KPATKA XAPAKTEPHCTHKA HA IIPOYKTA

1. HME HA JJEKAPCTBEHWS ITPORYKT

Junmanrin 200M 200 mg kancyny, TBLpAH
Lipanthyl 200M 200 mg capsules, hard

2. KOMYECTBEH 1 KAYECTBEH ChCTAB

Besika xancyna ceaspika 200 mg denodubpar (MHKpoHH3HpaH)
TToMomHE BelnecTBa ¢ H3BECTEH e(DEKT: BCAKA KANCynia ChbpiKa:
- 101 mg naxTo3a MOHOXHApAT

3a TEIHMA CIIMCHK HA NOMOUIHHTE BEHIECTBA BHKTE TOYKA 6-1.

b —

3. JEKAPCTBEHA ®OPMA USNBAHLTENHA ATEHUNS 110 NIEKAPCTBATA
Kpamua xapexmepucriuna #a npogyxma - Flpunowentis 1

Teupaa xancyna. Khu Paa. Ne ., 3 -;0 05 5’ ci

TEBpOH KENATUHOBH KanCynH ¢ LBAT OXpa.

--------------
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4.1. TepaneBTHYHH NOKAIARHS btac ey m e 2L

JlunanTun 200M ce mpunara Karo OOMTEIHEHHE KM AHETaTa M JPYro HeNeKapcTBEHO JeYeHHE (Hanp.
yIpaXHeHHS, HAMAIABAHE HA TErAOTO) NpH:
~  JIEMEHHE HA TEXKa XHMEPTPHTIHUepHAeMES ¢ win 6e3 Hucko HUBO Ha HDL xomecrepona;
- ¢MeCeHa XMIIePTHIMHASMHS, KOTATO JeHSHHE CbC CTATHHH € NPOTHBOTIOKA3aHO WITH HE ¢e
noHacs aobpe;
- CMeCeHA XMMepAHIHAeMHs NpPH NMAHECHTH ¢ BHCOK ChP/JAeYHO-CBAOE PHCK KATO JOMATHEHHE
KBM CTaTHH, Koraro Tpuraumepuaure 4 HDL xonecrepona He ce KOHTPOTHMPAT aNCKBATHO.

4.2. [o3mpoBKa H HAYAH HE APHIGKERHE

OtroBophT Ha TepanuaTa Tpabaa Aa ce Habnoaaka ¢ onpenessHe Ha CepyMHHTE HURA HA JIMITHIHTE.
AKO ciien raKoKo Mecena (Hanp, 3 Mecena) He ce NOCTHIHE aJeKBaTeH OTIrOROP, TPAOBRA fa ce
o0chaH JOMBIHUTENHA HITH pasidiHa Tepanus.

HOBH[QOBKB

Buwipacmnu
O6uuaiinara npenopbysaHa 403a € eIHa karcyna or 200 mg enyH MET AHEBHO.

Creuuanny nonyaauuy Rayemu

Hayuenmu 8 cmapyecka avspacm (Ha 65 unu nogeye 200uHY)
He e neofxonuma npomsaHa B Jo3upokara. [Ipetioprusa ce obuuatinaTa 1033, OCBEH NPH HAMa/IEHa
66peuna PyHKIMA ChC CKOPOCT Ha IoMepyiHata drrpamus (eGFR) < 60 ml/min/1,73m? (mx, mo-
nony "Tlauuentr ¢ 6s6peuHo yrpexkaate"). -

TTayuenmu c 6v6peunc vapedicdane
denopubpar He TPAOBA [a ce H3MOI3BA NPH HATMYHE Ha TeXKO OBOpetHO YBpex;
kaTo eGFR <30 ml/min/1,73 m>,




Axo eGFR e mexay 30 1 59 mlV/min/1,73 m?, nosara He TpaGsa na npesuiasa 100 mg cranaapren
wnu 67 mg MUKpPOHH3MpaH GpeHOMOHOpaT BeAHEK THEBHO.

Axo 1o Bpeme Ha npocnensearero eGFR Hamanee nocrosHHo o <30 mYmin/1,73 m?, nedenuero ¢
¢enodubpar Tpabea aa ce cnpe.

Yeprnodpobro yepesicoane

JIunaaTun 200M He ce npenopsaBa PH TALHCHTH ¢ HepHOAPOOHH YBpesKIaHHA NOpaiH JIHICa Ha
JIAHHH.

Tleduampuvna nonyrayus

BezonacHocTTa ¥ edukacHoCTTa Ha (heHoduOpaT npu Aena u nogpacTsamy noA 18 rogunu He ¢
yeranosena., Hama Hamuuny nausn. 1o Ta3su npUunHa TPHIOKEHHETO Ha deHOpUOpaT He ¢e
MIPENOPHYBA HPH NEAHATPHYHH NAlMHEHTH NoA 18-roqumya pu3pact.

Hauuy Ha DpUAQKEHHE
Kancynure Tpabsa na ce normsimar Leny IO BpeMe Ha XpaHeHe.

