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Cknao:

Oiloua pevosuna.: ikcasoMi6 (y Burnani ikcasomiGy UUTPaTy);

1 xancyna micruts 2,3 mr (3,3 mr) a6o 3 mr (4,3 mr), a6o 4 mr (5,7 mr) ixcasomiby (y BurIAmi
ikca3oMiGy umrtpary);

00noMmidichi pe4ouHY: UENION03a MiKPOKPHCTAIIYHA; TANBK, MATHIIO cTeapar.

meepoa xancyna no 2,3 me: oicenatut; Turany giokeun (E 171); 3anisa oxcnp yepsonnit (E172);
yopHHia 3opHi (10A2)*;

meepoa kancyna no 3 me: scenaTuH; Tutany giokeun (E 171); 3anisa oxcun qopruii (E 172);
qyopHuiIa 4opHi (10A2)*;

meepoa kancyna no 4 m2: sicenatuH; turany giokeun (E 171); 3amiza oxcun yepBoHuii (E172);
3aii3a okcun xoBTui (E 172); yopHuia vopni (10A2)*,

*¥Cxman yopHun wopHUX (10A2): wenax, 3anisa okcua sopuuit (E 172), nponinenrsikons, HaTpilo rigpoxsopua.

Jlikapceka dopma. Kancynu teepxi.

Ocnogni gpizuxo-ximiuni enacmugocmi:

Kancynu TBepAi o 2,3 MI: TBEpHA KENATHHOBA KAIICyJ1a CBITIO-POKEBOr0 KOMbOPY, po3mipom 4, 3
MapKyBaHHAM 40pHUM 4opHUIIoM «Takeda» Ha xpumredni Ta «2.3 mg» Ha Kopmyci;

Kancyyiy TBepAi 10 3 MI: TBEp/a XKENaTHHOBA KallCyJla CBITIO-CIPOro KONbopy, po3MipoM 4, 3
MAapKyBaHHAM YOPHUM 4opHuiioM «Takeda» na kpuuredni Ta «3 mg» Ha Kopmyci;

KancyJIi TBEPX] 110 4 MI': TBEP/A XKENATHHOBA KalCyJIa CBITIO-NIOMapaHYeBOTo KONLOPY, PO3MipoM
3, 3 MapxyBaHHsaM 4opHUM HopHIIoM «Takeda» Ha kpuweuL Ta «4 mg» Ha Kopmyci.

PapmakoTepaneBTHYHA rpyna.
AHTHHEOIIaCTHYHI 3aco0H, IHII aHTHHEOIIACTHYHI 3aCO0Mu.
Koo ATX LO1XGO03.

Dapmaronoziuni enacmugeocmi,
@apmaxodunamika.

Mexani3m il
[kcasomi6y umTpar, HeakTMBHa (opMa JiKapchkoro 3aco6y, € pPEYOBMHOIO, SKAa IIBHAKO

TiApoMi3yeThea y Bi3ioNoriyHUX yMOBax y CBOIO GioNoriuHO akTUBHY dopMy, ikcazomib.
Ixcasomi6 € nepopansHHM, BUCOKOCENIEKTHBHUM Ta 060pOTHHM iHriGiTopom mporeocoM. Ikcasomi6
IIEPEBAKHO 3B'A3YETBCA Ta iHriOye XiMOTPHNCHMH-TIOAIOHY akTHBHICTH Gera-5 cyGoaunuui
nporeocomu 208S.
Ikca3omi6 CripMuMHSAB anonTo3 KyAbTHBOBAHWX KIITHHHMX JIiHiM MHOXHMHHOI MienoMH in vitro.
Ikcasomi6 nemMOHCTpYBaB in Vitro UMTOTOKCHYHICTD IOAO KIITHH MI€JOMH, B3ATHX y NMAUi€HTIB 3
PELUMAMBOM ITiCHs JEKiNTBKOX MOMEPEAHiX UMKIIB Tepamii, o BKIoYany Gopre3oMil, JeHamigomin
Ta jekcamerasoH. KomOinauis ikcasomiby Ta neHaninoMimy HeMOHCTpyBajiia CHHEpPriyHy
IUTOTOKCHYHY Xil0 Ha KIMITHHHI JIiHIl MHOXMHHOI Miecnomu. B ymoBax in vivo 13%55}71‘6 MaB
~
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TIPOTHIYXIIMHHY {0 Ha MOZJEJ MyXJIMHHOIO KCEHOTPAHCIUIAHTATA MHOXHMHHOT Mi€ToMH MU, B
YMOBaXx in vitro 1kca3oMmi6 BIINBAB HA THMIH KIITHH, BHABICHHX Y MiKpOCepenoBuili KiCTKOBOro
MO3KY, BKJIIOYHO 3 €HAOTEMaNbHUMHY KIIITHHAMMU CYIMH, OCTCOKJIACTIB Ta 0CTeobJ1acTiB.
Kappioenexrpodiziomoris

Ikcasomi6 He nonosxkyBas inrepsan QT npyu KIiHigHO 3HAYYIil eKCIO3MUT 3riAHO 3 pesynsTaTamMu
(papmaxokineTHYHOro Ta hapMakogMHAMiuUHOTO aHani3y JIaHuX, OTpUMaHMX Y 245 nauienTis. IIpn
H03i 4 Mr CepepHs 3MiHa Bij BUXiZHOTO PiBHA inrepsany QTcF cranosuna 0,07 mMcek (90 % O1; -
0,22, 0,36) 3rinHo 3 amamizom, nposeneruM Ha mozeni. He crocrepiranocs Bumumoi 3anexuocTi
MDK KOHLEHTpauiero ikcasomiGy Ta inreppanom RR, wo nepenGavae BiICYTHICTH KIiHi4YHO
3Havywol Aii ikcasomiby Ha puTM cepus.

Kniniyna edekTHBHICTE Ta Ge3neka

EQexrusnicte Ta Gesnexa ikcasomiby y komGimamii 3 MEHATIIOMIIOM Ta JEKCAMETAa30HOM
OLiHIOBaNaCs I uac MIKHapOJHOro, pPaHIOMi30BAHOIO, NOABIHHOIO ciimoro, Iaue6o
KOHTPOJILOBAHOTO, GaraToOLEHTPOBOro AOCHIMKEHHs a3k 3 3a JOKA30M BUUIOI edeKTHBHOCTI
(C16010) y mawienTis 3 peuuanBHO Ta/abo pedpakTepHOI0 MHOXHHHOIO Mi€IOMOIO, AKi paHime
OTpHMaly HE MEHNIE ORHOro Kypcy XimioTepamii. Ycworo 722 maumienTtu (nomynsuis  Beix
PAaHIOMI30BaHMX TANI€HTIB 3TiHO 3 NpPU3HAYEHHM nikysanaam  [ITT-nonynsuial) Gyam
posnofineHi no rpymax BMIAAKOBUM 4MHOM Y CiBBigHOWeHHi 1:1 s NPOBEACHHA KypCy
NiKyBaHHA Y BMIMAM KoMGiHauii ikcasomiGy, neHanizioMminy Ta nexcamerasony (N=360; cxema
JMiKyBaHHA 3 ikcaszomiGom) aGo mnane6o y xoMGimauii 3 JIEHANiOMIIOM Ta IEKCaMEeTa30HOM
(N=362; cxema nikyBaHHs 3 mmaue6o) no NpOrpecyBaHHs 3aXBOPIOBAaHHA ab0 pO3BUTKY
HEMPUAHHATHOI TOKCHYHOCTI. VY nauieHTiB, BKMOYEHHMX y AOCTIIKEHHs, CNOCTepiranacs
pedpakTepHa MHOXHMHHA Mi€OMa, BKIIOYHO 3 NEPBUHHOIO pedpakTepHorO; MiemoMa, sKa
peuuaMBYBaIa micas Monepeanbol Tepanii, a60 peunausysana i Gyna pedpakTepHOI0 10 6yab-AKO]
nmonepennboi Teparii. KpurepisM BKIIOWEHHA B HOCHIIKEHHS BiOMOBiganmy mamienTy, y SKHX
3MIHMJIMCA CXeMH JiKyBaHHs 110 NpOrpecyBaHHs 3aXBOPIOBAHH, & TAKOX Ti, y KOTO CIIOCTEpiranucs
KOHTPO/IEOBaHi CepLEBO-CYAUHHI 3aXBOPIOBAHHA. Y focHimkemHs (asu 3 He Oynn BKMOUEHI
MaLienTy, ki 6yiu pedpakTepHUMH 0 NeHaninoMiny a6o inriGiTopiB mpoTeocoM, Ta nanieHTH, AKi
OTPUMANH TNOHAaA TPH NONEPeAHi KypcH Tepamil. Bimmosimo mo wimedf wworo mocmimxenHs
pedpakTepHe 3aXBOPIOBaHHA GyNO BH3HAYEHO fK MPOrPECYBAHHSA 3aXBOPIOBAHHA DA 4ac
NiKyBaHHS ab0 MPOTpecyBaHHs 3aXBOPIOBAHHA MPOTAroM 60 AHiB micis NPUHOMY OCTaHHBOI JO3H
neHaniaoMigy abo imribitopy nporeocoM. OCKinbkM HaHi MO0 LMX MAIi€HTIB obmexeHi,
PEKOMEHIYETLCS NMPOBOJMTH PETENbHY OLIHKY CHIBBIIHOIIGHHS KOPHCTH/PH3HMK MEPEHN IOYATKOM
3aCTOCYBaHHA CXEMH JIIKYBaHHA 3 IKcazoMiboM.

