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Crnao:

ditoua pevosuna: ikcasoMi6 (y BUIILAOl ikcasoMiby nuTpaTy);

1 xancyna mictuts 2,3 mr (3,3 mr) a6o 3 mr (4,3 mr), a6o 4 mr (5,7 mr) ikcasomiOy (y BHIIAmi
ikca3oMiOy LUTPATY);

OonomisicHi peuogunu: UENI0II03a MIKPOKPHCTaNi4Ha; TAIbK; MATHIIO CTEapar.

meepda xancyna no 2,3 me: scenatns; Tutany giokcun (E 171); 3amisa oxcun wepponuit (E172);
yopumia yopHi (10A2)*;

meepda xancyna no 3 me: scenatu; Tutany giokcun (E 171); 3amiza okcun dopruit (E 172);
yopuuia gopHi (10A2)*;

meepda xancyna no 4 mez: scenatus; Turany fgiokeun (E 171); 3aniza oxcup yepsonuit (E172);
3aiiza oxcug xosrrit (E 172); gopamna gopHi (10A2)*.

*Cxnan gopsun opuux (10A2): menax, 3aiza oxcupn yopuuit (E 172), mpomineHryIikomns, HATPiO TiApOXJopul.

Jlikapcska ¢opma. Kancymu Tepi.

Ocnogni Qizuxo-xiMiuHi gnacmugocmi.

Kancyiid Tep i mo 2,3 Mr: TBep/a JKeJIaTUHOBA KaIlCyJla CBITI0-pOKEBOT0 KONBOPY, Po3MipoM 4, 3
MapKyBaHHAM 4OpHUM JopHmIOM «Takeday» Ha kpuImedrni Ta «2.3 mg» Ha KOpIyci;

KAICYIIH TBEPI 110 3 MI: TBEp/Ia XKeJIaTHHOBA KaIlCyJIa CBITI0-Ciporo KOIbopy, po3MipoM 4, 3
MapKyBaHHAM JOpHHM dopHUIOM «Takeda» Ha xpumedni Ta «3 mg» Ha KOpITyCi;

KalCyJIM TBEpPAi 10 4 MT: TBEpa KeIaTHHOBA KallCyJIa CBITIO-IOMapaHIeBOr0 KOJIBOPY, PO3MIpoOM
3, 3 MapKyBaHHAM 40pHAM YopHIIoM «Takeda» Ha kpumedi Ta «4 mg» Ha KOpIyci.

dapMaKoTepaleBTHYHA rpyna.
ANTHHEOIIACTHYHI 3aco0H, 1HIN AHTHHEOTIUIACTHYHI 3aCO0M.
Kox ATX LO1XGO03.

DapmaKonoziyni 61acCmMueocmii.

Dapmarxoounamixa.

MexaHi3M Jii

Ikcasomiby nmMTpar, HeakTHBHa (GopMa IKapchkoro 3acoby, € PEYOBMHOIO, sKa INBHIKO

rimpomizyerses y Gi3iooriaHuX yMOBax y CBOK 610710Ti9HO aKTHBHY QopMy, ikcazomil.

Ikca3oMif € mepopalbHIM, BUCOKOCEIEKTHBHEM Ta 060pOTHHM iHTiOGiTOpoM mpoTeocoM. Ikcazomib

IEepeBakHO 3B'A3ye€ThCSs Ta IiHTIOye XIMOTPHIICHH-NOMIOHY aKTHBHICTB Oera-5 cyOomuHmIl

mpoteocomu 208S.

Ikca3omi6 CIPHYMHSB amoNTO3 KYJIBTHBOBAHMX KIITHHHUX JIiHIM MHOXKHHHOI Mi€JIOMM in Vitro.

Ixca3zomib JIeMOHCTpYBaB in vitro IMMTOTOKCHYHICTH IOAO KIITHH MIENOMH, B3ATHX Y IaIi€HTIB 3

PENMANBOM ITiCIIT AeKiIbKOX IONEPENHIX MUK Tepartii, o BKIKYanu 60pTe3omib, nenajigonit=s.,

Ta gexcameTasoH. KowOimamis ixcazoMmiby Ta NeHanimOMILy HEMOHCTpyBaja cﬁﬁ o 16';;{”" ’f: 7o
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YMOBaX in Vitro 1kca3omi® BIUIMBAB Ha TUNH KJIITHH, BUABJIEHHX y MIKPOCEPENOBHINI KiCTKOBOTO
MO3KY, BKIIOYHO 3 €HI0TeIiaTbHUMHE KIITHHAMHU CY/IMH, OCTEOKIIACTIB Ta 0CcTeo0IacTiB.
KapnioenekTpodizioaoris

Ikca3omi6 He momoBxKyBap inTepsan QT OpH KIIHIYHO 3HATYIIH eKCIO3HIL 3TiHO 3 PE3yNbTaTaMU
apMakokiHETHIHOTO Ta GapMaKOTMHAMIYHOTO aHANIZY /IAHHUX, OTPUMAHMX y 245 nauieHtis. Ilpn
mo3i 4 Mr cepenss 3MiHa Bin BuXigHoTo piBHA iHTepBany QTcF cranosuna 0,07 mcex (90 % I, -
0,22, 0,36) 3rigHo 3 aHanizoM, NPOBENeHMM Ha Mozenmi. He crmocrepiramocst BUAMMOI 3aI€KHOCTI
MiX KOHIEHTpamjero ikcazomiby Ta iHTeppamoM RR, mio mepenfadae BifICyTHICTH KIiHIYHO
3Hagymo]i Aii ikca3oMiOy Ha pUTM CepI.

Kniniuna edexTuBHICTE Ta Gesneka

Edextupnicte Ta Oesmeka ikcasomily y xoMOiHaIii 3 JIeHATIAOMIZIOM Ta JIeKcaMeTa30HOM
OIiHIOBaNAcs TiJi 9ac MIi>KHAPOLHOTO, paHAOMI30BAaHOTO, IIOJBiHOrO ciiloro, Ianeto
KOHTPOJIBOBAHOTO, (araToleHTPOBOrO NOCHi/KeHHA (asu 3 3a J0Ka3oM BHINOI epeKTUBHOCTI
(C16010) y mamieHTiB 3 PEHHIHBHOK Ta/ab60 peQpakTepPHOK MHOKXMHHOIO Mi€OMOI0, sKI paHiure
OTpUMay He MeHIIe OJHOTO Kypcy XimioTepamii. Ycboro 722 mauieHTH (IOIyJIsLis BCIX
PaHIOMi30BaHMX UAUi€HTIB 3TigHO 3 mpu3HaueEMM JikyBaumHaM [[TT-nmomymsuis]) Gymm
po3MHoflineHi O rpymax BHIIZJKOBHM 9HHOM y CHiBBifHOmeHHI 1:1 g npoBeseHHA Kypcy
MikyBaHHA y BHCIAAi koMOiHanil ikcasomiby, nemamimomimy Ta gexcamerasoHy (N=360; cxema
JiKyBaHHA 3 ikcasomiGoM) abo mane60 y KoMOimamii 3 neHamiZOMINOM Ta JeKCaMeTa30HOM
(N=362; cxema iikyBaHHsS 3 IDIaeb0) [0 MpPOTPECYBaHH:A 3aXBOPIOBAHHA ab0 DO3BUIKY
HENPUIHATHOI TOKCHYHOCTI. Y HALi€HTiB, BKIOYEHMX Y JOCTIIPKEHHS, CIocTepiranacs
pedpakTepHa MHOXHHHA Mi€I0Ma, BKIKOYHO 3 TEPBUHHOK pe(paKkTepHOI0; Mi€noMa, sKa
pelHIuByBaNa Iic/s HolepeaHpol Teparii, abo pemumuByBaia i 6yna pedpakTepHo0 10 Oyab-1KOi
monepenHsoi Tepamnii. KpurepiiM BKIIOYEHHS B JOCIIDKEHHS BiAMOBINANM IMAaNi€HTH, Y SKUX
3MIHFJIACS CXEMH JIIKYBAHHS JI0 IPOTPECYBaHHS 3aXBOPIOBAHHA, 2 TAKOXK Ti, Y KOTO CIIOCTEPIiranucsa
KOHTPOJIBOBAHi CepLeBO-CYAHMHHI 3aXBOPIOBaHHA. Y jocmimxeHHs ¢asu 3 He Oynu BKIIOYeHi
HanieHTH, AKi 6ynu pedpakTepHAMM [0 JeHATJoMiny abo iHribiTopis MPOTEOCOM, Ta MAIEHTH, K
OTPUMANM TOH&J TPH IOMmEpeNHi KypcH Tepamii. Bigmosimao no uinei mboro KOCHIIKEHHS
pedpakTepHe 3aXBOPIOBaHHA OylIO BM3HAYEHO fK TPOTPECYBAHHS 3aXBOPIOBaHHA IiJ 4ac
JTiKyBaHHS a60 [POrpecyBaHHs 3aXBOPIOBAHHA NpOTsroM 60 IHIB MICII NPUHAOMY OCTaHHBOI 103U
neHamigomizy abo imribitopy mporeocoM. OCKiTBKH HaHi [IOAO LMX MAUIEHTIB OOMEXeHI,
PEKOMEH/IYEThCs POBOUTH PETENbHY OIIHKY CIIiBBiIHONIEHHS KOPHCTB/PU3HK II€pEl MOYAaTKOM
3aCTOCYBAHHS CXeMH JIIKyBaHHS 3 iKcazoMiboM.

VeiM mamieHTaM 000X TIpyI JiKyBaHHS Oyla peKOMEHIOBaHAa TPOMOOmpo(iIakTHKa 3TilHO 3
HCTpyKIli€f0 U1 MEIOMYHOTO 3acTOCYBaHHA JeHamifominy. KombiHoBana Tepamis TaxuMu
NiKapChKHMH 3ac06amyl K IPOTHOMIOBOTHI, IPOTHBIPYCHI Ta aHTHTICTaMiHHI 3aCO0M MpU3HAYaacs
HamieHTaM Ha po3Cy/I JIKaps 5K npodinakTika Ta/abo CHMIITOMATHYHA TEPAMis.

IManienTn mpuiimMany ikcaszomi6 y 103i 4 mr abo mwiauebo y 1, 8 ta 15 aHi pa3oM 3 JeHATITOMIOM
(25Mr) y ami 3 1 mo 21 ta 3 mexcamerazoHoM (40 mr) y 1, 8, 15 ta 22 nmi 28-meHHOro HuKIiy.
IMauienTy 3 mopymreHHaM QYHKI{i HEUPOK OTPHMYBAlIH IOYATKOBY J03Y JEHATINOMiAy 3riHO 3
iHCTpyKIi€ro U1 MEeQMYHOTO 3aCTOCYBaHHA. JIiKyBaHHS MPONOBXKYBalIOCS RO IPOrPECYBaHHS
3aXBOPIOBAHHA YM PO3BUTKY HENPHHHATHOI TOKCHIHOCTI.

