COOTBETCTBYET SKCMEPTHOMY OTHETY
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MUHUCTEPCTBO 3/IPABOOXPAHEHU S POCCUYICKON ®EJIEPAITAN

VHCTPYKLIMA 110 MEJIUITMHCKOMY ITPUMEHEHMIO JIEKAPCTBEHHOI'O
[TIPETIAPATA

KaGomernxkc®

PerncrpannoHHblii HOMep:

Toprosoe Hanmenopanue: KaGomeruxc®

MeskyHApOHOE HENATEeHTOBAHHOE HJIN IPYNNHPOBOYHOE HAMMEHOBaHHe: Kab03aHTHHHO
JlexapcTeennasi ¢popma: TabieTKH, NOKPHITHIE MIEHOYHOH 060104KOH

Cocras:

Cocras Ha 1 TaGnetky:

20 mr

Jlesicmeyloujee eeuwjecmeo: kaGo3auTuHUOA (S)-Manar B nepecuere Ha kaGo3aHTMHUO 20 MT -
25,34 mr.

" BcnomozamenvHvie Gewjecmea: Newmonosa Mukpokpucramamdeckas PH-102, makrosa
6e3Bo/(HasA, TMIpoJ03a (THAPOKCHIIPONMUIIIEIIION03a), KPOCKapMenosa Hé’rpm, erMHm
JMOKCHJ KOJUTOMIHEIH (6e3B0IHEI), MATHKS CTeapar, Onappait® 03K92254 Kenrsrit'.

40 mr

eticmeyrowee eewyecmso. KaG03aHTHHIGA (S)-Mmanar B nepecdyere Ha kabosanTuau6 40 Mr -
50,69 mr. '

Bcnomozamenvhvie 8ewjecmea: LELION03a MHKpokpHcTammiueckas PH-102, JIaKTO3a
Ge3BojHas, THOpONO3a (rpmpoxccnnponnnuenmonoaﬁ), KpoCKapMeIu1o3a HaTpus, KPEMHHSA
JHOKCH KOJUTOM/IHBII (6e3BOHENH), MarHus creapat, Omanpaii® 03K92254 Xenrsiit'.

60 ur

Jleiicmeyowee eewjecmso: xabo3aHTHHHOA (§)-Manar B nepecyere Ha Ka003aHTHHHO 60 Mr -
76,03 mr. ‘

Bcrnomozamenvhvie eeujecmeq; * NENON03a MuKpokpuctainmuueckas PH-102, nakrosa
6e3BofHAs, TUOpONo3a (THAPOKCUIIPONMIIEIIION03a), KPOCKapMENIo3a HATpHs, KpeMHHS

JHOKCH KOJUIOMAHEI (6e3BOMIHEIN), MarHus cTeapar, Onanpait® 03K92254 Kenrrit'.
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'0Gonouka Omampait® 03K92254 XKentwiii cocromt 3 rumpomemiosst (E464), Turana

anokcupa (E171), tpuanerrna u kpacurens xenesa okcuza xenroro (E172).

Onncanne

20 Mr: Xpyriele JBOSKOBBITYKIbE TaONEeTKH, MOKPbITHIE OOOJOYKOW JKENTOro 1BeTa, ¢
rpaBupoBKoii «XL» Ha o1HOM cTopoHe 1 «20» Ha ApYroii cTOpoHe TaGNeTKH.

40 Mr: TpeyrojbHblE€ ABOSKOBBIITYKJEE TabJETKH, MOKPHITHE O0OJOYKOH MKENTOro IBETa, ¢
rpaBupoBKoit «XL» Ha ofHOM cTopoHe B «40» Ha Apyro# CTOpoHe TabeTKH.

60 Mr: oBajbHEIE IBOSKOBBIIYKIBIE TabJeTKH, NOKPHITHIE OGOJOYKOM KENTOro lBETa, ¢

rpaBupoBKoi «XLy Ha 0JIHOM CTOpOHeE M «60» Ha Apyro# CTOpoHe TabJIeTKH.

@apmakoTepanesTHYecKasi TIpPynma: TPOTHBOONYXOJIEBOE CPEACTBO - HHIHOMTOPLI
NPOTEMHKMHA3EL.
Kox ATX: LO1EX07.

®apmakosioruueckne cBoiicTea

@apmaxoounamuxa

Me?cauuwu Oeiicmeus

Ka6ozantuuuG — 5To HeGonblnas MONEKyla, HHIHOMTOP pPELENTOPHEIX . THPO3HHKHHA3,
YYacTBYIOIMX B IPOLIECCE POCTa ONYXOJH, aHTHOTEHE3a, HApyUICHHH DPEMOMAEIUPOBAHMS
KOCTHOHM TKaHH, (POPMHPOBAHHS JICKAPCTBEHHOM YCTOWYMBOCTM M 0Opa30OBaHMS METAaCTa30B.
Hurubupyromas akTHBHOCTh KaG03aHTHHHOA OLIEHNBAIACH B OTHOLIEHHH LIEJIOTO pana KuHas,
1 xabosanTHHUO MaeHTHHIMpoBanK Kak MHruGuTOop MET (IIMKONpOTEHHOBEIH penenTopa
axropa pocra remaroumuroB) m peuenropa VEGF ((akropa pocTa 3HAOTENTHS COCYIOB).
Kpome Toro, xaGo3aHTHHNG MHIHOHPYET ApyrHe THPO3UHKMHA3HL, BKIOuYas perentop GAS6
(AXL), RET, ROS1, TYRO3, MER, penenrop ¢akropa pocta cTBoJoBEX Kierok (KIT),
TRKB, Fms-nono6nyto tupo3unkunasy-3 (FLT3) u TIE-2.

Dapmaxoounamueckue 3¢pghexmuot

B NOKIMHIYECKMX UCCEN0BAHMAX KabO3aHTHHHUG IOKAa3ai [0303aBHCHMOE CHHIKGHHE POCTa
OIYXOJIH, DPErpecCHI0 ONMYXOJW H/WIM TOAABIEHHE METACTa3HPOBAHMA HA 3HAYHMTEIBHOM
KOJIMYECTBE Pa3IUYHEIX OITyXOJIEBBIX MOJIEIIEH.

Brusanue na cepoeynviit pumm

YBennuenne unrepsana QT ¢ koppexruposkoit ®punepunus (QTcF),Ha 10-15 Mc Ha 29-it

AeHb (HO He B JieHb 1) mocne Hayana Tepamuu kaGosanTuHM60M (B J03¢ 140 Mr omuu pa3 B

C
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JIeHb) [0 CPaBHEHHIO ¢ HCXONHBIM YPOBHEM HalOJIOAANOCH B KOHTPOJIMPYEMBIX KIMHHIECKAX
HMCCIIE/IOBAHMAX Y TIAIMEHTOB C MEeYJUISIPHBIM PaKoM IUTOBUIHON Xene3bl. IToT addexr He
GBI CcBSI3aH ¢ M3MeHeHueM Mopdonornyeckux 3neMeHToB Ha OKI' MM mosiBIeHUEM HOBBIX.
Hu y onHOro M3 NALMEHTOB, MONYYaBIUMX Tepamuilo Kabo3aHTMHMOOM B JiaHHOM
UCCNIEIOBaHNH, @ TAKXKE Y NAIUEHTOB C MOYEYHO-KIETOYHBIM W TeNaToUE/UIIONISPHEIM PaKoM,
nony4aBIumMx KaGo3aHTHHUG B Jo3e 60 Mr, He Hab0aI0Ch TIOATBEPIKICHHBIX 3paueHnit QTcF
>500 mc.

DapmakokuHemukxa

Abcopbyua

ITocne nepopaibHOro Nprema kaGo3aHTHHUOa MakcUManbHble KOHUEHTPAUK (Cmax) B m1a3Me
mocruraiotess depe3 3—4 waca. BTopoli mMMK MakCHMaibHBIX KOHLEHTpallMii npenapara B
masMe KpOBHM OTMedaercs 4epe3 24 uyaca nocne npuema Kabo3aHTMHMOA, YTO MOXET
YKa3bIBaTh Ha YHTEPOrenaTHUECKyIO PEUMPKYJIALMIO Ipenapara.

IIpu NMOBTOPHOM €XEIHEBHOM NpueMe kabGosanTurubGa B jioze 140 mr B Teuenue 19 nueii
OTMEUEHO NpUOIM3UTENEHO 4—5-KpaTHOe yBeIMueHHe dKcrosuimu kabosantunuba (AUC,
Iomans Hoj (apMakOKHHETHYECKOH KPHBOH «KOHIEHTPALMS-BPEMs») MO CPaBHEHHIO C
OJTHOKDATHEIM NPHEMOM J035l. PaBHOBECHBIE KOHIEHTpAlMM KaG03aHTMHMOA NOCTHIAKOTCS
npuMepHO Ha 15-i feHsb.

V 370pOBHIX HOGPOBOJIBLEB OXHOKPATHBINA npueM Kaboszantunuba B fo3e 140 mr Bmecte ©
IIMIEHf ¢ BEICOKAM COAEPKAHUEM XKHMpPa IPUBOINUT K yBEIMYECHHIO 3HaUeHUA Cmax 1 AUC na 41
% ¥ 57 %, COOTBETCTBEHHO, II0 CPaBHEHMIO ¢ MpHeMoM Haromak. MiHpopmaius o BIMAHMA
nuy Ha aGcopbimio kabozanTUHHOA yepes 1 yac nocjie npremMa npenapara OTCyTCTBYeT.
Pacnpeoenenue

Ka603aHTUHUOG in Vitro 3HAYUTEIHHO CBA3BIBAETCA ¢ OENKaMu IUia3Mbl KpOBHU denoBeka (= 99,7
%). PaccUMTAHHEIM HA OCHOBAHWH INONYJSUMOHHOM (apMaKOKMHETHIECKOH MOZenu o0BEM
pacmipefiesienus B LieHTpanbHoM kommaptmente (Ve/F) cocrasui 212 1.

Memabonusm

Mertabomi3m KabG03aHTUHMOA OLIEHMBANICS in Vivo. B IlasMe KpoBH ONpPEAEIANIOCh YETHIPE
merabonuta npenapara c¢ sxcnosumueii (AUC) nma 10 % Bbime HEM3MEHHOTO BEIIECTBA:
XL184-N-okcuz, npoaykT pacueruienus ampaa XL184, monoruapoxcucynbdar XL184 u
TIPOAYKT pacuieruieHus 6-Ae3MeTHIaMul Cyabdar. JKCO3ULHA JBYX HEKOHBIOTHPOBAHHEBIX
metaGonuToB (XL184-N-oxcuaa u mpoxykra pacmemienus amuiaa XL184), obmaparommx
aKTHBHOCTBIO MeHee 1 % OT MHruOupyromeil THPO3MHKWHA3El aKTMBHOCTH HCXOAHOIO
Ka6o3anTuHuba, coctapiseT Medee 10 % KaXapIi OT oOmel 3KCIO3UIMH TIpenapaTa B IiasMe

KpOBH.
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Kabosantunu6 sasnsercsa cyberparom usobepmenra CYP3A4 in vitro; HelTpanusyromme
anturena Kk CYP3A4 unrubupyror obpaszoBanmne Metabonura XL 184-N-oxcuaa Gonee, yem Ha
80 % B HAJI®H-3aBUCHMMBIX MHKpOCOMax IledeHH denoBexa. HampoTus, HeHTpanausyromue
anturena x CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C19, CYP2D6 u CYP2EI ne
BIMAIM Ha oOpaszoBaHMe MeTabonuTOB Kabo3anTunMOa. HeiTpanmsyolipe aHTHTENa K
CYP2C9 oxaseiBany MMHHMManbHOE BIMSHHE Ha MeTabonu3M kaboszaHTHHMOA (comepaHue
MeTaboJIHTOB CHUKANOCh MeHee, ueM Ha 20 %).

Buigeoenue

B nomynanuoHHoM (apMakOKMHETMYECKOM aHajlM3e KabO3aHTHHHOA € MCIOJNB30BaHUEM
JaHHBIX, coOpaHHBIX y 1883 nanuenTtor u 140 310pOBEIX AJOOPOBOJIBLIEB MOCIIE NEPOPATHHOTO
npuema [03 ot 20 Mr no 140 mr, mepuon monyBBIBEJEHHS KabO3aHTHHHOAa U3 ILTa3MBI
cocrapigeT okono 110 yacos. Cpennnit kmperc (CL/F) B paBHOBECHOM COCTOSHHM COCTaBHII Q
2,48 n/yac. Tlocne OXHOKPATHOrO TNpHEMa pajMoaKTMBHO MeyeHHoro ['*C]-kaGo3anTHHMGa
310pOBBIMH J100POBOJIbLIAMH, [0711 BBIBEJEHHOIO MEUEHHOro Npenaparta B TeueHue 48 uacos
cocrapuna oxono 81 % or obuieii BBeA€HHO# 03B, NP 3TOM 54 % BBHIIENUIOCE C KajioM U 27
% ¢ Mo4oid.

(I)aQMaKOKI/IHCTI/IKa B OCOOBIX IpyIinax MalueHToB

Hayuenmvi c Hapywenuem gynxyuu novex

Pe3ynpTaThl HccIeIOBaHUA Y MAIMEHTOB € MOYEYHOM HEIOCTATOYHOCTHIO NMPH OJHOKPATHOM
npueme 60 Mr KaG03aHTHHHOA CBHIETENLCTBYIOT O TOM, YTO CpEIHEE TIeOMETPHUECKOe
3HaYeHMH Cmax 1 AUCy.int kabo3anTuHnOa 6pu10 Ha 19 % u 30 % Bbllne y MAlMEHTOB ¢
IIOYEYHOH HEN0CTATOYHOCThIO Jerkod creneHu TshkecTH (90 % JIU mis Crax o1 91,60 % 1o
155,51 %, AUCq.int oT 98,79 % 10 171,26 %), Ha 2 % 1 6-7 % Boiue (90 % N mist Cmax OT Q
78,64 % mo 133,52 %, AUCo.int oT 79,61 % mo 140,11 %) ,unﬁ MaleHTOB ¢ IOYEYHOM
HEZIOCTATOYHOCTHIO CPEJHEN CTENEHM THKECTH 0 CPAaBHEHHUIO C MALHEHTAMM ¢ HOPMAJIBHOM
¢yBKIMel moveK, COOTBETCTBEHHO. [IpuMeHeHMe KaGo3aHTHHHOA Y NMALMEHTOB C MOYEYHOH
HEJOCTaTOUYHOCTBIO TSIKENOH CTEIEHH TSHKECTH He H3y4aloch.

Hayuenmo ¢ napywenuem pynxyuu nevenu

Ha ocHoBanum ananuza noﬁynxuﬁonnoﬁ dapmaxoxuHeTHKH Kabo3aHTHHHOA Y 30POBHIX
NOGPOBONBLER M MAlMEHTOB C PakoM (BKIIOYAs IeNaTONEIUIONSPHBI pak), KIHHHYECKH
3HaYUMOTO pasNMYus B CPEIHEM 3HAYEHUMH SKCIO3HLHMK Kabo3aHTHHHOA B Mia3Me KPOBH He
Habmonanock cpefy MalMeHTOB ¢ HOPMaIbHONH (yHKuMel neyeny (n = 1425) U nedeHOUHOlM
HEJOCTATOYHOCTBIO JIETKOH cTemeHM TskecTH (1 = 558). MiMeroTcs orpaHUYeHHbIE JaHHBIE Y
NaIUEHTOB C IEYCHOYHOM HENOCTATOYHOCTBIO CpefiHeill creneHu TskectH (n = 15) B

cootBeTcTBHH ¢ KpuTepuamu NCI-ODWG (HaunuoHanbHbIi HHCTHTYT OHKOJIOIMH — PaGouas
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Ipymna mo HapymeHuio GyHKuMH opraHa). ®apMakoKHMHETMKa Kabo3aHTHHHMOZ He
OLICHMBANIACH Y MALMEHTOB € MEYCHOYHOH HEJOCTATOYHOCTBIO TSKENIOH CTENEHHU TSKECTH.
Paca |

[lomynauvoHHbIH  (apMakOKWHETHYECKHH aHalM3 He BBIBWJ KJIMHMYECKH 3HAYMMBIX

pasnuuuii B papMakOKHHETHKE KaO03aHTHHHOA B 3aBUCHMOCTH OT PACH.

Iloka3zanns K IIpMMEHEHHIO

IToyeuyHo-KIEeTOUHBINA pak

HpenapaT Ka6ome"rm<c® INOKa3aH K IPUMEHEHHUIO B Ka4Y€CTBE MOHOTCpAIIMM I JICHCHHS

pacrpocTpaHEHHOTrO MOYEYHO-KJIETOYHOTO paKa:

-y B3pOCIHBIX MAlMEHTOB C NPOMEXYTOYHBIM MJIM IUIOXMM NPOrHO30M B KayeCTBE IEPBOH
JIMHUY TEPaIiH;

- Y B3pOCIHbIX MNAaLMEHTOB MOCNE MpEeeCcTBYIOWEH Tepanuu TapreTHbIMM MHruouTOpaMu
daxropa pocrta supotesnus cocynos (VEGF-raprernas tepanus).

