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Kpamxa xapakmepucmuxa #a npogyxma - Npusoxenue |

Jiunantun 200M 200 mg karncynu, TBbpAU KoM Paz. Ne ...........: ‘5 4005})—?\3 ..................
Lipanthyl 200M 200 mg capsules, hard :

1; HUME HA JIEKAPCTBEHUSA [TPOAYKT

i PaapelseHue e

somame- .. 4240L 13 -06- 7078

2. KOJIHYECTBEH H KAYECTBEH CHCTAB 0GOBLEHIE NP o Jisvisevmessissisaisagins isten

Besika kancyna cbabpaka 200 mg henodubpar (MUKpOHU3HpaH).
[Tomouny BellecTBa ¢ M3BECTEH eeKT: BCAKA KAICy/la Ch/IbpikKa:
- 101 mg nakro3a MOHOXH/pAT

3a ITbJIHUSA CITMCHK HAa MOMOUHUTE BELIECTBA BUHKTE TOYKa 6.1,

3. JIEKAPCTBEHA ®OPMA

Tebpaa kancyna.
TebpiH Ke1aTHHOBHM KamncyJ/iu ¢ LBAT OXpa.

4. KJIMHUYHH JAHHH
4.1 TepaneBTHYHH NOKAIAHHA

Jlunantun 200M ce npuaara Kato J10NbLIHEHHE KbM JIMETATa W IPYro HEJeKapCTBEHO JleueHu e (Hanp.
YIpaKHEHUs, HAMATIABAHE HA TEIJ10TO) [1PH;
- JIeYEHHE HA TEXKKA XMIIEPTPUIIIHLEPHIEMHUS ¢ WK Oe3 Hucko HuBo Ha HDL xonecrepona;
- CMECEHAa XMIIEP/IMITMAEMHS, KOraTo JIeYEHHE CbC CTATHHM € MPOTHBOINOKA3aHO WJIM HE ce
noHacs j00pe;
- CMECEeHa XHMEPIIHIU/IEMHUS TPHU NALMEHTH C BUCOK ChP/AEHHO-CH/OB PUCK KATO J0MbIHEHHE
KbM CTaTHH, KOrato Tpuriuuepuante 1 HDL xonectepona He ce KOHTPOJIMpPAT a1€KBaTHO.

4.2 J03MpOBKAa H HAYHH HA NPHJIOKEHHE

OrroBopsT Ha TepanuaTa TpaOBa j1a ce HadMI01aBa C ONPeE/IeIIHE HA CEPYMHUTE HMBA HA JIMITHIUTE.
AKO 1€/l HAKOJIKO Mecela (Hanp. 3 Mecella) He ce N0CTUIHE aJ1eKBaTeH OTroBop TpsaOBa J1a ce 00Chau
JIOTTBJIHMTENIHA HITH pa3jinyHa TEparsTa.

Qoauponka

Buwspacmnu
OGuuaiinara npenopbusata j103a e eana karcysa ot 200 mg e/MH 1MbT JHEBHO.

Cneyuainu nonyiayuu nayuenmu

Hayuenmu 6 cmapuecka evipacm (na 65 wiu noeéeyve 200unu) :
He ¢ neobxonmma npomsiHa B n1o3uposkara. [Ipenopbusa ce obuuaiinara j103a, OcBeH I @é\‘i\&
OnOpeunHa (yHKIMS Cbe CKOpOCT Ha riomepyiHata duirrpaums (eGFR) < 60 ml/min/ 7§3 (’B/ RO
noay “lauuentu ¢ Gb0peuHo yBpexaane™).

Hayuenmu ¢ 6wopeuno yepexcoane



Derodubpar He Tp6Ba 1a ce M3NON3BA NPH HANMYME HA TexKo GbOPeuHO yBpexaaHe, nedUHHpaHO
kato eGFR <30 ml/min/1,73 m?.

Ako eGFR e mexy 30 u 59 ml/min/1,73 m?, nosara He Tpabsa aa npesuinasa 100 mg cTaHaapren
WK 67 mg MUKPORU3HpaH (PeHOPHOPAT BEAHBHK THEBHO.

Ako no speme Ha npocieassaHetro, eGFR Hamanee nocroanHo Ao <30 ml/min/1,73 m?, nevwennero ¢
deHodpubpar Tpadera fa ce cripe.

Hepnodpobno yepexcoane
Jlnmantiun 200M He ce npenopbuBa NpH NauUMEHTH ¢ YEPHOAPOOHM YBpEXIaHUA MOPAmM JIHNCA Ha
JIAHHHU,

Ileouampuuna nonyaayus

BesonacHocTra W edukacHocTTa Ha (eHopHOpaT Mpu Jeua W nogpacTeawy noa 18 roguHu He e
yctaHoBeHa. Hama wanuunu namnm. [lo Ta3W npuuuHa npwioxeHueto Ha (exopubpar He ce
npenopbYBa MpH NEAHATPHUHH NAUKMEHTH oA 18-roauiiiHa 8b3pacT.

HauyH Ha npunoxkeHue
Kancynure TpsafBa na ce norIbIaT Leaum Mo BpeMe Ha XpaHeHe.