V  [OCHiKyBaHMX CXeMaxX JIKYBaHHJA BHXITHI JeMorpadiudi JHaHi Ta XapaKTepHCTHKA
3aXBOpIOBaHHA Oymy 30amaHCcOBaHi Ta HOpiBHAHHI. Memiana BiKy cTaHOBWIa 66 POKIB, BIKOBHH
niamasoH 38-91 pix; 58 % mauientis Gymu crapmi 65 pokis. II'sTmecaT cim BifICOTKiB MaLli€HTIB
6ymu yonosiuoi crari. BiciMaecar m'ATh BifICOTKIB momyIisii 6y1u NPpeACTaBHUKAMH €BPOIEOiTHOL
pac, 9 % — MomronoinHoi pacu Ta 2 % — adpoamepukaHissMH. DYHKIIOHAILHHUH CTaTyc 3a
mkanoro ECOG y fieB'sHOCTa TPhOX BIACOTKIB manieHTiB craHoBuB 0-1 i 3rizHo 3 MiXHApOIHOO
cuctemoro cranitoBanHs (ISS) 12 % mamieHTiB Ha BUXIIHOMY PIBHI MAallH 3aXBOPIOBAHHA 3 CTYIEHS
(N=90). V mpaquaTu I'ATH BiACOTKIB MHAIli€HTiB KIipeHC XpeaTHHiHy CTaHoBMB <60 MI/XB. V
IBaUIATH TPEOX Bi)ICOTKiB nanieHTiB cnomepiranac;l xBOpoOa BINKIAIAEHHA nerKnx naHLuoriB 1' B




ammmidikanito 1q(1q21) (N=247). IlanieHTH OTpUMaNy Bif OJHOrO IO TPhOX IOIEPEAHIX KypciB
Tepamii (y cepemHboMy 1), 30KpeMa mONepenHid Kypc JikyeamHsa 6opresomibom (69 %),
kappinzomiboM (<1 %), Tamigomimom (45 %), nemamigomimom (12 %), mendananom (81 %).
II'sToecaTH ceMH BiZCOTKAaM MAIIECHTIB padinie OyIo NMPOBEAECHO TPAHCIUIAHTAIII0 CTOBOYpPOBHX
writue. CIMIecsST ciM BiICOTKIB Mali€HTIB Malll PEIUANB ITiCIIA HOonepeqHboro nikysanHa ta 11 %
6ynu pedpakTepHi DO IOMEPENHBOTO JiKyBaHHA. Y 6 % MAallieHTiB crocTepiranacs IEepBHHHA
pedpaKkTepHiCTh, Ika BU3HAYAETHCS AK Kpalla BiANOBiAL y BUIILANI cTabinisarii 3axBoproBaHHs abo
IPOTPECYBaHHS 3aXBOPIOBAHHA Ha TMIi YCiX HONEPEAHIX KypCiB Teparrii.

[lepBHHHOIO KiHIEBOIO TOYKOKR Oyna BHxHBaHICT 6e3 mporpecysanus (BBII) simmosigHo no
€IMEMX KPUTepiiB BIAMOBiNI Ha Tepamilo, BCTAHOBIEHMX MIXHApOIHOK IPYIIOK 3 BHBYCHHA
MHOxHHEHOT MiezoMu (IMWG) 2011 poky 3rifHO 3 OIIHKOIO HE3aJeXHOTO HarlSA0BOTO KOMITETY
(IRC) B crinoMy pexxuMi Ha OCHOBi pe3yJIbTaTiB HEHTpanbHoi naboparopii. Bianosink Ha Teparito
oliHIOBanaci KOXHI 4 TIOKHI JIO TPOTPECYBaHHA 3aXBOPIOBaHHA. Ha MOMEHT npoBeneHHA
IIEPBMHHOTO aHamisy (MeZliaHa IOJANBIIOTO CIIOCTEPEXKEHHS cTaHoBWia 14,7 Micsud, a MeniaHa
MUKIiB Tepamii — 13) cmocrepiranzacd CTaTHCTHYHO 3Hadyma pisauusg y BBII mix rpymamm
nikyeanHa. Pesynsratu BBII ysaraneseni B Tabmumi 1. IlToxpamenns mokasuuka BBII mim gac
CXeMM IIKYBaHHS 3 3aCTOCYBaHHAM ikca3oMiby Oylo MATBEPIKEHO MOKPAIEHHAM IIOKa3HHMKA
3arajbHOI 9aCTOTH BiNIIOBIII.

Ta6nums 1. PesynsTaTu BIKUBAHOCTI O3 IpOrpecyBaHHs Ta BIANOBIAL Ha TIKyBaHHA y MAaIli€HTIB 3
MHOXMHHOIO MI€JIOMOIO, AKi OTpUMYyBaIM JiKyBaHHS ikcazoMmiboM ab6o miaane6o B xombiHamii 3
JMeHaATioOMIIOM Ta [EeKCaMETa30HOM (MONMyJAIlis YCiX paHIOMI30BaHMX MAIIE€HTIB 3TiIOHO 3
NpH3HAYEHAM JIIKYBaHHAM, TIEPRHHHMI aHaITi3)

Ikcazomi6 + nenamimomin Ta|llmamebo -+ neHamimoMiz Ta
IIeKCaMETa30H JIEKCAMETA30H
(N=360) (N=362)
BuxuBanicTs 63 NporpecyBaHHA 3aXBOPIOBaHHSA
Asumia, n (%) 129 (36) 157 (43)
Meniana (MicAIiB) 20,6 14,7
p-3HadYeHHI* 0,012
CriBBigHOIIEHHA pU3HKIB** 0,74 (0,59; 0,94)
(95 % A1)
3arajnHa yacroTa|282 (78,3) 259 (71,5)
pignosixi***, n (%)
Kareropis sizmosiai, n (%)
ITloBHA BiAIOBIOb 42 (11,7) 24 (6,6)
Hyxe Jobpa gactkoBa|131 (36,4) 117 (32,3)
BiIIOBIOEL
YacTKoBa BigIIOBiIb 109 (30,3) 118 (32,6)
Yac simnosini, micsuis
Meniana 1.1 1,9
TpuBaxicTs BigmoBini****, Mmicauis
Meiana 20,5 15,0

* P-3nayeHHs IPYHTYETHCS Ha OCHOBI CTPaTH(ikOBaHOr0 JIOT-PAHTOBOTO KPHTEPIIO.

** CrriBBiHOIIEHH PH3MKIB TPYHTYEThCA Ha cTpaTHdikoBaHi#f Mozenmi mpomopuiiinoi perpecii pusukis Kokca. CrissimHomeHHs
PH3MKiB MeHme HK 1 BKa3ye Ha IepeBary CXeMHU JIKYBaHHS 3 3aCTOCYBaHHAM ikcasomify.

*** 3YR = [[osHxa Bignosigs (TIB) + Jdyxe no6pa yactrosa Bignosins (JTUB) + Hactkosa sinnosixs (UB)

*¥%* Ha 0cHOBI MALEHTIR, AKi BIAMOBLIN Ha TEPAIIiO B NOMYIALIT, IO MiAISrae OLMiHLi CIPUHHATIHBOCT] 1O JiKyBaHHA.

Jpyruit neindepenuiiiamit ananis BBII npoBoauBca 3 MEMIaHOKO NMOAANBIIOTO CHOCTEPEKEHHA 23
Micsmi. Y mpoMy aHaiisi pospaxyukoBa Meniana BBII ctanoBuna 20 MicAIiB mijJ yac 3aCTOCYBaHHA
CXeMH JiKyBaHHA ikcazomibom Ta 15,9 Micsus Imij 4ac 3aCTOCYBaHHA CXEMH JIKyBaHHS Iuianebo
(KP=0,82 [95% Al (0,67; 1,0)]) B ITT-momynsmii. V Nai€eHTiB, sKi OTPHMANM OLHH KYpPC
HomepenHboi Tepamii, Memiama BBII cranosuna 18,7 wmicams mig wgac 3dCTOC}'B8fﬁTGXﬁKi‘H\

mikyBaHHS ikcazoMiOoM Ta 17,6 Micams mia 4Yac 3acTOCYBAaHHA CXEMH mxya‘ﬁn}m nnaueoe,f
(KP=0,99). VY narieHTis, sixi orpuManu 2 abo 3 Kypcu nomnepeausoi Tepamii, BB :craﬁgmxgafzz 0




MicsI MK 9ac 3aCTOCYBaHHSA CXEMH JIiKyBaHHS ikcazoMiboM Ta 13,0 Micaus Imim 9ac 3aCTOCYBaHHA
cxemu IikyBauns mwianebo (KP=0,62).

Ha MOMEHT OCTAaTOYHOro aHalisy 3B mpu MemiaHi HOZAaNbIIOTO CIOCTEPEXEHHS NpUOIH3HO &5
Micanis Memiaga 3B B ITT-momyssrii cTaHoBHIa 53,6 Micsms y TAIi€HTIB MiJ 9ac 3aCTOCYBaHHA
CXeMH JIIKyBaHHA ikca3zomiboM Ta 51,6 MicAns mix yac 3aCTOCYBaHHS CXEMH TiKyBaHHA Mnanedo
(KP=0,94 [95 % [l 0,78; 1,13; p=0,495]). V nauieHTiB, sAKi OTPHUMAaNN OLMH Kypc MOMEPETHBOL
Tepaii, Meniana 3B craHoBriIa 54,3 MicsuA Hif Yac 3aCTOCYBaHHS CXEMH JIKYBaHHA 1KCa3oMiOOM
Ta 58,3 MicsAng MmiJ 9ac 3aCTOCYBaHHS cxeMH JikyBanHA mane6o (KP=1,02 [95 % JI: 0,80; 1,29]).
V mari€nTiB, Axi orpumanu 2 abo 3 Kypcu nonepenuboi repanii, 3B cranosmia 53,0 micang mix ac
3aCTOCYBaHHA CXEMH JIKyBaHHA ikcasomibom Ta 43,0 Micsus mig 4Yac 3acTOCYBAaHHS CXEMH
nikysanHs wiane6o (KP=0,85 [95 % AI: 0,64; 1,11]).
PannoMizoBaHe, MOABilHE ciline miane6o-KOHTPOIOBaHe AOCTIKeHHS (asu 3 6ylo IpoBeneHO B
Kurai (N=115) 3 aHaIOrid4HAM [JU3afHOM JOCIKEHHS Ta KpPHUTEpisMd BKIO4YeHHs. barato
NAnieHTiB, BKIOYEHUX Y JOCIIIKEHHS, MAJIM IIpH II0YaTKOBOMY IiarHO3i IIOMIMPEHE 3aXBOPIOBAHHS
3i cramiero 11 mo Jptopi-Canmony (69 %), oTpuMyBany moHaiiMeHmIe 2 monepe/Hi Tepaii (60 %)
i 6ymu pedpaxreprumu go Tamimomimy (63 %). Ha MOMeEHT mnepBHHHOrO aHamizy (MexiaHa
CITOCTEpEXeHHs 8 MiCANIB Ta MeliaHa 6 IMKIIB) Mmeniana BBII cramosmia 6,7 Micdaig Imig yac
3aCTOCYBAHHA CXEMH JIIKYBaHHS ikca3oMiboM y MOPIBHAHHI 3 4 MICAIAMHE I Yac 3aCTOCYBaHHAL
cxeMu JikyBanHs Iuane6o (p-sHauerns=0,035, KP=0,60). Ha MoMeHT 0CTaTo4HOTO anamizy 3B
OpHd MeHiaHi mofansluioro cmoctepexeHHs 19,8 wmicsma 3B 6yma kpama y mauieHtis, ski
OTPHMYBAIH IIKYBaHH 33 CXEMOI0 3 ikcazoMmiboM y mopimsaHHi 3 mane6o [p-3navenns = 0,0014,
KP = 0,42, 95 % [I: 0,242; 0,726]).
OCKiJIbKH MHOXXHHHA Mi€JIOMa € T€TEPOreHHHM 3aXBOPIOBAHHAM, CIPUATIMBUN edekT Moxke OyTu
pisHuM y miarpynax msoro gociimxerns ¢asu 3 (C16010).
V nocmimxenni ¢asu 3 (C16010) y 10 mamieHTiB (M0 5 y KOXHiH IpyIli CX€MH IKYBAaHHS) Ha
BUXIIHOMY piBHi CIIOCTepiraBCs TSDKKHH CTYNiHb MOpYyMeHHs QyHKIii HEpoK. 3 5 MaUieHTiB Wix
yac 3acTOCYBaHHSA CXeMH JIKYBaHHI 3 ikca3oMiboM B OJHOTO Malli€HTa CIIOCTepiramacs
HiITBEp/XKEHa YACTKOBA BiAIOBINb, a y 3 NAIli€HTIB CIOCTepiranacs MmiATBepIDKEHA crabimizamis
3aXBOPIOBaHHA (MPOTE, y 2 3 HUX CHOCTepiramacs HeMiATBEpIKeHa YacTKOBa BilIOBiAb Ta y 1
HEMiATBepDKeHa Ayxke No0pa YacTKOBa BilNOBiAE). 3 5 MALIEHTIB MiJ 4ac 3aCTOCYBaHHI CXeMH
NikyBaHH# 3 muane6o y 2 coocTepiraracs maTBepKeHa nyxe n06pa 9acTKoBa BiAOBL/b.
SIKiCTh JKWTTA, IO BM3HAYAETHCS 3a MIKAJOK OLIHKHM 3arajbHOro crasy 3mopos's (EORTC QLQ-
C30 ta MY-20) migrpumyBanacs OpOTAroM JiKyBaHHA Ta Oyia MOAIOHOI0 y MBOMY HOCHIIKEHHI
dasu 3 (C16010) mix gac 3acTocyBaHHA 060X CX€M JIIKYBaHH.

it
€pporeifcbke areHTCTBO 3 NKApCBKUX 3aC0O0iB 3BUILHMIO 3asiBHUKA Bifl 3000B'A3aHHS HaJaBaTH
pesyNBTaTH HOCTIIKeHb ikcasoMiOy y BCiX MiArpymax miTed 3 MHOXHHHOK MIENOMOK (L
OTpHMaHHs iHbopManii Ipo 3acTocyBaHHA y AiTel nuB. po3ain «Crnoci6 3acToCyBaHHS Ta JO3K»).

