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(NOCNEQOBATENEHOCTS 0006)

COOTBETCTBYET ZKCNEPTHOMY OTUETY

OBIIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOT O HPEITAPATA

[Ipenapat 3aperucTpupoBaH C yCTaHOBJICHHUEM JOMOJHUTEIbHBIX TpeOoBanmii. [1o mokazanuto
«HEUPOIHJOKPUHHBIE OIYXOJIN» 0KUIAETCS MPEJOCTABICHHUE TONOJHUTEIbHBIX IaHHBIX B TEUCHHE
1 rona. MunucrepcTBo 3npaBooxpaneHus Poccuiickoit denepanuu OyneT MpoOBOIUTE IKCIIEPTUY
HOBBIX CBEJICHUH O Mpenaparte, a JaHHas 00Ias XapaKTepUCTHKA JIEKAPCTBEHHOTO Mpenapara Oyaer
OOHOBIIATHCA MO MEpe HEOOXOTUMOCTH.

1. HAUMEHOBAHMUME JIEKAPCTBEHHOTI'O ITIPEITAPATA

Kabomertukc, 20 Mr, TaGJIeTKH, TOKPHITHIC TUICHOYHOH 000JI0UKON
Kabomerukc, 40 mr, TaOJIETKH, TOKPHITHIC INICHOYHOW 000JI0YKOM

Kabomerukc, 60 mr, TaGIeTKH, TOKPHITHIE INIEHOYHOU 000JI0UKOMA

2. KAYECTBEHHBIN 1 KOJIMYECTBEHHBII COCTAB

JleiicTBytolee BemecTBo: Kabo3aHTHHUO

KaGometukc, 20 Mr, Ta0IeTKY, TOKPBITHIE IJIEHOYHONU 000JI0UYKOM

Kaxnas Tabnerka, MOKpBITas IUICHOYHOH 000I0YKOH, comepkutT 20 mr xabozanTuHHOA (B BUE
kabo3anTuHuOa (S)-Manarta).

BemiectBa, Hanmuue KOTOPBIX HAJ0 YYHUTHIBATh B COCTaBE JIEKAPCTBEHHOTO Iperapara: JIaKTo3a,
HaTpuil (cM. pa3zaen 4.4).

Kabomernkc, 40 Mr, TaOJIETKH, TOKPBITHIE IUIEHOYHON 000JI0YKOM

Kaxnas Tabnerka, MOKpbITas MJICHOYHOH 000510ukoM, conepkuT 40 Mr xabo3aHTHHUOA (B BUIE
kabo3zanTuHUOA (S)-Manarta).

BemectBa, HanMuue KOTOPBIX HAJ0 YUYUTHIBaTh B COCTaBe JICKAPCTBEHHOI'O Ipenapara: JIaKTo3a,
HaTpuii (cM. pasaen 4.4).

Ka6OMeTI/IKC, 60 mr, Ta6J'IeTKI/I, MOKPBITHIEC INICHOYHOM 000JI0YKOM

Kaxxnas tabnerka, mokpeiTas MJIEHOYHOW 0005104KOM, conepkut 60 mr kabo3aHTHHHOA (B BUAE
kabo3anTuHUOa (S)-Manarta).

BermiectBa, Hajquuue KOTOPBIX HAJ0 YUYHTHIBATH B COCTaBE JICKAPCTBEHHOIO Mperapara: JaKTo3a,
HaTpuii (cM. pazaen 4.4).

[TonHbI TepeyeHb BCIIOMOTaTENbHBIX BENIECTB MPUBENICH B pazaene 6.1.
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TaGnerku, MOKPHITHIE INICHOYHOH 000JI0UKOIA.

KaGomertukce, 20 Mr, Ta0IeTKY, TOKPBITHIE JIEHOYHONW 000JI0UYKOM

Kpyriibie 1BOSIKOBBINTYKJIbIE TAOJIETKH, TOKPHITHIE 000JI0OUKOI JKEJITOTO 1[BETA, C TPaBUPOBKOM «XLy»
Ha OJIHOU cTOpoHE U «20» Ha IPYroi CTOPOHE TaOJICTKHU.

KaGometukce, 40 mr, TabaeTKy, TOKPHITHIE JIEHOYHOU 000JI0YKOM

TpeyronbHble ABOSAKOBBIMYKIIbIE TA0IETKH, MOKPBIThIE 000JIOUKON KEJITOro 1BETA, C TPAaBUPOBKOM
«XL» Ha omHOM cTopoHe U «40» Ha Apyroi CTopoHe TabIeTKH.

KabGomertukc, 60 Mr, TaOIeTKN, TOKPBITHIE IJIEHOYHOW 000JI0UYKOM

OBaJibHBIE IBOSKOBBIITYKJIbIE TA0IETKH, TOKPHITHIE 000JI0UKOH )KEITOT0 I[BETa, C TPaBUPOBKOMA «XLy»
Ha OJIHOM cTOpoHE U «60» Ha IPYroii CTOPOHE TAOJIETKH.

4. KINMHUWYECKUE JAHHBIE

4.1.1loka3anns K NPUMEHEHUIO0

IToueuyno-kiuerounslii pak (IIKP)

[Mpenapar KaOomeTnkc moOKa3aH K NPUMEHCHHIO B KayeCTBE MOHOTEPANUM Ui JICYCHUS
pacnpocTpaHEHHOTO OYEYHO-KICTOYHOTO paKa:

- Y B3pPOCIIbIX MAOUCHTOB C MPOMCKYTOYHBIM HIIM IIJIOXUM HPOTHO30M B Ka4YC€CTBC HepBOﬁ
JIMHUU TCpaIlnu,

-y B3POCHBIX MAIMEHTOB TOCTE MPEAIIECTBYIOIIEH Tepanuu TapreTHBIMH WHTHOUTOpaMu
(dakTopa pocra sugorenus cocynoB (VEGF-raprernas repanus).

HpenapaT KabomeTukc B KOM6I/IH8.I_[I/II/I C HI/IBOJ'IYM8.6OM IIOKa3aH K IIPUMCHCHHUIO B KaUCCTBC nepBoﬁ
JIMHUU TCpalnunu paCHPOCTpaHéHHOFO MOYCYHO-KJICTOYHOI'O paKa y B3pOCJbIX MAIIUCHTOB.

[ 'enaToneIrOaIpHBINA pak

HpenapaT Kabomerukc mokaszaH K MNPUMCHCHUIO B KauCCTBC MOHOTCpAllU IJid JICHCHHA
TeMaTole/IONSAPHOTO paka y B3pPOCHBIX MAlMEHTOB TIOCIE MPEIIeCTBYIOUIEH Tepanuu
copadeHndoM.

I[I/Id)d)CDCHUI/IDOBaHHHﬁ paK IIMTOBUIHOM Keae3bl

[Ipenapat KabomeTukc nokasan K MPUMEHEHHUIO Y B3POCIBIX MAIMEHTOB B KaU€CTBE MOHOTEpANIuu
JUI JIEYEHHs] MECTHOPACIPOCTPAHEHHOTO WM METAacTaTHYecKoro Iu(QepeHIMPOBAHHOIO paka
IIUTOBU/IHOM KeJIe3bl, PE3UCTEHTHOIO HMIIM He MOAXOJAMmeEro s pamuoionrepanun (PUT), npu
IporpeccupoBaHUM 3a00JI€BaHKs BO BPEMsI UJIH TOCTIE MPEIIIeCTBYIONIEH CHCTEMHOM Tepamnuu.

Hetiporanokpuunsie ormyxoau (H20)
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HeornepadeTbHbIMU U METaCTaTUYECKUMHU BBICOKOIU (B (HepeHIINPOBAaHHBIMUA HEMPOIHAOKPHHHBIMU
OITyXOJISIMU NTAHKPEATUYECKOM MIIM BHEMAHKPEaTUYEeCKOM JIOKaIU3aliK, Y KOTOPbIX HaOI0AaI0Ch
IporpeccupoBaHue 3a0o0JIeBaHUs IOCJE, MO KpaiHEed Mepe, OJHOro MPEALIECTBYIOIIEr0 Kypca
CUCTEMHOH Tepanuy, OTJINYHON OT aHAJIOIOB COMATOCTaTHHA.

4.2. PesxuM 103MPOBaHUS H CNIOCO0 NPHMMEHEeHHU

Tepannﬂ ImpernaparomMm KabomeTukc AOJIKHa IIPOBOJUTHCA BpadOM, UMCHOIIKUM OIIBIT IIPUMCEHCHUA
MMPOTHUBOOITYXOJICBBIX JICKAPCTBCHHBIX ITPCIIAPATOB.

PexxuM mo3upoBanus

IIpenapam Kabomemuxc 6 kauecmee MoHOmepanuu

Pexomennyemas no3a npenapara KaboMeTHKC pH MOYEYHO-KIETOYHOM PaKe, renaTore/ Ui PHOM
pake, muddepeHIMPOBAaHHOM pake IMUTOBUIHOM xene3bl 1 HOO y B3pocnbix cocraBiser 60 mr
OJIUH pa3 B JICHb.

Jlcuenue CJICAYCT NPOJ0JIKATh 10 TEX IOP, [TOKA COXPAHACTCA KIIMHUYCCKA 110JIb3a OT TCpalliu, NI
A0 pa3BUTUA HerHCMHCMOﬁ TOKCHUYHOCTH.

Ilpenapam Kabomemuxc 6 KomOuHayuu ¢ HUBOAYMAOOM 6 Nepeou JUHUU mMepanuu
PACnpoCmpanénHo20 no4euHo-Kiemo4Ho2o paka

Pexomennyemas no3a npenapara Kabomeruke cocrapinser 40 Mr oguH pa3 B IeHb B KOMOWHAIIMU C
HUBOJIYyMaOOM, BBOJMMBIM BHYTPUBEHHO B Jj03¢ 240 mr kaxasie 2 Henenu uinu 480 Mr kaxnisie 4
Henenu. Tepanuio mpenaparom KaOGomeTuke criemyeT NpoAoKaTh J0 MPOrpPEeCCUpPOBAHUS
3a00NieBaHUs WM JO Pa3BUTUS HEMpPUEMJIEMOW TOKCHYHOCTH. JleueHne HUBOIyMaOOM JIOJIKHO
MIPOJIOJKATHCS 10 IPOrPECCUPOBAHUS 3a00JI€BaHUSI, PA3BUTHSI HETPUEMIIEMOU TOKCUYHOCTH HIIH IO
24 mecs1eB y HalleHToB 6e3 mporpeccupoBanus 3adoneBanus (cM. pasaen «Crnocod mpuMeHeHHs 1
n03b1» MHCTpYKIIUM 110 MEAUITUHCKOMY TTPUMEHEHUIO HUBOJTyMa0a).

Koppexyus pexcuma oozuposanus

[Ipu pa3BUTHHN HEXKENATEIbHBIX PEaKLMi MOXKET NOTPEOOBATHCS BPEMEHHOE MTPEKpallleHUue Teparnuu
W/Win cCHUXeHue 1036l npenapaTta Kabometnkce (cm. Tabnuny 1). Korna Tpebyercs cHU»KeHHE 1036
P MOHOTEpAIUU, PEKOMEHIYETCSl YMEHbIINTh cHavasa 10 40 Mr exenHeBHO, a 3ateM 70 20 Mr B
JICHb.

[Tpu mpueme npenapara KabomeTrke B KOMOMHAIIUN ¢ HUBOJIYMaOOM, PEKOMEHIYEeTCSI YMEHBIIIHUTh
no3y mpemnapara Kabomerukc cHauama o 20 Mr B jaeHb, a 3areM 10 20 Mr depe3 JeHb (CM.
PEKOMEHIyEMYIO0 KOpPpEeKIHio JiedeHuss B HWHCTpyKIMM TI0 MEIUIMHCKOMY TMPUMEHEHHIO
HUBOJYMaba).

BpemenHoe npekpalieHue Tepanui peKOMEHIyeTCs MPHU Pa3BUTHU HEXKETATEIbHBIX PEaKINil 3 WIH
OoJbIlel CTENEHN TSHKECTH WIIM MPU HETIePEHOCUMON TOKCUYHOCTH 2 creneHu. CHIKEHUE J03blI
PEKOMEHIyEeTCSl B TOM CiTy4ae, KOTr/ia HeXKelaTelbHbIEe PEaKIu OyIyT MOCTOSHHBIMU, MOTYT CTaTh
CEPBhE3HBIMU UJIM HETIEPEHOCUMBIMU.

Ecnu manueHT nponycTuil npueM Ipernapara, MpoMylleHHas 103a HE JOJDKHA MPUHUMATBCS, €CITU
710 IIpYEMa CIIEeAYIOLIEN 103l OCTAIOCh MEHbIIE 12 yacos.
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HexenarenbHas pe€aknusa U CTECNCHb
THKECTH

Koppeknust Tepanun

Hexenatenbubie peakuuu 1 u 2 creneHu
TSYKECTH, KOTOPBIE SIBIISIFOTCSI IEPEHOCUMBIMU
U JIETKO KYTIHPYIOTCS

Koppexkiust 10361 00BIYHO HE TpedyeTcsl.

PaCCManI/IBaeTCSI BO3MOXXHOCTB
MMPOBCACHUA CUMIITOMATHYCCKOI'O JICHCHHU A
B COOTBCTCTBHUHU C ITOKAa3aHUAMU.

HexenatenbHbie peakiinu 2 CTEIIEHU TAKECTH,
KOTOpBIE SIBISIOTCS HEMEPEHOCUMBIMU U HE
MOTYT OBITh KyITMPOBAHBI YMEHBIIIEHUEM JI03bI
WM CUMIITOMaTHYECKUM JICUCHUEM

BpeMeHHO mpekpamarmT JIe4eHue 10 TeX
mop, MOKa HeXeJarelibHas peakius He
Oyzet paspenieHa 10 < | CTeeHH TSHKECTH.

HpOBOI[fIT CHUMIITOMAaTHYCCKOC JICUCHUC B
COOTBECTCTBHH C ITOKA3aHUSAMU.

PaccmarpuBarot MTOBTOPHOE
JIeYeHUs B MEHBIIIEN JO3€E.

Hadalio

HexenarenbHble peakliuu 3 CTENEHU TKECTU
(xpome KIIMHUYECKU HECYIIECTBEHHBIX
OTKJIOHEHUI 71ab0opaTOpHBIX IOKa3zaTeseld oOT
HOPMBI)

BpemenHO mpekpamarT JIedeHUuEe 10 TeX
Mop, TOKa HeXKeJlaTelbHas peaklus He
Oyzet paspernieHa 10 < | CTeneHu TSHKECTH.

HpOBOILSIT CUMIITOMAaTHYCCKOC JICUHCHUC B
COOTBCTCTBHH C ITOKa3aHUAMMH.

PaccmarpuBaror  mOBTOpHOE
JICYEHUS B MEHBIIEH J103€.

Ha4yaJio

HexenatenbHble peakuuu 4 CTETIEHH TSHKECTH
(xpome KIIMHUYECKU HECYIIECTBEHHBIX
OTKJIOHEHHH J1abopaTOpHBIX IOKa3aTeseld OT
HOPMBI)

BpeMeHHO IpekpanaroT Je4eHHue.
IIpoBOAAT COOTBETCTBYIOLIEE JIEYEHHE.

Ecmmn HEeXenaTelbHast peakuus
paspemaercss A0 < 1 cTenmeHW TIKECTH,
MOBTOPHO HAYMHAIOT JICYCHUE ITPEIapaTomM
KaGomeTukc B MeHbIIIEH 103€.

Ecim  HexenartenbHas  peakums — He
paspemraercsi, HaBcerja IMpeKpalarT
Tepanuto npernapatom Kabometnke.

[ToBbiieHNe ypoBHS (DEPMEHTOB TMEYEHH Y

MAIlIeHTOB C TIOYEYHO-KJIETOUYHBIM PaKOM,

noimyyaBmux — npemapar  KaGomerukc B

COUYETaHHH C HUBOJIIyMaOboOM

AnannnamuHoTtpancdepasza  (AJIT)  wimm | BpemenHo IpeKpamaT JIeueHue

acnaptatramuHoTpancdepasza (ACT) > 3 paza,
HO <10 pa3 BepxHEll TrpaHHIBl HOPMBI 0O€3
CONMYTCTBYIOIIETO  YBEJIWYCHHs  0OOIIero

npenapatoM Kabomernkc n HuUBosrymMmabom
JI0 T€X MOp, NT0Ka HEXKeJIaTeNIbHAs peaKus
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HesxenarenbHasi peakuusi M CTeNeHb ——Koppexmus Tepanun

THKECTH

OomnupyOmHa > 2 pa3a OT BepXHEH rpaHullbl | He Oymer paspemieHa qo < | cremneHu
HOPMBI TSKECTH.

Moxer OBITh pPacCMOTpPEHa Tepamnus

IIIIOKOKOPTUKOCTEPOUIaMU npu
MOJ03PEHUH HAa UMMYHOOIIOCPEIOBAHHYIO
pEaKIuio.

PaCCManI/IBaIOT IIOBTOPHOC Ha4daJio

JIEUEHUS OIIHUM JICKaPCTBCHHBIM
mpermapaToM WM TOCJIEI0BaTEIbHOE
BO300HOBJIEHUE npuema oboux

JIEKapCTBEHHBIX MpernapaToB ocie
paspenieHuss HEXeJIaTeJIbHOW  pEeaKIluH.
IIppy  moOBTOPHOM  Hayaine  IpueMa
HUBOJIyMaba HEOOXOIMMO CM.
WHucTpyKImio o MEIUITTHCKOMY
MIPUMEHEHUIO HUBOIyMala.

AnannnamuHoTtpancdepasza  (AJIT)  wm | [Ipekpamaror  Tepamuio  IpenapaToM
acnapratamuHoTpancdepasza (ACT) > 10 pa3 | KabomeTnke u HUBOITyMaOOM.

BEpPXHEN rpaHMIIbl HOPMBI UM > 3 pa3 BepxHei
TPaHMIIBI HOPMBI C COITYTCTBYIOIIUM Moxer ObITh paccMOTpeHa  Tepanus

yBEIMUYEHHEM 0011ero Omnmpyouna > 2 pasa ot | T'TFOKOKOPTHKOCTEPOUIAMH pu
BerHeﬁ I'paHULbIl HOPMBbI MoAO3pCHHUU HAa UMMYHOOIIOCPCIJOBAHHY IO
PEaKIHMIO.

[Ipumeuanue: creneH! TOKCUYHOCTH PUBEIEHBI B COOTBETCTBUH ¢ OOIMMY TEPMUHOIOTUYECKUMHU
KPUTEPHUSIMH HEXXeNaTeNbHbIX siBIeHNi HarmonanbHOro nHCTUTYTa OHKOJIOrMH, Bepeus 4.0 (NCI-
CTCAE v4).

