OBLIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA

Kopakcan, 5 mr, TabneTKH, TOKPBITHIE TUICHOYHOW 000JIOUKOM

Kopakcan, 7,5 Mr, TabIeTKH, TOKPHITHIC TUICHOYHON 000I0UKOMH

2. KAUECTBEHHBIN ¥ KOJIMYECTBEHHBII COCTAB

JlelicTByo1IIEe BELIECTBO: HBAOpaIUH.

WBabpaany, 5 Mr, TabJIETKH, HOKPHITHIE IIEHOYHONH 000JI0UYKOMI

Kaxnas Tabnerka, MOKpHITas IUIGHOYHOW OOOJOYKOM, coaepx HT 5 Mr uBaOpaguHa (B BUIE
nBalOpaarHa THIPOXIIOPUIA).

BGH_IGCTBa, HaJIMYUC KOTOPBIX HAAO YUYUTBIBATH B COCTABC JICKAPCTBCHHOI'O IpCriapara: JIAKTO3bI
MoHoOTHIpaT (cM. pasnen 4.4.).

WBabpaauu, 7.5 Mr, Ta0JeTKN, DOKPBITHIE [JIEHOYHOU 000JI0UYKOM

Kaxnmas Tabmerka, MOKpBITas IUICHOYHON OOOJOUYKOM, COMAEpXHT 7,5 Mr mBaOpamuHa (B BHIE
uBabpavHa TUAPOXIOPUIA).

BemecTBa, Hanu4ne KOTOPBIX HA/IO yYUTHIBATH B COCTAaBE JIEKAPCTBEHHOTO ITpenapara: JJakTo3a (CM.
paznen 4.4.).

[TonHbI TepeyeHb BCIIOMOTaTEIbHbBIX BEIIECTB MPUBEAEH B pasnene 6.1.

3. JEKAPCTBEHHASA ®OPMA

TabmeTku, MOKPHITHIC TNIEHOYHON 000JI0UKOH.

HBabpaanu, 5 Mr, TabJETKH, HOKPHITHIE IJIEHOYHOM 000JI0YKOMI

OBaJibHBIE, JIBOSIKOBBIIYKJIbIE TaOJIETKH, MOKPBIThIE IUNIEHOYHOW 00O0JIOYKOM, OpaHKEBO-PO30BOIO
IBETA, C HACEYKAMHU C JIByX OOKOBBIX CTOPOH ¥ TPABUPOBKOM «5» Ha OJJHOM CTOPOHE U % Ha APYyroii
CTOPOHE.

TaGneTky MOXXHO pa3feUTh Ha paBHBIC J103BI.

WBabpaany, 7,5 Mr, TaOJIETKH, DOKPHITEIE JIEHOYHOW 000JI0UYKOH

TpeyronbHble TaOJIeTKH, TMOKPBITHIE IUIEHOYHOW OOOJOYKOM, OpaH)KEBO-PO30BOrO IIBETA, C
IPaBUPOBKOM «7.5» Ha OHOM CTOPOHE U *° Ha APYTOM CTOPOHE.

4. KIMHUYECKHUE JAHHBIE



4.1. IToxa3aHusl K NPUMEHEHHUIO

[Ipenapar Kopakcan nokasan K IpUMEHEHUIO Y B3pOCIIbIX OT 18 JIeT.

CuMnroMaTHdeckas TCpaliuid cTaOMILHON CTCHOKapaAnu

CumMnToMaTHuyeCcKasi Tepanusi CTaOWJIBHOW CTEHOKapIWUU TMPH HIIEMHYECKOW OOJIe3HH cepima y
B3POCIBIX MAalMEHTOB ¢ HOPMAJIBHBIM CHHYCOBBIM PUTMOM M YaCTOTOM CEPIAEYHBIX COKpPAILCHWI
(UCC) ne menee 70 yu./muH.:

- OpU HEMEePEeHOCUMOCTH WM HaJIM4YMM TPOTHUBOINOKA3aHMM K TNpUMEHeHHio Oera-
aJpEeHOOIOKATOPOB;

- B KOMOMHammu c Oera-aJipeHo0J0KaToOpaMHu IMPH HEAOCTATOYHOM KOHTPOJIE CTaOMIIbHOM
CTEHOKapAWH Ha (JOHE ONTUMAIILHOM 03Bl OeTa-aipeH0OI0KaTOpA.

Tepanus XpoHUYECKON CepIeYHON HEAOCTATOYHOCTH

Tepanus xpoHudeckoit cepaeunoit HepoctatouHocTu II-IV kmacca mo kmaccudukammun NYHA ¢
CHCTOJIMYECKOH aucyHKIMel y manuueHToB ¢ cuHycoBbiM putMoM 1 YCC He menee 70 ya./mMuH B
KOMOWHAIIMKM CO CTaHJAPTHOM Teparuveil, BKIIIOYas Tepamuio OeTa-aJpeHo0I0KaTopaMu, WIH TPH
HEMEePEeHOCUMOCTH WJIM HAIWYMH MPOTUBOMNOKA3aHUIN K PUMEHEHHUIO 0eTa-aipeH00I0KaTOpoB (CM.
paszmen 5.1).

4.2. Pesxum 103MpOBaHus U cNIOCO0 NPHMMEHEeHHUS

PexxuM o3upoBaHus

Jlns Ha3HAueHUsS PA3MUYHBIX 03 JIOCTYNHBI TaOJIETKH, IOKPBITHIE IUICHOYHOW 000JI0YKOM,
cojepkaliue 5 Mr wim 7,5 Mr uBabpaanHa.

Cumnmomamuyeckas mepanus cmabuIbHoOU cmenoxapduu

Ilepen HagamoM Tepanuy UM NPU NPUHITUN PELICHUS O TUTPALUH J103bl JOJKHO OBITh BHIIIOJHEHO
ompenenenue YCC omHuM U3 YKa3aHHBIX cmocoOoB: cepuiiHoe m3mepenne YCC,
anektpokapauorpamma (OKI) mnmm 24-dacoBoe amOynaropHoe HaOmtojaeHue. HawampHas mo3a
uBabpaavHa He JOJDKHA MPEBBIIaTh 5 Mr 2 pa3a B CyTKM y HauuMeHToB muamme 75 net. Ecim
CHUMIITOMBI COXPAHSIOTCS B TeueHHe 3—4 Hezesb, €CM HavdalbHas J03a XOPOIIO NepEeHOCUNIAch U
ecmt YCC B cOCTOSHUM TOKOsI ocTaercss O6oinee 60 yna./MuH, 1032 MOXET OBITH YBEIMUYEHA J10
CIEAYIOLIEr0 YPOBHS Y MAIlMEHTOB, MOJYyYaBIIKX IIpenapar B 103€ 2,5 Mr 2 pa3a B CyTKH WU S5 MT 2
pas3a B CyTKH.

[TonnepxuBaromas 103a He JOJDKHA MPEBbIIATh 7,5 Mr 2 pa3a B CyTKH.

[IpumeHeHue mpemnapara ciexyeT NPeKpaTHTh, €CIM CUMOTOMBI CTCHOKapIUH HE YMEHBIIAIOTCS,
ecM yJIydlIeHHe HE3HAYWTENFHO WIM €CIHM HE HAOII0NaeTcsl KIMHWYECKH 3HAYMMOTO CHIDKCHHS
YCC B TeueHue 3-x MecsIEeB TEpauH.

Ecim va gone Tepanuu npenaparom UCC B mokoe ypexkaercs 10 3HadeHui Menee S0 ya./MUH Win
€CJIM y MAIMeHTa BO3HUKAIOT CUMIITOMBI, CBSI3aHHBIC ¢ OpauKapaneii, TaKue Kak roJIOBOKPYKEHHE,
MOBBILICHHAS YTOMJISIEMOCTh WM BBIPAKEHHOE CHIDKEHHE apTepuaibHOro nasieHus (All),
HE00XOIUMO YMEHBIIUTH 103y A0 2,5 mr (1/2 Tabnetku mo 5 mr) 2 pasza B cyTku. [locne cHIKeHUS
10361 He0O0XxoauMo KoHTpoupoBath YCC (cM. pazaen 4.4). Ecnu npu CHI>KEHMH JT03BI Mpernapara
YCC ocraercs menee 50 ya./MUH, WIH COXPAHSIIOTCS CUMIITOMBI OpalKapiH, TO IPHEM IpenapaTa
CIIeTyeT MPEeKPATUTb.

Tepanus xpoHuueckoii cepoeyHol HeOOCMAamoyHOCmu

Tepanusi MokeT ObITh HayaTa TOJBKO Yy TMalMEHTa CO CTAaOUJIBHBIM TEYEHHEM XPOHUYECKOM
CEepACYHON HEJOCTATOUHOCTH.



Pexomennyemas HauanbHas 1o3a uBaOpaauHa coctasnsier 10 mr B cyTku (o 1 Tabnerke mo 5 mr 2
pa3a B cyTku). [locie qByX Hezenb MpUMEHEHHs CyTOYHAas J103a Mpernapara MoKeT ObITh yBeJndeHa
1o 15 mr (no 1 Tabnerke mo 7,5 mr 2 pasa B cyTku), eciait YCC B COCTOSIHMM TOKOSI CTAOUIIBLHO BBIIIE
60 yn./mMuH. B ciyqae eciin YCC ctabunbpHO HIke 50 yI./MUH WM B CITydae MPOSIBJICHUS CAMIITOMOB
OpanuKapanu, TaKUX Kak TOJIOBOKPYXKEHHE, MOBBIIMICHHAs YTOMIISIEMOCTh WM apTepualibHas
TUTIOTEH3HS, /1032 MOXKET OBITh YMEHbIIIeHa 110 2,5 Mr (1o 1/2 Tabmetku mo 5 mr) 2 paza B CyTKH.

Ecnu 3nagenne YCC wnaxomutcst B auanazoHe mexay 50 m 60 ya./MuH, TO peKOMeHAyemas
MOJJEPKUBAIOIIAS 1034 COCTABISIET 5 MT 2 pas3a B CYTKH.

Ecnu B mponecce npumenenus npernapara YCC B COCTOSHUU MOKOs CTaOmiIbHO MeHee 50 ya./MuH
WIH €CJIM y MAlMeHTa OTMEYAI0TCA CUMITOMBI OpaguKapAuH, TO J03a JOJDKHA OBITh CHMXKEHA JI0
0oJiee HU3KOTO YPOBHS Y MAllMEHTOB, MOJIYYAIOUINX Mpernapar B 103€ 5 Mr 2 pa3a B CyTKU WU 7,5 Mr
2 paza B cyTku. Ecnu y manueHToB, mosydaromux npenapar B 1o3e 2,5 mr (1/2 tadnetku o 5 mr) 2
pasza B cyTkd win 5 mr 2 paza B cytku, YCC B cocTossHUM TOKOS cTabmibHO O6onee 60 ya./MuH, TO
71032 IIpernapaTa MOXKeT ObITh yBEIHUYEHA.

Ecnu YCC ocraercs menee 50 ya./MUH WM Yy MAIMEHTa COXPAHSIOTCS CHMIITOMBI OpajuKapauu,
MIPUMEHEHHUE TIpernapara clieyeT MPeKpaTuTh (CM. pazzaen 4.4).

Oco0ble rpynibl MalueHTOB

J]uua noosicus10co so3pacma

J11s maneHToB B Bo3pacte 75 JIeT U cTaplie peKOMEHIyeMast HauaabHasl 03a IperapaTa COCTaBIsueT
2,5 mr (o 1/2 Tabmerku mo 5 mr) 2 paza B CyTKH. B nanmpHelieM BO3MOXKHO YBEITWYEHUE JTO3bI
mpermapara.

Hauueﬂmbz C NOYEeYHOoU HedOCMamo4HOCHbIO

[Tarmentam ¢ kiaupencom kpeatuHuHa (KK) Gonee 15 mu/MuH pexoMmeHIyemasl HadyajabHas 703a
npenapara coctasisieT 10 mr B cyTku (mo 1 Tabmerke mo 5 mr 2 pasza B cyTkH) (cM. pazzgen 5.2). B
3aBUCUMOCTH OT TepameBTudeckoro s¢ddekra, yepe3 3—4 Helenu NMpUMEHEHHs J03a Ipernapara
MOXeET OBbITh yBenmueHa 710 15 mr (o 1 Tabnerke o 7,5 mr 2 paza B CyTKH).

W3-3a HEpocTaTKa KIIMHUYECKUX JTaHHBIX 110 IPUMEHEHHUIO npenapara y nauueHtoB ¢ KK menee 15
MJI/MHH penapat cjielyeT IPUMEHSTh ¢ OCTOPOKHOCTBIO.