Dapmaxorinemuxa
Bemoxrypanns
ITicis TmepopanbHOro 3aCTOCYBAaHHS MaKCHMANBHI KOHIIEHTpalii ikcasoMily B Iuia3Mi AOCATanucs
HpHOIN3HO Yepe3 FoAMHy micis Jo3ysanHs. CepellHe 3HAYEHHs abCOMIOTHOI 61040CTYIHOCT IicIIs
HepopankHOTo npuitoMy craHoBmwIo 58 %. AUC ikcasomify 301IBIIYETECS 0303a1€KHAM IHHOM Y
miamasosi 103 0,2—10,6 mr.
3acToCyBaHHA 3 DKEWO 3 BHCOKMM BMicToM xupiB 3HmxyBano AUC ixcasomiby Ha 28 % y
HOpIBHAHHI 3 32CTOCYBaHHIM BpaHIi HaTire (uB. po3iin «Croci6 3acToCyBaHH:A Ta JO3W»).
Poznonin
Ikcasomi6 Ha 99 % 3B'M3yeThCA 3 OiNKaMH INTa3MHM KPOBI Ta PO3NOILIAETHCA B €PUTPONUTAX Y
cripeigpomensi AUC kpos-1uasma, mo gopieHioe 10. O6'eM po3moniny y piBHOBaXHOMY CTaHI
CTaHOBHTH 543 1. e
: : TRERThS
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He HanexaTs 00 CYP. [Ipu kiIiHIYHO 3HAYYNIMX PiBHAX KOHIEHTpaMii iKca3oMiOy AOCILIKEHHA in
Vitro 3 BUKOPHCTaHHAM i30depmeHTiB muroxpoMy P450, oTpuMaHKX Ha OCHOBI KOMILIEMEHTAPHOI
nroncekoi JJHK, mokasanu, mo He icrye cnemubivnoro izodepmenty CYP, mo nepesaxuo 6epe
ydgacTs y Meraboumismi ikcasomiby, a 6inku, He mos'ssani 3 CYP, BIIMBaIOTH Ha 3arajbHui
MeTabomisM. IIpy KOHIIEHTpanisX, BUIIMX 32 KIiHi4HI, ikca3oMib miagaBabcsa METa00Ii3My I TIEH0
Garathox izopopM CYP 3 TakAMH PO3paxOBaHUMH HacTkaMu ydacTi: 3A4 (42,3 %), 1A2 (26,1 %),
2B6 (16,0 %), 2C8 (6,0 %), 2D6 (4,8 %), 2C19 (4,8 %) 1a 2C9 (<1 %).

BuseneHnus

[kca3oMif JEMOHCTPYE MYJIBTHEKCIIOHSHUIMHIN (hapMaKOKiHeTHYHuMH mpodink. 3a pe3yapTaTaMu
monynaniiHoro @K amamisy cucremuuit ximipenc (CK) cranosms npubnmsno 1,86 n/rom 3
MiKIHOMBifyalsHOW  BapiabGenbHicTIO, 1m0 craHopmwia 44 %. Ilepion  TepMiHAIBHOTO
HamiBBuBeOeHHs (t1n) ikcazomiby craHoBuB 9,5 nmHA. CraHom Ha 15 JeHB cmocrepiramocs
npubmmM3Ho 2-KpaTHe akyMymoBaHHA o0 AUC mpy MOTHXHEBOMY TEPOPAILHOMY 3aCTOCYBaHHI.
IMicnsg mepopanbHOTO NMpUHOMY OJHOPa30BOI HO3M 1C-ikcazomiby y 5 maIi€HTiB 3 MONIHPEHOIO
37I04KICHOIO ITyXJIMHOX 62 % BBeIeHOI pajioakTHBHOCTI OyJI0 BHBEEHO 3 cedero i 22 % 3 KanoMm.
Hesminenuii ikcazoMi6, BUBEEHMH i3 cedero, CTAaHOBHE <3,5 % Bix BBeJIEHOI 103H.

OcobaHBi IPYIH HAIEHTIB

Hopywennusa dyuryil nevinku

3a pesyapraTamu nonyiinifiHoro ®K adanisy dapmakokiHeTHka ikcasomiby Oyna mopiGHOO y
HAI[i€HTIB 3 HOPMAIBHOK (YHKITI€I0 MMEYiHKH Ta y HAILiEHTIB 3 NOPYMIEHHAM (QYHKIIi HeYiHKH
nerxoro crynens (zaramsuuit 6inipy6in <BMH ta ACT >BMH ab6o 3aramsamii 6inipy6in >1-1,5 x
BMH 1a 6yas-sixe 3Hauenss ACT).

@K ixca3oMiby Oyiaa oxapakTepu3oBaHa y IAaLi€HTIB i3 HOPMAIbHOI QYHKIIE MEYIHKH IpH J031
4 vr (N=12), nopyiueHHsM (YHKIi IT€YiHKM CepefHbOro CTYNeHs TSKKOCTI NMpH 031 2,3 Mr
(3araneHmit 6imipy6iy 1,5-3 x BMH, N=13) a60 mopymeHHsM QyHKIii NeYiHKH TSHKKOTO CTyTIEHS
npu mo3i 1,5 mr (3aransHuil 6inipy6in >3 x BMH, N=18). 3naueHHs He3B'13aH0i HOpPMaNi30BaHOT
Bimmoimuo 10 nosu AUC Gynu Ha 27 % BHIMMH y NMAII€HTIB 3 NOPYIIEHHAM (QYHKIIH NeYiHKU
cepeflHporo abo THKKOro CTYIHeHsd y HOpIBHAHHI 3 HAlIEHTaMH 3 HOPMAIBHOK (QYHKIIEI TMEeYiHKH
(muB. posain «Crocib 3acTocyBaHHA Ta JO3H»).

Hopyviutenna QyHKyil HUpox

3a pesynpratamu nomyiuiiiHoro ©K amanmizy dapmakokineTka ikcazomiby Oyna momibHOIO y
HAI[iEHTIB 3 HOPMAIBHOKW OYHKINEIO HUPOK Ta Y NallieHTiB 3 NOPYMIEHHAM QYHKIIH HHPOK JIErKOro
260 cepeHbOro CTyIeHs (KIipeHc KpeaTuHiHy >30 MiI/XB).

@K ikcazoMiOy 6yna oxapakTepH3oBaHa y MALI€HTIB 3 HOPMaNbHOK (QYHKII€I0 HHPOK IIPH 1031
3 mr (xmipeHc kpearusiny >90 mi/xe, N=18), nmopymeHHAM QYHKIi# HHPOK TSDKKOTO CTYIEHS
(xiipenc kpeatusiny <30 Mi/xB, N=14) Ta npu TepMiHalIbHI# CTajii HUPKOBOi HEAOCTATHOCTI, WO
norpebye mianisy (N=6). Hesp'ssana AUC Oyna Ha 38 % BHINOI Y MAI€HTIB 3 MOPYMIEHHAM
GYHKIIH HUPOK TSDKKOTO CTYHeHs abo IpU TepMiHaIbHiH CTajlii HUPKOBOI HENOCTATHOCTI, WO
notpebye mianizy, y MOpiBHAHHI 3 HAallieHTaMH 3 HOPMalNbHOK (QyHKUiero HMpok. KoHueHTpamii
ikcasomi6y mo i micis mianisy, BUMIpSHI IiJ 9ac ceaHCy TeMoIialnisy, OyJIH CX0XHMH, IO BKa3ye Ha
HEMOKJIUBICTh BUBEJICHHA ikca3oMiOy mianizoM (ouB. po3zin «Crocib 3acTocyBaHHS Ta JO3H»).

Bix, ecmams, paca

3a pesymbraramu momysumiifiHoro @K amanmisy He CIIOCTepiranocs KIHIYHO 3HAYYIIOTO BIUIHBY
Biky (B miamasoni 23-91 poxiB), craTi, IOl IOBEpXHi Tina (miamason 1,2-2,7 M%) abo pacoBoi
HalexXHOCTi Ha kiipenc ikcazomiby. Cepenne 3nadeHHs AUC Oyno Ha 35 % BHIMM y Malli€HTIB
MOHTOJIOITHOL pacH; ofHaK, crmocrepirases yactkopuit 36ir 3Hauens AUC ikcasomiOy y malieHTiB
€BpPOIEOITHOI Ta MOHI'OIOINHOI PACH.

Kiiniuni xapakTepHCTHKH.
Iloka3anua.

Himnapo® y koM6iHauii 3 1eHaIifoMizoM Ta JeKcaMeTa30HOM NOKa3aHHui I MiKyBAHHSADDOGT%.
[ALi€HTIB 13 MHOXHHHOIO Mi€JIOMOIO, SIKi paHillle OTpUMaIlK MOHaHMEHIIE OJHY MR )
THonepeHBO] Tepanii. ) i




IIpomunoka3anHA.

[imepuayTaHBICTS A0 /{0401 ped0BHEM 260 10 6yab-AKOi 3 TOMOMDKHIX PEIOBHH, IO BXOMATH 1O
cKknamy Jikapcekoro 3aco0y Hinmapo®.

OCKinbKH 1Kca30MI0 3aCTOCOBYETHCS B KOMOIHALIT 3 IEHATIIOMIZIOM Ta J€KCaMETa30HOM, A
OTPHMAHHA JTOJATKOBO]I iH}OpMaNii Ipo MPOTUIOKA3AHHS IUB. IHCTPYKIIO Il MEXHIHOTO

3aCTOCYBAHHS ITHX JIIKapChKMX 3aC001B.

B3aemodia 3 iHmumu iKapcoKumy 3acobamu ma inuii 6uou 63aemooiil.

@apMaKoKiHeTIHIHa B3aEMOJIIA

Inzicimopu CYP

KoMmOiHOBaHe 3aCTOCYBaHHS iKca30Mi6y 3 KIapHTPOMIIMHOM, HOTYKHHM iHTIOITOPOM DUTOXPOMY
CYP3A, He mpu3BOAMIO 4O KIH{YHO 3HAUYIIOl 3MiHH CHCTeMHOI Aii ikcasomilOy. IlokasHuk Crmax
ikcasomiby 3um3uBCs Ha 4 % i AUC 36inemmiacs Ha 11 %. Tomy 3miHa no3n mig gyac xoMOiBoBaBoi
Teparii ikcasomi6oM i3 moryxHuME iHribiTopamu CYP3A He notpibra.

Ha ocHOBi pesynpraTie ¢apmakokinermadoro (PK) amamisy B momynauii KombiHoBane
3aCTOCYBaHHs ikcasoMmify 3 mnoTyxeuMmu iHribitopamu CYP1A2 He mpusBeno IO KIiHIMHO
3Ha4ymoi 3MiHu cucTeMHoi mii ikcasomify. Tomy 3MiHa HO3M Nix d9ac KOMOIHOBaHOro
3acTOCYBaHHA ikca3oMiOy 3 moryxHuME iHribitopamu CYP1A2 He norpitHa.

