ot 19.03.2026 N= 5634

COOTBETCTBYET ZKCNEPTHOMY OTUETY
(NOCNEOQCBATENEHOCTE 0007)

OBLIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHHUE JIEKAPCTBEHHOI'O IIPEITAPATA
Kabomerukc, 20 mMr, TaOJIETKH, TOKPHITHIC INICHOYHOW 000JI0YKOM
Kabomerukc, 40 mr, TaGJIETKH, TOKPHITHIC INICHOYHOW 000JI0YKOM
Kabomerukc, 60 mMr, TaGJIETKH, TOKPHITHIC TNICHOYHOU 000JIOYKOM

2. KAYECTBEHHBIN U KOJMYECTBEHHBIN COCTAB
JleiicTBytOIIIeE BEIIECTBO: KaOO3aHTHHHUO.

Kabometukc, 20 Mr, TabIeTKH, MOKPHITHIC IIICHOYHON 000JI0UKON
Kaxxnas TtabieTka, MOKphITas IUIEHOYHOW 000J10YKOM, coaepuT 20 Mr kabo3zaHTuHHOA (B
Buje kabo3antunuoba (S)-manara).

BcrnomorarenbHbIe BElIeCTBa, HAINYHE KOTOPBIX HAJIO YUUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npenapara: Jiaktosa (cm. pazuen 4.4).

Kabomernke, 40 Mr, TabJIETKH, MOKPBITHIE IUICHOYHOH 000JI0YKOHI

Kaxnast Tabnerka, MOKpbHITast IUICHOUYHOW 000J04YKOW, comepxuT 40 mr kabo3antuHuOa (B
Buje kabo3antunuoa (S)-manara).

BcnomorarenbHbIe BelecTBa, HAIMYHE KOTOPBIX HAJIO YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: Jiakrosa (cm. paszaen 4.4).

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

Kaxxnas tabnerka, MoKpbITasi MIIEHOYHOM 000704KO0#l, comepxxkutr 60 Mr kabozaHTuHuOa (B
BUjIe kabo3anTuHuOAa (S)-Manara).

BcnomorarenbHbie BCIICCTBA, HAJIMYNEC KOTOPLIX HAJI0 YUUTBIBATh B COCTABEC JICKAPCTBECHHOT'O
npenapara: Jiaktosa (cm. pazaen 4.4).

ITonHbIit NEpCHUCHb BCIIOMOTAaTCIIbHBIX BCIICCTB IIPUBCACH B PA3/1CJIC 6.1.

3.  JIEKAPCTBEHHAS ®OPMA
TaOneTku, NOKPHITHIE MNIEHOYHOM 000I0UYKOM.

Kabomernkce, 20 Mr, TaOJIETKH, TOKPBITHIE IUIEHOYHON 000JI0YKOM

Kpyribie ABOSKOBBITYKIIbIE TA0JIETKH, OKPHITHIE 000JI0YKOM JKENTOro 1[BETa, C IPAaBUPOBKOI
«XLy» Ha oxHOi1 cTopone u «20» Ha Jpyroi cToOpoHe TabJIeTKH.

Ka6OMCTI/IKC, 40 mr, Ta6J'IeTKI/I, MOKPBITHIC IJICHOYHOM 000JI0YKOM
Tpeyr OJIbHBIC JIBOAKOBBIITYKJIBIC TaGJ’IeTKI/I, IOKPBITLIC 000JIOYKOH JKEIITOI0 oBE€Ta, C

rpaBupoBKOi «XLy» Ha oHOM cTOpoHE U «40» Ha APYTroN CTOpOHE TAOJIETKH.

Kabomernke, 60 Mr, TaOJIETKH, TOKPBITHIE TUIEHOYHO 000JI0YKOM
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OBasnbHbBIC ABOSAKOBBIITYKJIBIC Ta6J'ICTKI/I, IIOKPLITEIC 6@%&MI:I%GEE%HI;BJT%,G :IC“IT:I

rpaBupoBKoil «XL» Ha oiHOM cTopoHE U «60» Ha IPYroil CTOPOHE TaOJIETKHU.

4.  K/JIHWHHUYECKHUE JAHHBIE
4.1. Tloka3aHusi K NIPUMEHEHHIO
[Moyeuno-kiaerounbiit pak (ITKP)
IIpenapar KaOomerukc moka3aH K NPUMEHEHUIO B KayeCTBE MOHOTEpANUU Ul JIEYEHHUS
pacrnpocTpaHEHHOTO MOYEYHO-KJIETOYHOI'O paKa:
- Y B3pOCIbIX MAlUEHTOB C NPOMEKYTOUHBIM MJIM IJIOXMM IPOTHO30M B KayecTBE

IIEpBOY JIMHUY TEPAIINH;
-y B3pOCIBIX TAlMEHTOB TIOCIE MPEIIECTBYIOUIEH TEepamuu TapreTHBIMH
uHTHONTOpaMu (axktopa pocta sunorenus cocynoB (VEGF-tapreTnas tepamus).

HpenapaT KabomeTukc B KOM6I/IHaI_[I/II/I C HI/IBOJIYM36OM IMIOKa3aH K IIPUMCHCHUIO B KAYCCTBC
nepBoﬁ JJUHUM TCpallun paCHpOCTpaHéHHOFO IMOYCYHO-KJICTOYHOI'O pakKa Yy B3pPOCIbIX

IIaInMCHTOB.

T'enaToleIIOaIpHBIIA pak

[Mpemapar KabomeTnke moka3aH K NMPUMEHEHHIO B KAa4eCTBE MOHOTEpANUU MJIS JICUYCHUS
renaTolesUTIONIIPHOTO paka y B3pOCIBIX MAlMEHTOB IOCIE MPEAIICCTBYIONICH Tepanuu
copadeHno0M.

III/Id)d)eDeHHI/IDOBaHHHﬁ paK IIMTOBUAHOMN JKEJIC3bI

HpenapaT KabomeTuke mokasaH K MNPUMCHCHUIO Yy B3pPOCJBIX IMANMCHTOB B Ka4Y€CTBC
MOHOTCpPAIINu JJIsA JCUYCHUA MCCTHOPACIIPOCTPAHCHHOT' O NN METACTAaTHYCCKOT'O
,[[I/I(I)(bepeHI_II/IpOBaHHOFO paka IIUTOBUIHOMN JKEJIC3bI, pE3UCTCHTHOI'O NJIK HC ITOAXOAAIICTO AJIA

paguorionrepanuu (PUT), npu mnporpeccupoBaHuu 3a0o0jieBaHUS BO BpeMs WM IOCIE
MPEIECTBYIOIIENH CUCTEMHOM TE€pPaITHH.

4.2. PexuM J103UPOBAHMS M CNIOCOO MPUMEHEHUSs
Tepanus npenapatom KaGomeTukc 0KHA MPOBOAUTHCS BpauoM, HMEIOLIUM  OIBIT
IIPUMEHEHHUS] TPOTUBOOITYXOJIEBBIX JIEKAPCTBEHHBIX MPENIApaTOB.

PexxuM 1o3upoBaHus

IIpenapam Kabomemuxc 6 kauecmee MoHomepanuu

Pexomennyemass no3a mpemapara KaGomeTukc Tpu  MOYEYHO-KIETOUYHOM  pake,
renaToLeIUTIONSIPHOM pake U AuphepeHInpOBaHHOM paKe IUTOBUIHOM JKeJIe3bl Y B3POCIBIX
cocrasiseT 60 Mr OJJUH pa3 B J€Hb.

Jleuenue crneayeT HpoOAOKATh A0 TEX MOp, MOKa COXpaHSAETCs KIMHUYECKas IOoJb3a OT
Tepanuu, Wik 0 pa3BUTUSI HENPUEMIIEMONH TOKCUYHOCTH.

Ilpenapam Kabomemuxc 6 xombunayuu ¢ HUBOIYMAOOM 6 NEPEOU JUHUU MePanuu
Pacnpocmpanénno2o no4euHo-K1emouyHo20 paKka

Pexomennyemas no3a mpenapara KabGomerukc cocraBisier 40 Mr oauH pa3 B JIeHb B
KOMOMHAIMK C HUBOJIyMaOOM, BBOJMMBIM BHYTPUBEHHO B J103€ 240 MTI Kax/ible 2 He/lenu WIn
480 mr xaxzasle 4 Henmenu. Tepamuto mpernaparom KabomeTuke ciemyer MpoJoiKaTh 10
IIPOrpeccupoBaHmsl 3a00J€BaHUs WU JIO PAa3BUTHS HENpUEMIIEMON TOKCUYHOCTH. JleueHue
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OTBETCTEYET 3KCNEPTHOMY OTUETY

HETMPUEMIIEMON TOKCHYHOCTH WJIU J0 24 MECAleB y MalMeHTOB 0€3 MpOrpecCHpOBaHUs
3aboseBanus (cM. pasaen «Crnoco0d mpuMeHeHHs W J103bDy MHCTPYKIMU 10 MEAMIIMHCKOMY
MIPUMEHEHHUIO HUBOITYyMaoa).

Koppexyus pexcuma 0ozuposanusi

[Ipu pa3BUTHHM HEKENATEIBLHBIX PEAKIIUNA MOXKET MOTPEeOOBATHCS BPEMEHHOE IMPEKpaIlCHUE
Tepanuu W/Win CHIbKeHHE 103kl npenapara Kabomerukc (cm. Tabmuiy 1). Korga tpebyercs
CHIDKEHHE JI03bI TPU MOHOTEPAIlluU, PEKOMEHIYETCS YMEHbIIUTHh cHadaia g0 40 wmr
eXXeIHEBHO, a 3aTeM 110 20 MT B JCHb.

[Ipu mpueme npemapara KaGomernkc B KOMOWMHAIMM C HHUBOIyMaOOM, PEKOMEHIYETCS
YMEHBIINTH 703y npenapata Kabomeruke cHauana 1o 20 Mr B eHb, a 3ateM 10 20 Mr yepes
JIeHb (CM. PEKOMEHIYyeMyl KOpPPEKIHI0 JedeHHss B WHCTPYKIMH TO MEIUIUHCKOMY
MIPUMEHEHUIO HUBOJIYMaba).

BpemeHHoe npekpalieHue Teparuu peKOMEHIYETCsI IPH Pa3BUTHH HEXKEIAaTEIbHBIX PeaKInuil
3 uau OOJNIbIIEH CTENEHH TSHKECTH HIIM TPU HEMEPECHOCMMON TOKCHYHOCTH 2 CTEICHH.
CHWXKEHUEe J03bl PEKOMEHIYETCSl B TOM clly4dae, KOrJa HEXeIaTelbHbIe peakiuuu OymyT
MMOCTOSIHHBIMH, MOTYT CTaTh CEPhE3HBIMU HJIM HETICPEHOCHMBIMHU.

Ecnu manmenT npomycTiiI IprueM mpernapara, MpoIyieHHas 103a He JI0JDKHA PUHUMATHCS,
€CJIM JI0 TIpreMa CIISIYIOIIEH 103bl OCTAIOCh MEHbIIIe 12 4acos.

Tabmmna 1: Pexomenayemasi koppexkuus 103bl npenapara KaOomerukce B ciyuyae
Pa3BUTHSA HeKeJIATeIbHbIX peaKui

HexenarenbHan pPe€akuus U CTCNICHb
THKECTH

Koppexuus tepanun

Hexenartenbusie peakiuu 1 u 2 crenenu | Koppekius m10361 00bIMHO HE TpeOyeTcs.

TAKECTU, KOTOPBIC ABIAIOTCA NECPECHOCUMBIMHA PaCCManI/IBaCTCﬂ BO3MOXXHOCTbH

H JICTKO KYTIUPYIOTCA MIPOBCACHUA CUMIITOMATUYICCKOI'O JICUCHU A

B COOTBCTCTBHH C ITOKAa3aHUSIMU.

HexenarenbHble peakliuy 2 CTENEHU TSXKECTH, | BpeMeHHO mpekpaimarT JieyeHue 10 TeX
nop,
Oyzer pasperieHa 0 < | CTeNneHu TSHKECTH.

HpOBO,Z[HT CHUMIITOMAaTHYCCKOC JICUCHUC B

KOTOpBIE SBISIOTCS HENEPEHOCUMBIMM U HE [IOKa HEXeJlaTelbHas PEaKkius He
MOTYT OBbITh KYITUPOBaHbI YMEHBIIIEHUEM JI03bI
WIM CUMIITOMATUYECKUM JIEYEHHEM

COOTBETCTBUHU C IIOKAa3aHUAMU.
Paccmarpusaror

IOBTOPHOE  HAadJayo

JIeYUeHUs B MEHBIIIEN O3€E.

HexenartenbHble peakiuu 3 CTENEHU TSHKECTH
(kpome KJIIMHUYECKU HECYILIECTBEHHBIX
OTKJIOHEHUI 11TabOpaTOpPHBIX IOKazaTesiel oT
HOPMBI)

BpeMmeHHO mpekpaiaioT Je4eHue A0 Tex
1op,
Oyzer pasperieHa 0 < | CTerneHu TSHKEeCTH.
[TpoBOAST CUMIITOMATUYECKOE JICUCHUE B

IMMOKa HCXKCIIAaTCJIbHagd peakKIud HC

COOTBCTCTBHHU C ITOKA3aHUAMMU.

PaCCManI/IBaIOT IMOBTOPHOC Ha4daJlo

JISYEHUs B MEHBIILIEN HO3€E.

HexenarenbHbie peakuuu 4 CTENEHH TSHKECTH

(KpOMe KINMHUYCCKHU HECYHICCTBCHHBIX

BpemeHnHoO npekpamaror Je4eHue.
IIpoBOAAT COOTBETCTBYIONIEE JICUECHHUE.
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HexenareabHas pe€aKkiua U CTENCeHb
THIKECTH

i I%E%@%QMHC TEO00H

OTKJIOHEHUI J1TabOpaTOpPHBIX IOKazaTesnei oT
HOPMBI)

Ecimmn HEeXKesaTelbHas peakuus
paspemaercss 10 < 1 CTENEHW TAKECTH,
MOBTOPHO HAYMHAIOT JICUCHHE ITPEIapaToM
KabGomerunkc B MeHbIIIel 103€.

Ecnim  HexenartenbHas — peakuust — He

paspemacTcs, HaBcerga MMpeKpamaroT

Tepanuto npemnapatom Kabomeruke.

[ToBpiieHue ypoBHS (PEPMEHTOB NEUCHH Y
NAIMEHTOB C IOYEYHO-KJIETOYHBIM paKOM,
noinydaBmux — npenapar Kabometukc B

COYCTaHHUHU C HI/IBOJ'I}’Ma6OM

AnannnamuHoTpancdepasza  (AJIT)
acnapratamuHoTpancdepaza (ACT) > 3 pa3a,
HO <10 pa3 BepxHeill rpaHUllbl HOPMBI 0€3
COMYTCTBYIOIIETO ob1ero
OmnmupyOuHa > 2 pasza OT BEpXHEW TpaHUIIbI

nin

YBEJIMUCHUS

HOPMBI

Bpemenno IPEeKpaIlaoT JeYeHHe
npenaparoM KabomeTukc u HUBoyMaOom
JI0 T€X I0p, ITOKa HeXellaTelIbHas PeaKIysl

He Oyzaer pazpemena a0 < | cremneHu

TSKECTHU.
Mosxer OBITb paccMOTpeHa Tepanus
[JIFOKOKOPTUKOCTEPOUIaMHU npu

IMoA03pCHNHU Ha UMMYHOOIIOCPCAOBAHHYIO
PpE€aKIuLo.

PaCCManI/IBaIOT IIOBTOPHOC Ha4daj1o

JICUYCHUA OJHUM JICKAPCTBCHHBIM

npernapaTroMm HJIn MOCJICA0BATCIBHOC

BO300OHOBJICHHE npuema o0oux

JEKapCTBEHHBIX  IpemnapaTroB  Iocie

pa3pCuiCHus HEXKeaTeIbHOU pCaKknunu.

IIpy  noBTOpHOM  Hauajge  Ipuema
HUBOJIyMaba HE00X0IMMO CM.
WHcTpykuuio 1o MEIULUHCKOMY
MIPUMEHEHUIO HUBOJIyMaba.
AnanuHamuHoTtpancgepasa  (AJIT)  umm | [Ipekpamator  Tepamuio  HpenapaToM
acnapratamuHoTpancdepasza (ACT) > 10 pa3 | KabomeTnkce 1 HUBOIyMaOOM.
BEpXHEH rpaHUIIbl HOPMBI WM > 3 pa3 BepxHeil | MoxeT ObITh paccMOTpeHa  Tepamnus
ITPaHULBI  HOPMBI ~ C  COIYTCTBYIOLIUM | IIIFOKOKOPTUKOCTEPOUJAMHU pu

yBeIMUYEHUEM 00111ero OmmupyOouHa > 2 pasa ot
BEpXHEH TPaHUIBI HOPMBI

MOAO3PEHUH HA UMMYHOOIIOCPEI0BAHHYIO
peaKkIHuIo.

HpI/IMeanI/IeZ CTCIICHUW  TOKCUYHOCTU IIPUBCIACHBI B COOTBETCTBHUU C O6HH/IMI/I

TEPMHUHOJIOTHYCCKUMU KPUTCPHUAMHU HEKECIATCIbHBIX SIBIICHUI HaI_[I/IOHaJ'IBHOFO HHCTHUTYyTa
oukosorud, Bepcus 4.0 (NCI-CTCAE v4).

