COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 13.08.2025 N= 20177

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA "0

1. HAMMEHOBAHMUE JIEKAPCTBEHHOTI' O ITPEITAPATA
Nopyruan6-AMEJIAPT, 140 mr, KancyJsl.

2. KAYECTBEHHBINA U KOJTUWYECTBEHHbBINA COCTAB
JeiicTByromiee BemecTBo: HOPyTHHHO.
Kaxxnas kancyna conepxut 140 mr uébpyrunuoa.

[TonHbIi IepeyeHb BCIIOMOraTeIbHbIX BEIIECTB IPUBEICH B pazene 6.1.

3. JIEKAPCTBEHHAS ®OPMA
Kancynsl.
TBepable KelaTHHOBBIE Kamcynbl Oenoro nsera. CopepKuMoe Karcyll: MOpOLIOK Oenoro wiu

[IOYTH OEJIOro LBETA.

4. KJIMHUYECKHUE JTAHHBIE
4.1. Tloxka3aHusi K NpUMeHEeHHUI0

[Mpenapat Nopytnan6-AMEJIAPT mokazaH ajist ieueHus B3pOCIIBbIX MTAMEHTOB C:

. PEeLUANBHUPYIOIIEH W pepaKTEPHON MAaHTUHHOKIETOYHON JTUM(OMOIL;

. XPOHUYECKUM JTUMPOLUTAPHBIM JIEUKO30M/TMM(OMON 13 MaJIbIX JIUM(OIUTOB;

. MakporiooynuHemueit BanbaeHnctpema,

o TUM(OMON MapruHalIbHOM 30HBI, KOTOPHIM TpeOyeTcs CUCTEMHasl Tepanus U KOTOpbIe

HOJIYYMIIH, [0 KpaiiHel Mepe, onuH Kypc anTu-CD20-HanpaBieHHON Tepanuy;
. XPOHUYECKON PEAKIUEN «TPaHCIUIAHTAT IPOTUB XO35AMHA», KOTOPBIE IOJYYHIIHU, IO

KpaliHEe Mepe, OJIUH KypC CUCTEMHOM TEepaIuii.

4.2.  Pe:xxum 103MPOBAHUS U CMOCO0 MPUMEHEHHUS

Tepanus mnpenaparom MOpytunu6-AMEJIAPT Moxker ObITh Ha3HadeHa TOJBKO BpadyoOM,
VMMEIOIIHM OITBIT IPUMEHEHHS IPOTUBOOIYXO0JIEBBIX IIPENAPATOB.

[Tpenapatr NUopytunn6-AMEIAPT cnenyer mponmomkaTe NPUHAMATh 10 MPOTPECCHPOBAHUS
3a00JIeBaHNs WK J0 TEX MOp, MOKa NallMeHT He CMOXKET OO0JIbIIe MEPEHOCUTh TEPAIHUIO.

PexuMm no3upoBaHus

TIayuenmol ¢ peyuousupyrowet uiu pephpaxmeprHol MAHMUUHOKIEMOYHOU JTUMPOMOL Ul
nayueHmsl ¢ IUMPOMOU MAPSUHATLHOU 30Hbl, KOMOPLIM Mpedyemcs CUCMeMHAs. Mepanus
Pexomennyemass no3a mnpemnapara MOpytunu6-AMEJIAPT 1ns  Tepamuu HAlMEHTOB C

pEUIUBUPYIONICH Wik pedpakTepHOW MaHTUMHOKJIETOYHOW JUM(OMON WM TAIMEHTOB C
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auM(OMON MaprHHAIIBHON 30HBI, KOTOPBIM TPEOyeTCs é%&lﬁglg&ﬁgg IE}BI(E—TIaTB-lJ_'I;IIC"FSIGb ML

(ueTwipe Kamcynbl o 140 mMr) 1 pa3 B CyTKH 10 IPOTPECCUPOBaHUs 3a00JICBAHMS MU IO TEX
0P, MOKa MalMeHT HE CMOKET O0JIbIlIE NEPEHOCUTH TEPATIHIO.

Tayuenmoi ¢ xpoHU4eCKUM TUMDOYUMAPHBIM JEUKOZ0M/TUMPOMOT U3 MATBIX TUMPOYUMOS U
nayuenmsl ¢ Makpoz2nooynunemuel Banvoencmpema

Pexomennyemass nosza mpemapara MOpytunn6-AMEJIAPT nans nedeHus XpOHHUYECKOTO
TUM(OIUTAPHOTO JIeHK03a/TMM(OMBI U3 MaJbIX TUMPOLUUTOB cocTaBisieT 420 Mr (TpH KarcCybl
o 140 mr) 1 pa3 B CyTKH.

[Ipu xpoHHueckoM JUMQOIUTAPHOM JieliKo3e/TuMpoMe U3 MaJbIX JUMQOIUTOB (B KayecTBE
MOHOTEpANUU WK B kKoMOuHamu ¢ antu-CD20-nanpaBnenHoii Tepanueii (C puTyKCuMaboM Hiin
¢ 00MHYTY3yMaOoM, WK B KOMOMHAIMK ¢ OEHAAMYCTMHOM M PUTYKCUMaOOM) y MAalUEHTOB C
PELUIUBUPYIOLUM WIKM pedpakTepHbIM JTUMQPOLIUTAPHBIM JIEHKO30M/IUMPOME U3 MaJbIX
auM@OIUTOB M MakporioOyauHeMun BanbaeHcrpema (B MOHOTEpanmMM WIM B KOMOMHALMU C
putykcumabom) npenapar Uopytuaun0-AMEJIAPT MoxHO Ha3zHayaTh 0 MPOrpeCCHPOBAHUS
3a007eBaHMs WM 70 T€X TOp, TMOKa MalMeHT He CMOXKET OOJblle MEpeHOCUTh Tepamuio. B
KOMOMHAaIMM C BeHeTokiakcoM mnpenapat MOpyrunu6-AMEJIAPT cnenmyer Ha3zHayath B
KayecTBE MOHOTepanuu B TedeHue 3 1ukioB (1 muxn cocramiser 28 nHei), ¢ mocaeayromuMu
12 nuknamu tepanun npenaparom Uopytuan6-AME/IAPT coBMeCTHO C BEHETOKIIAKCOM.
HononuurensHass wuHbopMamuss o OC€HJZaMyCTHHE, purykcumabe, oOuHYyTy3ymabe U
BEHETOKJIAKCEe MOKET OBITh Hal/IeHa B COOTBETCTBYIOLIMX HHCTPYKIHUAX 110 IPUMEHEHHUIO.

[Ipu npumenenun B koMmOuHammu ¢ aHTH-CD20-HampaBieHHONW Tepamnuell peKoMEeHIyeTcs
npunuMarts npenapat Uopytuano-AMEJIAPT no antu-CD20-HanpaBiieHHOH Tepanuu B ciaydae
UX IPUMEHEHMSI B OJUH U TOT K€ JIEHb.

Xponuueckas peakyus « mpaucnianmam npomue Xo3sUuHa»

Pexomennyemas nosza npenapata Mopyrunn6-AMEJIAPT 11t nedeHust XpOHUUECKOW peakiuu
«TpaHCIUIaHTAT MPOTUB X03sMHa» cocTasisieT 420 mr (Tpu kancyisl o 140 mr) 1 pa3 B cyTku 10
IIPOrpeccupoBaHus 3a00JI€BaHUsl, peUUANBA OCHOBHOM 3JI0KaUE€CTBEHHOW OIYyXOJIM MJIU JIO0 TeX
0P, MTOKa MAaIMeHT He CMOXKET OOJIbIlIe TEPEHOCUTD TEPAIHIO.

Korna manuenty 6onee He TpeOyeTcsl Tepamnusi XpOHUYECKOW peakIuu «TPaHCIUIAHTAT MPOTUB
xo3siuHay, npuem mpemnapata Uopytunuo-AMEJIAPT nomxeH ObITh HMpekpalieH ¢ y4eToM
KJIIMHUYECKON OLIEHKH COCTOSIHUS MallUeHTa.

Koppexyus 00361

B ciydyae COBMECTHOro MNPUMEHEHUS C YMEPEHHBIMH WM MOIIHBIMH HHTHOUTOpaMHU
n3opepmenta CYP3A TpeOyercss KOppeKIusi J03bI, IOCKOIBKY MOXKET YBEIHMYUBATHCS

aKCTo3uIMs HOpyTuHHOa (cM. paszaen 4.5).
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o IMOCNEOOBATE HOCTR ODN3 o
B cnywae pa3BuTHS WM YCWIEHUS SIBICHHM TOKH/I‘{HO—!:TIQ;" C'B;{SEH}EIX" T 'Cemre'q'HOI/I

HEJ0CTAaTOYHOCTBIO 2 CTENEHU WM CEpACUHOM apUTMHMM 3 CTENEHU, HEreMaToJIOrMYecKOn
TOKCHYHOCTH 3 CTENEeHM M BBIIIE, HEHTPONECHWU 3 CTENEHH W BBIIIE C WHQPEKIUEH, WiH
JUXOPAAKON, WIM TEeMaTOJIOMYECKOl TOKCHYHOCTH 4 CTENeHH Tepaiuio IpernapaTtoM
Nopyruan6-AMEJIAPT cienxyer mpuoCTaHOBHTD.

[Tocne Toro, Kak KIMHUYECKUE MPOSIBICHHUS] TOKCUYHOCTH YMEHbBILATCS 10 CTENEHU 1 wiu 1o
MCXOJIHOTO 3HAYEHHS (TO €CTh OYJeT TOCTUTHYTO pa3pelieHue), CIeyeT BO30OHOBUTh TEPAITUIO
npenaparoM Mopytuan6-AMEJIAPT B pekoMeHI0BaHHOM 703€ KaK yKa3aHO B TAOJIMIIAX HIKE.
PexoMenayembie KOPPEKIMH 103bI 17151 IPOSBICHUN TOKCUYHOCTH, HE CBSI3aHHBIX C CepIeUHON
HEJI0CTAaTOYHOCThIO, onucanbl B Tabure 1.

Ta6muna 1. Pexomenaanuu mno koppekuuu 10361 npenapara Uopyrunno6-AMEJIAPT

(ABJIEHMSI TOKCMYHOCTH, He CBSI3AHHbIE € CeP/IeYHOI HE0CTATOYHOCTHIO)

SABnenus nuzon Moaupuxauus 103bl Moaudpukanus 10361 pa3pelieHus y
TOKCHYHOCTH | TOKCHYHOC 1ocJjie pa3penieHus y NMANMEHTOB C XPOHHYECKUM
™ NMANMEHTOB C JUMGOUNTAPHBIM
MaHTHHHOKJIETOYHOI Jeiiko3om/aumM¢pomMoii U3 MaTbIX
JuM@poOMoii UM ¢ JUuMGOUHUTOB WJIH €
Jumpomoit MAaKpora00yanHeMuei
MapruHaJIbHOI 30HbI BasbaencTrpema M ¢ XpOHMYeCKOM
peakumeil «TPaHCIIAHTAT NPOTHB
XO03SIMHA»
HeremaTonoru m - BozobHoBUTE Tepanuio B | Bo3oOHOBHUTE Tepanuio B mo3e 420 mr B
yeckas cpBbH no3e 560 Mr B CyTKH CYyTKH
TOKCHUYHOCTb 3 . Bozo6HOBUTE Tepanuio B | Bo3oOHOBHUTE Tepanuio B mo3e 280 Mr B
Wi 4 creneHu Bropoit no3e 420 Mr B CyTKH CYyTKH
Helitponenus . Bo300HOBUTE Tepamuio B | Bo3oGHOBHUTE Tepanuio B jo3e 140 mMr B
3 cremeHu U Tpernit no3e 280 Mr B CyTKH CYyTKHU
BBIIIIE c
nH(peknren
WIH
JINXOPAJKOM. .
TeMaTonor UerBepThIit Otmenuts npenapat Uopytunun6-AME/IAPT
yeckas
TOKCHUYHOCTH 4
CTETIeH!

* [Ipu BO30OHOBJICHUHU TEPAIUH CIEIyeT HAaYaTh C MEPBOHAYAILHOW WM OoJiee HU3KOHM NT03BI, OCHOBBIBAsCH Ha
OIICHKE COOTHOIICHHS PHUCKa ¥ MOJB3bl. B cllydae MOBTOPHOTO Pa3BUTHS SIBJICHUN TOKCUYHOCTH HEOOXOIMMO
CHU3UTH A03Y Ha 140 mr.