Inovkmopu CYP

KombisoBaHa Tepanis ikcazomiOy 3 pubamminuHoM 3HIKYE Cmax ikcasomiby Ha 54 % 1a AUC Ha
74 %. ToMy KoMOiHOBaHa TepaIlis i3 3aCTOCYBaHHAM IOTYXHHX iHAyKTopis CYP3A 3 ikcasomibom
He PeKOMEHIYEThCS (TuB. po3fin 4.4).

Brnue ixcazomiby Ha inwi 1ikapcvki 3acobu

Ikcazomib He € o6opoTHIM a6o 3anexHuM Bix dacy iHribiropom CYP: 1A2, 2B6, 2C8, 2C9, 2C19,
2D6 a6o 3A4/5. Ikcazomib He ingykysap aktusHicTh CYP1A2, CYP2B6 Ta CYP3A4/5 abo piBHIB
BimmoBizHEMX iMyHOpeakTHBHMX OinkiB. He ouikyeThcs, Mo ikcazomi0 CIpHUYUHATHME JKapchbKi
B3aeMoiii uepes inribyBanHs abo inmyKyBaHms CYP.

Bzaemodia, nog'ssana 3 mpancnopmepami

Ikcasomi6 € HmsbkoadimHEM cyOcTpaToM riikonporeiny-P. Ikcasomi6 He € cybcrparom BCRP
(6inka pesucTeHTHOCTi paky MonowHoi 3amosu), MRP2 (6inka 2 MHOXHHHOI JiKapCBKOI
pesuctenTHOCTI) a6o mewinkopux OATP (TpaHCIOPTHMX TOJIMENTHIIB OPraHiYHMX aHIOHIB).
Ixcasomi6 He € iHTibiTopoM ruikonporeiny-P, BCRP, MRP2, OATP1B1, OATP1B3, OCT2, OATI,
OAT3, MATE] a6o MATE2-K. Ouikyerscs, Mo ikca3oMi6 HE CIPHYHHMTL B3a€MOJII0 MiX
TiKapchKUMU 3ac00aMH, OIOCEPeKOBaHY TPAHCIIOPTEPOM.

Iepopanshi Konmpayenmusy

ITin 9ac OMHOYACHOTO 3aCTOCYBAHHA iKCa30Miby 3 ZeKcaMeTa30HOM, KMt BiloMui gk cnabkuit aGo
nomipauit imgykrop CYP3A4, Tak camo gk i iHMIMX (EPMEHTIB Ta TPAHCIOPTEPIB, HEOOXIiJHO
BpaxOBYBaTH PH3WK 3HIDKCHHA e(EeKTHBHOCTI INepopanbHHX Kourpauentusis. JKiHkw, SKi
[IpHUIMAIOTs TOPMOHANBHI KOHTPALENTHBH, IIOBUHHI JIOJATKOBO 3aCTOCOBYBAaTH Oap'€pHHH METO.

KOHTpALEIIIi.

Ocobnusocmi 3acmMoCysanna.

OcCKinpK# iKca3oMib 3acTOCOBYEThCS B KOMOIHamil 3 JEHAIIIOMIZOM Ta JEKCAMETA30HOM, LA
OTPHMMaHHS JOJATKOBOI iHpopMaNil Mpo 0COOIMBOCTI 3aCTOCYBaHHs HEOOXIHO 03HAHOMUTHCH 3
iHCTPYKIiAMHU JIIIsL MEMYHOTO 3aCTOCYBAHHS IMUX JIKapChKHX 3aC001B.

TpombonmToneHis

IMoBimoM/IIOCS IIPO PO3BUTOK TPOMOOLMTONEHIi IPH 3aCTOCYBaHHI ikcasoMiOy 3 MiHIManbHHM
qpcIoM TpoMOONMTIB, 3a3Brdyai, y mepion Mik 14-21 mHAMH KOXHOTO 28-0CHHOTO MUKy Ta
BiJTHOBIIEHESM 4O BMXiJHOTO piBHS MepeX IIOYaTKOM HACTYIHOrO IHKIy Tepamii (JuB. po3in
«[Tob6ivHi peaxirii»).

ITix 9ac NiKyBaHHS iKCa30MiOOM KIIBKICTH TPOMOOLMTIB CJIiJl KOHTPOJIOBATH HE MEHIIE OJHOI0
pasy Ha Micsib. PeKOMEHIYeThCA DPO3TJIAHYTH 4YaCTIMIMA KOHTPOIB IPOTATOM nepm’if):@ X
UMKIIB Teparii BiAIOBLIHO 0 IHCTPYKUIT NI MEOUWYHOrOo 3acTOCYBaHHA nixapp@ﬁﬁrb 3aC00¥-.7%
nexaminoMin. TpoMOOMMTONMEHis KOPHUIYEThCA HUIIXOM 3MiHM JO3H (IMB. szwmf%“@ Ny
3aCTOCYBAaHHA Ta J[O3HW») Ta IEPeHMBAaHHAM TPOMOOIHMTapHOI MAacH 3rilHO 3{{:"‘,_\ “’J"'r'_‘ﬁiiiﬁf:
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KIHIYHVMH HaCTaHOBAMH.

[1I7YHKOBO-KHIIKOBA TOKCHYHICTh

ITpy 3acTOCYBaHHI ikcasoMiby MOBIOMILAIM MPO PO3BUTOK Aiapei, 3akpely, HyJOTH Ta OIFOBaHHA,
AKi B MOOJHMHOKUX BHIAAKaX MOTPeOyBalM 3aCTOCYBaHHS NPOTHIiapeHHHMX Ta DPOTHOIFOBOTHHX
nikapchkEX 3acobiB, a TakoX INinTpuMyBambHOi Tepamii (aus. posmin «IloGiumi peaxmii»).
Heo6xiIHO KOPHTYBaTH J03Y IiKapCHKOT0 3aC00Y IIPH PO3BUTKY TSHKKUX CHMUTOMIB (3—4 CTyIIeHs)
(zuB. po3min «Croci6 3aCTOCYBaHHSA Ta HO03W»). Y pasi PO3BATKY TSDKKHUX MUTYHKOBO-KHIIKOBHX
peaKiii peKOMEHITY€eThCs KOHTPOIIIOBATH PiBEHb KaJIil0 B CHPOBATIII KPOBI.

Ilepudepudna Heiiponaris

[TOBiZOMIAIOCS PO PO3BHTOK HepudepuyHoi HelpomaTii IpH 3acTOCyBaHHI ikcasoMiby (muB.
poszin «Ilo6iuni peaxuii»). HeobXinHO KOHTPONIOBATH CTAaH MAL€HTIB Ha HASBHICTH CHMITOMIB
nepudepudnoi Hedponarii. IlanienTam, y XX 3'SBHIACS CHMIOTOMH IEepUGEPHIHOL He#ponarii
a6o TOTipIIHBCA Tepebir Bxke HasBHOI HepuepuiHoi HeHpomaTii, MoXe 3HaNO0UTHCS 3MiHA 03U
(muB. posnin «Crioci6 3acTOCYBaHHSA Ta TO3H»).

Iepudepiuni HaGpIKH

[loBiZOM/IAIOCS HPO PO3BUTOK HepupepHyHMX HaOpAKiB IpPH 3aCTOCYBaHHI ikca3oMiby (mus.
posnin «Ilo6iuni peakuii»). Cii MPOBECTH ONIHKY NEPIIONPHYMH y MAi€HTa Ta IPU3HAYNTH
HiATpHMYIOUe JiKyBaHHS, 3a HOTPeOHn. Y pasi po3BUTKY CHMITOMIB 3 a60 4 CTyIIeHs TSDKKOCTI 103y
JleXxcaMeTasoHy CIifl SMiHMTH 3[iHO 3 HOTO iHCTPYKIIi€X0 [JIs MEJMYHOTO 3aCTOCYBaHHA abo H03y
ikcasomiby (nmB. po3ain «Crioci6 3acTOCYBaHHS Ta I03H»).

[IkipHi peakuii
[1OBiOM/IIIOCS TIPO PO3BHTOK BHCHILY IIiJ 9Yac 3aCTOCYBaHHA ikca3zoMiby (muB. posnin «Ilo6idmi

peakmii»). V pasi po3BUTKY BHCHITY 2 CTYIIEHS TSHKKOCTi 200 BHIIE LU Peakilis YCYBAE€THCS MILIXOM
IpU3HAYEHHS MiATPUMYBalbHOI Tepamii abo 3Minm fo3u (ZHB. po3ain «Crocib 3acToCyBaHHA Ta
1031»). TakoX I 9ac 3aCTOCYBaHHS iKca3oMiby pilko ITOBINOMILAIOCS MPO TOKKI MIKIPHI MOOIYHI
peakuii (SCARSs), BKII0Yai09l TOKCHYHMH eminepManpauit Hexponis (TEN) i cuaapom Criserca-
TlxoHcoHa (SJS), Axi MOXYTh GYyTH HeOE3NMEYHHMH A XHTTA ab0 JeTalbHUMH (IMB. PO3ALI
«ITo6Giuni peaxmii»).

ITig yac mpu3HAYEHHS NAIi€HTIB CIiJ MOBIZOMHTH PO O3HAKY Ta CHMIITOMH T4 YBaXKHO CTEXHTH 32
IIKIpHUMM peaKiisaMy. SIKIIO 3°SBIAIOTECA O3HAKH Ta CHMITOMH, INO BKA3ylOTh Ha Ii peakuii,
ikca3oMib ciin HeraifHo BiIMiHHTH Ta PO3T/ISIHYTH aJbTepHATHBHE JIIKYBaHHA (33 HEOOX1THOCTI).
SKImo Iij Yac 3acTocyBaHHs ikca3omify y mami€eHTa PO3BHHYNACA CEpHO3HA peakilis, Taka sk SJS
a6o TEN, niKyBaHHS I[bOTO MAI[i€HTa He MOXHA BiJHOBIIOBATH B )KOJHOMY pasi.

TpomBoTiyHa MiKpOaHTiOIATIsA

V namienTiB, IKi OTpEMyBanM ikcazoMi0, MOBIIOMISIIOCS PO BUNAAKM BUHMKHEHHS TPOMOOTHYHOI
Mikpoanrionarii (TMA), BKIIOYHO 3 BHIIAAKaMH TPOMOOTHYHOI TPOMOOLMTONCHIYHOI IypIypH
(TTII). Jlesxi 3 uUpMX IOAii MPH3BENTH N0 JETANBHOrO HacmiaKy. HeoOXinHO KOHTPOIIOBATH O3HAKH
ta camoromux TMA. V pasi mijospu Ha [JiarHO3 HEOOXiTHO CKacyBaTH ikca3omif Ta IpOBECTH
OwiHKY cTaHy mamienta Ha MoxumBy TMA. Skmo gmiarHo3 TMA BHKIIOYCHO, 3aCTOCYBAHHA
iKca3oMi6y MOXHA IOHOBHTH. Be3leka BiIHOBICHHS Tepallii ikcasoMiGoM y Mali€eHTiB, fKi paHilie
mepenecnun TMA, He BizoMa.

I'enaToTOKCHIHICTD

IMoBigoMmsIocs PO PpiaKicHI BHIIAAKH PO3BUTKY MEIHKaMEHTO3HOTO YPaKEHHS IEeYiHKH,
TeIaTOIEIONAPHOTO IOMKOIKEHHS, XHPoBoi AHCTpodii IMEYiHKH, XONECTaTHYHOrO TelaTUTy Ta
reIaTOTOKCHYHOCTI Y MAlli€HTIiB, AKi OTpUMYyBaId ikca3oMib (muB. po3ain «Ilobiuni peakuii»). Crin
PeryIpHO KOHTPOJIOBATH PIiBEHb NEUiHKOBHX (EPMEHTIB Ta KOPHTYBaTH 03y y pasi POSBUTKY
cuMIToMiB 3 a6o 4 cTynens TAXKOCTI (auB. po3ain «Crocib 3aCcTOCyBaHHA Ta 031»).