Conymcemsyrowas mepanus

CrnenyeT ¢ OCTOPOKHOCTBIO NMPUHUMATh COMYTCTBYIOUIME JEKAapCTBEHHBbIE IMpernapaThl, KOTOPbIE
SBJISIIOTCSL MOLIHBIMM MHruoutopamu nuroxpoma P450 (CYP) 3A4, a taxxke crnemyer usderatb
MIOCTOSIHHOTO TPHUMEHEHUS! COIMYTCTBYIOIIMX JIEKApPCTBEHHBIX IPENapaToB, KOTOPbIE SBISIOTCS
MoOIIHbIMA HHIYKTOpamu CYP3A4.

Cnenyer paccMOTpeTb HPUMEHEHUE aJIbTEPHATHBHOIO COIMYTCTBYIOIIErO JIEKApPCTBEHHOTO
npemnapara 0e3 Wi ¢ MUHUMaJIbHON CIIOCOOHOCTBIO MHAYKIMU 1iu uHruoupoBanus CYP3A4.

Oco0BIe TPYIIIHI ITAIMEHTOB

Ilayuenmul nodxcunoco 6o3pacma
Koppexknust 10361 y MaliMeHToB B BO3pacTe cTapiie 65 et He Tpedyercs.
Paca

Koppexknust 10361 B 3aBUCUMOCTH OT STHUYECKON TPUHAIICKHOCTH HE TpedyeTcs (cM. pasaen 5.2).
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Hal/;ueHH’Zbl C NOYeYHOoU HedoCMamo4HOCHbIO

MY OTYETY

Ka6o3anTuHHO cieayeT MpUMEHITh C OCTOPOKHOCTBIO Y MAIIMEHTOB C OYEYHON HEJOCTATOYHOCTHIO
JIeTKOM niM cpefHei crenenu Tsxkectu. Kabo3aHTHHUO He peKOMEeHAyeTCs IPUMEHSTh y MAl[MeHTOB
C TOYEYHOH HEIOCTATOYHOCTHIO TSDKEJIOH CTENeHM TSKECTH, TaK Kak Oe30MacHOCTh U
3G GEKTUBHOCTD B 3TON MOMYJISLMUA HE YCTAHOBJIEHBI.

HCIL}M@HWIIJZ C NeYeHOYHOU HeOOCMAMmoOYHOCbIO

VY nanueHToB ¢ MEYEHOYHOM HEAOCTATOYHOCTBHIO JIETKOW CTENEHU TSHKECTH KOPPEKIMs 103bl He
TpeOyetcs. VIMEroTCsl OorpaHWYeHHBbIC JTaHHBIC y TAIMEHTOB C TEYCHOYHON HEIOCTATOYHOCTHIO
cpenHei crenenu TspkectH (kiaacc B mo Yaitna-I1er0). Kakue-mmbo KOHKpETHBIE pEeKOMEHIAIUH 110
JO3UPOBAHUIO OTCYTCTBYIOT. PEeKOMEHIyeTcs TIIATeNbHBI MOHUTOPUHT 00IIeH Oe30MacHOCTH Y
TakuxX manueHToB (cMm. pazaensl 4.4 u 5.2). KabGo3aHTHHUO HE PEKOMEHAYETCS NPUMEHSTH Y
MalUEHTOB C MEYEHOYHON HEJ0CTATOYHOCTBIO TsKeou crenenu TsbkectH (kiace C nmo Yanna-I1so),
TaK KaK KJIMHUYECKU OMBIT MPUMEHEHUS y TAaKUX MMallUeHTOB OTCYTCTBYET (CM. pazzaen 5.2).

llayuenmul ¢ cepoeuHol Hedocmamo4HoCmovio

HNmerotcs OI'paHUYCHHBLIC AAHHBIC O IIPUMCHCHHH Kabo3aHTHHHOA Y HanucHTOB C cepL[equﬁ
HEAOCTATOYHOCTBIO. Kakwue-m0o KOHKPCETHBIC PEKOMCHAAIIUHN 110 JO3UPOBAHUIO OTCYTCTBYIOT.

Jlety ¥ moApoCTKH J10 18 et

bezomacHocTh 1 3 (EeKTUBHOCTh KAOO3aHTUHNOA Y JIeTEH M MOAPOCTKOB B Bo3pacTe Jo 18 neT He
YCTaHOBJICHBI.

Cooco0 nmpuMeHeHns

BnyTps.

TabneTxku CJICOAYCT MMPOIrIaThiBaTh LEJINKOM, HE pa3jiaMbIBasd. CJ'IGI[yeT BO3CPKMUBATLCA OT IMIpUCMaA
IMUIIW KaK MUHUMYM 34 2 yaca A0 IIpueMa u 1 gyac mocie npuemMa Iperiapara KabomeTukc.

4.3. IIpoTuBonoka3zanusi

o ['MmepuyBCTBUTENBFHOCTh K JCHCTBYIOIIEMY BEIECTBY WM JIIOOOMY W3 KOMIIOHEHTOB
npernapara.

4.4. OcoOble yKka3aHus ¥ MepbI PEI0CTOPOKHOCTH NPH NPHUMEHEHHH

He CIICAYCT NPUMCHATH Npcrapar manucHTaM, KOTOPBIC HAXOAATCA B I'PYIINC PUCKA WU HUMCIOT
TAKECIIOC KPOBOTCUCHUEC B AHAMHC3C.

Cnenyer wu3beraTb MOCTOSIHHOIO MPUMEHEHHS COIYTCTBYIOIIMX JIEKAPCTBEHHBIX IMPENaparos,
KOTOpBIE SABIISAIOTCA MOIIHBIMU HHIyKTOpamu CYP3A4.

Tak xak OOJBIIMHCTBO HEXENATENbHBIX peaklMi pa3BUBAeTCs HAa paHHEHW cTajuu JiIedeHHs], Bpau
JIOJDKEH TINATEeNIbHO HAOI0aTh 32 MAIlMEeHTOM B TEUSHHE MEPBBIX BOCBMHU He/eb Tepanuu, YTOObI
OTIpeIeIUTh HEOOXOAMMOCTh M3MEHEHUs J03bl npemnapara. HexenarenbHble peakuuu, KOTOPbIE
OOBIYHO TMpOSBISAIOTCS B Hayaje JIEYEHHUs, BKIIOYAIOT TUHOKAJIBIMEMHUIO, THIIOKATHEMHUIO,
TPOMOOLIUTONIEHUIO,  apTEepPUAJbHYI0  TUIEPTEH3UIO,  CHHAPOM  JIAJJOHHO-IIOJIOIIBEHHOM
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B )KHBOTE, BOCIIAJICHUE CIU3UCTON 000JI0UYKH, 3a10p, AUapesi, pBOTa).

Paspemenne HexeIaTeIbHBIX PEaKIMi MOMKET HOTD66OB3TB BPEMCHHOI'O IPEKpallCHUA TCpalluu
WJIH CHUKCHUA 03561

B kII04YeBBIX KIMHUYECKUX HCCIECIOBAHMSIX MOHOTEpanuu Kabo3aHTUHHOOM TMpU IOYEYHO-
xierouHoM pake (METEOR, CABOSUN), renarouemmonspHol kapunHome (CELESTIAL),
muddepennmpoBanHoM pake mutoBuaHOMN Kene3sl (COSMIC-311) u HOO (CABINET) caHmkenue
710361 ¥ BpEMEHHBIE ITePEPHIBBI B JICUCHUH BCIICACTBUE HEXKEIATEIbHBIX SBICHUA HA0II0JAINCh y 46—
67% u 70-84% narueHToB cooTBeTCTBEHHO. [loBTOpHOE CHUMXEHHE 103bI ToTpeboBanock y 9,4—33%
naueHToB. MennanHoe Bpems 10 EPBOr0 CHUYKEHUS J103bI cocTaBisio oT 38 no 106 nHei, a 1o
MEpBOTrO NEpePhIBa B JICUYEHUH — OT 28 110 68 THEH.

[Tpu mpuMeHeHnn KaboO3aHTHHMOA B KOMOMHAIMM C HHUBOJIYMaOOM B KaueCTBE TEpanuH MEpPBOU
JIUHUU TIPH PACTIPOCTPAHECHHOM MOYEYHO-KJIeTOUHOM pake (uccrnenoBanne CA2099ER) cHmkeHue
036l Ka003aHTUHMOA W3-32 HEXKENATeNIbHBIX SABJICHHN oTMmeudanoch y 54,1% mnauueHtoB, a
BpEMEHHBIE TIEPEPHIBHI B JieueHuu — y 73,4% nanuenTos. [[BoitHOe CHIbKEHHE 03Bl MOTPEOOBAIOCH
y 9,4% mnanuentoB. MeananHoe BpeMs 10 MEPBOrO CHMXKEHHUS 103kl cocTaBuio 106 mgHel, a 1o
MEpBOTro NepephiBa B JeUeHUU — 68 AHEH.

I enaToOTOKCUMYHOCTD

VY nanueHToB, NPUHUMAIOIIUX Ka0O3aHTUHHO, 4YacTO HAOJIIOJAIOTCS OTKJIOHEHHUS OT HOPMBI
OnoxuMu4eckux Tmokaszarenedi ¢ynknuu 1nedeHd (yBenmueHwe axktuBHoctH AJIT, ACT u
coiepkaHusl ounupyOuna). Pekomenayercs npoBoauTh olieHKy coctosHus neuenu (AJIT, ACT u
OunupyOMH) A0 Hayajna JIEYeHUs KaO0O03aHTMHMOOM M THIATEIBHO KOHTPOJIMPOBATH BO BpEMS
Tepanuy. /i NauueHToB ¢ yXyAueHneM OMOXUMHUYECKHX MOKa3aTesnel (yHKLIUHU IeYeHH, KOTOphIe
CUMTAIOTCS CBSI3aHHBIMH C JICYCHHEM KaO003aHTUHUOOM (TO €CTh, KOT/Ia IPYTHe OYEBUTHBIC TPUYMHBI
OTCYTCTBYIOT), CJ€lyeT COOJII0IaTh PEKOMEHAALUH 110 KoppeKuuu 1036l B Tabnuue 1 (paznen 4.2).

IIpu mnpumeHeHnn Kabo3aHTHMHHMOA B KOMOMHAllMM C HUBOJIyMaboM, y MalUMEHTOB C
pacrpoCTpaHEHHBIM OYEYHO-KIETOUHBIM PAaKOM OTMedanach 0ojiee BBICOKAs YaCcTOTA MOBBIIICHUS
aktuBHOCTH AJIT u ACT 3 u 4 crenenu Tsxectu. Ilepen Havyamom jeueHuss U NEPUOAMYECKU B
TEYEHHUE BCEro Mepro/ia JICUEHUs ClelyeT KOHTPOIUPOBaTh (DEPMEHTHI IICUSHH.

Ka603aHTHHIO BEIBOUTCS MPEUMYIIIECTBEHHO NIEUeHBI0. PeKOMeHIyeTcst TIaTeTbHbIi MOHUTOPHHT
o011ieit 6€30MacHOCTH y NAllMEHTOB C IEYCHOYHOM HEI0CTaTOYHOCTBIO JIETKOM MK cpesiHel CTeneHu
Tsokectd  (cM. pazaensl 4.2 uw 5.2). Y Oonee BBICOKOM [OJIM TMAIMEHTOB C TEYCHOUYHOMH
HE/I0CTaTOYHOCTBIO CpefHel cTeneHu TsbkecTH (kinace B mo Yaitna-I1eto) pa3BuBanach nedyeHoqHas
sHIIedanonaTs BO BpeMs Tepanuu kabo3aHTHHHO0M. Kabo3aHTHHUO HE peKOMEHyeTCsl IPUMEHSTh
y MalMeHTOB C MEYEHOYHON HEJI0CTaTOYHOCTBIO TSDKEIOM cTeneHu TsbkecTH (kimace C mo Yaitna-
[Tet0, cm. paznen 4.2).

IleueHouHas 3HI_[ed)aJIOHaTI/IH

B xmuanueckom wuccnenoBanun (CELESTIAL) y manmeHTOB € TenaToOLEUTIOJISIPHBIM  PakoM
nedyeHoyHast H1e(anonarus yaiie OTMevaiach B IpyIIe MalueHToB, IPUHIMABIINX Ka003aHTUHUO,
4yeM B rpymne miame6o. Jluapes, ppota, CHKEHHE alllIeTUTa U HapyIIEHHUE 3JIeKTPOIUTHOIO OanaHca
ObUIM CBSI3aHBI C TPUEMOM Ka0O3aHTHMHHOA. Y TMAIMEeHTOB C TeMaTOLEUIIONSPHBIM PakoM C
HapylleHHeM (QYHKIUH NIeYeHU TaK1e BHEMIEUEHOYHbIE PEaKI[UU MOTYT OBITh NpeApacoaralouMu
(dakTopamMM K pa3BUTHIO MEYeHOUHOU »Huedanonaruu. [lanmeHToB cieayer KOHTPOIUpPOBAaTh Ha
MpeaIMeT MPU3HAKOB U CUMIITOMOB MIEYEHOYHOM 3HIIe(paonaTuu.
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COOTBETCTBYET 3KCMEPTHON
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(MOCNEQOBATENEHOCTE 0006)

Ilepdopamuu 1 cBUIIM

1y OTUETY

[Tpu npueme kab03aHTUHNOA CYIIIECTBYET IMOBBIICHHBIN PUCK Pa3BUTHUS CEPbE3HBIX NMepopanuii u
CBHUILEH KeIyJOYHO-KUIIEYHOI0 TpaKTa, MHOTAA C JIeTalIbHbIM McXoaoM. [lanmueHTsr c
BOCTIAJIMTEIbHBIME 33a00JI€BaHUSAMHU KHUIIEYHUKA (Harmpumep, 0osne3nb KpoHa, S3BEHHBIH KOJMT,
HEPUTOHUT, AUBEPTUKYJIUT WM allEeHIULINT), HHQUIbTpALMed OMYXOIH B ey I0YHO-KHIIEUHbIH
TPAaKT WJIM OCJIOKHEHHEM IOCIIE MPEIIECTBYIONIET0 XUPYPrUYeCKOr0 BMEIIATEeNILCTBA B 00JIacTH
eIy JOUYHO-KHUIIEYHOI 0 TpaKkTa (0COOEHHO CBA3aHHOT'O € MEJIEHHBIM UJIM HETIOIHBIM 3a)KUBJICHHEM
paHBI) JOJDKHBI TINATCJIBHO OLICHHUBATHCA OO Hadajla JICUCHUA Ka603aHTI/IHI/I6OM, a BIIOCJICACTBUH
TaKUX MAalUEHTOB CJeAyeT TIIATEJbHO KOHTPOJMPOBAaTh HAa MPEIMET pPAa3BUTHS CHUMITOMOB
nepdopanuii U cBumiel, BkIovas adcrecc u cencuc. [locTossHHAs WM NOBTOpSIOUIAsCS auapes
MOXeT OBbITh (PAKTOPOM pHUCKa pa3BUTHS aHajdbHOro cBuina. CiexyeT NpeKpaTUTh TEparuio
Ka003aHTUHHOOM Y MAIMEeHTOB C mepdopanuend KeyT0YHO-KHIIEYHOTO TPaKTa HIIM CBUIIOM,
KOTOpPbIE HEBO3MOKHO KOHTPOJIMPOBATH JOJIKHBIM 00pa3oM.

HaDVH_IeHI/IH CO CTOPOHBI KEITYAOYHO-KHINICYHOT'O TPAKTAa

Jlnapesi, TOITHOTa/pBOTA, CHIKEHHUE alIeTHTa U CTOMATHT/00JIb B POTOBOM MOJIOCTH OBLIIM OJHUMHU
13 HanOoJiee YacTo BCTPEUAIOIINXCSA HEXKENATEIbHBIX PEaKIUi CO CTOPOHBI ey I0YHO-KHIIIEYHOTO
TpakTa. /|y npenoTBpanienus 00e3BOKUBaHMS, HAPYIICHHUS 3JIEKTPOJIMTHOTO OalaHca M CHUYKCHHS
Macchl Tena cileyeT HadaTh He3aMEUIMTEIbHOE JICUCHHE, BKIII0Yasi CHUMITOMAaTHUYECKOE JICUCHHE
NPOTUBOPBOTHBIMH CPEICTBAMH, IPOTUBOIMAPEHHBIMY ITpeNapaTaMy WM aHTauuaaMu. Bpemennoe
MNpeKpamCHUueC TCEpalnvnu WIM YMCHBUOICHUC [J03bI, WX IMOCTOAHHOC IMPCKpAlICHUC IIpHueMa
Kabo3aHTHHHMOA ClIeyeT paccCMaTpUBaTh B CIydae IMOCTOSHHBIX HMJIHM ITOBTOPSIOMINXCS CEPhE3HBIX
HEXKEeJIaTEeJIbHBIX peakluil CO CTOPOHBI KEeIyAOYHO-KUILEYHOro TpakTa (cM. Tabmuny 1 B pasgene

4.2).

TpomM0O03IMO0IHS

[Tpu npueme kabo3aHTUHUOA UMEETCS MOBBIIICHHBIN PUCK Pa3BUTHS BEHO3HON TPOoMOOAIMOOINH U
apTepHalibHOM, BKIJIIOYas TPOMOOAMOOIMIO JIETOYHOM apTepHM, MHOTAA C JIETAIbHBIM HCXOJIOM.
Kab03aHTHHUO T0JKEH TPUMEHSATHCS C OCTOPOKHOCTHIO Y TAIIMEHTOB, KOTOPBIE HAXOIATCS B TPYIINE
pHUCKa WK UMEIOT B aHAMHE3€ TaKue CiIydaw.

B xmunnuyeckom wuccnenpoBanun (CELESTIAL) y manmueHTOB ¢ TremaTONEIUTIONSPHBIM PAKOM,
MPUHUMABIINX Ka003aHTMHMO, HaOroa1css TpoMOO3 BOPOTHOM BEHBI, BKIIIOUAsi OJHO COOBITHE C
JETAIBHBIM HCX0A0M. llamueHTsl ¢ omyxosjeBOoW WHBa3Meld BOPOTHOM BEHBI B aHAMHE3€, IIO-
BUJIUMOMY, UMeNIN 0oJiee BBICOKUI PUCK pa3BUTHsI TpOMO03a BOPOTHOM BeHbl. CrieayeT NpeKpaTuTh
Tepanuio Kab03aHTHHHOOM Yy MAIIMEHTOB, Y KOTOPBIX Pa3BUBAETCS OCTPBIA HHPAPKT MHOKapAa WIN
T00bIe IPyTHE KIMHUYECKU 3HAYUMbIE TPOMOO0IMOOTHMYECKUE OCITIOKHEHUSI.