YciM manientam 060X rpyn JiikyBaHHS 6yna pekOMEHIOBaHa TpoMbonpodinakTHka 3rigHo 3
IHCTPYKUI€I0 M1 MEJHYHOr0 3aCTOCYBAaHHs NeHaminominy. Kom6iHoeaua TEpamis TaKUMHU
JIIKAPCBKMMH 32C06aMul K POTHGIIOBOTHI, IPOTHBIPYCHI Ta AHTHIICTAaMIHHI 33C06H IpU3Havanacs
TMaLieHTaM Ha PO3CY. JiKaps Ak MpodiNakTHKa Ta/a60 CUMITOMATHYHA TEpaIIis.

INanienty npuitmanu ixkcasomi6 y mo3i 4 mr aGo miaue6o y 1, 8 ta 15 aui pasom 3 nenamigominom
(25 mr) y omi 3 1 mo 21 Ta 3 gexcamerasonom (40 mr) y 1, 8, 15 Ta 22 ami 28-meHHOro LHKITY.
INauienTH 3 mopymeHHAM (GyHKUii HUPOK OTPUMYBAly IOYATKOBY [03Y JICHATIAOMIAY 3rifHO 3
IHCTPYKUIi€I0 1A MENMYHOro 3acTocyBaHHA. JIiKyBaHHA NpOMOBXYBAIOCK IO [IPOrpeCyBaHHsA
3aXBOPIOBaHHS YH PO3BUTKY HEHMPHHHATHOI TOKCHYHOCTI.

Y nocnimxyBaHux cxeMax JKyBaHHs BMXiAHi geMorpadiuHi AaHi Ta XapaKTEPUCTHKHM
3axBoproBanHs Oynu 36amaHcoBaHi Ta MopiBHAHHI. MegiaHa Biky cTaHOBMNA 66 DOKiB, BiKOBHIi
mianason 38-91 pix; 58 % mauientis Gynu crapuwi 65 pokis. IT'STHECAT CiM BiICOTKIB mamieHTiB
Oymnu yonoBiyoi crari. BiciMaecaT n'aTe BincoTkiB momynauii 6ymu npeacTaBHAKaMHU €BPONEOIRHOL
pacu, 9 % — monronoinsoi pacu Ta 2 % — adpoamepukanusmu. OYHKUIOHANBHUIA CTATYC 3a
wkanoro ECOG y nes'snocTa TproxX BicoTKiB manieHTiB craHoBuB 0-1 i 3riguo 3 MixzapoaHo
cucteMoro cragitoBanss (ISS) 12 % nauienTis Ha BUXiZHOMY piBHI MaJIH 3aXBOPIOBAHHSA 3 CTyMEHS
(N=90). Y nBamuATH n'ATM BiACOTKIB MAUi€HTIB KIIPEHC KpeaTHHiHY CTaHOBMB <60 mMi/xB. Y
ABAIATH TPHOX BIACOTKIB MALIIEHTIB CrIOCTEpiranacs xsopoba BilxNameHHs JErKUX JIAHLIOTB, i B
12 % mnauientis cnoctepiranacs BUMipioBaHa XBOpoGa JIMIIE NPH BU3HAYEHHI BiIBHHUX JIETKUX
NaHIIOTIB, YV NeB'ATHAAUATH BiACOTKIB CIIOCTEpIiraiMcs LUTOrEHETHYHI aHOMAJTii BUCOKOr0 pﬂ;}amy
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(nenenia[17], t[4;14], t[14;16]) (N=137), 10% mann neneuito (17) (N=69) Ta 34% wmam
amnidikauiro 1q(1q21) (N=247). MMauientn otpumamu Big OZHOTO A0 TPHOX MOMEPENHiX Kypcis
Tepamii (y cepenusomy 1), 30KpeMa momepenHiit Kypc mikyBaHHs GopresomiGom (69 %),
Kapoinzomibom (<1 %), Tamigominom (45 %), nenamimomimom (12 %), mendamanom (81 %).
IT'aTnecatn cemu BimcoTkam nanienTin panime 6yno nporeneHo TPaHCIJIAHTaLi0 cTOBGYpOBHX
kiitud. CiMpecar ciM BincoTkip mamienTis Mamy PELMAMB MiCIIs NONePenHbOro NiKyBanHsa Ta 11 %
Oymu pedpaxrepni mo nonepenHporo NikyBaHHs. Y 6 % mnamicHTin CIIOCTepirajgacs IepBHHHA
pedpakTepHicTs, sKka BU3HAYAETHCS K Kpallla BiOBiNb ¥ BUDIANi cTaGimisanii 3aXBOPIOBaHHA a60
NpOTPECyBaHH5 3aXBOPIOBAHHA HA TIIi yCiX MomepeHix KypciB Tepanii.

[lepBunHO0 KiHNEBOIO TOYKOIO Oyna BxuBaHicTh Ge3 nporpecysanus (BBIT) Bigmosinno mo
€AMHUX KDHTEpiiB BIANOBIMI Ha Tepamilo, BCTAHOBNEHUX MixHapomHOI0 Tpynolo 3 BuBYeHHS
MHOXHHHOI Mieomn (IMWG) 2011 POKY 3TiZIHO 3 OLIHKOKI HE3ANEXHOro HaIJIA0BOro KOMiTeTy
(IRC) B cninomy pexumi Ha ocHOBI PE3YNbTATIB UEHTpaNbHOI 1abopaTopii. Bixnosigs Ha Tepaniio
OLIHIOBAIACA KOXHI 4 THxXHI no TpOTPECYBaHHA 3aXBOpIOBaHHA. Ha MoMeHT mpoBemenHs
MIEPBHHHOr0 aHanizy (MefiaHa MOZAIbLIOrO CHIOCTCPEXEHHA cTaHOBMNA 14,7 Micsaus, a meniana
IMKIB Tepanii — 13) cmocrepiramacs cratHcTHuHO 3Hadyma pisHuua y BBIT mix rpynmamm
nikyBaHHs. Pesynsratn BBII ysaranbHeHi B Tabnuui 1. IloxpamenHs mokasuuxa BEIT mig yac
CXCMH JIKYBaHHA 3 3aCTOCYBAHHAM ikcasomi6y Gymo migTBepmKEHO TIOKPAIICHHSM MOKa3HHKa
3arajbHOi YaCTOTH BiANOBizi.