4.3. IlporABonoxaszaHHsA

- YepHOOpOGHA HeHOCTATHYHOCT (BKITIOMUTENHO GHIHAPHA KPO3a H HeOOACHHMO
nepcucTHpane Ha aGHOpMHa YepHOAPOOHA GyHKIHA);

- H3BECTHO 3a0onsABaHe Ha JTHYHHA MEXYP;

- Ttexka ObOpeuna HegoctaTsuHoct (eGFR< 30 ml/min/1,73 m2);

- XPOHMYEH HIH OCTHP MAHKPEAaTHUT, ¢ HIKNIOUEHHE HA OCTHD NAHKPEATHT, JB/DKAILL Ce Ha TEXKa
XHIIEPTPHIITHHEPHAEME;

- H3BECTHa doToaneprudHa HiH GHOTOTOKCHYHA PeaKliis 1O BpEMe Ha JiedeHHeTo ¢ Gpubpar
HITH KeTOTpOder;

- CBPBXYYBCTBHTEIHOCT KBM (peHoGHOpAT WK HAKOS OT MOMOLIHHTE BEIICCTRA, H3IOPOSHH B
TOYKa 6.1,

4.4. CrenuajHu NPOTHEONOKA3AHNA H CNENHAIHH NPeTynpekaeHns 3a ynorpeba

Bropyyny npuIMHY HA XHIICPIHNHIEMHAS

BTopuuHa MpYtKHA 32 XHIEPIHITHAEMHS, KATO HEKOHTPOIHpaH Axaber THN 2, XUNOTHPEOHIH3EM,
He(POTHYEH CHHAPOM, AHCIIpoTenHeMus, 00CpykTHBHA YepHoIpobHa GonecT, MEHKAMEHTO3HO
JieYeHne ¥ ATKOXOMH3EM TpaOBa a ObaaT neKyBaHH afleKBATHO MPE/IH Jia Ce B3eMe PEIIeHHETO Na Ce
npHaoxH (peHOPUOpaT. 32 XUNepIHNHACMHYHH NalHEHTH, IPHEMAILH eCTPOrEH WM KOHTPALENTHEY,
ChABPKALIN eCTPOreH, TPAOBa 1a C¢ YCTAHOBH [AIIH XHMEPITHIHASMHUSTA € OT NEPBHYHO HITH
ETOPHYHO €CTECTRO {BB3MOXKHO € MOBHIIABAHE Ha CTOHMHOCTHTE HA JIMITUANTE OT NEPOPATHA
ecTporeH).

Yepronpobua pyu

KaxTo ¥ npu Apyrure TUNMAO-MOHHKEBAINH JIEKAPCTRA, € CHoOMABaH0 NOBUINABAHE HMBATA HA
TPAHCAMHHAZNTE NPH HAKOH MALMEHTH. B MoBeveTo cinydad Te3u NOBUINECHHS €A NPeXONHH,
HEIHAYMTEIHH H aCUMIITOMAaTHYHH. Hpenop'bqu”renﬂo € HHBaTa HA TpaHCAMHHA3WTe 14 61:,ua"r
nHabnopaBaHH HA BCEKH TPH MeCeIia N0 BpeMe Ha IMEPBUTE 12 Mecela oT ICYEHHETO H ¢/l TOBA
nepuoanuHo. TpaGea na ce o6bpHE BHEMAaHKE Ha [TALIMEHTH, KOMTO PA3BUBAT YBEIHUCHHE Ha
TPaHCAMHHA3HTE W JieueHHeTo TpAOBa aa ce npekpaty, ako Husara Ha AST (SGOT) u ALT (SGPT) ce
NOBHILABAT MOBEYE OT 3 TTBTH HAJ FOPHATA rpaHMLa Ha HopMaTa. Korato ce nosssT CHMITOMM Ha

TIe4eHHETO ¢ d)enocjmﬁpaT TpAOBA [1d ¢e MPCYCTAHOBH.

Ianxpeac
C10o01aBaHo € 3a NaHKPeaTHT NpH NALCHTH, IPHEMallH heHoPHOPaT (BK. TOUKH
MO3KE Ja ¢e NbKH Ha JIMICa Ha eheKT [IPH MALIHeHTH ¢ TEKKA XHIEePTPHITTHLIEPH



JexapcTeeH edexT WM Ha BTOpHUcH GeHOMEH, METHUPAH OT HKITbYHHTE KaMbHH MM o6pasyBaHe Ha
AIIbYHA YTaiiKa, 3anyIIBaid OGIHs AKITBYSH KAHAT,

Mycxkynu
Cpolmasa ce 3a MyCKy/IHa TOKCHYHOCT, BKIIOYHTEIHO MHOTO PelIKM cydas Ha paGaoMuoIN3a, ¢ WK

Oea OB6peuHa HeNOCTATHYHOCT, MPH yNoTpebaTa Ha GHOPATH HAK APYTH JHIHAO-NIOHWKABAIIH
NEKAPCTBEHH NMPOAYKTH. YecToTaTa Ha Te3H HapyIIEHHA ¢ NOBUIARA B CJIy4ay Ha XunoanbyMuHeMus
¥ mpefiecTBYBama 6s6peura HeaocTaThuHOCT. HalmenT ¢ npeapasnonaramy GaKTopH a
MHONATHA W/¥iK pabIoMHOIM2a, BKTIOYBALL0 BH3pacT Hal 70 FoOHHHE, TAYHA WIH (aMHTHA aHAMHE3a
3a HAC/IEACTBEHH MYCKYIIHH 3a0omsaBanns, Or0petHO yBpexaaHe, XUIIOTHPCOHAMSBM H NIPHEM Ha
rOJIEMH KOJIIHYECTBA AMKOXO/, MOraT Ja MMAT NIOBHIIEH PHCK OT pasBHTHE Ha pabaomuonusa. [ipu
Te3H NauyueHTH TpAGBa fa Ol BHHMATEITHO MPELIEHEHO ChOTHOIIEHHETO PHCK/TIOM3a OT JIEYCHHE ¢
cenodubpar.

MyCKy/THA TOKCHHHOCT MOXE 13 ce MpeIionara NpH MalHeHTH, CTPalallH oT JM(y3Ha MHAITKA,
MHO3HT, MyCKYJIHH Kpamns ¥ c1abocT /i 3abenexumo ysennuenne Ha CPK (HuBaTa Haapumasar
S ITETH HOPMAITHHTE CTOWHOCTH). B TakHBa ciryyan nedennero ¢ penodubpar 1pabpa qa Opne
TipeKpaTeHo.