BaritgicTh

JKiHKaM clif yHMKAaTH HACTAHHS BaTiTHOCTI IiJl 9ac JIKyBaHHS ikcasoMiboM. Sxmo ikcazomio
3aCTOCOBYETLCS Y Tepiof BaTiTHOCTI aGo BariTHICTH HACTAE Tl 4Yac 3acTOCYBaHHs ikcasomiby,
HaLieHTKy CIij noindopMyBaTH PO NOTEHUiIHHY HeOe3IeKy A MIoza. .
XiHKaM AITOpPOAHOrO Biky CNii BUKOPHCTOBYBAaTH BHCOKOE(DEKTHBHI METOIH KOHT ATy 5
mepioy JiKyBaHHA ikcazoMiGoM Ta mpoTsroM 90 nHIE Wi NPHIHHEHHS JiKyBaHHI ﬁgfj'/po:m;im;\ N0
«B3aemopmig 3 IHIMMM TIKapCBKUMM 3aco0aMH Ta iHINI BUIH B3a€EMOJil» Ta «3 é;rg;if,yl;aﬁ i




nepiopm BaritHOCTI a6o roAyBaHHA Ipymmo»). JKiHKM, SKi TpuAMarOTh [OPMOHAJBHI
KOHTpAILENTHBY, IOBUHHI JOJATKOBO 3aCTOCOBYBAaTH Oap'€pHMI METO/ KOHTPALIETIIii.

CunipoM 3a/1Hb0I 000poTHOI eHtedanonaTii

V marieHTiB, AKi OTPHMYBaIH iKCa30oMib, peecTpyBaIMCs BHOAIKKM CHHIPOMY 3aIHBOI 060pPOTHOI
ernedanonatii (C30E). C30E € pifkicHEM OOOpOTHHM HEBPOIOTIYHUM IIOPYLIEHHSM, 32 SKOTO
MO>YTB CIIOCTEpIraTHCs CyJOMH, apTepiansHa rinepTeHsis, ToT0OBHIA 61k, TOPYMIEHHs CBiIOMOCTI
Ta MOPyMeHHs 30py. s MiITBEpIKeHHs JialHO3Y IPOBOAUTBCA TOMOrpadis roIoBHOro MO3KY,
HepeBaXHO MArHiTHO-pe3oHaHCHa Tomorpadis. ¥V pasi possurky PRES y mauientiB HeoOXinHo
IPHUITMHUTA 3aCTOCYBaHHA iKCa3oMioy.

[Moryxmni ingykropu CYP3A

IToTyXHi iHAYyKTOPHM MOXYTh 3HHU3HMTH ¢(pEKTHBHICThH iKCca3oMiby, TOMY CIil YHMKATH CILIBHOTO
3acTocyBaHHA TakMx CHIbHHX iHmykropiB CYP3A, sx kapGamaserid, ¢eHirToiH, pudpamminuH i
3Bipobiit (Hypericum perforatum) (ouB. po3ainu «B3aemMofis 3 iHIIMMH JIKapChbKUMU 3acobamu Ta
iHIi BHAM B3aeMOfiii» Ta «®DapMakonoriyHi BIacTHBOCTI. PapMakoKiHETHKa»). SIKmo yHUKHYTH
KOMOIHOBAHOI'O 3aCTOCYBAHHA 3 HOTYXHUMH iHAykTopaMH CYP3A HeMOXIMBO, CIIiJ 3/1HCHIOBATH
peTenbHUA MOHITOPHHET eeKTHBHOCTI KOHTPOIIIO 3aXBOPIOBAHHS Y NALI€HTIB.

3acmocysanns y nepiod gazimnocmi abo 200y6aHHs 2py00t0.

Ockinpku ikca3oMif 3aCTOCOBYeThcs B KOMOiHamii 3 JEHAIIDOMIZOM Ta IEKCaMETa30HOM, OJIL
OTpUMaHHs [OAaTKOBOI iHMopManii momo (epTUNBHOCTI, BariTHOCTI Ta TORYBAaHHS TPYAMIO
Heo6XiTHO 03HAHOMHUTHCH 3 IHCTPYKIIAMH AJSI MEXIHOTO 3aCTOCYBAHHA IIUX JIIKapChKUX 3ac00iB.
JKiHKH penpoAyKTUBHOTO BIKY/KOHTPALEIIS Y HONOBIKIB i HKIHOK

IlamieHTH YONOBIYOi Ta XIHOYOI CTaTi, SAKi MOXYTh MaTH Iitel,, HOBHHHI BHKOPHCTOBYBAaTU
BHCOKOE(EKTHBHI METOIM KOHTpamemuii B mepiog Ta mpoTsroM 90 AHIB MicIsd 3aBEepIICHHS
JiKyBaHHs1. IkcasomMi6 He PpEKOMEH[IOBaHMH JKiHKAM pPENPONYKTHBHOTO BiKy, sKi He
BHKOPHCTOBYIOTH KOHTPAIEMIIIIO.

ITixg "ac oHOYACHOIO 3aCTOCYBAHHS iKca30Mi0y 3 AekcaMeTa30HOM, SKHi BioMuil sk ciabkuil abo
pomiprmit ingykrop CYP3A4, Tak caMo sK i iHIIMX (EPMEHTIB Ta TPaHCIOPTEpiB, HEOOXiTHO
BpPaXOBYBATH PU3MK 3HIDKCHHA e(EKTMBHOCTI NEPOPATBHUX KOHTPAUENTHBIB. TOMy XiHKH, AKi
NpHIMAOTh TOPMOHANIBHI KOHTPALENTHBH, MOBUHHI JOJATKOBO 3aCTOCOBYBAaTH 0Oap'€pHUN METOX
KOHTpALEIIii.

BaritHicTh

Ixca3omib He peKOMEHIOBAHHUI y Iepiof BAaTiTHOCTI, OCKINbKHM BiH MOXe IIKiJJIMBO BILIMBATH Ha
IUTiZI IMiJ] 9ac 3aCTOCYBAHHA y BaTiTHHUX XiHOK. ToMy XiHKaM CJiJl YHMKATH HACTAHHS BariTHOCTI i
4ac JiKyBaHHS ikca3oMiOoM.

JlaHuX MmOJO 3aCTOCYBaHHS ikcasoMiOy y BariTHHX JKIiHOK HeMae. JIOCHDKEHHS Ha TBapHHAX
IPOJEMOBCTPYBAIH PENPOXYKTHBHY TOKCHIHICTB.

Ixca3oMib 3acTOCOBYIOTH y KoMOiHamii 3 neHamigoMinoM. JIeHamigoMia CTPyKTYpHO NOB'A3aHMH 3
ramigzoMigom. TamimoMim € BiIOMOIO TepaTOreHHOI aKTHBHOI PEYOBHHOIO, KA CIPHYMHAE TDKKI
HeGe3IeyHi I KUTTA Bpo/pKeHi AedexTd y nroauau. SIKmo JeHamizoMi IpUiMaeTbCsa y nepion
BariTHOCTI, BIH Ma€ OWiKyBaHy TepaTOreHHy Mil0 Ha OpraHi3M JIOAMHHM. YMOBH IpOrpaMu
HOTepeKeHHs BaTiTHOCTI JUIA JIEHANJOMily IIOBHHHI BHKOHYBATHCS BCIMa Nalli€HTaMmu, 3a
BHHSTKOM BWIIAZKiB, KONHM € HaTiiHMil J0Ka3 TOro, UI0 y Hami€HTa BIiACYTHIH pempomayKTHBHHH
motermian. CIrif 03HaHOMHUTHCE 3 IHCTPYKUI€O IS MEAXIHOTO 3aCTOCYBAaHHSA JIKapChKOro 3acoby
JIEHATIJOMi.

[onypaHHa rpyALI0

HerinmoMo, 4m mIpoHHKae ikcazoMib6 Ta #oro MerabGomnitu y TIpyaHe Monoxo. Jlamumx 1mpo
BUIIPOOYBaHHS HA TBapMHAX HeMae. PeKOMEHAyeThcs MPHIMHUTH TOMyBAHHS TPYIUIIO, OCKIIbKH
PH3HK /I HOBOHAPOUKEHHX/HEMOBIIAT HE MOXKe OYTH BUKIFOYEHHHA.

Ockinpky ikcasomi6 6yje 3acTOCOBYBaTHCS y KOMOIHAINl 3 JNeHaTigOMIZOM, FOXYBaHHS TPYJUIIO
Mae 6yTH IPHIIMHEHO Yepe3 3aCTOCYBaHHA ICHATINOMIY .

DepTUITLHICTD
Jocmimkernsa (epTHIBHOCTI 3 3aCTOCYBaHHAM 1KCa30Mi0y He TPOBOIMIIHCA.




MEXAHIZMAMU.

Ikcasomi6 Mae He3HAYHMH BILIMB Ha INBMAKICTH peakiii IpW KepyBaHHI aBTOTpaHCIOPTOM abo
pobori 3 immmMMH MexagisMaMu. Y KIHIYHMX [OCIIIDKEHHAX CIOCTepiranacs BTOMa Ta
3aIaMOpoYeHHs. SKINO MAIiEHTH MalTh OyOb-fKi 3 WMX CHMIITOMIB, KEPYBATH TPaHCIOPTHHMH
3acobaMu 260 IHIMKUMH MeXaHi3MaMH He pEKOMEHYEThCA.

Cnocib 3acmocyeanns ma 003u.
JIikyBaHHSA CJif{ MOYMHATH Ta KOHTPONIOBATH ITiJl HATJLANOM JIKaps, sKuil Mae JOCBiJ{ JIKYBaHHI

MHOXUHHOI M1€JIOMH.

O3U
PexomMenoBaHa mo4yaTkoBa 103a lKC&BOMle CTAHOBUTE 4 MT NECPOPATIBHO OJHUH pPa3 Ha TIDKICHL Y

1, 8 Ta 15 qui 28-1€HHOTO LUK TiKyBaHHS.
PexoMeHIOBaHa ITOYATKOBA 1034 JEHATIIOMIAY CTAHOBUTH 25 MI' OfJMH pa3 Ha 106y 3 1 mo 21 gna

28-71eHHOT0 UKy TiKyBaHHA.
PexoMeHIOBaHA TOYATKOBA [103a JeKcaMeTa30Hy CTaHOBHTH 40 Mr i3 mpuiiomoM y 1, 8, 15 Ta 22

JHI 28-IEHHOTO IHKITY JIiKyBaHHA.
CxeMa 3aCTOCYBaHHS: iKkca3oMi§ 3acTocOBYWTh y KoMmOiHanii 3 Jenamimomigom Ta

AeKCaMeTa30HOM

28-geHHuiH MUK (4-THXKHeBHil IIMKT)

TuxaeHs 1 TuxneHn 2 Trxgens 3 Tuxgens 4

Henp 1 |[Iui 2-7 |Mewn 8 |dui 9-14 |dens |dui 16—|desr |dmi 23—

15 21 22 28
Ixca3omib v v v
JlenanizoMin v v v 4 4 v
MToxenHO IloagerHO IIToneHHO

JlexcamMeTa30H v v v v

v' — npuitoM nikapceKoro 3acoby

Jins oTpuMaHHA HomaTkoBoi iHbopmauil MO0 NeHaTioMily Ta HEKCAMETa3oHy HEOOXimHO
O3HAHOMUTHCE 3 iIHCTPYKITISAMHE U1 MEIHYHOTO 3aCTOCYBAHHA IIUX JIKAPCHKHX 3aCO0IB.
ITepen mOYaTKOM HOBOTO IUKITY Tepaii:

. AGCOMIOTHA KiIbKICTh HEHTPObiTiB MOBHHEHA CTaHOBUTH >1000/MM°
. KinpkicTs TpOMOOITUTIB IIOBUHHA CTAHOBUTH =75 000/nvm*
. Heremaronorigga TOKCHYHICTb Ma€ 3arajioM BIXHOBHTHCH [0 BHXIJHOIO CTaHy HalieHra abo

1o <1 crymeHs, Ha pO3CyH MiKaps.
JIiKyBaHHS CIifl TPOJOBKYBATH JO NPOTPECYBAHHs 3aXBOPIOBAHHA YA PO3BUTKY HEIPUAHATHOL
tokcuuHocti. JlikyBaHHsA ikcasoMiboM y koMOiHamii 3 JEHATIOMIZOM Ta JEKCAMETa30HOM
TPHBATICTIO NOHAA 24 WMKIM Mae IPYHTYBAaTHCA HA iH/MBilyanbHii OLIHII CHiBBIAHOLICHHST
KOPHCTH/PH3VK, OCKUIBKH JaHi IIPO IIEPEHOCHMICTh Ta TOKCHYHICTb IPH 3aCTOCYBaHH] JIIKapCBKOro
3ac06y TPHBATICTIO MTOHAM 24 [UKIM 00MexeHi (AuB. po3ain «PapMaKoIOTivHi BIaCTHBOCTI»).
Sampunra nputiory abo nponyuerHa 003a
V pasi sarpumku abo IPOIyCKy IpHitoMy 03K ikca3omiby iHINy 103y CIif NPUAMATH TUTBKH B
TOMy BMIQfKy, SKUIO A0 NpPHIOMY HACTYNHOI 3alUlaHOBAaHOi NO3W 3alMIIKIOCS 272 TO..
IIpomymery 103y He CIIiJ NPHAMATH IPOTATOM 72 TOJMH Iepe]] HACTYITHOO 3aIlIaHOBAHOO 103010.
He caip mpuiimMaty MOABIHHY K03y 3aMiCTh MPOMYIEHO] JO3H.
SIKIo Ticis OpHHOMy NiKapChKOTO 3aco0y BHHHKIO OJNIOBAHHS, NAIIEHTY HE CIif MOBTOPIOBATH
7103y, a TPOIOBXKTH JiKyBaHH: 3 HACTYIIHOI 3aIUTAHOBAHOI IO3H.

