUMHO Ty0OYNieH POH3XOA H B
MOBEYETO CIY4aH ¢ IIpexoneH WK HHTEPMUTEHTEH Xapakrep. HaMa 1aHHH JanH MpOTeHHY pUATa HMa
NPOrHOCTHYEH XapaKTep 3a OCTPO WK nmporpecuBHo 6p6peuHo 3abonspane (Bx. Touka 4.8).
JOK/IAfBANATA YECTOTa HA CEpHO3HU OLOpeuHH yBpead NpH MOCTMapKEeTHHIOBaTa ynoTpeba e rno-
BHCOKa IIpH A03HpoBKa oT 40 mg. [To BpeMe Ha pYTHHHOTO NPOCNEAABaHe Ha NAlMeHTH, 0OUYaiHO
TpeTupalH ¢ 103n ot 30 mg u 40 mg, TpabBa fa ce npasH U oueHka Ha 6bOpeynara QyHKLps.

BausdHKe BEPXY CKEeTHATA MYCKYIATYpa
CpobuiaBaHy ca epeKTH BbPXY CKEJIeTHATA MYCKYIaTypa B TOBA YHC/IO MHANITHA, MUOTIATHA U PAIKO
pabIoMHONN3a IIPH NPHIOKEHHE HA BCUUKH JO30BH PEXHMH C PO3yBacTaTHH, 0COOEHO NPH JO3H Hal
20 mg.

MHoro paako ca crobiaBany ciyuau Ha pabnoMuonnsa npy ynorpe6a Ha e3eTuMub B KOMOUH
uaxnburop Ha HMG-CoA peaykTazata. He Moxe a 6ba€ H3KMHOUEHO papMakoXHHAMHYHO
B3auMogeiicTBue (BX. Touka 4.5) M e HeoOX0ANMO BHAMaHHE [TPH KOMOWHHPAHOTO UM IPHIT




Kaxto npu apyrure uexudutopn Ha HMG-CoA penykrasara, JOKIagBaHaTa 4€CTOTA Ha
pabIOMHONI3A, CBEP3aHA C PO3YBACTATHMH [0 BPEME Ha IOCTMAPKETHHIOBaTa yHOTpeOa e no-BUCOoKa
npH 103HpoBKa 0T 40 mg.

Hscneodsane na kpeamuHKuxnasama

Kpeatunxunasara (CK) ne Tpa0Ba na ce n3cnensa cnea ¢pu3MyYecko HATOBapBaHE HIIH NPH HATUYHME Ha
Apyra npasgonoaofHa npu4uHa 3a yeeaxHueHne Ha CK, KoATO MOXKE [a 3aTPYHU HHTEPNPETAllUATA
Ha pesyJrrata. AKo HHBoTO Ha CK € 3HauUTenHO MOBHIICHO HA U3XOAHO HUBO (> 5 MbTH Hall TOpHATA
pedepeHTHA IrpaduLia), TpAOBa ja ce U3BBPIIM [IOBTOPEH TECT 3a NOTBLPKIABAHE B PAMKHTE HA

5-7 nHu. AKO ce NoTBbPAM m3xoaHoTo HuBo Ha CK > 5 mbti Hag ULN, neuenueto e Tpadsa xa ce
3arouBa.

IIpedu nevernuemo
Kakto u apyru nuxuburopn sa HMG-CoA penykTazara, po3yBacTaTHH TpsabBa n1a 6ba€e npeanucsaH
¢ 0coBeHO BHUMaHHE MPH NMALMEHTH, 3a KOUTO ¢a HATHLE (akTOpH, Mpeapasnoiaraly pa3sBHTHE Ha
muonatus / pabaomMuonnusa. Takusa ¢pakTopH ca:
« yapexiaHe Ha 6b0pednara GyHKUHA
*  XHIOTHPEOUIHIBM
* NWUYHa WY PaMHITHA aHAMHE3a 332 HACAeACTBEHO MYCKYJIHO HApyICHHE
»  aHaMHe3a 3a [pOsABAa HA MYCKYJIHA TOKCMYHOCT KbM JApyT HHXHOHTOp Ha HMG-CoA
penykrazata wiH ¢ubpar
e 3noynorpeda ¢ AIKOXO
*  Bb3pacT Hax 70 ropuHH
*  CUTYALHH, IPH KOWTO MOKe Aa ce HaOMoaaBa NOBUIIABAHE Ha IUTA3MEHUTE HHBA
(Bx.TOYKH 4.2, 4.5 11 5.2)
*  CBHITHTCTBALLO NpWIOXKeHHe Ha GHOpaTH
ITpu TakMBa MALIMEHTH PUCKET OT JiedeHHETo TpAbBa Ja ce ChoOpa3y ¢ Bb3MOXKHATA 110133, KaTo C¢
npenopb4sa KIHHUYHO HabmoaeHue. AKo u3XoaHoTO HHBO HA CK e 3HaUMTETHO NOBHUIEHO
(> 5 wBeTH Hax ropHata pedepeHTHa rpaHHLa), TeYeHHeTo He TpAOBa Aa 3anoysa.
Iosu oT 30 mg ¥ 40 mg ca MPOTHROMOKA3aHH MPY MAUMEHTH ¢ Npepa3snofaraimy GakTopu 3a
pazBUTHE Ha MuonaTus/pabgomuonusa. Brkre Touka 4.3.

Ilo apeme Ha nevenuemo

IMauuenTuTe TpaOBa Aa 6raaT npenynpexeHu He3abaBHO na chOOLIABAT 32 M0ABaTa HA HEOOACHUMH
MYCKYTHH B0JKH, yeenaHe 3a cabocT Wi KpaMITH, 0COOEHO ako ¢a CBbpP3aHH € HEPa3noM0KEHHE
unH Gebpunnrer. [Ipu Te3u naimesTy Tpabpa Aa ce ucneana HUBOTO Ha CK. TepanuaTa TpsabBa Ha ce
npekpaTH, ako HuBoTO Ha CK e sHauuTenHo nouiueHo (> 5 meTu Hay ULN) mwm MycKyIHuTe
CHMIITOMM €& TEXKH U IPHIMHABAT AMcKoMGOopT Mo BpeMe Ha obuyaliHaTa akTHBHOCT (QOPH HUBOTO
ua CK na e < 5 nbtu Hag ULN). Ako CUMITTOMHTE H3ue3HatT ¥ HuBoTO Ha CK ce HopManu3upa, MOXe
a ce TOMHCIIH 3a Bb30GHOBABaHE Ha IEYEHHETO C PO3YBACTATHUH WIH C JITCPHATHBEH HHXHOUTOD Ha
HMG-CoA penykrasaTa, npwiarad noj HabOnMoAeHHe B Hali-HUCKa A032. PyTHHHOTO MOHHTOPHpPaHe
Ha HuBOTO Ha CK IpH mauveHTH 663 CHMIITOMHE He € OCHOBATENHO. MHOro pAAKO MMa CHOOWIEHNA 3a
MMYHOMEAHKHpaHa HekpoTuzupaia Mmyonarua (MMHM) no Bpeme Ha UM ciieq ICU€HHE CBC CTATHHH,
BKJIIOYHTENHO po3yBacTaTHH. UMHM ce xapakTepu3upa KIHHHYHO CbC ¢1a00CT Ha NpOKCUManHaTa
MYCKYNaTypa M NIOBHILEHA CEpYMHA KpeaTHHHHKHHA3a, KOETO MPOABIKABA BRIIPEKH MTPEKpaTiABaHe Ha
JIeYeHUETO CHC CTATHH,

[To BpeMe Ha KIWHMYHWUTE U3IUTBAHUA NTPU MalKara rpyna InalHeHTH, NP KOMTO PO3yBaCTaTHH €
NpWIArad ¢h¢ CHITBTCTBALIO JIEYEHHE HE Ca MOJNy4eHH JaHHH 33 yBeJIMYaBaHe HA €PEKTUTE BBPXY
CKeMeTHAaTa MyCKYyNaTypa, YBelH4YeHHEe Ha YECTOTATa Ha MHO3MT M MHONATHA € HabmonaBaHo obave
NpY NALMEHTH, IpyUeMaluy aApyry nHxuburopyu Ha HMG-CoA peaykrazara 3a€1HO C TPOM3BOAHH Ha
dubpHHOBaTa KUCENMHA, BKIIO4BAIlIM reMpHOpo3ni, UHKIOCTIOPHH, HUIKOTUHOBA KHCEIHHA, a30710BH
2HTUMHUKOTHLIH, TIPOTEA3HH HHXHOMTOPH M MaKpOIUIHH aHTHOHOTULM. ['eM(pUOpO3KN NOBUIIIABA
PHUCKA OT MOABATA HA MHOMATHA, aKO C€ MPHEMa eJHOBPEMEHHO C HAKOK HHXHOUTODPH Ha HMG-CoA
pexykTasara. [Topaay ToBa KOMOMHALIMATA MEXIY PO3YBAcTaTHH H reMpuOpo3iI He €
npenopbsuuteiHa. [on3aTa oT AONTBIHUTENHO MOHWKABaHE HA IMIMAHUTE HUBA B PE3Y
KOMGHMHHPAHOTO NpHEMAHE Ha PO3yBacTaTHH ¢ GubpaTH Wi HHALMH TpAOBA ia Obae




npeLieHeHa CIPAMO NIOTEHLHATHASA pUCK OT MoaobHu koMOuHauuy. [1pu ao3u ot 30 mg 1 40 mg
CBLITBTCTBALIOTO JIeYeHHe ¢ GUGpaTH e NpoTUBONOKa3aHo (BxK. ToukH 4.5 4 4.8).

PoMmasuk He Tpa6Ba Aa ce Mpuiiara eJHOBPEMEHHO ChC CHCTEMHO NeueHue ¢ Gpy3ua0Ba KHCENHHA WK
B 7-IHEBEH NEPHO clell criupaHeTo My. [Ipy mauueHTH, NPH KOMTO CUCTEMHOTO H3MON3BAHE HA
$by3HOoBa KucenrHa e abComoTHO HEOOX0OHMO, JICYEHHETO ChC CTATHHY TPAOBA a C& NMPEKPaTH M0
BpeMe Ha 1e4eHHeTo ¢he Qy3unosa kucenuHa. JIoknafsaHy ca clyyad Ha pabIoMHOIH3a (BKJ1. HAKOH
dbaTanuu) npy MaUMeHTH, TOTyYaBaly B KOMOHHAUMA Gy3HA0Ba KHCENHHA M CTATMHH (BXK. TOYKA
4.5). MMauuenTute TpAO6Ba Aa OBHAAT NMOCHBETBAHH O3 MOTHPCAT MEAMLMHCKZ KOHCYITAllMA BCAHAr4,
aKo NMOYYBCTBAT CHMIITOMH Ha MYCKyNHa cnafocT, 60JKa IIH TyBCTBHTENHOCT.

JIeueHHETO CBHC CTATHH MOXe 3 6be 3aI0YHATO OTHOBO CEAEM IHY Clie/l NociieqHara 103a ¢y3unosa
KHCE/TMHA.

[Tpy M3KIFOYKTENHH 00CTOATENCTBR, KOraTO € HEOOX0NUMO MPOABIKHTEIHO CUCTEMHO NEHEHHE C
$y3n10Ba KHCEIHHA, HAMp. 3a JIeYeHHe Ha TeXKH HHPEKUMH, He0OX0UMMOCTTa OT €AHOBPEMEHHO
npunaraue Ha Poma3uk u Qy3unoBa KucenMHa TPAOBa 1a Ce NPELICHABA 33 BCCKH OTAC/EH CNny4yal H
noJ CTPOro JeKapcko HabmoneHue.

