COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 28.01.2026 Nz 1424

(MOCNEOOBATENLHOCTL 0002)

OBILIAA XAPAKTEPUCTUKA JIEKAPCTBEHHOTO HPEHAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITIPEITAPATA

Ka6o3anTunun6, 20 mr, TabIeTKH, MOKPHITHIE INIEHOYHOU 000I0YKOA.
Ka6o3zantuau6, 40 mr, TabJIeTKH, MOKPHITHIEC TNICHOYHOU 000JIOYKOM.

Ka6o3anTunmn6, 60 mr, TabIeTKH, MOKPHITHIE INIEHOYHOU 000I0YKOIA.

2. KAUECTBEHHBIN ¥ KOJIMYECTBEHHBIN COCTAB

JleiicTByIOIIEE BEIMIECTBO: KaOO3aHTHHHUO.

Kab6o3agTuaun0, 20 Mr, TabJeTKH, HOKPHITEHIE IIIEHOYHOH 000JI0YKOMI

Kaxxnas TabneTka, MOKpHITas IUICHOYHON 000s0ukoii, comepxut 20 Mr kabo3zaHTuHUOA (B BHIE
kabo3aHTHHNOA MajaTa).

BeiectBa, Hanu4yre KOTOPBIX HAI0 YYMTHIBATH B COCTAaBE JIEKAPCTBCHHOTO Iperapara: JaKTo3a,
HaTpuii (cM. pazaen 4.4).

Ka6o3antuan0, 40 mr, TabJeTKH, HOKPHITHIE IJIEHOYHOM 000JI04YKOMI

Kaxxnas tabnmeTka, MOKpbITas IMICHOYHOW 000J0YKOH, comepxuT 40 Mr xabo3aHTuHHOA (B BHJE
ka0o3aHTHHNOA Maara).

BemectBa, Hanuuue KOTOPBIX HAJO yYHUTHIBATH B COCTaBE JIGKAPCTBEHHOrO IIperapara: JIaKTo3a,
Hatpuii (cMm. paznen 4.4).

Ka6o3antuan0, 60 Mr, TabJeTKH, HOKPHITHIE IJIEHOYHOM 000JI04YKOM

Kaxnas tabnmeTka, MOKpbITas IMICHOYHOM 000JOYKOH, comepx uT 60 Mr xabo3aHTuHHOA (B BHJEC
ka0o3aHTHHNOA Maara).

BemecTBa, Hanuuue KOTOPBIX HAJO yYHUTHIBATH B COCTaBE JIGKAPCTBEHHOrO IIperapara: JIaKTo3a,
Hatpuii (cM. paznen 4.4).

[TonHbIil mepedyeHpb BcrioMoraTeNbHbIX BELIECTB MPUBE/CH B paszene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabyeTku, TOKPHITHIE TUICHOYHOW 000JIOYKOM.

Ka6o3antuan0, 20 Mr, TabJeTKH, HOKPHITHIE IIEHOYHOM 000JI0YKOMI

Kpyribie 1BOSIKOBBINTYKITbIC TAOJIETKH, TOKPBITHIE TUICHOYHOW 000J104K0# Oenoro meera. Ha nzmome
— AApo 6GHOFO HIIN 66JIOI‘O C XKCJITOBAThIM OTTCHKOM IIB€TA.

Kab6o3agTuaun0, 40 Mr, TabJeTKH, HOKPHITHIE IIEHOYHONH 000JI0YKOMI

Kpyribie JIBOSKOBBIMYKJIbIE TaOJETKH, MOKPBITHIE IUIEHOYHOW 0005I04KOil po3oBoro 1Bera. Ha
U3JI0ME — S,1po Oeoro Win O€I0ro ¢ KeITOBAThIM OTTEHKOM I[BETA.

Ka6o3antuand, 60 Mr, TabJeTKH, HOKPHITHIE IJIEHOYHOM 000JI04YKOMI

Kpyrnbie nBOSKOBBIMYKIIbIE TaOJETKH, MOKPBITHIE IUICHOYHOM O0OJOYKOW KenTtoro IBera. Ha
U3IIOME — SIIPO OEJIOT0 WK OENIOTO C KENTOBATHIM OTTCHKOM IIBETA.
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4. KINHUYECKHUE JJAHHBIE (NOCNEOCBATENEHOCTE 0002)

4.1. IToka3zaHus K NPUMEHEHHU IO

IToueuyno-knerounslii pak (IIKP)

[Ipenapar KaGo3aHTWHMO mMOKa3aH K MPUMEHEHHIO B KAaueCTBE MOHOTEpANuu JJs JICYCHUS
pacnpoCcTpaHEHHOTO NTOYEYHO-KIETOYHOTO paKa:

® v B3POCIBIX MAIMEHTOB C MPOMEXYTOYHBIM HJIM IUIOXUM TPOTHO30M B KayecTBE IMEPBOM
JIMHUN TepaHI/II/I;

® Yy B3POCIBIX MAI[MEHTOB TOCJIE MPEANICCTBYIOIIECH TEpanmuy TapreTHBIMH HWHTHOUTOpaMu
daktopa pocra saaorenus cocynoB (VEGF-Tapretrnas tepanus).

[Tpenapar KabGo3aHTuHHO B KOMOMHALMK C HUBOJYMaOOM MOKa3aH K NMPUMEHEHHIO B KayecTBE
NepBOH JINHUM TEPAITUH PACHPOCTPAHEHHOTO OYEYHO-KIIETOYHOTO paKa y B3pOCIIbIX ITAIlEHTOB.

T 'enaToleIoaIpHbIIA pak

[Mpenapar KabGo3aHTHMHMO TOKa3aH K NPUMEHEHUIO B KayecTBE MOHOTEPANUU JUIS JICUCHUS
renaToucC/uItOJIIpHOIO pakKka 'y B3POCIbIX MAOUCHTOB IOCIIC HpeI[HIeCTByIOH_Ieﬁ TCpannun
copadeHnd0oM.

JuddepeHnpoBaHHbBII PAK NIUTOBUIHON XKeEJIE3bl

[Tpenapar Kabo3anTHUO 1MoKa3aH K MPUMEHEHHIO Y B3POCIIBIX MAIMEHTOB B KAYECTBE MOHOTEPAITHHT
JUISL JIGYCHHS] MECTHOPACIIPOCTPAHEHHOTO WM METaCTaTU4YeCKOro Au(EepeHIIMPOBAHHOTO paka
IIATOBUIAHOM JKEJIe3bl, PE3UCTEHTHOTO WJIM HE MOJIXOASLIErO JId paguorHoATEepanvu (PﬁT), npu
MIPOrPECCUPOBAHUU 3a00JIEBAHUS BO BPEMs WIIH MOCIIE MIPEIISCTBYIONIEH CUCTEMHOMN Tepanuu.

4.2. Pe:xuM T103UPOBAHUS M CIIOCO0 NMPUMEHEHUs

Tepanus npenaparom Kabo3aHTHHUO 10KHA TPOBOIUTHCS BPAauOM, UMEIOLIUM OIBIT IPUMEHEHHUS
IIPOTUBOOITYXOJIEBBIX JIEKAPCTBEHHBIX NIPENApaTOB.

PexxuM no3upoBaHusa

IIpenapam Kabozanmunub 6 kauecmee Mmonomepanuu

Pexomennyemass  nmoza  mpemapata  KaGo3aHTMHHO  mpH  MOYEYHO-KIETOYHOM  Pake,
rernaToLe/UIIOISIPHOM pake U TU(PGEpEeHIIMPOBAHHOM paKe LIMTOBUAHOW JKeJe3bl y B3POCIbIX
cocrasisieT 60 Mr OJJUH pa3 B J€Hb.

Jleuenue CICOYCT MPOOO0JIKATh 10 TEX MOP, ITOKA COXPAHACTCA KIIMHUYCCKAA I10JIb3a OT TCpalluu, NI
A0 pa3BUTHUA HGHpHeMHeMOﬁ TOKCHYHOCTH.

Ilpenapam Kaboszanmunub 6 xombOumayuu ¢ HUBOIYMAbOOM 8 Nepeol JUHUU Mmepanuu
Pacnpocmpanénno20 no4edHo-K1emo4Ho2o paKa

Pexomenayemas no3a npemnapara Kabozantunu6 cocrasnser 40 Mr oJuH pa3 B ICHb B KOMOMHAITNHI
C HUBOJIyMaOOM, BBOJAMMBIM BHYTPUBEHHO B 03¢ 240 mr kaxeie 2 Hexenu win 480 Mr Kaxmbie
4 genenu. Tepamuio mpenaparoM KaGo3aHTHHMO cieayeT MpoAoKaTh JO MPOTPECCUPOBAHMS
3a00JIeBaHUs WM JI0 Pa3BUTUS HEMPHUEMIIEMOW TOKCHYHOCTH. JleueHue HHBOIyMaOOM OJIKHO
MIPOJOJIKATHCS 10 MPOTrPECCUPOBAaHNUS 3a00JIeBaHNUs, PA3BUTHUS HETIPUEMIIEMON TOKCUYHOCTH WJIH JI0
24 mMecsanleB 'y TManWeHToB 0e3 mporpeccupoBanusi 3aboneBanus (cm. pasgen 4.2 OOmei
XapaKTePUCTHKH JiekapcTBeHHOTO npenapara (OXJIIT) HuBoaymada).

Koppexyus pesxxcuma oosuposanus

[Tpu pa3BUTHH HEXENATENbHBIX PEaKIUi MOKET OTPEOOBATHCS BPEMEHHOE TIPEKPAIICHIE TepPariu
W/WIv CHIKEHUE 10361 penapara Kado3zantuauo (cMm. Tabnuiry 1). Korma tpeGyercst cHu)KeHne 103561
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JICHb.

ITpu npueme npenapata Ka6o3anTHHUO B KOMOMHALIMY ¢ HUBOJIYMaOOM PEKOMEH IyeTCsl yMEHBIIUTD
no3y mpenapara KabozantuHu6® cHavama go 20 mMr B J€Hb, a 3aTeM 10 20 Mr udepe3 AeHb (CM.
pekoMeHayemyto Koppekiuto euenus: B OXJIIT nuBonymada).

BpemMeHnHoe npekpalieHne Tepanuyi peKOMEHIYETCS IIPU Pa3BUTHHU HEXKENATEIbHBIX PEAKIUN 3 WU
OoJbIIeH CTEMEeHU TSHKECTH WIIH MTPH HENEePEHOCUMON TOKCUYHOCTH 2 CTeNeHHU TshkecTH. CHIKEHHE
71036l PEKOMEHIYeTCsl B TOM Cllydae, KOTJa HexKelaTeIbHble Peakiuu OyayT MOCTOSHHBIMH, MOTYT
CTaTh CEPbE3HBIMM UM HETIEPEHOCUMBIMH.

Ecnu nanuenT npomnycTui npueM npenapara, IponyuieHHas 103a He I0JKHA IPUHUMATBCS, €CITU J10
IIpHeMa CIIEeYIOIIEH 103l OCTAIOCh MEHbLIE 12 yacos.

Taboauna 1. Pexomenayemasi koppekius 103bl npenapara Ka6o3antunu6 B ciyyae pa3BUTHA
HeXKeJIaTeJbHbIX peaKkumni

HexenarenbHasi peakuus U CTeNneHb
THAKECTH
Hexenarenbupie peakiun 1 u 2 crenenu | Koppekuust 10361 0OBIYHO HE TpeOyeTCs.
TSYKECTH, KOTOPBIE SBJISIOTCS NepeHOCUMBbIMU | PaccMaTpuBaeTcs BO3MOXKHOCTh — MPOBEACHUSA

Koppexuusi rTepanuu

U JIETKO KYTHUPYIOTCS CUMIITOMATUYECKOIO JICYEHUSI B COOTBETCTBUU C
MTOKa3aHUSMHU.

Hexenarenbuble  peakuuu 2 cTeneHW | BpeMEeHHO mpekpalaioT JIeYeHUE N0 TeX IMop,

TSXKECTH, KOTOpBIE ABIIAIOTCA | IOKa HEXKenaTeiabHas peakuuss He Oyxer

HEMEPEHOCUMBIMA W HE MOTYT OBITh | pa3pemieHa 10 <1 CTeIeHH TKECTH.
KY[IAPOBaHbl ~ YMEHBIIEHHEM J03bl WM | [I[poBOmAT  CHUMOTOMAaTHYECKOE  JIEYEHUE B
CUMIITOMATUYECKUM JICYEHUEM COOTBETCTBHUU C MOKA3aHUSIMHU.

PaccmarprBaroT mOBTOpHOE Hayalo JICYEHHUS B
MEHbIIEN J103€.

HexenarenbHble peakiiuu 3 CTENEHU TSHKECTH | BpeMEeHHO TpekpalarT JIeYeHHe 0 TeX Mop,
(kpoMe  KIMHWYECKH  HECYIISCTBEHHBIX | TIOKa HEXeNaTellbHas peakuus He OyneT
OTKJIOHCHHH J1a0OpaTOPHBIX TOKa3zaTeleld OT | pa3pelmieHa 10 <l CTEeNeHH TSHKECTH.

HOPMBI) [IpoBomdT cUMOTOMATHYECKOE  JIEYEHUE B
COOTBETCTBUH C MOKa3aHUSIMHU.

PaccmarpuBaroT MOBTOpHOE Hayalo JICYCHHS B
MEHBIIENA T03€.

HexenarenbHble peakuuu 4 CTENEHU TSXKECTH | BpeMeHHO mpekpamiaior JeueHue.

(kpoMe  KIMHMYECKH  HeCylecTBEHHBIX | [IpoBOAST COOTBETCTBYIOIIEE JEUEHUE.
OTKJIOHEHHH TTabOpaTOpHBIX MOKa3zareneil oT | Ecnu HexkenaTenbHas peakius pa3pemiaeTcs 0

HOPMBI) <l cremeHM TSKECTH, MOBTOPHO HAYHWHAIOT
neuenue npenaparoM Ka6o3aHTHHUO B MEHbIIEH
no3e.

Ecnu HexxenarenbHasi peakiysi HE pas3pelnaercs,
HaBcerjga IMpeKpallalT Tepanuio IpernapaToM
Ka6o3anTunuo.

[loBpimieHNEe ypoBHS (EPMEHTOB TME€YEHH Yy TMAlUEHTOB C IMOYEYHO-KJIETOUYHBIM PAaKOM,
nojryyaBmux npenapar Kabo3anTuHuO B cCOUETaHUU C HUBOJIYyMaOOM

AnannnamuHoTpaHcdepaza  (AJIT) wunm | BpeMeHHO mpekpamarT JIeYeHHE IpenapaToM
acrapraramuHoTpancdepasa (ACT) >3 pas, | KabozanTuau6 u HUBOITYMaOOM 0 TEX MOp, MOKa
HO <10 pa3 BepxHell TpaHUIIBI HOPMBI O€3 | HEeXeNaTelbHas peakius He OyeT pa3penieHa a0
CONyTCTBYIOWIETO  yBelIM4YeHHs  oOmiero | <lcTeneHu TSHKECTH.

OwmpyOnHa >2 pa3 OT BEepXHEH TpPaHUIIbI
HOPMBI
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HexkenareabHast peakuus ¥ CTeNeHb \ R TEEEA TETTDIVA- T W2
TSKECTH PI pattH
Mosxer OBITh paccMOTpeHa Tepamus
TIIIOKOKOPTUKOCTEPOUAAMH TIPU TIO03PECHHH Ha
MMMYHOOTIOCPEIOBAaHHYIO PEAKIIHIO.
PaccmaTpuBaloT MOBTOpHOE HAYalo JICUCHHS
OJJHUM  JICKapCTBEHHBIM  IIpErapaToM  WIH
nocjenoBaTebHOE  BO300HOBICHHE — NpHEMa
000MX  JIeKapCTBEHHBIX IIpErnapaToB  IOCIE
pa3peleHHs HeXKeNaTeIbHOW PEeaKIHH.
[lpn moBTOpHOM Hayaje mHpuUeMa HHUBOIyMabda
Heobxoaumo cM. OXJIIT HuBoyMaba.
AJIT mwmm ACT >10 pa3 BepxHed rpanuusl | [Ipekpamniator Tepanuio MpenapaToM
HOPMBI WJIH >3 pa3 BepxHel rpanuisl HopMel | Kabo3aHTHHUO 1 HUBOTyMaOOM.
C CONYTCTBYIOIIMM yBeIW4YeHHEeM obmero | Moxer OBITh paccMOTpeHa Tepamys
OnnupyOuHa >2 pa3 BepXHEH IpaHuIbl HOPMBI | TIIFOKOKOPTUKOCTEPOUAAMH TIPU TIOJ03PCHHH Ha
MMMYHOOIIOCPEIOBAHHYIO PEAKIIHIO.

[MpumeyaHue: CTENEHW TOKCHYHOCTH IMPUBEACHBI B COOTBETCTBUH € OOLIMMH TEPMHUHOJIOTMYECKUMH KPHTEPHSIMU
HeXeJaTebHbIX sBieHnit HannonansHoro nuctuTyTa onkonoruu, Bepcus 4.0 (NCI-CTCAE v4).

Conymcemeyrowas mepanus

CremyeT ¢ OCTOPOXHOCTBHIO NMPHHUMATh COIYTCTBYIOIIUE JICKAPCTBEHHBIC NpenapaThl, KOTOPHIE
SIBJISTIOTCSL. MOIIHBIME HHrHOUTOpamu muroxpoma P450 (CYP) 3A4, a takxke cieayer u3derath
MOCTOSTHHOTO TPUMEHEHUS] COMYTCTBYIOUIMX JICKAPCTBEHHBIX MPENapaToB, KOTOPBIE SBISIOTCS
MOIITHBIMU HHAYKTOpamMu u3opepmenta CYP3A4.