Conymcmeyrowas mepanus
Crnenyer ¢ OCTOPOKHOCTBIO TNPHUHMMATh COIYTCTBYIOIIUE JIEKAPCTBEHHBIE Ipenaparsl,
KOTOpBIE SBISFOTCS MOIHBIMH HHTHOMTOpamu nutoxpoma P450 (CYP) 3A4, a Takke criemyer
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SABIISIOTCS] MOIIHBIMU MHIyKTOpamu CYP3A4.
Cnemyer paccMOTpPETbh NPUMEHEHUE AaJbTEPHATUBHOIO COIYTCTBYIOILETO JICKAPCTBEHHOI'O
npemnapara 6e3 Wi ¢ MUHUMAJIbHOM CIIOCOOHOCTHIO MHAYKIMH M nHruouposanust CYP3A4.

QOco0ble rpynisel MalueHToB

llayuenmul nodxcunozo 6o3pacma
Koppekiust 10361 y HalIMEHTOB B BO3pACTe cTapiie 65 et He TpedyeTcs.

Paca
Koppekuust 10351 B 3aBUCIMOCTH OT STHHYECKOH MPUHAJICKHOCTH HE TpeOyeTcs (CM. pa3ien
5.2).

Ilayuenmol ¢ Hapyuenuem QynKyuu novex

Kabo3aHTuHHO cieayer MpUMEHATh C OCTOPOXKHOCTBIO Yy MAIMEHTOB C IOYEYHOU
HE/JIOCTaTOYHOCThIO JIETKOM WM  cpeaHed cremeHu TsokecTH. KaGo3zaHTMHHO —He
PEKOMCHAYCTCA NPUMCHATH Yy ITAITUCHTOB C MMOYECUHOM HEAOCTAaTOYHOCTBIO TSDKEJION CTEIICHHU
TSOKECTH, TaK KaK 0€30MacHOCTh M APPEKTUBHOCTD B ATON MOIMYJISIIIUN HE YCTAHOBIICHBI (CM.
pazznein 5.2).

Iayuenmoi ¢ napyuieHuem GyHKyuy nevenu

VY nauMeHToB ¢ NEYEHOYHON HEJOCTaTOYHOCTBIO JIETKOW CTENEHH TSHKECTU KOPPEKLHs J03bl
He TpeOyerca. lmeroTcs oOrpaHudeHHble JaHHblE Yy TAlUEHTOB C IE€YEHOYHOU
HEJOCTAaTOYHOCThIO cpenHel creneHu TsbkecTu (kimacc B mo Yaiing-IIsro). Kakue-nu6o
KOHKPETHBIE PEKOMEHJAINH 10 TO3UPOBAHNIO OTCYTCTBYIOT. PEKOMEHIyeTCsl TIATEIbHBIN
MOHHUTOPUHI OOmIe Oe30macHOCTH Yy TakuxX ManueHToB (cM. paszzgensl 4.4 u 5.2).
KabGo3anTnuHn® He pekoMeHAyeTcss TNPUMEHATh y MalUMeHTOB €  IE€YEHOYHOH
HEJ0CTaTOYHOCThIO TsKeno creneHu Tspkectu (kimacc C mo Yaitng-Ilsro), Tak kak
KJIIMHUYECKHUI ONBIT IPUMEHEHHUs y TaKUX MallMeHTOB OTCYTCTBYET (CM. pa3zaen 5.2).

Iayuenmsi ¢ cepoeunoli HedOCMamo4HoCmbiO

HmeroTcs orpaHMueHHbIE JaHHBIE O IPUMEHEHUH Ka003aHTHHUOA y MAllMeHTOB C CepJeUHON
HelocTaToyHOCThI0.  Kakue-mubo  KOHKpeTHble  pPEeKOMEHAALMU 10  JI03UPOBAHMIO
OTCYTCTBYIOT.

CTHU
besonacHocTh u 3P pexkTuBHOCT, KaO03aHTHHHOA Y IeTel U MOAPOCTKOB B Bo3pacte 10 18 et
HE YCTAHOBJICHBI.

Croco0 npuMeHeHust
BayTps.
TabneTku ciemyer MpOrIaThiBaTh IEIMKOM, He pasiambiBas. CleayeT BO3IEpKUBATHCS OT

IpyueMa IUIM Kak MUHUMYM 3a 2 4daca J0 IpueMa M | yac mocie npuemMa Ipenapara
Kabomeruxkc.
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4.3. TIpoTuBOmMOKAa3aHMSsI

['unepuyBCTBUTENBHOCTh K KaO0O3aHTUHUOY WM K JIFOOOMY M3 BCIIOMOTATENbHBIX BEILECTB,
IIEPEUUCIICHHBIX B pa3zene 6.1.

[Toueunas u meyeHOYHAst HEAOCTATOUYHOCTD TSDKEJIOH CTENCHH TSHKECTH.

BepemMeHHOCTB M TepHO TPYJHOTO BCKAPMITHBAHUS.

Jerckuii Bo3pact 10 18 et (3¢ (heKTUBHOCTH M 6€30MaCHOCTh HE YCTAaHOBJICHBI).

4.4. OcoOble ykazaHMsA M Mepbl PeJ0CTOPOKHOCTH NIPH IPUMEHEHUH
C 0CTOpPOKHOCTBIO

[Ipn BocnanuTenbHBIX 3a00JIEBaHUSAX KHUIIEYHHMKa (Hampumep, 6one3nb KpoHa, s3BeHHbII
KOJIUT, IEPUTOHUT, TUBEPTUKYIJIUT WU AMNEHIUINT); HHPUIBTPAIIMH OITYXOJIH B KeIyT104HO-
KHILIEYHBIN TPAKT; OCJIOKHEHUU OT MPEAIIECTBYIOIIENH XUPYpPrudeckoit onepamuu (0co0EHHO
CBA3aHHBIM C MENJCHHBIM WM HEMOJHBIM 32)KUBJICHHEM paHbl); apTepHalIbHOMN
TpoMO03MOOIMY B aHaMHe3e (MM y MAlMEeHTOB U3 TPYIIIBI PUCKA BOSHHUKHOBCHHS TAKOTO
COCTOSIHMS); BEHO3HON TpoMO03MOomK (BKITIOYAs JISTOYHYIO SMOOJINI0) B aHaMHe3e (WIH y
MalMeHTOB M3 TPYyNIbl PHUCKA BO3HUKHOBEHHUS TaKOrO COCTOSIHUS); apTepUabHON
TUNIEPTEH3UU; aHEBpU3ME WM JIMCCEKIIMU apTepuil B aHaMHeE3e; MPHU MpUEME IpernapaTos,
SBIIAIOIIMXCS MOIIHBIMU HHruOutopamu win uHAyktropamu CYP3A4; npu npueme
MpernapaToB, SBJSAIOMIMXCA cyOcTpaTamu  P-rmukompoTemHa; TMpH  OJHOBPEMEHHOM
npuMeHeHnd uHruoutTopoB MRP2; y mannenToB ¢ yanunenuem unrepaia QT B anamHese; y
MalHUEHTOB, NPUHUMAKOUIMX AHTUAPUTMUYECKUE NPENapaThl; y MALMEHTOB C MMEIOLIUMCSA
3a0osieBaHUEM cep/ila, OpaauKapauel Wiu HapyIEHUSIMU BOJJHO-3JIEKTPOIUTHOTO OanaHca; y
MAIMEHTOB C MOYEYHOM HEJOCTATOYHOCTBIO JIETKOW WJIM CPEIHEW CTENEHH TSHKECTH; Y
MALMEHTOB C MEYEHOYHOW HEJOCTATOYHOCTBIO JIETKOW WJIM CPEIHEH CTENEHU TIKECTH;
HETIEPEHOCUMOCTH ~ TaJakTo3bl, JAedUIUTE  JaKTa3bl WJIM  TJIFOKO30-TaJaKTO3HOU
MaJba0CcopOIuu.

He cnenyer mpuMeHATh mpenapar NanyMeHTaM, KOTOPbIE HAXOJATCA B TPYNIE PUCKA WIH
HMMEIOT TsHKEJI0e KPOBOTEUEHHUE B AHAMHESE.

Crnenyet u3zberarb MOCTOSHHOTO MPUMEHEHHUS COMyTCTBYIOIINX JIEKAPCTBEHHBIX MPENapaTosB,
KOTOpBIE SBJISAIOTCS MOIIHBIMU HHyKTOpamu CYP3A4.

Oco0ble YKa3aHusg

Tak kak OOJBIIMHCTBO HEXKEJATENbHBIX PEaKIUil pa3BUBAETCS HAa PaHHEW CTaJUM JICUEHMS,
Bpau JOJDKEH TIIATEIbHO HAOJMIOJATh 3a MAllMEHTOM B TE€YEHHE NEPBBIX BOCBMHU HENEb
Teparnuy, 4To0bl ONpPEAeTUTh HEOOXOJUMOCTh U3MEHEHNUs 1036l Mpernapara. HexxenarenbHble
peaKiuu, KOTOpble OOBIYHO MPOSBIISIOTCS B HaYalle JICYSHHS], BKITFOYAIOT THIOKAIBIUEMHIO,
TMIOKAIMEMHIO, TPOMOOIIMTONECHUIO, apTEPUANBbHYIO THUIEPTEH3HIO, CHHAPOM JIaJJOHHO-
MIOJIOIIBEHHON JPUTPOIN3ECTE3UH, MPOTEUHYPUIO U HApPYLIEHHs CO CTOPOHBI JKEIyI04HO-
KHUIIIEYHOTO TpakTa (00JIb B )KUBOTE, BOCTIAJICHUE CITU3UCTON 000JI0UKH, 3a10p, JUapesi, pPBOTA).
Paspewenue nescenamenvhvix peaxyuii modcem nompedo08amv 8PEMEHHO20 NPEeKpaljeHus
mepanuuy Ui CHUNMCEeHUs. 003bl

B xmmanveckom uccnenoBannn (METEOR) npumenenns: kaGo3aHTHHNOA y TAIMEHTOB C
MTOYEYHO-KIETOYHBIM pakoM mociie npeamectBytomnieii VEGF-tapreTHoii Tepanuu, CHIDKEHNE
J103bl U BPEMEHHOE MPEKpPAIllEHUE Tepanuu Mo MPUYMHE PA3BUTHUS HEXENATEIbHbIX peaklui
MPOM30IUIA COOTBETCTBEHHO y 59,8 % m 70 % mamueHToB, MOJy4aBIIUX KaOO3aHTHHUO.
CHmxeHme 1036l IBXKABI moTpedoBaiocsk y 19,3 % mamnuentoB. CpenHee Bpems 10 IEPBOTO
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JTHEH.

B kmunanueckom uccnenoBannu (CABOSUN) nmpumMeHeHusl Ka003aHTHHUOA y TMAIUEHTOB C
[IOYE€YHO-KJIETOYHBIM PAKOM, PaHEE HE MOJYUYaBLUIMX JICYEHUSI, CHUIKEHUE JJ03bl U BPEMEHHOE
MIPEeKpaIeHUE TepaTuu IPOou30LTu y 46 % u 73 % nanueHToB, MOTyYaBIInX Ka003aHTHHUO,
COOTBETCTBEHHO.

B xmuandeckom uccnenoannu (CA2099ER) y marueHToB ¢ pacnpOCTpaHEHHBIM IMOYEHYHO-
KJIETOYHBIM PAaKOM, MOJY4YaBIIMX KaOO3aHTUHUO B KOMOMHAIIMKM C HUBOJYMaOOM B KayecTBe
MIEPBOI JIMHUU TepaNluu, CHUKEHHE 03Bl HJIM BPEMEHHOE MTPEeKpallieHUue Teparnuu o NpuinHe
pa3BUTHUSL HEXeJaTeNbHBIX peakuuit npomsouut y 54,1 % u 73,4 % mNauueHros,
COOTBETCTBeHHO. [I0BTOpHOE CHIDKEHUE N103bI moTpedoBanock 9,4 % manuentoB. CpemnHee
BpeMsl 10 NIEPBOrO CHIKEHHUS J03bl cocTaBisuio 106 aHel, a 10 NepBOro BPEMEHHOIO
IIpEKpaLLEHUs Tepanuu — 68 qHEM.

B ximnnyeckom uccnenoBanuu (CELESTIAL) y manueHTOB ¢ renarone/uIospHbBIM pakoM
MocJie MPEAIIeCTBYIOIeH CUCTEMHON Tepamnuy, CHIDKEHHUE 103bl U BPEMEHHOE MPEKpalleHue
Tepanuu npomsonuit y 62 % u 84 % manueHToB, NOJYYaBIIMX KaOO3aHTHHMUO,
cooTBeTCTBeHHO. CHIDKEHHE 03Bl JBaxAbl motpedoBanock y 33 % mnarmueHtoB. CpenHee
BpeMsl /10 MEpPBOrO CHM)KEHUS J03bl COCTaBisio 38 AHEW, a /10 MEpBOr0 BPEMEHHOTO
npekpaieHus repanuu — 28 nuel. [lanuenTam ¢ neueHouYHOM HeA0CTATOYHOCTBIO JIETKON MU
CpEeIHEH CTENEH! TSHKECTU PEKOMEHyeTcsl 0oJiee TIATebHbIII MOHUTOPUHT COCTOSTHUSL.

B ximmnundeckom uccienopanun (COSMIC-311) y nanuenToB ¢ quddepeHIMpoBaHHBIM PAaKOM
IIUTOBUTHON KeNe3bl CHIIKEHHE J03bl M BPEMEHHOE MPEKpallleHUEe Teparnuy MPOU30ILIN
COOTBETCTBEHHO y 67 % u 71 % manueHToB, moaydaBmuX kab003aHTUHUO. CHIKEHUE 10351
IBaXkbl oTpedoBanoch y 33 % manueHToB. CpelnHee BpeMs 10 MEePBOr0 CHUKEHHS J03bI
COCTaBJIsIO 57 IHEH, a 10 IEPBOT0 BPEMEHHOTO NPEKpAIleHUs Tepanuu — 38,5 THEN.

I'enamomoxkcuunocms

VY manueHTOoB, MPUHUMAIOMINX Kab03aHTUHHUO, YacTo HAONIOAI0TCS OTKIOHEHUS OT HOPMBI
OnoxuMHUecKux mokazareneit ¢pyHkiuu nedeHu (yBenuuyenue aktuBHocTu AJIT, ACT u
cofiepkanusi OmnupyOuHa). PekoMenayercss mpoBOAUTh OIEHKY cocTostHus meueHu (AJIT,
ACT u 6unupyOuH) 10 Hayaja JedyeHus: KaO03aHTUHUOOM M TILATENIbHO KOHTPOJIUPOBATH BO
BpeMs Tepanuu. /[ manueHToB ¢ yXyAlIeHHeM OMOXMMHMUYECKHX ToKaszareleld (yHKINH
MEYEHHU, KOTOPHIE CUMTAIOTCS CBA3AaHHBIMHU C JICYEHHEM Ka003aHTHMHHOOM (TO €CTh, KOTjaa
JIpPYTHE OYEBUJIHBIE TPUUYUHBI OTCYTCTBYIOT), CIEAyeT COOJIIoAaTh PEKOMEHIAIUH T10
Koppekiuu 1036l B Tabnuie 1 (paznen 4.2).

[Ipn npumeneHun kabO3aHTUHMOA B KOMOWHAIIMM C HHUBOJIYMaOOM, y TMAalUEHTOB C
pacipoCTpaHEHHBIM TOYEYHO-KJIETOYHBIM pPAaKOM OTMeuanach Oojiee BBICOKAs YacTOTa
noBbIieHus: aktuBHocTH AJIT u ACT 3 u 4 crenenu Tsbkectu. [lepen Hauanom lieueHus u
MEPUOINYECKH B TEUCHHE BCErO IMEpPUOJa JICUCHHS CIEIYyeT KOHTPOJIUPOBATH (hEPMEHTHI
TICYEHHU.

Kab6o3aHTHHNO BBIBOJUTCS TPEHMYIIECTBEHHO TI€YCHBIO. PEKOMEHIyeTcsl TIaTeabHbII
MOHHUTOPHUHT 0011eil 0€e30MacHOCTH y MAallMeHTOB C MEeUYEHOUYHOM HEeI0OCTaTOYHOCTHIO JIETKON
WJIHM CpeIHel CTeTeHu TskecTd (cM. pa3zaensl 4.2 u 5.2). V Gonee BBICOKOH 10JIM MAI[UEHTOB C
MEYCHOYHONH HEJIOCTaTOYHOCThIO cpenHel cremeHu Tsokectu (kiaacc B mo Yaiina-Ileio)
pa3BUBallach TE€YCHOYHAs OHIedanomatus BO BpeMs Tepanmuu KaO0O3aHTUHUOOM.
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HEJ0CTATOYHOCTHIO TsDKENOH crenenu Tsukectu (knace C mo Yaitna-ITsto, cm. pasaen 4.2).

Ileuenounas suyeghanonamus

B kmuanueckoMm uccnenoBanuu (CELESTIAL) y manueHToB ¢ TenaTone/uTIoIIPHBIM PaKoM
[IeYeHOYHasl 3HUe(aJoNaTusl 4Yalle OTMeyanach B TIpyNIE M[alUeHTOB, MNPUHHUMABIIMX
Ka003aHTUHMO, YeM B rpymnmne Iuianedo. Juapes, ppoTa, CHI)KEHUE aNlleTHUTa U HapylleHHe
UIEKTPOJIUTHOrO OanaHca ObUIM CBSI3aHbl C NPUEMOM Ka0o3aHTHHUOA. Y MalMEHTOB C
rernaTolEe/UIIOSIPHBIM PaKOM C HapylleHHeM (QYHKIMU I€YeHHM TaKue BHENEYEHOUYHBIE
peakiuu MOTYyT OBITh TpeApacloyiaraloluMu  (aKTOpaMd K Pa3BUTUIO TE€YCHOYHOU
sHiedanonaTuu. IlanneHToB crieayeT KOHTPOJIUPOBATh HA MPEAMET NPU3HAKOB U CUMIITOMOB
MeYEeHOYHOH PHIIe(aNTONaTHH.

