COOTBETCTBYET SKCNEPTHOMY OTHETY

ot 13.01.2025 N2 237

(NOCNEQCBATENEHOCTE 0002)

NHCTPYKLMA [1O MEJUITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O
[IPEITAPATA

Ka6omerukc®

PerncrpanuoHHblii HOMep:

Toprosoe HanmeHoBanue: Ka6omernkc®

Memyﬂaponﬂoe HeNmaTeHTOBAaHHOE HAUMeHOBaHMe: Ka003aHTHHUO

JlekapcTBenHasi popma: TablIeTKU, TOKPHITHIE TUIEHOYHOH 000JI0YKOM

Cocras:

CocraB Ha 1 TabneTky:

20 mr

Heticmsyrowee sewecmso: kabozantunuoa (S)-manar 25,34 Mr B nepecuere Ha KaOO3aHTHHUO
20 mr.

Bcnomocamenvuvie  sewjecmea: 1emnono3a  Mukpokpuctamumyeckas PH-102, nmakrosa
0e3BojHAs, THITPON03a (THAPOKCHIIPOMUIIEIUTION03a), KPOCKApMEIio3a HATPHs, KPEMHHUSI
JMOKCHJI KOJLTOMTHBIH (6e3B0HEI), Maraus cTeapat, Omanpaii® 03K92254 XKenrsrit.

40 mr

Heticmsyrowee éewyecmso: xabozantuauba (S)-manar 50,69 Mr B mepecyere Ha KaOO3aHTHHUO
40 mr.

Bcnomoeamenvnvle  sewgecmea: 1eIIONo3a  MHKpokpuctaimmdeckas PH-102, makTo3a
0e3BojiHAsI, THNPONo3a (THIPOKCHITPONMMIILEILIIN03a), KPOCKapMEeIio3a HATpHs, KPEMHUS
JMOKCH]I KOJLTOMIHBIH (6e3B0HbI), Marnus cTeapat, Onanpaii® 03K92254 XKenroiit'.

60 mr

Heticmsyrowee sewecmso: kabozantunuoa (S)-manar 76,03 Mr B mepecuere Ha KaO03aHTHHUO
60 mr.

Bcnomocamenvuvie  sewjecmea: 1emnono3a Mukpokpuctamummyeckas PH-102, nmakrosa
0e3BojiHas, THUNPONo3a (THIPOKCHITPONMILEILIION03a), KPOCKapMeio3a HaTpHs, KPEeMHUS

JTMOKCHU/T KOJUTOUHBIN (O€3BOHBIN ), MarHus creapar, Onanpaﬁ® 03K 92254 Xersriil.
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'060mouka Omnampait® 03K92254 XKenteiit cHcTout s ‘9@}5’5@&1&6&?%%&'@6&#, Yirtana

mrokcuzaa (E171), Tpuaniernna u kpacutens xeie3a okcuza xkentoro (E172).

Onucanmue

20 Mr: KpyrJible JBOSIKOBBIIYKJIbIE TaOJIETKH, IOKPBITbIE OOOJOYKON JKEJNTOro ILBETa, C
rpaBupoBKoil «XL» Ha o1HOM cTOpoHE U «20» Ha IPYroil CTOPOHE TaOJIETKHU.

40 Mr: TpEeyroJibHbI€ IBOSIKOBBIMYKIIbIE TaOJETKH, MOKPBITbIE 0OOJIOYKOM JKEITOTro IIBETa, C
rpaBupoBKOi «XLy» Ha oHOM cTopoHE U «40» Ha APYrol CTOpOHE TAOJICTKH.

60 Mr: oBalbHbIE JBOSKOBBINYKJIbIE TaOJIETKH, MOKPBITHIE O0O0JIOUKOI »KENTOro IBEeTa, C

rpaBupoBKoil «XL» Ha o1HOM cTopoHE U «60» Ha IPYroil CTOPOHE TaOJIETKHU.

dapmakoTepaneBTH4YecKasi TIPyNna. MPOTUBOOIYXOJIEBbIE  CPEACTBA;  HMHTHOUTOPHI
MPOTEUHKUHA3; TPYTHe UHIUOUTOPHI MPOTEUHKUHA3.

Koax ATX: LO1EXO7.

dapMakoJOru4ecKue cBoiicTea

Dapmakoounamuka

Mexanuzm deticmeusi

Kabo3zantTuau® — 3TO HeOoJbIas MOJIEKYyJia, WHTHOWTOP PpEUENTOPHBIX THPO3ZMHKHHA3,
YUYacTBYIOIIMX B TPOILIECCE pOCTa OIYXOJHM, AHIMOrEeHEe3a, HAapyLIIeHUH DPEMOJIEIUPOBAHUS
KOCTHOH TKaHH, ()OPMHPOBAHUS JEKAPCTBEHHON YCTOHYMBOCTH M OOpa30BaHMs METACTa30B.
Nurubupyromasi akTHBHOCTh Ka003aHTUHUOA OIICHUBAIACh B OTHOIIEHUH IEJIOTO psijia KUHA3,
U Ka003aHTHHUO MIeHTUUIMpoBaTU Kak UHrHOuTop MET (rimmkompoTenHOBBINA perentopa
¢akropa pocra rematonutoB) u peuentopa VEGF (dakropa pocra sHmoTenus cocynoB).
Kpome Toro, ka003aHTUHNO MHTHOUpPYET Apyrue TUPO3WHKWHA3bl, BKItoyas perentop GAS6
(AXL), RET, ROS1, TYRO3, MER, penenrop ¢akropa pocra ctBojoBbX kieTok (KIT),
TRKB, Fms-nono6nyto tuposunkunasy-3 (FLT3) u TIE-2.

Dapmakoounamuueckue d¢hghexmoi

B noknMHHYECKHX MCCIeOBaHUSAX Ka0O3aHTUHHMO MOKasal JJ0303aBUCHMMOE CHUKEHHE pocTa
OIyXOJH, PErpPecCUI0 OIMyXOJH W/WIM TOJABICHHE METAcTa3MpOBaHUS Ha 3HAYUTEIHLHOM
KOJIMYECTBE PA3JINYHBIX OITyXOJIEBBIX MOJEINEH.

Bnusanue na cepoeunviii pumm

VBennuenne unrepaiga QT ¢ koppektuposkoit @puaepurmsa (QTcF),na 10-15 mc Ha 29-i
JeHb (HO He B JeHb 1) mocie Havana Tepanuu kabo3aHTUHUOOM (B no3e 140 Mr onuH pa3 B

)IeHI)) MO0 CPaBHCHHUIO C NCXOJHBIM YPOBHEM Ha6mo)1anocr, B KOHTPOJUPYEMBIX KIMHHYCCKUX
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HCCIEOBAHUAX Y TIAIIUEHTOB ¢ MEIYJIIPHBINT PaKOM 'E{M'S‘I%?K-Eg@'éﬁ 5&'0?%&5&&(& He

ObUI CBSI3aH C M3MEHEHHEM Mopdoioruueckux 3aemMenToB Ha OKI' win mosiBieHueM HOBBIX.
Hu y onmHOro w3 mamMEHTOB, TMOJYYaBUIMX TEpanuioo KaO03aHTUHUOOM B JIaHHOM
UCCIIEIOBAaHNUM, A TAK)KE Y MAIMEHTOB C [TOYEYHO-KJIETOYHBIM U I'eNaTOLEIIOISPHBIM PaKoOM,
MOJTy4aBIIUX Ka003aHTUHUO B 03¢ 60 MT, HE HAOII01aI0Ch TOATBEPKACHHBIX 3HaueHn QTCF
>500 mc.

DapmakoKkunemuka

Abcopoyus

[Tocne nepopanbpHOro npueMa kabo3aHTHHHOA MakcuMasbHble KOHIEHTpauuH (Cmax) B IU1a3me
nocturatotcest yepe3 3—4 uaca. BTOpoll mHMK MakCHUMaibHBIX KOHIIGHTPALMH Iperapara B
Ijaa3Me KpOBH OTMedaeTcsi udepe3 24 yaca mociie mnpueMa KaO03aHTHMHHOA, YTO MOXKET
yKa3bIBaTh Ha SHTEPOreNaTHYECKYI0 PELUPKYIISALHUIO Ipenapara.

[Ipy MOBTOpPHOM €XEJHEBHOM IpueMe Kabo3anTuHuOa B 1o3e 140 mr B Teuenue 19 nneit
OTMEYEHO NPUOTU3UTENBHO 4-5-KpaTHoe yBenndeHue sSKcro3unuu kabozantunuba (AUC,
wiomanas moa (apMaKOKMHETUYECKOH KPUBOH «KOHILIEHTpAIMSI-BPEMs») IO CPaBHEHHIO C
OJTHOKPATHBIM TPUEMOM J03bl. PaBHOBECHblE KOHLEHTpAlMM KaOO3aHTMHUOA JOCTHTAIOTCS
MpUMEpHO Ha 15-i neHsb.

VY 310poBBIX JOOPOBOJIBIICB OJHOKPATHBIA MpueM kabo3aHTuHuOa B n0o3e 140 mMr BmecTe C
MUIIEH C BBICOKUM COJIEP)KaHUEM KUPA MPUBOAMT K yBenndeHHo 3HaYeHUs! Cmax 1 AUC Ha 41
% u 57 %, COOTBETCTBEHHO, MO0 CPAaBHEHUIO C NMPHEMOM Hartoluak. MHpopMmalys o BIUSHUU
UK Ha abcopO1iuio kabo3aHTHHUOA yepe3 1 yac mocie npuema npemnapara OTCyTCTBYET.
Pacnpeoenenue

Ka6o3auTuHuO in VItro 3HAaYUTENHHO CBI3BIBACTCS ¢ OeKaMH I1a3Mbl KPOBH yesioBeka (> 99,7
%). PaccuuTaHHBIi HAa OCHOBAHHH IMOMYJISAIMOHHON (hapMaKOKHMHETHYECKOH MOIenn 00BEM
pacmpezesnenus B ieHTpaibHoM KommnaptMmente (VC/F) cocram 212 7.

Memabonusm

Merabonu3m kabo3aHTHHHOA OIEHUBAICS IN VIVO. B mia3me KpoBH ONPEesuioch YEThIpe
Mmetabonuta npenapara c¢ skcrnosunmer (AUC) Ha 10 % Bbllle HEM3MEHHOTO BEIIECTBA!
XL184-N-okcun, npoaykt pacuierienuss amuga XL184, monormapoxcucynspatr XL184 u
MPOAYKT pacuieryieHus 6-1e3MeTiiaMua cyibdar. DKCMO3UIHS JIByX HEKOHBIOTUPOBAHHBIX
meTabonutoB (XL184-N-okcuma u mpoaykra pacmieruicHuss amuaa X1L184), obGmamaromux
aKTUBHOCThIO MeHee 1 % OT MHruOupyromeld THPO3MHKHHA3BI AKTUBHOCTH HCXOIHOTO
kabo3aHTuHMOA, cocTaBisieT MeHee 10 % kaxaplif oT 00IIel SKCIIO3UIMHU MTpenapara B Ijia3Me

KpOBH.
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Kabo3zanTuHu6® sBasercs cyocTpatoM H30( pMeHTa' [E¥pInd -IF\'“\}_E’B”: Iﬁéﬁ:rgahﬁs“l

antutena kK CYP3A4 unrubupyror o6pazoBanue meradbonura XL184-N-okcuna Gonee, uem Ha
80 % B HA/ZIDH-3aBUCHUMBIX MHUKpPOCOMAax IEYEHHM YeloBeka. HampoTus, HeWTpamuzyromue
antutenna k CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C19, CYP2D6 u CYP2EI He
BIMSUTM Ha oOpa3oBaHue MeTabOMUTOB KaOo3aHTHMHMOA. HelTpanmsyromiue aHTHTENa K
CYP2CY9 oka3piBanmu MHHUMAJIbHOE BIHMSHHE Ha MeTaboim3M Kabo3aHTHHUOA (comepKaHue
MeTabOJUTOB CHIKAJIOCHh MeHee, ueM Ha 20 %).

Buigeoenue

B momynsumoHHOM (hapMaKOKMHETHYECKOM aHalM3e Ka0O3aHTHHHOA C WCIOJIh30BAHUEM
JTaHHBIX, coOpaHHbIX y 1883 manmentoB u 140 310poBBIX TOOPOBOJIBIEB MMOCIE TEPOPATHLHOTO
mpuema 103 oT 20 mr go 140 mr, mepuoa TOJYBBIBEICHUS KAa0O3aHTHHUOA W3 TLIa3MBI
cocrasisiet okoj10 110 vacos. Cpenuuii kiuperc (CL/F) B paBHOBECHOM COCTOSIHUH COCTABHUIT
2,48 n/4ac. Ilocae OJHOKPAaTHOTO NpUeMa paanoaKTHBHO MeueHHoro [Y*C]-xaboszanTuHHOA
3JI0POBBIMH JIOOPOBOJIBIIAMH, JOJS BBIBEJICHHOTO MEUCHHOTO Ipemnapara B TeueHue 48 4acoB
cocraBuia okojio 81 % ot o0miel BBEICHHOM 0361, Tipy 3ToM 54 % BBIIETIIIOCH C KajloM u 27
% c MOYOH.

dapMaKOKMHETHKA B 0COOBIX rpyinax nalnnucHTOB

Tayuenmoi ¢ Hapywenuem yHKYuU noyex

Pe3ynbTaThl MCCIENOBaHUS y TAMEHTOB C MOYEYHOW HEJOCTATOYHOCTHIO MPH OIHOKPATHOM
npueme 60 Mr kabo3aHTHHHOA CBHICTENBCTBYIOT O TOM, YTO CpEIHEE TIe€OMETPHUYECKOE
3HaueHUN Cmax 1 AUCo.inf kabo3anTuHNOa 66010 Ha 19 % u 30 % BBIIE y TAIUEHTOB C
MOYEYHOM HEJOCTATOYHOCTHIO Jierkoi ctermenu Tsokect (90 % JIU mms Cmax ot 91,60 % 1o
155,51 %, AUCo.int ot 98,79 % 10 171,26 %), Ha 2 % u 6-7 % Boitre (90 % AN mas Cmax OT
78,64 % mo 133,52 %, AUCo.inf oT 79,61 % mo 140,11 %) mas manueHTOB C TOYEYHOM
HEJIOCTAaTOYHOCTBIO CPEeTHEW CTENEHH TSHKECTH 10 CPAaBHEHHUIO C MAlMEHTAaMH C HOPMAaJbHOM
¢GbyHKIMEN MOoYeK, COOTBETCTBEHHO. [IpuMeHeHne kabo3aHTHMHMOA y MAlMEHTOB C MOYEYHOU
HEJIOCTATOYHOCTBIO TSDKEJIOH CTETICHH TSDKECTH HE H3Y4asioch.

Iayuenmsi ¢ Hapywenuem hyHKyuu neyeHu

Ha ocHOBaHMM aHanm3a MOMYJISIMOHHOW (hapMaKOKWHETHKH Ka0O3aHTHHUOA y 3J0POBBIX
JI00pOBOJIBIICB M TAIMEHTOB C pakoM (BKJIIOYAs TeMaTONEIUTIONISAPHBIA pak), KIMHUYECKH
3HAYMMOTO PA3JIMYUs B CPEAHEM 3HAUCHHH SKCIO3UIMH KabO3aHTHHHOA B IIa3Me KPOBH HE
HaOJII0IANIOCh CPel MAIleHTOB ¢ HOpMaJlbHOW (yHKIMel nedenn (n = 1425) u ne4eHOYHOMH
HEJIOCTAaTOYHOCTBIO JIETKOW cTeneHu TshkecTH (1 = 558). MMeroTcst orpaHn4eHHbIe TaHHBIC Yy
MAlMEeHTOB C IE€YEeHOYHOW HEeJOCTaTOYHOCThIO cpeAHel cremeHu Tspkect (n = 15) B

cootBeTcTBUM ¢ KpuTepusmu NCI-ODWG (HanuoHanbHbI UHCTUTYT OHKOJIorMH — Pabouas
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OLICHHUBAJIACh y NALUEHTOB C IEYEHOYHON HEAOCTATOUHOCTBIO TSAKEION CTENEHH TSKECTH.
Paca
[TonynsimoHHBIA  (hapMaKOKMHETHYECKUN aHAJIM3 HE BBIIBWI KIMHUYECKH 3HAYHUMBIX

paznuuuii B hapMaKOKHHETHKE Ka003aHTUHHUOA B 3aBUCUMOCTH OT PACHI.

Iloxa3anus k NMPUMECHEHUTIO

TToyeuHo-KJIE€TOUHBIH paK

[Ipenapar Ka6omernkc®

HOKa3aH K NPHUMCHEHHIO B KauyeCTBE MOHOTEpANUU [UISl JICYCHUSI
PacIpoCTpaHEHHOTO MOYEYHO-KIETOYHOTO paKa:
- ¥ B3POCJIBIX MNAOUCHTOB C IMPOMCKYTOYHBIM HJIM IIJIOXMM IPOrHO30M B Ka4YC€CTBC HepBOﬁ
JIMHUH TEPaIuy;

y B3pOCIBIX MAMCHTOB IOCIE MPEALISCTBYIONICH Teparud TapreTHBIMH HWHTHOHTOpPaMU
daxTopa pocta sunorenus cocynos (VEGF-raprernas teparnms).