Tpenapar Ka6omeruxc®

B KOMOMHALMK ¢ HUBOyMaboM MoKa3aH K NPMMEHEHHIO B KayecTBe
NepBOM JIMHMM Tepalky pPACTPOCTPaHEHHOIO II0YEYHO-KJIETOYHOro paka Yy B3POCIEIX
TNALHEHTOB.

TenaTonemonapybiii pak
®

HpenapaT KabomeTnkc® ImokaszaH kK INPUMCHECHHUIO B Kave€CTBE MOHOTECpAIMM IJId JICUCHHUA

renaTolC/UIIOJIAPHOrO paka y B3pOCIBIX NAalNUCHTOB IIOCTE HpCILIIICCTBy}OIIIeﬁ TCparnunu

copadeHnboM.
HuddepeHMpoBaHHbIN pak MMTOBUIHOMN KEJIe3bl

Ipenapar KaGomeruxc®

MOKa3aH K NPHMEHEHWIO Yy B3POCIBIX IAlMEHTOB B KadecTBE
MOHOTEpanuy A JIEYEHUs  MECTHOPACNpPOCTPAHEHHOIO  MIIM  METacTaTHYECKOTo
ﬂﬂd)(bepenuﬁpOBaHHoro paka IMUTOBUIHOM HKeJIe3bl, PE3UCTEHTHOIO MIIM HE NOAXOJAIIETO JUIs
paauooaTepanuu (PUT), nmpu mporpeccupoBaHMM 3aGONEBaHMS BO BPeEMs WIH IOCIE

TIpeJIIeCTBYIOMIEi CHCTEMHOM Tepanuu.

IIpoTuBONOKa3aHMA

unep4yBCTBUTENBHOCT K JGHCTBYIOINEMY BEHIECTBY HIM K JOOOMY H3 KOMIIOHEHTOB
npenaparta.

ToueuHas ¥ IeYeHOYHAasl HEAOCTATOYHOCTD TSHKEION CTENCHHU TAKECTH.

BepeMeHHOCTh M MepHO/ IPYIHOTO BCKapMIIMBaHHUS.

Hetckuii Bospact 10 18 net (3¢dekTHBHOCTE M 6€30M1aCHOCTE HE YCTaHOBJIEHEI).
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C ocTopoxkHOCTBIO

Ilpn BocnamMTenbHBIX 3a00N€BaHMAX KHIUEYHMKA (HampuMep, 60.]'[63}-11:. KpoHa, s3BeHHEII
KOJIUT, IEPUTOHHUT, AMBEPTUKYJIMT WM alIeHUINAT); MHQUIBTPAIMH OMYXOJIHN B XKeEJYI0YHO-
KUIIEYHBIA TPakKT; OCIOKHEHHMHU OT NpPEILUECTBYIOIEH XUpypruueckoit onepaiyuu (0coOOEHHO
CBA3AHHBIM € MEJJIEHHBIM JJIM HEMONHBIM 3aKUBJICHHEM paHbl); apTepHaJBHOM
TpomM603MboNNK B aHamMHe3e (MM y NMALMEHTOB W3 TPYMNbl pUCKa BO3HMKHOBEHHS TaKOro
' COCTOSIHMS); BEHO3HOM TpoMOo3MOosuK (BKIOUas NEroyHyro sM00JMI0) B aHaMHe3e (Wid y
NALMEHTOB M3 TpyNIbl pPUCKA BO3HMKHOBEHHMS TaKOro COCTOSIHMS); apTepualbHOM
THIIEPTEH3MH; AHEBpU3ME MM JMCCEKUMH apTepuil B aHaMHe3e; [pH IpUEME Ipenaparos,
SBJIAIOIIMXCS  MOIIHBIMH HHrﬁ6HTopaMH wix uapykropamu CYP3A4; npu npueme
TpernaparoB, ABIAIOINMXCS CyOcTparaMu P-rimukonpoTtenHa; npy oAHOBPEMEHHOM NPUMEHEHUH
nHruburopos MRP2; y nauuentor ¢ yanuHeHdeM uHtepBana QT B aHaMHe3e; y MalMeHTOB,
NPHHMMAIOMIMX aHTHAPUTMHUUYECKUE TpenapaThl; y MalleHTOB ¢ MMEIILUMCs 3a00sieBaHHEM
cepaua, OpaauKapAnel MM HapyLIEHUsMHM BOJHO-3JIEKTPOJHUTHOrO GanaHca; y MalMeHTOB C
NIOYEYHOH HEJOCTATOYHOCTBIO JIETKOM MIIM CpefiHelW CTENEeHHM TSDKECTH; Yy MAalUEeHTOB ¢
TIEYEHOYHOH HEN0CTaTOYHOCTBIO JIEIKOH WM CPEfHEH CTENECHU TSHKECTH; HEMepeHOCHMOCTH
raNakTo3bl, NeUIHTE JAKTa35] MM FIIOKO30-TalaKTO3HOMN ManpabcopOLmn.

He cneayer npumenaTs npenapar nangeHTaM, KOTOphIe HAXOAATCS B IPYIIE PUCKA HII KMEIOT
TSDKENOE KPOBOTEUEHHE B aHAMHE3e.

Cnenyer n3beraTb NOCTOSIHHOTO NPUMEHEHHS COIYTCTBYIOIMX JIEKAPCTBEHHBIX HpEaparos,

KOTOPBIE ABJIAIOTCS MOIIHBIMU uHAykTopamMu CYP3A4.

IIpumeHenne npu GepeMeHHOCTH U B NIePHOJ IPYAHOTO BCKAPMJIHBAHHS

Kenwunvt c 0emopoonvim nomenyuanom / Konmpauenyusn y Myscuun u j3ceHujut
XenmuHaM ¢ IeTOPOJHBIM NOTEHLKANOM ClleflyeT 130eratb GepeMEHHOCTH BO BPEMsI JICYEHHS
kab603aHTHHUOOM. JKEHIIMHEI-MapTHEPHl MYXXYHH, MONYYAlOIMX KabO3aHTHHHO, TaKxkKe
JOKHEl m30eraTh OepeMeHHOCTH. OQGeKTHBHBIE METOAEl KOHTPALETMA  JOJDKHEI
HCIIOJIL30BATECS BCEMM NAlMEHTaMH U MX NapTHepaMH BO BpeMS TepalMH M B TCUCHHE HE
MeHee 4 MecsleB Ioce 3aBeplueHHs Tepanmuu. I[lepopaibHele KOHTPAUENTHUBE HE MOTYT
CUMTATECH «3(D(EKTHBHBIMH METOJaMM KOHTpAaleNLMN» B JAHHOM CJy4ae, MX CIENyeT
HCHOJIB30BaTh BMECTE C APYTUM METOJOM, TAKUM Kak GapbepHEIA METOI.

bepemennocmo

Hccnenosanys xabo3aHTHHUOA y OepeMeHHBIX XKEHIIMH He NpOBOAWIMCH. HccieqoBanus Ha

’KUBOTHBIX TOKa3anu 3MOpHoderanbHelil ¥ TepaToreHHbIH 3ddekTsl. IToTeHUMANBHBINA pHUCK
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I8 deloBeka HeusBecTeH. IIpuMeHeHume Kkabo3aHTHHMOa BO BpeMsa OEPEMEHHOCTH
IPOTHBOHOKA3aHO.

I'pyonoe eckapmnusanue

HeusBecTHO, 3KCKpeTupyeTcs N Kabo3aHTHHMO M/UnM ero MeTaboJMTOB B IPYJHOE MOJIOKO.
M3-3a NOTEHIMANBHOTO Bpeaa Juisl pedeHKa clefyeT NMpeKpaTHTh IPyJHOE BCKAPMIIMBAHUE BO
BpeMsi JieueHus: kabo3aHTHHHOOM M B TedeHHME HE MeHee 4 MeCALEB MOCie 3aBEplUeHHs
Tepanuu.

DepmunbHocmb

JanHele © BIWSHAM Ha (EPTHIBHOCTH 4eJioBeKa OTCYTCTBYIOT. OCHOBBHIBAsACH Ha
JIOKJIMHUYECKUX JAHHEIX 10 0e30macHoCTH, GepTUIBHOCTh MYXKYHMH W JKEHIIMH MOXET OBITH
HapymeHa Ha QoHe JeueHus KaGosaHTMHHOOM. M MyXYMHaM, M JKEHIIMHAM ClelyeT
IIPOKOHCYJIETHPOBAThCS Y CINELMANNCTAa U 0OCYUTh BOIPOC O COXPAHEHHH PENpOyKTHBHOM

(yHKLMK 10 Havana JiedeHns kabo3aHTHHUOOM.

Cnocob npuMeHeHHsI H A03bI

Teparus mpenapatom KaGomernkc®

JOJDKHA TPOBOAMTHCS BpPauyoM, HMEIOIIMM OIBIT
ApPMMEHEHHS IPOTHBOOITYX0JIEBBIX JICKAPCTBEHHBIX NPEIIapaToOB.

Cnoco6 npumenenun

BuyTps.

TabGneTKu cieayeT MpOraThBAaTh LEMKOM, He pasiambiBas. ClefyeT BO3JEPKUBATHECA OT
npueMa MMM KaKk MHHAMYM 3a 2 gaca 70 IpueMa M 1 d9ac mocie mpuema Ipenapara
Ka6omeruxc®.
Pestcum 0o3uposanun

IIpenapam Kabomemuxc® ¢ xauecmee MOHOmepanuu

PexomeHayemas no3a  Iipenapara KaGometnkc® Tpu  NOYEYHO-KIETOUHOM  pake,
renaToLE/UIONSPHOM pake U Aud(epeHIPOBaHHOM paKe IUTOBUIHOM JKeJIE3bl y B3POCHBIX
cocrasiger 60 Mr oJ{4H pa3 B A€HE.

JledyeHue clemyeT MpOAOJDKAaTh JO TEX IOp, IOKa COXPAHAETCA KIMHHYECKas INOojb3a OT
Tepanuy WK JO pa3sBUTHs HENPHUEMIIEMON TOKCHYHOCTH.

®

IIpenapam Kabomemuxc® 6 kombuHayuu c HueonymMabom 6 nepeoil JuUHUU Mmepanuu

pacnpocmpanéuuoeo noueyHo-KIemo4yHo20 paka

PekoMeHyeMas Jo3a npenaparta KaGomernkc®

cocrapiseT 40 Mr oguH pa3 B JEHb B
KOMOHHAIMHK ¢ HUBOTyMaboM, BBOJMMEIM BHYTPHBEHHO B 03¢ 240 Mr Kaxble 2 HEAEIH UK
480 mr kaxasie 4 Hememu. Tepammio npemapatoM KaGomernke® cliefyerT OpomomxaTh 10

TNporpecCupoBanus 3a00JIeBaHHS UK 0 Pa3BUTUA HerHeMJIeMOﬁ TOKCHYHOCTH. JleueHue
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HHMBOIyMaboM JOJKHO IIPOJOJDKATECS O IIPOrpecCUpoBaHMsi 3aboJieBaHMs, JO Pa3sBHTHS
HENPUEMIIEMOH TOKCHYHOCTH HJM 0 24 MecslLieB y NALMEeHTOBR 0e3 NporpeccupoBaHMs
zaboneBanus (cM. pasgen «Cnoco® npuMeHeHHs W J03bl» MHCTPYKUMH O MEIMIMHCKOMY
NPUMEHEHHIO HUBOJIyMaba).

Koppexyus pesxcuma oosuposanus

ITpn pasBuTHM HexenatenpHBIX peakuuid MOXeET MoTpeboBaThCs BPEMEHHOE MNMpeKpalleHHue
Tepanuu u/uinu cHWKeHue 7103bl npenapata Ka6omernxc® (cm. Tabauuy 1). Koraa tpebyetcs
CHIDKEHHE JO3bl INPH MOHOTEpanMy, pPEKOMEHAYETCS YMEHbLIMTh cHavana a0 40 wr
€KEJHEBHO, a 3aTeM 10 20 Mr B JieHb.

®

Ilpu npueme mnpemapata KabGomeTukc™ B KOMOMHAlMM ¢ HUBOJIYMaboM, PEKOMEHIYyeTCs

YMEHBIIMTB 103y npenaparta KaGomernkc®

cHauyana 10 20 Mr B AeHb, a 3ateM 1o 20 Mr uepes
IeHb (CM. PEKOMEHOYEMYK KOPpPEKLHMIO JeyeHUss B VHCTpYKUMH IO MEIULMHCKOMY
NPUMEHERHUIO HUBONTyMaba).

BpemenHoe npekpallieHHe Tepanyi peKOMeHIyeTcs IPY pa3BUTHH HEXXeNlaTeNbHBIX peakiii 3
Wi Oonbllel CTENEHH TKECTH WIH TIPU HenepeHocleoﬁ TOKCHYHOCTH 2 CTEICHH.
CHmxeHne 103bl PEKOMEHIYETCSs B TOM Cllydae, KOrJia He)KelaTelbHble peakiuu OyxyT
IIOCTOSIHHBIMH, MOTYT CTaTh CEphE3HBIMH UM HETIEPEHOCHMBIMH.

Ecnm nanuest npomycTun npueM mpemnapara, NpOIyINeHHas [03a He J0JDKHA IPHHHAMATHCS,
€CJIM [0 NipHeMa CIeAYIONIEH 035l 0CTaIOCh MEHbIIE 12 4acoB.

Ta6mna 1 Pexomennyemas koppexuust Ao3bl npenapara KaGomeruxc® B ciryuae

Pa3sBUTHSA HEXeJIaTeIbHbIX peammii

Hexenarenbnas pPeaxkIus U CTeNCHb
' THKECTH

Koppexnust Tepanun

HexenarenpHele peakuun 1 W 2 creneHu
TSKECTH, KOTOPHIE SBISIIOTCS MEPEHOCHMBIME
¥ JIETKO KYTTHUPYIOTCS

Koppexkuus 10361 00EIYHO He TpeOyeTcs.
PaccmarpuBaercs BO3MOXKHOCTb
HpOBENCHUS CHMITTOMAaTHYECKOTO
JIeYEHUs B COOTBETCTBUH C MOKA3aHUAMH.

HexenarenpHble peakiiy 2 CTENEHH TSKECTH,
KOTODHIE SIBJIIIOTCSI HENIEPEHOCHMBIMH M HeE
MOTYT OBITh KyNIUPOBAHEI YMEHBIIEHUEM JI03BI
UJIM CUMIITTOMATHYECKHM JICUEHHUEM

BpemenHo mpekpamaroT jedeHue 0 TeX
IOp, TIOKa HEeXXeNaTeNbHas peakius He
Oymer paspemieHa g0 < 1 creneHu
TSDKECTH.

IIpoBoaar cummToMaTHyeckoe JieUueHHE B
COOTBETCTBHH C MIOKA3aHHAMH.
PaccmaTtpuBaloT  NOBTOpHOE
JIeyeHys B MEHbLIEH J03e.

Hadalio

HesxenarenbHele peakiyu 3 CTENEHM TAKECTH
(xpome KJIMHHYECKH HECYIECTBEHHBIX
OTKJIOHEHMH 1abopaTOpHEIX IIOKasareneii or
HOPMEI)

Bpemenno mpekpamaroT JjedeHue IO TeX
Iop, IOKa HeXenaTelbHas peaKIus He
Oynmer paspemeHa mo < 1 crenesu
TSDKECTH.
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IIpoBOJAT CUMITOMAaTHYECKOE JIEUEHHE B
COOTBETCTBHH C TIOKa3aHUSAMH.
PaccmaTpuBaroT = IOBTOpHOE  Hayajlo
JIeYECHMs B MEHBIIIEH J103€.
HexenatenbHble peakuny 4 cTeneHM TsDkecTH | BpeMeHHO NmpeKpaliaroT NeueHue.

(kpoMe  KIMHMYECKHM  HeCyIecTBeHHBIX | [IpOBOAAT COOTBETCTBYIOLIEE EUEHME.

OTKJIOHEBM# naGopaTopHbIX noxasareneit ot | Ecin HeXenaTeNbHas peakuus

HOPMBI) : paspewaercs 10 < | CTEMeHH TIKECTH,
MOBTOPHO HayMHaloT Je4yeHue
npenapatom KaGometukc® B meHbluei
Jo3e.

Ecnu HCXKCJIaTCJIbHAA peaKuus HE

paspemiaercs, HaBcerja IpeKpaulaloT

Tepanuio npenapatom KaGomerukc®.