4.3 Hporusonokaszanus

-4EPHOAPOOHA HEAOCTATHYHOCT (BKTIOUMTENHO OMiIMAapHa LMPO3a M HEOGACHMMO MEPCHCTHpaHE Ha
abHopmHa uepHOApOOHa PyHKUMSA);

- H3BECTHO 3abonABaHe Ha XIbUHHA MEXYp;

- Texcka 6bOpedna HenoctarbuHocT (€GFR< 30 ml/min/1,73 m?);

- XPOHHUYEH MNIM OCTBP [IAHKPEATHT, ¢ M3KIIOYEHHE HA OCTBP NMAHKPEATHT, Ib/KALL CE Ha TEKKa
XHUMEePTPUITTHLIEPHAEMHS;

- u3BeCcTHA (oToanepruiHa UM GOTOTOKCHYHA peakuMs MO BPEME HA JleueHHeTo ¢ GubpaTH HiH
Ketonpodex;

- CBPBX4YBCTBHTEIHOCT KbM (eHOPHOPAT WK HAKOE OT NMOMOLIHHTE BEIIECTBA, H3GPOSHH B TOYKA
6.1

4.4 Cneunasinu NpOTABONOKA3AHMA H CELHAIHH PEAYNPeXIEHHA 32 ynoTpeba

BTOQH'-IHPI NPHYHHH HA XHIIEPIHITHICMHA

Broputna npHuKHa 3a XMNEPIHMHIEMMA, KATO HEKOHTPOJIMPAH AMABET TUN 2, XMIIOTHPEOUANIBM,
HEQPOTHYEH CHHIPOM, IMCIPOTEMHEMMA, OOCPYKTMBHA uepHOApoOHa GOecT, MeIHMKaAMEHTO3HO
neHeHHe U anKoXouu3bM TpabBa na 6baT JeKyBaHH aJeKBaTHO NPEAH 112 CE B3EME PELEHHETO Aa Ce
npuoxkH deHodudpar. 3a XMNEPIHNHIEMHYHH NMALHEHTH, PUEMALLH ECTPOreH HITH KOHTPALIENTHBH,
ChIBPXKALUK €CTPOreH TpsbBa 1a C€ YCTAHOBH [anH XMNEPIHIHMAEMHATZ € OT MBPBHYHO HIM
BTOPHYHO €CTECTBO (BBL3MOXKHO € [OBHINABAHE HA CTOHHOCTHTE HA JHMHUIMTE OT MEPOPANHHSA
€CTpOTEeH).

Yepuoapobua bvHKLHS
Kakto W npu apyrute JHMMIO-NOHWKABALIM NEKAPCTBA, € ChOOWABAHO MOBMILABAHE HHBATA HA
TPaHCAMHMHA3HTE TMPH HAKOH NALMEHTH. B noBeueTo ciy4aH Te3u MOBHLICHMA Ca NPEXOIHH,
HE3HAYWTENHH ¥ acumnToMatH4Hu. [lpenopbuuTenHo ¢ HuBaTa Ha TpaHcamMHa3MTe aa Onjar
HabogaBaHM Ha BCEKM TPH Meceua Mo BPeMe Ha NbLpBMTE 12 Mecela OT NeYEHHETO W ciie] ToBa
nepuoanyHo. Tpsabea na ce oObpHE BHUMAaHHE HA NALMEHTH, KOHWTO pPa3BUBAT yBeuye
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NOBHUIABAT NOBEYE OT 3 TLTH Haj ropHaTa rpaHylla Ha HopmarTa. Korato ce nosesar
N

XENaTuT (Harp. *LITeHWUa, Cbpbex) M HArHo3aTa € NOTBbLP/AEHA OT J1abOopaTOPHHUT
fieuenHeTo ¢ penodubpat Tpabsa 1a ce NpeycTaHOBH,
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Hankpeac
CrobwaBano € 3a NaHKPEaTHT MpH NauWeHTH, Npuemawr dhenodubpar (k. Touxn 4.3 u 4.8). Tosa

MOX€ [1a C& NBXKH Ha fIMNCa Ha edeKT NMPK NAHCHTH C TeXKA XHIIEPTPUIIIMLEPUAEMHS, AUPEKTEH
NEeKapCTBEH €PEKT HAM HA BTOPHYEH (hPEHOMEH, MEAHHMPAH OT KJIbYHHTE KaMbHH WIKH 06Gpa3yBaHe Ha
AIbYHA yTalka, 3anyiuBalu oOWHA HITbUYEH KaHaT.

MyckyH
Cnobiiara ce 3a MyCKyJTHa TOKCHYHOCT, BKJTKOUMTESIHO MHOTO PEKH Cy4au Ha pabnoMHoNH3a, ¢ HiK

0e3 OBOpeuHa HenoCTaTLYHOCT, MpH ynoTpebata Ha (GUOpaTH WIAKM APYrH JMNMAO-NIOHHXKABALIH
JIEKapCTBEHH MPOAYKTH. HecToTaTa Ha TE3H HAPYLICHUS C€ MOBWINABA B CIYYaH HA XMNOANGyMHHEMHA
u npeawectByBawla ObOpeuna HepocTaThuHocT. [laumenTtn ¢ npeapasnonarawy GakTopH 3a
MHOMATHS W/HIK pabIoMHONK3a, BKIIOYBALIO Bb3pacT HaA 70 roavHH, HYHA WK haMHIHa aHamMHesa
33 HACMEACTBEHH MYCKyAHM 3abonapanusa, 6BOpeuHO yBpexKaaHe, XWUMOTHPEOMAHM3LM M NMPHEM Ha
rO/leMH KOJIMYECTBA ANKOXOJ, MOTaT Jla MMAaT MOBHMIUEH PHUCK OT pasBuTHe Ha pabaomuonusa. [pu
TE3H NALMEHTH, TpAOBa ga 6bAe BHMMATENTHO NPELEHEHO CHOTHOUIEHHETO PUCK/TION3a OT JeHEHHE C
teHodubpar.

MyckynHa TOKCHUHOCT MOXE Ja € IpeAnonara rnpd NAUMeHTH, CTpajaiud ot Audy3Ha MHAIrkA,
MHO3HUT, MYCKY/THH KpamnH v crnalocT WHaK 3abenexmnmo yeennuedue va CPK (HuBaTa HajgBHwaear
5 MBTH HOPMAHMTE cToiHOCcTH). B TakmBa cnyyau neueHuero ¢ denodubpar Tpabea na Gnae
IIpEKPATEHO.