Tabmuus 1. PesynbTary BixuBaHOCT] Ge3 TIPOrpecyBaHHA Ta BiANOBiAi Ha JIIKYBaHHS Y MALIEHTIB 3
MHOXHHHOIO MI€NIOMOIO, SIKi OTpHMyBaH NiKyBaHHA ikcasomifoM aGo mnaue6o B koMOinanii 3
NCHANIIOMIZIOM T4 IeKCaMeTa30HOM (momynsuis ycix panmomisoBaHMX namienTiB 3rigHo 3
IPU3HAYEHUM JIIKYBAHHSM, TIEPBHHHUI aHAi3)

Ixcasomi6 + newamimomin Ta|llmane6o -+ JeHamigoMig Ta
JeKCaMeTa30H JEKCaMeTa30H
(N=360) (N=362)
Buxusanicrs 6e3 nporpecyanns 32aXBOPIOBAHHS
Ssuwa, n (%) 129 (36) 157 (43)
Meniana (micsuis) 20,6 14,7
p-3HaYeHHA* 0,012
CriBBiXHOIIEHHS PU3MKIB** 0,74 (0,59; 0,94)
95 % A1)
3aranbHa qacroTa|282 (78,3) 259 (71,5)
BiamoBixi***, n (%)
Kareropis Bianosini, n (%)
IToBHa BignOBiAHL 42 (11,7) 24 (6,6)
Hyxe nobpa vacTkoBa|l31 (36,4) 117 (32,3)
BiATIOBi 16
Yacrkosa Bignosiam 109 (30,3) 118 (32,6)
Yac Bignosini, micauis
Meniana (1,1 [1,9
TpusanicTb BianoBini****, micsiuis
Meniana [20,5 [15,0

* P-3HaueHHA IPYHTYETLCA HA OCHOBI CTpaTH(iKOBAHOrO JIOF-PAHrOBOTO KPHTEPILO,

** CniBBiNHOWEHHA PUINKIB IPYHTYETbCA Ha cTpatugikoBaiii Mogeni mpomopuilinoi perpecii pusnkie Kokca. Cnissignowenms
PH3KKiB MeHILE HixX | BKasye Ha MepeBary cxemu MiKYBaHHA 3 3aCTOCYBAHHAM iKCa30MiGy.

*4* 3UB = ITosHa einnosins (IB) + [yxe no6pa yacTkosa simnosias (AM4B) + Yacrrosa sianosias (UB)

**** Ha ocnoBi nauienTis, ki BianoBinn na repaniio B TOnyJIALIT, WO HiANAraE OWiHLi CIPHAHATAMBOCTI 4O NiKyBaHHs.

Hpyruit neindepenuiiinmii aanis BEIT npoBoauBes 3 MeAiaHOI MOXANELIONO CrIoCTepexeHHs 23
micaui. Y upoMy aHanmisi pospaxyHkora Megiana BBIT cranoBuna 20 MicAwiB mix Yac 3acTocyBaHHA
CXEMH JIiKyBaHHs ikcas3omiGom Ta 15,9 Micsus mix wac 3aCTOCYBaHHA CXEMH JIIKyBaHHs IU1ane6o
(KP=0,82 [95% AI (0,67; 1,0)]) 8 ITT-monyasuii. Y MAaWi€HTIB, AKi OTPUMANH OOMH KypC
nornepennsoi Tepamii, Meaiama BBII cranosuna 18,7 micaus nix wac 3aCTOCYBaHHA CXEMH
NiKyBaHHA ikcasomibom Ta 17,6 Micaus mim wac 3aCTOCYBAaHHS CXEMH JIKYBaHHI n?al)meﬁo



(KP 0 99) V namienris, sxi OTpHMAIH 2 260 3 xypcu nonepeaHsoi Tepanu BEII cranosuna 22,0

MiCAUS MR Yac 3aCTOCYBAHHs CXEMM JiKyBaHHA ikcasomiGom Ta 13,0 micaus mix uac 3aCTOCYBaHHA
cxemH JikyBaHH: miane6o (KP=0,62).

Ha momenT ocraTouHoro amanisy 3B npu memiani momamsuoro CIOCTEPEKEHHs npubmusHo 85
Micanis meniana 3B B ITT-nonynauii cranosuna 53,6 MicaAus y manieHTis mix wac 3aCTOCYBaHHA
CXeMHM JIiKyBaHHs ikca3omiGoMm Ta 51,6 Micaua mix uac 3aCTOCYBAHHA CXeMHU MKyBaHHA Iu1ane6o
(KP=0,94 [95 % Al: 0,78; 1,13; p=0 495]) Y NauieHTiB, AKi OTPHMaNM OFHH KypC NOMEPENHBOT
Tepanii, Meniana 3B craHoBuna 54,3 MicAns nif yac 3acTOCYBaHHA CXEMH JIIKYBAaHHS iKCa3oMiGoM
Ta 58,3 MicAua mig Yac 3acTOoCyBaHHs cxemu JiKyBanua miane6o (KP=1,02 [95 % I 0,80; 1 ,29)).
Y mauieHTiB, fKi OTpUManH 2 a6o 3 xypcu nonepenHsoi Tepanii, 3B crarosuna 53,0 Micams mig yac
3aCTOCYBaHHA CXEMH JiKyBaHHA ikcasomibom Ta 43,0 MicsAus mim wac 3acTOCYBaHHA CXEMH
nmixysanHs mane6o (KP=0,85 [95 % AL: 0,64; 1,11)).

Pannomizosane, noasiitne crine miane6o-KoHTpoNsoBaHe AOCHiKeHHS a3y 3 GYIIO IPOBEACHO B
Kurai (N=115) 3 ananoriyvamm au3aHHOM [HOCHIIKEHHS Ta KPUTEpisMM BKIIOYeHHA. Barato
NMALi€EHTIB, BKIIOYEHUX Y NOCTIIKEHHS, MAJIM IPH [I0YaTKOBOMY /iarHOo3i MOLIMPEHE 3aXBOPIOBAHHSA
3i cragiero Il mo deropi-Canmony (69 %), oTpumyBaiu woHaiimMeHme 2 nonepensi Tepanii (60 %)
i Oymu pedpaxrepuumu go tamigomizy (63 %). Ha MomeHT nepBuHHOro amanisy (Meniana
crnocTepekeHHss 8 micauiB Ta memiana 6 uukiiB) memiana BBIT cranosuna 6,7 Micaus mig gac
3aCTOCYBaHHs CXEMH JIIKyBaHHSA ikca3oMiOOM y NMOpPIiBHAHHI 3 4 MICALIMH IiJ 4Yac 3aCTOCYBaHHA
cxeMu JlikyBaHHA miane6o (p-snauenns=0,035, KP=0,60). Ha mMomeHT ocTaTrouHoro aHaiizy 3B
npyd MefiaHi nojaneimioro crocrepexeHHs 19,8 wicaus 3B 6yma xpama y nauieHTtis, ski
OTPHUMYBaJIH JIKYBaHHA 338 CXEMOIO 3 iKkca3oMiGoM y mopiBHAHHI 3 miane6o [p-snavenns = 0,0014,
KP = 0,42, 95 % Al: 0,242; 0,726])).

Ockinbky MHOXHWHHA MI€JIOMa € TeTEPOTEHHNM 3aXBOPIOBAHHAM, CIPUATIMBHUIH epexT Moxe OyTH
pi3HMM Yy miArpymnax usoro nocuimpxkexts gasu 3 (C16010).

Y mocnimxenni ¢asu 3 (C16010) y 10 mamieHtiB (mo 5 y KOxHi¥ rpymi cxeMmu JiKyBaHHA) Ha
BUXIZHOMY DiBHI CIIOCTEpiraBcs THXKKHH CTYNiHb NMOpYIIEHHSA GYHKUil HUpOK. 3 S maumieHTiB min
4yac 3aCTOCYBaHHS CXEMHM JIIKyBaHHA 3 iKca3oMibOM B OJHOro mauieHTa crocrepiranacs
MiATBEP/UKEHA YacTKOBa BiAMNOBib, a ¥ 3 MalliEeHTIB crnocTepirajacs MiATBEpAKEeHA cTabimizauin
3aXBOPIOBaHHA (TIpOTe, y 2 3 HHUX CIIOCTepiranacs HEMiATBEpHXKEHa YacTKOBa BiANOBiAb Ta y 1
HeMiATBepXKEeHa AyXe Mobpa yacTkoBa BiAMOBiAR). 3 5 manieHTiB Mix 9ac 3aCTOCYBAHHS CXEMH
niKyBadHs 3 nanedo y 2 criocrepiranacs miaTBeprKeHa Ayxe J00pa YacTKOBA BiAOBiJb.