[ToBbilienne ypoBHS (EpMEHTOB TNEYEHH Y
TMAlMEHTOB C TOYEYHO-KJIETOUHBIM PaKOM,
nonyyaswmx npenapar KaGomeruxc® B
COYETaHHHU ¢ HUBOyMaboM

AnanuHamuboTpadcpepaza  (AJIT)  wim | Bpemenno IPeKpaIiaoT Je4eHue
acnapraramuHoTpancdepasa (ACT) > 3 paza, | npenapaTtom Ka6omeruxc® "
Ho <10 pa3 BepxHel rpaHuuBl HOpMEI 0e3 | HMBolymMaboM J0 Tex IOp, IIOKa
CONYTCTBYIOLIEr0  yBENWYEHHs  oOINero | HexkenarenbHas  peakuus He  Oyner

OounupyOuHa > 2 pasa OT BepXHel IpaHMIBl | paspelieHa o < 1 cTemeHu TsSHKECTH.

HOPMEI Moxer OBITP paccMOTpPEHa Teparus
IIFOKOKOPTHKOCTEPOHIaMH npu
MOZO3PEHIH Ha UMMYHOOTIOCPEJOBAaHHYIO
PeaKIHIO.
PaccMaTpyBaloT ~ NMOBTOpHOE  HAyallo
JIe9eHUS OJTHIM JIEKapCTBEHHBIM
IpernaparoM WM IOCJeOBaTeNbHOE
BO300HOBIIEHUE npuema . oboux

JIEKapCTBEHHBIX ~ IIPEmapaToB  IOCIE
paspelleHHs HEKENaTeNbHON PpeaKIuy.
IIpy noBTOpHOM  Hayaje  IpHEMa
HHUBOJIyMaba Heo0X0AUMO CM.
Wnerpyxuuio no METULIUHCKOMY
NPHAMEHEHUIO HUBOIyMaba.
AnanunamuHoTpaHcdepaza  (AJIT)  wm | IIpexpamaror  Tepamuio  NpenapaTom
acnapraramuHoTpancdepasa (ACT) > 10 pas | Ka6omernke® u HuBoIyMaGom.

BEpXHEM TpaHULB HOpMH WIM > 3 pa3 | Moxer OBITE paccMOTpeHa Tepanus
BEpXHEN IpaHUIEl HOPMEI C CONYTCTBYIONMM | TIIFOKOKOPTHKOCTEPOUAAMM npu

yBeIMdYeHreM obmero 6unupyOuna > 2 pa3a | NOZO3PEHHH Ha UMMYHOONOCPEIOBAHHYIO
OT BepXHEH IrpaHMULIBI HOPMEI Ppeaxio.

Ilpumeuanue: CTeneHW TOKCHYHOCTH NPUBEACHHI B COOTBETCTBMHM € O0nuMn
TEPMUHOJIOTHUECKMMH KPHTEPUSIMH HEKENaTeNbHEIX sBJI€HUMH HalHoHaNbHOrO HMHCTHUTYTA
onkojiorud, Bepeus 4.0 (NCI-CTCAE v4).
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Conymcmeyrowjas mepanus

Cnemyer ¢ OCTOPOXHOCTBIO IIPMHMMAaTh COINYTCTBYIOLIME JIEKApCTBEHHBIE IIperapartsl,
KOTOphIe ABJIAOTCS MoIIHBIMH HHruOuropamu CYP3A4, a Take cinemyer wuiberaTsh
NOCTOSIHHOTO NPUMEHEHHs CONMYTCTBYIOLIMX JEKapPCTBEHHBIX npeﬁapaTos, KOTOpHIE SBJISIOTCS
MOIUHEIMU MHIykTOpamMu CYP3A4.

Cnemyer paccMOTpeTh TNPHUMEHEHHE albTEpHATMBHOTO CONYTCTBYIOLIETO JIEKAPCTBEHHOTO
riperniapata 6e3 Wi ¢ MUHUMAJIbHOM CIOCOOHOCTBIO MHAYKUMHU Wi uHrubuposanus CYP3A4.
Ocobvie 2pynnol nayuenmos

Iayuenmur nooicunozo eospacma

Koppexkius 10361 y IaLIMEHTOB B BO3pacTe crapiue 65 JeT He Tpedyercsl.

Paca |

Koppex1ys 10361 B 3aBUCUMOCTH OT 3THHYECKOM NPHUHAANEHKHOCTH He TpebyeTcs.

llayuenmul ¢ Hapyuienuem yHKYUU nouex '

Kabo3anTuHHO cnenyer NpUMEHATb € OCTOPOXKHOCTBIO Y TAlMEHTOB C TOYE4HOH
HEJOCTATOYHOCTBIO JIETKOM WIM  cpefHeit cremeHH Tsbkectd.  Kabo3aHTMHHO —He
PEKOMEHIyETCS NPUMEHSATh Y MAaLMEHTOB € TMOYEYHOH HEJAOCTATOUYHOCTHIO TSHKENOH CTENEHH
TSDKECTH, TaK Kak 6e30MmacHOCTh M 3QGEKTUBHOCTD B STOH MOIMYJISAIMY HE YCTAHOBJICHBL.
Tayuenmuv ¢ napywenuem gynxyuu nevenu

V naiueHToB ¢ NeYeHOYHOR HEeIOCTATOYHOCTHIO JIETKOHM CTENEHU TSHKECTH KOPPEKIHUS J03BI
He TpeOyercsa. MMeroTcst oOrpaHMYeHHBIE [JaHHBIE Yy TAlMEHTOB C  II€YEHOYHOM
HEJIOCTaTOYHOCTHIO CpeflHel cremeHM TspkecTH (kinacc B mo qaﬁnn-ﬁmo). Kaxue-mi60
KOHKPETHBIE pEKOMEH/AllMM 10 JO3UPOBAaHHUIO OTCYTCTBYIOT. PeKOMEHOyeTcsl TIIATENbHBII
MOHUTOPHHT o0meli 6e30rmacHOCTH y TakuxX HarueHToB. KaGo3aHTHHHO He peKOMeHIyeTcs
IPUMEHATH Y NAIUEHTOB C NEYEHOYHON HEI0CTATOYHOCTHIO TSKENOM CTENEeHHU TAKECTH (KJIace
C no Yailing-IIpl0), Tak Kak KIMHHYECKHH ONBIT MpPUMEHEHHMs Yy TaKuX IaleHTOB
OTCYTCTBYET.

Ilayuenmur ¢ cepOeynoti HeOocmamounocmuio

HmeroTes OrpaHMYEHHEIC JaHHEIE O NPUMEHEHHH Kab03aHTHHUOA y MAlMEeHTOB ¢ CepAeYHOM
HeA0CTaTOYHOCThI0. Kakne-mubo KOHKpeTHBIE peKOMEHJALI|H TI0 JO3UPOBAHKIO OTCYTCTBYIOT.
JHemu u nodpocmxu 0o 18 nem

BesonacHocts u sddextnBHOCTS Kab03aHTHHIGA y eTeii. 1 MOAPOCTKOB B BO3pacTe H0 18 et

HE YCTaHOBIICHEI.

IToGounoe aeiicTBHE

Kabozanmunub ¢ kauecmee monomepanuu
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Pestome npoguns 6ezonacrocmu

HanGonee pacnpoCTpaHEHHBIMU CEPbE3HEIMM HEXENATENbHBIME PEakuMsiMHi B IONYNALMH €
TIOYEYHO-KJIETOYHEIM pakoM (> 1 % 4YacToThl BO3HHKHOBEHHMA) ABJAIOTCA GOJIb B XKHMBOTE,
AMapesi, TOIIHOTA, apTepuaibHas TMIepTeHsus, sMO0MIMs, TMIIOHATpHEMHUs, TPOMGoambomms
JNIETOYHOM apTepuH, pBOTa, 06€3BOXKHBaHHE, C1abOCTh, aCTEHHS, CHIKEHHE anMeTuTa, TpoMb03
ryOOKHMX BeH, TOJOBOKDPYXKEHHE, THINOMAardMeMHs M CHHIPOM JIaJIOHHO-NIONOLIBEHHOM
SPUTPOIU3ECTE3NH.

HauGosee 4acTHIMU HeKENATENbHBIMU PEAKLMSIMHU JOB0H KaTerophy (pasBUBLUMECS HE MEHee
yeM y 25 % NalUenToB) B NOMYJSLMY ¢ IOYEYHO-KIETOYHBIM PakoM ObLIX auapest, c1adocTb,
TOIIIHOTA, CHIDKEHME alleTUTa, CHUHAPOM JIaJOHHO-TIONOIIBEHHOH 3PHTPOAU3ECTE3NH,
apTepHaibHasi TMIIEPTEH3Ms, CHIKEHUE MacChl Tela, PBOTA, JAMCTEB3Msl, 3a10p ¥ TMOBEILIEHHE
aKTUBHOCTH acnapratamuHoTpaHcdepasbl (ACT). AprepuanbHas THINEpTEH3Ms 4alle
HaOmojanach Cpeau TNaLMEHTOB, He nojyyaBWMX jedenus (67 %), N0 CpaBHEHHIO ¢
naLxMeHTaMy 11ocie npe,umeCTBy}omeﬁ tapretHoit VEGF tepanun (37 %).

HauGosiee pacrpOCTpaHEHHBIMH CEPHE3HBIMH HEXENATeNbHBIMU PEaKUHsIMH B TOIYJLILHHA C
TrenaToLe/UIIOAPHEIM pakoM (> 1 % 4YacTOTHl BO3HMKHOBEHHMS) SIBISAIOTCS MEYCHOYHAs
sHuedanonaTis, acTeHUs, cIabocTh, CHHAPOM JaJlOHHO-TIOJOIIBEHHON SPUTPOAN3ECTE3HH,
auapesi, TAOHATPHUeMHs!, PBOTa, 6OJIb B JKUBOTE ¥ TPOMOOIMTONIEHHUS.

Hau6onee 4acTHIMHM HEXENATENBHEIMI PEaKIMAMY 000 KaTeropuu (pa3BUBIIMECS HE MEHEE
yeM y 25 % NauueHToB) B TOMYJISIMH ¢ TeNaToLELTIOJAPHEIM PakoM ObLIM uapest, CHIKEHHE
anIeTuTa, CHHAPOM JIaJOHHO-TIONOLIBEHHOM OSPUTPOIM3ECTE3HH, ClaboCTh, TOUIHOTA,
apTepualbHas TUIIEPTEH3Hs, pBOTA.

HauGonee pacnpoCTpaHEHHBIMH CEpBE3HBIMM HEXENATEJbHBIMH PEeakiMsaMH B IOMYJLALIUH C
nuGdepeHIIMPOBAaHHEIM PaKOM IMHTOBMIHON xene3sl (= 1 % wyactoTsl BO3HMKHOBEHHS)
ABISIOTCS Juapesi, TUIEBPANBHEIA BBIIOT, ITHEBMOHMs, TPOMOO3MOONHS JIETOYHOH apTepuH,
apTepyalibHas IUIIEPTEH3Hs, aHeMys, TpoMGo3 ITyOOKMX BEH, MHIIOKaJIBIHEMHS, OCTEOHEKPO3

YeNFOCTH, 00Jb, CHHAPOM JIaJOHHO-TIOJONIBEHHOH SpHTPOAU3ECTE3NH, PBOTa U I0YEYHAs
HEIOCTATOYHOCTb. '

Haubonee paclpoCTpaHEHHBIMH  HEKENAaTeNbHBIMM — PEaKUMsMM  JOOOM  Kareropuu
(pazBuBIIKECS HE MeHee 4eM y 25 % NAaIMEHTOB) B NOMyJSUMH ¢ AU depeHIMPOBAHHEIM
paKoM INMTOBMAHOM JKeNe3bl SBISIOTCA JMapes, CHHJPOM JIaJOHHO-TIOJONIBEHHOH
SPUTPOJIM3ECTE3NH, -aPTEpHUalibHasi THIEPTEH3Ms, C1aboCTh, CHIKCHUE alNeTHTa, TOIIHOTA,
ITOBHIIEHHE AKTUBHOCTH alaHMHaMuHoTpaHcdepassl (AJIT), noprmrenue aktupHocTd ACT 1
TUNOKaIbIeMHS.

Tabnuunoe pesiome HeHceNamenbHblX PeaKyui
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HexenarenbHrle PC€aKkuy, 3aperuCTPUPOBAHHBIC B 06’53,HI/IH6HHOM Ha6ope JAHHBIX J1J1s
NMalMEeHTOB, MOJYYaBIIHX Kab03aHTHHHO B KauecTBe MOHOT€paNHH IpH renaToneJUIrOJIIpHOM

pake, TOYEYHO-KIETOUHOM pake H AUQGEPEHLHPOBAHHOM paKe IIMTOBHAHON JKENE3bI

(n=1128), nepeunciennl B Tabnuue 2 cornacHo CHCTEMHO-OpPraHHEIM KJIaccaM MeJMIMHCKOTO

ciloBaps IJi1 HOPMaTHBHO-NIpaBoBO¥ peartenbHOCTH (MedDRA) M xareropusiM 4acToThI
NIPOSABNEHNS PEAKLH.

HacroTta pa3sBuTHs HEXENATENbHBIX peakiyil KiaccupuLumpoBaHa cleayoluM o6pa3oM: 04eHb
yacto (=1/10); yacro (or >1/100 mo <1/10); newacro (ot >1/1000 go <1/100), uacrora
HEU3BECTHA (HA OCHOBAHMM HMEIOIIMXCSA MAaHHBIX OLIEHMTh HEBO3MOXHO). B  Kaxmoi
YacTOTHOM IpyTINe HexXeNaTeIbHbIE PEAaKLIMY NPECTaBICHB B OPSIKE YMEHBIIEHHS THKECTH.
Tabnuna 2: Hexenare/lbHble pPeakuuH, BbISIBJEHHbIE B KIMHHYECKHX HCC/IEIOBAHMSIX
HIH B NOCTPErHCTPallMOHHOM MEepHOAe NpHMEHeHHsl KaGo3aHTuHH0a B KayecTBe

MOHOTepanHu

HNudexnnonnble n napa3uTapHbie 3a60j1eBaHUs

Yacto abcuecc

HapymeHns co cTopoHbl KPOBH H JMMQPATHUECKOH CHCTEMBI

Ouenr yacto aHeMus, TPOMOOLIUTONEHHST

Yacto HeHTpOneHus, TUMPOTICHHS

Hapymennst co cTopoHbI 3HJOKPHHHON CHCTEMBI

*
OHBHB 4acTo TRIIOTHPEO3

Hapymemm CO CTOPOHBI oOmeHa BCIIECCTB 1 NHUTAHUSA

Ouens yacTo CHHIKCHHUE anneTura, rariIoMarnHueMusl, ralioKaJlJneMHus, I‘I/IHOEU'IBGYMI/IHCMI/IH

q obe3BoxxuBaHue, runodochareMus, TUNOHATPUEMHS, THIOKAIBIMEMHS,
acro
TUNEPKATMEMHS], THTICPOHIMPYOUHEMUS, THIIEPTIIMKEMHS], THIIOTIMKEMHS

Hapymiennst co cTopoHbI HEPBHOM CHCTEMBI

Quenr yacTo JIMCTEB3Hs, FOJIOBHAS 60JIb, TONIOBOKPYKEHHE

Yacro nepudepryeckas Heifiponatus®

o CYZOpPOryu, OCTPO€ HApPYIICHHE MO3rOBOI0 Kp013006pameHmI, CUHIPOM
€JacTo

3aHel o6paTuMOii NelikosHnedanonaTuun

Hapymenus co cTopons! oprana ciryxa u JJaGHpHHTHBIE HAPYIICHHS

Yacto LIyM B yIax

Hapyme}mﬂ CO CTOPOHEI cepaua

Heuacto OCTpBIH HHpAPKT MHOKapAa

Hapymenus co croponsl cocynos

12
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(QueHb YacTo

apTepHaibHas TMNEPTEH3M, KpOBOTEY€EHHE®

Yacro TpoM603 BeH"
Heuacro TMIEPTOHUYECKHH Kpu3, SMO0IHs apTepui
Yacrora

aHEBPU3Ma 1 JUCCEKIHsA apTEpUH
HEeN3BEeCTHa

Hapymemm CO CTOpPOHBI [lblxaTeJ'leOi"l CHCTEMbI, OpPraHoB

CpenoCTEeHN

FPYAHOH KJIETKM N

OyeHpb 4acTo

naucGoHuUs, AUCITHOD, Kalllelb

Yacto

TpoMGOIMOONHS JIETOYHBIX apTepHit

HeuacTo

ITHEBMOTOPAKC

Hapymemm CO CTOPOHBI KEIYNOYHO-KHIIETHOI'0 TPpaKTa

OueHb 4acTo

. -
auapes , TOIHOTa, pBOTa, CTOMATHT, 3anop, 60Jb B JKUBOTC, AUCTICTICUA

nepdopalis  KeTyI04HO-KUILEUHOrO Tpakta’, TNaHKpeaTWT, CBHIL,
YacTto ractpossodareansras pedioxcHas 6onesHb, reMOppoi, 6ok B POTOBOH
TI0JIOCTH, CyXOCTb BO PTY, Aucharus
Heuacro IIIOCCOAMHUSA

Hapymienusi o CTOPOHbI EYeHH U JKeTIeBbIBO/AIHKX My Tel

Yacro

TIedeHOYHas SHIedanonaTus.