Ilepghopayuu u ceuwu

[Ipu mnpueme kab03aHTUHMOA CYIIECTBYET TOBBIIICHHBIH PHCK PAa3BUTHS CEPbE3HBIX
nepdopainuii U CBUIICH >KETyJOYHO-KHUIIEYHOTO TPaKTa, WHOTAA C JIETaIbHBIM HCXOAOM.
[TarueHTHl ¢ BOCMANUTENBHBIMU 3a00J€BAaHUSIMU KUIIEUHUKA (Hampumep, Oose3nb Kpona,
SI3BEHHBIN KOJIUT, IEPUTOHUT, TUBEPTUKYIIUT UM alllIEHAULINT), UHPUIbTPALIUEH OIyXOIH B
KEJTyJOYHO-KUIIEUHBIN TPAKT UM OCJIO)KHEHHUEM MOCJIE MIPEIIIECTBYIOLIEr0 XUPYPIUUECKOTO
BMEIIATEILCTBA B OOJACTH IKEIyIOYHO-KUIIEYHOTO TpakTa (0COOEHHO CBSI3aHHOTO C
MEJIEHHBIM WJIM HETOJIHBIM 32)KUBJICHMEM paHbl) JOJDKHBI TUIATEIBHO OLIEHUBATHCSA 10
Hayaja Jie4eHUs Ka0O3aHTHMHHOOM, a BIIOCIIEJCTBUHU TAaKUX MAlMEHTOB CIIEAYET TIIATEIBbHO
KOHTPOJIMPOBATh Ha MpeIMEeT pa3BUTHUS CHUMITOMOB nepdopamnuii U CBHUIIEH, BKIOYas
abcuecc u cencuc. [locrossHHAsS UM MOBTOPSAIOLIASCS TUapest MOKET ObITh (PaKTOpOM pucKa
pa3BUTHs aHAIBHOTO cBuUIlA. CleyeT NpeKpaTuTh TePANnIo Kab03aHTUHUOOM y MAIMEHTOB C
nepdoparueil KenyA0YHO-KHIIEYHOTO TpakTa WJIM CBUIIOM, KOTOpPble HEBO3MOKHO
KOHTPOJIMPOBATh I0JKHBIM 00pa3zoMm.

Hapywenus co cmoponul dceny0ouno-KuueyHo2o mpakma

Juapest, TOIIHOTA/pBOTA, CHM)KEHHE alleTUTa U CTOMAaTUT/00b B POTOBOM IMOJIOCTH OBLIM
OJIHUMHU U3 HauOoJiee 4YacTO BCTPEYUAIOLIUXCS HEXKENaTeNbHbIX peakUuid €O CTOPOHBI
KENyJ0YHO-KUIIEYHOTo TpakTta. s mnpenoTBpaiieHus oO0e3BOKUBAHUS, HapyLICHUS
UIEKTPOJIUTHOrO OajaHca U CHIJKEHHMsS MacChl Tela CleAyeT HayaTh HE3aMEeIMTENIbHOE
JIeYeHUe, BKJIIOYas CHMIITOMAaTHYECKOE JIEYEHHE IPOTUBOPBOTHBIMU  CPEICTBAMM,
IIPOTUBOAMAPENHBIMU TIpENapaTaMu WM aHTaluuaaMu. BpemMeHHoe NpekpalleHue Tepanuu
WIM YMEHBUICHHUE J03bl, WIM MOCTOSIHHOE IpeKpalleHue npuema kabo3aHTHHUOA cieayeT
paccMaTpuBaTh B CIydyae MOCTOSIHHBIX WJIM ITOBTOPSIOLIMXCS CEPbE3HBIX HEKENATEIbHBIX
peakuii co CTOPOHBI KeTyA04YHO-KUIIeYHOro TpakTa (cM. Tabmuny 1 B pasaene 4.2).

Tpombosmbonus

IIpu nmnpueme Kabo3aHTUHMOA MMEETCS TIOBBIMICHHBIH PUCK Pa3BUTHS  BEHO3HOU
TPOMOOIMOOINH U apTepUANBbHOM, BKIIOYas TPOMOO3MOOIHIO JIETOYHOM apTepuu, HHOTA C
JeTaabHBIM HeX0 oM. Kab03aHTHHUO TOJIKEH MPUMEHSTHCS ¢ OCTOPOKHOCTBIO y MAIIMEHTOB,
KOTOpbI€ HaXOATCS B TPYIINE PUCKA WIIM UMEIOT B aHAMHE3€ TaKHe Cy4awu.

B xnmuanueckoMm uccnenoanuu (CELESTIAL) y manueHToB ¢ renaToLeUIIONSpHBIM PaKkoM,
MPUHUMABIINX Ka003aHTUHUO, HaOmogancss TpomMOO3 BOPOTHOW BEHBI, BKIIOYas OJIHO
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aHaMHe3e, [M0-BUIUMOMY, HMEJIH 00jiee BHICOKHI PUCK Pa3BUTHUS TPoMOO3a BOPOTHOM BEHBI.
Crenyer mpekpaTHTh Tepanuio KaO0O03aHTHMHHOOM Yy MAIMEHTOB, Y KOTOPBIX DPa3BHBAETCS
OCTpbIii ~ MH(APKT MHOKapAa WM  JIIoOble  Apyrue  KIMHUYECKH  3HAuYUMbIe
TPOMO0IMOOIUYECKHE OCITOKHEHUS.

Kposomeuenue

[Ipu npueme kabo3aHTHHMOA TOBBIINIEH PHCK BO3HUKHOBEHHUS TSKEIOTO KPOBOTECUYCHHS,
MHOTJA C JIETAJIbHBIM UCX0A0M. [lanueHTsl ¢ TSKENbIM KPOBOTEUEHUEM B aHAMHE3€E JOJKHBI
THIATEJLHO OLIEHWBATHCS 0 Hayana JiedeHus: kabo3zaHTHHHOOM. Kabo3aHTHHUO He clieayer
MPUMEHITh MAlMeHTaM, KOTOPbIE HAaxOJATCS B TpYMIE pHUCKA WIM HMEIOT TKEI0e
KpOBOTEUYECHHE B aHaMHE3e.

B xmuandeckom uccinenoBanun (CELESTIAL) y manueHTOB ¢ renaTore/UTIOIIPHBIM PaKoM
Clly4ad KPOBOTEUEHMSI C JIETAJIbHBIM UCXO0JIOM PErMCTPUPOBAIKCH Yallle B IPYIIIE MAlIUEHTOB,
MIPUHUMABIINX Ka003aHTUHUO, YeM B rpytie mianedo. [Ipeapacnonararomue GpakTopbl pucKa
JUIS TSDKEJIOTO KPOBOTEYEHHUS B MOIMYJSIIMM C PACHPOCTPAHEHHBIM TI€NATOLEIIIOISPHBIM
PaKkoM MOTYT BKJIIOYaTh OIYXOJIEBYIO MHBA3UIO KPYIIHBIX KPOBEHOCHBIX COCYJIOB M HaJHuue
IUMppo3a MEYeHH B KadecTBE MCXOIHOTO 3a00NieBaHUs, MPHUBOIAIIMX K BapUKO3HOMY
pacIIMpeHHI0 BEH NHINEBOAa, MOPTaIbHOW THUIEPTEH3UU U TpomOouuToneHud. B
uccnenoBann  CELESTIAL  ObpimM  HWCKIIOYEHBI  MAllMEHTBI €  COIMYTCTBYIOLIEH
AQHTHKOAryJISHTHOM Tepanuei WM MalyeHThl, TPUHUMAIOIIUE aHTUArPEeraHTHBIE CPEACTBA.
[TarueHTH ¢ BapUKO3HBIM PACHIUPEHUEM BEH C KPOBOTEUEHHEM B aHAMHE3€ WJIM C BHICOKHM
PUCKOM BO3HUKHOBEHHUS KPOBOTEUEHMs, HE IMOJYYaBIIMX WJIM YaCTHUYHO MOJIy4YaBIIMX
TEpaIuIo, TaK)Ke OBLTN UCKIFOUEHBI U3 UCCIICIOBAHMUS.

W3 KIMHUYECKOro Mcciae0BaHus y MalUeHTOB C PaclpOCTPAHEHHBIM MOYEUHO-KIETOYHBIM
pakoMm, oJTy4yaBIIUX Kab003aHTUHUO B IIEPBOM JIMHUU Tepaui B KOMOMHAILIMK C HUBOJIyMaOoOM
(CA2099ER), ObuIM  HUCKIIOYEHBl  MALMEHTHI, IMOJy4aBIIME AHTUKOATYJISHTHl B
TEparneBTUYECKUX J103aX.

AHespusmul u ouccexyus apmeputi

[Tpumenenne narnéuropoB VEGF y nmarueHnToB ¢ aprepuanbHOi runepreH3uei uium 6e3 Hee
MOJKET CIIOCOOCTBOBATh 0OPA30BAHMIO AaHEBPU3M W/WIM paccioeHuto aptepuil. [lanueHTs! ¢
¢dakTopamMM pUCKa, TAKUMHU KakK apTepHajbHas TMIEPTEH3Us WIM aHEeBpPU3Ma B aHAMHE3E,
JIOJKHBI TINATENBHO OLIEHUBATHCS 1O Hayaa Je4eHUs KaO03aHTUHHOOM.

Tpomboyumonenus

B xmuamueckux wuccienoBanusix (CELESTIAL), (COSMIC-311) y mamueHToB ¢
rernaToleIUTIOSIPHBIM pakoM U ¢ Ju(pdepeHIupOBaHHBIM pPAaKOM IIMTOBHIHOW IKeJe3bl,
COOTBETCTBEHHO, OTMEYAJINCh TPOMOOLIUTONEHHSI M CHUKEHHE Yncia TpoMoouToB. Bo Bpems
JedeHns Kab03aHTUHUOOM ClielyeT KOHTPOJINPOBATh YUCIO TPOMOOLIUTOB U KOPPEKTUPOBATH
7103y B 3aBUCHMOCTH OT TshKecTH TpombonuTornenuu (cM. Tabnwuiy 1 B paznene 4.2).

OcnooicHenus 3a24CUBeHUs PaHbl

IIpu npueme kabo3aHTHHUOA CYIIECTBYET IOBBIIICHHBI PHCK Pa3BUTHS OCIOKHEHHUN
3a)KUBIIEHUS paHbl. JledeHne kab03aHTHHUOOM CllelyeT MpeKpaTuTh, 1o KpaiHei mepe, 3a 28
JHEH 10 3alJIaHMPOBAHHOIO XUPYPru4eCKOro BMEIIATENIbCTBA, BKIIIOUAsl CTOMATOJIOIMYECKOE
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BO3MOXXHO. PerieHne BO30OHOBHUTH TEpamui0 KaOO3aHTHUHUOOM IIOCIE OMepanuu IOHKHO
OCHOBBIBATbCSI Ha KIMHHYCCKOW OIICHKE JOCTAaTOYHOCTH 3akKuBicHHs paHbl. Creayer
HperaTI/ITB Tepanmo Ka603aHTI/IHI/I6OM y IMaIIUCHTOB C OCJIIOKHCHUAMU 3AKHUBJICHUA paHBI,
TpeGYIOH_[I/IMI/I MCIOIUIIMHCKOI'O BMCIIATCJIbCTBA.

Apmepuanvras eunepmen3susi

IIpu mnpueme kabOo3aHTUHMOA HMMEETCS MOBBILICHHBIA PUCK pa3BUTHS apTepUATBLHOU
TUIEPTEH3UH, B TOM YHCJIE TMIEPTOHUYECKOrO Kpu3a. ApTepHalbHOE JaBJIEHHUE JOHKHO
Ha/IJIeKAIIUM 00pa30oM KOHTPOJIMPOBATHCS /10 Hayaja Tepanuu kabo3aHTUHHOOM. B Hauane
Tepanuy Kabo3aHTMHUOOM apTepuaIbHOE JaBICHHUE CIELYET PEryJsIpHO KOHTPOJIUPOBATh U
IIpU HEOOXOJUMOCTH IPUMEHSTh COOTBETCTBYIOLIYIO AHTUIMIIEPTEH3UBHYIO Tepanuio. B
cllydyae  CTOMKOM  apTepUaJlbHOM  TUIEPTEH3MM,  HECMOTpA  Ha  [PUMEHEHHE
AQHTUTHIIEPTCH3UBHBIX CPEJACTB, TEpamuio Ka0O3aHTHHHOOM CieayeT TpepBaTh 10
BOCCTAHOBJICHUSI HOPMAJIbHBIX 3HAUEHUN apTEpUAIbHOTO MAABJICHUS, IOCIE YEro IMpUEM
Ka003aHTHHIOA MOKHO BO30OHOBUTH B CHMKEHHOM /103€. Tepanuto kabo3aHTHHUOOM CieyeT
IIPEKPATUTh MPU TUIIEPTOHUYECKOM KPHU3€ MJIM Pa3BUTHU TSKEIOW U CTOMKOW apTepUalbHOU
TUIEPTEH31H, HE OTBEYAIOIIEH HAa AHTUTUIIEPTEH3UBHYIO TEPAIIUIO.

Ocmeonexpos

[Tpu npueme kabo3aHTHHIOA HAOMIOAATUCH CIIy4al OCTEOHEKpo3a yentoctu. [lepen Havanom
npremMa kabo3aHTHHMOA M TEePUOJUYECKH BO BpeMs Tepamuu CleAyeT MPOBOAUTH OCMOTP
nosioctu pra. Crenyer npouH(MOPMUPOBATh MALMEHTOB O MPABUJIAX TMTHEHBI MOJIOCTH PTa.
Jleuenne Kab0O3aHTHHHOOM CJIEIyeT INPEKpaTHTh, IO KpaiHeW Mepe, 3a 28 mHEH 10
3alUIAHUPOBAHHON CTOMATOJOTUYECKOW OMepalui WM WHBA3WBHBIX CTOMATOJOTHYECKUX
MpoLEeayp, €ciad 3To Bo3MokHO. Crenyer coOnofaTb OCTOPOKHOCTh Yy TMAlMEHTOB,
MOJIyYaIOILUX [penaparhsl, aCCOUUUPOBAHHBIE C PA3BUTUEM OCTEOHEKPO3a YETIOCTH, TAKUE KaK
oucdochonarsl. [Ipuem kabozanTuHNOA ClaeAyeT MPEKPATUTH Y MAIUEHTOB C OCTEOHEKPO30M
YEIHOCTH.

Cunopom 1a00HHO-NOOOUIBEHHOU dPUMpPOOU3ecme3uu

IIpu npueme kaGo3aHTMHMOA TOBBIIEH PHUCK BO3HUKHOBEHUS CHHAPOMA JIaJOHHO-
MOJIOIIBEHHON  spuTpoausecte3nu. [Ipu  pa3sBUTHM TSDKEIOrO CHHAPOMA  JIaJJOHHO-
MOJIOIIBEHHON  APUTPOJU3ECTE3UN  CIIEAYeT PacCMOTPETh BO3MOXKHOCTh BPEMEHHOIO
npeKpameHuss Tepanuu KkabozaHTHHHOOM. Korma CcHHIpPOM — J1aOHHO-TIOJONIBEHHOM
OPUTPOAM3ECTE3NH JOCTHTHET | CTENEeHHW TSHKECTH, CIEAyeT BO300OHOBHTH TEPAIHIO
Ka0o03aHTHHHOOM ¢ 00Jiee HU3KOH J103EI.

Ilpomeunypus

[Ipu mpueme kabo3aHTHHUOA CYIIECTBYET PUCK Pa3BUTHS MPOTEHHYpHUH. Bo Bpems ieueHus
Ka003aHTUHHOOM CclieyeT PperyjsipHO KOHTPOJMpPOBATh NosiBieHHE Oenka B moue. [Ipu
Pa3BUTUU y TAIMEHTOB HEMPOTHYECKOTO CHHIAPOMA TMpUEeM KabOo3aHTHHUOA CleayeT
MIPEKPATHUTb.

Cunopom 3adueti obpamumotl dHyedaronamuu

10
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sHIehaNonaTHH. Y KaXJAOro TNaIMeHTa ¢ MHOXKECTBEHHBIMA CHUMITOMAaMH, BKIIOYAs
CYJIOpOTH, TOJIOBHYIO 00JIb, HAPYIICHUS 3PEHUS, CIIyTAHHOCTh CO3HAHUS WM HAPYIICHHUSIMH
TICUXHUKU HEOOXOIMMO pacCMaTPUBATh BOZMOXXHOCTh Pa3BUTHS JJAHHOTO cHHIpoMa. Tepamuio
Ka003aHTUHUOOM CllelyeT NPEKpPaTUTh TpPHU PA3BUTUU CHUHAPOMA 3aJHEl oOparumoi
sHIe(amonaTuu.