PHCKBT OT MyCKYJIHA TOKCHUHOCT MOXKE 33 ¢e YBEJIHYH, aKo JICKaPCTBOTO € MpruiaraHo ¢ Apyr ¢ubpar
win uaxuburop na HMG-CoA penyxra3zara, ocobeHo B CITyuaH Ha NpeAMIECTBALIO MYyCKYTHO
zabongBaHe. .
CnegosareliHo, KoOMOHHUpaHaTa Tepanis Ha geHopubpar ¢ urxuburop Ha HMG-CoA penykrasara
Wi ApyT pubpat Tpaba na ce 2ana3u NPH MALUMEHTH C TeXKa KOMOHHAPAHA JTHCITHIIMIEMHA H BHCOK
CBPASYHO-CBHIOB pHCK Oe3 aHaMHe3a 3a MycKyTHO 3a00/IsBaHe PY BHUMATENHO Hab/moienue 3a
[OTeHUHATHA MYCKY/THA TOKCHYHOCT.

Bu6peuna dyHKIMA

JlumanTen 200M e nporeBonokazan npA Texko Os6peuHO yBpekAaHe {BkK. Touka 4.3).

Junartn 200M tpalea Ia ce HIMON3BA ¢ MOBHILCHO BHHMAaHKE [IPH NALHEHTH C JIeka 0 YMepeHa
6B0peuna HemocTaTEYHOCT. JlosaTa TpsiOBa Aa ce xOpUrHpa IpH NALHeHTH ChC CKOPOCT Ha
raomepynuara durrpanus (eGFR) meskmy 30 1 59 ml/min/1,73 m2 (Bx. Touka 4.2). O6paTumu
MOBHIIEHHS HA CEPYMHHS KPEATHHMH Ca JOK/IaABaHH IIPH NALMEHTH, KOMTO nipueMar dpeHoduOpar
CAMOCTOATENHO WIH 38]JHO ChC CTATHHE. ITOBHIIEHHATA Ha CepYMHUS KPEaTHHHH KaTO LMJI0 ca OuIn
cTaGHIHK BBE BpeMeTo, Ge3 JOKA3ATeNCTRA 38 MPOXB/DKABALIM NOBHILSHHA Ha CEPYMHHA KPEaTHHUH
TIpH XbArOCPOMHA TEPANHA M ¢ TeHASHLHS 32 BPBILAHe KbM M3XOJHHUTE BUBA ClIell CTIHPAHE Ha
ne4YeHuHeTo.

Io epeme Ha K1MHWMHKA npoyuBanus 10% ot naiMeHTUTe, NOIyYaBalM ¢IHOBPeMEHHO (eHodubpar
# CHMBACTATHH Ca HMANlM NOBUINEHHE HA KPeaTHHHAH ¢ noeede oT 30 pmol/l Han w3xonHMTe HKBA,
CpaBHeHO ¢ 4,4% OT NAUKMEHTHTE HAa MOHOTepanui cbe cTatiH. 0,3% oT nanueHTHTe Ha KOMGHHMpaHa
Teparus ca HMaiy KIMHHYHO 3HA4UMH NOBUIIEHHA HA KPEaTHHWH 0 CTOHHOCTH Haa 200 umol/l.
Jlegenueto TpAGRa Na ce MpeKkpaTH NpH HUBA HAa KpeaTHHUH Haa 50% Haj ropHaTa rpaHHLA Ha
HopMarta. IIpenopbyBa ce HHBATA HA KPEaTHHHH Jia C¢ M3CEIBAT 110 BpEME HAa NBPBHTE TPH Mecela
CJTe/l 2anOuBaHE HA NCUEHUETO M MEPHOMHUIHO CEA TOBA.

Tlomomuy BelliecTBa

To3u nekapcTBeH NPOOYKT ChABPXKA JIaKT034. [laliHeHTH ¢ pekH HACAeACTBEHH 3aDonaBaHuA KaTo
ralakTo3eH HHToNepanc, o0 1aKTazeH Je(UUMT WK IIOK030-TaakTo3Ha ManabcopOia He Tpabsa

Jla MIPHEMAT TOBA JIEKAPCTBO.

ToBa 1IeKapCTRO CHIBPIKA MO-MaNIKO oT 1 mmol Hatpwit (23 mg) Ha TabreTka, T.6. MOXe Ja ce xa:gs%
4e NPAKTHYECKH He ChABPKA HATPHI. / L0,

- v

4.5. BsaamogeilicTBHe ¢ APYTH JIeKRPCTBEHH IPOAYKTH H ApYra ¢opMH Ha B3a

Ilepopanuy aHTHKOATYIAHTH



@eHopuOpaT 1OBHINABA MPOTHBOCHCHPBALIHA €PEKT HA NEPOPATHUTE BHTHKOATYIAHTH M MOXE Ja
TIOBHILIH PHCKA OT KPEBOMANHE. [IpenophyHTENHO e A03aTa HAa AHTHKOATYJIAHTHTE 1a Ce HAMAJIH C
OKOJIO ¢HA TPeTa B HAYanoTo Ha jeUeHHeTo H ¢JIe] TOBA NMOCTeNeHHO 1a 6 KOPUTHPA, aKo €
He0OXO0[MMO, CTIOpPER MesKTYHAPOIHWTE HOpMaTH3HpaHH croliHocTr (INR).

Iuknocrioprn

Crolimapa ce 3a HAKOM TEKKHM ClTydad Ha oOpaTHMo yBpexxaane Ha Gn0pevHara QyHKIMA 1O BpeMe Ha
€JHOBPEeMEHHOTO TipHnoxkeHde Ha denodubpat u npkocnopuH. Eto samo 6x6peunara GyHKitas Ha
Te3U MAlKeHTH TPAOBa BHHMATENHO a ce HabmoiaBa ¥ ieueHreTo ¢ GeHodubpaT Aa ce mMpekpaTu B
C/Iyy4aiil Ha CEPHOZHH OTKIIOHEHHS Ha nabopaTtopHuTe CTOHROCTH.

