COOTBETCTBYET ZKCNEPTHOMY OTHETY

OBILAS XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA “C05)

1. HAUMEHOBAHUE JTJEKAPCTBEHHOI'O IIPEITIAPATA
Orncamur, 10 Mr, TabIETKH, MMOKPHITHIC IJICHOYHONH 000I0UKOM.
2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB

JelcTByrolee BENIECTBO: MALIUTCHTAH.

Kaxxnas Tabnerka, HOKphITas MJIEHOYHOU 000JI0YKOU, coep UT 10 M MaIruTeHTaHa.
BcnoMorarenbHble BelecTBa, HAIMYUE KOTOPBIX HAJAO YYHUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npernapara: JJakTo3a, COCBbIH JICHUTHH, HATpUil (cM. pazaen 4.3., 4.4.).

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.
3. JEKAPCTBEHHAS ®OPMA

Tabnerku, NOKPHITHIE MIICHOYHOIH 000I0UKOH.
Kpyribsie ABOSKOBBITYKIIbIE TaOJIETKH, MOKPHITHIE TUIEHOYHOW 000JIOYKOM, OT OEJI0ro 0 MOYTH

Oenoro 1BeTa, ¢ TUCHEHHEM «10» Ha 00enX CTOpOHAX.
4. KIMHUYECKUE JAHHBIE

4.1. lloka3zanusi K NPUMEHEHUIO0

OncaMuT, B BHMJE MOHOTEpalUUd WM B BHUJE KOMOMHHMPOBAHHOM Tepamuu, MOKa3aH MIJs
JOJITOCPOYHOTIO JIEUEHUS JIETOUYHOU apTepuasibHol runepren3uu (JIAI') y B3pocibIX MalueHToB ¢
¢yuknuoHanbHeiM KinaccoM (@K) II u III mo xmaccuduxamuu BeemupHOW opranuzanuu
3apaBooxpanenus (BO3), Bkimouas wuauomatHueckyro W HacnmeactBeHnyio JIAT, JIAT,
aCCOLIMMPOBAHHYI0O C CHCTEMHBIMHM 3a00J€BaHMSAMU COEAMHUTENbHOM TkaHu, u JIAT,
ACCOLIMMPOBAHHYIO C KOMIIEHCUPOBAHHBIM IIPOCTHIM BPOXJAECHHBIM IIOPOKOM CEPJLIA.

4.2. PesxuMm 103MpOBaHNs U c1IOCO0 IPMMEHEeHHUs

Jledyenune npenaparom JOJKHO POBOIUTHCS BPAauyOM, UMEIOLIUM ONBIT jgeueHus JIAT.

PexxuM 103upOBaHus

[Ipenapar OnicamMut mpuMeHsIOT BHYTph B 103¢ 10 mr (1 Tabnmerka) 1 pa3 B 1eHb, HE3aBUCUMO OT
BpEMEHU MTpUeMa MHUIITH.

IIponyck 003wl

OncamMuT HEOOXOJUMO MPUHUMATh KXKABIA J€Hb B OJHO M TO e Bpems. Eciu manueHT
nponycTtua o3y npenapara OrncamMuT, €€ HYKHO HPHUHSTH Kak MOXHO ObICTpee, M 3aTeM
MPOJIOJDKUTh PETYJISIPHBIA TpUeM Tpermapara B 0O0blYHOE BpeMs. He crmemyer mpuHUMATh
OJIHOBPEMEHHO JIBE€ TaOJIETKH MpernapaTta, YToObl BOCIIOIHUTE MPOMYIIICHHYIO J03Y.

Oco0bIe I'pynnbl DaMCHTOB
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MY OTYETY

HauueHmbl NnO2HCUTIOC0 803pacma

Koppekuust 10361 He TpeOyeTcs y MalMeHToB B Bo3pacTte 65 JIeT U cTapiie.
Tayuenmoi ¢ Hapywenuem hyHKyuu novex
Ha ocHoBanuu naHHBIX (papMaKOKHMHETHUUYECKUX MCCIEAOBAaHUN KOPPEKIUS J03bl HE TpeOyeTcs y
NAIMEHTOB C HapylieHueM (QpyHkuuu noyek. KinuHudeckue naHHbIE O MPUMEHEHHUH Mperapara
Oncamur y nanueHtoB ¢ JIAI' u comyTCTBYIOIIEH IMOYEUHOM HEIOCTATOYHOCTBIO TSXKEIOM
crenieHn (kinupeHc kpearnHuHa <30 MI/MUH) OTCYTCTBYIOT. OICaMUT HE pPEKOMEHIYETCS
HNPUMEHATH Y MAIIMEHTOB, HAXOIAIIUXCS Ha remoauanuse (cM. pasaen 4.3.).
Tayuenmsi ¢ Hapywenuem ynKyuu neveHu
Ha ocHoBanuu naHHbBIX (hapMaKOKMHETHYECKHX UCCIEIOBAaHUNA KOPPEKLHUs 036l He TpeOyercs y
MAlMEeHTOB C HapyleHueM QYHKIIMH ICYSHH JIETKOH, CPeTHEH U TsKeol crenenu. Knunudeckue
JaHHbIE O MpUMeHeHnH npenapaTta Oncamut y nanueHToB ¢ JIAL u conmyTcTByro1IEH Te4eHOYHOU
HEJOCTAaTOYHOCTBIO CPEAHEW U TSKENON CTEeNeHH OTCYTCTBYIOT. [IlpumeHeHme mnpemnapara
OncaMuT NMpH MEYCHOYHOW HETOCTATOYHOCTH TSDKEJION CTENEHH WM IIPU KIIMHUYECKHA 3HAYHMOM
HOBBILICHUN aKTHBHOCTH «II€YCHOYHBIX» TpaHcamuHa3 (Oosee yeM B 3 pasa MO CPaBHEHUIO C
BepxHei rpanuneit HopMel (BI'H)) mporuBomnokasano (cm. paszgen 4.3.)

eTH
bezonacnocth u 3¢ dexruBHOCT npenapata OncaMHuT y JIeTeld W MOAPOCTKOB B BO3pPACTe 10
18 et He ObUIM ycTaHOBIICHBI. JlaHHBIC OTCYTCTBYIOT (CM. pa3zaen 4.3.).

Croco0 rmpuMeHeHus

s nepopansHOro mpreMa. TabneTka, MOKphITas INIEHOYHON 000JI04YKOi, HEe MpeIHa3HaYeHa IS
pasliaMbIBaHUSI M, B CBSI3U C OTUM, €€ CJeAYyeT MPOTJaThIBaTh IETUKOM, 3aluBas JOCTATOUYHBIM
KOJIMYSCTBOM BOJIBL.
4.3. IlpoTuBONOKA3aHNUSA
e [ UMepyyBCTBUTEIHLHOCTh K MAIUTEHTAHy WJIM K JIIOOOMY U3 BCIIOMOTATEIbHBIX BEIIECTB,
MEepPEYMCIICHHBIX B pazzaene 6.1.;
e Penko BcTpedaromnascs BpOXKJICHHAsT HEMEPEHOCUMOCTh TaJlaKTO3bI, Ne(UIIUT JaKTa3bl U
CUH/IPOM TITFOK030-TATaKTO3HON MallbaOCOPOIIMH, WITH MOBBIIIIEHHAS YyBCTBUTEIILHOCTH K
Oenky cou (Tpemnapar COAEPKUT JTAKTO3Y U JICIUTHH, MMOJIYIESHHBIN U3 CON);
e bepeMeHHOCTB;
e [lepuon rpyaHOro BCKapMJIMBAHHUS;
e [IpumeHenue mpemapara y >KCHIIWH C COXPAaHEHHBIM JCTOPOJHBIM IMOTEHIIMAIOM, HE
MOJIb3YIOUIUXCS HAIC)KHBIMU METOAaMHU KOHTPALCIIUH;
e Tskenas creneHp neueHOUHOM HepocTtatouHocTH (10 GammoB u BeIme no mkaie Yaitnaa-

HBIO), KaK B CIIy4a€ IUarHOCTUPOBAHHOTO HUPPO3a IICYCHU, TAK U 0e3 HCTO,
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ananuHamuHoTpancdepassl (AJIT) n/unu acnapraramunorpancdepassl (ACT) 6osee uem
B 3 pasa no cpaBHenuto ¢ BI'H;
e [loueuynas HEAOCTATOYHOCTH TsDKeEOM crenenn (kmupeHc kpearnauHa (KK) <30 mu/mMun),
B TOM YHCIIe, ¥ P HEOOXOAMMOCTH HaIn3a (HeT KIMHUYECKUX JaHHBIX );
e Bospact g0 18 neT (orpaHM4YeHHBIN OIBIT KIMHUYECKOTO MPUMEHECHHUS ).
4.4. OcoOble yKka3aHus ¥ MepPbI MPEeTOCTOPOKHOCTHU NMPH MPUMEHEHUH
VY mnanuentoB ¢ JIAIT @K I, mo kmaccupukanuu BO3, OTHOIICHHWE OXHIaEMOW TOJB3BI K
BO3MO)KHOMY PUCKY IPUMEHEHHs] MALIUTEHTaHa HE YCTaHOBJICHO.