Yonunenue QT unmepsana

Kabo03anTiHUO crieayeT IPUMEHSTh C OCTOPOKHOCTHIO y TIAIIMEHTOB ¢ YJIMHEHUEM HHTEepBaja
QT B aHaMHe3e, y MalMEHTOB, NMPUHUMAIOMIMX AHTHAPUTMHUYECKHE IMpernapaThl, WIH Yy
MAIMEHTOB C UMEIOIIMMCA 3a00eBaHleM cepila, Opaaukapaueil Wiu HapyleHUsIMU BOJIHO-
anekTponutHoro Oananca. Ha ¢Qone nedenus kabGo3aHTUHUOOM ClI€yeT TNPOBOJIUTH
nepuoandeckuiit MOHUTOPUHT DKI' ¥ KOHIIEHTpAIMH 3JISKTPOIUTOB B KPOBH (KaIbIIUH, KaTui
Y MarHum).

Hapywenue ¢pynkyuu wumosuomoti srcenesvi

CnenyeT mnpoBOAWTH JIAOOPATOPHYIO OLEHKY (PYHKIMM IIUTOBUAHOM JKele3bl y BCeX
[IAMEHTOB IIepe]] HAadajJoM IPHUMEHEHMs mpenapara. llanueHTtaMm ¢ TrUnoTHpeo30M WIH
THIIEPTUPEO30M B aHAMHE3€ CIIEAYyET HA3HAYUTh COOTBETCTBYIOLIYIO TEPAIUIO IIepe] Ha4aIoM
npUMeHeHneM Kabo3aHnTuHIOa. Bo BpeMms Tepanuu cienyeT MpoBOAUTS MOHUTOPHHT Pa3BUTHS
HapyIIeHNH (yHKIUHN IIUTOBUIHON jKene3bl. JIeueHue manueHToB ¢ HapymeHusAMU (QyHKIUA
IIMTOBUIHOM  JKENIe3bl CleAyeT IPOBOAUTH B  COOTBETCTBUM C  KIMHUYECKHUMH
PEKOMEHTallUsIMHU.

Omxnonenusi om HOpMbl OUOXUMUYECKUX TADOPAMOPHBIX NOKa3ameneu

VBenmn4yeHne YacTOThl HApPYHICHWH OJEKTPOJUTHOTO OanaHca (BKJIIOYash THUMO- W
TUIEPKATMEMHIO, TUIIOMAarHUEMUIO, TMITOKAIBIUEMHIO, TUIIOHATPUEMHIO) OBLIO CBSI3aHO C
npueMoM kabo3zantuHuOa. [1pu npumeHennu kabo3aHTUHNOA TUITOKANIBIIMEMHUs Ha0Ir01a1ach
c GombIlelt yacTOTOM U/uiK B 6oee Tskenoil popme (Bkitoyast 3 1 4 cTeneHb) y MaUeHToB ¢
paKoM IIMTOBHUIHOW J>KeNe3bl M0 CPABHEHUIO C MAalMEHTaMHM C JIPYT'MMH BHJAMH paka.
PexomeHayeTcss KOHTPOJIMPOBATH OMOXMMHYECKHE TIOKa3aTeld BO BpeMs JICYCHUS
Ka003aHTUHHOOM W TP HEOOXOAMMOCTH TPUMEHSITH COOTBETCTBYIOIIYIO 3aMECTHTEIHHYIO
Tepanuio B COOTBETCTBUM CO CTaHJAPTHOM KJIMHHUYECKOW mpakThkoi. Ciaydan nme4eHO4YHOMH
sHIIe(pasonaTHH y MAIEHTOB C TEMaTONEIUTIOJIIPHBIM PaKOM MOTYT OBITh OOYCIIOBIICHBI
pa3BUTHEM HapyLIEHUH BOJHO-3JIEKTPOIUTHOrO OanaHca. BpeMeHHoe npekpalleHue Tepaniu
WIM yMEHBUICHHWE J03bl, WIM MOCTOSIHHOE IMpeKpalleHne npuema kabo3aHTHHUOA cieayer
paccMaTpuBaTh B Clyyae YCTOWYHMBBIX WIIM MOBTOPSIONIUXCS CYIIECTBEHHBIX OTKIOHEHUH OT
HOpMEI (cM. Tabmumy 1 B paznene 4.2).

Hnoyxmopwt u uneubumoper CYP3A4
Kabo3zantunu6®  sBusercs  cybctpatom  CYP3A4. OpHoBpeMeHHOE — IpPHUMEHEHHE
kabo3aHTuHHOAa C MomHbIM uHrHOuTOpoM CYP3A4 KETOKOHA30J0M NPUBOIMIO K
YBEJTMYEHUIO HKCMO3MIMK Kabo3aHTHHHMOAa B Iu1a3Me Kpou. HeoOxoaumo cobmonath
OCTOPO’XKHOCTh TpU NPUMEHEHHWU Kabo3aHTHMHHOA C MpernapaTaMu, KOTOpbIE SIBIISIFOTCS
MoIHbIMH uHrHOUTOpamMu CYP3A4.
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pUGaMIUIMHOM TPUBOIMIO K CHIDKEHHIO SKCIO3MIMK Kabo3aHTMHMOA B TIa3Me KpPOBH.
Crnenyer wu30eraTh AIUTEIBHOTO MpHEMa INpPENapaToB, KOTOPHIC SBISIOTCS MOIIHBIMHU
unaykropamu CYP3A4, na ¢pone neyenus kabo3anTUHHOOM (cM. paznensl 4.2 u 4.5).

Cybecmpamul P-enuxonpomeuna

Ka6o3anTuHHO SBISETCS MHTHOUTOPOM TPAHCIIOPTHOM akTUBHOCTU P-rimkomnportenna (ICso =
7,0 MkM), HO He siBiIIeTCS cyOcTparoM P-rmukonporenHa, Kak MoKa3aHo B IByHAIpaBIeHHON
TECT-CUCTEME € UCHob30BaHueM kieTouHoi nuHuu MDCK-MDRI1. B cBs3u ¢ 3tuM, npu
COBMECTHOM IPUMEHEHUH Ka003aHTUHUO MOXKET YBEIMUUBATh KOHIIEHTpaLUIo cyocTpaTros P-
IJIMKONPOTENHA B IU1a3Me KpoBu. [lanumeHTsl, nomayvaromue kab03aHTUHUO, JOJKHBI OBITH
IPEIYNpPEKACHbBl O BO3MOXKHOM B3aMMOJEHCTBMM IPH OJHOBPEMEHHOM IIPUMEHEHHH C
cyoctpatamu P-rimukonporenna (Hampumep, ¢dekcopeHaanH, aJIUCKUPEH, amMOpH3EHTaH,
naburaTpaH, JWTOKCHH, KOJXULMH, MAapaBUPOK, MO3aKOHA30JI, PAHOJIA3UH, CAKCAIJIMIITHUH,
CUTATJIUIITUH, TAJTUHOJION, ToJIBanTaH) (cM. pasaen 4.5).

Uneubumopor MRP2

[Tpuem naru6uropoB MRP2 MOkeT NpUBECTH K MOBBIIICHUIO KOHIICHTPAI[MK Ka003aHTHHUOA
B IUIa3ME€ KPOBH, B CBSI3U C YeM CJIEIYET COOJIOAATh OCTOPOXHOCTh MPU OJHOBPEMEHHOM
npuMeHeHnu ¢ HHruouTopamu MRP2 (Hanmpumep, IUKIOCTIOpHH, 3(haBUPEH3, SMTPUITUTAONH )
(cm. pazzen 4.5).

BcnomMorarenbHbI€ BENIECTBA
ITaruentam ¢ pE€aAKo BCTpG‘I&IOH.[GfICH HaCHeﬂCTBeHHOﬁ HCIICPCHOCHUMOCTBIO TI'aJIaKTO3bI,

AepUIUTOM JIaKTa3bl JIOMAaped WM TIIOK030-TalaKTO3HOM ManbabcopOuueil He ciexyer
IIPUHUMATh ITOT Mpenapar.

4.5. B3aumojeiicTBHe C JPYTMMH JIEKAPCTBEHHbIMHM MNpenapaTtaMM W Jpyrue BHUAbI
B3aUMOIeHCTBUA
Bimsiaue npyrux JIeKapCcTBEHHBIX CPEACTB Ha KaD03aHTUHUO

Uneubumopot u unoykmopor CYP3A4

OnnoBpemeHHOe mpuMeHeHune MoiHoro nuruouropa CYP3A4 kerokonasona (400 mr B 1eHb
B TeueHue 27 Hel) 310pOBbIMH T0OPOBOJIBIIAMH C OJTHOKPATHBIM BBEICHHEM Ka0O3aHTHUHHOA
YMEHBIIAJIO KIUpPeHC Kabo3aHTHHKOA (Ha 29 %) U MOBBIIIATIO0 FKCIO3MIINIO Kabo3aHTHHIOA B
mwiazme kpoBu (AUC) Ha 38 %. CrnemyeT cobmto1aTh OCTOPOKHOCTh MPU OJTHOBPEMEHHOM
NpUMEHEeHUH MOIIHbIX HHruOuTOopoB CYP3A4 (Hampumep, pPUTOHABHUp, HUTPAKOHA30I,
SPUTPOMHUIIMH, KIAPUTPOMHUIIMH, TPeHnppyTOBBII COK) ¢ KaOO3aHTHUHUOOM.

OpnoBpemenHoe mnpuMmeHeHue MoimHoro uHaykropa CYP3A4 pudamnuumna (600 mr
eXKeIHEeBHO B TeueHue 31 aHs) 370pOBBIMU J1OOPOBOJIBIAMH C OJHOKPATHBIM BBEIACHHEM
Ka0o3aHTMHMOA YBEIMUMBAJIO KIMpEeHC Kabo3aHTMHHOa (B 4,3 paza) U yMEHbIIANO
9KCIo3uuio kabozantuHnOa B 1asme kpoBu (AUC) nHa 77 %. Crnenyer wusberath
IIOCTOSIHHOTO COBMECTHOTO IpUMEHEHUs MOIHBIX HHAYKTOpoB CYP3A4 (Hampumep,
¢benuronH, kapOamaszenuH, pudamnuuuH, GeHodapOuTan WM pacCTUTENbHbIE MpPEnaparsl,
cojiepkalre 3sepo0oii poabIpsBiIcHHBIH [Hypericum perforatum]) ¢ kabo3aHTHHUOOM.
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(MOCNEQOBATENEHOCTE 0007)

IIpenapamul, usmensrowue pH srcenyoounoco coxa

CoBMecTHOE MpUMEHEHUEe MHTHOUTOpa MPOTOHHOW MOMIIBI 330Menpasona (40 Mr B JeHb B
TeueHue 6 JHEW) C OAHOKPATHBIM MpueMoM Kabo3aHThHHOA B 103¢ 100 Mr y 310pOBBIX
NOOPOBOJIBLIEB HE MPUBOAMIO K KIMHUYECKH 3HAUMMOMY BIMsSHHIO Ha 3kcrnozunuio (AUC)
kabo3anTuHNOAa B TuIa3Me KpoBu. Koppekius 103bl HE TpeOyeTcs MpH COBMECTHOM
MpUMEHCHHH Ka0o3aHTHHHOA C Tpernaparamu, W3MEHsIommMH pH IKemyaouHOro coka
(MHrHOUTOPBI TPOTOHHOM MTOMITBI, aHTATOHUCTHI Ho-THCTAMUHOBBIX PEIETITOPOB U AHTALIU/IBI).

HUneubumopvr MRP2

JlanHbIe IN VItrO 1EMOHCTPUPYIOT, YTO Ka003aHTHHUO sBisieTcs cyocTpatom MRP2. TTosTomy
COBMECTHOE NpHUMEHEHHEe KaOo3aHTmHHOa ¢ wHrHOMTOpamMu MRP2 MoxeT mnpuBecTH K
MOBBIIICHUIO KOHIICHTPAIIMN KaO03aHTHHUOA B IJIa3Me KPOBH.

Ceksecmpanmul JHcenuHbIX KUCTIOM

[Ipenapatsl, CBA3BIBAIOIINE COH KETYHBIX KUCIIOT, TAKUE KaK KOJIECTUPAMUH U KOJIe3eBesaMm,
MOTYT B3aWMOJICHCTBOBaTh C Ka0O3aHTMHHOOM W BIUATH Ha €ro abcopOmwio (Miu
peabcopO1uio), 4TO MPUBOJUT K MOTEHUUAIHLHOMY YMEHBIICHHIO SKCIO3UIUU B IIIa3Me
KkpoBu. KimnHUYeckoe 3Haue€HUe 3TOr0 MOTEHIIUAIBHOTO B3aUMOACHCTBHSI HEU3BECTHO.

Bnunsnue kabo3aHTHHHOA HA IPYTHE JEKAPCTBEHHBIE MPETapaThl
BnusHue kabo3anTuHHOAa Ha (ApMaKOKMHETUKY TOPMOHAIbHBIX KOHTPAlENTUBOB HE

u3ydanocb. IloCKONBKY KOHTpauenTHBHBIA 3(PQPekT He MOoXKeT ObITh IOJIHOCTHIO
rapaHTUPOBaH, PEKOMEHAYETCSl HCIOJb30BaTh JOINOJHUTENBHBI METOJ KOHTpALEIIUH,
TaKOM Kak OapbepHbI METOS.

BnusHue kabo3anTuHMOa Ha apMakOKMHETHUKY BapdapHHa He n3ydaiock. Bzaumozeiicteue
c BaphapuHOM BO3MOXHO. B ciy4ae OJHOBPEMEHHOrO IPUMEHEHHUS CIEAyeT
KOHTPOJIMPOBATh 3HAUEHNE MEX/TyHApOIHOT0 HOpMalin30BaHHOTo oTHomeHus (MHO).

Cybcmpamur P-enuxonpomeuna

Kabo3anTHUO siBNISI€TCS MHTUOMTOPOM TPaHCHOPTHOW akTUBHOCTH P-rimkonporenHa (ICsp =
7,0 MkM), HO He sBIIsIeTCs cyOcTpaToM P-rinkonporenHa, Kak Moka3aHo B ABYHAIIPaBICHHON
TeCT-cUCTeME C ucrnojib3oBaHueM kierouHoil nmuHun MDCK-MDRI. B cBs3u ¢ atum, npu
COBMECTHOM NPUMEHEHUH Ka003aHTUHUO MOXKET YBEIMUMBATh KOHLIEHTpAlNIo cydcTpaTroB P-
IJIMKONPOTENHA B IUIa3Me KpoBu. [lanmeHTsl, momyvaromue kab03aHTUHUO, JOJKHBI OBbITH
MPENYNPEXRACHBl O BO3MOKHOM B3aMMOJECHCTBUM IPU OJHOBPEMEHHOM IPUMEHEHUHU C
cyoctparamu P-rnukonpotenHa (Hanmpumep, ¢excodeHaauH, aTuCKUpeH, aMOpU3eHTaH,
naburarpaH, JTUTOKCHH, KOJIXMIIMH, MapaBHpOK, MO3aKOHA30Jl, paHOJA3MH, CAKCArJMOTHH,
CUTarJIMNTHH, TAJUHOJIOJ, TOJIBAIITaH).

4.6. @epTHIBHOCTH, 6EPEMEHHOCTH H JIAKTAMSA
JKeHImHEL, CIIoCOOHBIE K JIETOPOXKACHUIO/KOHTPAIIEHIINS Y MYKUYHH U KEHIIINH
JKeHiyHaaMm ¢ A€TOPOTHBIM MMOTEHIINATIOM CIIeIyeT n30eraTb 66pEMEHHOCTH BO BPEMs JICUCHHS

Ka003aHTHHHOOM. )KeHIJ_II/IHLI-HapTHCpBI MY’KYWH, I[IOJTy4Yaromux Ka6038.HTI/IHI/I6, TAaKXC
JOJIDKHBI n3oerarhb 6epeMeHHOCTI/I. 3(1)(1)CKTI/IBHBIC MCTOJbl KOHTpALCIIIHUU  OOJIKHBI
HCIOJIb30BATBCA BCCMU MALMCHTAMH W UX MMAPTHEPAMU BO BPEMA TCpAIlMU U B TCUCHUC HC
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

CUHUTATbhCA ((B(I)q)eKTI/IBHLIMI/I MCTOAAaMHM KOHTpaluenuun» B AAaHHOM Cliydac, HUX CICAYCT
MCIOJIb30BaTh BMECTE C IPYTHM METOJIOM, TAKHM KakK OapbepHbIi MeTo (cM. paszaen 4.5).

bepemeHHOCTD
HccnenoBanus kabo3aHTHHNOA y OEPEeMEHHBIX JKCHIIMH HE MPOBOIMINCE. MccnenoBanus Ha

KUBOTHBIX IMOKa3zaau 3MOprodeTanbHbll U TepaToreHHbId 3@ dekThl. [loTeHIanbHbIi pucK
JUls 4enoBeka Heus3BecTeH. IlpuMenenue kabo3aHTHMHHMOA BO Bpems OepeMEHHOCTH
MIPOTHUBOINOKA3aHO.

I'pynHoe BckapmiinBaHue
HewuspectHo, skckpeTupyeTcs U Kab03aHTUHUO W/WIIM €ro MeTa0OoJIUTHI B IPYAHOE MOJIOKO.
W3-3a moTeHmanbpHOro Bpeaa A pebeHka cieayeT IpeKpaTuTh IpyAHOEe BCKapMIIMBaHUE BO

BpeMs JICUCHHS Ka0O3aHTMHHOOM M B TEYCHHE HE MeHee 4 MECSIEB IOCle 3aBEpIICHUS
Tepanuu.