HrxuCuropn Ha HMG-CoA-pe aTA H uOpary:

PHCKBT 32 cepHO3HA MYCKYJTHA TOKCHYHOCT C& TIOBHIABA, aKO PeHOPHOPAT ce H3moa3Ba 38€6RHO C
uHxHGHTOpU Ha HMG-COA - pexyxrasara win ApyrH ¢pubpaTu. Takasa komOunaums 6u tpabpasio na
Ce H3NOJI3Ba RHUMATENHO H MAlMeHTHTE Ja OBIAT CTPUKTHO MOHHTOPHPAHH 3a ITPH3HALIA Ha
MYCKYJTHA TOKCHYHOCT (BK. TO4Ka 4.4.).

I'marasoHi

Crobmeny ca HAKOM CiIy4ad Ha obpaTHMa napanokcatHa pexykuua Ha HDL-xonecreposa no speme
Ha KoMGuHHpaHa Tepamid Ha PeHodrOpaT 1 FaKTaszoHu. [Ipenopbusa ce moruTOpHpane Ha HDI -
XONeCTepona, K0 HAKOE OT TE3H JIEKAapCTBa ¢e TPHOaBH KbM JAPYTOTO # NPEKPATABAHE HA JIEUEHHETO,
axo HuBata Ha HDL-xonectepona ca TBbpae HHCKH.

EnzuMu o1 cucteMata uutoxpom P450
In vitro npoyyYBaHHS C 4OBEIIKH YepHOAPOCHH MHKPO30MHU [TOKa3BaT, ye PeHopubpar u

(enopubprHOBaTA KICETHHA He ca HHXHOUTOpPH Ha LisToxpom (CYP) P450 usodopmure CYP3A4,
CYP2D6, CYP2E] umu CYP1A2. Te ca cnabu uaxuburopy #a CYP2C19 u CYP2AG u cnabu ao
ymepenH BHXu6HTopH Ha CYP2CY B TepanesTHYHH KOHUEHTPALIMH,

TauyenTu Ha koMGuHUpana Tepamus ¢ derodudpar u CYP2C19, CYP2AG6 1 ocobeno CYP2C9
MeTaGONH3MPALIH Ce IEKAPCTRA, KOMTO Ca ¢ TECeH TepaneBTHYEH MHAEKC TpAGea da ce HabmonasaT
BHHMATEJTHO H aKO € Heo0X011MO, 4 CE HAMPaBH KOPEKIIKs Ha J034Ta.

4.6. PepTHAHTET, OpeMEHHOCT H KbPMEHE

BpemerHocT
Hsma afieKBaTHH Jasn# 3a yriotpebara Ha GeHodubpar npu GpemenHy »eun. MacneapanusaTa npu

KHBOTHH HE NMOKa3B8aT HHKaKeH TepaTorenHu edexrn, Habmonasanu ca emMOpuoTokcHuHH edexTH
NpH J03H, TOKCHYHM 33 MalikaTa (BK. To4uka 5.3). IloTeHIMaNnHMAT PHCK IIPH XOpa € HEH3BECTEH,
Benpexd Toka Jlunaarun 200M tpabsa na 6ae mpunaran no BpeMe Ha OPEMEHHOCT caMo Cles
BHHMATEHA [IPELIEHKA Ha CHOTHOIEHHETO PHCK/noN3a.

Kxpmene
He e ussectHo namn dheHo(DHSPAT H/WIH HETOBH MeTabOJIKTH ¢e OTAEAT B MaHYHHOTO MJISKO. PHCK

38 KbPMEYETO He MOKe Ja 6bie usimoueHn. 3atona Jlnmanrin 200M ne Tpabra Aa ce u3nonssa B
MEpPHO/A HA KbPMEHETO.

Qeprunurer
HaGnionapanu ca oOpatMi edekTd BbpXy (epTHIMTETa P XKUBOTHH (BXK. To4Ka 5.3). Hama

KIHHWYHH JaHHH 32 hepTrinTera NpH ynorpeda Ha Jlunantin 200M.
4.7. Edexru Bhpxy cnocobnocrra 3a mogapane i pabora ¢ Mamunn
JhararTun 200M He noemusBa crocoOHocTTa 33 modHpane U paboTa ¢ MAIUKHH

4.8. Hewxenand JeKapcTReHH peakKIHH




Hali-uecTo HOKIaJBAHHTE HEXKE/IAHW JeKAPCTBEHH PeakiHH 10 BpeMe Ha Jiedenuero ¢ ¢peHodrbpar ca
XPaHOCMUIIATENIHH, CTOMAIIHH FIH YPEBHY HAPYIOHHA.

CrnefHHTE HEXEIAHN PeakuHK ¢a HaOMogaBaHu 110 BpeMe Ha Taleo-KOHTPONHPaHH KITHHHYHH
npoyqsaHus (n=2 344) ¢ nocodeHaTa NO~JA07y 9€CTOTA:

