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1. HME HA JJEKAPCTBEHHS [IPOAYKT

Jlunawtin Cynpa 160 mg ¢puamupanu Tabnetin
Lipanthyl Supra 160 mg film-coated tablets

2. KOJIMMECTBEH H KAMECTBEH ChCTAB

Beaka $punmmpana Tabrerka coaspxa 160 mg denodutpar,

TlomowHu BetuecTsa ¢ M3BecTeH ediekT: Beska Tabnerka chabpxa:

- 138,4 mg nakro3a MOHOXHApAT
- 0,56 mg coep neuuTHH

3a MBJTHNA COMCHK HA TIOMOLHKTE BELISCTBA BIDKTE Touka 6.1.
3. JIEKAPCTBEHA ®OPMA

@uamupana tabnerka,
Benn, npoasnrosaty, rpasupany cse ,,160” ot ennara cTpaMa.

4. KJIMHAYHU JAHHH

4.1 TepanesTuunu noxazaHusn

Uy,

Jlunasriin Cynpa 160 mg ce npHnara XaTo AOITBIHEHHE KbM AMETATA M APYTO HENEKAPCTBEHO

fedeHHe (Hanp. yHpaxHeHHA, HAMATABAHE Ha TErI0TO) APH:

= JICYEHHE HA TEXKA XHMEPTPHTIHUEPHIeMHUA ¢ WIH Des Hucko HUBO HA HDL xonecrepona;
- CMeceHa XUNepAMMHAeMHMA, KOraTo Je4eHHe CbC CTATHHH € MPOTHBOMOKA3AHO HIH He ce

noHaca no6pe;

- CMEceHa XHNEePIHNMASMHA OPH NALUMEHTH C BHCOK CHPASYHO-CBHAOB PHCK KA1o AOMLJIHEHHE
KbM CTATHH, KOraTto Tpurauuepranre ¥ HDL xonectepona He ce XOHTpONHpaT aAieKBaTHO,

4.2 JloznpoBKa H HAYHH HA OPHIOKEHAE

OtroBopsbT Ha TepanusaTa TpaGBa Aa ce Habnmioaasa ¢ onpejelsHe HAa CEPYMHHTE HHBA HA UOMAMTE.
AKo clen HaKonKo Mecelia (Hanp. 3 Mecelia) He Ce NOCTHIHe AAEKBATEH OTroBOp TPA6Ba Aa ce obchau

NOMBIHKTENHA HNH Pa3IMuHa TePanus.

EOSH POBKa

B'bépacnmu

[Tpenopsusanara no3a e eana TaGnetka or 160 mg denodubpar equs moT aHeBHO. [lauMeHTH,
MpHEMALIHM B HACTOALIHA MOMEHT €AHa Kancyna or 200 mg (unu 1 Tabnerka or 160 mg) Morar na
npeMHHAT Ha eAna TabneTka oT 160 mg peroduGpar Ge3 JONBIHUTETHO KOPHIHPAHE HA KO34TE.

Creyuannu nonynayuu nayuenmi
Tlayyuenmu 6 cmapyecka evspacm (#a 63 unu nogeve 200unY)

He e neobxoauma npoMsHa B fo3spoBkata. [Ipenopbusa ce obuuaiinata a03a, ogf
6b0peuna QyHKLNS CBC CKOPOCT Ha rmomepynHata durrpauns (eGFR) < 60

nony “IMaumertn ¢ Gubpewo yepexaane™).




llayuenmu c 6vbpeyno yepexcoare

®eHogubpar He Tpabea A2 ce M3NON3BA NPH HANHYKE HA TEXKO OHGPEUHO yBpexaane, AeHHHPaHO
kato eGFR <30 ml/min/1,73 m?.

Axo eGFR e mesgry 30 n 59 ml/min/1,73 m? posata we Tpa6Gea na npepvnasa 100 mg cranpapren
WK 67 mg MHKpoHH3KpaH $eHoubpaT BeAHBXK JHEBHO.

Ako no Bpeme Ha npocnepssarero, eGFR Hamanee noctosHHo o <30 mi/min/1,73 m?, nevennero ¢
PeHodubpar Tpabea aa ce cnpe.

Heprodpobno yepeacoane
JInnantun Cynpa He ce mpenops4sa Npd NALMEHTH C 4€PHOAPOGHO YBPEXKaHe NOpaaM JIMICA Ha
JaHHH.

ITeduampuuna nonynayus

besonacHocTra M edukacHOCTTa Ha deHodubpar npu neua M roapacTBalld noa 18 rogumu He e
yctanosena. Hama nanmunu pabuu. [To Tasm npuumea npunoxenuero Ha ¢eHoduOpar ne ce
Mpenopbysa NPH NEAHATPHHHH MalMeHTH nog 18-roauitina Bx3pacr.

Hauun na npunoxenue
TaBnerkure TpaGea na ce NOrNBIIAT LENH 110 BPEME Ha XpAHEHE.

4.3 IIpoTuBonokazanns

- 4YepHOAPOOHA HEAOCTATHYHOCT (BKIIOYMTENHO OHNHapHa LMpo3a W HeOOACHHWMO
nepcHcTHpane Ha abHOpMHa YepHOApoOHa dyHKLMs);

- M3BeCTHO 3aloJiABaHe Ha XITBYHHA MEXYP;

- Texka Gr6peuna HenoctaTsuHocT (eGFR <30 ml/min/1,73 m?);

- XpOHHMYEH WIIH OCTbP MAHKPEATHT, ¢ M3KIIOUEHHE HA OCTBp MAHKPEaTHT, AbKalll Ce Ha
TEKKA XHIEPTPHITTHLEPHAEMHS,

- M3BECTHa doToaneprutHa HNH HOTOTOKCHYHA PEaKLUsA MO BpeMe Ha neyeHHeTo ¢ Gubparu
WIH KeTonpode;

- CBPBXYYBCTBHTEJIHOCT KbM (heHopHOpaT WM HAKOE OT MOMOLIHKTE BeLIeCTBa, H3OPOCHH B
Touka 6.1.