DdvyHKIMS neYyeHn

[ToBbIienne akTHBHOCTHU «reueHOYHbIX» TpancamuHas (AJIT u ACT) acconuupyercs ¢ JIAT u ¢
MPUMEHEHUEM JAPYTUX aHTarOHUCTOB PELIEITOPOB dHA0TENUHA- 1. He cienyer HaunHaTh Tepanuto
npenaparoM ONcaMHT NMpU NEYEHOUYHON HEAOCTATOYHOCTHU TSYKEJIOW CTETIEHH WM IIPU UCXOAHOM
MOBBILICHUH aKTUBHOCTH «TI€UEHOYHBIX)» TpaHcaMuHa3 Oosiee ueM B 3 pasa o cpaBHeHuto ¢ BI'H
(cm. pasmensr 4.2. u 4.3.). HeoOXoauMo NHPOBOIUTH TECTHI ISl OMPEICICHUS AKTHBHOCTH
«IEYEHOYHBIX» (DEPMEHTOB JI0 HaJasIa JieueHus npenaparom OmcaMur.

HeoOxoaumo cobmo1aTh OCTOPOKHOCTD MPU HAPYIIEHUU (PYHKIIMH [IE€YCHH YMEPEHHON CTEeTIeHU
(7 - 9 6amnoB mo mkane Yaiinna-IIe0). CrexyeT KOHTPOJIMPOBATh KIMHUYECKOE COCTOSHHE
MAlMeHTOB JUIsl BBISIBJICHUS TPHU3HAKOB TMEUYEHOYHOW HEIOCTATOYHOCTH W PEKOMEHJIOBAHO
exemecssiyHo omnpenensate akTuBHOCTE AJIT u ACT. B cnydae AIuTensHOTO HEOOBSICHUMOTO
KJIMHUYECKH 3HAYMMOTO TOBBIIICHUS] AKTUBHOCTH «II€YEHOYHBIX)» TpPaHCAMHHA3, a TaKXke B
CIIyJasiX, KOTJja TaKOe TMOBHIIIEHNE COMTPOBOXK/IAETCS TOBBIIIIEHHEM KOHIICHTPAIlUU OMInpyOnHa
OoJsiee yem B 2 paza no cpaBHeHuto ¢ BI'H wnn kIMHUYECKUMHU CUMOITOMAMH TTOPAXXEHUS ITeUEHU
(Hampumep, xKenTyxa), [pUMEeHEeHHeE Npenapara Heo0X0IMMO IPEeKpaTuTh. Bo300HOBUTH Tepanuio
npernapatoM ONcaMUT MOXHO JIMIIb Y MAIMEHTOB 0€3 KIMHUYECKUX CHMIITOMOB MOPaKEHUS
MEYEHU IPU HOPMAIM3aLUHA aKTUBHOCTH «I1€YE€HOYHBIX» TPAHCAMUHA3.

['emornoOux

Kax u nmpu npuMeHeHnn Ipyrux aHTarOHUCTOB PEIETITOPOB dHAOTENNHA-1, JTIeueHne mpenapaTom
OncaMUT MOXKET COMPOBOXKIATHCS CHIDKEHHEM TeMOoriioonHa. B mimane6o-KOHTpOIUpyeMbIX
WCCJICIOBAHMSIX CHUKCHHE T'eMOTJIOOMHA, CBA3aHHOE C MPUMEHEHHWEM MAaIlUTeHTaHa, He ObLIOo
MPOTPECCUPYIOMINM, IMOKA3aTeIN CTAOMIM3UPOBAINCH TOCIE TMEPBBIX 4-12 Henenb JieUeHUs u
OCTaBAINCh CTAaOWJIBHBIMH B TEUYCHHE JJIMTEIIBHOTO JiedueHus. [Ipum mpumeHeHuWH mpemapara
OricaMuT U IpyruX aHTarOHUCTOB PELIENTOPOB SHAOTENNHA- ] 3aperuCTPUPOBAHBI CITy4al aHEMUU,
npu  KOTOpOil TpeboBasioch TMpoBeneHue remorpaHcdys3uu. [IpuMmeHeHue Tmpemapata He

PEKOMEHAYCTCA Y MAIUCHTOB C aHEMMEH TSKEIION CTEIICHH J0 Hadajia JICUCHUA. KOHHCHTpaHI/IIO
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aHaJNu3 B COOTBETCTBUH C KIMHHUYECKOM H€O6XOI[I/IMOCTBIO.

Benookkiro3nonHas 001€e3Hb JETKUX

HmeroTes cooOLIeHns 0 Cilydasx oOTeKa JErKUX MPH MPUMEHEHUH COCYI0PaCIIUPSIONINX CPEACTB
(B OCHOBHOM, IPOCTALMKINHA) Y MALUEHTOB C BEHOOKKIIO3MOHHOW OOJIE3HBIO JIETKUX.
CrnenoBarenbHO, eciu Ha GoHe npuema npenapara Oncamut y nanueHtoB ¢ JIAIT nossustores
NPU3HAKHA OTEKA JIETKUX, HEOOXOIMMO YUUTHIBATh BO3MOKHOCTh BEHOOKKIIIO3HOHHOM 00JIe3HU.

CoBMecTHOE IPpUMEHEHNE ¢ MOINHBIMU HHAYKTOpaMu nzodhepmenra CYP3A4

[Ipn ogHOBpEMEHHOM NPUMEHEHUHU C MOIIHBIMU HHIyKTOpamu uzodepmenta CYP3A4 moxer
HaOmonaTecsi cHikeHue d(pdexTuBHOCTH ManuTeHTana. Crnemyer u30erarb COBMECTHOTO
MPUMEHEHUS MAalUTEHTaHa ¢ MOIIHBIMH HHIYyKTOpamu wu3odpepmenta CYP3A4 (manpumep,
pudamMnumHOM, 3Bepo00eM MPOJBIPSBICHHBIM, KapOaMa3enuHoM, (EHUTOMHOM) (CM. pazien
4.5.).

CoBMECTHOE IPUMEHEHUE ¢ MOIIHBIMU nHruouropamu nzodbepmenta CYP3IA4

Heobxomumo COOMIOIaTh OCTOPOKHOCTh TMPU COBMECTHOM MPUMEHCHHHM MAIMTCHTaHA C
MoIHbIMU HHTHOUTOpaMu nzodepmenta CYP3 A4 (Hanpumep, UTPAKOHA30I0M, KETOKOHA30JIOM,
BOPUKOHA30JI0M, KJIAPUTPOMHUIIMHOM, TEIUTPOMUIMHOM, He(a30J0HOM, DPUTOHABHPOM U
cakBHHaBUPOM) (cM. paznen 4.5.).

CoBMeECTHOE TIPUMEHEHHE C YMEPEHHBIMH ABOWHBIMU mHrnOutopamu nzobepmentoB CYP3A4 u

CYP2C9 u B xoMOMHaAIMU ¢ yMepeHHBIM nHruoutopom uzodepmenra CYP3A4 u ymepeHHBIM

naruouTopom nzodbepmenra CYP2C9

HeoOxomuMo coOmroiaTh OCTOPOKHOCTH TIPH COBMECTHOM TPUMEHEHHWH MAIUTEHTaHa C
YMEpEeHHbIMH JBOMHBIMU HHruoutropamu wuszopepmentos CYP3A4 u CYP2C9 (manpumep,
¢ykonaszon u amuonapoH) (cm. paszaen 4.5).

