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1. HME HA JEKAPCTBEHWMA IPOJIYKT

Ezen 10 mg Tabnetkn : N

Ezen 10 mg tablets

2. KAYECTBEHH KOJHYECTBEH ChCTAB
Bcska Tabnetka caaepxa 10 mg esernmud (ezetimibe).

TloMOIIHK BEIIECTBA ¢ H3BECTHO ACHCTBHE:
Beska rabnerka ceappxka 79 mg 1aKTo3a MOHOXHIPAT.

3a IBEIHHA CIACHK Ha TOMOILHHTE BEIIECTBA BInKTE Touka 6.1.

3 JIEKAPCTBEHA ®OPMA

Tabnerka.
Benu, npoasaroBaTi TabNeTKM ¢ NpuGMM3MTENHA XHIDKHHE 8 mm ¥ IMMpHHA NpHGaM3HTENHO 4 mm,
TIASKH OT JBETE CTPAHH.

4, KJINHHYHH JAHHH
4.1. TepaneBTHYHH MOKAIAHAH

IT BRBUUHA XUnCPXORecCmepoReMuil

Esen, npunoxen 3aenso ¢ HMG-CoA peaykrazen HHXHGHTOp (CTaTHH), € MOKA3aH KaTo aJIOBAHTHA
Tepanid KbM AHETATA IPH NAlHEHTH ¢ ThbPBHUYHA (XETOPO3HIOTHA (aMHAITHA H He(haMHITHA)
XHIIEPXONECTEPONIEMHUS, KOHTO He ca JoOpe KOHTPONHPaHH CaMO ChC¢ CTaTHH.

E3en KaTo MOHOTEpalxs ¢ NOKA3aH KaTo al0BAHTHA Tepamuia KbM JHETATA IIPH NALMCHTH ¢ TEPBHMHA
(xeTeposHroTHa ¢aMuIHa ¥ HethaMHIIHA) XHIIEPXONIECTEPOICMHSA, IIPH KOMTO CTATHHBT HE €
TDIOXOAI HIH He ¢e noHacs 1o0pe.

Ilpodpunaxmuxa na copoeuro-cooosu cobumun

E3en ¢ nokasaH 3a NOHIKaBaHE HA PHCKa OT CHPAEYHO-CHAOBH ChOMTHA (BHX TOYKa 5.1), IpH
MALMEHTH ¢ HcXeMHyHa Gonect Ha cepueto (MBC) n anaMHe3a 3a ocThp KopoHapeH cunapom (OKC),
KOraro € nofaBeH KbM TEKYIa TEpalHA ChC CTATHHH M 3aMOYHAT €JHOBPEMEHHO CBC CTATHH

Xomozuzomua Gamuwna xunepxonecmeponemus

E3zen, opumoxkeH 3aeHO CbC CTATHH, € NOKA3aH KaTo agioBaHTHA TEpPAanusd KM AHETATA TIPH TE3H
naueHTH. [lanMeHTHTe MOoraT Aa IO/I3BAT M APYTH AMIOBAHTHH TEPANCBTHYHHA CPEACTBA/MCTOIM
(narp. LDL-adepeaa).

Xomosuzomna cumocmeposemus (humocmeposemus)
E3en e nokasaH KaTo aai0BaHTHa TEPANHS KbM AHCTATa NPH NAMEHTH ¢ XOMO3UroTHa da
CHTOCTEPONEMHL,



4.2 To3dpoBKa H HAMAH HA YnoTpela

[MaumenTT TPAOBA Ja cNA3BA M Ja ce MPHABPXA KbM MOIXONAIA THIH- PEAYLHpalLa HeTa 1o
BpEME Ha NeyeHreTo ¢ Esen.

Jo3upoBka
[Ipenoprunrentara fo3upoeka e 1 Tabnerka Ezern 10 mg auesHO.

Koraro E3cn ce 106aBs KbM CTaTHH, IEYEHHETO CBC CTATHH TPAOBA Ia Npos/ky B obHuaiinaTa
Ha9aTHa /1032 32 KOHKPETHNA MEKAPCTBEH LPOAYKT, MM B YTBHPACHA MO-BHCOKA 1033, B T03H cnyvait
TpsOBa a2 ce MMAT NMpeABH/ HHCTPYKOHHTE 38 KOHKPETHHA CTATHH.

Ynompeba npu nayuenmu ¢ ucxemuuna 6oaecm na copyemo (HEC) u anamnesa sa OKC
3a NoNBLAHHTENHO NOHKXABAHE HA CHPASTHO-CHA0BO chOUTHE NpH nanueHTH ¢ UBC 1 anamuesa 3a
OKC, Esen 10 mg moxe 1a ce [PIWIOKH ChC CTATHH C A0KA3aHa CHPIEYHO~-CHA0BA MO34.

EnsoBpeMenno Dpuwiarage ¢b¢ CEKBECTPANTH HA AUTHYHM KHCCAHHI
BanmaneTo Ha Ao3ata Esel Tpabsa na 6bae wnu > 2 gaca npeau 1k > 4 yaca Cliel IPHEM Ha
CCKBECTPAHTH HA HITBYHH KHCETHHH.

Ynorpeba npH NanHeHTH B CTapyecKka Bb3pacT
He ce Hamara KopHrupaHe Ha 103aTa IPH TALMEHTH B CTapYecKa Bh3pacT (BkK. TOUKa 5.2).

IeauaTpuyuHa nomyJanus
3anoysaneTo Ha fieuenne TPAOBA a ¢ NPaBH 110/ HABMIOEHHE OT CIELHANKCT,

Jena ¥ 10Hon > 6 rofuuu: bezonacHoctTa ¥ epUKACHOCTTA Ha e3eTHMHO TIPH JIelia HA BB3PAcT 0T 6
Ao 17 romiau He ca ycraHoBeHH. HanugunTe KbM MOMEHTA JaHHH €A ONIMCAHH B ToukH 4.4, 4.8, 5.1 1
5.2, HO MpenOpPBKH 3a JIO3HPOBKATA HE MOTAT a OBIAT KafeHn.

Koraro E3en ce npunara eJHOBpEeMEHHO ChC CTATHH, HHCTPYKIMHTE 32 JO3UpPAHE HA CTATKHH NpH Jeua
TpAOBa A3 ce KOHCYNITHPAT.

Jeuna na Bh3pact < 6 roguan: BezonacHocTTa u epHKacHOCTTa Ha ¢3eTCMHD TIPH Jena Ha BB3pacT < 6
TOHHH HE ¢a YCTaHOBSHH. HAMa HauYHH JaHHH.

Yepnodpoono yepexcoatie

He ce Hanara kopurupasie Ha [03aTa PH NaLHEHTH C JIeKa CTeneH Ha YepHoApobHo yspexaane ( 5 10
6 o Child Pugh ckop). Jleuenne ¢ Esen He ce npenopnasa npd nauHeHTH ¢ ymepena (7 no 9 no
Child Pugh score) sme Texxka (> 9 mo Child Pugh score) seproapo6Ha michyHKuMs (BX. TouKa 4.4 1
5.2).

Bvlpeuno yepexcdane
He ce nanara kopuripane Ha f03ata NpH NalMeHTH ¢ GB0pedHo yBpexaaHe (BXK. ToUKa 3.2).

Hauun Ha npanoxenue
IIpunoxkerueTo € Mo nepopanel IbpT. E3cH MoKe 1a ce mpHnara no BCAKO BPEME HA ACHOHOLIMETO ©
Hnn Ge3 xpana.

4.3 IIporuBonokaszannn

n30pocHH B T.0.1.
o Korarto E3sen ce npunara ¢JHOBpSMEHHO ChC CTATHH, MOJis, 00BPHETE C& KBM
XapakTEePHCTHKA HA KOHKPETHHA JIEKAPCTBCH HPOIYKT.
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o Tepamus ¢ E3cH B KOMGHHALUHA ChC CTATHH € IPOTHBONMOKAa3aHa NpH OPEMEHHOCT M KbPMEHE,
e Kombunaunsara EzeH u cTaTHA € OpOTHRONOKA3aHA IPH HALHEHTH C aKTHBHO YEPHOPOOHO
3a00nABaHe WIK HEACHH MEPCHCTHPALIH 3aBHIICHA CCPYMHH TPAHCAMHHAZH.

4.4 CnendanH¥ npelynpexIeHAA d NPeANa3HH MEPKH NpH ynoTpeda

Koraro E3¢H ce npunara eJHOBpEMEHHO ChC CTaTHH, MoJA, 06bpHeTe ce KbM KpatkaTa
XapakTEPHCTHKA HA KOHKPCTHHS JICKAPCTREH IIPOAYKT.

YepronpoOHu eH3HMH

[Tp1 KOHTPONHPAHM [POYUBAHMSA 33 CHBMECTHO IPHIOKCHUE TIPH TIALMEHTH, TIONYYABAIH €3¢THMHD 1
cTaTiH, ¢ HAOMIOAABaHO YBEAMYEHHE HA TpaHCaMHHA3MTE (= 3 X ropHaTa rpaHHLa Ha HOpMaTa
{ITH}). YeproapoGun dyHKIMOHANHE TecTORE TPAGBA a C¢ MPOBEJAT B HAYATIOTO HA JICUEHHETO HA
Ezen B KoMOHHALMA CHC CTATHH K CIIC/ TOBA, ChITIACHO HHCTPYKIMHTE 338 ChOTBETHHA CTaTHH (B,
TOuKa 4.8.)

B mznnrpanero [TogoGpeno Hamansasane na HeGmarompuaraure Pesynratd: MexayHapoaHo
AsnuTBane BLpXy Edukactoctra Ha Vytorin (IMProved Reduction of Outcomes: Vytorin Efficacy
International Trial, IMPROVE-IT), 18 144 naunentn ¢ HBC u anamuesa 3a OKC ca pagaoMu3Hpany
Ia nomyyapar eseTumub/cumpactarud 10 mg/40 mg guesno (n=9 077). o Bpeme Ha Npocne1BaHETO
C M€/IHaHa Ha TIPOXBIDKHTENHOCT OT 6,0 TO/INHH, 9eCTOTaTa HA NOCJACABAIHTE TOBHIICHHA Ha
CcTOMHOCTHTE Ha Tpatcamutasute (> 3 x ITH) e 2,5% 3a ezeTumub/cuMBacTaTHH 1 2,3% 32
CHMBACTAaTHH (BXK. TOYKa 4.8).

TIpy KOHTPOJIMPAHO KIHMHMYHO NPOYyYBate, NpH KoeTo Hax 9 000 manuenTH ¢ XpOHEYHO OBOpeIHO
3abonaeane (Xb3) ca panaoMU3HpaHH Ja Mory4asar e3eTuMu0 [0 mg KoMOHHUPAH CBC CHMBACTATHIL
20 mg nueeno (n=4 650) win aueto (n=4 620), (cpeaex neprox Ha npociensBane oT 4,9 roannu},
4eCTOTaTa Ha [IOCNeBAlIHTE TOBUIICHH CTOHHOCTH Ha TpaHcamupasute (> 3 X ['TH) e 0,7 %0 3a
e3eTHMHO KoOMOHHHpad ¢ cuMBacTaTtiH U 0,6% 3a mnanedo (Bux Touxa 4.8).

Cxenerna MyckynaTvpa

Cren Mapkerupate ¢3eTuMHO ca OunM #OKITANBaHH CIyYan Ha MHOTIATHA 1 pabaomuonusa. lToseve
NAUHCHTH, [IPH KOUTO BL3HHKBA PaGAOMHOIIH3a, Ca IpHEMany CTaTHH ¢ e3erHMHO. Pabmxomuonn3a ¢
Oua JOKNaABaHA MHOTO PSA/AKO NP MOROTEPAIMs C €3€THMHUO M MHOTO PAIKO NIpu JobaBaHe Ha
€3¢THMHO KEM JAPYIH [PENapaTH, 3a KOUTO € H3BECTHO, Y¢ MOBHINABAT PHCKA OT pabaomuonisa. Ilpu
CBMHCHHSA 33 MHOTIATHA, [IPK CUMITTOMH OT CTPaHa Ha MYCKYJIHTE HIH IIPH HHBO Ha KPCaTHH
tdocdoknnaza >10 mpTH Haz TOpHA rPpaHUIIA HA HOPMATA, TO E3¢H, BCHUKH CTAaTHHH B APYTH
TIEKapCTBEHH MPOAYKTH, KOHTO IALMEHTRT IPHEMa SAHOBPEMEHHO, TpAbBa He3abaBHO 1a OBIaT
cnpeHH. BcHuky nauyenTH, KOUTO 3amovBaT edcHHe ¢ Elen, Tpabsa ja 0baar npenynpex1aBani 3a
PHCKa OT MHONATHA, KAKTO H A3 AOKNaABaT He3abaBHO BCAKA HEOYaKBaHa MycKylHa 60IIka,
YYBCTBHTEIHOCT WM cnaboct {BX. Touxa 4.8).