B uccnenosanuun CABINET uactoTa BEHO3HBIX TPOMOOIMOOJIMYECKUX COOBITHI Oblila BBILIE B
KOTOpT€ MallMeHTOB C MaHKPeaTHYEeCKUMU HEHPOIHAOKPUHHBIMU onyxoisimMu (19%), mo cpaBHEeHUIO
¢ xoroproii BHenmankpeatuuecknx HI0 (3,8%) cpean manueHToB, MOIy4aBIIuX Kab03aHTUHUO.

KpoBoTteuenue

HpI/I mpueme Ka003aHTHHHOA IMOBBIIICH PUCK BO3HUKHOBCHUSA TAKCIOIO0 KPOBOTCUCHUS, UHOTAA C
JICTAJIbHBIM HCXOOOM. HaHI/IeHTBI C TAXKCIBIM KPOBOTCUCHUEM B aHAMHE3C OOJIXKHBI TINATCIBHO
OICHMBATLCA OO0 Hadajla JICUCHUA ka0o3aHnTHHHOOM. KabOo3aHTUHHO He CIIeaAyCT MNPUMCHATH
ManucHTaM, KOTOPBIC HAXOAATCA B I'PYIIIC PUCKA UJIW UMCIOT TAXKEJI0C€ KPOBOTCUCHHNEC B aHAMHE3C.
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oT
B xmuanyeckom uccnenoBannu (CELESTIAL) y marniieHTOB ¢ Fgﬁmgﬁgf;%ﬁgﬂgmkgﬁ'cﬁﬁah

KPOBOTEUYEHHUS C JIETAJIbHBIM UCX0JIOM PETUCTPUPOBAINCH Yallle B FPYIINE MAllUEHTOB, IPUHUMABIINX
ka0o3aHTHHUO, yem B rpynne iane6o. Ilpenpacmnonararonue ¢GakTopbl pucka A TAKEIOTO
KPOBOTEUYEHUS B MOMYJISILIUU C PACTIPOCTPAHCHHBIM T'E€NATOLCIUTIONSAPHBIM PAKOM MOTYT BKIIFOYATh
OIIyXOJIEBYI0 MHBA3HIO KPYMHBIX KPOBEHOCHBIX COCY/IOB M HAJIMYUE LUPpO3a MEUEHU B KAYECTBE
MCXOJHOTO 3a00JIeBaHMsI, MPUBOISIINX K BAPUKO3ZHOMY PACIIUPEHHUIO BEH MUIIEBOJIA, TOPTATHHON
runepreH3uu u tpomoonuronenuu. B uccnenoBannun CELESTIAL Oblmu HCKITIOYEHBI MAIUECHTHI C
COMYTCTBYIOIIEH aHTUKOATYJSIHTHOW Tepanuel WIM MalUeHThl, TPUHUMAIOIIME aHTHarperaHTHbIC
cpencta. [lanMeHThl ¢ BapUKO3HBIM PACHIMPEHHEM BEH C KPOBOTEUEHHEM B aHAMHE3€ WIIU C
BBICOKHM PHCKOM BO3HHUKHOBEHHUS KPOBOTEUEHHs, HE IMOJYYaBIIUX WM YACTUYHO MOJIyYaBIIMX
Teparnuio, TaKKe ObLIN UCKIIIOUEHBI U3 UCCIIeI0OBAHUS.

W3 KMTUHUYECKOT0o MCCIEA0BaHUS Y TAIIMEHTOB C PACIPOCTPAHCHHBIM MTOYEYHO-KJIETOUYHBIM PAKOM,
MOJTy4aBIIUX Ka003aHTUHHUO B IIEPBOM JTUHUY Tepanuy B kKoMOnHanuu ¢ HuBoiymaoom (CA2099ER),
OBLTH MCKITFOUCHBI MAIUEHTHI, MTOTYYaBIINe aHTUKOATYJISTHTHI B TEPANICBTHYECKHUX J103aX.

AHEeBpU3MBI M IUCCEKLIUS apTepUil

[Ipumenenue unrubutopos VEGF y nanneHnToB ¢ aprepuanbHOi THIIEpTEH3UEHN Uiu 06€3 HEe MOKET
CIOCOOCTBOBaTh OOpa30BaHMIO aHEBPU3M W/WIIM pacciioeHuto aprepuid. [lanumentsr ¢ dakropamu
pHUCKa, TAKUMHU KaK apTepUalIbHas TMIIEPTEH3US WM aHEBpU3Ma B aHAMHE3€, JOJLKHBI TIIATEIBHO
OLIEHUBATbCA J0 HayaJia JIedeHus: Kab03aHTHHHUOOM.

TpoMOoumToneHus

B kmunnueckux wuccnenoBanusix CELESTIAL, COSMIC-311 u CABINET y mnamueHToB C
remaToNeIUIIONSAPHBIM  pakoM, Ju(PEpeHIIMPOBAHHEIM PAKOM IMUTOBUAHOW kene3sl U HDO
COOTBETCTBEHHO OTMEYaJINCh TPOMOOLMTONEHUS WU CHIDKEHUE dYHcia TpoMOouuToB. Bo Bpems
JICYCHUS KaOO3aHTHHUOOM CJIeyeT KOHTPOJIUPOBATH YHCIIO TPOMOOITUTOB U KOPPEKTUPOBATH 103y B
3aBHCHMOCTH OT TsDKecTu TpomboruTonenuu (cm. Tabmuiy 1 B paznene 4.2).

OCIIOKHEHUS 3KUBJICHUS DAHBI

ITpu npueme kabo3aHTHHMOA CYIIECTBYET MOBBILICHHBIH PUCK PAa3BUTHUS OCIOXKHEHUHN 3a>KUBJICHUS
panbl. JleueHne ka003aHTUHUMOOM cleAyeT MpeKpaTuTh, MO KpailHel wmepe, 3a 28 nHeEH 10
3aIJIJAaHUPOBAHHOIO  XUPYPTUYECKOTO  BMEIIATEIbCTBA, BKJIOUasl  CTOMAaTOJIOTHUYECKOE
XUPYpru4eckoe BMEIIATeNbCTBO WJIM HHBAa3MBHBIE CTOMATOJOTMYECKHE MPOLEAYpPHI, €CIU 3TO
BO3MOXHO. PermieHne B0300HOBHTH Tepanuio KaO03aHTMHHOOM TIOC/IE€ OIEpalud  JIOJIKHO
OCHOBBIBAThCSl Ha KJIMHUYECKON OLIEHKE JOCTATOYHOCTH 3aKMBIIEHUS paHbl. CilenyeTr npeKkpaTuTh
Tepanuio Kab03aHTMHUOOM Yy TMAIMEHTOB C OCJOXHEHUSMHU 3aKUBJICHUS paHbl, TPEOYIOUIMMHU
MEIUIIMHCKOTO BMEIIATEIbCTBRA.

ApTepuanpHas THIEPTCH3HS

[Ipu npueme kabo3aHTUHNOA UMEETCS MOBBIIEHHBIA PUCK PAa3BUTHS apTepUaIbHON IMIIEPTEH3UH, B
TOM YHCII€ TUIIEPTOHMYECKOTO KpHu3a. ApTepUalIbHOE JaBJIEHUE JOJDKHO HAAJeKaIlUM o0pa3oM
KOHTPOJIMPOBAThCS [0 Hauyaia Tepanuu Kabo3aHTHHHOOM. B Hawane tepanuu kabo3aHTHHHOOM
apTepuaNbHOE JABJIECHUE CIENyeT PETYJSIPHO KOHTPOJIHUPOBATH M MPH HEOOXOAMMOCTU MPUMEHSThH
COOTBETCTBYIOIIYIO aHTUTMIIEPTEH3MBHYIO Tepanmuo. B cioydae CTONWKOM — apTepualbHON
TMIIEPTEH3UH, HECMOTPS Ha IPUMEHEHUE aHTUTHIIEPTEH3UBHBIX CPEJICTB, TEPANHIO KaO03aHTHHUOOM
cllelyeT IpepBaTh /0 BOCCTAHOBJICHHS HOPMAIbHBIX 3HAUEHUIN apTepHUaIbHOrO JaBJICHUS, MOCIE
4ero npueM kabo3aHTHMHHOA MOXKHO BO30OHOBUThH B CHM)KEHHOW g03e. Tepamuio kabo3aHTHHHOOM
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1y OTUETY

TUIICPTCH3UU, HC OTBeanOH_IGfI Ha aHTUTUIICPTCH3UBHYTO TCpAIlnIO.

OcteoHekpo3

[Tpu npueme kabo3anTHHIOA HAOIIOAATHCH CIyYan OCTEOHEKpo3a uenocTu. [lepen Hayanom nmpuema
ka003aHTHHNOA U TEPUOJUYECKH BO BpEeMs TE€paluu CIEAyeT MPOBOJUTH OCMOTP IMOJOCTH PTa.
Crnenyer npoumH(pOpPMHUPOBATH NAIMEHTOB O TpPaBWJIaX TUTHEHBI TMOJOCTH pra. JleyeHue
Ka003aHTUHUOOM ClIeyeT MPEeKpaTUTh, MO KpaHEeW Mepe, 3a 28 aHEW 40 3allaHuPOBAaHHOM
CTOMATOJIOTUYECKOW ONepanuy WM HMHBA3UBHBIX CTOMATOJOTMYECKUX MPOLEAYp, €CIU 3TO
BO3MOHO. Crenyer coOm0aTh OCTOPOKHOCTh Yy MAIMEHTOB, MOIYYalOUIUX IpernapaTsl,
acCOIIMMPOBAHHBIE C PA3BUTHEM OCTEOHEKPO3a YENIOCTH, Takue Kak Oucdocdonatsl. Ilpuem
ka0o3aHTHHMOA ClIeyeT MPEKPATUTh y MAUEHTOB C OCTEOHEKPO30M YEIIOCTH.

CI/IHI[DOM JIaJOHHO-TIOIOIIBEHHON YPUTPOAUZECTEIUU

[Tpu npueme kab03aHTHHMOA TOBBIIICH PUCK BOSHUKHOBCHHS CHHIPOMA JIQJOHHO-TIOONIBEHHOM
apuTpou3ecTe3nd. [Ipu pasBUTHH TSHKEIOTO CHHIPOMA JIAJOHHO-TIOIOIIBEHHOMN IPUTPOIN3ECTC3UH
CIIEAYET PACCMOTPETh BO3MOXXHOCTh BPEMEHHOTO TPEKpaIleHHs Tepanuu kadozanTuHruOoM. Korna
CUHJIPOM JIaJIOHHO-TIOJIOIIIBEHHON SPUTPOINU3ECTE3NH JOCTUTHET | CTCNCHH TSOHKECTH, CIEHAYyeT
BO300HOBHUTH TEpaNuio KaO03aHTHHHUOOM ¢ 00Jiee HU3KOM JI03HI.

[Iporennypust

[Ipu npueme kabo3aHTUHMOA CYIIECTBYET PHUCK Pa3BUTHS MPOTCHHYpUU. Bo Bpems IedeHus
Ka003aHTUHHOOM CJIeIyeT PEryJIIpHO KOHTPOJIUPOBATH MOsBICHUE Oenka B Mo4e. [Ipu pa3Butun y
MAIMEHTOB HEPPOTHUECKOTO CHHIPOMA MPHEM Ka003aHTUHHOA CIIeIyeT PEKPATUTh.

CunapoM 3azHeil 00paTtuMoi dHIehaTonaTh!

I[Ipu npueme kabo3aHTMHMOA HAONIONAIOCH pa3BUTHE CHHIpPOMA 3agHe  oOpaTtumon
BHHG(i)aJ'IOHaTI/II/I. Y KaXXa0ro magueHTa ¢ MHOXCCTBCHHBIMHU CHUMIITOMaMH, BKIIO4Yad CYIOpPOTH,
TOJIOBHYIO 0OIlb, HApYIICHHs] 3PEHHS, CIYyTAHHOCTh CO3HAHMUS WM HAPYHICHUSMH TICUXUKU
H€O6XOI[I/IMO paccMaTpruBaTh BO3MOXHOCTbH Pa3sBUTUA JaHHOTO CUHOpOMaA. Tepanmo
Ka003aHTUHHOOM CcleyeT TpPeKpaTUTh TpU pPa3BUTUU CHUHApPOMA 3aJHel  oOpaTuMoi
sHIIe(amonaTHH.

VYmngenne QT unTepBana

Kabo3anTHHUO cliefyeT NpUMEHSATh C OCTOPOKHOCTBIO y TAIIMEHTOB C yanuHeHreM nntepsana QT B
aHaMHe3€, y IalKMEHTOB, MPUHUMAIOIUX AHTHAPUTMHMUYECKHE IpenapaThl, WM Yy IALUEHTOB C
UMerIUMCs 3a00J€BaHUEM cepjila, OpaJuKapAued WM HapyLIEHUSIMH BOJHO-3JIEKTPOIUTHOTO
Oananca. Ha ¢one neueHuss kab03aHTHUHUOOM cielyeT MPOBOIUTH MEPHUOANYECKHI MOHUTOPUHT
OKI" 1 KOHLIEHTpalMK IEKTPOJIIUTOB B KPOBU (KaJbIUi, KUK U MarHuil).

Hapyuienue d)VHKUI/II/I IIUTOBUIHON JKEIE3hI

CrnenyeT mpoBOAUTH Ja0OPATOPHYIO OIEHKY (YHKIMM IIUTOBHMJIHOM JKele3bl y BCeX IMallMEeHTOB
Iepesl HadajJoM NpHUMEHEHus mpenaparta. llanyeHtaM ¢ rUnOTHPEO30M WM TUIIEPTHPEO30M B
aHaMHE3€ CIIEQyeT HAa3HAaYUTh COOTBETCTBYIOUIYIO TEpANHIO IMEpe] HadaJloM IPUMEHEHUEM
kabo3aHTuHNOA. Bo Bpems Tepamuu cieayeT NPOBOAMTH MOHUTOPHHI PA3BUTHS HapyLICHUN
GYHKIUM IIUTOBUAHOM >kese3bl. JleueHne mMalMeHTOB ¢ HapylIeHUsSMU (YHKIUU IIUTOBUIAHON
JKEJIe3bl CIIEAYET IPOBOAUTH B COOTBETCTBUU C KIIMHUYECKUMHU PEKOMEHJALUSAMMU.
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CHENOBATENBHOCTE 0006

([
OTKJIOHEHUS OT HOPMBI OMOXUMHUYECKUX JIA00PATOPHBIX HOKEBQ[E

VYBeJIMYeHNnEe 4acTOThl HAPYLICHUH AJIEKTPOJIMTHOrO OanaHca (BKIOYAs THIO- U THIEPKAIMEMHIO,
TUIIOMarHMeMHIO, TUIOKaIbIIUEMHIO, THIIOHATPUEMHUIO) ObLIIO CBA3AHO C MPUEMOM Kab03aHTHHUOA.
[Tpu nmpumeHeHnHn KabO3aHTHMHUOA TUIIOKAIBIIMEMHUsl HAOM0qanach ¢ OONbIIeH YacTOTOW W/WIH B
6onee Tsokenol ¢opme (Bkioyas 3 U 4 cTeneHb) y MalueHTOB ¢ PAKOM IIMTOBHUIHON KeJe3bl 1Mo
CPaBHEHHIO C [MAlMEHTaMM C JpyrMMHM BUJaMH paka. PexkomeHayercss KOHTPOJIMPOBATh
OMOXMMHYECKHE ITOKa3aTeIN BO BpeMs JIeUeHHs KaO03aHTUHUOOM M IIPY HEOOXOIMMOCTH MPUMEHSTh
COOTBETCTBYIOILYI0 3aMECTUTENIbHYIO TEpalui0 B COOTBETCTBUU CO CTAHJAPTHON KIMHUYECKOMN
npakTukoil. Ciydan ne4yeHOYHOW sHIedalonaTud y MAlUMEHTOB C IeNaTOLEUTIONSPHBIM PakoM
MOTYT ObITH OOYCIIOBIICHBI PAa3BUTHUEM HApPYIIEHUH BOJHO-3JEKTPOJIUTHOro OanaHca. BpemenHoe
MpeKpaleHue Teparnud WM YMEHBIICHHE JI03bl, WM TIOCTOSHHOE IMpeKpalleHue Mpuema
ka0o3aHTMHHOA CIeayeT paccMaTpuBaTh B  CIy4ae YCTOMYMBBIX MM  MOBTOPSIFOIIUXCS
CYIIIECTBEHHBIX OTKJIOHCHHH OT HOpMHBI (cM. Tabnuity 1 B pasnene 4.2).

Nuaykropsl u uaruduropsl CYP3A4

Kabo3antunu6 sensercs cyocrpatom CYP3A4. OnHoBpeMeHHOE NMpuUMeHEHHe Kabo3aHTHHUOA C
MomiHbiM HMHTUOUTOpoM CYP3A4 KETOKOHA30JI0M TMPUBOAWIO K YBEJIMUYECHUIO IKCIIO3UIINH
ka0o3anTHHNOAa B MmiuazMe KpoBu. HeoOxomaumo coOmroAaTh OCTOPOKHOCTH MPU IPUMEHEHUU
ka0o03aHTHMHMOA C IpenapaTaMu, KOTOPbIE ABJISAIOTCSA MOLIHBIMUA HHrHOUTOpamu CYP3A4.

OpHoBpeMEeHHOE TpUMEHeHne Kabo3aHTuHHOa ¢ MOIIHBIM HHIyKTopoM CYP3A4 pudamnunnnom
MPUBOJMIO K CHIDKEHUIO OSKCIIO3HMIMK Ka0o3aHTHMHHMOA B TutazmMe KkpoBu. Clienyer wu30erath
JUTUTEIBHOTO MIPHEeMa MpernapaToB, KOTOPHIE ABISAIOTCS MOIIHBIMU HHIyKTopamMu CYP3A4, Ha ¢one
neyeHus: kKab03aHTUHHOOM (CM. pasnensl 4.2 u 4.5).