PHCKBT OT MyCKYJIHA TOKCHHHOCT MOMKE JIa Ce YBEIMYH, aKO JIEKAPCTBOTO € NPWIArano ¢ Apyr ¢pubpar
unu uuxubutop Ha HMG-CoA peaykrazata, ocofeHo B ciyuad Ha MPEILIECTBALNO MYCKYIHO
3abonsBane.

Cnenosarento, komGuHHpanaTa Tepanua Ha deHopuOpar ¢ uHxubutop na HMG-CoA penykrazata
wiH apyr ¢ubpat Tpabsa /1a ce 3aMasu NPH NALMEHTH C TEXKA KOMOWHKPAHA NHCIMITHAEMHMA ¥ BUCOK
CbpAEYHO-CBACE pHCK De3 aHaMHe3a 3a MYCKYNHO 3afoasBaHe MpW BHHUMaTENHO HabnogeHMe 3a
NOoTEeHLMATHa MYCKYHA TOKCHYHOCT.

bnOpeuna dpyukumna

Jlrnantun 200M e npoTHeonokazax npu Texko 6bO6peuHo yBpexaaHe (Bx. Touka 4.3),

Jlunantii 200M Tpabea a ce M3N0/3BA ¢ MOBHUIEHO BHMMAHKME TIPH TIALMEHTH € JIEKA 0 YMEpeHa
6nbpeuHa HenoctarbuHocT. Jlosata TpsGBa Oa ce KOpPMrMpa npu NAaUMEHTH CbC CKOPOCT Ha
rnomepy.nara puntpaums (€GFR) mexay 30 v 59 ml/min/1,73 m? (Bx. Touka 4.2).

O6paTuMi MOBHMINCHHMA HA CEPYMHUA KPEATHHHH Ca JOKIAJABAHM IIPHM MAlUMEHTH, KOMTO MpPHEMAT
dbenodubpar camocToATENHO MM 33€HO CbC CTATHH. [1OBHILEHMATA HA CEPYMHUS KPEATHHUH KaTO
uano ca Ounu crabunHM BuB BpeMeTo, Oe3 AOKA3aTENCTBA 34 MPOILIKABAILM MOBMLICHHA Ha
CEPYMHHS KpeaTHHHH TIPH ObArOCPOYHA TEPANUA M € TEHAEHLHA 3a BPbLUAHE KM W3XOJHHTE HMBA
Cllea CrvpaHe Ha Je4eHHETO.

Ilo BpeMe Ha KAMHUYHK npoyuBanua 10% OT MauMeHTHTe MONy4aBaly eaHOBpeMeHHO (eHodHOpaT
W CHMBACTATHH Ca MMAIIM TNMOBHINEHHE HA KpeaTHHWH ¢ moeede oT 30 pmol/l Haag M3XOAHWTE HMBa,
cpaBHEHO ¢ 4,4% OT NAUMEHTHTE Ha MOHOTEpanHs ¢ke cTatuH. 0,3% oT mauuenTHTe Ha KOMOUHMpana
TEepanMs ca UMaIH KIMHUYHO 3HA4YHMH IMOBHILEHHA HAa KPEaTHHHH J10 CTORHOCTH Haa 200 pmol/l.
JleueHunero TpaGsa na ce npekpaTH Npu HHBA Ha KpeaTHHWH Hag S0% Haj ropHaTa rpaHdua Ha
Hopmara. [lpenophuBa ce HMBATA HA KPEaTHHWH A CE M3CTEABAT N0 BPEME HA IMBPBUTE TPH MeceUa
CJ1e]1 3aN0OYBAHE HA JIEYEHHETO U NEPHOAUYHO ClIeA TOBA.

[TomMounHY BeutecTRa
Tosn nexapcTsen npoaykT chabpika sakrosa. [TauveHTH ¢ peaku HacneactTsenu 3abo,
ranakTo3eH HHTONEpaHC, obul nakTaseH AedUUMT WM rIIOKO30-ranakTo3Ha matabeop
Ja MpHeMar ToBa JeKapCTRO.

Tosa nekapeTeo chbabpia no-mManko ot 1 mmol Hatpuit (23 mg) Ha TabaeTka, T.e. M
4¢ NPAKTUYECKH HE ChIBPIKA HATPHIA.




4.5. BiaanmopeiicTBHe ¢ APYTH JIEKaPCTBEHH NPOAYKTH H APYrH $OPMH HAa BIAHMOAEHCTBHE

[lepopanHu aHTHKOArynaHTu

QenodubpaT NOBHLWIABA NPOTHBOCHCHPBAIMA eEKT HA NEPOPATHHUTE AHTHKOAIYJIAHTH W MOXE 13
NOBHILH PHCKa OT KpbBOWMHB. [IpenopbuuTenHo € Jo3aTa HA AaHTHKOAryNaHTHTE Aa CE€ HAMANM C
OKONO €/lHa TPeTa B HAYAIOTO HA JIEUEHHETO M C/ie] TOBA IOCTENEHHO 13 Ce KOpWrupa, ako ¢
HeoOX0QMMO, CNOope/] MeXIyHaPOIHHTE HOpMaNH3HpaHu cToRHOCTH (INR).

uHKJIOCHOQHH

CrpobLuasa ce 3a HAKOH TEXKH Cly4aH Ha oOpaTUMO yBpexnaHe Ha GbOpeunarta GpyHKUMA 0 BpeMe Ha
€IHOBPEMEHHOTO NpunokeHHe Ha dpenodubpat v uniocnoput. Eto 3amo 6uOpeunara dynkums Ha
Te3n nauMeHTH Tpabea BHUMATENHO fa ce HabnonaRa W nedenrero ¢ deHodubpar ga ce npekpatv B
C/Iy4aH Ha CEPHO3HH OTKIIOHEHHA Ha 1abopaTopHUTE CTOMHOCTH.