Heo6xonumo coOitogaTh OCTOPOXKHOCTh IPHU COBMECTHOM NPHUMEHEHMHM MAalUTEHTaHa C
yMepeHHbIMH ~ mHTHOMTOpamu  m3opepmenta CYP3A4  (mampumep, mumpodokcanu,
[UKJIOCTIOPHH, IHWITHA3€M, OHPUTPOMHIIMH, BEparaMui) W YMEPEHHBIMH HHTHOWTOpaMH
n3odepmenra CYP2C9 (manpumep, MuKoHa3od, nunepuH) (cM. paszaen 4.5.).

Hapymienue d)VHKUI/II/I NOYECK

VY manueHTOB ¢ moudedHOW HemoctaToyHOCThIO cpemHei (30 mu/muH < KK <50 mn/muH) ©
Tsokenord (KK <30 Mi/MHH) cTereHW TSDKECTH TIOBBINIEH PHUCK Pa3BUTHS  apTepHATBHOU
TUIOTEH3UM M aHEeMMHU NpH MpUMeHeHHH npenapara Oncamut. B cBs3M ¢ 3TUM, HEOOXOIUMO
perysipHO KOHTpOiHpoBaTh AJl M reMoryioOMH y Takux HarueHTOB. OMNBIT KIMHHUYECKOTO
IIPUMEHEHNsT MauuTeHTaHa y manueHToB ¢ JIAIT m mo4edyHON HENOCTAaTOYHOCTBIO TSIKEION
CTENEeHH OTCYTCTBYET, MO3TOMY INpU HA3HAYEHUU TEpaluyd B JAHHOM MOMYJSIUHN CIEAyeT
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OTCYTCTBYET, CJI€10BaTEJIbHO, IPUMEHEHHE IpenapaTta OTncaMUT y 1aHHOM I'pyNIIbl IAIIUEHTOB HE
PEKOMEHIYETCSL.

HeoOxonumo coOmtogaTh OCTOPOXKHOCTh MpU HA3HAYEHUM MaluTeHTaHa manueHtam c JIAT,
accoruupoBanHo ¢ BUY-uHbpeknuet, mpuMeHEHUEeM JICKapCTB M TOKCHUHOB (KJIMHUYECKHE
JTaHHBIE OTPAHUYEHBI).

BcnomMorarennHble BEIECTBA

Oncamut coxepkut Jsaktozy. IlammeHTam ¢ peako BCTpeyarollelcs HacleJCTBEHHOU
HENEPEHOCHUMOCTBIO TalaKTO3bl, ACPHUIMTOM JAKTa3bl U CHUHAPOMOM TIIFOKO30-TalaKTO3HOU
MaJIbabCoOpOIMH HE CIIeyeT IPUHUMATD TOT Mpernapar.

OricaMHT COIEPKUT COEBBIN JIeUTHH. [lanieHTam ¢ TUIEepYyBCTBUTEIBLHOCTBIO K COE HE CIIEAYET
NPHUHUMATH 3TOT mpenapar (cm. pasaen 4.3.).

Orncamut coaepxkuT Menee 1 MMouib (23 Mr) HaTpus HA OJHY TaOJETKY, MOKPBITYIO TIEHOYHOM

000JI04KOM, TO €CTh, 110 CYTH, «HE COJACPKUT HATPUS».

4.5. B3anMojeilicTBMe C JAPYrMMHM JIeKAPCTBEHHBIMH TMpenapaTraMyM W JApyrue BH/bI
B3aNMOJAEeHCTBUSA

Bausnue MaliuTeHTaHa Ha DKCIIO3UIMIO0 APYTUX JEKAPCTBEHHBIX CPEJICTB

Hccneoosanus in vitro

N3odepment mmuroxpoma P450 - CYP3A4 — ocHOBHOU u30(pepMEHT, YYacTBYIOUIMH B
MeTaboIM3Me MallUTeHTaHa U 00pa30BaHUU €0 aKTUBHOT'O METab0JINTa, C HEOOIBIIUM y4aCTHEM
uzopepmentoB CYP2CS8, CYP2C9 u CYP2C19 (cm. pazaen 5.2). ManuTeHTaH U €ro aKTUBHBIN
MeTabOoJIUT HE XapaKTePU3yIOTCs KIMHUYECKN 3HAYMMbIM HHTUOUPYIOIIUM WM UHIYLHUPYIOIIUM
neiictBueM Ha nzopepmeHTsl uroxpoma P450.

ManuTteHTaH 1 ero akTUBHBIN METa0O0IUT B KIIMHUYECKU 3HAYUMBIX KOHLIEHTPALUAX HE SBISIOTCS
UHTUOMTOpAMH TPAHCIOPTHBIX CHUCTEM I€YeHH M T0YeK, B TOM YHUCIE IOJUIEHTH/IOB,
Tpa"cnoptupyoomux oprannyeckue aHuonsl (OATPIB1 u OATP1B3). Mauurentan u ero
AaKTUBHBI MeTaboNuT He sBIAOTCA 3HauuMbiMH cyOctpatramu OATPIB1 u OATPIB3, a
MOCTYMAIOT B KJIETKU MIEYSHH ITyTeM MaccuBHOU auddysuu.

ManuTeHTaH 1 ero akTUBHBIA METaOO0JINT B KIIMHUYECKH 3HAUMMBIX KOHIICHTPALUAX HE SBISIOTCS
MHTMOUTOpaMU BBIBOJASAIIUX TEUEHOUHBIX WM MOYEYHBIX TPAHCIOPTEPOB, B TOM 4Hcie Oernka,
ACCOLIMMPOBAHHOTO C JIEKapCTBEHHOUN MynbTHUpe3ucTeHTHOCThIO (P-gp, MDR-1), a Takke Oenka
IKCTPY3UHU JIeKapCcTBEeHHBIX mpernaparoB u TOKCMHOB (MATEl u MATE2-K). MauuteHntan He
aBisiercs cyocrparom Pgp/MDR-1.

B knuHMYecKM 3HAUMMBIX KOHIIEHTPALUSX MAalUTEHTAaH M €ro AakTUBHBIM MeTaboJuT He

B3aUMOJICCTBYIOT C O€JIKaMH, y4aCTBYIOIIMMHU B TPAHCIIOPTE COJIEH KEITYHBIX KUCIIOT B IIEUEHH,
5
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noJunenTUaAHbIM Ko-TpancnoprepoM (NTCP).

Bimmsgaue APYTrUuX JCKAaPCTBCHHBIX CPCACTB HA 3KCIIO3UIHWIO MAlTUTCHTAHA

Hccneoosanus in vivo

Mownsie undyxmopuol uzogpepmenma CYP3A4

CoBMecCTHOE MPUMEHEHHUE ¢ pruhaMIUIIMHOM, MOUTHBIM HHAYKTOpoM n3odpepmenta CYP3A4, B
no3e 600 Mr B IeHb, IPUBOIIIO K CHIDKCHUIO PABHOBECHOW IKCMO3UIMKM MaruTeHTana Ha 79%,
OJIHAKO HE M3MEHSUIO HKCHO3UIMI0 aKTUBHOrO Metabonura. HeoOXoauMo yuuThIBaTh CHUKEHUE
s dexTuBHOCTH MpenapaTa ONicCaMHUT MPU COBMECTHOM MPUMEHEHUU C MOIIHBIMU UHAYKTOpaMU
uzopepmenta CYP3 A4, takumu kak pudammnuimd. Creayer u3dberatb COBMECTHOTO IPUMEHEHUS
MalMTEeHTaHa ¢ MOUIHBIMH HHAYKTopamu m3odepmenta CYP3A4 (manpumep, pudaMoummHoOM,
3BepoOoeM MPOIbIPSBICHHBIM, KapbamMa3emuHOM, GeHUTOUHOM) (cM. pasnen 4.4).