edDRA cucremo- [Uectu >1/100, eyectu>1/1 000, Pemxu >1/10 000, <1/1  MHoro penkn
OpTraHHH KIacOBe <1/10 <1/100 000 <1/10 000
KIL.
Exsonupaﬂn
BoORIeHAS
apylIeHHs Ha Huichk xeMOTno0uH,
pPBBT2 H THM(pHaTa HamasieH Opoi
cucTeMa MeBKOLHTH
Hapymennus Ha CBPBLXIyBCTBUTSIHOCT
MMYHHATA cHCTeMa
Hapymenus Ha I'napoGonne
HepBHATA cUCTeMa
CbAOBH HApYLIEHHs TpoMGoeMGonHIEM
(Genmoapoben
eMGONTUIBM, IBA0OKA
BeHO3HA TpoMbo3a)*
Cromamuo-upeBHd  (CToManIHO- Mankpearsr*
Fapymeﬁm YpEBHK
TIPH3HALH
CUMITOMM
(kopeMEa
BosKa,
rajgeHe,
MoBPbILAHE,
uapHs,
dbnaryneHua)
X enmaToGHnapHH Mosmzeny XonenurHaza (8. ’Xena'mr
HapylueHus ITpAHCAMMHAIH  [TOUKa 4.4)
(3%, TouKa 4.4)
HapymieHus Ha Kosxua ﬁnoneuml
OaTa ! CBPBXAYBCTBHTENHOCT [Peakiu Ha
NOAKOKHATA ThKAH (nanp. o6puBH, (hOTOUYBCTBHTEITHOCT
NPYPUTYC, yPTHKAPHA)
&Hapymeﬂm Ha MyCKY/THY HApYLICHUS
MYCKYJIO-CKeleTHaTa (Hanp. MHAIIHS,
CHCTeMA H MHO3HT, MYCKY/THH
CHEOMHUTETTHATA nasMu K caabocT)
TBKaH
Hapymenus Ha Cexcyanna guchyHkums N
B3MPON3IBOAMTEITHAT 7 *&J .
E CHCTEMa ¥ TeplarTa ' E LS
i g 8

.

*
Y



Hscnensanus TToBymery HuBa [ [oBHIIEH KpeaTHHUH B [[loBHHIICHA KpLBHA Ypes
Ha XOMOLHMCTEHHKPEBTA
B KpheTa**

* B xnuayuHoTo M3nuTBaHe FIELD), paHmoMuaupaHo nianeGo-KoHTPOIHPAHO NPOyIBAHE, HPOBEICHO
npH 9 795 naudeHTH ¢ fiMaber THA 2 ¢ HAOIIOKABAHO CTATHCTHIECKH 3HAYHMO NOBHILEHHE Ha
CITyHMauTe ¢ TAHKPEATHT NIPH MAUMEHTH, pueMalu ¢eHopubpar cnpAMO MalHeHTH, IPHEMAILH
nnauebo (0,8% cnpamo 0,5%; p = 0,031). B cpmioTo npoy4BaHe € JOKIaTBAHO CTATHCTHYECKH
3HAYHMO NOBUINCHKE HA decTOTaTa Ha Senoapoben emGommem (0,7% B nnanebo rpynara cipaMo
1,1% B rpynara Ha peHodubpar; p = 0,022) u He CTATUCTHYECKH 3HAUMMO MOBHIICHME Ha Y€CTOTaTa
Ha JBi60KH BeHo3HH TpoMGo3H {rnanebo: 1,0% [48/4 900 nanuenty] cnpamo dhenodubpar 1,4%
[67/4 895 naumenrn);p = 0,074).

** B xnuHruHOTO M3nuTRaHe FIELD cpeaHoTo yBeniveHue Ha HUBATA Ha XOMOLMCTEHH B KPBBTA MPH
TIaLMenTHTe, NeKyBanK ¢ gerodubpar e 6,5 pmol/l u e 6uno obpaTUMO ciea NpexLCBane Ha
neueHueTo ¢ Penodudpar, [JOBHIIEHHAT PHCK OT BEHO3HH TPOMOOTHYHY CHOMTHA MOXKE /13 € CBBP3aH
¢ MTOBMINEHHTE HUBa Ha XxoMolHcTenH. KaummnoTo My 3HadeHHe He € ACHO,

Kato momenHeHHe KuM Tezd ch0HTHA, JOKTaIBaHA N0 BPEMe HAa KIMHHYHH W3IMTHTBAHKA Ca
JOKIAIBAHH HEXKENAHH PEaKLMH OT IIOCTMapKeTHHroBaTa ynotpeda Ha Jlunantun 200M. Touna
YyecTOoTa He MOKe 1a ObJe onpelesieHa OT HATMYMHHTE A2HHH H TIOPaJM TOBA ca KnacubulMpanHy KaTo
"HEW3BECTHH".
- PecripaTopHH, rphIHH H METHACTHHATTHH HAPYILSHHS: HHTepcTHIHaMHA Genoapobaa Gonecr.
- Hapymenus Ha MyCKYJO-CKeleTHaTa CUCTeMa H CheAMHHTETHATa ThKaH: pafaomuonusa.
- XenaroSHIMapHH HAPYIICHHA: JKHITEHHIIA, YCIIOXKHEHHA Ha XONeIHTHAa3a (Hanp. XONeUCTHT,
XOJIAHTHT, RTBUHA KOTHKA).
-  HapyileHus Ha KOXaTa M rMOJKOKHATA ThKaH: TEKKH KOXKHH PEaKIHH (Hanp. epyremMa
mynTidopme, curapoM Ha CTHBBH-J[KOHCHH, TOKCHYHA CTTHASPMANHA HEKPOH3a)
- O6wmy HapymeHua ¥ eeXTH Ha MACTOTO Ha MPHIIOKEHHE: yMOpA.