PekomeHnnyeMble KOpPpEeKIMH J03bl JUIS IPOSIBICHWM TOKCUYHOCTH, CBA3aHHBIX C CEPACYHOMN
HE/I0CTaTOYHOCTbHIO, onucanbl B Tabnure 2.
Tabnuna 2. PexkomeHaanuu mno koppekuuu 10361 npenapara Hopyrunno6-AMEJIAPT

(ABJIEHMS] TOKCMYHOCTH, CBAAI3AHHbIE C CEPACYHON HEAOCTATOYHOCTHIO)

‘ Asienns nu3on Mopuduxanus 10361 ‘ Mopndukanusi 10361 pa3pelieHus y ‘

3



COOTBETCTBYET 3KCMEPTHOMY OTUETY

ot 13.08.2025 N= 20177

OC T AT LA aRr

CTEIICHH WIN
CepACYHBIMU
apuTMusMu 4

CTCIICHU

TOKCHYHOCTH | TOKCHYHOC nocJjie paspenieHust y
™ NALUEHTOB ¢ JUM(OUUTAPHBIM
MAHTHIHOKJIEeTOYHOMI Jeiiko3om/JaumM¢poMoii U3 MaTBIX
JumM¢poMoii uiIm ¢ JuM@OUMTOB WM C
Jgumdpomoii MaKpor;ia00yIuHeMuen
MApPrUHAJIBHOM 30HBbI BanbaencrpeMa niM ¢ XpoHHYeCKOMH
peaxkuueil «TpPAaHCIIAHTAT NPOTUB
X035IMHA»
Tokcn4HOCTS, H . B0300HOBUTH Tepanuio B Bo300HOBUTH Tepanuio B Ao03e 280 mMr B
CBSI3aHHAS C cpBbIH no3e 420 Mr B CyTKH CyTKH
CepAeUHOn B . B0300HOBUTH Tepanuio B Bo30o6HOBUTH Tepanuio B Ao3e 140 mr B
HEZ0CTAaTOYHO Topo no3e 280 Mr B CyTKH CYTKH
CTBIO 2 .
cTenen Tpetuit Otmenuts npenapatr Uopytuano-AMEJAPT
ToKCHYHOCTB, I N B0306HOBUTH Tepanuio B Bo306H0BUTH Tepanuio B go3e 280 mr B
CBSI3aHHAs C CPERIH no3e 420 mr B cyTKH™* CyTKU™
CepACYHBIMH
aputMusamu 3 | Bropoit Otmenuts npenapat Mopyrunn6-AME/JIAPT
CTETICHH
ToxcHIHOCTB,
CBSI3aHHAA C
CepAEYHOI
HEI0CTaTOYHO
cteio 3w 4 | [lepBolit Otmenuts npenapat Mopyrunun6-AME/JIAPT

* Hepez[ BO300HOBJICHUEM Tepaluru CjaeayeT OUCHUThL COOTHOIICHHUE PUCKA U MTOJIb3bI.

IIponyck do3vl

Eciu oucpeaHas  O03a

npemnapara

N6pytunn6-AMEJIAPT He Oyner mnpuHsita B

3aIllJTaHUPOBAHHOC BpPEMA, HOOIYCKACTCA €€ IIPUCM KaK MOKHO CKOpPEC B TOT KC HOCHBL C

BO3BpallleHHEM K OOBIYHOMY paclHMCaHMIO IpUeMa Ipemnapara co cienyromero nHs. He

JO0IMYCKACTCA MPUEM JOIMOJTHUTCIIBHBIX KaIlCyJl AJI BOCIIOJIHCHUS NPONYIICHHBIX 103.

Oco0bIe I'pynnbl DaMCHTOB

Tayuenmoi ¢ Hapywenuem hyHKkyuu novex

N6pyTnHUO XapakTepu3yeTcss MUHUMAIBHBIM TTOYEYHBIM KIUPEHCOM. OTAETbHBIX KIIMHUYECKUX

I/ICCJ'Ie}IOBaHI/Iﬁ Y HNAaMCHTOB C HAPYHICHUCM (I)YHKHI/II/I IIOYCK HE IMPOBOJAUIIOCEH. O)IHaKO B

KIMHHUYCCKHUX HCCIICOIOBAHUAX I/I6PYTI/IHI/163 Y4aCTBOBAJIM NMAHUCHTHI C HAPYUICHUCM (IJYHKI_[I/II/I

MOYEK JIETKOM U cpe,uHeﬁ CTeleHu. Y IaIuEeHTOB C HapyHIICHHUEM (I)yHKLII/II/I MOYEK JIETKOM HU

cpenHel creneH (KiIMpeHC KpeaTMHUHa Oosee 30 MiI/MHH) KOppeKUus J03bl HE Tpedyercs.

Heobxomumo obecrnieunBaTh aeKBaTHBIM YPOBEHDb THApATAIIMH, a TAK)KE HAa PETYJISIPHONH OCHOBE

HU3MCPATH KOHICHTPALMIO KpCEAaTHMHWHA B CBIBOPOTKE KPOBH. CBe,Z[eHI/I}I 1o ImanucHTaM ¢
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Ha €HUEM KIIMHA TIOYEK TSHKEION CTEmeHH, a 4 _::n s ;'é - 'é’zxo SI"H_II/IMCISI Ha
py byn At (0 T e TaM ™ Hako stiimcs

JUAJIA3€, OTCYTCTBYIOT.

THayuenmoi ¢ HapywieHuem QYHKyuU neveHu

N6pytunu® Mmerabonusupyercss B medeHd. [lo NaHHBIM KJIMHMYECKOTO MCCIIEAOBAHUS, Y
NAlMEHTOB C HapylleHueM (YHKIUK TI€YeHH HaAOII0IaeTCsl TMOBBIIICEHUE KOHIEHTPALUU
uOpytuHrOa B KpoBH. [/ manmueHToB ¢ HapymeHneM (pyHKIIUN TIeUYeHH JIETKON CTereHu (Kiacce
A 1o Yaitna-ITer0) pexomengoBanHas ao3a cocrtasisier 280 mr B cyTku. [ns manueHToB ¢
HapymeHueM (pyHKIuU nedeHu cpenHeid crenenu (kimacc B mo Yaikna-I1st0) pekoMeHoBaHHAS
no3a cocrasinseT 140 mr B cytku. Heo6xoaumo TiiaTenbHO HaOMI0AATh NAIlIEHTOB Ha MpeIMeT
NOSIBIICHUSI TPU3HAKOB TOKCHMYHOCTH, M, B CIy4ae HEOOXOAMMOCTH, MPOBOIHUTH KOPPEKIIUIO
no3el. He pexomennyercst npumensats npenapaT MOpyrunu6-AMEJIAPT y mnauueHTOB ¢
HapylieHreM (QyHKIUU nedeHu Tspkenoi crenenu (kinace C nmo Yainna-I1eo).

Jletu (ot 18 jer 1 murazanue)

beszonacnocth u ¢ dextuBHOCTs npenapata Uopyrnauo-AMEJIAPT y nereit B Bo3pacte ot 0
1o 18 jieT He yCTaHOBJICHBI.

Cnoco6 IIPUMCHCHUA

Bnytps.

[Tpenapat MOpytunu6-AMEJIAPT cnenyer npunuMmats 1 pa3 B CyTKH, 3alMBasi CTAKaHOM BOJIbI,
MPUMEPHO B OJHO M TO K€ BPEMsI KaX/Iblil IEHb.

Kancynasl HeoOXoauMo TJOoTaTh LEJNIMKOM, 3aluBas BOJOW. 3amperiaercss OTKpbIBATh,
pa3iaaMbIBaTh WIK Pa3KEBbIBATH KAICYJIbI.

[Tpenapat MOpyTunu6-AMEJIAPT He nomyckaeTcst 3anMBaTh TpeHNPpyTOBBIM COKOM.

4.3. TIpoTMBONOKAa3aHMSA

o ['unepuyBCTBUTENBHOCTh K MOPYTMHUOY MIIM K JIFOOOMY M3 BCIIOMOTATENIbHBIX BEILIECTB,
NIEPEYUCIICHHBIX B pazzene 6.1.

o bepemenHocTs (cM. pazzaen 4.6);

o CoBMecTHOE mpuMeHeHHE ¢ BaphapuHOM, APYIMMH aHTaroHucramMu BUTaMuHa K,

PBIOBUM )KMPOM U IIpenapaTamMu BuTamMmuHa E.

4.4. QOco0Oble ykazaHusl 1 Mepbl MPeI0CTOPOKHOCTH NPU NPUMEHEHUH

['eMopparudeckyue OCa0KHEHUS

Hmerorcss cooOuieHus 0 KpOBOTEUEHHSIX Yy MAllMEHTOB, MOJy4yaBUIMX HOpyTHHUO, Ha (oHe
TpoMOouuToneHn: U 6e3 Hee. OHU BKIIIOYAIN KaK HE3HAYUTENIbHbIE KPOBOTEUEHHUS, HAIIPUMED,

KpOBOTCUYCHUA ITPU y1u1z16ax, HOCOBBIC KPOBOTCUCHUA U IICTCXUH, TAK U 3HAYNUMBIC KPOBOTCUCHU
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(HEKOTOphIE M3 HUX SIBJSUIMCH JICTAIbHBIMHU), BKJIOYAST %nv—ll%’;};oEKH@hgle KpO'EOTquHI/Ie

BHYTPHUUYEPEITHOE KPOBOM3IIUSHUE U TEMATYPHIO.

B uccnenoBanuu GpyHKIuM TPOMOOIMTOB IN VItro MOpyTHHUO WHrUOMPOBAT MHIYILIHPOBAHHYIO
KOJIJJTAr€HOM arperanuioo TpomMOouuToB. IIpuMeHeHHe aHTHUKOAryJasHTOB WM aHTUArperaHToB
COBMECTHO ¢ MOPYTMHMOOM YBEIMYMBAET PUCK 3HAUYUMBIX KpoBoTeueHHH. [Ipu coBmecTHOM
OPUMEHEHUH C AQHTHUKOAryJsHTAMHM PHUCK BBIIIE, Ye€M IPH COBMECTHOM TNPUMEHEHHU C
aHTHarperantamMu. HeoOXoauMo OIEHMBATh PUCKM M TIOJb3y NMPUMEHEHUS aHTUKOATyJISHTOB
WIA AaHTHAarperaHToB IIPU COBMECTHOM IIpUMEHEHMu ¢ ubpyruHubom. Heobxomumo
OTCJIEKUBATh IPU3HAKU U CUMIITOMBI KPOBOTEUEHUIA.

CoBmecTHOE ITpUMeHEeHHe HOpyTHHNOA ¢ Bap(papuHOM, IPYTUMH aHTaroHuctamu suramuna K, a
TaKXe C TAKIMH JO0O0aBKaMH K IUIIE, KaK pbIOWi kup 1 BUTaMuH E, mpoTHBOMOKa3aHo.
Tepanuio HOPYTHHUOOM cielyeT NPUOCTAHOBUTh HAa CPOK OT 3 10 7 nHEH no U mocne
XUPYPrUYECKOr0 BMEUIATENbCTBA B 3aBUCUMOCTH OT THIA OINEPALMU U PUCKA BO3SHUKHOBEHHS
KPOBOTCUYCHHS.

B uccrnenoBanus He BKIIOYAIMCh MAIIMEHTHI C BPOXKACHHBIM T€MOPPArHIECKUM THATE30M.
Jleiikocra3s

VY nanueHToB, NPUHUMABIIMX UOPYTUHHUO, OTMEUEHBl €IUHUYHBIE Cllydau JelKocTas3a. Beicokoe
quCIIo UpKyaupyrommx JuMdorutos (> 400 000/MKIT) MOKET MOBBIIATH PUCK BOSHUKHOBCHHUS
JeiikocTaza. B Takux ciydasix cieayeT pacCMOTPETh BO3MOXKHOCTH BPEMEHHOH MPHUOCTAHOBKU
Tepanuu  MOpyTMHHOOM. HeoOxoaumo BecTH TIIATENbHO HAONIOJIEHHE 3a COCTOSTHHEM
nanueHToB. [lo moka3aHusM ciefyeT NPOBOJUTH MOAJEPKHUBAIOILYIO TEPaIHio, BKIIOYAIOIIYIO
TUAPATALNIO U/WIH IIUTOPEAYKIIHIO.