B nonwnuenue, Jlunantun Cynpa He Tpabea 1a ce npueMa OT NALHEHTH, AASPTHHHH KBM (PbCTHUM,
PBCTBYEHO Macno, coeB MELMTHH WIM CPOAHHM MPOXYKTH, TIOPajM PHCK OT peakid Ha
CBPBXUYYBCTBHTEHOCT.

4.4 Cnenualnn NpelynpexkaeHHS H NpeANa3HA MepKH NPH ynoTpeba

BTOpHUYHH NpHYHEK HA XUNEPAHOHIEMHA

Bropuusa npHuMHA 33 XMNEPIMIMAEMHS, KATO HEKOHTPO/IMPAH IMaber THN 2, XMNOTHPEOHIMIEBM,
He(pOTHUEH CHHAPOM, NHCIPOTEHHEMMs, OOCPYKTHBHA uepHoApobHa 6o/ecT, MeAHKAMEHTO3HO
JleueHHe W aIKOXOJIH3LM TpADBa Aa 6baaT NeKyBaHW afieKBAaTHO Mped [a ¢ B3eMe pellleHHe na ce
npuioxy genopudpat. 3a XMNEPIUNUAEMULHA NALIHCHTH, NPHEMAILY eCTPOIeH MITH KOHTPALIEIITHBH,
CBIBKALM €CTporeH TpaOBa [a Cce YCTAHOBH JanH XHWACPIMIHAEMHATA € OT MbPBHYHO HIH
BTOPHYHO €CTECTBO (BBLIMOXKHO € MOBHMIUABAHE HA CTOHHOCTHTE HA JIUNHAMTE OT NepopanHHA
€CTPOTeH).

HepHoapobua ¢yHKHA

Kakto ¥ npu ApyrHTe NMITMAO-TIOHIKABALLK JIEKapcTBa, € ChOOLUABRAHO MOBM
TpaHCAMHHAZHTE NpH HAKOH MALUCHTH. B MNOBEYETO CAYYAH TE3H NOBHLIC
HE3HAUMTEJIHH M aCHMNTOMATHUYHH. [IpenopbuMTenHo € HMBATA HA TPAHCAM



HabJ0/IaBaHA Ha BCEKH TPH MECELIA 0 Bpeme Ha MLpRUTE 12 Meceua oT JIEUeHHETO H CleéA ToBa
niepuonu4Ho. Tpabea na ce oObpHe BHUMaHWE HA NALMEHTH, KOWTO Pa3BHBAT YBEIWYEHHE Ha
TPanCaMHBA3HATE HHBA M jiedeHneTo TpaOBa Na ce npekpartu, ako uusata Ha AST (SGOT) u ALT
(SGPT) ca noBMwenn noseye or 3 nbTH HAn ropHata rpaHvia Ha HopmaTa. Korato ce MosBAT
CHMIITOMH Ha XEHATHT (Hamp. *bLATEHHUA, cbpOeK) M AMArHO3aTa € NOTBbPAEHA OT NabopaTOPHUTE
H3CIIEABAHHA, NeyenneTo ¢ dpeHodHOpat Tpadea na ce npeycTaHoBH.

IMTankpeac
CpobwaBato € 3a NaHKpeaTHT Npy NauMeHTH, npueMaly ernodmubpar (Bx. Touku 4.3. u 4.8). Tosa

MOe 2 C€ Ib/IKH Ha JIHNCA HA eEKT MpPH NMAHHEHTH C TeXKA XHMNEPTPHIJIMLEPHAEMHUS, AHPEKTEH
nexapcTBeH eEKT HIH Ha BTOpU4eH PEeHOMEH, MENMHPAH OT HTBYHMTE KaMBHH MIH ofpa3yBaHe Ha
MJThUHA yTaHKa, 3aMyluBaiy oOuIHMA KIBYEH KAHaN.

Myckynn

Cpobwasa ce 32 MyCKy/Ha TOKCHYHOCT, BK/IIOUMTENHO PEAKM Cilydau Ha pabaomuonusa, ¢ Win Ge3
6b0peuta HemOCTATBUHOCT, mMpu ynortpeGaTa Ha GuGpaTH WAM JAPYrH JMNMAC-TIOHHKABAIIX
JeKapCTBEHH NpoaykTH. YecroTata Ha Te3n CMYLLEHHS Ce NOBHILABA B CIYyYaH HA XHIOANGYMHHEMHS
M npejwectyBama 6nbpeuHa HepocrarbuHoct. [Maumewtn ¢ npegpasnonaramy (akTopH 3a
MHOMATHA WHNH paGaoMHOIH34, BIJIIOYBALILD BE3pacT Haj 7() ToOMHH, THYHA HAH QaMKUIHA aHAMHE3a
3a HacNeACTBEHH MYCKY/iHW 3abonsBanmnsd, 6vOpeuyno yepexjane, XMIOTHPEOHAH3IBM U IPHEM Ha
TOJICMH KOJIHHECTBZ &NKOX0J1, MOTaT Jla MMaT NMOBHLIEH PUCK OT pa3BHTHE Ha pabaomuonusa. [lpu
Te3M NAUMEHTH, TpalBa aa 6BIC BHIMATENHO NPEUEHEHO CHOTHOMEHHETO PHCK/TION3R OT NIEUeHNe C
teHotubpar.

