COOTBETCTEBYET ZKCNEPTHOMY OTYETY
ot 20.06.2024 N2 12345

OBIIAS XAPAKTEPUCTHKA JEKAPCTBEHHOFOTIPERAPATA 1702

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

NmOpyBuka, 140 mMr, Kamncysl.

2. KAYMECTBEHHBINA U1 KOJTMYECTBEHHbBINA COCTAB

JleiicTByro1Iee BEMIeCTBO: HOPYTUHUO.

1 xancyna coaepxut 140 mr ubpytuamnOA.

BcnoMorarenbHbIe BelllecTBa, HAJTMYUE KOTOPBIX HAJ0 YUYHTHIBATH B COCTaBE JICKAPCTBEHHOTO
npenapata: HaTpHii (cM. paszaen 4.4.).

[TonHbIi mepeyeHb BCIIOMOTATENbHbBIX BEIIECTB MPUBEACH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kancynsr.

TBepaple xkenaTHHOBbIE Karcyisl Ne 0, KOpIyc U Kpbllieyka 0e10ro BeTa ¢ HaANKUCHI0 YePHBIMU
yepHmiiamu «ibr 140 mg» Ha xpeimeuke. ConepKUMoe Karcyll — MOPOIIoK OT Oeoro 10 MOYTH

OeJIoro 1BeTa.

4. KIMHUYECKHUE JAHHBIE
4.1. IToka3aHus1 K NPUMEHEHHUIO

MantuitHoknerouynas JuMmdboma

[Mpenapar MMOpyBuKa TOKa3aH UIs JICYCHUS B3POCIBIX MAIEHTOB C PEHUAMBHPYIONICH WITH
pedpakTepHOit MAHTUHHOKICTOYHOU TUM(OMOIA.

XpoHUYECKUN TUMGOLIMTAPHBIN JEeHK03/IuMboMa U3 MaJIbIX JUMQOLIUTOB

[Mpemapar WMOpyBuka TIOKa3aH [JJIs JICUEHUS B3POCIBIX TMAIMEHTOB C XPOHHUYECKUM
TUM(OIIUTAPHBIM JIEHKO30M/ITMMGOMON U3 MATBIX JIMMQOIUTOB.

MakpornooyianaeMus Bansaeacrpema

[Ipenmapar MMOpyBHKa MOKa3aH AJsl JICYCHHs] B3POCIBIX MAIMEHTOB C MaKpOTJIOOYIMHEMHEH
Banpaencrpema.

JInmdomMa MapruHaaIbHOMN 30HEI

[Ipenapar MMOpyBHKa mMoOKa3aH s JICUEHUS MAIMEHTOB ¢ JUM(OMOW MapruHaIbLHON 30HBI,
KOTOPBIM TpeOyeTcs CUCTeMHasi Tepanusi U KOTOpbIE MOIYyYWIH, 110 KpallHEeH Mepe, OAMH Kypc
aHTH-CD20-HanpaBieHHON Tepanuu.

XpoHHYECKAs PEaKIINs «TPAHCIIAHTAT IPOTHUB XO3SIHHAY)

[Ipenapar HMmOpyBuka TmoOKa3aH I JICYEHUS TMIAIMEHTOB C XPOHWYECKOW peakiuen
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TEpaIuu.

4.2. PexxuMm 103MpOBaHNs U CNIOCO0 MPUMEHEHUs!

Jleuenne npenaparom MMOpyBuKa NOKHO MHHULMUPOBATbCS M KOHTPOJIUPOBATHCS BpavyoM,
UMEIOILUM OIBIT IPUMEHEHUS POTUBOOITYXOJIEBBIX MTPENAPATOB.

PexxuM 103upoBaHus

Hayuenmor ¢ peyudusupyrowei uiu pehpakmepHol MAHMUIHOKIEMOYHOU JUMPOMOU UIU
nayueHmvl ¢ TUMDOMOU MAP2UHATILHOL 30HbI, KOMOPLIM Mpebyemcs CUCeMHAs Mepantisl
Pexomenayemas no3a npenaparta MIMOpyBHKa /Ui Tepaniyl NAlMEHTOB C PEUANBUPYIOLIEH HIIN
pedpakTepHOll MaHTUWHOKJIETOYHON JMM(OMOIN WM MAMEHTOB ¢ JTUMGPOMON MapruHAIBHON
30HBI, KOTOPBIM TPEeOYyETCsl CUCTEMHas Teparus, cocTaBisieT 560 mr (deTpipe Karcybl mo 140 mr)
1 pa3 B cyTKM 70 MpOrpeccHpoBaHUsl 3a00JI€BaHUS WM JI0 T€X MOp, MOKa MAalUeHT HE CMOKET
0o0JIBIIIEe IEPEHOCUTD TEPATTHIO.

Tayuenmsi ¢ XxpoHU4eCKUM TUMPOYUMAPHBIM NEUKO30M/TUMPOMOU U3 MATBIX TUMDOYUMOE UTU
nayuenmsl ¢ Makpoznooyiunemuel Banvoencmpema

Pekomennyemass nosa mpenapara MmMOpyBuka A JIeYEHUS XPOHUYECKOTO JTUMQOLUTAPHOTO
neiko3a/muMGoMbl U3 MaTbIX JTUMGOIMTOB cocTaBisgeT 420 Mr (Tpu kamncysbl o 140 mr) 1 pa3 B
cytku. Ilpu xponuyeckoM nuMmponuTapHoM Iieiiko3e/muMpomMe U3 MalbIX JTUM(OIHUTOB B
KauecTBe MOHOTepanuu wWin B KoMOmHammu ¢ aHTH-CD20-HampaBieHHOW Tepanueid (c
pUTYyKCMMabOM W ¢ OOMHYTY3yMaObOM) WJIH B KOMOHMHAIIUN ¢ OCHIaMyCTHHOM B PUTYKCUMaOOM
y MAIMEHTOB C PEIUANBUPYIOIINM WIN PePPaKTEPHBIM TUMGOIUTAPHBIM JICHKO30M/TUM(POME U3
MaJNbIX JHUMQOLUUTOB M MakporioOyiauHemun BanbpaeHcTpema (B MOHOTEpanmuu WIH B
KOMOMHAIMK ¢ pUTYKcuMaboMm) npenapatr MIMOpyBuKa MOKHO Ha3HA4YaTh J10 MPOTrPECCUPOBAHUS
3a0o0yieBaHUsl WM JI0 T€X MOp, MOKa MallMeHT HE CMOXET OoJblle MEePEeHOCUTHh Tepanuio. B
KOMOMHAIlUM C BEHETOKJIIakcoM mpemnapar IMMmOpyBuka criexyer Ha3HadaThb B KadecTBe
MOHOTEpAnuu B TeueHue 3 nukioB (1 muki cocrapiseT 28 nHel), ¢ mocneayonmmMu 12 mukiaMu
Tepanuu npenaparom IMOpyBHKa COBMECTHO C BEHETOKJIAKCOM.

JonomuurensHas nHGopMaIus o OeHIaMyCTHHE, pUTyKcuMabe, 0OnHyTy3ymMa0e U BEHETOKIIAKCe
MOKET OBITh HalileHa B COOTBETCTBYIOIIMX HWHCTPYKUHUSAX TIO NPUMEHEHHIO/00UIIX
XapaKTePUCTHKAX JIEKAPCTBEHHBIX MPEMapaToOB.

[Ipu npumenenun B kKoMOuHamuu c aHTU-CD20-HanmpaBieHHON Tepamueld peKOMEHIyeTCs
npuHuMaTh mnpemapar MmOpyBuka no aHtu-CD20-HampaBiIeHHOW Tepanmuu B Cciydae WX
MPUMEHEHHUS B OJIUH U TOT K€ JCHb.

Xponuueckas peakyus «mpaHcniaumam npomue Xo3suHa»

Pexomennyemass nmo3a mnpenapata MMOpyBuKa A JIEYEHUS XPOHUYECKOH  peakiuu
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MPOTPEeCcCUpOBaHus 3a00ICBaHMsI, PEIUINBA OCHOBHOM 37TI0KQYE€CTBEHHOW OIMYyXOJH WK JI0 TeX
Mop, MOKa MalMeHT He CMOKET OO0JIbIIe IEPEHOCUTH TEPATTHIO.

Korna manuenty 6onee He TpeOyeTcsi Tepamnusi XpOHHUECKON peakluu «TPAaHCIUIAHTaT MPOTUB
X035iMHa», MpueM mpernapara MMOpyBHKa JOJKeH OBITh MPEKpalleH C YYeTOM KIMHUYECKOU
OIICHKH COCTOSIHUSI MAllUEHTA.

Koppexyus 0o3vl

B cnyyae CcOBMECTHOTO NpPHUMEHEHHS C YMEpPEHHBIMU WM MOIIHBIMA WHTHOUTOpaMuU
n3opepmenra CYP3A TpeOyercss KOppeKIus J03bI, ITOCKOIBKY MOMET YBEIMYMBATHCS
sKcHo3uLus HOpyTiHHOa (cM. paszzen 4.5).

B cinywyae pa3BuTus WM YCUJICHUS SBJICHMM TOKCHYHOCTH, CBSI3aHHBIX C CepJEeYHOM
HEJIOCTAaTOYHOCTHIO 2 CTEMEHW WM CEPICYHOW apUTMUU 3 CTENEHU, HEreMaTOJIOTHYeCKOM
TOKCHUYHOCTH 3 CTETICHH U BBIIIE, HEUTPOIICHUH 3 CTENICHHU | BhIIIIE ¢ MHMEKITUEH WITH JTMXOPaIKON
WIA TeMaTOJIOTHYECKON TOKCUYHOCTH 4 CTeTNeHHM Teparnuio mpemapatoM HmOpyBuka criemyer
MIPUOCTAHOBUT.

[Tocne TOro, Kak KIMHUYECKUE MPOSBICHHUS] TOKCUYHOCTH YMEHbILIATCS MO CcTeneHu 1 mmm 1o
MCXOJIHOTO 3HA4YEHUS (TO €CTh OyAET JOCTUTHYTO pa3pelieHue), caeayeT BO30OHOBUTh TEPAITHIO
npermapatoM mOpyBHKa B pEKOMEHJOBAHHOM 03¢ Kak YKa3aHO B TaOnuIax HIDKe.
Pexomengyemble KOppEKLUH 1036l JUIsl IPOSBICHUM TOKCUYHOCTH, HE CBSI3aHHBIX C CEPJIEUHOM
HEJ0CTAaTOYHOCThIO, OMMCaHbI B Tabnuiie 1.

Taéaunma 1. PexomeHaanmum mno Koppekuuu 103bl npenapara HWmOpyBuka (siBJeHUS

TOKCHUYHOCTH, He CBSI3AHHBIE C CePeYHON HEe0CTATOYHOCTHIO).

Moangukanus 103561 mocjIe
pa3pelnieHus y NalUeHTOB ¢
Moaudukanus 1036l XPOHUYECKUM

nocJjie pa3penieHus y JUM@OUUTAPHBIM JeHK030M/

MaIHEHTOB ¢ JUM@pomMoii U3 MaJIBIX
SBaenus nu30. . .
MAHTHIHO-KJIETOYHOH JUM(OIHUTOB UJIH C
TOKCHYHOCTH  |[TOKCHYHOCTH . .
Jaumdomoii uiam ¢ MAaKPOrJa00yJTuHeMHen
Jaumdpomoi Baabaencrpema uim ¢
MAPIrUHAJIbHOH 30HbI XPOHHYECKOH peakuuen

«TPAHCIVIAHTAT MPOTUB

X03SIHHA
Heremarosnoru- . Bozo6HoBUTH Tepanuio B | Bo30OHOBUTH Tepanuio B J03€
[epBorit*
qyeckas no3e 560 Mr B cyTKH 420 Mr B CyTKH
TOKCUYHOCTBH 3 Bropoit Bo306HOBHUTH Tepanuio B | BO300HOBUTE Tepamuio B 103€
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no3e 420 mt B cyTKI/'Iﬂ':":"

UiId 4 CTENEHHN.

Hetitponienus T . Bo3o0OHoBUTH Tepamnuio B | Bo300HOBUTH Tepamuio B 103€
peruu

3 CTEIIEHHU U BLIIIE

no3e 280 Mr B CyTKH 140 Mr B cyTKH

¢ MHQEKIUeH 1in
JIUXOPAJKOH.

I'emartomoru-

YerBeptoiii | OTmMenuTs npenapatr mMOpyBuka

qyeCKada
TOKCHUYHOCTb

4 cTeneHu.

*[1pu BO30OHOBICHUY TEPAIMH CIICAYET HAYaTh C ICPBOHAYAIBHOM Win 00Jiee HU3KOH JT03bI, OCHOBBIBASICH
Ha OIIGHKE COOTHOIICHUS PHCKAa M TOJb3bl. B cilydae MOBTOPHOTO pa3BUTHS SIBICHHUH TOKCHYHOCTH
HE00X0AMMO CHU3HTH 103y Ha 1 karcyy (140 Mr B CyTKH).