Heuacto

XO0JIECTATHIECKUM renaTut

Hapymemm CO CTOPOHBbI KOKH H HOAKOKHBIX TKaHei

OvyeHb yacTo

CUHIPOM .TIB.}LIOHHO-IIO,IIOIJJBCHHOP[ SPUTPOAU3ECTE3INH, ChIITb

3y, aJOTeNHsl, CyXOCTh KOXH, akHe(OPMHBIH JepMaTHT, M3MEHEHHE 1[BETA

Yacto

BOJIOC, TUTIEPKEPATO3, S3pUTEMA
YacroTra

KOKHEII BaCKyJIUT
HEU3BeCTHa

Hapymennsi o CTOPOHBI CKeJIETHO-MBIIIEYHO H COeAMHHTEILHOMH TKAHN

OuelHp YacTo

00JIb B KOHEYHOCTH

Yacto

MBIILEYHEIH ca3M, 00JIb B CyCcTaBax

Heuacto

OCTEOHEKPO3 YEJIIOCTH

HapymeHHs O CTOPOHbI IIOYEK H MOYEBHIBOASIINX MyTekH

Yacrto

TIPOTEUHYpHS

OGmue paccTpoiicTBa H HapYIEHHS B MeCTe BBEICHHUS

OyeHb YacTo

c1a60CTh, BOCTIAJICHHE CIM3KUCTOM, acCTeHHs, nepuepruIecKie OTeKH

JlaGopaTopHble H HHCTPYMEHTAJIbHbIE JaHHbIC

d
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CHWKEHHE Macchl Tena, noseimenne aktupHoct AJIT u ACT B miasme
Ouens yacTo
KpOBU

TOBBIIICHUE AKTHBHOCTH MICJIOYHOH (bocq)aTasm B KpOBH, MNOBBIICHHUE
AKTUBHOCTH l"aMMa-FJIyTaMHHTpaHC(l)ep%H, TMTOBBIICHUE KOHUCHTPpaKHU
Yacro KpCaTMHMHA B KpOBH, IIOBBINICHHMEC AaKTHBHOCTM aMujasbl, IIOBLIHICHHE
KOHHCHTPAIIMH JINNa3bl, MOBBILIEHUE KOHUEHTPALUH xonecmpm{é B KpPOBH,

NOBBIICHUE KOHUEHTPALUU TPUTIIMUECPHAOB B KpOBPI

TpaBMbl, HHTOKCHKAIHHA B OCJIOKHEHHHA Manunymmm‘i

Heuacro OCJIOXKHCHHUE 3aXKHUBJICHUS paHb]e

*  Bonee moapobHas nHbopMauus npeacraeieHa B moapasaene «OMNHCAaHME OTHENBHBIX HEKENATENbHBIX
peaxkuuin

BKJIIOYAs NOJIMHERponaTuio; nepudepnyeckas HeliponaTiis Oblila B OCHOBHOM CEHCOPHas

[ 2

BKJIKOYas1 HOCOBO€ KPOBOTEUYEHHE, KaK HauboJiee 4acTo Pa3BHBAIOLLYIOCS HEXXEAATENBHYIO PEaKUHIO

[e]

BCE ClIy4aH BEHO3HBIX TPOMGO030B, BKIIOYas TpoMO03 IITyGOKHX BEH
d  Ha OCHOBaHMHM COOGIIEHHII O HEXENATENBHBIX PEAKIUAX

€ HapyICHHE H OCIIOJKHEHHE 3aXKMBJICHUS B MECTE pa3pe3a, IPH PacXOxIEHHUU KPaeB paHbl

Kabozanmunué ¢ KOMOUHAWuUU C HUBONYMAOOM 6 HNepeoii NUHUU mepanuu
Pacnpocmpanénnozo noYeyHo-KNemouHoz0 paxa

Pesome npogpuns 6ezonacrocmu

ITpy npumeneHnn Kabo3aHTHHHOA B KOMOMHALMK C HUBOJIYMaGoM, Hepe], Ha4anoM JIeUeHHUs
O3HaKoMbTeCh ¢  MHCTpykimelh 1o  MeIUIMHCKOMY TOPUMEHEHHIO  HHBONyMaba.
HononuurensHas wuadopManus o mnpodpuine 6Ge30MaCHOCTH MOHOTEPAHMHM HHBOTYMaGoM
npencrasjieHa B IHCTpyKIMU IO MEAMIIMHCKOMY TIPUMEHEHHIO HUBOTyMaba.

Ilpn npueme xaGozanTuruGa B no3e 40 Mr OuH pa3 B IEHb B KOMOUHAIMM C HUBOIYMaboM B
mose 240 Mr B TeueHue 2 HeAENb B IOMYJALMH C MOYEYHO-KJIETOYHEIM pakoM (n =320) ¢
MHMHMMAIBHEIM TlepHOZOM HabmoneHus 16 MecsueB Hawbosnee YacTEIMM  Cephe3HBIMU
HeXeJlaTebHEIMA peakiysaMM (= 1 % 9acTOTH BO3HMKHOBEHWs) OBUIM Juapes, ITHEBMOHMT,
TpoMOOSMGOMHMS  JErodyHOH — apTepuM, NHCBMOHMS,  THMIOHATPHEMHs,  JMXOpAaKa,
HELOCTaTOYHOCTE KOPHl HA/INOYeYHUKOB, PBOTa, 00€3B0KHUBAHHE.

Haunbonee yacTeMu HesxenaTeNbHBIMI peakiusMi (> 25 % 4acTOTHl BOSHMKHOBEHHs) GbLIH
Imapes, ¢1abocTh, CHHAPOM naLLOHHojnbnomBeHHoﬁ SPUTPOJHU3ECTE3NH, CTOMATHT, CKEJIETHO-
MBIIIEYHas OoNb, apTepuanbHas THIEPTEH3Hs, CHIMb, TUIIOTHPEO3, CHIDKCHHE amNeTHTa,
TOINHOTa, 60Nb B KUBOTE. BoJbIIKMHCTBO HEXENATeNbHEIX peakuMi OB OT JIErkoH 1o

CpeIHEN CTENeHH TshKecTH (cTeneHs 1 uau 2).
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Tabnuunoe pelome HeJcenamenbHbX peaKyuil

HexenaTenbHbIE PeaKili¥, BBISBICHHBIE B KIMHUYECKUX HCCIEIOBAHMAX kabo3aHTHHHOA B
" koMOMHauMKM ¢ HuBOJyMaboM, mepeunciensl B Tabnuue 3 cornacHo CHCTEMHO-OpPraHHBIM
K1accaM MeIMUMHCKOTO CoBaps JUls HOpMaTHBHO-paBoBoif mestensHoctd (MedDRA) u
KAaTEropUsIMH YaCTOTHI TIPOSABIICHMS PEAKLIMH.

UacToTa HEXeNaTelbHBIX peakimii KIacCH(pULMpOBaHA CIEAYIOLIMM 00pa3oM: OYeHb 4acTo
(>1/10); wacro (ot >1/100 po <1/10); neuacto (ot 21/1000 o <1/100), yacToTa HEM3BECTHA
(Ha OCHOBAaHMM MUMEIOLLMXCS JAHHBIX OLIEHUTh HEBO3MOXKHO).

B Kkax[oi YacTOTHOM Tpynme HexejaTelbHble pEaKUuWh TMpeICTaBIeHbl B IOPA/Ke
YMEHBILIEHHUS TSHKECTH.

Taénuua 3: HexkenatebHble peakuun ka003aHTHHNOa B KOMOMHAIMH ¢ HUBO1yMa0om

NHdekunonnbie H NapasuTapHble 3a001eBaHAs

OueHb 4acTo vHGEKUMS BEPXHUX ABIXATENbHbIX MyTeH

Yacro [THEBMOHMUS

HapyueHusi co cTOPOHBI KPOBH H JIHM(AaTHUECKOMH CHCTEMBI

Yacto 503MHOBUIUS

Hapymemm €O CTOPOHBI HMMyHHOﬁ CHCTCMbI

YacTo THIIEPUYBCTBUTEIBHOCT (BKIIIOYas aHADHUIAKTHYECKYIO PEAKIIHIO)

Heuacto I/IH(l)yBI’IOHHLIC peaKuy, CBA3aHHBIE C THIIEPYYBCTBUTEIbHOCTBIO

Hapymemm CO0 CTOPOHBI 3HllOKpHHHOﬁ CHCTEMBbI

OueHsp HacTo TUIIOTHPEO3, TUIIEPTUPEO3

Yacto

HC,IIOCTaTO‘IHOCTB KOPBI HAATIOYCYHHNKOB

Heuacto

THIO(U3UT, THPEOUIUT

Hapywenusi co CTOpOHbI 00MeHAa BElecTB H NHTAHUS

Queysp YacTo

CHH)XCHUC allIICTUTA

Yacto

00e3BOXMBaHNE

Hapyienust o CTOPOHBI HEPBHOH CHCTEMBI

QueHs 4acTo

JUACTeB3Us, FOJIOBOKPYXECHUE, TOJIOBHAA 601b

Yacto

nepudepudeckas BeiponaTus

Heuyacto

ayTOMMMYHHBIH 5HIedanut, cunapom I'niiena - bappe, MuacTeHHYecKuk

CHHIPOM

HapymieHnus: co CTOPOHbI OPraHa CJIyXa U Ja0HPHHTHbIE HAPYIIeHUsI

Heuacto

IIyM B yniax

Hapyuenus o CTOPOHBI OPrana 3peHus
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Yacro

CYXOCTb Ijia3a, HEYETKOC 3peHHe

Heuacro

YBEUT

Hapymenus co cToponsl cepaua

Yacro

MEpraTciabHasg apuTMUs, TaXHUKapaus

Heuacrto

MHOKapauT

Hapymemm CO CTOPOHBI €OCYA0B

OueHb yacTo

apTepuajibHas rurnepTeH3us

Yacro

Tpomb03?

Hapymenns co

CpE€AOCTCHHUS

CTOPOHBI AbIXaTeJIbHOi CHCTEMbI, OpraHos pr,HHOﬁ KICeTKH H

OueHr YacTo

JUCHOHUS, AUCIIHOD, KAlleIb

Yacro TMTHEBMOHHS, TPOMO03MOOINS JIEFOYHOI apTepHH, HOCOBOE KPOBOTEUEHHE,
MJIEBPaNbHbIN BbINOT
Heuacro ITHEBMOTOPaKC

Hapymemm CO CTOPOHBI KEJIYyNOYHO-KHINEIHOI'0 TPaKTa

OueHs yacTo

Auapes, pBoTa, TOIHOTA, 3a0p, CTOMAaTHT, 6015 B JKUBOTE, NHUCIICIICHA

Yacro

KOJIMT, FaCTPUT, 6OJIb B pOTOBOH MOJOCTH, CyXOCTh BO PTY, TEMOPPOt

Heuacro

IIAHKPEATHT, nep(bopauml TOHKOI'O KHHIC'{HI/IKab, rJI0OCCOAUHUA

Hapymemm CO CTOPOHBI ITEYCHH H JKETYE€BbIBOAAIIHX ny'reii

Yacro

renaTtut

Hapymenusi co CTOPOHBI KOKH M HOAKOXKHBIX TKaHei

Ouens yacto

CHHJIpOM JIaJOHHO-IIOIOINBEHHOM OPUTPOAU3IECTE3IHH, CBIHBC, 3yA

Yacro QJIONELIHs, CYXOCTh KOXKH, pUTEMa, H3MEHEHHE LIBETA BOJIOC
Heuacro T1ICOpHa3, KpallMBHHIIA

Yacrora KOXHBIH BaCKYJIHT

HEH3BECTHA

Hapymemm €O CTOPOHBI CKEJNETHO-MbIILIEYHOH H COEeIMHHUTEJIbLHOH TKaHH

OueHr yacTo

CKCJICTHO-MEBIIICYHAas 6OJIBd, 00JIb B CyCTaBax, MEBIIICYHBIH criasM

Yacro

apTpUT

Heuacro

MHONaTHA, OCTCOHCKPO3 YECIIOCTH, CBHUIL

Hapymelmﬂ €O CTOPOHBI NOYEK U MOYEBBLIBOASIHINX ny'reii

OueHr yacTo

IIPOTENHYpHsI

Yacto

No4cyHass HCAOCTAaTOYHOCTh, OCTpas IoYeYHask HEJIOCTATOYHOCTE

Heuacto

Hedpur
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OGmue paccTpoiicTBa H HAPyLIEHHsI B MeCTe BBe/IeHHs

OueHp 4acTo ¢1a00CTh, IMXOpafKa, OTEKH

Yacto 6o1b, 60JIB B rpyau

JlaGopaTopHble H HHCTPYMEHTAIbHbIE JaHHbIE®

OueHs yacro nopenuenue  aktupHoctw  AJIT  u ACT,  runodocdaremus,
THUMOKaNbLMEMHUs, TMIIOMarHUeMMsl, TIMIIOHAaTPUEMHS, THUIEpPriMKeMus,
nuMQONeHMs,  TOBbILICHHE ~ AKTUBHOCTHM  lueiouHoi  ¢ocdarassy,
MOBHILIIEHHE KOHUEHTPaLMU JIMNa3bl, TOBLIIEHHE AaKTMBHOCTH aMuiashl,
TPOMOOLMTONECHHUS, TOBBIICHHE KOHUEHTPALWK KpeaTMHHHA B KpOBH,
aHEeMUsl, JICHKOINECHHUS, TUNepKalieMusi, HEUTPOIICHHs], THIIepKaIbleMusl,
TMOOrIMKEMHs, THMIIOKaIMeMHs, TOBHIIeHHe obmero OunupyOuna,

runepMarHneMus, FHIIEpHATPUEMHA, CHHIKCHHE MaCChl TEJ1a

Yacto TOBLIIIEHWE  KOHLIEHTpalMu  XOJIeCTEpUHa B KPOBH, NOBBIILIEHHME

KOHIECHTpAUMH TPUIIIMUIEPHAOB B KPOBH

YacToTa HexeNaTelbHBIX peakuui, npeacrasneHHsx B TaGmune 3, mMoxer ObiTh 06ycnoBneHa He TOIBKO
Tepanueil kaG03aHTMHAOOM, HO TAKKe MOXET GHITh BBI3BAHA OCHOBHBIM 3a0ON€BaHHMEM HIH HHUBOJIyMaboM,
UCIIONB3Y eMBIM B KOMOHHAIHH.

a  Tpom603 — 3TO CIOXHBIH TEPMHH, KOTOPBIH BKIIOYaET TpoM003 BOPOTHO# BEHEI, TPOMO03 JIETOYHOH BEHBI,
TpoMGOIMGONHIO JIETOUHOH apTepuH, TpoMGO3 aopThl, TpOMGO3 apTepnif, TPOMGO3 IIyGOKHX BeH, TpoM003
TOAB3AOLIHO}M BeHbI, TPOMO03 IONIOH BEHE], TPOMGO03 BeH, TPOMO03 BeH KOHEUHOCTEN.

b  Coobmanoce 0 Ciy4asx ¢ JETaJbHEIM HCXOIOM.