PosyBacTaTuH He Tpa6Ba Oa ce ynorpedsasa 1pH MalHEHTH ¢ OCTPH, CEPHO3HH CBHCTOAHMS,
MOKA3aTeAHM 32 MUOMATHs WIM Npeapasnoiaraily KsM pa3BuTHe Ha 650peuHa HenOCTaTBYHOCT
BClieACcTBHE pabnoMHONM3a (HANP. CENCHC, XMITOTEH3NA, TO/1sIMa ONepalys, TPaBMa, TEXKH
MEeTaG0JUTHH, eHAOKPHHHH U €JIEKTPONIHTHHA HApYILEHHS WIK HEKOHTPOIUPaHH I'bpuOBeE).

BnusiHue BLDXY HepHHA Apod

Kakro npu apyrn naxuburopu Ha HMG-CoA penyktasara, po3yBacTaTHH TpA0Ba fa ce npunara
BHUMATEJTHO TPH MALIMEHTH, KOUTO MPHEMAT roJIAMO KOTHYECTBO alNKOXO0A W/HIM UMaT aHaMHe3a 3a
3abondBaHe Ha 9epHHs Apob.

[IpernopEYUTEITHO € I3 C¢ HANPABAT H3CTeABaHHU 3a OLICHKA Ha GYHKLHATA HA YEPHHA APOG NpeaH H 3
Mecelia cJIel 3ao4BaHe Ha JieueHueTo. PosypactaTnH Tpadsa aa Obae npeyCTaHOBEH MIIH 103aTa
TpabBa 1a 6blc HAMANEHa, aK0 HUBOTO Ha CEPYMHMTE TPAaHCAMMHA3H HAABHIUABA 3 IIBTH ropHaTa
pedepeHTHa rpaHuLa. ChobIIeHaTa YECTOTAa HA CEPHO3HM HEXKENaHU peakuyH OT CTpaHa Ha YCPHHA
apo6, (ChCTOALLM Ce OCHOBHO B YBE/IH4CHH TPAHCAMHHA3HK) MO BpEME HA MOCTMAPKETHHIOBaTa
yroTpeba € no-BUCOKa IpH Ao3ata oT 40 mg.

[Ipu naiMeHT! ¢ BTOPHUYHA XUNEPXOECTEPOIAEMHSA, MPUIHHEHE OT XUIIOTUPEOUANIBM HITH
HeQpOTHYEH CHHIPOM, OCHOBHOTO 3abonsaBaHe TpAOBa Aa Ce JieKyBa MpeAH 3aNovBaHe Ha JICUEHHE C
PO3YBacTaTUH.

Paca
[Ipu naupMeHTH OT a3MATCKU NPOU3X0 € HabnronaBaHa MOBHILIEHA CHCTEMHA €KCTIO3HLINA, B
CpaBHEHHE C TE3H OT KaBKas3Ka paca (Bx. Touku 4.2, 4.3 u 5.2).

[IpoTea3nu HHXHOHUTODH
[ToBuilleHA CUCTEMHA EXCIO3HLIMSA HA pPO3YBAcTaTUH € HaOnonasaHa NpH KU, MpUeMay

pO3YBAacTATHH €IHOBPEMEHHO C Pa3NHYH¥ NPOTeasHHU UHXUOHTOPH, B KOMONHALINS C PUTOHABUP.
TpsabBa na ce OOMHUCIH KaKTO [O3aTa OT JHIKHAONOHIKABaHe Upe3 ynoTpeda Ha po3yBacTaTHH NpH
nauueHty ¢ XUB, npHeMaliy npoTa3Hi HHXUOHUTOPH, TaKa M MOTCHUHAIA 32 [MTOBHILICHA
KOHLIGHTpal(HA Ha PO3YBAaCTaTHH , KOraTo ce 3anoypa ieYeHHe M ce [TOBULIABA 1033aTa Ha
pO3yBaCTATHH NPH MALMEHTH, IEKYBaHH C MPOTEa3HH HHXHOUTOPH. ENHOBPEMEHHOTO NIPHJIOKEHHE C
HAKOM MPOTEA3HH HHXUOUTOPH HE ce MPENopbYBa, OCBEH aKo 03aTa po3yBacTaTHH HE CC alanTHpa
(Bk. TOUKH 4.2 U 4.5).

Uurepcrrimanta 6enonpobna donecr
Cpo6LIEeHH ca M30ITMPARHM ClIyvad Ha UHTepcTHLHaNnHa benoapoOHa GoecT npyu NMPHEM Ha HAKOH

CTATHHH, 0COOEHO MPH NPOABIDKUTENHO JcucHue (Bxk. Touka 4.8). [IpH3HauuTe MOraT Aa BKIOYBAT
[VMCITHES, HETIPOAYKTHBHA KAULTHLA M BJIOIIABAHE Ha 06IIOTO ChCTOAHME (YMOpa, OTCIA0B '
terno u debpunurer). [Ipy Noa03peHuUe, e NAUKEHTHT € Pa3BH HHTEPCTALHMATHA Oel
fonect, JeYEHUETO ChC CTaTHH TpabBa Aa Obje npeyCTaHOBEHO.




3axapeH nuaber (Diabetes mellitus)

Hskou JaHHH NpeANoarar, ue rpynara Ha CTaTHHHTE IIOBHILABA KPbBHATA 3aXap H MPH HAKOH
NALMEHTH C MOBHMILEH PHCK OT pa3BHTHETO Ha AuabeT MoXke Aa A0BeaT N0 HUBO HA XHNEPT/IHKEMHA,
W3HCKBALLO NpeANPHEMaHETO Ha MOAXOAAIY MepKH. To3H puck, obaue, ce KOMNEeHCHpa OT
HAMATABAHETO HA CHAOBMA PUCK NIPU CTATHHHUTE, IOpany KoeTo He TpAOBa na Obae MpUYKHA 32
CITMpaHe Ha JIeYeHHeTOo ChC cTAaTHHK. [TauuenTHTe ¢ pucK (rmoko3a Ha raaaHo 5,6 1o 6,9 mmol/L,
BMI>30kg/m?, nOBHILEHH TPUITIHLIEPHAH, XUNIEPTOHHA) TpsGBa fa 6bAAT npociensBaHH KakTo
KIHHAYHO, Taka ¥ OHOXMMHUYHO CBIIIACHO HAUVOHATHHTE MPENOPBKU.

B npoyusaneto JUPITER, cwo6iuaBanara o61ua 4ecToTa Ha 3axapeH auadet e 6una 2,8% npu
PO3yBacTaTUH M 2,3% npH 1wiauebo, MpeAMMHO NPy NALMEHTH C FNOK03a Ha FaaHo 5,6 10
6,9 mmol/L.

TekKH KOXHH HEXKEIAHU PEAKIINU
[Ipu nevyeHHe ¢ po3yBaCTATHH CE cp001IABA 33 TEXKH KOXKHH HEXENAaHH peaKkLIuH, BKIHYBAIIH

cHHApOM Ha Stevens Johnson (SJS) u nexapcTBeHa peakiys ¢ €03MHOQUINA U CHCTEMHU CHMIITOMH
(DRESS), KoMTO MOXe Ja ¢a XUBOTO3acTpalllaBalliy MM ¢ JieTaneH u3xon. [1pu MpeaAnucBaHeTo Ha
JleKapCTBEHUA NMPOAYKT MalMeHTHTe TpAOBa Aa 6baaT HHPOPMHPAHH 32 IPU3HALMTE H CHMITTOMHTE
HA TEXKH KOKHHM peakiuy H Aa 6baar HaOMoAaBaHy ¢ IOBHILEHO BHUMaHKE. AKO CE IIOABAT
[IPU3HALK H CHMIITOMY, MTOKA3aTE/HH 32 Ta3h peakLiLt, NPUIoKeHHeTo Ha Pomasik TpabBa He3abaBHO
Iia ce MPeyCTAaHOBH ¥ Ja ce OOMMCIIH AITEPHATHBHO JICUCHHE.

AKO NALMEHTEHT € Pa3BII CEpUO3Ha peakiins, karo HanpuMep SJS win DRESS npu ynorpebara Ha
PoMasHk, TeUeHUETO ¢ TOBa JIEKAPCTBOTO He TpAOBA HMKOra Ja ¢€ MOAHOBABA MPH TO3H NMALIUCHT.

[legpaTpyvHa MOMYJIallHA
QOueHABaHeTO Ha JIMHEHHOTO H3pacTBaHe (BUCOYMHA), Teryio, BMI (MHAeKc Ha TenecHarTa Maca), U

BTOPMHYHHTE NOJI0BH §eNe3n Ha NoJIOBOTO Ch3pABaHe Mo CKajlaTa Ha Tanner Npy NEAHATPHYHU
MaUNEHTH Ha BB3pacT 6 0o 17 roaMHH NpueMalliy po3yBacTaTHH € OrpaHuYeHO A0 IBYTOAHIICH
nepuof. Cnex JBe FOJMHHM Ha TPETHPaHe TIO BPEMeE Ha MPOYYBAHETO, He € 3a0eNA3aH HHKAaKbB edexT
BBPXY pacTexa, Ternoto, BMI wnu nonosoro cu3psapaxe (BK. ToUKa 5.1).

B KNMHMYHO OpOYyYBaHe Ha Aellda H MNaJexH NpHeMalull po3yBacTaTHH 3a 52 ceAMHLIH, NMOBHILABaHEe
na CK >10xULN H MyCKyJIHHTE CUMIITOMH CJIe[l YIIpaKHEHHE WIH NOBHILEHA pHU3riecKa aKTHBHOCT
ca HabMIoJaBaHu Mo-9€CTO B CpaBHEHNE ¢ HAbMOOAeH!A OT KIIHHHYHH [TPOYYBAHHA NIPH BE3PACTHH
(B%. TO4Ka 4.8).

HemoHOCHMOCT KbM JaKTO3a
[TanpeHTy ¢ peAKH HacneacTeeHH AedeKTH KaTo HEMOHOCUMOCT KbM rajlakTosa, o0l jakTaseH
neULNT WIH IIKK030-ralakTo3Ha Manabcopblya He TpaOBa a IpHeMar TO3H JICKapCTBEH MPOIYKT.

HQ! A TIOMOIIIHH BELICCTBA

ToBa NeKapcTBO ChABPKA NMO-Manko oT 1 mmol Harpuit (23 mg) 3a Tabnerka, T.€. NPAKTHIECKH HE
ChABpXKa HRTPHH.

4.5 B3aumogeiicTBHeE ¢ APYrH JIEKAPCTBEHH IPOAYKTH H APYrH GopmMu Ha B3auMoaecTBHE

Egexm Ha eOHOBPEMEHHO RPUNOIHCEHU JCKAPCMBEHU RPOOYKMU 6 bPXY PO3yeacmamiun,

Nuxuburopy HA TPAHCNIOPTHHTE NMPOTEHHH
PosysacTaTiH € cy0cTpaT Ha onpefeNeHd TPAaHCIOPTHH NPOTEUHH, BKIIOYHTEITHO Ha TPAHCIOPTepa

Ha geproapobHua 3axBaT OATP1B1u edurykc rpancnioprepa BCRP.EaHOBpEMEHHOTO IPHIOKEHHE
HA PO3YBACTATHH C JIEKAPCTBEHH MPOAYKTH, KOUTO Ca HHXWOMTOPH Ha Te3W MPOTCHHH, MOXE 1a
noBeje IO MOBHIIABAHE HA TUTA3MEHATAa KOHIICHTPALIUA Ha pO3yBAaCTaTHH K MOBHIIEH PUCK OT
mMuonaTus (BX. ToukHd 4.2, 4.4 n 4.5 u Tabnuua 1).

L].HI(.TI OCIIOPHH




[IpH CHITBTCTBALIO NPHIOKEHWE HAa PO3YBAcTATHH M UMKIOCIIOPHH, CToMHOCTHTe HA AUC Ha
PO3yBacTaTHH ca GWIH cpeqHo 7 IIBTH NMO-BHCOKH OT Te3H, HalmoaasaHu Mpy 3Apasu 06poBOILH
(Bx. Tabnuua 1). PodyBacTaTHH € IIPOTHBONOKA3aH IPH NaUHEeHTH, €AHOBPEMEHHO NOTy4YaBally
UKIJIOCTIOPHH (BiK. TO4KA 4.3).