® B KOMGI/IHaIII/H/I C HI/IBOJIYMa6OM IMOKa3aH K NPUMCHCHHIO B Ka4CCTBC

[Ipenapat Kabomeruke
NepBOIl JIMHMU Tepalnuu pacnpoCTPaHEHHOIO IOYEYHO-KJIETOYHOIO paka Yy B3POCIBIX
HAIEeHTOB.

T'enaToleIIOJIPHBIIA pak
®

[Ipenapar KaGomeTukc® moka3zaH K NMPUMEHEHUIO B Kaue€CTBE MOHOTEpANUU ISl JICUCHUS
TeMaToLCIUTIOISIPHOTO paka y B3pOCIBIX IMAlMEHTOB IOCIE MPEIIIECTBYIONICH Teparnun
copadeHud0oM.

JluddepeHrpoBaHHbIi paK IIMTOBUIHON JKEIE3bI

[penapar Ka6omeTukc® Tmoka3aH K NPMMEHEHHMIO Yy B3pOCIBIX MHAllMEHTOB B KauecTBe
MOHOTEpAllMM I JIEYCHUS  MECTHOPACIPOCTPAHEHHOIO0  WJIM  METaCTaTHYeCKOro
I pepeHIIMPOBAHHOTO paKa IMIMTOBHIHON KeJle3bl, PE3UCTEHTHOTO UM HE MOAXOSIIEro /s
pamuoiionreparnu  (PMT), npu mnporpeccupoBaHuM 3a0oNeBaHMs BO BpeMsl M IIOCIE

MPEIECTBYIOIIENH CUCTEMHON TE€pPaITHH.

IIporuBonOKa3aHUA

['unepuyBCTBUTENBHOCTh K JEHCTBYIOIIEMY BELIECTBY WJIM K JIIOOOMY M3 KOMIIOHEHTOB
npermnapara.

[Toueynas u neyeHOYHAss HEAOCTATOYHOCTD TSYKEIIOM CTEIIEHU TAKECTH.

bepemeHHOCTH M IEpUOA TPYAHOTO BCKAPMIIMBAHUS.

Herckuit Bo3pact 10 18 et (3¢ppexkTHBHOCTD M 0€30MMaCHOCTh HE YCTAHOBJICHBHI ).
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C 0CTOpPOKHOCTHIO

[Ipu BocmanuTeNbHBIX 3a00JICBaHMAX KHIIECYHUKA (Hampumep, Oone3Hb Kpona, s3BEHHBIH
KOJIUT, IEPUTOHUT, AUBEPTUKYIIUT VI aNTICHIUINUT); HHOUIBTPAIMU OMyXOJIHA B YKETyI09YHO-
KHUIIIEYHBIN TPAKT; OCJIOKHEHHH OT MPEIIIECTBYIONIEH XUPYPTrUYECKON orepanuu (0COOSHHO
CBS3aHHBIM C MEUICHHBIM WJIM HEIMOJHBIM 3a)XUBJICHHEM paHbl); apTepUaIbHON
TpOoMOOIMOONMU B aHaMmHe3e (WM Yy MAIMEHTOB W3 TPYIIBI PHCKA BO3HUKHOBEHHUS TAaKOTO
COCTOSIHUS); BEHO3HON TpomMO03MOomu (BKIIOYAs JIETOYHYIO dMOONHIO) B aHAMHE3e (WU Y
MallMeHTOB W3 TPYIIBl PHUCKa BO3HUKHOBEHHS TaKOTO COCTOSIHUS), apTepUaTbHOU
TUIIEPTEH3MU; AaHEBPU3ME WM JIUCCEKIIMH apTepuil B aHamMHe3e; NMpU MpUEME NIpenapaTos,
SBIITFOIIMXCS  MOIIHBIMUA WHTHOUTOpamMu wimu uHAyktopamu CYP3A4; mnpu mnpueme
MpenaparoB, SBISIIOIUXCS cyOcTpaTamMu P-rimmkonporenHa; npu 0JHOBPEMEHHOM IMPUMEHEHHUH
unruburopoB MRP2; y nauuentoB ¢ ynnuHenuem unrepBana QT B anamHese; y MalueHTOB,
MPUHUMAIOIIUX AaHTUAPUTMHUUYECKUE MpEeraparhl; y MalUeHTOB ¢ MMEIOLUMCS 3a00JeBaHUEM
cepaua, Opagukapauend Wi HApYIICHUSMH BOJHO-3JIEKTPOJUTHOTO OajiaHca; y MAIMeHTOB C
MMOYEYHON HEJOCTATOYHOCTBIO JIETKOW WIIM CPEIHEW CTENEHU TSHKECTH; Y IMALMEHTOB C
MEYCHOYHON HEIOCTAaTOYHOCTBIO JIETKOW WJIM CPEIHEM CTENEeHM TSIKECTU; HEMEPEHOCUMOCTH
TaJIaKTO3bl, NeHUIMTE JIAKTa3bl HIIM TIIFOKO30-TAJIAKTO3HON MaibabcopOIHH.

He cinepyer mpumeHsTh npemnapar naiueHTaM, KOTOpbIe HaXOSATCS B TPYIINE PUCKA UITH UMEIOT
TSHKEJI0€ KPOBOTEYEHUE B aHAMHE3E.

Crnenyet uzberaTh MOCTOSSHHOTO MPUMEHEHUS COMYTCTBYIOIIMX JIEKAPCTBEHHBIX MPENapaTosB,

KOTOpBIE SBIISAIOTCS MOIIHBIMU HHyKTOpamu CYP3A4.

IIpumeneHnne npu GepeMEeHHOCTH M B MIEPUO/I TPYIHOTO BCKAPMJIMBAHUSA

Kenuwgunot ¢ 0emopoonvim nomenyuanom | Konmpayenyusn y mysncuun u yxcenujun
XKenumHaMm ¢ 1€TOPOAHBIM MMOTEHLIUAIOM ClIeAyeT u30eratb OEpeMEHHOCTH BO BpeMs JICUEHUs
ka003aHTUHNOOM. JKEeHIIMHBI-MapTHEPhl MYXYMH, [OJIyYalOIUX KaO0O3aHTUHUO, TaKxKe
JOJDKHBI  n30erath  OepeMeHHOCTH. OQPGEKTUBHBIE METOABl KOHTPALEMIIUU  JTOJKHBI
HCIIOJIb30BAaThCs BCEMHU MAallMEHTaMH M MX NapTHEpaMHM BO BpeMs TEPAllMU U B TEUEHHE HE
MeHee 4 MecsleB IMOcie 3aBeplieHHs Tepanuu. IlepopalibHble KOHTpALENTUBBI HE MOTYT
cuutatbCs <«A(QPEKTUBHBIMU METOJAMHU KOHTpAlENIMK» B JaHHOM Ccllydae, HX CIeIyeT
UCIIOJIb30BaTh BMECTE C IPYTMM METO/I0M, TAKUM KakK OapbepHbIH METO/I.

bepemennocmeo

HccnenoBanus kabo3aHTHHHOA y OepeMEHHBIX KEHIIMH He MPOBOAMINCH. MccienoBanus Ha

KUBOTHBIX TOKa3alld dMOpHOQeTanbHblii U TepaToreHHbI 3@ dexThl. [loTeHIanbHbIi puck
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MIPOTUBOIIOKA3aHO.

I'pyonoe eéckapmnuseanue

HeusBecTHO, 3KCKpeTHpyeTCs JIn KaOO3aHTUHUO W/WIIM €r0 MEeTa0OJIMTOB B IPYJHOE MOJOKO.
W3-3a nmoTeHIManbHOro Bpeaa ajasi peOeHKa cielyeT MPeKpaTUTh IPyJHOE BCKAPMIMBAHHE BO
BpeMs JICUCHUs Ka0O3aHTHMHHOOM M B TEUEHHUE HE MEHee 4 MeCAIeB TOCIE 3aBEpIICHHS
Tepanuu.

Depmunvrnocmos

JlanHbple O BIUSHUM Ha (PEpTHIBHOCTH 4YeloBeKa OTCYTCTBYIOT. (OCHOBBIBasCh Ha
JOKJIIMHUYECKUX JAHHBIX O 0e30MacHOCTH, (PepTHIIBHOCTh MY>KUYUH U JKCHIIMH MOXET OBITh
HapylieHa Ha (QoHe JedeHus Kabo3aHTUHHOOM. M MykuumHAM, W IKCHIIUHAM CJICTyeT
MIPOKOHCYJIFTUPOBATHCA Yy CIIEHUAINCTa U 00CYAUTh BOMPOC O COXPAaHEHUH PEMpPOAYKTUBHOM

GyHKIIUY 10 Hayana JedyeHus Kabo3aHTHHHOOM.

Cnoco6 npuMeHeHH sl U 103bl

Tepanus mnpenapatom KaGometuxc® H0MKHA HPOBOAUTHCS BPAYOM, HMMEIOIIMM  OIBIT
MIPUMEHEHHUS IPOTUBOOITYXOJIEBBIX JIEKAPCTBEHHBIX MPENapaToB.

Cnocoo npumenenus

BryTps.

TabneTku ciemyeT MpOrNaThIBaTh IEIMKOM, He pasznambiBas. CienyeT BO3JAEp:KUBATHCA OT
npreMa MHIIM KaKk MUHUMYM 3a 2 4Yaca [0 mpueMa M 1 dYac mocie mpuemMa MpemapaTa
Kab6omerukc®.

Pesrcum oo3uposanusn

Ipenapam Kabomemuxc® 6 kauecmse monomepanui

Pexomennyemas fo3a npemapata KaGomeTukc® Hpu  MOYEUHO-KIETOYHOM  pake,
TeraToUEeIUTIONSIPHOM pake U AuQQepeHIIMPOBAHHOM paKe IIMTOBUIHOMN JKEJIe3bl Y B3POCIBIX
cocraBisieT 60 Mr OJJUH pa3 B J€Hb.

Jleyenue cnemyeTr NPOAOJDKATh A0 TEX MOp, MOKAa COXpaHsAeTcsd KIMHUYEeCKas MOojb3a OT
Tepanuy WM 10 Pa3BUTUS HEMPUEMIIEMOM TOKCUIHOCTH.

Ipenapam Kabomemurc®

8 KoMOuHMayuu ¢ HUBOAYMAOOM 6 nepeou JIUHUU mepanuu
PpacnpocmpanénHio20 NO4eyHo-K1emo4Ho20 paKa

Pexomennyemas no3a mpenapata KaGomerukc® cocraBnser 40 Mr omuH pa3 B JeHb B
KOMOHMHAIIMK C HUBOJIyMaboM, BBOAMMBIM BHYTPUBEHHO B J103¢ 240 MI KaKJble 2 HEJEIH WIH
480 mr xaxmasie 4 Hemenmu. Tepammio mpemapatom Kabomerukc® ciemyeT MpoaoikaTh 0

MIpOrpeccupoBaHrs 3a00JieBaHUsl WIM JO Pa3BUTHUS HENpUEMIIEMON TOKCHYHOCTH. JleueHue
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MY OTYETY

HENPUEMIIEMON TOKCHYHOCTH WM 110 24 MecsleB y NalUeHTOB 0e3 MpOorpeccHpoBaHUs
3aboneBanus (cM. pasaen «Croco0® mpuMeHeHHs W J103bD» MHCTpYKUIMH 1O MEAMIHMHCKOMY
PUMEHEHHIO HUBOJTyMa0a).

Koppexyus pesxcuma oosuposanus

[Ipu pa3BUTHM HEXKETATENbHBIX PEAKIU MOXET MOTPeOOBATHCS BPEMEHHOE MpPEKpalleHHue
Tepaluu W/UiI CHIKeHHe 10361 penapata Kabomernke® (cm. Tabmuy 1). Korma tpebyercs
CHIDKEHHE JO03bl MpPU MOHOTEpANuu, PEKOMEHAYeTCs YMEHbIIUTh cHadaiga 10 40 wmr
eXeIHEBHO, a 3aTeM 110 20 MT" B ICHb.

®

[Ipu npueme mnpenapara KaGomernkc® B KOMOMHAIMM € HHUBOJIYMaOOM, PEKOMEHIyETCs

YMEHBIIUTH 103y npenapara KaGomerukc®

cHavana 0 20 Mr B JieHb, a 3aTeM 110 20 Mr yepe3
JIeHb (CM. PEKOMEHIyeMYI0 KOpPEKIUIo JjeueHus B WHCTPYKIMM 1O MEIUIUHCKOMY
MPUMEHEHHIO HUBOTyMa0a).

BpemenHoe mpekpalieHue Tepaniu peKOMEHIyeTCsl IPU Pa3BUTHH HEXeNaTeIbHBIX Peakui 3
wi OOoNpIIeH CTENEHW TSHKECTH WM TPU HENepEeHOCUMOW TOKCHYHOCTH 2 CTENeHH.
CHmxkeHne 103bl PEKOMEHIyEeTCd B TOM CiIy4ae, KOrja HeKelaTelbHble peakiuu OyayT
MOCTOSIHHBIMH, MOTYT CTaTh CEPhE3HBIMU HIIM HENIEPEHOCHUMbBIMHU.

ECJII/I IMaguCHT HpOHYCTI/IJ'I HpI/ICM HpenapaTa, HpOHYHICHHaSI 103a HEC TOJIDKHA HpI/IHI/IMaTBCH,
€CJIH JI0 TIpreMa CIIeIYIOIIEH 103bI OCTANIOCh MEHbIIe 12 4acos.

Tabimuma 1 Pexomenayemasi koppekuusi 1036l mpemapata KaGomernkc® B ciryuae

Pa3BUTHA HEKEJIATCIbHBIX peammﬁ

HexenarenbHas pearkuus U CTCICHb
THIKECTH

Koppeknusi repanuu

HexenarenbHple peakiuuu 1 u 2 creneHu
TSYKECTH, KOTOPBIE SIBJISIFOTCSI IEPEHOCUMBIMU
U JIETKO KyIIUPYIOTCS

Koppexkiust 10361 00bIYHO HE TpedyeTcs.
PaccmatpuBaercs BO3MO>XHOCTh
IIPOBEECHUS CUMIITOMaTUYECKOTO
JIEYEHUS] B COOTBETCTBUH C ITOKA3aHUSIMH.

HesxenarenbHble peakiiuy 2 CTENEHH TSHKECTH,
KOTOpPBIE SBIIIIOTCS HENEPEHOCHMBIMU U HE
MOTYT OBbITh KyIIMPOBaHbl YMEHBILIEHUEM J103bI
VI CUMIITOMaTHYECKUM JIEUEHHEM

BpemeHHO mpekpamarT jJedeHue 0 TeX

1op, TOKAa HEXeNlaTelbHas peakius He
Oymer paspemena a0 < 1 creneHu
TSAXKCECTHU.

HpOBOI[HT CHUMIITOMAaTHYCCKOC JICUCHUC B
COOTBCTCTBHH C ITOKa3aHUSAMHU.
PaCCManI/IBaIOT MOBTOPHOC

JICYCHHS B MEHBIIIEH J03€.

HaydaJio

HesxxenaTenbHBIC peakuu 3 CTEIICHH TSHKECTH

(xpome KIIMHUYECKHU HECYIIECTBEHHBIX
OTKJIOHEHHH J1abopaTOpHBIX IOKa3aTesield OT

HOPMBI)

BpemeHHO npekpamarT JedeHue 10 TeX

1op, TOKAa HEKeNaTellbHAs PeaKius He
Oymer paspemeHa g0 < 1 creneHu
TSAXKCECTHU.
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COOTBCTCTBHH C IIOKAa3aHUSAMU.

PaCCManI/IBaIOT IIOBTOPHOC Ha4daJio

JIeYEeHUs B MEHBIIIEN O3€E.

HexenaTenbHble peakiiuu 4 CTENIEHU TSHKECTH
(xpome HECYIIECTBEHHBIX
OTKJIOHEHHH J1abopaTOpHBIX IOKa3aTesield OT

KIMHHUYECKHU

BpemeHHO mpekpaiaroT JieyeHue.
[IpoBoAsT coOTBETCTBYIOLIEE JICUCHUE.

Ecmm HEXEI1aTCIIbHaA peaKnus

HOPMBI) paspemaercss A0 < 1 cTeneHu TIKECTH,
MIOBTOPHO HAYMHAIOT JIeueHHe
npenapatoM KaGomernkc® B MeHbIIei
Jo03e.

Ecoim  HexenartenbHas — peakuus — He
paspeliaercsi, HaBCerJa IMpeKpalarT
Tepanuio npenaparoM Kadomeruxc®.