Cnemyer paccMOTpeTh TPHMEHEHHE QIBTEPHATUBHOTO  COITYTCTBYIOIIETO JIEKAPCTBEHHOTO
npemnapara 6e3 Uil ¢ MUHUMAJIbHON CIIOCOOHOCTBIO MHAYKIMH WJIM MHTHOMPOBaHUS U30(pepMeHTa

CYP3AA4.

Oco0ble rpynibl MalueHTOB

Jluya nodxxcunozo eospacma

Koppekius 10361 y MallMEHTOB B BO3pAcTe cTapiie 65 JeT He TpedyeTcs.

Paca

Koppexkius 10361 B 3aBUCHMOCTH OT STHUYECKOW TPUHAIICKHOCTH He Tpedyercs (cM. pasaen 5.2).
Tayuenmvi ¢ noueunoii He0oCmMamouHoCmuio

Kabo03anTiHUO crieyeT MPUMEHSTH C OCTOPOKHOCTHIO Y TIAIIMEHTOB C TIOYEYHOH HEAOCTATOYHOCTHIO
JIETKOM I CpeIHEl cTeneHu TshkecT. Kabo3aHTHHUO He peKOMEHAYeTC sl IPUMEHSTh Y TAIIHEHTOB
C TOYECYHOH HEIOCTaTOYHOCTHIO TSDKEJIOM CTENeHH TSHKECTH, TaK Kak Oe30MacHOCTh U
3¢ GEKTUBHOCTH B 3TOU MOMYJISIIIMKA HE YCTAHOBJICHBI (CM. pasfen 5.2).

Hauueﬂmbz C NeYeHOoYHOolU HedOCMAamo4HOCMbIO

VY nmauueHToB C MEYEHOYHOM HEJNOCTATOYHOCTBIO JIETKOW CTENEHH TSKECTH KOPPEKLHMS 03Bl HE
Tpebyercsa. MmeroTcss orpaHWYeHHBIC JaHHBIC Yy TAIMEHTOB C TEYCHOYHON HEI0CTaTOYHOCTHIO
cpenHeit crenenu Tsokectd (kiace B mo Yainn-ITsio). Kakue-mmbo KOHKpeTHbIE pEKOMEHIAINN 110
JIO3UPOBAHUIO OTCYTCTBYIOT. PeKoMeHayeTcs TIaTeabHbIi MOHUTOPUHT OOIIel Oe30MacHOCTH Y
TaKuX manueHToB (cM. paszgensl 4.4 w 5.2). KaGo3aHTHHMO HE PEKOMEHIYeTCs NPHUMEHSTH Y
MaIMEHTOB C MEYEHOYHON HEA0CTaTOYHOCTBIO TshKeou crenenu TshkecTH (kiace C mo Yanna-I1s10),
TaK KaK KIMHHYECKHUI OTBIT MPUMEHEHUS Y TAKUX MALMEHTOB OTCYTCTBYET (CM. pa3aen 5.2).

Tayuenmul ¢ cepoeyHoll HedOCmamo4HOCMbIO
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HegocTaToyHOCThI0. Kakne-mubo KOHKpEeTHbIE peKOMEHIAINH 110 103UPOBAHUIO OTCYTCTBYIOT.
eTu

be3onacHocTh 1 3 dekTHBHOCTS Ka003aHTHHUOA y JIeTel U MOAPOCTKOB B Bo3pacte 10 18 et He
YCTaHOBIIEHBI. JJaHHBIE OTCYTCTBYIOT.

Croco0 mpuMeHeHus

BuyTps.

TaOnerku ciemyeT mporiaTbiBaTh LEIUKOM, HEe pasnambiBasd. CrenyeT Bo3Jepxkarbcs OT MpHEMa
MUY KaK MUHUMYM 3a 2 4yaca 10 mpuema u 1 gac nocie npuema npenapara Kabozantuauo.

4.3. IIpoTuBONOKA3aAHUS

e [ 'UnepyyBCTBUTEIHHOCTh K KaOO3aHTUHHOY WIIM K JTIOOOMY M3 BCIIOMOTaTeIbHBIX BEILECTB,
MIepEYHCICHHBIX B pazjaene 6.1.

4.4. OcoOble yka3aHHs U MepPbl PeI0CTOPOKHOCTH NPH NPUMEHeHUH

Tak xak OOJBIIMHCTBO HEXENATEeNbHBIX PEaKIMi pa3BUBAETCS Ha paHHEH CTaauu JIeYeHHs, Bpad
JIOJKEH TINATEhHO HAOIOIaTh 32 MAlMEHTOM B TEYCHUE MEPBhIX BOCBMH HENIEbh TEPAMUU, YTOOBI
OTpeeTUTh HEOOXOAMMOCTh M3MEHEHUsl J03bl mpemnapara. HexenaTenbHble peaklUd, KOTOpbIE
OOBIYHO TIPOSBISAIOTCS B HAyale JICUCHHUS, BKIIOYAIOT THUIOKAIBIUEMHUIO, TUIOKAINEMHUIO,
TPOMOOLIMTONICHUIO,  apTEpPUANbHYIO  TUINEPTEH3UIO,  CHUHAPOM  JIaJJOHHO-TIOJOIIBEHHOM
SPUTPOAU3ECTE3NH, TPOTSHHYPHUIO U HAPYIICHUS CO CTOPOHBI KETYA0YHO-KUIIEYHOTO TpakTa (60Ib
B )KMBOTE, BOCTIAJICHUE CIU3UCTON 000JI0UKH, 3a10p, JUapesi, pBoTa).

Pa3pemennie HexenaTenbHBIX peakUUid MOKET MOTpeOOBaTh BPEMEHHOI'O MpEKpalleHHs Teparnuu
WJTU CHUKEHUS O3Bl

B xmuanyeckom wucciaegopanuu (METEOR) mnpumenenus ka0o3aHTHHHOA Yy TMAIMEHTOB C
[IOYEYHO-KJIETOYHBIM pakoM mocie npeamectsyomeid VEGF-tapreTHoi Tepanny CHUXKEHUE J103bl
Y BPEMEHHOE MPEeKpalleHUue Teparnuy Mo NpUYMHE Pa3BUTHUSL HEKEIATEeIbHBIX peaKUUui MPOU30LLIH
COOTBETCTBEHHO Yy 59,8% u 70% manueHToB, mory4aBumx kabo3aHTuHNO. CHUKEHHE J03bI IBAXKIBI
notpeboBanock y 19,3% mnauuentoB. CpeaHee Bpemsl A0 MEPBOTO CHUKEHHS 03Bl COCTABIISLIO
55 nHei, a 10 mepBoro BpEeMEHHOT'0 MPEKpAIeHNs Tepanuu — 38 JHEH.

B xmuanuyeckom wuccnegoBanuun (CABOSUN) npumeHeHuss kabo3aHTHHHOA Yy TMAIMEHTOB C
MOYCUYHO-KJICTOYHBIM PAKOM, paHCC HC MNOJYy4YaBIIUX JICUCHUSA, CHUIKCHHUC JO03bl U BPCMCHHOC
npekpaiieHue tepanuu npousouuin 'y 46% u 73% mnanueHToB, MOJyYaBIIMX KaOO3aHTHUHUO,
COOTBETCTBEHHO.

B  xmuamyeckom  uccnemoBanun (CA2099ER) y mamumeHTOB € pacmpoCTpaHECHHBIM
MOYEUHO-KJIETOYHbIM PAKOM, IOJy4aBIIMX Ka0O3aHTMHMO B KOMOMHALIMM C HUBOIyMaOboM B
KayecTBe IMEpBOM JIMHUU TEpaluM, CHUXKEHHE J03bl WM BPEMEHHOE NPEKPALIEHHE TEparuu Io
IIPUYMHE DPAa3BUTUS HEXKENATeNbHbIX peakuumid npomszounum y 54,1% wu 73,4% nanueHToB
COOTBETCTBEHHO. [IoBTOpHOE CHMKEHHUE 03Bl MOTpeboBasioch 9,4% maruentoB. CpegHee BpeMs 110
IIEPBOTO CHW)KEHHUS J103blI cocTaBisuio 106 nHEl, a 10 IepBOro BPEMEHHOT'O NPEKpAILEHUs] TEPAUU
— 68 mHen.

B xmmnnueckom uccnegoBanuu (CELESTIAL) y manueHTOB ¢ TenaToueUIIOJISIPHBIM PAKOM TOCTIE
MPEALIECTBYIOIIEH CUCTEMHOM TEpanvu CHUKEHUE J03bl U BPEMEHHOE IpPEKpalleHUE Teparnuu
npousonud y 62% u 84% mnanueHToB, MOMy4YaBIIUX KaOO3aHTHHUO, COOTBETCTBEHHO. CHIKEHHE
70361 IBaXXbl TOoTpeboBanochk y 33% marmuentoB. CpeaHee BpeMs 10 TIEPBOTO CHUKEHUS JTO3bI
cocTaBisio 38 mHEH, a 10 mepBOro BPEMEHHOTO MpeKpalieHus Tepanuu — 28 aueid. [lanuentam c
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TIIATCILHBIN MOHUTOPHHI COCTOSHHA.

B xmunngyeckom uccrnenoBanuu (COSMIC-311) y manueHToB ¢ auddepeHIupoOBaHHBIM PaKOM
IIUTOBUIHOM JKeJe3bl CHIKEHHE J03bl U BpPEMEHHOE IMpeKpallleHue Tepanuu MPOU30LLIH
COOTBETCTBEHHO Y 67% u 71% manueHToB, MOTy4aBIINX Ka003aHTUHUO. CHIKEHUE JI03BI IBAXKIBI
notpeboBanochk y 33% mnanuentoB. CpeaHee BpeMs 10 MEPBOr0 CHUKEHHUS J03bI COCTABIISIIO
57 mHei, a 10 MEpBOTO BPEMEHHOTO MpeKpalieHus tepanuu — 38,5 THei.

I'enaToTOKCUYHOCTE

Y TNanMeHToB, MPUHUMAIONINX Ka0O03aHTHMHHO, YacTO HAONIOMAIOTCS OTKIOHEHUS OT HOPMBI
OMOXMMHUUYECKMX TIoKaszarened ¢yHkuun TmedeHu (yBenuuenwe akTuBHOCTH AJIT, ACT wu
coniepkanusi omnupyomnHa). Pekomenayercst mpoBoauth oreHKy coctosiaus nedenn (AJIT, ACT u
OwMpyOMH) 10 Hadajga JeYeHHS Ka003aHTMHHOOM U TIIATEIBPHO KOHTPOJHMPOBATH BO BpeMs
Tepanun. [ TaIeHToB ¢ YXYyIIIeHHeM OMOXUMHYECKHUX ToKa3aTenell (yHKINY MeYeHU, KOTOpPhIe
CUMTAIOTCA CBSI3aHHBIMHU C JIeUeHHEM KaO03aHTUHUOOM (TO €CTh, KOT/1a IPyTrUe OUE€BUIHBIC TPUUMHBI
OTCYTCTBYIOT), CIIEAyeT COONIOAaTh PEKOMEHIAINU IO KOPPEKIMH 1036l B Tabmuie 1 (cM. pazmen

4.2).

IIpu npumeHeHun kaOo3aHTMHHMOA B KOMOMHAIMM C HHUBOJAYMaObOM y TMAIMEHTOB C
pacpoCTpaHEeHHBIM IMOYEYHO-KJIETOYHBIM PaKOM OTMEYallach 00Jiee BBICOKAs YaCTOTA MOBBIIICHHS
aktuBHOCTH AJIT u ACT 3 u 4 crenenu Tsixectu. [lepen Hayanom jedeHUS W MEPUOJUYECKH B
TEUEHHE BCETO Meproa JICUCHHUS CIeAyeT KOHTPOJIUPOBATh (DEPMEHTHI TICUCHH.

Ka603aHTHHNO BBIBOIUTCS MPEUMYIIECTBEHHO NIEYCHBI0. PeKOMEeH1yeT sl TIaTeIbHbIii MOHUTOPUHT
o01eit 6€30MacHOCTH y TAIMEHTOB C IEYCHOYHON HEIOCTATOYHOCTRIO JICTKOM MUJTH CPEHEH CTETICHH
Tsokectd (cM. pasmensl 4.2 wm 5.2). YV 0Oojee BBICOKOW [IOJM MAIMCHTOB C TCYCHOYHOM
HEJIOCTAaTOYHOCTBIO CpefiHel cTeneHu TsokecTu (kimace B mo Yaiina-I1sio) pasBuBanacek rneuyeHoYHast
sHIIe(aTonaTHs BO BpeMs Tepanuu Kab03aHTHHHOOM.

Kab03aHTHHNO HE PEKOMEHIYETCs MPUMCHATh y TMAIMEHTOB C TEUYCHOYHOW HEA0CTATOYHOCTHIO
Tsoxenoi crenenu Tsokectu (kimace C mo Yaiina-ITero, oM. paszaen 4.2).

[Teuenounas >HIIEdATOIATHS

B xmmamdeckom wuccnenoBanuu (CELESTIAL) y manmmeHTOB C TemaTONEIUTIOSIPHBIM PaKoM
MeYeHOYHasl YHIIealionaThs Yale 0TMeYanach B IpyIe NalueHToB, IPUHUMABIINX KaO03aHTUHUO,
4eM B rpyme miare6o. Jluapes, ppota, CHUKEHHIE alllIeTHTa U HapyIICHUE dJICKTPOIUTHOTO Oananca
ObUTM CBSI3aHbl C MpUEMOM KaboO3aHTHHHOA. Y TMAlMEHTOB C TENaTOLEUTIOJISIPHBIM pPakoM C
HapylieHneM QyHKIUH [IEYCHH TAKUE BHETICYCHOYHBIC PEAKIIUU MOTYT OBITh IIPEPACIIOIAr Al IIMH
(dakTopaMu K pa3BUTHUIO MeYeHOYHOU sHuedanonaTtuu. [laveHToB ciieqyeT KOHTPOJIUPOBATh Ha
peIMeT MPU3HAKOB i CUMIITOMOB NIEYCHOYHOH dHIIe(DaomaTuu.

Ilepdopanuu u cBUIH

[Tpu npueme kab03aHTUHNOA CYIIECTBYET MOBBIIICHHBIN PUCK Pa3BUTHS CEPhEe3HBIX Mepdopanuii u
CBHUILEH KENyJOYHO-KUIIEYHOIO TpaKTa, MHOTJA C JIETAlIbHBIM HCXOAOM. IlanumeHTsl ¢
BOCTIAJIMTEIbHBIME 3a00JI€BaHUAMHU KHUIIEYHHKa (Hampumep, Oone3Hb KpoHa, sS3BEHHBIH KOJIUT,
HNEPUTOHUT, AUBEPTUKYIUT WM AlNEHIULNT), HTHPUIbTPALMEH OMyXOJIH B JKEJIyL04YHO-KUIIEUHbIN
TPAaKT WJIM OCIIO)KHEHHEM I0CIIE MPEIIIECTBYIONIET0 XUPYPrUUeCKOr0 BMEIIATEIbCTBA B 00JIACTH
KEITyJOUHO-KUIIEYHOI O TPAKTa (OCOOEHHO CBA3aHHOIO C MEJICHHBIM UJIM HETIOJIHBIM 32)KMBJICHHUEM
paHbl) JOJDKHBI THIATEIBHO OIICHWBATHCS JI0 Hayala JeuyeHHs] KaOO3aHTUHHOOM, a BIOCIEICTBHH
TaKUX TMAalUEHTOB CIEAyeT TIIATEJbHO KOHTPOJMPOBaTh HAa MPEIMET DPA3BUTHS CHUMITOMOB
nepdopanuii u cBUIIEH, BKIOYas adciecc u cerncuc. [ocTosHHAS WM TOBTOPSIIOMIASICS TUAPEs
MOXET OBbITh (PAKTOpPOM pHCKAa pa3BUTHs aHajdbHOro cBuina. CreayeT NpeKpaTUTh TEPAIUIo
Ka003aHTUHHOOM Yy MAIMeHTOB C mnepdoparnyeil >KelnylI0uYHO-KUIIEYHOrO0 TpakTa WM CBUIIOM,
KOTOPbIE HEBO3MOKHO KOHTPOJIMPOBATH JOJKHBIM 00pa3oM.
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(NOCNELOBATENBHOCTL 0002)

Hapyiiesust co CTOPOHBI YKETYI0UYHO-KHIIIEYHOTO TPaKTa

Juapesi, TOIHOTA/pBOTA, CHUKEHHUE AIMETUTAa U CTOMATUT/00JIb B POTOBOM MOJIOCTH OBLIN OJHUMH
u3 HaI/IGOHGG YacCTO BCTPCHANOMIUXCA HCKCIIATCIIbHBIX peaKHI/Iﬁ CO CTOPOHBI XKCITYAJOUHO-KUIICYHOT O
TpakTta. Jyist mpeqoTBpaleHus 00e3BOKMBAHUS, HAPYIICHHS SJICKTPOIUTHOTO OajaHCca U CHYDKCHHSI
MacCChI TCJIa CIACAYCT HA4YaTbhb HC3aMCIAJIUMTCIIBHOC JICHCHHUC, BKIIIOYAass CHUMIITOMATUYCCKOC JICUCHUC
MPOTHBOPBOTHBIMU CPENICTBAMH, TIPOTUBOIMAPEHHBIMY TIpENapaTaMu WM aHTaluIamMu. BpemenHoe
NpeKpamiCHUC TCpalvunu WIW YMCHBIICHUC [JO3bI, WM TIOCTOSIHHOC MPCKpPAIICHUC IIPpUCMaA
Ka0o03aHTHHHMOA CIIeyeT paccMaTpuBaTh B CIy4ae IMOCTOSHHBIX HIIM MOBTOPSIONIUXCS CEPbE3HBIX
HEXXEJIATeNbHbIX PEaKIMi CO CTOPOHBI XKETYAOYHO-KUIIEYHOTO TpakTa (cM. Tabmumy 1 B pasnene

4.2).