MycKkyaHa TOKCHHYHOCT MOXe Aa ce Mpeanosiara fpH MalMeHTH, CTpajallil OT Judy3Ha MHAITHS,
MHO3HT, MYCKYJIHH KpaMnH W cnabocT u/nau 3abenexumo ysenuenne Ha CPK (uuBaTa nafBHIIaBar
5 nuTM HOpMaliHMTe cToliHOcTH). B TakkBa cnyuau newenmeto ¢ ¢eHopubpar Tpabpa Aa Gwvae
MpEKpaTeHo.

PHCKBT OT MYCKY/IHA TOKCHYHOCT MOME 3 CE YBEIHUH, aKO JIEKAPCTBOTO € NPWIaraHo ¢ apyr dpudpar
win unHxuburop Ha HMG-CoA peaykrasata, ocofeHo B ciyvaw HA NPEIIECTBAUIO MYCKYJHO
3abonssane. Cnenoparenno, xomGunnpanara Tepanun Ha heHodubpar ¢ uHxuburop Ha HMG-CoA
pedykrazaTa Wid Apyr ¢uOpar TpabBa na ce 3ama3sd npu [ALMEHTH € TeXxa KoMOMHHpaHa
AUCIMIMHMASMHA M BHCOK CbpAEYHO-CBAOB pHck Oe3 auamuesa 3a MYcKyidHo 3abonsBaHe npu
BHMMATE/THO HabJlIOieHHE 32 IOTEHLUAANHA MYCKYJIHA TOKCHYHOCT.

Brbpeuna dyHK1MA
Jlunantnn Cynpa e npoTHBONOKa3aH MpH TeXXko Os0peuno yepexaane (Bx. Touka 4.3).

Jiunantun Cynpa tpafBa xa ce M3MON3Ba € NOBUIIEHO BHYMAHHE TIPH NAlMEHTH C JIeKa 40 YMepeHa
bubpeuna semocTarbunocT. Jlosata TpaGBa A ce KOPHrHpA NMpPM NALMEHTH CBC CKOPOCT Ha
rnomepynHata ¢uirpaums (eGFR) mexay 30 n 59 mL/min/1.73 m? (8. Touka 4.2).

OBpaTvmMi MOBHILECHAA Ha CEPYMHHA KPEATHHMH Ca AOKNA/BaHH NPH DAUHEHTH, KOKXTO NpHEMAar
tenopubpaT caMOCTOSTENHO MM 3a€AHO Cbe cTAaTHH. TTOBHUIIGHHATA HA CEPYMHHMS KPEATHHMH KaTO
uano ca O6une crabwiHH BBB Bpemero, §e3 JokasaTeicTBa 3a NPOABLIDKABALIM NOBMLUEHHA Ha
CEpYMHHS KPEaTHHUH PH ABJIFOCPOYHA TEPANMA H C TEHAEHUHMA 3a BPbIIAHE KbM H3XOJHWMTE HHBA
e/l CHPaHe HA NeYeHHETO.

[lo Bpeme HA KIWHHYHH H3NKUTBaHMA, 10% OT NAUHEHTHTE Mony4aBalH €AHOBPeMeHHO deHopubpar
H CHMBACTaTHH Ca MMaJjld MOBMLIEHHE HAa KpPeaTHHHH ¢ noseve oT 30 pumol/l Han usxoaHHTE HHBA,
cpaBHeHO € 4,4% OT NalMEHTHTE HAa MOHOTEpanMa ¢k ctaTuH. 0,3% OT NauMeHTHTe Ha Komﬁuﬂupaﬂa
TEpanus ¢a HManH KIHHHYHO 3HAYMMH MTOBHINEHHA Ha KpeaTHHHH 10 cToiHocTH Haa 200
Jleuennero TpabBa na ce mpekpaTH OPM HHMBA HA KpeaTHHHH Han 50% Hag ropH
HopMmata. IlpenopeuBa ce HHBaTa Ha KPEaTHHHH [a CE W3C/e/BaT 10 BPEME HA IbpH
Clie]1 3an04YBaHe Ha JICHEHHETO H TIEPHOJUYHO CJIE] TOBA.




ITomMomHM BemecTpa

To3u nexapcTReH mpomykT chabpma naxroza. Haudents ¢ peaky HacaencTseny 3abonsBaHMS KaTto
ranakTo3eH HHTOJiepaHc, 001 NaKTa3eH AedHIMT WIH MIKOK030-Ta/lakTo3Ha Manabcopbuua He Tpabea
Nla IpHeMaT TOBa 1eKAPCTEO.

Tosa nekapeTBo chapKa no-Manko oT 1 mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXe [1a C& KaXKe,
ue NMPaKTHYECKH HE CBLAbPIKA HATPHH.

4.5 BianmoneiicTBhe ¢ Apyrn leKapcTEeHN NPOAYKTH W APYTH GopMH HA BIaaMoaeHCTEHe

IepopanHy aHTHKOArYIaHTH

Denodubpar NoBuINARA MPOTHBOCHCHPBALIHA EKT HA MEPOPANHHTE AHTHKOAryNAHTH M MOXE Ja
NOBHIIH PHCKA OT KphBOMINMB. [IpenopeunTento ¢ Ao3ara Ha AHTHKOArylnaHTHTE 4a ¢ HAMAIH C
OKONO €HAa TPETa B HAYANOTO HA JICUEHHMETO M CA¢H TOBa NMOCTSNCHHO ja Ce KOpHripa, axko ¢
HeO6X0IHMO, CTIOpEN MEXAYHAPOAHHTE HOPMANK3HpPaHH cToitHocTH (INR).

Llucnocnopun

Cbob11asa ce 32 HAKOM TeXKH Cliyyal Ha o6paTHMO yepexxnane Ha 6u0peunara (GyHKLUMA o BpeMe Ha
CAHOBPEMEHHOTO mpHnokeHue Ha QeHoduGpar W uMkiocnopud. 3atoBa GrOpeuHara PyHKUMA Ha
Te3W MalMeHTH Tpabsa BHUMATENHO Ja ce Habnoaaea H 1eveHHeTo ¢ deHopUbpaT aa ce NMpeKpaTy B
CIyyai Ha CepHO3HH OTKIOHEHMA Ha Ta0OpaTOpHUTE CTOMHOCTH.