B IMPROVE-IT npoysauecro, 18 144 nanuette ¢ UBC n anamuesa 3a OKC ca panmoMu3upand ia
noy4aBat e3eTuMub/cuMpactatin 10 mg/40 mg nuesno (n=9 067) wmu cumpactaTiH 40 Mg AHCBHO
(9 077). Tlo BpemMe Ha NpOCICAABAHETO C MEIHAHA Ha MPOABIDKUTENHOCT OT 6,0 ToqMHK, YeCcToTaTa Ha
muonaru € 0,2% npH TalUeHTH, NeKyBaHH ¢ ezeTHMuG/cuMBactaTHH K 0.1% npH manpcHTH,
NEKYBAHM CHLC CUMBACTATHH, KbACTO MHONATHATA € Ac(UHIpPaHa KaTo HeoOsCHUMA MYCKYyIHa caboct
nH Gonka cec cepymay uuBa Ha KK > 10xI'TH unu KK > 5xITH u < 10xI'TH 3a 2
NIocIEN0BATEHY cliyyast. YecToTara Ha padmoMHonu3a e 0,1% npu nalMeHTH, TEKYBaHK ¢
eseTaMub/cumBacTaTiH | (.2% NPH NAUHEHTH, JIEKYBaHHA CbC CHMBACTAaTHH, KBETO pabaoMHONTIH AT
e aedHEupana KaTo HeobAcHMMA MyCKynHa ciabocT un Gonka cee cepyMus HuBa Ha KK > 10xI'TH
¢ faHHy 33 6p0peqno yspexnaane, KK > 5XI'TH u < 10xI'TH 3a 2 nocnenosatenHn ciydas ¢
IaHHH 38 656peuro yepexnane uin KK > 10 000 1U/1 6e3 nannu 32 656pedno yBpe
(BrkTE TOUKA 4.8).

[Tpu KoHTpONIHpaHO KAMHIYRO NpOy4Bake, Np Koeto Hax 9 000 nauuenty ¢ Xb3 ca
112 mony4aBar e3etuMub 10 mg koMOuHEpan ¢he CHMBAcTaTHH 20 mg arerxo (n=4 6



(n=4 620), (cpeneH nepHoa Ha IpoOCneAgBaHe oT 4,9 roguHM}), YCCTOTATa HA MHONATHA/pabJoMHOH3a
e 0,2% 3a eseTuMub KoMOuHUpaH cbc cuMpacTaTl ¥ 0,1% 3a mnanebo (BHx Touka 4.8).

YeproapobHo yBpeaIaHe
BBE BPB3KA C HEM3BECTHHTE e(CKTH OT YBEIWYCHATa SKCIO3HIMSA KBM e3eTHMHAO NpH NaUKCHTH C

YMEPEHa H TCHKKA CTENeH Ha YepHOIpobHO YBPOKAAHE, NONI3BAHETO Ha E3en npy TaX He ce
mpenopbupa (BxK. pazgena 5.2).

HeapaTpHuna nonynanys

Eduxacnoct 1 6e3omacHocT Ha e3eTMMUO, PH NAIHEHTH Ha Bb3pacT oT 6 Ao 10 roausu ¢
XeTepo3HroTHa haMunHa uin HeaMHITHA XHIICPXONECTEPOICMHA € OUCHEHa B 12-cenMuiHo
1a11e60-KOHTPONHPaHO KIMHUYHO H3MHUTBAHE.

Edextnte Ha e3eTAMHO 1o BpeMe Ha neprofa Ha nedcHue > 12 ceAMMIH He ¢a MPOYUBAHH B Ta3N
BB3pacToBa Tpyna (Bmk Touka 4.2,4.4,4.8,5.1 u 5.2).

E3eTMub He € IPOYy4YBaH NpH aLMEHTH [O-MIIaIH OT 6 TONHIIHA Bh3pacT (Bik Touka 4.2 u 4.8)
Edukacnocrra 1 6e30nacHOCTTa HA €3eTHMHAD, STHOEPEMCHHO [IPUAAraH ChC CHMBAaCTATHH TIpH
maguenTs ot 10 g0 17 ronunm ¢ xeTeporenna damuina xunepxonectepornemus (Xe®X) e 6una
OIIEHCHA NP KOHTPOIHPAaHO KIMHUIHO NIPoy4BaHe IpH nojapacTsamy mMomuera (crenet 11 o Tanner
HITH NIO-BHCOKA) H NPH MOMMYETA, [IPH KOWTO € MHHANA NIOHE 1 TOAMHA OT IIbPBaTa MEHCTPYALHS.

TIps TOBa MMMHTHPAHO KIHHIYHO H3MMTRAHE, HE CE YCTAHOBSABa JOIOBHM e(peKT BPXy pacTexa i
CEKCYAIHOTO y3pABaHc NpH HOAPacTBALIH MOMYETA M MOMIYETA WITH MPOMSHA B IPOAB/KHTEIIHOCTTA
HAa MEHCTPYATHHA LUHKBI MpH MoMA4cTa. EQexTHTe Ha e3eTuMHO no BpeMe Ha NEpHOJa Ha JIEYCHUC >
33 cenMuIE BEPXY pacTeka H CEKCYaNHOTO Y3pABaHe He ¢ H3IMTBaH (Bk. Touka 4.2 1 4.8).

bezonacHOCT U ePHKACHOCTTA Ha €3¢THMHG, €AHOBPEMCHHRO [IPHII0KEH ChC CHMBACTATHH NPH [O3H
Hax 40 g AHEBHO He Ca MPOYYEHH NPH NeIUaTPHIHM [IALHEHTH Ha Bb3pact oT 10 1o 17 roauuH.

bezonacHoctTa ¥ ePHKACHOCTTA HA €3¢TAMHMO, IPHIIOKEH eTHOBPEMEHHO CHC CHMBACTATHH HE €A
GHIIH TIPOYYBAHH MPH NCIAATPHYHHM NauueHTH < 10 rogamna Be3pact (Bix touka 4.2 n 4.8).

JrnrocpounaTta epMKacHOCT Ha JIEYEHHETO C €3eTUMUO Ipu NAUHCHTH Ha B3pacT nox 17 roauny 3a
HaMaIIBaHETO Ha 3a60JIeBAeMOCTTa M CMBPTHOCTTA [IPH 3psjia BB3PAcT HE € NpoyvucHa.

Dubpatn
BeszonacHocT H e)MKaCHOCT Ha €AHOBPEMEHHO JICUEHHE Ha e3eTHMHO ¢ QHOpaTH He Ca YCTaHOBEHH.

TIpK cEMHEHHA 32 XO/CNHTHA%A NPH NalHeHTH, NoTy4aBaly e3eTuMuO 1 Penodubpar Tepannira
Tpabpa na 6bae npekparTena NpH H3CAEABAHEA HA ATEIHAA MeXyp (Bk. ToukH 4.5 1 4.8).

Q,_P!KJ'IOCHOQHH

HanokHTeHo ¢ MOBUIICHO BHUMAHHE [IPH JICUEHHE ¢ ¢3eTUMHO B KOMOHHAIMA ¢ IHKIOCTIOPUH.
KoHuenTpaumsTa Ha HHKIOCTIOpHH TpsibBa na Ob/ie KOHTpONUpaHa MPH MAMAEHTH, NpuemMalny E3eH n
LUHKJIOCOOPHH (BiK. ToUKH 4.5).

AHTHKOAryJIaHTH

HNuTepHallMonanHo HopMans3HpaHo croTHomeHue - International Normalised Ratio (INR) tpatsa
aNEKBATHO /A C€ MOHHTOPHpa npH nedcHue ¢ Esen u Baphapis wiK ApYTH KYMapHHOBH
AHTHKOAry/laHTH HIH GIyHHOHOH (BXK. TOUKH 4.5).

Homomun serecTea
Tosu TekapcTBeH NPOAYKT CHALPXKA Naxkros3a. [TanuenTy ¢ pelky HacHeNCTBEHH Ia/IakTO3HA
HENOHOCHMOCT, 00112 TaKTO3HA HENOCTATRYHOCT WK TIIOK030-TAIakTO3Ha Manabcopb
Ja NpAEeMaT TO3H NEKAPCTBCH NPOINYKT.

HEC [PAKTHYCCKH HE CBABDKA HanHﬁ.



4.5 BiaumoaeicrBHe ¢ JPYrA ieKapCTBeHH HPOAYKTH H ApYTH opMH HA B3aHMOJeHcTBHE

B npenxnuHuYHA NPOYYBAHNA € YCTAHOBEHO, 4¢ €3¢TUMHMO HE BOIM 0 MHAYKUNA Ha
MeTaboNH3HpalFTe EH3HMH 0T Ipynara tHToxpoM P450. He ca nabmonaBas# KIMHWIRO 3HAYHMH
(dapMaKOKHHETHYHH B3aMMOICHCTBHA MEXIY €3¢THMHO M TeKapCTBCHHTE MPONYKTH, KOHTO CE
MeTabonn3Hpar upes uuToxpoMu P450 1A2, 2D6, 2C8, 2C9 n 3A4 vnn N-auernnrpancdepasa.

B xnuupunK NPOYYBAHHA 33 OLICHKA HA ICKapCTBEHHTC B3&HMOHeﬁCT'BHH, eBeTHMHG HC € pMan E(I)CI(T
BBpXY hapMakOKHHETHKATA HA AaNCOH, NEKCTPOMETOPPaN, THTOKCHH, [IEPOPATHA KOHTPALECTITHBH
(eTuHHA eCTpaJHON M IEBOHOTECTPEN), IIIKIH3U, TONOYTaMH/I HIM MHAO301aM TIPH SAHOBPEMEHHOTO
UM nprnoxende. CUMETH/AMH, IPHIOKEH C e3¢ TUMHE, He € TOBAHSI GHOHAMAIHOCTA HA e3eTUMHD.

AHTHAUH/IH:
[{apanennoTo npunaraHe Ha aHTHALMAN € HAMATHIIO a0COPOLMATA Ha €3CTUMHD, HO HE € MOB/IHANA
BEPXY OHOHAMHMYHOCTA Ha e3eTHMHO. ToBa MoHIKEHHE Ha 20COpOLMATA HE € KIMHHYHO 3HAUUMO.

XONeCTHPAMHH:
EHOBPEMEHHOTO NPHACKEHHE HA XOJECTHPAMHH HaMAJIIBa CPeJHATA TUIOM Noj KpuBaTa (arca under

the curve - AUC) 3a o6mua e3eTHMHE (BENI0UBA e3eTHMUD + e2eTMMUO [TIOKYPOHH) MPHOIHU3UTENHO
¢ 55 %. Penyxumara na nosumenus LDL-xoxectepor, npeanzBHKana OT R0GaBARETO Ha €3 THMUD
KBM XONEeCTHPAaMKHA, MOKE J1a OB/Ie TOHIDKEHA MOpajy TOBa B3aHMOACHCTBHE (BJK. TOYKA 4.2).

Dubpary:

IIpu nanwerTH, noryyasanm geHopuOpat 1 e3cTHMKO, NekapsaT TPAOBA Aa OUEHH BE3MOXKHUA PHCK
OT XONenuTHaza y 3abonsBaHe Ha HUTBUHNA MEXYp (BK. Toukn 4.4 1 4.8).

AKXO MMa CBMHEHMA 33 XOMe/IMTHA3A IPH TALHENTH, TIoTy4Jasanm eseTumub H herodulpar, ce Hanara
M3CIICABAHC Ha JKTBIHHUA MEXYP H TepanuaTa TpsOBa 2a Obae Npexkparena (BXK. Touka 4.8).
EnnoepeMennoTo nmonseare Ha Penodudpar wim remgubposun crabo ysenHn4aBa KOHIEHTPALHATA HA
e3eTHMHO (MpHONH3UTENHO CBOTBETHO 1,5- 1 1,7 mbTH).

EnHorpemenHata ynorpefa Ha eseTrmMud u apyru GubdpaTy He € Mpoy4BaHa.

®ubpaTHTe MOFaT [1a YBENINYAT CKCKPEIMATA Ha XONECTEPON B XITBUKATA, KOSTO Ja NPHIHHHA
XonenuTHasa. B v3anuTBanma ¢ XKHBOTHH, ITIOHAKOTa e3eTHMHIO [10BULIABA XONCCTEPONA B ATHYUKATA B
AUTBYHUA MEXYD, HO He NIPH BCHYKH BYAOBE (BK. Touka 5.3). JIMTOr¢HBHAT PHCK, CEBP32H C
TepaneBTHYHATA YIOTpeOa Ha e3¢THMHD, He MOXKe 1a Ob/e H3KIMIOYEH.

Cratann:

He ca nabmonaBany KTMHUYHO 3Ha4UMH (hapMaKOKMHETHYHY B3aHMOAERCTBHSA (IPH STHOBPEMEHHOTO
NPUIOKEHHE Ha €3eTUMUO C ATOPBACTATHE, CHMBACTATHH, IDABACTATHH, IOBACTATHH, (PIIyBacTarNH
HIIH PO3YBAaCTATHH.