[ToBbiieHNe ypoBHS (DEPMEHTOB MEYEHU Y

MNAIlIeHTOB C TOYEYHO-KJIETOUYHBIM PaKOM,

nonyuapmux —npemapar  KaGometuxc® B

COYETaHUH C HUBOJIIyMaObOM

AnannnamuHOoTpancdepaza  (AJIT)  wmm | Bpemenno IPEKPALAOT JeueHue

acnapratamuHoTpancdepasza (ACT) > 3 paza, | npenapaTtom Ka6omernkc® u

HO <10 pa3 BepxHell TrpaHUIBl HOpPMBI Oe3 | HUBOIymMaOOM 0 TeX TMOp, IOKa

COIIyTCTBYIOILIETO  YBEJWYEHUs  OOILEro | HexenareiabHas  peakuus He  OyJer

OunupyOuHa > 2 pa3za OT BepxHEW IpaHUIbl | pa3pelieHa a0 < | cTeneHu TAKECTH.

HOPMBI Moxer OBITh pPAacCMOTpPEHa Tepamnus
TITIOKOKOPTHUKOCTEPOUIaMHU npu

M0JI03PEHUH Ha UMMYHOOIIOCPEI0BaHHYIO

PEaKIHIO.
PaccmaTrpuBaoT  MOBTOpHOE  HAdaio
JICYCHUS OJTHUM JIeKapCTBEHHBIM
npenapaTtoM  WIM  TIOCIIEIOBaTeNbHOE
BO300HOBJICHHE npuema oboux
JEeKapCTBEHHBIX  MPEmapaToB  IOCIe

paspellieHusi HeXeNaTelIbHON  peakluu.

IIpy  moBTOpHOM  Havalme  IpueMa
HUBOJyMaba HE00XO0IUMO CM.
WHcTpyKuuio o MEIUIIUHCKOMY
PUMEHEHHIO HUBOJyMaba.
AnannnamuHotpancdepasza  (AJIT)  wmm | [Ipekpamaror  Tepamuio — IpenapaToMm
acnapratramuHoTpancdepasa (ACT) > 10 pa3 | Ka6omerukc® u HuBomyma6om.
BEpXHEW TIpaHULBI HOpMBI uMiau > 3 pa3 | Moxer ObITh paccMOTpeHa Tepanus
BEPXHEH TPaHUIBI HOPMBI C COMTYTCTBYIOIINM | TIIFOKOKOPTUKOCTEPOUIAMHU npu

yBenu4YeHueM obmiero OunmupyOuHa > 2 pasza
OT BEpXHEU I'PAHUIIBI HOPMBI

MOJ03PEHUH Ha UMMYHOOIIOCPEI0BAHHYIO
PEeaKIHIO.

B COOTBCTCTBHUU C O6H_II/IMI/I

MY OTYETY

HpI/IMC‘-IaHI/ICZ CrencHu TOKCHUYHOCTH IMPUBCACHBI
TEPMHUHOJIOTHYCCKUMU KPUTCPUAMU HCEKEIATCIIBHBIX SIBIICHHI HaHI/IOHaJ'II)HOFO HHCTUTYTa

onkosoruu, Bepcust 4.0 (NCI-CTCAE v4).
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(NOCNEQCBATENEHOCTE 0002)

Conymcemsyrowas mepanus

CnenyeT € OCTOPOXHOCTBIO IPUHMMATH COIYTCTBYIOIIME JIEKAPCTBEHHBIE IIpemapaThl,
KOTOpBIE SBISIIOTCA  MOINHbIMU uHrHOMTOpamMu CYP3A4, a Tarke crienyer usberath
IIOCTOSIHHOTO NPUMEHEHMsI COMYTCTBYIOIIUX JIEKAPCTBEHHBIX IPEnapaToB, KOTOPbIE SBISIOTCS
MolHbIMUA HHAYKTOpamu CYP3A4.

Cnenyer paccMOTpeTh NPUMEHEHHE albTEPHATUBHOTO COIYTCTBYIOUIETO JIEKAPCTBEHHOTO
npemnapara 0e3 Wi ¢ MUHUMaJIbHON CIIOCOOHOCTBIO MHAYKIMHU 1 uHruOupoBanus CYP3A4.
Ocoovie cpynnvt nayuenmos

Tayuenmui nodcunozo eo3pacma

Koppexkuust 10351 y MaliueHToB B BO3pacTte crapiie 65 jietT He Tpedyercs.

Paca

Koppekius 10361 B 3aBUCUMOCTH OT 3THUYECKOI NPUHAUIEKHOCTH HE TpeOyeTcs.

Iayuenmsi ¢ napywenuem yHKyuu nouex

Kabo3anTuHNO cienyer MNpPUMEHSTh € OCTOPOKHOCTBIO y TMAlUMEHTOB C IIOYEHYHOMH
HEJIOCTAaTOYHOCTBIO  JIETKOW WM CpelaHer creneHu TspkecTd. KabozaHTuHHMO He
pEKOMEHAYeTCs NMPUMEHATh y MAallMEHTOB C MOYEYHOM HEeJOCTATOYHOCTBIO TSDKENOH cTerneHH
TSKECTH, TaK KaK 0€30MacHOCTh U 3(PGEKTUBHOCTb B ITOM MOMYJISALMU HE YCTAaHOBJICHBI.
Iayuenmoi ¢ napyuienuem QynKyuu nevenu

VY nmanueHToB ¢ MEYEHOYHOM HEJOCTATOYHOCTBIO JIETKOM CTENEHH TSHKECTH KOPPEKIUS J03blI
He TpeOyercs. MMeroTcss orpaHuyeHHble JaHHbIE Yy TAalMEHTOB C  IE€YEHOYHOU
HEJJOCTaTOYHOCThIO CcpeqHel cremeHu Tsbkectn (kimace B mo Yaiinn-ITero). Kakwue-mu6o
KOHKpETHbIE PEKOMEHJAIMK IO JIO3UPOBAHUIO OTCYTCTBYIOT. PekoMeHayeTcs TIaTelnbHbIN
MOHHUTOPHUHI 00IIeil 06e30MacHOCTH y TakuxX nanueHToB. Kabo3aHTHHUO HE pekoMeHayeTcs
HOPUMEHSITh Y MAIMEHTOB C TIEYCHOYHON HEI0CTATOYHOCTHIO TSDKENION CTENEHH TSKeCTH (Kiacce
C mno Yaing-IIpt0), Tak Kak KIMHUYECKUI ONBIT NPUMEHEHUS Yy TaKUX [alUCHTOB
OTCYTCTBYET.

THayuenmui ¢ cepoeuroti HedOCmamo4HOCMbIO

HmeroTcs orpaHdyYeHHbIe JaHHbIE O MPUMEHEHUH Ka0O3aHTMHHMOA y MAIMEeHTOB C CepJAeUHOM
HEI0CTaTOYHOCThI0. Kakune-1100 KOHKpEeTHbIE PEKOMEHIAIMH [0 JO3UPOBAHUIO OTCYTCTBYIOT.
Jlemu u noopocmxu 0o 18 nem

besonacHocTh 1 3P peKTUBHOCTH KaOO3aHTHHUOA Y JIeTel 1 MOJPOCTKOB B Bo3pacTe 10 18 jer

HC YCTAHOBJICHBI.

ITo0ouyHOe aelicTBHE

Kabo3zanmunué ¢ kauecmee monomepanuu
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(NOCNEQCBATENEHOCTE 0002)

Pesrome npoghuns bezonacnocmu

Haubonee pacnpocTpaHeHHBIMU CEPbE3HBIMU HEXETATEIbHBIMH PEaKIUsIMH B TOMYJSIHHA C
MMOYCYHO-KIETOYHBIM pakoM (> 1 % dYacTOThl BO3HUKHOBEHUS) SIBISIFOTCSI OOJIb B KHBOTE,
uapesi, TOIIHOTA, apTepualibHas THIEPTeH3Us, SMOOuUs, TUIOHATPUEMHUS, TPOMOOIMOOIHS
JIETOYHOM apTepuu, pBOTa, 00€3BOKUBAHUE, CIIA00CTh, ACTCHUS, CHIDKEHUE anneTuTa, TpoM003
rTyOOKMX BEH, TOJIOBOKPY>KEHHE, THIIOMarHueMHus M CHHAPOM JIaJIOHHO-TIOAOIIBEHHON
SPUTPOAU3ZECTEINH.

Hawubosee yacThiMu HEXeEIATEIbHBIMU PEAKIMSIMU JTF000H KaTeropuu (pa3BHBIIKECS HE MEHEE
4yeM y 25 % ManueHTOB) B MOMYJISIUU C OYEUHO-KJIETOUHBIM PaKoM ObLIN Juapes, ciabocCTh,
TOLIHOTA, CHW)KCHUE AaNMeTUTa, CHUHAPOM JIQJIOHHO-TIOAOIIBEHHOW SPUTPOIM3ECTE3NH,
apTepuaibHas THIEPTEH3Hs, CHI)KEHUE MacChl Teja, pBOTA, AMCTEB3Us, 3all0p U IMOBBIIICHUE
aKTHMBHOCTH acmaptaramuHotpancdepassl  (ACT). AprepuanbHas THIEPTECH3US — Yalle
HaOM01aIach Cpelid TAlMeHTOB, HE MOJydYaBiiuX JedeHus (67 %), Mo CpaBHEHHIO C
nanueHTamu nocie npenuiectytoieit raprerioi VEGF tepamnuu (37 %).

Haunbonee pacnpocTpaHeHHBIMH CEPhE3HBIMU HEXKETATEIbHBIMH PEAKIUSIMH B TOMYJISIIUNA C
remnaTole/UIIONApHBIM pakoM (= 1 % dacTOThl BO3HUKHOBEHUS) SIBISIIOTCS TEYEHOYHAS
sHIedanonaTus, acTeHus, ciaaboCcTb, CHHAPOM JAJOHHO-TIOAOUIBEHHONW 3PUTPOIU3ECTE3UH,
Jrapest, THIIOHATPHEMHUS, pBOTa, O0JIb B )KUBOTE U TPOMOOLIUTOTICHHS.

Hanbonee gacTeiMi HeXXeNaTeTIbHBIMU PEAKIUAMH JIFO00H KaTeropuu (pa3BHBIIUECS HE MEHEE
yeM y 25 % ManueHToB) B MOMYJISAIMU € FeNaToLeUTIOISPHBIM pakoM ObUTH JTMapesi, CHUKEHUE
anmneTuTa, CHHIPOM JIaJJOHHO-TIOJIOIIBEHHOM SPUTPOAM3ECTE3UH, C€Ia00CTh, TOIIHOTA,
apTepuaiNbHas TUIIEPTEH3Us, PBOTA.

Haunbonee pacnpocTpaHEHHBIMH CEPbE3HBIMH HEXKETATENbHBIMH PEAKIMsIMHA B TIOMYJISIHHA C
i QepeHIIMPOBaHHBIM pPaKOM IIUTOBUIAHOM »kene3bl (= 1 % uacTOThl BO3HUKHOBEHHS)
SBJISIIOTCSL lMapesi, IUIEBPajIbHbBII BBIIOT, MHEBMOHHUS, TPOMOOSMOOIUS JIETOYHON apTepuw,
apTepuaNbHas TUIIEPTEH3US, aHEMHsI, TPOMOO3 TITyOOKUX BEH, THITOKAIBIUEMHS, OCTEOHEKPO3
YeIOCTH, OO0Jb, CHHIPOM JIAJIOHHO-TIOJOIIBEHHONW SPUTPOIN3ECTE3NH, PBOTA M MOYEUHAsS
HE/I0CTaTOYHOCTb.

Haubonee  pacnpocTpaHeHHBIMH  HEXeNaTeIbHBIMH  peakiusMM  Jr000H  Karteropuu
(pazBuBIIMECS HE MeHee 4yeM y 25 % manueHToB) B momyJsiuuu ¢ IuddepeHImpoBaHHbIM
paKkoM INWTOBHIHOW JKENIE3bl  SBISIOTCS  JUapes, CHHIPOM  JIaJIOHHO-TIOJOIIBEHHON
SPUTPOAMU3ECTE3NH, apTepHalbHas TUNEPTEH3Us, cIabocTh, CHIDKEHHE alllleTHTa, TOIIHOTA,
MOBBIIIEHUE aKTUBHOCTU amaHMHaMuHoTpaHcdepasbl (AJIT), nossimenue aktuBHoctd ACT u
THITOKATBIIAEMUSL.

Tabnuunoe pestome HexceramenbHbIX peaKyuil
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MAIMEHTOB, MOJYYaBIIUX Ka003aHTHHHO B Ka4yecTBE MOHOTEPAINUU IMPHU TEMaTOICILIIOISIPHOM
pake, TOYCYHO-KICTOYHOW pake U auddEepeHIIMPOBAHHOM paKe IMUTOBUIHON KeJIe3bl
(n=1128), nepeuriciacubl B Tabmwuie 2 cornacHo CHCTEMHO-OPraHHBIM KJIacCaM MEAMIIMHCKOTO
cloBaps I HOPMAaTHUBHO-TIpaBOBO#M jnestenbHOCTH (MedDRA) m kaTeropusM dacTOTHI
MIPOSIBIICHUS PEAKLIUM.

YacroTa pa3BUTHs HEKEIATEIBHBIX PEAKIUi KiIaccuGuImpoBaHa CIEAYIOMUM 00pa3oM: 04eHb
gacto (>1/10), gvacro (>1/100, HO <1/10), HEewacTo (>1/1000, HO <1/100), yacToTa HEM3BECTHA
(Ha OCHOBAaHHMM HMMEIOIINXCS JAHHBIX OIEHUTh HEBO3MOXKHO). B KaX7oi 4acTOTHOW rpymie
HEXKeIlaTeIbHBIE PEAKIIUU MTPEICTABICHBI B TIOPSIKE YMEHBIICHUS TSKECTH.

Ta6auna 2: HexenateinbHble peakiid, BbISIBJEHHbIE B KIHHUYECKUX HCCIETOBAHUSAX
WIH B TOCTPErHCTPAIMOHHOM TMepuHoJde NPUMEeHeHHsI Ka003aHTHHHOA B KadecTBe

MOHOTepanuu

Nudexuuun v uHBA3ZUM

Yacrto abcuecc

HapyuieHust co CTOpOHBI KPOBH M JIUM(aTHYECKOH CHCTEMbI

Ouens yacto aHeMUsl, TPOMOOLIMTONICHUS

Yacro HeHTponeHus, TUMQPOTECHUS

JHAOKPHHHbIEC HAPYLIECHHUSA

OueHb yacTo THIIOTHPEO3

Hapymenust meTaGos1u3mMa u NMTAHUS

Ouenb 4acTo CHMXXCHHC aIlllICTUTAa, rTMIOMariHucMus, ruiioOKajJuCMHus, FI/IHOEU'IL6YMI/IH6MI/IH

ob6e3BoxkuBaHue, runodochareMus, TUIIOHATPUEMUS, TUIOKAIBIIMEMHUS,
Yacto
FI/IHepKaJ'II/IeMI/ISI, FI/IHep6I/IJ'[I/Ipy6I/IH€MI/I$I, FI/IHepFHI/IKeMI/IH, THUITIOTJIUKECMUA

HapyumeHnust co CTOpOHbI HEPBHOM CHCTEMBbI

OueHp yacto JICTEeB3Us, TOJIOBHAS O0JIb, TOJIOBOKPYKEHHUE

Yacro nepudepudeckas Heliponarus®

CYJIOpOTH, OCTPO€ HapyUIEHHE MO3TOBOTO KpPOBOOOpAIIEHHS, CHHIPOM
Heuacto
3aHel 00paTuMoil SHIe(daIonaTuu

Hapyenust co cTopoHbl oprana cjiyxa v Ja0UpUHTA

Yacro 1IyM B yIIax

HapyieHust co cTOpoHBI cepana

Heuacto OCTpbIN HH(DAPKT MHOKap/Ia

HapyieHust co CTOPOHBI COCYT10B
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OueHp 4acTo

apTepualibHas TMIEPTEH3N, KpoBoTeeHper - =A TETBAUL TE UULZ)

Yacro TpoM003 BeH®
Heuacto TUIEPTOHUYECKUHA KPH3, IMOOJIUS apTepuid
Yacrora

aHEBpHU3Ma M JIUCCEKLINS apTepuu
HEU3BECTHA

Hapymennsi co

CpenocTeHus!