Hab}ueHMbl C NeYeHOYHOU HeOOCMAMOYHOCMbIO

[TarimeHTaM C JIETKOW CTEMEHbI0 NMEYCHOYHON HEAOCTaTOYHOCTH PEKOMEHIYETCSl OOBIYHBIA PEXUM
no3upoBanus. CiemnyeT coOr0aTh OCTOPOXKHOCTh MPH MPUMEHEHUHU Tperapara y HaIleHTOB ¢
YMEpPEHHOUW TMEUYEHOYHOM HemocTaTouyHOCThI0 (7-9 OamtoB mo mkane Yaitnn-ITer0). MBaGpagun
MPOTHBOIOKA3aH MAalMEHTaM C TSHKEJION MEYeHOYHOI Hel0CTaTOYHOCTHIO (Oosee 9 6aioB no mkane
Yaitnn-I1p10), TOCKOJIBKY TPUMEHEHHE Tperapara y TaKuX MalUeHTOB HE H3y4yanaoch (MOXKHO
OKUJIATh CYIIECTBEHHOTO YBEIIMUEHUS KOHIICHTPAIIMH IIperapaTa B Iuia3mMe KpoBu) (CM. pa3aenst 4.3

us.2).
eTn

be3onacHocts u 3¢ dexTrBHOCTE Npenapata Kopakcan y aeteit B Bozpacte ot 0 10 18 jeT Ha naHHbBIN
MOMCHT HC YCTAHOBJICHBI.

Nmeromuecs: nanHbie onycanbl B pa3aenax 5.1 u 5.2, 0oqHako HEBO3MOXHO J1aTh PEKOMEHIAIUH T10
pEeXKUMY TO3UPOBAHUS.

Croco0 mpuMeHeHus

TaGnerku cnenyer NpUHUMATH BHYTpPb 2 pasza B CyTKH, TO €CTh 10 OJTHOW TabJIeTKE yTPOM U BEeYepOM
BO BpeMs e11bI (CM. paszzen 5.2).



4.3. [IporuBonoOKa3aHust

. ['unepuyBCTBUTENBHOCT K HMBAOpaJMHy WM K JIIOOOMY M3 BCIIOMOTAaTENbHBIX BEILECTB,
IIEPEUUCIICHHBIX B pazzaene 6.1;

. UCC B cocrossHnm 1mokos Hwke 70 ya./MuH (10 Havasia JeUYeHHs ),

. Kapnuorennsiii moxk;

. OcTpslii HHPAPKT MUOKAP/IA;

. Tsokenast aprepuanbHas TunoTeHsus (cucronmueckoe AJl menee 90 MM pr.cT. ©
nuactonnueckoe AJl menee 50 MM pT.CT.);

. Tspkenas meueHouHas HEAOCTATOYHOCTH (6osee 9 GamnoB mo mkane Yanna-I1s10);

. CunapoM ci1abocTy CUHYCOBOTO y371a;

. CuHoatpuanbHas 010Ka/a;

. Octpasg cepaedyHass HEIOCTAaTOYHOCTb, JIEKOMIICHCAIMS  XPOHUYECKOM  CEepAEeUHOU
HEJ0CTAaTOYHOCTH;

. 3aBUCUMOCTD OT AJIEKTPOKAPAUOCTUMYJISATOPA (COCTOSHUSA, IPU KOTOPBIX CEpACUHbII pUTM
o0ecrneunBaeTcs UCKITIOYUTENBHO SJEKTPOKAPIUOCTUMYIIITOPOM);

. HecrabunpHas cTreHOKapaus;

. ATtpuoBeHTpuKYJsipHas (AV) 6nokazna Il u 11l crenenu;

. OpHOBpeMEHHOE NPHUMEHEHHWE C MOIIHBIMU HWHTHOUTOpaMU H30(EPMEHTOB CHCTEMBI

uToxpoma P450 3A4, TakumMu Kak IpOTUBOTPHOKOBBIE CpENICTBA TPYMIIBI a30J10B (KETOKOHA30,
UTPAaKOHa30J1), aHTUOMOTUKAaMU T'PYIIIbl MAKPOJIUAOB (KIAPUTPOMULIMH, SPUTPOMULIMH [Tl IpHEMa
BHYTPb, JUKO3AMULIMH, TETUTPOMHULIMH ), uHrHONTOpamMu BMY nporteassl (HenpuHaBUp, PUTOHABUD)
u He(azomoH (cM. pazaensl 4.5 u 5.2);

° O,Z[HOBpeMeHHOG IMPUMCHCHUC C BCpallaMUIIOM WX AOUAITUA3CMOM, KOTOPBIC SABJIAIOTCH
ymepeHHbIMH HHTHOUTOpamMu CYP3 A4, o6nanarommmu crioco6HoCcThIo ypexaTs HCC (cM. pa3aeinbl
4.5u5.2);

. BepemMeHHOCTD, TEpHO/ JIAKTAIIMH U IPIMEHEHHUE Y )KSHIIIMH PEPOAYKTUBHOTO BO3pACTa, HE
COOJTFOTAIOIINX HAJIeKHBIE MEPhI KOHTparenuu (cM. pasaen 4.6).

4.4. OcoOble yka3zaHusi U MepPbI NPEAOCTOPOKHOCTH NPH MPUMEHEHU U

HG,Z[OCTaTO‘-IHOCTB ITOJIOKUTCIIBHOI'O 3d)d)eKTa B OTHOIICHUU KIMHNYCCKHUX MCXOJ0B VYV IMAIIMCHTOB C
CUMIITOMAaTHYECKON CTAOMILHON CTEHOKApINEH

MBabpannH Moka3aH TOJbKO B KauyeCTBE CHUMIITOMAaTHYECKOW Tepamuu CTaOMILHON CTEHOKapIuH,
MOCKOJIbKY HMBaOpaJlH HE OKa3bIBaeT IOJIOKUTEIHHOTO BIUSHUS Ha YacTOTy BO3HUKHOBEHHUS
CEepACYHO-COCYTUCTHIX COOBITUH (HanpuMep, HH(PAPKT MUOKAp/1a UM CMEPTh BCIEICTBUE CEPACUHO-
COCYJUCTBIX MTPUYHH) Y TAIMEHTOB C CAMIITOMAaTHYECKOM CTeHOKapauen (cM. pazaen 5.1).

Kourpoas UHCC

VYuuTeiBas 3HAUUTENIbHYIO BapuadenbHocTh YCC B TeueHHE CYTOK, MIEpe]l Ha4yajaoM Tepariuy Wid Mpu
MPUHATHA PEIICHUS O TUTPAIMH 03bI IOJDKHO OBITH BhIONHEHO ompenenenne YCC omHum u3
yKa3aHHBIX croco0oB: cepuitHoe wu3Mmepenne UYCC, OKI' wumm 24-vacoBoe amOyrnaTopHOE
Habmonenue. Takoe omnpezneneHne AODKHO OBITH Takke MpoBeneHo naiuentam ¢ Huzkoi YCC, B
gacTHocTH, eciu YCC cHmwxkaercs meHee 50 ya./MUH, WU TIOCTIe CHYIKEHHUS JIO3bI Tpermapara (Cm.
paznen 4.2).



Hapyiuenusd putma cepana

NBabpagun HedDdexkTuBeH Mg JiedeHUs Wind NpouiaakTuku aputmuii. Ero sddextuBHOCTH
CHIDKaeTcs Ha ()OHE pa3BUTHUS TaXUAPUTMHUM (HANIPUMEp, >KETYJOYKOBON WM HaJDKETyI0YKOBOU
taxukapauu). llpemapar He pekoOMeHAyeTcs mMmamueHTam ¢ GUOpWUIAIUed Tpeacepaui
(MepuaTenbHOM apuTMHEN) WM IPYTUMHU TUIIAMU apUTMUH, CBSI3aHHBIMH C ()YHKIIMEH CHHYCOBOTO
y37a.

VY nmanueHToB, MPUHUMAIOIIUX WBAaOpPaJMH, MOBBIIICH PUCK PAa3BUTHA (GUOPWILISLMU Tpeacepruit
(cm. paznmen 4.8). OubpuuIMsS TpeAcepauil dYalne BCTpedyanach CPEIH IalMeHTOB, KOTOPHIC
OJHOBPEMEHHO C WBAaOpaJMHOM MPHHUMAIMA aMHOJApOH WIM aHTHAPUTMUYECKHE mpenapartsl |
KJiacca.

Bo Bpems Tepanuu mpenapaTtom cienyeT IpOBOJAUTH KIMHUYECKOEe HAOMI0IeHUE 3a MallMeHTaMH Ha
MpEeAMET BBISBIICHUs] GUOPHIUISIINK TIpeAcepanid (MMapoOKCU3MaIbHOW WU MTOCTOsTHHON (hopm). TTpu
HAIMYUW KIMHUYECKUX MMOKa3aHWi (HampuMmep, YXY/IIICHHE TEYCHHS CTCHOKApAWH, IOSBICHHE
OLIYIICHUSI CepaIeOneHNs, HEPETYISIPHOCTh CEPIIEYHOT0 PUTMA) B TEKYIIMHA KOHTPOJb CIEIyeT
Bimouate OKI'. TlanmeHThl MOMKHBI OBITH MPOMH(DOPMHUPOBAHBI O MPH3HAKAX M CHUMIITOMAax
GuOpUIALMKM TIPECEPANA, UM JIOJDKHO OBITh PEKOMEHJIOBAaHO OOpaTUTHCA K Bpady B cllydae
MOSIBJICHHUSI TAaKUX CHMIITOMOB. Eciii BO Bpemsi Tepanmuu BO3HUKIA (DUOPHILISAIMS MpEACEepaAHid,
COOTHOIIICHUE OKUJAAeMOW TIOJB3bl K BO3MOXXKHOMY pHCKYy TpH JalbHEWIIEeM IPUMEHEHUU
uBabpavHa TOJKHO OBITH TIIATENFHBIM 00Pa30M pacCCMOTPEHO TTOBTOPHO.

[TarmeHThl ¢ XPOHUYECKOW CEPACYHON HETOCTATOYHOCThIO M HAPYLICHUSIMU BHYTPHUKETYA0UYKOBOM
npoBoguMoOCcTH (OJ0Kaga JIeBOM WM TpaBOM HOXKKM Iyyka [Hca) W BHYTPHIKETYIOYKOBOU
JUCCUHXPOHUEN JOJKHBI HAXOAUTHCS MO/ IPUCTATBHBIM KOHTPOJIEM.

[IpuMeHeHue v manueHToB ¢ OpaaukKapauei

NBabpaaun nmpoTuBoIiokasaH, ecyim 10 Hadana Tepanuu YCC B mokoe cocraBiser menee 70 ya./MuH
(cMm. paznen 4.3). Ecau Ha gone Tepannu YCC B mokoe ypexaercs 10 3HaYeHu MmeHee 50 ya./MuH
WM Yy TallMeHTa BO3HUKAIOT CUMIITOMBI, CBSI3aHHBIE C OpagukapAue (Takue Kak roJIOBOKpYKEHHE,
MOBBIIIICHHAS YTOMIIIEMOCTh WIIM apTepUaIbHAs THIOTEH3Us), HEOOXOAMMO YMEHBIIUTH 03y
npenapara. Ecnm mpu cHmxenun n03el npemnapara YCC ocrtaercs menee 50 ya./MuUH Wi
COXPAHSIOTCSI CUMIITOMBI, CBSI3aHHBIE ¢ OpaguKapAueii, TO MpHeM MpernapaTta cleAyeT IpeKpaTUTh
(cm. pazmen 4.2).

KOMGI/IHI/IDOBaHHOG NPUMCHCHNE B COCTABE aHTHAHTUHAILHOM TepaITuu

[IpuMeHeHne mpenapaTa COBMECTHO ¢ OJIOKaTopamMu MEIJICHHBIX KanbIueBbiX kaHaioB (BMKK),
ypexaronmmu YCC, TakuMu Kak BeparaMil WM AWITHA3EeM, IPOTHBOIIOKa3aHo (cM. pasaen 4.3 u
4.5). Ilpu KOMOMHUPOBAaHHOM TPUMEHEHUH WBaOpamauHa ¢ HUTparamu u BMKK npou3BogHbIMEI
IUTUAPOTIMPUINHOBOTO pPsijia, TAaKMMM KaK aMJIOIMIIMH, H3MEHEHus mnpoduis Oe30macHOCTH
MPOBOAMMON Tepanuu OTMEUYeHO He Obuto. He ycraHoBiI€HO, 4TO OJIHOBPEMEHHOE MPUMEHEHHUE C
BMKK nossimiaer 3¢pexruBHOCTh MBaOpanuHa (cM. pazzaen S.1).

XpoHHYEecKas cepAcyUHas HEIOCTATOYHOCTh

Crnenyer paccMarpuBaTh BOIPOC O HA3HAYEHWHU TpemnapaTa TOJBKO y MAIMEHTOB CO CTaOMIIbHOM
CEpJIEYHON HENOCTATOYHOCThIO. ClIeyeT C OCTOPOKHOCTBIO MPUMEHAThH IIPEnapar y MalHueHTOB C
XPOHUYECKON CepJeUHON HEJOCTaTOYHOCThIO 1V (pyHKIIMOHAIBHOrO Kilacca MO KiaccH(UKanuu
NYNA, u3-3a orpaHUYC€HHBIX JAHHBIX 110 TPUMEHEHUIO Y JAHHOW TPYMIIbI MAlMEHTOB.

HUHCysbT

He pexomenayercs Ha3HauaTh MBAOpaJMH HEMOCPEACTBEHHO MOCJE NMEPEHECEHHOTO UHCYNIbTA, TaK
KaK OTCYTCTBYIOT JaHHbIE 10 IPUMEHEHHUIO IIpenapaTa B JaHHBIM IEPHO/L.