Hnxnburopn Ha HMG-CoA-penykrasata v xpyrv ubpati

PrckbT 3a cepHO3HA MYCKyNHa TOKCHYHOCT ce TIOBHILABA, ako eHodUOpaT ce H3No/I3Ba 3aeqHO C
unxubuTopd Ha HMG-CoA — penykrasara uind apyru ¢uGpatu. Takasa kobunauus 6u Tpsabsano na
Ce H3MOM3BAa BHUMATENHO W MNAUMEHTUTE Aa ObIaT CTPUKTHO MOHHTOPHPAHH 3a MpH3HALM Ha
MYCKY/Ha TOKCHYHOCT (BX. TOuKa 4.4.).

I'nutazoHH

Cpobiuenu ca HAKOH ciydau Ha oOpaTiMa napagokcanHa peaykumus Ha HDL-xonectepona no Bpeme
Ha KkOMOMHMpaHa Tepanus Ha geHodubpar u rnurtasonn. Ipenopbusa ce MoHWTOpHpaHe Ha HDL-
XO/IeCTEPOIIa, KO HAKOE OT TE3R JIEKAPCTBa ce npubaBy KbM ApYroTO H [IPEKpaTABaHe Ha JieMeHHEeTO,
axko Hupara Ha HDL-xonectepona ca T8bpae nucko.

En3ums oT cucTemara uproxpom P450
In vitro NpoyuBaHuA, U3NON3BALIK YOBEIIKH YePHO/POBHH MHKPO30MM MOKa3sat, 4e deHodHOpar u

enodubpunosata kucenuna He ca uHxubutopu Ha uuroxpom (CYP) P450 usodopmn CYP3A4,
CYP2D6, CYP2EI unu CYP1A2, Te ca cnabu uuxubutopu na CYP2C19 u CYP2A6 u cnabu no
ymepend HHxubutopu Ha CYP2C9 B TepaneBTHYHH KOHUEHTPALMH.

[laupents# Ha komOunupaHa Tepamua ¢ denodubpar n CYP2C19, CYP2A6 u ocobeno CYP2CY
MCTaGONHU3HPALLM Ce NIEKApCTBA, KOUTO Ca C TECEH TepaneBTHYEH WHAEKC TpiaGBa fa ce Habitonasar
BHHMATECIIHO H, 8KO € He06X.O,CLHMO, Aa cC HallpaBH KOpeKUHs Ha aolaTa.

4.6 @epTuauTET, GpeMEHHOCT U KbpPMeEne

bpemenHoct
Hama anexksaTHH faHHH 32 ynotpebata Ha denodubpar npu GpeMeHHH sxenu. HscnegpaHuATa npu
HMBOTHH HE AOKA3BAaT HUKAKBW TepaToreHHu edextd. HaGmonaeanu ca eMOpHOTOKCHYHM edextH
[pH N03H, TOKCUYHH 32 Mmaiikara (Bxk. Touka 5.3). [ToTeHUManIHrAT PHCK NPH XOpa € Henwﬂgﬂ

Hanonssarero Ha Jlnnanrun Cynpa no Bpeme Ha GpemeHHocT TpAGBA BHHMATENHO CRPOSUE W,
CHOTHOLIEHHETO PHCK/MOJI34.

Kbpmene



He e n3BectHo ganu denodubpar WWIH HeroBH MeTaGONHTH CE OTAENAT B MaliuMHOTO MIAKO. Puck
3a KbpMayeTo HEe mMoxke 13 Obae m3kmoueH. 3atopa Jlunantun Cynpa ve Tpsabsa Ja ce M3MON3Ba B
NEPHO/IA HA KbPMEHETO.

QepTuaurer
Habmonaeanu ca oGpatumu edekTH BbpXy depTHIMTeTa OpPH XKHMBOTHHE (BxK. Touka 5.3). Hama

KJIMHHYHH JaHHY 33 peprunuteTa npu ynotpeba Ha JIunanTui Cynpa.

4.7 Edextn Bbpxy cnocobrocTTa 32 modnpane u paGoTa ¢ MaluHu

Jlunantun Cynpa He nosHaBa cniocoGHOCTTA 3a Wodupate U paboTa ¢ MALIHHM.
4.8 Hexenanu JeKapcTBeHH peaklHu

Haii-uecTo foknaaeaHuTe HexenaHH NEKAPCTBEHHM peakLMM NIO BpeMe Ha NedenueTo ¢ genodubpar ca
XPaHOCMHJIATE/IH#, CTOMAILHK WA MPEBHH HAPYILEHHS,

Cheanrre nexenaHd peakumH ca HaboOAaBaHM No Bpeme HA NMIALEGO-KOHTPOIMPAHH KIHHHYHU
npoy4saHHa (n=2 344) ¢ nocoueHaTa HO-A0MY YECTOTA!