HEKIIOC[IOQHHI
[Tpx npoyusane ¢ 8 naudenTy cnex 6uOpeyHa TPAHCINAHTALMA B KPEATHHHHOB KIHPBHC > 50 mi/min
Ha JISYEHHE ¢ MOCTOAHHA 1033 UHKTOCIIOPHH, IPATAraHeTo eAHOKPATHO Ha 1033 oT 10 mg e3eTuMuo ¢
noseno 10 3,4 mpt (ot 2,3 g0 7,9 muTH) yeennuaeane Ha AUC 3a o0mpd e3eTuMHO B CPaBHEHHE Che
CTOHHOCTHTE PH KOHTPOAHATA TPYNA OT 3APaBH HHIMBHIM, YIACTBANH B ApYro mpoyysane (1=17),
KOHTO Ca NoJy9aBaly caMo e3eTuMeb. B apyro npoyusake ¢ nanyenT ¢ 6x0peuna TpaHcinaHTaums
M TEXKKa CTeTeH Ha OnOpevHo yBpexIaHe, AeKYBaHH C HHKTOCIIOPHH H MHOXECTBO APYTH
JIEKAPCTBECHH MPORYKTH, ¢ 61MNa ycTaHOBEHA 12 MBTH H0-TOMAMA SKCITO3HIHA KEM 00IMs e3eTHMHO B
CpaBHEHHE ¢ KOHTPOJIHUTE, MOMYy4aBany caMo eieTumMud. B eqHo 2-nepHogHuHo KPBCTOCAHO
npoyusaHe pd 12 3apaBr [06pOBONINA, IPHIOKEHMETO Ha 20 mg JHEBRO €3eTHMHG B PO TEIDKCHHE
Ha 8 IHH ¢ eqHOKpaTHA X032 OoT 100 mg LMKNOCNOPHH Ha ceaMus JeH, € JOBENIO [0 cpeaHo [5%
ypenugenue Ha AUC 3a umxnocnopus (rpansua or 10% naMasgsane a0 51% ysenuuasa
CPaBHEHHE ¢ eJHOKPATHA 103a 0T 100 mg UMKIOCTIOpHH IPHIOKEH camMocToATeNHO. K
npoy4BaHe BPXY edeKTa oT eZHOBPEMEHHOTO IPHIIOKECHHE Ha e36THMHO M LMKNIOCTE 1@
nanMeHTH ¢ 6p0pedHa TpancIIanTaugds Ka JeYeHHe ¢ LIAKNOCIOPHH, He ¢ 61lo npos :
Ja c¢ 06bpHE BHUMAaHHE, KOTaTo ce 3a104Ba e3eTHMHO [IDH YCIOBHY Ha JICHEHHE € UH
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KonnenTpanpara Ha HHKJIOCTIOPHH TpAOBa fa 0L1e KOHTPOJIBPAHA NPH NALMEHTH, TPHEMALIH
€3eTHMHO U IHKIOCTIOPHH (BX. TOUKa 4.4).

AHTUKOAryIAHTH:

B ensio npoyqsane npu 12 30paBu BL3PACTHH MBKE €JHOBPEMEHHOTO NPHIOKEHHE HA €3CTHMHO

(10 mg BeaHBK AHEBHO) HE & HMANO 3HAYKMTENCH eekT BhpXy OHOHANTHYHOCTA Ha BapgapuH H
nporpoMbuHOBOTO BpeMe. Ho cnen nyckade Ha nazapa ca JOKNIaJBaHU CIydaH Ha YBEIHYCHO
VHTEPHALMOHAIHO HOPMATH3HPaHo choTHomenue (INR) 0pH (alHCHTH, PH KOHTO €3¢THMUG €
nobGaren kM Baphapun viK GrynHAROH. AKO e3eTuMHb ce qo0aBH KbM BaphapHH, APYT KYMapHHOB
AHTHKOAryTaHT HIIH (UIYHHIHOH, TO € HeoBX0JHMO ChOTBETHO npocnengsane Ha INR (Bx. Touka 4.4).

TleguaTpHyHEa MOOyNaIHs:
[IpoyuBanns 3a B3aUMOMEHCTRHATA ca NIPORESHAAHH CAMO IPH BE3DACTHH.

4.6 @epTHINTET, OpeMEHHOCT W KLPMeEHe

[IpunoxenneTo Ha E3cH 33e1H0 Che CTATHH € MPOTHBONOKA3aHO N0 BpEMe HA OPEMEHHOCT H KbPMCHC
(Bxk. pasgen 4.3); mons o6bpHete ce kbM KXII Ha cHOTBETHHA CTATHH.

BpemeHHOCT:
E3ex cnenpa Aa ce Haznadaba Ha GpeMenMH camo npH HeobXonumocT. HaMa KITMHHGHY TAHHY 33

NpHIOKEHHETO Ha Esen no BpeMe wa 6pemensoct. [IpoyuBanusTa npH JKHBOTHH 332 MOHOTEDANKHA C
e3eTHMHG He Ca yCTAHOBH/IH JaHHH 3a ANPeKTHY WIH HHTHPEKTHH BPEIHM BL3ACHCTBHA BEPXY X042
Ha GpeMeHHOCTTa, eMOpHOGETATHOTO PA3BUTHE, PAXKAAHETO MM IOCTHATANHOTO Pa3BUTHE (BX. TOYKA
5.3).

Knpmene:
E3en He TpabBa na ce u3no/3Ba npu KepMeHe. HicineapaHusTa NP ABXOBE €4 yCTaHOBHIH, &

e3eTHMUO ce OTACTA B KbpMaTa. He ce 3pae ganu e3eTHMHO ce oTliens B KbpMaTa IipH XoparTa.

QepTiiHTET
JInnceaT KIHBAYHE SaHHHA OT H3NHTBAHKA 34 ¢(EKTa Ha €3eTHMHO BBPXY JOBCIUKHA (QEPTHIHTET.
Eszernmu6 nsaMa edekt BEpXy depTunnTera Ha MbKKH H JKCHCKH IUTBX0Be (BIOK TOUKA 5.3).

4.7 EdexTH BbpXY ciocoGHOCTTA 32 IodHpaHe H padoTa ¢ MAMTHHM

He ca npoBex1any W3cnenBaHus BB BPh3Ka C epeKTUTE BBPXY CNOCOOHOCTHTE 3a WOGHpaUe i
paboTa ¢ MaumHH. BLOpekn ToBa, IpH YOpaBlicHUE Ha IPEBO3HH CPEACTBA KM paboTa ¢ MAILMHA
TpAGBA 18 Ce HMa ITPCABHA, 9€¢ CBETOBBPTENK € JOKNAABAH KATO HEXCIAHA NEKAPCTBCHA PEAKIIN.

4.8 Hexeqans JeKAPCTBEHH PeaKIRH

TabGaH4eH CIACHK HA HeXKeJIAHH pekannH (KITHHHYHH BPOYHBAHHS ¥ NOCTMAPKETHHI0OB ONHT)
B KIMHHYHH TPOYYBAHEA C IPOABIKHTEAHOCT A0 112 ceamuny, ezethmMub 10 mg AxesHO € O
NPHJIATaH CaMOCTOATENHO NpH 2 396 manpesTs B KOMOMHANMA chC cTATHH TpH 11 308 nanmeHTH, MIH
¢ perodpubpar npu 185 nauuenty. HexenanMre nekapcTBEHH PeakiHH ¢a OH/IH OOMKHOBEHO JIEKH H C
NpexoJeH Xapakrep. YecToTaTa Ha HEXKETAHHUTE JIEKAPCTBCHH PEAKIMH MPH H3MON3BAHCTO Ra
e3eTHMHG e Grta monoOHa Ha Task npu nnauebo. UecToTata Ha CAyHaHTe Ha IIPEKBCBAHE HA
JNIEYEHHETO MOPAY MOABA HAa HEXE/AHA ChOMTHA ChINo € GHla cpaBHHMA MEXIY FPYHHTE € €3¢THMHO
H mwiauebo. :

Ezemumub npunodicen camocmoamenno ual 6 KeMOURAYUR CbC CIRAMUN.

ChneaHHTe HexenaHy NeKapCTBEHH peakumy ca HaDmoJaBaHH MPH MALMEHTH, JICKYBa
(N=2 396) 1 ¢ no-BHcoKa YecToTa cnpamo wianebo (N=1 159) Hnu nNpy NarMeHTH,
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MPOH3NH3AT OT AOKIAAHN 3a CAMOCTOATCITHO IIpHNIAaral e3eTHMHD UIH ¢ue cTaTHH, Hexenannre
peakuuH, HabMoOAAaBaHK B KIMHHYHH IPOYYBAHUA C €3¢THMHO (KaTO MOHOTEpPANMS HIIH
€HOBPEMEHHO TIPIIIATAH ChC CTATHH) WIH ChoOIUCHH 32 ¢3eTUMHD 0T TOCTMAPKETHHIOBATa
ymotpeba, mpHaral CaMOCTOATENHO HAH ChC CTATHH, ca M3bpocky B Tabnuua 1. Te3u peakuun ca
OPEACTABEHH 10 CHCTEMOQ-0PTAHEH KJIAC B IO 9eCTOTA.

YecTOTaTa Ha peakUHATE ¢ ONpPENena KaTo: Muoro uecty (>1/10), zectu (>1/100 mo <1/10), nedecTH
{=1/1 000 no <1/100), peaxu (=1/10 000 go <1/1 000), Muoro penxu (<1/10 000) u ¢ HeH3BECTHA
49ecTOTa (0T HANHYHHTE JaHHK HE MOXKE 4 OhNa HANpaBEeHA OLIEHKa),

Ta6muua 1: Hesxenanu nexapcTBens peakumn

CHcTeMHO-0praseH Kjaac Hexenana nexapcTBeHA peakuus
Yecrota

HapyweHnn Ha KPbBTA H JAM(pHATA
cHCTEMA

C HCH3BECTHA 9CCTOTA ’I'pOMﬁOLIHTOHSHHﬂ

Hapymresns Ha HMYAHATA CHCTEMA

C HEeH3BECTHA YECTOTA CBPBX4YBCTBHTEHOCT, BIUIOWHTENHO 00pHB,
YPTHEapUs; aHA(QHIAKCHA M aHTHOEICM

Hapymenua Ha MeTa(0/1M3Ma ¥ XpAHEHETO

Heuecrn I HaMaJIeH allcTHT

I[IcHXUYHHE HAPpYIIEHHS

C HeM3BECTHA UCCTOTA | JenpecHa

HapyieHuna Ha HEPBRATA CHCTeMAa

Yectn riasobonue
Heuectn napecres’ns
C pen3eecTHa 4eCTOTA 3aMasHOCT

CbI0BH HapyIIeHHN

HeuecTH ropely BRIHH; XHIIEPTOHHR

PecnApaTOPHH, TPLAHA H MEMACTHHATHH HAPYUIEHUA

Heuectn KalLTHLa

C HeH3BecTHA Y4ecToTa AHCIIHEA

CroMaliHO-4peBRY HAPYIIeHAR

Yectu fonka B KOpeMa; IHAPHA; IOAYBAHE

Heuectn JMCIencHs, ractTpoesoaruanes pepayxe,
rajicHe; CyX0Ta B yCTaTa; FacTPHT

C HeHM3BECTHA YECTOTA NAaHKPCATHT, KOHCTHITALTHSA

XenaTo-6HIHapAN HApYIICHAR

C HeH3BecTHA Y4ECTOTa XETATHT, XONENUTHA3a, XOMCHHCTHT
Hapymenns Ha K0XaTa H NOJK0KHATA ThKaH
Heuectn chpbex, 0OpHB, ypTHKAPHA
C "Heu3BeCTHA YeCTOTA epuTeMa MyATHhOpME
Hapyineans Ha MYCKYJTHO-CKEJIeTHATA CHCTeMAa H CheAHHHTE/IHATA ThKaH N
Yectn MHANTHA /K éﬁfﬂ\oﬁg .
Hegectn apTPaITHs; MYCKYJIHH CllasMH; G0 NS
Bpata; 60KH B rbpba; MYCKyIIHA
O0sIKH B KpaHHLMTE




C HeH3BECTHA YeCTOTa MHonaTHs/pabroMuonnsa (BHX Touxa 4.4)

O0uH napyuieHns u edeKTH Ha MECTOTO HA NIPHIIOKEHAE

Yect yMopa

Heuwectn 6osika B repauTe; Goska; acTenns; nepHdepen
OTTOK

Hicnepnsanna

Yectn nosuntapate Ha AJJAT wnmu ACAT

Heuectn noeumcHA HEBa Ha KOK B KpbBTa, NOBHIICHHE

Ha rama-rayTaMHI Tpancjepasa; BHOPMaTHH
H3cneBaHHA Ha YCPHOAPOOHATA PyHKINS

Ezemumub 8 kombunayus ¢ penohubpam:

CroMamHo-1peBHH HapylIcHHA: Gollka B KopeMa (H4ecTH).

B MyAITHNEHTPORO, NBOHHO cNAmO, Mnanebo KOHTPOIUPAHO, KIHHHYHO H3NHTBAHE TIPH NAlMCHTH ChC
CMeCeHa XUINEPIMINAcMAs 625 malnenTH ca JeKyBaHy A0 12 ceqMHuIpM H 576 nauueHTH 10 | ToaHHA.
B ToBa ManuTBane, 172 NALMEHTH, NeKyBaHy ¢ c3eTiMub 1 beropubpar, ca 3apLpumw 12-
ceMuuHaTa Tepanus u 230 nanuenTa, IeKysaHu ¢ escTumub i penopubpar (skmountento 109, or
KOHTO Ca OTyHaBami e3eTHMHO CaMOCTOATENHO Ape3 IpPeUTE 12 ceMHIm), Ca 3aBbpian 1-
roAunIHata Tepanus. Tosa M3NHTBaHe He € GHAO NpenHa3HaveHo Ja CPaBHABA JICKYBAHUTE IPYIIH 3a
penku peaynrati. Yectorara ma cyqante (95 % CI) na KHAIHO 3HAYHMH NOBRRIIeHua (> 3 X
I'OPHATA TPAHHLA HA HOPMATa, TOC/IEN0BATENHO) HA CepyMHHTE TpaHcaMunask ca 4,5% (1,9; 8,8) n
2,7% (1,2, 5,4) pecuekTHBHO 33 MOHOTEpamus ¢ ¢eHOPHOPAT H e3cTHMHO , IPWIOKEH CIHOBPEMEHHO
¢ henoduGpar, KOPHTMpPaHH CIPAMO EKCIOIMIMATA Ha AcueHHE. ChOTBETCTBAILMAT MPOLECHT Ha
cnyyan Ha xofemucTextomua ca 0,6% (0,0; 3,1) u pecniexturno 1,7 % (0,6; 4,0) 3a MoHOTEpau#s ¢
{erodubpar 1 e3eTHMHUG, IPHUNOXKEH eAHOBPeMeHHO ¢ deHodubpaT (Bxk. Touka 4.4 1 4.5).