CV6CTD8.TBI P-rnukonporenHa

Kabo3aHTHHUO sIBisieTCs MHTUOMTOPOM TPaHCIOPTHOM akTUBHOCTH P-rmukonporenna (ICso = 7,0
MKM), HO He sABHseTca cyOcTparoM P-rimkonporenHa, Kak MOKa3aHO B JBYHAIPaBJIEHHOM TecT-
cucTteMe ¢ ucnonb3zoBaHueM kierouHoi muHu MDCK-MDRI1. B cBsizu ¢ 3TuM, pu COBMECTHOM
IPUMEHEHUH Ka003aHTMHUO MOXKET YBEJIMYMBATh KOHIEHTpalMio cyOcTpaToB P-rimkonporenHa B
mwiasme KpoBu. [lamueHTtsl, mosydaromume KabOO3aHTHHUO, JOJDKHBI OBITh IMPEAYHNpPEXKICHBI O
BO3MOKHOM B3aMMOJICHICTBUN IIPU OJJTHOBPEMEHHOM MIPUMEHEHHH ¢ cyOcTpaTaMu P-riaukonporenHa
(manpumep, dexkcodeHaanH, aTUCKUpPEH, amMOpu3eHTaH, ga0uraTtpaH, IUTOKCHUH, KOJIXHUIIMH,
MapaBUpPOK, M03aKOHA30JI, PAHOJIA3UH, CAKCAIJIMIITUH, CUTATJIUITHH, TAJMHOJION, TOJBANTaH) (CM.
paznen 4.5).

Huruburopst MRP2

[Ipuem unrun6uropoB MRP2 MoxeT mpuBecTH K MOBBIIMICHHUIO KOHIIEHTpAllMM KabOO3aHTMHUOA B
IU1a3Me KPOBH, B CBSA3M C YEM CJIEIyeT COO0AaTh OCTOPOKHOCTD IPU OJTHOBPEMEHHOM IPUMEHEHUN
¢ uaruouropamu MRP2 (Hanpumep, HUKIOCTIOPHH, A3(aBUPEH3, SMTPULIMTA0NH) (CM. paznen 4.5).

BcnoMmorarenbpHbIE BEIECTBA

JlaHHBIN JE€KapCTBEHHBIN MpernapaT He CleayeT NMPUHUMATh MalMeHTaM C PEAKO BCTPEYAIOLIEHCs
HACJIEICTBEHHOW HENEPEHOCUMOCTBIO TaJIaKTO3bl, JIAKTa3HOM HEIOCTATOYHOCTBIO WIIM IIIIOKO30-
rajlakTo3HON ManbabcopOuuei. JlaHHbIN JeKapCTBEHHBIN MpemnapaT coAaepKUT MeHee 1 mmonb (23
Mr) HaTpus Ha 1 TabneTKy, TO eCTh 10 CYTH,""HE COJePKUT HATpHUs'".
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4.5.B3aumoneiictBue ¢ JPYrHMH JIeKAPCTBEHHBIMU %enam Tllglﬂl:[“)vn};e"'ll;plrﬁm

B3aNMOIeHCTBUA

BinsHMEe 1pyrux JIeKapCcTBEHHBIX CPSJICTB Ha Ka003aHTHHUO

Hneubumopot u unoykxmopor CYP3A4

OnnoBpemeHHoe mnpuMmeHeHue moimHoro maruouTopa CYP3A4 kerokonazona (400 Mr B 1ieHb B
TeyeHue 27 AHEH) 370pOBBIMH JOOpPOBOJIBLIAMH C OJHOKPATHBIM BBeJICHHEM KaOo3aHTHHHOA
YMEHBIIAO0 KIUpeHe kabo3anTtunuba (Ha 29 %) 1 moBbBIIIANO HKCIIO3UIUI0 KaO03aHTHHNOA B IJ1a3Me
kpoBu (AUC) Ha 38 %. Cnenyer coOmroaTh OCTOPOXKHOCTh MPH OJHOBPEMEHHOM IPUMEHEHUU
MomHbIXx HMHruOuTOpoB CYP3A4 (Hampumep, pHUTOHABUP, HTPAKOHA30J, DSPUTPOMHMIIMH,
KJIQPUTPOMHMILIMH, TPeHNI(PPYTOBBIA COK) ¢ KaOO3aHTUHUOOM.

OnnoBpemeHHoe puMeHeHue MotHoro uHaykropa CYP3A4 pudamnununa (600 Mr exxeJHEBHO B
teuenue 31 JHS) 300pOBBIMH JOOpPOBOJNBIIAMH C OJHOKPAaTHBIM BBEACHHEM KaOO3aHTHHUOA
YBEJIIMYUBAIO KIUpeHc kabo3aHTuHUOa (B 4,3 pa3a) U yMEHBIIANO 3KCIO3UINIO KaOO3aHTUHHOA B
mazme kKpoBu (AUC) Ha 77 %. CrienyeT n3berath mOCTOSHHOTO COBMECTHOTO MTPUMEHEHHUSI MOIIIHBIX
unaykropoB CYP3A4 (nampumep, ¢peHutouH, kapbamazenut, pudaMnuiut, Gpenodbapdburan umu
pacTUTeNbHBIC MPEnapaThl, COJEpKaIIe 3Bepo00H MPOABIPABICHHbIN [Hypericum perforatum]) ¢
Ka003aHTUHHOOM

IIpenapamul, usmensrowue pH orcenyoounoco coxa

CoBMecTHOE ITPUMEHEHHe UHIMOUTOpa MPOTOHHOM oMbl 330Menpa3oia (40 Mr B IeHb B T€UEHHE
6 nHel) ¢ OJHOKpaTHBIM MpueMoM kabo3zaHtuHuOa B 03¢ 100 Mr y 310poBbIX 1OOPOBOJIBIEB HE
IPUBOAMIIO K KIMHUYECKH 3HAUMMOMY BIMSIHUIO Ha 3kcno3uiuio (AUC) kabo3aHTHHUOA B 1J1a3Me
kpoBu. Koppekuust no3sl He TpeOyeTrcss HpU COBMECTHOM INPUMEHEHUM KabO3aHTMHUOA C
npenaparamy, u3MeHsomuMu pH  KemynoyHoro coka (MHTMOMTOPBI HPOTOHHOM IOMIIH,
AHTAaroOHUCTHI Ho-THCTaMUHOBBIX PEIENTOPOB M AHTAIIH/IBI).

Hneubumopvr MRP2

JlaHnHbIe in Vvitro AEMOHCTPUPYIOT, YTO Kabo3aHTHMHUO siBisieTcsa cyoctpatom MRP2. Tlostomy
COBMECTHOE MPUMEHEHne kabo3aHTHHNOA ¢ nHruouTopamu MRP2 MokeT npuBecTH K NOBBIILIEHUIO
KOHIEHTpaluu Ka003aHTHHNOA B IJIa3M€e KPOBH.

CekeecmpaHmbl HCENUHBbIX KUCIOoMm

[TpemapaTsl, CBSI3BIBAIOIIHE COJTU KEITYHBIX KHCIIOT, TAKME KaK KOJICCTUPAMHH U KOJIe3eBeIaM, MOTYT
B3aMMOJICHICTBOBATh ¢ Kab03aHTHHUOOM W BIUATH Ha ero abcopOruio (wim peadbcopOiunio), 4To
MIPUBOJIUT K MTOTCHIIMATFHOMY YMEHBIIIEHUIO YKCITO3UITUH B TUTa3Me KpoBH. KimmHMYeckoe 3HaYeHMe
3TOTO MOTEHIIMATBFHOTO B3aUMOJICHCTBUS HEM3BECTHO.

Bausaue kado3aHTHHNOA Ha APYTUC JCKAPCTBCHHBIC ITPCIIaPaThl

Bnusaue xabo3aHTHHNOA Ha (apMaKOKMHETUKY TOPMOHAJIBHBIX KOHTPALIEITUBOB HE M3y4asloCh.
[TockonbKy KOHTpalenTUBHBINA A3PHEKT HE MOXKET ObITh MOTHOCTHIO TAPAHTUPOBAH, PEKOMEH Ty eTCSI
MCIOJIb30BATh JIOTOJIHUTENBHBIA METO/I KOHTPAIETILIUH, TAKOH Kak OapbepHbIi METO/I.

Bmustane kabo3zanTuHNMOa Ha (dapMaKOKMHETHKY BapdapuHa He HM3ydanoch. B3aummopeicTBue c
Bap(papuHOM BO3MOXHO. B cilyuae OJHOBPEMEHHOr0 TNPHUMEHEHHs CIlelyeT KOHTPOJIUpPOBAThH
3HaYEHHE MEXKIYHapOJHOr0 HopManu3oBaHHOro otHoumeHus (MHO).
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Cybcmpamul P-enuxonpomeuna

Ka6o3anTuHHO sBIsieTCS MHTMOUTOPOM TpaHCHIOpTHOW akTuBHOCTH P-rmukonporenna (ICso = 7,0
MKM), HO He sABIseTca cyOcTparoM P-rimkonporenHa, Kak MOKa3aHO B JBYHAIIPaBJIEHHOM TecT-
cUcTeMe ¢ Hcnonb3oBaHueM kierouHoi muHun MDCK-MDRI1. B cBsi3u ¢ 3TuM, ipu COBMECTHOM
IPUMEHEHUH Ka003aHTMHUO MOXKET YBEIMUYUBATh KOHIEHTpaLUIO0 cyOcTpaToB P-rimmkonporenHa B
wia3mMe KpoBu. [lamueHtsl, momydaronipe KaO003aHTHHHUO, MOJDKHBI OBITH MPEAYHpPEXIEHBI O
BO3MOKHOM B3aUMOJICHICTBUU IIPU OJJHOBPEMEHHOM IIPUMEHEHHHU ¢ cyOcTpataMu P-riaukonporenHa
(marmpumep, QexcodeHanuH, AIMCKUPEH, aMOpHu3eHTaH, Aa0urarpaH, IWTOKCHH, KOJIXHIIMH,
MapaBUPOK, MI03aKOHA30J1, paHOJIa3UH, CAKCATJINIITHH, CUTAIJIMITHH, TAJIMHOJION, TOJIBAIITAaH).

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JIAKTALMS

>KCH[[!I/IHBI C ACTOPOAHBIM ITOTCHIMAJIOM (KOHTDaHeHHI/IH Y MYKYMH U )KCHHII/IH)

>KCHIJ_[I/IH3M C ACTOPOAHBIM MOTCHLIHUAJIOM CJICAYCT n30erarhb 6epeM€HHOCTI/I BO BpCMA JICUCHUA
Ka003aHTUHHOOM. JKEHIIMHBI-TAPTHEPHI MYXKUYWH, TMOJTYYalOMMX KaOO3aHTUHUO, TaKKE IOJDKHBI
n3berarb 6epeMeHHOCTH. D(P(HEKTHBHBIC METOJIBI KOHTPAIEIIIHH JOJDKHBI HCIIOH30BATHCSI BCEMHU
NalMeHTaMK W MX TapTHepaMH BO BpeMs Tepalud M B TEYCHUE HE MEHee 4 MECSIEeB IOCie
3aBepiIeHusl Tepanud. llepopanbHble KOHTPALENTHBH HE MOTYT CYHTAThCS <«A((EKTUBHBIMU
METOJaMU KOHTPALICIIIMI» B JAHHOM CITy4Yae, UX CIEAyeT UCIIOIb30BaTh BMECTE C JPYTUM METOJIOM,
TaKuM Kak 0apbepHbIil MeTo[ (cM. paszaen 4.5).

bepemeHHOCTB

HccnenoBanmns kabo3aHTHHHOA y OCpEeMEHHBIX JKCHIIMH HE MPOBOIWINCH. MccrmenoBanus Ha
JKUBOTHBIX TIOKa3aiu SMOpuodeTanbHbli # TepaToreHHbId »pdekTel. (cMm. paszmen 5.3)
[ToTennmanbHbIi puck it yesnoBeka HeusBecTeH. [Ipenapar KabomeTukc He ciaeayer mpuMEHSITh BO
BpeMsi OEPEeMEHHOCTH 3a UCKITIOYSHHEM CIIy4aeB, KOTJ1a KIIMHUYECKOE COCTOSIHUE KEHIUHBI TpeOyeT
Je4eHns Kab03aHTUHUOOM.

I'pyaHOE BCKapMIIMBaHUE

HewusBecTHo, SKCKpeTUpyeTcs i KaOO3aHTUHUO W/UITKM €r0 MeTabOIUTHI B TpyJHOE MOoKo. M3-3a
MOTEHIIMAJIBHOTO BpeAa Ui pebeHKa cleAayeT MpPeKpaTUTh TPYJHOE BCKapMIIMBAaHUE BO BpeMS
ne4eHus: Ka003aHTUHHOOM U B TEUCHHE HE MEHEe 4 MECSAIIEB MOCTIE 3aBEPIICHUS TePaInu.

DepTHIbHOCTD

JlaHHBIE O BIMSHUU Ha (EPTHIIHOCTH YEJOBEKAa OTCYTCTBYIOT. OCHOBBIBAsCH HAa JOKIMHHYECKHX
JAHHBIX MO 0€30MacHOCTH, (EePTUIBHOCTh MYKUMH U KEHIIMH MOXXET OBbITh HapylleHa Ha (oHe
nedeHus: kabozaHTHHHMOOM (cM. pasmen 5.3). W MyxumHam, ¥ OKCHIIMHAM  CJIEIYET
IIPOKOHCYJIbTUPOBAThCA y CHEeUMaIucTa U OOCYJUTh BOMNPOC O COXPAaHEHHM pENpOAYKTUBHOU
(GyHKIUH 10 Hayana jJedyeHus Kabo3aHTHHHOOM.

4.7. BausiHue Ha CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMH CpeICTBAaMH H padoraTth ¢
MEXaHU3MaMH

Ka6o3anTuHnO okas3bpiBaeT cinaboe BIMAHHE Ha CHOCOOHOCTh YHPABIATH TPAHCHOPTHBIMU
cpeacTBaMH M paboTaTh ¢ MexaHu3MaMmu. HexenarenbHble peakiMy, Takhe Kak clabocTb U
yCTaJOCTh, OB CBSI3aHBI ¢ IpHEeMOM Kabo3zanTiuHuOa. [TosToMy cienyer cobmoaaTe OCTOPOKHOCTD
IIPU YIIPABJIEHUU TPAHCIOPTHBIMU CPEJICTBAMU M pabOTe C MEXaHU3MaMHU.
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4.8. HexkesaTeibHbIE peakunuu

Ka603aHTHHUO B KAUECTBE MOHOTCpaIiuu

Pesome npoghuns bezonacnocmu

Haubonee pacnpocTpaHEHHBIMH CEPhE3HBIMH HEXEJIATEIhbHBIMUA PEAKIUSAMH B TIOMYJISIHHA C
MOYEYHO-KIJIETOYHBIM pakoM (= 1 % 4acTOThl BOSHUKHOBEHHUS) SBJISIOTCS 00Jb B KUBOTE, TUaApes,
TOIIHOTA, apTepHalibHAsh TUNEPTEH3Hs, 3MOOIMs, TUIOHATPHEMHsS, TPOMOOIMOONUS JIETOYHOM
apTepuu, pBoTa, 00€3BOKMBaHUE, CIA00CTh, ACTEHHUS, CHIDKEHUE alllleTUTa, TPOMOO03 ITyOOKHX BEH,
TOJIOBOKPY>KEHHE, TUITOMAarHUEMUsI U CUHAPOM JIaIOHHO-TI0IOIIBEHHOM 3PUTPOIU3ECTE3UN.

Haubonee pacnpocTpaHeHHBIMH CEpPhE3HBIMH HEXEJATeIbHBIMU PEAKIUSIMH B TOMYJALUUA C
renaTole/UTIoNsApHBIM  pakoM (= 1 % 4YacTOoTbl BO3HUKHOBEHHS) SBIISIIOTCA IE€YEHOYHAs
sHIedanonaTHs, aCTeHus, cliabocTh, CUHAPOM JIaJOHHO-TIOJOIIBEHHOW 3PUTPOIU3ECTE3UH, TUAPES,
TUIIOHATPUEMHUS, PBOTA, OOJIb B )KUBOTE U TPOMOOIIUTOIICHHUS.

HauGonee pacrnpocTpaHEeHHBIMH CEPbE3HBIMU HEXKENAaTeIbHBIMA pEaKIUsIMU B MOMYJSIIUU C
Qg QepeHIIMPOBaHHBIM PAKOM IMUTOBUIAHOM skene3bl (> 1 % 4acToThl BOBHUKHOBEHHS) SIBIISTFOTCS
auapesi, MJICBPaJbHBIA BBINOT, MHEBMOHHSA, TPOMOOIMOOIUS JIETOYHOH apTepuy, apTephaibHas
THIEPTEH3Us, aHeMHs, TPOoMOO03 TIIyOOKMX BEH, THUIIOKAJIBIUEMHS, OCTEOHEKPO3 YEeIIOCTH, OOJb,
CHHPOM JI/IOHHO-TIO/IOIIBEHHOI SPUTPOIU3ECTE3UH, PBOTA M IOYEYHASI HEAOCTaTOYHOCTb.

Haubonee pacipocTpaHeHHBIMH HEXEIIATSIIEHBIMU PEaKIUSIMU JTF000H KaTeropuu (pa3BUBIIMECS HE
MeHee 4yeM y 25 % manueHToB) B MOnyIsauuu ¢ JudGepeHInpOBaHHBIM PAKOM IIUTOBHUIHOM KeJe3bl
SBJSIIOTCA ~ JMapesi, CUHAPOM  JIQJOHHO-TIOJOIIBEHHONW  APUTPOAM3ECTE3UH, apTepuaibHas
TUMNEepTeH3us, claboCTh, CHUXKEHHME  amMeTuTa, TOIIHOTAa, TIOBBIIIEHHE  aKTUBHOCTU
amannHamuHoTpaHcdepassl (AJIT), moBeimenue akTHBHOCTA ACT U TUITOKATBIIHEMHUS.

Haubosnee 4acThIMU CEpbE3HBIMH HEXENATSIbHBIMU peakiuusiMu (>1% ciaydaeB) y nanuentoB HO0
ObUIM THUIEPTEH3Us], YCTaJIOCTh, TPOMOOAIMOOIMS JIETOYHONU apTepuH, pBOTA, AUapes, TOLUIHOTAa U
3MO0IusL.

Haubonee pacnpoCTpaHEHHBIMH HEXENIATeNbHBIMH pPEaKUMSIMH JIIOOOM CTENEeHU TAKECTH
(BO3HMKAaBIIMMH Kak MHUHUMYM Yy 25% manMeHToB) NpU IOYEYHO-KIETOYHOM  pake,
renaToleIIOISApHON KapuuHoMme, IuddepeHIIMpoBaHHOM pake IMMTOBUIHON kene3bl U HOO
BKJIIOYAJIM JAMAPEI0, YCTAJIOCTh, TOIIHOTY, CHU)KEHHUE allleTUTa, CUHAPOM JIaJOHHO-TIOJOIIBEHHOM
SPUTPOAU3ECTE3UN U THIIEPTEH3UIO.