Nudexnun

VY mnaunueHToB, NMPUHUMABIIMX HOPYTUHUO, OTMEUYANNCh CIyyal BO3HUKHOBEHUs HH(EKIMH
(BKJTIIOUAs cercuc, ObakTepualbHble, BUPYCHbIE WK IpUOKOBBIE MHpeEKIMH). HekoTopele U3 3THX
uH(peKkunii noTpedoBai rOCIUTATU3ALUN WU MpHUBean K cMepTH. HeoOxonumo paccMoTpeTh
npoBeieHue MPOQWIAKTUKYA HH()EKINH B COOTBETCTBUH CO CTaHIAPTAMH TEPAIHH Yy MMAllUEHTOB
C TIOBBIIIEHHBIM PUCKOM BO3HUKHOBEHMS ONIMOPTYHUCTHUYECKMX HHQEKIU. Y mnalueHTos,
MOJIYYaBIIUX TEPaNui0 UOPYTMHHOOM, OTMEUYAIUCh CIydyal BO3ZHUKHOBEHMS IPOTpPecCUpYIOLIeH
MyIbTU(OKATBHONW —JelikosHUedasonaTiy W peakTUBAallUM remaruta B HeusBecTHOro
MIPOMCXOXKICHUSI.

Taxoke Habmoganuch ciydau remnatuta E, koTopelii MoxxeT ObITh XxpoHMYecknM. HeoOxomaumo
HaOJII01aTh 32 COCTOSIHUEM IAI[MEHTOB C LEJbIO BBISBICHUS PU3HAKOB M CHMITOMOB MH(DEKINi

(TakuX Kak: JHMXOpajakKa, O3HOO, cIabOCTh, CIIYTAHHOCTh CO3HAHMS, PBOTA, KEJITyXa |



COOTBETCTBYET 2K MY OTUETY
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OTKJIOHCHHE OT HOPMBI OMOXMMHYECKHX MOKa3adTeIeh (b@lgﬁmyé%ﬁb‘rg%t%;ﬂmgzhéq'eﬁﬁ) a

TAKX€E MMPOBOAUTH HAJICHKALLYIO TEPAMUIO MO MOKA3AHUSM.

[{uTonenuu

VY nanueHTOB, NMPUHUMABIIMX HOPYTMHUO, OTMEYaJIUCh CIIy4al BO3HUKHOBEHHUS LUTOIECHUMN
(ueiiTporieHusi, TpoMmOoIUTONIEHUST u aHeMmus). HeoOXxoauMo eXeMecsSYHO MPOBOJIUTH
pPa3BEpPHYTHIN aHaJIU3 KPOBH.

Hurepctunnansabie 3a0onesanus jerkux (MU3J1)

Cnyuan U3JI oTmMedanuch y MalMeHTOB, TPUHUMABIIUX HOpyTHHNO. Heobxoaumo mpoBoauTh
HaOJII0/IeHUE Ha MpeAMET IMOSBJICHHS Y MAIlMeHTOB JIETOYHBIX CHMITOMOB, XapaKTEPHBIX IS
N3JI. [Ipu pa3BUTUU TaKUX CUMIITOMOB HEOOXOIMMO MPUOCTAHOBUTH TEPAMUIO HOPYTHHHOOM U
npoBecTH cooTBercTBytomyto Tepanuto U3JI. B cnydae mepcuctupoBanusi cumntomoB M3J1
HEOOXOUMO OLEHUTHh MOJb3y M PUCKH Tepanuu MOPYTMHHOOM M CIIEJIOBATh YKa3aHHUSIMH IO
KOPPEKIIUU €ro J03bI.

CCDI[G'—IHBIG ApUTMHUHU U CEpACYHaAd HEAOCTATOYHOCTD

VY manueHToB, MPUHUMABIINX HOPYTUHUO, HAOIIOJAINCH CMEPTEIIbHBIC U CEPhE3HBIC apUTMHH
WIA CepJACYHas HEIOCTaTOYHOCTh. [lalMeHThl CO 3HAYUTEIBHBIMH  COMYTCTBYIOIIUMHU
3a00JICBaHUSAMHU CEpAlla MOTYT TMOJBEPraTbcs OOJBIIEMY PHCKY pPa3BUTHs HEXeIaTeIbHBIX
SIBJIGHI/H\/JI, BKJIIOYass BHE3AIIHBIC KapAWOJOTHMYCCKUC ABJICHHUA CO CMCPTCIbHBIM HCXOIOM.
OubpwiALuMs, TpeneTaHue MpeacepaAnid, JKeIyJOYKOBble TaxHapUTMUU M CcepjAeyHas
HEJOCTAaTOYHOCTh OTMEUYaJINCh B OCOOEHHOCTH y TMAIIMEHTOB C OCTPHIMH WHQEKIUSIMHU WU C
HanuuueM (aKkTOpOB pUCKA BO3HUKHOBEHHS KapAHOJIOTHUYECKHUX SIBICHHH, BKIIOYas
THUIICPTCH3UIO, CaXapHBIﬁ I[I/Ia6CT " C CCPACUYHBIMU apUTMUSAMHA B aHAMHE3C.

[Tepen HawyamoM mpuema WOPYTHHHOA CJIEAYeT TPOBECTH COOTBETCTBYIOIIYIO KIHHHYECKYIO
OIICHKY aHaMmHe3a W (QYHKIHUH cepana. [lalMeHTsl JOKHBI HAXOMUTHCS MOJA TIIATEIbHBIM
HAOMO/IGCHUEM BO BpeMsl JIEYeHHUsS Ha TMPEAMET BBIABICHHUS MPHU3HAKOB KIMHUYECKOTO
YXYALIEHUS CepAeUHON (PYHKUIMH M HaXOIUThCS MOJ KIMHUYECKUM KOHTpojieM. PaccMoTpute
BO3MOKHOCTh JayibHeiero oocnenopanus (Hanpumep, IKI', sxokapauorpamma), Kak ToKa3aHo
MalMeHTaM ¢ CepJeYHO-COCYAUCTHIMH mpobiemamu. HeoOXoauMo OIEHUTh COOTHOIICHHE
MOJIb3a/pUCK TEPANUU UOPYTHHHOOM, U TIPH HEOOXOIMMOCTH MTPOBECTU KOPPEKIIUIO TO3BI.

DddexTsl B orHOmennn uaTepsanta QT

B xonme kiIMHMYECKMX WCCIENOBaHUM HWOPYTMHUO BBI3BIBAJI HE3HAYHMTEILHOE YKOPOUYEHUE
untepBana QTcF (B cpenneMm Ha 7,5 Mcek). MexaHu3Mm, Nexamuii B OCHOBE 3TOTO SIBICHUS, U
€ro 3HaYMMOCTh /Il O€30MaCHOCTH Mpenapata HeM3BeCTHBI. [Ipu paccMOTpEeHHH BO3MOXKHOCTH
Ha3HA4YCeHHUs] MOpYTHHHOA TAIMEHTaM C PUCKOM 0oJiee BBIPAKEHHOTO YKOPOUEHHWs HHTEpBalia

QTc (Hampumep, BPOXKIEHHBIH CHHIPOM KOpoTKoro mHTepBana QT wim Hamuuue B ceMEeHHOM



COOTBETCTEYET f-_' K li_: __ EPTHOMY OTUETY

ot 13.08.2025 N= 20177

inlals NE . NCTR 0003 .
aHaMHe3¢ HSTOro CHHAPOMA) HEOOXOIHMO pwomncf&%‘dﬁ@b@?&%ﬂh‘ I"IIJ'H/'IPI'I'/I"IIIG'CIKOI/I

OLCHKU COCTOAHUA 3J0POBbA MMALIUCHTOB.

CHHIPOM JH3HCA OIYXOJIH

Cunapom mmsuca onyxomu (CJIO) oTmedancs BO BpeMs Tepanuu HOpyTHHHOOM. Puck
BO3HUKHOBEHUS CHHJAPOMA JIU3UCA OIyXOJIM MPUCYTCTBYET y MAIIMEHTOB, HMEBIIMX OOJBIIYIO
ONyXOJICBYI0O HAarpy3ky 10 Haudana Tepanuu. HeoOxomumo TimatensHO HaOmIOAaTh 3a
COCTOSTHUEM IMAIIMEHTOB ¥ MPEANPUHUMATH COOTBETCTBYIOIINE MEPBI ITPEIOCTOPOKHOCTH.

HemenaHOMHBIC 3710KaUE€CTBEHHBIC HOBOO6]Z)a3OBaHI/I$I KOXH

v IMIallMCHTOB, MMOJIy4aBIIUX TEPAIINIO I/I6PYTI/IHI/I6OM, OTMCYAIIHCh HEMCIIAaHOMHBIC
3JI0KAQ4YCCTBCHHBIC HOBOO6p330BaHI/ISI KOXH. H€O6XOI[I/IMO TIIATCIBHO Ha6JIIOI[aTb 3a
NanuceHTaM Ha MPEAMCET BO3HUKHOBCHUSA HCMCJIIAHOMHBIX 3JIOKAYCCTBCHHBIX HOB006pa3OBaHHﬁ
KOXKH.

AprepuanpHas THIEPTEH3US

VY manueHTOB, MOTYYaloUINX TEPAHi0 HOPYTHHUOOM, OTMEYaach apTepUalibHas TUIICPTCH3HS.
Bo Bpems Tepanuu nOpyTHHHOOM HEOOXOAWMO PEryISpHO H3MEPSATh KPOBSHOE HABIICHHE Y
NAalMeHTOB, a Takke TMPH HEOOXOJUMMOCTH WHHIMUPOBATH WM  KOPPEKTHPOBATH

AHTUTHIICPTCH3UBHYIO TCPAIIUTO.

4.5. B3anMojeilicTBMe C JAPYTHMH JIEKAPCTBEHHBIMHM IpenaparamMu W JApyrue BH/bI
B3aUMO/1eCTBUA
B MeTtabonu3me nbpyrunnba yqactByeT npeumyiiectBeHHO u3odepment CYP3A4.

[Ipenapartsl, CITIOCOOHBIC TOBKIIIAThH KOHICHTpAIIHUIO I/I6DVTI/IHI/I63 B IJ1a3M¢E

Cnenyer uzberatb coBMecTHOro npumeHeHus: npemnapara Mopyruan0-AMEJIAPT u momHbix
uHruoutopoB uszopepmenta CYP3A4, MNOCKOIbKY YMEpPEHHbIE U MOIIHBIE HHTUOUTOPHI
uzopepmenta CYP3 A4 ciocoOHBI MOBBIIATH KOHIIEHTPALUIO HOPYTHHHOA.

Mownvie uneubumopwt usogpepmenma CYP3A4

B pesynbraTte COBMECTHOrO NMpPUMEHEHHsS] KETOKOHA30J1a (MOILIHOTO MHIMOWTOpa M30(pepMeHTa
CYP3A4) ¢ ubpyruanOoM y 18 310pOBBIX JOOPOBOJIBIIEB OBLIO OTMEUEHO YBEIMYCHHUE
skcno3uuu HOpyTHHNOA (Cmax 1 AUCo-1ast) B 29 1 24 pa3za cooTBeTCTBEHHO. B mccnenoBanun
B3aUMOJICHCTBUS MEX/Iy JIEKApCTBEHHBIMU IIperaparaMi y TMAaIUeHTOB C B-KiIeTo4yHbIMU
37I0KaY€CTBEHHBIMU OMYXOJISIMH COBMECTHOE IPUMEHEHHE C BOPHKOHA30JIOM YBETHIHUBATO Cmax
nu AUC wubpyrunuba B 6,7 u 5,7 pa3a COOTBETCTBEHHO. B KIMHWUYECKUX WCCIIEIOBAHUSIX
MakcHUMajibHasi HaOmojaBmiasicss KoHueHTpanus ubpyrunuda (AUC) y 37 mnauueHTos,
MOJyYaBIIUX JETKHE W/UIN yMepeHHble UHrHOuTOphI n3odepmenta CYP3A4, Oblza MakcuMyM B
2 pasa BBIIIE COOTBETCTBYIOIICH KOHIIGHTpAlUU y 76 OOJIBHBIX, KOTOPBIE HE TMOJyJald

COMYyTCTBYIOINYI0 Tepanuio wuHruomropamu wuszopepmentra CYP3A4. Ilo pesynapTaTam

8



COOTBETCTEYET :-_' K li_: __ EPTHOMY OTUETY

ot 13.08.2025 N2 20177

inlals TR A TR 002
pacCMOTPEHMSI JAHHBIX MO KIMHHUYECKOH 6330HaCH6EIIIﬁ"";lE‘a'6"Eﬁdamdﬁ;l" Eo‘n‘yliq'a{ﬁﬁmx

ymepennbie (N =47) wmu Mmomubie (N = 19) unaruburopsr uzopepmenra CYP3A4 He ObUIO
BBISIBJIEHO 3HAYMMOI'O YBEJIMYEHMS TOKCHUYHOCTH. BOpHMKOHA301 M 103aKOHA30J1 MOTYT
MPUMEHATBCST  COBMECTHO ¢ mpemnaparomM Mopytuaun6-AMEJIAPT 1pu  cobmroneHun
peKOMeH1alui 110 103UPOBaHMIO, yKa3aHHbIX B Tabnuue 3. Heo6xonnmo n3bderatb COBMECTHOTO
npUMEHeHHs HOpYTHHHOA CO BCEMH OCTAJbHBIMH MOIIHBIMH HHTHOMTOpaMH H30(epMeHTa
CYP3A4 (mampumep, KETOKOHA30J, WHIMHABUD, HEI(PUHABUP, PUTOHABUD, CAKBUHABUD,
KJIAQpUTPOMMLIMH, TEJIUTPOMULIMH, HWTPAKOHA30J1, He(a30odoH M KOOHMIMCTAT), a TaKxKe
paccMOTpeTh BO3MOXHOCTb IIPUMEHEHHs albTEPHAaTHBHBIX IpENaparoB € MEHBUIMM
noreHagoM uHruOuposanuss uzopepmenta CYP3A4. Eciaum mnoTeHumuanbHas MoOJb3a OT
NPUMEHEHHS TEPEBEIIMBAET BO3MOXKHBIM PUCK M HEOOXOIUM TNPHUEM MOIIHOTO HWHTHOUTOpPA
uzopepmenta CYP3A4, 1o HeoOXOAMMO CIEOBAaTh PEKOMEHAALUSAM I10 KOPPEKLHUH H03bI,
yKka3zaHHbIM B Tabnuiie 3.