DepTHIbHOCTH

JlanHble O BAMSHUM Ha (QEPTUIBHOCTh YENOBEKa OTCYTCTBYIOT. (OCHOBBIBasCh Ha
JTOKITMHIYECKUX TaHHBIX 10 0€301MacHOCTH, (PEPTHIBHOCTh MY>KUMH U KECHITHH MOXET OBbITh
HapymieHa Ha (oHe edeHus KaO0o3aHTHHHOOM. M MyXdunmHaMm, W JKEHIIMHAM CJIEIyeT
IIPOKOHCYJIBTUPOBATHCA Yy CHELUAINCTA U 0OCYIUTh BOIIPOC O COXPAaHEHUU PENPOTyKTUBHOMN
(byHKIMU 10 Havyasa JedeHus: Kab03aHTHHUOOM.

4.7. BausiHMe HA CMOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeICTBAMH U pPadoTaTh ¢
MeXaHM3MaMH

Ka6o03aHTuHNO OKa3bIBaeT cinaboe BIMSHUE HAa CIOCOOHOCTh YHPABJIATh TPAaHCHOPTHBIMU

cpeacrBamMu pa6OTaTI) ¢ Mexannm3MaMu. HekenarenpHbIS pPC€aKkru, TakKMe Kak ¢J1adoCTh U

yCTalloCcTh, ObUIM CBSI3aHBl C TpueMoM KkabOo3aHTuHHOA. [losTomy crenyer cobmonaTh

OCTOPO>KHOCTB TIPH YIIPABIECHUU TPAHCTIOPTHBIMH CPEJICTBAMH U padOTe ¢ MEXaHU3MaMH.

4.8. HexenarejbHble peakuuu
PesroMe mpodmiist 0€30mMacHOCTH

Kabozanmunub 6 xauecmee monomepanuu

Haubonee pacnpocTpaHeHHBIMU CEPhE3HBIMU HEXENATEeIbHBIMU PEAKIUsIMU B MOIYJISALUH C
MOYEYHO-KIETOYHBIM pakoM (> 1 % 4acTOTHl BOSHUKHOBEHHS) SIBISFOTCS OOJb B KHBOTE,
Iapesi, TOITHOTA, apTepralibHasl TUIIEPTEH3MS, SMOOIHS, THITOHATPHEMHUS, TPOMOOIMOOITHS
JIETOYHOW apTepuH, pBOTA, OOE3BOXKHMBAHME, CIAa0OCTh, acTEHHs, CHIDKEHHE AamleThTa,
TpoM0OO3 TIIyOOKHX BEH, TOJOBOKPYXXCHHE, THUIIOMArHHEMHUsT W CHHAPOM JIaJIOHHO-
MOJIOIIBEHHOMN 3PUTPOIU3ECTE3HH.

Haubosnee yacTeiMu HexXeIaTeIbHBIMU PEAKLIUAME JTI000i KaTeropuu (pa3BUBIINECS HE MEHeEe
4yeM y 25 % ManueHToB) B MOMYJISIHH C TOY€YHO-KIETOYHBIM PaKOM OBbUIH AMapes, CIaboCTb,
TOLIHOTA, CHIKEHHE alleTUTa, CHUHAPOM JIaJOHHO-TIOJOIIBEHHON 3pUTPOAU3ECTE3NH,
apTepuanbHasi TUIEPTEH3Us, CHU)KEHUE MacChl Tella, pBOTa, TUCTEB3HUs, 3a10p U MOBBIIICHUE
akTUBHOCTH acnapratamuHoTpaHcdepassl (ACT). AprepuanbHas THIEPTEH3Us Yalle
Ha0Moamach Cpeld TAIlMEeHTOB, HE MOJydaBmIUX JedeHus (67 %), Mo CpaBHEHHUIO C
ManueHTaMu mnocie npeamectBytoniei Tapretnoit VEGF tepanuu (37 %).
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renaToleUTIONAPHEIM pakoM (= 1 % 4YacTOThl BO3HMKHOBEHHUS) SBJISIIOTCS IE€YEHOYHAS
sHIIe(anonaTs, acTeHus, caabocTh, CHHAPOM JIaJIOHHO-TIOAOMIBEHHOW 3PUTPOAN3ECTE3UH,
aapest, THIIOHATPUEMUs, pBOTA, O0JIb B )KMUBOTE U TPOMOOLIUTOIICHHSL.

Haunbornee yacTeIMu HeXeTIaTEIbHBIMH PEAKLIUAME JTI000 KaTeropuu (pa3BUBIINECS HE MEHEE
4yeM y 25 % NaluueHTOB) B MOMYJISIMU ¢ FeNaTOLEeIUIIOISIPHBIM paKOM ObUIH IMapesi, CHUKEHHE
anneTuTa, CUHAPOM JIAJOHHO-NIOJOLUIBEHHOM SpUTpPOAM3EeCcTe3Ud, ciaabocTh, TOLIHOTA,
apTepualbHas TUIIEPTEH3Us, PBOTA.

Haubonee pacnpocTpaHeHHBIMU CEPbE3HBIMU HEXENATEIbHBIMU PEAKLUSAMU B MOIYJISALUH C
Qg QepeHIIMPOBaHHBIM PAKOM ILIUTOBUAHOM >kene3bl (= 1 % 4YacToThl BO3HMKHOBEHHS)
SBIISIIOTCSL apesi, TUIEBPAbHBIA BBINIOT, MTHEBMOHUS, TPOMOOIMOOHUS JIETOYHOU apTepuH,
apTepualbHasi TUIIEPTEH3Hs, aHEMUSI, TPOMOO03 IITyOOKHX BEH, THUITOKAJIBIIUEMHUSI, OCTEOHEKPO3
YeIOCTH, 00JIb, CHHAPOM JIAJOHHO-TIOJOUIBEHHON SPUTPOAN3ECTE3UH, PBOTA U IOYEUHAsS
HE/1I0CTaTOYHOCTb.

Haubonee pacnpocTpaHEHHBIMH  HEXENATENbHBIMU  peakuusMu Jr000i  KaTeropuu
(pa3BuBLIMECS HE MeHee yeM y 25 % mnauueHTOB) B HONYJSAUUH ¢ AuddepeHInpoBaHHBIM
paKkoM ILIMTOBUAHOM JKene3bl SBJSIOTCA Juapesi, CHHIAPOM JIaJOHHO-IIOJIOIIBEHHON
SPUTPOJIN3ECTE3UN, apTepUaTIbHAsI TUIIEPTEH3US, CIa00CTh, CHUKEHHUE aIllleTUTa, TOLIHOTA,
MOBBIIIEHUE aKTUBHOCTH anmanuHamMuHOTpanchepassl (AJIT), noBeimenue aktuBHOCTH ACT 1
TUIOKAJIbLIUEMUSL.

Kaboszanmunub 6 kombunayuu ¢ HUBOIYMaboM 8 nepeoti IUHUU Mepanui pacnpoCmpaHéHHo20
NO4euHO-KIemOYH020 PaKd

IIpu npumeHenun kabo3aHTUHUOA B KOMOMHALIMY C HUBOJIYMaOoM, Iiepe]i HayaJloM JIEUeHUs
O3HAKOMBTECh ~C  HMHCTPYKLMEHl 1O MEIUIMHCKOMY IPUMEHEHHIO HHUBOJIyMaoba.
JlononHurtenbHas HH(popManus O Mpoduie O0e30MacHOCTH MOHOTEpanuyd HUBOIYMaOOM
npeacTasieHa B MTHCTpyKIMy 10 MeTUIIMHCKOMY ITPUMEHEHHIO HUBOJTyMala.

[Ipu npueme kabo3antuHnOa B 103€ 40 Mr OJMH pa3 B IeHb B KOMOMHAIIUK C HUBOJIyMaOoM B
no3e 240 Mr B TeueHue 2 HEJENb B MOMYJAIMH C TOYEYHO-KIETOUYHBIM pakoM (N =320) c
MUHHMAJIBHBIM TEepUoJoM HabOmoneHuss 16 MecsieB HauOoyiee YacCTHIMU CEPhE3HBIMU
HEeXeNaTeJIbHBIMU peakuMsiMH (= 1 % 4YacToThl BOSHUKHOBEHHS) ObLIN AMapesi, THEBMOHUT,
TpoMOOAMOONUS ~ JIETOYHOW  apTepuH, IMHEBMOHMS, TUIOHATpUEMHMs, JIUXOpajKa,
HE/I0CTaTOYHOCTh KOPBI HA/IMOYEUHUKOB, PBOTA, 00€3BOKHUBAHHUE.

HauOonee yacThiMK HEXeJIaTENbHBIMU peakusIMH (= 25 % 4acToThl BOSHUKHOBEHUS) ObUIH
auapesi, cnabocTb, CHHAPOM  JIQAOHHO-TIOJOUIBEHHOM 3pUTPOIU3ECTE3UH, CTOMATUT,
CKEJIETHO-MbllIeuHass 0o0ib, apTepualibHas TUIEPTEH3US, ChIllb, TMIIOTUPEO3, CHIKEHUE
anmneTuTa, TOIIHOTA, 00JIb B )KUBOTE. BOJIBIIMHCTBO HEXKEIATENbHBIX peakuii ObLUTN OT JETKON
710 CpellHel CTeneHu TskecTu (crenenp 1 umm 2).

Tabnuunoe pe3roMe HeXKellaTelIbHbIX peaKIIni

Kabosanmunub 6 xauecmee monomepanuu

HexxenarenbHble peaklnu, 3apeTUCTPUPOBAHHbIE B OOBEAMHEHHOM Ha0Ope AaHHBIX IS
MAIMEeHTOB, MOJyYaBIINX Ka003aHTUHUO B KaYeCTBE MOHOTEPAIUHU MPU T'eNaTOLEIUTIOISIPHOM
pake, MOYEUHO-KJIETOYHOM pake U Au(GepeHLUpPOBAaHHOM paKe IIUTOBUIHOM Keye3bl
(n=1128), nepeuncnensl B Tabnuie 2 cornacHo CUCTEMHO-OPTaHHBIM KJlaccaM MEIUIIUHCKOTO
cioBapsl s HopMaTHBHO-TIpaBoBoM aestenbHocTH (MedDRA) m kareropusiMm 4acToThbl
MIPOSIBJICHUS PEAKLIAM.
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YacroTa pa3BUTUSl HEKEIATENbHBIX pPEaKUUN Kl accnd)mle:lInOBa CJTE"I[VIU[HEM

~GODTIOM"

oueHb vacto (>1/10), gacro (>1/100, Ho <1/10), Hewacro (>1/1000, nHo <1/100), gacroTa
HCHU3BCCTHA (Ha OCHOBAHNHN HUMCHOIINXCA HdAaHHBIX OICHUTH HeBO3MO)KHO). B Ka)K,HOfI
LIv?lCTOTHOI\/JI rpynne HCIKCIJIATCIIbHBIC peaK]_[I/II/I HpeﬂCTaBHCHBI B HOpH[[Ke yMeHBH_IeHI/ISI
TSKECTH.

Taoauna 2: HeikesnatebHble peaKkuiy, BbISIBJIEHHbIE B KIMHUYECKUX HCCJIeI0BAHUAX
WIH B MOCTPErUCTPAIMOHHOM MepHojie NPUMeHeHUsl Ka003aHTHHN0A B KauecTBe
MOHOTEpaNnuu

Nudexunu n uHBaA3ZUN

Yacro abcrece

Hapymiennsi co cTOPpOHBI KPOBHM U JIUM(PATHYECKO CHCTEMBI
Ouenb yacTo aHeMHusi, TPOMOOIIUTONIEHUS

Yacto HelTporeHus, TMMQPONCHHS

BHJIOKPI/IHHLIC HapyuicHUs

OueHp yacTo THIIOTHPEO3

Hapyumenuns meTa®o/1m3mMa U NUTAHUS

CHMIKCHHE anrneTuTa, TUIIOMarHueMus, TUITOKAJIMEMUS,
O4enb yacTo

rUN0aIb0yMUHEMUS

00€e3BOKMBaHUE, runogocharemus, TUIIOHATPUEMHUS,
Yacro THITOKATBLIAEMHUS, THITEPKATNEMUS, runeponIMpyOnHeMus,

TUIICPIIIMKEMUS, THIIOTTIMKECMU A

Hapyuienusi co cTOpOHbI HEPBHOM CHCTEMBI

OueHb 4acTo JAUCTCB3Us, TOJIOBHAsA 6OJ'IL, TOJIOBOKPYKCHUC

Yacto nepudepuueckas HeiiponaTus®

CYJOpOTH, OCTpO€ HapylIEHHEe MO3rOBOTO KpOBOOOpPALICHHUS
Heuacto YAOpPOrH, Y py P P >

CUHJIPOM 3a/IHeH oOpaTumMoii sHIIeaionaTuu

Hapymenns co cTOpOHbI OPraHa cjayxa M JJa0UpHHTA

Yacrto ‘ IIyM B yIIax

Hapyumenus co croponsl cepaua

Heuacro ‘ OCTpbIi HH(pAPKT MUOKapAa

Hapyuienust co CTOpOHbI COCYA0B

O4enb yacto apTepuanbHAas THIEpPTeH3Hs, KpoBoTeueHne’
Yacro TpoM003 BeH®

Heuacto TUIEPTOHUYECKUN KpU3, SMOO0INS apTepuit
Hacrora HeM3BeCTHA aHEBpU3MaA U JUCCEKIUS apTEPUA

Hapymienuss co CTOPOHBI AbIXaTeJIbHOW CHCTEMbl, OPraHOB IPYAHOM KJIETKH H
cpenocTeHust

Ouenb yacto Iuc(oHMS, TUCITHOD, Kalllesb
Yacto TPOMOO3MOOITHUS JIETOYHBIX apTEPHit
Heuacto ITHEBMOTOPAKC

Kesryn104HO-KHILIEYHbIC HAPYLIEHHUS
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COOTBETCTEBYET :
ot 19.0:

QueHp 4acTo

= AOCAERCBATERESCCTS 0ot
qmapes’, TOIIHOTA, PBOTA, CTOMATHT, Samop. OO~ B “KHBOTC,

JUCIICTICHUA

*
HCp(bOpaLII/ISI JKCJIIYJOYHO-KHIICYHOI'0 TpaKTa , IaHKPCATHUT, CBI/IIJ_I*,

Yacto ractpoasodareanbHas pedurrokcHas 0o0Jie3Hb, TeMOppoi, 0O0JIb B
POTOBOMH MOJIOCTH, CYXOCTh BO PTY, AUC(harus
Heuacto TJIOCCOTUHUS

Hapymennﬂ CO CTOPOHDBI NMEYCHH H KEJITICBBIBOAAIIUX l'[yTeﬁ

Yacto

neyeHouHas sHIedazonarus

Heuacto

X0JIECTATUYECKUU T'€lIaTUT

Hapymienusi co CTOPOHBI KOKH M MOJIKOKHBIX TKaHel

OueHs 4acTo

CUHAPOM Ha,HOHHO-HO,HOIHBCHHOﬁ SPUTPOAUICCTE3NHU, CBIIIb

Yacto

3y4, aKHe(OpPMHBII

M3MEHEHUE I[BETa BOJIOC, TUIICPKEPATO3, IpPUTEMA

ajonenusi, CyXOCTh KOXH, JepMaTHuT,

YacroTa HEU3BECTHA

KOKHBIN BaCKYJIUT

Hapyumiennsi co CTOpOHBI MBIIIEYHOM, CKEJIETHON U COeIMHUTEIbHON TKAHU

QOueHs 4acTo

00JIb B KOHEYHOCTHU

Yacto

MBIIICYHBIN crla3M, 00JIb B CyCTaBax

Heuacto

OCTCOHCKPO3 YCIIOCTU

Hapymemm CO CTOPOHBI MOYEK H MOYEBBIBOAAIIINX nyTeﬁ

Yacto

MIPOTEUHYpUs

OOmue HapylIeHUs U peaKIMU B MecTe BBeCHUS

QueHb 4acTo

cl1aboCTh, BOCHAJICHHE CIIM3HCTOW, aCTeHHUs, TNepudepruvecKue
OTEKH

JlabopaTopHble H HHCTPYMEHTAJIbHbIE JaHHbIE

d

QOueHp 4acTo

CHIDKEHHE Macchl Tena, noBbimeHne aktuBHOcTH AJIT u ACT B
ja3Me KPpOBU

Yacrto

MOBBIIIEHUE AaKTUBHOCTH WIEJNIOYHON ¢ocdara3sl B  KpOBH,

MTOBBIIICHHE AKTHUBHOCTH raMMma-riryTaMuiITpaHcQepassl,
MOBBIIICHUE KOHIICHTPAllUH KpPEaTUHWHA B KPOBH, IIOBBIIICHHE
AKTUBHOCTH aMWia3bl, TIOBBIIICHUE KOHIICHTPALUH JIMIA3BI,
MOBBIIICHUE KOHILICHTPALMKU XOJIECTEPUHA B KPOBH, IOBBILICHUE

KOHOCHTpAalIUU TPUTITIMOCPUAOB B KPOBU

TpaBMbl, HHTOKCUKAIIUA U OCJI0KHEHUSA NMPOLEeayp

Heuacto

‘ OCJTOXKHEHHE 3a)KUBJICHUS paH®

“Bonee nospobHyr0 HHPOPMAIHIO cM. B pasjene 4.8 «Onucanue OTIENbHBIX HEKENATENBHBIX PEAKIMID.
4 BKiTroYast HOJIMHEeWponaTHio; neprdeprieckas HelponaTus B OCHOBHOM CEHCOpHast

b

BKJIFO4ast HOCOBOC KPOBOTCUCHHUE, KaK HanboJIee YacTo Pa3BUBAIOIIYIOCA HEXKEIIATCIIbHY IO PCAKITUIO

¢ Bce cilyyan BEHO3HBIX TPOMOO30B, BKITIOUasi TpOMOO3 IIIyOOKUX BEH

d

Ha OCHOBaHHH COOOIICHUH 0 HeXeNaTeIbHBIX PeaKINIX

¢ HapylIeHHEe 1 OCIIOKHEHUE 3a)KHBJICHHSI B MECTE pa3pesa, MPHU PACXOXKICHUH KPAeB PaHbI

Kabosanmunub 6 kombunayuu ¢ Huso1ymMabom 6 nepeoti IuHUU mepanuu pacnpocmpanéHHo20
NOYEUHO-KIIeMOYHO20 PaKa

HexenatenbHble peakiiuy, BHISIBICHHBIE B KIIMHMYECKUX HCCIIEIOBAHHMSIX KaOO3aHTHHHOA B
KOMOWHAIMKM ¢ HUBOIYMaOoM, nepednciensl B Tabmuie 3 cormacHo CHCTEMHO-OpTaHHBIM
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MACTNEOOBATE
KJlaccaM MEAMIMHCKOIO CJIOBaps Uil HOPMaTUBHO-IIPABOBOM 'nlﬂ'l%frm'{ocm

COOTBETCTBYET 3KCTIEF

ot 19 &

KaTCropuiaMu 4aCTOThbl IPOABJICHUA peaKL{HfI.