¢ Chbilb — 9TO CJIOXKHBIA TEPMHMH, KOTOPBlH BKJIOYAeT NEPMATHT, akHe(OPMHBIH nepMaTHT, OyJUIE3HBIM
JIepMATHT, 3KC(OIHATHBHYIO CHINb, SPHUTEMATO3HYK Chillb, (OUIMKYISPHYIO CHIllb, MAaKyJIE3HYIO CBHINb,
MaKyJIONAIyJIe3HY O ChIllb, NAITYJIE3HYIO ChINb, 3y AALIYIO ChIIIb U JIEKAPCTBEHHYIO TOKCH/ICPMHIO.

d  CkenerHo-MpileyHas 60ib — 3TO CIOXKHEIN TEPMHH, KOTOPEIA BKIIOYaeT 6ojb B CHMHE, 60Nb B KOCTIX,
CKEJIETHO-MBILEYHYIO GONb B OBNACTH IPY/H, CKEJIETHO-MBIICUHEI AMcKoM(OpT, Muairuio, Gons B mee,
60J1b B KOHEYHOCTSX, OOJb B IO3BOHOYHHUKE.

e UacroTa naGOpaTOPHBIX MAHHBIX OTP@XKAET NOMO MAlMEHTOB, Y KOTOPHIX HAaGMIOJANOCh YXyINEHHE IO
CPaBHEHMIO C MCXOIHBIM YPOBHEM IpH JaGOpaTOPHEIX M3MEPEHMSX, 33 MCKIIOYCHHEM CHIKEHWs BeCa,

TIOBBILIEHHST KOHLIEHTPALUH X0JIECTEPHHA B KPOBH H HOBBILIEHHUS KOHUIEHTPAMN TPUTIIHLICPHIOB B KPOBU

Onucanue 0mOenbHbIX HEXHCENAMENbHBIX PEAKY U

JlaHHBIE [0 CIEAYIOIMX HEXENAaTENBHBIX DPEaKUMid . MONyYeHBl B PE3YJbTaTe ONOPHBEIX
KIMHUYECKMX MCCIENoBaHui cpeliy MalMeHTOB, MOJy4YaBIIHX npeflapaT Ka6omeruxc® 60 mr
eXKEIHEBHO IEPOpalbHO B KayeCTBE MOHOTEpAlMH, ¢ IMOYEYHO-KIETOYHEIM PaKOM IIoCIe
npegmectsytomeil VEGF-TapreTHol Tepanuu U paHee He NOJyYaBIIMX JICYCHNS, MAIHCHTOB C
renarole/UIIONIPHEIM PAKoM I[OCHe NPEe/IIEeCTBYIOMEH CHCTeMHO! Tepanuu ¥ MalKUeHTOB C
mudepeHIMpOBAHHFIM PAKOM IIUTOBUAHOM XKeNe3bl, PE3UCTEHTHBIM MIA HE MOAXOIINAM JUIA
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PIT, npu nporpeccupoBaHnn 3abojeBaHHs BO BpeMsi MJIM TOCJiEe MNpeqHIeCTBYIOLIEH
CHCTEMHOM TepanmuH, M Cpel¥ TNalMEHTOB C ICNAaTOUEIUIIONAPHEIM pakoM Iocie
NpEUIECTBYIOMEH CHCTEMHOMN TEpanuK WM Cpejy NalMeHToB, nonyyasmux Kabomerukc® B
Ro3¢ 40 MI" eKeIHEBHO NEPOPAbHO B KOMOMHALIMK C HUBOIYMaGboM B KAYECTBE NEPBOI JTHHMH
Teparyy pacupoCTPaHEHHOTO NOYEYHO-KIIETOUHOro paKa.

Ilepgopayus scenyoouno-xumeunozo mpaxma

B MccrefoBaHMM, BKIOYABIIEM TNALMEHTOB C  MOYEYHO-KJIETOUHBIM pakoM moclne
npepmectBytomeii  VEGF-rapretnoii  tepanmuu  (METEOR), mnepdopauus sxemyaouHo-
KHMIIEYHOro TpaKkra 2 Wiv 3 CTeNeHH TsKecTH Obuia 3aperucrpupoBana y 0,9 % (3/331)
NalMEHTOB, IOJy4YaBMX Kabo3anTMHMO. MejguaHa BpeMeHM [0 pasBUTHS  OTOM
HEXeNaTeabHON peaxuuu coctaBuiaa 10,0 Henens.

B uccienoBanuy, BKIIOYABIIEM MAlMEHTOB C [I0YEYHO-KIETOYHBIM paKkoM, paHee He
nonmyyaswunx nevenus (CABOSUN), nepdopaums xemyaouyHO-KMIIEYHOrO Tpakta 4 u 5
CreneHy TshKeCTH Obia 3aperucTpupoBaHa y 2,6 % (2/78) nauueHTOB, TNONyYaBIIMX
Kab03aHTHHHUO.

B uccnenosannu, BKIOUaBLIEM MAlKEHTOB ¢ renarouenmonspusiM pakom (CELESTIAL),
neppopanys  KEMyAOUHO-KMIUEYHOTO TpakTa 3 MM 4 CTeNeHH THKECTH Obula
3apeructpuposana y 0,9 % (4/467) nanueHToB, mnodyyaBmIMX Kabo3aHTHHMO. MenmuaHa
BPEMEHH JI0 pa3sBUTHSA STOH HEXKeNaTeNIbHOMN peakiyy COCTaBuia 5,9 HeJelb.

B uccnenoBaHuy, BKIIOYABIIEM NALKMEHTOB ¢ AU(QepeHIMpOBAHHEIM PAaKOM IUTOBHIHOM
xenessl (COSMIC-311), mepdopanus KenyHOUHO-KUIIEYHOro Tpakra 4 cTenmeHH Oblia
3aperucTpupoBana 4epes 14 Hepens nedeHus y oxHoro nauuenra (0,6 %), mosyuasimiero
ka603aHTHHUO.

B HCCeNOBAaHMM, BKIIOYABINEM MALMEHTOB C pacnpoCTpaHEHHBIM [TOYEYHO-KJIETOYHEIM
paKkoM, IoNy4aBIUMX KaGo3aHTMHMO B KadecTBe mepBoif ymuHuM Tepanuud (CA2099ER),
nepdopaims  KejlyJOUHO-KHIIEYHOTo TpakTa ObLIa 3aperHCTPHUPOBAaHA Y 1,3 % (4/320)
naunyeHToB. OfHa HeXenaTeTbHas peakiys Oblia 3 CTeNeHH, JBe HeXKeNaTelIbHIX peakiuy 4
CTENEHM ¥ OJIHA 5 CTENEHH (C NeTalbHBIM UCXOI0M).

B Xoze KIMHHYECKHX HCCTIENOBAHUI OTMEUAHCH CITydar NepdOPaIHH ¢ JIETaTbHEIM HCXOLOM.
Ileyenounan snyeghanonamus '

B nccnenosanuu, BKTIOYABINEM MALMEHTOB C TENATOLEUIIONAPHEIM PaKoM (CELESTIAL),
NeYeHOYHas sHuedanonaTus (neyenoynas SH1e(aNonaTHs, sHuedanonaTyus,
runepaMMOHHeMMYecKass SHuedanonarus) Obula -3aperucIpupoBana y 5,6 % (26/467)
NaleHTOB, MOJy4YaBIIMX KaO03aHTHHUG; NeyeHouHas SHIedasonaTus 3 U 4 CTENeHH TSHKECTH

BCTpedanack y 2,8 % nanmentos, noyyapmux kaGo3aHTHHHG. OnHa HexXeNaTeNbHas peaKis
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6pima 5 crenenu Tsokectd (0,2 % nauueHtoB). Mezauwasa BpeMEHHM IO pPasBHTHS 9TOH
HEXeJaTeNbHOM peakiiy cocTaBuia 5,9 Helelb.

B uccinenoBaHWAxX, BKJIIOYABIIMX IAlMEHTOB ¢ Io4eyHo-kieToyHeiM pakoM (METEOR,
CABOSUN u CA2099ER) um nauuentoB ¢ AupdepeHUMpOBaHHBIM pAaKOM IIMTOBHMAHOM
xenes3sl (COSMIC-311), o ciyyasx neyeHouHoH sHLEDAIONATHH HE COOOMIANOCE.

[uapes

B uccieloBaHMM, BKJIIOYABILEM DNALMEHTOB C MOYEYHO-KJIETOYHBIM DaKkoM II0OCiE
npemwectytoweii VEGF-raprernoit tepanuu (METEOR), nuapes 6bina sapeructpupoBana y
74 % (245/331) nauueHTOB, Moiy4yaBHIMX Kabo3aHTMHMO; nAuapes 3 M 4 CTENEHH THKECTH
BeTpeyanach y 11 % nalueHToB, noay4aBux kKabo3aHTHHUO. Mennana BpeMeHH 10 pa3BUTHA
9TOM HeXeNaTeIbHOM peakly coctaBuia 4,9 Henes.

B uccnenosaHuy, BKIIOYABLIEM MAIMEHTOB - C TOYEUHO-KJIETOYHBIM DPaKkoOM, paHee He
nonyyapmux neuenns (CABOSUN), nmapes Obna 3apeructpupoBasa y 73 % (57/78)
NALMEHTOB, NOJyYaBlIMX Kabo3aHTHHUO; auapes 3 U 4 crerieHy TsokecTy BeTpedanack y 10 %
NALMEHTOB, MOJTYYaBIINX Kab03aHTHHHUO.

B mccnenoBaHMH, BKIIOYABLIEM NALMEHTOB ¢ remarouepmoysipabiM pakoM (CELESTIAL),
auapes 6bi1a 3apeructpupoBasa y 54 % (251/467) nauuesToB, MomyyaBmMX Kabo3aHTHHMO;
muapesi 3 U 4 cTeneHM TSHKeCTH BeTpedanach y 9,9 % MalyeHToB, NoNyYaBIINX Kabo3aHTUHHO.
MeauaHa BpeMEHHM OO pa3BHTHs STOM HEXenaTeNbHOH peakiuu cocTaBuna 4,1 Henens.
H3mMeHeHHde 10351, BpEMEHHOE NPEKPAINeHHe TePanuy MM IOCTOSHHOE MPEKpalieHUe pueMa
Ka603aHTHHUGA BCNEACTBHE pasBuTHs Jauapeu Obulo 3apernctpupoBaHo y 84/467 (18 %),
69/467 (15 %) u 5/467 (1 %) nanueHTOB, COOTBETCTBEHHO.

B uccleqoBaHUM, BKJIIOYABIIEM IMAUMEHTOB ¢ JU(QepeHIHpOBaHHEIM pPaKoM IIUTOBHUAHON
xenessl (COSMIC-311), auapest Gbuia 3aperucTpupoBana y 62 % NalMEHTOB, IOJTYYaBIKMX
kabozantunmb (105/170); nuapes 3 u 4 crenenu Tsxectd — y 7,6 % nauuenToB. CHykeHue
JO3H mpenapata M INpEeKpalleHWe Tepanu¥ BCIEACTBAC DasBUTWS JMaped  ObuIo
3apeructpuposao y 24/170 (14 %) n 36/170 (21 %) nauneHToB, COOTBETCTBEHHO.

B uccnenoBaHMM, BKJIIOYABIIEM NAIMEHTOB C PpaclpOCTPaHEHHBIM ITOYEYHO-KICTOYHBIM
paKoM, MoJTyyaBIINX KaGo3aHTHHUG B KadecTse neppoi nunuK Tepanuu (CA2099ER), nuapest
6blma 3aperucTpupoBada y 64,7 % (207/320) maumenTos; auapes 3 M 4 CTeNeHH TSKECTH
BeTpeuanack y 8,4 % (27/320). Menuana BpeMEHH JI0 Pa3BUTUs STOM HEXENATebHON peaKkiiy
coctaBuna 12,9 Heinennh. BpeMeHHOE NpeKpalleHWE TEpanuM CO CHIDKEHMEM [O3Bl WIH
TIOCTOSIHHOE TIPEKpalIeHue TpHeMa BCISJICTBHE Pa3sBUTHs JAuaped OBUIO 3aperucTpHPOBAHO Y
26,3 % (84/320) u 2,2 % (7/320) nauneHTOB, COOTBETCTBEHHO.

Ceuwyu
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B uccnepmoBaHuM, BKJIIOYABIIEM [ALMEHTOB C  [IOYEYHO-KJIETOYHBIM pPaKOM  MOCHE
npeamectBytommeii VEGF-taprerroii Tepamun (METEOR), ceuim G611 3apericTpHpOBaHbl Y
1,2 % (4/331) nanueHToB, NoJNyyaBIIMX Kab03aHTHHUO, BKIIOYAsh CBUINM 3aJHEr0 MPOXOAa Y
0,6 % (2/331) nauuenroB. OpHa HexenaTenbHas peakuus Obula 3 CTENEHH TKECTH,
OCTaJIbHBIE — 2 CTENEeHM TSDKeCTH. MeaMaHa BpEeMEHM A0 Pa3BUTHs 3TOHM HexenaTesbHOM
peakuuu coctapuia 30,3 Henenb.

B uccnenoBaHuu, BKIIOYABLIEM MNALMEHTOB C IOYEYHO-KJIETOYHBIM pakoM, paHee He
nonyyasunx jgeyeHuss (CABOSUN), o ciyuasix BOSHUKHOBEHHUS CBULIEH He coo011a1och.

B uccnenosanuy, BKIIOYaBLIEM MAuMEeHTOB ¢ renaroue/unoisipubiM pakom (CELESTIAL),
cBMLIM OblnM 3apeructpupoBansl y 1,5 % (7/467) nauueHToB, NOiy4yaBIUMX Kab03aHTHUHUO.
MenunaHa BpeMEHH IO pa3BUTHS 3TOM HEXENaTeNbHOM peakLuuu cocTaBuia 14 Henens.

B uccnenoBanuM, BKIIOYaBIIEM NaLMEHTOB ¢ UG GEepeHLMPOBaHHEIM PakOM LIMTOBHIHON -
xene3sl (COSMIC-311) cBuiuM (mBa crnyuas CBMIL@ 3aJlHETO NpoXoJa M OJMH ciyuaid
IJI0TOYHOrO cBuIna) Owuin 3apeructpupoBansl y 1,8 % (3/170) nmaumeHTOB, MOJy4aBLIMX
Kab03aHTHHHO.

B HCCNENOBAHHM, BKIIOYABLIEM IALMEHTOB C pacnpoCTpaHEHHBIM [TOYEYHO-KIIETOYHBIM
pakoM, NOJy4aBIIMX KaOO3aHTMHHO B KauecTBE NEPBOi JHMHUM Tepanud B KOMOMHAIMH C
HuBonyMabom (CA2099ER), ceumu 1 creneHu TsbkecTd ObUIM 3apeructpupoBadsl y 0,9 %
(3/320).

B Xoz1¢ KIMHIMECKUX MCCIIe/IOBaHHIT OTMEYaIHCh CITy4ar CBHIICH C JeTalbHEIM HCXOZIOM.
Kposomeuenus ‘

B uccnepmoBaHuM, BKIIOYABIIEM IALIKEHTOB C IIOYEYHO-KJIETOYHBIM pPaKOM IIOCIE
npeamectsyromeii VEGF-tapreruoii reparnu (METEOR), yacToTa BO3HUKHOBEHHMS TSDKEJIBIX u
KpoBoTeueHHH (> 3 cremeHu Tsdxecta) cocrtaBmsia 2,1 % (7/331 naumeHTOB) cpemu
HOJIy4aBIIMX kabo3aHTHHMO. MeanaHa BpeMEHH N0 pa3BHTHS 3TON HEXENAaTeIBHOM peaKiyu
cocraBuia 20,9 Henems.

B wuccnenoBaHMy, BKIIOYABIIEM MAlMEHTOB C IOYEYHO-KJIETOYHBEIM pPaKOM, paHee He
nojy4aBmux neyenuss (CABOSUN), yacToTa BO3HUKHOBEHMS TSDKEJBIX KPOBOTEUSHMU (> 3
CTENEHH TSDKECTH) cocTaisia 5,1 % (4/78) cpenu nonydyaBmux kabo3aHTHHMO.

B uccnenoBanuy, -BKIIOYABIIEM MalleHTOB ¢ remaroueunoispHeiv pakom (CELESTIAL),
4acTOTa BO3HHKHOBEHMS TKENBIX KPOBOTEUEHHH (= 3 cTemeHM TshkecTH) coctaBisia 7,3 %
(34/467) cpemm nonmyuaBmMX Kkabo3aHTMHHO. Menuana BpeMEHHM JO pas3BUTHSA 3ITOM

HEXeENaTeIbHON PCaKH COCTaBHIIA 9,1 HEACHE.
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B MccleIOBaHMM, BKIIOYABIIEM TMAlMEHTOB C pAaclpOCTPaHEHHBIM MOYEYHO-KIETOYHBIM
paKoM, MoJTy4aBIINX Kab0o3aHTHHUG B KayeCTBe NEPBOU JIMHUM Tepariy (CA2099ER), gacToTa
BO3HMKHOBEHYIsSI KPOBOTeUeHuil (> 3 crenenu Tsxectu) coctasnsina 1,9 % (6/320).

B MCCENOBAHMH, BKIIOYABIIEM MNAIMEHTOB ¢ AM(QepeRIMpOBaHHEIM pakoM MIMTOBHMIHOH
xenesst (COSMIC-311), 4acToTa BO3HHKHOBEHHS KPOBOTEUEHHH (= 3 cTeneHH TSHKECTH) TIPH
npueme kabosanTuHuba cocrapuna 2,4 % (4/170). Meanana BpemeHH [0 pasBUTHA 3TOMN
HeXXesaTeNlbHOM peakLuy coctaguna 80,5 1HEH.

B xoie KIMHHYECKMX MCCIENOBAaHHI OTMEYaNMCh Cjly4an KpPOBOTEYEHHS C JIETANbHBIM
HICXOJIOM.