CBNBbTCTBAIOTO NPHJIMKEHHE He € MOBIMAIO TUIa3MEHHTE KOHHEHTpaLUNH Ha LHKIIOCIIOPHH.

[MpoTeasHy HHXUOHTODH
Brnpeky, 4e TOUHAT MEXAHW3BM Ha B3aUMOICHCTBHE HE € H3BECTEH, €IHOBPEMEHHOTO MPHIIOKEHHUE C

POTEa3HH HHXHOHUTOPH MOXKE PA3KO Aa MOBMLLK €KCMO3MUMITA Ha po3yBacTaTuH (BX. Tabnuua 1).
Hanpumep eaHOBpeMEHHOTO IpuiIoxeHHe Ha 10 mg po3yBacTaTHH ¥ KOMOMHHpaH NPOAYKT, ChCTOALLL
ce oT ABa nporeasHu uuxuouropa (300 mg arazanasup/100 mg pUTOHABHD) IO BpeMe Ha
bapMakoKMHETHHHO POYYBaHe NPH 3ApaBH N0OPOBOJILIH, CE ACOUMHPA C MPUOIUZHTENHO TPHKPATHO
HapacTBaHe Ha AUC n Cmax Ha po3yBacTaTid. EfHOBpEMEHHOTO TIPHIOXKEHHE HA pO3yBacTaTUH H
HAKOW KOMOUHALMY OT MPOTea3HH MHXUOHUTOPHU MOXKE A Ce MMa MpEABHI, CNE BHHMATENHO
MpeLUCHABAHE HA KOPEKLIHUTE Ha [03aTa PO3yBacTaTHH, B3 OCHOBA HA OYaKBAHOTO NOBHIUCHHE Ha
excrosuumaTa My (Bx. Touku 4.2, 4.4 u 4.5 Tabnnua 1).

[em¢puOpO3NT ¥ APYIH TMOHUAONOHMKABAIIY NPOIYKTH

ChbOBTCTRALLOTO NMPHIMKEHHE HA PO3YBACTAaTHH U reMpuOpo3u e 10BeNo 10 ABYKPATHO MOBHILICHHS
Ha Cmax u AUC Ha posyBacTtaTdH (BX. Touka 4.4).

B13 0CHOBa Ha JaHHM OT papMaKOKHHETHYHH NPOYHYBAHUA 32 CICHHUPUYHH JIEKAPCTBEHH
B3aHMOIEHCTBHSA, HE CE€ OYaKBa B3auMoaeicTBHe ¢ heHoPHOpaT, HO € BB3MOXKHA MOfBa Ha
$papMaKOAHHAMHYHH B3aHUMOICHCTBHA.

Femdubposun, peHodubpar, aApyru ¢ubparu ¥ THNHAONOHKKABALINTE JO03H (B 1034 > HIH PaBHH Ha
! g/men) Ha HHAUMH (HHKOTHHOBA KHCEJIMHA) NMOBULIABAT PUCKA OT MOABAaTa HA MUOTIATHA IPH
koM6uHHpane ¢ uHxubuTopu Ha HMG-CoA (XUIpOKCHMETHIT-TITY TaprII-KOSH3UM A) peyKTalaTa,
BEPOATHO MopanH ¢akTa, 4e T€ MOTaT Ja NpeIU3BUKAT oABaTa Ha MHOTIATHA H TP MOHOTEpamnu.
Ilosara ot 40 mg e NpPOTHUBOIIOKA3aHAa NPH CHITETCTRALIO JTeueHUe ¢ GubpaTu (Bxk. TOUKH 4.3 U 4.4).
[Tpy Te3n MaupeHTH JISYeHHETO TPAOBA 1a 3aN04He ¢ 1033 OT 5 mg.

EzetuMnb

CournwTerBamara ynorpeba Ha 10 mg posysactatiH 4 10 mg esetumu® Boan 1o 1,2 xpatHo
noerenue Ha AUC Ha po3yBacTaTHH NPH XUnepxonecreposeMuunu nanuenTy (Tabnuna 1). Tosa
HE MOXe Ja ce U3KTIoUH GapMaKkoAMHAMHUYHO B3aUMOJEHCTBHE MEXKAY PO3yBacTaTHH M €3€THMHO,
KOETO Na UMa KaTo Pe3yJITaT HeXENaHH peakuuH (Bx. Touka 4.4).

AHTHALKIH
EnHOBpeMEHHOTO NPWIOKEHHE Ha PO3YBaCcTaTHH C aHTHAUWAHa CyCIIeH3MsA, ChABPIKAILA aTyMHHHEB H

MarHe3HeB XMAPOKCHA € AOBENO A0 HaMaJidBaHe Ha IU1a3MeHaTa KOHLEHTPALMUA Ha po3yBacTaTHHA C
0k0510 50%.
To3u edexT e 61n orcnabeH, KOraro aHTHALMAMTE Ca JaBaHHM 2 4aca c/ej pHeMa Ha po3yBacTaTHH.

KNHUHHYHOTO 3HAYEHHE HA TOBA B3aUMoaelcTBHE He € U3CJIeIBaHO.

EpurpoMHLKH
CaIbTCTBAllaTa ynoTpeba Ha po3yBacTaTHH H EPHTPOMHLMH € JoBena 1o HaManssaxe ¢ 20% Ha AUC
U ¢ 30% Ha Cnax Ha po3yBacTATHH. B3auMmoaeficTBUeTO MOXE a € NPeIN3BUKAHO OT MOBUILICHHKSA

YPEBECH MOTHWIHNTET, BCICACTBHEC HA IPHEMAHETC Ha CPHTPOMHLIKH.

EH3KBMH OT cHcTemaTta Ha uMToxpom P450
Pe3ynTaTH oT in vitro W in vivo MpOyYBaHUA NMOKA3BAT, U€ PO3YyBAaCTATHH HE € HHTO MHXHOHUTOP, HUTO

HHAYKTOp Ha LMTOXpoM P450 u3oenszuMure. B npubaska po3yBacTaTiH € Jiowl cyberpar Ha TesH
mioeH3uMH. ClegoBaTennHo, He Ce OYaKBaT JIeKapCTBEHU B3aUMOIEHCTBHA KaTo pe3yJITaT oT
uuToxpoM P450-menuupanns MetaboauzsM. He ca HabniogaBaHN KIMHUYHO 3HAYHMH
B3aMMOJEICTBUA MEXAY po3yBacTaTH U duiykoHason (MExuburop Ha CYP2C9 n CYP3A4) unm
kerokoHazon (MHxuouTop Ha CYP2A6 u CYP3A4),

Tukarpenop




Tuxarpenop Moxe Ia nosnuse 6n6peuHaTa eKCKpelys Ha po3yBaCTaTHH, MOBHIIABAHKH PHCKA OT
HAaTpyNBaHe HA pO3yBAacTaTHH, BuIpekH Ye TOYHHAT MEXaHH3BM HE € H3BECTCH, B HAKOH ClTy4aH
CHITBTCTBAILATA YoTpeba Ha TUKArpenaop ¥ po3yBacTaTHH BOAM A0 HaMausBaHe Ha 6pOpedHaTa
¢yHk1LMa, noBHLuaBaHe Ha HHBOoTO Ha CPK u pabaomuonmsa.

BiauMonelicTBHA, KOUTO H3UCKBAT KOPEKIMS HA JI03aTa PO3yBacTaTHH (BXK. cbulo Tabauia 1):

Korato e HeoOX0oAMMO pO3YBACTaTHH Na C€ MpUiara 3a¢AHo ¢ IPYTH JIeKapCTBEHH NPOOYKTH, 34 KOHTO
e U3BECTHO, Y€ MOBHILABAT EKCIO3NLMATA My, JO3HTE Ha pOo3yBacTaTuH TpaOBa 4a ce KOPHIHPAT.
3anoysa ce ¢ 1033 5 mg pO3yBacCTATHH BEHBK AHEBHO, KO OYaKBAHOTO NOBUILICHHE HA
excrosutpsra (AUC) e NpuOIH3HTENHO ABYKPATHO WIH N0-ronsaMo. MakcHuManHaTa JHEBHA 1033 Ha
po3yBacTaTHH TpAOBA Aa ce KOpHUIUpa TakKa, Ye O4YaKBAHATa CKCIO3HLMA Ha PO3YBAacTaTHH [a HAMA
BEPOATHOCT A2 HAABKILM Ta3u Ha 40 mg JHEBHa 103a OT PO3yBACTATHH, NpHeMaH Oe3
B3aUMOEHCTBALIM JICKAPCTBEHH TIPOAYKTH, HAIIPHMeP, A03a oT 20 mg po3yBaCTaTHH ¢ reMGHUOpPO3U
(1,9-mbTH noeuLeHKue), U Ao3a 10 mg po3ysacraTud ¢ KoMOUHALMA aTa3aHaBUD/PHTOHABHD (3,]1-IFBTH
IOBHILIEHHE).

Tabauua 1 EdeKT HA eTHOBpPEeMEeHHO NMPHAATaH JEKAPCTBEH NPOAYKT BLPXY €KCNO3HUHATA
Ha posysacTaTHH (AUC; B nu3xonsu pea) oT NyOJHKYBAHH KJIHHHYHH
NPOYYBaHHSE
J1030B peXHM HA B3aHMOAeHCTBALIOTO J1030B pexXxHM HA IMMpomana B AUC na
JEKAPCTBO pO3YBACTATHH PO3YBACTATHH'
LlnknocnopuH 75 mg 1Ba TETH AHEBHO 0 10 mg BeAHBX 71 memu T
200 mg nBa ITLTH JHEBHO, 6 Mecena AHEeBHO, 10 1HH
Peropadenn® 160 mg, BeansxK QHEBHO, 5 mg, eAHOKpaTHA 3,8 mpTH T
14 nHu 034
AtazadaBup 300 mg/putoHaBup 100 mg BeaHBXK 10 mg, eAHOKpaTHA 3,1 met T
IHEBHO, 8 THH 0034
Bennaraceup 100 mg BeRHBXK JHEBHO 10 mg, exHoKpaTHa 2,7 nb1H 1
10034
Omburaceup 25 mg/riapuranpesup 5 mg, eAHOKpaTHA 2,6 me1H 1
150 mg/ puronasup 100 mg BeaHsX no3a
nHesHoO / nazabysup 400 mg 2 meTH
IHeBHO, 14 1HYU
"paszonpesunp 200 mg/enbaceup S0 mg 10 mg, enHOKpaTHa 2,3 nbTH 1
BENHDBLK JHEBHO, 1] NHH J03a
I'nexanpeBup 400 mg/nubpeHTacsup 5 mg BeOHDbK THEBHO, 2,2 0bTH |
120 mg BEAHBXK NHEBHO, 7 NHH 7 NHA
JTormuuasup 400 mg/ puronasup 100 mg xBa 20 mg BEOHBX 21 metu T
ITHTH JHEBHO, 17 THHU AHEBHO, 7 IHH
Kionuaorpen 300 mg HaToBapBalla 1034, 20 mg, eAHOKpaTHA 2 neti T
ocieABaHa oT 75 mg Ha 24 yaca 1032
F'emdubposun 600 mg ABa NETH AHEBHO, 7 AHH 80 mg, eqHOKpaTHA 1,9 oot T
0033
EnrpomGonar 75 mg BEAHBXK AHEBHO, 5 THH 10 mg, enHOKpaTHa 1,6 npTu T
103a
Hapynasup 600 mg/ puronasup 100 mg ABa meTH 10 mg BegHBK 1,5 netia T
OHEBHO, 7 JHH JHEBHO, 7 JHH
Tunpanasup 500 mg/ puronaeup 200 mg BID, 11 | 10 mg, exHokpaTHa 1,4 mete T
OHHA 103a
Jlponenapod 400 mg B2 METH AHEBHO He e Hanu4Ha 1,4 metu T
HrpakoHaszon 200 mg BeAHbLXK AHEBHO, 5 IHH 10 mg, eqHOKpaTHA 1,4 o T*°
1032
Ezerumu® 10 mg Bearbk AHEBHO, 14 THU 10 mg, BeOHBX 12 mem
OHEeBHO, 14 nuu
Pocammpenarnp 700 mg/ puronasnp 100 mg n8a 10 mg, eaHOKpaTHA
ITHTH HHEBHO, 8 NHH J03a