CTOPOHBI bIXaTeJbHOH CHCTEMbl, OPraHOB TPYAHON KJEeTKH |

OueHp 4acTo

TuChOHMS, TUCITHOD, KaIlleb

Yacto

TPpOMOOIMOOIIHS JIETOYHBIX apTEPHI

Heuacto

ITHEBMOTOPAKC

)Ice.]'[y)IOqHO-KI/IIIIe‘{HI)Ie HapyuicHUust

OueHp 4acTo

*
JAuapesa , TOoHOoTa, pBoTa, CTOMATUT, 34110, 00J1b B JKHUBOTC, JUCIICIICHA

nepdopalus  KeayJOYHO-KMIIEUHOTO TpaKTa , MaHKPeaTUT, CBUII
Yacro ractpodsodareanbHas pedIrokcHas 00JIe3Hb, TeMOpPPOid, 00JIb B POTOBOU
MIOJIOCTH, CYXOCTh BO PTY, AuCharus
Heuwacro TJIOCCOIMHUS

Hapymeﬂnﬂ CO CTOPOHBI ITICYCHHU M KECITICBBIBOIAIINX nyTeii

Yacto

TIe4eHOYHAs YHIIE)ANONaTus

Heuacto

X0JIECTaTUYECKHUI renaTuT

HapyumeHnust co CTOPOHBI KOKHM U NMOAKOKHBIX TKaHel

OueHp 9acTo

CUHAPOM HaILOHHO'HOILOHIBeHHOﬁ OPUTPOANUICCTE3NHU, ChIIIb

3y A, aJlolieusAa, CyXOCTb KOXKH, aKHe(I)OpMHLIﬁ ACpMAaTUuT, UBMCHCHHUC IBCTA

Yacto

BOJIOC, TUIIEPKEPATO3, SpUTEMA
Yacrtorta

KOXXHBIN BaCKyJ'II/IT
HEW3BECTHA

HapyumeHnust co CTOPOHbI MBIIIEYHOM, CKeJIeTHON H COCAUHUTEIBLHON TKAHH

OueHp 9acTo

00JIb B KOHEYHOCTH

Yacrto

MBIIIEYHBIN cria3M, 00JIb B CycTaBax

Heuacto

OCTCOHCKPO3 YCIHOCTU

Hapyuleﬂlzm CO CTOPOHBI ITOYECK U MOYEBLIBOAAIIUX nyTei/i

Yacto

MIPOTEUHYPUS

OO0uue HapylIeHNS U PeaKIMU B MeCTe BBeleHUs

OueHb 9acTo

c1ab0CTh, BOCHAJIEHUE CIIM3UCTOM, acTeHus, epupepuiecKue 0TeKu

JlaGopaTopHbIe 1 HHCTPYMEHTAJIbHbIC JAHHbIE

d
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OueHp 4acTo
KpOBU

IOBBIIICHHUE AKTHBHOCTH H.[CJIO‘IHOﬁ (bOC(i)aTaSLI B KpPOBH, ITOBBIIICHHUEC
AKTUBHOCTHU I‘aMMa-FJ'IYTaMI/IJ'ITpaHC(bepaSBI, IOBBIIICHHUEC KOHICHTPAIUU
Yacto KpC€aTHHWMHA B KpPOBHU, IOBBINICHUC AKTUBHOCTH aMUJIA3bl, IMOBBIIICHHUC
KOHIICHTPAIUHX JIMIIAa3bl, IMTOBBINICHUC KOHIOCHTPALUN XOJICCTCPHHA B KPOBH,

IMOBBIIICHNUEC KOHOCHTPAIWH TPUTIULHEPHUIO0B B KPOBU

TpaBMbl, HHTOKCHUKAIIUH U OCJI0KHEHHS NPOLEAyP

Heuacro OCJIOKHEHHE 3a)KUBIICHUSI PAHBI®

bonee moapoOHas uHopMmauus mnpencraBieHa B moxpasgene «OmucaHHe OTHENBHBIX HEXKeNATelIbHBIX
peaKiuin

BKJIFOYAst MOJIMHEHPONaTHIo; nepudepudeckas Heiipornatus Oblila B OCHOBHOM CEHCOPHAs

[

BKJIIOYad HOCOBOC KPOBOTCUCHUC, KaK HanboJiee 4acTo PAa3BUBAOIIYHOCS HEKCIIATCIIbHYIO PCAKIINTIO

o

BCC CJIy4al BCHO3HBIX TpOM6030B, BKJIrO4as TpOM603 FJ'Iy6OI(I/IX BCH
d Ha OCHOBaHUHN COO6LL[GHI/II>‘I 0 HCXKCIIATCJIIbHBIX PCAKIUAX

[ HapyHMICHUC U OCIIOKHCHHNC 3aKUBJICHUS B MCCTC pa3pe3a, IPpU PaACXOKACHUN KPAaCB paHbl

Kabozanmunué6 6 KomOunauuu ¢ HUGOAYMAOOM 6 NEPEON JNUHUW  MEPAnuu
pacnpocmpanénno20 nO4euHO-KI1emouH020 paKa

Peztome npogpuna 6esonacnocmu

[Ipu npumeHeHun Kabo3aHTHMHMOA B KOMOMHAIIMM C HUBOJIYMaOoM, Mepesl HadajoM JIeUeHHs
Oo3HaKomMbTech ¢ MHCTpyknumeilT 1o  MEIUMUMHCKOMY  IpPUMEHEHHI0O  HHUBOJIyMada.
JononuurtenbHas uHGOpManus o mnpoduie Oe30MacHOCTH MOHOTEpanud HHUBOIYMaOOM
npeacrasieHa B MTHCTpyKIMK 0 MEUIIMHCKOMY ITPUMEHEHHIO HUBOJTyMa0a.

ITpu npueme xkabo3zanTHHHOA B 103¢ 40 MI' OJIMH pa3 B JIeHb B KOMOMHALIUU ¢ HUBOJIyMaOOM B
no3e 240 mr B TeueHue 2 HeNeNb B MOMYJSIUM C MOYEHHO-KIETOYHBIM pakoM (n =320) c
MUHUMAIBHBIM TepHoJoM HaOmoAcHust 16 MecsmeB Hamboyiee 4YacTBIMH CEPhE3HBIMHU
HEeXXeJIaTeNbHBIMU peakuusaMu (= 1 % 4acToThl BOSHUKHOBEHMs) ObUIM nuapes, THEBMOHMHT,
TpOMOOSMOOIHMSL ~ JIETOYHOM  apTepuu, MHEBMOHHMSA,  THIIOHATPHEMHUs,  JIMXOpPAJIKa,
HEJ0CTaTOYHOCTh KOPBI HA/AMOYEYHUKOB, pPBOTA, 00€3BOKUBAHHUE.

Haubonee yacTbiMu HexenaTelbHBIMU peakUusIMU (= 25 % 4acToThl BO3HUKHOBEHHS) OBLIH
nuapest, cabocTb, CUHIAPOM JIaJIOHHO-TIOJOLIBEHHOM APUTPOIN3ECTE3UH, CTOMATUT, CKEJIETHO-
MbllIeyHast 00Jb, apTepuajbHas THUIEPTEH3Us, ChbIllb, TUIOTUPEO3, CHUKEHUE AalllleTHTa,
TOIIHOTa, 00Jb B UBOTE. BOJBUIMHCTBO HEXKENATEeNbHBIX pEaKIHi ObUIM OT JIETKOH 10

cpenHeil creneHu TsbkecTu (crenenp 1 umm 2).

14



COOTBETCTEYET 3K(
o1 13.0

Tabnuunoe PE3IOME HeIHCeNAME/IbHbLX peaKyuu

HexenatenbHble peakiMy, BBISBICHHBIE B KIMHUYECKUX HCCICIOBAaHUSAX KabO3aHTHHHOA B
KOMOMHAIIMK C HUBOJYyMaOoMm, miepeuuciieHbl B Tabmuie 3 cormacHo CHCTEMHO-OpPTaHHBIM
KJlaccaM MEIMIIMHCKOTO CJIOBapsi JJIsl HOPMATUBHO-NIPaBoBoi nestenbHOCTH (MedDRA) u
KaTerOpUsSIMHU YaCTOTHI TIPOSIBIICHUS PEAKITHA.

YacToTa HEXENaTeNbHbIX PEeaKIHMi KJIaCCH(PHUIMPOBaHA CIEAYIOMIMM 00pa3oM: OYEHb YacTo

(>1/10); gacto (ot >1/100 mo <1/10); meuacto (ot >1/1000 mo <1/100), yacToTa HEU3BECTHA

(Ha OCHOBAaHUHU UMCHOIIUXCA AJaHHBIX OUCHUTH HGBOSMO)KHO).

B KaH(HOﬁ YacCTOTHOM Ipymnmne HEXKCIATCIbHBIC pCaKUWK IMPEACTABIICHBL

YMCHBIICHUS TAKCCTH.

Tabanna 3: HexkesiaTeqbHble peakiiui Ka003aHTMHHO0A B KOMOMHALMYM C HUBOJIyMaOoM

B IOpAOKE

Nudexkuuu n nHBA3UN

OueHp 9acTo

MHQEKIUSA BEPXHUX JBIXaTEIbHBIX MTyTeH

Yacto

ITHEBMOHUA

HapyuieHust co CTOpOHBI KPOBH M JIUM(aTHYECKOH CHCTEMbI

Yacto

903MHOPUINS

Hapyme}mﬂ CO CTOPOHBI HMMyHHOﬁ CHUCTEMbI

Yacto

THIIEPYYBCTBUTEIBHOCTD (BKIIIOYAst aHA(UIIAKTHUCCKYIO PEaKIIHIO)

Heuacto

I/IH(by3I/IOHHI>Ie PCaKknumn, CBA3aHHBIC C TUIICPYYBCTBUTCIIBHOCTBIO

3H)IOKpHHHLIe HapylmcHus

OueHn 4acTo

TUIIOTHPEO3, TUIIEPTUPEO3

Yacto

HEAOCTATOYHOCTH KOPbI HAATIOYCUYHNKOB

Heuacto

TUHO(U3UT, THPEOUAUT

Hapyumenust meTaGos1u3mMa u NMTAHUS

OueHn 4acTo

CHHMIXCHHUC aIllICTHUTa

Yacto

00€e3BOKUBaHUE

HapyumeHnust co CTOpOHbI HEPBHOM CHCTEMBbI

OueHp 4acTo

AUCTCB3HA, TOJIOBOKPYIKCHUC, I'OJIOBHAA 00J1b

Yacto

nepudepuyeckas HeuponaTus

Heuacto

ayTOMMMYHHBIM »HIe(panuT, cuaapoM [mitena - bappe, MuacTeHHYeCcKHii

CUHAPOM

Hapyenust co cTopoHbl oprana cjiyxa v Ja0UpUHTA

Heuacto

IIyM B yIIax

HapyuieHusi co cTOpOHBI OpraHa 3peHust
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Yacto

CYXOCTb TJla3a, HEUETKOE 3PECHHE

Heuacto

YBEUT

HapyuieHust co cTOpoHBbI cepana

Yacto

MCpHAaTCJIbHAA apuUTMUA, TaXUKapInUg

Heuacto

MHOKapAUT

HapyuieHust co cTOpOHBI COCY/10B

OueHp 4acTo

apTepuanbHas TUIEPTEH3US

Yacto

TpoM603?

HapymeHnusi co CTOpPOHBI [JbIXaTeJIbHOW CHCTeMbl, OPraHOB TPYIHOH KJIETKH H

CpenocTeHus!

OueHp 9acTo

nuchOoHUS, TUCITHO), Kallleh

Yacro MTHEBMOHUS, TPOMOOAIMOOIIHS JIETOYHOW apTepuu, HOCOBOE KPOBOTEUEHUE,
IJIEBPAJIbHBIN BBIIIOT
Heuacto ITHEBMOTOPAKC

)IceJ'[y)IO‘IHO-KI/IIIIe‘{HbIe HapyumcHus

OueHp 4acTo

Auapcesa, pBoTa, TOIIHOTA, 3aI10P, CTOMATHUT, 00J1b B JKHUBOTC, JUCIICIICHA

Yacto

KOJIUT, TaCTPUT, 00JIb B POTOBOM MOJIOCTH, CYXOCTh BO PTY, FeMOPpOil

Heuacto

ITaHKPEaTHuT, Hep(bopaum{ TOHKOTI'O KI/IHI@LIHI/IKab, TJTIOCCOAHUHNUA

Hapymenust co cTOPOHBI EYECHHN U KETYCBBIBOASAIINX My Tel

Yacto

IrernnaTturt

Hapyme}mﬂ CO CTOPOHBI KOYKHU U IMMOAKOKHBIX TKaHel

OueHn 4acTo

CUH/IPOM JIaJIOHHO-TIO/IOIIBEHHON SPUTPOAN3ECTE3NH, CHITE, 3y

Yacro ajonenus, CyXoCTh KOXKH, 3pUTEMa, U3MEHEHHE I[BETA BOJIOC
Heuacto rcopuas, KparnuBHHULIA

YacroTa KOKHBIN BaCKYyJIUT

HEH3BECTHA

HapymeHnusi co CTOPOHBI MbIIIEYHOM, CKEeJIETHOM U COeAMHUTEILHOH TKAHU

OueHp 4acTo

CKCJICTHO-MbIIICYHAA 60J1Ld, 00JIb B CyCTaBax, MBIIIEYHBINA CIIa3M

Yacto

apTpuT

Heuacto

MUOIIATHA, OCTCOHCKPO3 YCIIHOCTHU, CBUII]

Hapymenust co cTOpoHbI MOYEK U MOYEBBIBOASIIIUX My TeH

OueHp 4acTo

MPOTEUHYPUS

Yacrto

moycdHad HEJOCTATOYHOCTD, OCTpas nmo4ycuyHasd HEJOCTATOYHOCTDb

Heuacto

HeppuUT
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(MOCTEOOBATENBHOTCTE U002]

OO0uue HapylIeHNs U PeaKUMU B MecTe BBEIEHUsI

OueHb 4acTo c11ab0CTh, JTUXOpaJKa, OTCKU

Yacto 00116, 00JIb B TPy

JIaﬁopaTopHLIe H UHCTPYMCEHTAJILHBIC JaHHbIE®

OueHnb yacto nosbimienue  aktuBHoct  AJIT  wm ACT,  runodocdaremus,
TUIIOKAIbLIUEMHs], TUIIOMarHueMusi, TUIOHATPUEMMs], TUIEPIIUKEMHUs,
JUMQONEHMs,  IOBBIIIEHWE  aKTUBHOCTH  ILIEJOYHOW  ocdarassl,
MOBBIIIEHUE KOHLEHTPALUU JIMIA3bl, MOBBIIIEHUE AKTUBHOCTU aMMJIA3bI,
TPOMOOIIMTONCHNUS, TOBBIIICHUE KOHIEHTPAIlMM KpEaTUHHHA B KpPOBH,
aHeMus, JICHKONEHUs, TUIepKaIUeMusi, HEUTPOIIEHUs], THIIePKaIbLIUEMHUS,
TMIIOTJIMKEMHMsl, THUIOKAJIMEeMHs, IIOBbIIEHHEe ofmero OunupyOuHa,

THIICPMAaraucMus, THICPHATPUEMUA, CHUKCHHUEC MACChI TCJIa

Yacro IIOBBIIICHUC KOHICHTpAaun XOJIeCTCpHHA B KpOBH, IIOBBIIIICHUEC

KOHIOCHTpAlUU TPUTJIMHECPHUIAOB B KPOBU

Yacrora HeXeNaTeIbHBIX PEaKIUi, MpeAcTaBJICHHBIX B Tabmurie 3, MOXeT ObITh OOYCIIOBJIIEHA HE TOJBKO
Tepanueil Kab03aHTHHHOOM, HO TaKKe MOXKET ObITh BbI3BaHA OCHOBHBIM 3a00JICBAHHUEM WIIM HUBOJIyMaOOM,
UCTIONIb3YEMBIM B KOMOWHAIINY.

a  Tpom003 — 3TO CIIOXHBIII TEPMHUH, KOTOPBIH BKII0OYAET TPOMOO3 BOPOTHOI BEHBI, TPOMOO? JIETOYHOIT BEHBI,
TPOMOOIMOOIHIO JISTOYHOM apTepuu, TPOMOO3 aopTHI, TPOMOO3 apTepuid, TpomMO03 TITyOOKHUX BEH, TPOMOO3
MO/IB3/IOLITHOM BEHBI, TPOMOO3 10JI0H BEHBI, TPOMOO3 BEH, TPOMOO3 BEH KOHEUHOCTEH.

b Coobmainock 0 cirydasx ¢ JeTaJbHbBIM HCXOJIOM.