Ymepennvie u cnadvie uneubumopwt uzopepmenma CYP3A4L

VY nanueHTtoB ¢ B-KJI€TOUHBIMHM 3JI0KaYECTBEHHBIMU OIYXOJIIMU COBMECTHOE NPUMEHEHHUE C
unrudutopom uzopepmenta CYP3A4 spurpomurinaom yBenuduBasio Cmax 1 AUC ubpyrunmnba
B 3,4 u 3,0 pa3a coorBercTBeHHO. EClln 1oKa3aH npueM yMEepeHHOro MHruouTopa n3opepMeHTa
CYP3A4 (manpumep, (IyKOHA30J, IPUTPOMHIIMH, AMIIPEHABUD, AlpEIHUTAHT, aTa3aHaBHP,
nunpoQIIoKcaliy, KpU3OTHHHO, AwiITHa3eM, (QocaMrpeHaBup, HWMATUHUO, BEparammui,
aMHOJApOH, JAPOHEIApOH) CIIEAYeT YMEHBIIUTh A03y mnpenapara MO6pyrunu6-AMEJIAPT,
COIJIACHO PEKOMEHJIAIMSIM 10 KOPPEKLUH J103bl, yKa3aHHbIM B Tabnure 3.

He TtpeOyercss Koppekiuu M03bI MpPU COBMECTHOM TMPUMEHEHHH HOpyTHHHOA CO CiadbiM
uaruouropom mopepmenta CYP3A4. Crnemyer obecnieuuTh THIATENbHOE HAOIIOACHUE 32
HPOSIBJICHUSIMU TOKCUYHOCTH Y MAI[MEHTOB, U B CIy4ae HEOOXOAMMOCTH MPOBOAUTE KOPPEKIIUIO
JI03bI COTJIacHO MHCTpYKUMU. Bo Bpems Tepanuu npenaparom Mopyruano-AMEJIAPT cnenyer
nu3z0eratb ynorpeOieHUsT B MHUILY TIpedndpyToB M IOMEPAHIIEB, MOCKOJIBKY 3THU (PYKTHI
coJiepkaT ymMepeHHble UHruouTopsl nzopepmenta CYP3A4.

Tadoauna 3. PekoMeHganmnu mo KOppeKIUM 1035l

IIpenapar,
HDHMeRseML Pexomenayemas n103a npenapara
I'pynna P Nopyrnnuno-AMEJIAPT na Bcem
COBMECTHO €
NalHeHTOB npemapatom NPOTSIZKEHNH NpUeMa HHTuduTopa
CYP3A4*
U6pyTHun6-AMEAPT H30pepMenTa
[Tanuents! ¢ B- 420 mr winm 560 mr 1 pa3 B CyTKH, COTJIACHO
Cuabie HHTHOHTOPLI MIOKA3aHUIO K IPUMEHEHUIO
KJICTOUHBIMU .
cro uzopepmenta CYP3 A4 P
3JI0Ka4€CTBEHHBI Koppexkuus 103b1 He TpeOyerTcs.
MH OIIyXOJISIMU Ymepennsie uaruOuTops! | 280 mr 1 pa3 B cyTKH.
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uzodpepmenta CYP3 A4 R AR TEF L i e TR VUM

Bopuxkonasou,
ITo3akoHa30i1 B 103€ HE
140 mr 1 pa3 B cyTkH.
6onee 200 Mr cycieH3un

2 pa3a B CyTKH

Heo0xoaumo n30erarob COBMECTHOI'O
NPUMEHECHHS, a  TakkKe  pPacCMOTpPeTh
BO3MOXXHOCTh MPUMEHEHUS allbTEPHATUBHBIX
IpermapaToB C MEHBIINM  TOTCHIUAIOM
uHruouposanus n3opepmenta CYP3A4.

[Ipy  HEOOXOAMMOCTH  KpPaTKOCPOYHOTO
npremMa (HampuMmep, B KadyecTBE TepaIvu

Jpyrue MomiHblie .
pyr nH(pekuu B TeueHHWe He Oojee 7 1HEH)

HHTUOUTOPBI
uzopepmenta CYP3A4

ITo3akoHa301 B Oojiee

ClieZlyeT TPUOCTAHOBUTH NPUEM IIpenapara
Nopytunno-AMEJIAPT.

BBICOKHX 103X ™ Ecim nmoTeHnmanpHas mojib3a OT IPUMEHEHUS
MEPEeBEIINBACT  BO3MOXKHBI ~ pUCK U
HeoOXOoIuM JUIMTENbHBIM (Oonee 7 1HEl)
MPHEM MOIIHOTO HMHTUOMTOpA H30(epMEHTA
CYP3A4, To HEOOXOAMMO YMEHBIIUTH J03Y
npernapata  U6pyrunu6-AMEJIAPT 1o
140 mr 1 pa3 B CyTKM Ha BCEM MPOTSIKECHUHU

npuema uaruduropa uzopepmenta CYP3A4.

CnaObie ”HTUOUTOPHI 420 mr 1 pa3 B CyTKH.
nzodepmenta CYP3A4 Koppexknus 10361 HE TpeOyeTcs.

YMmepennbie HHTUOUTOPH! | 420 Mr 1 pa3 B CyTKH.
uzodpepmenta CYP3A Koppexmust 10361 He TpedyeTcs.

Bopuxonasou,
ITo3zakoHa3zou B 103€ He
280 mr 1 pa3 B CyTKH.
6onee 200 Mr cycnieH3uu

2 pa3a B CyTKH

ITozakona3oi B Oomee
ITarmmeHTE! c 140 mr 1 pa3 B cyTKH.
BBICOKHX J03ax**

XPOHUYECKOU
. Heo0Oxonumo n30erathb COBMECTHOTO
peakiuei
PUMEHCHHS, a  TaKkKe  pPacCMOTPETh
«TPaHCIUIaHTAT

BO3MOXHOCTb NPUMCHCHHA AJIbTCPHATHBHBIX
MPOTUB XO3AUHA»
npemnapaTroB C MCHBIIIMM  IOTCHIHAJIOM

Jlpyrite MobIe uHrnOupoBanus m3odepmenta CYP3A4.

UHTHOUTOPBI
nzopepmenta CYP3A4

[Ipy  HEoOXOAMMOCTH  KPaTKOCPOUYHOTO
npremMa (HampuMmep, B KadecTBE Teparuu
nHpexuu B TeueHue He Oonee 7 HEH)
ClelyeT TMPUOCTAHOBUTH MpHEM Tpernapara
N6pytunn6-AMEIAPT.

Ecnu nmoTeHnuanpHas moib3a OT IPUMEHEHUs

NEpCBCHINBACT BO3MOJKHBIH pHUCK nu
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HeQOX DA DI IeHbHb (G0t 27 A

MPHEM MOIIHOTO HMHTUOMTOpa U30(pepMEHTa
CYP3A4, To HEOOXOAMMO YMEHBIIUTH 03y
npenapata  MOpytuaun6-AMEJIAPT 1o
140 mr 1 pa3 B CyTKM Ha BCEM IPOTSHKCHUH
npuema uaruountopa uzopepmenta CYP3A4.

— crnepyerT HaONIONAaTh 3a HEXeJaTeNbHBIMU sABICHUsAMU mpenapara Mopyrunno-AMEJIAPT u mnpu
HEOOXOAMMOCTH TIPHOCTAHABIMBATH TEPAIUIO HIIM POBOIUTH KOPPEKIIMIO T03bI.

*

** — mo3akoHa301 B o3¢ 200 Mr BHYTpPb B BUZE CyCIICH3UH 3 pa3a B CyTKH win 400 MT BHYTph B BU/IE CYCICH3UH
2 pa3a B cytku; 300 Mr B BHIe BHYTpHMBEHHBIX WHBEKIHH 1 pa3 B cytku; 300 Mr BHYTpb B BHAE TabJIETOK
MIPOJIOHTUPOBAHHOTO NEUCTBUS 1 pa3 B CyTKHU.

[Tocne ormensl uHruOuropa wuszopepmenta CYP3A4 Ttepanmro npenapatom WMOpyTunHuo-
AMEJIAPT npoaomkatoT B IepBOHAYaILHOM J103€.

IIpenapatsl, CIIOCOOHBIE YMCHBIIIATh KOHIICHTPAIIMIO I/I6DVTI/IHI/I6a B I1J1Ia3M€

B pesynbrate COBMECTHOTO pUMEHEHUSI HOPYTUHNOA C MOIIHBIMHA HHIYKTOpaMH U30(epMeHTa
CYP3A4 cuukeHue KOHLIEHTpaluu HOpyTUHHOA B TUIa3Me MOXKET cOCcTaBIATh 10 90 %.

Cnenyer wu3beraTb COBMECTHOI'O NpUMEHEHHUs HOpYyTMHHOA C MOIIHBIMH HHIYKTOpaMHU
uzopepmenta CYP3A4 (nmanpumep, kapbamazenuHoM, pudaMouHOM, (EHUTOMHOM U
npernaparamu, COJACpKaIlMMHU dKCTPAKT 3BepoOos mpoasipsiBiernoro (Hypericum perforatum).
Crnemyer paccMOTPETh BO3MOKHOCTH MCIIOJIB30BAHUS allbTEPHATUBHBIX MPEMapaToB ¢ MEHbIIEH
WUHAYIUPYIOLIEH aKTUBHOCTHIO B OTHOLIEeHUH n3odepmenta CYP3A4.

[IpenapaThl, KOHIIEHTPAIMS KOTOPHIX B IIJ1a3ME€ MOKET MEHSAThCS 101 ICHCTBUEM I/I6DVTI/IHI/I68.

[lo pesynbraram wucciaenoBaHuii IN  Vitr0 wWOpyTHHHO sBIseTCS ClaObIM  OOpPATUMBIM
unruoutopom m3opepmentos CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 u CYP3A4/5,
U He TMOKa3bIBaeT 3aBUCHMOro OT BpeMeHM uHruOupoBanus CYP450. JluruapoanosibHbIN
MeTaboauT UOpyTHHUOA sBiseTcs ciaaObiM MHrHOUTOpoM H3odepmentoB CYP2B6, CYP2CS,
CYP2C9 u CYP2D6. Kak ubpyTHHHO, TaK ¥ €ro AUTHIPOIUOIBHBIA META0O0IHUT B YCIOBHSX IN
Vitro o0naganu He Oosiee, 4eM caabbIM MHIYIHPYOIMM 3(P(PEeKTOM B OTHOIICHUH aKTHBHOCTH
uzopepmentoB CYP450. Opnako B UCCIEIOBaHMM JIEKAPCTBEHHOTO B3aUMOICHUCTBUS Y
NAlMEeHTOB C B-KJIETOYHBIMU 3J10KQYECTBEHHBIMHM OITYXOJIIMH HOPYTMHHUO HpU OAHOKPATHOM
npueme B no3e 560 mMr He OKa3blBal KIMHMYECKM 3HAYMMOTO BJIMSHUS HAa KOHLEHTPALUIO
cyoctpata mzodepmenta CYP3A4 mumazonama. B xome Toro ke wucciaeaoOBaHUS Teparus
uOpyTHHHOOM B 7103€¢ 560 MTI' B CyTKH B T€UEHHE 2 HEZENb HEe OKa3blBajla KIMHUYECKH 3HAaYUMOTO
spdexta Ha (HApMAKOKUHETHKY TEpPOPATIbHBIX KOHTPALCTITUBOB (3TUHWIACTPAAUON H
neBoHoprecTpen), cyocrparta mzodpepmenta CYP3A4 wmmpazomama u cybcrpara CYP2B6
OynpornuoHa.