Tpom603MO0IHs

[Tpu mpueme kabo3aHTUHUOA UMEETCS TTOBBIIICHHBI PUCK PAa3BUTHS BEHO3HOW TPOMOOIMOOIUHU U
apTepUaNbHOM, BKIIIOYas TPOMOOSMOONHIO JIETOYHOM apTepHH, MHOIJA C JICTAIBHBIM HCXOJIOM.
Ka603aHTHHIO N0IKEeH MPUMEHSTHCS C OCTOPOKHOCTBIO Y TAIIMEHTOB, KOTOPBIC HAXO/ATCS B TPYIIIE
pUCKa WJIM UMEIOT B aHAMHE3€ TaKue CIydawu.

B xmunnueckom wuccnenoBanuun (CELESTIAL) y mamueHTOB ¢ remaTOIEIUTIONSPHBIM PaKoM,
NPUHUMABIINX Ka003aHTHHUO, HaOMIoancs TpoMOO3 BOPOTHOW BEHBI, BKIIOYAs OJHO COOBITHE C
JeTabHBIM HcXofoM. [lammeHTsl ¢ OmyXoJeBOW WHBa3WE€l BOPOTHOM BEHBI B aHAMHE3E,
MO-BUAMMOMY, HMeNu O0ojiee BBICOKHM PHUCK pa3BUTHS TpomOo3a BOpOTHOHM BeHbl. Cremyer
MPEKPATUTh Tepanuio Kab03aHTUHUOOM Yy MallMEHTOB, Y KOTOPBHIX PAa3BUBAETCS OCTPbIM MH(ApPKT
MHOKap/a WK J1I00ble APYrre KINHUUYECKH 3HAaUUMble TPOMOOIMOOINYECKHIE OCTIOKHEHHUS.

KpoBorteuenue

[Tpu npueme kabo3aHTUHHOA MOBBIIIEH PUCK BO3ZHUKHOBEHHUS TSKEJIOTO KPOBOTEUEHUS, MHOTA C
JETATBHBIM UCXO0J0M. [IalMeHTsl ¢ TSDKENBIM KPOBOTEYEHHEM B aHAMHE3€ JOJDKHBI TINATEIHHO
OLICHUBAThCA J0 Hayajna JedeHus KaOo3aHTuHHOOM. Kabo3zaHTMHHMO He cienyeT NpPUMEHATh
HanyueHTaM, KOTOphIe HaXOAATCS B TPYIIIE PUCKA MIIM UMEIOT TSKEJI0e KPOBOTEUCHUE B aHAMHE3E.

B xknunnueckom uccnenoBannu (CELESTIAL) y mannueHTOB ¢ TenaToneUTIONIIPHBIM PAaKOM CITy4an
KPOBOTEYEHHMS C JIETAIBHBIM HCXOI0M PETUCTPUPOBAIIMCEH YaIlle B TPYIIIIE MALIUEHTOB, IPUHUMABIINX
Ka0o3aHTMHHO, yeM B rpymre mianebo. Ilpeapacnonararommue ¢GaxTopsl pUCKa Ui TSKEIOTO
KPOBOTEYCHHMS B MOIYJSILHHA C PACIIPOCTPAHEHHBIM T'€NAaTOLECIUIIOJISIPHBIM PAKOM MOTYT BKJIFOYATh
OITYXOJIEBYIO MHBA3HMIO KPYIHBIX KPOBEHOCHBIX COCYIOB M HAJIWYUE LIUPPO3a MEUEHU B KAUECTBE
HCXO/HOTr0 3a00J€BaHUs, IPUBOJAIINX K BAPUKO3HOMY PACIIUPEHUIO BEH IMUILEBO/A, TOPTAIBHON
runepTreH3un u TpomOouuTonenun. B nccnegoBanun CELESTIAL Obli MCKITIOYEHBI TAUEHTHI C
COIIYTCTBYIOIEH aHTUKOATYJISIHTHOM Tepanved WIN MalWEHTHI, IPUHUMAIONINE aHTHArperaHTHBIC
cpeacrtBa. [lallMeHTH ¢ BApUKO3HBIM PACHIMPEHUEM BEH C KPOBOTEUEHHUEM B aHAMHE3€ WIH C
BBICOKMM PHCKOM BO3HHMKHOBEHHS KPOBOTEUYCHHs, HE IIOJYYaBIIME WM YAaCTUYHO IOTYYaBILHE
TEpPaIuIo, TaK)Ke OBLUTH UCKIIOUYEHBI U3 UCCIICTOBAHMS.

N3 KIMHUYECKOTO MCCIIEA0BAHNS Y MAMECHTOB C PACIPOCTPAHEHHBIM NOYEYHO-KJICTOUHBIM PAKOM,
MOJTyYaBIIUX Ka003aHTHHUO B NIEPBOI JIMHUY Tepanuu B KomOuHanuu ¢ HuBomymadbom (CA2099ER),
OBUTH NCKITIOYCHBI MAMEHTHI, TIOJTyYaBIINe aHTUKOATYJISTHTHI B TEPAlleBTUYECKHUX J103aX.

AHGBDI/I3MI>I W JUCCEKIIMS apTepuit

[Ipumenenne narn6utopoB VEGF y nmanuenToB ¢ aprepuanbHOM TUIIEpTEH3UEH WM 0€3 Hee MOXKET
CIOCOOCTBOBaTh OOpPA30BaHMIO aHEBPU3M W/WIM paccioeHuio aprepuid. IlammenTs ¢ ¢axTopamu
pHICKa, TAKUMHU KaK apTepuaibHas THIEPTCH3Us WIH aHEBpU3Ma B aHAMHE3€, JOJDKHBI TIIATEIEHO
OLICHUBATHCS JI0 HAaYalla JICYCHUS KaOO3aHTHHUOOM.

TpoMOOLUTOIIEHNS
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reraTole/UIIONAPHBIM  pakoM H ¢ AuddepeHIMpPOBaHHBIM PAaKOM IIUTOBUIHOW  KEJIE3bI
COOTBETCTBEHHO OTMEYAIMCh TPOMOOIMTONCHUS U CHIKEHHE KoJIndecTBa TpoMOouuToB. Bo Bpems
JedeHns1 Kab03aHTHHHOOM ClleyeT KOHTPOIMPOBATh KOJIMYECTBO TPOMOOIIUTOB U KOPPEKTUPOBATH
703y B 3aBUCUMOCTH OT TSDKECTH TpoMOonuTONeHn! (cM. Tadbmuiy 1 B pasnene 4.2).

OcnoXHEHHS 3aKUBJIICHUS PAHEI

[Tpu npueme kabo3aHTHHUOA CYIIECTBYET MOBBIIICHHBIH PUCK PAa3BUTHUS OCIOKHEHUN 3a’KUBJICHUS
panbl. JledeHne kaOO3aHTHHHOOM CIIEIyeT MpPEKpaTUTh MO KpalHed wmepe 3a 28 mHed 10
3aIUTAaHMPOBAHHOTO  XUPYPrHUECKOTO0  BMEIIATENbCTBA,  BKIIOYash  CTOMATOJOTHYECKOE
XMPYPrHYecKoe BMEIIATEIbCTBO WIJIM HMHBA3WBHBIE CTOMATOJIOTHYECKHE IPOLEAYPHI, €CIU 3TO
BO3MOXHO. PemieHue B0300HOBHTH Tepanuio KaOO03aHTMHUOOM TIOCIE OINEpaluu JOJKHO
OCHOBBIBAaThCS Ha KIMHUYECKOH OIEHKE JOCTATOYHOCTH 3a)KMBJIEHUS paHbl. ClenyeT MpeKpaTHTh
Tepanuio Kab03aHTMHHOOM Yy TMAIMEHTOB C OCJOXHEHUSMHU 3aKUBJICHUS paHbl, TPEOYIOIIMMU
MEIUIIMHCKOTO BMEIIaTeIbCTBRA.

ApTrepuanpHasi THOEPTEH3US

[Tpu npueme kabo3aHTUHUOA UMEETCS MOBBIIICHHBIM PUCK Pa3BUTHUS apTePHAIbHOM TUIIEPTEH3UH, B
TOM YHCJI€ TUIEPTOHMYECKOTO Kpu3a. ApTepuanbHOE NaBJICHUE JODKHO HaJUIeKALIMM 00pazoM
KOHTPOJIMPOBATHCA 70 Hayalla Tepamnuu Kabo3aHTHHHOOM. B Hawame Tepanuu ka003aHTHHHOOM
apTepHalibHOE JaBIICHUE CIIEyeT PETyIIPHO KOHTPOJIUPOBATH U MPH HEOOXOAMMOCTH MPUMEHSThH
COOTBETCTBYIOIIYIO AHTUTMIEPTEH3UBHYIO Tepanuio. B ciaydae CTOMKOW apTepuanbHOU
TUTEPTEH3UU, HECMOTPS Ha IPUMEHEHNE aHTUTHIIEPTEH3UBHBIX CPEJICTB, TEPANUI0 KaO03aHTHHUOOM
clieyeT IpepBaTh J0 BOCCTAHOBJICHHUS HOPMaJbHBIX 3HAUYEHHUN apTEepHabHOTO JIABJICHHS, MOCIe
4yero npueM kabo3aHTHMHHOA MOXKHO BO30OHOBUTH B CHHMXKEHHOM 103e. Tepanuio kabo3aHTUHHOOM
CIeAyeT NPEKPATUTH MPU TUIEPTOHUYECKOM KPU3€ HIIH PA3BUTUH TSKEION U CTOMKOMN apTepruaibHON
TUIEPTEH3UHU, HE OTBEYAOIICH HA AHTUTUTICPTEH3UBHYIO TEPAIHIO.

OcteoHekpo3

[Tpu npueme kabo3aHTHHIOA HAOTIOAATUCH CITy4an OCTEOHEKpo3a yenmocTu. [lepen Hagamom npuema
Ka003aHTUHNOA U TEPUOJUYECKH BO BpeMsl Tepamuu CjlelyeT MPOBOJUTH OCMOTpP IOJOCTH pTa.
Cnemyer npouH(OpPMHUPOBATH TAIMEHTOB O TMPaBHJIaX THUTHUEHBI TMOJOCTH pTa. JleueHue
Ka003aHTMHUOOM ClIeyeT NPEKpaTHTh IO KpaiiHeH Mepe 3a 28 mHed 40 3ariaHupOBAHHOMN
CTOMATOJIOTHYECKOU Oorcpallii WJIMA HWHBA3UBHBIX CTOMATOJOTMYCCKUX MpoHcayp, ¢€CJIu I3TO
BO3MOkHO. Crenyer co0noaTh OCTOPOXKHOCTh Yy MAlMEHTOB, MOJIyYalOUUX Ipenaparsl,
ACCOIMUPOBAHHBIE C Pa3BUTHEM OCTEOHEKPO3a YENIOCTH, Takue Kak Ouchocdonarsl. [lpuem
ka003aHTHHMOA CleTyeT MPEKPATUTh y MAUEHTOB C OCTEOHEKPO30M YEIIOCTH.

CI/IHHDOM JIAJOHHO-TIOJIOIIBEHHON 3PUTPOAUZECTEIUN

[Tpu npueme kab03aHTHHUOA MOBBINICH PUCK BO3HUKHOBEHUS CHHJIPOMA JIaJOHHO-TIOIOIIBEHHOM
3pI/ITpOI[I/I3€CTe3I/II/I. HpI/I paBBI/ITI/II/I TSIKCIIOTO CI/IH,Z[pOMa HaZ[OHHO-HOHOIHBeHHOﬁ 3pI/ITpO,Z[I/13€CTe3I/II/I
CIIETyeT pacCMOTPETh BO3MOXKHOCTh BPEMEHHOT'O TIPEKpaIeHHs Tepanuu kabo3anTuHuOoM. Korma
CI/IH,Z[pOM HaI[OHHO-HOI[OIHBeHHOﬁ 3pI/ITpO,Z[I/I3eCT63PII/I JOCTUTHET 1 CTCIICHU TSXKCCTH, cne;[yeT
BO300HOBHUTH TE€paNuio KaOO3aHTHHUOOM ¢ 00JIee HU3KOM J035I.

[Iporennypus

[Mpu npueme kabo3aHTUHMOA CYIIECTBYET PHUCK Pa3BHUTHS NMPOTEHHYpHH. Bo Bpems edeHus
Ka003aHTUHHOOM CIIEeIyeT PeryysipHO KOHTPOJIMPOBATh NosABIeHHE Oenka B Moue. Ilpu pa3zButun y
MaIMEeHTOB HE(PPOTUIECKOTO CHHIPOMA MTpHUEM Kab03aHTHHUOA CIIeAyeT MPEKPATUTb.

CuHapoM 3aaHel 00paTuMoit dHIEdaIonaTuu

I[Ipu mpueme kabo3aHTMHMOA HAONIOMATIOCH pa3BUTHE CHHApPOMA 3aJHEH  oOpaTUMOit
BHHGq)aHOHaTI/II/I. Y KaKaoro mangueHTa ¢ MHOXCCTBCHHBIMHU CHUMIITOMAaMH, BKIIO4Yad CyIOpOTH,
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TOJIOBHYIO 0OJb, HapyIICHUs 3pEHUs, CIIYTaHHOCTb com&gg::'}ﬁgcﬁ%;%ﬁﬁg Tﬂcﬁfrjréh

HEOOXOJMMO  paccMaTpuBaTh  BO3MOKHOCTh  pa3sBUTHSA  JAaHHOTO  CHHApOMA. Tepamuio
Ka0O3aHTUHHOOM  CleyeT MpeKpaTUTh MpH Pa3BUTUM CHHApPOMA 3aHed  oOpaTuMoin
sHIIe(amonaTHm.

Yunmuaenne QT uaTEpBaIa

Kabo3anTnHuO cineayeTr mpuMEeHsITh C OCTOPOKHOCTBIO Y TAIIMEHTOB C y/uInHeHneM uHTepsana QT B
aHaMHe3€, y MAIMEeHTOB, NMPUHUMAIOUINX AHTHAPUTMUYECKHUE MpEenaparbl, WIK y TMalUEHTOB C
MMEIONIMMCS 3a00JIeBaHUEM cepAla, OpaauKapAuell WIM HapyIICHUSMH BOJHO-3JEKTPOIHUTHOTO
6ananca. Ha ¢one neueHuss kab03aHTUHUOOM cIeyeT MPOBOJUTH MEPUOANYECKHI MOHUTOPUHT
OKI' 1 KOHIIEHTpAIUK AJCKTPOJIUTOB B KPOBH (KAJIBIIMM, KM U MarHui).

Hapymienne d)VHKUI/II/I IIUTOBUIHON JKEIE3hI

CnenyeTr mpoBOAUTH JaO0OPATOPHYIO OLIEHKY (DYHKIMM IIMTOBHIHON >KeJe3bl Yy BCEX MalleHTOB
Iepesl HadajloM NpHUMEHEHHus npenapara. llanmueHTaM ¢ runmoTMpeo3oM WM THIEPTUPEO3OM B
aHaMHE3€ CJIeAyeT HAa3HAYUuTh COOTBETCTBYIOIIYIO TEpAlMI0 MEpe]l HadaJloM IPUMEHEHUs
kabo3anTuHNOa. Bo Bpems Tepamuu cienyer MPOBOAUTH MOHUTOPHHI PAa3BUTHS HAPYIICHHMA
GyHKIIMM IIUTOBUAHOM >kese3bl. JleueHne MaIMeHTOB ¢ HapylIeHUAMU (YHKIUU MIMTOBUIHON
JKeJIe3bl CIIEyeT IPOBOAUTH B COOTBETCTBUN C KIMHUUECKUMHU PEKOMEHIAUSAMHU.