3minu do3u
ITocmimoBHicTs 3MEHIIEHHS HO3H iKcasomiOy mpencrapieHa y Tabmumi 1, pexomeHzanii mono

T
N,

3MIHH J03H HaBeAeHi1 B Tabmumi 2. P

G

Ta6muus 1. ETanu 3MeHIIeHH X031 ikcazomily s
PexomMennoBaHa moyatkosa | Ilepmie 3menmienHst | Jpyre 3MEHIIEHHS H]:{f[r}"ﬁiqumiﬁ-« 21,
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[ 4 mr | 3mr [ 2,3 Mr ] J
*PeKOMEHIOBAH2 3HIKEHA 032 3 Mr Y TAIIEHTIB 3 HOMIPHAMHU a00 THXKHMH MOPYIIEHHAMH QyHKUIT NeYiHKH, THKKUME
MopymeHHaMU dyHKuii HUPok a60 TePMIHANBHOK CTANi€0 33XBOPIOBAHHA HHPOK, 1O MOTPebyoTh ianmisy.

PexoMeHyeThCS ATbTEPHATHBHUN IiOXin J0 3MiHE Jo3u ikcasomify Ta NeHaminoMiny mpH
IepexpecHiii TOKCHYHOCTI, IO IPOABIAETECA TPOMOOIMTONEHI€0, HSATPOIICHIEI0 Ta BUCHIOM. Y
pasi mepexpecHOi TOKCHYHOCTI TEPIUMM €TalloM 3MIHH [O3H € cxacyBaHH;I/3MeHmeHH>1 037
meHamigominy. Jlus. posz(m «Croci6 3aCTOCYBaHHS Ta HO3M» IHCTPYKIIl M1 MEIU4HOTO
3acTOCYBaHES JEHATITOMIAY IOJ0 ETAIlB 3MEHIIEHHs 03K Y Pasi TaKoi TOKCHYHOCTI.

Taénuns 2. Incrpyxuii oo 3MiHn 703 ikca3oMidy B KoMOiHaLil 3 leHATIAOMIIOM T2
AEeKCaMeTa30HOM

I'eMaToJI0TiYHA TOKCHYHICTE lPeKOMeHHOBaHi il

TpomGouuToneHist (KiIbKicTh TPOMOOUHUTIB)

Kinpxicts TpOMOOLIUTIB » He 3acTocoByBaTH ikca3oMib Ta JICHATIIOMiA, JOKH
<30 000/mm> KiIBKicTB TpoMBoIuMTiB He cTane >30 000/Mn>.

 TIlicns HopMamizamii cIIix IPOJOBXKUTH 3aCTOCYBAHHA
JeHATIOMIly Y HaCTyIHi# HIDKYil 1031 3rifHO 3
iHCTPYKII€I0 Ta MPOAOBKYBaTH 3aCTOCYBaHHA ikca3oMily
B OCTaHHIH J1031.

e SIKIIO KiIBKICTH TPOMOOLIMTIB 3HOBY HAaNa€ 10
<30 000/MM>, He 3aCTOCOBYBATH iKCa30Mi6 1 IEHATITOMIS,
TIOKH KLIBKIiCTh TpOMGOIHTIB He cTane >30 000/mm’.

e e [Ticas HOpMaTi3amii IPoOgOBKYIOTE 3aCTOCYBaHHS
ikca3oMiOy y HACTYIHIN HIDKYiH 1031 Ta IPOAOBXKYIOTh
3aCTOCYBaHHs JIEHAJIIIOMIY B HOro OCTaHHi# 1031.*

HeiiTponeHisi (26c0JI0THA KiIbKiCTE HeHTPOdiniB)

AGCONIOTHA KiNbKicTh HefiTpodinis|* He 3acTocoByBaTH ikca3omib Ta JeHATIIOMIL, JOKH

<500/Mm°> aBCONIOTHA KUTBKICTS HelTpodinis He cTane >500/mm’.
Po3IMHYTH OIUTEHICTS 3aCTOCYBAHHSA IPaHyIOLUTAPHOIO
kosnoHiecTumyJrorouoro daxropa (G-CSF) srinuo 3
KIiHIYHUMH HACTAHOBaMH.

¢ Ilicns HopManizauii MPOJOBKHUTH 3aCTOCYBAHHS
JEeHANIIOMIly Y HACTYIIHIM HIDKYIH 031 3TiIHO 3
IHCTPYKIIi€rO 13 HOTO 3aCTOCYBAHHA Ta IIPOAOBXKYBATH
3aCTOCYBaHHA ikca3oMiOy B OCTaHHIH NO31.

+  SJkmo abcomoTHa KUIBKICTh HelTpodiniB 3HOBY NMagae 10
<500/MM>, He 3aCTOCOBYBATH iKCa30Mi6 Ta JIEHATIIOMIZ,
JIOKM abCOMIOTHA KiTBKICTh HEHTpoiIiB HE cTaHe
>500/mm>.

 Iicmsa HOpMami3aliii IpoJOBKYIOTh 3aCTOCYBAHHS
ikca30oMi0y y BaCTYIHIN HIDKUIH 7031 Ta IPOJOBXKYIOTh
3aCTOCYBaHHS JICHATIIOMITy B Horo ocraHHi# n031.*

Heremartonoriyaa TOKcH4YHicTs |[PexomMeHa0BaHI il

Bucun

Cryminp** 2 a6o 3  He 3acTOCOBYBaTH JICHATiIOMi]l, JOKU BUCHII HE
3MEHIMUTECA 10 <1 CTyIeHA.

+ ITicas HopManizanii DpoJOBXKYIOTh 3aCTOCYBaHHsA
JEeHATiAOMIly Y HACTYIIHIH HIDKYiH 1031 3T1IHO 3
IHCTPYKII€IO.

» Sxmio 3'sBng€THC BHCHI 2 ab0 3 cTymeHd, He
3aCTOCOBYBATH iKCa30Mi0 Ta JEHAIIAOMIN, JOKH
BUPAXEHICTh BUCHITY HE 3MEHIIUTHCA 10 <1 CTymeHs,

+ Ilicns HopMamizamii IPOZIOBXKYIOTH 3aCTOCY BAHH %
ixcazoMiOy Y HACTYIHII HIDKYIH /1031 Ta npononix{ylﬁm




3aCTOCYBAaHHs JIGHAIIAOMiaY B Horo ocTaHHi# 1031.*
Crymins 4 CKacyBaTH CXeMy JIIKYBaHHs.

* TIpu MOMATBIIHX ABKIIAX PCKOMCHIYETECSK YepryBaTH 3Mity 03H JIeHaTinoMiny Ta ikcasomily
** OiHKa CTYIeHs IPYHTYETHCA Ha 3aralHIX TEPMIHOJOTIYHHX KpuTepisx ouinku nebaxarnux asuul (CTCAE), Bepcis 4.03

Cynymus mepanis

HeobXigHO OLIHUTH HEeoOXiNHICTL MPOQINaKTHYHOTO MPH3HAYECHHS IPOTHUBIPYCHHMX Ipenaparis
HalieHTaM, AKi OTPHMYIOTE 1KCa30Mib, IS 3HIDKEHHS PH3UKY PEaKTHBALIl BIpycCy omepizyBanbHOTO
repmecy. IlamieHTH, BKIOYEHI y MOCTIIKEHHS 3acTOCYBaHHA ikcasoMily, sKi OTpHMYBAmH
aHTHBIpyCHY TpodiaKTHKy, MalH HIDKYMI piBeHb 3aXBOPIOBAHHS Ha OINEPI3yBalbHHUMA reprec y
HOPIBHAHHI 3 NAI[iEHTaMH, SKi 1i HE OTPHMYyBaIIH.

IIpodinakTuka TpomMGO3y PeKOMEHIOBAHA NAllieHTaM, AKi OTPUMYIOTh JiKYBaHHA ikcasoMiGoM y
KoMOIHAI] 3 JIeHATiIOMIZJOM Ta JE€KCaMETa30HOM, i MOBMHHA IPYHTYBAaTHCS Ha OLIHI OCHOBHMX
PH3HKIB Ta KIIHIYHOTO CTaHy MAIli€HTa.

Il{omo iHIOro CyNyTHBOTO JHIKYBaHHS, AK€ MOXe OyTH MOTpi6HHM, HEOOXiZAHO O3HAMOMHTHCH 3
IHCTPYKITIEO 1715l MEIMIHOTO 3aCTOCYBaHHA NEHATIZIOMIly Ta IEKCAMETa30HY.

Ocobruai 2pynu nayicxmia

Iayienmu nimHvo20 8iKy

Heo6xiqHiCTh KOpeKIii 1034 iKCa30Miby y MaIlieHTiB BiKOM Bil 65 POKIB BiACYTHS.

[MoBimoMiIOCS IIPO BiAMIHY JIIKYBaHHS y Mali€HTiB BikoM >75 pokie: y 13 nauiestis (28 %) mpu
nikyBaHHi ikcasomi6om T2 y 10 mamientie (16 %) mpu 3acTocyBanHi mwiane6o. ¥ Mali€HTiB BIKOM
>75 pokiB criocTepiranacs ceprepa apurmis: y 10 manienTis (21 %) mpu nikyBaHHI ikcasomibom Ta
9 mamienTiB (15 %) npu 3acTocyBaHHI IIanedo.

Hopywenns @yuxyii nevinku

BincyTas HeoOximHicTh Kopekuil Jo3u ikca3omiOy y MAIl€HTIB 3 JETKAM CTYNCHEeM ITOPYMIEHH:
(ymxmii mewimkm  (3araneHmit  Gimipy6im < Bepxmboi Mexi HopMm (BMH) Ta
acmapraraminotpancoepasa (ACT) > BMH abo 3araneruii 6umipy6in >1-1,5 x BMH Ta Oynp-sxuit
piBers ACT). 3HIDKeHa 1033 3 MI' pEKOMEHIYEThCS MALIEHTaM i3 cepeHiM (3aranpHuii Ginipy6in
>1,5-3 x BMH) a6o Tsxkum (3aranpHuii 6imipy6in >3 x BMH) crynmenem nopymeHnHs yHKuii
neqinku (DuB. po3nit «DapMakoIoridHi BIacTHBOCTI. PapMaKOKIHETHKA).