YacToTa HEKENaTeIbHBIX Peakiuil KiacCU(UIIMPOBaHA CICAYIONIMM 00pa3oM: OYCHb 4acTo
(>1/10), gacto (>1/100, HO <1/10), Heyacto (>1/1000, HO <1/100), yacToTa HeUsBecTHa (Ha
OCHOBAHUU UMCHOIINXCA JAaHHBIX OIICHUTH HCBO3MO)KHO).

B KaH(HOﬁ YacCTOTHOM rpymnmne HCEXKCEIATCIIbHBIC PCaKIUuu IMPEACTABICHBI B IIOPAIAKE

YMEHBIICHUSA TAXKECTU.

Taoauna 3:HexkenarejbHble peakuud ¢ Ka003aHTMHMOOM B KOMOMHAIIMM C

HUBOJIYyMAa0OM

Nudpexnun v uHBa3uM

OueHs 4acTo

HMH(DEKIMs BEpXHUX AbIXaTeIbHBIX MMyTEH

Yacto

ITHCBMOHMUA

Hapyme}mﬂ CO CTOPOHBI KPOBH U HHM(l)aTHqCCKOﬁ CHUCTEMBbI

Yacto

‘ 203UHODUITHS

HapyumeHnusi co cTOpOHbI HMMYHHOM CHCTEMBbI

Yacto

TUIEePYYBCTBUTEIHHOCTD (BKIIIOYAs aHA(DUIAKTUYECKYIO PEAKIIHIO)

Heuacto

I/IH(bYSI/IOHHBIe pe€aKknuunu, CBA3aHHBIC C TUIICPUYBCTBUTCIIBHOCTBIO

BHJIOKPI/IHHLIC HapyuicHUs

QOueHs 4acTo

THUIIOTUPCO3, THUIICPTUPCO3

Yacto

HCAOCTATOYHOCTDb KOPbI HAAIIOYCUYHUKOB

Heuacto

TUNO(PU3HUT, TUPEOUTUT

Hapymenusi MeTa6osiu3mMa U MUTAHUS

QueHb 4acTo

CHUMI)XCHHC alllICTUTa

Yacto

00€e3BOXMBaHUE

Hapyumenus co CToOpoHbl HEPBHOMH CHCTEMbI

QueHb 4acTo

JUCTEB3Ms, TOJIOBOKPYKEHUE, FOJIOBHAsI 00J1b

Yacrto

nepudepuyeckas HerponaTus

Heuacto

ayTOMMMYHHbIN  SHuedanuT, cuHapom ['niieHa

MHACTCHUYECKUU CUHAPOM

bappe,

HapymeHnunsi co cTOpOHbI OPraHa cjayxa u JJa0UpHHTA

Heuacto

IIyM B yIlIax

Hapymemm CO CTOPOHLI OpraHa 3peHus

Yacrto

CYXOCTB TI'J1a3, HCUETKOC 3pCHHUC

Heuacto

YBEUT

Hapyuenusi co cTopoHbI cepana

Yacto

MCpHaTreyibHasgd apuTMHUA, TaXUKapAusa

Heuacto

MHOKApIUT

Hapyuienust co CTOpOHBbI COCY10B

QueHb 4acTo

apTepuaJIibHasd rUICpTCH3NUA

Yacto

TpoM603?

cpeaocTeHust

HapymieHust co CTOpPOHBI JbIXaTeJIbHOH CHCTEMbl, OPraHOB IPYAHOH KJIETKH H

OueHb 4acTo

‘ nucoHUs, TUCTTHO?, KAIIeb
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TpoMGoaMGoIus_erowdoir - apreputt | Hodoroe ]

=

MMHEBMOHUS,
Yacro N

KpPOBOTEYEHUE, IJIEBPAIbHBIN BBIIIOT
Heuacto IMTHEBMOTOPAKC

7Keny104HO-KHUIIIeYHbIE HAPYIIEHU ST

OueHs 4acTo

nuapesi, pBOTAa, TOIIHOTA, 3amop, CTOMATUT, OOJb B JKHUBOTE,
JIACTICTICHUS

Yacto

KOJHT, TacTpuT, O0Jb B POTOBOH MOJOCTH, CYXOCTh BO PTY,
reMoppou

Heuacto

b

MaHKpeaTuT, nepdoparnus TOHKOTO KUIIEYHUKA", TTI0CCOTUHUS

Hapyuienusi co cTOpOHbI NeYeHH U KeTYeBbIBOASIIIMNX IMyTeil

Yacto

renaTur

Hapymennﬂ CO CTOPOHBI KOKH U NMOAKOKHBIX TKaHeil

QueHb 4acTo

CHHIPOM JIJIOHHO-IIOIOIIIBEHHOMN SPUTPOIU3ECTE3UH, CHINb’, 3y]1

Yacrto

ajonenus, CyxXoCTb KOXH, 5 pUTEMaA, USMCHCHUC IIBETA BOJIOC

Heuacto

IIcopuas, KpalluBHUIIA

YacToTa HEeM3BECTHA

KO>XHBIM BAaCKyJIUT

Hapylnemm CO CTOPOHBI MblmeqHOﬁ, CKeJIETHOI M CoOeTUHUTEIbHOM TKAHU

QueHb 4acTo

CKeJIeTHO-MBbIIIeyHas 6016Y, 60J1b B CycTaBax, MEIIIEUHBIH CIIa3M

Yacrto

apTpuT

Heuacto

MHUOIIaTHUA, OCTCOHCKPO3 YCIIIOCTH, CBUIIL

Hapymemm CO CTOPOHBI MOYEK H MOYEBBIBOAAIIINX nyTeﬁ

QueHb 4acTo

IIPOTENHYPUS

Yacrto

nmoducyHada HEAOCTAaTOYHOCTb, OCTpasd Mo4Y€uHass HEJOCTATOYHOCTD

Heuacto

Hedput

OOmue HapynIeHUs U peaKIMU B MecTe BBeCHUS

QueHp 4acTo

CJ'Ia6OCTB, JIMXOopaakKa, OTCKU

Yacrto

60116, 00JTH B TPy AN

JlaGopaTopHble M HHCTPYMEHTAJIbHbIE TaHHbIE®

QueHp 4acTo

aktusHocty AJIT u ACT,
THIOKAJIbIIHEMMUS,

ITOBBIIICHHE runodocaremus,

TUIoOMarHucMus, TUIIOHATPUEMHUA,
THUIICPIIIMKEMUA, HHM(bOHCHHH, MOBHIIIEHUE aKTUBHOCTH IEIIOYHOM
(I)OC(baTEBLI, MOBBIIICHUEC KOHHOCHTPALIUHU JIAIIA3bI, IIOBBIINICHUC
AKTUBHOCTHU TpOM6OI_II/ITOHeHI/I$I,

KOHOCHTpallMK KpCaTUHWHA B KpPOBH,

aMUJIa3kl, MOBBIIICHUE
JICHKOIICHUS,

THIICPKAIINEMMU, HGfIT’pOHeHI/IH, THIICPKAJIBIUEMUS, TUIIOTTIMKEMUSA,

aHEeMHMS,

oOmiero
FI/IHepMaFHI/IeMI/Iﬂ, FI/IHepHanI/IeMI/Iﬂ, CHMIXCHHUEC MACCHI TCJ1a

TUTIOKAINEMUS, MOBBIILICHUE ommpyOuHa,

Yacto

MOBBIIICHNEC KOHOCHTpAWUHU XOJCCTCPHUHA B KPOBH, ITOBBIIICHUC

KOHIOCHTpAallUU TPUTITIMOCPUIOB B KPOBU

YactoTa HeXeNaTeNbHBIX PEAKIUi, MpeACTaBIeHHBIX B TaOmuie 3, MOXeT ObITh OOyCIOBIIEHA HE TOJBKO

Tepanueil kab03aHTUHUOOM, HO TaK)kKe MOXET OBITh BhI3BaHA OCHOBHBIM 3a00J€BaHHMEM WJIM HHUBOJyMaOOM,

HCIOJIb3YyEMBIM B KOM6I/IHaHI/II/I.

a

Tpom603 —3T0 CIIOKHBIN TEPMHH, KOTOPBIA BKII0OYaeT TPOMOO3 BOPOTHOH BEHBI, TPOMOO03 JIETOYHOH BEHHI,

TpoMOIMOOIHIO JIETOYHON apTepuH, TpoMO03 a0pThI, TPOMO03 apTepuid, TPOMO03 IIyOOKHX BEH, TPOMOO3
TIO/IB3/I0IITHOM BEHBI, TPOMOO3 10JION BEHBI, TpOMO03 BEH, TPOMOO3 BEH KOHEUHOCTEH.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 19.03.2026 N= 5694

(MOCNEQOBATENEHOCTE 0007)

Coo0mmaoch 0 Ciydasx C JIETAIbHBIM HCXO0JI0OM

ChIllb — 3TO CJIOXXHBIM TEPMHH, KOTOPBIA BKIIOYAET JAEPMATHUT, aKHE(QOPMHBIH AEpPMaTUT, OyIJUIE3HBIN
JEPMAaTHT, SKC(HOINHATHBHYIO CBHINb, 3PUTEMATO3HYIO CBHINb, (HOJIIMKYJISPHYIO CHIIb, MAKYJIE3HYIO CHIIb,
MaKyJIOTaMyJIe3HYIO ChIIlb, TAIMYJIE3HYIO ChIIb, 3y SIIYIO CHIITb U JIEKAPCTBEHHYIO TOKCHICPMHIO.
CkeneTHO-MBbIIIeYHas 00JIb — ATO CIOXHBIH TEPMHH, KOTOPBIH BKJIOYaeT OOJb B CrIMHE, 0OJb B KOCTSIX,
CKEJICTHO-MBIIIEYHYIO OOJIb B 00JIACTH IPYAH, CKEJETHO-MBIILICUHBIH TUCKOM(OPT, MHAITHIO, OOJIb B 1IEe,
00JIb B KOHEYHOCTSIX, OOJIb B IIO3BOHOYHUKE.

YacToTa 1a00paTOpHBIX TEPMUHOB OTPAKACT OO MAIINEHTOB, Y KOTOPBIX HAOMI0AAIOCh YXYALICHHUE 110
CPaBHEHUIO C UCXOAHBIM YPOBHEM IIPH J1aOOPAaTOPHBIX M3MEPEHHSIX, 33 MCKIIOYEHHEM CHIDKEHUs Beca,
MOBBIIIEHHUS KOHLIEHTPAIMH XOJIECTEPUHA B KPOBU U MOBBILICHNS KOHIIEHTPALUU TPUTTIHLEPHUIOB B KPOBU.

OnucaHue OTAEIbHBIX HEKENATEIbHBIX PEAKIINNA
JlaHHbIE U1 CIHEAYIOIIMX HEXKEJATEIbHBIX PEaKIUi IOJy4YEeHbl B PE3yJbTaTe OINOPHBIX
KIMHUYECKUX UCCIIEIOBAaHUNA Cpey MalUeHTOB, MoyydaBmux npenapar Kabomeruke 60 mr

€XKEIHEBHO IMEPOPATIbHO B KAue€CTBE MOHOTEPANMUH, C MOYEHYHO-KJIETOYHBIM PAKOM IOCIIE
npeaumectyomeit VEGF-TapretHoll Tepanuu u paHee He MOIy4YaBLIUX JICUCHUs], TAllUEHTOB
C TrenaToLeUTIOISPHBIM PAKOM IOCIIE MPEAIIECTBYIOLIEH CUCTEMHON TE€panuy U MalUeHTOB C
muddepeHIIMPOBAaHHBIM PAKOM IIMTOBUIHON JK€Je3bl, PE3UCTEHTHBIM MU HE MOAXOJALIIM
s PUT, npu mporpeccupoBaHMM 3a60JIEBaHMS BO BpeMsl MIIM IOCHE MPELIECTBYOMEH
CUCTEMHOM Tepanmuu, M Cpeid NAlUMEHTOB C TEeNaTOLE/UIIOJISIPHBIM PakoM I0CIe
MIPE/IIECTBYIONIEH CUCTEMHON Teparuy WM CPeId MalMeHTOB, moiy4yaBmux KaboMmeTnkc B
no3e 40 Mr exxeIHEBHO IepOpaIbHO B KOMOMHAIIMY C HUBOJIyMaOOM B Ka4eCTBE IIEPBOM JIMHUU
Tepanuu pacupoCTPaHEHHOTO OYEYHO-KIETOYHOr 0 paKa.

Ilepgopayus scenyoouno-kuweurnoco mpaxkma (cm. pazoei 4.4)

B wuccnemoBaHmu, BKIIOYABIIEM MAIMEHTOB C IMOYEYHO-KJIETOYHBIM pPakoOM IOCIE
npenmectytomer VEGF-tapretnoit tepanun (METEOR), nepdopauus sxemymodso-
KHUIIIEYHOTO TpakTa 2 WM 3 CTeNeHW TspkecTu Obuta 3apeructpupoBana y 0,9 % (3/331)
MAlMEeHTOB, IMOJy4yaBIIMX Ka0o3aHTMHMO. MennaHa BpeMEHU 10 pPa3BUTHS  ITOH
HeXenaTelnbHoU peakuuu coctaBuia 10,0 Henens.

B wuccnenoBaHuu, BKIIIOYABIIEM MAIMEHTOB C IMOYEYHO-KJIETOUHBIM paKkoOM, paHee He
nonyyaBmux jeyeHus (CABOSUN), nepdopanust xemynoyHO-KUIIEYHOro Tpakta 4 u 5
CTENEeHN TSHKECTH ObLia 3apeructpupoBaHa y 2,6 % (2/78) manueHTOB, MONTy4aBLIMX
Ka003aHTUHHUO.

B uccnenoBanuu, BKIIIOYABIIEM MAIMEHTOB ¢ remnaroueutoiaspHbiM pakom (CELESTIAL),
nepdoparys  KEITyJOUHO-KUIIEYHOTO TpakTta 3 Wik 4 CTeNeHH TSHKECTH Oblia
3apeructpupoBana y 0,9 % (4/467) maumentoB, moiydaBmmX kKaGozaHTHHHO. MeaunaHa
BPEMEHH JI0 Pa3BUTHUS 3TOM HEXKENATEIbHOM peaKIMu COCTaBwiIa 5,9 Henenb.

B unccrnenoBanum, BKIIOYABLIEM IMALMEHTOB ¢ AU(PGEPEHINPOBAHHBIM PAaKOM IIUTOBHIHOMN
xene3pl (COSMIC-311), mepdopanust xeayJouyHO-KHIIEYHOrOo TpakTa 4 CTemeHu Oblia
3aperucTpupoBaHa yepe3 14 Henmenb jeueHust y ogHoro mnamuenta (0,6 %), momyvaBiiero
Ka003aHTUHHO.

B uccnenoBaHuu, BKIIIOYABIIEM IAallMEHTOB C PacHpOCTPAHEHHBIM MOYEYHO-KIETOYHBIM
pakoM, MOJNy4aBIIMX Kab03aHTHHUO B kadecTBe mnepBoi juHuM Tepanuu (CA2099ER),
nepdopanus KeayJ0ouHO-KHIIEYHOro TpakTa Obuia 3apeructpupoBana y 1,3 % (4/320)
nanueHToB. OiHA HeXXeaTeNbHas peakius Oblia 3 cTeneHu, IBe HeXeNlaTelbHbIX peakiuu 4
CTETNIEHHU U OJIHA 5 CTETICHH (C JIETATHbHBIM HCXOJ0M).
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 19.03.2026 N= 5634

N R

B Xome KIMHMYECKHX HCCIEIOBAaHWN OTMEYaIHCh cnv. 1;::1'1 QRA ' :E—:: s I:'HBI’M'-'
R CHEARRHTE PR R R

HCXOA0M.

Ileyenounas snyeghanonamust (cm. pazoen 4.4)

B uccnenoBanuy, BKIIIOYaBIIEM NAUMEHTOB ¢ renarouesunoiaspHsiM pakom (CELESTIAL),
MeYeHOYHAS sHIedanonaTus (meueHoyHast sHIedanonaTus, sHIEedanonaTus,
rurnepaMMoHMeMHYecKas sHuedanonatusi) Obula 3apeructpupoBaHa y 5,6 % (26/467)
MAIMEHTOB, MOTyYaBIIUX Ka003aHTUHUO; TeueHouHas SHIedanonaTus 3 u 4 CTENeH! TSHKECTH
BcTpeuanach y 2,8 % maiueHToB, noxy4aBimnx ka0o3aHTUHUO. O1Ha HexenaTenbHas peakius
obuta 5 crenmenu Tsokectd (0,2 % mammenToB). MenumaHa BpEeMEHH [0 pa3BUTHS ITOM
HEeXeJaTeIbHOW peaklMK cocTaBuia 5,9 Heelb.