OTKIOHECHUS OT HOPMEI OHMOXHMUYECKHX J'Ia6ODaTODHI)IX mokasareliei

YBenuueHne 4acToThl HAPYIIEHUH AJIEKTPOIMTHOTO OanaHca (BKJIIOYAs TUIO- M TUMEPKATHEMHUIO,
TUIIOMarHUEMHUIO, TUTTOKAJIBIIMEMHIO, TUTTIOHATPUEMHIO) OBLIO CBS3aHO C MPUEMOM Ka003aHTUHHOA.
[Tpn mpuMmeHeHnr KabO3aHTUHUOA TUITOKAJIbIIMEMusl HaOMo1anack ¢ OOJBIICH YacTOTON W/WUIU B
Oomnee Tsokenon (opme (Bkodas 3 U 4 CTENEHb TSHKECTH) Y MAllMEHTOB C PAKOM IIUTOBHUIHOU
JKele3bl TI0 CPABHEHUIO C MAIMEHTaMU C IPYTUMH BHIaMHU paka. PeKoMeHyeTcss KOHTPOJIUPOBATh
OMOXMMHYECKHE ITOKa3aTeIN BO BpeMsl JIeUeHHs KaO03aHTHHUOOM U IIPU HEOOX0IMMOCTH MPUMEHSITh
COOTBETCTBYIOIIYIO 3aMECTUTEIBHYIO TEPAaHi0 B COOTBETCTBUU CO CTAHIAPTHOW KIMHUYECKOU
npakTukoi. Ciy4an TEeYeHOYHOH SHIe]aaonaTHu y MAalUEHTOB C TeNaTOLEIUTIOSPHBIM PaKOM
MOTYT OBbITH O0YCIIOBJICHBI PAa3BUTHUEM HAPYIIECHUI BOAHO-3JIEKTPOJIUTHOro OanaHca. BpemenHoe
MpeKpalleHue Tepanmud WM YMEHBIICHHE [I03bI, WJIH IIOCTOSHHOE TWpEKpalleHHe MpuemMa
ka0o3aHTUHUOA CJemIyeT paccMaTpuBaTh B Cllydae YCTOWYHMBBIX WM TOBTOPSIOIIUXCS
CYIIECTBEHHBIX OTKJIIOHEHUH OT HOPMBI (cM. Tabswuiy 1 B paszaene 4.2).

Nuaykrops!l 1 uarndburopsl nzodepmenra CYP3A4

Kab6ozantuau6 sBasercs cyocrparom uzodepmenta CYP3A4. OmgHOBpeMEHHOE TNPHUMEHEHHE
Kabo3aHTHHNOA ¢ MOUTHBIM HHrHOuTOpoM m3odepmenta CYP3A4 KeTOKOHA30JI0M NMPHUBOIMIO K
YBEITMYCHUIO IKCIIO3UIINH Kab03aHTHHIOA B T1a3mMe KpoBH. Heobxoammo cobi1t01aTh OCTOPOKHOCTh
MpY IPUMEHEHUU Ka003aHTHUHHOA ¢ MmpenaparaMu, KOTOPBIC SIBISIFOTCS MOIHBIMH HHTUOHTOpPAMH

m3odepmenta CYP3A4.

OnHOBpeMEHHOE MpHUMEHEHHE Kabo3aHTHMHHOa ¢ MOUIHBIM HMHAYKTOpoM m3opepmenta CYP3A4
pudaMIMIIHOM MPUBOAMIO K CHIDKCHHIO HKCIIO3MINHU Ka003aHTHHMOA B mia3me KpoBu. CiemyeT
n30eraTh JUIMTENBHOTO IpHEMa NPenapaToB, KOTOpPbIE SBISIOTCS MOIIHBIMU HHIYKTOPaMU
nzodpepmenra CYP3 A4, na done neyenus kabozantuauOoM (cM. pasaenst 4.2 u 4.5).

Cy0OcTparsl P-rimmkonporensa

Kabo3aHTuHNO  sBIsieTCss  WHTMOMTOPOM  TPAHCIOPTHOH  aKTHMBHOCTH  P-TIHMKONpPOTEHHA
(ICs0 =7,0MkM), HO He sBusercs cyOcTparoM P-TIMKONPOTEMHA, Kak IIOKa3aHO B
JIBYHAITPABJICHHOM TECT-CHCTEME ¢ McrnoJib3oBanueM kierounoi Juaun MDCK-MDRI1. B cBsizu ¢
3TUM, TpPH COBMECTHOM TMPUMEHEHHH Ka0O3aHTHHHO MOXET YyBEIWYMBATh KOHIIEHTPAIIUIO
cyoctparoB P-rmukonporenHa B miazme KpoBu. [lanueHTsl, momydaroniue kabo3aHTHHUO, JOIDKHBI
OBITh TPENYNPEKICHBI O BO3MOXXHOM B3aUMOJCHCTBUM TpPU OJHOBPEMEHHOM IPHUMEHEHUH C
cyoctpatamu  P-rimkonporenna  (Hampumep, (dexcodeHaauH, aIUCKUpEeH, aMOpH3eHTaH,
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COOTBETCTE ~ ET SKCNEPTHOMY OTUYETY

CUTArJIMITHH, TATMHOJIOI, ToBanTaH) (cM. pasaen 4.5).

Huaruburopst MRP2

[Ipuem uarnOuTOopoB MRP2 MOXET mpuBeCTH K TMOBBIIICHUIO KOHIICHTpalMK Ka003aHTHHHUOA B
IUIa3Me KPOBH, B CBS3H C YEM CIIEIYeT COOI0AAaTh OCTOPOKHOCTD IPU OJTHOBPEMEHHOM IPUMEHEHUN
¢ uarubuTopamMu MRP2 (Hanpumep, UKIOCIOPHH, 3(GaBUPEH3, SMTPUIIMTA0NH) (cM. pa3zen 4.5).

BcnomorarennHEIC BEIIECTBA

Jlakmosa

JlaHHBIN JIEKapCTBEHHBIN MpeEnapar He CIeAyeT NPUHUMATh MAalMEHTaM C PEIKO BCTPEUYAOILIECHCs
HACJICACTBEHHOM  HENEPEHOCHMMOCTBIO  TallaKTO3bl,  JIAKTA3HOM  HENOCTAaTOYHOCTBIO WM
TIIFOK030-TalIaKTO3HON MallbabcopOIueH.

Hampuu
JIaHHBI JTeKapCTBEHHBIN MpenapaT coAep>KUT MeHee | MMoib (23 Mr) HaTpus Ha OJIHY TaOJIETKY, TO

€CTb, [10 CYTH, «HE COACPKUT HATPHSI».

4.5. B3aumojaeiictBie ¢ JPYrUMH JIEKADCTBEHHBIMH TMpenapaTaMd MW Jpyrue BH/AbI
B3aMMOJAEHCTBUSA

Biansgune apyrux JISKapcTBEHHBIX MPEeNapaToB Ha Ka003aHTUHUO

Hneubumopol u undyxmopuot uzogpepmenma CYP3A4

OnHoBpeMeHHOE TpUMEHEeHHEe MOIHOTo HHruouTopa nzopepmenra CYP3 A4 kerokonazomna (400 mr
B JICHb B TeUeHHUE 27 qHEH) 3I0POBBIMU TIOOPOBOJIBIIAMHU C OJHOKPATHBIM MPUEMOM KabO3aHTHHHOA
YMEHBIIIAJI0 KIUpeHe kabo3aHTuHIOa (Ha 29%) ¥ OBBIIIANIO SKCIO3HUIINIO Ka003aHTHHNOA B TUIa3Me
kpoBu (AUC, miomans moj (papMakOKHMHETHYECKOW KPUBOM «KOHLIEHTpauus-BpeMsi») Ha 38%.
Crnenyetr cobm0aTh OCTOPOKHOCTH MPH OAHOBPEMEHHOM MPHUMEHEHUU MOIIHBIX WHTHOUTOPOB
m3odepmernta CYP3A4 (mampumep, pUTOHABUP, UTPAKOHA30J, SPUTPOMHUIIMH, KIAPUTPOMHIIUH,
rpeingpyToBsIii COK) ¢ KAOO3aHTUHUOOM.

OnHOBpeMEHHOE MMPUMEHEHHE MOIITHOTO HHAykTOopa n3odepmenta CYP3 A4 pudamnununna (600 mr
©KEAHEBHO B TedeHHe 31 qHSA) 3A0pPOBBIMH JOOPOBOJBIIAMU C OJHOKPAaTHBIM IPHUEMOM
Ka003aHTUHUOA YBEIMYMBAIO KIMPEHC kKabo3zaHTuHHMOA (B 4,3 pa3a) W yMEHBINAIO SKCHO3UIIUIO
kabo3antuHnOa B miazme kpou (AUC) Ha 77%. Ciemyer u3derarb MOCTOSIHHOTO COBMECTHOTO
MIPUMEHEHHUsI MOIIHBIX UHAYKTOpPOB n3odepmernta CYP3A4 (nanpumep, heHutonH, kapOaMas3enuH,
pudamnuiuy, QenobapOuTam WIM pacTUTENbHBIE TpenapaThl, CoAep)Kale 3BepoOoid
npoabIpsiBiacHHBIHN [Hypericum perforatum]) ¢ kabo3aHTHHHOOM.

IIpenapamyl, usmensrowue pH srcenyoounoco coxa

CoBMecTHOE IPUMEHEHUE HHTHOUTOpA TIPOTOHHOW TOMIIBI 330Menpa3osia (40 Mr B JIeHb B TCUCHHE
6 nHel) ¢ OJHOKpAaTHBIM IpueMoM kabo3aHTuHuOa B 103¢ 100 Mr y 3710poBBIX JOOPOBOJIBIIEB HE
MPHUBOAMIIO K KIMHHYCCKH 3HAUMMOMY BiHstHHI0 Ha 3kcrosuiuio (AUC) kabo3anTuHHOA B IU1a3Me
kpoBu. Koppekmnust 103bl He TpeOyeTcss MpU COBMECTHOM NIPUMEHEHHHM Ka0o3aHTHHHOA C
npernapatamu, wusMeHsoumMu  pH  kernygoyHoro coka (MHTMHOUTOPHI MPOTOHHOM  MOMIIBL,
AQHTarOHUCTHI H2-TUCTaMUHOBBIX PELIETITOPOB U AHTAIIUIBI).

Hneubumopor MRP2

JlanHbIe IN VItrO JIEMOHCTPHUPYIOT, YTO KabO3aHTUHHO sBisieTcs cyoctpatom MRP2. Tlostomy
COBMECTHOE TpUMeHeHNe Kabo3aHTrHOa ¢ HHruouTopaMu MRP2 MoeT mpuBeCTH K MOBBIIIEHUIO
KOHIIEHTpAllMK Ka003aHTHHHUOA B TIJIa3Me KPOBH.

Cekeecmpanmbl HCENIYHBIX KUciom
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[Ipenapatsl, CBA3BIBAIOLINE COJIN KETUHBIX KUCIIOT, TAKUE KAK HQ};&M&#J %@;&Eﬁ,ﬁ%&

B3aUMOJICHCTBOBATh ¢ Ka0O3aHTUHUOOM W BIHUATH HAa €ro adcopOiuio (wim peadcopOInio), uTo
MNPUBOJUT K NOTCHIHUAJIBHOMY YMCHBIICHWIO SKCIIO3UIIUHA B I1JIa3MC KPOBH. Knuaunueckoe 3Hauenue
ATOTO MOTEHIIMATBHOTO B3aMMOACHCTBUS HEU3BECTHO.

Bausgnue kabo3antunnba Ha APYIUC JICKAPCTBCHHBIC ITPCIIAPAaThI.

Bnusinue xab6o3antnHHOAa Ha (apMaKOKHMHETHKY TOPMOHAJIbHBIX KOHTPALENTHBOB HE H3Yy4alloCh.
[TockobKY KOHTPALEITUBHEIN 3P PEKT HE MOKET OBITh MOTHOCTHIO TAPAHTUPOBAH, PEKOMEHIYETCS
MCIOJIb30BaTh JAOMOJHUTEIbHBIN METO KOHTpAIIeTIIINU, TAaKOW KaKk OapbepHbIN METO/.

Bnusaue xabo3zanTuHMOa Ha (papMakOKMHETHMKY BapdapuHa He M3ydajaoch. B3ammopeiicTBue c
Bap(apuHOM BO3MOKHO. B cilydae OJHOBpPEMEHHOrOo NPHUMEHEHUS ClEAyeT KOHTPOJIUPOBATh
3HAUEHUE MEKIYHApOJHOr0 HopManu3oBaHHOro otHomeHus (MHO).

Cybcmpamul P-enuxonpomeuna

Kabo3aHnTuHu®  sBIsieTcss MHTUOMTOPOM  TPAHCHOPTHOM  aKTMBHOCTH  P-TIHMKONpOTeHHA
(ICso =7,0 MkM), HO He sABAsSETCA CyOcTparoM P-riaMKoOmpoTeWHa, KakK IMOKa3aHO B
JIBYHAIPaBJICHHOM TeCT-CUCTEME ¢ Ucmonb3oBaHueM kietoynoit muanu MDCK-MDRL1. B cBs3u ¢
TUM, IPpM COBMECTHOM IIPUMEHEHHH KaOO3aHTMHMO MOXKET YBEJIWYMBATh KOHIIEHTPALUIO
cyoctparoB P-rmukonporenHa B miasme KpoBu. [lanuenTsl, momyyaroniye Kabo3aHTHHUO, JOIKHBI
OBITh MPENYNPEKICHBI O BO3MOXHOM B3aUMOJCHCTBUM IpPU OJHOBPEMEHHOM IPHUMEHEHUM C
cyoctparamu  P-rmukonporenHa  (Hampumep, (exkcodeHaauH, alUCKUpPEH, aMOpHU3eHTaH,
naburarpal, JUIOKCHH, KOJXUIMH, MapaBHpPOK, II03aKOHA30Jl, DPAHOJA3UH, CaKCaIJIMIITHH,
CUTarJIMITHH, TAJHMHOJIOJ, TOJIBAIITaH).

4.6. ®epTUIBLHOCTH, 0€PEMEHHOCTH U JIAKTALMS

JKeHIMHEI ¢ ACTOPOJHBIM ITOTCHIHMAIIOM (KOHTDaHeHUI/IH Y MYKYMH U )KGHHJI/IH)

XKenmuHaMm ¢ JIETOPOJHBIM TOTEHIMAJIOM cJenyeT n30erath OEpEeMEHHOCTH BO BpEMsI JICUCHUS
Ka003aHTUHHOOM. JKEHIIMHBI-TApTHEPhl MY)KUUH, TMOJTYYaloUMX KaO03aHTUHUO, TaKKe IOJDKHBI
n3berate OepeMeHHOCTH. D(PPEeKTHBHBIE METOBI KOHTPAICIIIUHA JTOHKHBI UCIIOIb30BaThCSI BCEMH
ManyMeHTaMy ¥ UX IMapTHEpaMd BO BpeMs TEpanud U B TeUEHHWE HE MeHee 4 MecCsleB IOCIe
3aBepiIeHus] Tepanud. [lepopanbHble KOHTPALCNTHBBI HE MOTYT CYHTATHCT «d()(HEKTHBHBIMU
METOJIaMU KOHTPAIETIINI B JAHHOM CJIy4ae, UX CIIeyeT UCIOIb30BaTh BMECTE C IPYTHUM METOIOM,
TaKUM Kak 0apbepHbIid MeTo (cM. pasaen 4.5).

bepemeHHOCTD

HccnenoBanust kabo3aHTnHHOA y OEpeMEHHBIX JKCHIIMH HE NpoBOAWINCH. MccnemoBanus Ha
KMBOTHBIX IMOKa3alId 3MOpHUOQETaTbHBII U TepaTOreHHbId AP ¢exThl. [loTeHInaNbHBIA PUCK IS
JeoBeKa HensBecTeH. [Ipenapar He cieayeT mpuMeHsITh BO BpeMsi 0EpEMEHHOCTH 3a UCKIIIOYEHUEM
ClTy4aeB, KOT/1a KIIMHUYECKOE COCTOSIHUE )KEHITMHBI TPEOYyeT JIeueHUsI KaO03aHTHHUOOM.

JlakTamus

HewusBecTHO, SKCKpeTHpyeTcs JIn KaO03aHTHHUO W/WIIK €ro MeTabOJIUThI B TpyAHOE MOJIOKO. M3-3a
NOTEHIMAIBFHOTO Bpena Uil peOeHKa CleayeT HMpPEeKpaTHUTh IPYAHOE BCKAapMIIMBAHHE BO BpEMS
JeueHust Kab03aHTUHUOOM U B T€UCHHE HE MeHee 4 MECSIIEB MOCIIe 3aBEPUICHUS TEPaIHH.

DepTUILHOCTD

JlarHbIe O BAMSHUM Ha (EPTUIHLHOCTH YEIOBEeKa OTCYTCTBYIOT. OCHOBBIBASICh HA JOKIMHUYECKUX
JAHHBIX 0 0€30MacHOCTH, (GEePTHIIBHOCTh MY)XKYMH U KEHIIMH MOJXKET OBITh HapylieHa Ha (oHE
nedeHus KaOo3aHTHHHOOM. W MyX4yMHAM, W S>KEHIIMHAM CJEeIyeT MPOKOHCYIbTUPOBATHCA Y
CTeUaINCTa U 00CYTUTHh BOIPOC O COXPAHEHUH PEMPOAYKTUBHOW (QYHKIIMHU 10 Havaja JICUCHUS
Ka003aHTUHHOOM.
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MEXaHM3MaMH

Kabo3anTuHnO oka3bpiBaeT cinaboe BIMSHUE Ha CIOCOOHOCTh YIPABIATH TPAaHCHIOPTHBIMU
cpencTBaMu M paboTaTh ¢ MexaHu3MaMmu. HexenmaTenbHbIE peakiuM, Takue Kak crabocTh u
yCTaNOCTh, OBLIN CBSI3aHBI C TPHEMOM Kabo3aHTuHUOA. [ToaTOMY ciieryeT coOmoaaTh OCTOPOKHOCTh
IpY YIPaBICHUN TPAHCIOPTHBIMHU CPEJICTBAMH HII paboTe ¢ MEXaHU3MaMH.