Mmuoro
peaKH
MedDRA cucremo- Yectu >1/100, | Heueetu >1/1 000, Penxn >1/10 000, <1/10 000
OpraHHH KJIaCOBE <1/10 <1/100 <1/1 000 BKJL.
HIONHPAHH
cboluieHns
Hapyluenus na Hucbk xemornobun,
KpbBTa M TUM{HATA HamasieH Gpoii
CHCTEMA NIEBKOLMTH

HapyweHus Ha

CRPbXUYBCTBUTENHOCT
MMYHHATA CHCTEMa

Hapywenus na

I'nasobonue
HEpPBHATA CHCTEMA

TpomGoembonnasm
(6enonpoben
em00aKM3bM, TENO0OKa
BCHO3HA TpoMbo3a)*

Cbaoeu HapyieHus

CroMatuuo-
UpeBHH
MPH3HALH H
CHMIITOMH
CroMaluHo-upeBHH (kopeMHa
HapyIeHUS Gonka,

rajicHe,
NOBPBILAHE,
Adapus,
daaTyneHLwn)

Ilankpeatur*

IMosuiuenn
XenatobunuapHu TpaHucaMuHasu | XonenuTHasa

HapyLIeHus (>K. TOUKA (BXk. Touka 4.4)
4.4)

Xenarur

Hapymenns na Kosxna Anoneuus
KOXKATA H CBPBLXUYYBCTBHTENHOCT | Peakuu Ha




NOIKOKHATA THKaH {(nanp. o6pusn, (OTOHYBCTBHTENHOCT
NpypHTYC,
YPTHKApHA)
Hapylienus Ha MyckyaHu
MYCKYJIO-CKeIeTHaTa HapyHIeHHs (Hanp.
CHCTEMA M MHAJITHA, MHO3HT,
CheIHHUTEAHATA MYCKYJIHH CNa3MH H
TBKAH cnabocr)
Hapyiuenus Ha
Py CexkcyanHa
BB3MPOH3BOLUTEIHATA
JHCOYHKLHA
CHCTEMA M IbpjaTa
IMoButenu
HHBA Ha IMoBumen cepymen lNosHieHa kpbBHa
H3cnearanua
XOMOLIMCTEHH | KPEaTHHHH ypes
B KpBBTA**

* B wamnnunoto wu3nureawe FIELD, pangomusvpano niaue6o-KOHTPONHPAHO —H3MUTBAHE,
npoBeagHo npH 9 795 nauuenTtH ¢ auaber Thn 2 € HabGNOAABAHO CTATHCTHYECKH 3HAYHMO
NOBHLIEHHE HA Cly4YauTe ¢ MAHKPEATHT MpH MaudeHTd, npxeMal deHodubpar cnpsiMo
nauueHTH, npuemawu nnauebo (0,8% cnpamo 0,5%; p = 0,031). B cbmoro npoyusahe e
JOKAAARAHO CTATHCTHMECKH 3HAYHMO TNIOBHILEHHE Ha YecToTaTa Ha Genogpoben embonuasm (0,7%
e rauebo rpynara cnpamo 1,1% B rpynara ua denodubpat; p = 0,022) u He craTHCTHYECKH
3HAYMMO MOBHIICHHE HA 4YeCToTaTa Ha AbNOokM BeHo3Hu Tpombosu (nmanebo: 1,0% [48/4 900
naureHTH] copamo denodubpar 1,4% [67/4 895 naumentn];p = 0.074).

** B wiunruHoTo mnuteane FIELD cpeanHoTo yBennueHue Ha HUBAT2 HA XOMOLIMCTEMH B KPBBTA

NpH MalMEeHTHTe, NeKyBaHH ¢ deropubpart e 6,5 pmol/l u ¢ Guno obpaTHMO cnex npeksCBaHe Ha
nedeHneTo ¢ denopubpar. [IOBHIWEHHAT puUCK OT BEeHO3HM TPOMOOTHYHH CHOMTHS MOXE Ja e
CBBbP3aH C NOBHUICHHTE HHBA HA XOMOUMCTEHH. KIIMHUYHOTO MY 3HAYEHHe He e SCHO.

Kato gonbnsenre kbM Te3H edekTH, JOKNAABAHH 110 BpeMe Ha KIHHMYHHA H3NUTBAHHS ¢4 JOKNAABaHH
CNIEAHHTE HEXENaHH DPeaKUMHW OT MoCTMapkeTMHrosata ynotpeGa ta Jlunawrun Cynpa. Touna
4ecToTa He Modke aa Objle OnpesieneHa OT HalMYHHTE JaHHK K NOPaaM TOBA ¢a KNaCH(HLIHPaHH KaTo
“HeH3BECTHH .

- Pecniuparophm, rpbaHK 1 MeIMACTHHANHH HAPYLUEHKS: MHTEPCTHLMANHA GenoxpobHa Gonecr.
- Hapyirenus na mycxyno-ckenerHaTa CHCTEMA M CheAMHHMTEIHATA THKaH: pabGaomMHonusa.

- XenaroOunuapHy HapyLIeHUs ! XXbATEHHLA, YCAOXKHEHHS Ha XO€NMTHA3a (HaMp. XONELHCTHT,
XONaHIMT, XIBYHA KOJIMKA).

- Hapywenns Ha KOXKATa ¥ NOSKOMHATA THKAH: TEXKH KOXKHH PEakumMH (Hanp. epHreMa
myaTudopme, cinapom Ha CTHBBH-JKOHCHH, TOKCHYHA SMUAEPMANHA HEKPOIH3A).

- O6wy HapyieHHs K edbeKTH HA MACTOTO Ha IPHIIOKEHHE: yMOpa.

CpobluasaHe Ha NOAOIHPAHYU HEXETAHM peaKimuy

CrobuiasateTo Ha NOJO3HPAHY HEXENAHH PEaKLMK Cllell paspeliiapare 3a ynotpeba Ha JIeKapCTBeHHS

ManuaHnuTenHa areHims no JIexapcTearta




ya. . Jlaman [pyer” Ne 8
1303 Cogns
Ten.: +359 2 8903417

yebeaitt: www.bda.bg

4.9 Ilpeao3upane

HMa cbobiienn caMO €IMHHYHM CiTy4yaH Ha nipenoaupase. [Ipu MoBeyeTo oT TAX He ca chobImaBaHu
CUMIITOMM OT NPESO3UPAHETO.