B uccnenoBaHusxX, BKJIIOYABLUIMX MAIUMEHTOB € IO4Ye4yHO-KIeTOYHBbIM pakoM (METEOR,
CABOSUN u CA2099ER) u manmenTtoB ¢ audQepeHIUpOBaHHBIM PAKOM IIHUTOBHUIHON
xene3bl (COSMIC-311), o cnyyasx neueHOYHOH 3HIIe(anonaTuu He COOOIIaNOCh.

Juapes (cm. pazoen 4.4)

B wuccnemoBanuu, BKIIIOYABIIEM MAIMEHTOB C IOYEYHO-KJIETOYHBIM pPakoM MoOcCIe
npenumectytomer VEGF-raprernoii Tepanuu (METEOR), nuapes Oblia 3aperucrpupoBasa
y 74 % (245/331) nauueHToB, MOTyYaBIIMX KAa0O3aHTUHUO; nuapest 3 u 4 CTENEHU TSHKECTH
BcTpeuanach y 11 % manueHToB, oaydaBmx kabo3aHTHHUO. MeauaHa BpeMEHH 10 Pa3BUTHS
9TOW HeXeNaTesIbHOHN peakuuu coctaBuia 4,9 Henenb.

B wuccnenoBanuu, BKIIIOYABIIEM MAIMEHTOB C IMOYEYHO-KJIETOUHBIM pakoM, paHee He
nonyuaBmux JedeHus (CABOSUN), nuapess Obuia 3apeructpupoBana y 73 % (57/78)
MAIMEHTOB, OMy4YaBIINX Ka003aHTUHUO; Auapes 3 U 4 cTeneHu TsbkecTu BeTpevanack y 10 %
MAIMEeHTOB, NOJYYaBIINX KaO03aHTUHUO.

B uccnenoBanuu, BKIIIOYABIIEM MAIMEHTOB ¢ remnaroueuitoispHbiM pakom (CELESTIAL),
nuapest Obuia 3apeructpupoBana y 54 % (251/467) nauneHToB, NOJy4YaBUIMX KaOO3aHTUHUO;
nuapesi 3 v 4 cTereHu TSHKECTH BeTpevanach y 9,9 % nmanueHToB, mofydaBInx Ka003aHTUHUO.
Menauana BpeMEHU [0 pa3BUTHs 3TOM HEXeNaTelbHOM peakiuu cocraBuia 4,1 Henmenb.
W3meHeHue 10361, BpeMEHHOE MPEKpaIeHNe Teparuy UM MOCTOSIHHOE MPeKpallieHue npuema
ka003aHTHHNOA BCIEACTBHE Pa3BUTUS Tuapeu ObLIO 3apeructpupoBaHo y 84/467 (18 %),
69/467 (15 %) u 5/467 (1 %) nanuueHToB, COOTBETCTBEHHO.

B uccnenoBanuy, BKIIOYABIIEM MALUEHTOB C AU(QepeHIHPOBaHHBIM PaKOM IIUTOBHIHON
xene3pl (COSMIC-311), nuapes Obuta 3apeructpupoBaHa y 62 % malnueHTOB, MOTy4aBIINX
kabo3anTuHUO (105/170); nuapes 3 u 4 crenenu TsokecTd —y 7,6 % mnamuentoB. CHUXEHUE
7036l TpernapaTta W MpeKpalleHue Tepaluud BCIEACTBUE pa3BUTHUS Juapen Obuio
3apeructpupoBano y 24/170 (14 %) u 36/170 (21 %) narueHTOB, COOTBETCTBEHHO.

B uccnenoBanuu, BKIIIOYABIIEM IMallMEHTOB C PacHpOCTPAHEHHBIM MOYEUHO-KIETOYHBIM
paxoM, MoJTyyaBIIUX Ka003aHTUHHUO B kKauecTBe nepBoit muHuu Tepanuu (CA2099ER), nuapes
Obuta 3apeructpupoBana y 64,7 % (207/320) nauuenToB; auapes 3 u 4 CTENEHU TAKECTU
BcTpevanach y 8,4 % (27/320). MennaHa BpeMeHH 10 pa3BUTHS 3TOW HeXeNaTeIbHON peakiuu
cocraBuna 12,9 Henenb. BpeMeHHOE NpekpalleHHE TEpaluu CO CHHKEHUEM JI03bl WIH
MOCTOSIHHOE MpeKpalleHre MprueMa BCIECTBUE Pa3BUTHUS JUaper ObLIO 3apETUCTPUPOBAHO Y
26,3 % (84/320) u 2,2 % (7/320) maneHTOB, COOTBETCTBEHHO.
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Ceuwu (cm. pazoen 4.4)

COOTBETCTBYET ZKCNEPTHOMY OTUETY
(MOCNEQOBATENEHOCTE 0007)

B wuccnenmoBanuu, BKIIIOYABIIEM MAIIMEHTOB C I[OYEYHO-KJIETOYHBIM PAKOM IOCTE
npenmectytomeit VEGF-taprernoit tepanuu (METEOR), cBumim O6butH 3aperucTpupoOBaHbI
y 1,2 % (4/331) mauueHToB, MOTy4YaBIINX KaOO3aHTUHUO, BKIIOYAsI CBUIIIM 33 JHETO MPOX0/a
y 0,6 % (2/331) maumentoB. OnHa HEeXenaTelbHAs peakius Obuta 3 CTEMEHU TSHKECTH,
ocTajbHble — 2 CTENEHU TsHKeCcTH. MeauaHa BpPEMEHU [0 Pa3BUTHS 3TOM HEXelaTelbHOMN
peakuuu coctaBuia 30,3 Henelb.

B wuccnenoBanuu, BKIIIOYABIIEM MAUMEHTOB C IIOYEYHO-KJIETOUHBIM paKkoM, paHee He
nonyuaBiux jedeHuss (CABOSUN), o cirydasix BOBHUKHOBEHUS CBUILEH HE COOOIIAIOCH.

B uccnenoBanuy, BKIIIOYaBIIEM NAUMEHTOB ¢ renarouesunoiaspHsiM pakom (CELESTIAL),
CBHUILM ObUIM 3aperucTpupoBanbl y 1,5 % (7/467) mauneHTOB, NOTyYaBIIUX KaOO3aHTUHHO.
MenauaHna BpeMeHU 10 pa3BUTHs STOW HEXENATEIbHON peakliuy cocTaBuia 14 Henens.

B uccrnenoBanuy, BKIIIOUABIIEM IMAUEHTOB ¢ AU(PGEPSHIMPOBAHHBIM PAKOM IIUTOBHIHON
xene3pl (COSMIC-311) cBumu (nBa cioyyasi CBHUINA 33JHETO MPOXOJa U OJUH Clyyail
TJIOTOYHOTO CBUINA) ObuTM 3apeructpupoBanbl y 1,8 % (3/170) manueHToB, MOIy4aBIIUX
Ka003aHTHUHHO.

B wuccnenoBanuu, BKIIIOYABIIEM IMAllMEHTOB C PacCHpPOCTPAHEHHBIM MOYEUHO-KIETOYHBIM
pakoMm, IMOJyYaBIIUX KA0O3aHTUHUO B KA4eCTBE IMEPBOU JIMHUHM TEPAUUd B KOMOWHAIIMH C
HuBonymadbom (CA2099ER), cBumm 1 crenenu Tspkectu Obum 3apeructpupoBansl y 0,9 %
(3/320).

B X0J4€ KIIMHUYCCKUX I/ICCJIGI[OBaHI/Iﬁ OTMCHAJINCH ClIydau CBHIIIGﬁ C JIC€TAJIbHBIM HCXOJ0M.

Kposomeuenus (cm. pazoen 4.4)

B uccrnepmoBaHuM, BKJIIOYaBLIEM MAIMEHTOB C IIOYEYHO-KJIETOYHBIM pPAaKOM IIOCHE
npenmectpytomeli  VEGF-tapretnoit Tepanuu (METEOR), wactrota BO3HHUKHOBEHHS
TSDKENBIX KPOBOTeUEHUH (> 3 crenenu TsokecTH) coctaBisa 2,1 % (7/331 nanueHToB) cpeau
MOJIy4aBIINX Ka003aHTUHNO. Mennana BpeMEeHH /10 pa3BUTHUS STOW HEXKeNaTelbHONU peakiuu
coctasuia 20,9 Henenn.

B wuccnenoBaHuu, BKIIIOYABIIEM MAIMEHTOB C IIOYEYHO-KJIETOUHBIM paKkoOM, paHee He
nosydaBmux jgedeHuss (CABOSUN), yacToTa BO3HUKHOBEHHUS TSKENBIX KPOBOTEUEHUH (= 3
CTeIeH! TshkecTn) coctasisiia 5,1 % (4/78) cpenu nonydaBmmx KaO03aHTUHUO.

B uccnenoBanuu, BKIIIOYABIIEM MAIMEHTOB ¢ remaroueutoispHbiM pakom (CELESTIAL),
4acTOTa BOZHUKHOBEHMS TSDKENBIX KPOBOTEUEHUH (= 3 cTeneHu TskecTH) coctaBisia 7,3 %
(34/467) cpeau mnonyyaBIIMX Ka0O3aHTMHMO. MeauaHa BpeMEHH JO pa3BUTHS ITOH
HEeXenaTeIbHOW peakiuu coctaBuia 9,1 Henenp.

B uccnenoBanuu, BKIIIOYABIIEM MallMEHTOB C PacHpOCTPAHEHHBIM MOYEUHO-KIETOYHBIM
pakoM, MOJNy4aBIIUX Kab03aHTHHUO B kadecTtBe mnepBoi juHuM Tepanuu (CA2099ER),
4aCTOTa BOSHUKHOBEHHS KPOBOTEeUEHUH (> 3 cTenenu TsokecTr) coctarisuia 1,9 % (6/320).

B uccnenoBanuu, BKIIOYABIIEM MALUEHTOB C AU(QepeHIMPOBaHHBIM PaKOM IIUTOBHIHON
xene3bl (COSMIC-311), yacToTa BO3HUKHOBEHHSI KPOBOTEUEHUH (> 3 CTENEeHU TSHKECTH) IpU
npueme kabo3aHTuHMOa cocraBuna 2,4 % (4/170). Meauana BpeMeHU 1O pPa3BUTHUS ITOM
HEeXeJIaTeJIbHOM peakuuu coctasuia 80,5 qHei.

B Xone KIMHMYECKHUX HCCIEAOBaHUN OTMEYAIUCh CIIydal KpPOBOTEUEHHUS C JIETAIbHBIM
HCXOJIOM.
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Cundpom 3adueti 06pamumoii snyedanonamuu (cr. pazoei I14): NeAc

DBATENEHOCTE 0007)

B xmmanuecknx wmccaegoanusx METEOR, CABOSUN, CELESTIAL u CA2099ER
npemapata KabomeTnke He cOOOIIANoch O coydyasx pa3BHTHUS CHHIpOMA 3aJHEH oOpaTuMon
sHIePATONATHH, OJHAKO CIIy4ad BO3HUKHOBEHUS JTOTO0 CHHIPOMA OTMEYAIUCh y OJHOTO
nanueHTa B kinHudeckux uccienoBanusx COSMIC-311 u peako B Opyrux KIMHMYECKHUX
nccaeaoBaHusaX Kabo3antuHuoOa (2/4872 namuentos, 0,04 %).

Tosviwenue akmugHocmu epmenmos nevenu y nayueHmos ¢ noYeyHo-KiemoyHblM PaKoM,
NOYYABUUX KADO3AHMUHUO 8 KOMOUHAYUU C HUBOTYMADOM

B xiIMHHYECKOM HCCIIEIOBAaHUM C y4acTUEM MAlMEHTOB, PAHEE HE IOJIyYaBIIUX TEPaIMuio,
MOJTy4YaBIINX KaO03aHTUHUO B KOMOMHALIMU C HUBOJIyMaOoOM, HaOmronanack 6osee BbICOKas
yactoTa nosblieHust akTuBHOCTH AJIT 3 u 4 crenenu Tsxectu (10,1 %) u nosbieHUs
aktuBHOCTH ACT (8,2 %) 1o cpaBHEHUIO ¢ MOHOTEpanuel Ka003aHTUHUOOM Yy TIAIIHEHTOB C
MOYEYHO-KIeTOYHBbIM pakoM (B uccnenoBanuu METEOR aktuBHocts AJIT yBenuummnace Ha
3,6 %, a aktuBHOCTH ACT — Ha 3,3 %). Meaunana BpeMeHH 10 pa3BUTHA STON HEKeTaTeNbHOM
peaknuu (> 2 creneHu TshkecTH) coctaBmia 10,1 Heaens (nuama3on: ot 2 1o 106,6 Henens; n
= 85). O1a HexenareiabHas peakilus pa3peanack 10 crenenu TsokecTd 0—1'y 91 % nanueHToB.
Menauana BpeMeHH paspelieHus coctasuia 2,29 nenenu (auana3os: ot 0,4 o 108,1 nexens).
[Ipu noBTOpHON MOHOTEepanuu kabo3aHTHHHOOM (n = 10) unu HuUBoIyMaboMm (n = 10), 1ubo
Tepanuu AByMs mperapatamu (n = 25) cpeau 45 NalMEHTOB PEUMIMBBI HEXENAaTeIbHON
peaKiuu >2 CTENeHH TSHKECTH HAaOII0JauCh y 4 MAIMEeHTOB, TOTyYaBIINX Ka003aHTHHHO, y 3
MAlMEHTOB, MOJYYaBIIMX HUBOIYMad, M y 8 MalMEeHTOB, MOJYYaBIIMX TEPANHUIO JBYMS
npernapaTamu.

T'unomupeos

B wuccnenmoBaHmu, BKIIOYABIIEM MAIMEHTOB C  IIOYEYHO-KJIETOYHBIM pPakoOM IOCIE
npenmecrpytomiei  VEGF-tapretnoit  tepanun  (METEOR),  runotupeo3 — Obln
3apeructpupoBan y 21 % (68/331) nanueHToB.

B wuccnenoBaHuu, BKIIIOYABIIEM MAIMEHTOB C IOYEYHO-KJIETOUHBIM paKkoOM, paHee He
nonyyaBmux jedeHuss (CABOSUN), runotupeos 0wt 3apeructpupoBan y 23 % (18/78)
MAIMEeHTOB, NOJYYaBIINX KaO03aHTUHHO.

B uccnenoBanuu, BKIIIOYABIIEM MAIMEHTOB ¢ remaroueutoispHbiM pakom (CELESTIAL),
runotupeo3 Obtum  3apeructpupoBaH y 8,1 % (38/467) mnamueHToB, MOMTyYaBLIMX
Kka0o03aHTUHMO. YacToTa pa3BUTUS TMIOTHpeo3a (= 3 creneHu TsbkecTH) cocraBisiia 0,4 %
(2/467 nauueHToB).

B uccnenoBanum, BKIIOYABLIEM MALUEHTOB ¢ AU(PGEPEHINPOBAHHBIM PAKOM IIUTOBHIHOMN
xkene3bl (COSMIC-311), runotupeo3 1-2 creneHu TsKeCTH ObLT 3apeructpupoBad y 2,4 %
(4/170) mauneHToB, HEe TPeOOBABIINN KOPPEKIIMU JICUEHUSI.

B wuccnenoBaHmy, BKIIIOYABIIEM IAallMEHTOB C PacHpOCTPAHEHHBIM MOYEYHO-KIETOYHBIM
pakoM, MOJNy4aBHIMX Kab0o3aHTMHHO B KadectBe mnepBoil imHuu Teparnuun (CA2099ER),
TUIIOTUPEO3 ObLT 3aperucTpupoBan y 35,6 % (114/320) nauneHToB.

COO6HI€HI/IG 0 MOA03PEBACMBIX HEKECITATCIbHBIX PCAKITHMAX

BaxHOo coo0maTs O MOJO3PEBAaCMbIX HEMKENIATENIBHBIX PEAKIMAX IOCIEe pPErucTpanuu
JIEKapCTBEHHOI'0 Ipemapara ¢ LeJdbl0 00ecreyeHus] HEeNmpephIBHOIO MOHUTOPHHTA
COOTHOILEHUS «I10JIb3a — PHUCK» JIEKApCTBEHHOIO Ipenapara. MeIuIMHCKUM paOOTHHKAM
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JICKApCTBEHHOTO Iperapara yepe3 HAalMOHAJIbHBIE CUCTEMBI COOOIICHUSI O HEXeNaTeIbHBIX
peaKIusIX rocyAapcTB — wieHoB EBpa3uiickoro 3KOHOMUYECKOT0 COI03a.

Poccuiickas @edepayus

denepanbHas ciryx0a 1o Haa30py B cdepe 3apaBooxpanenus Poccuiickoit denepamnmu
Anpec: 109012, Mocksa, CinaBsHcKas miomap, 1. 4, ctp. 1

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

DnexkrponHas moura: pharm@roszdravnadzor.gov.ru

Caiit B HH(})OPMAITMOHHO-KOMMYHHUKAITMOHHOM ceTu «HnTepHeT:
www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CuMOTOMBI

He cymecTtByer cneunpuyeckoro aHTtuiora K Kab003aHTHMHHUOY, BO3MOXKHbBIE CHMITOMBI
NePe03UPOBKH HE YCTAHOBJIECHBI.