CBSI3aHHBIX C CEpICYHOUN

PeKOMeHI{yeMBIe KOppeKIun 036l IJId HpOﬂBﬂeHI/Iﬁ TOKCHUYHOCTH,

HEI0CTATOYHOCTHIO, OIMMCAHbI B TA0IMIIE 2.

Tabauna 2. PexomMeHaanmum mno KoOppekuuu a03bl mnpenapara HWmOpyBuka (sIBJeHHUS

TOKCHYHOCTH, CBSI3aHHbIE C CEePIeYHON HETOCTATOYHOCTHIO).

Moaudukauus 103561 Mocjae
pa3pelnieHus y NalUeHTOB ¢
Moaudukauus 10361
XPOHMYECKUM JUMPOUUTAPHBIM
nocJje paspeeHus y . .
JIeHK030M/TUM(POMOI M3 MAJIBIX
NMANUEeHTOB ¢
SABiaenus nu30. . . JUM@OLHUTOB UJIH €
MaHTHHHOKJIETOYHOMI .
TOKCHUYHOCTH | TOKCHYHOCTH . MAaKpOrJo0yJIuHeMH el
JUMpoMoii U ¢
. Baabaencrpema nim ¢
JuMpomoit . .
. XPOHHMYECKOH peaKkuuen
MapruHaJbHOM 30HbI
«TPAHCILUIAHTAT NPOTUB
X03SIHHA)
ToxcuuHOCT®, . Bo3oOHoBuTh Tepanuio | Bo30OHOBUTE Tepamuio B J103€
IIepsbrit
CBSI3aHHAs C B 103¢ 420 Mr B cyTku | 280 Mr B CYyTKH
CepAeUHOM B . Bo3oOHoBuTh Tepamuio | Bo3oOHOBUTH Tepamnuio B 03¢
TOpou
HEeJocTa- B 103¢ 280 MI B CyTKH 140 Mr B cyTKH
TOYHOCTBIO 5
Tperuii OtMmenuts npenapat MImOpyBuka
2 creneHu P petiap 24
TokcuuHOCTB, I . Bo3o0HoBuTS Tepanuio | Bo3oOHOBUTH Tepamnuio B 03¢
€pBBII
CBSI3aHHAs C B 03¢ 420 mr B cytku® | 280 mr B cyTku*
CepJI€YHBIMU
ApUTMUAMU Bropoii Otmenuts npenapat UmoOpyBuka
3 creneHu
ToKCHYHOCTB, .
ITepBbiii OtMmenuts npenapat MmOpyBuka
CBs3aHHAas C
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CepaeUHOi TR ITELUBA TENTERULL TE UUULL)
HeJ0CcTa-
TOYHOCTBIO
3 w4

CTCIICHU UJIN
CCPACYHBIMU

ApUTMUAMU

4 creneHu

* Ilepen BO30OHOBJICHHEM TEpPAITUH CIEAYET OIIEHUTH COOTHOIIEHNE PUCKA U TTOJIB3HI.

Ilponyck 0o3bi

Ecnu ouepennas mo3a mpemapata MMOpyBuka He OyJeT NMpuHATA B 3alUIAaHHPOBAHHOE BPEMS,
JOMYCKAeTCsl €€ MPUEM KaK MOXKHO CKOpee B TOT e JIEHb C BO3BPAIIEHUEM K OOBIYHOMY
pacrucaHuio mprema mpernapara co clieayrouiero aus. He qomyckaercst mprem JI0MOTHUTEIbHBIX
KaricyJ1 /Ui BOCIIOJTHEHUS MPOMYIIEHHBIX J103.

Oco0nIe I'pynIbl TanMEHTOB

Tayuenmoi ¢ Hapywenuem yHKyuu novex

No6pyTHHNO XapakTepru3yeTcss MUHUMAIBHBIM MTOYEYHBIM KIUPEHCOM. OTASNBHBIX KIMHUYECKUX
UCCJIEIOBAaHUM y TAIMEHTOB C HapylleHHeM (YHKIUU IMOYEeK He MpoBOAMWIOCh. OgHAKO B
KJIMHUYECKUX HCCIEAOBaHUIX mpernapara MMOpyBuKa yyacTBOBaJM MAllMEHTHI ¢ HapyIICHUEM
(GYHKITUH TTOYEK JIETKOW U CPETHEH CTeTeHH. Y TAIleHTOB ¢ HapylIeHueM (YHKITUH TTOYEK JIETKOH
U Cpe/Hel CTeneHu (KJIMpeHC KpeaTmHuHA Oosee 30 MII/MUH) KOPPEKIHs 03Bkl HE TPeOyeTcs.
HeoOxoqumo obecrnieunBaTh aieKBaTHBIA YPOBEHb TUApATAllM, a TAaK)Ke HA PETYJISIPHON OCHOBE
U3MEpATh KOHIIGHTpAIMIO KpEeaTWHHWHA B CHIBOPOTKE KpoBH. CBeleHHs MO MalueHTaM ¢
HapylIieHHeM (QYHKIIMH TOYEeK TSDKEION CTENEeHH, a TaKXkKe IO IMalueHTaM, HaXOMASIIUMCS Ha
JMaan3e, OTCYTCTBYIOT.

llayuenmul ¢ nHapywenuem ynKyuu neveHu

N6pytnan® Mertabonusupyercss B medyeHU. [lo MaHHBIM KIMHHYECKOTO HCCIEIOBAHUS, Y
MNAIUEHTOB C HapylieHHneM (YHKIUM TIEYeHH HaONI0aeTCsl TOBBIIICHHE KOHIIEHTPALUU
uOpyTHHNOA B KpOoBU. J{J1sl MallMEeHTOB ¢ HapyIIeHueM (YHKIIMY ITEYEeHH JIETKOH cTeneHu (kiacc A
no Yainn-I1si0) pexomeHmoBaHHas 1o03a cocraBisieT 280 Mr B CyTKH (IBe Kamcymsl). s
MalMeHTOB ¢ HapylieHneM (YHKIUU TiedeHH cpeaHeil creneHu (kinacc B mo Yaitnn-ITero)
peKoMeH10BaHHas A03a cocTaBisieT 140 mr B cyTku (omHa kamcyna). Heooxoaumo TmiatenbHO
HAOMO/IaTh TMAIMEHTOB Ha TPEIMET TMOSBICHUS MPU3HAKOB TOKCHYHOCTH, M, B CIIydae
HEOOXOJMMOCTH, TMPOBOJUTH KOPPEKIHUIO J03bl. He pexkomMeHayeTcss MNpUMEHSITh Ipenapar
NMOpyBHKa y MAIMEHTOB ¢ HapyIIeHHeM (QYHKIIMH TTeYeHH TspKeon ctenenu (kiace C mo Yaimn-

[Tb10).
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BezonacHocts u 3¢ dexTuBHOCTH Mpenapara MOpyBuKka y aereit B Bo3pacte ot 0 1o 18 ner He
YCTaHOBJICHBI.

Cnoco0 rmpuMeHeHus

BuyTpb.

[Ipenapar UmMOpyBuKa cieayeT npuHUMAaTh 1 pa3 B CyTKH, 3aIIMBasi CTAKAHOM BO/JIbI, IPUMEPHO B
OJTHO U TO K€ BpeMsl KakIbli 1eHb. Karcynbl HeoOX0AMMO III0TaTh LEIUKOM, 3aluBas BOAOM.
3ampenaercss OTKpPbIBaTh, pa3iaMblBaTh MM pa3keBbIBaTh Kancyinsl. [Ipemapar IMOpyBuka He
JIOITyCKAEeTCs 3alMBaTh IPein@pyTOBBIM COKOM.

[Ipenapar UmOpyBHKa clieayeT Ipo1oKaTh IPUHUMATH A0 MIPOrPECCUPOBAHUS 3a00JIeBaHUS UITH
JI0 TeX TOp, NOKa MAIlMEHT HE CMOXET OOJIbIIE TEPEHOCUTD TEPATIHIO.

4.3. [IpoTuBONOKA3aHUS

- TUIEPYyBCTBUTENBHOCTh K HOpPYTMHMOY WM K J1I0OOMYy M3 BCIIOMOIaTENIbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B paszzaene 6.1;

- 0EpPEeMEHHOCT®;

- COBMECTHOE IpPUMEHEHHE ¢ Bap(apHMHOM, JIPyI'MMHU aHTaroHUCTaMu BUTamuHa K, peiObuM
AKHUPOM U MpenapaTamMy BuTaMuHa E.

4.4. OcoOble yka3aHHMsl M Mepbl NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH

T'emopparndyeckue ocI0XKHESHHUS

Hmerorcst cooOIIeHrs 0 KpOBOTEUEHMSIX y MAIlMeHTOB, MoMyyaBmInX npenapat MmOpyBuka, Ha
dbone TpomOommTOonieHMH W 0e3 Hee. OHM BKJIIOYAIM KaK HE3HAYUTEIbHBIE KPOBOTCUEHUS,
HaIpUMep, KPOBOTECUCHUS MPHU yIIHOaX, HOCOBbIE KPOBOTEUCHUS U TETEXHH, TaK U 3HAYNMbBIC
KPOBOTEUECHHsI (HEKOTOPbIE U3 HUX SIBISUINCH (haTAbHBIMH), BKJIIOYAS KEITYJO0YHO-KHIIIEYHOE
KPOBOTEUYEHHE, BHYTPUUYEPEITHOE KPOBOUIIHUSIHUE U TEMATyPHIO.

B uccnenoBanun GyHKIUM TPOMOOIMTOB in Vitro HOPYTHHUO MHTHOMPOBAT MHAYIIMPOBAHHYIO
KOJUJIATGHOM arperanyio TpoMOonuToB. [IprMeHeHue aHTHKOAryJIsSHTOB WU AHTUArPETaHTOB
COBMECTHO C rmpemaparoM MMOpyBUKa YBEIMUYMBACT PHCK 3HAUYMMBIX KpoBoTeueHuil. [lpu
COBMECTHOM IMPUMEHEHUHU C aHTUKOATyJISIHTaMU PHUCK BBIIIE, YEM NP COBMECTHOM IMPUMEHEHUU
¢ aHTuarperantaMu. Heob6xonuMo oIleHHBAaTh PUCKHU U TMOJIb3y NPUMEHEHUs aHTHUKOAryJsHTOB
WIM aHTHArperaHTOB MPH COBMECTHOM NMpUMEHEHHH ¢ mpenaparom MMOpyBuka. Heob6xomammo
OTCIIEKUBATh MPU3HAKU U CUMIITOMBI KPOBOTEUEHHUM.

CoBMecTHOe mpuMeHeHHe mpernapata MMOpyBuka c BapdapuHOM, IPYTrUMH aHTarOHHUCTaMU
ButamuHa K, a Takke ¢ TakuMu go0aBKaMu K TIHINE, KaK pbIOMA XUp W BUTaMuH E,
MPOTUBOIIOKA3aHO.

Tepanuio npenapatom MmMOpyBHKa cieyeT MpUOCTaHOBUTh HAa CPOK OT 3 10 7 nHEH 10 U mocie
6
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MY OTUETY
E

KPOBOTEUYEHHSI.

B uccnenoBanus He BKIHOYAIUCH NAIUEHTHI C BPOKIEHHBIM F€MOPPAarHueCKUM JUATE30M.
Jleiikocras

VY nanueHToB, IpUHUMaBIIUX MpenapaT MIMOpyBHKa, OTMEUEHbI €IMHUYHBIE CITy4au JerKocTasa.
Bricokoe umcno nupkyaupyromux JauM@oruTtoB (> 400000/MKI) MOMKET MOBBIIATH PHCK
BO3HMKHOBEHHs JIEHKOCTa3a. B Takux ciydasx cienyer pacCMOTPETh BO3MOXKHOCTh BPEMEHHOU
MIPUOCTAHOBKH Tepanuu npernaparoM MmOpyBuka. HeoOxonumo BecTu TiiaTeNbHO HAOMIIOIEHNE
3a COCTOSIHMEM ManueHToB. [0 mokasaHusaM cieayeT NpOBOAUTH MOJIEPKUBAIOIILYIO TEPAIIUIO,
BKJTIOYAIOIIYIO THAPATAINIO H/UITH LUTOPEIYKIIHIO.