(DVHKHI/II/I 3PUTCJIIBHOI'O BOCIIPUATHUA

NBabpagun Bauser Ha (QyHKIUIO certdyaTku T1Iaza. OTCYTCTBYIOT JaHHBIE O TOKCHYECKOM
BO3JICHCTBUU AJTUTEIHLHOTO JICYCHUS NBaOPaIMHOM Ha CETUATKYy Tias3a (cm. paszaen 5.1).

[Ipy BO3HMKHOBEHHMH HEOXHJAHHBIX HApYIICHUN 3pUTENbHOM (YHKIUHU CIEAyeT PaccMOTPETh
BOIIPOC O MpEKpalleHUU npueMa Ipernapara. [lanuesTaMm ¢ NTUrMEHTHOW JereHepalueil CeT4aTKu
(retinitis pigmentosa) npemnapar clielyeT MPUHAUMATh C OCTOPOKHOCTHIO.

IlamnmeHThl ¢ apTepHadbHON TMIOTEH3UEN

N3-3a HEZOCTAaTOYHOro KOJMYECTBA KIMHMYECKMX JAHHBIX MBAOpaguH ClEeAyeT Ha3HauyaTh C
OCTOPOKHOCTBIO MALIMEHTaM C JIETKOM U YMEPEHHOU apTepUAIILHON TUIIOTEH3UEH.

[Ipenapat npoTUBOMIOKA3aH MPH THKEIION apTepuanbHOM runoTeH3uu (cuctonudeckoe AJl menee 90
MM PT.CT. 1 quactoindeckoe AJl menee 50 mm pt.ct.) (cM. pazaen 4.3).

OubpwusILs Ipeacepanii (MeplaTeabHasi apUTMUS) — CEPACYHbBIE ApUTMUH

He nokazano yBenuuyeHHs pHUCKa pPa3BUTUS BbIpaKeHHOW Opaaukapauyd Ha (OHE MPUMEHEHHS
uBaOpaJiiHa TMpPU BOCCTAHOBJIEHHMM CHHYCOBOIO pUTMa BO Bpems (papMaKoIOruyecKon
KapauoBepcuu. TeM He MeHee, M3-3a OTCYTCTBHS JIOCTaTOYHOI'O KOJMYECTBA JAHHBIX, MpU
BO3MOYKHOCTH OTCPOYMTH IUIAHOBYIO 3JIEKTPUYECKYIO KapJHOBEPCHIO, MPUEM IIpernapara cieryer
IIPEKPATUTH 3a 24 yaca 10 ee NPOBEACHHUS.

IIpuMeHEHNE Vv MAIMEHTOB C BPOXJICHHBIM CHHAPOMOM VIJIHMHEHHOro mHTepBanma QT mmm vy
MAIMCHTOB, MPUHUMAIOIIUX IIpenapaThl, VUIHHIomue narepsar QT

IIpenapart He ciexyeT Ha3Ha4YaTh IPU BPOXKAECHHOM CUHIPOME YUIMHEHHOTo nHTepBasa QT, a Takxke
B KOMOWHAIIMHU C TIpenapaTtaMu, yanuHstomumu uarepsai QT (cM. pasaen 4.5).

[Ipu HeoOXoauMOCTH TakoW Tepanmuu HeoOxomum crporuid KoHTponb OKI'. CHukeHue 4acTOTh
CepACUYHBIX COKpAIllEHUI, B TOM YMCJE BCJICACTBUE NMPUMEHEHUS MBaOpaJMHA, MOXKET yCYr'yOUTh
yauHenre uHTepBana QT, 4ro, B CBOIO Ouyepellb, MOXKET CIPOBOLMPOBATH PA3BUTHE TSKEIOU
(bopMBI apUTMHH, B YACTHOCTH, TOTUMOP(HOM KETyJOUKOBON TaAXUKAPIUH TUIIA KITHPYITH.

[TaneHTEl C  apTepHaIbHON THIIEPTEH3UEN, KOTOPBIM TpeOvyeTcss W3MEHEHHE T'MIOTEH3UBHOU
TG[Z&HI/II/I

B wuccnenoBanuu SHIFT cinyyam mnoBbiieHust AJ] BCTpedasMch 4Yalie B TpyIIe NalUEHTOB,
npuHuMaBIIuX uBabpanuH (7,1 %), mo cpaBHeHHMIO ¢ rpynmoi riane6o (6,1 %). Dtu ciaydan
BCTpEUaINCh OCOOEHHO YacTO BCKOpE IOCJIE€ HM3MEHEHHs] TUIIOTEH3UBHOM Tepamuu, HOCHIH
BPEMEHHBI XapakTep M He BIMIM Ha >¢¢eKkTuBHOCTH wuBaOpaguHa. Ilpu wu3MeHeHun
TUMIOTEH3MBHOM Tepanmuu y TMAalMeHTOB C XPOHUYECKON CEepJIeYHOM HEJOCTATOYHOCTBIO,
NPUHUMAIOIIKX HBaOpanuH, Tpedyercs MOHUTOpPUHT AJ] uyepe3 COOTBETCTBYIOUIME HHTEPBAJIBI
BpeMeHH (cM. pazzen 4.8).

YMepeHHas ne4YeH0oYHass HeI0OCTaTOYHOCTh

[Ipu yMepeHHO BBIpa)XCHHOW MEYCHOYHON HENOCTATOYHOCTH (MeHee 9 OamnoB mo mkaie Yaima-
I1pr0) TEpamnuio npenapaToM CiaeayeT NPOBOJUTE C OCTOPOKHOCTBIO (CM. paszen 4.2).

Tspxenas moyeyHas HEIOCTATOYHOCTh

[Tpu Tsxenoit moueuHoi HenocrarouHocTH (KK Menee 15 mur/mMuH) Tepanuio mpenaparom CiemayeT
MIPOBOAUTDH C OCTOPOKHOCTBIO.

BcrnioMorarennbHEIC BEIIECTBA

[Ipenapar Kopakcan cogepkuT J1akTo3y. JlaHHBIHN JIeKapCTBEHHBIN MpenapaT He ClielyeT IPUHUMAaTh
MalKUEeHTaM C PEAKO BCTPEUAIOIIECs HAClIeCTBEHHOM HETIEPEHOCUMOCTBIO TalaKTO3bl, JJAKTa3HOM
HEJIOCTAaTOYHOCTHIO MJTH TIFOK030-TaJaKTO3HOW MajhaOCcopOIuei.
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4.5. BzaumozgeiicTBue ¢ IPyriMH JIEKapCTBEHHBIMH NpenapaTaMu U Apyrue BUAbI
B3aMMOJAEHCTBHUSA

dapmakogruHaMUYECKHE BUIBI B3ANMOJIENCTBUS

Heocenamenvnule couemanus 1eKkapcmeeHHblx cpeocme
C nexapCcTBEHHBIMM CPEACTBAMH, Y UITMHAOIMMY HHTepBasl QT, TakMMH Kak:

- AaHTHAPUTMUYECCKUE CpEACTBa, yuHsAomue wuHTepBan QT (Hampumep, XWHHJIWH,
TU30THPaMU]], OSTIPUIUIL, COTATION, UOYTHIIU, aMUOIAPOH),

- JICKApCTBEHHBIC  CpelCTBa, yanuHsomue wHTepBan QT, He oTHocsmuecs K
AHTUAPUTMUYECKUM CpeACTBaM (HampuMep, NHMO3UJ, 3UIIPA3HIOH, CEPTHHION, Me(IOXHH,
rayio()aHTpUH, IEHTAMUIUH, ITU3ANPHU/I, SPUTPOMHUIINH B/B).

Crnenyer m3beraThb OJHOBPEMEHHOI'O MpPHUMEHEHHs HBaOpaJHAa M YKa3aHHBIX JIEKApPCTBEHHBIX
CpeAcTB, NOCKOJbKY ypexkeHrne YCC MOKeT BbI3BATH JIONOJHUTENbHOE ysIMHEHWE uHTepBasia QT.
HpI/I HGOGXOI[I/IMOCTI/I COBMCCTHOI'O HA3HAUYCHUA OTUX IPCMNapaTroB CJICAYCT TIIATCIHLHO
KOoHTposmpoBaTh nokazatenu DKI (cm. paznen 4.4).

Conymcmeyiomee NPpUMEHREHUE C OCMOPOIHCHOCMbIO

Kanuitnecbeperaromue IUypeTHKd (THA3UAHbIE U TMETJIEBBIE AUYPETUKH): TUIIOKATHEMUS] MOXKET
MOBBICUTh PUCK pa3BUTHs apuTMuM. llockoibKy WBaOpaJWH MOXXET BbI3BaTh OpaaMKapiHIo,
COUYETaHHE TUIOKATUEMHUH U OpaJuKapIuH ABIISETCS MpeApacioaraiomuM GakTopoMm Uit pa3BUTHUS
TsOKENoN (hOPMBI APUTMHUH, OCOOCHHO Y MAIMEHTOB C CUHAPOMOM yAJIUHEHHOro nHTepBana QT, kak
BPO’KJCHHBIM, TaK U BHI3BAHHBIM BO3JCHCTBUEM KaKUX-THOO BEIIECTB.

dapMaKOKHHETHYECKHUE BUJbI B3aUMOJICHCTBUS
Lumoxpom P450 344 (uzogpepmenm CYP3A4)

WBabpannH MeTaboiM3upyeTcsl B MEUEHH C ydacTHeM H30(epMEHTOB CHCTeMBI IuToxpoma P450
(m3ohepment CYP3A4) u aBisieTcst oueHb cl1abbiM HHTHOUTOPOM JTAHHOTO ITuTOXpoma. MBabpanun
HE OKa3bIBAET CYLIECTBEHHOr'O BIMSHUS HA META0OJIM3M U KOHIICHTPALUIO B TJIa3Me KPOBH JAPYTHX
cyOcTpaToB (MOIIHBIX, YMEPEHHBIX U c1a0bIx HHrHONTOpOB) IuToxpoma CYP3A4. B To ke Bpems,
UHTUOUTOPHl U WHAYKTOpel H30depmenta CYP3A4 moryr BcTymarb BO B3aUMOJICHCTBHE C
MBaOpaIMHOM U OKa3blBaTh KIMHUYECKH 3HAYUMOE BIMSHHE Ha €ro MeTabonu3sM H
(apMakoKuHETHYECKHE CBOWCTBA. bbulo ycTaHoBieHO, 4yTo MHrHOUTOpHl M30odepmenta CYP3A4
MOBBIIAIOT, a HWHAYKTOpPel u30depmeHTta CYP3A4 ymeHbIIAIOT IJIa3MEHHBIC KOHIICHTPAIMH
uBabpanuHa. [loBblIIeHNEe KOHLEHTpAIMKM UBAaOpaarHa B IJa3Me KPOBH MOKET YBEJIIMYMBATH PUCK
Pa3BUTHS BRIpAXKEHHOU Opanukapauu (cM. pazzaen 4.4).

Hpomu@onoxas'annble coyemaHusl 1eKkapcmeeHHnblx cpe()cme

OnHOBpeMEHHOE MPUMEHEHHE MBaOpaJnHAa ¢ MOIIHBIMU WHTHOMTOpamu n3odepmenta CYP3A4,
TaKUMH KaK T[POTUBOTPUOKOBBIC CPEACTBA TPYIIHI a30JI0B (KETOKOHA30J], MTPaKOHA30I),
AHTUOUOTHKU TPYNIbl MaKpOJUIOB (KIAPUTPOMUIMH, HPUTPOMHULIMH JUIsl TpUEMa BHYTpb,
JDKO3aMHUIIMH, TEIUTPOMUIIMH), wuHruoutopel BUWY-mporeasbl (HenduHABUp, PUTOHABHP) H
He(dazomoH mpoTtuBoOMOKa3zaHo (cMm. pazzaen 4.3.). Momubie uHTHONTOPHI H30dhepmeHTa CYP3A4 —
ketokoHa3ou (200 mr 1 pa3 B cyTku) uinu mko3amMuIiind (1 r© 2 pa3a B CyTKH) TOBBIIIAIOT CPEIHUE
KOHIICHTpaluu nBabpajnuHa B Tia3Me KpoBU B 7—8 pas.

C ymepennbiMu uaruouropamu CYP3A4: onHoBpeMeHHOE TPUMEHEHNE HBaOpaAuHa U TUIITHA3eMa
WM Bepanamuia (CpeiCTB, ypexkKaroluX CEpACUHbIN PUTM) Y 310pPOBBIX JOOPOBOJIBLIEB U TALIUEHTOB
conpoBokaanock yBennueHneM AUC nBabpaauna B 2—3 pasza U JOMOJHUTEIbHBIM ypexenneM YCC
Ha 5 ya./mMuH. JlaHHOE MPUMEHEHHE MPOTHUBOTIOKAa3aHo (cM. pazaen 4.3).



Heorcenamenvuole couemanus J1eKapCcmeeHHblx cpedcme

['peiindpyToBbIil cOK: Ha poHE MTpHUEeMa rperTIPpyTOBOr0 COKa OTMEUATIOCH MOBHIIIICHUE SKCTIO3UITUN
uBabpaauHa B 2 pas3a. B mepuoa Tepanuu MBaOpaAMHOM II0 BO3MOXKHOCTH CIEIyeT H30erarb
yIoTpeOIeHuUs TPEeUIppyToBOTO COKa.