Tabnuunoe PE3IOME HedHCeladMmeEIbHbLX peakuuﬁ

HexenaTenbHble peakliuy, 3aperucTpupoBaHHbIE B 00bEIMHEHHOM Ha0Ope aHHBIX JJIs NAleHTOB,
MOJTy4YaBIINX Ka003aHTMHUO B KayecTBE MOHOTEPANUM IPHU I'eNaTOLEUTIOISIPHOM pake, Mo4eyHOo-
KJIETOYHOM pake, AuQQPepeHIupOoBaHHOM pake muToBHIHOM kenessl u HDOO (n=1355),
nepeunciensl B Tabmune 2 cornacHo CHCTEMHO-OpPTaHHBIM KjlaccaM MEAUIUHCKOTO CIIoBaps Uis
HOpMaTUBHO-TIpaBoBoi fesTenbHocTH (MedDRA) 1 kareropusiM 4acTOThI MPOSIBICHUS PEaKIUil.

YacToTa pa3BUTHS HEXeNaTEeIbHBIX PEAKIMH KIacCU(HUIMPOBAHA CIEAYIOIMIMM 00pa3oM: OYEHb
gacto (=1/10); wacto (ot >1/100 o <1/10); newacro (ot >1/1000 no <1/100), yacroTa Heu3BeCTHA
(Ha OCHOBaHMM HMEIOIIMXCS JAHHBIX OIIEHUTh HEBO3MOXKHO). B Kaxmoil uyacToTHOM Trpyrmme
HCXKEIATCIbHBIC pCAKIIUU IPEACTABIICHBI B ITOPAJAKE YMCHBIICHUA TAXKCCTH.
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Ta6auna 2: HexkenateJbHble peaKIliu, BbIsIBJEHHBIE B Knﬁnqel@xﬁbcﬁgﬂh%dﬂnﬂl—ﬁmwn'
MOCTPEruCTPANMOHHOM MepPHoie NPUMeHeHHs Ka003aHTHHIOA B KaYeCTBe MOHOTEpANuu

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Nudexunonnble 1 mapa3uTapHbie 32001eBAHUA

Yacto

abcrecc

Hapymenusi co cTOPOHBI KPOBH U JTUM(PATHYECKOI CHCTEMBI

OueHp 4acTo

aHCMHUs, TpOM6OI_[I/ITOH€HI/I5[

Yacto

HelTpornenus, TuMponenus

Hapymenusi co CTOPOHBI SHAOKPUHHOI CHCTEMBbI

OueHp 4acTo

TUIOTHPEO3

Hapymienust co cTopoHbl 00MeHa BelecTB M MUTAHUS

OueHp 4acTo

CHHMIXCHHC aIlIcTuTa, TUIIOMAarHuceMus,
T'HI10aJIb 6YMI/IH6MI/I$I, THIIOKAaJIbIIUCMHU A

TUIIOKAJINEMUA,

Yacto

00e3BoXKHMBaHUE, TunodocdareMus, TUIOHATPUEMHUs, TUIEpKAIUEMus,
TUIEepONINPYOMHEMUS], TUTIEPTITUKEMHS, THUITOTITUKEMUS

Hapyuenust co cTOpoHbI HEPBHOI CHCTEMbI

OueHp 4acTo

JUCTEB3US, T0JIOBHAs 00JIb, FOJIOBOKPYKEHHE

Yacto

nepudepudeckas HeliponaTus®

Heuacto

CYAOpOTH, OCTPOE HapyIIEHHE MO3TOBOTO KPOBOOOpANICHHUs, CHHIPOM
3aHel oOpaTuMoii sHIedanonaTuu

Hapyme}mn CO CTOPOHLBI OpraHa cjiyxa .]'laﬁl/lpl/IHTHble HApPYIICHUA

Yacto

HIyM B yIlIax

Hapymenust co cTopoHbI cepana

Heuacto

OCTpBIN HH(DAPKT MUOKapaa

HapyueHusi co cTOpoHBI COCYy10B

QOueHp 4acTo

apTepuanbHas THIEPTEH3Us, KpOBOTedeH e

Yacto

TpOMOO3 BEH®, TUIIOTEH3US, SMOOITHS

Heuacto

TUIEPTOHUYECKUN KpU3, IMOONIHS apTepuit

YacTtoTa HEU3BECTHA

aHEBpHU3Ma M TUCCEKLUs apTEPUH
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Hapymenust co cTOpoHbI AbIXaTeJIbHOM cncTeMbl,'uprmmB-rpyn'HonT(nm-n-cpezmtren'nu

OueHp 4acTo

,I[I/IC(bOHI/IH, JHUCITHOD, KallICJIb

Yacto

TPOMOOIMOOIHS JIETOUHBIX aAPTEPH, AITIEPrHUECKUI PUHUT

Heuacto

ITHEBMOTOpPAKC

Hapymelmﬂ CO CTOPOHBI KEJTYT0OYHO-KUIIICIHOT0 TPAKTA

OueHp yacTo

*
Juapesa , TooHoTa, pBoTa, CTOMAaTUT, 3aI10p, 0oJb B KHBOTEC, TUCIICIICHUA

* *
nepdopalnus KeIyJ0YHO-KUIIEYHOrOo TpakTa ®, MaHKpeaTuT, CBUII ,

Yacro ractpo33odareanbHas pedirokcHas 00JIe3Hb, TeMOPPOIA, 60JIb B POTOBO
MIOJIOCTH, CYXOCTh BO PTY, Aucharus, B3IyTre )KUBOTA
Heuacto TJI0CCOIUHUS

Hapymemm CO CTOPOHBI INCYCHHU H KECITICBBIBOAAIINX HyTEﬁ

Yacto

TnedeHouHas dHIedatonarus

Heuacto

XO0JIECTATUYECKUH T'eITaTUT

Hapyme}msl CO CTOPOHBI KOYKH U IMMOAKOKHBIX TKaHel

OueHp 4acTo

CUHOIPOM HaILOHHO-HOILOHIBeHHOﬁ SpUTPOAU3CCTC3UHU, CI:IHI)f

Yacto

3y]1, aJOMelusl, CyXOCTh KOKH, H3MEHEHHE 1IBETa BOJIOC, THIIEPKEPaTo3s,
spuTeMa

YacToTa HEeM3BECTHA

KOYKHBIN BaCKyJIUT

HapymeHnust co CTOpOHbI MBIIIEYHOH, KOCTHOH M COCAMHHUTEIbHONH TKAHH

OuyeHn 4acTo

00JIb B KOHCYHOCTH, 00JIb B CyCTaBax

Yacto

MBIIIIEYHBINA CIIa3M

Heuacto

OCTCOHCKPO3 YCIHOCTU

Hapyme}mn CO CTOPOHBI IMOYEK U MOYEBLIBOAAIIUX HyTEﬁ

Yacto

IPOTEUHYPHS

OO0mme paccrpoiicTtBa

H HAPYIICHUA B MECTC BBCACHUSA

OueHp 4acTo

c1aboCTh, BOCHAJIEHUE CIIM3UCTOM, acTeHUS, NepupepuIecKue OTeKH

JIaGopaTopHbie H MHCTPYMEHTAIbHbIE JaHHbIeY
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CHMXXCHHE MACChI TCJIa, IOBBIMICHNC dKTUBHOCTH AT ACT B TImasme

OueHp 4acTo "
KpPOBH, TTOBBIIICHHE aKTUBHOCTH IIETOYHON (pocdarassl B KpoBU

IOBBIIICHHUEC AKTHBHOCTH I‘aMMa-FJIyTaMI/IHTpaHC(bepa3BI, TIOBBIIICHUC
KOHICHTPAUHU Kp€aTUHUHA B KPOBHU, ITOBBIINICHUEC aKTUBHOCTH aMHJIA3bl,
Yacto MOBBIIICHHUC KOHICHTpAIMKU JIMIIA3bl, IIOBBIIICHHUEC KOHICHTpAIUU
XOJIECTEPHHA B KPOBH, IMOBBIIICHHUEC KOHLOCHTpALUW TPUITTULECPHUAOB B
KpOBH, CHU)KCHHEC KOJIMYCCTBA HGIZKOLIHTOB

TpaBMbI, HHTOKCHUKAIIUA U OCJIOKHCHUSA MaHI/IIIyJIﬂIII/Iﬁ

Heuacro OCJIO’)KHEHUE 3aKUBJICHUS paH®

*Bosee noapobHy0 HHPOPMALHIO cM. B paszene 4.8 «Onucanue OTIebHBIX HEKENATENBHBIX PEAKLIMID.
2 BIII0Yast NOJIMHeWponaTHio; nepudepruieckas HelponaTus B OCHOBHOM CEHCOpHast

b BKITIOYast HOCOBOE KPOBOTEYEHHE, KAK HAMOOJIEE YaCTO Pa3BUBAIONIYIOCS HEKENATENbHYIO PEAKIIHIO

¢ Bce CcITydaw BEHO3HBIX TPOMOO30B, BKIII0Uasi TPOMOO3 TITyOOKHX BEH

4 Ha OCHOBaHMM COOBMIEHUN O HEKENATENBHBIX PEAKIHAX

© HapyLICHHE W OCJIOKHEHHE 3a)KHUBIICHUS B MECTE pa3pesa, PH PacXOXKICHHU KPaeB paHbl

f TepMUH «CBINBY» ABNISETCS 060OIIAONIMM M BKIIOYAET CIIEAYIONIME COCTOSHUS: IEPMATHT, aKHE(DOPMHBIii IEPMATHT,
OyJUIe3HBII epMaTHT, KC(HOIUATHBHAS ChITb, 3PUTEMATO3HAS ChIIb, (DOJUTHKYIISAPHAS ChINb, MAKyJI€3Has CHIIb,
MakyJionairyJie3Has CbIllb, MAIyJI€3Has ChlIlb, 3y Adllas ChIllb U JICKAPCTBCHHAA DK3aHTEMA.

£ 3aperucTpUPOBAHbI CIIy4Yau C JETAIbHBIM UCXO/I0M.

Kabo3zanTuan® B KOMOMHALIMU C HI/IBOJ'IVM8.6OM B IIEPBOM JIMHHMH TEPaAIMU PacIpOoCTPaHEHHOTO
IOYCYHO-KJICTOYHOI'O paKa

Pesrome npoghuns bezonacnocmu

[Ipu mpumenenuu Kkabo3aHTHHHOA B KOMOMHAIMKM C HHUBOIyMaOOM, Tepe] HavajJoM JICYCeHUS
O3HaKoMbTech ¢ MHCTpykuMel Mo MeIMIMHCKOMY NPHUMEHEHHI0 HHMBOIyMala. /lomonHuTenbHas
uHpopmanus o npoguie 6e30MacHOCTH MOHOTEPANIUK HUBOIIyMaOoM IpencTaBieHa B IHCTpykiiuu
10 MEIULIMHCKOMY NPUMEHEHUI0 HUBOIyMaoa.

ITpu npueme kabo3zanTuHNOA B 103€ 40 MI OJIMH pa3 B JIeHb B KOMOMHAIMKM C HUBOJIyMaOoOM B J103€
240 mr B TedeHue 2 HeleNb B MOMYJISALUN C TOYEYHO-KIETOUYHBIM pakoM (n =320) ¢ MUHUMAaTbHBIM
NepuoIoM HaOmoAeHUs 16 MecsIieB HauboJee YaCThIMU CEPhE3HBIMU HEXKENIaTeTbHBIMU PEaAKITUIMU
(> 1 % yacTOThl BO3HHUKHOBEHHUSI) ObUTH Juapes, THEBMOHUT, TPOMOOIMOOIUS JIETOUHOM apTepuu,
MMHEBMOHHMSI, TUIIOHATPUEMHS, JIUXOPAJKa, HEJOCTATOYHOCTh KOPHl HAAMOYEYHUKOB, PBOTA,
00€3BOKMBAHHE.

Haubonee yacTbiMu HexenaTeaIbHbIMU peaKIUsIMU (> 25 % 4acTOThl BOSHUKHOBEHUS ) OBbLIIN Tuapes,
cl1aboCTh, CHHAPOM JIaJOHHO-TIO/IOIIBEHHON 3PUTPOIN3ECTE3UN, CTOMATHUT, CKEJIETHO-MbIIICUHas
001b, apTepuaibHas TUIIEPTEH3US, CbIlb, TUIIOTHPEO3, CHW)KEHUE AamlleTHuTa, TOLIHOTa, 00Jb B
KHMBOTE. BOJBIIMHCTBO HEXKENATENbHBIX PEAKUUN ObUIM OT JIETKOW 10 CpeIHEW CTENEeHU TAKECTH
(cremnensb 1 umm 2).

Tabnuunoe PE3IOME HedHcelamelbHblX peakuuﬁ

HexenaTtenbHble peakluu, BbISBIEHHbIE B KIMHUYECKUX HCCIEIOBAaHUAX KaOo3aHTHMHHOA B
KOMOMHAIMK ¢ HUBOJIyMaboMm, nepeurciensl B Tabnuue 3 cormacHo CHCTEMHO-OpraHHBIM KilaccaM
MEAUIMHCKOTO CJIoBapsl Ui HOpPMAaTUBHO-MpaBoBoil nesrenbHocTH (MedDRA) u kateropusmu
4acTOTBI IIPOSIBJICHUS PEAKIIHIA.
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YacToTa HeKeNNaTeIbHbIX PEaKIni KI1acCuPUIIMpoBa cneny}b%ivrggt;lis'&we E@%%&E '_(éll'/ 16);
gacTo (ot >1/100 mo <1/10); mewacro (ot >1/1000 no <1/100), yacToTa Heu3BecTHA (HA OCHOBAHHH
MUMEIOIINXCS JJAHHBIX OLIEHUTHh HEBO3MOXKHO).

B kaxzao¥ 4aCTOTHOW IpYIIIIE HEXKEIAaTeJIbHbIE PEAKLHUK INPEACTABICHBl B IOPSAAKE YMEHBIICHUS

TAXCCTH.

Ta6aunna 3:HexenarejbHble peakniu ¢ KA003aHTHHHOOM B KOMOMHAIIMM C HUBOJIyMaOom

Nudexunonnble n napasutapHbie 3a00J1eBaHus

OueHn 4acTo

MH(DEKIMs BEpXHUX JbIXaTeIbHBIX ITyTeH

Yacrto

ITHCBMOHUA

Hapymenusi co CTOpOHBI KPOBH M JUM(PATHYECKOH CHUCTEMBbI

Yacto

503UHOPMITUS

Hapyumenusi co cTOpOHbI HMMYHHOM CHCTEMBbI

Yacto

TUINEePYYBCTBUTEIHHOCTD (BKIIIOYAs aHA(DUIAKTUYECKYIO PEAKIIHIO)

Heuacto

I/IH(i)y3I/IOHHI>I€ pC€aKkuuu, CBA3aHHBIC C TUIICPUYYBCTBUTCIIbHOCTBIO

Hapyuienusi co cTOpOHbI FJHIOKPHHHOI CHCTEMBbI

QueHp 4acTo

TUTIOTUPEO3, TUTIEPTUPEO3

Yacto

HCAOCTATOYHOCTDb KOPbI HAAIIOYCUYHUKOB

Heuacto

TUNO(QU3HUT, TUPEOUAUT

Hapymenns co cTopoHbl 00MeHa BelecTB M MATAHUS

OueHb 4acTo

CHHXKCHHUC aIlIICTUTAa

Yacrto

00€e3BOKMBaHUE

Hapyumenus co cTopoHbl HEPBHOM CHCTEMbI

QueHb 4acTo

JUCTEB3Us, TOJIOBOKPYKEHHE, I0JIOBHAS O0JIb

Yacto

nepudepuyeckas HeiipomnaTus

Heuacto

ayTOMMMYHHBIH 3HIIeQanuT, cuaapoMm [ nitena - bappe, MmuacreHnueckuit
CUHIPOM

Hapymenunst co cTOPOHBI OPraHa cj1yxa M JJa0HPHHTHbIC HAPYIICHUS

Heuacto

IIyM B yIIIax

HapyieHusi co CTOPOHBI OPraHa 3peHust
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Yacrto

({OCAEGD

CYXOCTh TI'J1a3, HCUCTKOC 3pCHHCT

Heuacto

YBEUT

Hapymenusi co cTopoHbI cepana

Yacto

MEpHarcibHad apuTMuA, TaXUKapAusa

Heuacto

MHOKAPJIUT

HapyuieHusi co CTOPOHBI COCY/10B

OueHn 4acTo

apTepuajibHas runCpTCH3nUA

Yacrto

Tpomb03*?

HapyuieHnusi co cTOpOHBbI AbIXaTeJIbHOI CHCTEMbl, OPTAHOB I'PY/IHOI KJIETKH U CpeI0CTeHHs

QueHb 4acTo

nuchOHUS, TUCITHOD, KaIeTh

Yacto ITHCBMOHUA, TpOM603M6OJ'II/I$[ JIETOYHOM apTCepuu, HOCOBOC
KpOBOTCYCHUC, HHeBpaJII)HHﬁ BBITIOT
Heuacto ITHEBMOTOpPAKC

HapyuieHusi co CTOPOHBI JKeJTyT0YHO-KHIIIeYHOT0 TPAKTa

QueHb 4acTo

nuapes, pBoTa, TOITHOTA, 3a10p, CTOMATHUT, O0JIb B )KUBOTE, JUCIICTICHUS

Yacto

KOJIUT, TaCTPUT, 00JIb B POTOBOI MOJIOCTH, CYXOCTh BO PTY, FeMOPpPOi

Heuacto

b

MMaHKpeaTuT, nepgopaius TOHKOTO KUIIEYHUKA , TIIOCCOTUHUS

Hapymenns co cTOPOHBI NEYCHH H ’KeTUYCBbIBOASIINX ITyTei

Yacrto

rernnaTurt

Hapyumenus co CTOpoHbI KOKH M IMOAKOKHBIX TKaHe#l

OueHb 4acTo

CHUHAPOM JIaJOHHO-IIOIOIIBEHHOM SpUTPOAU3CCTEC3UN, CBIHBC, 3y

Yacrto

ajonenus, CyXoCTb KOXH, OPUTEMA, USMCHCHHUEC IIBETA BOJIOC

Heuacto

rcopuas, KpartiBHHUIA

YacroTa HEU3BECTHA

KOKHBIA BACKYJIUT

Hapyumenus co cTopoHbl MBIIIEYHOM, KOCTHON H COCAUHUTEIbHON TKAHU

OueHb 4acTo

CKeJIeTHO-MbINIeuHas 60116, 607k B CycTaBaX, MBIIICUHBIH CITa3M

Yacrto

apTpuUT
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Heuacto

COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 26.01.2026 N2 1136
(MOCHAEQOBATENBROCT

MUOIIaTHsA, OCTCOHCKPO3 9

JIIOCTH, CBbMI

Hapyuienusi co cTOpoHbI NOYeK U MOYEBBLIBOASIIINX IMyTeil

Ouenb yacto [IPOTEUHYpUS
Yacro MoYeYHasi HeIOCTaTOYHOCTh, OCTpasi HOYeyHasi HeIOCTaTOYHOCTh
Heuwacro Heppur

OO0mme paccrpoiicTBa

U HAPYLHICHUA B ME€CTEC BBCACHUSA

OueHn 4acTo

CJ'Ia6OCTB, JUXopaagka, OTCKU

Yacrto

0016, 60T B TpyIU

JlaGopaTopHble H HHCTPYMEHTAJIbHbIE JAHHbIE®

noseimienue  aktuBHocth  AJIT  m ACT, rumodocharemus,
THITOKATIBIIMEMHS, TUTIOMArHUEMHS, TUIIOHATPHEMHS, TUIEPIIUKEMHUs,
TuMQONeHHs, TOBBIIIEHNE aKTUBHOCTH  INENOYHOW  (hocdarassl,

MTOBBIIICHUE KOHIIEHTPALMH JIMITA3bl, IOBBIIIICHUE aKTUBHOCTH aMHJIA3blI,
TPOMOOLIUTONEHHS, TOBBIIIICHUE KOHIIEHTPAIMA KPEaTMHUHA B KPOBH,
aHeMHS, JICUKOIICHHS, TUIIEPKATUEMUSI, HEUTPOTICHHUS,
TUTICPKAIBIUEMHUS, TUTIOTJIMKEMIS], THIIOKATUEMHUS, TOBBIIICHUE 0OIIET0
OwnnpyOWHa, TUIIEPMAarHUEMUs, TUIEPHATPHUEMHS, CHHUIXKEHHUE MacChl
Tela

QueHb 4acTo

MOBBIIIICHUE KOHIIEHTPAllMM XOJIECTEPUHA B KPOBH,
KOHUEHTPALUH TPUTIMLEPUIOB B KPOBU

IOBEIIICHUE
Yacto

YacroTa HeXeNaTeNbHBIX peaKluil, mpeacTaBleHHbIX B Tabnuie 3, MoxkeT ObITh 0O0YCIOBIEHa HE TONBKO Teparuei
ka003aHTUHHOOM, HO TaKK€ MOXET OBbITh BBI3BaHA OCHOBHBIM 3a00JI€BaHMEM WM HUBOJIYMaOOM, HCIOJB3YEMBIM B
KOMOUHAIIUY.