[Menparpuyna nonynanas (Ha BE3pacT ot 6 mo 17 roamuu)

[TpH mpoyuBaHe, BKIIFOUBAMIO NICAMATPAYRH MawEeHTd (0T 6 10 10 rogniina BpIpacT) ¢
XCTEpO3HroTHa haMunna unH HedamunHa xunepxoaecreposniemus (n=138), noeumenne Ha
croitnoctute Ha AJIT n/umu ACT (> 3 x ITH nocnenosarenso) ca Habmonapanu mpu 1,1% (1
MAWEHT) OT NALHMEHTUTE HaA e3eTuMUG B cpagHeHHe ¢ 0% B rpymarta Ha nnaunc6o. Hama yBenudeHne
Ha KOK (> 10 x I'TH). He ca noknagsaHd cnyday Ha MHOTIATHA.

TIpH OTHEIHO M3NUTE3HE, BKMOYBAMO MopacTpamu (Ha B3pact ot 10 zo 17 rognmn) ¢ Xe®X (n=
248), noeuuicuue Ha AJIAT w/unn ACAT (=3 x I'TpH, nocnegosarenso) ca Habmogasanu mpH 3 %
(4 nanyenTa) OT NAIMEHTHTE Ha e3¢TUMMG/CHMBACTATHH B cpaBHEHHE ¢ 2 % (2 nauxenra) B rpymnara
Ha MOHOTepaIus ChbC CUMBACTATHEH: Te3H PHIYPH ca pecriexruBHo 2 % (2 naumenra) u 0% 3a
yeemeHne Ha KOK (= 10 x TTpH). He ca cpobiuens ciy4ad Ha MROIIATHS.

Te3u u3nuTBaHUA HEe ca UM NpeJHA3HAYECHH 2a CPABHEHUE HA PEAKHTE HEXCIIZHH JICKapCTBEHH
peaKIm.

Manuenty ¢ UEC ¥ anamue3sa 3a OKC
B IMPROVE-IT npoygpaneto (Bek Touka 5.1), ekmousamo 18 144 manpeHTH, TEKyBaHH HIIH C
esetummb/cumBactarid 10 mg/40 mg (n=9 067, ot kouto 6% ca ¢ TUTPUpaHe Ha 103aTa 10
escruMub/cuMBacTatun 10 mg/80 mg) wmu cumeactatud 40 mg (n=9 077, ot konto 27% ca ¢
THTpHpaue Ha go3ata go cumpactaTud 80 mg), upodumuTe Ha He30MacHOCT €2 CXOIHH [I0 BPEME Ha
[EPHOAA Ha MPOCICAABAHE C MeIMaHa HA MPOXLKHTETHOCT OT 6,0 ronunn. YecroTarta Ha
IPEKPATABAHE HA JICUCHHETO MOopajy HEXXenany peakmuy ¢ 10,6% Opd ManHeHTH, ICKYBARY C
eserumud/cuBamMcTaTH ¥ 10,1% 1npe nanueHTH, NTEKyBaHH ChC CHMBacTaTyH. YecToTaTa Ha
mHonarns ¢ (,2% Npy nanxenTy, JICKyBadH ¢ e3¢THMHO/ciMBacTaTHH H 0,1% nipr na
NEKYBaHH ChC CUMBACTATHH, KbIETO MANATHA € AedHHHpPaHA KaTO HEoBACHHMA MYCK
HH Gonka cbe cepymuH nuBa Ha KK > 10xI'TH unu 2 nociiegoBatenHn Habmo
KK > 5% s < 10xI'TH. YecroTara Ha pabaomMuomusa ¢ 0,1% npH naiMeHT
e3eTUMHO/ciMBacTaTHH U 0,2% NpH NalMeHTH, TEKYBAHK CHC CHMBACTATHH,




4.9

pabaoMuonusaTa e nedHHHpaHa KaTo HeoOGsACHHMA MYCKyIIHA cabocT WiH 60IKa Che
cepyMHH HuBa Ha KK > 10xI'TH ¢ nanu# 3a 650peuno yepexiane, KK> 5xITH u < 10xI'TH
3a 182 MOCNEI0BATENHH Clydas ¢ JaHaH 32 6u6peuno yepexaane win KK > 10 000 IU/I 6¢3
IaHHH 33 O60peuHo yeppexnare. YecToTaTa Ha ITOC/IEAOBATEIHH MMOBHIIECHHA HA CTORHOCTHTE
Ha TpaHcaMHHa3uTe (> 3 ey ['TH) e 2,5% npu MalMeHTH, NeKyBaHH C
€3CTHMHUO/CHMBACTaTHH W 2,3% IPH NalMEHTH, JEKYBAaHH CbC CHMBAcTaTHH (BXK. Touka 4.4).
HexenaHHTE peakUHH, CBbP3aHH C XKITBYHHA MEXYyp ca ckoOmeHH npu 3,1% cupamo 3,5% ot
TIAUHEHTHTE PaziIpeJeNicHy 1a MOTy4YaBaT e3eTHMHO/CHMBAcTaTHH H ChOTBETHO CHMBACTATHH.
YecToraTa HA XOCIHTAIM3AHH IOPaJH XONeCTeKTOMHEA € 1,5% npH [BeTe TepaneBTHIHH
rpyny, Pak (Jeduunpan KaTo BCAKO HOBO 31I0KAYeCTBEHO 3aboMsaBane) € AHATHOCTHIHPAHO
o BpeMe Ha H3nHTBaHeTo nMpH 9,4% cnpamo 9,5% cpoTBETHO.

[laimenTH ¢ xponnuna OuOpeuna neaocTareurocT (XBH) ,

B npoydBaHeTo, CRBP3aHO ¢ Hpe/Ma3Bake Ha chpueTo B 60penute (Study of Heart and Renal
Protection, SHARP) (Brx Touka 5.1), Bxurousamo Hag 9 000 manueHTH, IeKyBaHH ¢ QHKCHpaHa
no30Ba KoMOuHauna ot eseTiMub 10 mg cbhe cumBactarue 20 mg auHeBHO (n=4 650) wiu manedo
(n=4 620), npodunnuTte Ha 6e30MaACHOCT ca CPaBHUMH IO BPEME Ha cpeJeH MEPHOM Ha IPOCIEIsMBaHe
oT 4.9 rogueK. B TOBa M3UNTBAHE €A OTPA3eHM CCPHO3HH HEXKENAHH CHOUTHA H BCHUKH HCKETaHH
cBHOMTHA JOBEIH 10 TIPEKPATHBAHE Ha NeYcHHETO. [IpOLEeHTHTE HAa IPEKPATABAHE Ha JIEY€HUETO
nopaay HeXXEMaHH peakiuH ca cpaBHuMA (10,4 % MpH NanMeHTH, TISKYBAHH ¢ €3¢THMHO, KoMGuHHpaH
CbC cHMBAcTaTHH, 9,8% 1pu nauuenty B naauebo rpymnara. YecroraTa Ha MHOTIATHA/PAOIOMKOIM3A €
0,2% IpH DALHEHTH JIEKYBAHH C €3eTUMHUO KOMOMHHpaH ¢bC CHMBacTaTHH H 0,1% 1npH naumeHTH
nexysau# ¢ wiane6o. [Tocnenosarennn nopHmenna Ha TpaHcamerasute ( > 3xI'TH) ce nabimonaear
npu 0,7 % OT HauHeHTHTE ASKYBaHH C e3eTHMHS KOMBHMHIPAH CbC CHMBACTATHH, B cpaBaeHue ¢ 0,6%
OT MALMEHTHTE IeKYBaHH ¢ IIanebo (Bxk. Touka 4.4). B ToBa M3nHTBAHE HE € MMAaN0 CTATHCTHYCCKH
3HaYHMH YBEIHYEHHA B YECTOTATA HA MPCABAPHTENHO ONPECICHH HEXKETAHH ChOMTHA, BKIIOYHTEIHO
pak (9,4 % 3a ezeTMub xoMOHHMPaH Che cHMBacTaTHH, 9,5 % 3a nmanebo), XenaTur,
XOHNEUHCTEKTOMHA HIIH YCIIOKHCHHA HAa KAMBHH B KIBUKATA HAH MaHKPCaTHT.

JlaGopaTopHu nokasareinn

B KOHTpONIHpaHy KIMHHYHE MPOYIBAHHMA ¢ MOHOTEPANHKA YECTOTATa HA KIIMHHYHO 3HAYHMH
TNIOBHILICHH cepyMEH TpancamnHasH (AJIAT w/ unu ACAT > 3 x I'TpH, nocncnoeatento) e 6una
nomo6na mexay esetuMub (0,5 %) u wraneto (0,3 %). Uectorara ¢ Omma 1,3% npH nanueHTH,
JIEKYBAHH C C3CTHMHO, IPHET eAHOBPEMEHHO Che cTaTHH B (,4% 3a manuenTy, TEKYBaHH CaMoO Che
craTuH. Tesn nopHmenn ca GHiIH acdMTOMaTHYHY, O¢3 11a ca GuiK CBBP3aHHM C XOIICCTa3a, KaTo €a ce
BPBIUIAIH KEM H3XOOHHTE HHEa cNiell MPCKHCBAHE HA TEPanuATa HITH IIPH NpoIb/DKABAHE Ha TEPalniara
(mk. Touka 4.4).

B knuenynn w3nursanus KOK > 10xTTpH e 6una noxnaaeasa npu 4 ot 1 674 (0,2%) nauuenTH
noxydaBany camo ezerumub, 1 or 786 (0,1%) naumentu nomy4asany mnauebo, 1 ot 917 (0,1%)
DAaMEeHTH DOTYIaBaANY e3¢ THMHD U cTathH, H 4 ot 929 (0,4%) nauueHTH NONYy4aBalH CAMO CTATHH.
Hsmano € HapacTsane Ha CAy4auTe ¢ MHONATHA H paGIOMHOMIN3E IIPH MPHAAraHe Ha €3¢THMHO, B
CpPaBHEHHE ChC CHOTBETHATA KOHTPOIHA Ipyna (caMo Mranedo win cTaTuH) (Bx. TouKa 4.4).

C10o0ImapaHe Ha IONO3IHPAHH HEKETAHH PEAKIIHH

Cpo01aBaHeTo Ha NOO3MPAHH HEXEIIAaHH PEAKIHH CTIE paspeliaBane 3a ynorpeda Ha NeKapCTBeHNs
NpoAYKT € BaxkHo. ToBa no3BONsABa 43 IPONBIKH HaBNIOAEHHETO HAa CHOTHONIEHHETO MOJI3a/PHCK 34
NEKapCTBEHHA NpoAyKT. OT MEIVWIMHCKMTC CICHHANHCTH C€ H3UCKBa Ja CBOOMIaBaT BCAKa
MOJ03MPaHa HeXeNaHa peakuna upe3 HanbaHHTenHa areHIHA o Jekapersara yi. ,Jdamsn ['pyes”

Ne 8, 1303 Codua, Ten.: +35 928903417, yebeaiit: www.bda.bg.

IIpeno3upane

B KIMHHYHH Npoy4BaHHA IPHACKECHHETO Ha e3eTuME0 B 1032 50 mg qHeBHO mpH 13
Io0GpoBOILH B NIpoaEkeHne Ha 14 aun, M 40 mg AHcBHO npH 18 manueHTH ¢ 05
XHIIEPXONIECTEPONEMHS B IPOLBIDKEHHAE Ha 56 aHU e Owito nobpe noHocumo. [lpu



YCTAHOBABAHA TOKCHYHOCT OT NPHAATAHETO HA €3eTHMHO — Ha TUTHXOBE H MHIIKH € JaBaHa NEPOpanto
emIoKpaTHa oza 5 000 mg/kg, a Ha kydera choTeeTHO 3 000 mg/ke.

JloknaneaHu ca camo HAKOJKO CIy4aH Ha NPeA03MpaHe ¢ e3¢THMUD: TToBedeTo He ca OUNM CBBbp3aHH ¢
[IPOSBA HA HEXKEJIAHM JICKAPCTBCHY peakumy. JloKraBaHuTe HEKEIAHH JIEKAPCTBCHH PCakIy He Ca
Ooume ceprozHn. B cny4aii na npenosHpate ce NPHIAaraT CHMITOMATHYHH H TOLTBPKAIIH CPCICTRA.

5.  GAPMAKOJOIHYHH CBOMCTBA
5.1. MapMaKoAHBEAMHYHH CBOHCTBA
®apmaxoTepanesTuana rpyna: Jpyrn nunuzo-moaudunupamy arentn, ATC xox: C10AX09

Mexanu3eM Ha AcHCTBHE

EseruMu6 npHBauIexRH KbM HOB KiTac THIHA-PEAYLHpAIIM CHEAMHCHHA 32 MIOHIKABAHE Ha
JIHITHAATE, KOHTO CENEKTHBRO HHXUOHPAT MHTECTHHAIHATA a0CcopOIMa HA XONeCTepona U DIUIKH
CTEePOJIH OT PACTUTENEH NPOH3XoM. E3eTHMHG € IiepopaneH IeKapCTBeH NPOTyKT B MEXaHH3IMBT My Ha
HEeHCTRUE Ce pa3iiiiaBa OT TO3M Ha APYTHTE CHEAMHCHIS 3a MOHHKABaHE Ha XONeCTEPoNa (Hanp.
CTATHHH, CCKBECTPAHTH HA KITBYHHTE KMCCIMHE (CMOJH), HHOPATH H PACTHTE/IHE CTAHOIH).
Mornekynen TapreT Ha e3eTumMub € cTepon Tpancnoptep, Niemann-Pick Cl-Like 1 (NPCLIL1),
KOHTO € OTTOBOPEH 33 0GPATHOTO BCMYKBAHE B THHKHTE YCPBa HA XONECTEPON ¥ PHTOCTEPOIH.