Couemanus nekapcmeenHvlx cpeocms, mpeoyowiue 0Cmopo*CHOCMU

- YmMmepennbie uHTuONTOpH N30hepmenta CYP3A4. [Ipumenenne nusadpaarHa B KOMOMHAITIHI
C IPOYMMH yMepeHHbIMH HHruouropamu uzopepmenra CYP3A4 (manpumep, (iaykoHa305I0M)
BO3MOKHO mipu ycioBuu, yto YCC B mokoe cocraBiser Oosee 70 ya./muH. Pexomenmgyemas
HayvaibHas 1032 uBabpaauHa — 1o 2,5 mr 2 pasa B cytku. Heo6xonum xontposs YCC.

- Nunyxropsr m3opepmenta CYP3A4, takue kak pudamnuiiyH, 6apoutyparsl, GeHUTOMH U
pacTuTeNbHBIE CPEICTBA, CoepKaue 3Bepo0oil MpoAbIPSIBICHHBIN, TPU COBMECTHOM MPHUMEHEHHUH
MOTYT NMPUBECTH K CHIDKEHUIO KOHLIEHTPALMU B KPOBU M aKTMBHOCTH MBaOpaJnHa U MOTpedOBaTh
noxdopa Oonee BBICOKOW 1036l MBaOpaauHa. [Ipy COBMECTHOM NpPHUMEHEHMHM HWBaOpaavHa U
MpenapaToB, COAEpKaluluxX 3BEpoOON MPOIBIPSABICHHBIN, ObIO OTMEYEHO JBYKPAaTHOE CHU)KEHHE
AUC wuBabpaauHa. B mepuon Tepanuu HBaOpaAMHOM CJEIyeT IO BO3MOXKHOCTH H30eraTh
MIPUMEHEHHUSI TIPETapaToB M MPOIYKTOB, COJAEPIKAMUX 3BEPOOOH MPOABIPSBICHHBIN.

Kombunuposannoe npumenenue c Opyeumu 1eKapcmeeHHbIMU CPeOCmeamu

[TokazaHo OTCYTCTBUE KIIMHUYECKH 3HAYMMOT0 BIUSHUS Ha (apMaKOKUHETHKY U (hapMaKOIMHAMUKY
nBabpaivHa IpU OTHOBPEMEHHOM MPUMEHEHUH CIICAYIOLINX JIEKAPCTBEHHBIX CPEACTB: HHIMOUTOPOB
MMPOTOHHOW TOMIIBI (OMEMpPa3oJ, JAHCOIMPa3oj), HHTHOUTOPOB (ochoaudcrepasbl-S (Harmpumep,
cunaeHapwi), wuHruouropo I'MI-KoA penykrassl (Hampumep, cumBactatuH), BbMKK,
MIPOU3BOJIHBIX AUTUAPONUPUIUHOBOIO psifa (HampuMep, aMJIOAMIHH, JAIUIUINH), TUTOKCHHA U
Bappapuna. [lokazaHo, 4YTOo WBaOpaJWH HE OKA3bIBACT KIMHUYECKH 3HAYMMOTO BIHMSHHUA Ha
(bapMakOKMHETHKY CHMBAcTaTWHA, aMJIOJUNMHA, JAUUAWNHMHA, Ha (AapMaKOKUHETUKY U
(bapMakoIMHAMUKY JUTOKCHHA, Bap(aprHa U Ha (papMaKOIMHAMUKY alleTHIICATUIIIOBON KHCIOTHI.

NBabpaaun nmpuMeHsIcs B KOMOMHAIIMN C MHTHOUTOpaMU aHTMOTEH3WHITPEBPAIAIOIIeTro (hepMeHTa
(AIl®), anTaronucramu peuentopoB anruoreHsuHa II, Oera-agpeHOOIIOKATOpPaMu, IUYPETUKH,
AHTarOHUCTAMU  QJIBJOCTEPOHA, HHUTPATaAMU KOPOTKOIO M IPOJOHTMPOBAHHOTO JI€HCTBHA,
uaruouropamu  ['MI'-KoA  penykrasel, ¢ubparamu, WHIHOMTOPaMU TPOTOHHOM TOMIIBI,
TMIOTIIMKEMUYECKUMHM CPEJCTBAMU JIJIsl IPUEMA BHYTPb, alleTUIICATTUIIMIIOBOI KHCIOTOW U IpYyTrUMHU
aHTHArperaHTHBIMHU cpencTBamu. [IprMeHeHre BhIIENePEeYNCICHHBIX JIEKAPCTBEHHBIX CPEACTB HE
COIIPOBOKAATIOCH U3MEHEHHEM NPOo(uiIs 0€30MaCHOCTH MPOBOAMMON Teparuu.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD W JAKTALMSA

JKeHIIMHEI ¢ JIETOPOAHBIM ITOTSHITUAIOM

>KGHH_II/IHBI PCIPOAYKTHUBHOTO BO3pacTa HOJI?KHbBI CO6JIIOI[aTI> HaACKHBIC MCPblI KOHTpAUCHIUU B
TepUoJI ISUCHHST UBaOparHOM (CM. pazzen 4.3).

bepemeHHOCTD
NBabpaaun mpoTUBOIIOKA3aH AJI MPUMEHEHHS BO BpeMsi 0epEMEHHOCTH.

B HaCTOHH_II/Iﬁ MOMCHT UMCCTCS HCAOCTATOYHOC KOJINUYCCTBO NAHHBIX O IIPUMCHCHHMU IIpCIiapaTa BO
BpeMsi OEpEeMEHHOCTH.

B JOKIIMHUYCCKUX HCCIICAOBAHUAX I/IBa6pa,Z[I/IHa BBISIBJICHO 3M6pI/IOTOKCI/I‘IeCKOG n TepaTOI‘eHHOC
JIEVCTBUE.

JlakTaius
[Ipumenenne nBabpaauHa B IEPHO]I TPYIHOTO BCKAPMITUBAHMS TIPOTHBOITOKA3aHO.
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B wuccrnenoBaHmsIX C ydacTHEM >XHBOTHBIX IIOKAa3aHO, YTO WBAaOpaauH BBIBOJUTCSA C TPYIHBIM
MOJIOKOM. JKEHIIMHBI, HY)KIAIONHUECs B JICYCHUH ITpenapaTamMmu, CoIepKaiuMu UBaOpaIuH, TOJKHBI
MPEKPATUTh IPYJHOE BCKAPMIIMBAHUE.

4.7. Bansinue Ha CIOCOOHOCTH YNPABJIATH TPAHCIOPTHLIMH CPeCTBAMHU M padoTaTh ¢
MeXaHM3MaMu

CnennanpHOE HCCIICIOBAaHME 110 OLEHKE BIHMSIHUS TIIpernapaTa Ha CHOCOOHOCTh YHPABIATH
aBTOMOOWJIEM OBLTO TMPOBEACHO C y4YyaCTHEM 370pOBbIX a00poBousblieB. [lo ero pesyibraram
CIIOCOOHOCTH YIIPABIIATh aBTOMOOMIIEM He M3MeHsu1ach. OJJHaKO B MOCTPETUCTPALIMOHHOM IIEpHOEe
3apETUCTPUPOBAHBI CIIyYad YXYIIIEHUS CHOCOOHOCTH YIPaBIATH ABTOTPAHCIOPTOM H3-32
CHMITOMOB, CBS3aHHBIX C HApyIICHUEM 3PCHUSI.

I/IBa6pa,Z[I/IH MOZKCT BbBI3bIBATH BPEMCHHOC U3MCHCHHUC CBCTOBOCHPUATHA NPCUMYIICCTBCHHO B BUC
dbotoricum (cMm. pasaen 4.8).

Bo3MmoxHOE BO3HUKHOBEHHE TOJO00HOTO M3MEHEHHS] CBETOBOCHIPHUATHS JOKHO MPUHUMATHCS BO
BHUMaHUE MPHU YIIPaBICHUH aBTOTPAHCIIOPTOM WM APYTUMHU MEXaHU3MaMHU IIPU PE3KOM U3MEHEHHUU
WHTEHCUBHOCTHU CBETA, OCOOEHHO B HOYHOE BPEMSI.

4.8. HexkennaTeibHbIE peakmum

Pesrome mpoduiist 6e300acHOCTH

[Ipumenenne npenapata U3ydajloch B HCCieAoBaHUSIX € ydactheM mnoutd 45000 mauueHTOB.
Han60nee YaCTbIC HCKCIIATCILHBIC PCAKIUH, CBA3aHHBIC C I/IBaGPa,Z[I/IHOM — HU3MCHCHUA
ceeroBoctpusaTUsl (PpocdeHsl) U OpaauKapaAus — HOCAT J0303aBUCHMBIM XapaKTep M CBS3aHBI C
MEXaHU3MOM JICMCTBHS IIpenapara.

TaOnu4yHOE pe3roMe HEXKENAaTeIbHbIX DEAKIINNA

B Tabnuue 1 mpenacraBieH nmepedeHb HEXEIAaTeNbHBIX PEAaKLUH, KOTOpbIe ObLTH BBISBICHBI B XOJI€
KIIMHAYECKUX WCCIIeIoBaHMi. JlaHHbIe HEeXeIaTenbHbIC PeakIiy KiacCH()UIMPOBaHBI MO KilaccaM
CUCTEM OpPTraHOB M a0COJIOTHOW YacTOTE BCTpeyaeMoCTH. YacToTa BCTPEUAEMOCTH OINPEACTSETCS
cnenyromuM oopa3om: odeHb vacto (> 1/10), gacto (> 1/100, no <1/10), mvewacto (> 1/1 000, HO
<1/100), peaxo (> 1/10 000, mHo <1/1 000), ouens pemko (<1/10 000), yacroTra Hem3BecTHa (Ha
OCHOBAaHMHY UMEIOIIUXCS IAHHBIX OI[CHUTh HEBO3MOXKHO).

Tabauna 1: HexkesnaTeJbHbIE peaKIIUA

Ilepeyenb  cucTeMHO-opranubix | Yacrora HeskenarenbHble peakuuu
kiaaccoB (COK)
Hapywmenust co croponsl xpoBu u | Heuwacro Do3uHOpUIHSA

TuM(aTHIeCKO CUCTEMBI

Hapymenns MeTaboan3Ma u | Hewacro I'mnepypuxemus

HMUTaHUA

Hapymenus co CTOPOHBI Yacro ['onoBHast 0osb, OCOOEHHO B TEPBBIHA
HEPBHOM CHUCTEMBI Mecs1l Tepamuy;

['onoBoOKpy>keHHE, BOBMOKHO CBSI3aHHOE
¢ Opanukapauei




Heuacto

OOMOpOK, BO3MOXHO  CBSI3aHHBIA

Opanukapauen

C

Hapymenust co cropoHsl oprana
3pEeHMSI

OuyeHp 4acTo

N3menenue cetoBoctipusaThs (pocheHsl)

Yacto HeuerkocTs 3penus
Heuacto Junnonus;
Hapymenue 3penus
Hapymenust co croponsl oprana | Hewacto Bepturo
ciyxa v JabupHuHTa
Hapymenus co ctoponsl cepaia Yacto bpanukapaus;
ATpPHUOBEHTPUKYJIAPHAS Oyokama I
creneHy (yUIMHEHHbIM uHTepBan PQ Ha
OKT);
JKeny10uKOBbIE IKCTPACUCTOJIBL;
OuOpUIIAIUS TIpeACep it
Heuwacro Omymenue cepaieOneHus;

Hamxemy1oukoBbie SKCTPaCUCTOBI

Ouensb peako | ATpuoBeHTpuKkymispHas  Onokama 11
CTEIEHU;
ATpUOBEHTpHUKYJsipHass ~ Omokama 111
CTEIEHU;
CunapoM ci1aboCTH CHHYCOBOTO y3J1a
Hapymienust co cTOpoHbI COCYI0B Yacto HexonTtponupyemoe apTepuagbHOe
JTaBJICHUE
Heuwacro ApTtepuanbHas TUIIOTEH3US, BO3MOXKHO
CBSI3aHHAs ¢ OpaguKapanei
Hapymenns co croponsl | Hewacto Opplmika
JBIXaTE€JIbHOM CHCTEMBI, OpPraHoOB
IPYAHOMN KJIETKU U CPEAOCTEHUS
Hapymenus co crtoponsl | Hewacto TomHoTAa;
KEITyA0YHO-KUILIEYHOT O TPAKTa
yA P 3anop;
Huapes;
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Boir B )xuBOTE

Hapymenuss co croponsl koxu | Hewacro Kosxnas ceimb;

MIOJKOKHBIX TKaHEH .
A AHTMOHEBPOTUUYECKUIN OTEK

Penxo Koxnbliit 3y1;
Kpanusnuna;
OpureMa
Hapymenust co ctopons! meiieunoit, Hegacto Cna3mbl MBbIIIIII
KOCTHOM M COEIMHUTEIIbHOW TKaHU
O6mme nHapymeHuss u peakinuu B Hewacto AcCTeHus, BO3MOXHO CBfA3aHHas C
MECTE BBEIEHUS Opanukapaue;
YToMIs€MOCTh, BO3MOXXHO CBSI3aHHAs C
Opanukapauen
Penxo HenoMoranme, BO3MOKHO CBSI3aHHOE C
Opanukapauen
JlaGopaTopHble U HHCTpyMeHTalbHbIe Heuacto IloBbIIEHHAS KOHIIEHTpaLHs
JTAaHHBIE KpEaTHHHHA B IJIa3ME KPOBH;

VY nnnnenue unrepBana QT na OKT

Onucanue OoTACILHBIX HEXKETATENbHBIX PEAKIINNI

Uszmenenue ceemosocnpusmus (gpocghenwi)

N3menenue ceroBocnpusatus (ocdensr) otmedanucsh y 14,5 % nanueHTOB U OMHUCHIBATUCH KaK
npexogdaumee MU3MCHCHHUC SAPKOCTH B OI‘paHI/I‘-IeHHOI\/'I 30HC 3PUTCIBLHOI'0 I10JIA. Kaxk ImpaBujio,
10TOOHBIE SIBJICHUS IIPOBOIIUPOBAUCH PE3KUM U3MEHEHNEM HHTEHCHBHOCTH OCBEIICHUSI.