He ¢ nsBecten creumbuuen aHTMmoT. AKO MMa CLMHEHME 3a mpefosupaHe, € Heo6XOmMMO
CHMIITOMATHYHO JIEYCHHE H HA3HAYABAHETO HAa MNOAXOMALIMTE TMOAALPKAWM OGONHHYHE MEpKH.
®enopubpar He MOXKE 1A CE OTCTPAHH YPE3 XEMOLHATH3A.

5. PAPMAKOJOI'HYHU JAHHH
5.1 PapmMako)HHAMHYNH CBOHCTBA

(PapmakorepanesTiHyHa rpyna: Hamansgawm CePYMHUTE JUAHAH NeKapcTBeHH
NPOAYKTH/NOHWKABALIK XOJIeCTepona i TpUranLepuaute/dubpatu, ATC koa: C10ABOS

®enodubpar e nepuBaT Ha OWOGpHHOBATA KMCENHMHa, HHHTO JNUMHAC-MOAH(HMUMpAINN edeKTH,
cbOOIIABAHM NPH XOPaTa, Ce OChLUECTBABAT 4pes akTUsMpaHeTo Ha ITepokchsomuu TponudepaTopuu
Axtusupanu Penenrropy tun anda (PPARa).

Ypes axrueupavero Ha PPARa ¢eHodubpar nosumasa AWNONH3aTa W EIMMHHHPAHETO Ha
areporeHHuTe, GOraT Ha TPHIVIHUEPHAM HYacTHUM OT [UIA3MaTa NOCPEACTBOM AKTHBMPAHE Ha
JHMNONIPOTEHH JIMNAa3aTa H peayuupa npoiykuusaTa Ha anonpoteuH C III. Aktupupanero Ha PPARu
CBIIO Taka BOJH 10 YBENHYaBaHe HAa CHHTe3a Ha anonportenHy Al u AllL

Io-rope cnomenartvre edexrn Ha deHopuGpar sbpxy AMNONPOTEMHHTE BOAAT A0 HAMAISBAHE HA
dpaKLMHTE ¢ MHOI'O HHCKO H HHCKO Mosiekyano Terno (VLDL u LDL), ChIBPIKAILM anonpoTerH B u
OO0 YBEIKYCHHE HA TE3H C BHCOKA IUILTHOCT NUMONPOTeWHOBH ¢paxumd (HDL), cbhabpxkaimq
anonporennu Al u All

B nombnnenue, upes MomynMpaHeTo Ha cuHTe3a u Katabonuima na VLDL dpaxuuute, Genodubpar
yBenn4aBa kndpeHca Ha LDL u namansBa Mmankure, niobThHe LDL, uMHTo HMBaZ ca 3aBHIIEHH Apu
MAUHCHTH C aTeporeHeH NHOMASH Npodun, YecTo cpeiad Npu ConHWTe ¢ PUCK OT WUCXEMWYHA
cbpaeuna Sonecr.

[To Bpeme Ha KIHHHYHHMTE H3NHTBAHKA ¢ (erodubpat, obmuaT xonectepon € 6ut Hamanen ¢ 20 o
25%, tpurauuepuaute ¢ 40 1o 55% u HDL xonecteponsT € 6un ysestuueH ¢ 10 no 30%.

Ilpy naupenTyn ¢ xunepxonecreponemus, npH kouto LDL X0JecTepoNoBHTE HHUBA Ca HaManeHH ¢ 20
Ro 35%, ofmmar edexT BBPXY XonecTepona BOAM [0 HAMANABAHE HA OTHOLIEHHWETO 0By
xonecrepon/HDL xonectepon, LDL xonecrepon/HDL xonectepon, unu Apo B/Apo A 1, BCHYKH oT
KOUTO ca Genezu 2a aTEpOreHeH pHCK.

HWma nokazatencrea, ye nedeHnero ¢ Gubpatn Moxe Ja HAMATH HHLUMICHTHTE Ha HCXEM
Ha CBPLETO, HO T€ HE €4 MOKA3a/IH HAMAIABAHE HA BCHUKH MPHYHHE 32 CMBPTHOCT,
BTOPHYHA NPodHIAKTHKA HA CBAOBATA OONECT HA ChPLETO. ’

Koimnnunoto wsnwreaHe ACCORD (The Action to Control Cardiovascular
PaHIOMH3HPaHO M1aLe60-KOHTPONHpaHO H3NUTBaHe py 5 518 nauuentu ¢ anab