HNudexumn

VY nanueHToB, NpuUHUMAaBIIMX mpernapaT MmOpyBuka, oTMeuanuch ciydad BO3HMKHOBEHHS
uHpekuid (BKIIOYAss Cercuc, OakTepuaibHbIe, BUPYCHBIE WM TPUOKOBBIE WHQEKIINH).
Hekotopble u3 3Tux WHQEKIHA NOTpeOOBaIM TOCHHUTAIM3ALMUA WU TMPHUBEIH K CMEpTH.
Heo6xonuMo paccMoTpeTh MNpoBeAeHHE NPOPUIAKTHUKH HWHQPEKIHA B COOTBETCTBUU CO
CTaHJapTaMM Tepalmuud Yy  MalMeHTOB €  IMOBBIIIEHHBIM  PUCKOM  BO3HMKHOBEHUS
ONMOPTYHUCTHUUECKUX HMHQPEKIUHA. Y NalUeHTOB, MOJYy4YaBIIMX TEpamuio IpernapaToM
NmOpyBHKa, OTMEUYAJIUCh CIIy4ad BO3HUKHOBEHHUS MPOTPECCHPYIOMIEH MyIbTU(OKAIBHOM
neiikodHIedanonaTiy M peakTUBAIMU TematuTta B HEW3BECTHOro MPOHCXOXIAeHUsS. Takxke
HaOmogaMch ciydan rematuta E, KoTopblii MokeT OBITh XpoHHYeckuM. HeobOxommmo
HaAOJI0/IaTh 32 COCTOSTHUEM MAIIMEHTOB C IIeJIbIO0 BBIABICHUS IPU3HAKOB U CUMITOMOB MH(EKINH
(Tak¥MX Kak: JMXOpajJKa, 03HO0, CI1a00CTh, CIYTAHHOCTh CO3HAHMSI, PBOTA, KEJITYyXa U OTKJIOHCHUE
OT HOpPMBI OMOXMMHUYECKMX IOKa3aTejed (YHKIHMOHAILHOTO COCTOSIHUS TIEUEHH), a TaKxkKe
MIPOBOJIUTH HAJUJIEKAILYIO TEPAIIUIO 110 MTOKA3aHUSIM.

[{uroneHun

VY nanuMeHToB, NMpUHUMAaBIIUX Mpernapar VMOpyBHKa, OTMEYANUCh CIy4Yyal BO3HUKHOBEHHS
IUTONCHUH (HEHTpOIeHus, TpOMOOIITONIeHHs 1 aHemHusi). HeoOxoaumo exemMecsyHO POBOUTh
pa3BEpHYTHIN aHAJIU3 KPOBH.

HurepcTuimanesasie 3a0oneBanns gerkux (U3J1)

Cnyyan U3JI orMedanuch y manueHTOB, MpuHUMaBLIMX npenapat MmOpyBuka. Heobxomumo
OPOBOIUTH HAOMIOJCHHE Ha TMpeIMeT IMOSBICHUS Y NaIlMEeHTOB JIETOYHBIX CHUMIITOMOB,
xapakTepHbix 1 U3J1. [1pu pa3BuTHN TaKUX CHMITOMOB HEOOXOAMMO MMPHUOCTAHOBUTH TEPAITHIO
npenapatoM HWMOpyBMKa M TPOBECTH COOTBETCTBYyMINy0 Ttepanuto WM3JI. B  ciydae
nepcuctupoBanusi cuMntToMoB M3J1 He0OX0IMMO OLIEHUTH MOJIb3Y M PUCKH TEPAITUH MTPETapaToM

NmOpyBHKa U clleI0BaTh YKa3aHUSMH 110 KOPPEKILIUH €T0 J03bI.
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CepieyHple apUTMHH B CEpJIeYHAas] HEAOCTATOYHOCTh

VY marueHToB, NpUHUMABIINX pemapaT VIMOpyBHKa, HAOTIOAAUCH CMEPTEIBHBIE H CePhE3HBIC
APUTMUU WM CepJeYHasi HeJJOCTaTOYHOCTh. [[aliMeHThl CO 3HAYUTENbHBIMHA COMYyTCTBYIOIIUMU
3a00JIeBaHUSIMU Cep/illa MOTYT MOJBEpPrarbcs OOJNbLIEMY PHUCKY Ppa3BUTHS HeEKeJaTelbHbIX
SBJICHUM, BKJIIOYas BHE3AlHbIE KapIUOJIOTUYECKUE SBJICHHUS CO CMEPTENbHBIM HCXOJIOM.
OuOpMIIALMS, TpENeTaHWe MPEACEePAUid, IKETyIOYKOBbIE TAaXHAPUTMUU U  CepjedHas
HEJOCTAaTOYHOCTh OTMEYATNCh B OCOOCHHOCTH Y TMAIUEHTOB C OCTPHIMU HMH(MEKIHUSIMH WIH C
HanuuueM (aKkTOpoOB pUCKA BO3HUKHOBEHHS KAapAMOJOTHYECKHX  SBJICHHM, BKIIOYas
TUIEPTEH3UI0, CaxapHbIil AuadeT U ¢ ceple4yHbIMH apUTMUAMU B aHamHese. [lepex Hauanom
npuema mnpemnapata MmMOpyBHUKa clieayeT MPOBECTH COOTBETCTBYIOMIYIO KIMHUYECKYHO OILICHKY
aHamHe3a U (GyHKIUU cepana. [lanrenThl JOKHBI HAXOIUTHCS TOJT THIATEILHBIM HA0IIOICHUEM
BO BpeMSs JICUCHUsI Ha MPEAMET BBIABICHUS MPU3HAKOB KIMHUYECKOTO YXYJIICHHS CeplIedHON
GYyHKIMM M HAXOAWTHCA MO/ KJIMHMYECKHM KOHTpojieMm. PaccMoTputre BO3MOXKHOCTH
nanbHelmero oocnenoBanus (Hampumep, DKI', sxokapauorpamma), Kak Moka3aHo MAalHeHTaM ¢
CEpJICYHO-COCYTUCTHIME TIpoOsieMamMu. HeoO0X0oauMO OIEHUTh COOTHOIIEHUE TI0JIb3a/PUCK
Tepanuu npernapatoM MOpyBuUKa, U pu HEOOXOAMMOCTH POBECTH KOPPEKIUIO JO3bI.

DddexTrl B orHOmennn uaTepsata QT

B xome ximHMYecKuX uccienoBaHWd mpernapar VIMOpyBUKa BBI3bIBaJl HE3HAYUTEIBHOE
ykopouenue unrepBasia QTcF (B cpennem Ha 7,5 Mcek). MexaHusM, Jexaiuii B OCHOBE 3TOTO
SBJICHUS, U €r0 3HAa4YMMOCTh Ul O€30MacHOCTH Ipemnapara HeusBecTHbIL [Ipu paccMmoTpeHuu
BO3MOXKHOCTH Ha3HaueHHsI HOPYTHHHOA MallUEHTaM ¢ PUCKOM 0o0Jiee BBIPAKEHHOI'O YKOPOUCHHUS
uHTepBana QTc (Hampumep, BpOKAEHHBIA CUHAPOM KOpOoTKOoro uHTepsana QT wim Hanuuue B
CeMEHHOM aHaMHE3€ JTOr0 CHHIPOMA) HEOOXOJMMO pPYKOBOACTBOBATHCA pE3yJIbTaTaMH
KIIMHUYECKON OLICHKU COCTOSIHHS 310POBbS MAlUEHTOB.

CHUHIPOM JH3HCaA OIYXOJIH

Cunapom nusuca omyxonu (CJIO) ormeualnicst Bo BpeMs Tepanuu npenaparom mOpysuka. Puck
BO3HMKHOBEHUSI CHHApPOMA JIU3UCA OIyXOJIM MPUCYTCTBYET y MAIMEHTOB, UMEBIINX OOJIBIIYIO
OIyXOJIEBYIO HAarpy3Ky [0 Hauana Tepanuu. Heo6xonumo TimaTenbHO HaOII0AaTh 32 COCTOSTHUEM
NalMEHTOB U MPEANPUHUMATh COOTBETCTBYIOIINE MEPBI IIPEAOCTOPOKHOCTH.

HemenanoMHEI€ 310KaUY€CTBEHHEIC HOB006Da30BaHI/I$I KOXH

VY manueHToB, MOJIyYaBIIMX TEpanuio mpemapatoM MmOpyBHKa, OTMeudaanch HEMETAaHOMHBIC
3JI0KauYeCTBEHHBIC HOBOOOPa30BaHus KOKU. HeoOxomumMo TimarensHo HaOI01aTh 3a allieHTaMu
Ha IpeIMET BO3HUKHOBEHHSI HEMEJIAaHOMHBIX 3JIOKaYECTBEHHBIX HOBOOOpA30BaHUHN KOXKH.

ApTrepuanbpHasi THIEPTEH3UA

VY nmanMeHToB, MONyYalOMIMX Tepamnuio npernaparoM MMmOpyBuka, oTMedanach apTepHabHas
8
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runepteH3us. Bo Bpems Tepanuu npenapatom HM6pyﬁHk%:Hl%%%ﬁﬁg%Eﬁ%ﬁpE8 '%;i;k'-c'bmb

KPOBSIHOE [aBJICHHE Y TAIMEHTOB, a TAaKKe IpU HEOOXOAWMOCTH HHHULMUPOBATH WM
KOPPEKTUPOBATh aHTUTUIIEPTEH3UBHYIO TEPAIIUIO.

BcnoMorarebHEIC BEIECTBA

JlanHbIi1 mpemnapat coaepxut Menee 1 Mmmoib (23 Mr) Hatpust Ha 103y 140 Mr, TO €CTh IO CyTH HE
COIEPIKUT HATPHUSL.

4.5. B3aummopeiicTBHe ¢ JAPYrMMH JIeKAPCTBEHHBIMH MNpenapaTtaMd M JApyrue BHJbI
B3alMOeliCTBUSA

B merabonu3me nOpytunnba ygactByer npeumyinectBeHHO n3odepmeHT CYP3A4.

IIpemnaparsl, cocOOHBIE MOBBIIATH KOHIIEHTPALIMIO HOPYTUHUOA B TUIA3ME

Crnenyer u3berarb COBMECTHOTO IpUMEHEHUs npenapara MIMOpyBHKa M MOIIHBIX HMHTHOUTOPOB
nzodepmenta CYP3 A4, moCKoJIbKY yMEpPEHHBIE U MOIIHBIC HHTHOUTOPHI n3odepmenta CYP3A4
CITOCOOHBI TIOBBIIIATH KOHIICHTPAITUI0 HOPYTHHHOA.

Mownvle uneubumopwt uzogpepmenma CYP3A4

B pesynbrare cCOBMECTHOTO MPUMEHEHHUS] KETOKOHAa30ja (MOIIHOTO MHTHOWTOpa M3odepMeHTa
CYP3A4) c ubpyruanboMm y 18 310pOBBIX T0OPOBONIBIEB OBLJIO OTMEUEHO YBEIUYEHUE
skcno3uuu HOpyTHHHOA (Cmax 1 AUCo1ast) B 29 1 24 paza cooTBeTCTBeHHO. B mccnenoBannu
B3aMIMOJICHCTBHSI MEXIY JICKapCTBEHHBIMH IIpermapaTaMu y TAleHTOB ¢ B-KIeTOYHBIMU
37I0KaQUY€CTBEHHBIMU OMYXOJISIMH COBMECTHOE MPUMEHEHHE C BOPUKOHA30I0M YBEIUUUBATIO Cmax
n AUC wubpytunuba B 6,7 um 5,7 paza COOTBETCTBEHHO. B KIMHHYECKUX WCCIICIOBAHMIX
MakcuMaibHasi HaOmonmaBmiascs KoHmeHTpauus uopyruaub6a (AUC) y 37 manueHTos,
NOJTYYaBIIUX JETKUE W/HIN yMepeHHble HHruouTopsl n3opepmenta CYP3 A4, Obiia MakcuMyM B
2 pa3a BbIIIE COOTBETCTBYIOUICH KOHILIEHTPAlMH Yy 76 OOJNBHBIX, KOTOpBIE HE MOIy4aau
COMYTCTBYIOIIYIO Tepanuio uHruouropamu uzodepmenta CYP3A4. Tlo pesynbraram
paccMOTpeHHs] JaHHBIX [0 KIMHUYECKOW Oe30macHOCTH Yy 66 MalMeHTOB, MOJIyYaBIIUX
ymepenHbie (n=47) unu MomHble (n= 19) unruburopsr uzodpepmenta CYP3A4 He ObLIO
BBISBJICHO 3HAUYMMOTO YBEIUYEHHUS TOKCHYHOCTH. BOpHKOHA301 M TMO3aKOHA307 MOTYT
NPUMEHSTBHCSI COBMECTHO ¢ mpemapaToM VMOpyBuKa mpu COOMIOACHUHM PEKOMEHIAlUN IO
JIO3UPOBAHHUIO, yKa3aHHBIX B TaOmmie 5. HeoOxoammo wn30eratb COBMECTHOTO NMPHUMEHEHHS
uOpyTMHNOa CO BCEMH OCTaJbHBIMH MOUIHBIMH MHrHOuTOpamu uzodpepmenta CYP3A4
(Harmpumep, KETOKOHA30JI, HHAWHABUD, HEN(PUHABUD, PUTOHABUD, CAKBUHABUP, KIAPUTPOMHUIIUH,
TETUTPOMHUIINH, UTPAKOHA30J1, He()a3010H U KOOUIIUCTAT), a TAKKE PACCMOTPETh BO3MOXKHOCTH
NPUMEHEHUS aJlbTEPHATUBHBIX MPENaparoB C MEHBIIUM [OTEHIMAJIOM HHTUOMpPOBaHUS
mzopepmenta CYP3A4. Eciu mnoreHuuanbHas TOJb3a OT TNPUMEHEHHUS IE€PEBELIMBACT