Kemoxkonazon

CoBMecTHOE MPUMEHEHUE KeTOKOHA30J1a, MoltHoro nHruouTopa nzopepmenta CYP3A4, B noze
400 mr 1 pa3 B ieHB COINPOBOXKAATIOCH JABYKPATHBIM IMOBBIIICHUEM SKCIIO3UIMH MAIIUTCHTaHA B
wiazmMe KpoBu. [Ipu coBMECTHOM MPUMEHEHUU ¢ KeTOKOHa30J0M B o3¢ 200 mr 2 pa3a B JCHb,
ucxons u3 (HapMaKOKMHETHYECKOTO MOJEIMPOBAHUS, OCHOBAaHHOTO Ha (hHU3HOIOTHYECKHUX
NPUHIUIAX, TPEANoyiaraeTcs MNPHOJM3UTEIBPHO TPEXKPaTHOE yBEIMUYEHHE OSKCIIO3UIHU
ManuTeHTaHa. [lpu WHTEpHperanuu STUX JaHHBIX HEOOXOIUMO YYHUTBHIBATH HETOYHOCTH,
IPUCYLINE MOJICIMPOBAHUIO. ODKCHO3ULUS aKTMBHOTO MeTaboyiTa MalUTeHTaHa IpPH 3TOM
yMeHblIanachk Ha 26%. HeoOxoaumo cobmoaaTe OCTOPOKHOCTh IPU COBMECTHOM NPUMEHEHHUH
MalMTeHTaHa ¢ MOUIHbIMU HHrHOUTOpamu u3opepmenta CYP3A4 (cm. paznen 4.4).

DnyKkonason

[Tpu coBMecTHOM npuMeHeHuH ¢ ¢urykoHazosnoM B 1o3e 400 Mr B JeHb, YMEPEHHBIM JIBOHHBIM
unruouropom uzodpepmentoB CYP3A4 u CYP2C9, no naHHbIM (hapMaKOKHHETHYECKOTO
MOJICIIMPOBAHMS, OCHOBAHHOTO Ha (DU3MOJOTHYECKUX MPHUHIUIAX, SKCIO3WIHS MalMTEHTaHa
MOYET YBEIMYHUTHCS MpUMEpHO B 3,8 pa3a. Tem He MeHee, KIMHUYECKH 3HAYUMOE W3MEHEHHE
HKCMO3ULIMU aKTUBHOTO METa0OIMTa MAallUTEHTaHa He ObUIO ycTaHOBJIeHO. [lpu mHTEepnperanuu
ATUX JAHHBIX HEOOXOIMMO YYHMTHIBaTh HETOYHOCTH, NpHUCYIIHME MozenupoBaHuio. Criemyer
COONIIO/IaTh OCTOPOYKHOCTh TPH COBMECTHOM TIPUMEHEHWH MAIlUTEHTaHa C YMEPEHHBIMH
nBorHbIMU uHTHONTOpaMu m3odpepmeHToB CYP3A4 u CYP2CY9 (mampumep, ¢irykoHa3on u
amuozaapoH) (cm. pazuen 4.4).

HeoGxoaumo coOmoaTh OCTOPOKHOCTH TPH COBMECTHOM IPHUMEHEHHHM MAalUTEHTaHa C

yMepeHHbIM HHruouTopoM m3opepmenta CYP3A4 (Hanpumep, munpodIoKcaIiH, IIUKIOCIIOPHH,
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(HampuMep, MHKOHA30J1, murepuH) (cM. pazaer 4.4).
Bapgapun
MHoOrokparHoe NpUMEHEHHE MauuTeHTaHa B o3¢ 10O mr 1pa3 B JeHb HE BIMSUIO HaA
KOHIIGHTpAIlMI0 B IIa3Me KpoBH S-Bapdapuna (cyoctpatr mzopepmenta CYP2C9) wm R-
Bapdapuna (cyoctpat nzopepmenta CYP3A4) nocie npuema pa3oBoii 10361 Bapdapuna 25 Mr.
dapmakoguHaMudeckuii 3G GexT BaphaprHa Ha MEXTyHAPOAHOE HOPMAIU30BAaHHOE OTHOLICHHE
HE HU3MEHSJICS NpU COBMECTHOM NPUMEHEHHUU C MalMTeHTaHoOM. Bapdapun He BiMsI Ha
(bapMaKOKMHETHKY MAaIlUTEHTaHA U €r0 aKTUBHOTO METa0O0JIUTa.
Cunoenaghun
PaBHOBecHas skcro3unus cuwiaeHaduina, npumeHsemoro B go3e 20 mr 3 pasa B JCHb,
noBbIcuiack Ha 15% npu ogHOBpEeMEHHOM MPUMEHEHUH MaliuTeHTana B jo3e 10 mr 1 pa3 B eHb.
B cBoto ouepenp, cunaenadun, sisonmiics cyocrparom uzopepmenta CYP3A4, He Biusin Ha
(hapMaKOKWHETUKY MAITUTCHTaHA, HO BBI3BIBAJI CHUKCHHE DKCIIO3HMIIMM aKTHBHOTO METaboNMTa
ManuTeHTana Ha 15%. JlaHHbIE M3MEHEHHS HE MMEIOT KIMHUYECKOW 3HAaYMMOCTH. boree Toro,
3¢ exTUBHOCTH U O€30MacHOCTh MallUTeHTaHa B jieueHuH JIAI nmpu cOBMECTHOM MPUMEHEHUH C
cuiieHahuIoM OBLIH MOATBEPAKACHBI B paMKax IUIale00-KOHTPOIUPYEMOTO UCCIIEIOBAHHUS.
Luxnocnopun A
CoBMecTHOE NpUMEHEHHE ¢ LUKIOocnopuHOM A B no3e 100 mr 2 pa3za B JeHb, HHTUOMTOPOM
uzopepmenta CYP3A4 u TpaHCIOPTHOTO MOJMIENTHIAa OPTaHUYECKUX aHHOHOB, HE OKa3bIBaJIO
KIMHUYECKH 3HAYMMOT0 BIUSHUS Ha PABHOBECHYIO SKCIIO3UIIMIO MAIIUTEHTAHA U €T0 aKTUBHOTO
MeTaboJIMTa B KPOBH.
T'opmonanvrvle Konmpayenmugol
Manutentan B n1o3e 10 Mr oaMH pa3 B JIeHb He BIUSI Ha (apMaKOKMHETHUKY MEpPOpaIbHBIX
KOHTPALICTITUBHBIX MPEenapaToB (HOPITUCTEPOHA B 03€ | MI' M STHHUIACTPAANOIA B 103€ 35 MKT).
IIpenapamoi-cybcmpamei 6enka pesucmenmuocmu paka monounot sxcenesvi (BCRP)
Manurentas B 03¢ 10 Mr 1 pa3 B IeHb HE OKa3bIBaeT BIAUSHUA Ha (hapMaKOKHHETUKY MTPENapaTosB,
SBIISIONINXCST CyOCTpataMu Oeika pe3uCTEHTHOCTH paka MOJOYHOM jkeje3bl (puonuryar 1 wr;
posyBactatuH 10 mr).

eTH
HccenoBanus B3aMMOJICHCTBHUS C APYTUMH JICKAPCTBEHHBIME CPEJICTBAMH MTPOBOIMIIACH TOJIBKO
C y4acTHEM B3pPOCIbIX.
4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JAKTALMUSA

HDI/IMGHGHI/Ie Y KCHIINH ACTOPOAHOTO BOSDaCTa/KOHT[)aHeHIII/ISI Y MYXYUH U KXCHIIUH
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CJIeIyeT Ha4YMHATh TOJBKO MOCIE MOATBEPKACHUS OTCYTCTBUS OEpeMEeHHOCTH. Bpaun 00si3aHbI
JaTh PEKOMEH/IAIUU TI0 TIPEIYTIPEKICHNI0 OEPEMEHHOCTH, a MAMEHTKAM CJIeIyeT UCIOJIb30BaTh
HaJeKHBIC METOJbI KOHTpPAILCHIIMU B MEPUOJ JieueHUs mpernapatoM OrncaMuT W B TedeHue |
MecsI1a IOCJIE €T0 3aBePIICHUS.

Jns  paHHero BbIsBICGHHS OEpPEMEHHOCTH BO BpeMs Tepanuu mnpenapatom OrncaMut
PEKOMEH/IYEeTCs €XKEMECSYHO MPOBOJAUTH TECT Ha OEPEMEHHOCTb.

bepemeHHOCTD

JlanHble MO TpuUMeHeHHIo mperapata OncaMUT BO BpeMs OEpeMEHHOCTH OTCYTCTBYIOT. B
JOKJIMHUYECKUX HCCIEIOBAHUIX YCTAHOBJICHA PENPOAYKTHUBHAS TOKCHYHOCTH MAIIUTCHTAHA.
[Tpumenenue nmpenapara OncaMuT Mpu OEPEMEHHOCTH M Y KESHIIUH ¢ COXPaHEHHBIM JICTOPOIHBIM
MOTEHIINAJIOM, HE MOJIb3YIOIIUXCS HAJIC)KHBIMA METOJaMH KOHTPALICIIIIUH, TPOTUBOMOKA3aHO (CM.
pasznen 4.3).