4.8. HesxesaTeJIbHbIE peaKIUu

Pesrome mpoduiist 6esonacHOCTH

Kabozanmunub 6 kauecmese MOHOmMepanuu

Haubonee pacnpocTpaHeHHBIMH CEPhE3HBIMH HEXENAaTeIbHBIMU PEAKIUSIMU B MOMYJALUN
MAIMEHTOB C TOYEYHO-KJIETOYHBIM pakoM (>1% 4acTOThI BOSHUKHOBEHUS) SIBJISIFOTCS] OOJIb B )KUBOTE,
auapesi, TOUIHOTa, apTepuaibHas TUNEepTeH3us, 5MOO0JIMs, TUIOHATPUEMHS, TPOMO03MOoIHUs
JIETOYHON apTepuu, pBOTA, 00E3BOXKMBAHUE, CIA0OCTh, ACTCHHUS, CHIDKEHHE alleTuTa, TPoMOOo3
riyOOKUX BEH, TOJIOBOKPY)KCHHE, THUIOMAarHUEMHUS U CHHIPOM JIAJOHHO-TIOJOUIBEHHOU
SPUTPOAU3ECTE3UMU.

Haubonee yacTeiMu HeXenaTeIbHBIMU PEAKLUIMU 000N KaTeropuu (pa3BUBLIMECS HE MEHEE YeM
y 25% maiueHToB) B MOMYJISAIUN TAIIMEHTOB C TOYEYHO-KICTOYHBIM pakoM ObLIN auapesi, c1abocTh,
TOIIHOTAa, CHIDKEHHE  amleTHTa, CHUHAPOM  JIAJOHHO-TIOJOIIBEHHOW  3PUTPOAM3ECTE3HH,
apTepualibHas TUIIEPTEH3MS, CHIDKCHHE MAacChl Tela, PBOTA, JUCTEB3US, 3alOp U TOBBIIICHUE
aKTUBHOCTH acnapratamuuorpancdepassl (ACT). AprepuanbHas THIIEPTEH3HS Yalle Ha0JIr01a1ach
Cpeou TMAalMeHTOB, HE TONydyaBIIMX JjedeHus (67%), MO CpaBHEHHWIO C MAlMEHTaMH IOCIe
npenuectsytomeit TapretHoit VEGF tepanuu (37%).

Haubonee pacnpocTpaHeHHBIMH CEPbE3HBIMH HEXKENIATEIbHBIMH PEAKIUSIMA B  TOMYJISIUA
HAIMEHTOB € IrenaToLe/UTIOISAPHBIM pakoM (>1% 4acTOThl BOSHUKHOBEHUS) SBJIAIOTCS MEUYCHOYHAs
sHIIe(aonaTHs, aCTeHus, c1ab0CTh, CHHIAPOM JIaIOHHO-TIOI0IIBEHHON S)PUTPOIN3ECTE3NH, AUAPEs,
TMIIOHATPUEMUS, pPBOTA, OO0JIb B )KUBOTE U TPOMOOLIUTOIICHMSL.

Hanbosnee yacThIMU He)XeNaTEIbHBIMU PEAKIMAMU JTF000H KaTeropuu (pa3BUBIIKECS HE MEHEE YeM
y 25% nanueHToB) B MOIMYJIALUY NALIMEHTOB C FeNaTOLEUIIOISPHBIM PaKOM ObLIIH AUapes, CHI)KEHUE
anrneTuTa, CHHAPOM JIAJOHHO-TIOJJOUIBEHHOM SpUTPOIU3ECTE3HH, C1a00CTh, TOLTHOTA, apTepUalIbHAS
TUIEPTEH3Us, PBOTA.

Haunbonee pacnpocTpaHeHHBIMH CEPbE3HBIMH  HEXKETIATEIbHBIMH PEAKIMSIMA B  TOMYJISIUA
nanueHToB ¢ quddepeHIpoBaHHBIM PAKOM IIUTOBUAHOM skene3bl (>1% yacTOThl BOSHUKHOBEHHS)
ABIISIIOTCSL JIapesi, TUICBPAJbHBIN BBIMOT, MHEBMOHHS, TPOMOOIMOONIMS JIETOYHOW apTepuH,
apTepuaibHas THUIEPTCH3US, aHEMHs, TPOMOO3 TIYOOKHX BEH, THIOKAIBIIUEMHS, OCTCOHEKpPO3
YCJIOCTH, 60.Hb, CUHAPOM HaZ[OHHO-HOHOIHBeHHOﬁ SpUTPOAU3CCTE3MHU, PBOTA U IMOYCHHAA
HEI0CTaTOYHOCTb.

Haubonee pacripocTpaHeHHBIMH HEXEIaTEIbHBIMH PEAKLIUAMU JIF000H KaTeropuu (pa3BuBIIMECS HE
MeHee ueM y 25% DNanueHToB) B MOMYJSALMU MNAlUMEHTOB C AU(PPEpeHIUPOBAHHBIM PaKOM
IIUTOBUIHOW JKE€JE3bl SIBIAIOTCS AMApEsl, CUHAPOM JIQJOHHO-NIOAOUIBEHHOW 3PUTPOAN3ECTE3UH,
apTepuaibHas TUIEPTeH3us, cIaboCTh, CHUKEHHUE alleTUTa, TOUIHOTA, MOBBIIIEHHE aKTUBHOCTHU
anannHamuHOTpaHcdepassl (AJIT), moseimenune akTuBHOCTH ACT M TUIIOKAIBIIUEMUSI.

Kaboszanmunub 6 xombunayuu ¢ HUB0IYMAOOM 6 Nepeoll NUHUU Mepanuu pacnpocmpaHéHHO20
NOYeYHO-KNIeMOYHO20 PaKa

[Ipu mpumeHeHnn kabo3aHTHHHOA B KOMOWHAIIMM C HUBOJIYMaOOM Iepell HAadaJioM JICUCHHS
o3HakoMbTech ¢ OXJIII HuBomymaba. JlonomHutenbHas uHpopMmanus o npoduie 6e30nacHOCTH
MOHOTepanuu HuBoJiymMmaooMm npesctasieHa B OXJIIT auBomymaba.
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240 mr B TeueHue 2 HENENb B MOMYJSAIMH MAIMEHTOB C MOYEYHO-KJIETOYHBIM pakoMm (n = 320) ¢
MUHUMAIbHBIM  TEPUOIOM  HaOmoneHuss 16 mecsieB Haubonee YacTBIMH — CEPbE3HBIMU
HEeXeNaTeNbHBIMU  peakuusiMu  (>1% dYacToThl BO3HHMKHOBEHHS) ObUIM JUapesi, IHEBMOHWUT,
TpOMOOIMOOIHUS JIETOYHON apTepHH, IMTHEBMOHHMSI, TUTIOHATPUEMHSI, JINXOpPaKa, HEIOCTaTOYHOCTD
KOPBI HAJIIOYEYHHKOB, PBOTA, 00E3BOKUBAHUE.

Haubonee yacTeiMu HEXKETATETbHBIMU peaKIUIMU (>25% YacTOThl BOBHUKHOBEHUS) OBLIH IHapes,
cl1ab0CTh, CUHAPOM JIAJOHHO-TIOJOIIBEHHOW SPUTPOIN3ECTE3UH, CTOMATUT, CKEIETHO-MbIIICUHAs
001b, apTepuaibHas TUNEPTEH3US, ChIlb, TUIIOTUPEO3, CHUIKEHHUE alleTUTa, TOIIHOTa, OONb B
KUBOTE. BONBIIMHCTBO HEXKEIATENBHBIX PEAKIMA ObUTH OT JIETKOM /10 CPEeIHEH CTeneHH TshkecTH (1
WK 2 CTETICHD TSDKECTH).

TaOnuyHOE pe3roMe HEXKENATEIbHbIX PEAKIINN

Kabozanmunub 6 kauecmese MOHOmMepanuu

HexenatenbHble peakiiny, 3aperucTpUpPOBaHHbIE B 00beTUHEHHOM HAOOpe JaHHBIX ISl MallUEHTOB,
MOJyYaBIIMX Ka0O3aHTMHUO B KAuyeCTBE MOHOTEPANUU TMPH TeNaTOLEUTIONSIPHOM —pake,
MOYCYHO-KJICTOYHOM pake u auddepeHnnpoBaHHOM pake IMUTOBHAHON keme3bl (n = 1128),
NEpCUUCIICHBI B T216.HI/II_I€ 2 CcorJIacHo CUCTCMHO-OpraHHbIM KJIaCCaM MCIHUIIMHCKOTO CJIOBAapsd IJIAd
HOPMaTHUBHO-TIPaBoBOM fesaTeabHOCTH (MedDRA) u kaTeropusm 4acTOThI IPOSIBIICHUS PEAKITUH.

YacToTa pa3BUTHsI HEKEIATEIBHBIX PEaKInii KIIacCH(HUIIMPOBAHA CIICTYIOLIHMM 00pa3oM:
oueHb yacto (>1/10);

gacto (>1/100, Ho <1/10);

Hedacto (>1/1 000, Ho <1/100);

penko (>1/10 000, vo <1/1 000);

oueHb peako (<1/10 000);

JacTOTa HEM3BECTHA (Ha OCHOBAHWH MMEIOIINXCS TAaHHBIX OI[CHUTH HEBO3MOYKHO).

B kaxxnoil 4acTOTHOW Tpymie HeXelaTellbHble peakluy MPEICTaBICHbI B MOPSJIKE YMEHbIIECHUS
TSKECTH.

Taboauua 2. HexesiaTebHbIe peaklUi, BbISIBJEHHbIE B KIMHUYECKHX MCCIe0BAHUAX UJIH B
NOCTPEruCTPAIMOHHOM NepPHoe NPUMeHEHUs Ka003aHTUHN0A B Ka4eCTBe MOHOTEePanuun
Nudexnuu u uHBaA3ZUM

Yacrto | abcuecc
HapyieHus co CTOPOHBI KPOBH M JTHM(aTHYECKOH CHCTEMBbI
OueHb yacTo aHeMus, TPOMOOLIUTONICHMSI
Yacro HelTporneHus, TMMQpONeHHs
JHIOKPHHHBIC HAPYILICHHUS
OueHb YacTo | runotupeos”
Hapymenusi MeTa®0Jim3Ma M MUTAHUS
CHI)KCHHE anIeTuTa, TUIIOMarHUEeMUsI, TUIOKaJINEMUS,

Ouens yacto
THII0AIEOYMHUHEMUS

o0e3BokuBaHue, runodochaTreMus, TUTTOHATPUEMHUS, THIIOKAIBIIUEMUS,
TUIIEPKATNEMHUS], THIIEpOMIINPYOUHEMUS], TUIIEPTIMKEMHUS, TUITOTIIMKEMUS
Hapymenusi co CTOPOHBI HEPBHOM CHCTEMBbI

OueHb yacTo JMCTEeB3Ms1, TOJIOBHAsSI O0JIb, TOJIOBOKPYXEHHE

Yacto nepudeprueckas HeuponaTus®

CyIOpOTH, OCTPO€ HAPYIIEHUE MO3TOBOTO KPOBOOOPAIICHHS, CHHIPOM
3aIHEH 0OpaTuMoii SHIIeaTonaTun

Yacto

Heuacto
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Hapymienusi co CTOPOHBI OPraHa ciyxa u aabupnpra |- =/ [EHVERTEIDALL TE UUUE
Yacro | IIyM B yIIax
Hapymienus co cTopoHbl cepana
Heuacto | OCTpbI HH(pAPKT MUOKapAa
Hapymenus co cTOpoHbI COCY10B
OueHb yacTo apTepHaIbHAs TUIEPTEH3Hs, KpOBOTeUeH e
Yacro TpoM003 BeH®
Heuacto TUTIEPTOHUYECKHUH KPHU3, IMOOIIUS apTepuid

YacTtoTa HEM3BECTHA | AHEBPHU3MA U TUCCEKLUS apTEPUU
Hapymenusi co cTOpoHbI AbIXaTeIbHOI CHCTEMbl, OPraHOB I'PY/AHOI KJIETKH M CPeI0CTeHN s

OueHb yacTo auc(oHMS, TUCITHOD, Kallelb

Yacrto TPOMOOIMOOIIHS JIETOYHBIX apTEPH

Heuacto IMHEBMOTOPAKC

HapyuieHusi co CTOpPOHBI JKeJIyI0YHO-KHIIEYHOr0 TPaKTa

OueHpb yacTo nuapes , TOIIHOTA, PBOTA, CTOMATHT, 3a1I0p, 601k B JKHBOTE, JIUCHENCHs
neppopaiys  KeTyJI0UHO-KMIIEYHOTO TpAKTa , IMAHKPEaTHT, CBHII

Yacrto racTpos3odareanpHas pedrrokcHas 00Je3Hb, TEMOPPOd, 00JIb B POTOBOM
MIOJIOCTH, CYXOCTh BO PTY, Aucharus

Heuacto I[JIOCCOOUHUS

HapyuieHus co CTOpOHBI eYeHH U KeT4eBbIBOASIIUX MyTeil

Yacrto TIedeHoYHas YHIe(anonaTus

Heuacto X0JIECTATUYECKUM renaTuT

HapyieHus co CTOPOHBI KOKHM U NOAKOKHbIX TKaHel

OueHb yacTo CUHJIPOM JIaJIOHHO-TIO/IOIIBEHHON 3PUTPON3ECTE3NH, ChIITh

3yl, aJoMenus, CyXOCTh KOXH, aKHe(QOPMHBIM JepMaTUT, U3MEHEHHE
1[BETa BOJIOC, TUIIEPKEPATO3, SpUTEMA

YacToTa HEM3BECTHA | KOXKHBIN BaCKYJIUT

Hapymienusi co CTOPOHBI MbIIIEYHOM, KOCTHOH Y COeJUHUTEILHON TKAHU

Yacto

OueHb yacTo 00J1b B KOHEUHOCTHU

Yacro MBIIIEYHBIN Ccr1a3M, 60JIb B CycTaBax

Hegacro OCTEOHEKPO3 YENIOCTH

HapymeHnnsi co cTOpoHbI MOYeK H MOYEBBIBOASIIINX IyTel

Yacto | MPOTEUHYPUS

OO0uue HapylIeHUs U PeaKIMU B MeCTe BBeJIeHUsI

OueHb yacTo | c1aGocTh, BoCHaIeH e CIIM3UCTOMN, aCTeHHs, nepudepuuecKnue OTeKH

JIaGopaTopHble H HHCTPYMEHTAJbHbIE JaHHbIe"

CHIDKEHHME Macchl Tena, mopbimcHue akTuBHOCTH AJIT u ACT B mnasme
KpOBHU

MOBBIIICHUE AKTHUBHOCTU IIENOYHON ¢ocdara3sl B KPOBU, TMOBHIIICHUE
AKTUBHOCTH TamMMa-TIyTaMuITpaHc(epasbl, TOBBINICHUE KOHIICHTPAIUU
Yacro KpeaTUHHHA B KPOBHU, MOBBIIICHUE AKTUBHOCTU aMUJIA3bl, MOBBIIICHUE
KOHIICHTPAIlUX JIMIA3bl, TOBBIMICHHE KOHIIGHTPAIMM XOJIECTEpUHA B
KPOBH, MTOBBIINICHNE KOHIIEHTPAIIMH TPUTIIUIICPHIOB B KPOBH®

TpaBMbl, HHTOKCUKAIIUM ¥ OCJ0KHEHUSsI TPOLEeypP

Heuacto | ocnoxHeHue 3aKUBICHHS pan®

* Bonee noapoOHyr0 HHPOpMALUIO cM. B pasaene 4.8 «Omucanne OTACIbHBIX HeXKEIATCIbHBIX PEaKIIAN.
2 BKITIOYAast OJMHEHPOIIATHIO; IEpU(EepUICCKast HeUPOaTHsi B OCHOBHOM CEHCOPHas

b BKIIF0UAs HOCOBOE KPOBOTEUEHHUE, KAK HAMOOJEE YACTO PAa3BUBAIOLIYIOC HEXKETATEIbHYIO PEAKIIUIO

¢ Bce ciry4au BEHO3HBIX TPOMOO30B, BKIIFOYas TPOMOO3 TITyOOKHX BEH

9 Ha OCHOBAHUM COOOIIEHUH O HEKENATEIbHBIX PEAKIUAX

¢ HapyIICHHUE U OCIIOKHCHHE 32)KHUBIICHHS B MECTE pa3pe3a, IPU PACXOXKICHUN KPAaeB PAHBI

OueHp 4acTo
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. 0o OB HOCTE Q002
Kabozaumunub 6 xombunayuu ¢ Hueorymabom 8 Nepsoll ﬂﬂuw-ﬂéﬂm 'u'%mJaﬁeHHUZO
NOYeUHO-KIIeMOYHO20 PAKA

COOTBETCTBYET ZKCNEPTHOMY OTUETY

HexxenarenbHble peaklnW, BbISIBICHHBbIE B KIMHUYECKHX MCCIEJOBAHUAX Kab0O3aHTHHHMOA B
KOMOMHAIMM C HUBOJYyMaOoM, IIEpeUUCIIeHbl B Ta0uuIe 3 COrNIaCHO CUCTEMHO-OPraHHbIM KilaccaM
MEIULUHCKOTO CJIOBaps Al HOpMaTUBHO-TIpaBoBOW aesarenbHocTH (MedDRA) m kareropusmu
YaCTOThI IPOSIBICHUS PEAKLIUH.

YacroTa HexeNaTenbHBIX peakluil KIaCCHPUIIMPOBAHA CIEAYIOUUM 00pa3oM:

odeHsb vacto (>1/10);

gacto (>1/100, Ho <1/10);
Hedacto (>1/1 000, Ho <1/100);
penxo (>1/10 000, vo <1/1 000);
oueHb peako (<1/10 000);

HJaCTOoTa HEU3BCCTHA (Ha OCHOBaHMHM UMCIOINUXCA AAHHBIX OLICHUTH HGBOBMO)KHO).