Hopywennsa ¢ynryii nupok

BizncyTHa HeobximHicTh Kopekuii 1034 ikcasoMily y MaIlieHTiB 3 nerkum abo CepemHiM CTyIeHeM
nopymeHas GpyHKII HUpoK (KIipeHc XpeaTHHiHY >30 Mii/XB). 3HIDKeHA /1038 3 MI' peKOMEHAYETHCS
HAI[E€HTaM 3 TSOKKHM CTyIeHeM MopymieHHsd ¢yHKuii HApOK (KIipeHc KpeaTuHiHy <30 MII/XB) Ta
IpH TepMiHANBHIN CTafii 3aXBOPIOBAHHA HUPOK, Mo moTpebye aiamisy. Ikcasomib He mingaeTncs
miamizy i TOMy MOXe 3aCTOCOBYBATHCA HE3aNeXHO Bill Jacy HOro HPOBEIEHHS (AMB. pO3in
«®apmaxonorigni BracTHBOCTi. PapMaKOKIHETHKa»).

I{ono pexoMeHaIiil NO3yBaHHA y DamieHTiB 3 MOPYMEHHAM QYHKIii HUPOK JWB. IHCTPYKINIO UL
MeIHIHOTO 3aCTOCYBaHHA JeHATiOMIiy.

Himu
EdexTHBHICTh Ta Ge3Ieka 3aCTOCYBaHHA ikca3oMmify y miTed Bikom /10 18 pOKiB He BCTaHOBICHI.
JaHi BifCyTHI.

Crocib 3acTocyBaHHsA

Ixca3omi6 mpH3HaYeHUIH I NEPOPAILHOIO 3aCTOCYBaHHS.

Ikcazomi6 Heo6XimHO mpuiiMaTH MpUOIH3HO B OAHH 1 TOH camuil 9ac B 1, 8 Ta 15 1HI KoXHOTO
LMKy JJiKyBaHHS MpHHAMHI 3a 1 TomuHy 10 abo yepe3 2 TOOMHH iCIA MPAHOMY DK (JHB. pO3in
«®apmakororiuni  Buactisocti. @apMakokiHeruka»). Kamcymny HeobXimHO KOBTaTH LinoHo,
3aIMBAIOYH BOJOFO. Kamcyiny He MOXHA PO3/IaBIIFOBATH, XKyBaTH ab0 BlIKPHBATH.

[kcasoMib € THTOTOKCHIHUM. Karcyity He clIif BUiMaTH 3 YIIAKOBKHU JI0 MOMEHTY (e3nogefEinhoro:

npuitomy. He ciin BiIKpHBaTH Ui PO3aBIIOBATH Kancyid. HeobxifHO yHHKATH 6&3@),6155%01‘&

KOHTAKTy 3 BMICTOM Kancyind. Y pa3i PO3KPHTTS KalCyJlu HeOOXiIHO YHHKAaTH y-f?’iﬁ" CHHA

IOBITpi MMiff uac 36mpanHs. Y pasi KOHTAKTY PETETHHO 3MUTH BOJIOHO i3 MHIOM. ( «f €A
|




Byns-saxuii HEBUKOpPHCTAaHHMH Ipemapar abo BiIXOAM NOTPIOHO YTMIII3yBAaTH BiXNOBIAHO 10
MICIIEBHX BUMOT.

ITepeoozyeanna.

V namientis, saxi npmitManm Hinmnapo®, peectpyBanm Bumagku mepefo3yBaHHA. CHMIITOMH
TIepei03yBaH s 3arajloM BiIIIOBINAIOTH BCTAHOBIEHUM PH3MKaM JUIA JiKapchKkoro 3aco0y Hinnmapo®
(muB. po3gmin «Ilobidni peakuii»). IlepemosyBanna no3ow 12 Mr (pasoBa [03a) NPH3BOAHIO HO
PO3BHTKY CEpPHO3HHMX NOOIYHHX ABHII, TaKMX SK CHJIbHAa HyZOTa, acmipalifiHa ITHEBMOHIf,
rmojiopraHHa HeJOCTaTHICTh Ta CMEpPTh.

Crenudiygoro aHTHAOTA y pasi Iepeo3yBaHHA i1KcazoMiboM He icHye. ¥V pasi mepemo3yBaHHA
HeoOXiHO PeTeNbHO KOHTPOIIOBATH CTAH IAIlieHTa HI0A0 MOSBH MOOIYHHX peakmiid (AHMB. PO3ALN
«I1o6iuni peakmii») Ta HajaTH BiNIOBiIMHE MINTPUMYBAJIbHE JNiKyBaHHA. IkcazoMi0 He mimmaeTsCs
mianizy (nuB. po3ain «@apmMakonoriuni BIacTUBOCTI. PapMaKoKiHETHKA).

Bumagku mepeno3yBaHHS dYacTille pPEecTpyBalMci Yy MALi€HTIB, SKi [OYMHANH JIKyBaHHI
npenapatom Himnapo®. 3 mamientamu, sxi NOYHHAIOTH JTIKYBaHHMA, CIiX OGTOBOPUTH BaXIHBICTH
pETeNBpHOTO JOTPUMAHHA BCiX IHCTPYKIiH 3 mozyaHHA. HeoOxinHo noiHGOpMyBaTH IalicHTIB
MPUIMATH PEKOMEHAOBAaHY 103y BilIOBIOHO A0 IHCTPYKII], OCKIIBLKM NEpeN03yBaHHA MPHU3BOAUIO
JI0 JIETANBHIX HACLAKIB.

ITo6iuni peaxyii.

Ockinpku ikcazomi0 3acTOCOBYETHCA B KOMOIHAIl 3 JIEHANIOMIZOM Ta JEeKCaMETa30HOM, I
OTpUMAaHHS JOAaTKOBOI iHGopManii npo nobidHi peakiiii Heo6XiTHO 03HAHOMUTHCE 3 IHCTPYKIIIIMH
UL MEIHYHOTO 3aCTOCYBaHHS ITHX JIKaPCHKUX 3acO0iB.

Peziome npodinro Gesnmexn

[Ipodins 6esnexu npenapaty Hinnapo® IpyHTyeTECs Ha HAABHUX NAaHMX KIIHIYHHX JOCTIIKEHb Ta
IOTOYHHX JaHHX 3aCTOCYBAHHS y MicispeecTpamidEmil nepion. YacToTy noGiYHMX peakirii,
OIMCaHUX HIKYE Ta BKazaHux B Tabmuui 3, Oyiio BU3HaUEHO Ha OCHOBI JJaHHUX, OTPHMAHUX Mij] 4ac
KIIHIYHUX JTOCHTiIKEHb.

koo He 3a3HAaYEHO iuile, HaBeleHi HYKYe JaHl SBIAIOTE coboro ob'emHami maHi 3 Oe3mexw,
oTpuMaHi 3 6a3oBoro, riobambHoro gocnigxerHs C16010 dasu 3 (n=720) Ta noABiHHOro CIMOro
m1ane6o-KOHTPONBOBAaHOTO  mpojoBxkeHHS  mocuimkeHHs C16010 y  Kwurai (n=115).
Haiimonmperimumu 1mo6iyuMu  peakiismu  (>20 %) cepen 418 mnamieHTiB, siki OTpUMyBalH
JKYBaHHS 38 CXEMOIO0, IO BKIFOYAE ikca3oMib, Ta cepen 417 mamieHTiB, AKi OTPHMYBAIH TiKyBaHHS
3 miane6o, Oynu miapes (47 % npotu 38 %), TpombonuToneHisa (41 % nportu 24 %), HelTponeHist
(37 % mporu 36 %), 3akpen (31 % mpotu 24 %), iHdexmid BepxXHIX AMXalbHHUX OUIAXiB (28 %
npotu 24 %), nepudepuuna Heitponarit (28 % npotu 22 %), Hynota (28 % npotu 20 %), 6inb y
cruni (25 % nporu 21 %), Bucun (25 % npotu 15 %), nepudepuyannit Habpsk (24 % nporu 19 %),
omoBasug (23 % npotu 12 %) ta 6porxit (20 % nportm 15 %). IToBimoMisanocs Ipo pO3BUTOK
cepito3HUX MoGIUHMX peakuiil y >2 % mamieHTiB, AKi BKIIOYAOTH xiapeo (3 %), TpoMOOIUTONEHI0
(2 %) ta 6ponrxiT (2 %).

[epenik moOiynamx peakiiif y BUrAIi Tabmui

Jna xnacuoikaiil 4acToTH NOOIYHMX peakuii BHKOPHCTOBYIOTHCS TaKi KPHTEpii OIIHKHM 4aCTOTH:
ayxe dacto (>1/10); gacro (>1/100 mo <1/10); wegacro (=1/1000 mo <1/100); pigko (=1/10 000 no
<1/1 000); myxe pigko (<1/10000); gacrora HeBimoMa (HEMOXIHBO OIIIHUTH 33 HasSBHUMU
manuMK). Y KOXHOMY KIllaci CHCTeMH OpraHiB moOiyHI peakiii 3rpynoBaHi 3a YacTOTOIO
BHHHMKHEHHS, HaW4JacTillli peakiil BKa3yIOTBCS IMEPIIEMH. Y MEXaxX KOXKHOI KaTeropii 4acTOTH
mo6idHI peakIlii mMpeACcTaBIeHO Y NOPAAKY 3HIDKEHHS IXHBOI TAKKOCT.

Ta6muusa 3. Io6iuni peaknuii y nanieHTiB, sAxi npumiManm ikcasomido y Icumﬁmauu 3
JEHATIIOMIIOM T2 AeKCcaMeTa30HoM (yoi erymeni TsekKocTi, 3 crymens Ta 4 crynens) . T
Kuaac cucremu opraniB / |[lo6iuni peaxuii (yci |Ilo6iuni peakuii 3 I'[oﬁlqm p;{akﬁu 4
No0iYHAa peaKuis CTYIEHi THKKOCTI) CTVIIeHs TAKKOCTI
Indexuii Ta inBasii




Indexmii BepxHix Jyxe dacto Yacro

IUXATBHAX NUIAXIB

BponxiT Jyxe gacto Yacto

Omnepizyrouni repIec Yacto YacTto

Posnand 3 60Ky KpoBi Ta 1iM(PaTHYHOL CHCTEMH

TpombormroneHis* Jyxe dgacTo Jyxe gacto Yacto
Heiitponenia* Hyxe qacto Jyxe gacTo Yacto
TpomboTudHa Pigxo Pinko
MiKpOaHTionaTis

TpombornyHa Pinxo Pinxo Pinxo
TpoMOOLIUTONIEHIIHA

nypmypa'

Po3magy iMyHHOI CHCTEeMH

Anabinakriyna peakiis’ |Pinko Hyxe piako Jy>xe pinko
AHTIOHEBpOTHYHUH Pinxo Pinxo

HabpsK'

IMopyweHHsi MeTa(0i3My i TpaBJeHHS

CuHIpOM JTi3UCY Pigxo Pigxo Pinxo
myxmEH’

Po3znanu 3 60Ky HEPBOBOI CHCTEeMH

IMepudepuyni Hyxe gacto Yacrto

Heliponarii*

CunzpoM 3agHBOL Pinxo Pigxo Pinxo
060poTHOT

ernedanomarii*!

[onepeuruii MiemiT! Pigxo Pinko

Po3aagu 3 60Ky NUIYHKOBO-KHIIKOBOI'0 TPAKTY

Jiapes Jlyxe gacto Yacto

3akpen Hyxe gacto Heuacrto

Hynota Hyxe gacro Yacto

BroBanus Jly>kxe 9acTo Heuacto

Po3nanu 3 60Ky mwikipu Ta DigIKipHOI TKAaHUHA

Bucun Jlyxe gacto Yacto

CunapoM Pinxo Pigxo

Criserca—/[xorcona’

TocTpwmii rapsIKoBHIA Pigxo Pimko

HeHATpohIILHHH TepMaTo3

ToxcuyHui Pimko Pigxo
eIifepManbHIH HEKPOITi3

IopyweHHs 3 60Ky KicTKOBO-M'A30B0i CHCTEMH i CHOJIYIHOI TKAHHHH

Binb y cnmHi | Tyxe gacto |Heuacro I
3arajbHi mopyleHHs Ta peakuii y Micni BBeeHHs

Mepudepuyanuit Habpsax | Jlyxe yacTo [Jacto I

* SIpiie co60I0 MOEAHAHHS TEPMIHIB EPEBaXKHOIO 3aCTOCYBAHHA.

t IToBigoMiUTHCS 1033 OOCTIMKeHHAMH dasu 3

Ormic OKpeMHX MODIYHNX PeaKilii

Hpunurenns 1iKyeanHs

V <3 % mnamicHTiB, SKi OTPUMYBAallld CXeMy JiKyBaHHS 3 iKca3oMiOOM, y 3B'3Ky 3 PO3BHUTKOM
0GI9HIX peaKmiif cKacoBYBallM OUH abo0 GbIIIe 3 TPHOX 3aCTOCOBYBAHHX JTiKapChKUX 32C00iB.