Huxubutopu Ha HMG-CoA-penykrazata ¥ apyru ¢ubparn:

PUCKBT 3a cepro3Ha MyCKy/lHa TOKCHYHOCT ce MOBMIUARA, ako (eHoduOpaT ce M3nonssa 3aeaHo ¢
uuxnburopu Ha HMG-CoA — penykrasata win apyru ¢pubparu. Takasa koGuHauus Gu Tpabsano na
Ce M3M0/13Ba BHMMATENHO M NAUMEHTHTE A2 OBJAT CTPUKTHO MOHHTODWUpPAHM 33 MpU3HALM HA
MYCKYJIHa TOKCHYHOCT (BxK. TouKa 4.4.),

[ 1MTa30HHU

ChobuieHH ca HAKOM CiTyuau Ha oGpaTuma mapajokcanHa peaykuus ha HDL-xonectepona no Bpeme
Ha kOoMOMHHpaHa Tepanus Ha deHodpubpar M rauTasonu. [lpenopbusa ce MowuTopHpare na HDL-
XONECTEPOIA, AKO HAKOE OT TE3H JIEKAPCTBa ce NPHOABH KbM JAPYroTO M NPEKPaTABAHE HA JICUEHHETO,
ako Hueata Ha HDL-xonecrepona ca TBbpAe HHCKH.

EH3umu ot cuctemara uuroxpom P450

In vitro NpoyuBaHWA C WYOBEIWIKH 4EPHOAPOOHM MWKPO30OMM NOKa3par, ue ¢eHopubpar u
(enopubprHoBaTa kucenvHa He ca uHxuGUTOpH Ha wmroxpom (CYP) P450 uzodopmure CYP3IA4,
CYP2D6, CYP2E]1 wmn CYP1A2. Te ca cnabu unxuburopu na CYP2C19 u CYP2A6 u cnabu no
ymepeHH MHXHOuTopH Ha CYP2CY B TepaneBTHYHH KOHUEHTPALIMH.

[MTauvenTn Ha komOuHMpaHa Tepanusa ¢ (exodubpar n CYP2C19, CYP2A6 u ocobeHo CYP2C9
mMeTaboNM3UpAlLM Ce NIeKapcTBa, KOHTO €A € TECEH TepaneBTHUYEH MHAexc Tpabea na ce nabnrojasar
BHHMATEHO H, aKO € HeoOX0IMMO, J1a ce HAaMpaBK KOpeKilMA Ha 103aTa.

4.6 PepTHAHTET, GPEMEHHOCT H KbPMEHe

bpemenHocT
Hsama aneksathy nannu 3a ynotpebata Ha denodubpar npu Gpemennu xenu. Msciensannsta npu

AHBOTHW HE MOKA3BAT HWUKAKBH TepaToreHHH edektH. Habnromasanu ca eMOpHOTOKCHUHU edeKTH
MpU 03, TOKCH4YHM 3a MaiikaTa (Bxk. Touka 5.3). [TOTEHUMAIHMAT PUCK NpPH XOpa € HEU3BECTEH.
Bonpexku Toea Jlunautun 200M Tpabsa na Gbae npunaraH no BpeMe Ha GpeMeHHOCT camo ciej
BHHMATE/THA NPELIEHKA HA ChOTHOLLUEHHETO PHCK/TION3A.

Knpmene
He e u3secTHO nanu deHodpuOpaT W/MnK HEroBH MeTabO/IMTH ce OTAENAT B MaMMHOTO MIAKO. Puck

33 KbpPMaueTo He MOXe ja 6bae uskoueH. 3arosa Jlunawtun 200M ue Tpabea na ce u

[epHoaa Ha KbpMEHETO. g\\,\v\IEﬂm
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4,7 EdexTH BRLpXY cHOCOOHOCTTA 3a WoPHpaHE H padoTa ¢ MALIHHA

JInnawTun 200M He nonussa criocobuocTTa 3a wodupaHe U pabota ¢ MaLIHHM.

4.8

Hexenauun JEKaApPCTBEHH peaKLHH

Hai-uecTo J0KN1aABAHHTE HEXENAHH JEKAPCTREHH peaKlUHH N0 BpeMe Ha jiedenuero ¢ deHobubpar ca
XPaHOCMMIIATETHH, CTOMALUIHY WIH YPEBHH HapYLIEHHA.

CnenHvTe HeXenaHW peakuMH ca HabmojJaBaHW MO Bpeme Ha M1aueGo-KOHTPOJIMPAHH KIHHHYHH
npoyusaHus (n=2 344) ¢ nocoueHaTa rMo-I0y YecToTa:

Muoro
peaxu
MedDRA cHctemo- Yectn >1/100, | Heyectu >1/1 000, Peaku >1/10 000, <1/10 000
OpraHHH KJacoBe <1/10 <1/100 <1/1 000 BKJL.
H30/IMpaHH
crobueHus
HapyweHua Ha Hucwk xemornobud,
KpBBTa W TUMpHaTa HamaneH Opoii
CHCTEMA JIEBKOLIUTH
HapyueHua Ha
CBpbX4yBCTBHTENHOCT
UMYHHATa CHCTEMA
Hapywcrua Ha ['nasobonue
HEPBHATA CHCTEMA
TpomMOoeMOONHIBLM
(Genoapoben
CraosH HapymeHus emb0n113BM, TBI00KA
BeHO3Ha Tpombo3a)*
CromarHo-
YpEBHH
MPU3HALM H
CHMITOMHU
CTomMaiHo-4peBHH (xopeMHa Mankpearnt™*
HApyUEHHS Oonka,
rajieHe,
MoBpbLLAHE,
auapms,
dnaTyneHuna)
[loBHInEHH
XenatobunuapHH TpaHCAMHHAa3M | XonenuThHala
Xenarur
HapyLIEHUS (B3. TOUKA (Bx. TOuka 4.4)
4.4)
KoxHa
Hapywenus Ha CBPBLXYYBCTBHTENHOCT | Anoneums
KOXKaTa K (nanp. oGpusny, Peakiinu Ha /—\\
MOAKOXHATA THKAH NpypuTYC, m A
ypTHKapHA) M 8
Hapyuicums Ha Myckynuu