SIKiCTh XWTTA, 0 BU3HAYAETHCA 3@ WIKAJIOK OLIHKH 3aranbHOro crany s3gopos's (EORTC QLQ-
C30 ta MY-20) migTpuMyBanacs MpoTAroM JIiKyBaHHA Ta Oyna noxiGHOIO y BOMY HOCIiUKEHHI
dasu 3 (C16010) mix yac 3acrocyBaHHA 060X CXEM JiKyBaHHS.

Lditn

€Bporneiicbkke areHTCTBO 3 JIIKApCHKUX 3aC00iB 3BUIPHMIIO 3afABHHKA Bil 3000B'A3aHHA HaaBaTH
pe3ynbTaTH JOCHifKeHb ikcasomify y BCiX miarpynmax AiTed 3 MHOXHHHOK Mi€noMo10 (mns
oTpuMaHHs iHdopMaLii po 3acTocyBanHA Yy AiTe# AuB. po3ain «Cnoci6 3acTOCYBaHHA Ta A03HN).

Dapmaxokinemuka

BCMOKTYBaHHA

Ilicis mepopalbHOro 3aCTOCYBaHHA MaKCHMalbHi KOHIEHTpauii ixcasomiGy B ruasmi gocsrammcs
pu6IU3HO Yepe3 FOAMHY MicHs Ko3yBaHHA. CepenHe 3HaYeHHs aGCoMOTHOI 6i0f0CTYNHOCTI micns
nepopaisHOro rpuitomy cranoBuio 58 %. AUC ikca3omify 361nbUIyETBCS NO303ANEKHUM YHHOM Y
niamasoni 103 0,2—10,6 mr.

3acTOCyBaHHs 3 DK€ 3 BHCOKMM BMictoM >HpiB sHmxyBano AUC ikcazomiby Ha 28 % y
TOpIiBHAHHI 3 3aCTOCYBaHHAM BpaHLi HaTie (AuB. po3ain «Croci6 3acTOCYBaHHA Ta 03U»).
Posnonin

IxcazoMmi6 Ha 99 % 3B'asyerbcs 3 GiNKaMy ITa3MH KpOBi Ta pO3MOINAETECH B €PUTPOLMTAX Y
cnisBianowenni AUC kpos-niazma, wo aopisHioe 10. O6'eM posnoniny y piBHOBaXKHOMY CTaHi
CTaHOBHUTb 543 1.

Biotpanchopmanis

ITicns MepopansHOro MPUAOMY A03H 3 Pamioi30TONMHOIO MIiTKOKO ikcasomi® cTaHoBHB 70 % BCHOro
3B'133HOTO 3 JIKAPCHKMM 3acO00M PafioakTUBHOIO MaTtepiany y miasmi. OCHOBHMM 2721\ 13MOM
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BUBC/ICHHA iKca30miby BBaXxxatoTh MeTabomisM mix Aieto MHOXMHHUX bepMerTiB CYP Ta 6inkis, mo
He Hanexats 10 CYP. Ilpn kniHiyHO 3HauymMX piBHAX KOHUeHTpauii ikcasomiGy Aocmimxenns in
Vilro 3 BUKOPUCTAHHAM i30depMeHTiB LUmToXpoMy P450, oTpuMaHuX Ha OCHOBI KOMIUIEMEHTAapHO1
moacekoi JIHK, mokasanu, wo He icHye cnemmopisoro isopepmenty CYP, mo mepesaxHo Oepe
yuacts y Merabomismi ikcazomiby, a Ginku, ue nop'ssani 3 CYP, BIUIMBAIOT: Ha 3arabHuil
meTabonism. IIpu KOHUEHTpaNisX, BUINMX 32 KIiHiYHi, ikcasoMmi6 nigaasascs MeTabouti3My Iij ficro
baraTsox isoopm CYP 3 Takumu pospaxoBasumu yacTkamu y4acTi: 3A4 (42,3 %), 1A2 (26,1 %),
2B6 (16,0 %), 2C8 (6,0 %), 2D6 (4,8 %), 2C19 (4,8 %) T2 2C9 (<1 %).

Bupenenus

Ixcasomi6 peMoHCTpye MysnbTHeKCIIOHeHNiNHHUI (apMakokiHeTHunuit npodins. 3a pesynsraTamu
nonynsuiiHoro ®K ananisy cucremhnii kmipenc (CK) cramosus npu6mmsso 1,86 n/rox 3
MiXIHAMBiNYanbHOW0  BapiaGenmbHicTio, 1O craHoBMna 44 %. Ilepion  TepMiHambHOTO
HamiBBUBeNeHHs (ti2) ikcasomiby cramou 9,5 mus. Cranom ma 15 gmems cmocrepiranocs
npu6Iu3HO 2-kpaTHe akyMymobanHA 10 AUC npH WOTHXHEBOMY NEpOpaTbHOMY 3aCTOCYBaHHI.
Exckpeyin

Ilicna mepopansHOro mpuitoMy OnHOPa30Boi mo3u '“C-ikcasomi6y y 5 mamientis 3 NOUIMPEHOIO
3JI0SAKICHOIO TIyXJHHOK 62 % BBeNeHOI pafioakTUBHOCTI 6y0 BUBeEHO 3 cevero i 22 % 3 Kanom.
Hesminenuit ikcaszomi6, BuBeeHuUi i3 cevero, cTaHOBUB <3,5 % Bil BBeAEHOT JO3H.

OcobnuBi rpyny naiiexTis

[lopywenns @pynxyii nevinku

3a pesynbraTamu nomynsuidHoro ®K amanisy ¢apMaxokiHeruxa ikcazomiGy 6yna momiGHoo y
MAali€HTiB 3 HOPMAIBHOI (YHKII€I0 MEYiHKH Ta Yy MauieHTiB 3 nopyweHHAM (GYHKII mediHku
JIErKOTO cTynens (3aranbuuit 6inipy6in <BMH ta ACT >BMH a6o saransnnit 6inipy6in >1-1,5 x
BMH ra 6yns-ake 3nauenns ACT).

@K ikcasomiby Oysa oxapakTepu3oBaHa y Malli€eHTIB i3 HOPMANBHON GYHKIIECIO EUiHKH [IPU 103
4 mr (N=12), nopymeHHAM GyHKUil MEYiHKM CEpPeJHBOrO CTYNEHS TSOKKOCTI mpu Ho3i 2,3 Mr
(saraneHuit 6imipy6in 1,5-3 x BMH, N=13) abo nopymeHHsM (yHKII Me4iHKY THKKOTO CTYNEHS
npu 031 1,5 Mr (3aranpruit 6inipy6in >3 x BMH, N=18). 3nauenns Hesp's3aH0l HOpMani3oBaHOI
BianoBiaHo o xo3u AUC 6ynu Ha 27 % BHIMMHK Y MALi€HTIB 3 MOPYWIEHHAM QYHKLUiNA mediHku
CepeMHpOro abo TAXKKOro CTyNEeHA Y MOPIBHAHHI 3 MAl(ieHTaMA 3 HOPMAIBHOK (QYHKIIECIO EYiHKH
(nuB. po3min «Croci6 3acTocyBaHHS Ta JO3HY).

Ilopywenns gpynxyii Hupok

3a pesynpTaTamu nomyinsuiiinoro ®K amamizy dapmakokiHeTka ixcazomiOy Oyna momiGHow y
TNaLi€HTiB 3 HOPMaJbHOIO (HYHKUIEI0 HHPOK Ta Y NMALi€HTIB 3 NOPYIUESHHAM (YHKIIiH HAPOK JIErkoro
abo cepenHbBOro CTyMeHs (KiipeHc kpeatuniny >30 Mi/xs).

OK ixcaszomiby Oyna oxapakTepu30BaHa y NaLi€HTIB 3 HOPMaNbHOIO (YHKLIE HUPOK MpH A03i
3 mr (xiipeHc kpeaTHHiHy >90 mi/xB, N=18), nopyumeHHaM YHKUiH HUPOK TIKKOTO CTYIEHs
(kmipeHc xpeatuHiny <30 mn/xB, N=14) Ta npu TepMiHanbpHii cTazii HHPKOBOI HEJOCTATHOCTI, IO
norpebye amiamizy (N=6). Hesp'ssana AUC 6yna Ha 38 % BHIIOW y MaUi€eHTIB 3 NOPYILEHHAM
GyHKUIH HHUPOK TAKKOrO CTyreHs abo mpH TepMiHaNbHIA cragii HHPKOBOI HEZOCTATHOCTI, IO
notpebye niamidy, y MOpiBHSHHI 3 MauieHTaMH 3 HOpManbHOIO (yHKUiero HUpOK. KoHueHTpauii
ikcaszomiby o i micng mianisy, BUMIpSIHI MiA 4ac ceaHCy reMoAianisy, Oynu CX0XHUMM, 10 BKa3y€ Ha
HEMOJXJIUBICTh BUBEAEHHS ikca3oMiby aianizoM (auB. po3zin «Croci6 3acTOCYBaHHSA Ta HO3M»).