B kaxxmoif 4yacTOTHOM rpynme HeenaTelabHble PEaKIUU MPEICTABICHBI B MOPSIKE YMEHBIICHUS

TAXKCCTH.

Tabauna 3. HexenaTenbHble peakiuu Ka003aHTHHHOA B KOMOMHALIMH ¢ HUBOJIYMadoM

Nudexnuu u uHBA3ZUM

OueHp 4acTo

MH()EKIMs BEpXHUX AbIXaTeIbHBIX MyTel

Yacto

ITHCBMOHHUA

Hapyumenusi co CTOPOHBI KPOBU M JIMM(ATHYECKOH CHCTEMbI

Yacto

| s03uHOBIIHS

Hapymenusi co cTOPpOHBI MMMYHHOM CHCTEMBI

Yacto

THIIEPYYBCTBUTEIBHOCTD (BKIJIFOYAsl aHA(MIIAKTHYECKYIO PEaKIIHIO)

Heuacto

I/IH(by3I/IOHHBIe PCaKku, CBA3AHHBIC C TUTICPUYYBCTBUTCIIBHOCTBIO

JHIOKPHHHbIE HAPYLLIEHHUS

OuyeHp 9acTo

TUIIOTHPEO03, TUIIEPTUPEO3

Yacto

HCAOCTATOYHOCTH KOPBI HAAIIOYCUYHHNKOB

Heuacto

TUNO(GHU3UT, TAPEOUTUT

Hapymenusi MeTa001m3Ma M MATAHUS

OueHp 4acTo

CHMOKCHHC aIllICTHUTa

Yacto

00€e3BOKNBaHUE

HapyieHust co CTOPOHBI HEPBHOM CHCTEMBbI

OuyeHp 9acTo

JMCTEeB3Ms1, TOJIOBOKPYKEHHE, TOJIOBHAS OOJIb

Yacto

nepudepruyeckas HeMponaTus

Heuacto

ayTOMMMYHHBIH sHIedanuT, cunapom [wuitena-bappe, MuacreHnueckuit
CHUHJPOM

HapyieHusi co cTOpOHBI OpraHa 3peHust

Yacrto CYXOCTb TIJ1a3, HEYETKOE 3pEeHUE
Heuacto YBEUT

HapyuieHnnsi co CTOpOHBI OPraHa cjayxa u JaOUPUHTA
Heuacto | IyM B ylIax

Hapyuiennsi co CTOpoHBbI cepana

Yacro MepuareybHas apuTMus, TaXuKapaus
Heuacto MHOKapAUT

HapyimeHusi co cTOpoHBI COCYT10B

OueHp 4acTo

apTepHalibHas TUIIEPTEH3Us

Yacto

TpoM603?

15



ot 28.01.2026 Ne 1424

HapymeHusi co CTOPOHBI AbIXaTEeJIbHON CHCTEMBbI

OpranoB I'pyiHol KieTKl 1 cpeiocTenns’

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

OueHn 4acTo

nuchOHUS, TUCITHOD, Kalllelh

Yacrto MTHEBMOHMUSI, TPOMO03MOOITHS JIETOUHOM apTepru, HOCOBOE KPOBOTCUCHHE,
TJIEBPAJIBHBIN BBITIOT
Heuacto ITHEBMOTOPAKC

HapyueHusi co CTOPOHBI JKeJIyI0YHO-KHIIIEYHOT0 TPAKTa

OueHp 4acTo

nuapesi, pBoTa, TOITHOTA, 3a110p, CTOMATHUT, 00JIb B )KUBOTE, TUCIICTICHS

Yacto

KOJIUT, TACTPUT, OOJIb B POTOBOM MOJIOCTH, CYXOCTh BO PTY, TEMOPPOI

Heuacto

TNAHKPEaTuT, nepdoparys TOHKOTO KHIIEYHHKA, TIOCCOAMHHUS

Hapymienusi co cTOpoHbI eYeHN U KeJYeBbIBOISIIINX MyTeil

Yacto

| remarut

Hapyumenusi co CTOPOHBI KOKHM U MOJAKOKHBIX TKaHel

OueHp 4acTo

CHHIPOM JIaJIOHHO-IIOJOIIBEHHON YPUTPOIU3ECTE3NH, CHITIE., 3y

Yacto

aJIoneurs, CyXOCTb KOXHU, SPUTCMA, UBMCHCHHUC IBCTA BOJIOC

Heuacto

rcopua3, KparmuBHHIIA

YacTtoTa HEU3BECTHA

KOYKHBIN BaCKYJIUT

HapymeHnus co CTOPOHBI MBIIIEYHOH, KOCTHOM M COCAMHHUTEJIbHONH TKAHH

OuyeHp 9acTo

CKeJIeTHO-MBbIIedHast 60716, 601 B CyCTaBax, MbIIIECYHBIN CIIa3M

Yacto

apTPUT

Heuacto

MHOIATHA, OCTCOHCKPO3 YCIIHOCTHU, CBUIIL

Hapymienusi co cTOpoHbI OYeK U MOYEBBIBOSIIIUX My Tei

OueHp 4acTo

MIPOTEUHYpUS

Yacto

nmoycuHad HEJOCTATOYHOCTD, OCTPaAs NMMOYCUHasds HCAOCTATOYHOCTDh

Heuacto

HeppuUT

O01mme HApYLIEHUS U PeaKIUU B MecTe BBeleHU s

OueHp 4acTo

c1aboCTh, JIMXOPAJKa, OTEKH

Yacto

60116, 60JIb B TPYyIH

JlaGopaTopHble 1 HHCTPYMEHTAJIbHbIE TaHHbIE®

OuyeHp 9acTo

nosbimienue  aktuBHocth  AJIT  u ACT, runodocharemus,
TUIIOKAJIBIINEMHS, TUIOMAarHUEMUs, THIIOHATPUEMHUS, TUIECPIINKEMHUS,
TUMQONEHHsI, TIOBBIIICHHE AaKTHUBHOCTH  IIENO4YHOM  (ocdarassl,

MOBBIIICHUE KOHIEHTPALMK JIUIA3bl, MTOBBIIICHUE aKTUBHOCTH aMHJIA3bl,
TPOMOOIIMTONICHUS, TOBBIIICHHE KOHIEHTPAIMU KpeaTHHWHA B KPOBH,
aHEeMMsl, IEUKOTICHUSI, TUIIEPKAJIMEMUS, HEUTPOTIEHHU S, TUIIEPKAJIbIIUEMUSI,
TUTOTJIMKEMHsI, THUIOKAMEMUs, TOBBIIIEHHEe oO0mero OunupyOuHa,
TUTIEpMArHUEMUs, TUTIEPHATPUEMUSI, CHUKEHHE MACChI TeJla

Yacto

MOBBINICHUC KOHHICHTpPALUKW  XOJICCTCpHMHA B  KPOBHU, TIOBBINICHUC

KOHIICHTPAIUU TPUTIIULICPUIOB B KPOBHU

Yacrora HeXeNaTEeIbHBIX PEaKIUi, NPEJCTABICHHBIX B TAOJHIE 3, MOXKET OBITh OOYCIIOBJICHA HE TOJILKO TEpaIuei
Ka0O03aHTUHHOOM, HO TaK)Ke MOXKET OBITh BBI3BaHA OCHOBHBEIM 3a00JICBaHWEM WM HHBOJIYyMaOOM, HCIIOJB3YEMBIM B

KOMOMHAINH.
a

TpoM0603 — 3TO CIOKHBIH TEPMUH, KOTOPBIA BKIIOYAET TPOMOO3 BOPOTHOH BEHBI, TPOMOO3 JISTOYHOW BEHBI,

TpoMOOIMOOIHIO JTETOYHOH apTepuH, TPOMOO3 aopThl, TPOMOO3 apTepuii, TpoMO03 IIIyOOKHX BEeH, TPOMOO3
MTOJIB3/IOITHON BEHBI, TPOMOO3 ITOJIOH BEHBI, TPOMOO3 BEH, TPOMOO3 BEH KOHETHOCTEH.

COO6HIaJ'IOCB 0 Clyvasdx € JICTaJIbHBIM UCXOJA0M.

¢ ChIITb — 3TO CJIOXKHBIA TEPMHUH, KOTOPBIH BKIIIOYACT IEPMAaTUT, aKHE(OPMHBIN JepMATHUT, OYIJIC3HBIN IepMaTuT,

9KC(ONNATUBHYIO

ChbIIlb, SPUTEMATO3HYIO CBIIIb, (IJOJIJ'II/IKyJ'IﬂpHyIO ChbIIlb, MaKyJIC3HYIO CBIIIb,

MaKyJIONaITyJC3HYIO0 Chillb, HAITYJIC3HYIO ChIIlb, 3yASAIIYIO CbIIlb U JICKAPCTBCHHYIO TOKCUJICPMULO.

CkeneTHO-MbIIIeYHass 00Jb — 3TO CIOKHBIN TCPMUH, KOTOpLIﬁ BKJIIOYaeT 00Jb B CIIMHEC, 00JIb B KOCTsX,

CKCJICTHO-MBIIIICYHYTO 0016 B 00J1aCTH rpyau, CKEJICTHO-MbIIIIEYHBIH ,HI/ICKOM(l)OpT, MHAJITHUIO, 00JIb B miee, 00116
B KOHCYHOCTAX, 00JIb B IO3BOHOYHHKE.

Yacrora 1abOpaTOPHBIX TEPMHUHOB OTPaXKaeT OO MAIMEHTOB, Y KOTOPBIX HAONIONANOCH YXYOIICHHE II0

CPaBHEHUIO C UCXOOAHBIM YPOBHEM IIPU na60paTopH1>1x U3MEPCHUAX, 3a UCKIIFOUCHUEM CHMKCHUA MacCChl TEa,

TMOBBLIIICHUA KOHICHTPAIIUU XOJICCTEpHHA B KPOBU U MOBBINICHNUA KOHUCHTPALIUU TPUTTIULICPUAOB B KPOBU.
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(NOCNELOBATENBHOCTL 0002)

OnucaHue OTACIBHBIX HEXKEIATCIbHBIX PEAKIIMH

COOTBETCTE ~ ET SKCNEPTHOMY OTUYETY

JlaHHBIE U CIENYIOIIUX HEXENaTeIbHBIX PEaKIMi TIOJyd4eHbl B pe3yJbTare OIOPHBIX
WCCIICIOBAHUM CPEIU MalMEeHTOB, OMyYaBIINX Ka003aHTUHUO B 103¢ 60 MT €KeTHEBHO MEPOPATHHO
B KA4eCTBE MOHOTEpAlMH, C TI0YEYHO-KJICTOUYHBIM paKkoOM TIOCJi€  MpEAIIeCTBYIOMICH
VEGF-TapreTHoil Tepanuyu U paHee HE MOJTYYaBIINX JICYCHHUS, TALMEHTOB C T'eNaTOLEIUTIOISPHBIM
paKoM TIOCIIe TPEANIECTBYIOIICH CUCTEMHOM TEpaIuy U MaueHToB ¢ AuddepeHInpOBaHHBIM PaKOM
LIIMTOBUJAHOMN JKEJI€3bl, PE3UCTEHTHBIM WA HE MOAXOISIIMM IS PIZT, IPU IPOTPECCUPOBAHUU
3a00JIeBaHMS BO BPEMs HIIM TIOCIIE TIPEIIECTBYIONICH CUCTEMHOM TEparuu, U CPeIH MaleHTOB C
renaTouC/uItOJIIPHBIM PAKOM I10CJIC HpeI[H_IeCTBy}OH_[eﬁ CUCTEMHOU TCpalru U CpCau MaluCHTOB,
MOJTy4aBIINX Ka003aHTHHUO B 03¢ 40 MT €KETHEBHO MEPOPATIBHO B KOMOMHAIIMY C HUBOJIyMaOOM B
KaueCTBE MEePBOH JIMHUU TEPAITUU PACIIPOCTPAHEHHOTO MOYSUHO-KJIETOYHOTO paKa.

Teppopayus sncenyoouno-kuueurno2o mpakma (cm. pasoen 4.4)

B uccrnenoBannm, BKIIIOYABIIEM MMAIIMEHTOB C MMOYEYHO-KIECTOYHBIM PAKOM TOCIIE MPEAIISCTBYIOIICH
VEGF-rapretnoit Tepanuu (METEOR), nmepdopamus xenyao4HO-KUIIEYHOTO TpakTa 2 Wi 3
CTETeHH TsKecTH Oblia 3apeructpupoBana y 0,9% (3/331) mauueHToB, noyryyaBImKUX KaO03aHTUHHO.
Mennana BpeMeHH A0 pa3BUTHS ATOM HexeIaTeabHOU peakuuu coctaBuia 10,0 Henens.

B uccnenoBanuy, BKIIOYABIIEM MAIlMEHTOB C MOYEYHO-KJIETOYHBIM PAaKOM, PaHEe HE MOJTY4aBLIMX
nedyerus (CABOSUN), nepdoparust xeny109HO-KHIIIEUHOTO TpakTa 4 U 5 CTENEHU TSHKECTH Oblia
3aperucTpupoBana y 2,6% (2/78) nanueHToB, NOTy4aBIINX KaOO3aHTUHHO.

B wuccnenoBanmu, BKIIIOYABIIEM TMAalMEHTOB ¢ TremaTtouneumoisipabiM  pakom (CELESTIAL),
nepdoparus KeTyJI0qHO-KUIIEYHOTO TPaKTa 3 Ui 4 CTENEeHH TSHKeCTH Obla 3apeTUCTPUPOBAHA Y
0,9% (4/467) nmanueHTOB, MONYy4YaBIIMX KaOo3aHTMHHO. MeauaHa BpeMEHU [0 DPa3BUTHS ATOU
HEeXEJIaTEJIbHON peaklMy cocTaBuia 5,9 Helenb.

B nccnenoBannm, BKIIIOYABIIEM MMTAIMEHTOB ¢ U GEpEHIIMPOBAHHBIM PAKOM ITUTOBUIHOMN KeJe3bl
(COSMIC-311), mnepdoparnust KeTyAOUHO-KHIIEYHOTO TpakTta 4 CTENeHH TSDKECTH Oblia
3apeructpupoBaHa uepe3 14 Hexenp JsedeHuss y oaHoro mnanuenta (0,6%), momydaBiiero
Ka003aHTUHHO.

B wuccnenoBanuM, BKIIIOYABIIEM ITAIMEHTOB C PacCHpPOCTPAHEHHBIM ITOYEYHO-KIETOUYHBIM PAKOM,
MoJy4yaBIIMX Ka0o3aHTMHUO B KauecTBe mnepBoil juHuM Tepanuu (CA2099ER), nepdopauus
KENyI0YHO-KUIIEYHOTO TpakTa Obuia 3apeructpupoBaHa y 1,3% (4/320) nmauumentoB. OnHa
HEeXXeJaTeNnbHas peakuus Obula 3 CTENeHM TSHKECTH, JBE HEXelaTelbHbIe peakuuu — 4 CTeneHu
TSHKECTH U OJIHA — 5 CTEMEHH TSHKECTH (C JICTATbHBIM UCXOJIOM).

B xo/1e KTMHIYECKHUX UCCIEN0BaHUN OTMEUYAINCH CITy4an repopaiuu ¢ JeTalTbHBIM HCXOIOM.
Ieuenounas snyepanonamus (cm. pasoen 4.4)

B wucchaenoBanuu, BKIIIOYABIIEM MAIMEHTOB ¢ remaroueunoiasipHeiM pakom (CELESTIAL),
MeYeHOYHas sHuedamonaTus (medyeHouyHas sHIedamonaTus, sHuedanonaTusi,
rurnepaMMOHMEMHUYecKasl >HIe(anonarus) Obla 3aperucTpupoBana y 5,6% (26/467) nmanueHros,
MOJTy4YaBIIMX KaOO3aHTUHUO; NeyeHouHast HIedanonatus 3 U 4 CTENEHH TAKECTU BCTpEYanach y
2,8% manueHToB, MOJIYy4aBIIMX Ka0o3aHTHHHO. OnHa HeXelaTenbHas peakuus Obula 5 CTENeHU
tsokectd (0,2% manueHToB). MenuaHa BpeMEHH [0 pa3BUTHUS ATOM HEXKENATEIbHOW pPEaKINU
cocTaBuia 5,9 HeOeb.

B nccnenoBanusx, BKIIFOYABIIMX MAIIMEHTOB ¢ Mo4YeuHO-KiIeTouHbM pakoM (METEOR, CABOSUN
u CA2099ER) u namenToB ¢ auddepeHmpoBaHHbIM pakoM nuToBHaHOI sxene3bl (COSMIC-311),
0 cITydasx MeYeHOYHOH dHIe(daTIonaTHi HE COO0IAI0Ch.

Huapest (cm. pazoen 4.4)

B uccnenoBannu, BKIFOUABIIEM MAIIMEHTOB C MMOYEYHO-KJIETOYHBIM PAKOM TIOCIIE TPEAIIECTBYIOIICH
VEGF-raprernoit Tepanuu (METEOR), nmapess Obuia 3apeructpupoBaHa y 74% (245/331)
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MAIMEeHTOB, TMOTYYaBIINX Ka0O03aHTUHUO; muapes 3 |u_4 ﬂé%ﬁ'ﬁ%h ﬁTBI%Mé;ffagb:'filt%

MalMEeHTOB, TMOJIy4YaBIIUX Ka003aHTUHMO. MeauaHa BpEMEHH IO Pa3BUTHS ATOW HEXKeIaTeIbHON
peakuuu coctaBuia 4,9 Henenb.