Taxoxe MOryT BO3HHUKATh (DOC(EHBI, KOTOPBIE UMEIOT BU] OPEOJIa, pacliaaHus 3pUTeIbHON KapTHHKH
Ha OTJIeJIbHBIC YaCTH (CTPOOOCKONMUYECKUN U KATEHTOCKOTMYECKHH (D (PEKTHI), IPOSBIISIOTCS B BUC
SAPKUX IIBETOBBIX BCHBIIIEK WJIM MHOXKECTBEHHBIX M300pakeHu#l (TmepcucTeHIus ceryaTtku). B
OCHOBHOM, (hoc(heHBI TOSBISUIUCH B TIEPBBIC JIBa MECSAIA JICUCHHS, HO B TMOCIIECIYIOIIEM OHH MOTIIN
BO3HUKATh MOBTOPHO. BbIpakeHHOCTH (pOTONCHM, Kak MpaBUiIoO, ObuIa ci1abol MM yMEPEHHOM.
[TosiBnenue ¢otorncuu mnpekpamaioch Ha GoHe mpoaosmkeHus Tepanuu (B 77,5 % ciydaeB) win
nocye ee 3aBepuieHus. Menee yeM y 1 % manueHToB mosiBieHHE (OTOICHUU SIBUJIOCH MPUYUHON
M3MEHEHHs UX 00pa3a KU3HHU WIH 0TKa3a OT JICUCHHS.

bpaoukapous

VY 3,3 % nanuenToB, ocobeHHO B nepBble 2—3 Mmecsua tepanuu, y 0,5 % manueHToB pa3BUBajach
BbIpaxeHHas1 Opagukapaus ¢ YCC ne 6onee 40 yua./MuH.

OubpuwsAIMs npeacepanii Haomoganock y 5,3 % mnanueHToB, MPUHUMABIINX HWBAOpaauH IO
cpaBHeHUIO ¢ 3,8 % manueHToB B rpymme mianedo. CorimacHO aHamu3y OOBEIMHEHHBIX JTaHHBIX
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KIIMHUYECKUX UCCIICJIOBAHMI C IEPUOIOM HAOIIOICHUSI HE MEHEe 3 MeCAIIeB, 9YacTOTa (UOPUILISIINH
npencepauit cocrasmia 4,86 % y mauueHToB, MOMy4YaBIIMX MBaOpaauH, o cpaBHeHUo ¢ 4,08 % B
KOHTPOJIBHBIX I'pyIIIax.

COO6I.H€HI/IG 0 MOA03PEBACMBIX HEXKECIATCIbHBIX PCAKIINAX

Baxno COOGI_I_IaTI: (o) oAO3pCBACMbIX HCIKCIIATCIIBHBIX  PCAKIUAX II0CJIC peructpanuu
JIEKapCTBEHHOI'O Tperapara C Lebl0 O0ecreueHus: HEeMpPepbIBHOITO MOHUTOPHHIA COOTHOIICHHS
«IMoNb3a — PHCK» JIGKAPCTBEHHOTO Tpernapara. METUIIMHCKUM pa0OTHUKAM pPEKOMEHIYEeTCs
CO00IIaTh O JIOOBIX MOI03PEBAEMbIX HEXKENATEIbHBIX PEeaKIHIX JIEKAPCTBEHHOTO Mpernapara uepes
HAaIlUOHAJIBHBIC CHUCTEMBI COO6H_I€HI/I}I O HCXKCJIATCIBbHBIX PCAKOUAX TOCyAapCTB — YJICHOB
EBpa3uniickoro 3k0OHOMHUYECKOT0 COI03a.

Poccutickas ®@edepayus

denepanbHas ciryx0a mo Haa3opy B cdepe 3apaBooxpanenus (Poc3apaBaanzop)
Anpec: 109012, r. MockBa, CnaBstHCKas Tj101Iaab, 1. 4, ctp. 1

Ten: +7 (800) 550 99 03

9. moura: pharm@roszdravnadzor.gov.ru win npr@roszdravnadzor.gov.ru

http://roszdravnadzor.gov.ru

Pecnybnuxa Apmenus

I'HKO «lleHTp 3KCnIepTU3bI JEKAPCTB U MEAUITUHCKUX TEXHOJIOTUI»
Anpec: 0051, r. EpeBan, ip. Komuraca, 49/5

Ten.: (+374 60) 83 00 73, (+374 10) 23 08 96, (+374 10) 23 16 82

[opsigas nuHMS 0THETa MOHUTOPUHTA Oe3omacHocTH jgekapeTs: (374 10) 20 05 05, (+374 96) 22 05
05

On. moura: info@ampra.am, vigilance@pharm.am

http://pharm.am

Pecnyonuxa benapyco

VII «lleHTp 2KCnepTu3 U UCHBITAHUM B 3PaBOOXPAHCHUN
Anpec: 220037, r. Munck, ToBapuiieckuii nep., 2a

Ten.: +375 (17) 242 00 29

®axc: +375 (17) 242 00 29

On. moura: repl@rceth.by

http://www.rceth.by

Pecnyonuxa Kazaxcman

PITI na [IXB «HauuoHaJIbHBIM LEHTP SKCHEPTU3bI JEKAPCTBEHHBIX CPEICTB M MEIULMHCKUX
m3aenuit»  Komurera MemumuHCKOro W (apMarieBTUYECKOro  KOHTpoJisi ~ MUHHUCTEpCTBa
3npaBooxpaneHus: Pecnyonmuku Kazaxcran
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Anpec: 010000, r. Acrana, paiion baiikonsip, yi. A.MmanoBa, 13 (BLl «Hypcaynert 2»)
Ten.: +7 (7172) 235-135

On. moura: farm(@dari.kz

http://www.ndda.kz

Kuoipevizckan Pecnyonuka

JlemapraMeHT JICKapCTBEHHBIX CPEACTB U MEAMIMHCKUX u3fenuid npu  MuHucTepcTBe
3npaBooxpanenusi Keipreizckoii PecyOmiku

Anpec: 720044, r. buiikek, yi. 3-a Jlunus, 25
Tem.: +996 (312) 21 92 78
9. noura: pharm@dlsmi.kg

http://dlsmi.kg

4.9. Ilepeno3upoBka

CHUMIOTOMBI

[lepeno3upoBka mpenapara MOXKET IPUBOAUTE K BBIPAKCHHON M MPOAOIDKUTEILHON OpaaukapIuu
(cm. pazmen 4.8).

Jleuenue

Jleuenune BbIpaXEHHOH OpaaukapIuu AOJDKHO OBITh CHUMITOMATHYECKMM U IPOBOJUTHCS B
CTELUANTM3UPOBAHHBIX OT/CNICHUAX. B ciydae pa3BuTus Opagukapauy B COUCTAHUU C HAPYIICHUSAMU
IIOKa3aTeae reMOJUHAMUKH MTOKa3aHO CUMIITOMAaTHYECKOE JICYCHUE ¢ BHYTPUBEHHBIM BBEICHHEM
OeTa-aJpeHOMUMETHKOB, TaKMX Kak H3ompeHa uH. [Ipu HeoOXO0AMMOCTH BO3MOXHA YCTaHOBKA
BPEMEHHOT'0 BOJUTEIS pUTMa (3JIEKTPOKAPIUOCTUMYIISTOPA).

5. DPAPMAKOJIOTUYECKUE CBOMCTBA
5.1. ®apmakoguHAMHYECKHE CBOICTBA

dapmakoTepaneBTHUECKas IPYIINa: CPeCTBa AJIs JeueHHs 3a001eBaHni cep/ia; Apyrue npenapaTsl
1UIs JIedeHus 3a00J1eBaHui cepaLa.
Kon ATX: CO1EB17.

MexaHu3M IeUCTBUS

WBabpanuH — npenapat, 3aMeUISIIOIIUN PUTM Cep/iia, MEXaHU3M JIEHCTBHSI KOTOPOTO 3aKII0YaeTCs
B CEJICKTUBHOM U CreLU(pUIECKOM HHIMOUPOBaHUH /f KaHAJIOB CHHYCOBOTI'O Y3714, KOHTPOJIUPYIOIIUX
CIIOHTAHHYIO JUACTOJIMYECKYIO JEMOJSAPHU3ALMI0 B CHHYcOBOM Yy3ie u perymupyrommx YCC.
VBaOpanuH OKa3bIBaeT CEIEKTHBHOE BO3JCHCTBUE HA CHUHYCOBBIM y3€l, HE BIUSAS Ha BpeMs
MIPOBEACHUS  HMIIYJIbCOB 110  BHYTPUIPEACEPAHBIM,  IPEACEPIHO-XKEIYIAOYKOBBIM U
BHYTPH)KEITYA0UYKOBBIM MPOBOASIIUM IIYTSAM, a TAK)KE HA COKPATUTENbHYIO CLIOCOOHOCTh MUOKAp/a
U PEMOJIAPU3ALMIO KEITYJOUKOB.

WBabpanuH Takke MOXKET B3aUMOJAEHMCTBOBATH C [; KaHAJlaMU CETYaTKU TIJla3a, CXOAHBIMHU C Ir
KaHaJlaMHnu cep;[ua, y‘IaCTByIOH_II/IMI/I B BO3HUKHOBCHHUU BpeMeHHOI‘O N3MCHCHUS CUCTCMBbI
3pUTEITLHOTO BOCIIPHUATHS 32 CUET U3MEHEHUS PEAKIIUU CETYATKU Ha IPKHE CBETOBBIC CTUMYJIBI.
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[Ipu mpoBOLMPYIOUIMX OOCTOSTENBCTBAX (HAampuUMep, ObICTpast CcMeHa SPKOCTH B 00JacTH
3pUTEIBHOTO T0JI51) YaCTHYHOE HMHTUOMpOBaHHWE [, KaHAOB WMBAOpaIWHOM BBI3BIBACT (heHOMEH
uzmMeneHuss cgemogocnpuamus (pomoncus). JIns Gororncun xapakTepHO Mpexoasdlee H3MEHEHUE
SIPKOCTH B OTPAaHUYCHHON 00JIaCTH 3pUTEIBLHOTO TOJIS (CM. paszen 4.8).

dapmakonmHamuyeckue 3G HEKThI

OcHoBHOMl  (hapMakoJOTHYECKOH  OCOOCHHOCTHIO  HMBaOpajWHAa  SBISICTCS  CHOCOOHOCTH
no3o3aBucumoro ypexenus YCC. Ananu3 3aBucumoctu BenuuuHbl ypexkeHus YCC oT o3l
npernapara IpOoBOJMIICS IPU NOCTENIEHHOM YBEIMYEHHUHN J103bI MBaOpaauHa 10 20 mr 2 pa3a B CyTKU
M BBISIBWJI TEHICHIMIO K JOCTIDKEHHIO dddekra «miaTto» (OTCYTCTBHE HapacTaHHUs
TepaneBTHYeCKoro g ¢eKxra npu JalbHEHIIeM YBEJIWYEHHUN J03bl), YTO CHMXKAET PUCK Pa3BUTHS
BbIpakeHHoU Opaaukapanu (UCC menee 40 ya./mMuH) (cm. pasznen 4.8).

[Ipu Ha3HaueHuM mpenapata B peKOMEHIyeMbIX no3ax creneHb ypexeHus YCC 3aBUCUT OT ee
MCXOJIHOM BEJIMYMHBI U cocTaBiseT npuMepHo 10-15 yn./MuH B mokoe B 1okoe U NpH (puznyeckon
Harpy3ke. B pesynbpTare cHmkaercss pabora cepila M yMEHbIIAeTCs MOTPEOHOCTh MHMOKapna B
KHCIIOPOJIE.

WBabpaguH He BIUSET Ha BHYTPHUCEPACYHYIO MPOBOAMMOCTH, COKPATUTEIbHYIO CIIOCOOHOCTH
MUOKap/aa (HE BBI3BIBACT OTPHUIATENBHBIM HHOTPOMHBIA 3(PQEKT) U MPOIECC PEmosIpU3au
KEIyJI0UKOB cepia. B KIMHUYECKUX 3JeKTPO(U3HOIOTHUYECKUX HCCIEeIOBaHUAX UBaOpaJuH He
OKa3blBaJl BJIMSIHUSL HAa BpeMsl MPOBEACHUS HMITYJIbCOB IO MPEACEPIHOKETYJOUKOBBIM WM
BHYTPHKEITYJOYKOBBIM MTPOBOISIINM ITyTSIM, & TAKXKe Ha CKOppeKTUpoBaHHbIe HHTEepBaibl QT.