E3zeTnMub ce TOKann3npa Ha MOBEPXHOCTTA Ha PECHWUKHTE B THHKHTE YepBa i HHXUOUpa
abcopbuMATa Ha XONECTEPONa, KaTo N0 TO3H HAYMH HAMANABA TPAHCIOPTHPAHMSA XOIECTCPOIT OT
TBHKATE 9€PBA KbM YEPHHS Apo6; CTATHHHTE NOHIKABAT CHHTE3a HA X0/lecTepona B 9epHus 1pob u
. 33eHO TC3H PA3NHYHM MEXAHM3IMH OCHTYPABAT NOMBIBAINO Ce ACHCTBHE 0 OTHOLICHHE PeAYKIIHATA
Ha XonecTepona. B AByceMHUHO KIHMHHYHO poydBade ¢ 18 NanMeHTH ¢ XHIEPXOACCTCPONIEMHA,
OPUIOKEHUETO Ha €3€THMHO € foBeno 10 naxubupanero ¢ 54 %, Ha ypesnata abcopOuust Ha
XOIIECTEPOIIA B CPaBHEHHME ¢ mnauebo.

dapmakonHaMH4AY eheKTH

IlpoBeneHa ¢ mopenuua OT IPeNKIMHHYHH IPOYYBRAHAA 33 ONpENeIfHe Ha CENEKTHBHOCTTA HA
¢3eTHMHO Npy mHXKHOKUpaHeTo Ha aGcopbumnTa Ha Xonectepot. Ezetumn® unxubupa abcopbumsrta Ha
[*C]-xonectepon 6e3 na nopmuaBa abcopOLpsTa HA TPHHICPHIHTE, MACTHHTC KHCETIHHH,
HITBYHHATE KMCENHHH, IPOTECTEPOHA, ETHHAJ] SCTPALHONA HIH MACTHO PA3TBOPHMHTE BUTAMHHM A H
1N

EnuaeMHOMOTHYIHY MPOYYBAHMA €4 YCTAHOBIIIN, Y€ ChPISTHO-CHAORATA 3a00M€BAEMOCT H CMBPTHOCT
3aBHCAT OT HMBOTO Ha obmus xonecrepon, LDL —xonectepona, HDL -xonecrepona.

Ipunoxennero Ha e3eTHMHO CBC CTATHH € ¢eKTHBHO NPH HaMANABAHE HA PHCKA OT CHpPUEYHO-
cu/0BH chOUTAA Npy naurenTy ¢ UBC u anamuesa za OKC

Knnnuyna edukactaoct 1 GezpnacrHoct

B KOHTPOJIMPaHH KINHHYHHE IIPOYYBAHHA JIEICHHETO C €3CTHMAG CAMOCTOATEIIHO HIIH B KOMOGHHAIHSA
CBC CTATHH € JOBENO A0 3HaYHMa PeAyKUHA Ha o6mua Xonectepot, LDL -xonecrepona,
anonunonporesd B (Apo B) u tpurmaepwmvte (TG); u yBennuasane sa HDL -xonecrepoia npn
MALFEHTH C XUIIEPXOASCTEPOIICMHS.

[IspaHYHa XHREPXOIECTEPOTEMHES,
IIpu xpoiino cnsmo, mane6o KOHTPONMPaHo, 8-ceMIIHO POYyUBaHe Che 709 MAaLMeHTH ¢
XHNEPXONECTEPOIEMHA, IONYYABAIH KBM HAYalI0TO HA MPOY4BaHETO MOHOTEPAIMA ChC CTATUH, HO
6e3 [a HOCTHIHAT MpHUEARATE cToiHOCTH 33 LDL-xonectepona (o7 2,6 o 4,1 mmol/l1 1 —
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IpOYUBAHETO € HabmoJaBaHo IpH 3HaYMTENHO N0-10niIM Opoii 0T MalMeHTHTE, PAHAOMH3UPAHH KbM
rpyIara ¢ e3cTHMHO, B CpaBHEHHE C NALMEHTHTE, BKIIOUCHHA B nnanebo rpynara - 72 % H ChOTBETHO
19 %. Monmkenuero Ha LDL-xonectepona e curuudukanTHa (25% B e3eTnMub cpemy 4% mmanedo).
OcBeH ToBa, ¢ 106aBgHETO Ha c3eTHMUO KBM OPOBEXIAHATA TCPANHA CHC CTATHH € NOCTHIHATO
3HA4MMO NOHIKEHHE Ha 0b1us Xonectepon, Apo B, TG u nopumasanc na HDL-xonecreposna B
cpasHeRue ¢ nrancGo. C pobassaHeTo Ha e3eTHMMO KbM MIPOBEXAAHOTO JICYEHHE CBC CTATHH €
NOCTHTHATO CHIKEHHE Ha Cpe/iHaTa cToiHOCT Ha C-peakTHBHES IpoTeHH ¢ 10% B e3eTHMHO cpeury
0% = ranebo rpymnara.

B 2 nBoiiHo-cren, paHAOMH3HpaHH, Inanebo KORTponupanu, 12-cenMuaan npoyssanus ¢ 1 719
NallAeHTH C THPBHYHA XHOEpXonecTeponeMud, e3eTiMu0 10 mg € foBen 10 3HAYHMO HAMATABAHC Ha
o6uua xonecrepon {13%), LDL-xonectepona (19%), Apo B (14%), TG (8%) u fo yeenigaBane Ha
HDL-xonecrepona (3%) B cpaprerne ¢ wianedo. OceeH ToBa e3eTHMHO He € MOBIHAN
KOHLICHTpalHATa HA MACcTHO pasTBopuMuTe BuTamuHy A, D u E B nutaaMara; He ce € NpOMEHHIIO
NPOTPOMOK-HOBOTO BPEME H NOA0GHO Ha APYTHTE ACKapCTREHN NPOAYKTH 33 IOHIDKABAHE Ha
NMHNMAHTE He € Onno HabmoxasaHo IIPOMAHA B APEHOKOPTHKATHA CTCPOHAHA XOPMOHANHA
OpOAYKIHA.

B MHOTOIEHTPOBO ABOHAO-CILAIO, KOHTpoNUpaHo KiuuHako rpoyaeane (ENHANCE), 720
nauHeRTH ¢ XedXca GHITH paHIOMH3HPaHH JIa [I0My9aBat e3eTHMHG 10 mg B koMOuHanHs
cbe cumpacTatH 80 mg (n = 357) unu cumBactatiH 80 mg (n = 363) 3a 2 roauHy.
OcHoBHaTa 11eN Ha TOBa MpoyuBane e Gina 1a u3cneapa edekTa Ha kOMOHHHpaHaTa Tepanus
e3eTHMHG/ CHMBAcCTaTHH BbpXy debGeMHaTa Ha HHTHMA-Meaud (intima-media thickness -
IMT} Ha KapOTHAHATA apTepHA CIPAMO MOHOTEPaNHs ChC CHMBACTATHH. BimaHueTo Ha TO3H
CYPOTaTeH MapKeEpP BBPXY ChPAEYHO-CHA0BATa 3a00JICBAEMOCT H CMBPTHOCT OIIE HE €
JEMOHCTPHPAHO.

IlbpBHYHATa KpaiiHa TOUKA H MPOMAHATA B cpefHaTa IMT Ha BcHuKHTE 6 KAPOTH/IHN CEIMEHTA,
u3Mepend apes B-mode yntpassyk, He ce pasmuvasar sHaumrenro (p=0,29) Mexxy 2-Te IEKyBaHu
rpynu. JlebennHara Ha KHTHMA-MCIHA Ce yBesiduasa ¢ 0,0111 mm npu komOunauna na esetumut 10
mg cbc cumBacTaTHH 80 mg K croTBeTHO 0,0058 mm mpn caMmocToATENHO Mpuaaral CHMBACTATHH
80 mg, B MPOARIKEHHE Ha 2 TOAMOIHO NPOYYBaHe (H3XOIHH CTOHHOCTH Ha cpennata IMT na
xapoTHuHara aprepus 0,68 mm u 0,69 mm choTBETHO).

E3zerumu6 10 mg B xoMGHHaums cbe cumsacraTid 80 mg 3nauMTenHO nomwkasa LDL-xonectepona,
obmua xonecrepon, Apo B u TG B cpapuerHe cbe cuMmBacTaTHH 80 mg. [IpOUCHTET Ha YBENHICHHE
na HDL-xonecrepona e cxoneH 3a 2-te rpymy. Hexenanute peakipu, chobmaranm 3a esetumu®

10 mg B koMOMHAIMA Che CHMBacTaTHH 80 Mg CHOTBETCTBAT HA HETOBHA H3BECTEH mpodui Ha
Oe3omacHOCT.

Heduampuuna nonynrayus
B MyATHUECHTPOBO, JBOHHO-CIANO, KOHTPOAUpPAHO H3nuTBaKe, 138 naunenTn (59 Momiera u 79
MOMHMYETa) OT 6 10 1 rogunieia Bu3pacT (Cpeana Bh3pact ot 8,3 ronuHm) ¢ xereposurorHa hamMunna
HTH He(aMIUTHA XHNEPXONeCTepoNieMus ¢ W3xouuu pusa Ha LDL- C mexay 3,74 1 9,92 mmol/1 ca
PALAOMHM3APaHH, UK KbM e3eTuMi0 10 mg, unu keM maneto 3a 12 ceqMunA.

Tlpes ceamuna 12, e3eTUMHG 3HauMTeNHO Hamanasa obmus —C (-21% cpemy 0%), LDL-C (-28%
cpemy -1%), Apo-B (-22% cpemty -1%), u ne HDL-C (-26% cpemy (%) cpaeHeH ¢ muiane6o.
Pesynraru 3a 2-Te nekysanu rpymH ca cxoguu 3a TG u HDL-C (-6% cpety +8% u csoTBeTHO +2%
cpemty +1%).

IIpit MHOTOLICHTPOBO, ABOHHO-CANO, KOHTPOMMpPaHo H3nuTeane, 142 momyera ( 11 crened no ckanara
Ha Tanep 1 narope) u 106 Momuyera ¢ MeHCTpyauws, Ha Bb3pact oT 10 no 17 roqueu (cpeana
BB3pact 14,2 roguun) ¢ XedX ¢ uaxoann uusa na LDL-xonectepona Mexay 4,1 u 10,4 mmol/l ca
PaHIOMH3HPARH KbM e3eTHMHO 1{ mg eAHOBPEMEHHO OPHJIOKEH Che CHMBacTaTHH (10 mg, 20 mg
nny 40 mg) win cameactatad (10 mg, 20 mg umm 40 mg) cCaMOCTOATENHO 3a 6 CEAMMLIM, C3ETHMHO
NPHIIOKEH eHOBpeMeHHO ¢ 40 mg cuMBacTaTHH MM 40 mg CUMBacCTaTHH CaMOCTOATE.
caepsamure 27 ceMHIM H ¢ OTRBOPEHA (ha3a — €3eTHMHO €IHOBPEMEHHO ChC CHMBA
20 mg swm 40 mg) 32 20 ceqmuny crea TOBA,

Ilpes cemmuna 6 e3eTHMHO eXHOBPEMEHHO MPHIOKEH CBC CHMBACTATHH (BCHUKH
Hamansea o0 xonecrepon (38 % cpewy 26 %), LDL-xonectepona (49 % cpe
(39 % cpemxy 27 %), m He-HDL-xonecrepona (47 % cpemy 33 %) B cpaBHEEHE
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(BCHHUKM 103M) CAMOCTOSTENHO. Pesyrrarute B 2-Te NekyBand rpymu ca cxoiuy 3a TG u HDL-
xonecrepon (-17 % cpemty -12 % u +7 % cpemy +6 %, cbotserto). [Tpes cenmunia 33, pesynrature
ca B ChOTBETCTBHE C Te3M Mpe3 CeAMHLA 6 M 3HAUMTENHO [IOBCYE MAMEHTH, TONYYaBaNy e3eTUMUO 1
40 mg cuMpactaThE (62 %) ca noctaraamn NCEP AAP maeansata uen (< 2,8 mmol/L [110 mg/dL])
3a LDL-xonectepon B cpaBHeHHe ¢ Te3n nony4dasamu 40 mg cumeactatis (25 %). [Ipes ceamuna 33,
Kpad Ha YABDKEHATA OTBOpeHA (hasa, eeKTHTE BhpXY JMNHHUTE NapaMeTPH CE 3aaBPXKaT.
BezonmacHocTTa 1 e(PHKACHOCTTA Ha €3¢ THMUO IPHIOKEH SAHOBPEMEHHO ¢ NO3H CHMBACTATHH HAaJ
40 mg xHCBHO He ca NPOYYBAHK MDY NEIAATPHYHH NANNCHTH Ha Bb3pacT ot 10 o 17 roaunm.
Be3011acHOCTTa H e)HKaCHOCTTA Ha e3eTHMUD, NpHIOXeH B KOMOMHAIINA ChC CHMBACTATHH HE ca
NpOYYBaHH NPH NEAHATPHYHH NAHEHTH < 10 rogumHa Bb3pacT.