Bix, cmame, paca

3a pesyabraTamu nomynsuidHoro ®K aHanisy He criocrepiranocs KIiHIYHO 3HAYyIIOTO BILUIMBY
Biky (B aiamasoni 23-91 pokiB), crari, nuomi noBepxHi Tina (Aiamason 1,2-2,7 m?) a6o pacosoi
HanexHocTi Ha kiipeHc ixcazomiby. Cepenue 3nayenHs AUC 6yno Ha 35 % BHmMUM y NaLli€HTIB
MOHTOJIOIIHOI pacu; ONHAK, CIIOCTepiraBcs 4acTkoBHit 36ir 3Hauensr AUC ikcasomify y maiieHTis
€BpOMNEOiAHOT Ta MOHI'OJIOIAHOT pacHu.

Kniniuni xapakTepHcTHKH.

Hoxazanna.

Hinnapo® y xom6inawii 3 nenanizomizom Ta fekcaMeTa30HOM MOKA3aHKM JIs JTIKYBAHHA JOPOCIHX
TALiEHTIB i3 MHOXXMHHOIO MIENIOMOIO, AKI PaHIlIe OTPUMaIH LOHAHMEHIIE OAHY JIHII0
rnonepeaHs0i Tepartii. ( 7



Ilpomunokazanns.

TinepuyrinuBicTs 10 Kiro4oi pevounm a6o A0 GYABb-AKOT 3 AOMOMIKHIX PEYOBHH, WO BXOOATH JO
CKiajy Jikapcekoro 3aco6y Hinmapo®.

Ockinbky ikca3oMi6 3aCTOCOBYEThCA B KoMGiHallii 3 neHaminoMigoM Ta JIeKCaMEeTa30HOM, I/
OTPMMAHHA JOAATKOBOI iHpopMaLii PO NPOTHIIOKA3AHHSA AKB. IHCTPYKUIIO /1 MEAMYHOLO
3aCTOCYBaHHA IMX JIKaPChKUX 3aC06iB.

B3aemodin 3 inwumu nikapcoxkumu 3acobamu ma inwi uou e3acmodii.

DapMakOKiHeTHYHA B3aEMOis

In2ibimopu CYP

Kom6iHOBaHe 3acTocyBaHHs ikcasomiby 3 KIapuTpoMiuuHOM, NOTY>XHHUM iHTiGITOPOM LUTOXpOMY
CYP3A, He npusBommiIO 10 KIiHIYHO 3HAYYWIO 3MIHM CHCTEMHOI Jii ikca3omiby. IToxasHux Crax
ikcazomiOy 3Hu3mBCS Ha 4 % i AUC 36inpmmnacs Ha 11 %. Tomy 3miHa 103w mig yac KOM6iHOBaHOT
Tepanii ikcasomi6oM i3 oTyxHuMH iHriGitopamu CYP3A He notpiGHa.

Ha ocnosi pesymsratis dapmakokinernanoro (PK) aHamisy B momyuawii komOiHOBame
3aCTOCYBaHHs ikca3oMify 3 noTyxHumu inriGiropamu CYPLlA2 we IIPU3BENO JO KNiHIYHO
3HaYymoi 3MiHM cHCTeMHoi nii ikcasomiGy. ToMmy 3MiHa [403M Mg uYac KOMGIHOBAHOTO
3aCTOCYBaHHS ikca30Miby 3 noTyxHuMH iHriGitopamu CYP1A2 ne norpi6ua.

Inoyxmopu CYP

Kombinosana Teparnis ixcasomiby 3 pudamminuzom 3umKye Crax ixca3omiby Ha 54 % ta AUC Ha
74 %. Tomy kOMGiHOBaHa Tepanis i3 3aCTOCYBaHHAM MOTYXHHX iHxyKTOpie CYP3A 3 ikcasoMiGom
He PeKOMEHAYEThCA (OUB. po3aina 4.4).

Bnaug ixcazomiby na inwi nikapcbki 3acobu

Ikcasomi6 He € 06opoTHHM a6o 3amexHMM Bix yacy inriGitopom CYP: 1A2, 2B6, 2C8, 2C9, 2C19,
2D6 a6o 3A4/S. Ikcasomib He ingykysas aktuBHicTs CYP1A2, CYP2B6 Ta CYP3A4/5 a6o piBHiB
BIATIOBIAHMX IMYHOpeakTHBHMX Ginkis. He owikyerscs, mo ikcazomi6 CIPUYHHATHME JIiKapChKi
B3a€EMOJI1 uepe3 iHribyBaHHs aGo innykysanns CYP.

Bszaemodis, nog'nzana 3 mpancnopmepamu

Ixcasomi6 e HusbkoadinHuM cy6eTparom riikompoteiny-P. Ixcasomi6 He € cyb6erparom BCRP
(6imka pesucTeHTHOCTI paky MonouHoi 3amosu), MRP2 (Ginka 2 MHOXuHHOI JixapceKol
PE3UCTEHTHOCTI) a0 mevinkoBux OATP (TPaHCHOPTHHX MONINENTHAIE OPraHiYHMX AHIOHIB).
Ikcasomi6 He € inribiTopom ruikonporeiny-P, BCRP, MRP2, OATP1B1, OATP1B3, 0CT2, OATI,
OAT3, MATE] a6o MATE2-K. Ouikyerscs, o ikca3omi6 He COPUYHHHTH B3a€MOIII0 MiX
JIKapCEKUMH 3aC06aMH, ONOCepeKOBaHy TPaHCIIOPTEPOM.

Ilepopanvri konmpayenmugu

ITin yac oxHOUACHOrO 3aCTOCYBaHHS iKCa30Mify 3 mEKCaMETa30HOM, AKUM BiLoMuil saK cnabkuit a6o
nomipuuii ingykrop CYP3A4, Tak camo fK i iHMX (epMeHTIB Ta TpaHCIOpTepiB, HeobXimHO
BPAaXOBYBaTH pPH3HK 3HWKEHHS e(QEKTUBHOCTI nNepopajbHUX KOHTpauenTuei. JKiHku, ki
MPHAMAIOTE TOPMOHAJIBHI KOHTPAalENTHBH, [OBHHHI HOJATKOBO 3aCTOCOBYBATH Gap'epHHuii MeTOx
KOHTpaLeNii.

Ocobnueocmi 3acmocysanua.

Ockineku ikcazsoMi6 3aCTOCOBYeThCS B KOMOiHAUil 3 JIEHATiIOMIiZOM Ta HeKcaMeTa3oHOM, A

OTPUMaHHA JOJATKOBOI iH(pOpMaNii npo ocoOIMMBOCTI 3aCTOCYBaHHsS HEOGXiZHO 03HAKOMMTHCH 3

IHCTPYKUIAMY JUI1 MEOMYHOTO 3aCTOCYBaHHs LHX JIIKAPChKUX 3ac0BiB.

TpomboumToneHis

TToBimomnanocs mpo po3BUTOK TPOMOGOLKMTOMNEHII IIPH 3aCTOCYBaHHI ikca3oMify 3 MiHiMalbHUM

YMCNIOM TPOMOOLWMTIB, 3a3BHYai, y nepiofn Mix 14-21 mHAMHM KOXHOro 28-AE€HHOr0 LMKIY Ta

BIJHOBJICHHAM JO BHMXIZHOTO DIiBHA IEpEX IMOYAaTKOM HACTYIIHOTO LMKIY Tepamii (uB. po3mim

«ITo6iuHi peakuii»).