MYCKYJIO-CKeleTHaTa
cCHCTEMA H

HapylweHua (Hanp.
MHAITHA, MHO3HT,




CbheIHHHTENIHATA MYCKYJ/THH CrNia3sMH H

THKaH cnabocr)
Hapyineuus Ha
Py CexcyanHa
BB3MPOH3IBOAHTENHATA
OUCGYHKIHA
CHCTEMA H IbpAaTa
IMoeuiesu
HHBA Ha [MoeuueH kpeatuuuH | [ToBHieHa KPbBHA
Hacneasanus
XOMOLIHCTEHH | B KPBBTA ypes
B KpbBTA**

* B wimHuunoto uznuteade FIELD, pangoMusvpano nn1auebo-KOHTPOSMpaHO —Mpoy+4BaHe,
nposeaeHo npu 9 795 naumentn ¢ aMaber Tun 2 e HaGnlOZaBaHO CTATUCTHUECKH 3HAUYMMO
MOBHMIIEHWE HA C/IY4auTe ¢ NAaHKPEaTHT TNpM NaudeHTd, npueMawy deHopubpar cnpsMo
nauuentd, npuemamy nnauebo (0,8% cnpamo 0,5%; p = 0,031). B cbworo npoyusane e
JAOKNAJBaHO CTATHCTHHECKH 3HAYMMO MOBHLIEHHE Ha yecToTaTa Ha Henoapoben emGonussM (0,7%
B naaueGo rpynara cnpamo 1,1% B rpynara Ha denodubpar; p = 0,022) U He CTATUCTHHECKH
3HAYMMO MOBHILEHHE HA 4ECTOTara Ha AbIOOKM BeHO3HM TpomGoau (mmauebo: 1,0% [48/4 900
nauueHTH] cnipamo ¢eHopuOpat 1,4% [67/4 895 nauvernru];p = 0,074).

** B wiunuunoto manuteane FIELD cpeanoro yBenwueHue Ha HMBAaTa Ha XOMOLMCTEHH B KPbLBTA
NpH NaUUEHTHTE, JIEKyBaHH ¢ deHodHOpaT € 6,5 pmol/l u e Gino obpaTHMO cien npekbeBaHe Ha
nedeHuneTo ¢ derodubpar. [loBUWIEHHAT PUCK OT BeHO3HH TPOMOOTHUHM CbOMTHA MOXe na €
CEBbp3aH C MOBHIUEHHTE HHBA HA XOMOLMCTEHH. KNMHHYHOTO My 3HAYEHHE HE € ACHO.

Kato ponbiHeHHe KbM Te3d CHOWTHA, OOKIAABAHM HO BpEME Ha KIMHAYHH W3MHTBAHMA ca
AOKIAZBAHH HEXENaHH PeakLMH OT nocTMapkeTHHroBata ynoTpeba Ha Jlunawtwn 200M. Touna
YECTOTa HE MOXE Aa Ob/le onpeaencHa OT HATMUHHTE JaHHU M NOPAJH TOBA Ca KIACHGMUHPAHH KaTO
“HEH3BECTHH".

- PecnnparopuH, rpbAHK M MEAHACTHHATHH HapyLUEHHA: MHTEpCTHLHAIHA Genoapobua bonect.
- Hapymienus Ha MyCcKyn0-cKeneTHATa CHCTEMA W CbeAMHUTETHATA THKaH: pafaoMHOIn3a.

- XenaToOMNHAPHU HAPYUICHHA: XKBATCHALA, YCIOKHEHHS Ha XOJIeNUTUa3a (Hanp. XONEUUCTHT,
XO/IaHTHT, KJTbYHA KOJHKA).

- Hapywenns Ha koXaTa M MOOKOXHATA TBKAH! TEXKH KMKHH PeakuuH (Hamp. epureMa
mynTugopme, cHHApPoM Ha CTUBBH-JKOHCHH, TOKCHYHA eMHAepMAHa HEKPOITH3a)

- O6wwH HapyleHHS W edeKTH Ha MACTOTO HA TPHIIOKEHHE: YMOpA.

CpobwaBane Ha NOAO3IMPAHHU HENKENAHH peaKinu

Cro6uapaHETo Ha NOO3MPAHH HEKENIAHH PEAKLIMH Clle/l paspeluaBaHe 3a ynoTpeQa Ha JIeKapCTBeHHS
NpoaykT € BaxkHo. Tosa no3eonsea 1a OpoL/KK HAG/IIOAEHHETO HA CHOTHOLIEHHETO MOJI3a/PUCK 3a
JIEKAPCTBEHHA NPOAYKT. OT MEAHULIMHCKHTE CHIELIMANIMCTH Ce M3UCKBA J1a ¢1HoBIaBaT BCaKa
MoJ03HpaHa HEXENAHA PEaKlUs Ype3 HAUMOHANHATA CHCTeMa 32 ChobLuaBaHe:

M3nenHuTEHA areHUMs N0 JIeKapcTBaTa
ya. Jamsax 'pyes” Ne 8

1303 Codua

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 Ilpenosnpane




Hma cpobuleHy camo eaMHHYHM clydad Ha npegosupane. [Ipu noBeveTo OT TAX HE ca CLOOGUIABAHU
CHMIMTOMH OT MPeNO3UPAHETO.