JlakTaims

He ycranoBneHo, mpoHHMKaeT JM MalUTeHTaH B TpyaHoe Mosioko. [lpu HeoOxoammocTu
npuMeHeHus npemnapata OncaMuT IrpyIHOE BCKapMIUBAHUE CIEAYET MPEKPATUTh.

DepTUabHOCTD

VY caMIIOB JKMBOTHBIX OTMEUYEHO pa3BUTHE TECTHKYSIPHOW aTpoduu mOCIe MPUMEHEHHS
MalUTeHTaHa. Y NAalUEeHTOB, NPUHUMABIIMX AHTArOHUCTHI PELENTOPOB K SHIOTEIUHY,
HaOJI01aJI0Ch CHM)KEHHE YHCIIa CIIePMAaTo30M0B. MaluTeHTaH, Kak W Jpyrue mpenapaTsl
JTAHHOTO KJIacca, MOXeT HeOJaronpusTHO BIUAThH HA CIIEPMATOTeHE3 Y MYXKUHUH.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJIATHL TPAHCHOPTHBIMHU CpeICTBAaMU H pPadoTaTh €
MeXaHUu3MaMHu

ManuTteHTaH oka3bIBaeT HE3HAUNTENILHOE BIMSHHUE HA CIIOCOOHOCTh YIPABIATh TPAHCIIOPTHBIMU
CpelIcTBaMU M MexaHu3Mamu. lccienoBanus 1o oLeHKe Bo3aelcTBUs npenapara OncaMuT Ha
CIIOCOOHOCTh K YIPAaBJIEHUIO TPAHCHOPTHBIM CPEACTBOM M paboTe ¢ MEXaHW3MaMH He
npoBoauiuck. Tem He MeHee, OncaMUT MOXKET BBI3bIBATh HEXeNlaTeNlbHbIE 3P PEKThI (Hampumep,
TOJIOBHYIO 00Jb, apTepUATbHYIO TUIIOTEH3HUIO), YTO MOXKET OKa3bIBaTh OTPUIATEIHLHOE BIUSHHUE
Ha yIpaBJIeHUuE TPAHCIIOPTHBIM CPEICTBOM U pabOTy C MEXaHU3MaMHU.

4.8. He:xennaTesbHbIC peaKIIUN

Pesrome mpodmnsg 6e30mmacHOCTH

besonacHocts mpumeHenus mpenapata OrncaMHT OLEHHBAIM B paMKax KIMHHUYECKOTO
ucclieoBaHus ¢ ydactueM 742 manueHtoB ¢ cumnromuoi JIAT (uccinenopanne SERAPHIN).
Haubonee yacto BcTpeudarommuMmucs HexenatenbHbIMU peakiusmu (HP) y manuentoB ¢ JIAT

6b111 Ha3o(papuHTUT (14%), ronosnast 601k (13,6%) u anemust (13,2%). bonsmuuacTBo HP Oputn
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BBISABJICHHBIX B XOJ€ NOCTPECTUCTPALIMOHHOI'O IPUMCHCHUS.

Tabauunoe PE3IOME HEXKENATCILHBIX PEaAKIIUI

HP, cBsi3aHHble C MpuUMEHEHHMEM MAalUTEHTaHa, MPEACTABICHbl HUXKE M KiIacCU(PUIIMPOBAHbBI
cornacHo cucreme MedDRA.

Jnst o603HaueHus yactotel HP ucnone3yercs cienyromas kiaccudukaims: odeHp yacto (> 1/10
ciydaeB); dacto (> 1/100, < 1/10); neuyacro (> 1/1000, < 1/100); peaxo (> 1/10000, < 1/1000);
oueHb peako (< 1/10000) u yacToTa He ycTaHOBJCHA (4aCTOTA HE MOKET OBITH ONpEAecHa U3

UMEIOIIHNXCS TAHHBIX ).

Knacc cucrembl opraHos HP u wacrora®
HUnghexyuonnwie u napazumapusie | OueHb 4acTo: Ha30(hapuHTUT, OPOHXUT.
3a6o01e8anus Yacro: (bapuHrHUT, IPUIIIONOA00HBIN

CHHJIPOM, HH(EKIIMST MOYEBBIBOAIINX ITyTEH.

Hapywenus co  cmoponvr  kposu  u | OueHb 4acTo: aHemus, CHIDKEHHUE

auMpamuyeckol cucmemol reMorIo0ouHa’,

YacTo: nefiKoneHus®, TpoMOOIUTONeHN s .

Hapywenus co cmoporvt ummynnou cucmemol | Hedacto: peakuny I'MIIEpU4yBCTBUTEIBHOCTH
(HampuMmep  AHTMOHEBPOTHMYECKHI  OTeK,

KOKHBIH 3yJ1, KOXKHAs CHIMb) .

Hapywenus co cmoponul nepsnou cucmemsr | OueHb 4acTo: TOJIOBHAS 00Jb.

Hapywenus co cmoponul cocyoos YacTo: apTepuanbHas TUIOTEH3US?, TIPHIUBHI

Hapywenus co cmopousl Ovixamenvroii | YacTo: «3aT0KEHHOCTB» HOCA'.

cucmemvl, 0p2aHo8 2pYOHOU KIemKU U

cpedocmenst
Hapywenus co  cmoponvt  newenu  u | Yacro: MOBBIIIIEHUE AKTUBHOCTH
AHCENUEeBbIBOOSUUX Nymell «IEIEeHOUHBIX» TPAHCAMHHA3",
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Hapywenus co cmoponsi penpooykmugHoti IIaCTO:({I 'nneﬁ@'m&roﬁﬁéf’chpohbféﬁeﬁﬁﬁ

cucnemnsl U MOJIOYHbBIX JHcenes3

Obwue paccmpoticmea u Hapyuienusi 6 mecme | O4eHb  4YacTo: mnepudepuyecKue OTEeKH,

66e0erusl 3aACPKKa )KI/II[KOCTI/Ig.

! Jlannble mosiyueHs! B pamMKaX PyTHHHOTO (hapMaKoHaA30pa C 4YacTOTOH, OCHOBAHHOW Ha
pe3ynbTaTax Mmiaaned0-KOHTPOIUPYEMbIX KIMHUYECKUX HCCIIeI0BaHUM.

2 CriefyeT OTMETHUTD, YTO MOSBJIEHHE apTepUaIbHOM THIIOTEH3HH OBIIO CBA3aHO C NPUMEHEHHEM
JT0OBIX AHTarOHMCTOB PELENTOPOB SHAOTENMHA-1, BKIOYass MauuTeHTaH. B morrocpodnom
m1ane00-KOHTPOJIIMPYEMOM  McceoBaHMU Yy naundeHtoB ¢ JIADT ciydanm aprepuaibHOM
runoTeH3uu HaoOmopanuce y 7,0% mnanueHtoB, nonyyaBmux Oncamut, u 'y 4,4% - B rpynme
iane0o.

3 U3 npyrux HP, cBSI3aHHBIX C IIPHEMOM aHTATOHMCTOB PEIENTOPOB SHAOTENHHA-1, BKIIOUAs
MAIUTEHTaH, OTMEYAIOT TNepuepuyecKre OTEKH/3aJePKKy JKUAKOCTH. B  monmrocpodnom
JBOITHOM cIIeNoM HccieioBanuu y nanueHToB ¢ JIAIT yactora nepudepuueckux orexkoB kak HP
B rpynne manutentana 10 mr u rpynne miane6o coctasuna 21,9% u 20,5%, coorBercTBeHHO. B
JTBOWHOM CIIETIOM HCCJICJOBAHUU Y MAIMEHTOB C WIAMONATHYECKHM JIETOYHBIM (hrubdpo3om
nepudepuyeckre oteku kak HP 3apeructpupoBansl B rpymnne ManuteHTana u mianebo y 11,8%
u 6,8% manueHToB, COOTBETCTBEHHO. B IByX JABOMHBIX CIEIMBIX MCCIEIOBAHUAX Y MAIIMUEHTOB C
JTUTUTAIBHBIMU SI3BaMU KOHUYMKOB MajbleB Ha (hOHE CUCTEeMHOH ckiepojepmuu dactora HP B
Buze nepudepuueckux oTekoB cocraBmwia 13,4 - 16,1% B rpynmne manurentana 10 mr u B 6,2-
4,5% B rpymme miameoo.