TpomM003 — 3TO CIOXHBIA TEPMHH, KOTOPBIA BKJIFOYAaeT TPOMOO3 BOPOTHOH BEHBI, TPOMOO3 JIETOYHOW BEHBI,
TPOMOIMOOIHIO JIETOYHOH apTepuu, TpomMOO03 aopThl, TpoMOO3 apTepuii, TpoMO03 TIYyOOKHX BEH, TPOMOO3
TIO/IB3/IOIIHOM BEHBI, TPOMOO3 II0JIOH BEHBI, TPOMO03 BeH, TPOMOO3 BEH KOHEUHOCTEH.

b Coo01manock 0 ciyJasx ¢ JIeTaIbHBIM HCXO0JI0M

¢ CBINb — 3TO CIIOKHBIA TEPMUH, KOTOPBIN BKIIIOYAET AEPMATUT, aKHE(OPMHBIN 1epMaTUT, OyJUIE3HBINH JepMaTHT,
9KC(OIMATUBHYIO ChIIlb, 3PUTEMATO3HYIO ChIIb, (POJUIHKYJISIPHYIO ChIllb, MAKYJIE3HYIO ChIlb, MAKYJIOIAIYJIE3HYIO
ChlIlb, NAITYJIE3HYIO ChIIlb, 3yASILYI0 ChIIb U JIEKAPCTBEHHYIO TOKCUIEPMHUIO.

d

CkeneTHO-MBbIIIeqHast 00JIb — 3TO CJI0XKHBIN TEPMHH, KOTOPBII BKIIIOYAeT O0JIb B CITUHE, O0JIb B KOCTSX, CKEIETHO-
MBIIIEYHYI0 00Jb B OOJACTH TPy, CKEJIETHO-MBIIIEYHBIH AUCKOM(OPT, MHAITHI0, O0yb B mIee, 0Oib B
KOHEYHOCTSIX, 0OJIb B IO3BOHOYHHKE.

YacTtoTa 1a00paTOPHBIX TEPMHHOB OTPAXKAET MO0 TAI[MEHTOB, Y KOTOPBIX HAONIOAANOCH YXYIIICHUE IO
CpPaBHEHHIO C HCXOJIHBIM YPOBHEM IIpH JIAOOPATOPHBIX HM3MEPEHHAX, 3a HCKIIOYCHHEM CHIDKEHHUS Beca,

TIOBBIIICHUA KOHIICHTPAIUN XOJIECTCPHHA B KPOBU U IMOBBIIICHU S KOHICHTPAIIUU TPUTTIUIEPUIOB B KPOBU.

Onucanue OTACIBHBIX HEXCIIATCIbHBIX DeaKHI/II\/’I
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1y OTUETY

UCCIICIOBAaHUM Cpely TMAaIMeHTOB, Nody4aBmux npenapaT KabGomerukc 60 Mr exeaHEBHO
[IEpOpPaJIbHO B KAaYECTBE MOHOTEPANMH, C MOYEYHO-KIETOUYHBIM PAKOM IOCJE MPEALIECTBYIOIIECH
VEGF-tapretHoil Tepanuu u paHee He MOJYyYaBIIUX JCUCHHUS], MAIIMEHTOB C IreNaTOLCILTIONSIPHBIM
paKoM IocJie Mpe/IIecTBYIONIEH CHCTEMHON Tepaluu U NaUeHToB ¢ TuddepeHIIpOBaHHBIM PAKOM
IIUTOBUIHOM JKeNe3bl, Pe3UCTEHTHBIM MIM He moaxomsmuM s PUT, npu mporpeccupoBaHMu
3a0o0yieBaHUs BO BpeMsl HJIM TOCJE MPEIIECTBYIOUICH CHCTEMHOM Tepamuu, Cpeliud MAlUeHTOB C
renaToLeIIOIAPHBIM PAKOM IOCIE MPEAIIECTBYIOIIEH CUCTEMHON TEpallMM U CPEAU MALUEHTOB C
nporpeccupyromumu HI30 nociie npeamnecTByomei CuCTeMHON Tepalui Wik Cpeid MalMeHTOB,
nonyyaBmux Kabomeruke B 103e 40 Mr eXXeJHEBHO MEpPOPaTbHO B KOMOMHAIIMK C HUBOJIyMaOOM B
KaueCTBE MePBOM JUHUU TEPANHNH PACIPOCTPAHEHHOIO TOYEUHO-KJIETOYHOIO PaKa.

Ilepghopayus sncenyoouno-kumeunoco mpaxkma (cm. pazoen 4.4)

B nccnenoBanmnu, BKIIOYABIIEM MMAIIMEHTOB ¢ ToueyHO-KiIeTouHbIM pakoM (METEOR), nepdopanms
KEITyTOYHO-KUIIIEYHOTO TpakTa 2 WK 3 CTeNeH! TsbkecTu Obuta 3apeructpuposana y 0,9 % (3/331)
MAIMEHTOB, MOJy4aBIIMX Kabo3aHTMHUO. Meauana BpeMEHU A0 Pa3BUTHUS TOW HeXelaTelbHON
peakuuu cocrasmia 10,0 Henenb.

B uccnenoBanuy, BKIFOYABIIEM MAIIMEHTOB C MOYEYHO-KJICTOYHBIM PAKOM, PaHEe HE TMOIyYaBIINX
neuenus (CABOSUN), nepdopanus xenyJo4yHO-KUILIEYHOIO TpakTa 4 U 5 cTeneHu TAXKECTH ObL1a
3apeructpupoBana y 2,6 % (2/78) mauneHToB, MOTy4aBIIUX KaOO3aHTUHUO.

B wuccnenoBanuu, BKIIOYaBIIEM NanueHTOB ¢ renartouemntoiasipabiM pakoM (CELESTIAL),
nepdoparus xKemyI0uHO-KUIIEYHOTO TPaKkTa 3 WM 4 CTENEeHM TsKecTH Oblla 3aperucTpUpoBaHa y
0,9 % (4/467) nmanueHToB, MONXy4YaBIIMX KaO03aHTHHMO. MeauaHa BpEMEHH 0 Pa3BUTH ITOH
HEXXEeJIaTeIbHOM peakiuu cocTaBuia 5,9 Henens.

B uccnenoBannu, BKIIFOYABIIEM TAITUEHTOB ¢ AU PEpEeHITMPOBAHHBIM PAKOM ITUTOBHUIHOM KEe3bI
(COSMIC-311), nepdoparus xemyI0uHO-KUIIEYHOTO TpakTa 4 cTeneHu Obula 3aperucTpupoBaHa
yepe3 14 venens nedeHus y oguoro naruenta (0,6 %), momxyyasiiero kabo3aHTHHUO.

B wuccnenoBanuu, Bxmowasmem nanueHtoB ¢ HOO (CABINET), nepdopaumuu XKT 6bun
3apeructpupoBansl y 1,3% manuentos (3/227), monydasiiux kabo3anTuHO. CoObITHS UMenH 3, 4 u
5 cTeneHsp TsHKECTH. MeauaHHOe BpeMst 10 BO3HUKHOBEHUS cocTaBuiIo 21,6 Henenu.

B uccnenoBanuy, BKIIIOYABIIEM IAIMEHTOB C PACIPOCTPAHEHHBIM IMOYEYHO-KIETOUYHBIM PAKOM,
NOJy4yaBIIMX Ka0o3aHTHHMO B kadecTBe mnepBoi nuHMu Tepanun (CA2099ER), nepdopanus
KEITYJJOUHO-KUIIIEYHOTO TpakTa Obuia 3apeructpupoBana y 1,3 % (4/320) mammentoB. Opna
HEeXXelaTeNnbHas peakius Obuia 3 CTeNmeHH, JIBe HeXelaTeJbHbIX peakiuu 4 CTeneHu M OfHa 5
CTENeHH (C JIETaTbHBIM HCXOOM).

B xone kmMHIYeCcKUX McCcIe0BaHu OTMEYANIUCh CiTydan nepopaiuu ¢ JeTaTbHbIM HCXOIOM.
Ileuenounas snyepanonamus (cm. pazoen 4.4)

B wuccnenoBaHuu, BKIIOYABIIEM NalMeHTOB ¢ renatouesumoispHbiM  pakoMm (CELESTIAL),
MIEYEHOYHAas sHIEeanTonaTHs (meueHoyHas sHIledanonaTus, sHIIeanonaTus,
rurnepaMMOHMEMHUYecKas sHIedasonaTus) Obula 3aperucTpupoBana y 5,6 % (26/467) nauueHToB,
MOJIy4aBIIUX Kab03aHTUHUO; MeueHouHas dHiedanonarus 3 U 4 CTENEHH TSXKECTH BCTpedanach y
2,8 % manueHToB, MOJNyyaBIIUX Ka0o3aHTUHHO. OfHa HeXelaTelbHas peakuus Obula 5 cTeneHu
msokectd (0,2 % marmuenToB). Mennana BpeMEHHM JO Pa3BUTHS ITOW HEXKEIATCIBHOW peaKIuu
cocraBuia 5,9 Henenb.

21



COOTBETCTEYET 3K
25 026 Nz 1136
[y

oT 2
B wuccnenoBanmum y mamuentoB ¢ HOO (CABINET) HQ&&HOEAQEEJL{%@EEBH&% Y Bbira

rl e

CEPTHOMY OTUETY

3apeructpupoBana y 0,9% nanuenTos (2/227), nomyuaBimmx kabo3antunuO. U3 vux 1 ciayyaii (0,4%)
UMen 3 CTeNeHb TshKeCTH. MeauanHoe BpeMst 0 pa3BUTHS COOBITHS cocTaBuilo 14,3 Heaenu.

B uccrnenoBanusx, BKJIIOYABIIMX MAMEHTOB ¢ ToYeuHO-KIeTouHbM pakoM (METEOR, CABOSUN
n CA2099ER) u manmenToB ¢ quddepeHImpoBaHHBIM pakoM MUTOBUAHOM ee3sl (COSMIC-311),
0 CiIy4asix MeYCHOYHOU DHIIe(AIONAaTHH HE COOOIANIOCH.

Juapes (cm. pazoen 4.4)

B uccnenoBanuu, BKIIFOYABIIEM MAIMEHTOB C ToYeYHO-KIeTouHbIM pakoM (METEOR), nuapes Obuia
3apeructpupoBaHay 74 % (245/331) nanueHTos, noy4aBuux kabo3aHTHHUO; 1uapest 3 u 4 creneHu
TshKecTH Berpevanach y 11 % manuenToB, modydaBmnx kaOo3aHTHHUO. Meanana BpeMEHHU [0
pa3BUTHS ATOU HEXKENATEIbHOW peaknu coctaBuia 4,9 Henensb.

B uccnenoBanuy, BKIIOYABIIEM NAIMEHTOB C MMOYEYHO-KIETOYHBIM PAaKOM, paHee HE MOJTydaBIIUX
neuenus (CABOSUN), nuapest Obuia 3apeructpupoBana y 73 % (57/78) nauneHToB, MOJIy4aBIIuX
ka003aHTUHUO; nuapes 3 u 4 creneHu TspkecTH Berpedanach y 10 % manueHToB, MOTy4yaBIIMX
Ka003aHTHUHHO.

B uccrnenoBanuu, BKIOYaBIIeM NalueHToOB ¢ renaronesitoisipabiM pakoMm (CELESTIAL), auapes
Obu1a 3apeructpupoBana y 54 % (251/467) mauueHToB, molydaBIIuX Kabo3aHTHHUO; nuapes 3 u 4
CTETIeHH TSHKECTH BeTpevanach y 9,9 % manueHToB, momydyaBmux kabo3anTuHHO. MenaHa BpeMeH!
710 pa3BUTHUS ITON HEKeIaTeIbHOW peakiuu coctaBuwia 4,1 Henenb. MI3MeHeHHe 03B, BpEMEHHOE
IpeKpalleHue TEepanuy WIH TOCTOSHHOE NpeKpalleHue mnpueMa KaOo3aHTHHHOA BCIEIACTBHE
pa3BuUTHA 1uapeu ObL1o 3apeructpupoBano y 84/467 (18 %), 69/467 (15 %) u 5/467 (1 %) mauueHTos,
COOTBETCTBEHHO.

B uccnenoBanuu, BKIIOYABIIEM MAIUEHTOB ¢ AU(PEepeHIINPOBAHHBIM PAKOM IITUTOBHUIHOM KeNe3bl
(COSMIC-311), muapest OblIa 3aperucTpupoBana y 62 % MarueHToB, MOTYYaBIINX KaOO3aHTUHUO
(105/170); nuapes 3 u 4 crenenu TsKecTd — y 7,6 % mnanuentoB. CHIDKEHUE J03bI MpernapaTa u
MpeKpalleHue Tepanuy BCIEeICTBUE Pa3BUTHS auapen Obulo 3apeructpupoBano y 24/170 (14 %) u
36/170 (21 %) nmanueHToB, COOTBETCTBEHHO.

B wuccnegopanun y manumentoB ¢ HO0O (CABINET) nuapess Obina 3apeructpupoBaHa y 63%
narueHToB (144/227), nony4aBmux kabOo3aHTMHMO. W3 HHX COOBITHS 3 CTENEHU TAKECTH
Habmonanuch B 8,4% ciayuaeB; ciiy4aeB 4 CTENIEHU TSXKECTH He 3adukcupoBaHo. MeananHoe BpeMs
710 pa3BUTHUs COOBITHI 3 cTeneHu cocTaBuiio 5,1 Heaenu.

B uccnenoBanuy, BKIIIOYABIIEM IAIMEHTOB C PACIPOCTPAHEHHBIM IMOYEYHO-KIETOUYHBIM PAKOM,
MOJy4yaBIIUX Kab03aHTMHMO B kadecTBe nepBoil muuuu Tepanuu (CA2099ER), amapess Obuia
3apeructpupoBana y 64,7 % (207/320) mauueHToB; quapes 3 U 4 CTENEHH TSHKECTH BCTpeUYaaach y
8,4 % (27/320). Menuana BpeMeHH 10 pa3BUTHs 3TOM HEXeNaTeNbHOM peakuuu cocraBuia 12,9
Hesenb. BpeMeHHoe mpeKpalieHne Tepanui cO CHIDKEHHEM JI03bl WM MOCTOSTHHOE TPEKpAlIeHNe
npuemMa BCIIEJCTBUE Pa3BUTH AUapen ObLIO 3aperucTpupoBaHo y 26,3 % (84/320) u 2,2 % (7/320)
MAIMEHTOB, COOTBETCTBEHHO.

Csuwu (cm. pasoen 4.4)

B uccnenoBanuu, BKIIOYABILEM MTALIMEHTOB ¢ MO4eyHO-KJIeToUHbIM pakoM (METEOR), cBumiu 6bu11
3apeructpupoBanbl y 1,2 % (4/331) manueHToB, Moixy4aBIIUX KaO03aHTUHUO, BKIIOYAs CBUIIU
3agnero npoxona y 0,6 % (2/331) mammenToB. OHa HExenaTenabHas peakinusi Oblia 3 CTENeHH
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peakuuu cocrasmiia 30,3 Henelnb.

B uccnenoBanuy, BKIIOYABIIEM MAllUEHTOB C IMOYEYHO-KJIETOYHBIM PAKOM, PaHee HE MOITy4aBIIMX
neuenust (CABOSUN), o ciay4asx BOSHUKHOBEHHsI CBUIIEH HE COOOIAIOCH.

B nccnenoBanuu, BKIIOYABIIEM MalMeHTOB ¢ renatoue/utosipabiM pakoM (CELESTIAL), cBumm
Oobun 3apeructpupoBansl y 1,5 % (7/467) mauueHTOB, MONy4aBIIMX Kabo3aHTHHHO. MennaHa
BPEMEHH JI0 Pa3BUTHUS 3TON HEXKENATEIbHOM peaKkluu cocTaBuia 14 Henemns.

B uccnenoBanuu, BKIFOYABIIEM TAIUEHTOB ¢ AU PEpeHIIMPOBAHHBIM PAKOM ITUTOBHUIHOM KeNe3bl
(COSMIC-311) cBumm (1Ba ciaydas CBHINA 33JIHETO MPOX0JIa U OJUH CIydal IIOTOYHOT'O CBHIIA)
ObuTH 3apeructpupoBanbl y 1,8 % (3/170) namueHToB, Moay4YaBIINX Ka003aHTHHHO.