He e wussecTen cneuuduueH aHTHAOT. AKO HMa CbMHEHME 3a M[pENO3MpaHe, € HEoBXoaUMO
CHMMOTOMATHYHO JIEYEHHE W HA3HAYABAHETO HA MOAXOAAIUMTE MOAbPKAIUH OONHUYHH MEpKH.
DenodubpaT He MOXKE Ja C¢ OTCTPAHH YPE3 XEMOAHATM3A.

S. PAPMAKOJIOTHYHH JAHHH
5.1 PapMAKOIHHAMHYHH CBOHCTBA

(bapmakoTepaneBTHUHA rpyna: Hamanssauwu CEpYMHHTE NUNHOH JleKapcTBEeHH
NpoAYKTH/NOHWKABALUM XoJlecTepona ¥ Tpurnuuepuaute/dubpatu, ATC xoa: C10ABOS

®enodubpar e aepupar Ha GMOPUHOBATA KHCENHMHA, YHHTO JHIHAO-MOAWDHUMPAIIH edeKTH,
cb00UaBaHy NpH XopaTa, ce OCBHLIECTBABAT Upe3 aKTHBHpaHeTo Ha [lepokcuzomuu [TponudepatopHu
Axtusupanu Peuenrtopu tuin anda (PPARa).

Ype3s akrusupanero Ha PPARa deHodubpat noBrwIaBa THMOTH3ATA M €JIMMHHMPAHETO Ha
aTeporeHHKTE, 60raTH Ha TPUMHLIEPHAN YACTHLM OT IL1a3MaTa, MOCPEACTBOM AKTHBUPAHE HA
JIMTIONPOTEHH JIKNA3aTa H peayuupa npoaykumara Ha anonpotenH C III. Aktusnpaneto Ha PPAR«
CHILO TaKka BOAM JI0 yBe/HYaBaHe Ha CHHTe3a Ha anonpotedHu Al u All

[To-rope cnomeHatute edekTd Ha (eHOPUOPAT BBPXY JMIONPOTEHHUTE BOAAT A0 HAMAIABAHE Ha
(pakumKTE ¢ MHOIO HHCKO H HHUCKO MontekynHo Ters1o (VLDL u LDL), coanpxawn anonpotern B u
OO0 yBENMHEHHE Ha TE3W ¢ BHCOKA IUTBTHOCT JiMnodporeuHoBH ¢pakumu (HDL), cbabpxkaiuu
anonporendu Al n AlL

B nonbiwesine, upes MOMy/MpaHeTo Ha CHHTe3a W katabomusma Ha VLDL ¢pakuunte, penodpubpar
yBenuyapa xaupnica Ha LDL u Hamanasa Mankute, nietin LDL, unuto HuBa ca 3aBMiueHw npu
MAUKHEHTH C aTeporeHEeH JMMMACH MPOQHI, HeCTO CpetuaH MpH OOMHUTE ¢ PHCK OT MCXEMHYHA
cbpaedHa GonecT.

[lo Bpeme Ha KNMHMYHUTE M3NUTBaHUA ¢ peHoDUOpar, obMaT xonectepon e 61 Hamanen ¢ 20 a0
25%, Tpurnuuepuaute ¢ 40 10 55% n HDL xonecreponst ¢ 6un ysennuetn ¢ 10 1o 30%.

[Tpn nayMeHTH ¢ xunepxosecteponemus, npu kouto LDL xonecreponosuTe HuBa ca Hamaneuy ¢ 20
no 35%, obumar edekT BbLPXy XonecTepona BOOM A0 HAMANABAHE HA OTHOLIEHWETO OB
xonectepon/HDL xonectepon, LDL xonectepon/HDL xonectepon, und Apo B/Apo A 1, scHuku ot
KOWTO ca Dene3n 3a aTEpPOreHEH PUCK.

Hma pokazatenctea, ye neyeHHeTo ¢ GpubpaTn MoKe 1a HAMaTM MHUMAEHTHTE HAa HCXEMMYHa Gonect
Ha CbPUETO, HO TE HE Cd NOKA3adH HAMAIABAHE HA BCHYKHM MPHYMHH 32 CMBPTHOCT MPU TbPBHYHA U
BTOPHYHA NpEBEeHLHS Ha CbPAEHHO-CbAOBa Gonect,

Knnnnunoto wsnureane ACCORD (The Action to Control Cardiovascular Risk in Diabetes) e
PaHIOMH3HPaHO N1auebo-KOHTPOIHPAHO U3NUTBaHE Npu S 518 naumentu ¢ quaber Tun 2, i

Nnoka3afiana CHrHH(QUKaHTHH Pa3iiuKH B CPABHCHME CbC CHMBACTATHH MOHOTEPANus
M3XOI OT He-(haTaned WHGAPKT HA MUOKApPAA, He-(aTaleH MHCYIT U ChPACYHA-CHIOB
ratio [HR} 0,92, 95% CI 0,79-1,08, p = 0,32; aGcomoTHO HaMaleHHe Ha pH
NPeABAPUTE/IHO ONPENEIEHH MOArPYNH HA AMCAMMHUAEMHYHW TIAUMEHTH, nedHHMpa