BO3MOXXHBI PHUCK U HEOOXOAMM TpueM MoIIHOro uHruouropa msodepmenta CYP3A4, To
9
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HE0OXO0/IMMO CJIE0BaTh PEKOMEHALMAM I10 KO peKuHH':%E;;%ﬁﬁ&gg%5@%&5‘3:' uld)

Ymepennvie u cnabdvie uneubumopwt uzogpepmenma CYP3A4

VY manueHToB ¢ B-KJI€TOUHBIMU 3JI0KaYECTBEHHBIMH OITYXOJISIMH COBMECTHOE MPHUMEHEHHE C
uaruouTopom nzodpepmenta CYP3 A4 spurpoMuninHoM yBeTHMIUBAIO Cmax 1 AUC nbpyTrHHOa
B 3,4 u 3,0 pa3a cooTBeTcTBeHHO. ECiii IOKa3aH mpueM yMepeHHOTo MHTHOUTOpa n3odepMenTa
CYP3A4 (manpumep, (aykoHa30Jsl, SpUTPOMHUIIMH, AMIIPEHABUp, AalpenuTaHT, aTa3aHaBUD,
munpodIoKcanuH, KpU30THHMO, JAuiTHaszeM, ¢ocaMIpeHaBUp, HUMATUHUO, BepamaMui,
aMHMOJApOH, JAPOHEAAPOH) CIEAyeT YMEHbIIUTh 103y mpenapara MmOpyBuka, coryiacHo
PEKOMEHAALUSAM 10 KOPPEKIIUHU 103bl, yKa3aHHBIM B Ta0muie 3.

He Tpebyercst KOppeKIMH J03bl NPH COBMECTHOM IPHUMEHEHHH HOpyTHHHOA cO ciaadbiM
unruouropom m3opepmenta CYP3A4. Crnenyer oOecrieuuTh TIIATENbHOE HAOIMIOACHUE 32
IPOSIBIIEHUSIMU TOKCUYHOCTH Y NMAlMEHTOB, U B CIy4ae HEOOXOJMMOCTH MPOBOAUTH KOPPEKLIUIO
71036l COIJIAaCHO PEKOMEHJALMsIM 110 KOppeKUuu 103bl. Bo Bpems Tepanuu mpenaparom
NmbpyBuka criemyeT nzderath ynoTpedsieH!s B MUILY TPeindpyToB U MOMEPAHLIEB, TOCKOIBKY
3TH (PPYKTHI COZIEpKAT yMEpPEHHbIe MHTHOUTOPHI n3ohepmenta CYP3A4.

Taoauna 3. PekoMeHgauum no KOppeKmun A03bl.

IIpenapar,
r NpUMeHsIeMblil Pexomennpyemas 03a npemapara
nna
Py COBMECTHO € NmOpyBHKa HA BCeM NMPOTSKEHUM NMpueMa
NanueHToB
npenapaToM uHruduropa nzogpepmenta CYP3A4*
NmopyBuka

420 mr unu 560 Mr 1 pa3 B CyTKH, COTJIaCHO

Cnabpie  MHTUOUTOPHI
MOKa3aHMIO K TPHUMEHEHHIO.

m3odepmenta CYP3A4
Koppekrius 10361 HE TpeOyeTcs.
YMepeHHble
ITanuenTs! ¢ B- P
UHTHOUTOPBI 280 mr 1 pa3 B cyTKH.
KJIETOYHBIMH
m3odepmenta CYP3A4
37I0Ka4€CTBEHHBIMU
Bopukonazon
OITyXOJISIMU
ITo3akoHa30:1 B 03¢ He
6omee 200 mr 140 mr 1 pa3 B CyTKH.

CYCIIEH3MH 2 pa3a B

CYTKHU
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Heo6Xd Ao = JH0diath - chpmeciadro

NPUMEHEHUS, a  TaKkKe  pPacCMOTPETh
BO3MOXHOCTb NMPHUMCHCHUSA AJIbTCPHATUBHBIX
npemnaparon C MCHBIIIUM IIOTCHIMAJIOM
uHruouposanus nzopepmenta CYP3A4.

[lpy  HEoOXOAMMOCTH  KPAaTKOCPOYHOTO
npuemMa (HampuMmep, B KadyecTBE TepaIuu

Hpyrue Momiabie .
Py uHpekMu B TedeHWe He Oosee 7 qHel)

WHTUOUTOPHI
uzopepmenta CYP3A4
[To3akoHazon B Oornee

ClieyeT TPUOCTAHOBUTH TPUEM Tpernapara
NmbpyBuKa.

% Ecin NOTCHIMAJIbHAA MOJIb3a OT NPUMCHCHHUA
BRICORIX A05aX MIEPEBEITUBACT BO3MOXHBIH  PUCK U
HEOOXOoAMM JUIMTENbHBIN (Oonee 7 mHE)
MpUEM MOIIIHOTO HHTHOUTOpa Hn30(depMeHTa
CYP3A4, To HEOOXOUMO YMEHBIIUTH 103y
npenapara MmoOpysuka o 140 mr 1 pa3 B
CyTKH Ha BCEM TMPOTSHKEHUU IpueMa

uHruouropa mopepmenta CYP3A4.

Cnabeie  uHTHOUTOPHI | 420 MT 1 pa3 B CyTKH.
m3odepmenta CYP3A4 | Koppekuust 10361 He TpeOyeTcs.

YMepeHHbIe
P 420 mr 1 pa3 B CyTKH.
WHTUOUTOPHI K 5
OPPEKIHS 1036l HE TPeOyeTCsl.
uzopepmenta CYP3A4 PP peby
BopukoHnason
ITo3akoHa30:1 B 03¢ He
6omee 200 mr 280 mr 1 pa3 B CyTKH.
CyCIICH3UH 2 pa3a B
CYTKH
[TarmeHTE! C ITozakonaszon B Ooiee
. o 140 mr 1 pa3 B cyTKw.
XPOHUYECKON BBICOKHX J03aX
peakuuein HeobOxomnumo n30erarhb COBMECTHOTO
«TpaHCIIaHTAT NPUMEHEHUS, a  TaKkKe  PacCMOTPETh
IIPOTUB XO3SHHA» BO3MOXXHOCTh TPHUMEHEHHUS allbTEPHATUBHBIX
IpernapaToB ¢ MEHBIIUM  MOTEHIIHUAJIOM
uHruouposanus nzopepmenta CYP3A4.
[Ipy  HeoOXOAMMOCTHM  KPaTKOCPOYHOIO
Hpyrue MOIIHBIE
npueMa (HampuMep, B KauecTBe Teparuu
WHTUOUTOPHI o 5 . )
uHpeKInMu B Te4YeHWe He Oonee 7 AHEH
uzopepmenta CYP3 A4

ClieqyeT TPUOCTAHOBHUTH TPUEM Tpernapara
NmbpyBuKa.

Ecnu moTeHnmanpHas moib3a OT MPUMEHEHUS
NEpEBEIINBACT  BO3MOXHBIM ~ PUCK |
HEOOXoAMM JUIMTENbHBIN (Oonee 7 mHEM)
MpUEM MOIIHOTO WHTHOUTOpa H30(depMeHTa

11
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CYP3NA 6 TREB6KRG M0 rm it 703y

npenapata MmOpyBuka no 140 mr 1pa3 B
CYTKM Ha BCeM TPOTSHKEHHHM TpueMa
uHruouropa mopepmenta CYP3A4.

* — creyeT HAOMIOAATH 32 HEXKENATeILHBIMU SIBJIICHUSIMU TIpenapaTta IMOpyBuKa 1 1pu HEOOXOAUMOCTH
MIPHOCTaHABINBATEH TEPAIHIO WU MPOBOJUTH KOPPEKIIHIO JO36I.

** — mozakoHazon B 1o3e 200 Mr BHYTpH B BUJIE CYCIIEH3UH 3 pa3a B cyTkd win 400 Mr BHYTph B BHJE
cycneH3un 2 pasa B cyTku; 300 Mr B BUIe BHYTPUBEHHBIX HHBEKIHMA 1 pa3 B cyTku; 300 MT BHYTPh B BHJIE
Ta0JIETOK MPOJIOHTHPOBAHHOTO JACHCTBHSI 1 pa3 B CyTKH.

[Tocnie ormennl uHrnouropa wuzodepmenta CYP3A4 tepanuto mnpemaparom HWMOpyBuka
NPOJIOJDKAIOT B TIEPBOHAYAIEHOM J103€.

IIpenaparsl, cnocoOHBIE YMEHBINATH KOHLIEHTPALUIO HOPYTUHUOA B IJIa3ME

B pesynbraTe COBMECTHOTO HpuUMEHEeHMs mnpenapara MMOpyBHKa ¢ MOIIHBIMH WHAYKTOpaMH
nzodepmenta CYP3A4 cHmKeHHE KOHICHTPAIMU MOPYTHHHOA B IJIa3ME MOXET COCTaBIISAThH 0
90 %.

Crnenyer wu3berarb COBMECTHOTO NpUMEHEHHs HOpPyTHHHOA C MOIIHBIMH HHAYKTOpaMH
uzopepmenta CYP3A4 (mampumep, kapOamazenuHoM, pupaMIUHOM, (PEHUTOMHOM H
npenapaTramu, COJEPKAIUMH SKCTPAKT 3Bep0o00s mpoasipsiBiieHHOTO (Hypericum perforatum)).
Crnemyer paccMOTpPETh BO3MOKHOCTD MCIIOJIb30BAHUS aIbTEPHATHBHBIX MPENAapaToB ¢ MEHBINICH
UHIYIHMPYIONIEH aKTUBHOCTHIO B oTHOIEHUU n3odepmenta CYP3A4.

ITpenaparsl, KOHIICHTPAIMS KOTOPLIX B INIA3ME MOKET MEHATLCS O] ASHCTBUEM I/IGDVTHHI/IGa

I[To pe3ynpTaTaM UCCIIENOBAaHUM in Vitro HOPYTHHHO SBIIIETCS C1a0BIM 0OpAaTHUMBIM HHTHOUTOPOM
uzopepmentoB CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 u CYP3A4/5, u He
NOKa3bIBAaeT 3aBUCUMOTO OT BpeMeHH uHruouposanusi CYP450. IuruapoanoiasbHbiil MeTaboauT
ubpytunmnba sBisercss cnadbbivM uHruOutopom mzopepmentos CYP2B6, CYP2C8, CYP2C9 u
CYP2D6. Kak uOpyTtuHHO, Tak W €ro JUTHAPOJUOILHBIM META0OJUT B YCIOBHSIX N Vitro
obnmamanmu He Oonee, yeM ciaaObIM HMHIYIUPYIOMHM 3(P(EKTOM B OTHOIICHUH aKTHUBHOCTH
uzopepmentoB CYP450. Opnako B UCCIEIOBaHMM JICKAPCTBEHHOTO B3aUMOJCHCTBUS Y
NAIMEeHTOB C B-KIETOYHBIMU 3J10KaYECTBEHHBIMH OIyXOJIIMH HOPYTMHUO TpPU OZHOKPATHOM
npueMe B o3¢ 560 Mr He oKa3blBaJl KIMHUYECKH 3HAYMMOIO BIMSHHUA Ha KOHIEHTPALUIO
cyocrpata mzodepmenta CYP3A4 mupmazonama. B xome Toro ke HcCClIeqOBaHUS Tepamnus
uOpyTHHHOOM B g03¢ 560 Mr B CYyTKM B TEUEHHE 2 HElENb HE OKa3blBaJla KIMHUHHYECKU
3HaYMMOTO0 3(pekTa Ha papMaKOKMHETUKY IEPOPATBLHBIX KOHTPALENTUBOB (STHHUIACTPAIUOI U
neBoHoprecTpen), cyocrtpara u3odepmenta CYP3A4 wmupazonama u cyoctpara CYP2B6
OynponuoHa.