B uccnenoBanun y manuentoB ¢ HO0 (CABINET) y 1,3% mnauuentoB (3/227), momydyaBHINX
Ka003aHTHHUO, ObUTH 3apEeTrUCTPUPOBAHBI CIy4au 0Opa30BaHUs CBHILECH (Ba aHAIBHBIX CBHUIIA U
OJIUH JKEIYHBIA CBHUIN). AHAJIbHBIC CBHINA UMETU | W 3 CTENEHU TSHKECTH; KEIYHBIA CBUI — 2
CTENEHb TsHKECTH. MearnaHHoe BpeMs 10 BOSHUKHOBEHUS coObITHI cocTaBuiio 19,3 Henenu.

B uccnenoBaHuu, BKIJIFOYABIIEM MAIMCHTOB C PACIPOCTPAHEHHBIM IMOYCYHO-KICTOUYHBIM PaKOM,
MOJTy9aBIIUX Ka0O3aHTHHHUO B Ka4eCTBE NEPBOM JIMHUU TEPAMA B KOMOWHAIIMHA C HUBOIyMaOOM
(CA2099ER), cBumu 1 crenenu Tspkectu Obutn 3apeructpupoBansl y 0,9 % (3/320).

B xo/1e KITMHIUYECKHUX MCCIIETOBaHNN OTMEUAIIUCH CITy9an CBUIICH C JICTATLHBIM HCXOIOM.
Kposomeuenus (cm. pazoen 4.4)

B uccrnenoBanum, BKIIIOUYABIIEM MAIMEHTOB C ModeuHO-KIeTouHbIM pakoM (METEOR), ugacrora
BO3HUKHOBEHHUS TSKENBIX KpOBOTeUeHWil (> 3 cremeHu TspkecTH) coctaBmsia 2,1 % (7/331
MAlMEHTOB) CpeAW TOJNydYaBIIMX Ka0o3aHTHMHHO. MeauaHa BpPEeMEHH [0 pa3BUTHS ITOU
HEXeJlaTeJIbHOUM peakuuu coctaBuiia 20,9 Henenb.

B uccnenoBanuy, BKIIFOYABIIEM MAIIMEHTOB C MOYEUYHO-KJIETOYHBIM PAKOM, PaHEE HE MOITYUYaBIIUX
nedenus (CABOSUN), yacToTa BOSHUKHOBEHHSI TSDKEJIBIX KPOBOTEUEHUN (> 3 CTENEHU TSXKECTH)
coctasisiia 5,1 % (4/78) cpenu nmomydaBmux Kab03aHTUHUO.

B unccrnenoBanuy, BKIIOYaBIEM NallMeHTOB ¢ renaTouestonsgpHbiM pakoM (CELESTIAL), yactora
BO3HUKHOBEHHUSI TSKEJIBIX KPOBOTEUEHUM (> 3 CcTENeHu TshKecTH) coctaisia 7,3 % (34/467) cpenu
MOJy4yaBIIMX Ka003aHTMHMO. MenuaHa BpeMEHHU [0 pPa3BUTHUA ATOM HEXeNaTeNnbHOH peakuuu
cocTtaBuia 9,1 Henenn.

B uccrnenoBanuu, BKIIOYABIIEM MAIMEHTOB C PACHPOCTPAHEHHBIM MOUYEYHO-KIETOUHBIM PAaKOM,
MoJTy4aBIIUX Kabo3aHTMHUO B KkadectBe mnepBoi JuHuu Tepanuun (CA2099ER), wactora
BO3HHUKHOBEHHUS KPOBOTEUECHMI (> 3 cTeneHu TsKecTH) coctapmsina 1,9 % (6/320).

B nccnenoBanny, BKITFOYABIIEM MAITUEHTOB ¢ AU} epeHInpOBaHHBIM PAKOM IIMTOBHIHOM JKEJIE3bI
(COSMIC-311), yacToTa BO3HHUKHOBEHMS KpPOBOTEUEHHMH (= 3 CTeNeHu TSHKECTH) HpU Ipueme
kabo3anTuHMOa coctaBmia 2,4 % (4/170). Menuana BpeMeHU 10 pa3BUTHs 3TOM HeXellaTelbHON
peakuuu cocraBuia 11,5 Henensb.

B xone nccnenoanust CABINET y manmentoB ¢ HOO wacToTa TSKENBIX TeMOPParuuecKuX COOBITHI
(3 crenens u BhINIE) HAa POHE Tepanuu kKabo3aHTHHUOOM cocTaBuna 1,8% (4/227). Menuana BpeMeHu
710 pa3BUTHs COOBITUH cocTaBmia 14,1 Hemenu.
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Cunopom 3aoueu oopamumoii s3Hyedaronamuu (cm. pazoen 4.4)

B xnmunndeckux uccnenoanusix METEOR, CABOSUN, CELESTIAL u CA2099ER npenapara
KabomeTnkc He coo0IIanock O Ciiydasx pa3BUTHSA CHHAPOMA 3a/HEH 0O0paTHMOil sHIedanonaTu,
OJIHAKO CITy4yau BO3HHUKHOBEHHS 3TOTO0 CHHAPOMA OTMEUAIHNCh y OJHOIO MAallMeHTa B KIMHUYECKUX
uccnenoBanusix COSMIC-311, y ognoro manmumenta ¢ HOO (CABINET) um penxko B npyrux
KIIMHUYECKUX UCCIIeOBaHUAX Kabo3anTuHuOa (2/4872 nanmenTtos, 0,04 %).

Ilogvluenue axkmueHocmu epmenmos neueHu y NAYUEHMO8 C NOYEUHO-KIeMOUYHbIM PAKOM,
NOYYABUUX KADO3AHMUHUO 8 KOMOUHAYUU C HUBOTYMADOM

B KJIMHHYECKOM HCCIEIOBaHWM C Y4YaCTHEM IIAlIMCHTOB, paHee HE TMOJIYYaBIIMX Teparuio,
MOJTy4aBIIUX Ka003aHTUHUO B KOMOMHAIIMY C HUBOJIYyMaOOM, HabJro1aack 0oJiee BHICOKAsk YacTOTa
noBblieHUs: akTuBHOCTU AJIT 3 u 4 crenenu tsxectu (10,1 %) u nossimenust aktusHoctu ACT
(8,2 %) mo cpaBHEHHIO ¢ MOHOTepanuei kabo3aHTUHUOOM y MAIMEHTOB C MOYEYHO-KIECTOYHBIM
pakoM (B uccienoBann METEOR aktuBnocts AJIT yBenuumnace Ha 3,6 %, a aktuBHOCTE ACT —
Ha 3,3 %). Menuana BpeMeHU JI0 Pa3BUTHUS STOW HEKeIaTeNbHON peakiuu (> 2 CTEeNeHH TSKECTH)
cocraBmwia 10,1 Henens (quanazon: or 2 g0 106,6 Heaenb; n = 85). Dra HexenaTelbHAs PEAKIU
pazpemanach A0 creneHu Tskectu 0—1 y 91 % nanmentoB. Menumana BpeMEHHM pa3pelleHHs
cocraBmia 2,3 Henenu (auana3on: ot 0,4 no 108,1 Hexenn).

[Tpu noBTOpHOU MOHOTEepanuu kadbo3aHTHHHOOM (n = 10) unu HuBOTyMaboM (n = 10), 1ubo Tepanuu
IByMs Tipenaparamu (n = 25) cpenu 45 ManueHToB PEIUIUBEI HEXKENATEIbHON peakIui >2 CTeTICHH
TSOKECTH HAOMI0IaNKCh y 4 MAIlMeHTOB, MOTyYaBIIUX Ka003aHTUHUO, Y 3 MalMeHTOB, MOTYYaBIIUX
HUBOJIyMa0, ¥ y 8 MalMEHTOB, IMOJYYaBIINX TEPAITHIO ABYMS ITpeIapaTamu.

Tunomupeos

B uccrnenoBannu, BKIIIOYABIIEM MAIlUEHTOB ¢ TouedHO-KIeTOYHBIM pakoM (METEOR), runotupeos
6bu1 3apeructpupoBal y 21 % (68/331) nanueHToB.

B uccnenoBanuy, BKIFOYABIIEM MAIMEHTOB C IMOYEYHO-KJIETOYHBIM PAaKOM, PaHee HE TMOITYyYaBIINX
neuenust (CABOSUN), runotupeo3 Obl1 3apeructpupoBat y 23 % (18/78) nmanueHToB, NOIy4YaBIIuX
Ka003aHTUHMO.

B wuccnenoBaHuu, BKIIIOYABIIEM NalMEeHTOB ¢ renatouemonspHbiM  pakoM (CELESTIAL),
rUNoTupeo3 Oblu 3apeructpupoBad y 8,1 % (38/467) mamueHToB, moidy4yaBIIMX KaOO3aHTHHHO.
YacroTa pa3Butus runotupeosa (> 3 crenenu tsxectu) cocrasisia 0,4 % (2/467 nauueHTos).

B nccnenoBanny, BKITFOUABIIEM MAITUEHTOB ¢ AU} PepeHInPOBaHHBIM PAKOM HIMTOBHIHON JKEJIE3HI
(COSMIC-311), rumotupeo3 1-2 cremeHM TspKecTH OblI 3apeructpupoBadH y 2,4 % (4/170)
MAIMEeHTOB, HE TPEOOBABIINI KOPPEKIIUH JICUCHHUS.

B uccnenoanuu y manmentoB ¢ HO0O (CABINET) runotupeo3 Obin 3apeructpupoBaH y 26%
nanuenToB (59/227), nomy4aBmmx kabo3aHTHHUO. Bee cimydyan nmenu 1—2 cTeneHp TSHKECTH.

B uccrnenoBaHuy, BKIIIOYABIIEM MAIMEHTOB C PACHPOCTPAHEHHBIM ITOYEYHO-KJIETOUHBIM PAaKOM,
MoJTy4aBIIUX Ka003aHTUHUO B KayectBe mnepBoil jauHuM Tepanuu (CA2099ER), runotupeos ObL1
3aperucTpupoBas y 35,6 % (114/320) nauueHTOB.

Co00111eHrE 0 TTOI03PEBAEMBIX HEXKEITATENbHBIX PEAKIINIX
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JICKapCTBEHHOTO IIpernapara ¢ ILeblo 00ecneueHus] HEMpPEepbIBHOIO MOHMTOPUHIA COOTHOIICHUS
«I0JIb3a — PUCK» JIEKAPCTBEHHOro Mpenapara. MeAMIUMHCKUM pPabOTHUKAM pPEKOMEHIYeTCs
coO00IaTh O JTIOOBIX IO03PEBAEMBIX HEXKENIATEIbHBIX PEAKIUIX JIEKapCTBEHHOIO IpenapaTa uepes
HallMOHAJIbHBIE CHCTEMBl COOOLIEHMSI O HEXENATeNbHbIX pPEaKLUUsAX T[OCylapcTB — YIEHOB
EBpa3uiickoro 5KOHOMHU4ECKOr0 COI03a.

Poccuiickas @enepanus

denepanbHas ciryx0a mo Hag30py B cdepe 3npaBooxpaneHust Poccuiickoit denepamnmu
Anpec: 109012, Mocksa, CinaBsiHCKas miiomajp, 1. 4, ctp. 1

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

DnektpoHHas nmoyura: pharm@roszdravnadzor.gov.ru uim npr@roszdravnadzor.gov.ru

CaiiT B nH(pOpPMAIMOHHO-KOMMYHHKAIIMOHHOM ceTH «MHTepHeT»: www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CHUMIITOMBI
Bo3MmoxHBIE CUMOTOMBI I€PEI03UPOBKU HE YCTAHOBIICHBI.
Jleyenne

He cymectByer crnemuduyeckoro aHTHAOTa K Kabo3aHTuHHOy. B cimydae momo3peHuss Ha
MepPEe03UPOBKY CIIEAYET MPEKPaTUTh NMpuMeHeHne kabo3antunuba. [lokazana cuMmmnroMaruyeckas
tepanus. Knuauko-nabopatopHble mapameTpbl MeTaboar3Ma T0JKHBI KOHTPOJIUPOBATHCS HE pexke
OJIHOTO pa3a B HENEIIO WM MPU KIMHUYECKOW HEOOXOIUMOCTH JIJisi BBISIBIICHUS U OIEHKH JIIOOBIX
BO3MOJKHBIX H3MEHEHHUH.

5. PAPMAKOJIOTHYECKHUE CBOMCTBA

5.1. ®apmMakoguHAMH4YeCKHE CBOMCTBA

dapmakoTepaneBTHYECKas TPYIINa: MPOTHBOOIYX0JIEBOE CPEACTBO — HHTHOUTOPHI MPOTCHHKHUHA3HI.
Kog ATX: LO1EXO07.

MexaHn3M OeicTBUs

Kabo3autuHn® — 93T0 HeOomnbImas MOJEKylda, HHTHOUTOP PELUENTOPHBIX THUPO3IUHKUHA3,
Y4acCTBYIOUIMX B MPOLIECCE POCTA OMYXOJM, AHTMOTeHe3a, HApYIIEHUH PEMOJAETUPOBAaHUS KOCTHON
TKaH#, (POPMUPOBAHUS JICKAPCTBEHHOHN YCTOMYUBOCTH U 00pa30BaHMs MeTacTa3zoB. MHrubupyroras
AKTUBHOCTh Ka0O3aHTHHHOA OIICHWBAJIach B OTHOIICHWM IIEJIOTO psila KWHA3, U KaOO3aHTHHHUO
uneHtTuunupoBain kak uHrHOutop MET (rmmkomporenHOBBIM perenTopa (akTopa pocrta
renatouuToB) U perentopa VEGF (pakropa pocra sunorenus cocynos). Kpome Toro, kabo3aHTHHHO
MHTUOMpYET Jpyrue THPO3MHKHMHA3BI, BKItouas pernentop GAS6 (AXL), RET, ROS1, TYRO3,
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3 (FLT3) u TIE-2.

dapmarkonmaamuueckue 3O GHEKTHI

B IOKIMHUYECKHX HCCIIEIOBAHUSIX Ka0O3aHTHMHHUO IOKa3all J0303aBUCHUMOC CHMIXCHHUC POCTa
OITYXOJIH, PErPECCUI0 OITYXOJHU H/Uau IMOAaBJICHNEC ME€TACTa3UPOBaHWA Ha 3BHAYUTCIIbEHOM KOJINYECTBE
PA3JIMYHBIX OITYXOJICBBIX MOJEIICH.

Brusanue na cepoeunviii pumm

Veenunuenue unreppasia QT ¢ koppektupoBkoit @punepunius (QTcF), na 10—15 mc na 29-it nens (Ho
HE B JICHb 1) mocie Havayia Tepanuu kKabo3aHTHHHOOM (B mo3ze 140 mMr omuH pa3 B JIeHb) IO
CPaBHEHHUIO C UCXOJHBIM YPOBHEM HAOIIOAAIOCH B KOHTPOJIUPYEMBIX KIMHUUECKUX MCCIIET0BAHUAX
y TAIMEHTOB C MEIYJUIIPHBIM PAaKOM IIMTOBHIHOM XKene3bl. JTOT 3(pdekT He ObLI1 CBA3aH C
u3MeHeHrneM Mopdorornueckux sieMeHToB Ha DKI' mnm mosBineHneM HOBbIX. Hu y omHOoro us
nanuentoB ¢ [IKP, remaronemmonsipasiM pakom nin HAD, nmonydaBmux ka6o3aHTUHUO B 03¢ 60
MT, He Ha0Jo1anock noaATBepKAeHHbIX 3HaueHni QTcF >500 mc.

5.2. DapmMakOKUHEeTHYECKHE CBOIICTBA

AOGcopbrms

ITocne nepopanbHOro npueMa kabo3aHTMHHOA MakcUMalbHble KOHLEHTpAluHu (Cmax) B IUIa3Me
nocruratorcst yepe3 3—4 yaca. BTopoil nmMK MakCHMMajbHBIX KOHILIEHTpalMi IMpemnapaTta B Ija3Me
KpOBHM OTMeuaercs uepe3 24 daca mocie npuema kabo3aHTMHHOA, YTO MOMKET yKa3blBaTh Ha
SHTEPOTENAaTUYECKYIO PELUPKYJIALUIO IIPenapara.

[Ipu MOBTOPHOM €3KeTHEBHOM IprueMe kabo3aHTHHHOA B 103¢ 140 Mr B TeueHue 19 nHelr oTMedeHO
NpUOIM3UTENBHO 4—5-KpaTHOE yBeNWYeHHE dKcno3unuu kabozantuHHOa (AUC, mimomans mox
(apMaKOKMHETUYECKONH KpPUBOM «KOHIIEHTpalUsi — BpeMs») IO CPaBHEHHIO C OJHOKPATHBIM
IprUeMoM J103bl. PaBHOBECHbIE KOHIEHTpaluu KaOO3aHTMHHOA JOCTUraloTCs NMPUMEpPHO Ha 15-i
JICHb.

VY 310poBBIX JOOPOBOJIBIIEB OJTHOKPATHBIN MpreM Kabo3aHTHHKOA B 103¢ 140 Mr BMecTe ¢ MUIIEH ¢
BBICOKMM COJEPKaHUEM KUPA MPUBOIUT K yBENU4YEHUIO 3HaUYeHUS Cmax 1 AUC Ha 41 % u 57 %,
COOTBETCTBEHHO, I10 CpPaBHEHMIO C MNpueMOM Haromak. MHpopMainus o BIMSHUM NHUIM Ha
abcopbuuio kabo3aHTuHMOA yepes 1 yac mocie nmpuemMa rnpemnapara OTCyTCTBYeT.

Pacnopenenenne

Kabo3auTuHMUO in vitro 3HaYUTENHHO CBS3BIBAETCS ¢ OENKaMH IUIa3Mbl KpOBHU uenoBeka (> 99,7 %).
PaccunTaHHbIi Ha OCHOBAaHMU TMOMNYJISUUOHHOM (DapMaKOKMHETHYECKOH MojAenu 00BEM
pacnpezenenus B ieHTpadbHOM kKoMmnapTMmente (Vc/F) cocraBun 212 1.

buorpancdopmars

Metabonu3m kabo3aHTUHHOA OIEHMBAJICA in Vivo. B TmlazMe KpOBH OIPENeNsoch YeThIpe
Metabonura npenapara ¢ sxcnosunueit (AUC) na 10 % Bbiie Hem3meHnHoro BeniectBa: XL184-N-
OKCHJ, MpOAYKT paciierienuss amuga XL184, wmonorunpokcucynbdpar XL184 u mpoaykr
pacHieTuieHusT 6-e3MEeTIIIaMIT CyIb(}ar. DKCIO3UIHS ABYX HEKOHBIOTHPOBAHHBIX META0OJIHUTOB
(XL184-N-okcuaa u npojykTa paciueruienus amuaa XL184), obnagaomux akTHBHOCTbIO MeHee 1
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10 % xaxxaplit OT 00IIEH SKCIIO3UIMY TpenapaTa B I1a3Me KPOBH.