Hai-HuCcKkaTa eqHa Tpera no otHoweHue Ha HDL-C (<34 mg/dl nau 0,88 mmol/l) v Haii-srucokara
eaHa Tpeta no otHoweHwue Ha TG (204 mg/dl vnn 2,3 mmol/l) xaro 6azanuM cTolinocTH,
¢enodubpar nroc cuMBacTaThH ca niokazans 31% OTHOCHTEIHO HaMANABaHE HA CMECEHHS ITbPBUUEH
M3XOJ/l B CPaBHEHHE CbC CHMMBacTaTHH MoHoTepanua (hazard ratio [HR] 0,69, 95% CI 0,49-0,97, p =
0,03; abcontoTHo HamansBaHe Ha pucka: 4,95%). AHaIM3 Ha Apyra MpeaBapHTENHO ONpee/ieHa rpyna
€ MOKa3an CTATHCTHYECKH CHrHU(MKAHTHO B3aWMoAeHCTHE Ha Jsiedende no noa (p = 0,01),
NEMOHCTPHPAHKH BB3MOXHA NoA3a or koMOHHMpaHOTO neudenue npu Muxe (p = 0,037), Ho
MOTEHLMATHO NMO-BUCOK PUCK 33 MbPBHYHHA H3XO/ NPH ’KeHH, IeKyBaHH ¢ KOMOHHMpaHAaTa Tepanus B
CpaBHEHHE CbC CHMBAacTaTUH moHorepanus (p = 0,069). Toea He ¢ HabmozasaHo B CIOMEHATATa
cyOrpyna nauneHTH ¢ IMCHUITHIEMHA, HO TaKa ChLLO HE € UMANIO ACHO JOKA3aTelCTBO 3a N0N3aTa NPy
AHCAUNMAEMHYHH XKEHH, NeKyBaHU C (eHoduOpaT NIOC CHMBACTATHH M NOTEHLMANEH BpeaeH edekT
B Ta3K MOArpyrna He Moxe Na 6blIe U3KIIOYEH.

ExcTpasasanHM HaTpynBaHMA Ha XOAECTEPOs {CYXOKMAHM M TYOEpO3HH KCAHTOMM) MoraT
MO4EPTAHO Aa HAMANEAT WIH 0P HAMB/IHO Ja M3YE3HAT NO BpeMe Ha NeyeHue ¢ heHodubpar.

IlaumeHTty ¢ NMoBHINEHH HUBa Ha GHOpHHOreH, NeKkyBaHu ¢ ¢deHodUOPAT, ca NOKA3ANM 3HAUMTETHH
HaMaJIEHHS Ha TO3M MApaMeTbp, KAKTO W TE3W ¢ NOBHLUEHH HMBAa Ha Lp(a). Jpyru ew3nanurennu
mapkepu kato C peakTHBEH NMPOTEHH ChLLO C& HAMANABAT TPH Ne4eHHUE ¢ peropubpar.

YPHKO3ypHUHUAT ehekT Ha teHobuOpar, Bodell A0 MOHMKEHH HMBA Ha MHKOYHATA KHCEJIMHA ¢
0K0J10 25%, € JOMbAHHTEHA 10133 IPH AMCIAMIMAEMHYHH NALUEHTH ¢ XUNIEPYPUKEMHS.

Hoxkazano e, ue denodpubpar nputerxasa aHTHarperupaul ehekT BLPXY TPOMOOLIMTHTE MPH JKHBOTHH
M B KIMHHYHM HM3CNEIBaHWA, KOHMTO NOKAa3BaT HaMaleHWE Ha arperalMata va TpomboumuTuTe,
npeauasukano ot ADP, apaxuaoHoBa kucenuHa 1 eMUHepuH.

5.2. MapMaxkoKHHETHYHH CBOicTBa

Abcopbuus
MakcumanuuTe miasmeHd koHueHTpauun (Cmax) ce gocturaT or 4 a0 5 uaca criel nepopaieH

npueM. [na3smeHHTe KOHUEHTPALMH ca CTaOHIHM M0 BPpEME Ha MPOALIKHUTEIHO JIEYEHHE NPH BCHUKM
NaLHEHTH.

AbcopbunsaTa Ha peHodubpar ce ysesiMuasa, KOraTo e NpreT ¢ XpaHa.

Pasnpeaenenue
®enopnbpunoBaTa KHCENHHA CE CBLP3BA B MOIAMa CTETIEH C MU1a3MeHus anbymuH (oseue ot 99%).

Metabonunanm ¥ oTnendue;

Cnen nepopanio npunoxenue, texopubpar 61p30 ce XUAPONM3IMpA OT ecTepa3H 0 AKTHBHHSA
metabonut deHodubpHHOBa KkHcennHa. Henpomeden denodpubpar He Moxe ja Gbae YCTAHOBEH B
nazmara. ®eHodubpar ne e cyberpar 3a CYP 3A4. He e pbBieueH 4epHOAPOGHHA MHKpO3OMEH
MeTaboAMIBM.

JlekapcTBOTO Ce OTAENA FAaBHO upe3 ypHHaTa. Ha npakTHka LAnoTO ekapcTBo ce eNMMHHHpa 3a 6
auv.  QDenopubpatr ce otaens raaeHo noa  QopMata Ha  deHobHOpMHOBA KMCENTMHA M
[JIIOKYPOHOCBbp3aHa  (eHodmbpuHoBa KkucenuHa. [IpH  BB3pacTHM NAlMEHTH KIMPBHCHT Ha
thenouOpUHOBaA KucenHHA HE Ce POMEHS.

KuHeTn4Hu u3cnesanns, CuNpoBOXALlM NPUEMA HA €HHWYHA 1032 H NIPOABLIKHTE
NOKa3alH, Y€ JIeKapcTBOTO He Kymynupa. DeHodubpuHOBATA KHCENUHA HE ce
XEMO/HAIH3a.