¢ Cpilb — 3TO CIIOXKHBIA TEPMHH, KOTOPBHIH BKIIOYaeT JEPMATHT, aKHE(OPMHBIH IEpMaTUT, OyJIe3HBIH
JIepMaTHUT, IKC(OIUATUBHYIO ChIllb, IPUTEMATO3HYIO Cblllb, (OJUIMKYJISPHYIO ChIllb, MAaKyJIE3HYIO ChbIIlb,
MaKyJIONayJIe3HYIO ChIllb, MAMYJIE3HYIO ChIIlb, 3YASLIYIO ChIIb 1 JIEKAPCTBEHHYIO TOKCHIEPMHIO.

d  CkenerHo-mblinedHast 00Jb — 3TO CJIOKHBI TEPMUH, KOTOPBIA BKIIOYAaeT 0OJIb B CriMHE, 0OJNb B KOCTSX,
CKEJIETHO-MBIIIEYHYI0 0OJb B 00JACTH T'PYAH, CKEIETHO-MBIIICYHBIH AUCKOMGOPT, MUANTHIO, O0Jb B Iee,
60J1b B KOHEYHOCTSIX, OOJIb B TIO3BOHOYHUKE.

e Yacrora mabopaTOpHBIX AAHHBIX OTpaKaeT OO0 MAIMEHTOB, y KOTOPBIX HAOJIOAANOCh YXyALIEHHE II0
CPaBHEHHUIO C HMCXOJIHBIM YPOBHEM MpH JaOOPAaTOPHBIX HM3MEPEHMSX, 3a HCKIIOYEHHEM CHIDKCHHS Beca,

TMOBBIIIICHUA KOHICHTPAIIUU XOJICCTEpHHA B KPOBU U MMOBBINICHNUA KOHUCHTPALUU TPUTTIULEPUAOB B KPOBU

Onucanue omoenbHbIX HEHCETAMENbHBIX PeaKYUl

JlaHHbBIE 11 CHEAYIOIIMX HEXKEIATEeNbHBIX pPEAKIUHA IIOJIYYEHbl B PE3YJIbTATE OIOPHBIX
KIMHHYECKUX HCCIIEN0BaHM cpely MalMeHToB, HojlydaBmux mpenapar KaGomerukc® 60 mr
€XKEIHEBHO IEPOPAIIBHO B KAa4yeCTBE MOHOTEpAIIMM, C IIOYEUHO-KIETOUYHBIM DPAKOM IIOCIIE
npeamectsyome VEGF-TapreTHol Tepanuy U paHee He NOJy4aBIINX JICYEHUS, ITAIIMEHTOB C
renaToLeUIIONAPHBIM PaKOM IIOCJE IPENIIECTBYIOMIEH CUCTEMHOM TEpanvu W IMALMEHTOB C
Qg epeHIIMPOBAHHBIM PAKOM IIIUTOBUIHOM KeJIe3bl, PE3UCTEHTHBIM HIIH HE TOAXOISAIINM IS
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PUT, mpu mporpeccupoBaHun 3aGONCBAaHHS BO ége;w;-lgl%fhozﬁgtﬁbemﬂccﬁ“ 'iuen

MY OTUETY

CHCTEMHOW Tepamud, ¢ CpeJu TMalMeHTOB C TeNaTOLCIUIIONIAPHBIM paKkoOM  Mocje
TIpeIIeCcTBYIOIIeH CHCTeMHOM Tepanuu WX Cpely TalMeHToB, nomydapmux KabomeTtuxc® B
no3e 40 Mr exeJHeBHO MepopaIbHO B KOMOMHAIIMKM C HUBOJYMaOOM B KauecTBE MEPBOU JTUHUU
Tepanuu pacupoCTPaHEHHOTO MOYEYHO-KIETOYHOIO paKa.

Ilepgopayus sxcenyoouno-kuueuno2o mpakma

B wuccrnenoBaHumM, BKIIOYABIIEM MAIMEHTOB C  IOYEYHO-KJIETOYHBIM pPaKoOM  TOCIHE
npeamectytomeii  VEGF-tapretnoii  tepanuu  (METEOR), mnepdopanus KemymodHo-
KHIIIEYHOTO TpakTa 2 WIM 3 CTENEeHH TsuKeCcTH ObLta 3aperucrpupoBana y 0,9 % (3/331)
NAIeHTOB, IMONy4YaBIIMX Ka0o3aHTWHMO. Menuana BpeMEHH JO Pa3BUTHA  ITOH
HeXenaTelbHoU peakunu coctaBuia 10,0 Henemns.

B wuccnenoBanuu, BKIIIOYABIIEM MAlMEHTOB C MOYEYHO-KJICTOYHBIM pPAaKOM, paHee He
nosiyuaBimx sedenuss (CABOSUN), nepdopaiiust Keayao4HO-KUIIEYHOrOo Tpakta 4 u 5
CTETIEHH TSDKECTH ObUia 3apeructpupoBaHa y 2,6 % (2/78) maumeHTOB, MOTydYaBIIAX
Ka003aHTUHHO.

B uccienoBanuu, BKIIOYABIIEM MalMEeHTOB ¢ renartoueunonspHeiM pakom (CELESTIAL),
nepdopamus  KEeIyIOYHO-KUIIEYHOro Tpakta 3 wuinu 4  cTemeHd TsDKecTH — ObLia
3apeructpupoBada y 0,9 % (4/467) manueHToB, TONydYaBIIMX KaOo3aHTHHHO. MenuaHa
BPEMEHHU JI0 Pa3BUTHS STOW HEXKENATEIBHON peakiny CocTaBmiIa 5,9 Helemb.

B uccrnepoBaHuM, BKIIIOYABIIEM MAUEHTOB C JU(PQHEPEHIIMPOBAHHBIM PAKOM IIHUTOBHIHON
xene3pl (COSMIC-311), mepdopanusi KenyI0YHO-KUIIEYHOTO TpakTa 4 cTerneHd ObLia
3aperucTpupoBana 4depe3 14 Hexens sneueHus y oxHoro maruenta (0,6 %), momydaBmiero
Ka003aHTHUHUO.

B wucciaenoBaHuu, BKIIIOYABIIEM NAalMEHTOB C PAacCHpPOCTPAHEHHBIM IMOYEYHO-KIETOUYHBIM
pakoM, MojydYaBmIMX Kabo3aHTHHHO B kauectBe mnepBoit smauu Tepamuu (CA2099ER),
nepdopaliis KeTyI0YHO-KHIIICYHOrO0 TpakTa Obuia 3apeructpupoBana y 1,3 % (4/320)
nanuenToB. O/IHa HeXesaTellbHas peakius Oblia 3 CTENeHH, ABE HEXKENIAaTeIbHBIX peakiuu 4
CTETIEHH U OJIHAa 5 CTENEeHH (C JIeTaJbHBIM UCXOIOM).

B xoze kmuHUYeCKUX UccaeI0BaHUN OTMEUAINCh ClTyyau neppopanuu ¢ JeTalbHbIM HCXOI0M.
lleuenounas snyeghanonamusi

B uccnenoBanuu, BKIIOYaBIIEM MalMEeHTOB ¢ renatoueuntonspHeiM pakom (CELESTIAL),
Ne4YeHOYHas sHIedaronaTus (meyeHouHas sHIIe(aTonaTHs, sHIIEeaTonaTHs,
rHIIepaMMOHHMEMHYECKass dHuedanonaTus) Obia 3apeructpupoBana y 5,6 % (26/467)
MAIMEHTOB, MMOJyYaBIINX Ka003aHTHHNO; TIEUeHOYHAs SHIedanonaTus 3 u 4 CTETeHU TSHKECTH

BCcTpevasnach y 2,8 % marueHToB, noxydaBimux kadozantuanb. OaHa HexenaTeIbHas PeaKIlus
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obma 5 cremenu TsokectH (0,2 % manuenToB). MQEM?%EM&%”EB"%aIﬁme'r'JéToﬁ

HEeXeJaTeIbHOW peaklMK cocTaBuiia 5,9 Heelb.

B wuccnenoBaHusx, BKJIIOYABIIMX MAallMEHTOB C Ho4yedyHO-kieTouHbiM pakoM (METEOR,
CABOSUN u CA2099ER) u mnamuentoB ¢ aup(depeHIMpOBAaHHBIM pPAKOM IIHTOBUIHON
xene3sl (COSMIC-311), o ciydasx rmedeHoYHOM 3HIedanonaTid He COo0MIanoch.

Juapes

B wuccnenoBanuy, BKIIOYABIIEM MAIMEHTOB C  IOYEYHO-KJIETOYHBIM pPaKoOM  IIOCIHE
npeamectByomeir VEGF-taprernoii Tepanuun (METEOR), nuapest Opl1a 3aperucTpupoBaHa y
74 % (245/331) nanueHTOB, MOMy4YaBIIMX KaO03aHTUHUO; Auapes 3 U 4 CTENEHU TIKECTH
BcTpeuanach y 11 % mamnueHToB, moiydaBmux kabo3aHTHHUO. MenuaHa BpeMEeHH 10 Pa3BUTHS
9TOM HEXeNaTeIbHON peakiuu coctaBmia 4,9 Henemb.

B wuccnenoBanuu, BKIIIOYABIIEM MAlIMEHTOB C TIOYEYHO-KJIETOYHBIM pAKOM, paHee He
noiy4vaBimx JiedeHuss (CABOSUN), aumapes Obuta 3apeructpupoBana y 73 % (57/78)
MAIMEeHTOB, MOyYaBIINX Ka003aHTUHUO; muapes 3 u 4 cTeneHu TspKecTH Berpedanack y 10 %
MAIMEeHTOB, MOTYYaBIINX Ka003aHTUHHO.

B uccienoBanuu, BKIIOYABIIEM MalMEeHTOB ¢ renartoueunonspHeiM pakom (CELESTIAL),
nuapest Obuia 3apeructpupoBana y 54 % (251/467) mauueHToB, MOMy4YaBIINX KaOO3aHTUHUO;
nuapesi 3 u 4 cTeneHu TSHKeCTH BCTpedanack v 9,9 % manueHToB, mofyqaBInx Kabo3aHTHHUO.
MennaHa BpeMEHH [0 pa3BUTHS JTOW HEXelaTenbHOW peakuuu cocraBwia 4,1 Hemens.
M3MeHeHMe 103bl, BpeMEHHOE MPEeKpalleHne Teparuy Uik NOCTOSHHOE NpeKpallieHre npuemMa
ka0o3aHTHHHOA BCIIEICTBUE Pa3BUTHs auapen ObuIo 3apeructpupoBaHo y 84/467 (18 %),
69/467 (15 %) u 5/467 (1 %) nanKeHToB, COOTBETCTBEHHO.

B wuccrenoBaHum, BKITIOYABIIEM MAIUEHTOB C JU(PQPEPEHIIMPOBAHHBIM PAKOM IIATOBHIHOU
xene3pl (COSMIC-311), nuapest Obuta 3apeructpupoBaHa y 62 % NalHEeHTOB, MOJYYaBIINX
kabo3anTuHuO (105/170); nuapest 3 u 4 crenenu Tspkectd — y 7,6 % marnuentoB. CHIKeHHE
703bl TIpenapaTa W = TpeKpalieHWe Tepanmuu BCJICICTBHE pa3BUTHS JaWaped  ObLIO
3apeructpupoBano y 24/170 (14 %) u 36/170 (21 %) nanueHToB, COOTBETCTBEHHO.

B wucciaenoBaHuu, BKIIIOYABIIEM TAllMEHTOB C PACHpPOCTPAHEHHBIM IOYEYHO-KIETOYHBIM
paxkoM, MoJTyyaBIIUX Ka003aHTUHHO B KadecTBe nepsoit auHun Tepanuu (CA2099ER), nuapes
Obuta 3apeructpupoBana y 64,7 % (207/320) marwientoB; auapes 3 U 4 CTENEHH TSHKECTH
BcTpevanach y 8,4 % (27/320). Mennana BpeMeHH 10 Pa3BUTHS 3TOM HEXKEIATSILHONW PeaKIuu
coctaBuna 12,9 Henmenb. BpemeHHOe mpekpalieHue Tepanuu CO CHIKEHHEM JI03bl HITH
MIOCTOSIHHOE TpEKpallleHne MpreMa BCIEACTBHE Pa3BUTHUS AMApEU ObLJIO 3aperuCTPUPOBAHO Y
26,3 % (84/320) u 2,2 % (7/320) marueHTOB, COOTBETCTBEHHO.

Ceuwyu
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B wWccnenoBaHWHM, BKIIOYABIIEM ITAIMEHIOB C '%Séeﬁ@%ﬁﬁggxﬂhﬂ:bgﬁﬁ Ugdere

npeamectBytonieid VEGF-taprernoii Tepanuun (METEOR), cBuium ObutH 3aperucTpiupoBaHbl y
1,2 % (4/331) nanuenToB, MOMy4aBIIUX KaOO3aHTUHUO, BKIIIOYAs CBUIIM 3aJHETO MPOXOaa Y
0,6 % (2/331) mamumentoB. OpHa HEXeNaTeabHas peakius Oblia 3 CTENCHU TIKECTH,
ocTajbHble — 2 CTENEHH TSDKECTH. MenumaHa BpPeMEHU [0 Pa3BUTHUS 3TOM HeKelaTeIbHOM
peakuuu cocrabuiia 30,3 Henelnb.

B wuccregoBaHuM, BKIIOYABIIEM TAlMEHTOB C TIOYEYHO-KJIETOUYHBIM pPAaKOM, paHee He
nonyyasinux jgeucHuss (CABOSUN), o ciy4asx BOSHUKHOBEHHSI CBHIIEH HE COOOIIAIOCH.

B wuccrnenoBanny, BKIFOYABIIEM MaIMeHTOB C remaroueumoasapasiM pakoM (CELESTIAL),
CBUINM ObuM 3apeructpupoBanbl y 1,5 % (7/467) maumeHTOB, MONMy4aBIIMX KaOO3aHTHHHO.
MenuaHa BpeMEHH /10 Pa3BUTHS 3TOM HEXEIATEIbHOM peakIu coctaBuia 14 Henens.

B uccnenoBanuu, BKIIIOYABIIEM MAUEHTOB ¢ UG GepeHIMPOBAaHHBIM PAKOM IIUTOBHIHOMN
xerne3pl (COSMIC-311) cBumm (mBa citydas CBWINA 3aJHETO MPOXOJa W OJWH CiTydail
TJIOTOYHOTO cBHINA) ObuTH 3apeructpupoBanbl y 1,8 % (3/170) mammeHTOB, MOTyYaBIIMX
Ka003aHTUHHO.

B wuccrnenoBanuu, BKIIIOYABIIEM MAllMEHTOB C PACIPOCTPAHEHHBIM IMOYEYHO-KJIETOUYHBIM
pakoM, MOJIy4aBIIMX KaO03aHTUHUO B KauecTBE MEpPBOM JMHUM Tepanud B KOMOUHAIMH C
nuBoinymabom (CA2099ER), cBumm 1 creneHu TspKeCTH ObLIH 3apeructpupoBansl y 0,9 %
(3/320).

B xoe kmuHUYeCKUX Uccael0BaHUH OTMEYAINCh CITydyau CBULIEH C JIETATIbHBIM HCXOOM.
Kposomeuenus

B wuccrnenoBaHumM, BKIIOYABIIEM TAIMEHTOB C  IMOYEYHO-KJIETOYHBIM  PaKoOM  TIOCIHE
npeamectytonieii VEGF-tapretroii tepanun (METEOR), yacToTa BOSHUKHOBEHHSI TSXKEITBIX
KpoBoTeueHuit (> 3 cremenu TsbkectH) cocraBmsuia 2,1 % (7/331 marueHToB) cpemau
MOJyYaBIIUX Kab03aHTMHUO. MeanaHa BpeMeHHU 10 pa3BUTHs 3TOW HeXelaTeIbHON peakiuu
coctasuia 20,9 Henenn.

B wuccrenoBaHWM, BKIIOYABIIEM TAallMEHTOB C TIOYEYHO-KJIETOUYHBIM pPAaKOM, paHee He
nonyyaBmux JjeueHus (CABOSUN), yacTtora BOSHHMKHOBEHHS TSXKEIBIX KPOBOTEUEHHUH (> 3
CTeIeH! TshkecTn) coctasisiia 5,1 % (4/78) cpenu nmomydaBInmx Kab03aHTUHUO.

B uccnenoBanuu, BKIIOYaBIIEM MalMeHTOB ¢ renatoueunonspHeiM pakom (CELESTIAL),
4acTOTa BO3HUKHOBEHHUS TSDKEJIBIX KPOBOTEUEHMH (> 3 cTemeHu TsbkecTH) cocraBisuia 7,3 %
(34/467) cpenu mnomyuyaBImIMX Ka0o3aHTMHUO. MeauaHa BpeMEHH [0 Ppa3BUTUS ITOM

HeXellaTelIbHOM pCaKknuu CoCctaBuia 9,1 HEACID.
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paxKoM, OJTy4aBIIUX Ka003aHTHHUO B KauecTBe nepBoi mHuu Tepanuu (CA2099ER), yactora
BO3HUKHOBEHHS KPOBOTEUCHHUH (> 3 cTenenu Tsbkectr) coctasisuia 1,9 % (6/320).

B wuccrnenoBaHuu, BKITIOYABIIEM MAIUCHTOB C JUPQPEPESHIMPOBAHHBIM PAKOM IIATOBHIHOW
xene3pl (COSMIC-311), yacToTa BOBHUKHOBEHHSI KPOBOTEUCHHM (> 3 CTENEHU TSHKECTH) IIPU
npueMe kabosanTuHHOa coctaBwia 2,4 % (4/170). Menuana BpeMeHH 10 DPa3BUTHS ITOH
HeXenaTelbHOU peakuuu coctaBuia 80,5 THEH.

B Xoie KIMHMYECKUX WCCICIOBAHUNA OTMEYAJIKMCh CIIy4al KPOBOTCUCHHUS C JICTAJIbHBIM
HCXOJIOM.

Cunopom 3admnetl 0opamumoil IHyedaronamuu

B rximanueckux wuccnenosanuax METEOR, CABOSUN, CELESTIAL u CA2099ER

npenapara KaGomeruxc®

HEe cO00Ianoch O ClIy4asx pa3BUTHUS CHHApOMA 3a7HE o0O0paTuMoii
sHIedaNONaTHH, OJHAKO CIy4au BO3HUKHOBEHHUS 3TOTO CHHApPOMA OTMEYAIHUCh Yy OJHOTO
nanrenta B kinuHu4Yecknx uccienoBanusx COSMIC-311 u penko B Apyrux KIMHHYECKHX
uccieoBaHmsIX kabozantuanOa (2/4872 naruentos, 0,04 %).