Aneravrasap 0,3 mg, 7 IHH 40 mg, 7 nHA PEN

CwinMapiH 140 mg TpU ITbTH AHEBHO, 5 JHH 10 mg, enHOKpaTHa >
n03a

Penodpubpar 67 mg TpU OIBTH AHEBHO, 7 NHH 10 mg, 7 nHK PR

Pudammux 450 mg BeAHBX THEBHO, 7 AHH 20 mg, enHOKpaTHa >
oo3a

KeroxkoHnason 200 mg aBa mbTH JHEBHO, 7 IHH 80 mg, enHOKpaTHa RS
4032

Onyxonason 200 mg BeaHBK AHEBHO, 11 AHU 80 mg, enHOKpaTHa <
703a

EpurpoMuiH 500 mg 4eTHpH MBTH AHEBHO, 7 80 mg, eAHOKpATHA 20%

JHH 10334

Baitixanuu 50 mg Tpu MbTH AHEBHO, 14 AHH 20 mg, enHOKpaTHAa 47% <
oo3a

* IlaHHWTE, OCOYEHH KATO X ITETH NPOMSAHA, TIPEACTABAT NPOCTO CHOTHOLIEHHE MEXKIY
eJHOBPEMEHHO NPWIOKEHNE H MPUIOKEHHE Ha PO3YBACTATHH CAMOCTOATENHO. JJAHHHUTE, MOCOUEHH
xato % IpeACTaBAT NPOLICHTa Pa3iMKa, OTHECEH KbM CAMOCTOATENHOTO NIPHUIIOKECHHE Ha
PO3YBACTATHH.

[ToBHIIaBAHETO € NOocoueHo KaTo “17, 6e3 NPOMAHA KaTo “>”, IOHIMKEHUETO KaTo “V”".

** HakoNnko Mpoy4BaHHA 3a B3aHMOACHCTBHE €A MPOBEASHH® PasIMYHH J03HPOBKH PO3yBAaCTaTHH.
Tabnuuara npeacrass Hall-3HAYUMOTO CHOTHOLLUEHHUE.

OD = Benubx aHesHO; BID = apa nbvTH gHeBHO; TID = Tpu nbTH AHEBHO; QID = yerupu
NBTH JHEBHO

Eexm na pozysacmamun 6vpxy eOHOBPEMEHRO NPUEMAHI AeKapCMBERU NPOOYyKmu

AHTaroHHcTy Ha BuTtaMuH K

[Topo6Ho Ha npyru naxuburopu Ha HMG-CoA penykrasara, 3ano4BaHeTO Ha JIEUEHHE €
pO3YBACTATHH WJIH TUTPHPAHETO HA A03aTa MY NIPH NAUMEHTH, IIPUEMall aHTArOHHCTH Ha BUTAMHH
K (xaTo BapdapHH WK APYTH KYMapHHOBHM aHTHKOATyJIaHTH) MOXe [ia AOBEE A0 MOBHINABAHE Ha
International Normalised Ratio (INR). IIpexbCBaHeTO Ha JICHEHHETO WIH HAMATIBAaHETO HA 1034Ta Ha
THTPUpAHE C PO3yBACTATHH MOJXe Ja foBene no HamaneHue Ha INR. Tlpu nonobHu cnydau ¢
xenatenHo MoHuTopupane Ha INR.

[lepopanHy KOHTPALCITHBU/ XOPMOHIAMECTHTEHA TEpaHs

ChIbTCTBAILATA YNOTpe6a Ha NepOpaIHH KOHTPALSTTHBH € JoBena no nosHizasaHe Ha AUC Ha
eTHHWIECTPAIMON M HOPrecTpel, ChOTBETHO ¢ 26% U 34%. Tesu noBulleHH Ta3sMeHH HUBa TpAOBa
Jia B3EMAT 10 BHHMaHME, KOraTo C& ONpeAEs J03UPOBKaTa Ha NEPOPATHHTE KOHTpalenTHBy. HimMa
bapMaKOKMHETHYHH AAHHH 3a NAMEHTH, KOUTO MPHEMAT po3yBacTaTHH H XOPMOHO3AMECTHTETHA
Tepamus. ETo 3amo B3aMMOIEHCTBHETO, OMUCAHO MO-rope He MoXe Na 6ble 3KIOYeHO. BhITpekn
TOBA Ta3u koMOUHALMA e OHNa WHUPOKO NpHiIAraHa MPH XEHH MO BpEMe Ha KTHHUYHH U3NHTBAHHA H €
noHacaHa godpe.

Lpyry neKkapcTBEHH ODPOIYKTH
JIMTOKCHH:

B33 ocHOBA Ha JAHHHTE OT KIMHHYHH TIPOYUBaHHA 33 cieUGHYHH NeKapCTBEHH B3aUMOJCHCTBHA, HE
Ce OYaKBa KJIMHWYHO 3HAYAMO B3aUMOJEHCTBUE C XUTOKCHH.

Dy3ua0B2 KHCEIHHA
He ca npoBexaaHH NpOyYBaHKHd BbPXY B3aUMOJEHCTBHETO MEXIY PO3YBAaCTaTHH H Qy3HI0BA
KHCENIMHA. PUCKBT OT MHAOIIATH, BKAIOYUTETHO pabaoMHOIU3a MOXKE J1a C& YBEITHYH I1pH

e {HOBPEMEHHOTO NpHarase Ha Gy3uaoBa KUcenuHa (CUCTEMHO) M CTaTHHH. MeXaHH3MBT Ha TOB2
p3apMozelicTue (6un Toi dapMakoAUHaAMUYeH, PapMaKOKHHETHYEH WIH M [IBETE) HE € U3Be
nocera. UMa crobuienns 3a paGnoMuonu3a (BKIKUUTENHO GaTanHa) npy NALHEeHTH, KOUTO
MOJTyYaBalH Tasy¥ KOMOHUHALIHA,




AKO CHCTEMHO JiedeHHe ¢ Py3HA0Ba KHCEHHA ¢ HeoOX0I1MO, JIEYeHHETO ¢ PO3yBacTaTHH TpAGBa Aa
ce MpeKpaTH, JOKATO MPOIBIDKABA NTeUeHHETo ¢ Gy3unoBa KucenuHa. BiuxKre chilo TOUKA 4.4.

Heouampuuna nonyaauin
[Tpoy4BaHHA 33 B3aUMOZACHCTBHE Ca [IPOBEXIAaHN CaMO [PH BH3pacTHH. CTENMEeHTa Ha
B3auMOAcHcTBUATA B NI€AUATPUYHATA NOITYJIAlIHA HE € U3BECTHA.

4.6 GepTHanTeT, 6PEMEHHOCT H KbPMEHE

Po3yBacTaTHH € POTHBONOKA3aH 110 BpeMe Ha OpeMEHHOCT H KbpMEHE.

JKenu ¢ nerepoAeH NoTeHIMan TpadBa fa npunaraT NoAXOAALIH KOHTPALCTITHBHH MCPKH.

TBit KaTO XONECTEPONDBT ¥ APYTHTE NPOAYKTH Ha XOJNECTepooBara 6MOCHHTE3aTa Ca OT ChIIECTBEHO
3HaUeHWe 3a PASBUTHETO Ha IUIOJ4, IIOTEHUMATHUAT PHCK oT HHXMOupate Ha HMG-CoA penykrasaTa
HAZBUILABA MPEJHMCTBATA OT JIEYeHHe NOo BpeMe Ha OpemMeHHOCT. 11poyyBaHHATA TPH KHBOTHH
OCHT'YPABAT OrPAHMYEHH JAHHH 33 PENPOAYKTHBHA TOKCHYHOCT (BXK. TO4Ka 5.3). AKO MALMEHTKA
3afpeMeHee MO BPeMe Ha JIEYEHHETO C TOBA JIEKapCTBO, NPUEMBT TpAOBa fa 6bA€ MpeyCTaHOBEH
He3a0aBHO.

Po3yBacTaTHH ce €KCKpeTHpa B MIIIKOTO Ha IUTbXoBe. HiMa yCTaHOBEHH JAHHH 32 OTAC/IAHE B
MIISKOTO MpH Xopara. (Buxkre Touka 4.3)

4.7 EdexTu Bbpxy cnocobnoctTa 33 wiopnpane H pabora ¢ MalllHHH

[TpoyuBaHHs 32 YCTAHOBABAHE HA BIMAHUETO HA PO3YBACTATHH BBHPXY CMOCOOHOCTTA 33 HIO(PHPAHE H
paoTa ¢ MAlIMHK He ca NpoBeXIaHu. Benpeku ToBa, Bb3 OCHOBA Ha (apMAKOAWHAMHIHHTE My
CBONCTBA, € MATKO BEPOATHO PO3yBacCTATHH Ja MOBAUAE HebIaronpusaTHo Te3n cnocobHocTy. I1pH
modupane WM padoTa ¢ MAIIKWHH TPAOBa Ja c€ HMA MPEABHUL, M€ MO BpeME Ha JICUCHHETO MOXKC Aa Ce
OABH CBETOBBPTEK.

4.8 HexenaHH JEKapCTBEHH peaKLH

HeskenaHuTe JekapcCTBEHH PEaKIWH, HAaOMOAaBaHH NTPH pO3YBACTATHH OOUKHOBEHO Ca JIEKH H
MpeXoaHH. B KOHTPOMHPAaHH KIMHHYHU NPOYUBAHHA MMO-MaNKO 0T 4% OT NAlHEHTHUTE, IEKYBaHH C
pO3YBAaCTaTHH Ca [TPEKbCHANM JIEYEHHETO NOPAAH HEXENaHH PEakIHH.

TabnyyeH CNUCHK Ha HEXEIAHUTE pPeaxitii

[To-gony ca u3GpoeHH HexenaHH NeKapCTBEHH peakLMH 32 pO3yBaCTaTHH, Bb3 OCHOBA Ha NaHHHM OT
KJIAHUYHU POYYBAHUA U Pa3liMpeH MOCTMAPKETHHIOB ONUT. He)kenaHuTe peakiuH ca
knacHpHUMpaHH cbOOPa3HO YecToTaTa H CHCTEMO-OpraHHs Kiac.

YecTOTaTa Ha HESKENTAHUTE peaklyH ¢ knacuduuupaHa cs00pa3Ho CenqHaTa KOHBCHIMA:

yectut (21/100 no <1/10); Heuectu (= 1/1 000 no < 1/100); peaku (= 1/10 000 go < 1/1 000); MmHOrO
penxu (<1/10 000); ¢ HeusBecTHa YecToTa (OT HAJTHYHHTE NaHHY HE MOXe Ia ObJe HanpaBeHa
OLIEHKA).