[o pesynbraTam ucciaenoBaHui in vitro nOpyTHHHUO He siBIsieTcs cyocTpaTtoM P-rimkonporenHa

WIN APYTUX OCHOBHBIX TPAHCIOPTEPOB, 3a uckmoueHrneM OCT2. JIuruipoanonbHblii METaboIuT
12



el

H-' OTUETY

L

U Ipyrue MeTaboIUuTHI ABISAIOTCA cyOcTpaTaMu -rnnxoﬁngeﬂ-{l:a']H@by-lr_g%BnﬂE‘fc;} Yrabim

UHTUOUTOpOoM P-rnmkonporenHa u Oenka Pe3UCTEHTHOCTH paka MosouHO# xene3sl (BCRP).
CucremHoe B3auMojeiicTBue HOpyTHHMOa C Ipenaparamu, SBISIIOIIMMHCS cyOctpatamu P-
[JIMKONIPOTENHA, HE TMpeAnojaraercs. TeM He MeHee, Helb3s MCKIIOUYUTh BO3MOXKHOCTD
WHTUOMPOBaHKS MOPYTHHHOOM KuieuHoW ¢dopmbl P-rmukonporenna u BCRP mocne mpuema
Ipenapara B TEpAeBTHUECKUX J03aX. B HacTosmiee BpeMst OTCyTCTBYIOT KIMHUUYECKUE JaHHBIE.
C 1nenpl0 yMEHbBIIEHUS BO3MOXKHOCTH B3aUMOJEHCTBUS B IKEJIYAOYHO-KHUIIEYHOM TPAKTE,
cyocrpatel P-rmukonporenHa wim BCRP ¢ y3kum TepaneBTHYECKUM HWHIEKCOM (Hampumep,
JTUTOKCHH WJIM METOTpPEKCaT) MOJIKHBI MPUHUMATHCS C MHTEPBAJIOM HE MeHee 6 4acoB 0 WU
nocie nmpuema npenapara MMOpyBuka. MOpyTHHHO TakKe MOKET CUCTEMHO HHrnOnpoBaTh BCRP
Y TOBBIIATh KOHILIEHTpALMIO NpenaparoB, KoTopele nonasepratrorcs BCRP-onocpenoBanHOMY
nedyeHouHoMY 3¢ GIIroKcy (HarpuMep, po3yBacTaTHH).

4.6. DepTUIBLHOCTH, 0€PEMEHHOCTH U JIAKTALMS

JKEeHIIMHEI C IETOPOIHBIM ITOTEHIHAIOM (KOHTPALIEIIINA Y MYKYAH U JKEHIINAH )

CriocoOHBIE K IETOPOKICHHUIO KEHIIUHBI JOJHKHBI UCIOJB30BaTh BBICOKOI(P(PEKTUBHBIE METOIbI
KOHTpAIEIIIUKA BO BpeMs npuema npenapara UmOpysuka. Heo6xoaumMo n3berarh HaCTYIICHUS
OEpeMEHHOCTH BO BpeMs Tepanuu mpenaparoM MmMOpyBuKa, a Takke B TeueHue 1 Mecsiia mocie
OKOHYaHUs Tepanuu. Ecii y TaIlMeHTKH HacTynmuwia OEpeMEHHOCTh BO BpEMs TEparuu, ee
HEOOXOUMO TIPeayNpeAnTh O BO3MOXKHOM Bpeae mans 1miona. [lepuon BpeMeHHU TMocie
3aBepIICHUs Tepanuu mpemnaparom MMOpyBHKa, ocie IPOX0KISHUS KOTOPOTO KEHITUHA MOYKET
3abepeMeHeTh 0e3 Kakoro-11u00 Bpea s 1J10/1a, B HACTOSIIEe BPpeMsl HEU3BECTEH.

My>urHaM HeoO0XoauMo u30erath 3auaTsi peOCHKa M JIOHOPCTBA CHEPMBI BO BpEMs Teparuu
npernapatoM IMOpyBUKa 1 B TeUeHUE 3 MECSIIEB TOCIIE €€ 3aBEPIICHUS.

bepemeHHOCTD

K HacrosimieMy MOMEHTY HET KOHTPOJHPYEMBIX HCCIIeIOBaHUN Tmpernapara MMOpyBuka y
OepeMeHHBIX XeHIIUH. [lo pe3ynpTaraM HcClIeOBaHUM y KHUBOTHBIX, mpemapar MmOpyBuka
CIOoCOOCH MPUYMHUTH BPEJ IJIONY B Cllydae MPUMEHEHHs Y OCpEeMEHHBIX KCHIIUH (CM. pa3zen
5.3).

[Ipenapar IMOpyBrKa MpOTUBOIIOKA3aH K TPUMEHEHHIO BO BpeMsi 0EpEMEHHOCTH.

JlakTanus

B Hacrosiiiee BpeMsi HEU3BECTHO, BBIJCISACTCS JIM HOPYTHHHUO WIIM €r0 METa0OIUTHI C TPYIHBIM
MOJIOKOM y 4YenoBeKa. [I0CKOJIbKy MHOTHE TMperapaThl BBIACISIOTCS C TPYIHBIM MOJIOKOM Y
YEJIOBEKa, M BCIICICTBUE BO3MOXHOCTH BOSHUKHOBEHHS CEPbE3HBIX HEXKEIATECIbHBIX PEaKIUl y
HAXOJSIIUXCS HAa TPYIHOM BCKapMJIMBAaHUM MJIQJICHIIEB, CIEAYeT TPEKPaTUTh TPYyIAHOE

BCKapMJIMBaHME BO BpeMsl Teparuu npenaparom MMOpyBuka.
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4.7. BausiHue Ha CIMOCOOHOCTH YNPABJATH Tpancnﬂﬂ%%ﬂﬁrﬂ'@ﬁ@nﬁ%ﬂﬁﬁTﬁa%é'@é"}b c

MeXaHH3MaMH
VY manueHToB, MPUHUMAIOLINX Npenapar MIMOpyBHKa, OTMEUaINCh YCTAJIOCTh, TOJIOBOKpPYKEHUE
U acTeHWs. DTO JODKHO NPHHHUMATHCS BO BHHMAHHE IPHU OICHKE CIIOCOOHOCTH MAaIlUeHTa K
YIPAaBJICHUIO TPAHCIIOPTHBIMH CPEICTBAMU U MEXaHU3MaMH.

4.8. He:xkenaTesibHbIE peaKIUU

Pesrome npoduiis 0esonacHocT

JlaHHbBIE O HEXeNaTeNbHBIX PEAKIMSIX OCHOBaHBI HA JAHHBIX, MOJTYYEHHBIX B X0J1€ KIMHUYECKUX
MCCIIEIOBAHUI U B MOCTPETUCTPALIMOHHBIN EPHOI.

Haunbosnee yacto HaOMIOAABIIUMUCS HEKENATEIbHBIMU peakuusimMu (> 20 %) sBnstoTcs: auapes,
HEUTpOIIEHHs, ChIlb, CKEJIETHO-MBIIIEYHasi 0O0Jb, KPOBOTEUYEHUS (HANpUMeEp, KPOBOIIOATEKH),
TOILHOTA, TPOMOOLIMTONICHU S, apTPANTHsl, UHPEKINN BEPXHUX JbIXaTEIbHbBIX IMyTEH U MUPEKCHSL.
Haubonee vacto HaOmOAaBIIMMUCS HEXENATEIbHBIMU peakuusMu cteneHun 3 u 4 (=5 %)
SBIISIOTCS: HEUTpOINEHHs, JUMQOLUTO3, TPOMOOIMTONCHUS, ITHEBMOHUS, apTepHalibHas
THIIEPTEH3US U ChITIb.

TabauyHOE pe3roMe HEXKENATEIbHBIX PEAKIINT

HexenarenbHble peakiiuy, CBA3aHHBIE C TepaNuel, MPOBOJAUMON y MAlMEHTOB ¢ B-KIeTOUYHBIMU
3JIOKAYCCTBCHHBIMHA OITyXOJIAMU )41 HEXKCIIATCIbHBIC pcCaKknuu, OTMCUYCHHBIC B
HOCTpGFHCTpaHHOHHBIﬁ nepuon, NpuBCACHLI B Ta6JII/II_[e HHNXKE B COOTBETCTBHUU C CHUCTCMHO-
OpraHHBIMHU KJIACCAaMU U C paclpeiesieHueM I0 4acTOTe BO3HMKHOBeHMs. Kareropuu 4actoTsl
OTIPENIETISIOTCS CASAYIOIIMM 00pa3oM: o4eHb yacTo (> 1/10), wacto (> 1/100, Ho < 1/10), HewacTo
(> 1/1000, 1O < 1/100), peaxo (= 1/10000, Ho < 1/1000), ouers peaxo (< 1/10000).

B npenenmax OIHOM TIpyNIlbl 4acTOThl HEXKEJIATEIBHBIC PEAKLUU PACIOJIOKEHBI B IOPSAIKE
yOBIBaHUS UX CEPHE3HOCTH.

Tabuauna 4. HeskennatelbHble peaKkilu, CBSI3aHHbIE ¢ Tepanueid, MPOBOANMOM y MallUEHTOB
¢ B-K/IeTOYHBIMH 3/10KAYeCTBEHHBIMM ONYXOJSIMH, M HeKeJaTeJlbHble PeaKkUHu,

OTMe4YeHHbIE B IOCTPErHCTPAIMOHHBIN MEePHOJ

CHCTeMHO-OPraHHbIi KJ1acc YacroTa HexenarenbHble peakumu

WNudeknynn u naBa3uM Ouens yacto [MaeBmonus '

Nudexnum BepXHUX IBIXaTEIbHBIX
nyTen
Nudexmumn KOXKH'

Yacro Cercuc'?
NHdexnnmn MoueBBIBOASAIINX My TEH
Cunycur!

Heuwacro Kpunrokokkopas undexius'

14
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T Hiesmortic tras Hnderms > <!
Acneprunnes'

PeaxtuBanus remnatura B3

JloOpokadecTBEHHEIE,
37I0KaUECTBEHHBIC U HEYTOYHCHHBIC
HOBOOOpa30BaHMs (BKJIIOYAsT KHCTHI
Y TIOJTATIBI)

Yacto

HeMenaHOMHBIH pak KOXKH'
Ba3albHOKIETOUHAs KapIUHOMA
[110CKOKIETOYHAS KApIIHOMA

Hapymienust co croponbsl kpoBu u | OueHb 4acTo Heiutrponenus
TUM(ATHIECKON CUCTEMBI TpomOouuToneHus
Yacro DebOpuibHast HEUTPOTIEHUS
JleikonuTo3
JlumdponmTos
Penxo JletikocTas
Hapymenust co croponsl ummyHHoOM | Hacto WNurepcruninanpHbie  3a00J1€BaHUS
CUCTEMBI nerkux >4
Hapymenns MeTaboan3Ma u | Yacro I'mnepypukemus
MATAHUS
Heuacto CunapoM nusnca omyxonu®

Hapymienust co cTopoHsI HEpBHOU

OuyeHp 9acTo

T'onoBHas 0oib

CUCTEMBI Yacro Hepudepuueckas HeiiponaTus '
I'onmoBokpy:xeHune
Heuacto Octpoe HapylIeHHME MO3rOBOTO
KpoBooOpareHns >
Tpan3zutopHas HIIEMHUYECKas
araka®
Wmemuyeckuit uHCyapT>
Hapymenust co croponsl oprana | Hacto HeuetkocTh n300paxeHus
3peHus Heuacto Kpoomsnusuue B rias3'2
Hapymenus co ctoponsl cepaia Yacto OubpHILIAIINS PEACEP U
CeprieyHas HEJOCTATOYHOCTH
Heuacto JKenynoukoBas TaXuapuTMus '

Hapy1enust co cTopoHBI COCyI0B

OuyeHp 4acTo

Kposoreuenus '~

KpOBono;[TeKI/I1
ApTepuanbHas runepreHsus’

Yacto HocoBoe kpoBoTeueHue
[Terexun
Heuacto Cy6ypanpHas reMaToma’

KenynouHo-KHUIlIEYHBIE HAPYILIEHUS

OuyeHp 4acTo

Muapes
PBota
Cromarut!
TomuoTa
3anop

Jucnencus

Hapymenust co cTOpOHBI MeYeHu U

Heuacto

[MeyeHOUYHAS HEIOCTATOUHOCTD >4
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KCIYCBBIBOOAIIUX HyTeﬁ

(MMpCNEOOBATENBHOCTE 0002)

Hapymenust co croponsl koxu u | O4eHb 4acTo

Chpimp!

HOAKOXKHBIX TKaHEN Yacto

Kpanusnuua*
Dputema*
Onuxoxnasus®

Heuacto

AHTHOHEBPOTHYECKHI OTEK?
[Manaukymat!*
HeiirpodunbHelii nepmatos!