[IpoaBDKHTETRATA €HKACKOCT HA ICYEHHETO C e3¢TAMHO upH nanpenTH non 17 rofnny 3a
HaMAIABAHE HA 3a00MeBaeMOCTTa H CMBPTHOCTTA IIPH 3PAIA BBE3PACT HE Ca IPOYIBAHH.

IIpoduraxmura na copoeuno-cbO08YU Cobumun

IMPROVE-IT ¢ maoroueHTpoBo, paHIOMH3HPaHO, NBOIHO CIIANGC [IPOYYBAHE KOHTPOMHPARG ©
aKTHBHO BEHIECTBO, B KOETO Ca BKMoucHH 18 144 naunenty B pamkute na 10 qxm or
XOCTHTANM3ANMATA OPAAH OCThp KoponapeH cuuapom OKC; wid ocThp HHApKT Ha Muokapaa (M)
win Hectabuma anruHa HA). TMaumenrute, kowro ca ¢ LDL-C <125 mg/dl (<3,2 mmol/L) no Bpeme
Ha OKC B ciydaii, 4e He ca npHeMani JTHIHI0-TOHIDKaBama Tepanud, win <[00 mg/dl (<2,6 mmol/1},
aKo ¢a MOJyYaBalH JIHIMA0-NOHWKaBama Tepania. Beryky nanyeHTH ca paHIOMH3MpaHH B
cvoTHOWewHe 1:1 Aa nonyyasar unk ezetimub/cumsacratry 10/40 mg (n = 9 067) wid cuMBacTaruy
40 mg (n =9 077) ¥ npocAensBany ¢ MEAHAHA HA NPOIBLIKUTENHOCT OT 6,0 ronHAH.

Cpennara Bb3pacT Ha nanuenTHTe € 63,6 roquuy; karo 76% ca Mbxke, 84% ca OT eBpomerHaTa paca
1 27% ca 6unn nuadernin. Cpennara crofroct Ha LDL-C no BpeMe Ha 0nNpeaeanoro IpoyYBaHeTo
cbutHe e 80 mg/dl (2,1 mmol/1) 3a Te3u, Ha mMnMao-roRMmKasania Tepamts (n = 6 390) u 101 mg/dl
(2,6 mmol/l) 3a Te3n, xoHTo ca Ge3 NpeUecTBaINa TUIHAC-TOHIKABAIA Tepamus (n = 11 594),
[Ipenu xocnuTanu3anuara 3a onpeaensde va OKC, 34% ot manuerTHTE €4 OMIK HA TCPATHA CBC
cratee. Ha 1-Bara rognna cpeaunata crofinoct Ha LDL-C npr napMeHTH, NpoIRDKaBalli Tepanks e
53,2 mg/dl (1,4 mmol/l) 3a rpynara Ha e3eTumub/cumBactatas 1 69,9 mg/dl (1,8 mmol/1) 3a rpynara
Ha MOHOTEpANFA CBC CHMBAcTaTHH. KaTo Um0 NMUOHAHKTE CTOHHOCTH Ca HOMYYCHH OT MALHEHTHTE,
KOHTO OCTaBaT B POY4BaHATa TepamMATa.

ITepeu4HaTa KpaifHa TOUKa ¢ CHCTABHA, KOATO BKJIIOYBA ChPACYHO-CHA0BA CMBPT, FOXEMH KOpOHapHH
ceonTiA (FKC; nedprunpanu kato Hedaraned uudapkr Ha Muokapia (MM), nokymentupana
HecTabuHa crenokapaus (HC), n3nckBama XOCTIHTANN3A1HA, KA BCAKA KOPOHAPHA
peBacKynapH3aluHMOHHA [IPOLEIypa poasAsania ce mone 30 JHHM cnel Ha3HAYCHOTO PAHAOMH3HPAHO
nedenne) u HedatancH uHcynT. [TpoyuBaneTo mokasa, 9e NeYeHHETO ¢ C3eTHMMD, Korato ¢ noGascHo
KbM CHMBAcTaTHH NPeJOCTaBA HAPACTBAILA M0J13a [IPY [IOHMKABAHETO HA IbPBHYHATA CHCTABHA
KpaifHa TOYKA Ha ChplieHO-ChIoBa cMEBPT, [ KC 1 Hedartanes HHCYNT B CPABHEHHE ChC CHMBACTaTHH
CaMOCTOATENHO (HaMaJlABaHE Ha OTHOCHTEIHEA PHCK 0T 6,4%, p = 0,016). ITnpsuaHata kpaiiHa Touka
ce nosssBa npu 2 572 ot 9 067 naumenTy (7-roapmea ouenka 1o Kamnan Matiep (KM] 32,72%) B
eseTuMub/cuMBacTaTHH rpynata u 2 742 ot 9 077 nanuents (7-rogpona oneska no KM 34,67%) B
rpynara Ha MOHoTEpanus csC cumMpacTaTul. (K. @urypa 1 1 Tabnuua 2.) Tasn HapacTeama nonsa ce
09aKsa 72 Oblie CXORHA ¢ €AHOBPEMEHHOTO IPHIOKCHHE Ha APYTH CTATHHH MOKA3aHK, 32 eeKTHBHY
TIpH MICHICKABRAHETO HA PHCKA OT CHPACYHO-CRAOBH CHONTHA. Of1aTa CMBPTHOCT ¢ HEMPOMEHESHa 1IPH
Ta3H BHCOKO pHCKOBa rpyna (Bx. Tabmina 2).

Hma anocTHa moi13a 3a BCHIKH BHOOBE HHCYAT; 00ade HMa MAIKo, HE3HaYHTEIHO NOBULICHHE Ha
XCMOPAarH9HHA WHCYJIT B IPYNAaTa HA e3eTHMAO/CHMBACTATHH B CPAaBHCHHE C IPYIIATa HA MOHOTEPAITHA
che cuMBacTaTiH (Biok Tabnuoa 2). PHCKBT OT XxeMoparndeH HHCY/IT 33 €3¢THMHO HIPHIOKEH
¢XHOBPEMCHHO CHC CTATHHM C [10-BHCOKA IIOTEHTHOCT B IPOYYBAaHHA 3a JBITOCPOYHH PE3YNTaTH, He ¢
OTIEHABAH,

TepaneBTHanHA edekT Ha e3eTHMUD/CHMBACTATHH € K4aTO 1UI0 € B CHOTBETCTBHE C
CpeA MHOTO NOATPYITH, BITIOYKTETHO 10N, BB3PACT, paca, aHAMHE34 3a 3aXapeH
HHB2 Ha NMOAIATE, NPCALIeCTBAA TEPAMUA ChC CTATHHY, [IPERHAINEH HHCYIT H (

®urypa 1: Edexr na Ezernmu6/CuMpactaTiH BpXY TBPBHYHATA ChCTABHA KPR
ChPAEHHO-CHAOBA CMBPT, TONEMH ChpAeHH0-ChA0BH cEOHTHA (I'CC) Hnn Hedatit
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1 Hapwcka . 0.936 (95% CI, 0.887-0.988), p=0.016
a5 -
n- ‘.’_.r ------ g
) P
R 251 /"'.
. ' w
20- "/".’
/"/.’
o
154 .57
104
' — ESQTHMWO/CHMBICTITHH
5+ - =~ ChAMBACTETHH
Y 1 I 1 I T L I I ] 1 I ¥ I |
0 1 2 3 4 5 6 7
¥ — BPoMETO OT PANAOMRISLIATE (rogmm)
EssTmnG/CimsacTatin 9067 737% 6801 6375 5839 4284 3301 1906
CumpacTatd 9077 7455 6799 6327 S/ 4206 3284 1857
Tabnuua 2
I'CC nic TepanieBTHYHA [PYIIa IPH BCHYKH paHA03MH3Hpand nauHeHtd 8 IMPROVE-IT
Pesynrat Ezerumud/CuMBacTaTa CHMBacTaTHH KoeduimeHt [p-
10/40 mg? 40 mg® Ha pHCKAa  |CTOMHOCT
(N=9 067) (N=9 077) (95% CI)
n K-M % * n K-M%*
ITepBHYHa cbcTaBHa KpaiiHa TOUKa 3a epHKAacHOCT
{CC emppt, 'CC 1 |2 572 32,72% 2742 [34,67% 10,936 (0,887, 10,016
HeaTaIcH HHCYIIT) 0,988)
BTopH4YHH CHCTaBHH KpalHH TOYKH 3a epMKACHOCT
CMBpT NOpagu 1322 17,52% 1448 (18,88% [0,912 (0,847, 0,016
HUBC, sedaraneH 0,983)
UM, cnenrua
KOpOHapHa
peBacKynapuzanus
MCE, nedaranen |3 089 38,65% 3246 [40,25% (0,948 (0,903, 9,9_35\\
HHCYIIT, CMBPT 0,996) Aim
(mopaaH BCAKAKBH 2 é:%c .
sy VA7AETN
CC cMBpT, 2716 34,49% 2869 [36,20% AR )]
Hedartanen UM,
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HC u3nckBama

XOCITHTAIH3ALHA,

BCAKA

peBacKynapu3anms,

HedaTaeH HHCYIT

KomiioHeHTH Ha MbPBHYHATA CHCTABHA KpaitHa TOUKa H H30paHHM KpaHHH TOYKH Ha

edHKacHOCT (ITEPBH MPOABH Ha CIEMHPHIHO CHOHTHE MO BCAKO BPEME)

Covpaeuno-cpaoBa (537 6,89% 538 6,84% {1,000 (0,887, |0,997

CMBpPT 1,127)

I'CC

Hegaranen HM 945 12,77% 1083 |14,41% |0,871 (0,798, |0,002
0,950)

HC u3nckpama 156 2,06% 148 1,92% [1,059 (0,846, |0,618

XOCIIUTAIM3AH 1,326)

KoponapHa 1 690 21,84% 1793  |23,36% (0,947 (0,886, {0,107

peBacKylIapH3alus 1,012)

cnen 30 nHu

Hedaranen uucynr |245 3,49% 305 4,24% (0,802 (0,678, 10,010
0,949)

Besakaxkse HM 977 13,13% 1118 [14,82% [0,872 (0,800, (0,002

(tbaTanes u 0,950}

HedaTaleH)

Beakakes HHCYNT  |296 4.16% 345 4,77% 10,857 (0,734, 0,052

(daTaneH u 1,001)

HedarTaner)

Hexemoparuuen 242 3.48% 305 4,23% (0,793 (0,670, {0,007

uHCynT ¢ 0,939)

XeMoparndeH 59 0,77% 43 0,59% (1,377 (0,930, |0,110

HHCYIT 2,040)

CMBpT nopanu 1215 15,36% 1231 |15,28% [0,989 (0,914, (0,782

BCAKAKBA [IPHYKHA 1,070)

3 6% ca ¢ THTpHpaHE Ha 103aTa A0 e3eTHMuO/cuMBacTaTHH 10 mg /80 mg.

b 27% ca ¢ TMTpHpaHe Ha Jo3aTa go cuMBacTaTuH 80 mg.

¢ Ouenka no Kanyan Maiiep 3a 7 roiUHH.

d BkmiouBa HcxeMH9eH HHCYJT ®ITH HHCYIIT OT HEONPEAENEH THIL

{Ipedomepamasane na 2onemu cvoosu cvbumus npu XbH

[Ipoy4uBaHeTO, CBBP3aHO ¢ NpeAna3BaHe Ha cbpleTo u 6pbpenute (Study of Heart and Renal
Protection (SHARP) ¢ My/TH-HALHMOHAIHO, PAHIOMH3HPAHO, Mane60-KOHTPOTHPAHO, ABOHHO-CIANO
npoyusaue, nposenero npn 9 438 naumenty ¢ Xb3, eqna Tpera OT KOWTO B HAYANOTO ca OMIH Ha
nnanu3a. O6wo 4 650 nawsenTH ca GHITH pasupencicHy Ha (hUKCHpaHa KOMOHHAIHA ¢ 1033 OT

10 mg e3etumud che cumpactaTid 20 mg 1 4 620 naupentn Ha nanebo, K ca IPOCACICHH 33 CPeHO
4,9 rogunu. Cpeatia BB3pact Ha nanuenture ¢ Gina 62 roguan 1 63% ca mMeaxe, 72% OT KaBKaskara
paca, 23% c nuaber, a 3a Te3H, KOHTO He ca OMIM Ha JHaIH3a, CpeHara CKOpOCT Ha ITIo
¢punrpanus (D) e 6una 26,5 ml/min/ 1,73 m? He ¢ uMano KpHTEPHH 32 BKIIOYBAHE,
o oTHOmEHKe Ha nunuanTe. Cpennata croitHocT Ha LDL-C Ha n3X0nHO HHBO € 10{8’
TOAHHA, BKIOYHTENHO H [IPH NIALMEHTH, KOMTO BEYE HE NPHEMAT NPOYIBAHOTO ne{fl

HamaseHa ¢ 26% B cpaBHeHHE ¢ WwiancOo upe3 ciMsacTaTiH 20 mg caMOCTOATENH.