Tlosviwenue akmusHocmu ghepmenmos nevyeHu y NAyueHmos ¢ NO4eyHO-KIemOUHbIM PAKOM,
nOIY4asuuUx Kabo3aHmunub 8 KOMOUHAYUU ¢ HUBOTYMAOOM

B kIMHMYECKOM HCCIEOBAaHWM C yYacTHEM IalMEHTOB, paHee HE IMOJyYaBIIUX TEpPaIuIio,
MOJIy4aBIINX Ka0O3aHTHMHUO B KOMOMHAIMM C HUBOJIymMaOoM, HaOdrofanach Oojee BbICOKas
gactota moBbimeHus akTuBHOCTH AJIT 3 u 4 cremenu Tspkectu (10,1 %) u moBbleHus
aktuBHOCTH ACT (8,2 %) 1o cpaBHEHHIO ¢ MOHOTEpanuel Kabo3aHTUHHOOM y MAIMEHTOB C
MOYEYHO-KIETOYHbIM pakoM (B ucciempoBannn METEOR aktuBHOCTE AJIT yBenmmumimace Ha
3,6 %, a aktuBHOCTH ACT — Ha 3,3 %). Meanana BpeMEHHU 0 pa3BUTHS TOH HEXeaaTeIbHON
peakuuu (> 2 crenenu Tshkectr) coctaBuna 10,1 Henens (quanazon: ot 2 go 106,6 Hegens; n =
85). DTa HexenarenbHas peakius paspemanack 10 crernenu Tsokectd 0-1 'y 91 % marueHToB.
MenunaHna BpeMeHHU paspernieHus cocraBuia 2,29 nenenu (auanazos: ot 0,4 mo 108,1 nenens).
[Ipu noBTOpHON MOHOTepanuu kabozaHTuHHOOM (n = 10) win HuBOIYMaboM (n = 10), 1ubo
Tepanuu JAByMs npemnapatamu (n = 25) cpeau 45 manMeHTOB pelUIMBBI HeXelaTelbHOU
peakiuu >2 CTEeNeHU THKECTH HAOMIONANNCh Y 4 HMalMeHTOB, MOJyJYaBIIuX Ka003aHTHHHO, y 3
MAIMEeHTOB, IONyYaBIIMX HHUBOJIyMad, W y & MaIMEeHTOB, IONyYaBIIMX TEPAIHIO IBYMS
npernapaTram.

Tunomupeos

B uccnenoBaHum, BKIIOYABIIEM MAIMEHTOB C  IOYEYHO-KJIETOYHBIM pPaKoOM  IOCIHe
npenuectsytomieit VEGF-taprernoit Tepanuun (METEOR), runotupeos Obl1 3aperucTpupoBaH

y 21 % (68/331) nauieHTOB.
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B wuccnemoBanum, BKIIOYABIIEM TMAI[UEHT ¢ ot holembrsuinbiv | Eddi;éM-l::'phﬂ'-é‘é' HE

nonyuaBimux JieueHuss (CABOSUN), runotupeo3 Obi1 3apeructpupoBan y 23 % (18/78)
MAIMEHTOB, MOJyYaBIIUX Ka003aHTUHUO.

B wuccrnenoBannu, BKIFOYABIIEM MaIlMeHTOB C TremaroueumoasapasiM pakoM (CELESTIAL),
runotupeo’ ObuiM  3apeructpupoBan y 8,1 % (38/467) mauMeHTOB, MOJYy4aBIIUX
kabo3anTuHNO. Yacrora paszputus runoTtrpeo3a (> 3 cremenu Tsokect) coctaBmsuia 0,4 %
(2/467 napieHTOB).

B uccnenoBanuu, BKIIIOYABIIEM MAUEHTOB ¢ AU (depeHIMPOBAHHBIM PAKOM IIMTOBHIHOMN
xene3pl (COSMIC-311), runotupeo3 1-2 cremeHn TsHKeCTH ObUT 3apeructpupoBad y 2,4 %
(4/170) naumenToB, He TPeOOBABIIMI KOPPEKIIUH JICICHUSL.

B wuccienoBanum, BKIIOYABIIEM TAIIMCHTOB C PACIPOCTPAHEHHBIM IMOYE€YHO-KJICTOYHBIM
pakoMm, MOJydYaBIInX Kabo3aHTHHHO B KadecTBe mnepBoil suauu Ttepanuu (CA2099ER),

TUIOTUPEO3 ObLI 3aperucTpupoBan y 35,6 % (114/320) nanueHToB.

Ilepeno3upoBka

He cymectByer crnenu@uveckoro aHTUA0Ta K Ka003aHTUHHOY, BO3MOXKHBIC CHMIITOMBI
[IepEeI03UPOBKU HE YCTAHOBJICHBI.

B cnyuae nmomo3peHust Ha nepeio3upoBKy CleAyeT MPEeKpaTUTh MpUMEHeHHe Kabo3aHTUHUOA.
[Tokazana cumnrTomaTudeckas Tepanus. KmuHuKo-mabopaTopHble MmapameTpbl MeTabonn3ma
JOJDKHBI  KOHTPOJMPOBATHCS HE PEXKE OJHOTO0 paza B HEACHIO WIA TPU KIWHUYECKON

HGO6XOI[I/IMOCTI/I JJIA BBISABJIICHUS U OILICHKHU JIFOOBIX BO3MOJKHBIX U3MEHEHHUIA.

B3anMmopeiicTBHe ¢ APYTMMH J1€KAPCTBEHHBIMH CPeACTBAMH

Bnuanue opyzux nexapcmeennbvix npenapamog Ha Kado3aHmuHuo

Uneubumopot u unoykmopor CYP3A4

OpnnoBpemeHHOe nmpuMeHeHne MotHoro uaruouropa CYP3A4 keroxonazona (400 Mr B JeHb
B TeueHue 27 JHeil) 310pOoBbIMU JOOPOBOJIBIIAMHU C OJIHOKPATHBIM BBEJCHHEM KaO03aHTHHUOA
YMEHBIIATO KIUpeHC Kabo3aHTHHHUOA (Ha 29 %) U MOBBIIAIO 3KCIO3UIINI0 Ka003aHTUHNOA B
mwiasme kpou (AUC) ma 38 %. Cuemyer coO/roaaTh OCTOPOKHOCTH MPU OJHOBPEMEHHOM
OpUMEHeHUH MOIIHbIX HHruoutopoB CYP3A4 (mampumep, pUTOHABHUp, HUTPAKOHA30I,
SPUTPOMHUIIMH, KIAPUTPOMUIIMH, TPEHNPpyTOBBIi COK) ¢ KaOO3aHTHHHOOM.

OpnoBpemeHHoe mnpumeneHue wmoiqHoro wuHaykTopa CYP3A4 pudamnununa (600 mr
€KeIHEBHO B TeueHue 31 [HSA) 310pOBBIMH J0OpPOBOJBLIAMHU C OJHOKPATHBIM BBEIECHUEM
Ka0o3aHTMHMOA YBEIMYUBAIO KIUpEHC KabozanTuHMOa (B 4,3 pa3a) W yMEHbIIAIO

IKCcTo3uIMI0 Kabo3aHTMHMOa B T1uiazme kpoBu (AUC) ma 77 %. Crnenmyer wusberartb
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HOCTOSIHHOTO COBMECTHOTO IIPUMEHEHUs Aomelﬁnanyggo]jgﬁ‘ Té}?‘i’klk}i Tﬁ&ahpmep,

¢dbenuTonH, kapbamaszenuH, pudamnunuH, (HeHoOapOUTan WU pPACTUTENBHBIC Mpenaparsl,
cojiepkalre 3sepo0oii poabIpsBiIcHHBIH [Hypericum perforatum]) ¢ kabo3aHTHHHOOM.
IIpenapamul, usmensrowue pH sicenyoounozo coxa

CoBMecTHOE NMPUMEHEHHE MHTUOUTOpA MPOTOHHOW MOMIBI 330Memnpaszoia (40 mMr B JeHb B
TeueHHe 6 HeH) C OJHOKpAaTHBIM IpueMoM KabozaHTHHOa B 703¢ 100 Mr y 310poBBIX
JTOOPOBOJIBIICB HE MPHUBOAMIO K KIMHUYCCKH 3HAYMMOMY BiMsHUIO Ha 3kcrnosuiuio (AUC)
ka0o3anTuHMOa B 11azMe KpoBu. Koppekmust 10361 He TpeOyeTcss MpU COBMECTHOM
NpUMEHeHUH Ka0o3aHTMHMOAa C mpenaparamMy, HU3MEHAIUMU pH keldygouHOro coka
(MHrEOMTOPHI MPOTOHHOM MOMITBI, AHTATOHUCTHI H2-THCTAMUHOBBIX PELIETITOPOB U AHTAIUJIBI).
Uneubumopor MRP2

JlauHbIe iN Vitr0 IeMOHCTPUPYIOT, YTO KaO03aHTUHUO siBiseTcs cyocTpatom MRP2. TToatomy
COBMECTHOE MpuMeHeHHe kabo3zaHTuHMOa ¢ uHruOutopamu MRP2 Moxer mpuBecTH K
MOBBIIICHUIO KOHLIEHTPAIH Ka003aHTUHHOA B IJ1a3Me KPOBH.

CeksecmpaHmul JHcenuHbIX KUCTIOM

[IpemapaTsl, CBA3BIBAIOIINE COJIM JKETYHBIX KUCIIOT, TAKME KaK KOJIECTUPAMUH U KOJIe3eBelaMm,
MOTYT B3aUMOJICHCTBOBaTh C KabOO3aHTUMHHOOM U BIUATH Ha ero abcopOiuio (Uinu
peabcopO1uio), YTO NMPUBOJUT K MOTEHIMAIHLHOMY YMEHBIICHHIO SKCIIO3WIUH B IUIa3Me
kpoBu. KiinHnuyeckoe 3Haue€Hue 3TOro NOTEHIIMAIBHOTO B3aUMO/IEHCTBHS HEU3BECTHO.
Bnuanue kabozanmunubda na opyzue i1eKapcmeeHHble npenapamaol

Brusnue xkabGo3aHTuHMOa Ha (ApMAaKOKMHETHKY TOPMOHAJbHBIX KOHTpPALENTHBOB HE
m3yuyanoch. [lockombKy KOHTpanenTuBHbIA 3PEGEKT HE MOXKET OBITh MOJTHOCTHIO
rapaHTUPOBaH, PEKOMEH IyeTCs HCIOIb30BaTh JOMOJHUTENbHBIA METOJT KOHTPALETIIIUY, TAaKON
Kak OapbepHBIi METOA.

Bnusnue kabo3antuHMOa Ha (hapMaKOKHHETHKY BapdapuHa He u3yyaioch. Bzaumoneiictue ¢
BappapvHOM BO3MOXHO. B ciyyae oTHOBpEMEHHOTO MPUMEHEHHUS CIIEYeT KOHTPOJIUPOBATh
3HaYeHUE MEXIYHapOJHOr0 HopManu3oBaHHOro otHomeHus (MHO).

Cybocmpamur P-enuxonpomeuna

Ka6o3aHTuHHUO sBIsIeTCS MHTMOUTOPOM TPAaHCHOPTHOM akTuBHOCTU P-rimkomnporenna (ICsp =
7,0 MxM), HO He sBisieTcs cyOcTparoM P-ramkonpoTenHa, Kak MOKa3aHO B JIByHAIpaBJI€HHOM
TECT-CUCTeMe ¢ ucmnoib3oBaHueM kierounoi smHun MDCK-MDRI1. B cBsi3u ¢ stum, npu
COBMECTHOM NPUMEHEHUHN Kab03aHTHHUO MOKET YBEJIWYHMBATh KOHIEHTpaluio cyOcTpaToB P-
TJIMKONPOTEMHAa B IUIa3Me KpoBH. llanumeHTsl, mosyvaromue KaOO03aHTHHUO, JOJKHBI OBITH
MPEeIyNpexaCHbl O BO3MOXHOM B3aWMOJEWCTBUM NPU OJHOBPEMEHHOM NPUMEHEHUU C

cyOctparamu P-rimkonporenna (Hampumep, ¢ekcodeHaauH, aluCKUpPEH, aMOpHu3eHTaH,
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CUTArJIMIITUH, TAJIXMHOJIOJI, TOJIBaHTaH).

Oco0ble ykazaHus

Tak kak OOJBIIMHCTBO HEXKEJIATENILHBIX PEaKLUil pa3BUBAETCS HA paHHEH CTaauM JICUEHUs,
Bpau JOJDKEH THIATEIbHO HAOMIOJATh 3a MAIMEHTOM B TEYEHHE MEPBBIX BOCBMH HENENb
Tepanuu, 4TOOBI ONpPENeIUTh HEOOX0AUMOCTh M3MEHEHUs J03blI mpenapara. HexenatenbHble
peaKkiuy, KOTopble OOBIYHO NPOSBIAIOTCA B Hayalle JICYEHUS, BKIIOYAIOT TMIOKAJIBIMEMHUIO,
TMIIOKAIIMEMHIO, TPOMOOLIMTONEHUIO, apTePHAIbHYIO TMIIEPTEH3UIO, CHUHAPOM JIaJJOHHO-
IIOJIOIIBEHHON 3PUTPOAU3ECTE3UH, NPOTEUHYPUIO M HApYLIEHUS CO CTOPOHBI KEIyIOYHO-
KHIIIEYHOTO TPpakTa (00Jb B )KUBOTE, BOCHIAJICHUE CITM3UCTON 000JIOUKH, 3a10p, JUapes, PBOTA).
Paspewenue mnesicenamenvuvix peakyuti modcem nompedoo8amb 6pPeMeHHO20 NPEeKpaujeHus
mepanuu Uiy CHUICEeHUs: 003bi'

B wmnHnyeckom wuccnenoBanuu (METEOR) mpumenenus: ka0o3aHTHHHOA Yy MHAIMEHTOB C
[IOYEYHO-KJIETOYHBIM pakoM mocie npeamecrsyromeid VEGF-TapreTHoil Tepanuu, cHUXKeHUE
7I03bl U BPEMEHHOE IMPEKpAIleHUe Tepanuy MO MPUYMHE Pa3BUTHs HEXENATeNbHbIX PeaKkLui
IIPOU30LUIA COOTBETCTBEHHO y 59,8 % u 70 % mnauueHTOB, MOdy4aBIIUX KaOO3aHTHHUO.
CHmkenne 1036l ABaXbI 1oTpedoBanochk y 19,3 % mauuento. CpeaHee BpeMs 10 MEPBOTO
CHIDKCHHS JIO3BI COCTABIISLIO 55 JHEH, a 0 TIEPBOrO BPEMEHHOTO MPEKpaIleHus Tepanui — 38
JTHEH.

B kmunnueckom uccienoBanun (CABOSUN) npumeHeHus: kab03aHTHHHOA y TMAIMEHTOB C
MTOYEYHO-KJIETOYHBIM PAaKOM, paHee HE MOJY4YaBUIMX JICYEHUs, CHUKEHUE J03bl U BPEMEHHOE
MpeKpaleHue Tepanuu npousonuiv y 46 % u 73 % nauueHToB, MOIy4YaBIIMX KaOO3aHTHHHUO,
COOTBETCTBEHHO.

B knunnueckom uccnenoBanuu (CA2099ER) y manumeHTOB ¢ pacnpocTpaHEHHBIM MOYEYHO-
KJIETOYHBIM PAKOM, MOJY4YaBIIMX KAa0O3aHTUHHUO B KOMOHMHAIMM C HUBOIYMaOOM B KauyecTBe
MEepBOM JINHUU TEepanuM, CHIXKEHUE J103bl WIIM BPEMEHHOE MpEeKpallleHue Teparnuy Mo IpuyrHe
pa3BUTHs HEXeENATeNbHbIX peakuud mnpowsomw y 54,1 % wu 73,4 % mnauueHros,
COOTBETCTBEHHO. [loBTOpHOE CHIDKEHHE H03bI moTpebdoBasioch 9,4 % manuentoB. CpenHee
BpeMs 10 TMEPBOTO CHWXEHHS J03bl cocTaBisio 106 nHel, a 10 NEepBOro BPEMEHHOTO
MIpEKpaNICHUs TepAuu — 68 THEN.

B xmnnyeckom uccienoBanuu (CELESTIAL) y manueHTOB C TemaTOLEUTIONIAPHBIM PaKOM
II0CJIE MPEAIIECTBYIOIIEH CUCTEMHON TEpanuy, CHUKEHHE J03bl U BPEMEHHOE NPEKpalleHHE
Tepanmuu npomsonum y 62 % wu 84 % mnanueHToB, NOIy4aBIIMX KaOO3aHTHHUO,

cooTBeTCTBeHHO. CHIDKEHUE J03bI BBl morpedoBaiock y 33 % mammentoB. CpeaHee
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BpeMs 10 TEPBOTO CHIIKEHHUS J03bl COCTBIISIIO 3@':&%@%‘1@5&&_ Erﬂ:'fa

npekpaieHus tepanuu — 28 nHeil. Ilanuenram ¢ neueHo4HOM HEAOCTAaTOYHOCTBIO JIETKOM MM
CpeaHel CTeNeHH TSHKECTH PeKOMEHIyeTcs 0oJiee TIaTeIbHbIIi MOHUTOPUHT COCTOSIHUS.