Ka6o3antunu6 sBnsercs cyocrpatom nzodepmenta CYP3A4 in vitro; HEHTpanu3yoOIMe aHTUTENA
kK CYP3A4 unrubupyroor obpasoBanue meradbonmura XL184-N-okcunma OGonee, uem Ha 80 % B
HAJI®H-3aBucuMbIX MHKpOCOMax IE€YEHHM ueiaoBeka. HampoTuB, HeHWTpanu3yrollde aHTUTENa K
CYP1A2,CYP2A6, CYP2B6, CYP2CS8, CYP2C19, CYP2D6 u CYP2E1 He Biusinu Ha 0Opa3oBaHue
MeTabomToB Kabo3antuHuOa. Helitpanmusytonme anturena k CYP2C9 okasplBaii MUHHUMAaIBHOE
BIIUSTHUE Ha MeTaboym3M Kabo3aHTUHHOA (comeprkaHue METaOOIMTOB CHMXKAIOCh MEHEe, YeM Ha
20 %).

ONMMUHALMS

B nonynsuuronHOM (hapMakKOKHHETHYECKOM aHaliM3e Ka003aHTHHHOA C MCIOJb30BaHUEM JIaHHBIX,
coOpannbiX y 1883 marmenToB u 140 310pOBBIX JOOPOBOJIBIIEB MTOCIIE IEPOPATHLHOTO MIPHUEMA JI03 OT
20 mr 1o 140 mr, nepro/1 oJIyBbIBEIeHUS KaO03aHTHHMOA U3 TJIa3Mbl COCTaBIAET 0koJio 110 yacos.
Cpennnii kmuperc (CL/F) B paBHOBecHOM cocTostHum coctaBmi 2,48 n/gac. [locne ogHOKpaTHOTO
npueMa pajuoaKTHBHO MedeHHoro ['*C]-ka003aHTMHHOA 3I0pPOBBIMH JOOPOBONBIAMH, OIS
BBIBEJICHHOIO MEUEHHOIro Ipemapara B TeueHue 48 nHeil cocraBmia okoio 81 % or oOmei
BBEJICHHOMU J103bl, IIPH 3TOM 54 % BBIAEIUIOCH C KajioM U 27 % ¢ MOYOii.

Oco0ble rpynibl MalueHTOB

Toueunas neoocmamounocme

Pe3ynbrathl uccnenoBaHus y NaleHTOB ¢ TOYEYHON HETOCTATOYHOCTHIO IIPU OJIHOKPATHOM MPUEME
60 mMr xabo3aHTUHHOA CBUIETEIHCTBYIOT O TOM, YTO CpeAHee reomeTpuyeckoe 3HauYeHUH Cmax U
AUCy.inf ka003anTHUOA 061710 HA 19 % 1 30 % BbIIIE Y MAIIMEHTOB C TOYEYHON HEAOCTATOYHOCTHIO
nerkoit creneHu Tspkect (90 % AU it Cmax ot 91,60 % nmo 155,51 %, AUCo-int 0T 98,79 % no
171,26 %), va 2 % u 6—7 % Beie (90 % AU s Cmax ot 78,64 % no 133,52 %, AUCo.inr oT 79,61
% no 140,11 %) mas mMarMeHTOB ¢ MOYEYHON HEIOCTATOYHOCTHIO CPEIHEH CTENEeHHW TSHKECTH IO
CPaBHEHHIO C MalMEHTaMH C HOPMaJbHOW (YHKIMEH IOYeK, COOTBETCTBEHHO. llpnMeHeHue
Ka003aHTHHNOA Yy MAlMEHTOB C TMOYEYHOW HEAOCTATOYHOCTHIO TSDKENOW CTETEHU TSHKeCTH He
M3y4anoch.

Tleyenounas neoocmamounocmos

Ha ocHoBanuu aHanu3a NOMYJSIUOHHON (apMaKOKMHETHKH KabO3aHTMHMOA Yy 3/10pOBBIX
J0OPOBOJIBIIEB U MALMEHTOB C PAKOM (BKJIIOYAsl FeNaTOLEUTIOISPHBINA pak), KIMHUYECKH 3HAUUMOT0
pa3auyus B CpeITHEM 3HAUEHUH SKCIIO3UIIMU Ka003aHTHUHHIOA B TIa3Me KPOBH HEe HAOJI01al0Ch Cpein
NAIMEeHTOB ¢ HOpMalIbHOU (yHKIMeN neueHu (n = 1425) u neyeHOYHON He10CTaTOYHOCTHIO JIETKOH
creneHn Tspkectu (m = 558). VIMeroTcst orpaHUuYEHHBbIE JaHHbIE y MAIlMEHTOB C IE€YEHOYHOMN
HEJ0CTaTOYHOCTHIO CpeliHel cTeneHu TsbkecT (n = 15) B cootBercTBUU ¢ KpuTepusmu NCI-ODWG
(HarmmonanbHBI MHCTUTYT OHKOJOTMM — Pabouas rpynma mo HapyuieHW:0 (YHKIMH OpraHa).
dapmMakOKMHETHKA Ka003aHTHHHOA HE OLIEHUBAJIACh Y MAI[UEHTOB C IEYEHOYHOM HeI0CTaTOYHOCTHIO
TSKEJION CTETIEHU TAKECTH.

Paca

HOHy.]'ISIIIHOHHBIﬁ Q)apMaKOKI/IHeTI/I‘—IeCKI/II\;I daHaJIM3 HE BbIIBUJI KIIMHUYCCKU 3HAYUMBIX paznmmﬁ B
(bapMaKOKI/IHCTI/IKC ka003aHTUHHOA B 3aBUCHMOCTH OT pachl.

5.3. /laHHbIE TOKJIUHUYECKOH 0€30MacHOCTH
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NOCOENOBATENEHOC TS O00E!
HexxenatenpHble peakiuy, He HAOIIOaBIIMECS B KT I/IquKI/DUPICCJ'-IleﬂGBaﬁI/rﬂ)C HO' BBISBICHHBIC Y

JKUBOTHBIX IIPpU 3KCIIO3UIIUHU, COIOCTaBUMOM C 3KCHO3HI.IPI€I>'I IpHU KIMHUYCCKOM INPUMCHCHHU, U
HMEIOIME BO3MOXHOEC 3HAUYCHUEC NJIA KIMHUYECKOTO ITPUMCHCHUS, ObLIH CICOYIOIIUMU:

B uccienoBaHusIX TOKCUYHOCTU PYU MHOIOKPAaTHOM BBEJEHUH MPOIOJIKUTENBHOCTBIO 10 6 MECSLIEB
y KpBIC U cO0aK OpraHaMH-MUILIEHSIMU TOKCUYHOCTH ObUIN YKETyA0YHO-KUILIEYHBIN TPAKT, KOCTHBII
MO3T, TUM(OUHbIE TKAaHH, TOYKH, TKAHU HAATIOYEYHUKOB U MOJIOBBIX MyTeH. J{JIsl STHX nposBIeHUNA
7033, HE OKa3blBaromias sBHOro HexenatenpHoro nedctBus (NOAEL), Oblma HMKE ypOBHS
9KCIIO3ULUU IIPU UCIIOJIb30BAHUM B IIPEAIIOIAraeMOM TEPAIIEBTUYECKOH H03€.

Kabo3aHTuHMO HE MPOAEMOHCTPUPOBAT MYTAr€HHOTO MWJM KIJIACTOI€HHOIO IIOTEHIHalda B
CTaHJApTHON CEpHUH TECTOB HAa T€HOTOKCHMYHOCTh. KaHIeporeHHbI MOTeHUIHan Kabo3aHTHHHOA
OLICHMBAJIM HA JIBYX BHJaX: TPAHCICHHbIX Mblax JMHUK rasH2 u kpeicax nunauu Crper-/loynu. B
IBYXJICTHEM MCCIIEIOBAaHUM KAHIIEPOTEHHOCTH Ha KpbIcaX OOHapy>KEHHbIE HOBOOOpPa30BaHMUS,
CBSI3aHHBbIE C TPUMEHEHUEM Ka0O3aHTUHMOA, BKJIIOYAIM IOBBIINIEHUE YaCTOThl Pa3BUTHUSA
JT0OpOKAUYECTBEHHON (PEOXPOMOIIMTOMBI, B OTJACIBHOCTH WJIM B COYETAaHHHM CO 3J0KaYeCTBEHHOU
(eoXpOMOIIUTOMON/KOMIUIEKCHON  37I0KQYeCTBEHHON (HEOXpPOMOLIMTOMONM MO3rOBOTO BElIECTBA
HAJMOYEUYHUKOB Y JKMBOTHBIX OOOMX IIOJIOB IMpPH 3HAYUTEIBbHO OOJee HU3KOM SKCIIO3ULUHU I10
CPaBHEHHUIO C IIPEATIONIAraeMou IKCIo3unuel y yenoseka. KinmHudeckas 3Ha4MMOCTD BBISIBICHHBIX
OIlyXOJIEBBIX MOPAKEHUHN Y KpPBIC HE OIIpesiesieHa, HO BEPOSATHO Oy1eT HU3KOM.

Ka6o3anTuHuO He 0671a1a1 KaHIEPOreHHBIMU CBOMCTBAMH y Mblllel TuHUM rasH2 mpu Heckoiabko
Oosiee BBHICOKOH SKCIIO3UIIMH, YeM IperoaraeMas SKCIO3HIUsS Y YeIOBEKa MPH MPUMEHEHHH B
TEpaneBTUYECKUX J103aX.

B uccrnenoBanmsax (epTUIBHOCTH Ha KpbICaX OBLIO MOKAa3aHO CHWKEHUE (EepTHIIFHOCTH CaMIIOB U
camok. Kpome Toro, y camiioB cobak HaOIIOAANCS TUIOCIIEPMATOreHe3 MPH YPOBHE SKCIO3UIIUN
HIKE YPOBHEW JKCIO3ULMHU y 4YEJIOBEKA IPU NPUMEHEHUH B NPEIIIOJIAracMON TepareBTUYECKON
J103€.

HccnenoBanust sMOpHOQeTaTIbHOTO Pa3BUTHS IJI0A MPOBOAMIINCH HAa KPhICAX M KPOJIMKaX. Y KpbIC
Ka0O03aHTUHHO BBI3BIBAJI YBEIMYEHHE YACTOThl MOCTHUMILUIAHTALMOHHBIX MOTEpb, OTEK IUIOJA,
pacienrHy He0a/ryObl, KOXKHYIO aljla3ui0 U HCKPUBJIEHHBIM WJIM PYAMMEHTapHBIH XBOCT. Y
KPOJIMKOB Ka0O3aHTMHMO BBI3bIBAJI M3MEHEHHUS MATKUX TKaHeW Iuona (yMEHbIIEHHEe pa3mepa
CeNe3eHKH, YMEHBIIICHHE WM OTCYTCTBHE MPOMEKYTOUHOM JOJIH JIETKOTO) M YBEIMYHUBAJI YacTOTY
o0ImuxX MOpokoB pa3Butus Mmioga. 3HauyeHus NOAEL nns smOpuoderanbHOM TOKCHYHOCTH U
TepaToreHHbIX A((HEeKTOB ObUTM HW)KE YPOBHEW SKCIO3WIMK Y YeIOBEKa MPH HCIOJIb30BAaHUU B
IpernoiaaraeMoil TeparneBTHIYecKon 1o03e.

VY HemnosioBO3penbIX KpbIC (COMOCTaBUMBIX C JE€TbMU B BO3pacTe > 2 JIeT), KOTOPbIM BBOJWIH
Ka003aHTUHHO, HAOJIOATIOCh TOBBILIICHWE KOJUYECTBA JICHKOLMTOB, CHI)KEHHE TeMOI033a,
JOCTUKEHHE IOJIOBOM 3pENOCTH/HE3PENIOCTh KEHCKON penpoAyKTUBHON cHCTEMBbI (0€3 3alepiKu
OTKPBITHUS BJIarajiuina), aHoMajauu 3yOOB, CHI)KEHHE MUHEpAIU3allii U TNIOTHOCTH KOCTHOM TKaHH,
MUTMEHTANWsl TEYeHW W JUMQPOUIHAS THUIEPIUTa3us JUM(PATHUECKUX Y370B. V3MeHeHHs B
MaTKe/sIMYHUKAX W CHIKEHHE T'eMOII033a OKa3aJHCh BPEMEHHBIMH, B TO BpeMs KaK BIMSHUE Ha
KOCTHYIO CUCTEMBI ¥ IIATMEHTAITIIO TIEUE€HHN COXPAHSUIOCh. Y HEMOJIOBO3PEIBIX KPBIC (COMOCTaBHMBIX
C JETbMH B Bo3pacTe < 2 JIeT) CBsI3aHHBbIE C MpHUMEHEHHeM Ka0o3aHTHHUOa 3((deKThl ObUIN
AHAJIOTHYHBI OTIMCAHHBIM BBIIIE, TAKXKE B JIOTIOJIHEHHE K HAM HAOIIOA M3MEHEHUSI B MYKCKOU
PEeNpOayKTUBHOM cHcTeMe (JereHepanusi W/wid arpodus CEMEHHBIX KaHAJIbLEB B SIHUYKaXx,
YMEHBIIICHHE KOJIMYECTBA CIIEPMAaTO30M 0B B MPHUIATKAX SUYEK), M ITH KUBOTHBIE OKA3aJIUCh OoJiee
YyBCTBUTEIBHBIMHU K TOKCHUECKUM 3((heKTaM, CBSI3aHHBIM ¢ KaOO3aHTUHUOOM, TIPH MCIIOIb30BaHUN
COITOCTAaBUMBIX JI03.
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6. PAPMAI[EBTHYECKHE CBOICTBA (NOCTEAOBATENBHOCTE 0006)

6.1. Ilepeuenb BcnoMoOraTe/ibHbIX BelIECTB

Anpo TabieTku

Hemntonosza mukpokpuctainueckass PH-102
JlakTo3a 6e3BoiHAs

I'unposo3a (ruApOKCUIIPONMIILIEIIIII03a)
Kpockapmennosa natpust

Kpemuust quokcu KOJOUTHbINH (O€3BO/IHBII )
Marnus creapar

IInenounast o6omouka (Onampait 03K92254 XKenrblit)

['unpomennosza E464
Turana guoxcuz (E171)
Tpuanernn

Kpacutens xenesa okcun xentoiil (E172)

6.2. HecoBMecTHMOCTD

He nmpumenunmo.

6.3. Cpok ronHocTH (CPOK XpaHEHHs)

4 rona.

6.4. OcoObIe MepbI NPEAOCTOPOKHOCTH NIPH XPAHCHUHU
XpaHuTb IpH TeMriepatype He Bbiie 25 °C.

6.5. Xapakrep u copepkaHue yIaKOBKH

ITo 30 Tabnerok BMecTe ¢ cuiukareneM (3 KOHTeiHepa ¢ cuiMKareaemM mo 1 r KaxIslid) u
NoJIMI(PUPHBIM BOJIOKHOM BO (DJIaKOH M3 TOJMATHICHA BBICOKOM IJIOTHOCTH, OlleYaTaHHBIN
3alUTHOW MeMOpaHO! M3 TaMUHUPOBAHHOM alIOMUHHEBOW (OJIBIH, M YKYHOPEHHBIN KPBIIMIKOW U3
MOJIUMPOIUJICHA ¢ YKa3aHUSAMHU Ha aHTJIMHCKOM SI3bIKE, CHA0XKEHHOM yCTPONCTBOM Ui 3aIUTHI OT
BCKPBITHS (pJIaKOHA IE€THMHU.

ITo 1 ¢pnakoHy ¢ TMCTKOM-BKJIQBIIIEM B TAYKy KAPTOHHYIO.
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6.6. Oco0Obie Mepbl NMPETOCTOPOKHOCTH NMPH YTHIN3ALUMHU HEE&)&IE%EEEOE%H’EQ&[‘)&%&@HHDN

npenapara WIH OTXOA0B, IMOJYYeHHBIX [0CJe NpPUMEHEHUsi mpemnapara, W JApyrue
MAHMIYJISIIHMH € NpenapaTom

Oco0ble TpeOoBaHUsI OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

Nncen ®apma, Opanuus

65 nabepexnas XKopx ['opc, 92100, bynons buiiankyp.
7.1. IlpeacraBureib Aep:KaTessi perucTPAIMOHHOIO YA0CTOBepeHusi Ha Tepputopun Coro3a

IIpeTen3umn HOTDCGHTeHCﬁ HAaITpaBJIATh 11O aAPECY.

Poccuiickas ®@enepanns

000 «HUIICEH»

109147, r. Mockga, yi. Taranckas, 17-23.
Temn.: (495) 258-54-00.

dakc: (495) 258-54-01.

DNeKTpOHHAs MOYTa: 1pSen.moscow(@ipsen.com

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSA

JITI-Ne(008475)-(PT-RU)

9. KATEI'OPUSA OTITYCKA JIEKAPCTBEHHOTI'O IIPEITAPATA

JlexapcTBEeHHBIN ITpenapaT OTHOCUTCS K KaTETOPUH OTIIYCKA 110 PELENTY.
10. YCTAHOBJIEHUE IIOCTPET'UMCTPALIMOHHBIX MEP

[Tpenapat 3aperucTpupoBaH C yCTaHOBJIEHUEM JOMOJHUTEIbHBIX TpeOoBaHuil. 1o mokazanuio
«HEUPOIHJOKPUHHBIE OIMYXOJIN» 0>KUJIAeTCsl MPEAOCTaBICHHUE JOTIOIHUTEIbHBIX IaHHBIX B TEUEHUE
1 roga. MunucrepctBo 3npaBooxpanenus Poccuiickoit @enepanuu OyneT NpoBOAUT IKCIEPTH3Y
HOBBIX CBEJICHUH O MpenapaTe, a JaHHas 00111as XapaKTepUCTHKa JIEKapCTBEHHOIO IpernapaTa Oyier
OOHOBIIATHCS MO MEPe HEOOXOTUMOCTH.

OOmrast XapakTepHCTUKa JICKApPCTBEHHOTO Mpemnaparta KaOOMETHKC JOCTyIHa B €IHHOM pPEecTpe
JIEKapCTBEHHBIX CpeAcTB EBpazuiickoro SKOHOMHYECKOrO COI03a M Ha OQHIMAIBHOM CcaiTe
YIIOJITHOMOYEHHOT O opraHa (axcrepTHOM OpraHH3aIiH)
(https://Ik.regmed.ru/Register/EAEU_SmPC).
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