[To pe3ynbTaram uccienoBaHui iN Vitro nOpyTHHUO He sABIsieTCs cyOcTpaToM P-rimkonporenHa

WIN JAPYTUX OCHOBHBIX TPAHCIOPTEPOB, 3a uckitodenneM OCT2. JluruaponanonbHblii METa00IUT
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U Jpyrue MeTaboJIUThl SBISIOTCS CyOCTpaTaMu P-II‘MC;HM;I 'ET%E%EJG_' 'Fvlf;:al;'l;iéTc;I

ciabbIM MHTHOMTOpPOM P-riimkomnporenHa u Oenka PE3UCTEHTHOCTH paka MOJIOUHOW JKeJe3bl
(BCRP). Cucremnoe B3auMojaeicTBHE HMOpyTHHHMOA ¢ mpemaparaMu, SBISIOIMIMMUCS
cyOctparamu P-riamkomnpoTenHa, He ImpeanosaraeTcs. TeM He MeHee, Helb3s HCKIIYHUTh
BO3MOYKHOCTh MHTHOMpOBaHUS HOpPYTHHHOOM KuiiedHou (opmel P-rmukonporemna m BCRP
nocje IpueMa Ipernapara B TEpaleBTHUUECKHUX J03aX. B HacTodiee BpemMs OTCYTCTBYIOT
KIMHUYeckre JaHHble. C IEeNbl0 YMEHBIICHUS BO3MOXXHOCTH B3aMMOJCHCTBHS B KEIyJ0YHO-
KHIIIEYHOM TpakTe, cyocTparbl P-rimkonporemna wim BCRP ¢ y3kuMm TepaneBTHYECKUM
MHJICKCOM (HampuMep, AUTOKCHUH HIJIM METOTPEKCaT) JOJKHBI MPUHUMAThCS ¢ MHTEPBAJIOM HE
MeHee 6 YacoB N0 WM Tocie mpuema uOpyruHHOA. MOpyTHHHO TakKe MOMXKET CUCTEMHO
uHruouposats BCRP 1 noBeiiaTh KOHIEHTPALUIO IIpEnapaToB, KoTopble noasepratorcs BCRP-

OTOCPEI0BAaHHOMY MeueHOUHOMY 3P GIIOKCY (HampuMmep, po3yBacTaTHH).

4.6. DepTHWIbHOCTH, 0€PEMEHHOCTD H JAKTAMS

)KGHHII/IHI)I C ACTOPOAHBIM ITOTCHIIMAJIOM (KOHTDaHGHHI/Iﬂ Y MY)XYHMH U )KCHIIII/IH)

CriocoOHbIE K JETOPOKICHUIO JKEHIIWHBI TOJDKHBI HCIIOJIb30BaTh BHICOKOA((EKTUBHBIE METOBI
KOHTpalenuu Bo Bpems npuema npenapara Mopytuano-AMEJIAPT. Heo6xonumo uzberatb
HACTYIUICHHsI OEpeMEHHOCTH BO Bpems Tepanuu npemnapatoM Mopyrunn0-AMEJIAPT, a taxke
B TeueHue | Mecsla nocie oKOHYaHMs Tepanuu. Eciiu y manueHTKu HacTynuia 0€peMEHHOCTb
BO BpeMs TEpanuu, €€ HeoOXOAUMO MpEeAyNpeluTh O BO3MOXHOM Bpeae uid miona. Ilepuon
BpEMEHHU TIoclie  3aBeplieHus Tepanuu mnpenaparoM HWopyrunu6-AMEJIAPT, mnocie
IPOXOXKJIEHUS KOTOPOI'o JKEHIIMHA MOXET 3abepeMeHeTh 0e3 Kakoro-imbo Bpena [uid IUoja, B
HAaCTOsIIIee BPEMsI HEU3BECTEH.

MyxunHam HeoOX0auMO M30eraTh 3ayaTusi peOeHKa U JOHOPCTBA CIEPMbI BO BpeMs Tepanuu
npenapatoM Uopytunn6-AMEJIAPT u B TeueHune 3 Mecs1eB MOCIIE €€ 3aBEePILCHHS.
bepeMeHHOCTD

K HacTosiieMy MOMEHTY HET KOHTPOJUPYEMBIX HCCIeAOBaHUN MOpyTHHHOA y OepeMEeHHBIX
xeHIuH. [lo pe3ynbrataM Hcciae 0BaHUN Y )KUBOTHBIX, HOPYTUHHUO CIIOCOOEH MPUYUHUTH BpEJ
IUIO/lY B CITy4ae MPUMEHEHHUs y O€pEeMEHHBIX JKEeHIIUH (cM. pasaen 5.3).

[Tpenapat N6pytuHn6-AMEJIAPT npoTuBonoka3aH K IPUMEHEHUIO BO BpeMsi OEpEeMEHHOCTH.
Jlakranms

B HacTosee BpeMsi HEM3BECTHO, BBIAESAETCS JTM HOPYTUHUO UM €r0 METaOOIUTHI C IPYAHBIM
MOJIOKOM y 4enoBeka. [Iockoiibky MHOrue mpemnaparsl BBIACISAIOTCS C IPYAHBIM MOJIOKOM Y
YeJI0BEKA, U BCIIEICTBUE BO3MOKHOCTH BO3HUKHOBEHHUs CEPbE3HBIX HEXKEIIATEIbHBIX PEaKLUH Y
HaxOJAIIMXC Ha TPyIHOM BCKapMJIMBAHUM MIIQJICHLEB, CJIEAYeT IPEKpaTUTh TpPYyIHOE

BCKapMJIMBaHKE BO Bpems Tepanuu npenapatom Mopytunno-AMEJIAPT.
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47. BJausiHMe HA CMOCOOHOCTH YNPABJISTE Tpancﬁﬂﬁﬁ&%'%éﬂéﬂhﬂﬁ;"&Tﬁh%i}%'{f%b c

MeEXaHu3MaMHu
Yy ManuCeHTOB, IPUHUMAIOIINX I/I6pyTI/IHI/16, OTMCHYAJINCH YCTAJIOCTDh, 'OJIOBOKPYKCHUC U ACTCHUA.
3T0 JOJDKHO IIPUHHUMAThBCA BO BHUMAaHHUEC IIPHU OLCHKE CIIOCOOHOCTH nanyeHTa K YIIPaBJICHHUIO

TPAHCIIOPTHBIMHU CPpEACTBAMU U MEXaHU3MAaMMH.

4.8. HexeaaTe/ibHbIe peaKIuu

Pesrome npoduiist 6e3onacHocT

Jannble o HexenarenbHbIX peakuusax (HP) ocHoBaHbl Ha naHHBIX, MOJIyYEHHBIX B XOJ€
KJIMHUYECKHX MCCIIeI0OBAaHUN U B TOCTPETUCTPALIMOHHBIN EPUOI.

HaubGonee uwacto nabmonmaBmmumucs HP (> 20 %) sBnsiorcs: awapes, HEUTPOIICHHUS, ChIIb,
CKEJIETHO-MbIlIEYHass  0oyib,  KpOBOTEUEHUs  (HampumMep, KpOBOIIOATEKH),  TOIIHOTA,
TPOMOOLIUTONECHUSA, apTpairus, HMHQEKUUU BEPXHUX JAbIXaTENbHBIX NyTeH W MHUPEKCHs.
Haubonee yacro nabmogaBmumucss HP crenmenn 3 u 4 (> 5 %) sBustorcs: HeWTponeHwus,
TUM(OIUTO3, TPOMOOIIUTONICHHSI, THEBMOHHSI, apTepUaIbHasi TUIIEPTEH3US U CHIIIb.

Tabauunoe PE3IOME HEXKENATCIIHLHBIX PEaKIUI

He:xenaTesbHble peakuy, CBA3aHHbIE C TepaMel, IPOBOJIUMON y MALIMEHTOB ¢ B-kieTouHbIMU
3JI0KAYECTBEHHBIMM  OINYXOJSIMM M HEXEJaTelbHbIE  pEakUud,  OTMEUYCHHBIE B
MOCTPETHUCTPALIMOHHBIA TIEpUOJl, MPHUBEACHBI B TAOJHMIIE HIKE B COOTBETCTBUU C CHUCTEMHO-
OpraHHBIMHU KJIaCCaMHU U C paclpeiesieHUeM [0 4acTOTe BO3HMKHOBeHHMs. Kareropuu 4actoTsl
OTIpEeeNAIOTCS CIAEAYIONMM o0Opa3oM: o4deHb udacto (= 1/10), wacto (= 1/100, vo < 1/10),
Hevacto (> 1/1000, Ho < 1/100), penko (> 1/10000, o < 1/1000), ouens penko (< 1/10000). B
npejenax OJHOW TpyNMbl YacTOThl HEXKeNaTedbHble pEaKIMHM paclolOXKEeHbl B TMOPSAKE
yOBbIBaHUS UX CEPHE3HOCTH.

Tabauna 4. HexenarenbHble peakiiuy, CBs3aHHbIE C TEpanueil, IpOBOAMMON y NALMEHTOB C B-
KJIETOYHBIMH 3JIOKAYECTBEHHBIMU OIYXOJISIMH, M HEKEIAaTEIbHbIE pEaKLUU, OTMECUCHHBIE B

IIOCTPETUCTPALMOHHBIN MTEPUOJL

CucreMHO-OpraHHbIi
Yacrora HexesatenbHble peakunu
KJ1ace

[MTueBMoHMs M

Ouensb yacto WHbexun BepXHUX JbIXaTENbHBIX TyTeH
Nudexiuu koxu’

Cermcucl?
Nudexunn u naBazun Yacto Nudexnnn MOYEBBIBOISIINX MyTEeH
Cunycut!

Kpunrokokkopas undekuus’ [TneBMoucTHAs
Heuwacro unpeximsal?
Acneprunnes!
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Pearuiilinr Hitdita e £ O 5 0903

JloGpokauecTBEHHBIC U
37I0KauE€CTBEHHBIC
HOBOOOpPa30BaHUs
(BKJIFOUAst KUCTHI U
TTOJTHITBI)

Yacto

HemenanoMHBIH pak Koxu®
bazanpHOKIETOYHAs KapLIUHOMA
[InockoknerouHast KapIHOMa

Heittponenus
Ouens yacto
TpomboruToneHus
Hapymenuss co ctopoHsl —
. DeOpubHas HEUTPOTICHHS
KpPOBH M JIUM(paTHYECKON .
Yacro JlelikonuTo3
CUCTEMBI
JlumdoruTos
Penxo JlelikocTas
Ha €HHSI CO CTOPOHBI
Pyl . p Yacto HNurtepcTuninansHbie 3a00J1€BaHUs nerkux %4
MMMYHHOHN CHCTEMBI
Hapymenns Yacro I'mnepypukemust
MeTtabonu3ma u nutanus | Hewacro CuHzpoM Iu3uca ormyxomu®

OueHp 9acTo

T'onoBHast 60116

[epudepuueckas ueiipornaTus’*

Yacro
l'onoBokpyxEeHUE
Hapymenust co ctopoHsl
. Octpoe HapylIeHHe MO3rOBOIO
HEPBHOM CHUCTEMBI 24
KpOBOOOpaIeHUs ™
Heuacro 4
TpaH3uTopHas vllIeMUYECKas aTaka
Nmemudeckuii nHCYI6T>
Hapymenust co cropons | HYacto HederkocTh n3o0paskeHust
opraHa 3peHus Heuwacro KpoBousnusHue B Tiaz?
OubpuIAIUs Ipeacepauit
Hapymenust co cropons! | Hacro 15
Cepneunas HEIOCTaATOYHOCTD
cepana 5
Heuacto XKenynoukoBasi TaxuapuTMHs
Kposoteuenns?
OueHb yacto Kposonoareku®

Hapymenust co cTopoHsl
COCYJIOB

ApTepuanbHas runepreHsus’

Hocopoe KpPOBOTCUYCHUC

XKenynouHo-KuIIEYHbIE
HapyLIEHUS

Hapymenust co ctopoHsl
MEYECHHU 1
YKETTYEBBIBOIAIINX ITyTEH

Hapymenust co cTopoHsl
KOXXM U TOAKOXHBIX

Yacto
Ilerexuu
Hewacto Cy6mypanbHas reMaToMa’
Muapes
PBota
Cromarut?
OueHp yacTo
TomHOTa
3amnop
Jucnerncus
Heuacrto [MeveHouHas HEOCTATOIHOCTD >
OueHp yacTo CpImb?
Yacto Kpanupauna*
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ETY

TKaHEN

Dpurem

l;ﬁ OCREQOBATENBHOC TS 0003]

Onuxoxiazus’

Heuacto

[TanHUKYyIUT
HeiitpodunsHblii nepmartos

AHTrHOHeBpOTUYECKHi 0TEK?