Penxo

Cunypom Ctusenca-Jxoncona*

Hapymenus co cTopoHb! | O4eHb yacTo

MBIIICYHOM, CKEJICTHOM u

COETUHUTEILHON TKaHU

Aptpanrus
Merieussie cria3Mel
CKeJeTHO-MBbIIIeYHast 60ITh !

OO6mwme HapymieHuss W peaknuu B | Yacto

MECTC BBCACHUA

Jluxopanka

[Mepudepuueckue oreku

1 — BKJIIOYAET HECKOILKO TCPMUHOB HCIKCIIATCIIbHBIX pCaKL[I/Iﬁ

2 — BKJIIOYAET CMEPTEIBHBIC HCXOIBI
3 — BEIOpaH TEPMHUH HA3KOTO YPOBHS

4 — CIIOHTaHHEBIC C006H_IGHI/I}I BO BpEMs MOCTPECTUCTPALIMOHHOI'O IICpruoaa
5 —4gacroTa paccurTaHa ¢ UCIOJb30BAHUCM NAHHBIX KIMHUYCCKUX I/ICCJ'IC,Z[OBaHI/Iﬁ MOHOTCpanun

Taoaunma 5. HexesatejJbHble peakuuu,

oTMedYeHHLIe ¢ 4actoToii >10 %

B Xojae

KJIMHHYECKUX HCCJIeJOBAHNN y NAallMEHTOB ¢ XPOHMYECKOW peaKunued «TPaHCIUIAHTAT

NMPOTUB X03AUHA»

CucreMHO-0praHHbIil Kjace

HeskenareabHble peakiuu

WNudexkunn u nHBa3uu ITreBMoHHMg*
Nudexknun  BepXHUX  JbIXaTEIbHBIX
nyTen
Cencuc*

Hapymennst Mmerabonv3ma ¥ MUTaHUS [M'unokanuemus

Hapymenust co cTopoHbl HEPBHOW CUCTEMBI

T'onoBHast 6016

Hapymienust co cTopoHbl cOCyA0B Kposoreuenus™
Hapymienust co cTopoHsl nbixarenbHoi cuctemsl, | Karens
OpraHOB I'PYJIHOMN KJIETKH U CPEIOCTEHUS Oppika
KenyiouHo-KUIIEUHbIE HAPYIIEHUS Huapes

Cromatut*

TomHoTa

3amnop
Hapyuienust co CTOpOHBI KOXKH M TTOJAKOKHBIX Kposomoarexku™
TKaHeu Chirp*

Hapymienust co cTOpoHbI MBIIIIEYHOM, CKEJIETHON U
COCTUHUTEILHON TKAaHU

MpuleyHEIe cria3Mbl
CkeJeTHO-MbIIIeuHas 00Jb ™
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OO1mue HapyIIeHHs ¥ PeaKIMi B MECTE BBEACHHUS Yithitocg - BA TENTEAUL TE UUUL]

Jluxopagka
[Mepudepuueckue oTeku

TpaBMbl, HTHTOKCHKAITMU U ocaokHeHus pouenyp | [lanenus

* — BKIIIOYAET HECKOJIEKO TCPMUHOB HEXKEIATCIIBHBIX peaKuHﬁ

Onucanue OTJICILHBIX HEXKEIATCIbHBIX PEeaKIIUM

Ilpexpawenue mepanuu u cHudxicenue 003bl BCNEOCMBUE BO3HUKHOBEHUS HEHCeIameNbHblX
peaxyuii

Cpenu maiueHToB, MOJy4aBIIMX Tepamnuio npenaparom MMOpyBuka B cBsi3u ¢ B-kieTouyHbIMU
3JI0KQYE€CTBEHHBIMH OMYXOJISIMHU, OKOJIO 8 % MpeKpamiaii TEpAnuio BCIEACTBUE BOSHUKHOBEHHS
HEKeNaTeNbHBIX peakiui. Takue HeKeIaTenbHbIE PEaKIMU BKIIOYATH ITHEBMOHUIO, CHIIlb,
GUOPHILTALINIO TIPEICePAN, HEUTPONIEHUIO, TPOMOOIIUTONIEHUIO, KPOBOTECUCHUS U AUAPEIO.
HexenarenbHble peakuuy, TPUBOAMBIINE K CHMXKEHHIO J03bl, OTMEYaInch pumepHo y 10 %
MalUEeHTOB.

Tootcunvie nayuenmoi

Cpeau manueHToB, MOJNYYaBIIMX Tepanuio mpernapatroM MmOpyBuka, 55 % Obutu B Bo3pacte
65 net u crapue. B 3Tol rpynne nauMeHToB Yalle OTMEeYajlach MHEBMOHUS CTENEHU 3 U BBIIIE
(14 % mauueHTOB B Bo3pacTte 65 JeT u cTapiie 1o cpaBHEeHUIo ¢ 4 % Oosee MOIOABIX TAIlMEHTOB)
u TpomOonuronenus (12 % manueHToB B Bo3pacte 65 JET U cTapiie 1mo cpaBHeHHIO ¢ 5 % Oornee
MOJIOJIBIX TTAIIUEHTOB).

COO6H_ICHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

Baxxno coo0mare 0 MOJ03peBaeMbIX HEXKENATENbHBIX peakIUsiX I[0Clie pPETUCTpaluu
JICKapCTBEHHOTO TIperapara ¢ melibio 00ecredeHnsl HeMPephIBHOTO MOHUTOPUHTA COOTHOIICHHUS
«TOJbh3a — PHUCK» JIEKAPCTBEHHOTO Tpernapara. MeTuIuHCKUM pa0OTHUKAM PEKOMEHIYeTCs
coo01aTe O JIIOOBIX MOJ03pPEBAaEMbIX HEXKeNaTeIbHBIX PEeaKIUsAX JEKapCTBEHHOIO Ipernapara
yepe3 HallMOHAIbHBIE CUCTEMbI COOOUICHHS O HEXENaTEebHBIX PEaKIUsiX rocyJapcTB — YJICHOB
EBpa3uiickoro 3K0HOMHUYECKOr0 COI3a.

Poccuiickas @eoepayus

denepanpHas cnyx0a mo Haa30py B chepe 3npaBooxpanenus (PocsnpaBHanzop)

Anpec: 109012, r. MockBa, CnaBstHcKast miomanis, a. 4, ctp. 1

Ten.: +7 800 550 99 03

On. mouta: pharm@roszdravnadzor.gov.ru

Caiit: https://roszdravnadzor.gov.ru

Pecnyonuxa Kazaxcman

PI'TI na [IXB «HammoHanbHBIA LEHTP 3KCIEPTU3bI JIEKAPCTBEHHBIX CPEACTB U MEAULMUHCKUAX

u3nenuity Komurera MeaMuUMHCKOTO W (apMaleBTUYECKOr0 KOHTpOJis MuHHCTEpCTBa
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(NOCNEOQCBATENBEHOCTL 0002)

3npaBooxpaneHus Pecny6nuku Kazaxcran

Anpec: 010000, r. Acrana, ya. A. Imanosa, 1. 13
Ten.: +7 (7172) 78-98-28

On. moura: pdlc@dari.kz

Caiit: http://www.ndda.kz

Pecnybnuxa benapyco

VII «LIeHTp 3KCIIEepTU3 U UCIIBITAHUH B 3(PaBOOXPAaHEHUN»
Anpec: 220037, Munck, ToBapuilieckuii nep., 2a

Ten: +375 (17) 242-00-29; ¢paxc: +375 (17) 242-00-29
On. nmoura: repl@rceth.by, rceth@rceth.by

Caiit: https://www.rceth.by

4.9. [lepeno3upoBka

CuMITOMBI

Jlannbie 0 mepeno3upoBke mpemnapatoM MmOpyBuka orpanudeHsl. B uccnegoanuu I dassl, B
KOTOPOM TAIMEHThl TOJy4Yald JaHHBIA mpemapaT B 1o3e g0 12,5 mr/kr/cyt (1400 mr),
MaKCcHUMaJbHas MepeHoCUMast J103a He OblIa IOCTUTHYTA.

Jleuenue

CneruduyHblii aHTUAOT s npenapata MmOpyBuka otcytcrByeT. HeoOXoamMo TmiaTenbHOE
HAOIIO/IEHUE 32 COCTOSHUEM MAIMEHTOB, MPUHSBIINX /03y BBIIIE PEKOMEHIYEeMOH, a Takke

MPOBEJICHUE HAUIEKAIIEH TOAAEPKUBAIOIIEN TEPATIUH.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoaMHaMHYeCKHe CBOMCTBA

dapmakoTepaneBTHUECKas TpyIia: IPOTHUBOOITYXO0JIEBbIE CPEICTBA, MHTUOUTOPHI TPOTEUHKHUHA3;
UHTUOUTOPHI TUpO3uHKUHA3b!I bpyTona (BTK).

Kon ATX: LOIELOL.

MexaHu3M IeHCTBUS

No6pyTrHUO sBISETCS MOLIHBIM HU3KOMOJEKYJISIPHBIM MHTHOUTOPOM THPO3UMHKHHA3bl bpyToHa
(TKB). Mo6pyTnHHO 00Opa3yeT KOBaJIEHTHYIO CBSi3b C HUCTeHHOBBIM octaTkoMm (Cys 481) B
aktuBHOM 1ieHTpe TKDB, mpuBoast k cTOWKOMY MHTHOMPOBaHUIO (PEPMEHTATUBHON aKTHBHOCTH.
TKDB, sBastomasica mpeacTaBUTENIEM CEMEWCTBa KHWHa3 Tec, BBICTYNAaeT B KAuyeCTBE BaKHOM
CUTHAJIbHOW MOJIEKYJIbI aHTUTEHHBIX perienTopoB B-kiertok (BCR) 1 MUTOKMHOBBIX PEIIENTOPOB.
Curnanssbii myte BCR 3azelicTBoBaH B maToreHese psjga B-KIETOYHBIX 370Kaue€CTBEHHBIX
HOBOOOpa30BaHMM, BKJIOYas JUMGPOMYy €3 KIETOK MAHTHUMHOW 30HBI, JU(PPY3HYIO
KPYMHOKJIETOUHYI0 B-knetounyro numdomy, ¢ouukyispHyo JuMbomy u B-kineTouyHsit
XPOHUYECKHH TUMQPOIUTAPHBIH Jeiiko3/muMpomy u3 Mansix mumdonutos. Kirouesas pons TKB
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B CUTHAJbHON aKTUBHOCTH B-KJI€TOUYHBIX MOBE )XHOCTHL&‘W&@A%B

CUTHAJIBHBIX MyTeH, HEOOXOAUMBIX JUIsI MUTpauuu B-kimeTok, mx xemortakcuca u aare3uu. Ilo
pe3yiabTaraM JOKJIMHUYECKHX HCCIENIOBaHUNA HOPYTHHUO WHTHOMpYyeT mponudepanuo u
BBDKHMBAEMOCTh 3JI0Ka4e€CTBEHHBIX B-KIIeTOK in vivo, a TakKe MUTpalMIo KJIETOK U UX aAre3uIo K
cybctparam in vitro.

WNurubupoBanne TKB ubpyrtunnOom ysenuuuBaer 3aBucuMocTh kieTok XJIJI or BCL-2,
CHUTHAJIBHOTO ITyTH BBDKMBAHMS KJIETOK, B TO BpeMs Kak BeHeToksakc uHruoupyer BCL-2, uto
OPUBOIUT K amonTo3ly. B JOKIMHUYECKUX MOJENAX OIyxosiel komOuHanus uOpyTHHHOA U
BEHETOKJIaKCca IPUBOJIMIIA K YCHIICHHUIO KJIETOYHOTO alloNTO3a U MPOTUBOOITYX0JI€BON aKTUBHOCTHU
10 CPaBHEHUIO C JIOOBIM IIpenapaToM, IPUMEHSIEMbIM B KAUE€CTBE MOHOTEPAIIHH.