Tabnuua 2 He:xenanure peakiyH, B3 OCHOBA Ha JaHHK OT KITHHUYHH OITHT ¥ MOCTMapKETHHIOBH
IMPOY4BaHUS

Cucremo- YecTH Heuectn Peaxu Meoro peakn | C HeH3BeCTHA
OpraHHy qecToTa
KJIACOBE
Hapyumienus Ha TpoMmbouTO-
KpPbBTa W [EeHHA
numdpHaTa

CHCTCMAa




HapymeHnus Ha

CBpbX4YB-

OBOpeuuTe U
MUKOYHUTE

NBTHIIA

MMYHHAaTa CTBHUTEJIHOCT,
CUCTEMA BITIOUHTEIHO
AHTHOEOEM
Hapymenus Ha 3axapeH
€HJIOKpHHHATA nuaber!
CUCTEMA
[Tcuxuyunn Henpecus
HAPYILIEHHS
HapymeHus Ha ['naBobonue,; [TonuneBpo- [TepudepHa
HEepBHATA 3aMasHOCT MaTHA; HEBPOMATHA
CHCTEMA 3aryba Ha HapymeHua Ha
[aMeTTa CBH,
BEKTFOUHTEIHO
WHCOMHHSA H
KOIIMapH
MuacreHu
IPaBUC
HapylueHus Ha OyHa MHACTEHUSA
OUMTE
PecnupaTopHH, Kanuinua
PbAHU U JIucTiHeA
MeIUACTUHANHH
HapyHIeHus
CromarHo- KoHcTHIAUMA [TankpeaTur HAuapws
UpEeRHH ['ameHe
HapyIOEeHUA A6pOMHUHAITHA
bonka
XenarobunuapHH [ToBummeHH XKBATEeHHLA
HapyWeHusA TPaHCAMHMHA3H | XEMaTHT
HapyueHnus Ha Copbex, CuHAPOM HA
KOXAaTa U oBpuB, Stevens-Johnson
NoagKoXHaTa ypTuKapud JlekapcTBeHa
ThKaH peakuus ¢
€O3HHODHITHA U
CUCTEMHH
CHMITTOMH
(DRESS)
Hapymenua Ha Muanrus Muonartus ApTtpanrus HapyieHus B
MYCKYJIHO- (BKIIOYUTENHO CYXOXWINATA,
CKeJleTHaTa MHO3UT) U MOHAKOra
CHCTEMA K pabaoMHOIH3R YCIOXHEHH C
CBCOUHWTE/THATA pYNTYpH
THKAH Jlymyc- UMyHOMeaHHpA
noaobex Ha
CHHIPOM HEKPOTH3Hpalila
MHUOTIATHA
Paskbcsade Ha
MYCKYJIHTE
Hapymexus Ha XeMaTypHuA




HapyuieHus Ha [ HHEKOMAaCTHA
BB3NPOU3BOIHTE
JTHaTa CUCTEMA U
repaaTa

Obuiu ACTCHHA Orok
HapyIISHUA U
edexTH Ha
MACTOTO HA
NIPHIOKECHHE

| YecTOTATA 3aBHCH OT HATHYMETO WM JIMIICATA Ha PUCKOBH (akTopH (KpbBHA 3axap Ha rnajgHo >5,6mmol/L,
BMI>30 kg/m?, moBMINEHH TPUTTTMLEPHIH, aHAMHE3d 38 XMIEPTOHHA).

Kakto npu apyrure naxuburopu Ha HMG-CoA pemykrasara, I04BaTa Ha HeXE/IaHH JICKApCTBECHH
peakLMy H3FIeKAa € H0303aBHCHMA.

Edexty Bupxy Opbpeimre

[Tpy nallMEHTH, JIEKYBAEH ¢ pO3YBacTaTHH € HabnoaapaHa yCTAHOBEHA C TECT-TIEHTHYKH
MPOTEUHYPHS, KOATO € ¢ npeanMHo TyGyaeH nponsxol. ITpu < 1% ot naupeHTHTe, npuemau 10 u
20 mg 1 npy MpHOEAM3UTENHO 3% OT MAUMEHTHTE, JieKysaHH ¢ 40 mg po3yBacTaTHH ca HabmonaBaHy
MPOMEHH HA KOJIHYECTBOTO MPOTEHH B YPHHATA OT OTPULIATENEH PE3YNTAT HITH CteAY, KbM 1.
He3HauMTeNHO OTKJIOHEHHE B NOCOKA OT OTPULATENEH PE3YITAT WM CIIENH KBM + € HaOmoaaBaHo
npu no3a ot 20 mg.

B noBeyeTo cliyuad NPOTEHHYPHATA HAMAABa WK H3Ye3Ba CIIOHTAHHO B Mpolieca Ha JieyeHuero. Ot
npersiesa Ha JaHHHUTE NP KIHHHYHUTE OITHTH ¥ NMOCT-MapKETHHIOBHTE IPOYBaHUA, 10 Cera He €
HACHTHOUUHPaHA NPHYMHHA BPB3Ka MeKAY NMPOTEHHYPHATA U OCTPO HIIH IIPOTpecHBHO OBOpeUHOo
3abonaBsaHe.

[Tpu naumeHTH, TPETHPAHU ¢ PO3YBACTaTHH, € HabaoaBaHa XxeMaTypus, HO KTHHHUHHATE NaHHH
COYAaT, Y€ 4eCTOoTaTa i € HKCKA.

EdexTH BBPXY CKENETHATa MYCKYJIaTYpa
BraneficTBHA BBPXY CKEJIETHATA MYCKYATypa KaTo MHAJITHs, MHOTATHA (BKJI. MHO3HT) M PAZKO —

pabaoMHoM3a che WK 6e3 octpa 6B6peyHa HeZOCTATBYHOCT, Ca ChOOIIaBaHu ITPY NAHEHTH,
NIEKyBaHM C BCHYKH [IO3M HA PO3yBacTaTHH, ocobeHo ¢ 1o3u Hag 20 mg.

VeennuenHe Ha HUBoT0 Ha CK, BClieacTBHe Ha yBeIMYaBaHe Ha [103aTa, € HabMoaaBaHo NMpH ManbK
6poit MauKeHTH, IPHEMALLM PO3yBACTATHH; MOBEYETO OT CIyYaHTe ¢a JeKH, 0€3CHMIITOMHH H
npexoqsy. Axo HMBOTO Ha CK ce noBuwy (> 5 bTH Haj ropHara pegepeHTHa rpaHiLIa), TEYEHHETO
TpAOBa Aa 6b1e NpeyCTaHOBEHO (BXK. TOUKa 4.4).

EdexTy BEpxy depHHs Apob
Kakto npu apyri uaxuburopu Ha HMG-CoA penykrasara, yBelM4eHHe Ha TPAHCAMHHA3HTE,

CBBP3aHO C NO3MPOBKaTa € HaOMoaaBaHo NpH MATbK OpOH NAaLMEHTH, NPHEMALIH PO3YBaCTaTHH,
MOBEYETO OT CIYHauTe Ca NeKH, 6e3CHMIITOMHHY U MPEXOIHH.

[Ipr yooTpefaTa Ha HAKOW CTATHHH ¢a ChOOLIABAHH CIEAHHTE HEXENAHH PEaKILIUH:
e (CekcyanHa AUCOYHKIHA
¢ Hzonupauu cnyuau Ha uHTEpCTUIMATHA OenoapobHa 6onect, 0Co6E€HO NpH MPOABIKUTENTHO
nedeHre (BK. ToOUKa 4.4).
Cro0LIeHaTa YecToTa Ha pabaoMuonu3a, cepuo3HM cOHTHA, CBBP3aHH ¢ yBpexIaHe Ha Ob0peyHaTa
$YHKLHA ¥ CEpHO3HH CBOHTHS, CBBP3aHH C YBpeXAaHe Ha uepHoApoOHara ¢pyHKUMA (CHCTOALIH Ce
MPEAMMHO B YBEJINUYCHH TPAHCAMUHA3HN), € NO-BUCOKA NPH A03aTa oT 40 mg.

[leauaTpy4Ha NOMyRallHA

[Mopuirasane Ha KpeaTdHKKHHa3aTa > 1 0xULN ¥ MyCKYTHH CHMIITOMH CJIC YNPAOXHEHNA HIIH
moBUllIeHa PU3MYEcKa aKTHBHOCT ca HaboJaBaHy No-YeCTO B €HO J2-CEAMAYHO KIIHHHUYHO
MpOy4BaHE Ha JelUa H MIaleXU B CpaBHEHHE C Bb3pacTHHTE (Bik. TouKa 4.4). B Apyru acnekt




mpodunsT Ha 6e30IaCHOCT Ha PO3YBACTaTHH € CXOJEH NIPH A€Lia ¥ MIaaeKH B CPABHEHHE C
Bb3PACTHHUTE.

CrofliaBaHe Ha NOAO3UPAHU HEXENaHH peaKHH
CpoOLIaBaHeTO Ha OI03UPAHH HEXKENIaHU PEeaKIMH ClIel pa3pellaBaHe 3a ynoTpeba Ha JeKapCTBeHHUA

NPOAYKT € BaXXHO. TOBa M03BOJIABA J1a MPOABIDKH HaOMIONCHHETO HA ChOTHOLICHHETO noa3a/pHuck 3a
NeKapcTBeHHA MpoaykT. OT MEANIMHCKHTE CHELMANHCTH C¢ M3UCKBA fa ChoOLIABAT BCAKA
MOJO3MpaHa HeXelaHa peakLis upes:

H3nbiHATENHA areHLHs 1Mo IEKapCTBaTa

yI1. ,,JamaH ['pyes” Ne 8

1303 Copusn

Ten.: +35 928903417

yeOcaiiT: www.bda.bg

4.9 Ilpeno3npane

B ciryuaii Ha npeao3upaxe, cneuddHIHo nevyeHue Hima. 11pu NPERO3UPaHE, MALHCHTBT TpAOBA Ja ce
JIeKYBa CHMITTOMATHYHO M 1a Ce 3a0YHaT NOAABPKAIIM MEPKH, CIIOPER HyKIUTE. Tpabea na ce
cIefsaT YepHoapoOHara yHkuua v Husata Ha CK. Manko BEpOATHO €, XEMOTHAIU3ATa 1a Onae ot
1oJ3a.

5. GAPMAKOJOI'HYHU CBOUCTBA
3.1 PapmMakoAHHAMHYHH CBOHCTBA

dapmakoTepaneBTHuHa rpyna: Huxuburopu va HMG-CoA penykrasara
ATC koa: C10A AOQ7

MexanusbpM Ha AEHCTBHE
Po3yBacTaTHH € CeNIEKTHBEH M KOHKypeHTeH nHxuburop Ha HMG-CoA peaykras3ara, CKOpocT-

OrpaHUYaBAIIHAT €H3UM, KOWTO NpeBpblla 3-XHAPOKCH-3-METHITITYy TAPHI KOCH3HM A B MCBAJIOHAT,
npexypcop Ha xonecteposa. OCHOBHOTO MACTO Ha NCHCTBHE HAa PO3YBACTATHHA € UEPHUA npo0,
NPULIETHUAT OPraH 3a HaMaIsBaHe HUBOTO Ha X0JjIeCTepoa.

PosyBacraTuH yBennyaBa Opos Ha uepHoapoOnuTe LDL peiierrropH BbPXY KAE€THYHATAa MOBBPXHOCT,
KaTo 3aCHIBA 3aJaBSHETO U KaTtabonuima Ha LDL u nuxuGupa qepHoapobHara cunTesa Ha VLDL,
KaTo MO TO3M HauuH Hamamasa o6wma 6polt va VLDL u LDL yacruun.

dapMakoaUHaAMHYHY edeKTH

PosyBacTaTyH HamansBa nosuiueHHs LDL-xonectepon, o0ILUA X0J1ECTEPOT H TPHITHUCPUIUTE, N
nosumasa HDL-xonecrepona. Toii csilio nosmxasa ApoB, non HDL-xonecrepona, VLDL-
xojecrepona, VLDL-Tpurnuuepuaute H yBenudapa ApoA-I (Bx. Tabnuua 3). PosyBacTaTHH CBHIIO
MOHKXaBa H choTHowenuero LDL-C/HDL-C, 06u xonecrepon/HDL-C 1 non HDL-C/HDL-C u
ApoB/ApoA-IL

Ta6auua 3 OTroBop Ha 103aTA NPH NAUHEHTH ¢ MbPBHYHA XHIepxoaecTeposeMus (Tun lla i
IIb) (KOpHTHPAaH cpeJeH MPOUEeHT Ha MPOMAHA CNPAMO H3XOAHOTO HHBO):

Jo3a N LDL-C | TC |HDL-C |TG | NonHDL-C | ApoB
Inauebo 13 -7 -5 3 -3 -7 -3

5 mg 17 -45 -33 13 -335 -44 -38
10 mg 17 -52 -36 14 -10 -48 -42
20 mg 17 -55 -40 8 -23 -51 -46
40 mg 18 -63 -46 10 -28 -60 -54




TepanesrnunusT edexT ce 3abesn3na B paMKUTe Ha | CEIMMLA OT HAYANOTO Ha NeYeHHeTo H 90% or
MaKCHMAJTH1S OTTOBOP CE MOCTHIA 10 2 CEAMHULIU. MakCHMaTHHAT OTTOBOP OOMKHOBEHO Ce MOCTHIa
KBM 4-Ta ceIMHLIA U CIeN TOBA C€ MOAABbpKa.