CpobluaBaHe Ha MOJO3HPAHH HEXKEIAHHM PEaKIIHH

CrobmasaHeTo Ha NOAO3MPAHH HexeNaHU PEaKilky clle/l paspeliaBane 3a ynorpeba Ha neKapcTBeHHs
NpOAYKT € BakHo. ToBa no3e0NABA 12 NPOALIDKH HAGMO/IEHHETO Ha CHOTHOMICHUETO TI0/138/PUCK 3a
NiexapcTBeHuA POAYKT. OT MeAMHMHCKUTE CIICLMATTHCTH Ce H3HCKBA Ja ChoOIIABAT BCAKA
TO/IO3KMpPaHa HeXxeNaHa peakipia upes HallHOHATHATA CHCTeMa 33 ChobinaBakxe:

WanbmuuTeNlHa areHIMA 10 JeKapeTBaTa
ya. "Hamau pyes" Ne §

1303 Codusn

Ten.:+359 2 8903417

yebcalit: www.bda.bg

4.9. Ilpezo3mpane
Hma crobiueHn caMO eN{HYYHH C/IYYaH Ha pefo3Hpane. IIpy nore4eTo OT TAX HE ca ChoblaBaHK
CUMIITOMM OT TIPENIO3HPAHETO,

He e H3pecTed cnenruueH aHTHAOT. AKO HMa CEMHEHHE 3a TIPEflo3upaHe, e HeoBXoIuMO
CHMITTOMATHYHO NIEY4eHHe H HA3HAYABAHETO HA NOIXOJAIIHTE NOXbpKaLH GOTHHYHH MEPKH,
®enodubpat He MOXKeE Aa ce OTCTPAHH Ype3 XeMOIHAIH3a.

5. PAPMAKOJOI'NYHHA FAHHH

5.1. @apMakoIMHAMHYHH cBOJiCTBA



MapmakoTepaneBTHYHa rpyna: Hamanssaiy cepyMANTe THITHAY JIEKAPCTBEHA
pOIYKTH/TIOHHKABAIIH XOnecTepona 1 TpHrnuepuaure/pudpamn, ATC xon: C10ABOS

denodubpar ¢ AepHBar Ha GUOPHHOBATA KHCETHHA, THHTO THIHAO-MOTHGHIMpAITH ePeKTH,
cboOImaRaHH MIPH XOpaTa, C OCHINECTBABAT 4pe3 aKTHBMpaHeTo Ha [lepokcusomuu [Iponngeparopui
Axtusnpans Perterrropu tan anda (PPARa),

Ypes axrueHpadeTo Ha PPARa derodubpar nosknasa NHNONK3aTa B €TUMHHHPAHETO HA
aTeporeHHMTe, HOraT Ha TPHTITENEPHIH TaCTHLUM OT IUIa3mMaTta, TOCPEACTBOM aKTHBHPAHE Ha
JMIIOTIPOTEHH JIHNIA38Ta H PEAYLHPA NpoRyKIHATa Ha anonpotesH C I11. Axtupupanero Ha PPARa
CHILO TaKa BOJH AO yeeIHYaBAHE Ha CHATE3a Ha anonporerHu Al u All.

IMo-rope cnomenatute edekri Ha peHopHUOpaT BEPXY NHIONPOTCHAKTE BOJAT 0 HAMATABAHE HA
(hpaKLKHUTE ¢ MHOIO HHCKO ¥ HHcKO MonekynHo Terno (VLDL 1 LDL), csaspxaury anonpotedH B 1
J10 YBETHUEHHE Ha Te3d ¢ BICOKA TUTLTHOCT JTHronpoTenHopd dpakmau (HDL), caampixaia
anonporenHy Al u All

B noirsiHeHHe, Ipe3 MOAYTHPAHETo Ha CHuTe3a H katabomuMa Ha VLDL dpaxupwre, heHobubpar
yBenyyasa kupbHca Ha LDL 1 Hamaissa mankure, isTHE LDL, 9uvTo HuBA Ca 3aBuilient NPy
NALHEHTH ¢ aTepOreHeH JHTIEASH Npodun, YecTo cpemaH npH GOAHHTE C PHCK OT HCXEMHMYHA
chpfeyHa Gonect.

ITo BpeMe Ha KIHHWYHHTE H3HTBaHKA ¢ heHohHOpar, obumaT xonecrepon e Gun HamaneH ¢ 20 no
25%, Tpurnauepuaute ¢ 40 no 55% n HDL xonecreponer e 6un ysenuded ¢ 10 go 30%.

IIpH nauHeHTH ¢ XHNepxoaecTepoaeMis, npu koHro LDL xonaecTeponosure HUBa ca HamaneHs ¢ 20
no 35%, obnuar edekT BEpXy XoJiecTepolia BOAM 0 HAMANABAHE HA OTHOLIEHHETO 06
xonecrepor/HDL xonecrepon, LDL xonecrepos/HDL xonectepos, mnu Apo B/Apo A 1, scuiku ot
KOHTO c2 §elle3u 3a aTeporeHeH pHeK.

HMa fokasaTencTea, 4e JedeHnero ¢ pubparu MoXe g HaMajay HHIHISHTHTe Ha HCXeMuuHa SonecT
Ha CHPLETO, HO T He Ca I0Ka3aId HaMaNgBaHe Ha BCHYKH NPHUMHH 32 CMBPTHOCT NPH NBPBHYHA H
BTOPHYHA TIPEBEHLIA HA CHP/IeTHO-CBA0Ba GonecT.