3adnuii 06pamumbiii NelKOIHYePANoNamu4ecKuii CUHOpoM

B wmnnueckux wuccnenosanusix METEOR, CABOSUN, CELESTIAL u CA2099ER
npenapara KaGomernkc® He cooblanock O cryuasx pasBUTHs 3a[HETO obpaTiumMoro
neiikosHLedanonaTi4eckoro 'CHHAPOMa, OJHAKO Cilyyad BO3HMKHOBEHHsS 3TOr0 CHHAPOMA
OTMEYaNNch y OJHOTO MauueHTa B KiIMHHYeckux uccnenoBanuax COSMIC-311 u penxo B
JPYTHX KIMHUYECKHX ¥ICCIIeN0BaHUAX kabo3anTuHuba (2/4872 nanyueHTos, 0,04 %).
ITosviuenue aKmueHOCMY (PepMeHmos neyenu y Nayuenmos ¢ NoYe4yHo-KIemoYHbIM PAKOM,
HoMYyuABUIUX KAGOSAHMUHUO 8 KOMOUHAYUY C HUBOTYMAGOM

B KJIMHHYECKOM HCCJIEJOBAHMH C y4acTHEM MAalMEHTOB, paHee HE IMONyYaBIIMX TEpamnuio,
MOJy4aBIIMX KaGo3aHTMHHG B KOMOMHAIMM ¢ HMBOTyMaGom, HaGmonanach 6onee BHICOKas
yacTora nopbimenus aktuBHoctd AJIT 3 u 4 cremenu Tspxectd (10,1 %) ¥ mOBBIIEHHA
axtusroctd ACT (8,2 %) No CpaBHEHMIO ¢ MOHOTeparuell kabo3aHTHHHOOM Yy MalUeHTOB C
noyeyHo-KieTouHsM pakoM (B uccienoBanud METEOR axrunocTh AJIT yBenuumiace Ha
3.6 %, a axtusHOcTs ACT — Ha 3,3 %). Mexyana BpeMeHHM JI0 Pa3BUTHUS TOH HeXelaTelbHOM
peaxiuu (> 2 CTEINeHH TSHKECTH) COCTaBHIA 10,1 Henens (quamnason: ot 2 fo 106,6 Hexenp; n =
85). DTa HexeJNaTeNbHas peaKiysl paspemanack Jio crenenu soxectn 0-1'y 91 % nauueHTOB.
MeznaHa BpeMeHH paspeLieHus coctasria 2,29 Henenu (auanasoH: ot 0,4 1o 108,1 Henens).
IIpu moBTOpHOH MOHOTepanuy kaGosanturkbom (n = 10) wm HuBonymabom (n = 10), nubo
Tepamuy ABYMs npemaparamu (n = 25) cpeau 45 NalMeHTOB pPEIMAMBEL HeXeNaTeNnbHOM
peaKIuy >2 CTENeHH TUKeCTH Habnrojanuce y 4 nanyeHToB, Holy4aBInX kabo3aHTHHUO, y 3
NalUeHTOB, INOJNy4aBIIMX HUBOIYMa®, ¥ y 8 mManWeHToB, MOJYYaBIIMX TEPANUIO ABYMS
npenapaTamy.

T'unomupeos

B uccieqoBaHMM, BKIIOYABIIEM ITAIMEHTOB ¢ MOYEYHO-KJICTOYHBIM PakoM  IIOCje
npemmectsytomeii VEGF-tapreTHoit Tepanuu (METEOR), runotupeos OBLT 3apETUCTPUPOBAH
y 21 % (68/331) nanueHTOB.
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B uccnenoBanuM, BKIIOYABINEM IALMEHTOB C IOYEYHO-KJICTOYHBIM paKoM, paHee He
nonyyapmux JjeueHus (CABOSUN), runortupeos Gbin 3apeructpupoBan y 23 % (18/78)
NaLMEeHTOB, MOJTy4aBIUMX Kab03aHTHHHO.

B uccnenoanuy, BKIOYABINEM MAlMEHTOB C remaroue/monspHemM paxom (CELESTIAL),
runotTupeos  Obui  3apeructpupoBan  y 8,1 % (38/467) maumeHnToB, mOMyuaBIIMX
kabosanTunG. Yacrora pasuTHsS runoTHpeosa (> 3 crenenm TsxkecT) cocrapnsna 0,4 %
(2/467 naunenTos).

B uccnenosanuu, BKIOYaBIIEM NALMEHTOB ¢ AvbQepeHUMpPOBAHHEIM PaKOM IMTOBHAHOMN
xenesst (COSMIC-311), runotupeos 1-2 creneHn TsmKecTH GbUl 3aperucTpupoBan y 2.4 %
(4/170) nauueHTOB, He TPEOOBABLIMI KOPPEKIUM JIEUEHMS.

B uccrnenoBanuy, BKIIOYABIIEM INALMEHTOB C PaclpOCTPaHEHHBIM TOYEYHO-K/IETOUHBIM
paKOM noiy4yaBiuuX KaGo3aHTMHMOG B KauyecTBe MEPBOH JIMHWUM Tepanuu (CA2099ER)

mnompeos OBl 3aperucTpupoBaH y 35,6 % (114/320) naumenros.

IlepenoszupoBka

He cymectByer cneuuduueckoro aHTHAOTA K KabO3aHTMHHMOY, BO3MOXHEIE CHMIITOMEI
NEPEAO3MPOBKH HE YCTAHOBJICHEI.

B cinyyae mono3penus Ha Nepejo3UPOBKY CIEAYET MPEKPATUTE NPUMEHEHHE Kab03aHTHHUOA.

Ilokazana cummnromaTHyeckas Tepanus. KiuHuko-naGopaTopHEle mapaMeTps! MeTaGomn3ma

AOJDKHBI KOHTPOJIMPOBATECS HE 'peXe OJHOIo pada B HEACIIO HIH IpH KJIMHAYECKOH

HCO6XO,IIPIMOCTI/I AJIs1 BEIABJICHHUA U OLICHKU MOOBIX BOSMOXHEIX M3MEHEHUI.

B3aanmoneiicTBHe ¢ APYrHMH JIeKAPCTBEHHBIMH CPEACTBAMH

Bnuanue opyzux nexapcmeeHHbIX npenapamos Ha KaGo3aHMUHUG

Huzubumoput u undyxmopwr CYP3A44

OnHOBpEMEHHOE MPUMEHEHHE MOIIHOTO unruburopa CYP3A4 xerokonasona (400 mMr B 1eHb
B TeueHHe 27 aHel) 310poBBIMU JOGPOBONBLEAMH C OJHOKPATHEIM BBeneﬁHeM kabo3aHTUHHOA
YMEHBIUANO KIMpeHe Kabo3aHTuHMOa (Ha 29 %) M NOBHIIANO SKCHO3UIMI0 Kab03aHTHHHOA B
nnasme kpoeu (AUC) Ha 38 %. Crnemyer coGmonaTh OCTOPOHOCTh TIPU OJHOBPEMEHHOM
NPUMEHEHMM MOIIHEIX WHrHOMTOpoB CYP3A4 (HampuMep, pPHTOHaBHp, WTPaKOHA30l,
SPUTPOMHLIUH, KIIAPUTPOMHMIIMH, IPeHTIbPYTOREIif COK) ¢ KaG03aHTUHUGOM.

OnHoBpemMeHHOE mNpuMeHeHHe MolnHOro MHiayktopa CYP3A4 pudammuimsa (600 w™mr
€XKEIHEBHO B TeueHUe 31 AHs) 370pOBEIMH HOOPOBONBLAMM C OJHOKPATHEIM BBEICHHEM
Ka603aHTI/IHI/I6a YBEIMYMBANIO KJMpeHC KabGosanTuHHM6a (B 4,3 pasa) M yMmeHbmAlo

BKCTO3ULMIO KabosantunuGa B miasme xpoen (AUC) wa 77 %. Crenyer wusberats
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IOCTOSHHOTO COBMECTHOTO IpMMEHEeHMs MomHbX uHAyktopo CYP3A4  (nampuwmep,
dbennToun, kapbamasenuH, pudamnuiumH, deHobapOuTan WM PACTUTENBHBIE NPENapartl,
cozeprkalIye 38epoboil NpoABIpsBNeHHEH [Hypericum perforatum]) ¢ Kab03aHTHHHOOM.
IIpenapamul, usmensaouyue pH dicenyoounozo coxa
CoBMeCTHOE NPUMEHEHUWe WHrMOUTOpa NMPOTOHHOH MOMIE! 30Menpasona (40 Mr B A€Hb B
TeueHye 6 nHeH) ¢ ONHOKPAaTHBIM JIPHEMOM xabosantuauba B no3e 100 mMr y 300poBHIX
O0BPOBONIBLEB HE MPUBOAMIO K KIMHHYECKH 3HAUMMOMY BIMsHMIO Ha dkcnosuumio (AUC)
xabo3anTiHUOa B InasMe KpoBd. Koppekuuss n03bl He TpeOyeTcss MpH COBMECTHOM
nprMeHeHuM KaGo3aHTHHHGA ¢ Tpenapatamu, u3MeHstommmu pH kemynouHoro coxa
(MHrE6HTOPBI IPOTOHHOMN MIOMIIBI, AHTArOHHCTH! Ho-THCTAMUMHOBBIX PELIENNTOPOB M aHTALIWBI).
Huzubumopvr MRP2 -
I[a}iﬂble in Vvitro 1eMOHCTPHPYIOT, 4To KaGo3aHTHHHUO sBuseTca cydctparom MRP2. Tloatomy
COBMECTHOE NpUMeHeHWe kaboszaHTMHMOa ¢ uHruburopamu MRP2 moxer mpuBecTH K
TIOBBILIEHUIO KOHLIEHTPaLK kKabo3aHTHHNOA B IIJIa3Me KPOBH.
Cexsecmpanmul JCeN4HbIX KUCIOM
[Ipemnaparsl, CBI3IBAIOIINE COJIM KEMIHBIX KHUCIIOT, TAKHE KaK KOJIECTHPaMHH U KOJIE3eBeNaM,
. MOTYT B3aMMOJEHCTBOBaTh ¢ KaGO3aHTHHMOOM H BIMATP Ha ero abcopOumio (M
pea6cop6umo), YTO NPHUBOAMT K IIOTEHIMAILHOMY }"MCHBIHCHHIO SKCIIO3WIMK B IUIa3Me
kposH. KimHH4ecKoe 3HaYeHHE STOTO MOTEHIMAIBHOTO B3aMMO/ISHCTBHS HEU3BECTHO.
Bnuanue xabozanmunuba Ha opyzue 1eKapCcmeeH ble RPenapamol
Bnussve kaGo3aHTMHMOAa Ha (DapMaKOKMHETHKY TIOPMOHANBHEIX KOHTpPAIENITHBOB HE
u3ydanoch. IIOCKONbKY KOHTpauenTBHBIH oddext He MoxeT OBITH IOJHOCTEIO
rapaHTHpOBaH, PEKOMEHLYETCs UCIIOIB30BATh JOTIOTHUTEBHEIA METO/ KOHTPALEIILUH, TaKOH
Kak OapbepHEBIil METOL.
Bimsuue kabo3aHTHHUOA Ha (apMaKOKUHETHKY BapdapHuHa He M3ydJaloch. BaaumoneiicTeue ¢
Bap(hapHHOM BO3MOXHO. B cilyyae 0JHOBpPEMEHHOIO NMPHUMEHEHHUs CIIElyeT KOHTPOIMPOBATh
3HauYeHHE MEXIYHAPOJHOTO HOpMaK30BaHHOro oTHomenua (MHO).
Cy6cmpamul P-2nuxonpomeuna
Ka603aHTHHUG SBIsSeTCS MHTHOMTOPOM TPaHCIOPTHOH akTiBHOCTH P-rmmkonporenna (ICso =
- 7,0 MxM), Ho He sBIseTCS CyGCTPaToOM P-IIHKONMPOTENHa, KaK MOKA3aHO B ABYHANpaBIeHHOH
TecT-CHCTEME ¢ Hcronb3oBanyeM kierounoil s MDCK-MDRI. B cBa3u ¢ 3THM, npH
COBMECTHOM IPHMEHEHUH KaG03aHTHHUG MOXKET YBENWUMBATh KOHLEHTpaLuio cyGcTparos P-
IIMKOIPOTEWHA B TUTA3ME KPOBH. IIallMeHTHI, MOJyYarouive Kabo3aHTHHUO, NOJDKHEI OBITH
TpeyNpeXIeHEl O BO3MOXHOM B3aMMOJEHCTBHM IIPH OJHOBPEMEHHOM INpPMMEHCHHM C

cyGerpaTamu  P-rmkonporevia  (Hanpumep, dexcodeHamuH, aNMCKUpPEH, amMOpH3€HTaH,
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,ua6nranaH, AWTOKCHH, KOJXHIWH, MapaBUPOK, I103aKOHA30JI, pPaHOJIa3WuH, CaKCaryIMIITHH,

CUTArMIITHH, TAJMHOJION, TOJIBAIITAH).

Oco0blie ykazanusi

Tak xak GONBIIMHCTBO HEXeNaTENbHBIX peaKilyii pa3BHUBacTCA HA paHHEN CTaAuH JNedeHus,
Bpay NOJUKEH TIIATENbHO HaOMOZaTh 3a TALEHTOM B TEYEHHE MEPBBIX BOCHMM HEAENb
TEpanuy, YTo0bl ONpPEENTUTh HEOOXOAUMOCTL M3MEHEeHHs 103bl Npernapara. HexenaTenbHble
peakiiMy, KOTOprle OOBIYHO MPOSIBISIIOTCS B Hadaye JevyeHHs, BIIOUAIOT TUIIOKAJIBLHEMHUIO,
TMNOKAJIUEMHUIO, TPOMOOLMTONEHHMIO, apTEPHANIBHYIO TMIIEPTEH3MIO, CHHIPOM JIaJlOHHO-
NOJIOLIBEHHON SPUTPOJU3ECTE3NH, INPOTEUHYPHIO M HapylIEeHHs €O CTOPOHBI JKElyIOoYHO-
KHIIe4HOTo TpakTa (60,1b B )KMBOTE, BOCTIAJIEHHE CIIM3HCTOH 000NOUKY, 3a110p, AHapesi, PBOTA).
Paspewenue Hexcenamenvrvlx peaxyuii moocem nompe606amev 6PEMEHHO20 NPEKPAUEHUA

mepanuu Uiy CHUJICeHUA 003bi:

B xnunuueckom uccnenoBanun (METEOR) npumeHedns kabo3aHTMHMOA y NAlMEHTOB C

MOYEYHO-KJIETOYHEIM pakoM mnocne npeamectsytomie VEGF-tapretHoit Tepanuu, cHXeHHEe
TI036l 1 BPEMEHHOE NPEKpallleHUe TEPAMU N0 NPHYMHE Pa3sBUTHS HEXKENATENbHBIX peaKLHii
NPOM3OIIN COOTBETCTBEHHO y 59,8 % 1 70 % mnauueHToB, NOJIy4aBIIMX KaGO3aHTHHHO.
CHwxeHue 0361 ABaxpI HoTpeboBanocsk y 19,3 % nauuentos. CpenHee BpeMs JI0 IIEPBOTO
CHIDKEHHS 103bl COCTABIIIO 55 JHEH, a 10 NepBOro BpeMEHHOT0 NpeKpameHus Tepans — 38
JHel.

B KIHHHYECKOM uccnenopanud (CABOSUN) npuMeHenus kaGo3aHTHHHGA y NALMEHTOB C
TIOYEYHO-KJIETOYHBIM PAaKOM, PaHee HE IOIy4YaBIINX JICUEHHUS, CHIDKEHHE O35l U BPEMEHHOE
IpeKpalleHUe Tepanuy npou3onuy y 46 % u 73 % nanueHToB, MOJy4YaBIInX KaGo3aHTHHMO,
COOTBETCTBEHHO. |

B ximaumgeckom uccnenosanuu (CA2099ER) y manueHTOB C PacIpOCTPaHEHHEIM IIOYEYHO-
KJIETOYHBIM PaKOM, IMOJIy4aBIIHX KabO3aHTHHHO B KOMOMHANMM ¢ HMBONYMaboOM B KadyecTBe
NIepBOH JIMHMK TEPANUH, CHIXKECHUE 03Bl MM BPEMEHHOE MPEKPAIeHHe TEePariu 10 IIPUYUHE
Pa3BUTHA HEXCIATENBHEIX peakiuid npomsonumd y 54,1 % wu 73,4 % mnanueHros,
cooTBeTCTBEHHO. [loBTOpHOE CHIDKEHME HO03BI moTpeboBanock 9,4 % mauuentos. Cpennee
BpeMsi [0 TIEPBOrO CHIKEHMA J03bl coctaBisuio 106 nHell, a 10 mepBOro BPEMEHHOIrO
MIPEeKpalleHus Tepanuy — 68 nueid.