KnuunyHa edukacHOCT ¥ 6€3011aCHOCT

Po3yBacTaTiH € eEKTHBEH MpPU BH3PACTHH, CTPAJALIH OT XHIIEPXONECTEPONEMHA ChC Wi Oe3
XUIEPTPUTNHUEPUIEMIS, HE3AaBACHMO OT PacoBa IMPHHALIEKHOCT, [HOJ1 MK BB3pacT, KaKTO H NpH
CHIELMATHH IPYIH KaTo JUaleTHI WK MAUMEHTH C (PaMHIIHA XHITEPXOIECTEPONEMHA.

O0o6uIeHNTE NaHHH OT KIMHWYHHTE Mpoy4yBanus ot ¢asa 1l nokassar, 4e po3yBacTaTHH €
edeKkTHBEH NPH ICUCHHE HA I'oNIAMa 4acT oT nauueHTH ¢ Tvn Ila wu IIb xunepxonecreponeMus
(cpenna w3xoAHa croiinoct Ha LDL-xonecrepon — okono 4,8mmol/L), cnopen onpeaeneHuTe OT
Esponeiickoro JlpyxecTso no ATepockneposa npuuersu croiHocti (EAS; 1998); okono 80% ot
malpeHTHTe Ha 10 mg ca JOCTHIHANH KejlaHuTe CTOMHOCTH Ha Xonectepon B LDL-xonecrepon
(< 3 mmol/L), cnopen EAS.

B exno MamabHo rpoy4BaHe ¢ GOPCHPAHO TUTPHpaHe Ha 103aTa, 435 MallHeHTH ¢ XeTepO3HroTHA
damMuTHa XHnepxonecTeponeMus ca nekysany ¢ 20 mg Ao 80 mg. Beuiky OO3HPOBKH T10Ka3BaT
MOJIOKHUTENIEH PE3YNTAT BHPXY JTHITHAHUTE NOKA3aTeNy U JICHEHHE KO MOCTHraHe Ha uenta. Cnen
7IOCTHraHe Ha OHeBHa 1032 oT 40 mg (12-cenMuuno neuernne), LDL-C Hamanasa ¢ 53 %. 33 % ot
nanpeHTHTe nocrurar crofiHoctvte Ha LDL-C cnopea EAS (< 3 mmol/l).

B ensio 0TBOpEHO NMpoy4Bane ¢ JOpCHPAHO TUTPUPAHE Ha 103aTa NpY 42 nalMeHTH (BKJI. 8
eAUaTPHYHH) C XOMO3UroTHA aMHITHA XUIIEPXOIECTEPONEMHA Ca OTYSTCHH PE3YATATUTE OT
npueMane Ha 20 — 40 mg posysactaTvH. KaTo 110 B rpynara CpeJHOTO NoHmwkeH!e Ha B LDL-
xonecrepona e 22%.

[Tpy KIHHHUYHY U3NMTBAHHA C OrpaHH4eH Opol mauMeHTH pO3yBAcTaTHUH [10Ka3Bd AIHTHBHA
edyHKaCHOCT NPH HAMATABAHE HA TPUITTMLEPHINTE, KOraTo € nprueMaH B koMGuHauus ¢ GeHoduodpar u
yBeNMyaBaHe Ha HUBOTO Ha HDL-Xxonectepon, B KOMOHHALMA ¢ HHALKH (BX. TOUKa 4.4).

B eQHO MHOTOLIEHTPOBO, ABOHHOCIAIO, Taiedo-koHTposkupado npoyusase (METEOR), 984
NALMEHTA HA BB3pacT Mexay 45 u 70 roagyHy ¢ HUCBK PHCK 332 HCXE€MHYHa OOJIECT Ha CHPLETO
(nedurnpan karo Framingham puck < 10% 3a 10 ronunn), cke cpeaex 8B LDL- xonectepon
4,0mmol/L (154,5 mg/dl), HO ¢BC CYOKIHHUYHA ATEPOCKIEPO3a, YCTAHOBEHA Ype3 U3MEPBAHE Ha
nebenuHara Ha kaporuaHaTa uaTHMa Meaus (Carotid Intima Media Thickness) ca 6uwnn
paHAOMHK3HpaHH Ha 40 mg po3yBacTaTHH BEXHBK NHEBHO WiH mnauebo 3a 2 ronunu. Po3ysacTaTHH
3HauMTeNHO 3afaBu mporpecuaTa A0 MakcuMaaHara croliHoct Ha CIMT Ha Bcuuku 12 MecTa Ha
KapOTHUIHHUTE apTEpUH, B cpaBHeHue ¢ wianeto —0,0145 mm/roauna [95% noBepuTeNeH HHTEPBA -
0,0196, -0,0093; p< 0,0001]. [IpoMsHaTa CrIpAMO H3XOMHUTE CTOAHOCTH 3a rpyrnara Ha po3yBaCTaTHH
e -0,0014 mm/roauna (-0,12%/ronuna {HecurauPUKAHTHO} ), B CPaBHEHMUE C rpynara Ha wiauebo ¢
nporpecus ot +0,0131 mm/roguHa (1,12%/roguna {p < 0,0001}). He e aeMoHcTprpaHa AMPEKTHa
B3AHMOBpPB3Ka MEKAY MoHmKeHHeTo Ha CIMT M NOHWKEHHS PHCK OT ChpAEYHOCHAOBH CHOUTHA.
[TonynauusaTa B npoy4ysanero METEOR e ¢ HHCBK PUCK OT HCX€MHYHA OONECT Ha ChbpPLUETO H HE €
NpEACTABHTENHA 3a TApreTHaTa Nonynauys Ha po3ysactariH 40 mg. Jlosuposkara ot 40 mg TpabBa
Ja ce NpeANAcBa CaMo Ha MAHEHTH C TEXKA XHNEPXOAECTEPONEMHS, C BUCOK ChPACIHOCHA0B PHCK
(BX.TOUYKA 4.2).

B O6ocHoska 3a [Ipunoxenuero Ha Cratunu 3a [IspBudna [Ipodunaktika: MATEpBEHIIMOHATHO
[Tpoyusane 3a Ouerka Ha Posysacratud (JUPITER), e uszcnenpan epekThT Ha pO3yBacTaTHH BhPXY
MOABATA HA FONIEMH aTePOCKIEPOTHYHH, ChPAEYHOCHAOBH MHIMAEHTH nipH 17 802 Mbixe (250
roauHu) u xeHH { 2 60 roguHn).

PasfeneHy Ha CITy4aeH MPUHIMII, YYaCTHHLIMTE B M3C/IeABaHeTO npyeManH ruiauedo (n=8901) nnu
posysacTaTvH 1o 20 mg BegHBX Ha AeH (n=8901) B mpoabIKeHHE Ha 2 FOIMHH.

B cpaBHeHHe ¢ mnanefo rpynara, pd rpyrnara, pEemMaila po3yBacTaTHH, KOHUEHTpauusTa Ha L
xonecrepona ¢ Hamanaia ¢ 45% (p<0.001).




B post-hoc aHanK3 Ha BUCOKO-PHCKOBATA NOAIPYMNa C H3XOAEH PHCK oleHeH mo Framingham >20%
(1558 w3cnensanu) ce HabmonaBa 3HAYHTETHO HaMaNABaHe Ha KOMOWHHpaHaTa KpalHa Lel
BKJTIOYBAIIA CMEPTHH CIYYau B CJIEACTBME Ha CHPAEYHOCHI0BA CMBPT, MHCYIT U HHGAPKT Ha
muokapza (p=0.028) npu JieueHHe ¢ po3yBacTaTHH B CpaBHEHHE C Uiauebo. AGCONIOTHOTO HaMaJICHHE
Ha pucka 3a 1000 nauuenTo-roaunn Gewe 8.8. Ilpu Tasu BUCOKOPHCKOBA rpyna oblara CMbPTHOCT
ocraBsa Henpomenera (p=0,193 B post-hoc ananu3 Ha BUCOKO-PHCKOBATA MOArpyna npu cydexTH (obw
6poit 9302) ¢ usxomer SCORE puck 2 5% (excTpanonupa, ¢ LN BKIOYBAHE Ha 1MUa Hajg 65-
rOAMILIHA Bb3PacT) M0Ka3Ba 3HAYHTENHO HAMAIABAHE HA KOMOMHHpAHaTa KpaHHa LeN BKIIIOYBAla
ChPACUHOCHAOBA CMBPT, HHCYNT U uHbapkT Ha MHoKapaa (p=0,0003) npu neueHue ¢ po3yBaCTaTHH B
cpaBHeHHE ¢ anebo. AGCOMOTHOTO HaMaITBaHe HA PHCKA 33 YECTOTaTa Ha chOuTHATA € 5,1 32

1000 rraupenTo-rogvHy. ITpH Ta3¥ BUCOKOPHCKOBA rpyna o011aTa CMbPTHOCT OCTABA HEMTPOMEHECHA
(p=0,076).

IIpu uzcnempanero JUPITER 6,6% OT yqacTHULIUTE, TPETHPAHH ¢ PO3YBACTATHH U §,2% OT
TpeTHpaHuTE Mnanedo ca NpeKbCHANH H3CACABAHETO, MOPAJH BE3HUKBAHE HA HEXKETAHH PCAKIIHH.
Haif-uecTuTe Clyyad HA HEXENIAHH PEaKUUH, PY KOUTO € IPEKBLCHATO JIEUEHUETO ca OWH: MHaNTus
(0,3% posysactarus, 0,2% nnanedo), xopemuu 6onku (0,03% posysacratus, 0,02% ru1aneto) v
o6pus (0,02% posysacrathH, 0,03% wiauebo). Hali-yecTure onjiakBaHus ¢ 4eCTOTa II0-BHCOKA HITH
paBHa Ha Ta3u NpH 1wiauebo ca HHpeKuua Ha NuKouHHTe mbTHHIA (8,7% po3ysacraTHH, 8,6%
wiaue6o), Hazodapudrut (7,6% posysacrartuH, 7,2% rwiaue6o), 6onky 8 repda (7,6% posysacraTuH,
6.9% nnauebo) u muanrud (7,6% posysacTtaTtus, 6,6% mnaueto).

IlexHaTpyyHa momyJial
B enHO ABONHOCHAIO, PAHIOMH3UPAHO, MYJITHIIEHTPOBO, IUTanebo-KOHTpoaHpaHo, 12-ceIMUIHO

npoyusaHe (n=176, 97 OT MBXKH 10J1 ¥ 79 OT XEHCKH M), nocneapaHo ot 40-ceaMu4Ho (n=173, 96
OT MBXKH oA ¥ 77 OT MEHCKH T0JI), OTKPUTO, aza THTPHpaHe Ha 103aTa Ha pO3YBacTaTHH,
nayueHTH Ha BB3pacT 10 no 17 rogunn (cranmii 1I-1V no Tanep, MoMuyeTa noHe 1 roauHa cien
HAYaJIOTO Ha MEHCTPYALHATA) ¢ PaMHIHA XHITepXoJIeCTepONIeMUs Ca MoJ1yuaBaai po3yBacTaTuH 3, 10
wni 20 mg wiH wiauedo JHEBHO 32 12 CeAMHLIM H Cltell TOBA BCHYKH €a MOJly4aBany po3yBacTaTHH
IHEeBHO 3a 40 cenMuLy. B HayanoTo Ha npoyusaHero npubnusuTento 30% or nauuenTure 6sAxa 10 ao
13 rogvuHEy ¥ npubnmnTeaHo 17%, 18%, 40% u 25% ca 6wnu B craguwm II, 111, IV 1 V mo Tanep,
CBOTBETHO.