B uccienoBaHusix ¢ yuacTHeM MallMEHTOB ¢ TUCQYHKIIMEH JIEBOTO Kemyaouka (ppakius BeIOpoca
nesoro xenyaouka (®BJDK) 3045 %) Obulo mokasaHo, 4yTo UBaOpaguH HE BIHAET Ha
COKPATUTENIBHYIO CTIOCOOHOCTh MUOKAP/IA.

Kimmanueckast 3dbdhekTUBHOCTE ¥ 0€30I1aCHOCTE

YcTaHoBIIEHO, UTO WBAOPAAMH B 103€ 5 MT 2 pa3a B CyTKH yJIydIlaji OKa3aTesld Harpy304HbIX MPo0
yxe yepe3 3—4 vegenu tepanun. IHPEKTUBHOCTD ObLTA MOATBEPKACHA U JUTSI 103BI 7,5 MT 2 pa3a B
CYTKU. B 4acTHOCTH, TOTIOTHUTENBHBINA A3PPEKT MPH yBETUUEHUH J103bI € 5 10 7,5 Mr 2 pa3a B CyTKU
ObLT YCTAaHOBJIEH B CPAaBHUTEIHHOM HCCIIEIOBAHUH C aTE€HOJI0J0M. Bpems BrinonHenus pusndeckoi
Harpy3KH yBEJTMYMIOCh IPUMEpHO Ha 1 MUHYTY 4yepe3 1 Mecsi nmpuMeHeHHus uBaOpaauHa B 103€ 5
MT 2 pa3a B CyTKH, IIPU 3TOM TOCJIE TOMOJHUTEIBHOTO 3-X MECSYHOT0 Kypca IIpreMa npadpaanHa B
no3e 7,5 Mr 2 pa3a B CyTKH BHYTPb OTMEUYEH JAJIbHEUILINN IPUPOCT ITOTO MOKa3aTess Ha 25 CeKyH/I.
AHTHAHTUHAJIbHAs W AaHTUUIIEMHYECKas AaKTUBHOCTh UBaOpaJuHa MOATBEpXKIanach M IUid
MAIMEeHTOB B Bo3pacTe 65 net u crapiie. DPPeKTUBHOCTh HBAOpaIUHA IPH IPUMEHEHUH B 103aX 5
MT | 7,5 MT 2 pa3a B CyTKH OTMEYaJIach B OTHOIIICHUH BCEX MOKa3aTelIel Harpy304HbIX TPo0 (0O1mast
MPOJOIDKUTETLHOCTh (PU3MUECKOM HArpy3KH, BpeMsl 10 JUMHUTUPYIOIIETO MPUCTYTAa CTCHOKAPIUH,
BpeMs JI0 Hayaja pa3BUTHUS NPUCTyNA CTEHOKAPAUU U BPEMS 10 pa3BUTHS Aenpeccuu cermeHTta ST
Ha 1 MM), a TaKXe CONpPOBOXKAAJIACh YMEHBIIEHUEM YaCTOTHl Pa3BUTHS IPUCTYNOB CTECHOKAPAUU
npumepHo Ha 70 %. Ilpumenenue uBaOpaauHa 2 pa3a B CYTKM 0O€CIEUMBAIO TOCTOSHHYIO
TepaneBTHYECKYI0 3()(HEeKTUBHOCT B T€UCHHE 24 4acoB.

VY manueHToB, NIPUHUMABIINX WBAOpaJH, TTOKa3aHa JOMOJTHUTENbHA A ()EKTUBHOCTh NBaOpaanHa
B OTHOIIEHHM BCEX MOKa3aTeJeid Harpy304HbIX NpoO mpu A00aBICHHMM K MaKCUMAalbHOW 103€
aTeHosiona (50 Mr) Ha crajie TeparneBTHUYECKOM aKTUBHOCTH (uepe3 12 4acoB mociie nprueMa BHYTpPb).

He mnokazano yiyumieHue mnokaszareneil 3¢dQekTuBHOCTH wuBaOpagvHa TMpH J00AaBICHUU K
MaKCUMaJIbHOM J103€ aMJIOJIUIIMHA Ha CHaje TepareBTHUYECKOW aKTUBHOCTH (4uepe3 12 JacoB mocie
npreMa BHYTph), B TO BpeMsI Kak Ha MaKCUMyMe aKTUBHOCTH (depe3 3—4 vaca mocje npuemMa BHYTPb)
nonojgHuTeNbHas 3G (HEKTUBHOCTH MBaOpaarHa OblTa I0Ka3aHa.

B uccnenoBaHuax KIMHHYECKOW >PQeKTHBHOCTH TpenapaTta 3PQeKTsl MBaOpaguHa MOTHOCTHIO

COXPAHSJIUCH Ha MPOTSHKEHUU 3-X U 4-X MECSYHBIX MTEPUOIOB JieueHHs. Bo BpeMs iedeHus mpu3Haku
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Pa3BUTHS TOJIEPAHTHOCTH (CHMXKEHUS A(PPEKTHBHOCTH) OTCYTCTBOBAJHM, a IOCIE MPEKPALICHHS
JICYSHHsI CHHIPOMA OTMEHBD) HE OTMEYajIoCh. AHTHAHTHHAIBHBIC U AaHTUHIIEMHYECKUE dPPEKTHI
uBabpanruHa ObUIM CBsI3aHBI C J0303aBUCHUMBIM ypekeHuemM UCC, a Takke €O 3HAUYUTEIbHBIM
yMeHbIeHueM padouero npousseacHust (HCC X cucTomndeckoe apTepruaibHOE JaBICHHUE), PUYEM
KaK B [IOKOE, TaK U NMpH (U3NUECKoil Harpyske. BinsHue Ha mokas3aTenu apTeprualbHOTO JIaBICHUS
(Al) m obmee nepudepudeckoe cocynucroe conporusieHue (OIICC) Obu10 HE3HAUYNUTETBLHBIM U
KIIMHUYECKN HE3HAUNMBIM.

VYcroitunBoe ypexxenne YCC ObUTO OTMEUEHO Yy MAIMEHTOB, MPUHUMAIOIIMX HMBAOpaguH Kak
MUHUMYM B TedeHue | roga. BnusHus Ha yrieBoAHbIM OOMEH M JIMOUAHBINA NPOo(UIs IpU 3TOM He
Ha0II0aI0Ch. Y TAIMEHTOB C caXxapHbIM auabeToM mokaszaTenu d()PEeKTUBHOCTA U OE30MaCHOCTH
I/IBa6pa,Z[I/IHa GBIHI/I CXOAHBIMHU C TAKOBBIMU B 06LL[eI>'I MOMyJIsINHU MAITUCHTOB.

B wuccnenoBannn y mamueHTOB ¢ umeMuueckord OoinesHwio cepama (MBC) 6e3 kmmHUYecKuX
nposiBeHuit cepaeunoit HempoctatogHoctu (DOBJDK Gomee 40 %) Ha ¢doHE MOIAepKUBAIOICH
Tepanuu, Tepanus uBadpaJHOM B J103aX BbIIIE PEKOMEHIOBaHHBIX (HauaibHas J03a 7,5 Mr J1Ba pasza
B JIeHb (5 Mr /1Ba pa3a B I€Hb, IIPH BO3pacTe cTapiie 75 jeT), KoTopas 3aTeM TUTpoBaiach 10 10 mr
7IBa pa3a B JIeHb) HEe OKa3aja CylIeCTBEHHOI O BIUSHUS Ha IEPBUYHYI0 KOMOMHUPOBAHHYIO KOHEUHYIO
TOUKY (CMEPTb BCIIEACTBUE CEPIICUHO-COCYAUCTON MPUUMHBI HITH Pa3BUTHE He(aTaTbHOro HH(apKTa
Muokapnaa). Yacrora pa3BuTusi OpaguKkapAuyd B TpYyIIEe MNAlUMEHTOB, MOJy4aBIIUX HBaOpaauH
cocraBuina 17,9 %. 7,1 % naunueHToB B X0/1€ UCCIEA0BaHNs IPUHUMAJIN BEpanaMil, IUJITHA3EM WU
MoIIHbIe UHTHOuTOpHI n30depmenta CYP3A4.

Y nmanueHToB CO cTeHOoKapamed kimacca Il wmmm Beime mno kmaccupukammu  Kanaackoro
Kapaunonoruueckoro odiiecTBa ObUIO BBISIBICHO HEOOIBIIOE CTATUCTUUECKH 3HAUUMOE YBEJTUUECHHE
KOJIMYECTBA CIyyaeB HACTYIUICHUsS TMEpPBHYHOH KOMOWHHPOBAHHOM KOHEYHOW TOYKH NpHU
MpUMEHEHUH UBaOpaarHa — 4ero He HaOII0Aanoch B MOArPYIIE BCeX MAllMEHTOB CO CTEHOKapaAuen
(xmacc I m BeIme). B ncciaenoBaHuu ¢ ydacTHEM IMAIMEHTOB CO CTAOWIBHOW CTEHOKapAHeW U
mucynkimeit nesoro sxemynouka (OBJDK menee 40 %), 86,9 % xoTopbix monydanu Oeta-
aZipeHOOJIOKATOPbl, HE BBIBICHO pA3IMUUil MEXOy TIpyNIaMd MAIMEeHTOB, NPUHUMABIINX
nBabpaauH Ha GOHE CTAaHJAPTHOMN Tepanuu, 1 1anedo, 1o CyMMapHON YacTOTE JIETAIbHBIX UCXO/0B
OT CepACYHO-COCYTUCTHIX 3a00JI€BaHUH, TOCIUTAIM3AIMH 110 TOBOAY OCTPOro WH(papKTa MHOKap/a,
TOCIMTAIA3AMU 10 MOBOAY BO3HHKHOBEHHUS HOBBIX CIY4YaeB CEpJIEYHON HEIOCTATOYHOCTH I
YCWIEHHSI CAMIITOMOB TEUEHUSI XpOHUUECKOH cepaeuHoi HegocrtaTouHocTy (XCH). V manneHToB ¢
CUMITOMAaTHYECKOW CTEHOKapaueil He ObUIO BBISBICHO 3HAUUTENBHBIX Pa3iNMudil MO YacToTe
BO3HUKHOBEHHSI CMEPTH BCIEACTBUE CEPACUHO-COCYJUCTOW MPUYMHBI WM TOCHUTAIA3ALMU
BCJIE/ICTBUE pa3BUTHUsI HedaTalbHOTO HH(papKTa MHUOKap/a WM CEpIeYHONM HEJO0CTaTOUYHOCTH
(vacrota Bo3HMKHOBeHMs — 12,0 % B rpymnme wuBabpaauHa u 15,5 % B rpynme miane6o,
cooTBeTcTBeHHO). Ha (one nmpumenenust uBadpaanna y namueHtoB ¢ YCC ne menee 70 yu./mMuH
MOKa3aHO CHI)KEHUE YaCTOTHI TOCIIUTATU3AIMH 110 TOBOAY (haTalbHOTO U HedaTanbHOro HH(papKTa
Muokapja Ha 36 % u gacToTsl peBackyssipuzanuu Ha 30 %.

VY manueHToB CO CTEHOKapAHWeW HampshKeHHs Ha (oHe mpriema MBaOpaJrHa OTMEUYEHO CHIDKEHHE
OTHOCHUTENILHOTO PHCKa HACTYIUICHHS] OCIOKHEHUH (4acToTa JIETAIbHBIX MCXOJOB OT CEpIEYHO-
COCY[MCTHIX 3a00JeBaHWI, TOCHUTAIM3AIMUA [0 T[OBOAY OCTpOro uH(papKkra MHOKapAa,
rOCMUTANIM3AINK TI0 TOBOAY BO3HUKHOBEHHS HOBBIX CIy4aeB CEpACYHOM HEIOCTAaTOYHOCTH WU
ycuieHusi cumntomMoB TeueHuss XCH) na 24 %. OTMeueHHOEe TepaneBTUYECKOE MPEUMYIIECTBO
JOCTUTAETCA, B TIEPBYIO OUYepe/ib, 33 CUET CHMIKEHUS YaCTOThl TOCIUTAIN3ALUHU 110 TOBOIY OCTPOTrO
uHpapkTa Mmuokapaa Ha 42 %.

CHIKEHHE YacTOThI TOCIUTAIN3AIMH 10 TIOBOAY (aTaibHOTO U HedaTaapHOro HH(papKTa MHOKapaa
y nauuenToB ¢ YCC 6onee 70 ya./muH eme 6onee 3Ha4MMO U gocturaet 73 %. B nenom ormeueHa
XOpoIIas IepeHOCUMOCTh U 0€30IacHOCTH TIperapara.
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Ha ¢one npumeHenus uBaOpaguHa y MalMEHTOB C XPOHUYECKOH CEpAeUHON HEIO0CTATOYHOCTHIO
(XCH) II-1V ¢ynkunonansHoro kinacca no kinaccupuxanuun NYHA ¢ ®BJDK menee 35 % nokazano
KJIMHUYECKM UM CTaTUCTHYECKHM 3HAUYMMOE CHM)KEHHME OTHOCHUTEIBHOIO PpHUCKA HACTYIUIEHUS
OCJIOKHEHUHN (Y4acTOTHI JIETAJIbHBIX MCXOJOB OT CEPAECYHO-COCYIUCTHIX 3a00JIEBaHUM M CHUKECHHE
qrcia TOCIUTAIN3AaUUi B ¢Bsi3H ¢ ycuiieHneM cumntoMoB XCH) Ha 18 %. AGCONIIOTHOE CHIDKEHHE
pucka coctaBuio 4,2 %. BolpakeHnHsblil TepaneBtudeckuii 3¢dext Habmogancsa yepe3 3 mecsia ot
Hayvasa Tepanum.