4 (Ileuenounviey mpancamunassl; 9aCTOTA MOBLIIEHNS AKTUBHOCTH «TI€UEHOYHBIX)» TPAaHCAMKUHA3
(AJIT/ACT) > 3 pa3 no cpasHenuto ¢ BI'H cocraBuna 3,4% y nmanuentos ¢ JIAD', npuHMMaBIINX
Ornicamur, u 'y 4,5% - B rpynne miaie6o. [loBsilienne akTHBHOCTH > 5 pa3 1o cpaBHeHuto ¢ BI'H
HaOmoga10Ch y 2,5% manuenToB, npuHuMaBmux Oncamut, u'y 2% - B rpymnne 1iaie0o.

® [emoenobun: TpUMEHEHWE MalUTEHTaHa B 03¢ 10 M CONPOBOXKIANOCH CHHKEHHEM
reMorjoOnHa Mo CpaBHEHUIO ¢ TuIanebo, B cpeaHeM, Ha 10 r/n. CHM)KeHHe TeMOorIo0nHa HUXe
100 r/n mabmoganock y 8,7% MalMeHToB, MPUHUMABIINX MaruTeHTad B qo3¢ 10 mr, u y 3,4%
MaIEeHTOB - B rpyrmie maneoo.
8 Jleiikoyumei: 'y mammentoB ¢ JIAT, nomydaBummx OrcaMuT, HaGmIOAanoCh CHHKEHHE
COJIep>KaHusl JICMKOIIUTOB OT UCXOJHBIX 3HAUEHUH, B cpeHeM, Ha 0,7 X 10%1. B rpymrne miaane6o
CHIDKEHHUSI COJIepKaHMsI JISHKOIUTOB HE HAOII0JaI0Ch.

" Tpomboyumol: nevenne mpemapaToM OICAMHT COIPOBOXKAATOCH CHIDKEHHEM COIEPKAHUS

TpOMGOIUTOB, B cpeHeM, Ha 17 x 10%n, a B rpynme mmane6o — Ha 11 x 10%/11.
10
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 Bxmouaer criydam OOGMIEHOrO MEHCTPYaTbHOTO KD&OTE;I&&FIE' AHOMATbHOr0 MATO4Horo

KPOBOTEUCHHSI, MEKMEHCTPYaTbHOTO KPOBOTCUEHUS, MATOYHOTO/BarHHAILHOTO KPOBOTEUCHUS,
MOJIMMEHOPEHN W HEPEryJISIpHBIX MEHCTpyaluid. YacroTa OCHOBaHA Ha MPOAOKUTEIIBHOCTU
BO3/ICIICTBUS Ha KEHIIIMH.

be3onacHOCTE AIUTEABHON Tepaouu

N3 742 nanueHTOB, y4acTBOBABUIMX B PETUCTPALIMOHHOM JBOMHOM CIIETIOM HCCIEIOBAHUU
SERAPHIN, 550 nepenuin B 10IroCpoOYHOE HCCIIETOBAHUE OTKPHITOTO MPOAOHKEHHS Tepauu
(koropra OTKPBHITOrO IPOAOKCHHS Tepaiy BKIrovaaa 182 manueHTa, mpoI0JDKUBIIHX TPHEM
MarnuTeHTaHa B 703¢ 10 mr, u 368 manueHToB, MOJy4YaBIIMX TUIANe00 WX MAallUTEHTaH B J103€
3 Mr U nepeuieAmmnx Ha MaluTeHTaH B 1o3e 10 mr).

Ilo naHHBIM JOJNTrOCPOYHOro HaOMIOAEHUS 3a ATUMH 550 mnauMeHTamMu C© MeAUaHOM
JUTATEIIBHOCTH JIeYeHUs 3,3 Troja W MaKCHUMaJbHOW JuTelbHOCThIO 10,9 roma mpoduis
0e30IacCHOCTH COOTBETCTBOBAJ OIMKMCAHHOMY BBIIIE I (pa3bl JABOMHOM cJenoil Tepanuu
uccnegosannss SERAPHIN.

COO6HI€HI/I$I 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0mars 0 10J03peBAEMBIX HEXKENaTeIbHBIX pPEAKLUUAX IOCIEe PEerUCTpaliu
JIEKapCTBEHHOTO Iperapara ¢ Lelibl0 00ecreyeH s HeNMPEpbIBHOIO MOHUTOPUHIA COOTHOILICHHS
«I10J1b3a2 — PUCK» JIEKAPCTBEHHOrO Ipenapara. MenuuuHCKUM pabOTHHUKAM pPEKOMEHIYETCs
coo0maTe O JIIOOBIX MOJO3PEBAEMBIX HEKENIATENIBHBIX PEAKIMIX JICKapCTBEHHOIO IIpernapara
yepe3 HallMOHAJIbHbIE CUCTEMbI COOOLICHHS O HEXeJaTeIbHbIX PEaKLUsAX rOCyJapcTB — YJICHOB
EBpa3uiickoro 53K0HOMHUYECKOTr0 COI03a.

Poccuiickas Denepanusa

®denepanbHas cayx0a Mo Haa30py B chepe 3paBoOOXpaHEHUs
Anpec: 109012, r. Mocksa, CraBsiHCKasl miiomanip, 1. 4, ctp. 1
Ten.: +7 (800) 550 99 03

OnekrponHas moura: pharm@roszdravnadzor.gov.ru uiam npr@roszdravnadzor.gov.ru

Caiit:_https://roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

CHUMIOTOMBI

HaubGonee wdacto BcTpedaroMMUCS CHUMIITOMaMH MEPEO3UPOBKH IPH  MPUMEHEHUU
MallUTeHTaHa B OJJHOKpATHOU A03¢e 710 600 MT y 310pOBBIX TOOPOBOJIBIIEB ObLIH TOJOBHAS OO0Jb,
TOIIHOTA U PBOTA.

Jleuenue
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B cinydae mepeno3upoBKH MOKET MOTpeOOBaThCs npn@gé&%%;ﬁﬁ;cﬁﬂ%é&gﬁ 'lrelplaﬁHH

HpI/IHI/IMaSI BO BHUMAHHUC BLICOKYIO CTCIICHb CBA3bIBAHUA MAIIUTCHTAHA C 6GHKaMI/I I1J1a3MBbI KpOBH,
MPUMEHEHHE TeMoAnan3a Manod(HEeKTHBHO.

5. PAPMAKOJIOTMTYECKHUE CBONUCTBA

5.1. ®apmakoaMHaMHYeCKHe CBOMCTBA

dapmakoTepaneBTUYECKas rpymmna: aHTUTUIIEPTEH3UBHEIE CpEICTBa; Ipyrue
aHTI/II‘I/IHepTeH3I/IBHLIe CpeIICTBa; aHTI/IFI/IHepTeH3I/IBHLIe CpeIICTBa IJI JICUCHUA HeFOqHOﬁ
apTepuaIbHON TUIICPTEH3UH.

Koxg ATX: C02KX04

Mexanuszm neiicTBus

ManuTeHTaH SIBIISICTCS aHTArOHKUCTOM perenTopoB 3H0TenrHa-1 (3T), CHOCOOHBIM CBS3BIBATHCS
¢ peuenrtopamu 3HA0TennHAa THIOB A U B (OTa u DTg). DHAOTENNH SBISETCS MEIHATOPOM
pasinyHbIX A(PQPEKTOB, BKIIOYAs BA30KOHCTPUKLMIO, HHAYKIMIO (GuOpo3a, KIETOYHYIO
npoudepanuio, TMepTpoPuIo 1 BocmaieHue. MaluTeHTan 001a1aeT BRICOKOW ad(PUHHOCTHIO U
IPOIOJDKUTEIHHO OJIOKHPYET pelenTophbl SHAOTEINHA-1 TIIaJKOMBIIIEYHBIX KIETOK JIETOYHBIX
apTepuil. OTO NpPEAOTBPAILAET dHAOTEINH-ONOCPEIOBAHHYI0 AKTUBALMIO CUCTEMbBI BTOPUYHBIX
MECCEH/PKEPOB, JECWCTBUE KOTOPBIX TMPUBOJUT K BA30KOHCTPUKUMHM U mponudepanuu
[J1aJKOMBIILIEYHBIX KJIETOK.