EnvMHHAUHOHHMAT NIia3MeH NonyxUBoT Ha deHodubprHOoBaTa KKucenuHa e okono 20 waca.
5.3. peaxjuHUYHH JaHHH 3a 6e30NACHOCT

B TpuMeceuHO MEpopalHO HEKIHHHYHO uW3nutTBaHe ¢ (eHoPUOPHUHOBA KHCenWHA, AKTHBHUA
metabonut Ha denodubpar, npu nibxose ca HAOMONABAHM TOKCHHMHOCT 3a& CKEJIETHHTE MYCKYJH
(ocobeto Tean GoraTute Ha THN [-6aBHO OkCHAATHBHM MHOGHUOPH) M ChbpAEUHA [EreHepalus, aHEMHA
H HaMalleHue Ha TenecHoto Terno. He e nabnronarana cxenetHa TokcuuHoceT npu ao3u o 30 mgrkg
(excnio3uums npubausutenno 17 NbTH Hal MaKCHMalHaTa MpenopbusaHa no3a mpu xopa. He ca
HAOMIONAaBAHN CUMITTOMM Ha KapAMOTOKCHMHHOCT NIPH EKCIIO3UUMA OKONO 3 NBTH MO-BHCOKA OT
MaKCHMalHaTa NpenopbysaHa no3a npu xopa. O6paTHMH F3BH H €PO3UH B CTOMALIHO-YPEBHHSA TPAKT
ca ce MOfABWIM NpH Kyuera, JekyBaHH 3a 3 Meceua. B Toma npoyusane He ca Habiogasauu
CTOMAUIHO-4PEBHH JIE3MH MPH EKCMO3HLIMA NPHOIH3UTENHO 5 MbTH HAJI MAKCHMAJIHATA MPenopbLYBaHa
J03a NpH Xopa.

HMzcnenpaHusTa BbpXy MyTareHHOCTTa Ha eHoUOpatT ca GHAH OTPHLATENHH.

[Ipu NAbXOBE M MMILKH NPH BHCOKH [03M Ca YCTAHOBSHHM YEPHOAPOOHM TYMOPH, KOETO MOXeE 1a ce
064CHHM ¢ nepoKcH3oMHa nposndepauns. Tesn NpoMeHH ca creUMPUYHK 33 MANKH IPH3AYH M He ca
Ha0/l0aBaHK NpH ApYrd XHBOTHHCKH BUA0BE. ToBa HAMa BpPb3Ka C TepaneBTHYHATA ynorpeba npu
HOBeKa.

M3crneapatua IpH MHILKH, TUVbXOBE W 3adLM HE pasKpueaT TepatoreHeH edexT, EMGpHOTOKCHUHH
ebexTn ca HAOMOIaBaHH NPH 103K B PAMKHTE HA MaifuMHATA TOKCHUYHOCT. Y aBL/KaBaHe HA Nepuoia
Ha OpeMeHHOCT W 3aTPyHEHHS NO BPEME Ha paxkaaHe ca Hab/1i01aBaHK NPH BUCOKH JO3H.

Ilpu mpoyuBaHe 3a TOKCHYHOCT € NOBTOPAEMH 03K (heHODHOPHHOBA KMCENTMHA NIPH MIA/IH KyyeTa ca
Hab10naBaHK 06paTHMa XHMOCTIEPMAA, TECTHKYIAPHA BAKYONIM3IALUMA W HE3pesocT Ha silunuumTe. Ho
He ca Habionasaun edexTy BLPXY DEPTUIMTETA IPH HEKIMHHYHH NPOYYBAHHMA 33 PENPOIYKTHBHA
TOKCHYHOCT ¢ peHodHOpar.

6. PAPMAHEBTHYHH JAHHH
6.1 CHHCBLK Ha TTOMOMHATE BelllecTEA

[TomMoi{HH BelllecTBA

Jlakro3a moHoxwuapat

Maruesues creapar

[MpexenaTHHH3IMPAHO NAPEBUYHO HHILECTE
Hatpuer naypuncyagar

Kpocnosugon

Coeras Ha oOBMBKATa Ha Kancynarta:
Kenatun

Tutanues auoxcua (E171)

Yepsen xenezed okcua (E172)
Kot xenezen okeua (E172)

6.2 HechyBMecTHMOCTH
Hsama.

6.3 Cpok na roanoct




3  roauHu.
6.4 ChnenHa/iHB yC/10BHA HA ChbXpPaHEHHE
Jla ce cuxpaHABa B OPHFMHAIHATA ONIAKOBKA, 3a a CC Npeanasy OT BJara.
6.5 Bua H CBALPHKAHHE HA ONAKOBKATA
15 kancynu B PVC/AL Gauctep, no 2 6ancTepa B KapTOHEHA KYTHS.
6.6 Cneunajinn npeanasHH MEPKH OPH HIXBLPJIAHE
Henanon3saHuAT nexkapeTBeH NPOAYKT UK OTNIAABYHUTE MATEPHAIN OT Hero TPAOBA [ Ce H3XBBLPAAT
B CLOTBETCTBHE C MECTHHTE H3HCKBAHUA.
7. NPHTEXATEJI HA PASPELIEHHETO 3A YITOTPEBA
Buarpuc EOOJ]
otuc crpana ,,Cepavka opucu
Oyn. Cutakoso Ne 48, er. 7
1505 Codma
Brnrapus
8. HOMEP HA PA3PEIIIEHHETO 3A YIIOTPEBA
9700549
9. JATA HA TIBPBO PA3ZPEHIABAHE/TIOJHOBSIBAHE HA PA3PEIIEHHUETO 3A

YIIOTPEBA

Jlata na nupeo paspeiuasane: 30 oxtomepu 1997 r.
Jlata Ha nocyieaHo noaHosasaHe: 21 okromepu 2008 r.

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA
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