CHuXeHue CMEpTHOCTH OT CEPAECYHO-COCYJUCTHIX 3a00JI€BaHUN U CHU)KEHHUE YN CIIa FOCTUTATIN3ANH
B CBSI3U C ycuwieHueM cuMnToMoB TedueHuss XCH Habmromanock HeE3aBHCMMO OT BO3pacTa, MOJa,
¢byuknuonaneHoro kimacca XCH, npumenenus Oera-aapeHOOIOKATOPOB, HIIEMUYECKON WIH
Heunmemuueckoi strnonorun XCH, Hannuus caxapHoro quadeTa nin apTepuaibHO TUIepTeH3HH B
aHaMHe3e.

[Marents! ¢ cumnromamu XCH ¢ cunycoBbiM putMoM U ¢ YCC He menee 70 ya./MUH mOTy4ainu
CTaHJIapTHYIO TEPANUIO0, BKIIOYAIOIIYIO MpUMeHeHne 6eTa-aapeHo6aokaTopoB (89 %), HHrHOUTOpOB
aHruoteH3uHNpenpamiamomero gepmenta (AIID) n/wnm anrnorensuna Il penenTopoB aHTaroHUCTOB
(91 %), nuypetuxoB (83 %), u anTaroHUCTOB anbaocTepoHa (60 %).

[TokazaHo, 4TO MPUMEHEHHE UBAOpauHA B T€UeHUE | TO1a MOKET MPEIOTBPATUTh OJIUH JIETAIbHBII
HCXOJT WJIM OJHY TOCIUTAJIU3AIMIO B CBSI3HM C CEPJICYHO-COCYIUCTHIM 3a00JICBAaHUEM Ha KaKIble 26
MalUEeHTOB, TPUHUMAIOIIMX TIpernapar.

Ha ¢one mpumenenusi mBaOpaauHa Moka3zaHo yiydmieHue (yHkimoHanbHOro kiacca XCH mo
knaccudukanuu NYHA.

VY nanuentoB ¢ YCC 80 ya./mun ormeueno camxenue YCC B cpeanem Ha 15 yu./MuH.

B panzomMu3upoBaHHOM IUIANE00-KOHTPOJIMPYEMOM HCCIEIOBAHUU C ydacTHeM 97 MalueHTOB
JaHHbIE, COOpaHHBIE BO BpEMsI CIIELUAIBHBIX O()TaIBMOJIOTHYECKUX HCCIIEJOBAHUHN, HAIIPABICHHBIX
Ha JOKYMEHTHpOBaHUE (DYHKIIMH CUCTEM KOJOOYEK M MaJOYeK U BOCXOJSIIETO 3PUTEIBHOTO MyTH
(T. €. 2JIEKTPOPETUHOTPaMMa, CTATHYECKUE U KUHETUUECKHUE MOJIS 3pEHMs], LIBETOBOE 3pEHHE, OCTPOTa
3peHHs) y NAalMeHTOB, MPUHHUMABIIMX HWBaOpaauH I JICUYCHHs XPOHUYECKOH CTaOMIbHOU
CTEHOKapJMH B TeUEHHE 3 JIeT, HE OBbLJI0 OTMEUEHO MPU3HAKOB TOKCHYECKOTO MOPAXKEHUs CETUATKH.

CTHU

B pannomMu3npoBaHHOM, TBOIHOM CIENOM, IJIAle00-KOHTPOIUPYEMOM HCCIIETOBAaHUHN TMPUHSIIN
yuactue 116 nereit (17 B Bo3pacte 6—12 mecsiues, 36 B Bo3pacte 1-3 et u 63 B Bozpacte 3—18 ner)
¢ XCH wu awmaranmonnou kapawomuonaruen (JIKMII) wa ¢one onmTumanbHOTO JEYCHHS, W3
KOTOPBIX 74 manueHTa nojay4anu uBadpaaut (cooTHomeHue 2:1).

Hauanpnas no3a coctaBisiia 0,02 mr/kr 2 pasa B CyTKH B BO3pacTHOM moarpyrime 6—12 Mecsies,
0,05 mr/kr 2 pa3a B CyTkH y nereit B Bo3pacte 1-3 u 3—18 net u maccoit Tena < 40 kr u 2,5 mr 2 pasa
B CyTKM y Jnereid B Bo3pacte 3—18 mer m Maccoid Tena =>40 kr. Jlo3a KOppeKTHpOBaJIach B
3aBHCHMOCTH OT TEPANEeBTUYECKOTO OTBETA JI0 JOCTIIKEHUS MaKCHMAIbHBIX 03 0,2 MI/KT 2 pasa B
cytku, 0,3 Mr/kr 2 pa3za B cyTku U 15 Mr 2 paza B CyTKH COOTBETCTBEHHO. B 3TOM mcciienoBanuu
NAIMEeHTHl IPUHUMAIN UBAOpaJMH B BUJAE XUAKOH MEpopanbHOil (GopMBbl WM TabJIeTOK 2 pas3a B
cyTku. OTcyTcTBHE (hapMaKOKMHETHYECKON pa3HULBI MeXay JIByMsi ¢opMaMu ObUIO MOKa3aHO B
OTKPBITOM PAaHJOMHU3UPOBAHHOM JIBYXIIEPHOJHOM MEPEKPECTHOM HCCIEIOBAaHUU C Yy4YacTUEM
24 B3pOCIBIX 3I0POBBIX JOOPOBOJIBIIEB.

OTMEYEeHO CHIDKEHHE YacTOThl CEpIeYHbIX cokpamieHnid Ha 20% 0e3 Opagukapauu y
69,9% mnanueHToB B IpyMIie uBadpaiHa Mo CPaBHEHHIO CO CHIKeHUEM Ha 12,2% B rpymie mianedo
B TEUEHHE IMEPHUO/Ia TUTPAMU J03bI OT 2 10 8 Henenb (oTHomeHnue manco: E = 17,24, 95% JIU
[5,91; 50,30]).
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Cpennue 10361 uBaOpanuHa, nmo3possiromume aoctudb 20% camwkenus YCC, cocrasunm 0,13 £ 0,04
MI/KT 2 pasa B cyTkH, 0,10 = 0,04 mr/kr 2 pa3a B cyTku u 4,1 £ 2,2 Mr 2 pa3a B CyTKH y MMaIlHCHTOB B
Bo3pacte 1-3 rona, 3—18 ner u ¢ maccoir tena <40 kr u 3—18 nmer u ¢ maccoit Tena > 40 xr,
COOTBETCTBEHHO.

@paxius BEIOpOCa JEBOT0 ey 10uKa yBeInyuiach B cpenneM ¢ 31,8% 10 45,3% uepes 12 mecsies
B IpyIiie uBadpa/ivHa 110 CpaBHEHUIO ¢ yBenuueHueM 35,4% 10 42,3% B rpynmne miane6o. OTMedeHo
YMEHBIIEHUE TSHKECTH CEpAEYHON HenoctarouHocTw (nossimieHue kiacca NYHA) y 37.7%
MaUEeHTOB, MPUHUMAaBIINX UBAOpaIuH, 1o cpaBHEeHUIO ¢ 25,0% B rpymmne mianeo. Ty yayylIeHus
He OBITM CTaTHCTUYECKU 3HAYUMBIMU.

[Ipodunas Oe3omacHOCTH B TEUEHHE OJHOTO Toja OBUT aHaJOTWYEH OINHUCAHHOMY Y B3POCIBIX
nauuentoB ¢ XCH.

Jlonrocpovnble BO3AEHCTBHS MBaOpaAnHa Ha POCT, IIOJIOBOE CO3PEBAHUE U 00IIIee Pa3BUTHE, a TAKXKE
noiarocpoyHas 3(PQGEKTUBHOCTh TEparuud HMBAOPaIMHOM B JETCKOM BO3pacTe sl CHUKCHHUS
CeplIeYHO-COCYANCTOMN 3a00JIeBAEMOCTH M CMEPTHOCTH HE U3y4alIHCh.

5.2. apmakoKnHeTHYECKHE CBOIICTBA

NBabpagun mnpeacTtaBiasieT coOOM S-dHAHTHOMEDP, C OTCYTCTBHEM OHOKOHBEPCHHU 110 JIaHHBIM
uccrnefnoBaHuii  in - vivo. (OCHOBHBIM aKTUBHBIM MeETaOOMUTOM IIpemapara sBisercs N-
JIECMETHIIMPOBAHHOE MPOU3BOTHOE HBAOPaIUHA.

AOGcopbrms

WBabpagun ObICTPO U MPAKTUYECKH IOJHOCTHIO BCACBHIBAETCS B JKETYJIOUYHO-KUIIEYHOM TpPAKTE
I10cJIe IpUeMa BHyTpb, MAKCUMaJIbHAsl KOHLIEHTPALKS B I1J1a3M€ KPOBHU IOCTUTAETCsI IPUMEPHO Yepe3
1 yac mocne mpuema BHYTph HaTomlak. buogoctynHocTs cocrapisieT nmpuban3utensHo 40 %, uto
00yc0BIeHO 3(h(PEKTOM «IIepBOTO MPOXOKICHHS» Yepe3 MeUEHb.

[Ipuem nuumm yBenuuuBaeT BpeMs aOcopOLMM NPUOIU3UTENBHO Ha 1 4Yac M yBEIMYMBAET
KOHIIEHTpaLuIo B tu1azme KpoBu ¢ 20 % 1o 30 %. [{ng ymeHbIeHUs BapraOeIbHOCTH KOHIIEHTPAIUU
Ipernapar peKOMEeHyeTcsl IPUHUMAaTh OJJHOBPEMEHHO C MPUEMOM MUK (CM. paszen 4.2).

Pacnpenenenue

Cs3p ¢ Oenkamu Mmia3Mmbl KpoBH cocTaBisieT npumepHo 70 %. OOwveMm pacmpeneneHusl B
paBHOBECHOM COCTOSIHUH — OKOJIO 100 1. Cmax B I1a3Me KPOBU OCIIE JJIUTEILHOTO IPUMEHEHUS B
PEKOMEHTyeMOM J103€ TI0 5 MT 2 pa3a B CyTKH COCTABJISICT MPUOIU3UTEIHHO 22 HI/MI (Ko duiimeHt
Bapuanuu = 29 %). CpenHss paBHOBECHasi KOHIIGHTpalMs B I1a3Me KpoBu cocrtanisier 10 Hr/mi
(ko3 punrent Bapuanyu = 38 %).

Buorpanchopmariust

WBabpanuH B 3HAUUTEIHHON CTEIEHH META00IU3UPYETCs B IEYEHH U KUIICUHUKE IMTyTeM OKHCICHHUS
c ywactueMm Toibko muroxpoma P450 3A4 (u3odepmenta CYP3A4). OCHOBHBIM aKTHBHBIM
MeTaboJIUTOM siBJsieTCsl N-lecMeTUIInpoBaHHOE TTpon3BoaHOE (S 18982), 10t KOTOPOTo COCTABIISIET
40 % no3bl KOHIIEHTpaUuu uBaOpaguHa. MeTaboiau3M aKTUBHOTO MeTaboiuTa UBaOpaglHa TaKxKe
MPOUCXOAUT B pucyTcTBUH n3odepmenta CYP3A4.

WBabpanun ob6nagaer MaibiM cpoicTBoM K uzopepmenty CYP3A4, He umuaynupyer U He
UHTHOUpyeT ero. B cBsi3u ¢ 3TUM, MajoOBEpPOATHO, YTO MBAOpaJAMH BIHAET HAa METAOOJIM3M WU
KoHIleHTpanuto cyocrpatoB m3odepmenta CYP3A4 B mnazme kpoBu. C JApyroil CTOpOHBI,
OJTHOBPEMEHHOE MPUMEHEHNE MOIIHBIX WHTHOMTOPOB WJIM HHAYKTOPOB ItuTOoXpoma P450 moxer
3HAYUTEIBHO BIUATH Ha KOHIIEHTPAIMIO MBaOpaiHa B TU1a3Me KpoBH (cM. pazaen 4.5).
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ONUMUHALIMSA

[lepuon nomyssiBenenus (T12) nuBaOpannHa U3 MIa3Mbl COCTaBISAET, B cpeaHeM, 2 vaca (70-75 %
IUTOIIAM MOl KpUBO# «xoHueHTparus — Bpemsi» (AUC)), apdextuBnbiii Tin2 — 11 yacoB. OOmuit
kimpenc — npumepHo 400 MI/MUH, TIOUYEUYHBIM KiIMpeHc — mpumepHo 70 mu/mMuH. BhiBenenue
METa0OJIUTOB MPOUCXOHUT B OJMHAKOBOM CTETIEHH Yepe3 MOYKHU U KulieyHuK. Okoio 4 % npuHsaTon
J103bI BBIBOJIUTCS] IOYKaMU B HEM3MEHEHHOM BHJIE.

JInHeHOCTh (HEIUHEHHOCTE)

dapmMaKkOKMHETHKA UBaOparHa SIBJISETCS JTMHEHHON B trama3oHe 103 ot 0,5 10 24 mr.