Kymuuaroro mamareage ACCORD (The Action to Control Cardiovascular Risk in Diabetes) e
PaHAOMH3HPAHO IUTAnefo-KOHTPONHPaHO H3MUTEaHe NPH 5 518 nannenty ¢ nHaler THN 2, TEKyBaHH ¢
dbenodubpar kato AoMBIHEHME KM cnMBacTaTHH. TepanusTa gpeHoQHOPAT IUIKOC CHMBACTATHH HE €
MOKA3a71a/1a CMTHHQUKAHTHH Pa3/THKK B CPaBHEHHE CHC CHMBACTATHH MOHOTEPAIMA NPH CMECCHHA
H3XOZ ot He-(paTaned MH(APKT Ha MEOKapa, He-baTtaneH HHCYIT U ¢hpAeYHa-ChA0Ba cMEpT (hazard
ratio [HR) 0,92, 95% CI 0,79-1,08, p = 0,32; aGcontotHo Hamanenue Ha pucka: 0,74%). B
NPeNBApUTETHO ONPeAeNICHH MOArPYITH HA QUCIMITHIEMHYHH TTALMEeHTH, AeGHHHpaHH KaTO TE3H B
Hall-HHCKATa eaHa Tpera 1o otHowrenue Ha HDL-C (<34 mg/d]l nnw 0,88 mmol/l) u naii-pucokara
enHa TpeTa no oTHowenue Ha TG (>204 mg/dl win 2,3 mmol/l) kaTo 6a3ankn CTOHHOCTH,
denopubpar mnoc cuMBacTaTyH ca nokasand 3 1% oTHOCHTENHO HAMATABAHE HA CMECCHHA ITBPRHYIECH
H3X0]l B CPABHEHHE ChC CHMBACTaTHH MOHoTepamus (hazard ratio {HR] 0,69, 95% CI 0,49-0,97,p =
0,03; abconroTHO HaMaldBaHe Ha pHcKa: 4,95%). AHanu3 Ha ApYra NpeABapHTeIHO ONpeaelieHa rpyna
€ 110Ka3a/ CTATHCTHYECKH CHIHM(HKAHTHO B3aMMOZelCTHe Ha ederune mo o (p = 0,01),
JNEMOHCTPHpAliKH BB3MOXKHA TI0138 0T KOMOMHHPAHOTO ederHe ripu Muxe (p = 0,037), Ho
TIOTEHIHATHO NO-BUCOK PHCK 33 TLPEHYHUA W3XOA MPH XEHH, JIEKYBaHH ¢ KOMOMHHMpaHaTa TepaIus B
CpaBHEHHE CBC CHMBacTaTHH MoHoTepanHa (p = 0,069). Toa He ¢ RabmoaBaHO B CIOMEHATA ﬁ“\
cyOrpyna MaUMEHTH ¢ THCIMIHIEMHA, HO TAKa CBIIO HE ¢ HMaIO ACHO JOKA3aTelICT "
NHCHHITHASMHTHY JKSHH, IeKyBaHH ¢ beHodubpar IUFOC CHMBACTATHH M HOTEHLH:
B Ta3{ NOArpyTa He MOXe fa 6b/e H3KTIOYEH.




EXCTpaBa3aaHu HATPYIBAHMA Ha XOXEeCTepot (CYXOKHITHH 1 TyOEPO3HH KCAHTOMM) MOTaT
[OAMEPTAHO 12 HAMAIEAT WIH NOPH HAITBJIHO 44 K3UE3HAT 110 BpeMe Ha JieueHue ¢ deHobubpar.

TTaimenTH ¢ noBULIEHH HHUBA Ha GHGpHHOTeH, TeKyBanu ¢ dpeHodHOpart, ca MOKaIATH 3HAUMTENHH
HAMAJICHMA Ha TO3M NapaMeThp, KAKTO H Te3H ¢ NOBHIICHH HuBa Ha Lp(a). Jipyr# pe3nandrennu
Mapkepy Kato C PeaKTHBEH IPOTEHH CHIIIO C& HAMAIABAT NPH NeueHHe ¢ (eHopuOpar.

VpukosypuuHHuaT eekT Ha heHodHOpat, Boge A0 MOHIDKEHH HABA HA [TKKOYHATA KHCO/THHA C
oxono 25%, e poIreaHETENHA N0 NPH THCAHAKIEMHYHH TALMEHTH ¢ XHICPYPHKEMHA.

Jlokaszano e, we dpenopubpar mpuTeKasa aHTHarperdpanl eQeKT BLpXy TPOMOOLUHTHTE NPH XKHBOTHH
H B KIMHHYHH H3CAeIBAHHA, KOMTO MTOKA3RAT HAMAJICHHE Ha arperaipiTa Ha TPOMOOLHTHTe,
npean3ukano oT ADP, apaxu0oHOBa KHCETHHE B enuHeQpHH.

52. @apMaKkOKHHETHYHH CBOHCTBA

AGcopbums
MakcHMaTHKTe IUa3MeHH KOHIeHTpaurn (Cmax) ce JocTurar oT 4 o 5 4aca CIea nepopajicH

ripeeM. [InasmMeHHTe KOHIEHTPALMH ca CTabIIHH 1o BpeMe Ha MPOIB/DKHTEIHO IQUCHHE NIPH BCHYKH
DIALHEHTH,

AbGcopbunara Ha peHodHOpaT ce yBenHuaBa, KOTaro € MpHeT ¢ XpaHa.

Pasnpenenenne
DenoubpunoBaTa KHCETuHa CE CBBP3Ba B FOIAMa CTENEH ¢ MnasMenud anbymuH (noseye ot 99%).

MeTabonuinm 4 OTNERRHE:

Crea nepopanHo npwioxkeHne, peHopubpar 66p30 ce XHAPOIHHPA OT ECTEPA3H 10 AKTHBHHUA
Metabonut peHobubpuHORa KucenuHa. HenpoMeren deHodubpar ve moxe na 6uae ycTaHOBEH B
rnasMara. Genodubpar He ¢ cyberpar 3a CYP 3A4. He e peBieueH gepHoapoOHMsS MHKPO3OMEH
MeTabonu3EM.

JlexkapcTBOTO C€ OT/ENA TIABHO 4pe3 ypuHaTa. Ha npaxTHKa 11470TO IEKapCTBO C& eJIHMUHMpA 34 6
Jun. @enodubpar ce oraens rnaeqo nol popmara Ha dpenodubpHHOBa KucENHHA U
IOKYpOHOCBBp3aHa GeHodnOpuroBa Kucenyna, TIpH Bb3pacTHH NAUHEHTH KITWPLHCHT HA
teHoPpnOpUHOBA KHCETHHA HE C€ MPOMEHA.