B kmunnueckom uccaenoBannn (COSMIC-311) y manuentoB ¢ auddepeHIrpOBaHHBIM PaKOM
IIUTOBUTHOM Kelle3bl CHIKEHUE JI03bI W BPEMEHHOE MpEeKpalleHHe Teparuyd MPOU3O0ILIN
cooTBeTCTBEHHO y 67 % u 71 % mauueHTOB, moiydaBmMX Ka0o3aHTUHUO. CHM)KEHUE 03I
nBaxabl morpeboBanock y 33 % manuenTtoB. CpeaHee Bpemsl 0 MEPBOTO CHUKCHHS JIO3bI
COCTaBJIsIO 57 JTHEH, a 10 IepBOr0 BPEMEHHOTO MPEKpallleHus: Tepanuu — 38,5 1Heil.
I'enamomoxkcuynocms

VY manMeHToB, MPUHUMAIOMIMX Ka003aHTHHMUO, YacTo HAOIIOAAIOTCS OTKIOHEHHS OT HOPMBI
OnoxuMu4eckux mokazareneii (yHkmum mnedeHu (yBenmdenue aktuBHOcTH AJIT, ACT m
conepkanusi OmnnpyOuHa). PexomenmyeTcss mpoBOAUTH OLEeHKY coctosiHusi nedenu (AJIT,
ACT u OunupyOuH) 10 Hayana Je4eHUs KaOO3aHTUHHUOOM M TIIATEIBHO KOHTPOJIHUPOBATH BO
BpeMs Tepanud. J[g TanuMeHTOB C yXy/IIIEHHeM OWOXMMHYECKHX TOKas3areneld (QyHKIUU
MIEYEHU, KOTOPBIE CUMTAIOTCS CBA3aHHBIMU C JICYCHHEM Ka003aHTHHHOOM (TO ecTh, KOTraa
JIpyrue OYeBHUIHBIE MPHUYMHBI OTCYTCTBYIOT), CledyeT coOIoJaTh pPEKOMEHAAUUd IO
Koppekuuu 1036l B Tabmuie 1 (pazaen «Crnocod nmpuMeHEHUs U T03bD»).

[Ipu npumeHeHnn Kabo3aHTHMHHOA B KOMOMHAMKM C HHUBOJIYMaOoOM, Y TMAIMEHTOB C
pacnpoCTpaHEHHBIM [OYEYHO-KJIETOYHBIM pakoOM OTMedajach OoJjiee BBICOKAas 4YacToTa
noBbIiieHust akTuBHOCTU AJIT m ACT 3 u 4 crenenu Tsbkectu. Ilepen Hauanom jedeHus u
NEpUOIMYECKH B TEUEHHE BCEro Iepuoja JICUEHUs CIEAYeT KOHTPOJIMPOBATh (PEPMEHTHI
MIEYEHH.

Kabo3aHTHHNO BBIBOAUTCA NPEUMYIIECTBEHHO TIE€UEHbI0. PexkoMeHIyeTcs TIaTeNbHbII
MOHUTOPHUHI 00IIell 6e30MacHOCTH y TMAalMeHTOB C MEYEHOYHOM HEJOCTATOUYHOCTBIO JIETKOM
WIA CpelHeH CTeNeHu TsKecTH. Y 0Oosee BBICOKOM JOJM TMAalMEHTOB C IEYEHOYHOM
HEJ0CTaTOYHOCThIO cpeiHel crteneHu TskecTn (kimacc B mo Yaiinn-Ileto) pas3BuBanach
MeYeHOYHasl HJHIedaionatus BO Bpems Tepanuu KkabozaHTuHUOOM. KabGozaHTuHuO He
PEKOMEHIYETCSI IPUMEHATD Yy MALMEHTOB C IIEYEHOYHON HENOCTATOYHOCTBIO TSHKEJION CTENIEHU
TsokectH (kiace C o Yaina-I1p10).

lleuenounas snyeghanonamusi

B xmunnyeckom uccienoBanuu (CELESTIAL) y manueHTOB ¢ TemnaToLEUTIONPHBIM PakoM
nedyeHoyHast H»Huedanonarus dyaile OTMevalach B TpyINIe MAalMeHTOB, NPUHUMABIINX
Ka003aHTUHHMO, yeM B rpymnne miane6o. J(uapes, pBoTa, CHIDKEHHE alllleTHTa U HapylIeHHe
ANEKTPONIUTHOTrO OajaHca OBLIM CBSI3aHBI C MpUEMOM KaOo3aHTHMHHMOA. Y TMAalUEHTOB C

rermaToucIFOJIAPHBIM PAKOM C HAPYIICHHUEM (bYHKIII/II/I NMEYCHN TaKKWEC BHCIICYCHOYHBIC PCAKIINN
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[TanueHTOB cClleyeT KOHTPOJIMPOBAaTh Ha MPEAMET MPU3HAKOB M CUMITOMOB I1€YEHOUYHOU
SHIEPATONIATHH.

Ileppopayuu u ceuwu

IIpu npueme kabGo3aHTUHUOA CyLIECTBYET IIOBBIIIEHHBIH pPUCK pa3BUTHS CEPhE3HBIX
nepdopanuii ¥ CBHUILEH XelyI0YHO-KUIIEYHOTO TPAKTa, WHOT/A C JICTaJbHBIM HCXOIOM.
[TaneHThl ¢ BOCHANHUTEIBHBIMH 3a00JIEBaHUSAMH KHIIEYHUKA (Hampumep, Oonesnb Kpona,
S3BEHHBIM KOJIUT, MEPUTOHUT, TUBEPTUKYJIUT WIM alIEHIULINT), HHPUIbTpALMed OMyXOoiau B
eIy JOUYHO-KUIIEYHbII TPaKT WM OCJIOKHEHHEM I10Cie MPEALIECTBYIOIIEr0 XUPYPrUIecKoro
BMEIIIATEIbCTBA B OO0JIACTH  KENMYJOYHO-KUIIEYHOTO TpakTa (OCOOCHHO CBA3aHHOTO C
MEJIEHHBIM UJIU HETOJIHBIM 3a)KUBJICHUEM PaHbl) JOJDKHBI TIIATENIBHO OLIEHUBATHCA 10 Havyalla
JeyeHus KabO3aHTUHMOOM, a BIIOCHEACTBUM TaKUX MAIMEHTOB CJEAyeT TUIaTeIbHO
KOHTPOJIMPOBATh Ha MPEAMET pa3BUTUS CUMIITOMOB nepdopaluuil ¥ CBUIIEH, BKIIOYas abclecc
u cencuc. [locrossHHAas Wi NOBTOpPSIOLIAsICS IUapest MOXKET ObITh (PAaKTOPOM pUCKa Pa3BUTHUSA
aHasibHOrO cBuIna. Crenyer NpeKpaTuTh Tepanui KabO03aHTUHUOOM Yy TAlMEeHTOB C
nepdopanueil  KemyJOoYHO-KUIIEYHOIO TpakTa WIM CBHUILOM, KOTOpbIE HEBO3MOXKHO
KOHTPOJIMPOBATh JOJKHBIM 00pa3oM.

Hapywenus co cmopoHbl Jiceny00uHo-KuueuHo2o mpakxma

Juapesi, TOIHOTa/pBOTa, CHUKEHHME alleTUTa U CTOMAaTUT/001b B POTOBOM MOJOCTH OBLIN
OJHUMM M3 Haubojee 4YacTO BCTPEUAIOIIMXCS HEKENaTeNbHBIX pPEaKUUid CO CTOPOHBI
KEIyJOUYHO-KUIIEYHOro Tpakra. /[l mpenoTBpamieHuss 0O0€3BOKHMBAHUS, HapyLIEHUs
ANEKTPOJIUTHOrO OajlaHca M CHIDKEHHS MacChl Tela ClelyeT HadaTh He3aMeIJUTENIbHOE
JeYEeHHe, BKJIIOYas  CHUMITOMATHYECKOE JICYEHHWE  IPOTUBOPBOTHBIMH  CPEJICTBaMH,
IIPOTUBOAMAPENHBIMU ITpeNapaTaMy WM aHTalluaaMu. BpemMeHHoe npekpalleHue Tepannuu nin
YMEHBIIEHWEe [03bl, WJIM TIOCTOSHHOE NpeKpalleHHe IMpuemMa Kabo3aHTHMHHOA ClledayeT
paccMaTpuBaTh B Cily4yae IOCTOSIHHBIX MJIM TOBTOPSIIOIIMXCS CEPbE3HBIX HEXKeIaTeIbHBIX
peakiuii co CTOPOHBI KEITYJTOYHO-KHUIIeUYHOTO Tpakta (cMm. Tabmumy 1 B pazgene «CrocoO
NPUMEHEHHS U J103b1»).

Tpombosmbonus

I[Ipu nmpueme kabGo3aHTMHHOA HMEETCS TOBBIIIEHHBI PUCK Pa3BUTHS  BEHO3HOM
TpoMO03MOO0JIMK U apTepHalIbHOM, BKJIIOYass TPOMOO3MOOIIMIO JIETOYHOW apTepuu, MHOI/AA C
JeTadbHBIM HcX0J0M. Kab03aHTHHHUO J0IKEH NMPUMEHSTHCS C OCTOPOXKHOCTBIO Y MAllUEHTOB,
KOTOpBIE HaXOATCS B IPYIIIIE PUCKa MM UMEIOT B AHAMHE3€ TaKUE CITydaH.

B xmangeckom uccnenoBanuu (CELESTIAL) y manueHTOB ¢ TeMaToOUEUTIOISPHBIM PaKoM,

MPUHUMABIINX Ka003aHTUHUO, HaOII0AaICs TPOMOO3 BOPOTHOM BEHBI, BKJIIOYAs OHO COObITHE
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BUIMMOMY, MMEJIH Oojiee BBICOKMH PHUCK DPa3BUTHA TpomOo3a BOpoTHOW BeHbl. Criemyer
NPEKPaTUTh TEpanuio Ka0O3aHTUHHOOM Yy TAIMEHTOB, Y KOTOPBIX pa3BUBACTCS OCTPHIH
uHOGApKT MUOKapAa WM JitoOble Apyrue KIMHUYECKH 3HauuMble TpoMO03IMOOIMUYEecKHe
OCJIO’KHEHHUS.

Kposomeuenue

IIpu npueme ka0o3aHTHHMOA TOBBINIEH PHCK BO3HUKHOBEHHS TSDKEIOrO KPOBOTEUEHUS,
MHOTJA C JICTaIbHBIM UCXOAOM. [[allMeHTHI ¢ TSHKEIbIM KPOBOTEUEHUEM B AHAMHE3E JIOJIKHBI
TIIATEIbHO OLIEHMBAThCA [0 Hayaja JiedeHus kabo3aHTuHHOOM. KabGo3aHTMHHO He ciemyer
IPUMEHSTh NAlUEHTaM, KOTOpPbIE HAXOIATCS B TIPYIIE pUCKA WIM HMEIOT TSHKEIO0e
KpOBOTEUYEHHE B aHAMHE3E.

B xmmnnyeckom uccienoBanuu (CELESTIAL) y manueHTOB ¢ TemnaToLEUIIONISAPHBIM PaKkoM
Clly4ad KpOBOTEUYEHMSI C JIETAIBHBIM UCXOJOM PETUCTPUPOBAINCH Yallle B TPYIIE NALUEHTOB,
MPUHUMABIINX Kab03aHTUHUO, YeM B Tpymre 1uianebo. [Ipenpacmonararomnie GpakTopsl pucka
JUISL TSKEJIOT0 KPOBOTEUEHHS B MOMYJISILIMK C PaCIPOCTPaHEHHBIM IeNaTOLEIUIIONIIPHBIM PaKoM
MOTYT BKJIFOYATh OIyXOJIEBYIO MHBA3HIO KPYIHBIX KPOBEHOCHBIX COCYJ0OB U HaJIU4ME LIUPpO3a
[IEYEHU B KaUeCTBE MCXOAHOTO 3a00JieBaHMs, IPUBOASIIUX K BAPUKO3HOMY PACIIMPEHUIO BEH
MUIICBOJIA, TOPTAIBHON THmNepTeH3nn u tpomboruronenun. B uccmenoBanun CELESTIAL
ObUIM MCKJIFOYEHBI NAIUEHTHI C COMYTCTBYIOIIEH aHTUKOAryJISHTHOW Tepanyven WiIn MalueHThl,
IIPUHUMAIOIIAE aHTHArperaHTHble cpeAcTBa. [lallMeHTHl ¢ BapUKO3HBIM PACHIMPEHUEM BEH C
KPOBOTEUEHHEM B aHAMHE3€ WM C BBICOKMM PHCKOM BO3HHMKHOBEHHS KPOBOTEYEHHS, HE
MOJIy4aBIIUX WJIM YacTHUYHO TMOJYyYaBIIMX TEPaNuio, TakkKe ObUIM HCKIIOYEHBl U3
HCCIIEIOBaHUSI.

W3 KIMHUYECKOrO HUCCIIECJOBAHMS y MALUEHTOB C PACIPOCTPAHEHHBIM MOYEYHO-KJIETOYHBIM
paKoM, MoJTy4yaBIIUX KaO03aHTUHUO B MEPBON JIMHUM Te€parnuu B KOMOMHALIUK ¢ HUBOJIyMaOOM
(CA2099ER), ObuiM  HCKJIFOYCHBI  MAIMEHTHI, MOJy4YaBIIME  AHTHKOAryJIsSHTBI B
TEparneBTUUECKUX J103aX.

Amnespusmul u paccroenus apmepuu

[Tpumenenne nnru6uropoB VEGF y manueHTOB ¢ apTepuanbHOM runepTeH3uei uim 6e3 Hee
MOJKET CIIOCOOCTBOBATh OOpPAa30BAaHMIO AHEBPU3M W/WIIM pacclioeHuto aprepuil. IlanueHtsi c
(dakTopaMH pHUCKa, TaKUMHM KaK apTepHalibHas TUIEPTEeH3Msl WIM aHEeBpU3Ma B aHaMHeE3e,
JIOJDKHBI TIIATENBHO OLIEHUBATHCS /IO Hayaa JedeHHus: KaO03aHTHHHOOM.

Tpomboyumonenus

B kmmanyeckux wuccrnepoBanusx (CELESTIAL), (COSMIC-311) y mamueHToB C

TenaToNEIUTIONAPHBIM pakoM H ¢ JudPepeHIMpOBaHHBIM pPaKOM IIMHUTOBHUIHON JKEJE3HI,
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nedeHusi Kab03aHTHHUOOM ClIelyeT KOHTPOJIMPOBATH YHCIO TPOMOOIIMTOB U KOPPEKTHPOBATH
703y B 3aBUCUMOCTH OT TsDKeCcTH TpomOommroneHuu (cm. Tabmuiy 1 B pasmene «Crnocob
MPUMEHEHUS U J03bD»).

Ocnooichenus 3a4Cuenenust pamvl

[Ipu mnpueme KaboO3aHTHHMOA CYIIECTBYET TIOBBIIICHHBI PHCK Pa3BUTHUS OCIOKHEHUI
32KUBICHUS paHbl. JleueHne ka003aHTHHUOOM CIIeAyeT MPEKPaTUTh, 10 KpailHel mepe, 3a 28
JHEH 10 3alJIaHUPOBAHHOIO XUPYPIHMUECKOTO BMEIIATENIBCTBA, BKIOYAs CTOMATOJIOTMYECKOE
XUPYPrUUE€CKOEe BMEUIATEIbCTBO WJIM MHBA3UBHBIE CTOMATOJOTMYECKHE MPOLIEYpPbI, €CIU 3TO
BO3MOXHO. Pemienue BO300HOBUTH Tepamuio KaO03aHTHMHHOOM TIOCIE ONepalyy JOJHKHO
OCHOBBIBaTbCSl Ha KJIMHMYECKOH OIIEHKE JOCTAaTOYHOCTH 3aKuBiieHUs paHbl. Crenyer
MPEKPATUTh Tepanuio Kabo3aHTUHUOOM y IMAlMEHTOB C OCIIOKHEHUSMU 32)KHBJICHUS PaHBbI,
TpeOYIOUIMMHI METUIIUHCKOTO BMEIIATEIbCTBA.