Oco0ble rpynibl MalueHTOB

J]uua nooaicus10co so3pacma

®apmakokunernueckue mnokazaTead (AUC nm Cmax) CYIECTBEHHO HE Pa3IM4alOTCs B TpyIIax
ManueHToB 65 JIeT U cTapiie, 75 JeT U cTapIie | O0IIeH MOMyJIsSIuy MalueHToB (cM. pazaen 4.2).

Tloueunas neoocmamounocmo

BiustHue modyedHol HEIMOCTaTOYHOCTH (KJIMpPEHC KpeaTmHHHa OT 15 g0 60 MiI/MHH) Ha KUHETUKY
nBabpajvHa MUHUMAJIbHO, TaK KakK JHUIIb 0KoJio 20 % uBaOpaauHa U €ero akTUBHOTO MeTabonura S
18982 BrIBOAMTCS TOUKamMu (cM. pasnen 4.2).

Ileuenounas neoocmamournocms

VY manueHToB ¢ JIETKOM CTENEHbI0 MEYCHOYHON HEeI0CTaTOYHOCTH (10 7 OamioB mo mmkane Yanma-
ITer0) AUC cBoGogHOrO MBaOpaguHa M €ro akTUBHOro Metabonura Ha 20 % Oonblie, yeM Yy
MAlMEHTOB C HOpMaJIbHOU (QyHKIMEH nedeHu. [laHHbIe 0 IPUMEHEHUH UBaOpaJlHA Y MAllMeHTOB C
ymepeHHoi (7-9 6amnoB mo mkane Yaina-I1p10) nmedeHoYHON HEAOCTATOYHOCTRIO OTPAHUYCHBI U HE
MO3BOJISIIOT CAENaTh BBIBOJA 00 OCOOEHHOCTAX (hapMaKOKMHETHKH Ipernapara y JaHHOW TPYIIIbI
nanueHToB. JlaHHble O TpPUMEHEHMM WBaOpaJvHa y TAlKMEHTOB C TSOKEIOW MeYeHOYHOU
HEJIOCTaTOYHOCTHIO (OoJiee 9 OamnoB mo mikane Yaina-I1s10) Ha JaHHBI MOMEHT OTCYTCTBYIOT (CM.
paznensl 4.2 1 4.3).

(DaDMaKOKI/IHeTI/ILIeCKaH-(baDMaKOHI/IHaMI/I‘IeCKaﬂ 3aBUCUMOCTH

AHanu3 B3aUMOCBS3H MEXAy (PapMaKOKMHETHYECKUMH U (DapMaKOIMHAMUYECKUMHU CBOMCTBaMU
MO3BOJIMJI YCTAHOBUTH, UTO ypexkeHne YCC HaxoauTcs B MPSIMOIl TPOMOPLUHUOHAIBHON 3aBUCUMOCTH
OT yBEJIMYEHUS KOHIIEHTpaluK uBabpaanHa 1 akTuBHOro Metabonuta S 18982 B mutasme kpoBu npu
npueme B go3ax 10 15-20 mr 2 pasza B cytku. [Ipu Gosiee BBICOKMX J03aX Mpernapara 3aMejIcHIE
CepACYHOTO PUTMA HE MMEET MPOIMOPIUOHATBHON 3aBUCHMOCTH OT KOHIIEHTpAllMU UBaOpaauHa B
I1a3Me KPOBU M XapaKTepU3yeTcsl TeHIEHIMEN K TOCTHKEHUIO «I11aTo». Bhicokue KOHIIEHTpaIuu
nBabpaarvHa, KOTOPHIX MOKHO JIOCTUYb IPYU KOMOMHAIIMH JIEKAPCTBEHHOTO Mpernapara ¢ MOIIHBIMU
uaruouTopamu uzopepmenta CYP3A4, moryT npuBOoauTh K BheIpaxkeHHOMY ypexenuio UCC,
OJTHAKO 3TOT PHUCK HIDKE NMPH KOMOMHAIIMM C YMEPEHHBIMH MHTHONTOpamu nzopepmenta CYP3 A4
(cm. paznmen 4.3, 4.4 u 4.5).

Bzaumoceéaze  mexcoy papmaxokunemuueckumu U - QHapmMakoOUHaMU4ecKUMU  C8OUCMBAMU
ueabpaouna y oemeti u nN0OPOCMKO8 C XPOHUYECKOU CepOeyHOl He0OCMAamo4HOCMbIO 8 803pacme om
6 mecsayes 0o 18 nem ananocuyna 3moui 63auUMOC853U, ONUCAHHOU ) 83POCTIbIX.

€TH

dapmakOoKMHETHYECKUH mnpoduiap uBabpaauHa y  JeTed C  XPOHHUYECKOHM  cepledHOM
HEJIOCTAaTOYHOCTHIO B Bo3pacTe oT 6 mecsieB 110 18 et ananornyeH ¢papMakKOKHHETHKE, OTTMCAHHOMN
Y B3pOCIBIX, IPU MPUMEHEHUH CXEMbI KOPPEKIIMH JT03UPOBKU HAa OCHOBE BO3PACTa U MACChI Tela.
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5.3. laHHble JOKJIUHUYECKOH 0e30MacHOCTH

CormacHO  NOKIMHMYECKMM JaHHBIM, OCHOBaHHbIM Ha TPAAMIMOHHBIX  HCCICIOBAaHUAX
(dapMakoorn4eckoii 0e30MacHOCTH, TOKCHMYHOCTH TNPH MHOTOKPAaTHOM BBEJCHMH, IMOTEHIHAa
TE€HOTOKCUYHOCTH U KaHIEPOI'€HHOCTH, CHEeUU(UYECKUN PUCK U1 4YEJIOBEeKa OTCYTCTBYET.
HccnenoBanust penpoyKTUBHOM TOKCUYHOCTH HE BBISIBUIIM BIMAHUS UBaOpagrHa Ha (hepTUIHHOCTD
CaMII0B M caMOK KpbIc. Korza Bo Bpems BbIHAIIMBAaHMS B IIEPUOJ OPTaHOT€HE3a JKUBOTHBIEC IOy YalIn
mpernapar B J103axX, OJNM3KUX K TEpareBTHUECKUM, 3TO MPHUBOAMIO K Oojee 4acTOMy Pa3BUTHUIO
ne(eKToB cepila y IUIoJa KpbIC M HEOOJIBIIOMY KOJMYECTBY CIy4daeB pa3BUTHS IUIOJOB C
SKTPOAAKTUINEHN Y KPOIUKOB.

VY cobak, monyuyaBmux uBabpaauH (B mo3ax 2, 7 wiam 24 MI/KT/AeHb) B TEUEHHUE OJHOTO Toja,
HabI0AamMCh 00paTUMBbIE U3MEHEHUS (DYHKIIMH CEeTYaTKH, KOTOpPbIE, OJJHAKO, HE COMPOBOXKAAIHUCH
CTPYKTYPHBIMH HapyIICHHSIMH CO CTOPOHBI OpraHa 3peHus. OTH JaHHBIE COTJAcyloTCs C
¢dapmakonornueckuM 3¢ ¢dexkrom uBaOpaguHa, CBA3aHHBIM C €0  B3aUMOJCHCTBUEM C
THIIEPIOISIPU3UPOBAHHBIMU TOKaMH Iy B ceTyaTke, KOTOPhIE 0 CBOUM XapaKTepHUCTUKAM BO MHOTOM
CXOJIHBI C TOKOM BOJAMTEIS CEPJCUHOr0 puTMa f.

Jpyrue noaroBpeMeHHbIC UCCIICIOBAHNS TOKCHYHOCTH MPHU MMOBTOPHOM (MHOTOKPATHOM) BBEJIEHUHN
HeﬁCTBYIOHIeFO BCIICCTBA U HCCIICAOBAHUA KaHHepOI‘eHHOCTI/I HC BLIIBHUIINM HHUKAKHWX KJIMHWYCCKH
3HAYUMBIX U3MEHEHUH.

OHGHKa pHCKA JIISL OKPYKAIOLIEH CpeIbl

OneHka pucka uBaOpaAMHa s OKpYJXKarolled cpeabl IMPOBOAMIACE B  COOTBETCTBUHM C
EBponeinckumu pyKOBOIAIIUMU YKa3aHUSAMU.

Pe3ynbTaThl 3THX OLIEHOK TOBOPAT 00 OTCYTCTBUM pUCKa UBaOpairHa JUIsl OKPY>KaroIlel cpesibl U O
TOM, 4TO MUBAOPaJMH HE MPEJCTABIISAET COO0M yrpo3bl sl OKPYXKAIOIIEH CpeIbl.

6. PAPMALIEBTUUECKUE CBOMCTBA
6.1. Ilepeyenb BcnoMoOraTe/ibHbIX BelIECTB

Slnpo TabieTkn

JIakT03BI MOHOTHAPAT;

Maruus creapar;

Kpaxman KyKypy3HbIii;

ManbTOIeKCTPHH;

KpemHuust aruokcu KOJIJIOUIHBIN O€3BOTHBIN.

II;meHOYHOE TOKPBITHE

I'mnpomeinosa;

Turana quokcun (E171);

Maxporoa 6000;

['munepou;

Marnus creapar;

Kpacurens xene3a oxcup sxentoiit (E172);

Kpacutens xeneza okcun kpacHsiil (E172).
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6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHus1)

3 roxa.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH IPH XPAHECHUHU
XpanuTh ipu Temmneparype He Bbiie 30 °C.

6.5. Xapakrep u cofep:kaHue YIIaKOBKHU

[To 14 TtaGnetok B sueiikoBoil koHTypHOW ymakoBke (IIBX/Am). ITo 4 s4eiiKOBBIX KOHTYPHBIX
YIAaKOBKH C JIMCTKOM-BKJIQJIBIIIEM B TAayKe KapTOHHOH C KOHTPOJIEM IIEPBOTO BCKPBITHS (IIpH
HEOOXOIUMOCTH).

6.6. Oco0ble MepbI NPEAOCTOPOKHOCTH NPH YTHIN3ALUH HCI0Ib30BAHHOI0 JIEKAPCTBEHHOI0
npenapara Wju 0TX0/10B, NOJTYyYeHHBIX MocJe MPUMeHeHHs JIEKAPCTBEHHOI 0 Npenapara, u
Apyrue MAHUMYJISAIUHU ¢ TPenapaTomM

Oco0plie TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIHIMOHHOI'O YIOCTOBEPEHMUSA

®paHuus
«JlabopaTtopuu Cepsre» / Les Laboratoires Servier

50, yn. Kapno, 92284 Cropen Cenekc, @pannms / 50, rue Carnot, 92284 Suresnes Cedex, France
7.1. IlpencraBuTte/ib Aep:KaTesss perucTPAIMOHHOI0 YA10CTOBEPEeHUs

[IpeTen3un moTpeduTENel HAIPaBIATh MO aIpecy:
Poccuiickas ®@edepayus

AO «CepBbe»

Anpec: 125196, r. Mocksa, yn. JlecHas, mom 7, atax 7/8/9
Ten.: +7 (495) 937 07 00

DI1. mmoura: servier.russia@servier.com

Pecnybnuxa Apmenus

[IpeacraButenscTBO KOoMMnanuu «JIe Jlabopatyap Cepsre» B Pecriybnmuke Apmenus
Anpec: 0002, r. EpeBan, Kentpon, yin. Amupssa, 15, marazun 100

Ten.: (+374 10) 50 50 74

O11. modra: pvarmenia@servier.com
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Pecnybauxa benapyco

[IpencraButensctBO YAO «Les Laboratoires Servier» (®panmysckas Pecrybnuka) B PecryOnmke
benapyco

Anpec: 220030, r. Munck. yin. Mscaukosa, 70, od. 303
Ten.: +375 (17) 306 54 55/56

O1. moura: officeBY (@servier.com

Pecnyonuxa Kazaxcman u Keipevizckas Pecnyoauxa

TOO «CepBbe KazaxcTan»

Anpec: Pecniybnuka Kazaxcran, 050020, r. Anmatsr, mip. JlocTteik, 3100
Ten.: +7 (727) 386 76 62

D1. moura: kazadinfo@servier.com

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YIOCTOBEPEHUA

B Poccuiickoit @enepanun: JIIT-Ne(000306)-(PI'-RU)
B Keipreizckoit Pecrry6mnmke: JITI-Ne000306-I'TI-KG
B Pecny6nuke benapycs: JITTI-Ne000306-I'TI-BY

B Pecniyonuke Apmenus: JIIT-Ne(000306)-(T'TI-AM)
B Pecny6nuke Kazaxcran: JIIT-Ne000306-T'TI-KZ

9. KATEI'OPUSA OTITYCKA JIEKAPCTBEHHOTI O ITPEITAPATA
JlekapCTBEHHBIH MpemapaT OTHOCUTCS K KaTETOPHH OTITYCKa IO PEIICTITY.
OOmrast xapakTepHUCTHKa JIGKAPCTBEHHOro mpemapara KopakcaH AOCTynmHa B €IWHOM peecTpe
3apEruCTPUPOBAHHBIX JIGKAPCTBEHHBIX CPEACTB EBpa3wiickoro SKOHOMHYECKOTO COK03a M Ha

ouIaILHOM caire YIIOJTHOMOYEHHOTO opraHa (3KCcmiepTHOM OpraHU3aIIHH )
https://eec.eaeunion.org/.
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