B uccrnenoBanuy, BKIIOYABIIEM MAlMEHTOB C MOYEYHO-KJIETOUHBIM PaKkoM, paHee He MOJTy4aBIINX
neuenust (CABOSUN), nuapest 6buta 3apeructpupoBana y 73% (57/78) nmanueHToB, MOTy4aBIIUX
ka0o03aHTHHUO; Auapes 3 u 4 cTeneHH TsHKecTH BeTpevanach y 10% manueHToB, MOJydaBIINX
Ka003aHTUHUO.

B uccnenoBanuu, BKIroUaBeM NanueHToB ¢ renatoneutoisapabiM pakoM (CELESTIAL), nuapes
Obuta 3apeructpupoBana y 54% (251/467) nanueHToB, Moay4aBIIuX Kabo3aHTUHUO; auapes 3 u 4
CTETEeHHU TSKECTH BeTpeydanach y 9,9% mnanueHToB, noiay4yaBmux kabo3aHTUHHO. MenuaHna BpeMeHu
710 Pa3BUTHS STOW HEXKENATeJbHON peakiuu cocTaBwia 4,1 Henenb. MI3MeHeHUe 103b1, BpEMEHHOE
MpeKpalleHue Tepanuy WM TOCTOSHHOE NpeKpalleHne IpuemMa Kabo3aHTHHUOA BCIIEACTBHE
pa3BuUTHS quapen ObLIo 3apeructpupoBaHo y 84/467 (18%), 69/467 (15%) u 5/467 (1%) nanueHTOB
COOTBETCTBEHHO.

B uccnenoBanuu, BKIFOYABIIEM MAMEHTOB ¢ AUPGEPSHIIUPOBAHHBIM PAKOM IIIUTOBUIHOMN JKEJIE3bI
(COSMIC-311), nuapes Obu1a 3aperucTpupoBana y 62% MalMeHTOB, MOTyYaBIIUX KaO03aHTUHHO
(105/170); nmapest 3 u 4 crenenu Tsxectd — y 7,6% mnanuentoB. CHUKEHUE 03B Mpenapara u
MpeKpalleHue Tepanuy BCIEACTBHE Pa3BUTUA Juapeu Obuid 3apeructpupoBanbl y 24/170 (14%) u
36/170 (21%) manueHTOB COOTBETCTBEHHO.

B wuccrnenoBaHnm, BKIIOYABIIEM ITAIMEHTOB C PACIPOCTPAHEHHBIM MOYEYHO-KICTOUHBIM PAKOM,
MOJy4yaBIIMX Kabo3aHTMHMO B KadecTBe mnepBoil iuHum Tepanmun (CA2099ER), nuapest Obuia
3apeructpupoBaHa y 64,7% (207/320) nanuentos; auapes 3 u 4 cTeneHH TSHXKECTH BCTpedanach y
8,4% (27/320) naumeHtoB. MenuaHa BpeMEHH [0 pa3BUTHS OTOH HEXKEIATSIBHON pPeaKIHu
coctaBwia 12,9 Henenb. BpeMeHHOE pekpallleHUe Tepanuu CO CHUKEHUEM J03bl WA MTOCTOSIHHOE
IpeKpalleHue npremMa BCICACTBHE Pa3BUTHS TUaped ObUIO 3aperucTpupoBaHo y 26,3% (84/320) u
2,2% (7/320) nmarreHTOB COOTBETCTBEHHO.

Csuwu (cm. pazoen 4.4)

B uccnenoBanum, BKIIIOYABIIEM MMAIUEHTOB C MOYEYHO-KIETOYHBIM PAKOM IMOCIIE MPEAIIECTBYIOMIEH
VEGF-taprernoii Ttepanuun (METEOR), cBumm Obun 3apeructpupoBansl y 1,2% (4/331)
MAlUEeHTOB, MOJy4yaBUIMX Ka003aHTUHMO, BKIIOYas CBHUINM 3ajaHero mpoxoma y 0,6% (2/331)
narueHToB. OHA HEXeNaTellbHas peakuus Oblia 3 CTENEeHU TSHKECTH, OCTAllbHBIE — 2 CTENCHH
TsbKeCTH. Mennana BpeMEHHM 10 Pa3BUTHS 3TOW HEXeNaTeIbHON peakiuu coctaBmia 30,3 Heaenb.

B HUCCIICAOBAaHNH, BKIIHOYABIICM MMAIIUCHTOB C MOYCYHO-KIJIICTOYHBIM PAaKOM, paHCC HC NOJTYyUaBHINX
nedyerus: (CABOSUN), o ciry4asix BOSHUKHOBEHHS CBUIIEH HE COOOIIATIOCH.

B uccnenoBanuy, BKJIIOYABIIEM MMALIUEHTOB ¢ renarouesunoiasipabiM pakoM (CELESTIAL), cBumu
Oobutn 3apeructpupoBanbl y 1,5% (7/467) mauueHToB, mosydaBIIMX KkKaOo3zaHTMHUO. Mennana
BPEMEHHU JI0 Pa3BUTH 3TON HEXKENATEIIbHOM peakluu cocTaBuia 14 Henemb.

B uccnenoBaHny, BKITFOYABIIEM MAIUEHTOB ¢ AUPPEPSHIIMPOBAHHBIM PAKOM IIIUTOBUIHOMN JKEJIE3bI
(COSMIC-311), cBumu (1Ba citydas CBHIIA 33THETO MPOXO/a M OJUH CIIydail TIIOTOYHOT'O CBHUIIA)
ObuTH 3apeructpupoBanbl y 1,8% (3/170) nanueHTOB, MoMy4yaBIINX KaO03aHTUHUO.

B uccnenoBanuu, BKIIIOYABIIEM IAIMEHTOB C PAaCHpPOCTPAHEHHBIM MOYEYHO-KIETOUHBIM PAKOM,
MOJTy4YaBIINX KaOO3aHTHHUO B Ka4yeCTBE MEPBOU JIMHUHU TE€panud B KOMOMHAIIMM C HUBOJIYMaOOM
(CA2099ER), cBumm 1 crenenu TsxecTH ObLH 3apeructpupoBansl y 0,9% (3/320) narueHTos.

B xoze KITMHHYECKUX UCCIeTOBAHUN OTMEYAIHCh CITy4ad CBHIICH C JIETATbHBIM UCXOJIOM.
Kposomeuenust (cm. pazoen 4.4)

B uccnenoBanum, BKIIIOYABIIEM MMALIUEHTOB C MOYEYHO-KIETOYHBIM PAKOM IOCIIE MPEAIIECTBYIOMIEH
VEGF-taprernoit tepanmu (METEOR), dacTora BO3HHMKHOBEHHS TSKEIbIX KPOBOTeUeHUH (>3
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CTereHu TsbkectH) cocraBistia 2,1% (7/331) cpenu Haunég%l;,jlﬁgjgy&@mtlﬂ%o;ﬁhhﬁ%

COOTBETCTE ~ ET SKCNEPTHOMY OTUYETY

Mennana BpeMEHH A0 pa3BUTHS ATON HEXeIaTeIbHOU peakiuu coctaBuia 20,9 Henens.

B uccnenoBanuy, BKIIOYABIIEM HAIlMEHTOB C MOYEYHO-KJIETOYHBIM PAaKOM, PaHEe HE MOJTY4aBLIMX
nederus: (CABOSUN), yactora BOZHMKHOBEHUS TSDKEIBIX KPOBOTCUCHUU (>3 CTENECHH TSHKECTH)
cocrasisiia 5,1% (4/78) cpean maumeHToB, MOTyYaBIIUX KaO03aHTUHHO.

B uccrnenoBanum, BKIItoUaBIeM manueHToB ¢ renarone/unoiasipasiM pakoMm (CELESTIAL), vacroTa
BO3HHUKHOBEHHUS TSKEIBIX KPOBOTEUECHMI (>3 cTeneHu TspkecTH) coctabisiia 7,3% (34/467) cpenu
MalMEeHTOB, TMOJIy4YaBIIUX Ka003aHTUHMO. MeauaHa BpEMEHH IO Pa3BUTHS ATOW HEXKeIaTeIbHON
peakuuu coctaBmwia 9,1 Henenb.

B wmccrnenoBaHnm, BKIIOYABIIEM ITAIMEHTOB C PACIPOCTPAHEHHBIM MOYEYHO-KICTOUHBIM PAKOM,
MoJy4yaBIIMX Ka0o3aHTUHMO B kauectBe mnepBoil muHMu Teparuu (CA2099ER), wacrora
BO3HUKHOBEHHUS KpPOBOTE€UEHMH (>3 creneHu TsbkecTH) coctasisia 1,9% (6/320).

B nccrnenoBanuu, BKIIOYABIIEM MMAMEHTOB ¢ AU GEpEeHIIMPOBAHHBIM PAKOM IIIUTOBUIHOM JKeJe3bl
(COSMIC-311), yacTtora BO3HMKHOBEHHS KpPOBOTCUEHHUH (>3 CTEMEHH THKECTH) IMPH IPHEME
kabo3anTtuHnOa cocraBuna 2,4% (4/170). Menuana BpeMEHHU 10 pa3BUTHs STOW HeEKeJaTeNbHOU
peakuun cocraBuia 80,5 nHe.

B xo/1e KTMHIYECKHUX UCCIEA0BaHNN OTMEUYAIUCH CITy4al KPOBOTEUEHUS C JICTATBHBIM HCXO/IOM.
Cunopom 3a0nuti oopamumoui suyepanonamuu (cm. pazoen 4.4)

B kmunamueckmx wucciaemoBanusx METEOR, CABOSUN, CELESTIAL wu CA2099ER
ka003aHTHHNOA HE COO0IIATI0Ch O CITyJasX pa3BUTHS CHHAPOMA 3aIHEH 0OpaTuMoii sHIIeaionaTuy,
OJTHAKO CITy4yau BO3HHKHOBEHHSI TOTO CHHAPOMA OTMEUYAIHUCh y OJHOTO MAIMEHTa B KIMHUYECKOM

uccnenoBann COSMIC-311 u penko B Ipyrux uccienoBanusIX kabo3antuauoa (2/4872 nanueHTos,
0,04%).

Tosvliwenue axmusnocmu Gepmenmos newenu y NAYueHmosd ¢ NOYEUHO-KICMOYHbIM PAKOM,
ROYYABUUX KADO3AHMUHUO 8 KOMOUHAYUU C HUBOTYMAOOM

B kiIMHHYeCKOM HCCIEAOBaHMU C Yy4YaCTHEM MAlMeHTOB, paHee He TOJy4yaBIIMX TEpPaIuio,
MOJTy4YaBIINX Ka003aHTUHUO B KOMOMHAIIMK C HUBOJyMaOoM, Habtoqanack 0oJiee BHICOKAsk 4acToTa
noBbiieHUst akTUBHOCTH AJIT 3 u 4 crenenu Tsxectu (10,1%) u nobiuenus aktuBHocTH ACT
(8,2%) mo cpaBHEHHIO ¢ MOHOTEpamnueil Ka0O3aHTMHUOOM y TAIUEHTOB C MOYCYHO-KJICTOYHBIM
pakom (B uccnenoBanuu METEOR aktuBnocts AJIT yBenmuunace Ha 3,6%, a aktuBHocTh ACT —
Ha 3,3%). Menuana BpeMEeHH 10 pa3BUTHS ITON HEXeNaTeNbHOU peakiuu (>2 CTETIeHU TSIKECTH )
cocraBuna 10,1 menens (muamnaszon: ot 2 no 106,6 Henenb; n = 85). DTa HexenareabHas PeaKIUs
paspemanacb 10 creneHu Tspkecth 0—1 y 91% mnaumeHTtoB. MenuaHa BpeMEHM pa3pelieHUs
cocraBmna 2,29 venenmu (muamnazon: ot 0,4 mo 108,1 memens). Ilpu MOBTOpHONW MOHOTEpANHUH
kabo3anTuHNOOM (n = 10) rm HUBoyMabom (n = 10), mubo Tepanuu AByMs mpenaparamu (n = 25)
cpenu 45 MaMEHTOB PEIUIUBHI HEXKENATEeIbHON peakIuu >2 CTENECHH TSDKECTH HaOMogannch y 4
MAIMEHTOB, TOMYYaBIIMX Ka003aHTUHUO, y 3 TAIUMEHTOB, MOJTY4YaBIIMX HHUBOAyMad, U y &
MAIMEHTOB, MOJyYaBUINX TEPANUIO IBYMS IpernapaTaMu.

Tunomupeos

B uccrnenoBannu, BKIFOYABIIEM MAIIMEHTOB € TIOYEYHO-KJICTOYHBIM PAKOM MOCIIE MPEIIECTBYIONICH
VEGF-tapretnoit tepanuu (METEOR), rumotupeos Obin 3apeructpupoBan y 21% (68/331)
MAIUEHTOB.

B wuccreoBannu, BKIIOYABIIEM MAI[MEHTOB ¢ MOYEYHO-KJICTOUYHBIM PaKOM, paHee HE MOIyYaBIINX
neuenust (CABOSUN), runotupeos 6b11 3apeructpupoBat y 23% (18/78) marueHToB, MoaydyaBImmx
Ka003aHTUHUO.

19



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 28.01.2026 Nz 1424

B wuccimegoBaHum, BKIIIOYABIIIEM ITAIlMEHTOB C rf'HaToueﬂﬂgﬁ;faM:Eb'ia&glwl:'@:iﬁ_s%fgﬂi

THIOTHPEO3 ObLT 3apeructpupoBan y 8,1% (38/467) manueHTOB, MOAy4aBHIMX KaOO3aHTHHHO.
Yacrora pa3Butus runotupeosa (>3 crenenu Tsokectr) coctapisuia 0,4% (2/467 nanueHToB).

B uccrnenoBanuy, BKIIIOYABIIEM MAMEHTOB ¢ AWM GEPSHIIMPOBAHHBIM PAKOM IIMTOBHIHOM JKeIIe3bl
(COSMIC-311), rumotupeo3 1-2 cremeHu TspkecTH ObUT 3apeructpupoBaH y 2,4% (4/170)
NalUCHTOB, He TPEOOBABIINI KOPPEKIINH JICUCHHSI.

B wuccrnenoBanuy, BKIIOYABIIEM MAIMEHTOB C PaCHPOCTPAHEHHBIM IMOYEYHO-KICTOUYHBIM PAKOM,
MOJy4YaBIINX Ka003aHTUHHO B KaudecTBe mepBoit juHuu Tepanuu (CA2099ER), rumotupeos Obu1
3apeructpupoBat y 35,6% (114/320) narueHToB.

COO6I.HGHI/IG 0 MOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKITNAX

Baxxno COO6H_IaTb (6] MoA03pCBaACMBIX HEXKCIAaTCIbHbBIX pCaKknuusax II0CJIC perucTpanuu
JIEKapCTBEHHOI'0 TIperapara C Ledbl0 O0ecreueHus: HEeNpPepbhIBHOIO MOHUTOPHHIA COOTHOIICHUS
«oJib3a — PHCK» JIEKAPCTBEHHOTO Tpernapara. METUIIMHCKUM pa0OTHUKAM pPEKOMEHIYeTCs
CO00IIaTh O JIOOBIX MOI03PEBAEMbBIX HEXKENATEIbHBIX PEaKIHIX JIEKAPCTBEHHOTO Mpernapara uepes
HAaIlUOHAJIBHBIC CUCTEMBI COOGH_IGHI/IH 0 HCXKCIATCIIbHBIX PCAKOUAX TOCydapCTB — YJIICHOB
EBpa3uniickoro 3kOHOMHUYECKOT0 COI03a.

Poccuiickas @enepanus

®denepanpHas cayx0a o Haa30py B chepe 3paBoOOXpaHEHUS

Anpec: 109012, r. MockBa, CnaBsiHcKas muiomanib, 1. 4, ctp. 1.

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

DnektponHas nmoura: pharm@roszdravnadzor.gov.ru uau npr@roszdravnadzor.gov.ru

Caitr B MH(pOPMAITMOHHO-TEIEKOMMYHHUKAITMOHHOM ceTu «HTEpHET:
https://roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

CHUMIITOMBI
Bo3MoskHBIE CUMIITOMBI TIEPEI03UPOBKHA HE YCTAHOBJICHBHI.
Jleuenue

He cymectByer cnemuduueckoro aHTumoTa K Kabo3aHTMHHOY. B ciydae momo3peHuss Ha
MEPeIO3UPOBKY CIIEIYyeT MPEeKpaTuTh mpueM Kabo3aHTuHHOA. [lokazaHa cuMIITOMaTHYECKast
tepanus. Knuauko-naboparopHsle nmapameTpsl MeTaboIr3Ma JT0JKHBI KOHTPOJIUPOBATHCS HE pexke
OOHOT'0O pa3a B HCACIIO UJIU IIPHU KIIMHUYECKOU HGOGXO,Z[I/IMOCTI/I JJIs1 BBIABJICHUSA U OLICHKU JIIO6I>IX
BO3MOJKHBIX M3MEHEHHM.

5. PAPMAKOJIOTMYECKUE CBOHCTBA

5.1. @apmakoauHamMHuYecKHe CBOCTBA

dapmakoTepaneBTHUECKasi TPYIA: MPOTUBOOIYXOJIEBbIE CPEACTBA; MHIHOUTOPHI MPOTEUHKUHA3,
Apyrue UHrUOUTOPBI MPOTEUHKUHA3.
Kong ATX: LO1EXO07.