derodubpar kaTo gonmeiHeHWe KBM cumBacTaTHH. Tepanuara dheHodUGPaT IOC CHMBACTATHH He e
MoKa3anala CATHUGHMKAHTHH Pa3THKH B CPABHEHHE CHC CHMMBACTATHH MOHOTEPANHSE NPH CMECEHHA
H3X0n oT He-aTaneH HHGAPKT HA MHOKApAA, He-paTaneH HHCYAT W ChpAEUHO-chaoBa cMbpT (hazard
ratio [HR] 0,92, 95% CI 0,79-1,08, p = 0,32; abcomorHo Hamaneuue Ha pucka: 0,74%). B
NPEABAPHTENHO ONPENENEHHTE NOArPYNH HA AMCITMNUAEMHYHH NAUHEHTH, feGHHHPAHKH KATO TE3H B
Hali-HHCKaTa efHa TpeTa o ortHoweHue Ha HDL-C (<34 mg/dl unu 0.88 mmol/L) u Haii-Bucokata
€aHa Tpeta mo orHowehwue Ha TG (3204 mg/dl wnn 2.3 mmol/L) kato Gaszamuu crOiHOCTH,
herohubpar muoc cumeactaTuy ca nokasank 31% OTHOCHTENHO HAMANIABAHE HA CMECEHHA MbPBHYEH
H3XO0J B CpaBHEHHe CBHC CHMBACTaTHH MoHoTepamus (hazard ratio [HR] 0,69, 95% CI 0,49-0,97, p =
0,03; abcomoTHo HamansBaHe Ha pheka: 4,95%). AHaNKM3 Ha Apyra NpeIBAPUTENHO ONpeeneHa rpyna
€ Mnoka3al CTATHCTUYECKH CHrHUGHKaHTHO B3auMmoneilicTHe Ha Neuenme nmo noa (p = 0,01),
AEMOHCTPHpAlKi BB3MOXKHA NON3a oT KOMOWHHpaHoTO neueHwe npu Mbxe (p = 0,037), Ho
NOTE€HUHANHO MO-BHCOK PUCK 33 IMbPBHYHHA M3XOJ MPH KEHM, NIEKYBaHH ¢ KOMOHHHpaHaTa Tepanus B
CpaBHEHHC CBC cHMBACTATUH MoHOTepanHa (p = 0,069). Tora He € HabmonapaHO B cioMeHaTaTa
cyOrpyna NauMeHTH ¢ JMCIHIHAEMHA, HO TAKA CBLIO HE € UMAJIO ACHO AOKA3aTE/ICTBO 3a NOA3aTa NMpH
AHCIUITHAEMHYHH JKEHH, NeKyBaHu ¢ eHotdhHOpaT nmoc cMMBacTaTHH H NOTEHUMANEH BpeeH edexT
B Ta3H NOATPYMNA He MOXE J1a OB1¢ U3KITIOUEH.

ExcTpapasaniy HaTpynBaHMA Ha XonecTepon (CYXOKMIAHH H TyOepozHu KCAaHTOMM) MoOraT
NORXYEPTAHO 14 HaMa/leAT WIH QOPH HAITLJIHO 14 H34e3HAT MO BpeMe Ha fleveHue ¢ peHodubpar.

IauuenTtn ¢ nosuieHH HuBa Ha GuGpuHoreH, nexysanH ¢ deHodubpaT, ca MOKA3aIH 3HAUMTENHH
HaMaJ€HHA Ha TO3H NApPaMeTbLp, KakTo W Te3d ¢ roBHweHu Huea Ha Lp{a). [pyru swananurennu
Mapkepu Kato C peaKTHBEH NPOTCHH CHLIO HAMANIABAT NPH Nieuenue ¢ PpeHodubpar.

YpukozypuuHusT edekT Ha tdeHodHOpar, BOJEL [0 NOHWKEHH HMBA HAa MHKOYHATA KHCETHHA ¢
0K0J10 25%, € OT AOMBIHUTENHA 0132 [IPH AUCTMITHAESMHUYHH NIALUEHTH ¢ XHIEPYPHKEMHS,

Hokazano €, ue ¢QeHoubpar npuTexapa AHTHArpEraHTHA AKTHBHOCT BLPXY TpoMOGOLMTATE npw
AUBOTHH M B KJIMHHYHH IPOYYBAHHSA, KOUTO MOKA3BAT HAMANCHHE HA arperayisaTa Ha TpoMGOUMTHTeE,
npeauzankano ot AJI®, apaxuaoHOBA KHCENHHE U eNnuHepPHH.

5.2 PapMaKOKHHETHYHH CBOCTBA

Jlunantin Cynpa e punmupana tabnetka, coaspawa 160 mg muxpoHusupan deHoduGpar H e ¢ no-
no6pa GHOHATHYHOCT {,,CYNep-GHOHANKUHOCT ), B CPABHEHHE ¢ NPeAHILHHMTE NEKAPCTBEHH GOPMH.

Abcopbums
Makcumaniute nnasmeHd koHueHtpauuu (Cmax) ce gocTHrar or 4 A0 5 yaca crea nepopaneH

[IPHEM, I'lnasmenure KOHIICHTPALIMH ca CTabKIIHH TI0 BpeME Ha NPOABDKHTEIHO IeHCHHE NpH BCHYKH
MaLHUEeHTH.

Abcopbunara Ha heropuOpaT ce yBenuuasa, KOraTo € NpHET ¢ XpaHa.

Paznpenenense
DenodudprHosaTa KHCETUHA Ce CBLP3BA B rOisMa CTeleH ¢ miasmexns anbymus (noseve ot 99%).

Merabonuzbm H ornensue: Cnen nepopanuo npunoxenne, penodubpar 6bp30 ce XMAPONHM3HPA OT
CTEpazH A0 aKTHBHHA MeTaboiuT eHodubpurosa kicenuHa. HenpomereH denopubpar ne Moxke na
6bae ycraHosen B asmara. ®erodubpar ne e cyberpar 3a CYP 3A4. He e peBreueH
MHKPO30OMEH MeTaboTH3BM,

JlekapcTBOTO ce OTAENA TAaBHO Hpe3 ypuHata. Ha mpakTHKa usnoTo NeKapeTso
Axu. Qenodmubpar ce oraend rasHo noa (Qopmara Ha QeHoduGpu




[IOKYPOHOCBRp3aHa denodubpunosa kucenuHa. llpH BB3pacTHM NALMEHTH KJIMPBHCHT Ha
(enopubpHHOBa KHCENUHA HE CE MPOMEHSL.

KuneTu4tu d3cneIBaHus, ChNPOBOXKAAIM TPUEMA HA eJMHAYHA J103d H MPOIBIKHTENHO JIEUeHHE, ca
NoKa3ajin, 4¢ /ekapcTBOTO He KymynHpa. OexHoduOpuHOBaTA KHCENHMHA HE CE EIMMHHHMPa [PH
XEMOAHANTH3A.