14
1

Penxo

Cungpom CruBeHca-/[>xoHcoHA

)

Hapymenuss co ctopoHsl
MBIIICYHOM, cKeleTHOH U | OYeHb 4acTo

COE€NUHUTEILHOU TKaH!

Aptpanrus
Mpuleynslie cria3mMel
CKeJIeTHO-MBIIIIEIHAS 0OJTh

OOmme HapymeHuss U
peaxiun B mecte | Yacto
BBEJICHUS

Jluxopanka
[Tepudepuueckue oTeku

! — BKJIIOUAET HECKOJILKO TEPMUHOB HEKEIATENBHBIX PEAKIIUN
2 — BKIIIOYAET CMEPTEIBHBIE HCXO/IBI
3 — BBIOpaH TEPMUH HU3KOTO yPOBHS

4_ CIIOHTAaHHBIC COO6H.[€HI/IH BO BpEMs NOCTPETUCTPANMOHHOTO IIEPpUOaa

5

— YacCTOTa pacCUUTaHa C UCIIOJIb30BAHUECM JTaHHBIX KIIMHUYCCKUX I/ICCJIGI[OBaHI/Iﬁ MOHOTCpAIINHU

Taboauua 5. HexxenatenbHble peakiiny, OTMEUEHHbIE ¢ 4acToTo > 10 % B X0Je KIMHUYECKUX

I/ICCJ'IG,I[OBaHI/Iﬁ Yy IaueHTOB C XpOHH‘lGCKOfI peaKuHeﬁ «TpPAaHCIUIAHTAT IIPOTHUB XO03sKWHAa»

CucreMHO-OpPraHHbIil KJjace

HexenareabHbIe peakmun

WNudeknynn u nHBa3UN

[THeBMOHUST*
WHupexkunn BepXHUX AbIXaTEIbHBIX ITyTEH
Cencuc*

HapymeHI/Iﬁ MeTa0oJIM3Ma U MUTaHUS

['unoxanuemus

Hapymienust co cTOpOHbI HEPBHOM CHCTEMBI

I'osioBHAas 0oJb

Hapymenust co cTopoHbI COCYI0B KpoBorteuenus*
Hapyiennst co cTopoHsl 1bIXaTeabHOM cucteMsl, | Kamens
OpPraHOB I'PYIHOM KIIETKH M CPEJOCTEHUS Oppimka
Huapes
Cromarut*
XKenynoyHo-KHIIEYHbIE HAPYIIEHUS
TomHoTa
3anop
Hapyiennst co CTOpoHBI KOKH U IMTOJKOKHBIX KpoBonoarexu*
TKaHe Coimip™*

Hapyienust co cTOpoHbI MBIIIEYHON, CKEJIETHON
U COCIVHUTEIILHON TKaHU

MeuleyHbie cria3Mabl
CkelleTHO-MbIIIeYyHas 00JIb *

O6IJ_II/IC HApymeHud U pCakKiu B MECTC
BBCACHUA

Ycranocth
JInxopanka
[Tepudepuueckue oTexn

TpaBMI)I, MHTOKCHUKAIINUU U OCJIOKHCHUA
mponeyp

ITanenus

* - BKITIOYaeT HECKOJIKO TEPMHUHOB HEXKETATEIbHBIX PEaKIHi

Onucanye OTACIbHEIX HeXKENIaTSAbHBIX PeaKIIUN

Hpexpaw;enue mepanuu u CHuscenue 003vl 8creocmeue 603HuUKHoseHus: HP
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Cpeny TanMeHTOB, TMOJY4YaBIIUX TEPAITHIO I/I6DVTI£IQII/IT6;§JIE%C: Eé'ﬁigélﬂ I:é-l ijﬁ-&ﬁ'é%@éﬁmm

3JI0KaYECTBEHHBIMU OIYXOJISIMH, OKOJIO 8 % IMpeKpallany TEPANUIO BCIEACTBUE BOZHUKHOBEHUS
HEKeNaTeNbHbIX  sBicHM. Takme HP Brmodanym THEBMOHHIO, ChIllb, (QHOPHILIAINIO
npencepauii, HSUTPOIEHNI0, TPOMOOLIMTONICHUIO, KPOBOTEUCHHS U TUAPEIO.

HexxenaTenbHble peakiuy, MPUBOAMBIINE K CHHKEHUIO JI03bl, OTMEYaIUCh mpumepHo y 10 %
MAalUEeHTOB.

Toowcunvie nayuenmoi

Cpeau manueHToB, MOJy4YaBIIUX Tepanuio HUOpyTHHHOOM, 55 % Obu B Bo3pacTte 65 jer u
ctapuie. B 370l rpynmne manuMeHTOB yalle OTMedajaach MHEBMOHUS creneHd 3 u Bhime (14 %
MAIMEHTOB B Bo3pacTe 65 JeT U cTapiie mo cpaBHEHHUIO ¢ 4 % 0ojee MOJOBIX MAIMEHTOB) U
TpoMOonmTonieHus (12 % manueHToB B Bo3pacTe 65 JIeT M cTapiie 1Mo cpaBHEHHUIO ¢ 5 % Ooiee
MOJIO/IBIX MAIMEHTOB).

COO6H.I€HI/IC O IMOA03PECBACMBIX HCKCIATCIAbHBIX PCAKIIHUAX.

Baxxno cooOmarb 0 MOJ03PEBAEMBIX HEXKEJATENbHBIX pEaKUUsAX II0CJI€ PETUCTpaluu
JIEKApCTBEHHOTO Tperapara ¢ HelIbl0 00eCTIeYeHNsT HeTPEPHIBHOIO MOHUTOPUHTA COOTHOIICHHS
«I0Jb3a — PHUCK» JIEKAPCTBEHHOTO Mpernapara. MeauIMHCKUM pabOTHUKAM pPEeKOMEHIYEeTCs
coo0IaTe 0 JIIOOBIX MOJ03PEBAEMBIX HEXKENATENbHBIX PEAKIUAX JIEKapCTBEHHOTO IMpemnapara
YCpe3 HALIMOHAJIBHBIC CUCTCMBI COO6HIGHI/I$I 0 HCXKCJIATCIIbHBIX PCAKIUAX IOCyAapCTB — YJICHOB
EBpazuiickoro 3KOHOMHYECKOTr0 COI03a.

Poccuiickas ®@egepanus

®denepanbHas ciyx0a 1o Haa3opy B cdepe 3apaBooxpanenus (PoczapaBHanzop)

Anpec: 109012, r. Mocksa, CraBsiHCKasl TUIOIIAb, 1. 4, cTp. 1

Tenedon: +7 (800) 550-99-03

OnektpoHHas modra: pharm@roszdravnadzor.gov.ru

Caiit B nHGOPMAIMOHHO-TENIEKOMMYyHUKAIIMOHHOM ceTu «HTepHeT»:

http://www.roszdravnadzor.gov.ru

4.9. Tlepeno3upoBka

CuMOTOMBI

JlanHple 0 mepeno3upoBke MOpYTHHHOOM orpaHuyeHbl. B uccienoBanuu I ¢asel, B KOTOpOM
MalMeHTHl TOJIyJalid JaHHBIN mpemapar B 1o3e a0 12,5 mr/kr/cyt (1400 mr), makcumaibHas
nepeHocumMast 103a He ObUTa TOCTUTHYTA.

Jleuenue

Crieruduunbiii anTua0T U1 ipenapara Mopytuaun6-AMEZIAPT orcyrcTByer.

Heobxomumo TmiatenpbHOEe HAOMIOACHHE 32 COCTOSIHUEM TMAIlMEHTOB, MPHUHSBIIUX 103y BBIIIE

PEKOMEHTyeMOM, a Tak)Ke MPOBEACHUE HAJISKAIIECH TOIIeP)KUBAIOIIEH TEpaTTiu.
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(NOCNEQCBATENEHOCTE 0003)

S. ®APMAKOJIOTTYECKHE CBOMCTBA

5.1. ®dapmakoamHaMH4YecKHe CBOWCTBA

dapMakoTepaneBTUYECKas rpynna: MIPOTHUBOOITYXOJIEBbIE CpeJICTBa, UHTHOUTOPBI
MIPOTEMHKWHA3; HHTHOUTOPHI TUPO3MHKUHA3KI bpyToHa (BTK).

Kong ATX: LO1XE27

Mexanuszm geiicTBus

NOpyTuHUO sIBIISETCSI MOIIHBIM HU3KOMOJIEKYJIIPHBIM MHTMOMTOPOM THPO3MHKHMHA3bl bpyToHa
(TKB). UopytrnHHO 00OpazyeT KOBAJICHTHYIO CBs3b C IUCTeHMHOBBIM octatkoMm (Cys 481) B
aktuBHOM 1eHTpe TKDB, nmpuBoas k cTOWKOMY MHTMOMPOBAaHUIO (DEPMEHTATHBHON aKTHBHOCTH.
TKDB, sBusOmasCsS NPEICTaBUTENIEM CEMEMCTBAa KMHA3 Tec, BBICTYNAET B KAayeCTBE BAKHOU
CUTHAJIBHOM MOJIEKYJIbl aHTUIe€HHBIX perenTopoB B-kierok (BCR) 1 LUTOKMHOBBIX peLIENTOPOB.
Curnansubii myts BCR 3ajeiicTBoBaH B maToreHese psja B-KI€TOUHBIX 3710Ka4eCTBEHHBIX
HOBOOOpPA30BaHMWM, BKIOYas JUMPOMY H3 KIECTOK MAaHTUHHOH 30HBL, TUPPY3HYIO
KPYIMHOKJIETOUHYIO B-kierounyro immbpomy, Qommukymsipayro guMpomy U B-KiIeTouHbIH
XPOHUYECKHH TUMOIUTAPHBIN JTEHKO03/TUM(POMY U3 MaTBIX JIUM(OIUTOB.

KntoueBass poins TKB B curHanbHOM akTUBHOCTH B-KJI€TOUHBIX MOBEPXHOCTHBIX peleNTOpax
NPUBOANUT K AKTUBAI[MM CUTHAJIBHBIX ITyTeH, HEOOXOIMMBIX Uil MHUTpanmuu B-KieTok, ux
xemMoTakcuca u aare3ud. Ilo pesynpraTaM JOKIMHUYECKMX HCCIEAOBAHUNA HOPYTHMHHO
UHIHOUPYET MPONU(Epaliio U BEDKHBAEMOCTh 3JI0KAYECTBEHHBIX B-KieTok in Vivo, a Takxke
MHTPALIUIO KJIETOK U UX a[re3uro K cyocTparam in Vitro.