B xmnuyeckom uccrnenopanui (CELESTIAL) y manueHToOB ¢ renaToUE/LTIONAPHEIM PaKkoM
NI0CTI€ TPEAMIECTBYIOIEH CMCTEMHOM TepanMH, CHHXKEHME O3Bl U BPEMEHHOE NpeKpalleHue

Tepanmuy npowsomid 'y 62 % u 84 % manueHTOB, mNOJy4aBIIMX KabGo3aHTUHHO,

CooTBeTCTBCHHO. CHIDKEHME 03Bl JBaabl notpeboBanock y 33 % mammentos. Cpenpee
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BpeMs 10 TEPBOr0 CHIDKEHHS 1036l COCTaBIslIo 38 JHeH, a 10 YIepBOro BPEMEHHOro
npexpameHus Tepaniu — 28 nHeii. [TanenTaM ¢ NeYeHOIHOH HeJOCTATOYHOCTEIO JIETKOH U1K
CpejIHeli CTENeHH THKECTH peKoMen/lyeTcs Goliee TIATeNbHB i MOHUTOPHMHT COCTOSIHHS. |
B xunngeckoM uccaenosanun (COSMIC-311) y naupeHTos ¢ JuddepeHIMpoBaHHbIM PaKoM
IMTOBMAHOM >XeJe3bl CHUJKEHME MO03bl W BPEMEHHOE TNpPEKpalleHHe Tepanuy IMPOM30ILIH
cootBeTCTBEHHO Yy 67 % n 71 % naupeHToB, NoNyyaBiMX kabosanTuHMO. CHIKEHHE NO3bI
ABaxapl norpebosanoch y 33 % nauuentos. Cpeanee Bpemsi A0 NMEPBOrO CHHIKEHMs NO3bl
cocTaBsuIo 57 mHeH, a 10 epBOTo JIO BpEeMEHHOTO NpexpalieHus Tepaniu — 38,5 nHed.
TI'enamomoxcuynocmo

V nalnmeHToB, NPUMHHMAIOIHMX KaG03aHTHHMO, 4acTo HaOMOAAIOTCs OTKJIOHEHHA OT HOPMBI
GMOXUMHYECKUX ToKasarenelt Qynxuuu nedenn (yBenuuenue aktuHocTd AJIT, ACT u
colepkanns Gunupy6una). PekOMeHIyeTcs NpOBOIMTbL OLEHKY cocTosHus neyenn (AJIT,
ACT u 6unupy6uH) 10 Hauana jedeHus kaGO3aHTHHMOOM M TIIATENBHO KOHTPONHPOBATb BO
BpeMs Tepamuu. JIi NAUMEHTOB C YXy[IUEHHEM OGMOXMMHHYECKUX nokasareneil (yHKiuu
NeYeHH, KOTOpHIE CUMTAIOTCS CBS3aHHBIMH C JIEYEHHEM Kabo3aHTMHMOOM (TO €cTh, KOria
JpyTHe OYEBMHBIE NPHUYMHBI OTCYTCTBYIOT), ClelyeT coOMonaTh PEKOMEHJALMH IO
xoppexiuu 10361 B Tabnuue 1 (pasaen «Crnoco6 npuMeHEeHHs U J03b1»).

Ilpn npuMeHeHMM Kabo3aHTHHMGa B KOMOMHALMM C HUBOIYMaboM, y MALMEHTOB C
PacIpOCTPaHEHHEIM [OYEYHO-KIETOYHEIM PakoM OTMeyanack Oonee BBICOKas YacToTa
nopeimenns aktuBHocTH AJIT u ACT 3 u 4 crenenu TspkecTd. Ilepen Hayanom JieUeHUS M
TEpHOIMUECKH B TEUEHHe BCETO IEpHOJa JEYCHHs CNeyeT KOHTPONUPOBATh (HEPMEHTHI
MICYEHH. '

Ka603aHTUHMG BHIBOJMTCS IIPEHMYINECTBEHHO MEYeHbI0. PEKOMEHIyeTCs TIATeIbHBIN
MOHHTOPHHI 06Ieii Ge30NMacHOCTH Y MALUEHTOB C IEYEHOUHOH HENOCTATOYHOCTBIO JIETKOM
WM CpemHell CTemeHM TshkecTH. VY Goiee BBHICOKOH JIONM NALMEHTOB C INEYeHOUHOH
HEJOCTATOYHOCTHIO cpefHel cremenu Tsokectd (krace B mo Yaina-Ilsio) passuBanack
neueHounas osHuedaonatHs BO Bpems Tepanuu KaGoszamtmHuGoM. KaGosanTunHHO He
PEKOMEHyeTCsl IPUMEHSTh Y MALUEHTOR C NIEYEHOYHON HeIOCTATOYHOCTEIO TAKENIOH CTENeHN
oxectd (kinace C no Yaiing-IIeo).

Heuenounan suyepanonamus

B xiunuueckoMm uccaenoanuud (CELESTIAL) y nauueHToB ¢ renaToOUCIUIIONIAPHBIM PakoM
rieyeHOYHass oSHUedanonaTis dame OTMeyanack B TpyNNe NalUeHTOB, NPUHUMABIINX
xaGo3aHTHHUO, yeM B rpynne mianebo. Jlnapes, pBoTa, CHWKEHHE aNNeTUTa U HapylleHne
- 3IeKTpoMTHOrO Oananca OBUIM CBS3aHBI C NIPHEMOM Kabo3aHTHHHOA. Y IalMeHTOB C

renaTolesUIIoJIIPHEIM PaKOM € HapyIICHHUEM (l)yHKI].PII/I NEYCHHM TaKre€ BHEINIEYCHOYHBIC PCAKIIUH
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MOTYT OBITh NpeApacrofaralomuMy (akTopamyl K pasBATHIO [EYEHOYHOM sHuedanonaTuy.
IlanuenToB cnexyeT KOHTPOJNHPOBAaTh Ha TPEAMET NPU3HAKOB M CHMIITOMOB II€YEHOYHOM
3HLE(aNoNaTuy.

Ilepgpopayuu u ceuwyu

Ilpn mpneme KaGo3aHTHHMOA CyIIECTBYET MOBBILIEHHBI pPHMCK PasBUTHA CEPbe3HBIX
nepdopauni M CBHIUEH KENyJOYHO-KMIUEYHOrO TPaKTa, MHOrIA C JIETANbHBIM HCXOJIOM.
TlaupenThl ¢ BOCTANMTENbHBIMHE 32607€BAHMAMH KUIIEUHHKA (Hanpumep, 6o1e3HD Kpona,
A3BEHHbIN KOJINT, NEPUTOHUT, AUBEPTUKYJIUT MM aNNeHIHLNT), HHQUIBTPaUKEH OMyXoiy B
KEJTy JOUHO-KULICYHBIM TPaKT MM OCJI0XHEHHEM T0CNEe NPEAMIECTBYIOIEr0 XHUPYPruYeCKOro
BMEIUATELCTBA B OOJACTH  IKEyJOYHO-KMIIEYHOTO TpakKra (0COGEHHO CBA3AHHONO ¢
MEJJICHHBIM MJIH HETIOJHBIM 38XKMBJICHHEM PaHbl) JOJDKHEI THIATENBHO OLIEHUBATHLCS 4O Hayaia
NeYeHNs KabO3aHTMHMOOM, a BIIOCJNENCTBUM TaKUX [ALMEHTOB CHIEflyeT TIIATEebHO
KOHTPOJIMPOBATh Ha NPEIAMET Pa3sBUTHs CUMIITOMOB nepdopalivii ¥ CBHULIEH, BKItouas abcuecc
u cencuc. JJocTosHHas MM NOBTOPAIOIAACS AHapesi MOXKET ObITh (HaKTOPOM PHCKA pasBUTHSA
aHanbHoro cpvma. CremyeT mNpexpaTUTh Tepanuio KabO3aHTUHMOOM Yy IIALMEHTOB C
nepdopaiuel KelyJIOYHO-KMIIEYHOTO TPAKTa WM CBHIIOM, KOTOpHIE HEBO3MOXKHO
KOHTPOJIMPOBATH AOJDKHEIM 00pa3om.

Hapywenus co cmoponwi dicenyoouno-xuweunozo mpaxma

Huapes, TOIMHOTA/PBOTA, CHIDKEHHME AIIETHTA U CTOMATHUT/GONb B POTOBOM IONOCTH OBUIA
ONHUMH W3 HauboJNee YacTO BCTPEYAIONIMXCS HEXENATeNbHBIX pPeakuuil cO CTOPOHHI
XEIYNOYHO-KUILIEYHOro  TpakTa. Jlng npefoTBpamieHHss O00€3BOXKHBAHHS, HAPyLICHHS
9JIEKTPOJIMTHOrO GanaHca M CHIKEHHS MacCHl Teja CleAyeT HadaTh He3aMeIIHTEIbHOE
JEYeHMe,  BKJIIOYAs ~ CHMIITOMATHYECKOE  JICYEHHE  IPOTHBOPBOTHBIMH  CpPEACTBaMH,
NPOTHBOAUAPEHHBIMY NIpeTiapaTaMy WK aHTalMIaMH. BpeMeHHOe npekpalieHue Tepanuy 1K
YMEHBIIEHHE JI03bl, WIA IIOCTOSHHOE IpEKpalleHHe IpHeMa KaGo3aHTUHMOA CleayeT
paccMaTpuBaTh B Cllydae HOCTOSHHBIX WJIM IIOBTOPSIONIMXCS CEPHbE3HBIX HEKeNaTebHBIX
peakuyii coO CTOPOHEI JKeNy0YHO-KUIeyHoro Tpakra (cM. TaGmuiy 1 B pasgene «Crioco6
IIPUMEHEHUS U J0361»).

Tpomboambonus

Ipn npueme xaGosanTMHMOa HMECTCSs TOBBHINIEHHBIM PHCK pPasBUTHS  BEHO3HOM
TpOMGO3MGONHMH ¥ apTEpHATBHOM, BIIIIOYAs TPOMGOIMGONHMIO JIETOUHOM apTepHH, HHOTZa C
JNeTaNbHBIM HCXOoM. Ka603aHTHHUMG NOJDKEH NPUMEHATECS ¢ OCTOPOXKHOCTHIO Y MALHEHTOB,
KOTOPBIE HAXOAATCS B TPYIIIE PHCKa HITH MMEIOT B aHaMHe3€ TaKue CIIy4au.

B knunmyeckom uccneposannu (CELESTIAL) y nauueHToB ¢ reNaToLEUIIONSPHBIM PaKkoM,

NpUHUMABLINX Kab03aHTHHUO, HAGFOAATICS TPOMO03 BOPOTHO# BEHB], BKIIOUAS OHO COOBITHE
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C JIETAIBHBIM HCXOJOM. I]allMeHTH ¢ OIyXONeBON MHBa3Wel BOPOTHOW BEHBI B aHAMHE3E, TO-
BHAMMOMY, MMEIH Gonee BHICOKMH DPHMCK pasBUTHMSl TPOMOO3a BOPOTHOW BEHE. Cnenyer
TIpEKpaTHTh Tepanuio KaG03aHTHHMOOM Y [MALMEHTOB, Yy KOTOPBIX pasBHBACTCA OCTpPBIA
MAQApKT MHOKapfa WM JoOble Jpyrue KIHHMYECKM 3HAaYUMbIe TpoMO03MOOIHYECKHE
OCJIO’KHEHHUS.

Kposomeuenue

[lpu npueme kaGo3aHTHHMOA MOBBLILIEH PUCK BO3HMKHOBEHMsA TSXEJOrO KPOBOTEUCHMS,
WHOTJIA C JIETAIbHBIM MCXOA0M. [TallueHTHl ¢ TSKEJIBIM KPOBOTEYEHHEM B aHAMHE3E JOJDKHBI
TIIATENbHO OLEHMBATHCS A0 Hauana Jedenus: kaGosaHTHHMOOM. KaGoszanTnhu® He cienyer
NPUMEHSTh TALMEHTaM, KOTOpHIE HaXoliTCs B Tpynmne pncxa‘ WIA UMEIOT TSKEN0e
KpOBOTEYEHHUE B aHAMHE3€.

B xmunnyeckom uccnenosanuu (CELESTIAL) y mauueHToB ¢ renaTtoue/uIIOJISAPHEIM PaKoOM
cJlyday KpOBOTEUYEHMS C JISTAbHBIM MCXOJ0M PErHCTPHPOBANKCH Yallle B IPYyMNe NaluueHTos,
NPUHMMABIIKX KaGo3anTHHUG, yeM B rpynne niauebo. Ipeapacnonaraouue (axTopsl pHCKa
IS TAKETION0 KPOBOTEUEHHUS B NOMYJISAIMH ¢ PaCPOCTPAHEHHBIM IeNaToNEe/IONAPHEIM PaKoM
MOTYT BKJIOYATh OITyXOJIEBYIO HHBA3HIO KPYNHBIX KPOBEHOCHBIX COCY/IOB M HaJMYKMe LHPPO3a
fieyeHd B Ka4ecTBE MCXOAHOro 3abojeBaHus, NPUBOIAIIMX K BapUKO3HOMY pacIIMpEHUIO BEH
MHIIEBOJA, MOPTANBHON TMIIEPTCH3UN H Tp0M60unToneﬁnn. B uccneposannu CELESTIAL
GBUTH MCKIIOYEHB! [IALMEHTH] C CONYTCTBYIONIEH aHTUKOATYJIHTHON TepaNteH WM NalkeHTsl,
NpMHMMAIONIME AHTHATPETaHTHEIE CPEACTBa. ITauMeHTE! ¢ BapUKO3HBIM PacilMpEHUEM BEH C
KPOBOTEYEHHEM B AHAMHE3€ WM C BBICOKHM PHICKOM BO3HHKHOBEHHMS KPOBOTEUCHHS, He
MONYYaBIMX MM YacTMYHO [ONYYABIIMX TEPamuio, Tamke OBLIM HCKIIOYEHB M3
HCCIIeIOBaHUs.

W3 KIHHHYECKOrO HCCIENOBAHMS Y MAlMEHTOB € PaclpOCTPAHEHHBIM MOYEYHO-KIETOYHLIM
PaKoM, [OJIy4aBLINX KaG03aHTHHHUO B NIEPBOH JIMHUM TEPaNuHu B KOMOMHAIMH ¢ HUBOTyMaboM
(CA2099ER), OB  HCKMIOYEHH  MAUMEHTH, MOJyYaBUIHE  AHTUKOAryJSIHTBI B
TepaneBTHYECKUX 03aX.

Aneepuzmuvl u paccroenus apmepuu

[pumenenne uuru6uropos VEGF y maiueHToB ¢ apTepuanbHOH IHNepTeH3ned nin 6e3 Hee
MOXKET CIIOCOGCTBOBATh OGPA3OBAHMIO aHEBPHM3M H/WIIM PACCIOCHHIO apTEpHH. IlanueHTH ¢
¢akropamMu pucKa, TaKHMHM KaK apTepHalbHas TUMEPTEH3Us] WM aHeBpU3Ma B aHAMHEse,
JOJDKHEI TIIATENEHO OLEHMBATECA JI0 Hayasa JieueHus Kabo3aHTHHIOOM.

Tpomboyumonenus

B  xmHuueckux wmccienoBanusx (CELESTIAL), (COSMIC-311) y mnammeHToB ¢

renaToe/UIOISPHEIM pakoM M ¢ Au(depeHIMpoBaHHEIM PakoM LIMTOBHIHOH JKENE3El,
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COOTBETCTBEHHO, OTMEYAINCh TPOMOOLIMTONIEHHs 1 CHIXXEHHE 4ycia TpoMGouuToB. Bo Bpems
NeyeHns1 KabO3aHTUHUOOM clie/lyeT KOHTPOIMPOBATh YHCIO TPOMGOIIMTOB M KOPPEKTHPOBATE
A03y B 3aBUCHMOCTH OT TsDKECTH TpomOouutoneHuu (cMm. Tabmuuy 1 B pasgene «Cnoco6
IIPUMEHEHUS U JI03B1»).

OcnooicHenus 3ax3cunenust panvl

Ilpn npueme kaGo3aHTMHMGA CYINECTBYET INOBBIUEHHBIH PHUCK PA3BUTHS OCIOKHEHHI
3QKMBJICHUS paHbl. JIeueHne kab03aHTHRHOOM clie/lyeT NpeKpaTHTh, N0 Kpaliel Mepe, 3a 28
AHEH O 3amnjlaHUPOBAHHOTO XMPYPrU4eCKOro BMELIATENbCTBA, BKIIIOYAs CTOMATONOIHUECKOE
XUPYPru4eckoe BMEIIaTeNbCTBO WM UHBa3MBHBIE CTOMATOJIOTMYECKUE TIPOLEAYPHI, €CIIU 3TO
BO3MOXKHO. Pemenne BO30GHOBUTE Tepanuio KaGO3aHTMHMOOM TOCHNE ONEpalUH JOJBKHO
OCHOBBIBATBCS HA KIMHHYECKON OlEHKE JOCTATOYHOCTH 3aXMBIEHHMS paHb. Cremyer
NPEKPATUTh TEPanuio Kabo3aHTUHHOOM y TNAlMEHTOB € OCJIOXHEHUSMH 3)KMBJICHHS PaHEI,
TpeOyOMMHI MEAULIMHCKOTO BMEIIATENLCTBA.