Tpomboyumonenis
V IBOX BiICOTKIB HALi€HTIR, SKi OTPMMYBAIH CXEMy JIiIKyBaHHA 3 ikca3oMiboM Ta cxeMy mrcyaamu_[_
3 morane6o, mij 4Yac JiKyBapHs BifzHadajiacsd KiTBKiCTh TpoMmOomuTie <10 000/mm?>. Mgﬂm HER S, X o

1% nameHTlB Ha TJII 3aCTOCYBaHHA 000X CXeM JKyBaHHS Bil3HAYaN4aCA KUILKICTE, ‘gptjmﬁounna *

<5000/mM>. V 2 % namieHTiB, SKi OTPEMYBAIX CXEMyY JIKyBaHHA 3 ikca3oMibom, 1y Z}
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AKi OTpHMYBalM CXeMy JIKyBaHHS 3 Iulanebo, CKacoByBalM OAuH ab60 Olmelle 3 TpBOX
34CTOCOBYBAHMX JIKapChbKUX 3aco0iB  BHACHIZOK PO3BUTKYy TpombormroneHii. Po3BUTOK
TpOMOOIHMTOINEHII HE CHPHYMHMB 30LTBIIEHHA BHIT4AKIB IeMOpariyHuX HOMiH abo 30iMbIIEHHA
YaCcTOTH NEPENUBAHHS TPOMOOIHTAPHOI MacH.

HInynros0-Kuuikosa MoKCUYHICHb

Jliapes mpu3Bena 4O CKaCyBaHHA ONHOIO 260 6inbIIe 3 TPhOX 3aCTOCOBYBAaHHUX JIKAapCHKUX 3aC001B
y 2 % mallieHTiB 1if 9ac 3aCTOCYBaHHA CXeMH IiKyBaHHA 3 ikca3oMiboM Ta y 1 % marienTis mig yac
3aCTOCYBaHHS CXeMH JiKyBaHHA 3 IIare6o.

Bucun

Bucun possuHyBcs y 25 % malieHTiB, AKi OTpPHMYBAIHM CXeMy JIKYBaHHA 3 ikcasomibom, y
nopiBusHH] 3 15 % malieHTiB, AKi OTPUMYBalM CXeMy JiKyBaHHA 3 miamebo. HaiGinem wactum
BHIOM BHCHMITY IIiJf YaC 3aCTOCYBaHH] 000X cxeM OyB MaKyIONamy/lIbO3HMH 1 MaKyIbO3HHH BHCHIL
IIpo BHcHD 3 CTyIeHS TSKKOCTI IOBimoMisiocs y 3 % Nali€HTiB I 9ac 3aCTOCYBAHHS CXEMHU
JiKyBaHHS 3 iKCa30MiGOM y IMOpPIBHAHHEI 3 2 % Nali€HTIB IIifl 9ac 3aCTOCYBAaHHA CXEMM JIKYBaHHA 3
miane6o. BuCHMII IpH3BOMMB 1O CKAacyBaHHsA oOXHOro abo Oumplle 3 TPHOX 3aCTOCOBYBAHHX
nikapchKux 3acobiB y < 1 % marieHTiB mij 9ac 3aCTOCYBaHHSA 000X CXEM JIIKYBaHHS.

Ilepugepruna neiiponamis

INepudepuuna Heiponatis po3BHHyJaca y 28 % Mali€HTIB I 9aC 3aCTOCYBAHHA CXEMH JIKYBaHHA
3 ikca3oMiboM, y mopiBHAHHI 3 22 % MAI[€HTIB I Yac 3aCTOCYBAaHHA CXEMH JIIKYBaHHA 3 mIane6o.
IIpo po3BMTOK HOGIYHMX peakuiil y BUTLiNi mepudepwdHoi Helpomarii 3 CTymeHs TOKKOCTI
mopimoMianocs y 2 % MaUieHTiB NI 9ac 3acCTOCYBaHHA CXeMH IIKyBaHHA 3 IKCa3oMiboM y
nopisHsAHHi 3 1 % MAI[i€HTiB I Yac 3aCTOCYBaHHA CXEMH JiKyBaHHA 3 IwWiane6o. Haibinkm gacroro
mobiynorw peakmicro Oyna mepudepHuHa ceHcopHa HeHpomatia (21 % Ta 15 % mig wac
3acTOCYBaHHS cxeM 3 ikcazomiboM Ta Imane6o, BianoBigHO). IIpo po3BUTOK IepHpepUIHOI
MOTOpPHOI Heliponarii B 060X cXeMax JiKyBaHHA mopimomisanocs Hedacto (<1 %). Ilepudepruna
HeHpoIaTis Npu3Bena 0 CKacyBaHHA OZHOTO abo OilbIlie 3 TPHOX 3aCTOCOBYBAHMX JIKAPCHKUX
3ac06iB y 3 % MALi€HTIB Il 4ac 3aCTOCYBAHHA CXEMHM JKYBaHHA 3 1KCa30MibOM y IOpIBHAHHI 3
1 % marieHTiB IIiJ] Yac 3aCTOCYBaHHS CXEMH JIiKyBaHHA 3 IIaiebo.

Poznadu 3 boky opeany 30py

Po3nanu 3 60Ky Opramy 30py ONMCYBAIH PiSHUMHM TepMiHAMH NEPEBAXKHOIO 3aCTOCYBaHHS, 3arajloM
X yacrora craHoBHIa 34 % y Mali€HTiB, AKi OTPUMYBAJIM CXeMy JKyBaHHA 3 ikcaszomibom, 1a 28 %
y TAali€HTiB, AKi OTPUMYBAIH CXeMy IiKyBaHHA 3 Iuianme6o. Haii6inem wacTumu mnoGivHEME
peakiiaMu 6yiIH: HEHITKICTE 30py (6 % Iix 9ac 3aCTOCYBAaHHS CXEMH JIIKYBaHHA 3 iKcazomiOoM Ta
5 % mij 9ac 3aCTOCYBaHHs CXEMH JIIKyBaHHA 3 IUIanebo), cyxicTh odei (6 % mia 9ac 3acTOCyBaHHA
CXeMM JIKyBaHHA 3 ikcasomiboM Ta 1% mig wac 3aCTOCYBaHHS CXEMM JIKYBaHHA 3 Ianeto),
KOH'IOHKTHBIT (8 % I 9ac 3aCTOCYBaHHA CXeMH JIIKyBaHHA 3 ikcasomibom Ta 2 % mig gac
3aCTOCYBaHHsS CXeMH JIKyBaHHA 3 Iane6o) Ta karapakrta (13 % Imig 9ac 3aCTOCYBaHHA CXeMH
mikyBaHHA 3 ikcazomiboM Ta 17 % mifm 4Yac 3aCTOCYBaHHsA CXeMHM JIKYBaHHA 3 IUrane6o). Ilpo
mo6iyni peakiii 3 cTyImeHs THKKOCTI MOBigoMIsInocs y 6 % Hali€eHTiB Mijl Yac 3aCTOCYBaHHA CXEMH
TiKyBaHH:A 3 ikcazomiGoM Ta y 8 % mallieHTiB I Yac 3aCTOCYBAHHSA CXEMH JIIKYBaHHS 3 ILTane0o.
Il nobivni peaxyii

B o6'ennanoMy Habopi JaHUX, OTpEMAaHHX 3 6a30BorO0, r1odaneHOro gocmimxenas C16010 dasu 3
(n=720) Ta IOABIKHOTO CIIIOTO MJJale60-KOHTPOILOBAHOTO MPOAOBXEHHA focaymkerts C16010 y
Kurtai (n=115), naBemeni mami moOidHi peakuii peecTpyBald 31 CXOXOK YaCTOTOK il 4Yac
3aCTOCYBaHHA CXEM JiKyBaHHA 3 ikcazoMiboM Ta mmane6o: Broma (28 % mpotu 26 %), 3HUKEHHA
anmetuty (13 % mporu 11 %), aprepianbHa rinotensia (5 % npotu 4 %), cepuesa HEJOCTAaTHICTS
(5% B 060x rpymax), aputMis. (17 % mportu 16 %) Ta HediHKOBAa HENOCTATHICTH, BKIIOYHO 3i
3MiHOIO aKTMBHOCTI medinkoBux depmentis’ (11 % mpotu 9 %).

YacToTa BUMAAKIB TiIOKanieMii Tsokkoro crymens (3—4 crymeHs) Oyna BHIIOK Yy MAIiEHTIB IiX 4ac
3aCTOCYBAHHA CXEMH JIHKYBaHHA 3 ikcasoMiboM (7 %), HDK i Yac 3aCTOCYBAHHA CXEMH JIIKYBaHHA
3 wanebo (2 %). s
V DparieHTiB, ki oTpuMyBanH ikcazoMib y koMOiHAIii 3 JeHaTAOMITOM Ta ,E[f:KCﬁ.METﬂBO};Ql(EE@}’,ﬁ!f '
3apeeCTpoBaHi PiAKiCHI BHIAIKH PO3BHTKY TPHOKOBOI Ta BipyCHOI IHEBMOHIi, sfKi qﬁﬁﬁs‘éﬂn 1o
CMEPTi. s




t Cragmaptusosani 3amuty MedDRA (SMQs)

[opigoMIEHHS PO MII03PIOBAH] TOOIYHI peakirii

IoBigoMieHHs Ipo mo6iuHi peakuii micns peectpauii JiKapchKoro 3acofy Mae BaXKIIHBe 3HAYCHHA.
Ile mae 3MOTYy TPOBOAMTH MOHITOPHHI CIIiBBIIHOLIEHHS KOPHCTB/PH3MK IIPH 3aCTOCYBaHHI LbOTO
mikapchKoro 3acoby. MemuuHuM Ta (QapMaleBTHYHHMM IIPAliBHMKAM, a TaKOX INalieHTaM abo ix
3aKOHHHM IIpeJCTaBHUKAM CIIJ IOBIJOMJIATH PO yCl BHNAOKH HiNO3PIOBAHMX MOOIYHUX peakIii
Ta BifICyTHOCTI eeKTHBHOCTI JiKapChKOro 3aco0y depe3 aBTOMAaTH30BaHy 1HPOpMALIHHY CHCTEMY
3 hapMakoHArA Ty 3a MOCHIaHHAM: https:/aisf.dec.gov.ua.

Tepmin npuoamnocmi,
3 poku.

Ymosu 36epiranns. 36epiratu npu temnepatypi He sume 30 °C. He 3amopoxysatu. 36epirati B
OpMTiHANBHIN YIaKOBIIi JULA 3aXHCTY Bifl BOJIOTH.
36epirati y HeIOCTYIIHOMY AN AiTel Micmi!

YnakoBka.
ITo 1 xamcyni y OGmicrepi, mo 1 Gmicrepy B ymakoBUi-®yTisipi, mo 3 OmicTepH B yIakOBKax-
by1Iapax y KapTOHHIH KOpoOIi.

Kareropis Bianycky. 3a peLientoM.

Bupo6Huk.
Takena Ipnanais Jlimitern / Takeda Ireland Limited.

Micue3HaxoIKeHHs BHPOOHHUKA Ta iioro agpeca Micus NPoOBaIKeHHs TislJIEHOCTI.
I'pamx Kacn Bisuwec Ilapk, Hamrop Poan, Hybmim 22, D22 XR57, Ipnannia / Grange Castle
Business Park, Nangor Road, Dublin 22, D22 XR57, Ireland.

)IaTa OCTAHHBOIO IeperjisAaay.