ITin vac nikyBaHHA ikca3oMi6OM KiNbKicTh TPOMGOUMTIB CJi KOHTPOMIOBATH HE MEHILE OXHOTO

pasy Ha MmiciAub. PeKOMEHAYETBCA DPO3MVIAHYTH YaCTiIUMH KOHTPOJH HPOTATOM MNEPHIMX TPHOX

LMKIIB Tepanii BIAMOBIAHO 10 IHCTPYKLIl ANA MEOMYHOTO 3aCTOCYBaHHS JiKapchKOTo 3acoGy

neHamigomif. TpoMOOUMTONEHIA KOPUTYeThCS LIIAXOM 3MiHH JO3M (muB. po3aij -«Emoci6
g
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3aCTOCYBaHHA Ta HO03M») Ta IIEPENUBAHHAM TPOMOOLMTAPHOI MacH 3rifHO 3i CTaHAAPTHUMH
KIIMHIYHUMMY HAaCTaHOBaMH.,

[LInyHKOBO-KHIIKOBA TOKCUYHICTD

ITpu 3actocyBanni ikcasomiby nmoBimomasiu mpo posBUTOK miape, 3aKpeny, HyooTH Ta GNIIoBaHHS,
fIKi B MOOJAMHOKKMX BMMaJKaX MOTpeGYBANH 3aCTOCYBaHHA NMPOTHAiApEeHHMX Ta IPOTHOIIOBOTHUX
JMIKapChKUX 3ac06iB, a TaKOX INiATPUMYyBaTBHOI Tepamii (muB. posmin «IloGiuni peakuiin).
Heobxinxo xopurysaru 03y Jlikapcekoro 3aco6y mpu PO3BUTKY TSKKHX CHUMIITOMIB (34 cTynens)
(nuB. posnin «Cnoci6 3actocyBaHHs Ta n03m»). V pasi PO3BUTKY TAKKHX ULTYHKOBO-KHINKOBHX
peaxuiif peKOMeHy€eThCA KOHTPOIOBATH PiBEHb KANi0 B CHPOBATLL KpOBI.

[Iepudepuuna nefiponartis

Iosigomnsnocs npo possuTok nepudeprynoi Hefiporarii NpH 3aCTOCYBaHHi ikca3oMiby (auB.
posnin «Ilo6iuni peakuiin). HeoGXiaHO KOHTPOMOBATH CTAaH NALIEHTIB HA HASBHICTH CHMITOMIB
nepuepuyHoi Hefiponarii. [TauieHtam, y AKHX 3'SBHIIMCS CHMIITOMH nepudepuyHoi HeiponaTii
abo moripimmecs nepe6ir Bxe HasBHOI MepudepuuHoi HeltponaTii, Moxe 3HaLOGHUTHCS 3MiHa JO3H
(mus. posain «Crioci6 3acTOCYyBaHHS Ta JO3K»).

[lepudepuyni Habpsku

IoBinomnsanocs npo po3BHTOK nepudepuuHMX Habpskis npu 3aCTOCYBaHHi ikca3oMmiby (aus.
posnin «Ilo6iuHi peaxuii»). Ciifx npoBecTH OLIHKY NMEPIIONPHUMH Y TAIi€HTa Ta TIPU3HAYUTH
NIATPHUMYIOUE NiKYBaHHS, 33 OTPeGH. V pasi posBUTKY cumnToMie 3 a60 4 cTymens TaxKocTi J03y
AeKCaMeTa30Hy CJIJ 3MIHHTH 3TiZHO 3 HOTO IHCTPYKUI€O M1 MEOUYHOrO 3aCTOCYBaHHA abo 103y
ikcazomiby (aue. posain «Croci6 3acTOCYBaHHS Ta BO3MY).

IlkipHi peakuii

IToBinomnsnoCs PO PO3BHTOK BHCHITY INif Yac 3acCTOCYBaHHA ikcasoMmi6y (muB. posain «ITo6iumi
peaxuii»). ¥ pasi po3BUTKY BUCHITY 2 CTYNeEH: TSHKKOCTi a60 BUILE L PeaKIlis YCYBAEThCS UIIAXOM
NpU3HAYeHHA MiATpUMyBanbHoi Tepanii a6o 3MinM go3m (amB. posmin «Croci6 3acTocyBanHA Ta
Ao3u»). Takox mix 4ac sacrocysanuA ikcasoMiGy pifko noBinoOMIANOCA NPO TaXK WKipHi M0GiuHi
peakuii (SCARS), Brmoyaroum TokcHuHH enigepmansuuii Hekponis (TEN) i curnpom Crisenca-
HMxoncoHa (SJS), ski MOXyTh GyTH HeOe3MEYHMMM IS XXUTTA aG0 JNETANBHMMM (HHB. PO3JIN
«ITo6iuni peakuii»).

ITin yac puU3HAYEHHA MaUiEHTIB CIiZ MOBIJOMUTH PO O3HAKH T4 CHMIITOMH Ta YBAXKHO CTEXUTH 33
WKIPHUMHM peakuisMu. SIKWo 3’SBMAIOTECA O3HAKM T4 CHMITOMH, IO BKA3yKOTh Ha Li peaxii,
ikca3omib citix HeraHHO BIAMIHKTH Ta PO3IIIAHYTH albTEPHATHBHE JikyBaHHs (32 HeoOXigHOCTI).
Axwo mia yac 3actocyBaHHsA ikca3omiOy y mauieHTa po3BHHYJIACs cepiO3HA peaklis, Taka sk SIS
abo TEN, nikyBasHs 150r0 Nali€eHTa He MOXHA BiJHOBIIOBATH B XXOAHOMY pasi.

TpomboTnyHa mMikpoaHrionaris

Y nauienTis, AKi OTpUMyBaIH iKca30Mil, HOBIJOMIIAIIOCA PO BUNAAKHA BUHHUKHEHHSA TPOMOOTHYHOT
mikpoanrionarii (TMA), BKI0YHO 3 BHNaaKaMH TPOMOOTHYHOI TPOMGOLMTONEHIYHOI IMypIypH
(TTII). desiki 3 uux moAiit npu3Benu KO NeTanbHOro Haciiaky. HeoOGXiqHO KOHTPOMIOBATH O3HAKH
ta cumnromd TMA. V pasi mifo3pu Ha HiarHo3 HeoOXiMHO ckacyBaTH ikca3oMif Ta IpoBecTH
OLiHKY cTaHy nanieHta Ha MoxuuBy TMA. fkmo aiarHos TMA BHMKIIOYEHO, 3aCTOCYBAHHA
ikca3omiOy MoxHa MOHOBHTH. besnexa BigHOBIEHHA Teparril ikca3oMiGoM y mauieHTis, Axi paHime
nepenecnd TMA, He BinoMa.

[enaToToKCUYHICTE

[ToBimommsanocs mnpo piAKiCHI BHIIAAKH pPO3BHTKY MEOMKAMEHTO3HOTO YPAaXKEHHS IEYiHKH,
renaToLeNOAPHOro MOWKOMKEHH, XHPOBOi AUCTPOdii MeuiHKM, X0JIECTATHYHOrO IENaTHTY Ta
renaToTOKCHYHOCTI y MAli€HTIB, AKi OTpUMYyBau ikca3zoMi6 (aus. posain «IloGiuni peakiii»). Ciix
PETYIAPHO KOHTPOJIOBAaTH pPiBEHb NEYIHKOBMX (EPMEHTIB Ta KOPUI'YBAaTH JO3y Y pa3i pO3BHTKY
cumnToMiB 3 abo 4 cTymnens TsbKkocTi (auB. po3ain «Croci6 3acTocyBaHHs Ta J03M)).

BaritHicTh

XinkaM ciifl yHHKaTH HacTaHHS BariTHOCTI MiJ 4ac JiKyBaHHA ikcasoMifoM. Sxio ixcazomi6
3aCTOCOBYETbCA Y MEPIOA BariTHocTI abo BariTHICTh HacTae Mif 4ac 3aCTOCYBAaHHA ikca3omily,
NauieHTKy ciif moiHgopMyBaTH Npo MOTeHUIHHY HeGe3meKy A oA,

JKinkam IiTOpPOAHOrO BiKy CIifi BUKOPHCTOBYBATH BHCOKOe()EKTHBHi METOIM KOHTpaLEenuii y
repion NiKyBaHHA ikcasomiGom Ta nmporsroM 90 JHIB MiCIs NPUIHHEHHS NIKyBaHHA (I SALTH




«B3aemopist 3 iHmMMM MiKapchKMMH 3ac0o6aMH Ta iHINI BMAM B3a€MOZIN» Ta «3acTOCYBaHHA y
nepion Barithocti a0 roayBamHs rpymmro»). OKimku, sxi NpUAMalOTh TOPMOHAIBHI
KOHTPAUENTHBH, IOBHHHI JOJATKOBO 3aCTOCOBYBATH 6ap'epHuii METOM KOHTpaUemnLi.