Jleuenue

B ciiywyae nono3penus Ha nepeo3upoBKy CIeAyeT MPEeKpaTUTh MPUMEHEHNE Kab03aHTHHUOA.
[Tokazana cumnTomarnueckas tepanusa. KiuHuko-mabopaTopHbIE MmapaMeTpbl MeTaboau3mMa
JOJDKHBI KOHTPOJIMPOBAThCS HE PEXKE OIHOTO pa3a B HENCHIO WU MPU KIMHHYECKOU
HEOOXOIUMOCTH IS BBISIBJICHHSI M OTICHKH JIFOOBIX BO3MOKHBIX U3MECHCHUH.

5. ®APMAKOJIOTUYECKHUE CBOMCTBA
5.1. dapmakoamHamMHYecKHe CBOiicTBa
dapMakoTepaneBTUYeCKass  TPYyIIa:  MPOTHBOOMYXOJEBbIE  CPEICTBA;  WHTHOUTOPHI

MPOTEUHKHUHA3; APYTrue HHIUOUTOPBI TPOTEMHKHHA3.
Kox ATX: LO1EXO7.

MexaHu3M OeicTBUs

KabGo3anTtuan® — 5T0 HeOOibIIass MOJEKYyJa, MHTUOUTOP PELENTOPHBIX THUPO3UHKUHA3,
YUYacTBYIOIIMX B IPOLECCE POCTa OIMYXOJM, aHTMOTeHe3a, HapyIIEHUH PEeMOJEIMPOBAHUS
KOCTHOH TKaHH, (pOopMUpOBaHMS JIEKApCTBEHHOH yCTONYMBOCTH M 0Opa30BaHUsI METACTA30B.
WHurubupyromnas akTHBHOCTh Ka003aHTHMHNOA OLIEHUBAJIaCh B OTHOILIECHHUH 1I€JIOT0 psiJia KMHA3,
1 ka003aHTUHUO uaeHTHGUIMpoBanu Kak HHruoutop MET (rimkonpoTrenHOBBIHM penenTopa
(dakTopa pocta renatouutoB) u penenrtopa VEGF (dakropa pocra snmorenusi cocynon).
Kpome Toro, kabo3aHTUHNO UHTUOUPYET APyrue TUPO3UHKHHA3BI, BKiItodas perentop GAS6
(AXL), RET, ROS1, TYRO3, MER, peuentop ¢akropa pocta ctBosoBbIx KieTok (KIT),
TRKB, Fms-nomo6nyto tupo3unkunasy-3 (FLT3) u TIE-2.

dapmakonuaamMmueckue YO EKTHI

B moxamHMYIeCKHX HCCICOOBAaHUAX Ka0O03aHTHHUO ITOKa3al A0303aBHUCUMOC CHMIKXCHUE pOCTa
OITYXOJIN, PErpeCCHUI0 OITYXOJH H/unu MOAAaBJICHUEC MCTACTAa3MPOBAHUA Ha 3HAYUTCIHBHOM
KOJIMYCCTBEC PA3JIMYHBIX OITYXOJICBBIX MoOZgeTIeH.

Brusnue na cepoeunwiii pumm
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JeHb (HO HE B JieHb 1) mocie Havana Tepanuu kabozaHTHHHOOM (B o3¢ 140 mMr oguH pa3 B
JICHb) TI0 CPABHEHUIO C MCXOJHBIM YPOBHEM HAOJIOAAJI0Ch B KOHTPOJIUPYEMBIX KIMHUYECKIX
MCCIICIOBAHMSX Y MAIIMEHTOB ¢ MEAYJUISIPHBIM PAKOM IIUTOBHIHON KeJe3bl. ITOT 3P eKT He
ObUI CBsI3aH ¢ M3MeHeHHeM Mopdonornyeckux smeMeHToB Ha DKI' Min mosiBieHuEeM HOBBIX.
Hu y onxHoro w3 manMeHTOB, MONyYaBUIMX TEpanuilo KaO03aHTHMHHOOM B JIaHHOM
HCCIIEIOBAaHHH, A TAKXKE y MALMEHTOB C MI0YEYHO-KIETOUHBIM U T'elaTOLEILIIOIAPHBIM PAKOM,
NOJIy4yaBIIUX Ka003aHTHHUO B 03¢ 60 Mr, He HAOIIOAANOCH MOJATBEPXKIECHHBIX 3HAUCHHUH
QTcF >500 mc.

5.2. dapMakoOKHMHeTHYeCKHe CBOIiCTBa

AOGcopbuus

[Tocne mepopayibHOTO MpHeMa Kabo3aHTHHHOA MaKCHUMalTbHbIe KOHIIEHTpAIHH (Cmax) B I1a3Me
JTOCTHTAIOTCS 4Yepe3 3—4 yaca. BTopoll NMMK MakCHMajabHBIX KOHIICHTpAlMH IIperapara B
IIa3Me KpPOBH OTMeuaeTcs depe3 24 dyaca mociie npuemMa Ka003aHTHMHHMOA, YTO MOXKET
yKa3bIBaTh HAa SHTEPOTeNaTHYECKyI0 PEHUPKYIISAIUIO MTpernapaTta.

[Ipyn moBTOpHOM €XEIHEBHOM IpueMe Kabo3aHTHHHOA B mo3e 140 mr B TeueHue 19 nHei
OTMEYEHO MPHOIM3UTENBHO 4—-5-KpaTHOe yBeNWYeHHe SKCIo3uimu kabozantuHuba (AUC,
wiomaab moja (GapMaKOKMHETHYECKON KPUBOW «KOHIIEHTPALUS-BPEMS») TI0 CPaBHEHUIO C
OJIHOKPATHBIM TIPHEMOM J103bl. PaBHOBECHbBIE KOHIIEHTpAIIMU Ka003aHTUHUOA JTOCTUTAIOTCA
IIpUMEPHO Ha 15-11 1eHb.

VY 370pOBBIX TOOPOBOJIBIEB OJHOKPATHBIM IpreM kabozaHTHHMOA B 03¢ 140 mMr BMecTe C
MUILIEH C BBICOKUM COJICpKAHUEM >KMpa IPUBOJUT K yBeIHUEHUIO 3HAUeHUSI Cmax 1 AUC Ha
41 % u 57 %, COOTBETCTBEHHO, 110 CPAaBHEHUIO C MpUEeMOM HaTommak. HpopManus o BIHHUN
UM Ha abcopOuunio kabo3zaHTUHNOA Yepes 1 yac mocse npuema npenapara oTCyTCTBYeT.

Pacnopenenenne

Ka6o3auTuHuO in Vitro 3HaYMTEIbHO CBI3BIBACTCS C OETKAMH IIa3Mbl KPOBH uesioBeka (> 99,7
%). PaccunTaHHbIii Ha OCHOBaHUM MOMYJISIIMOHHOW (papMaKOKMHETUYECKOM MOJenHu 00bEM
pacnpezeneHus B ieHTpaabHoM koMmnapTMmente (Vc/F) cocrasui 212 1.

Metaboaunsm

Mertabonu3m kabo3aHTHHHOA OleHHBAICS IN ViVO. B miua3Me KpoBH ONPEAENsioch YeThipe
MetabonuTa npenapata ¢ skcnosunuei (AUC) nHa 10 % Bbllle HEM3MEHHOTO BeleCTBa:
XL184-N-okcun, nponaykt pacuierienns amuna XL184, monormapokcucynshatr XL184 u
MPOAYKT pacIIeIUIeHUs 6-1e3MeTIIIaMUI CyIb(daT. DKCIO3UIIHS TBYX HEKOHBIOTHPOBAHHBIX
MetabomutoB (XL184-N-okcuma u mpoaykra pacmieruienuss amuga XL184), obmamaronux
aKTUBHOCThIO MeHee | % OT WHTHOWpYIOImEH THPO3WHKWHA3bl AKTUBHOCTH HCXOHOTO
kabo3aHTUHNOA, cocTaBgeT MeHee 10 % KaxIplii OT 00111eH HKCIO3UILIMY [Tperapara B Iia3zMe
KPOBH.

Ka6o3antunub sBngercs cyOctpatom m3opepmenta CYP3A4 in vitro; HelTpanusyromme
antutena k CYP3 A4 unrubupyror o6pazoBanue meradbonurta XL184-N-okcuna Oonee, uem Ha
80 % B HAJI®H-3aBuCcHMBIX MUKpOCOMax IMe4yeHH uyenoBeka. HampoTus, HelTpanusyomue
aatutena k CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C19, CYP2D6 u CYP2EI =e
BIUSUIM Ha oOpa3oBaHHe MeTaOoNUTOB KaOo3aHTMHMOA. HelTpanusyromme aHTHTENna K

25



COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 19.0: 6 N2 5694

CYP2C9 oka3zpIBali MUHUMAJILHOE BIHSIHHE Ha raem6om£1%' ééb%gd;%h“ﬂ%g l-(ﬁ)';['ep & 15'1;1:&'?:'

MeTabo0JIUTOB CHUXKAJIOCh MeHee, ueM Ha 20 %).

BriBenenne
B momymnsmuonHOM (hapMaKOKMHETHYECKOM aHalin3e Ka0o3aHTHMHHOA C WMCIOJIb30BAHUEM

TaHHBIX, coOpaHHbIX y 1883 marmenToB u 140 310pOBBIX TOOPOBOJIBIIEB MOCIIE TIEPOPATHHOTO
npuema 703 or 20 mr mo 140 mr, mepuosa TOMyBBIBEACHHS KaOO3aHTHMHHOA M3 TUIa3MBbI
cocrapisieT okojio 110 gaco. Cpennuii knupenc (CL/F) B paBHOBECHOM COCTOSTHUN COCTABHII
2,48 n/uac. Tlocie OJHOKPATHOTO MpUEMa PajHOaKTUBHO MedeHHoro [*4C]-kaGo3anTHHMOA
3JI0pPOBBIMH JTOOPOBOJIBLIAMH, JOJIS BEIBEJACHHOIO MEUEHHOTO Mpernapara B TeueHrue 48 4acoB
cocraBuia okoio 81 % ot oO1ieit BBeIeHHOM 1036l PU 3TOM 54 % BBIIEIHIOCH C KoM 1 27
% C MOYO¥.

dapMaKOKMHETHKA B 0COOBIX rpyinax nainnucHTOB

Tayuenmel ¢ Hapywenuem yHKyuu nouex

PesynbraThl Hccie0BaHUs y TAIIMEHTOB C IOYSYHOW HEIOCTATOYHOCTHIO MPHU OJJHOKPATHOM
npueme 60 Mr kabo3aHTHHHOA CBHIIETEIBCTBYIOT O TOM, YTO CPEIHEE T'€OMETPHUYECKOE
3HaueHUN Cmax 1 AUCo.inf kabo3anTuHNOa 06110 Ha 19 % u 30 % BBINIE y TAIMEHTOB C
MOYEYHON HEJIO0CTATOYHOCTHIO Jierkoi crenenu Tsokectu (90 % AU miis Cmax ot 91,60 % no
155,51 %, AUCo.int ot 98,79 % mo 171,26 %), Ha 2 % u 6—7 % BoIime (90 % AU mist Cmax OT
78,64 % nmo 133,52 %, AUCo.inf oT 79,61 % no 140,11 %) st manMeHTOB ¢ MOYCYHOM
HEJIOCTaTOYHOCTBIO CPETHEH CTENEHH TSDKECTH 110 CPABHEHUIO C MAIMCHTAMH C HOPMaJIbHOM
GyHKIMEH TOYeK, COOTBETCTBEHHO. [IprMeHeHre kab03aHTHHNOA Y TAIIMEHTOB C MMOYCYHOMN
HEJIOCTATOYHOCTBIO TSDKEJIOHM CTEIICHU TSDKECTH HE H3y4alioch.

Tayuenmvi ¢ Hapywenuem ¢hyHkyuu nevyenu

Ha ocHoBanuu aHaiu3a NOMYJSIMOHHON (hapMaKkOKMHETHKM KabO03aHTMHUOA Yy 3/10POBBIX
NO0OpOBOJIBIIEB U MAIMEHTOB C pakoM (BKJIOYas TeNaTOLEIUIIOSPHBIN pak), KIMHUYECKU
3HAYUMOTO pa3jINyus B CPEAHEM 3HAUEHUH SKCIO3ULIMU KaOO3aHTHHHOA B IIa3Me KpPOBU HE
HaOJII0AaTI0Ch CPEI MALMEHTOB ¢ HOpMalibHOU (yHKIMeN neueHu (n = 1425) u neyeHouHOU
HE/I0CTaTOYHOCTBIO JIETKOM creneHu TsokecTd (I = 558). ViMeroTcst orpaHUYeHHbIE JaHHbIE Y
NAIMEHTOB C IEYEHOYHOW HEeJIO0CTaTOYHOCThIO CpeiHel cTerneHu Tsbkectd (n = 15) B
coorBercTBUM ¢ kputepusimu NCI-ODWG (HaunonanbHbIif HHCTUTYT OHKOJIOTHH — Pabouas
rpynna 1o HapylleHuI0 (QyHKUMM opraHa). @dapMakoKMHETHKAa KaOO3aHTHHUOA He
OLICHMBAJIaCh Y MAI[UEHTOB C MEYEHOYHON HEJJOCTATOYHOCTHIO TSKEION CTETIEHU TAXKECTH.

Paca
[TonmynsauoHHbIN  (QapMaKOKMHETUYECKUN aHalu3 HE BBISBUI KIMHUYECKH 3HAYUMBIX
pasnuuuii B hapMaKOKUHETHKE KaOO3aHTUHNOA B 3aBUCUMOCTH OT PACHI.

6. ®APMAIEBTUYECKHE CBOMCTBA
6.1. IlepedyeHb BciOMOraTe/ibHbIX BelleCTB
Anpo Tabnerku

Hennrono3a mukpokpuctamyeckas PH-102
Jlakto3a 6e3BoaHas
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['unposo3a (THIpOKCHITPOITHIIIIEILTIII03)

Kpockapmennosza Harpust
Kpemuus AMOKCHT KOJIOUAHBIH (0€3BOTHBIN)
Maruus creapat

[IneHounas o6onouka (Onanpait® 03K92254 JKentsrii)
I'unipomernosa 2910 (E464)

Turtana guokcun (E171)

Tpuanerun

Kpacurens xene3a oxcup sxentoiit (E172)

6.2. HecoBMecTHMOCTH
He npumenumo.

6.3. Cpok rognocTu (CpoK XpaHeHHUs1)
4 rona.

6.4. Oco0Oble Mepbl NPETOCTOPOKHOCTH NPH XPAHEHUH
XpaHuTth 1pu Temneparype He Baiie 25 °C.

6.5. Xapakrtep u coaep:kaHue NePBUYHON YIIAKOBKHU

ITo 30 TtabneTok BMecTe ¢ crumMkareineM (3 KOHTeHHepa ¢ CHIMKareiaem mo 1 r Kakabiid) u
oI (PUPHBIM BOJIOKHOM BO (DIIAaKOH M3 MOJNMATHIICHA BBHICOKOM TUIOTHOCTH, ONEYaTaHHBIHI
3a0IUTHOM MeMOpaHOW W3 JIAMUHHUPOBAHHOW QIIOMHUHUEBOW (OJBIU, W YKYNOPEHHBIH
KpBIIIKON K3 TOJUIPONMIEHA C YKa3aHMSIMM Ha aHIJIMHCKOM s3bIKe, CHaOXEHHOU
YCTPOICTBOM JUIsl 3aILIUTHI OT BCKPBITUS (PJIaKOHA AETHMH.

ITo 1 ¢pnakoHy ¢ MHCTPYKIMEN IO METUIIMHCKOMY IPUMEHEHHUIO B TAUKy KapTOHHYIO.

6.6. OcoOble Mepbl NPeJIOCTOPOKHOCTH TPH YHUUYTOKEHHM HMCIHOJIb30BAHHOIO
JIEKAPCTBEHHOI0 NpenapaTa WM 0TX0/10B, NOJYy4YeHHBIX 1oc/Ie MPUMEHEeHHus npenapara,
U Ipyrue MaHUIYJISIHUH C MPenapaTom

Oco0bie TpeOOBaHUS OTCYTCTBYIOT.

7.  JEPXKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSA
Opanuus

Hncen dapma

65 nabepexxnas JXKopx ['opc, 92100, bynons buiiankyp.

7.1. IlpeacraBuTeJIb AeprKaTe/Isl PETHCTPALMOHHOTO YA0CTOBEPEHUs!
[IpereH3uu notpeduTesiel HaMPaBIATh MO AAPECY:

Poccniickas @enepanns

000 «HUIICEH»

109147, r. Mocksa, yn. Taranckas, 17-23.
Ten.: (495) 258-54-00.

dakc: (495) 258-54-01.

DnekTpoHHas 1mouTa: ipSen.moscow@ipsen.com
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8.  HOMEP PETUCTPAIIMUOHHOI'O YJOCTOBEPEHUS

9. JIATA IEPBUYHOI PETUCTPALINH (IIOATBEPKIEHUS
PETMCTPALIUM, IEPEPETUCTPALIUN)

JlaTa repBoii perucTpaumm:
10. JATA IMEPECMOTPA TEKCTA
OOmast  xapakTepuCTHKa JIEKapCTBEHHOro rmpemapara KaOoMeTHMKC JocTynmHa Ha

HHPOPMAIIMOHHOM TIOpTajie EBpasuiickoro »KOHOMHYECKOTO COr03a B HH(OPMAIHOHHO-
KOMMYHHUKaIMOHHO#M cetn «HTepHeT» https://eec.eaeunion.org/.
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