>
npunarade Ha e3etHMH0 10 mg xomOurKpaH cbe cuMBacTaTaH 20 mg. g
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ITLpBHYHOTO CPaBHEHHE, OTIpeaelieHo o1 npoTokoi Ha SHARP, e ananus "HaMcpeHHe 3a ICICHHE™ HA
,,FONIEMH CHIOBM MHIMAEHTH" (major vascular events, MVE; onpencncuu karo HedartaneH nudapkr
Ha MHOKAp/a MM ChPIEYHA CMBPT, WHCYJIT, HAH BCSKA NPOLEIYpPa 33 PeBACKyNapH3aliia) ¢aMo MpH
OHE3H [AlHEHTH, KOUTO MHPBOHAYAIHO CA PAHIOMHM3HPAHH B IPYIIHTE Ha e3eTMMHD KOMOUHHMpaH CBhC
cumBactaTiH (n = 4 193) win mwianebo (n = 4 191). BropuurnTe aHaTHIM BKAKOYBAT ChiIATA
CHBKYIMHOCT, AHAIN3HPAHA 3 [TBJIHATA KOXOPTA, PAHIOMI3HPaHa (TIPH NPOy9IBaHe HA H3X0AHO HUBO
WIH Ha | roaEna) Ha e3eTHMUO KOMOHHUpAH ¢he cuMBacTaTHR {n = 4 650) unn wranebo (n = 4 620),
KaKTO H KOMIIOHEHTHTE HA TA3H CBBKYMHOCT.

AHANHM3 HA NEPBHYHATA KpaitHa TOMKA NOKAa3Ba, Y4e e3eTHMHO KOMOHHKPAH CBC CHMBACTATHH
3HAYMTESHO HAMAIBA PUCKa o1 MVE (749 nanpentu cb¢ chOuTHS B nytanebo rpynata cnpamo 639 B
rpynaTa Ha e3eTMMu0 KOMOMHUPaH ChC CHMBACTATHH) ¢ HAMAABAHE HA OTHOCHTENHHS pHCK ¢ 6% (p
=0.001).

Bropeky ToBa, TO3M AM3aHH HA NPOYIBAHETO HE NO3BOJBA PATNERAaHe HA OTACIHUS TPHHOC Ha
MOHOTEPANKATA ¢ €3eTUMHD 32 ePHKACHOCTTA MO OTHOIIEHHE HA PHCKA OT FOICMH ChIOBH CHOHTHS
npu nanaeATH ¢ XbH.

B Tabnuua 3 ca npegcTaBeHd oTAeNHHTE KoMrioneHTH Ha MVE npy BeuukH papAOMHE3MpaHH
natseHTH. E3eTHMHG KOMOHHHPAH Ch¢ CHMBAacTATHH 3HAUYUTC/IHO HAMAIABA PHCKA OT HHCYNT H
PEBacKyaapH3aliis, ¢ HE3HAYHTENHH YUCIAECHA PA3IHKH B 1107132 HA €3eTHMHO KOMOHHHPaH CbC
CHMBACTaTHH 3a HegaTaleH HH(APKT Ha MHOKapAa B BHE3atHa CMBPT,

Tabmua 3
l'onemu ChA0BY CHOHTHS N0 TEPANERTHIHA TPYNA MPH BCHYKH paHgoMu3upany nanueHTH B SHARP®

Pezynarar Ezernmat 10 mg | IlnameGo (N=4 620) KoedHunest Ha P-

KOMOHHHPAH CBC pucka (95% CI) |croiiHoCT
campacTaTud 20 mg
(N=4 650)

MVE 701 (15,1%) 814 (17,6%) [0,85 (0.77-0.94) 0,001
Hedaranen UM 134 (2,9%) 159 (3,4%) 0,84 (0.66-1.05) 0,12
Cepaedna cMbpT 253 (5,4%) 272 (5,9%) 0,93 (0.78-1.10) 0,38
BcakakpB MHCYIT 171 (3,7%) 210 (4,5%) 0,81 (0.66-0.99) 0,038
Hexemoparagesd 131 (2,8%) 174 (3,8%) 0,75 (0.60-0.94) 0,011
HHCYIT
XemoparuveH uacynT (45 (1,0%) 37 (0,8%) 1,21 (0.78-1.86) 0,40
Beaka 284 (6,1%) 352 (7,6%) 0,79 (0.68-0.93) 0,004
peBacKynapH3anms
Tonemu 526 (11,3%) 619 (13,4%) 0,83 (0.74-0.94) 0,002
aTepoCKIePOTHIHH
cubutha (MAE)®

a

Ananuz “HaMepeHHe 32 NicYeHHe' " Ha BCHYUKH MALHEHTH 0T npoyusancTo SHARP,
PAaHIOMHM3HPAHH Ha €3¢ TIMHO KOMOMHHMpPAH ChC CUMBACTATHH KIH [UTACO0 MM B HAYAIOTO,
HJIH HA rojuHa 1.

MAE, otipenench kato komOunaiua ot Hedaraner UM, koporapHa cMBPT, HCXEMOparu4eH
HHCYJIT HIIH BCAKA PEBACKYIapH3aLFsL.

A6comoTtHoTo noHwkaBane Ha LDL xomecTepon, MOCTHIHAT C e3€THMHO KOMOMHHPAH ChC

CHMBACTATHH € TIO-HUCBK Cpell IALMEeHTH ¢ 10- HUCKa M3XoaHa cToitrocT Ha LDL-C (<2,5 mmol/l) u
NAOHSHTH HA ZHANH33 B HAYAJIOTO HA ACUCHHETO, OTKOAKOTO NPY APYTATE MAIHCHTH H ChO HTE
MOHIGKEHHA Ha PHCKOBETE NPH Te3H 2 TpymH ca 6rmmH no-cnabu.

XodX
B nBoiino-ciano, paHIOMH3HpParo, 12-ceMHYHO NPOYYBAHE ca OHMH BKIIOYEH
KJIMHUYHH M/HIH FeHOTHIHH AanHu 3a XoDX, KOHTOo ca [0JIy4aBalli aTopBacTa
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wmn 80 mg) mn cumBacratii (40 win 80 mg), € rRaManuno 3naurTenHo LDL-xonectepona - ¢ 15% B
CPaBHEHHE ¢ NOBHIIABAHETO EAMHCTBCHO Ha J03aTa Ha CHMBAaCTaTHHA HIIH aTOPBACTaTHHA (Kato
MoHotepanni) oT 40 mg Ha 80 mg.

Xomosuzomua cutmocmeponemus {pumocmeporemus

B neoiiso-cnano, mianebo KOHTPOIMPaHo, 8-ceAMHUHO MpOyYBaHe, 37 MAlMEHTH C XOMO3HIOTHA
CHTOCTEPOEMHESt €A PaHIOMU3HPaHH KbM eseTAaMub 10 mg (n=30) unn nnanebo (n=7). Haxou oF
NALMEHTHTE Ca TIONYYaBaId APYTH JICKAPCTBEHH POAYKTH (Hamp. CTaTHHH, cMoiH). Ezetumub
3HAYMMO € HaMaJMI 2-Ta OCHOBEH PACTHUTENIHH CTCpOIIa — CHTOCTEPON ¥ KaMIIECTEPOn CHOTBETHO
21 % u 24 % cnpamo msxomHuTe CToiTHOCTH. He ca n3secTHH edekTHTE OT HAMAIABAHETO HA
CHTOCTEPONA BBPXY 3a00JI€BaEMOCTTa H CMBPTHOCTTA NIPH Ta3H HONYTAH.

Aopmua Cmenoza (AC)

IIpoyusanero CumBactatun 1 EzeTumu6 3a Jleweuue Ha Aopraa Creno3a (The Simvastatin and
Ezetimibe for the Treatment of Aortic Stenosis, SEAS) e 610 MHOTOLEHTPOBO, ABONRO-CIATIO,
M1ane60-KOHTPOIMPARO ChC CPEIHA MPOIBIIKHTENHOCT OT 4,4 rofunY, NpoBexeHo npu 1 873
NalueHTH ¢ acHMNToMHa AC, JOKYMEHTHpAHO 4Ype3 H3McPBaHe HA CKOPOCTTa HA KPBBHHA TOK B
aoprara ape3 Jomnep tect B Ananaszona o1 2,5 xo 4,0 m/s. CaM0 nanMeHTH, 33 KOMTO ce CMATA, 4¢ HE
ce HYKAasT OT JIEYCHHE ChC CTATHH 33 NOHIXKABAHE HA PHCKA OT aTepOCKIEPOTHYHA ChpPACIHO-CBI0BA
Gonmect ca 6und 3anucany. IanpenTire ca 6uny paHIOMH3MPaHH B COTHOIICHHE |:1 na moiygapar
nnaue6o uiH eXHOBPEMEHHO NpHnaraHy ezetrmMub 10 mg 1 chmBactatd 40 mg qHEBHO.
[TepBruBaTa KpaiHa TOUKA € CHBKYIHOCTTA HA FOIEMH ChPACYHO-CBAOBH CHOMTHA (major
cardiovascular events, MCE) Bxno9Baniy c5pAeTHO-CBA0BAa CMBPT, A0PTHO KJIAalIHO NPOTE3UpaHe,
3aCTOHA CHPACYHA HEJOCTATHYHOCT KAaTo pesyarar 0T nporpecHs Ha AC, nedatanen MH,
KopoHapHo-aprepuanct 6aiinac (CABG), nepkyranna koponapra uaTepsennus (1IKH),
xocruranu3anng nopagu HA v Hexemoparwaen uncynt. KinoyoBHTe BTOPHYIHH KPaHHH TOUKH G
CBBKYIIHOCT OT MIOJTPYNH Ha IbPBHYHY KpaiHi TOUKH.

B cpasuenne ¢ rnane6o, eserumut/camsactatun 10 mg/40 mg He NOHMKABA 3HAYMTE/THO PHUCKA OT
MCE. OcroBHHAT pe3ynTaT ce nosessa npu 333 naumenty (35,3 %) B rpynara ¢ €3eTuMud/
CHMBACTATHH H IIPH 355 manmentn (38,2%) B rpynara ¢ nnane6o {koeduument Ha puck 0,96 s
rpynarta c rpynara ¢ esetnmu®/ cumsactatuy; 95%CI: | 0,83, 1,12; p = 0,59). CManara Ha aopTHa
wiana (CAK) e u3sspmena npu 267 nanuents (28,3%) B rpynara eseTuMn®/ cMMBacTaTHH 1 npy 278
namueHTH (29,9%) B rpynara ¢ rianebo (koeduipent Ha puck 1,00; 95% noseputency HHTEpBaN,
0,84, 1,18; p = 0,97). B rpynara Ha e3eTHMuG/ CHMBACTATHH € HMAIIO HO-MAJIKO manuents (n=148) ¢
HCXEMHYHH ChHPASYHO-ChIOBH MHIHAEHTH, OTKOAKOTO B rpynaTa Ha rnauebo (n=187) (koeduuuent
ua puck 0,78; 95% nosepHTeneH uurepsai, 0,63 xo 0,97; p = 0,02), 0CHORHO OpazH NO-MAJIKKA GpOH
MAaHEeHTH [IPETHPIIETH KOpOHApHO-apTepHaneH Oaiimac.

Pak ce moABABA Mo-4ecTO B IpyNaTa Ha e3eTMMuG/ cumpactated (105 cmpamo 70, p=0,01).
KnyHHuYHATA 3HAYHMOCT 3a TOBA Hab)I0lcHUE € Heonpeenena, Thil KaTo B No-o0mMpHOTO NpoyYBaHe
SHARP, o6umusAT 6poii Ha MalHEHTHTE C HAKAKHB PUA pak (438 B rpynarta Ha €3eTHMHO/CHMBACTATHH
cpemy 439 B mnaneGo rpymara) He ce pasnkvaea. B ponnimenme, B IMPROVE-IT n3uuTBaneTO
oOmEAT Opoil HA NMaNHEHTHTE ¢ HAKAKBO HOBO 3mokadectseHo 3abonapame (853 B rpymara Ha
eserumMuO/cuMBacTaTHH cipaMo 863 B rpymnaTa Ha CHMBACTATHH)} HE CE pasnM4aBa 3HAYMTECIIHO

CICAOBATENHO JaHHHTE OT mpoyusaneTo SEAS He morar na ce motebpast or SHARP wm or
IMPROVE-IT.

5.2 PapMakOKHREeTHIHH CBOHCTBA
Abcopbums:

Cnen nepopaied npueM e3etumub ce abcopbupa 65p30 1 B romaMa creneH ce KOHIOrupa a0
(apMakonoruuHo akTuBeH heHoN-rIOKyporua (€36 THMHO- rmokyponua). CpennuTe

IMIOKYPOHH H MexXay 4-14 ¥ 12-Ti 9ac 3a eseTMub. AGcomoTHaTa 6HOHAIIH
MOXe [1a Ce ONpeehn, ThH KaTo CheAHHEHHETO € Ha NPaKTHKAa HCPa3TBOPHMO B
HOAXO/IAINA 33 HHKEKTHPAHE.
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IpHemsT Ha XpaHa (C BHCOKO ChABPKAHHME Ha MA3IHHHK WIH 0e3 MasHHHH) €AHOBPEMEHHO C
MEIMKaMEHTA HIMA BE3LEHCTRHE BhPXY MEpopaiHaTa GHOHANMYHOCT Ha €3€THMHAO, KOraTo TOH ce
naea nof, fopmara Ha eserumub 10 mg Tabnerkn. EzeTnmub moxe ga ce B3uMa ¢ 1 0¢3 XpaHa,

Pasnpenenenue:
EzeTuMH6 H €3¢ THMHUO- TTIOKYPOHHT Ce CBLp3BaT ChoTBETHO B 99,7 % 1 B 88 10 92 % voBemkHTE
IU1a3MEHH NPOTCHHHL.