WNurn6uposanne TKB uOpyrnHuOom yBenmumBaer 3aBucHMOCTh kietok XJIJI or BCL-2,
CHUTHAJIBHOTO ITyTH BBDKUBAHHS KIIETOK, B TO BpeMsl Kak BeHeTokJakc mHruoupyer BCL-2, urto
OPUBOAUT K amonTo3ly. B 1oknMHWYecKHX MoAessx omyxoyiel kKoMmMOuHanus uOpyTuHHOa U
BEHETOKJIAaKca TMPHUBOAWIA K YCHJICHHMIO KJIETOYHOIO aronro3a M MPOTUBOOMYXOJIEBOM
AKTUBHOCTH T10 CPABHEHUIO C JIIOOBIM MpenapaToM, MPHUMEHSEMBIM B KAUe€CTBE MOHOTEPAIIHH.
JInmponnros

B navane Ttepamuu y OONBIIMHCTBA MAlUMEHTOB (66 %) ¢ XpOHMYECKHM JHUM(pOLUTAPHBIM
Jeiiko3oM/muM(poMoil U3 ManbIX JUMQOIUTOB, MOJYYAaBIIUX MOHOTEPANUI0 HOPYTHHHOOM,
HaOMoaI0ch 00paTUMOE MOBBIIIEHUE KonmdecTBa auMdonutoB (T.e. HA 50 % u Oomnee oT
UCXOJHOTO YpoBHA u C abcomoTHbIMU 3HaueHusMu 5000/mMxn  u  Oonee), dacro
COIIPOBOJKIABILIEECS] YMEHbLIEHHEM nuMdaneHonatuu. IToT 3¢ddekr Taxke Habmonaucs y
HEKOTOpBhIX mnanueHToB (35 %) c¢ numMpoMoil M3 KIETOK MaHTUHHON 30HBI, IOJIyYaBIIUX
nbpyruu6. HabmiomaeMblii AUMQOLNTO3 SBISETCS OTpakeHUEM (papMaKoAMHAMUYECKOTO

pdekTa, 1 ero He CleayeT PacLEeHUBAaTh KaK POrpecCUpOBaHue 3a00J€BaHMsI IPU OTCYTCTBUH
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APYTHX KIMHMYECKMX TposBIeHUHA. Ilpu |oOomnx L N6G it | irtRbontios © O6eturo

pa3sBUBACTCSA B TEUCHUE MEPBBIX MECSIEB JICYCHUST MOPYTMHHOOM, M OOBIYHO paspemaercs ¢
MeanaHoi 8 u 14 Hemenb y MalMeHTOB ¢ PEIHUIMBUPYIONIEH WK pedpakTepHOi TuMPOMON 13
KJIETOK MAHTUHWHOM 30HBI U XPOHHUYECKUM JIUMQOLUTAPHBIM JIEHKO30M/ TUM(POMON U3 MallbIX
TUMGOLIMTOB COOTBETCTBEHHO (3HAUECHUS BPEMEHH pa3pelieHus: JUM(OIUTO3a COCTABISIN OT
0,1 mo 104 nenens).

[Ipu npumeneHun HOpPyTHHHOA Yy TMAIUEHTOB C XPOHUYECKHM JMMQPOLUTAPHBIM JIEHKO30M/
auMbOMON U3 MajbIX TUMQPOLUTOB B COCTaBe KOMOWHHUPOBAHHOMN Tepanuu ¢ OEHIaMyCTUHOM U
PUTYKCHUMaOboOM WJIM ¢ oOMHYyTy3ymMaboMm nuMporuTo3 ormeuancs peako (y 7 % mnanueHToB B
rpymnmne, NpuHUMaBIIed HOpyTHHUO + OeHJaMyCTHH + puTykcumad mo cpaBHEHHIO ¢ 6 %
NAIUEHTOB B TIpylIe, NpUHUMAaBLIed miuanedo + OengamycTuH + purykcumad; m 'y 7 %
NAlMEHTOB B TpyIIe, NpUHUMaBIIeH HOpPYTHHHO + 0oOMHYTy3ymMal mo cpaBHeHHIO ¢ 1 %
NAlMEHTOB B TpyIIe, NpUHUMAaBIIeH xjopamOynun u oOuHyTy3ymal). llpu npumeHeHHu
nOpytuHuOa B KOMOHWHAIIMU C OEHAAMYCTMHOM M PUTYKCHMMaOOM Yy TAIMEHTOB C paHee
HEJICYeHOW MaHTUIHOKJIETOUHOW JTUM(POMOH IMMPOInTO3 oT™Medancs y 5 % NalueHToB B
rpynie uopyruHnba + 0eHigaMycTuH + puTykcuMabd 1o cpaBHeHMIO ¢ 4 % B rpymmne miane6o +
OenmamyctuH +  putTykcumab. Jlumdouurod He Habmogancs |y MAalMEHTOB €
Makporiao0yianHeMueil Banpaencrpema, momydaBmmx HOpyTUHUO.

Arperamus TpoMOOIIUTOB iN Vitro

B uccnenoBanuu in Vitr0 nOpyTHHHO MHTHOMPOBANI HHAYLUPOBAHHYIO KOJUIATCHOM arperaruo
TPOMOOIIMTOB B 00paslax U3 rpynibl CyObEKTOB C HAIMYMEM HapyLIeHUs (YHKLUUU MOYEK WU
NOJyJamux BaphapuH W W3 TPYNIBl 3/J0POBBIX CyOBEKTOB. BennmunHa WHTHOMPOBAHUS
WHIYIIUPOBAHHOW KOJUIAT€HOM arperamuyd TPOMOOIIMTOB B TpPYIIE CYOBEKTOB, MOTYYAIOIINX
acnupHH, ObUIa HUXKE, TaK Kak B O3TOM TpyIne HHIYLUUPOBAaHHAs KOJJIAar€HOM arperanus
TPOMOOIIMTOB ObUIa MOHM)KEHa 0e3 ydacTust uOpyTuHu6a. 6pyTnHuO He MpoJeMOHCTPUPOBA
3HQUMMOTO WHTHOUPOBAHHS arperaiud  TPOMOOIIMTOB, CBs3aHHOM ¢ 4  aroHUCTaMu
aneHosunaudocharom (AJD), apaxuJOHOBOW KHUCIOTOW, PUCTOIETHHOM M TPOMOMHOBBIM
peuentopoM-aktuBatopoM nentuaa 6 (TRAP-6) B naHHBIX rpynmnax CyObEKTOB U y 3I0POBBIX
CyOBEKTOB.

Dddexrtsl B otHomeHnu naTepBaiia QT/QTc u cepaeyHol 3IeKTpOMU3HOTIOTHT

Dddextsr uOpyruHnOa B oTHomeHWH wuHTepBata QTc omenuBamuch y 20 310pOBBIX
nobpoBonbiieB. B cymparepaneBTuuecknx mo3ax (1680 wmr) uOpyTuHHO HE yBeTUYHMBAI
uHTepBan QTc 10 KIMHUYECKU 3HAYUMOM BennuuHbl. HanbombIiiee 3HaueHNE BEpXHEN TPaHUIIbI
nByxcTopoHHETo 90 % OBEpUTETHLHOTO UHTEpBAJIA Ui CpeIHEN pa3HUIIbI MEXy HOPYTHHUOOM

U 1u1a1e0o cocrasmiio Mmeree 10 mc.
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Taxke HaOMIOMATOCH 3aBUCMMOE OT KOHIICHTPALIMH Vl{flgfl;llniﬂgﬁ '::%TEB%Q%ZTE:'(Q :":»l:,'%:' MC;

90 % noBepuTenbHbI UHTEpBaN OT -9,4 Mc 10 -1,1 Mc mpu Cmax 719 Hr/mn mocne mpuema

cynparepaneBTuuecKoi 1036l 1680 Mr), KOTOPO€ HE SBIISIIOCH KIIMHUYECKHU 3HAUHMbBIM.

52. dapMakoKkMHeTHYeCKHe CBOIiCTBA

AOcopbuus

No6pytunn® ObicTpo abcopOupyercss IMociie MepopajbHOro IMpHeMa € MEIUaHOH BpeMeHU
JOCTIDKEHUS! MakcUMaslbHOW KOHUEHTpa# (Tmax) 1-2 waca. AGcomroTHas OMOAOCTYHMHOCTD
HaTomak (n = §) cocranisa 2,9 % (90 % moBepuTenbHbII HHTEpBai A 3HaueHul ot 2,1 % 1o
3,9 %) u 3TO 3HauUEHHUE yABAMBAJIOCH MPH MpPHEME C MUIICH. Y MalMeHTOB C pa3InyHbIMU B-
KJICTOYHBIMU 3JI0KQYeCTBEHHBIMH HOBOOOPA30BAaHHMSIMH OTCYTCTBYIOT 3HAYUMBIC OTIUYHUS
(bapMaKOKUHETUKH NOPYTUHUOA. DKCIIO3UIMS HOPYTHHNOA B TJIa3Me KPOBU YBEITUUMBACTCS TIPU
NOBBIIEHUH 10361 0 840 Mr. PaBHOBecHOE 3Hau€HUE TUIOUIAN MO KPUBOW «KOHIICHTpAIUS-
Bpemsi» (AUC) y mamueHToB npu jo3e 560 mr cocraBmsier 953 + 705 ur*u/mn (cpemnee
3HAQYCHHE + CTaHJApPTHOE OTKIOHEHue); mpu go3e 420 Mr y ManueHTOB C XPOHUYECKUM
TuMQOIUTApHBIM JIeiiKo30M/TM(pOMON U3 MaTbIX TUMpounuToB — 732 £ 521 Hr*u/mu (680 £517
Hr*4y/MJI B TMOATPYNIE €  PEUUAUBUPYIONIMM WIH  pedpakTepHbIM  XPOHUYECKUM
TUMGOLUTAPHBIM JIEHKO30M/TUM(OMOI U3 MabIX TUMGOIMTOB) U Y MAITUEHTOB C XPOHUYECKON
peakimel «TpaHCIUIAaHTAT NPOTUB Xo3suHa» — 1159 £ 583 wr*u/mu. [lpuem ubpyruHHOa
HATONIAK TPUBOIMII K yMeHbIIeHHIO ero »Kkcno3unuu (AUChs) mo ypoBHs 60 % or
KOHIIEHTpaluu npu npreme 3a 30 MUHyT 110 enipl, uepe3 30 MUHYT mociie e/ibl WK yepes3 2 Jaca
II0CJI€ 3aBTPAKa C BBICOKUM COJEPKAHUEM JKUPOB.

Pacnpenenenne

OOparumoe cBsi3biBaHKME HOpyTHHIOA ¢ OelkaMK TUIa3MBbl YelioBeka in Vitro cocrasmio 97,3 %,
npu 3ToM B auanazone oT 50 go 1000 Hr/mi 3aBUCHMOCTH OT KOHIIEHTpAIlMM OTCYTCTBOBAja.
O6bem pacnpenenenusi (Vqg) cocraBimsin 683 151, a Kaxymwuiics oO0beM pacrpeaencHus B
paBHOBecHOM cocTostHuM (Vg,ss/F) cocraBnsier okono 10000 1.

buorpancdopmarms

No6pyTtunn6 merabonusupyercs npeumyiiectBeHHo nzopopmoit CYP3A4/5 nutoxpoma P450 ¢
o0pa3oBaHMEM  IPEUMYLIECTBEHHO  JUTHAPOJUOIBHOIO  MeTabonuTa, HHTHOMpYomas
aKTHBHOCTh KOoTOporo B orHomieHuu TKB mpumepno B 15 pa3 Hmke, yeM y uOpyTuHHOA.
CucreMHasi paBHOBECHAsl SKCIIO3UILIUS TUTHIPOTUOTBLHOTO METa00INTa COMTOCTaBUMAa C TAKOBOTO
MCXOJHOIO IIpernapara.

[To pesynpraTam wmccnemoBaHuil In Vitro ydacrue mzodepmenta CYP2D6 B OKHCIHTETHHOM
MeTtabonu3me uOpyruHnba cocrabisger mMenee 2 %. Kpome TOro, mo JaHHBIM HCCIIETOBAHUS

OanaHca Macc y 4enoBeKka (papMakOKHHETHYECKHI Tpo(duiIb y MallMEHTOB €O C1aboi M BHICOKON
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akTUBHOCTBIO m30depmenta CYP2D6 (mo naHHBIM 'r%ljn—ltﬁlﬂglﬁiﬁ %ﬂgﬁlﬁ: ':;:£6'>1'<:!::: El%kHM

o0pa3oM, y MalMeHTOB C pa3indHbIMH reHoTunamu uzopepmenta CYP2D6 nukakue meps
IPEJOCTOPOKHOCTH HE TPEOYIOTCH.

OJIMMHUHALNS

Knupenc mpu BHYTPMBEHHOM BBEIACHUM COCTABIsUI 62 w 76 I/4, HATOIIAK W TIIOCJIE €JIbl
COOTBETCTBEHHO.

B cBs3u ¢ criIbHBIM 3 PEKTOM MEPBOTO MPOXOXKICHUS, KXKYIIUICS KIMPEHC TOCe mpruemMa
BHYTpb coctaBisgeT 2000 u 1000 n1/4, HaTOIIaK U MOCIIE €1bI COOTBETCTBEHHO.

[Tepuon nonyBeIBeieHUs HOPYyTUHIOA paBeH 4—6 yacam.

IToce ogHOKpaTHOro TepopanbHoro npuema ['*Cl-ubpyruanba (¢ pagnoakTUBHON METKOi) y
370pOBBIX J00pOBOJIbIIEB TpuUMEPHO 90 % paarOaKTUBHBIX BEIIECTB JKCKPETUPOBAIOCH B
Teyenue 168 yacos, Oombinas yacth (80 %) BBIBOAMIIACH Yepe3 KUIIEYHUK, U MeHee 10 % —
noukamu. HensmeHeHHbI1il HOpyTUHUO cocTaBisil okoio 1 % OT mMpOayKTOB 3KCKPELHH B Kaje U
OTCYTCTBOBAJI B MOY€, OCTABIIYIOCS YACTh COCTABIISUIM METAOOIHUTHI.