MexaHu3M IeUCTBUS

Kabo3autuan® - 93T0 HeOomnbImas MOJIEKYJIa, HWHTHOUTOP PEIEeNTOPHBIX THPO3WHKHUHA3,
YUYACTBYIOIIMX B TPOIIECCE POCTA OMYXOJIH, aHTUOTeHE3a, HAPYIIEHHUH PEMOICITHPOBAHUS KOCTHOM
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COOTBETCTBYET ZKCTNEPTHOMY OTHETY

AKTUBHOCTh Ka0O3aHTWHHOA OIICHWBAJach B OTHOIICHHWM IIEJIOTO pPsAa KWHA3, H Ka6OSaHTI/IHI/I6
uneHTugumupoBan kak wuHruoutop MET (TIMKONpOTEMHOBBIA pernentop ¢akropa pocrta
renatonuToB) U perentopa VEGF (dakropa pocta snmorenus cocynos). Kpome Toro, kabo3aHTHHUO
UHTHOUpPYET Opyrue THpO3WHKHMHA3BI, BKmouas perentop GAS6 (AXL), RET, ROSI, TYRO3,
MER, penentop d¢akropa pocra ctBonoBeix kietok (KIT), TRKB, Fms-nomo6nyroo
tuposunkuHaszy-3 (FLT3) u TIE-2.

dapmarkogmnHamMuyeckue 3O HEKTHI

B noxknMHUYecKMX uCCIeoBaHUSIX KaOO3aHTUHUO IOKaszald J0303aBUCHMOE CHIDKEHHE pOoCTa
OITyXOJIU, PErPECCHIO OITyXOJIU U/WIIN NTO/IaBJIEHUE METACTa3UPOBAHUS HA 3HAUUTEIbHOM KOJINYECTBE
Pa3JIMYHBIX OIIYXOJIEBBIX MOJECIIEH.

Brusanue na cepoeunwiii pumm

YBennuenue uatepBana QT ¢ koppektupoBkoit @punepunus (QTcF) na 10-15 mc Ha 29-ii nens (HO
HE B JeHb 1) mocie Hadvaja Tepanmu Kabo3aHTHHHOOM (B m03e 140 Mr ogwH pas B JieHb) IO
CPaBHEHHUIO C UCXOHBIM YPOBHEM HAOIIOAIOCH B KOHTPOJIUPYEMBIX KITMHUYECKUX UCCIICTOBAHMSIX
y TAaIMeHTOB C MEIYJUIIPHBIM PAaKOM IIUTOBUAHON XKeye3bl. JTOT 3PQeKT He ObLI CBA3aH C
n3MeHeHneM Mopdororudeckux dneMmeHToB Ha DKI' wim mosiBienneM HOBBIX. Hu y omHOrOo U3
MAIMEHTOB, MOJIY4YaBIINX TEPaNnio KAO0O3aHTUHUOOM B TaHHOM HCCIIEJIOBAaHHUH, a TAK)KE Y TAI[IEHTOB
C MOYEYHO-KJIIETOUYHBIM M TeMaTONEILTIONSPHBIM PakoM, MOTyYaBIIMX Ka0o3aHTHHHUO B j03¢ 60 mT,
He Ha0MroaI0Ch MoATBEpKAeHHbIX 3HaYeHn QTCF >500 mc.

5.2. ®apmaKkoKHHeTHYECKHE CBOiicTBa

AOGcopOrus

[Tocne mepopanbHOro MpHeMa Kab03aHTHMHHOA MakcuMajbHbie KOHICHTpanuu (Cmax) B IUIa3Me
KpOBH J0oCTHUTAlOTCs 4epe3 3—4 gaca. BTopoll muk MakCMMalbHBIX KOHIIEHTpAIMil IperapaTta B
1a3Me KpoBH oTMedaeTcs uepe3 24 gaca mocie nprueMa kabo3aHTUHHOA, YTO MOKET YKa3bIBaTh Ha
SHTEPOTENATUUYECKYIO PELUPKYIISAIUIO Ipernapara.

[Tpu MOBTOPHOM €KEeTHEBHOM IpreMe kabo3anTuHnOa B 1o3e 140 mr B Teuenue 19 nueit ormeueHo
NpUOIM3UTENHHO 4—-5-KpaTHOE yBennueHue dskcno3unuu kabo3zantuanba (AUC) mo cpaBHEHHUIO C
OJHOKpPAaTHBIM TIpUEMOM J103bl. PaBHOBECHbBIE KOHIEHTpAIMM KaOO3aHTHHMOA JIOCTUTAIOTCS
NpUMEPHO Ha 15- neHb.

VY 310pOBBIX JOOPOBOJIBIIEB OAHOKPATHBIN MpUeM Kabo3aHTHHUOA B 103e 140 Mr BMecTe ¢ TUIIEH ¢
BBICOKHM COJIep’)KaHHUEM >KHpa MPUBOAUT K yBenuueHuio 3HaueHUd Cmax 1 AUC Ha 41% u 57%
COOTBETCTBEHHO I10 CPABHEHHIO C TPHEMOM HaTomak. MHbopMaiivs o BIUSHUY MUK Ha a0COpOITIIO
kabo3aHTHHMOA Yepe3 1 yac mocie npreMa mpenapara OTCyTCTBYeT.

Pacnpenenenue

Kab6o3anTuHuO iN VItro 3HauMTeNbHO CBA3BIBACTCS C OCKaMM IUIa3Mbl KPOBH 4esioBeka (>99,7%).
PaccunTaHHblii Ha OCHOBAaHMHM TOMYJIALMOHHON (apMaKOKMHETUYECKOH MoOJenu 0o0bEM
pacrpenenenus B nentpaibHoM kommaptmente (VC/F) coctapmn 212 1.

Buorpanchopmariust

Mertaboau3m Kkabo3aHTHHHOA OICHHMBAJCS IN VIVO. B mimasMe KpoBH ONpemesioch YeThIPE
MeTabonuta mnpemnapara ¢ dkcrnosunueit (AUC) wa 10% BbIlIe HEM3MEHEHHOTO BEIIECTBA:
XL18-N-okcuna, mpoaykt pacmerieHus amuna XL184, monoruapokcucynbdar XL184 u npoaykt
pacinervieHusi 6-ae3MeTHIIaMu]] CyinbdaT. DKCIO3UIUS JBYX HEKOHBIOTMPOBAHHBIX META0OIUTOB
(XL184-N-okcua u poaykra paciiericaus amuaa X1L184), o6magaromux akTHBHOCTBIO MeHee 1%
OT MHTUOHMPYIOIIEH TUPO3UHKHWHA3BI aKTHBHOCTH HCXOJHOTO Kab03aHTHHUOA, COCTABIIIET MEHEe
10% kaxxnapiii OT OOIIEH SKCIIO3UIINU TIpenapara B Ira3Me KpOoBH.
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Ka6o3antunuo ssnsercsa cyocrparom uzopepmenta CYP3IA4 'ﬂ@}i{r_é',f i b‘mwe]-aﬁl'lvrféﬁh

COOTBETCTE ~ ET SKCNEPTHOMY OTUYETY

k modepmenTy CYP3A4 uarnbupyrot oopazoBanue meradonura XL184-N-okcuga Oonee uem Ha
80% B HAJI®H-3aBuCHMBIX MUKpPOCOMaXx NIEYEHHU yesioBeka. HarpoTus, HEUTpanu3yrouye aHTuTena
k u3zopepmentam CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C19, CYP2D6 u CYP2E1 =e
BJIMSUTM HA 00pa3oBaHue METaboIUTOB Kabo3anTuHUOa. HelTpanusyromye antuTena K u3ohepMeHTy
CYP2C9 oka3piBaii MUHUMAJIBHOE BIMSHHE Ha MeTaboiau3M KaOo3aHTHUHHMOA (CoIep)KaHUe
MEeTa0O0JINTOB CHIDKAJIOCh MeHee, ueM Ha 20%).

OIMMUHAIMS

B nonynaunoHHOM (apMaKOKMHETHYECKOM aHalu3e Kab03aHTUHHOA C MCIOJIb30BAaHUEM JAaHHBIX,
coOpannbix y 1883 marmentoB u 140 310poOBBIX JTOOPOBOJIBIEB IMOCIE TEPOPATHHOTO MpHUEMa
kabo3aHTuHMOa B 103ax oT 20 Mr 1o 140 Mr, nepuo NMOTyBbIBEACHUS Ka003aHTUHMOA U3 IIa3Mbl
KkpoBu coctaBisieT okoso 110 gacoB. Cpennnii kimmpenc (CL/F) B paBHOBECHOM COCTOSIHUM COCTaBHII
2,48 n/uac. Tlocme OJHOKPAaTHOrO MpUeMa paauoakTHBHO MedeHHoro [X*C]-ka6ozanTuHNGA
3I0pPOBBIMH J1I00pOBOJIbLIAMHU JIOJISi BBIBEJICHHOIO MEUYEHHOro TMpemnapara B TeueHue 48 yacos
cocraBuia okoso 81% ot oOrei BBeIeHHOM 7036, pu 3TOM 54% BBIIENUIOCH ¢ KanoM u 27% ¢
MOUYOI1.

Oco0ble rpynibl MalueHTOB

Toueunas neoocmamoynocme

Pe3ynbTathl nccnenoBaHus y MaleHTOB C MOYSYHOW HEAOCTATOYHOCTHIO IPHU OJTHOKPATHOM MIPHEME
kabo3aHTHHUOA B 103¢ 60 MI' CBHIETEILCTBYIOT O TOM, YTO CpEJIHEE TeoMeTprudecKoe 3HAUCHUH Cmax
1 AUCo-inf kab03anTuHIOA 06110 Ha 19% 1 30% BbIIIE Y TAIIMEHTOB C TOYEYHON HEAOCTATOUHOCTHIO
nerkoit crenenu Tspkectd (90% JAU mnst Cmax oT 91,60% mo 155,51%, AUCo.inf oT 98,79% no
171,26%), ra 2% u 6—7% Bbie (90% AW mas Cmax ot 78,64% m0 133,52%, AUCo.inf oT 79,61% 10
140,11%) nnst maneHTOB ¢ MOYEYHOU HEOCTATOYHOCTHIO CPEAHEHN CTEIICHH TSKECTH 110 CPAaBHEHUTO
C MalMEeHTaMH ¢ HOpPMAJIbHOW (PyHKIMEH modek cooTBeTcTBeHHO. [IpuMeneHune kabo3zaHTHHHOA Y
MAIMEHTOB C MMOYEYHON HEAOCTATOYHOCTHIO TSKEJION CTEMEeHU TSHKECTH HE U3YJaJIOCh.

Ileuenounas nedocmamounocms

Ha ocHoBanmm aHanmm3a TMOMYISAIMOHHOW (apMaKOKWMHETUKH Ka0O3aHTHHHOA Yy 3I0POBBIX
JTOOPOBOJIBIIEB U MAIIMEHTOB C PAKOM (BKJIIOYAst TEMATOIEIUTIONSPHBIN paK), KITMHHYECKA 3HAYUMOTO
pa3nuuus B CpeIHEM 3HAUEHUH SKCIIO3ULINU Ka003aHTHHIOA B IJ1a3Me KPOBH HE HA0JI10/1a710Ch Cpein
NAIMEeHTOB ¢ HOpMalbHOU (yHKIMEH neueHu (n = 1425) u neyeHOYHON HET0CTaTOYHOCTHIO JIETKOU
creneHn TsokecT (N = 558). MMeroTcss orpaHMYeHHBIC JaHHBIC y TAIMEHTOB C IEUYCHOYHOU
HEJ0CTATOYHOCTHIO CpeliHel cTerneHu TspkecT (n = 15) B coorBercTBUU ¢ Kputepusmu NCI-ODWG
(HarmmoHanpHBIM WHCTUTYT OHKOJIOTMM — Pabouas rpymnma mo HapymieHHro (YHKIIMH OpraHa).
dapMakOKMHETHKA Ka003aHTUHNOA HE OIICHUBAJIACH Y TIAIIEHTOB C IIEYEHOYHOW HETOCTATOYHOCTHIO
TSKEJION CTETIEHU TSAKECTH.

Paca

[TonmynsauoHHbIH (papMaKOKUHETUUECKHI aHAIN3 HE BBISIBUJ KIMHUYECKH 3HAYMMBIX PAa3IHYdi B
(bapMakoKuHETHKE Ka003aHTUHHOA B 3aBUCUMOCTHU OT PACHI.

6. DPAPMALHEBTUYECKHUE CBOUCTBA

6.1. IlepeueHb BcOMOraTeIbHbIX BelleCTB

[enmrono3a Mukpokpucramnyeckas, tum 101
JlaxTo3a Oe3BogHas

['unponosa
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(NOCNEQCBATENEHOCTE 0002)

Kpockapmennosa Hatpust

KpemHuust nuokcu1 KOJTOUIHbBIN
Maruus creapar

IInenounas 000JI0YKa

Kabozaumunub, 20 me, mabiemxu, noKpvimule NIeHOYHOU 000104KO
[Tnenounast o6osouka (1IBET OEIIbIN):

I'mnpomeriosa

JlakT03bI MOHOTHAPAT

Tpuauernn

Turana guokcun (E171)

Kabozaumunub, 40 me, mabremxu, nOKpvimuvle NIeHOYHOU 000104KO
[Tnenounast 060s104Ka (IIBET PO3OBBIN):

I'mnpomeriosa

JlakT03bI MOHOTHAPAT

Tpuauernn

Turana guokcun (E171)

Kenesa okcua kpacusiii (E172)

Kabozanmunub, 60 me, mabaemxu, nokpvlmoie nieHOYHOU 00010UKOU
[Tnenounast 060I0uKa (IIBET JKENTHIN):

['unpomernnosa

JIakT03BI MOHOTHAPAT

Tpuanerun

Turana quokcun (E171)

Kenesa okcun xentoiid (E172)

6.2. HecoBMeCTUMOCTH

He npumenumo.

6.3. Cpok roaHocTH (CPOK XpaHeHusl)

2 rona.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NMPH XPAHEHUH

XpaHuTh 1Ipu Temneparype He Boie 25 °C B OpUrHHAIBHON yIakoBKe (B OaHKe WitH OJucTepe) uist
3allUThI OT CBETA.

6.5. XapakTep u coaep:kaHue YNIAKOBKH

ITo 30 Tabnerox B OGaHKM W3 MOJMITHICHA BBICOKOW IUIOTHOCTH, YKYIOPEHHBIC KPBIIIKAMH W3
MTOJIMIIPOIUJICHA C KOJIBLIOM KOHTPOJIS IIEPBOIO BCKPBITHS, C OCYLIUTEIEM.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 28.01.2026 Nz 1424

[To 10 TabneTok B KOHTYPHYIO SUEHKOBYIO YHAaKOBKY (6&3&9?%@%&3&%%%&&%&6%

JTAKUPOBAHHOW TIeYaTHOW W (OJNBIM aTIOMHHHEBOW, JAMUHHUPOBAHHON MOJUBUHWIXJIOPHUIAHOW W
MOJIMaMUIHOM TUIEHKOM.

ITo 1 6anke niu 1o 3 GKMCTEpa BMECTE C JTUCTKOM-BKIIAJIBIIIEM B TIAYKy KaPTOHHYIO.

6.6. Oco0ble MepbI MPETOCTOPOKHOCTH NMPH YTHIM3AIUH MCIOJIb30BAHHOIO J1eKAPCTBEHHOI 0
npenapara HWJIH OTXO10B, IOJY4YEeHHBIX IIOcjde TPUMEHeHUsl Mpenapara, W JApyrue
MAaHUIIYJISIIMH C TIPenapaTom

Oco0Oblie TpeOOBaHMS OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAIITMOHHOI'O YIOCTOBEPEHMUSA

Poccuiickas @enepanus

000 «Axkcenp@apm»

117418, r. MockBa, BH.T€p.T. MyHUITUNIAJIbHBIN OKpyT Uepemymiku, yiu. [ropymesl, 1.28. momenr. 1/2
Ten.: +7 495 601 91 35

Anpec snekrponnoii moutsl: info@axelpharm.ru
7.1. IlpeacraBuTeNb AEPKATE/SI PETHCTPALMOHHOIO YI0CTOBEPEeHHUS

[IpeTensun moTpeduTENEH HAPABIATH MO aAPECY:

Poccuiickas @enepanus

000 «AxcenbPapm»

117418, r. Mocksa, BH.Tep.I'. MyHULIMNIAIBHBINA OKpyT Yepemymiky, yi. Lropymsl, 1.28. momem. 1/2
Ten.: +7 495 601 91 35

Anpec snekTponHo# moutsl: info@axelpharm.ru

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

9. KATEI'OPUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlexapcTBEeHHBIN IpenapaT OTHOCUTCS K KATErOPUH OTIYCKa IO PELENTY.

OOm1ast xapakTepUCTHKa JIEKapCTBEHHOTo mpenapara Kabo3aHTHHUO AOCTYIHA B €JUHOM pEecTpe
3apEeruCTPUPOBAHHBIX JICKAPCTBEHHBIX CPEACTB EBpa3zMilcKOro 3KOHOMHYECKOIO COK03a M Ha
ounmansHOM caure YIIOJTHOMOYE€HHOI'O oprana (3xcnepTHOM OpraHH3alim)
(http://Ik.regmed.ru/Register/EAEU_SmPC).
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