Buorpancthopmarii:

E3etnMub ce merabonuzupa rnasHo B THHKHTE YepBa H HepHHA Apob 4pe3 rmoKypPOHHIHO
korrorupase ((asa Il peakimsa) ¢ nocneJpama eKCKpenus ¢ #orbdkara. MHAMMaNeH OKCHIATHBCH
MeTabomu3nM ((dasa [ peakuus) ¢ HaOMIOAABAH NPH BCHYKH H3CTEBAHE OHONOrMYHH BHIOBE.
EsetnMu0 u e3eTUMHO- rroxyponua ¢a OCHOBHHTE YCTaHOBEHH B ILIa3MaTa JEpHBATH HA
NEKAaPCTBEHKS MPOAYKT, KOHTO ChCTABASBAT ChoTBeTHO npHOnusuTenno ot 10 no 20 % u 80 10 90 %
oT 0BHIOTO KONHYECTBO Ha JIEKAPCTBEHNMS MPOAYKT B IUiasMara. KakTo e3eTHMHO, Taka o €3eTHMHO-
TIIIOKYPOHH]] ¢ €MHMHHAPAT OABHO OT IUTA3MAaTa MPY HATHYHETO HA SHAYUTCIIEH CHICPOXENATaNneH
Kperospar. [onyXHBOTHT Ha €3¢ THMHO H €3eTHMHO- rmoKypoHnz ¢ npabnnsaTenao 22 yaca.

EnuMuHHpaHe:

Cnen nepopanes ipuem Ha [“C)- ezeTuMuG (20 mg) ot Xopa, npubnuzutenno 93 % ot obmara
PanHOAKTHBHOCT B IUIA3MATa € Guna B pesynarar na o6mma e3eTuMud. Tipubmusurento 78 % u 11 %
OT NpHETATa paJHOAKTHBHOCT € Ouna yCTaHOBCHA CHOTBECTHO B HSHPEDKHeHHHTa 1 YpHHaT4, 3a neEpHoOA
Ha 10-aHeBHO n3cneneane. Cnen 484" yac He ¢ YCTaHOBEHA paTHOAKTHBHOCT B [Ia3MaTa.

Crenuanny rpyny NanuesTH;

Tleouampuynu nonyiayus

(DapMaKOKMHETHKATA Ha ¢3eTHMHO € eiHaKBa npH Acia > 6 roiMaH H Be3pacTh. Hiama
(apMaKOKHMHETHIHNUTE NAHHHK HpH Acla < 6 roguHA. KIN¥HEMHAAT OIKET NPH Jena B FOHOUIH ¢
cBexa 10 mabmonenua npu nagHentite ¢ Xo®X, XedX nin cHTOCTEPOICMHA.

Hayuenmu ¢ cmapuecka sv3pacm

IIna3smenuTe KOHIEHTPALHY Ha 06IMA €3€THMHO pH NAITHCHTH B CTapyecka BB3pacT (= 65 ronunm)
B CpaBHEHHE C T3 [PH nanedTH ot 18 1o 45 roguuu ca nea IbTH NO-BHCOKH. CHIKECHHETO Ha
LDL-xonecrepona 1 upodrrsT Ha Ge300acHOCT ¢a CXOAHH NIPK NALUEHTHTE B CTApYECKa BB3PACT H
10-MITAZHTE [AUMERTH, KOHTO CC JICKYBAT ¢ e3¢TUMHO. Tlo Tazn npHyHHA HE CE Hanara KOPHrupaHe
Ha A03aTa UpH NAUHEHTHTE B CTAPYECKa BB3PAacT.

Yepnodpobuo yspexcoatie

Crnen enHokpaTHa 103a €3eTHMHO ot 10 mg cpennara wiom AUC 3a o6mms e3eTHMHO ce e
YBENHYHIA NPHOIH3UTENHO 1,7 ITHTH NPH NAIMEHTHTE C JICKa CTCMCH Ha YEPHOIPOOHO YBpeXK/IaHe
(ckop o Child Pugh ot 5 unu 6) B cpaBHeHHe cbe 3apaBuTe nHAMBHIH. [Tpn 14-mHerno, ¢
MHOTOKpaTHH npHeMH (10 mg THEBHO) NPOyUBaHE MPH NAIMEHTH C YMEPEHA CTCTIEH HA 9CPHOAPOOHO
yspexaate (ckop mo Child Pugh or 7 1o 9), cpennara AUC 3a obmns e3¢ THMHO ce e yBeninamwia
npubiu3KTenHo 4-KpaTHo npes aen-1 u AeH-14 B cpaBHeHHe chbe 3apaBuTe HEAMBAAN. He ce natara
KOPHTHPAHE Ha JI03aTa IPH IALHEHTH C JIeKa CTeNeH Ha YepHoapoOHo yepexnane. Ilopann
HEHM3BECTHUTE eeKTH OT YBEHUEHATa EKCITO3HIKSA KbM €3CTHMHO IIPH MallHEHTH ¢ YMEPEHA H TeXKa
cTencH Ha yepHoapo6Ho yepeskaaHe (ckop Child Pugh > 9), He ce npenopbuBa JicIEHHE ¢ TO3H
JCKapCTBeH NPOAYKT NPH TAKMBA MANMEHTR (BXK. Touka 4.4).

Bvbpeuno yspescoane
Cnen enHokpaTHa 103a e3eTuMub 10 mg npu nanpeHTH ¢ Texkka 650peura
(n=8; cpenen kpeaTHEHHOB KMpBHC (CrCl) <30 mi/min/1,73m?), cpenuar,
€3eTUMHO ce e yBeJIHYHIIA IPHOMH3ATENHO 1,5-1BTH, B CpaBHEHHE CBC 3
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(n=9). To3u pe3ynTar He cE cuHTa 32 KIHHHYHO 3HaTHM. He ce Hajlara KOpMIHPaHC Ha 103aTa
npu 6oymH ¢ Op0pedHo yBpekKIaHe.

[TanuenT, BKIIOUEH JONBIHATENHO B TOBA NPOYYBaHe (C MpexxHBAHa Ox0peyHa
TPaHCIUIAHTALASA B Ha JICYCHHE ¢ MHOKECTBO JI€KapCTBEHH POAYKTH, BKIL LIMKIOCIOPHH), €
HMan |2-KpaTHO MO-roiaMa eKCHO3HIAA Ha 00IMA e3eTHMHO.

Hon

IIna3smeHHTe KOHUEHTpAUHUM ca obums e3eTuMul ca Jieko MOBHIICHH (¢ MPHOMH3MTENHO 10
20%) npw KeHUTE B CpaBHEHHE ¢ MBexkeTe, Hamanennero na LDL-xonectepona n npodmia Ha
Be30MaCHOCT IPH JKEHH M MBXKE, JIEKYBAHH C €3eTHMHO, ca cpaBHAMH. [lo TasH npu4Hia HE
Ce HaJara KOPHIHpaHe Ha J103aTa CIIope]l 11oN1a HA IIal(HEHTa.

5.3 IlpesxJaHHWMYHHA JAHHM 3A GelomacHOCT

ITpoyaBaHUATA [IPH )XUBOTHH OTHOCHO XPOHHYHATA TOKCHYHOCT Ha e3eTHMHO He ca
YCTAHOBHJIM TIPHLIE/IHK OPTaHH 3a TOKCHYHO BhifeiicTeue. [IpH KydeTa, IeKyBaHR ¢ e3cTHMHO
4 ceamuu (20,03 mg/kg/nHeBHO), KOHUECHTPALMATA Ha X0NeCTepoia B XIIb4KaTa oT
AOTBYHUS MEXYp € HapacHana ot 2,5 a0 3,5. HezaBucuMo oT TOBa, B IPOYYBAHE IIPH Ky4eTa,
KOHTO ca nonyuasany go 300 mg/kg/nHeBHO e3eTUMHG B NpOABIDKEHHE Ha 1 ro/iuHa, He €
Onna yCTaHOBeHa NOBHINEHA 3200JIEBAEMOCT OT XONEJIUTHA3A HIIH JPYTH KITBYHO-
4epHOAPOOHH HapyIIeHHs. 3HAYEHHETO Ha Te3 JAaHHH [0 OTHOIICHHE Ha MPUIIAraHeTo Ha
JeKapCTBEHHA MIPOAYKT IIPH XopaTa He € H3BeCTHO. JINToreHeH pHCK, CBBP3aH C
TEPANEBTHIHOTO MPHIOKEHHE HA €3eTHMHO, HE MOXKE Ja C€ M3KIII0YH.

B npoysiBaHus ¢ eAHOBPEMEHHO TPHNIAraHEe Ha e3eTUMHO H CTATHHH, HAOIIOJaBaHHTE
TOKCHYHH €(eKTH 110 CBIIECTBO ca OHIIK XapaKTEpPHUTE 3a cTaTHHMTE. HAKOH OT TOKCHUHHTE
eexTH ca UMM MO-H3Pa3eHH B CPaBHEHME ¢ HaONIO/laBaHUTe IIPH CAMOCTOATETHOTO
H3IIOII3BAHE Ha CTAaTHHH. TO3HW pe3ynTar ce OTAaBa Ha (papMakOKHHETHYHHTE H
dapMaKoIHHAMUYHUTE B3AUMOJCHCTBHS MEXIY OTAC/IHUTE JCKAPCTBCHH MPOAYKTH NpH
CAHOBPEMEHHOTO KM npunoxeHue. [Tomo6Hu B3anMoAeicTBIA HE ca HaOI0IaBaHH B
KIHHHYHHTE Mpoy4YBadHus. MHOMaTUA IIPH TUTEXOBE € HACThIIBaJIA CaMo Cfe]l IpUIaraHe Ha
JO3H, HAKOJIKO ITETH 0-BHCOKH OT TEPAleBTHIHHTE NIpH xopaTta (IpuOmusuTento 20X 3a
AUC npu cratunnte H ot 500 go 2 000xAUC 3a akTHBHHTE MeTabOMHTH).

B nopenuua in vivo u in vitro npotu e3eTHMU0, IPHIOKER CAMOCTOATENHO HIH ChBMECTHO
ChC CTATHHH, HE € H3ABHJI FTeHOTOKCHYEH NOTEHIHA. J|eIrocpouHHTE TECTOBRE 32
KaHIIEPOTreHHOCT Ha €3€THMEO ca OUNHM HeraTHBHM.

E3zeTuMub He € MOBIHSAI (EePTHIHOCTTA NPH JKEHCKH H MBbXKH IIbXoBe. He e 6un yctaHoBeH
TEpaTOreHeH ¢(eKT NPH 3aHUH 1 IUTHXORE, KakTo H HE ca I NOBIHAHH UPEHATATIHOTO H
[IOCTHATAJIHOTO passuTHe. E3eTHMKO € IpeMHHABAN TIpe3 IWIalleHTapHaTa OapHepa npH
OpeMeHHH ITBXOBE M 3aifllf, MONy4aBaiH MHOTOKpaTHO J03H oT 1 000 mg/kg/nHeBHo.
E/HOBpEMEHHOTO NPUIATAHE HA €3¢THMUO B CTATHHH HE € UMAIIO TepaToTeHeH eeKT npH
wrexoBe. [Ipu GpeMeHHM 3aiM ca WM HaOMIOJaBaHH MATBK POLEHT JeGOPMHTETH B
cKkeneTa (ClIMBaHE HA TPBAHKTE H ONANIHK NPENUIEHH, HaMaICH Opoii OIIallIHH [IPEILICHH ).
EnHOBpEMERHOTO NpHJIAraHe Ha e3¢THMUO C JIOBACTATHH € JOBEO N0 JIETAIHHM 32
eMOpHOHUTE edeKTH.

0. DPAPMAILIEBTHYHH JAHHH
6.1 CHnHCBEK HA DOMOLIHHATE BelIecTBA

JlakTO3a MOHOXHApPAT
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Harpues naypun cyndar,

IMosunon K-30 (E1201)

Kpockapmenosa natpnii (E468)

MarnesneB creapar

6.2 PHIAKO-XUMHUHH HECHBMECTHMOCTH
Henpunoxumo.

6.3 Cpox na rogHoct

2 FOJIUHH

6.4 Chnenuannm YUIOBHS HA CHXPAaHCHARE

Ha ce cexpansea nox 30°C. [a ce cpXpaniBa B OpMTHHAIHATA ONAKOBKa, 32 A4 CC TIPEANasy OT BJara.

6.5 laHBM 33 ONAKOBKATA

biucrep ot PVC/Aclar/PVC domno /Al

Coaspxanue Ha onakoskata: 14, 28, 30, 50, 56, 60, 90, 98, 100 TabmeTku
He BcH4kH omakoBKH Morat Ja 6bIaT nycHaTH B nipogaxoa.

6.6 Crnennanan NpeaNa3HA MePKR IPpH H3XBEPJIAHe H paboTa
Hsima cricumanuy M3HCKBaHHS.

7. INPUTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

Zentivaks., ’

U Kabelovny 130, Dolni Mécholupy

102 37 Prague 10,

Yewrka penybiauka

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Per. Ne 20130226

9. JATA HA TBPBO PA3PEIIABAHE/IIOTHOBSBAHE HA PASPELIEHHETO 3A
YIOOTPEBA

Jata na nspBo paspemasane: 17.07.2013 r.,

Jlata Ha nocneaHo noaHoeaBane: 27.07 2018 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

01.10.2021 r.
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