Knuanueckas 3¢ddekTuBHOCTE 1 0€30ITaCHOCTH

Ippexmusnocme y nayuenmog ¢ ne2ouno apmepuanvrotl eunepmensueti (JIAI)

B paHaoMu3upoBaHHOM, JABOMHOM CIJIETIOM, MHOTOLIEHTPOBOM, IJIanie00-KOHTPOJIUPYEMOM, C
COOBITHITHBIM TU3aifHOM, ITPOBOJMMOM B TApaJIENbHBIX Ipymmax, ucciegaoBannu 3 dassr (AC-
055-302/SERAPHIN), 742 nanuenta ¢ cumnromuoii JIAI' ObuH paHIOMH3UPOBAHBI B 3 TPYIIIIEI
(mmane6o [250 marueHToB]; manuteHTaH 3 mr [250 mammeHtoB] u ManuTeHTan 10 mr [242
naueHTa] oauH pa3 B AeHb). OynkunonanbHbii kiace (OK) JIAI no knaccudpukanuu BO3 6611
onpenenen kak I, 11l u IV, coorBercTBeHHO, ¥ 52%, 46% 1 2% manuenToB. CpenHuii Bo3pact
MaIUEeHTOB cocTaBiis 46 siet (nuama3od 12 - 85 ner). 20 manueHToB ObUIH B Bo3pacTe OT 12 10
18 ner.

WNnuonatnyeckas win HacienctBeHHas JIAIT Oblia ompenerneHa B KauecTBe Hambosiee 4acTol
stuonoruu 3aboneBanus (y 57% mnamuentoB), JIAI' BciencTBue CHUCTEMHBIX 3a00JIeBaHHMA
coeMHUTENbHOMN TKauu — y 31% nanuenTos, JIAL', accorumpoBanHas ¢ BpOKJIECHHBIMU TOPOKaMU
cepaua v myHtaMmu — y 8% maunenTtos, JIAI' npyroit atnonoruu: y 3% nanueHToB - JEKapcTBa U
TOKCHHBI, y 1% nanuentoB - BUY-undexus.

Puck pa3Butus mepBHYHON KOMOWHHUPOBAHHOM KOHEYHOW TOYKH (MPOTpeccCHpOBaHUE
3a00eBaHus/CMEPTh) K MOMEHTY 3aBEpIICHHUsS Tepanmuu cHu3micsa Ha 45% Ha (oHe nmeyeHus
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npenaparoM OncamMuT MO CpaBHEHUIO ¢ Taneqo. Knnn@é&cﬂg%éﬁi&%ﬁ@;ﬁcﬁ%e{T'rllH'HHx

CpOKax Je4yeHHs, ObT MPOJODKUTENBHBIM M HE 3aBUCENl OT BO3pacTa, IOJa, Pachl, CTPaHBI
IPOXKUBAHUS, 3THOJIOTHH 3a00JI€BaHUs, IPUMEHEHUS B BUJIe MOHOTEPANTUH MM B KOMOMHAIIUU C
IpyrumMu mpenaparamu s jgedenus JIAIL, a Taxke BboipakeHHOCTH cuMntoMoB JIAT (I/11 v
I1/IV ®©K 1o knaccudpukaiuun BO3).

K MoMmeHTy 3aBeplieHMs Tepanuy y MAalMEHTOB, MOJIyYaBIIUX MALUTEHTaH, PUCK CMEPTU WIU
rOCIUTANIN3AIMY, CBA3aHHON ¢ yxyauienneM teueHus JIAD, causuics Ha 50% 1o cpaBHEHHIO €
rpyIIon miameoo.

TonepanTHOCTH K (pU3MUECKON Harpy3Ke OLIEHWBAJIN KaK BTOPUYHYIO KOHEUHYIO TOUKy. Uepes 6
MECSIIEB JICYCHUS! MAIUTEHTAaHOM B 03¢ 10 MI OTMEYEHO CKOPPEKTHPOBAHHOE IO ILIanebo
YBEJIMUEHUE CPEIHEH NUCTaHIMU Ha 22 MeTpa IO pe3yJibTaTaM TecTa ¢ 6-MUHYTHOH X0Jb00i
(T6eMX) (97,5% noseputenbhbiii uaTepBan (AM1): 3 - 41; p = 0,0078). IIpu omeHKe TUHAMUKH
T6MX, B 3aBucHUMOCTH OT (pyHKIMOHANBHOTO Kiacca JIAL', ycTtaHoBIEHO, 4TO yepe3 6 MecsIeB
JICYEHHUs1 MAllUTEHTaHOM CKOPpPEKTHpOBaHHOE M0 Iarnedo yBenuueHue TOMX y manueHToB ¢
JIAT III/TV ®K (97,5% JAU: 5 - 69) coctaBmiio 37 meTpos, a y naiuertoB ¢ JIAT I/11 ®K (97,5%
JIN: 8 - 33) - 12 metpos. [Ipupoct TOMX Ha hoHe npremMa MalMTeHTaHa MPOJOJIKAICS B TCUCHHUE
BCEr0 UCCIIEJOBaHUS.

Takxe oTmedeHo, uro JsedeHue npenaparom Omncamut B no3e 10 Mr B TeueHue 6 Mecsles
conpoBoxaaiocs ynydmennem OK JIAT' B 74% ciy4aeB ¥ TOBBIIEHUEM KadecTBa >KU3HU
HalueHToB (M0 pe3ysbTaTaM OLIEHKH orpocHuKka SF-36), mo cpaBHeHuIo ¢ maneoo.

ITocne 6 mecsueB nedeHus mnpenaparoM OICaMUT JIETOYHOE COCYAUCTOE CONPOTHUBIICHUE
CHM3WJIOCh, B cpenHeMm, Ha 36,5%, a cepaeunbii uHAekc noBwicwics Ha 0,58 1/MUH/M?, B
CpaBHEHHH C T11a1e6o.

5.2. ®apMaKOKHHeTHYECKHE CBOMCTBA

dapMakOKMHETHYECKHE IapaMeTpbl MAIUTEHTaHa M €ro akTMBHOIO MeTaboyiuTa H3ydaid, B
OCHOBHOM, Yy 30pOBbIX J00poBoiblieB. KOHIIEHTpamuss MaluTeHTaHa B IJIa3M€ KpOBU Y
nanueHToB ¢ JIAI" Obia B 1,2 pasa Belle, 4eM Yy 3/0pOBbIX J100poBosibleB. KoHueHTpanys B
IU1a3Me KpOBU aKTHBHOTO METa0OJUTa, KOTOPBIM MPUOIU3UTENFHO B 5 pa3 MeHee aKTUBEH, YeM
MalMTeHTaH, Oblia mpubausutensHo B 1,3 pasa Beime y manueHToB ¢ JIAL, yem y 370pOBBIX
noobpoBosbiieB. Ha (hapMakoknHeTHKy MaruTeHTaHa y nanueHTtoB ¢ JIAIT He Biumsina TsKeCTh
3aboneBanus. [locie NOBTOpHOTrO MpUMeHeHUs (papMaKOKHHETHYECKHE TapaMeTpbl MallUTEHTaHa
W3MEHSJINCH MPONOPILMOHAIBHO B J03ax A0 30 MI BKIFOUUTEIBHO.

Abcopbrus

[Tocne mpuema BHYTpb IIpenapaT BCaCchIBaeTCs B XKeNyI0YHO-KUIIEUHOM TPAaKTe, a MAKCUMaJlbHast

KOHICHTpAusd MalUTCHTAaHA B IIJIa3ME KPOBU JOCTUTACTCSA HpI/I6J'II/I3I/ITeJ'II)HO ucpes 8 1.
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ot 03.12

(CMEPTHOMY OTUETY

':I L ¥ |

JERPHOCES 1006lony

(C1O DB
CHW)KEHHE KOHIEHTpPAIIMM MAalUTEHTaHa W ¢ro aKTI/IEIH'Ol“O-l EI&T 0.

MPOUCXOJUT MEIJICHHO - MEPHUO]I MONTYBBIBEICHUS MAIIMTCHTAHA U €0 aKTHBHOTO METaboNIMTa
cocraBisgeT 16 4 u 48 4, COOTBETCTBESHHO.
[Tpriem UM HE BJIMSET HA BCAChIBAHWE MAallMTECHTaHA, IMO3TOMY IpenapaT MOKHO MPUHUMATh
BHE 3aBHCHMOCTH OT BPEMEHH €€ MpreMa.