[TarmeHTsl DOXKWIOrO Bo3pacta (= 65 jer)

[To pe3ynbpTaTaM MOMyJISLUOHHOTO aHamu3a (PApMaKOKMHETUKH Yy MOXKUIIBIX MalueHTOB (OT 67
no 81 roma) okuaaercs yBeTMYEHHE SKcmo3uinuu uopytuHuba Ha 14 %. HeoOGxomumocTtsb
KOPPEKIIMHU JJ03bI B 3aBUCUMOCTH OT BO3pacTa HE MOJATBEPKICHA.

Bausane nona

Pe3ynbrarhl monmynasiMOHHOTO aHalu3a (papMaKOKMHETHKU CBUAECTENHCTBYIOT 00 OTCYTCTBUU
3HAUYMMOTO BIHUSHHUSA T10J1a Ha KIMPEHC HOPYTHHUOA U3 KPOBEHOCHOTO pycIa.

IIeueHoUHAS HEAOCTATOYHOCTDH

No6pytnanO® Merabonusupyercsi B Ne4eHHU. BbIIo MpoBeNeHO HCCleOBaHME Y TAIMeHTOB C
HapyleHueM (YHKIMU TMe4YeHH Oe3 3JI0KaueCTBEHHBIX HOBOOOpa30BaHMM, HPUHUMABIIUX
nopyruHu6 Haromak B f1o3e 140 mr. AUCj.« u6pyTuHnOa yBenuuusanach B 2,7, 8,2 n 9,8 paza 'y
NAMEHTOB C HapylleHneM (QyHKIUU MeyeHu Jierkoi (n = 6, kinacc A no Yainn-Ilsto), cpenneit
(n=10, xmacc B mno Yaitna-Ileto) u tsoxenoir (n=38, kmacc C no Yaitng-Ilsio) crenenu
COOTBETCTBEHHO. OKCHO3MIMA CBOOOAHON (pakunu MOpyTHHHOA TaKKe MOBBIIMIACTCS MpU
YBEJIMYEHUHU CTENeHH HapylleHus (yHKIMM nedeHu u coctasiser 3,0 %, 3,8 % u 4,8 % y
NAlMEHTOB C HapylleHHneM (YyHKUMKW TI€YeHU JIeTKOM, CpeAHell U TSKEJIOH CTeneHu
COOTBETCTBEHHO. Y 3JI0pPOBBIX JOOpPOBOJIBIIEB CBOOOMHAs ¢pakuus cocrasuser 3,3 %.
Okcnosunyst HecBsa3aHHOTO HOPYTUHUOA (AUCunbound,last) YBEIHMUUBAETCsl npuMepHo B 4,1, 9,8 u
13 pa3 y manueHTOB C HapylleHHeM (DYHKIMHM MEYeHH JIETKOH, CpelHeill U TsDKeNnoil creneHu
COOTBETCTBEHHO.

IToyeyHast HETOCTATOYHOCTD
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. inoc OB HOCTH 0003
[Toveunbrit kMupeHc MOpyTHHHOA MUHHMAJICH; BKCKDCI;lJIjIﬂ' Mgﬁfamﬁrrgﬁ:-g h\lf!)qml_ COCTaBJIsIET

meHee 10 % ot mo3bl. Hukakux crnenuanbHbIX KIMHUYECKUX MCCIEJI0BAaHUN Yy IALUEHTOB C
HapymeHneM (YHKIMM IOYEK JO HACTOSIIET0 BPEMEHH HE MPOBOAMIOCH. Y OONBHBIX C
HapylieHHeM (YHKIUHM TI0YeK JIETKOW WIIM CpelHel cTemneHu (KIUpeHC KpeaTHHHWHA Oolee
30 muI/MUH) HUKAaKO# KOppeKInu 1036l He TpeOyeTcs. B HacTosIee BpeMst OTCYTCTBYIOT TaHHBIE
[0 TalMeHTaM C HapylIeHHeM (QYHKIUHM IMOYEK TKEIOM CTETNEeHHW WM HaXOISIIMMCS Ha
Jrammn3e.

eTu

Hccnenoanuii papMakOKMHETUKU HOpYTHHHOA y TAITMEHTOB Myajiie 18 et He MPOBOUIOCE.

5.3. lanHbIE 0 TOKJIMHUYECKOI 0e30IaCHOCTH

Oddexrer nOpyrHNOa Ha pa3BUTHE SMOpPHOHA W IUIO/IA M3YYalIHCh Y OCpEeMEHHBIX KpBIC,
MOJTyYaBIINX JaHHBIA mpernapar nepopaibHo B no3ax 10, 40 u 80 mr/kr/cyr. Ilpumenenue
nbpyrunuba B no3e 80 mr/kr/cyt (mpumepHo B 14 pa3 Beime AUC ubpyrunuba u B 9,5 pa3
Bbiie AUC auruapoanonbHOro MeTaboIuTa 1o CPaBHEHHUIO C COOTBETCTBYIOIIMMU 3HAUEHUSIMU
y MalMEeHTOB, MOJIYYaloIMX Ipenapar B 03¢ 560 Mr B CyTKH) CONPOBOXKIAIOCH YBEIUUYEHUEM
YHCiIa MOCTUMILIAHTALMOHHBIX MOTEPh IJI0AA U YBEIMYEHUEM KOJIMYECTBA MAaTOJIOIMH pa3BUTHUS
BHYTPEHHUX OPraHoOB (Cep/lia u KPYyMnHbIX cocyaoB). MOopyTunub B no3e ot 40 MI/Kr/cyT U BbIIIE
(mpumepHo B > 5,6 pa3 Bbuue AUC ubpyrunuba um npumepHo B 4 pasa Bbimie AUC
JUTHIPOJUOIBHOTO METab0INTa MO0 CPAaBHEHUIO C MAI[MEHTaMH, MOIYYalOIIUMHU JIEYEHHE B J103€
560 Mr B CyTKH) BBI3bIBaJl CHUKEHHE MACChI TII0/1A.

NOpyTuHNO Tarxke MPUMEHSUICS MEepopabHO y OepeMEeHHBIX KPOJIMKOB B TEUEHHE Mepuoja
opraHoresesa B fo3ax 5, 15 u 45 wmr/kr/cyrku. Ilpu npumenenun B no3ax 15 Mr/kr/cytku u
BbIllIe MOPYTUHUO BBI3BIBAJT MMOPOKH Pa3BUTHUS CKeleTa (CpalleHHe CerMEHTOB I'PYJIUHBI), a MPU
OPUMEHEHHUU B J103€ 45 MI/KI/CyTKM MOPYTHHMO yBETMYMBAI YacTOTY MOCTUMIUIAHTAIIMOHHON
rubenu ioaa. MOpyTMHHO BBI3BIBAJI MOPOKH Pa3BUTHA IUIOA Yy KPOJIUKOB MPH MPUMEHEHUH B
no3e 15 mr/kr/cytku (mpu 3ToM 3Kkcno3unus nopyrunuba B kposu [AUC] npumepHo B 2 pasa
BbIIlI€ TAKOBOM y MAIMEHTOB C MAaHTUITHOKJIETOUHOU TUM(POMOil mim tuMdomMoil MapruHaibHON
30HBI, MPUHUMAIOUIMX HOPYTHMHHO B a03e 560 Mr B CYTKH, W NpUMEpHO B 2,8 pasa BbIlIe
OKCMO3ULMU HMOpPYTMHHOA B KpPOBM y TAIMEHTOB C XPOHMYECKHM JUMQOIUTAPHBIM
neiikozom/muMdomMoil U3 Maneix JUMGOIMTOB WM C MakporioOynuHemuen BanbaeHncrpema,
MPUHUMAIOIINX UOPYTHHHUO B 103€ 420 MI B CYTKH).

KaHIepOoreHHOCTh ¥ MYTareHHOCTh

B 6-mecsuHOM HccnenoBaHuM Ha TpaHCreHHbIX Mblmax (Tg.rasH2) npu nepopaibHOM BBeJeHUN

B j03ax 10 2000 Mr/Kr/cyT, Mpu KOTOPBIX 00ECIeYNBAETCs IKCIIO3UIINS, TPUMEPHO B 23 pasa (y

21



ot 13.08.2025 Nz 20177
camiioB) uiu 37 pa3 (y caMOK) MPEBBIIIAIONIAS 3KCHOQAHHQEV1%0J&Q%H :HEFIGMG' HO3bI

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

560 mr/cyTt, HOpyTHHHO HE MPOSBISIT KAaHIIEPOTCHHOCTH.
B wuccienoBanusx Ha OakTepusiX, KJIETKax MJICKOIHMTAIOIIMX WM Y MBbIIICH HOPYTHMHUO He
o0Jaan reHOTOKCHYECKUM JICHCTBUEM.

DepTUILHOCTE

VY camIOB M CaMOK KpBIC BIUIOTh /0 MaKCHUMaJbHOM wu3y4aBiueicst m03bl 100 wmr/kr/cyr
(uemoBeueckas sxkBuBanieHTHast 1o3a [HED]: 16 Mr/kr/cyt) HuKakoro BiusHUS Ha PepTHILHOCTh

U PENPOIYKTUBHYIO CIIOCOOHOCTH OTMEUEHO HE OBLIO.

6. ®APMAIIEBTUYECKHE CBOWCTBA
6.1. IlepeuyeHb BCIOMOTaTe/IbHBIX BEIIECTB
Llennrono3a MUKpPOKpHCTAITHYECKAs
Kpockapmeriosa HaTpust

Hatpus naypuncynsgar

Maruus creapar

TBepaas xeaaTUHOBAS Kancyla

Kematun

Tutana auoxcun (E171)

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok roaHocTu

3 rona.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHuTh 1pu TeMiieparype He Boime 25 °C.

6.5. Xapakrep u conepkaHue MEPBUYHON YIIAKOBKH

ITo 90 mnu 120 xarncyn B 0aHKY W3 MOJUATHUIICHA BBICOKOW TUIOTHOCTH C 3aBUHUYMBAIOIICHCS
KPBIIIKON M3 TMOJUMPONIIEHA C OCYIITUTENIeM UIH 0e3 HEero, ¢ 3alluToN OT JneTeil uim 6e3 Hee, ¢
KOHTPOJIEM MEPBOTO BCKPHITHS.

[To 1 Ganke BMECTE C IMCTKOM-BKJIABIIIEM TTOMEIIAIOT B MTAYKY U3 KapTOHA.

6.6. Oco6ble Mepbl NPEIOCTOPOKHOCTH MNPH YHHYTOKEHHM WCHOJbH30BAHHOIO
JIEKAPCTBEHHOr0 Tpenapara WJIH  OTXO0JA0B, MOJYYEeHHBIX TOCJe NPUMEHEHHUs!
JIEKAPCTBEHHOT0 Mpenapara

OcoObie TpeOoBaHUsI OTCYTCTBYIOT.
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7. JEPNATEJb PETUCTPAIIMOHHOIO YIOCTOBEPERIGE =Y T5 1003)

Poccniickas @enepanys

000 «<-AMEJIAPT», Poccust

109316, r. MockBa, Boarorpajackuii mpocnekT, a. 42, k. 24, stax 2, koM. 11.1
Ten: +7 (495) 741-46-65

Anpec snekTponHo# moutsl: info@amedart.ru

7.1. IlpencraBuTe b AepKaTesisi PperucTPAIHOHHOIO YAOCTOBEpPEeHH s

[Iperen3zun HOTDC6HTCHCﬁ HaIIpaBJIATH I10 aAPECY.

Poccuiickas @enepanus

000 «<-AMEJIAPT», Poccust

109316, r. MockBa, Bonrorpaackuit mpocrexT, 1. 42, k. 24, stax 2, kom. 11.1
Temn: +7 (495) 741-46-65

Anpec snexkrponnoii moutsl: info@amedart.ru

8. HOMEP PETUCTPAHUOHHOI'O YAOCTOBEPEHUA

9.  JTATA MEPBUYHOWM PETMCTPALIUM (IOATBEPKIEHMUS PETUCTPALIMH,
MEPEPETCTPALIN)

[lata nepBoii peructpanuu:

10. JATA NEPECMOTPA TEKCTA
OO6mass xapakTepucThka JiekapcTBeHHoro mnpenapata Mopyruan0-AMEJIAPT nocrynHa Ha
MH(pOpMallMOHHOM TmopTaje EBpasuiickoro SKOHOMHMYECKOTO COr03a B HH(OPMALMOHHO-

KOMMYHHKaIMOHHOH cetn «HTepreT» http://eec.eaeunion.org/
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