JIum@pouuros

B Hawane Tepanmuu y OoNbIIMHCTBA MAalMEHTOB (66 %) ¢ XpOHMYECKUM JTUMGOLUTAPHBIM
JEHKO30M/TUM(POMONA U3 MaNbIX JUM(OIUTOB, IMOJTYYaBIIMX MOHOTEPANHIO IpPernapaToM
NmbpyBuka, HaOm01aI0Ch 00paTUMOE MOBBIIICHUE KOoludecTBa TUMQPOIUTOB (T.e. Ha 50 % u
0onee OT MCXOTHOTO YpOBHS U ¢ aOcomoTHeIMU 3HadeHwsiMu S5000/mMkn u Gonee), 4acTto
COTIPOBOXKABIICECS YMEHBIIIEHUEM auMdaneHonaTuu. IToT 3(PdekT Takxke HaOIogancsa y
HEKOTOPBIX ManueHToB (35 %) ¢ nuM¢pomMoit U3 KIETOK MaHTHUIHOMN 30HbI, MOTYYaBIIKUX Mpenapar
NmbpyBuka. Habmiogaemblii auMQOIUTO3 SBISETCS OTpaKeHHEM (apMaKoAMHAMHUYECKOTO
adeKTa, 1 ero He CIeqyeT paclieHUBaTh Kak MpOrpecCUpoBaHue 3a00JIeBaHUS MIPU OTCYTCTBUH
JIPYTUX KIMHAYECKUX TposiBieHui. [Ipn 06oux 3a00eBaHuAX TUM(OITMTO3 OOBIYHO pa3BUBACTCS
B TEUYCHHE NEPBBIX MecsAlEB JiedueHus mnpernapatoM MMOpyBHuka, M OOBIYHO pazpelaercs ¢
Meananoi 8 u 14 Henenb y MAIMEHTOB C PEHUIMBUPYIONICH WK pedpakTepHOr TuMpoMOon U3
KJICTOK MAaHTHUHHON 30HBI U XPOHUYECKUM JTUMQPOLUUTAPHBIM JICHKO30M/ TUMGPOMON U3 MajbIX
TUMGOLIMTOB COOTBETCTBEHHO (3HaYEHHS BpeMEHH pa3peleHus TumMporurosa coctasisuiu ot 0,1
1o 104 Henenn).

[Ipu npumenenun mnpenapara MMOpyBHKa y NalMEHTOB C XPOHUYECKHM JHMM(OIMTAPHBIM
neiiko3om/ auM@oMONH W3 MaibIX JIMMQOLMUTOB B COCTaBE KOMOWHUPOBAHHOM TEpamuu C
OCHIaAMYCTMHOM W PUTYKCHMAaOOM WJIH ¢ OOMHYTy3yMaOOM JUM(OIIMTO3 OTMeUajcs peako (y
7 % manueHTOB B IpyIine, NpuHUMaBIel npenapar UMOpyBuka + OeHIaMyCTUH + PUTYKCUMaO
[0 CpaBHEHUIO ¢ 6 % ManueHTOB B TIpymie, NpuHUMaBIIed uanebo + OeHgamMyCcTHH +
putykcumad; u y 7 % mDanMeHToB B Tpymnne, NpuHUMaBmiedl mnpemnapar MmOpyBuka +
0o0MHYTYy3yMab 1o cpaBHeHHUIO ¢ | % MmanuMeHToB B rpymme, MPUHUMAaBIIEH XJIopamMOylui1 U
obuHyTy3yMa0). JlumdoruTod He HAOMIOAAICA Yy TAIMEHTOB C MAaKpOTJIOOyIuHEMHUEH
Banbaenctpema, nonmyyasmux npenapat mMOpyBuka.

Arperauus TpoMOOIIUTOB in Vitro

19



COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 20.06.2024 N= 12345

B uccrnenoBanuu in vitro nOpyTHHUO WHTHOMPPBAI HHH}E%SE&%%%M&{'@&%%&%ﬁHm

TPOMOOIIMTOB B 00pa3iax U3 rpymnmsl CyObeKTOB C HAIMYHEM HapyleHUs (QYHKIIMHA TOYEeK WM
NOJyYarmux BapapuH W W3 TPYINIBl 3I0pPOBBIX CyOBEKTOB. BennunHa HMHrHOMpOBaHHS
WHAYUHUPOBAHHON KOJUIAr€HOM arperaudd TPOMOOLMTOB B TpyIHIe CyObEKTOB, MOJIYYarolINX
acmupuH, ObLIa HI)KE, TaK Kak B 3TOM TpyInne HHAYIMPOBAHHAs KOJIJIAar€HOM arperanus
TPOMOOIIMTOB ObUIa TIOHM)KEHA 0e3 ydacTust uOpyTuHn6a. OpyTnHUO HE MpOIEMOHCTPUPOBAI
3HAYMMOTO MHTHOMpPOBaHMS  arperaidl  TPOMOOIIMTOB, CBS3aHHOM ¢ 4 arOHMCTaMH
aneHosunaudocharom (AJID), apaxugOHOBOW KHUCIOTOM, PHUCTOLETHHOM M TPOMOMHOBBIM
peuentopoM-aktuBaTopoM nentuaa 6 (TRAP-6) B manHbIX Tpynmax cyOBEKTOB M Y 3I0POBBIX
CyOBEKTOB.

Dddexrsl B orHomenuu naTepBana QT/QTc u cepaeuHoi 31eKTpOhU3UOIOT U

Oddektsr uOpyTMHHMOa B oTHOmeHMH WuHTepBata QTc onenmBamuch y 20 370pOBBIX
nobpoBoubileB. B cynparepaneBTuueckux no3ax (1680 mr) nbpyTuHHO HE YBEIMUMBAII HHTEPBAJ
QTc mo kIUMHWYECKH 3HA4YMMON BennuuHBL. Haumbonblnee 3HAUYeHUE BEPXHEH TpaHUIIBI
nByxcTopoHHero 90 % IMoBEepUTEIHLHOTO HHTEPBAJIA I CPEIHEH Pa3HUIIBI MEX Ty HOPYTUHUOOM
n turanebo cocraBmwio MeHee 10 mc. Takke HaOMIOAAIOCH 3aBHCMMOE OT KOHIICHTPAIMU
ymenblnenne untepsaia QTc (- 5,3 mc; 90 % noBepurenbHbId nHTEpBaN oT -9,4 Mc 10 -1,1 Mc
npu Cmax 719 HI/MI ocne mpuema cynparepaneBTudeckoi 103s1 1680 Mr), KoTopoe He SBISIIOCH
KITMHUYECKH 3HAYUMBIM.

5.2. ®DapmakoKMHeTHYECKHE CBOMCTBA

AbGcopbuus

No6pyTnnu® OpicTpo abcopOupyeTcs mocie NepopaJbHOro MpHeMa C MEAUAHOW BpPEMEHH
JTOCTHKEHUST MaKCUMaabHOW KOHHEHTpamuu (Tmax) 1 —2 vaca. AGcomoTHas OMOIOCTYITHOCTB
HaTomak (n = §) cocraisia 2,9 % (90 % moBepuTenbHbII HHTEpBaN AJid 3HaUeHui ot 2,1 % 1o
3,9 %) u 9TO 3HAYEHHE yABAMBAJIOCH MPHU NMpHEME C MUIEH. Y MalMeHTOB C Pa3iIMYyHbIMU B-
KJICTOYHBIMHA 3JI0KQYeCTBEHHBIMH HOBOOOPA30BaHUSMHU OTCYTCTBYIOT 3HAYMMbIE OTIMYHUS
(apMaKOKUHETUKH HOPYTUHUOA. DKCTIO3ULMSI HOPYTHHHOA B TJIa3Me KPOBH YBEJIIMYMBAETCS TIPU
MOBBIIIEHUH 11031 A0 840 Mr. PaBHOBecHOE 3HAUYE€HHWE IUIOLIAINA MO KPUBOM «KOHIEHTPALMS-
BpeMs» (AUC) y mammerToB mnpu pgo3e 560 mr cocraBmser 953 &+ 705 ur*u/mn (cpemnee
3HaueHueE + CTaHJApPTHOE OTKJIIOHEHHUE); Hpu Jo03e 420 Mr y NalMeHTOB C XPOHUYECKUM
auM@orUTapHBIM Jeiiko3oM/TruM(poMon u3 Manbix JUMGOIHUTOB — 732 + 521 ur¥*u/ma (680 +
517 ur*u/mn B moOArpynme ¢ PEeUUIUBUPYIOLIUM WU pedpakTEepHBIM  XPOHUYECKUM
TUM(OIIUTAPHBIM JIEHKO30M/TUM(OMOI U3 MAITBIX JIUM(OIMTOB) U Y MAIIMEHTOB C XPOHUYECKOM
peakiel «TpaHCIUIaHTaT MPOTUB Xo3suHa» — 1159+ 583 ur*u/mu. Ilpuem ubpyruHnOa

HATOIIAK MPUBOAUI K YMEHbIIEHHIO ero dKCo3ulud (AUCast) 10 ypoBHS 60 % OT KOHIIEHTpalun
20



COOTBETCTEBYET ZKCNEPTHOMY OTYETY
ot 20.06.2024 N2 12345

npu ipreMe 3a 30 MEHYT /10 €161, depe3 30 MuHYT moce eibr i -depes Pdaea froenednsdxa

BBICOKUM COJACPKaHHUEM KUPOB.

Pacnpenenenue

OO6patumoe cBsa3bIBaHME MOpyTHHMOA ¢ OelaKaMu IU1a3Mbl 4ejoBeka in vitro coctaBuio 97,3 %,
npu 3ToM B auana3zoHe oT 50 go 1000 Hr/mMi 3aBHCHMOCTh OT KOHIICHTPAIIMH OTCYTCTBOBAJIA.
O6wvem pacopenenenust (Vg) coctaBimsn 683 51, a Kaxyummiics o0beM pacrpeleneHus: B
paBHOBecHOM cocTosiHuu (Vss/F) cocraBnser okomo 10000 .

Buorpancdhopmarims

N6pyTnanG Metabommsupyercs npeumyiiectBeHHO nzodopmoit CYP3A4/5 nuroxpoma P450 ¢
00pa3oBaHUEM MPEUMYIIIECTBEHHO TUTUIPOANOIBFHOTO METab0InTa, HHTHOUPYIOIIas aKTHBHOCTD
koToporo B orHoumienuu TKB mnpumepno B 15 pa3 Hmke, yeM y uOpytunHuba. CucremHas
paBHOBECHAs HKCMO3UIUS JUTHIPOJUOILHOTO METa00JIMTa COMOCTaBUMa C TAKOBOT'O HCXOTHOTO
npernapara.

ITo pesynbraram uccienoBaHuil in vitro yuactue msopepmenta CYP2D6 B okuciauTeIbHOM
MeTabonmmu3me uOpyTuHUOa cocraBisier MeHee 2 %. KpoMe TOro, mo JaHHBIM HCCIEIOBAHUS
OayraHca mMacc y 4yenoBeka papMaKOKHHETHYECKUH Mpouilb y MallUEHTOB CO CJIa00 U BBICOKOH
akTUBHOCTBIO m30depmeHTta CYP2D6 (o maHHBIM TE€HOTHUIIUPOBAHMS) OBLT CXOX. Takum
o0pa3oM, y MalMEeHTOB C pa3iW4yHbIMH reHoTunamu uzodepmenta CYP2D6 Hukakue mepsl
IPEOCTOPOKHOCTH HE TPeOYyIOTCS.

OJIMMUHALNS

KnupeHnc npu BHYTPMBEHHOM BBEIECHHWM COCTaBIsLT 62 W 76 j/4, HATOIIAK W TIOCTE EIbl
COOTBETCTBEHHO. B CBs3U ¢ cUIbHBIM 3((HEKTOM MEPBOTO MPOXOKACHHUSI, KOKYIIUNUCS KIUPEHC
nocie npueMa BHYTph coctaBisieT 2000 u 1000 n/4, HaTOMIAK U TIOCTIE €IbI COOTBETCTBEHHO.
[Tepuon momyBwIBeIeHUsI HOPYTHHHOA paBeH 4-6 yacaMm.

ITocne omHOKpaTHOro mepopanbHoro npuema [*Cl-ubpyTuan6a (¢ paamoakTUBHOH METKOi) y
3I0pPOBBIX J10OpOBOJNBIEB mpuMepHO 90 % pannOaKTUBHBIX BEMIECTB JKCKPETUPOBAIOCH B
teuenne 168 wacos, Oomnbimas wacth (80 %) BeIBoAMIACH Yepe3 KuledyHuk, u menee 10 % —
noukamu. HensmeneHHslit nOpyTHHUO coCcTaBis 0KoJIo 1 % OT MPOIYKTOB SKCKPEINH B KaJie U
OTCYTCTBOBAJl B MOY€E, OCTABIIYIOCS YaCTh COCTABIISLIA METAOOIUTHI.

Oco0ble rpyInel NALKUEHTOB

Toowcunvie nayuenmol (om 65 nem u cmapuie)

[To pe3ynbraTam MOMyJISAIIMOHHOTO aHATN3a PapMAKOKMHETUKHU Y TIOXKHIIBIX MAIIUEHTOB (0T 67 110
81 rona) oxxugaeTcs yBeslnyeHue HKCIo3uun nopytruHuoa Ha 14 %. Heo0xoammocTs KOppeKIun
JI03BI B 3aBUCHMOCTH OT BO3pacTa He MOATBEPKICHA.