Pacnopenenenne

ManuTeHTaH ¥ ero aKTUBHBIA MeTaOOJMT B BBICOKOH crerneHu (Oonee 99%) CBSA3BIBAIOTCS C
OeJKaMu I1a3Mbl KPOBH, TIIABHBIM 00pa3oM, ¢ albOYMHHOM H, B MEHBILICH CTETEHH, C 0.1 - KHCIIBIM
TJIUKONIPOTENHOM. MaIMTeHTaH U €ro akTHBHBIH METa0ONUT CBOOOIHO pAaCIpelelsioTcs B
TKaHAX, X KXKYIIUKcs 00beM pactpeneneHus coctaister S0 1 u 40 1, COOTBETCTBEHHO.

Buorpancdhopmarimsa

MarnurteHnTan umeeT 4 mytu meradbosm3ma. OKHCIUTENBHOE JCTPONMINPOBAHKUE CYIIb(paMuIHON
IPYIIIbI TPUBOIUT K 00pa30BaHUIO0 aKTUBHOIO MeTabonuTa. [laHHas peakius OCYIIECTBIISICTCS
cucremoit uroxpoma P450, B ocHoBHoM wuzopepmerTom CYP3A4 (okosio 99%) ¢ HebonmbImmuM
yuactuem nzopepmentoB CYP2C8, CYP2C9 u CYP2C19. AxtuBHBIN MeTaOOJUT MaIUTCHTAHA
UPKYJIUPYET B IUIa3Me KPOBU U MOYKET OKa3bIBaTh (PapMaKOJOTHUECKOE JNEHCTBUE, CXOTHOE C
JeiicTBUEM MaluTeHTaHa. [lpyrue mytu MeTaboiM3Ma He BHOCST BKJIAJA B (DapMaKOIOrHYecKoe
neiicteue. st atux myrteit merabonmmsma m3odepment CYP2C9 urpaer OCHOBHYIO pOJIb C
HeOobpIM yuactrem u3odepmentos CYP2C8, CYP2C19 u CYP3AA4.

DJIMMUHALNS

MaruTeHTaH BBIBOAUTCS B TMPOLIECCE AKTUBHOTO METa0ONM3Ma, KOTOPBIM MPOUCXOIUT
npeuMyIiecTBeHHO B nieueHu. Okoso 50% mpuHATOM 10361 BEHIBOAUTCS TTOYKAMH.

Oco0ble TPVIIILI TAIMEHTOB

Ha dapmakokMHETHKY MallMTEHTaHa U €ro akTUBHOTO METa0O0NIMTa HE OKa3bIBalOT KIIMHUYECKU
3HAUYMMOTO BJIUSHUA TaKHe€ MTOKA3aTeNH, KaK BO3PACT, MOJI U dTHUYECKask TPUHAICKHOCTD.
Iayuenmul ¢ Hapywenuem GyHKyuu nouex

OTMeueHO, YTO KOHIICHTpPAIMS MAallUTEHTaHa M €ro aKTUBHOTO METa0OJIUTa B IUIa3ME KpPOBU
MaIMEHTOB c MMOYCYHOM HEJIOCTATOYHOCTBIO TSDKEIIOM CTEIICHH (xkupeHc
kpeatuHuHa <30 Ma/MuH) noBbIanack B 1,3 u 1,6 pa3a, coorBeTcTBeHHO. Tem He MeHee, T
TTOBBIIICHUE PACIIEHUBACTCS KaK HE NMEIOITee KITMHUISCKON 3HAYUMOCTH.

TIlayuenmul ¢ Hapywenuem GyHKyuu neveHu

KonnenTpanus ManuTeHTaHa B IJ1a3Me KPOBHM TAIIMEHTOB C MEYEHOYHOW HEIOCTATOYHOCTHIO
JIETKOM, CpeTHEN U TSKEION CTeNeHH TshKecTH cHukannach Ha 21%, 34% u 6%, COOTBETCTBEHHO,
a ero aktuBHOro Merabonura - Ha 20%, 25% u 25%, coorBeTcTBeHHO. [/[aHHOE WM3MEHEHHE

paci€HUBACTCA KaK HE UMCIOIICC KIMHAYECKOM 3HAUYNMOCTH.
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COOTBETCTBYET ZKCNEPTHOMY OTHETY

6. PAPMAIEBTUUECKHUE CBOMCTBA (MOCTIEQOBATENEHOCTS 0006)

6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB
Anpo:

JlakTO3BI MOHOTHIPAT

Henmronosa mukpokpuctamimdyeckas PH 101
KapOoxcumerunkpaxman HaTpus (Tun A)
[ToBumon K-30

Maruus creapat

[Tomucopbat 80

IInenounas o6osiouka Onanpaii 6enslil (Opadry AMB white):

I1oNMMBUHUIIOBBIN CIIUPT, YACTUYHO THIPOJIN30BAHHBIN
Twurana nuokcun
Tanpk
JlenutuH (coeBblil)
KcanTanoBas kamenp
6.2. HecoBmMecTHMOCTDH
He npumenumo.
6.3. Cpok rognocTu (CpoOK XpaHeHHUs)
5 ner.
6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NPH XPAHCHUHU
XpaHuTh npu Temnepatype He Bbitie 30 °C.
6.5. XapakrTep u cofep:kaHue NePBUYHOH YIAKOBKH
[To 7 umu 15 Tabnerok B 6muctepe u3 [IBX/TID/TIB/IX/antomunueBas (omsra.
ITo 4 6nucrepa no 7 TabaeTok uiy o 2 6aucrepa o 15 TabiaeTok BMeCTe ¢ TUCTKOM-BKJIa IbIIIEM
B [1aYKE KaPTOHHOM C 3TUKETKOW KOHTPOJIA BCKPBITHUS.
He Bce pa3mepsl ynakoBOK MOTYT ObITh JOCTYIIHBI JUISl pealu3aliu.
6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH NPH  YHMYTOXKEHUH  HMCIOJH30BAHHOIO
JIEKAPCTBEHHOI0 Npenapara MJH  OTXO0J0B, TMOJYYEHHbIX IOcjie NpPHUMEHEeHUus:
JIEKApPCTBEHHOI'0 Npenapara v Apyrue MaHUIyJsIUH C PenapaToM
Bech ocTtaBmmiics ieKapCTBEHHBIN ITpenapar U OTXO/bI CIEYET YHUUTOXKUTh B YCTAHOBICHHOM
HOpsJIKE.
7. AEPKATEJIb PETUCTPAIHMUOHHOI'O YAOCTOBEPEHMUSA
Poccuiickas @enepanus
000 «/I>xoHcoH & JIKOHCOH»
121614, r. Mocksa, yn. Kpeutarckas, a. 17, kop. 2
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Temn.: +7 (495) 755-83-57 (NMOCNEOOBATENEHOCTE 0006)

daxc: +7 (495) 755-83-58
On. mouta: DrugSafetyRU@its.jnj.com

7.1. [IpencraBuTeib AepKaTessi PeriCTPAIIMOHHOTO YA0CTOBEPEeHUs

[Iperen3zun HOTD66HTCHCﬁ HaIIpaBJIATH I10 aAPECY.

Poccuiickas ®eoepayus

000 «/lxxoHcoH & [IxoHCOHY

121614, r. Mocksa, yi. Kpsutarckas, 1. 17, kopi. 2

Ten.: + 7 (495) 755-83-57

daxc: +7 (495) 755-83-58

Omn. moura: DrugSafetyRU@its.jnj.com

8. HOMEP PETUCTPAHUOHHOI'O YIOCTOBEPEHUSA
JITT-Ne(005056)-(PT-RU)

9. KATEI'OPHUS OTIIYCKA JIEKAPCTBEHHOI'O ITIPEIIEPATA
JlexapcTBEeHHBIN Npenapar OTHOCUTCS K KATETOPUU OTITYCKA IO PELENTY.

10. JATA IIEPECMOTPA TEKCTA

OO6mass xapakTepucTHKa JEKapCTBEHHOro mnpenapara OmncamMHUT JOCTYyNHAa B €AMHOM pEecTpe
3apEeruCTPUPOBAHHBIX JIEKAPCTBEHHBIX CpeAcTB EBpazuiickoro sKOHOMHYECKOTO cOK3a M Ha
ounmanbHOM caifre YTIOJIHOMOYEHHOTO oprasa (9KcriepTHOM OpraHu3aI1N)

https://www.regmed.ru/ .
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