Apmepuanvras cunepmen3us

IIpu mnpueme kabo3aHTMHMOA MMEETCS IOBBIIIEHHBI PHUCK pa3BUTHUA apTEpPUABbHOU
TUIEPTEH3UHU, B TOM YHCIIE TUIEPTOHUYECKOrO Kpu3a. ApTEpHaIbHOE IABJICHUE IOJIKHO
HaJJIeXKaIuM 00pa3oM KOHTPOJIMPOBATHCS 10 Hauana Tepanuu Kabo3aHTuHHOOM. B Hauane
Tepanuu Ka0O3aHTUHHOOM apTepHAbHOE JABJICHUE CIEAYET PErYJSIpHO KOHTPOJIHMPOBATH U
IpU HEOOXOAMMOCTH NPUMEHSATh COOTBETCTBYIOIIYIO AHTUIHIIEPTEH3UBHYIO Tepanuoo. B
Clly4ae CTOMKOW apTepuabHON THIIEPTEH3UH, HECMOTPS HA IIPUMEHEHUE aHTUTUIIEPTEH3UBHBIX
CPeACTB, Tepanuio KabOO3aHTMHMOOM ClleAyeT NpepBaTh J0 BOCCTAHOBIIEHUS HOPMAJIbHBIX
3HAYEHHI apTepUATbHOTO NABJICHUS, ITOCTIE YETo MpueM Kabo3aHTMHHOA MOXXHO BO30OHOBHUTH
B CHIDKEHHOH fo03e. Tepanuio kaOO3aHTHUHHOOM ClIE€IyeT MPEKpPaTUTh MPH TMIEPTOHHUYECKOM
KpH3€ WM PAa3BUTHUU TKEIOM M CTOMKOM apTepUaibHOM THIIEPTEH3MM, HE OTBEYAIOLIEH Ha
AHTUTUIIEPTEH3UBHYIO TEPAIHIO.

Ocmeonexpos

[Ipu npueme xabo3aHTHHKMOA HAOIIOJAINCH CIydyan OCTEOHEKpo3a uentocTu. [lepen Havanom
npueMa Kabo3aHTMHHMOA W TEPUOJUYECKH BO BpEMsl TEpaluu CIEAYeT MPOBOAUTH OCMOTP
nojoctd pra. Creayer npouH(GOPMHUPOBATH MAIMEHTOB O MPaBUJIAX TUTHEHBI MOJIOCTH pTa.
Jleuenne KabO03aHTHHUOOM CIIEIyeT MPEKpaTHTh, IO KpaWHeW Mepe, 3a 28 mHEH 10
3aIJIAaHUPOBAHHOM CTOMATOJIOTUYECKOW oOmNepanuy WIM HWHBA3UBHBIX CTOMATOJOTHYECKUX
npouenyp, eciau 3To Bo3MoxkHO. Crenyer coOaoAaTh OCTOPOKHOCTh Yy TAllMEHTOB,
MIOJIyYaOIUX MpenapaTsl, aCCOLMMPOBAHHBIE C PA3BUTUEM OCTEOHEKPO3a YENIIOCTH, TAKHE KaK
oucdocdonatel. [Ipuem xkabo3zanTHHHOA CIEAYET MPEKPATUTH y MAIIMEHTOB C OCTEOHEKPO30M

YCIOCTH.
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Cunopom 1a00HHO-NOOOUIEEHHOT IPUMPOOUIECIE3UL (NOCNEOOBATENEHOCTE 0002)

I[Ipu mnpueme kabo3aHTHHHOA TIOBBINIEH PHCK BO3HUKHOBEHHUS CHHIpPOMA JIaJJOHHO-
MOJIOIIBEHHON ~ ApUTpoau3ecTe3un. [IpyM  pa3BUTUM  TSDKEIOTO  CHHApPOMA  JIAZOHHO-
MOJIOIIBEHHON ~ 3PUTPOJU3ECTE3MH  CJICIYEeT PACCMOTPETh BO3MOXKHOCTH  BPEMEHHOTO
MpeKpalieHus: Tepanuu  kabo3aHTuHHMOOM. Korma  CcHUHIpPOM — J1aJIOHHO-TIOAOIIBEHHOU
SPUTPOAMU3ZECTE3NN JOCTUTHET | CTENEeHM TSHKECTH, CJIEIyeT BO300OHOBUTH TEPAITUIO
Ka003aHTUHHOOM C O0Jiee HU3KOU JO3bI.

Ilpomeunypus

[Tpu npueme kabo3aHTHHHOA CYIIECTBYET PUCK Pa3BHTHUS MPOTEHHYpUU. Bo Bpems jieueHHs
Ka003aHTUHHOOM CIIEZyeT peryJsipHO KOHTPOJMPOBATh MOsiBIeHUE Oenka B Moue. llpu
pa3BUTHH y TALMEHTOB HEPPOTUYECKOTO CHHIpOMa TpueM Kabo3aHTHHMOA CleayeT
MIPEKPATHTh.

Cunopom 3aoueu oopamumot sHyeparonamuu

[Ipn mnpueme kabGo3aHTHHHOA HAOMIONATOCH pa3BUTHE CHUHApPOMA 3aqHEH 0O0paTuMoit
sHIeaNonaTHy. Y KaKJI0ro MalHeHTa ¢ MHOKECTBEHHBIMHA CUMITTOMAMH, BKITFOYasi CYI0POTH,
TOJIOBHYIO 0O0JIb, HAPYUICHUsI 3PCHUs, CIYTAaHHOCTh CO3HAHUS WJIM HAPYIICHUSMH TMCUXUKU
HEOOXOJMMO pacCMaTpHBaTh BO3MOXKHOCTh Pa3BHTHs JaHHOTO CHHIpPOMA. Teparnuio
Ka003aHTUHUOOM CJIEyeT TMPEKPaTHTh TPU PA3BUTHU CHUHApPOMA 3aqHEH 0O0paTUMOi
sHIe(amonaTHu.

Yonunenue QT unmepeana

Kabo3anTiuHNO crneayeT mpUMEHSATh ¢ OCTOPOKHOCTHIO Y MAIIMEHTOB C y/TMHEHUEM HHTEpBaia
QT B aHamHe3e, y MalMEHTOB, NMPUHUMAIOIINX AHTHAPUTMHUYCCKHUE Tperaparbl, WIH Y
MAIMEHTOB C MMEIOIIMCcs 3a00JIeBaHIEM cep/la, Opaankapaneil WM HapyIIEHUSIMH BOJHO-
anekTponuTtHOro Oamanca. Ha (¢oHe nedeHus kaGo3aHTHHHOOM CJEIyeT MPOBOAUTH
nepuoandeckuii MOHUTOpUHT DKI' ¥ KOHIIEHTpAllUU AJIEKTPOJIMTOB B KPOBHU (KaJIbIIUNA, KaTHid
1 MarHum).

Hapywenue ¢ynxyuu wumosuonoii srcenesvl

CrnenyeT mpoBOIUTE JIA0OPATOPHYIO OIEHKY (DYHKITHH ITUTOBHIHOM JKEJe3bl y BCEX MAIlEHTOB
nepesl HayajloM MpUMEHEeHHs mpernapara. [larmeHTaM ¢ TUMOTUPEO30M WM TUIIEPTUPEO30M B
aHaMHe3€ CIIeAyeT HA3HAYUTh COOTBETCTBYIONIYIO TEPANUIO TEpe]l HAdyaloM MPHUMEHEHHEM
kabo3anTHNOA. Bo Bpems Tepamuu cieayeT MPOBOIUTH MOHUTOPHHT Pa3BUTHS HAPYIICHUH
(GYHKIIUU OIUTOBUIHOM keJie3bl. JIeueHne manueHToB ¢ HapyIeHUsIMA (QYHKIIUU ITUTOBUTHOM
JKeIe3bl ClielyeT IPOBOJAUTh B COOTBETCTBUU C KIMHHUECKUMU PEKOMEHIAIUSMHU.

Omxknonenus om HOPMbl OUOXUMUYECKUX Jzaéopamoprlx noxasameieti
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THIEPKATNEMHIO, THIIOMArHUEMHUIO, TUIMOKAIBIUEMHUI0, TUIIOHATPUEMHUIO) OBLIO CBS3aHO C
npueMoM kabo3zantuHuOa. [Ipu npuMeneHnn kabo3aHTUHIOA TUITOKANIBIIEMHUsT HaOIr01a1ach ¢
OoJbIIel 4acTOTON W/miK B Oosiee Tspkeno Gopme (Bkitodas 3 U 4 CTENeHb) Y MAIMEHTOB C
pakoM IIMTOBHUJHOM »Kejle3bl IO CPaBHEHHMIO C MAIlMEHTaMH C JPYTMMH BHJAMM paka.
PekoMenayercss KOHTpoJIMpoBaTb OHMOXMMHYECKHE IIOKAa3aTEJd BO BPEMs  JICUEHHUS
Ka003aHTUHHOOM M TIPH HEOOXOTUMOCTH MPUMEHSTH COOTBETCTBYIOIIYIO 3aMECTHTEIbHYIO
TEpanul B COOTBETCTBUU CO CTAHJAPTHOW KIMHUYECKOW NpakTUKOW. Ciaydan Ne4eHOYHOH
sHIe(aIoNaTUM y MAlUEHTOB C TIeNaTOLEUIIOISPHBIM PAKOM MOTYT ObITh 0OYCIIOBIIEHBI
pa3BUTHEM HApYIICHUH BOJIHO-3JIEKTPOJIMTHOrO OanaHca. BpeMeHHOe mpekpaleHue Tepanuu
WIA YMEHBIICHHWE J03bl, WM TOCTOSHHOE NpeKpalleHHe MpreMa Ka0Oo3aHTUHHOA ClieayeT
paccMaTpuBaTh B ClIy4yae YCTOMUYMBBIX WM MOBTOPSIOIIMXCS CYIIECTBEHHBIX OTKJIOHEHHH OT
HOpMBI (cM. Tabmuny 1 B pazaerne «Crnocod NpUMEHEHHS U JI03b1»).

Unoyxkmopwt u uneubumopor CYP3A4

Kabo3anTunuo ssisiercsa cyocrparom CYP3A4. OgHoBpeMeHHOE IpUMEHEHNe Kabo3aHTUHHOA
¢ MomHbIM HHruOuTopoM CYP3A4 KEeTOKOHA30JI0M HNPUBOAMIO K YBEJIUYEHUIO HKCIO3ULIUU
kabo3aHTMHMOA B Iu1a3Me KpoBH. Heobxonumo cobmofaTe OCTOPOKHOCTh HPU MPUMEHEHUH
Ka0o3aHTHHHOA C MTperapaTaMu, KOTOPBIE SBIISIOTCS MOIIHBIMUA HHrnOouTopamu CYP3A4.
OpHoBpeMeHHOE TpUMEHEeHHe Kabo3aHTMHHMOAa ¢ MomHbIM  uHAyKTOopoM CYP3A4
pUGaMIIUIHOM TNPUBOJIWIO K CHIDKEHUIO S3KCIO3UIMM Kabo3aHTHMHMOA B IUIa3Me KpPOBH.
Crnenyer wu30eraTh [UIMTENIBHOTO TIpUEMa IpENapaToB, KOTOPHIE SBISIOTCS MOIIHBIMU
unaykropamu CYP3A4, na pone neyennst kabo3aHTUHUOOM.

Cybecmpamul P-enuxonpomeuna

Ka6o03aHTuHUO sBIsIETCS MHTMOMTOPOM TPAaHCHOPTHOM akTHBHOCTU P-rimkomnporenHa (ICsp =
7,0 MkM), HO He sBIsieTcsa cyOcTpaToM P-rimkonporenHa, Kak MOKa3aHO B JBYHAIPaBJICHHOM
TECT-CUCTeMe ¢ ucrnoib3oBanueM kietouHoil smaun MDCK-MDR1. B cBs3u ¢ atuMm, npu
COBMECTHOM NPHUMEHEHUU Ka0O3aHTMHUO MOKET YBEIMYMBAaTh KOHIIEHTpalUio cyOcTparoB P-
TJIMKONPOTEMHAa B IUIa3Me KpoBHU. llanumeHThl, monyvaromue Kabo3aHTHHUO, IOJKHBI OBITH
MPENYNPEXRACHBl O BO3MOXHOM B3aUMOAECWCTBUM IIPU OJHOBPEMEHHOM IIPUMEHEHUHU C
cyOctparamu P-riukonporenna (Hampumep, ¢ekcodeHaauH, aluCKUpeH, aMOpHU3eHTaH,
naburaTtpaH, IUTOKCHH, KOJIXUIUH, MapaBUpOK, I03aKOHA30J, PAaHOIAa3UH, CAKCArJUITHH,
CUTArJIMNTHH, TAJHMHOJIOJ, TOJIBAIITaH).

Hneubumopvr MRP2
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IUIa3Me KpPOBH, B CBSI3M C 4Y€M CIEAyeT COOJI0JAaTh OCTOPOXKHOCTh IPU OJHOBPEMEHHOM
npuMeHeHnH ¢ uHruouTopamMu MRP2 (Hanpumep, HUKIOCHIOPHH, 3(haBUPEH3, SMTPUIIUTAONH).
Bcnomoeamenvuvie sewjecmsa

[TaneHTaM € pEIKMMHU BCTPEYArOILEHCs] HAClIeACTBEHHOW HENEpPEeHOCHMOCTBIO TaJlaKTO3Bbl,
negUuIUTOM JaKTa3bl WIM TIIOKO30-TANAaKTO3HAs MaibabcopOumell He cleayeT NpPUHUMATh

Ka003aHTUHHUO.

Biusinne Ha c10COOHOCTH YIIPABJISITH TPAHCIIOPTHBIMHU CPeACTBAMH, MeXaHU3MaMU

Ka6o3antunn® oxaspiBaeT cinaboe BIMSHUE HAa CHOCOOHOCTH YIPABISATH TPAHCIOPTHBIMHU
cpeacTBaMu u paboTarh ¢ MexaHu3MamH. HekenarenbHble peakiiH, TaKHe Kak Cl1adoCTh M
yCTanocTh, OBUIM CBsI3aHBl C MpueMoM kabozaHtuHuOa. IlosTomy cnemyer coOironarh

OCTOPOXKHOCTD IIPH YIIPABJICHUH TPAHCIIOPTHBIMU CPCACTBAMHU U pa60Te C MCXaHHU3MaMU.

®opma BhINIyCKA

TabeTku, MOKPHITHIC IIEHOYHOH 00010uKOi, 20 Mr, 40 Mr, 60 MT.

ITo 30 Tabmerox BMecTe ¢ cuiaukareneMm (3 KOHTEHHEpa ¢ CHJIMKAaresieMm 1o | T Kaxiblid) U
moJIMA(UPHBIM BOJIOKHOM BO (DJIAKOH W3 IMOJIMATUIICHA BBICOKOW TUIOTHOCTH, OTICUATaHHBIN
3alIMTHOW MeMOpaHON U3 JaMHUHHPOBAaHHOW aJIIOMUHUEBOM (OJBIM, W YKYHNOpPEHHBIN
KPBIIIKOW W3 TIONUOPONWICHA C YKa3aHWsIMH Ha aHTJIUICKOM S3bIKe, CHAO>KEeHHOMH
YCTPOMCTBOM JJIS 3aLTUTHI OT BCKPBITHSI (PIIaKOHA IETHMHU.

[To 1 ¢pnakoHy ¢ MHCTPYKIMEH 110 METUIIMHCKOMY IPUMEHEHHUIO B NTaYKy KapTOHHYIO.

YcioBus XxpaHeHus
XpaHuTb Ipyu TeMIiepatype He Boie 25 °C.

XpaHUTb B HETOCTYITHOM JUISI IETEH MECTE.

Cpok rognoctu
4 rona.

He IMPUMCHATH IO UCTCUCHUHN CPOKA 'OTHOCTH.

YcioBus oTImycka

OTmycKarT Mo penenty.

Jep:xaTesb (Bjiajielien]) perucTPauMoOHHOT0 YI0CTOBEPEHUSs
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(NMOCNEOOBATENEHOCTE 0002)

Hncen ®apma, Opannusi.

65 nabepexnas Xopx I'ope, 92100, bynons buiiankyp.

IIpousBoauTen

IIpouzsooumenw

[Tareon 1HK.

2100 Cunrekc Kopt, Muccuccora, Onrapuo, Kanamga LSN 7K9
Dacosuwux (nepeudnas ynakoera)

[Tareon Unk.

2100 Cunrekc Kopt, Muccuccora, Onrapuo, Kanamga LSN 7K9
Vnakoswux (6mopuunas (nompebumenvbckas) ynakoeka)
[Tareon 1HK.

2100 Cunrekc Kopt, Muccuccora, Ourapuo, Kanaga L5SN 7K9
WITH

Tuoanak Hunepnanac b.B., Hunepnanabt

Huese Honk 9, Otren-Jlep, 4879 AC, Hunepnanpl.
IIpouszeooumens, ocyuwjecmsenaouull 8bINYCKAIOWUL KOHMPOIb KAYecmaa
[Tareon ®@pannus

40 6ynsBap ze llamnape, BYPT'Y2H-XAJIBE, 38300, ®panuus uiu
Tuoanak Hunepnanac b.B., Hunepnanabt

Huege [lonk 9, Otren-Jlep, 4879 AC, Hunepnansl
Opranuzanusi, NPUHUMAIOIIAS IPEeTEeH3UH NOTpeduTe el
000 «UIICEH»

109147, Mocksa, yn. Taranckas, 17-23

Ten. (495) 258-54-00, daxc (495) 258-54-01

DneKTpOoHHas MoyYTa: ipsen.moscow(@ipsen.com
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