Cunapom 3axHp01 060poTHOI ennedanonarii

Y nauienTis, ski oTpUMyBanM ikca3oMi6, peecTpyBamyucs BUNagKu CHHAPOMY 3afHBOI 060pOTHOL
exuedanonarii (C30E). C30E € piakicuum 060poTHHM HEBPOJIOTIYHHM NOPYWEHHAM, 38 AKOro
MOXYTb CIIOCTEPIraTHCS CY/IOMH, apTepianbHa rilepTeHsis, rofoBHuii 61k, HOPYLISHHS CBiTOMOCTI
Ta TOPYIIEHHs 30py. Jlna MmiXTBEp/LKeHHA MiarHo3y NPOBOAMTLCS TOMOTrpadisi FONOBHOrO MO3KY,

MEPEBAXKHO MArHiTHO-pe3oHaHCHa ToMmorpadis. ¥ pasi possutky PRES y nauientis Heobximso
TIPUNIVHUTH 3aCTOCYBaHHA ikca3oMily.

IotyxHi innykTopu CYP3A

ToTyxHi iHAYKTOPH MOXYTb 3HM3UTH €(QEKTHBHICTh iKCa3oMiby, TOMy CIif YHHKATH CIiLHOIO
3aCTOCYBaHHA TaKMX cunbHuUX inaykropiB CYP3A, Ak kapGamasenin, ¢eniroin, pudamminud i
3BipoOiit (Hypericum perforatum) (auB. posninu «B3aemonis 3 iHumaMM nmikapchkuMu 3acobaMu Ta
iHWi BUIM B3aemomii» Ta «Papmakonoriuni BractuBocti. dapmakokiHeTukay). Skumo YHUKHYTH
KOMGIHOBaHOTO 3aCTOCYBAHHA 3 MOTYXHUMU iHgykTopamu CYP3A HeMOxIHBO, ciin 3miiicHIOBaTH
peTenbHUH MOHITOPHHT eEKTUBHOCTI KOHTPOJIIO 3aXBOPIOBAHHA Y MAIi€HTIB.

3acmocysanna y nepiod sazimnocmi abo 200ysanua 2pydoo.

Ockinbky ikca3oMmi® 3acTOCOBYeEThCA B KOMOiHAauil 3 JNEHaNiZOMINOM Ta HeKCAMETa3sOHOM, M
OTPUMAHHS J0AaTKOBOi iH(popMmauii om0 (epTHILHOCTI, BATITHOCTI Ta TFOAYBAHHS TIPYIMIO
HEOOX1AHO 03HAHOMHTHCh 3 IHCTPYKLIAMM /U1 MEAMYHOTO 3aCTOCYBAHHS LHX JIIKAPCHKHUX 3acOBiB.
XKiHKH penpoAYKTHBHOIO BiKY/KOHTPALENILS Y YOIOBIKIB i xiHOK

INauienTn 4omosivoi Ta xiHOWOi CTaTi, AKi MOXYTB MaTH AiTel, NOBMHHI BHKOPHCTOBYBATH
BHCOKOE(EKTHBHI MeTOmM KoHTpauemuii B mepion Ta mporsrom 90 AHiB micns 3aBepIIEHHS
mikyBauns. Ikcazomi6 He peKOMEHIOBaHMA KiHKaM PENpONYKTHMBHOTO BiKy, sKi He
BHKOPHUCTOBYIOTE KOHTPALEINLIO.

[ix yac omHOYAaCHOTrO 3aCTOCYBaHHA ikCa3oMiby 3 JekcaMeTa30HOM, sIKHH BiAOMMIX Ak ciaGkuil aGo
nomipuuit inaykrop CYP3A4, Tak camo sk i iHIWKX depmeHTiB Ta TpaHcnoprepis, Heo6XigHO
BPaxXOBYBATH DHU3MK 3HIDKEHHS €(DEKTHBHOCTI MEpOpaIbHUX KOHTpauenTusis. Tomy KiHKH, SKi
NpUAMAIOTE FOPMOHANIBHI KOHTPALIENTHBY, NIOBHUHHI JOJATKOBO 3aCTOCOBYBATH Gap'epHuil MeTOx
KOHTpAaUENIii.

BarirHicTb

Ikcasomi® He peKOMEHIOBaHHH Y Mepiof BariTHOCTI, OCKINBKM BiH MOXE IUKiJIMBO BIUIMBATH Ha
T4 MiJ Yac 3aCTOCYBaHHS Y BariTHUX XiHOK, TOMY XiHKaM CJIiJ YHHKATH HACTAHHA BariTHOCTI i
yac JIiKyBaHHS iKkca3oMiGoM.

Jlanux mono 3acTocyBaHHA ikca3oMiOy y BariTHMX >XIHOK HeMae. JIOCHIDKEHHA Ha TBapHHAX
MPOAEMOHCTPYBAIH PENPOXYKTHBHY TOKCHYHICTB.

Ixkca3zomi6 3acTocoByloTh y KomOiHauil 3 neHanigomigoM. JIeHaninoMin CTPYKTYpHO MOB's3aHMi 3
TanigoMigoMm. TamigoMizl € BiJOMOIO TEPATOT€HHOK AKTHBHOIO PEYOBHMHOIO, KA CIIPHYMHAE TDKKI
Hebe3neyHi UIA JKUTTSA BpOMXKEHi AedexTH y moauny. SIKuo ieHaniioMin npuiiMaerses y nepion
BariTHOCTI, BiH Ma€ OYiKyBaHy TEpaTOreHHY MHil0 Ha OpraHisM JIIOAMHHU. YMOBHM IpOrpaMu
TIOTIEPE/KEHHA BAariTHOCTI JUIA JICHATIAOMily HOBMHHI BHKOHYBAaTHCS BCiMa MallicHTaMH, 3a
BHHATKOM BHIIA[IKiB, KOJIM € HaJiMHMK A0OKa3 TOro, 10 y Haui€eHTa BiJCYTHIH penpoayKTHBHHMIA
notexuian. Ciix 03HaHOMHUTHCE 3 IHCTPYKUIEO I MEAUYHOrO 3aCTOCYBaHHA JiKapcbkoro 3acoly
NIeHaNIOMiA.

[onyBaHHA rpyanio

Hesimomo, 4m mnpoHukae ixcazomi6 Ta Horo meraboaiTH y rpyaHe Monoko. JlaHux mpo
BunpoOyBaHHS HA TBApMHAX HeMac. PEKOMEHIYETbCS NMPUITMHUTH TORYBAHHS IPYANIO, OCKIIbKH
PU3MK [ HOBOHAPOKEHHX/HEMOBIIAT HE MOXKe 6yTH BUKIIOUEHHHA.

Ockinbky ikcazoMmi6 Gyme 3acrocoByBaTHcs y KoMOiHamii 3 JIEHaNimOMigOM, TOAYBaHHA IPYIII0
mae OYTH PUNHHEHO Yepe3 3aCTOCYBaHHS NIEHANTiIOMiay.

PepTunbHicTh
HocmimkeHHs GepTUIILHOCTI 3 3aCTOCYBaHHAM iKca3oMiby He IPOBOAMIIHCA.
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30amuicmy ennusamu na weudkicme Peakyii npu Kepyeawmi agmomparcnopmom abo iHuumy
Mexanizmamu,

Ikcasomi6 Mae HesHauHmii BIVIMB Ha WIBHAIKICTH Peakuii Npu KepyBaHHI aBTOTPAHCIOPTOM 260
pobori 3 iHIIMMM MexaHisMaMH. VY KIHIYHMX JOCIIIKEHHSX crocTepiranacs BTOMa Ta
3anaMOpOYeHHs. S0 MmauieHTH MaioTh Gyab-fKki 3 wuX CHMITOMIB, KEpYBaTH TPaHCHOPTHHMH
3acobamu ab0 iHIUMMK MEXaHi3MaMK He PEKOMEHIIYEThCA.