LDL-xonecreponsT e 61 noHmkeH 38,3%, 44,6% u 50,0% ot posysacrarus 5, 10 u 20 mg,
CLOTBETHO, B cpaBHeHHe ¢ 0,7% 3a mnanebo.

B xpas Ha 40-ceAMHYHOTO, OTKPHTO, LE/AILO TUTPYBAHE, IPOYy4BaHe, fo3upaHe A0 MakcumMyM 20 mg
BeAHDBXK aHeBHO, 70 ot 173 nauuentH (40,5)% ca nocturnany uenta 3a LDL-xonecTepon 0T No-Malko
ot 2,8 mmol/l.

Crnen 52 ceIMHLH Ha M3CIEABAHOTO JIeUeHHE, HE € YCTAHOBEH HUKAKBB e(PEeKT BLPXY pacrexa,
Ternoto, BMI unu nonosoto cw3psasane (Bx. Touka 4.4). Tosa npoyusate (n=176) He ¢ 6uno
NpeJHa3HA4YeHO 3a CPaBHABAaHE HAa PEAKH HEXKEJAaHH JICKapCTBEHU PEAKLIMH.

PoaysacTaTHH € Npoy4BaH ChLIO B €HO 2-TOAHINHO OTKPHTO KIHHHYHO NMPOYYBAaHE ¢ THTPHPAHE HA
[03aTa A0 XKeNaHata npH 198 neua ¢ daMuiHa XunepxoiectepoieMHs Ha Bs3pacT 6 0o 17 roguxn (88
moMuera u 110 Mmomuuera, cranuit no Tanep <II-V). HauanHara no3a npy BCHYKH NALHEHTH € 5 mg
PO3YBAaCTaTHH BEAHBX AHEBHO. [Ipy nauxeHTHTE Ha BB3pacT 6 a0 9 roguHu (n=64) nosara MOXe 1a
ce TUTpHpa 10 MakCHManHa f103a 10 mg BeIHBK THEBHO, a PH MAUMEHTH Ha Bb3pacT 10 no 17
roauHy (n=134) xo MakcuManHa ao3a 20 mg BeAHbX JHEBHO.

Cnen 24 Mecenia Ha JieHeHHE ¢ PpO3yBacTaTvH, LS Ha cpensHua mpoleHT Ha HamaneHue Ha LDL-C
CTIPAMO M3XOAHATa CTORHOCT € -43% (u3xoaHo HuBoO: 236 mg/dl, mecew 24: 133 mg/dl). 3a Bcsaxa
BB3pacToBa rpyna, LS Ha cpenHHA npoueHT Ha HamaneHue Ha LDL-C cripaMo u3XxoaHaTa CTOHHOCT
e -43% (u3xomno HuBO: 234 mg/dl, Mecew 24: 124 mg/dl), -45% (u3xonuo vuBo: 234 mg/dl,

124 mg/dl), u -35% (u3xoano HuBO: 241 mg/dl, mecen 24: 153 mg/dl) BBB BE3PaCTOBHTE Ip
<10, 10 no <14 n 14 no <18 cBOTBETHO.




Posysacrarud 5 mg, 10 mg u 20 mg A0CTHraT CBILO CTATHCTHYECKH 3HAYHMH CPeIHH MPOMEHH
CIIPAMO M3XOJHO HHBO 32 CJIEIHUTE BTOPUYHM NMOKa3aTe/ I Ha THMHAKTE H nunonporenture: HDL-C,
TC, ve-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ne HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Beska oT Te3H MPOMEHH € B [TOCOKA Ha NoaodpeH JIMIMHUAEH OTIOBOP H Ce NIOANBPIKA B MPOALIDKEHHE
Ha 2 FOAUHAU.

He ce ycraHoBsBa edekt BbpXY pacTexa, ternoro, U'TM unu nonosoto ch3pasaHe ciea 24 mecela Ha
negeHue (Bx Touka 4.4).

Po3yBacTaTHH € H3CJAeIBaH B ABOHHOCIIANO, PAHIOMH3UPAHO, MyATHUEHTPOBO, TLaLebo-
KOHTPOJMPaHO KPBCTOCAHO NMpoyyBaHe ¢ Ao3a 20 mg, BeAHbK AHEBHO cpelry mauedo, npx 14 neua u
YOHOILH (Ha BB3pacT oT 6 10 |7 roMHK) ¢ XOMO3UroTHA aMMUIIHA XHUNIEPXOJIECTEPOJIEMHA.
[MpoyysaHeTO BKIIOYBA aKTHUBHA 4-ceIMUYHA BbBE}kAAla (asa ¢ AUeTa, [0 BpeMe Ha KOATO
MaUMEHTHTE ca JJEKYBaHH ¢ po3yeacTaTiH 10 mg, kpecrocaHa (asza, KoATo ¢e ChCTOM OT b-ceIMHYEeH
riepHo ] Ha nevueHne 20 mg po3yBacTaTHH, peJuiecTBaH HIH ClIeABaH OT 6-CeIMHUEH NEPHOA Ha
nnaue6o u 12-ceaMuyHa noAAbpkaina $asza, Mo BpeMe Ha KOATO BCHHUKH HALUEHTH ca OWIH NekyBasy
¢ 20 mg posyBacraTiH. [TallMeHTHTE, KOUTO Ca 3aMOYHAIH NPOYYBAHETO HA TEPAITHA C €3eTUMHO KK
adepe3a g MPOIBIKABAT 110 BpeMe Ha LsUIOTO TIPOYUBaHE.

HaGnionapaHa € cratucTauecky 3HauuMa (p=0.005) peayxuusa Ha LDL-C (22,3%, 85,4 mg/dL unu 2,2
mmol/L) cren 6 ceMMHYHOTO JieyeHHe ¢ 20 mg po3yBacTaruH crnpsaMo rauedo. Habnronasana e
CTRTHCTHYECKH 3HauyHuMa peaykuus va O6m-C (20,1%, p=0,003), non-HDL-C (22,9%, p=0,003) u
ApoB (17,1%, p=0.024). Penykuus ce Habnogasa ceuio npu TG, LDL-C/HDL-C, O6m-C/HDL-C,
non-HDL-C/HDL-C, u ApoB/ApoA-1 cnex 6 ceaMU4YHOTO J1edeHHe ¢ 20 mg po3yBacTaTHH CIPAMO
miauebo. Peaykumndana Ha LDL-C cnen 6 ceaMuaHoTo aedeHuE ¢ 20 mg po3yBacTaTHH, KOETO €
nocienBano 6 ceaMudeH neproA Ha ruanedo, e Ouna moaaspkaHda nopede oT 12 ceAMHLHM Ha
NPOABJDKUTEHO JISYEHHE,

EAuH nalyenT e uMai cnensauia peaykiua Ha LDL-C (8,0%), O6m-C (6,7%) u non-HDL-C (7,4%),
nocrenpania 6 ceAMHYHO JieueHHe ¢ 40 mg cnen nopuIaBaHe Ha KO3aTa.

[To BpeMe Ha pasIIHPEHO OTBOPEHO Je4eHHe MpH 9 oT Te3u naumeHTH ¢ 20 mg po3ysacTaTH 10 90
cenMHIM peaykuuaTa Ha LDL-C e nognnpxana B paMkute Ha -12,1% 1o -21,3%.

[Tpu 7 nauueHTH (AELa ¥ IOHOILU C OTYETEHH pe3yaTarH) (Ha BB3pact oT 8 10 17 roauHH) ¢
XOMO3HIOTHA (aMHIIHA XHIIEPXOAECTEPOTIeMHUA IPH OTBOPEHOTO NMPoyYBaHe ¢ POPCHPaHO THTPHpPAHE
(BX. No-rope), npoueHTHaTa peaykuus Ha LDL-C (21,0%), O6i-C (19,2%) u non-HDL-C (21,0%) ot
U3XO0JHATA CTOMHOCT clien 6-ceAMUUHO JieyeHue ¢ 20 mg po3yBacTaTUH € Duia ChBMECTHMA € Ta3H,
Ha0nioAaBaHa B CIOMEHATOTO NP MPOYYBAaHe IPH Jelia U IOHOIIH ¢ XOMO3UIOTHa (paMuiHa
XHIIEPXO0JIECTEPOSIECMUSL,

EBponefickaTa areHLHA 10 JieKapcTBaTa OCBODOXKAaBa OT 3aIbJDKEHHETO 33 NPEAOCTABAHE Ha
pe3yJITaTHTE OT NIPOYYBAHUATA C PO3YBACTATHH IIPU BCHYKH NOATPYNH OT NeAHATPHYHATA NOMyalus
33 JIe4eHUEe Ha XOMO3HIOTH2 (PaMIIHA X UTIEpXONeCTEPOIEMH, ITbPBUYHO KOMOWHUpPaHa (CMeCeHa)
OMCAKWIHIEMHS U 32 MPOPHUIAKTHKA Ha ChpAEYHO-CBAOBHTE CHOMTHSA (BXK. To4YKa 4.2 32 HHQOpMALMS
OTHOCHO ynoTpeda B neAUaTpusaTa).

5.2 P®apmMaKOKHHETHYIHH CBOHCTBA

Abcopbiuns
MakcuMaJIHH TITa3MeHH HHUBA ce JOCTHraT NpHOIN3IMTENHO 5 Yyaca ciie[ IepopaiHo MpHEMaHE.
AbcomoTHaTa 6MOHATUHHOCT € npuonusuTenHo 20%.

PasnpenencHue
Po3syBacTaTHH Ce noeMa OCHOBHO OT YEPHHUAT Npob, KOHTO € OCHOBHOTO MACTO HA CUHTE3HpaHe H
xonecrepoia ¥ KTupeHC Ha LDL-Xxonecreposa. O0eMET Ha pasnpeae/icHUe Ha po3yBacTaTH
npubnusutendo 134L. PosysacTaTHH € CBBP3aH C IVIa3MEHUTE NMPOTEHHH, IPEINMHO C &l
npubnusntesino B 90%.




buoTpaHchopMailiHg

MeTabonu3MbT Ha pO3YBACTATHH € orpaHudeH (npubnusutento 10%). In vifro npoy4saHud Ha
MeTabONIM3IMa C M3NON3BaHE HAa YOBEIIKY XeNaTOIMTH MOKA3BAaT, Y€ pO3yBaCTaTHH € HEOAXONALL
cyGerpat 3a uuroxpom P450 o6ycnopennst merabonusbM. CYP2CY ¢ 0CHOBHHAT H30EH3UM, KOKUTO
yyacTea B MeTabonM3ma Ha po3yBactaThH, a 2C19, 3A4 1 2D6 y4acTsaT B 110-MaJiKa CTENCH.
OCHOBHUTE MeTabonuTH ca N-ge3MeTi H N1akToH, N-pe3MeTun € okoso 50% no-Manko akTHBEH B
CpaBHEHHE C PO3YBACTATHH, IOKATO JIAKTOHA CE CUMTA 33 KIMHHYHO HeakTHBEH. Po3yBacTaTuH
npencTaBnABa noseue or 90% 0T aKTUBHOCTTA HA LIMPKY/UPALIUA HHXHOUTOD Ha HMG-CoA
pEeOYKTa3aTa.