Apmepuanvhas zunepmensus

Ilpn npueme xaGo3aHTHHHOA HMeeTcss  TIOBBILIEHHBIH PHMCK pa3BUTUS apTepUaNibHOMN
TUNEPTEH3UH, B TOM 4YHCIE TMIEPTOHHYECKOTO Kpu3a. ApTepHalbHOE NABJICHHE JOJLKHO
HajyiexamuM o0pa3oM KOHTPOJHMPOBAThCS N0 Hauaja Tepanmuu KaGozaHTHHHGOM. B Hauane
Tepanuu KaGo3aHTMHMOOM apTepHabHOE NaBICHHE CIEYeT PETyJSIPHO KOHTPOJNMPOBATH M
IpH HEOOXOMUMOCTH NpPUMEHATh COOTBETCTBYIOLIYIO aHTHIMIIEPTEH3MBHYIO Tepalmio. B
CJIy4ae CTOMKOH apTepHaibHOM MrHIepPTeH3MH, HECMOTPS Ha IPUMEHEHHE aHTUTHIIEPTEH3UBHEIX
CPEACTB, Tepanuio KaGo3aHTHHHMOOM ClEeAyeT NpepBaTh 0 BOCCTAHOBIEHHS HOPMAIBHBIX
3HAYEHWH apTepPUabHOIO JABJIEHHS, [IOCIE Yero NpueM Kabo3aHTHHHUOA MOMKHO BO30GHOBHTE
B CHWXXEHHOH no3e. Teparmmio kaGo3aHTHHHOOM CNIEyeT NPEKPATUTh IPH TMIEPTOHHYECKOM
KpH3€ WM Pa3sBUTHM TsDKEJIOH M CTOMKOM apTepHanbHOM I'MIEPTeH3HM, HE OTBEYaromell Ha
AHTHUTHIIEPTEH3UBHYIO TEPAITHIO.

Ocmeonexpos

Hpu npueme xabosanTunnba HAOMIONANKCH CITyYal OCTEOHEKPO3a YEMOCTH. Ilepes HavanoMm
npueMa KaGo3aHTHHHGA W NEPHOJUYECKU BO BpEMA TEpaNHMy CleyeT HPOBOAMTH OCMOTD
nojocty pra. Crueyer npouHGOPMUPOBATh MALMEHTOB O MPABUJIAX TMIUEHH! MOJNOCTH PTA.
Jledenne kaGosanTMHMOOM CclefyeT NpeKpaTuTh, MO KpaiiHelt Mepe, 3a 28 amell 70
3alIaHUPOBAaHHON CTOMATOJIOTMYECKOH ONepaliy WM HMHBa3HBHEIX CTOMATOJOTMYECKHX
IpoNEAyp, €cid 3To BO3MOXHO. ClieyeT cOBIOIaTh OCTOPOJKHOCTh y TALHEHTOB,
NOJIy4aroMmuX IpenapaTsl, aCCOLMMPOBAHHEIE C PA3BUTHEM OCTEOHEKPO3a YEIIFOCTH, TAKHE KaK
bucdocdonarsl. IIpuem kabGosaHTHHNGA ClleLyeT NPEKPATHTh y NALHEHTOB C OCTEOHEKPO30M

YEIHOCTH.
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Cundpom 1a00HHO-NOOOUBEHHOTE 3PUMPOOU3ECMe3Ul

Ipu npueme KabO3aHTHHMOA TIOBBIIEH PUCK BOSHMKHOBEHHS CHHApPOMA JaJOHHO-
MOJOIIBEHHON  dpuTpoam3ecTesny. Ilpu pasBUTHM  TSDKEIOro  CHHApOMA  JNAJJOHHO-
TIOIOIIBEHHOR  SPUTPOLM3ECTE3UH  CIEAYET PACCMOTPETh  BO3MOXHOCTH ~ BPEMEHHOTO
npeKkpamenus Tepanuu  kabosantunubom. Korma - cunapom JIaJOHHO-TIOIOIBEHHOM
SPUTPOAM3ECTE3NH JOCTUTHET 1 CTENeHH THKECTH, CIIEAyeT BO30OHOBUTb  TEpAIIHIO
Kab03aHTMHHOOM C 6osee HU3KOH 103bl.

Ilpomeunypus

Ipy npueMe kaGo3aHTHHMOA CYIIECTBYET PUCK PasBUTHs NPOTeMHYpuH. Bo Bpems seueHus
kab03aHTUHUOOM ClElyeT PEryjispHO KOHTPOJNHpOBaTh mosBieHue GOenka B Moue. Ilpu
pasBUTMH Yy TIALMEHTOB HEQPOTHYECKOrO CHHApOMAa NpHEM kabo3aHTHHUOA ClEenyeT
NpEKPaTUTh.

Cunopom 3adueti oopamumoil snyegaronamui

[Ipy npueMe kabo3aHTMHMOA HAGMOJANOCH DA3BUTHE CHHAPOMA 3alHEH obpaTumMoN
sHue(anonaTiy. ¥V Kaxa0ro NalHenTa ¢ MHOXKECTBSHHBIMU CUMIITOMaMHU, BKIIKOYas Cy A0pOTH,
TOJIOBHYIO G0Jib, HApyIIEHHS 3PEHMs, CIyTaHHOCTh CO3HAHMA WIM HapylICHHUSIMH INCHXHKH
HeOOXOAMMO paccMaTpMBaTh BOSMOXKHOCTh Pa3BMTHs JaHHOrO CcuHApoma. Teparmro
XaG03aHTUHMOOM CIIeLyeT NpeKpaTHTh TpX pa3BUTHM CHHIpOMa 3aiHeil obpaTuMoit
sHue¢aNonaTum.

Yonunenue QT unmepsana

KaGo3aHTHHUG ciiefyeT MPUMEHSITh C OCTOPOXKHOCTBIO y MALMCHTOB C YIMHEHNEM MHTCpBalia
QT B aHamHe3e, y NALMEHTOB, NPHHUMAIOLIMX AHTHAPUTMHUYECKHE Npenaparbl, WIH Y
MaIlMEHTOB ¢ MMEIONMMCS 3a00]eBaHueM cepiua, Opaaukapauel WM HapylIeHHsIMH BOJHO-
snekTpoiuTHoro Ganmanca. Ha ¢one neueHus KaG03aHTHHUOOM cleayeT IPOBOAMTH
nepuonuyeckuii MOHMTOpHHT OKI' 1 KOHUEHTPALMH SJIEKTPOJIUTOB B KPOBH (xanpIMid, Kanui
¥ MarHum). |

Hapywenue @ynxyuu wumoeuoHot sicene3ol

Cleyer IpoBOJUTH JJaGOPaTOPHYIO OLEHKY QYHKLMA IUTOBUIHOMN XENE3B] y BCEX NMAlCHTOB
Tiepe/] HaYaJIoM MPUMEHEHHs npenapara. [lanuentaM ¢ rUNOTHPEO30M WIM THIEPTHPEO3OM B
aHamHe3e CJeJyeT Ha3sHAYUTh COOTBETCTBYIOLIYIO TEPalHIO NEPEN HauajloM NPHUMEHCHHEM
xabo3anTHHHGa. Bo BpeMs Tepanuu ciiefyer. IPOBOIUTE MOHMUTOPHHI Pa3BUTHS HapylIEeHUH
dyBKIMY IUTOBMAHOM KeNe3r!. Jleuenue MAlMEHTOB C HAPYIEHUIMH (GYHKUIUM IUTOBUIHOM
JKeJIe3bl cIIeAyEeT MPOBOAMTD B COOTBETCTBUM C KIIHHUIECKHMMU PEKOMEHIANUAMM.

Omxnonenus om HopMbL BUOXUMUHECKUX 1AOOPAMOPHbIX nokasamenedi
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YBeNnueHue YacTOTHl HapylIeHWl OJEKTPONMTHOrO GanaHca (BKJIIOYas TUIO- M
TUNEPKAJIMEMHIO, T'HIIOMAaTHHEMHIO, THIIOKAJIBLHMEMHIO, THIIOHATPHEMHIO) OBLIO CBA3aHO C
npuemMom kabosanTunub6a. Ilpu npuMeHenun ka6o3aHTMHNOA FHIIOKATBIHUEMHS HaBII0AANach ¢
GonpLiel yacToTolt u/um B Gonee Tskenoii Gopme (Bxmouas 3 u 4 CTeNeHpb) y MALMEHTOB C
paKkoM MIMTOBMIHOHM JKENe3bl 10 CPAaBHEHMIO C MNalUMEeHTaMH C IPYIHMH BHIaMH paka.
Pexomenayercs  KOHTponMpoBaTh GHOXMMHYECKME TOKasaTeld BO  BpeMsl  JICUEHMs
Ka003aHTMHHOOM M NpUM HEOOXOJMMOCTH MPUMEHSTh COOTBETCTBYIOULYIO 3aMECTHTENbHYIO
Teparuio B COOTBETCTBUM CO CTAHAAPTHOH KIMHMYecKod mpaktukoi. Clyyau neuyeHOYHOM
SHUe(anonaTii y NalMeHTOB C TIeNaTOLEIOSIPHBIM PAKoM MOTYT OBITh OGYCIOBJNEHH
Pa3sBUTHEM HapyIIEHUA BOLHO-DJEKTPONUTHOro Gananca. BpeMeHHOe npekpalueHue Tepanuu

WX yMCHBIICHUE JO03BI, WIH NOCTOSIHHOE TNpCKpaluieHue npuema kabo3aHTHHHOA ClIeayer

paccMaTpuBaTh B ciydac yCTOﬁ‘{HBHX WM NTOBTOPSIOIIMXCS CYIIECTBEHHEIX OTKJIOHEHHH OT Q

HOpMBbI (cM. Tabnuiy 1 B paspene «Crnoco6 npuMeHEHUs ¥ J035I»).

Hnoyxmopwr u unzubumoper CYP3A4

Kabosantnuu6 ssnsercs cyberparom CYP3A4. OnHoBpeMeHHOe NpuMeHenye KaGo3aHTHHNG
¢ MOIIHEIM MHrHOMTOpoM CYP3A4 KeTOKOHA30J0M NIPMBOAMIO K YBEIHUYEHHIO SKCTIO3ULMH
kabosanTuHuOa B TiasmMe kpoeu. HeoGXxomumo co6monaTh 0CTOPOXKHOCTH TPH NMPUMEHEHMH
ka003aHTHHHOA ¢ NpenapaTaMH, KOTOPbIe BISIOTCS MOIHBIMK MHrHOUTOpamu CYP3A4.
OnHoBpeMeHHOe TpuMeHeHMe Kabo3aHTHHMG2 ¢ MOmHBIM  HHAykTopoM CYP3A4
pn¢>aMnnunH0M NPUBOAMIO K CHIDKEHHIO DKCNO3MIMM Kabo3aHTHHMO2 B INasMe KPOBH.
Cnenyer wusGeraT JIMTENBHOrO IpHeMa MpPENApaToB, KOTOPHIE SBISIOTCS MOIIHEIMHU
unpykropamu CYP3A4, Ha ¢one neuenns kabo3aHTHHUOOM.

Cybcmpamut P-2nuxonpomeuna

KabosaHTHHUG SBISETCA HHIHOMTOPOM TPaHCIOPTHOM aKTMBHOCTH P-rukonporensa (ICso =
7,0 MkM), HO He sBNseTCs Cy6eTpaToM P-rivkonpoTtenHa, kak MOKa3aHO B JBYHATPABICHHOM
TECT-CHCTEME € MCNOJb30BaHUeM KierouyHol Juuud MDCK-MDRI. B cBs3u ¢ 3TuM, mipu
COBMECTHOM NPHMEHEHN! KabO3aHTHHHMG MOXET YBEINYHBATh KOHIEHTPALMIO cy6eTpaToB P-
TIIMKOTIPOTEMHA B MIa3Me KPOBH. IlalMeHTEl, MoJydaromye KaGO3aHTHHHO, MOJKHEI GBITH
OpeNyNpPEXNEHE O BO3MOXXHOM B3aUMOJECHCTBMM IPH ONHOBPEMEHHOM IIPHMEHEHHH C
cy6erparamu  P-rmmkonpoterHa (Hanpumep, ekcobeHaauH, AJIMCKUPEH, aMOpHU3eHTaH,
NaburatpaH, NMTOKCHH, KOJIXMLMH, MapaBMpOK, I03aKOHA30J, DAHOJA3MH, CaKCALNUIITHH,

CHUTAarJIUITHH, TATUHOJIOJN, TOJIBaHTaH).

Huzubumopvr MRP2
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IIpuem uuru6uTopoB MRP2 MOXKET IIPUBECTH K NOBBIIIEHHIO KOHIEHTPAlMK Kabo3aHTyHIbA B
IIasMe KpOBHM, B CBSI3M C YeM CJEAyeT COOJIOAaTh OCTOPOIKHOCTH MpPH OAHOBPEMEHHOM
pUMeHeHUH ¢ MHruGuTopamu MRP2 (Hanpumep, IMKIOCTOPHH, 3(aBUpeH3, SMTPULHTA0HH).
Bcnomozamenvhvie eewyecmea

INaupenTaM ¢ PeAKMMH BCTPEYAIOMIEiiCs HACIENCTBEHHOW HEMePeHOCHMOCTBIO TaslaKTO3bl,
Ae(UUUTOM JIaKTasbl WM TIIOKO30-TaJlakTO3Has Manbabcopbumeit He cieayeT NMPUHHAMATh

Kab03aHTUHHO.

Bansinne Ha cnocoGHOCTb YIPABIATH TPAHCIIOPTHLIMH CPEACTBAMH, MEXaHH3MaMH

Ka6o3aHTHHMO OKa3biBaeT clnaboe BIMSHHE Ha CIMOCOOHOCTH YNPaBJATh TPAHCIOPTHBIMH
cpelcTBaMH M paboTaTh ¢ MexaHu3Mamu. HeenaTenbHble peakiyy, Takue Kak clabocTh M
yCTanocn, 6B CcBA3aHbl C TIpueMoM kabozantunHuOa. IlosTomy cnemyer cobmonars

OCTOPOXHOCTL NIPU YIIPaBJICHUH TPAHCNIOPTHLIMU CpeacTBaMy U pa60Te C MEXaHN3MAaMHU.

®opma BbINyCKa ’

TabneTku, MOKPHITHE ILIEHOYHOH 06010uK0#, 20 Mr, 40 Mmr, 60 mr.

ITo 30 TableTok BMecTe ¢ cHiMKareneM (3 KoHTeWHepa ¢ CHIMKareneM Ho 1 I Kaxabli) u
noM3GUPHEIM BOJIOKHOM BO ()IAKOH U3 IOJHMITHIEHA BBICOKOHM IUIOTHOCTH, ONeYaTaHHEIH
3aMTHON MeMOpaHOM W3 JaMMHMpPOBAaHHOM alIOMMHHUEBOM (OJNBIH, H YKyNOPEHHBIA
KPHINKOM M3 TOJMIPONMIEHa € YKa3aHMAMH Ha aHIIMHACKOM  A3BIKE, CHa0XXEHHOM
YCTPOMCTBOM ISl 3aLUKTEI OT BCKPHITHA (JIaKOHA IETHMH.

ITo 1 ¢pakoHy ¢ HHCTPYKIMEH 10 MEUIHMHCKOMY IIPUMEHEHHIO B NAUKy KapTOHHY!O.

YcaoBusi XpaHeHHs
ITpu Temnepatype He Bpime 25 °C.

XpaHuTh B HEJJOCTYTTHOM JJIsl A€TE# MecTe.

Cpok roasocrn
4 ropa.

He OPUMEHATD 110 UCTEUEHUHN CpOKa roqHOCTH.

YenoBus oTnycKa

OTnycKaroT 110 pelentry.

Jlepxarenb (Blajesen) perncTpaHoOHHOro yA0CTOBEpeHH sl
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Hncen ®apma, OpaHuus.

IIpon3soautens

IIpouzeooumens

IlaTeon UHk.

2100 Cunrexc Kopt, Muccuccora, Onrapro, Kanana LSN 7K9
Dacosuuk (nepeuyHas Yynaxkoexa)

Mareon Unk.

2100 Cuntexc Kopt, Muccuccora, Onrapuo, Kanana LSN 7K9
Ynaxoswux (smopuunas (nompebumensckas) ynaxoexa)
Ilateon Unk.

2100 Cunrexc Kopt, Muccuccora, Onrapuo, Kanaga L5N 7K9
WK | |

Tuoanax Hupepnanzc b.B., Hunepnansi

Hueyse Jlonk 9, 4879 Al Errenneyp, Hunepnanmas:
IIpouseodumens, ocyuecmenaowuii bINYCKalOuuii KOHMPOb KA4ecmea
Ilateon @paﬂum

40 Bynepap lllammnape, 38300 Bypryun Xamisé, @panuus

I

Tuoanax Hupnepnaunce B.B.; Hunepnangs:

Hueyse Jlonk 9, 4879 AL Errenneyp, Hupepnausi

Opranusanus, NPHAHMAIOIIAs NPeTeH3WH NoTpeduTeei
000 «UTICEH»
109147, Mockga, yi1. Taranckas, 17-23

Menemxep no peructpanuu - T.K. I'opkosent

32