Llon
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Pe3ynbTarsl momynsnMOHHOTO aHamu3a (apms KOKHHleHI%;I:::M&%ﬁ%—EgMG&TBf‘?:gl'%t;ﬁann

3HAUYMMOTO BJIMSIHUS T10J1a Ha KIUPEHC HOPYTUHHOA U3 KPOBEHOCHOTO pyca.
Tayuenmoi ¢ HapyweHuem yHKyuu novex
[Toueunslit kTUpeHC UOPYTUHMOA MUHUMAJEH; SKCKpElUHs: METa0OJIUTOB C MOYON COCTaBIsiET
Menee 10 % ot mo3bl. HUkakux cnenuaibHBIX KIMHUYECKUX MCCIIEIOBAaHUUA y TAlMEHTOB C
HapylieHHeM (YHKIHH TMOYEeK 10 HACTOSIIEr0 BpPEMEHU HE MPOBOAMIOCH. Y OOJBHBIX C
HapylmeHHeM (QYHKIUM TOYeK JIETKOM WM CpeAHed cTemeHu (KIMpeHC KpeaTMHHHa Oojee
30 MJ1/MUH) HUKaKOW KOPPEKIMHU 03Bl He TpeOyeTcs. B HacTosmee BpemMsi OTCYTCTBYIOT JIaHHBIC
0 MalUeHTaM ¢ HapyleHueM (PyHKIUY MOYeK TsDKEIOW CTeTeHH WIIM HaXOASIIUMCS Ha JUaln3e.
Iayuenmoi ¢ HapyuwieHuem QYHKYuU neveHu
No6pyTnHun® MertabonusupyeTcss B IMEYEHU. BBUTO MPOBEACHO HCCIECIOBAHHWE Yy MAIMEHTOB C
HapynieHneM (QYHKIUU Te4eHH O0e3 3J10KauyeCTBEHHBIX HOBOOOpPa30BaHUN, NPUHUMABIIMX
npenapatr MmOpyBuka Hatomak B 103¢ 140 mr. AUC a5t nOpyTHHHOA yBenuuuBaiach B 2,7, 8,2 u
9,8 pa3a y manueHToB ¢ HapyueHreM (yHKIMU NeueHH JIerkoi (n = 6, kiacc A no Yainn-I1s10),
cpenueit (n = 10, knacc B mo Yaitnn-I1si0) u tsoxenoit (n = 8, xinace C nmo Yaiina-I1e0) crenenu
COOTBETCTBEHHO. DKCIO3UIUS CBOOOMHON (pakiuu uOpyTHHHOA TaK)Ke IOBBIIIACTCS TPHU
YBEJIMUEHUHU CTENEeHU HapyuieHus (yHkuuu nedeHu u coctasiser 3,0 %, 3.8 % u 4,8% y
NAllMeHTOB C HapylUleHHeM (YHKUMU TI€YCHU JIETKOW, CpelHeH M TSHKEJIOW CTeleHH
COOTBETCTBEHHO. Y 3IIOpPOBBIX JOOpOBONBIEB CBOOOmHAas (pakmus coctaBuser 3,3 %.
Oxcno3unus HecBsizaHHOTO HOPYTHHNUOA (AUCunbound,last) YBEIMUUBAETCS IpuMepHO B 4,1, 9.8 u
13 pa3 y manueHToB ¢ HapylieHHeM (YHKIMH TEUYCHH JIETKOW, CPEIHEW M TSHKEIIONW CTENeHU
COOTBETCTBEHHO.

eTu
UccnenoBanuit (hapmakokuHeTHKH Tpernapara MmOpyBuka y marueHTOB Miaamie 18 mer He
MPOBOAMIIOCH.
5.3. /laHHBbIE 0 TOKJIMHUYECKOH 0e30MacCHOCTH
D¢ ek nOpyTMHHOA Ha pa3BUTHE SMOpPHOHA U IUIOAA M3YYaIUCh Y OCpEeMEHHBIX KpBbIC,
MOJIyYaBIIUX JaHHBIA mpernapaT mepopainbHo B mo3ax 10, 40 u 80 mr/kr/cyr. Ilpumenenue
n6pytrHuda B 103e 80 Mr/kr/cyT (mpumepHo B 14 pa3 Beime AUC ubpytunuba u B 9,5 pa3 Beiie
AUC muruapofvoibHOTO METa0OoJIUTa IO CPAaBHEHHMIO C COOTBETCTBYIOUIMMHU 3HAUYCHUSIMH Y
MAalMEHTOB, MOJYyYalolluxX Ipenapar B Ao3e 560 Mr B CyTKH) CONPOBOXKIAIOCH YBEJIUYEHUEM
YHClia MOCTUMIUIAHTAIMOHHBIX MOTEPh IUIOAa M YBEJIMYEHHEM KOJIMYECTBA MATOJOTUN pa3BUTHS
BHYTPEHHHUX OPTaHOB (Ceplia U KpymHbIX cocy10B). MOpyTuHuO B 103€ 0T 40 MI/KI/CYT | BBIIIE
(mpumepHo B >5,6 pa3 Beime AUC ubpytuHub6a u mnpumepHo B 4 paza Bbime AUC

AUTUAPOAUOJIBHOTO MeTa0oINTa I10 CpaBHCHHUIO C MalUCHTaMU, IMOJTYyYarOomnuMHU JICUCHUC B OO3C
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560 MT B CYTKH) BBI3BIBAJI CHHYKEHHUE MACChI TUIQA.

NoOpyTnHUO Takxke MPUMEHSUICS NEpOpPAIbHO y OepeMEHHBIX KpPOJUKOB B TEUEHHUE IMepHOia
opraHoresesa B f03ax 5, 15 u 45 mr/kr/cytku. [Ipu npuMeHennu B 103ax 15 MI/KI/CyTKH U BBIIIE
HOpYyTUHUO BBI3BIBAJI TOPOKH Pa3BUTHS CKelleTa (CpalleHHe CErMEHTOB TPYAWHBI), a MpH
MPUMEHEHUU B 703€ 45 MI/KI/CyTKH MOPYTHHUO yBETWYMBAJ YACTOTY MOCTHUMILIAHTAITMOHHON
rubenu ioaa. MOpyTHHHUO BBI3BIBAJI MOPOKH Pa3BUTHS IUIOAA y KPOJIMKOB MPHU NMPUMEHEHUH B
no3e 15 mr/kr/cyTku (mpu 3ToM 3Kcrno3unus nopytuauda B kpou [AUC] npumepHo B 2 pasa
BBIIIIC TAKOBOW Y MAIMEHTOB C MAHTUWHOKIICTOYHON JIMMGPOMOM MM TUM(OMOI MapruHaIBHOU
30HBI, TIPUHUMAIOIMNUX HOPYTHHHO B 103¢ 560 Mr B CyTKH, W TPUMEPHO B 2,8 pa3a BBIIIE
OKCMO3ULMU HMOpYyTHHMOA B KpPOBH Yy TMALMEHTOB C XPOHUYECKUM JIUM(pOIHUTAPHBIM
aeiiko3om/muM(poMoil U3 MajibIX JIMM(OLUTOB WIM C MakporioOynuHemuen Banpaencrpema,
MPUHUMAIOIINUX HOPYTHHUO B 103€ 420 MT B CyTKH).

KaHIIeporeHHOCTh 1 MyTar¢HHOCTh

B 6-mecsuHOM nccnenoBanuy Ha TpaHcreHHbIX Mblmax (Tg.rasH2) npu nepopanbHOM BBEAEHUU
B J103ax 110 2000 Mr/Kr/cyT, Ipu KOTOPBIX 00ECTIEYMBAETCS SKCIIO3UIIM, TPUMEPHO B 23 pa3za (y
camiioB) wind 37 pa3 (y camMOK) MpEBBIIIAIONIAs IKCIO3UIMIO Y YeJIOBEKAa MPHU MPUEME 03Bl
560 mr/cyT, nOpyTHHUO HE TPOSBIISIT KAHIIEPOTCHHOCTH.

B uccrnenoBanusx Ha OakTepusax, KJIETKAaX MIICKOMUTAIOMIUX WIM y Mblled HOpyTHHHO He
00J1a1a]1 TEeHOTOKCUYECKUM JICHCTBHEM.

DepTUILHOCTE

Y caMmMIioB W caMOK KpbIC BIUIOTH JO0 MAaKCHMajdbHOW wu3ydaBmieics mo036l 100 mr/kr/cyT
(uemoBeueckas sxkBuBaneHTHas 103a [HED]: 16 Mr/kr/cyT) HuUKakoro BIusHUS Ha GEPTHIBHOCTh

U PENPOTYKTHBHYIO CIIOCOOHOCTh OTMEUYEHO HE OBLIO.

6. PAPMAIIEBTUYECKHUE CBONCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB

CoaepKUMOe KarcCyJbl

[enmron03a MUKPOKpUCTAIITMYECKAS
Kpockapmennosa HaTpus

Hatpus naypuiicynsgat

Maruus creapat

0O0o0s109Kka KancyJasl (KOpOyC M KPBIIIEUKa)

Turana nnokcun
Kematun

Yepuuna Opacode® S-1-17822 u Opacode® S-1-17823
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CocTaB 4epHUI:

I'ma3yps dapmarieBTuyeckas (IIesiaka pacTBOp B 3TaHOJE)
Kpacurens xene3a okcu YepHbIN

BytuioBslii ciupT

N3onponunoBslii cnupT

AMMoHMA rugpokenn 28 %

[IponuneHrnukoian

6.2. HecoBmecTUMOCTD

He npumenumo.

6.3. Cpok rogHocTu (CPOK XpaHeHHUs )

3roga

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH NMPH XPAHEHU U

He tpeOyer ciennanbHbIX yCIOBUN XpaHEHUSI.

6.5. XapakTep u coaep:kaHue NePBUYHONH YIIAKOBKH

I[To 90 wmm 120 xaricyn Bo (JakoHE W3 TOJUATHUIICHA BBICOKON IIJIOTHOCTH, 3aKPBITOM
QTIOMUHUEBON TUJIEHKOM, MOJIMMPONMICHOBOM KPBIIMIKOM, 3alllMIIEHHON OT CIIy4allHOro
oTkpeiBaHus aetbMH. [lo 1 ¢akoHy BMecTe ¢ JTUCTKOM-BKJIAIBIIIEM B Tauyke KapTOHHOH ¢
KOHTPOJICM IICPBOT'O BCKPLITHA.

6.6. OcoOble Mepbl TNPETOCTOPOKHOCTH MPH YHUUYTOKEHUM  HCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0 NMpenapara uJjiH 0TX00B, NMOJYYeHHBIX Mocje NPUMEHEeHHUs npenapara u
Apyrue MAHUITYJISIMHU € PenapaToM

Becw ocraBmmiics JIeKapCTBEHHBIHN IIpenapaT U OTXOMBI CIEAYET YHUUTOXUTh B COOTBETCTBUU C

YCTAaHOBJICHHBIMH HAallMOHAJIBHBIM 3aKOHOJATCIIECTBOM TpC6OBaHI/I$IMI/I.

7. AEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA

000 «/lxxoHcoH & [lxoHCOHY

Poccus, 121614, r. Mocksa, yi. Kpsinatckas, a. 17, kopi. 2

Ten.: +7 (495) 755 83 57

®daxkc: +7 (495) 755 83 58

On. moura: DrugSafetyRU@its.jnj.com

7.1. llpencraBuTeb Aep:KaTeis PperiCTPALMOHHOIO yI0ocTOBepeHnsi Ha Tepputopuu Coro3a

[Iperen3un noTpeOUTENEN HAIPABIIITH 110 aJPECY:

Poccuiickas @edepayus u Pecnyboauxa benapyco

000 «/IxxoHcoH & J[KOHCOH»
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17, xoptl | @CNIENOBATENBHOCTE 0002)

Poccus, 121614, r. Mocksa, yi. KpblnaTckas, 1

Ten.: +7 (495) 755 83 57

®daxkc: +7 (495) 755 83 58

On. moura: DrugSafetyRU@its.jnj.com

Pecnyonuxa Kazaxcman

TOO «Johnson & Johnson Kazakhstan»

050040, Kazaxcra#n, r. AnmaTtsl, ya. TumupsizeBa, 1om 42, 610k 23A
Ten.: +7 (727) 356 88 11

@axc: +7 (727) 356 88 13

On. mouta: DrugSafetyKZ@its.jnj.com

8. HOMEP PETUCTPAIMOHHOI'O YAOCTOBEPEHHUA

9. JTATA NEPBUYHOM PETUCTPAIIMA (IIOATBEPXJIEHUSA PETMCTPAIINN,
INEPEPETUCTPAIIN)

JlaTa nmepBoii perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

OOmast ~ xapakTepuCTUKa  JIGKApCTBEHHOro  mpemapara  MMOpyBHKa  JOCTynHa  Ha
UHPOPMALIMOHHOM TiopTajie EBpa3suiickoro SKOHOMHUYECKOTO coo3a B HWH(POPMAIMOHHO-

KOMMYHUKaIMoHHOU cetn «HTepHeT» http://eec.eaeunion.org/.
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