EnWMHHUpaHE

[Ipubnuzurenuo 90% or n03aTa po3yBaCcTATHH Ce €TMMUHHPA KATO HENPOMEHEHO JIEKapCTBO C
bexanuuTe (cheToALIO ce OT abcopbupaHo 1 HeaGcopOHpPaHO aKTHBHO BEILIECTBO), KATO OCTAHANATA
YaCT ce eKCKpeTHpa ¢ ypuHaTa. Okono 5% ce ekckpeTrpa HEMPOMCHEH B YpHHaTa, IrasMeHusaT My
MOJTY)XHBOT € okoo 19 Jaca. BpeMeTo Ha NOMYKHUBOT HE €€ YBEIHYaBa NpH Nno-BUCOKH 1034.
CpeIHUAT IIa3sMeH KITHPBHC e MpHGausuTento 50 aurpa/dac (Koe@HUHCHT Ha sapuabunHoct 21,7%).
Kakto npu apyry uuxuburopu na HMG-CoA penykrasara, 4€pHOLPOOHOTO NOEMAHE Ha.
po3yBacTaTHH Bkmousa MeMOpanHuAT npeHocuten OATP-C. To3n mpeHOCUTEN € BAXCH 3a
YepHOAPOOHOTO ENTHUMHHHPAHE HA PO3YBacCTaTHH.

JlnHeruocT
CHCTeMHATa EKCMO3HIMA Ha PO3YBACTATHH C€ YBe/HYaBa NPONOPUHOHANIHO Ha MpHEMaHaTa Jo3a.
HsmMa npoMsAHa BB (PapMakKOKMHETHYHHATE NIapaMeTPH NPH MHOTOKPaTHO NO3HPAHE.

Cneyunannu zpynu nayuenmii

Be3ipacT ¥ non

B3pacTTa 1 nojia pH BE3pacTHH HAMAT KIHHWYHO 3HaYHM edexT BbpXy PapMaKkOKHHETHKATa Ha
posyBacTaTHH. EXCITO3HLMATA NpH Aelia H IOHOLIH C XeTEPO3UTOTHA dbaMUIIHa XUTTEPXOIECTEPONICMAA
U3CEXIA € CXORHA WM TMO-HHCKE OT Ta3H NPH BE3PACTHH MALMEHTH ¢ AUCIUNUIEMHA (BX. NO-A01Y
HJleqnarpryHa nomynanus’).

Paca

dapMaKOKUHETHMHUTE NPOYYBAHKS TOKA3BAT MOYTH 2-KPaTHO MOBHILIABAHE HAa CPEAHATA AUC 1 Cax
NpH NaUMEHTHTE OT a3UATCKU NMPOU3XOJ (AMOHIK, KHTAALM, QHIMNHELH, BUHCTHAMLH H xopeliun) B
CpaBHEHME ¢ NpeAcTaBUTENMTE Ha OAnara paca. A3HaTo-HHAMAHLIMTE NIOKAa3BaT npuCnusurenHo 1,3-
KpaTHO MoBHIIaBaHe Ha cpentata AUC 1 Cmax. INonynauuoHHHAT GapMAKOKAHETHYEH aHANIH3 HE
[OK23Ba KIMHHYHO 3HAUMMH Pa3lIMung BB GApMAKOKHHETHKATa MEeXy rpynure OT Osnara 1 YepHa
paca.

BnOpeuHa HeIOCTATBYHOCT
B kIMHMYHO NPOYUBAHE IPH JIKLA C paziiMYHA CTENEH Ha yBpexkaHe Ha OrOpevHarTa (G yHKLHA,

NIEKOTO 110 yMepeHo ObOpedHO yBpexKIaHe He € MOBIUAIO TU1a3MeHUTe KOHLUEHTPALMH Ha
pO3yBacTaTHH MM Ha Herobua N-Ae3MeTH METa0OHT.

O6ade NULA C TEXKO YBpexaaHe Ha Gp6peynara ¢pyHkuus (CrCl<30 ml/min} ca uMaru 3-xpaTHO
yBeNMUEHHE Ha [71a3MEeHaTa KOHLEHTPallHA B CPABHEHUE ChC 3APABH NOOPOBONIIM U Q ITLTH I10-BUCOKA
KoHUeHTpanys Ha N-ge3merwn Merabonura. PaBHOBECHUTE TUTA3MEHN KOHUCHTPALNK HA
pO3YyBACTATHH MPH NALMEHTH Ha XeMOAMANK3a ¢a NPHOIH3UTENHO 50% no-BUCOXH B CPABHEHHE CBC

3qpaBy 1oOpOBOILM,

YepHoapoObHa HENOCTATHYHOCT
B xIMHHYHO NMPOYUYBAHE MPH NMLA ¢ PA3TMYHA CTEICH Ha YepHOAPOOHO YBPEKIaHe HE Ca NOJyYCHH

aHHH 33 NOBHUIEHA EKCMO3ULMA Ha pO3yBaCTATHH NpH nauueHTH ¢ oueHka no Child-Pugh 7 / o -

HHMCKA. Bunpexy ToBa, pH ABaMa MauueHTH ¢ oueHka no Child-Pugh 8 u 9 cncremHara ¢ KT R0

611a yBeinueHa Hali-MaJIKo 2 MbTH B CPABHEHHE C JIMLIA C NO-HUCKA OLCHKA 10 Child-Pygh. $dsime

OIHT npy naurentH ¢ ouenka no Child-Pugh Han 9. T @‘-Q A
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IeHeTHYEH NOJUMOpOU3IEM

NMucnosunuara Ha of HMG-CoA-penyxrasHure MHXHOHTOPH, BKIIIOYHTEIHO PO3yBACTATHH BKIIOYBA
OATP1B1 u BCRP tpancnoprepu. [Ipu matwnenrute ¢ SLCO1B1 (OATP1B1) w/unn ABCG2
(BCRP) renerHieH nonuMophU3bM UMa PUCK OT MOBHIIIEHA €KCNIO3KUIHA Ha pO3yBacTaTHH,
Unausupyanes nmonumopduzsm Ha SLCO1B! ¢.521CC n ABCG2 ¢.421AA ce acourHpa C No-BHCOKA
excro3nuus Ha posysactatud (AUC) B cpasuenne ¢ SLCOIBI1 ¢.521TT wiu ABCG2 c.421CC
resotunosere. Te3u crieiOUUHH reHOTUIIOBE HE Ca YCTAHOBEHH B KIIHHHYHATA IPAKTHKA, HO NpH
NalrdeHTH, 3@ KOUTO € H3BECTHO, 9€ MMaT T€3M THUIOBE NONTMMOP(PHU3ILM, C€ NIpenophyBa N0-HUCKa 1032

pPO3yBaCTATHH.

[leanaTpyUuHa nonyaaLya
Ilse hapMakOKHHETHYHH MPOY4BaHHA C PO3yBacTaTHH (mpuiara nox ¢popmara Ha TabieTky) nNpH

NEAMATPHYHH MAUMEHTH ¢ paMIIHa Xunepxonecteponemus Ha s3pact 10 ao 17 wim 6 no 17 roguxu
(06110 214 nauMeHTH) MOKA3BaT, Ye EKCNO3HIUATA IIPH NEAUATPHYHHTE MAlMEHTH H3TTIEK A
CpaBHMMa WM MO-HHCKA OT Ta3H MpH Bb3PACTHUTE MauneHTH. Excno3numara Ha po3yBacTaTHH € 6una
NpeABUAMMA 10 OTHOLIEHHE Ha 103aTa M BPEMETO B POABIDKEHHE Ha 2-TOAMIIEH MEPHOLL.

3.3 IIpeaxTHHHYHM JAHHH 32 0€30NACHOCT

[IpeaxnMHAYHMTE JAHHU HE TIOKA3BaT 0COOEH PHCK 3a X0pa, Ha 0a3aTa Ha KOHBEHIMOHAITHHTE
(GapMakoNnOrH4HYU H3NHUTBAHKA 38 6€30NaCHOCT, FEHOTOKCHYHOCT M KaHLIEPOTCHEH MOTEHLHA.
Crietnduynu Tectobe 3a edekture BbpXy hERG He ca oueHABaHU. HexenanuTe peakiini, KOHTO He
ce HaGMIOAaBaT NPH KIMHUYHATE W3THTBAHKA, HO ce HabnioaaBar rpu )KMBOTHH NPY HMBA Ha
eXCTIO3HIMS, MONOOHK HA HMBAaTa Ha KIIHHNYHA €KCIIO3HLINA ca KaKTo cliefBa: B MpoywBaHKs 3a
TOKCHYHOCT HAa MHOTOKDPATHHUTE JO3H Ce HabJroaBaT XMCTONATOIOTMYHH TPOMEHH B Y€pHHA Apod,
KOUTO BEPOSITHO Ce IBJDKAT Ha papMaKOIOrHYHOTO AEHCTBHE HA pO3YBAaCTAaTHH NMPU MHILKH H
MIBXOBE, KAKTO K A0 NMO-MATKA CTeNeH ¢ MOCISAHLH B JXITbYHUA MEXYDp NpH Ky4eTa, HO HE Y NIPH
mMatiMyHH. OCBeH TOBa, IPH MO-BUCOKK A03H € HabMo1aBaHa TOKCHYHOCT BBPXY TECTHCHTE IDH
MatiMyHH ¥ xydera. Hanuue e penpoiyKTHBHA TOKCHYHOCT IPH ILTHXO0BE, 32 KOATO C€ CHIH M0
HaMaJIEHUTe pa3MepH M TETI0 Ha KOTWIOTO H 110 HAMAJICHATa NPEXKUBIEMOCT Ha IOTOMCTBOTO. Te3H
pe3ynTaTy ca HabnoJaBaHi NPH TOKCUYHH 33 Makkara 03M Ha CUCTEMHA eKCHO3HLIMA HAKOJKO ITETH
HaJ HUBOTO Ha TepareBTUYHA €KCITO3HLIMAL.

6. OAPMALEBTUYHH NTAHHH

6.1 CnHcepK HA MOMOIUHHTE BelleCcTRA

Anpo Ha TabneTkara

JlakTo3a MOHOXHApAT

MuUKpOKpHUCTANTHA LIEY103a

Harpuep uutpart

KpocnoBuacH

KonounneH 6€3B00€H CHWIHLMEB JHOKCH]
MarHesues cTeapar

[MTokpuTHe Ha Tabaerkara
XHUIIPOMEN3a

JlakT03a MOHOXUAPAT
Maxporon

TpuaueTun

Turanos auokcun (E 171)

6.2 HechLbBMECTHMOCTH

Henpuinoxumo.




6.3 Cpox Ha rogHoct

2 TOJIHHU

6.4 CrienHaJHH YCJIOBHA Ha ChXpPAHEHME

To3n nexapcTBeH NPOAYKT HE U3UCKBA CTICLIMATHY YCIOBUA HA ChXpaHCHHE.
6.5 JIaHHH 332 ONAKOBKATA

Al/ OPA/AI/PVC amyMuHHEBH OIHCTEPH.

30, 60, 90 TabaeTky

He BCHUYKY OMakoBKH MOrar Aa 6baar MycHaTH B npamokoa.

6.6 ChneunanaHH NpeANa3HH MEPKH NPH HIXBbLpPAAHE

HeH3o3BaHUAT IEKapCTBEH MPOAYKT WIH OTHAAbYHUTE MaTEPHATH OT HEro TpPAOBA Aa C& U3XBBPIAT
B CHOTBETCTBHE C MECTHHUTE U3HCKBAHHA.

7. NPATEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA
Pharmaceutical Works POLPHARMA S.A.

19 Pelplinska Street

83-200 Starogard Gdanski

[lonuwa

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

15 mg: 20200149

30 mg: 20200150

9. HATA HA ITBbPBO PA3SPELNIABAHE/NIOJHOBSIBAHE HA PAPEIIEHHETO 3A
YINOTPEBA

JlaTa Ha MBEpBO paspewaBaHe: 17.09.2020

10. JATA HA AKTYAINIHPAHE HA TEKCTA