KuHeTHYHH H3CIeABaHEA, CHITPOBOMAALIM [IPHEMa Ha eIHHHYHA 032 H MPOTBIDKHUTENHO edeHue, ca
noKa3any, 4e JeKapcTBOTO He Kymysnnpa. PeHoPHGpHHORaTA KHCENUHA He CE EIMMHHHPA TIpH
XeMOAHATH3A.

EauMHHAUMOHHMAT TTA3MeEH OOy KuB0T Ha GeHopuOpHHOBaTA KucenHa € okoIo 20 vaca.

53. Iperxnueuuny aHHH 33 6e30HaCHOCT

B TpHMeceqHO TIepopaHO HEKIMHIUYHO HanuTsake ¢ PeHoPHOPHHOBA KHCETHHAE, AKTMBHHA
metabonuT Ha penoduOpar, mpH MABXOBE ca HAOMIOABAHN TOKCHYHOCT 3a CKEJETHHTE MyCKY/H

{ocobeno TesH OoratiTe Ha THI I-0aBHO OKCHAATUBHH MUoGUOPH) H CBpAEYHA ASTEHEPALHS, ZHEMMS
¥ HAMAJICHHE Ha TenecHOTo Terno. He e Habmoaapana CKejieTHa TOKCHYHOCT Ipd 103H 1o 30 m

Ca ce MOABIIH NPH Ky4eTa, TeKyBaH# 32 3 mecella. B TORa npoyusane He ca Kabmoy
YpEBHH JIE3HH IIPY CKCTIO3HLMA PHOIH3HTEIHO 5 TBTH Hal MakCUManHaTa apernops
Xopa.



HacnenpasuATa BEpXy MyTareHHoCTTa Ha heHoGUGpar ca 011K OTpHIATENHH.

IlpH mTEXOBe B MAIIKH ITPH BHCOKM JO3H ¢4 YCTAHOBEHH YepHOAPOOHH TYMOPH, KOETO MOXKE Ja ce
ofscHH ¢ nepokcu3oMHa nponmepauns. Tesd NpoMeHH ¢a creudUIHA 332 MAKY IPH3aYH U He ca
HaGmoRaBaHH IPH APYTH XHBOTHHCKH BHAORE. TOBa HIMA BpB3Ka ¢ TepaneBTHYHATA ynoTpeba npy
YOBEKA.

Hacnenpannd Npu MHIUKH, TOTEXOBE W 3aHIIH He Pa3KpHBaT TepaToreHeH epekT. EMOpHOTOKCHYHM
edexTH ca HabMoAaBaHM MPH 03K B pAMKHTE HA MallYMHATa TOKCHYHOCT. Y Ib/DKaBaHe Ha IepHoaa
Ha BpeMeHHOCT W 3aTPYAHEHHA 110 BpEMe Ha pakAaHe ca HaDmonaBaHy NIpK sucokH J03H. [Ipn
Npoy9IBaHE 33 TOKCHYHOCT C NOBTOpAeMH J03H deHopuOpHHOBa KMCEIHHA IPH MAAIH KyYeTa ca
HaOmoaaBaHH 00paTHMa XHIIOCTIEPMHS, TECTHKYIAPHA BAKYOHM3aLMA M HE3peaocT Ha siunuuure. Ho
He ca HaGmoAaBaHy eeKkT BppXY QepTIIHTETA NpH HEKTHHHYHH NPOYHBAHHA 32 PENPOAYKTHRHA
Tokcu4HocT ¢ henodubpar.

6. PAPMAILEBTHYHU JAHHHA

6.1. CnuehK HA HOMOUIBATE BEIeCTBa

TTomolliHu BeiliecTBa

JiakTo3a MOHOXMApAT
Marsesues creapar
[IpexenaTHHHIAPAHO HAILIECTE
Harpuer naypuncyndar
Kpocoosuznon

CeeTaB n1a OOBUBKATA HA KANICYNATA;

JKenarau

Turauues nuokcua {(E171)

Yepeen xenesed oxkcug (E172)

XKt xenesen oxeun (E 172)

6.2. HecbBMecTEMOCTH

Hsama.

6.3. Cpok Ha rogsect

3 roovHm.

6.4, CroenuajiHu ycI0BHS Ha ChXpasenHe

Ja ce cpxpaHaBa B OPUTHHA/IHATA OTIAKOBKA, 3a JIa ce MPeNasH oT BJiara.

6.5. BaiHchALpKAEHE HA (HAKCBKATA
15 xancymu B PVC/AL Gnuctep, no 2 GiKcTepa B KapTOHeHa KyTHAL.

6.6. Croennanud npealasHA MepKH NPH WIXBBJIAHE

Heu3non3BaHUsT JICKAPCTBEH NPOIYKT WIH OTIIAAbSHHTE MATEPHATH OT HETO TPAOB
B CHOTBETCTBHE C MECTHUTE H3HCKBAHHA,

7. IMPHTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA




Maiinau EQOJ|

Oduc crpana ,,Cepauka opucu"

6yn. Curnaxoso Ne 48, er. 7

1505 Codus

Bwnrapua

8. INPATEXATEJ HA PASPEHIEHUETO 3A TAPAJIEJIEH BHOC
“Becta Mex” EQO/, yn. "Kenio Cropuep” N8, 5350 Tpasna, brarapua

9, HOMEP HA PAIPEIIEHMETO 3A YIIOTPEBA

9700549

10. JATA HA ITBPBO PA3SPEINABAHE/MIOHOBSIBAHE HA PASPENIEHHUETO 3A
YIIOTPEBA

Jara na mepBo paspemiapane: 30 oxroMepu 1997 1.
Jlara Ha mocnenHo moAHoBABaHe: 21 okromepu 200 8 r.

11, HJATA HA AKTYAJIM3UPAHE HA TEKCTA

09/2020

10