ENMMMHaLMOHHMAT NIa3MeH MoJy>KHBOT Ha (penodubpuHOBaTA KHCEIHHA € okono 20 uaca.
53 IlpeaxknuHMYHH JaHnu 3a GezonacHoCT

B TpuMeceuHO nepopanHO HEWIMHWYHO u3NWTEBaHe ¢ (eHoDUOPHHOBA KHCENWHA, AKTHBHMS
MeTabomuT Ha QeHopubpaT, npu MIEXOBe ca HablIOfaBaHM TOKCHMHOCT 33 CKENETHHTE MYCKYJH
(ocobeno Teay Gorature Ha TR I-6aBHO oxcniaTHBHI MHOGHOPH) H CHpAEYHA JETeHepaLs, AHeMHA
H HAMAJIEHHE Ha TesiecHOTO Terno. He e Habmonarana ckenerna TOKCHYHOCT MpH 103u A0 30 mg/kg
(excriozuwws npubausurenHo 17 BTH Han MakcMManHATa NpeNophbuBaHa jAo3a MpH xopa). He ca
Hab/IofaBaHH CHMIITOMH Ha KapAMOTOKCUYHOCT MPH EKCMOZMUMA OKONMO 3 MBTH TO-BUCOKA OT
MaKCHMa/lHATA penopbiBaHa a03a npy Xopa. O6paTHMH A3BH H €PO3HH B CTOMALUHO-YPEBHHA TPaKT
ca C¢ NOABMAH IIPH KydeTa, NeKyBaHM 3a 3 meceua. B ToBa mpoyusane ne ca HabmopasaHu
CTOMALIHO-HYPEBHH JIE3NH TIPH €KCMO3HLUHA NpUONHIHTENHO 5 MbTH Ha/l MAKCHMAJIHATA MpenopbYBaHa
A03a [IpH Xopa.,

HscnensaHuaTa BLpXy MyTareHHOCTTa Ha eHoduGpar ca 6uiiM OTPHLIATENHH.

Ilpy nuibxoBe M MHUIKK MPM BHCOKH JI03M Ca YCTAHOBEHH YEPHOAPOGHH TYMOPH, KOETO MOXE [a Ce
0bsicHy ¢ nepokcH3oMHa nponudepatns. Tesn npomeHH ca cnielHdHUHH 32 MaIKKM FPU3aqy H He Ca
Hab/01aBAHK NPH IPYTH HKHBOTHHCKH BHAOBe. TOBa HAMa BPb3KA ¢ TepaneBTMuHATA ynoTpeda npw
YOBEKA.

H3ciepsanus npy MMIIKH, NABXOBE H 3aliuM He paskpuear TeparoreHen edext. EmMGpuoTokcHutm
e(exTH ca HabmionaBauy MPH AO3M B PAMKHTE HA MAfiYHHATA TOKCHYHOCT. Y IBIKEHHE HA NIEPHOAA Ha
GpeMEHHOCT H 3aTPyAHEHHS 110 BPEME Ha PaskIaHe Ca HaGNi01aBaHH [IPU BUCOKH J03H.

Ipn npoyyeane 3a TOKCHYHOCT C MOBTOPACMH 103K (eHODUOPHHOBA KHCETHHA MPH MJIaJH Ky4eTa ca
Habirofasatn obpaTHMa XHNOCIepMHA, TECTHKY/IapHA BAKYONH3aLUMs H HE3PeNocT Ha ailunmuumTe. Ho
He ca HabmonaBanu edekTH BLPXY (EPTHIIMTETA NPH HEKIMHAYHH MPOYHMBAHMA 33 PENPOAYKTHBHA
TOKCHUYHOCT ¢ heHodubpar.

6. ®APMAINEBTHYHY JAHHU
6.1 CnucehbK HA NOMOINHHTE BelECTBA

Anpo:

Harpues naypuncyndar
Jlakto3a MoHOXHApAT
[ToBuaon

Kpocnoeunznon
MuxpokpucTanna ueaynoza
CHIIMUHER JTHOKCH, KOTIOAEH
Harpues creapundymapar

Crerae Ha 00BHBKATA HA Kancynara;
Opadry®: NoNMBUHKIIOB ANKOXOJ, THTAHOB AMOKCHIL (E 171), Tank, coeB JELHTHH,




6.2 HecnBmecTumocTn

Hsama.

6.3 Cpok na roasocT

2 roguHn.

6.4 Coenna/Ing yCIOBHA Ha ChXpAHCHHE

Ja ce cexpanssa noxg 30° C.
Jla ce cpxpaHsiBa B OPHTHHA/THATA ONAKOBKA, 34 I C€ NIPEMTIA3H OT BIIara,

6.5 Bua ¥ chALpXanBE HA oualconxaﬁ

10 dunvupanu TaGnerkn B PVC/PE/PVDC/AL 6muctep, no 3 Gnucrepa B KAPTOHEHA KyTHA.

6.6 Croenuannm npeAnasHu MepKH IpPH H3XBhLPISHE

HensnonapauaT jiekapcTBeR MPOMYKT WIN OTNAXBYHHTE MATCPHAIH OT HETo TpabBa A4 ce U3XBBPIAT
B CBOTBETCTBHE C MECTHHTE M3HCKBAHMA.

7. IIPHTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEEA

Maiinan EOOJ]

Odwuc crpaga ,,Cepauka oducu™

Oyn. CurHaxoro Ne 48, er. 7

1505 Codux

Brarapus

8. HOMEP HA PASPEHIEHHETO 3A YIIOTPEBA

20050342

9. JATA HA ITBPBO PA3PEIIABAHE/MIOJHOBSIBAHE HA PA3SPEMIEHHMETO 3A
YIIOTPEBA

Hara Ha mepBo paspernaBane: 29 rouu 2005 r,
Hara na nocnenso nogroeasane: 14 anpun 2011 r.

10. HATA HA AKTYAJIM3HPAHE HA TEKCTA

09/2020