Cnoci6 3acmocysanna ma dozu.

JlikyBaHHA cnil MOMMHATH TA KOHTPONIOBATH Mix HATJLIOM JIiKaps, SKMH Mae JOCBiN JiKyBaHHs
MHOXHMHHOI MI€JIOMH.

AOBH

PexoMennosana nouarkosa f03a ikcazomiGy cTaHOBHTB 4 Mr TIEPOPaNbHO OMIMH pa3 Ha THXIEHb Y
1, 8 1a 15 nui 28-penHoro uukmy mikyBaHus:,

PexoMenioBana movaTkoBa 1032 JEHATIIOMIy CTAHOBHTB 25 M OIUH pa3 na 106y 3 1 o 21 aus
28-IEHHOrO UMK JIiKyBaHHS.

PexoMennoBaHa rmoyatkopa mo3a AexcameTa3oHy cTaHOBUTH 40 Mr i3 mpuitomom y 1, 8, 15 Ta 22
AHi 28-CHHOTO LUKITY JTiKYBaHHA.

Cxema 3acTocyBaHHs: iKxcasomi6 3aCTOCOBYIOTh Yy KoMOinauii 3 Jgenanimomizom Ta
XEKCaAMeTa30HOM

28-neHHuii UMK (4-THIKHEBM I MK

Tuxnens 1 Tuwxnenn 2 Tuxaenn 3 Tuxaenn 4

HAens 1 \ui 2-7 |Hens 8 [Mui 9-14 (Mews [Hmi 16— Heup [dui 23—

15 21 22 28
Ikcazomi6 v v v
Jlenanigomin v v v v v v
Ionenno oxenno lonenno

JlekcamMeTasoH v v v v

¥ — npuitom nikapchKoro 3acoby

Ans oTpumanHs noAarkoBoi indopmanii oo NeHaNnigoMizy Ta HeKcaMeTa3oHy HeoGXixHO

O03HaHOMHTUCH 3 IHCTPYKUIAMH /ISl METUUHOTO 3aCTOCYBAHHS I(HX JIIKAPCHKHX 3aC0BiB.

Ilepen noyarkom HOBOro LUKy Tepanii:

. AbcomoTHa KiNBKICTh HEHTPOQiNiB IOBMHHA cTaHOBUTH >1000/MM>

. KinpkicTb TpOMGOUMTIB MOBUHHA CTaHOBUTH >75 000/MM3

. Heremarosorivna TOKCHYHICTE Ma€ 3arajloM BifHOBHUTHCEH L0 BHXiZHOIrO CTaHy nauieHTa abo
10 <1 cTyneHs, Ha po3cyx Jikaps.

JlikyBaHHS CIix MPONOBXKYBATH A0 NMPOTPECYBAHHA 3aXBOPIOBAHHA UM PO3BUTKY HENPHUHHATHOL

TokcHyHocTi. JlikyBaHHs ikcasomibom y koMGiHamii 3 JeHaMiZOMIZOM Ta JeKCAMETa30HOM

TPUBAMICTIO NOHAA 24 UMKIM Mae IPYHTYBATHCA HA iHIAMBiZyanbHid OLIHII CITiBBiIHOLICHHS

KOPHCTb/PH3NK, OCKINIbKY JaHi PO NEPEeHOCHMICTh Ta TOKCHYHICTD NpH 3aCTOCYBaHHI JIIKapCHKOro

3ac00y TPUBATICTIO OHaM 24 UMIUTH 06MexeH] (AuB. posain «DapmaxoTorisi BJIACTHBOCTI»).

ampumxa npuiomy abo nponywena 003a

Y pasi satpumkn a6o npomycky mpuiioMy 103u ikcasomiby iHuy K03y ciix NpUiAMaTH TiNBKH B

TOMy BHMNA[Ky, fAKIWIO MO0 MNPUAOMY HACTYyNHOI 3alljlaHOBAHOI MO3M 3anuwmmiIocs >72 Tropn.

IIponywieny o3y He ciin npuitMaTi POTAroM 72 FOAMH MePeN HACTYITHOK 3aIIaHOBAHOIO 03010,

He cnix npuitmaTy noasiitHy 103y 3amicTs nponymeHoi 103u.

Slkmo micist mpuioMy JTiKapchKOro 3aco6y BUHHKIO GIIOBaHHS, NMALIEHTY He CIiJ MOBTOPIOBATH

R03Y, a IPOJOBKHTH JIIKYBaHHS 3 HACTYIIHO! 3aILIaHOBAHOT JI03H.

Iminu doszu

TlocminoBHicTh 3MEHIIEHHA M03M ikcasomify npencrasneHa y TaGimui 1, peKoMeHzallii mono
3MiHM 1034 HaBeJieHi B Tabnuui 2.

Ta6uuus 1. ETanu 3MeHIIeHHs K03H ikca3oMily

| PekomengoBana nodarkosa | Iepuwe 3smenwenns | Jlpyre 3MeHwenHs | IIpununenss
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nosa* O3 10 O34 10 3aCTOCYBaHHA
4 mr 3 mr 2,3 Mr

*PekoMeHI0BaHA 3HIDKEHA 1033 3 MT Y NaIieHTiB 3 nompHuMu a00 THKKMMH MOPYLIEHHAMU QyHKUIT nequu, TSOKKUMU
NOpyLeHHAMH (YHKLIT HUPOK a60 TepMinaiILHOIO CTamielo 3aXBOPIOBAHHA HHPOK, WO NOTPeOYIOTH Aianizy.

PekoMennyeTbCA anbTepHATHBHMI MiAXil A0 3MiHM [03u ikcasomiGy Ta nenanmommy TpH
NEPEXPECHiH TOKCHMYHOCTI, WO NPOABNAETECS TPOMGOUMTONEHIEI0, HEUTPOIEHIEK Ta BHCHIIOM. Y
pasi mepexpecHOi TOKCHYHOCTI NEpIIMM eTanoM 3MiHM HO3H € CKaCyBaHHA/3MEHLIEHHA 03K
neHanigominy. us. poszun «Cnoci6 3acToCyBaHHA Ta AO03M» IHCTPYKUIl ANA MEXHYHOrO
3aCTOCYBaHHsI JICHAIAOMIAY WIO/O €TaIliB 3MEHLIEHHSA 103K Y Pa3i Takol TOKCHYHOCTI.

Tabauns 2. IncTpyxuii moxo 3sminu no3u ikcazomiby B kom6Ginauii 3 senaninomizom Ta
ACKCAMETA30HOM

I'emaTosoriyna Tokcu4HicTD |PexomennoBani nii

TpomGouuToneHist (KiabkicTh TpoMGouuTiB)

Kinbkicts TpoMGouuTia * He 3actocoByBarH ixcazomi Ta jeHamigoMin, Joxu
<30 000/mm? KiJIbKiCTB TPOMOOUKTIB He cTane >30 000/mm3,

* Ilicna nopmanizauii c1ia IPOXOBKUTY 32CTOCYBAHHS
JIEHATIIOMiy Y HaCTYIHIiM HyoK4il 1031 3rigHo 3
IHCTpyKUi€l0 Ta IPOIOBKYBATH 3aCTOCYBaHHS ikcazoMiby
B OCTaHHi# 03,

* SIKIO KiNbKiCTh TPOMOOUHUTIB 3HOBY Najac Ko
<30 000/MM?, He 3aCTOCOBYBAaTH ikca30Mib i leHamigoMiz,
TIOKH KiJTBKiCTB TpOMGOLHTIB He cTane 30 000/mMM>.

* Ilicns nopmanisawii IpoAOBXYIOTH 3aCTOCYBAHHS
ikcasoMiby y HacTymHi# HUXKYiA KO3i Ta IPOXOBXKYIOTH
3aCTOCYBaHHs JICHAILAOMIAY B JI0ro OCTaHHIN f031.*

HediTponenist (aGconoTHa KinbkicTb HeliTpodinis)

AbcommoTHa KiNeKicTh Helftpodinis(e He 3actocoBysartH ikcazomi6 Ta nenanmigomin, Koku

<500/mm* abCcoMoTHA KUTbKICT HeliTpodiniB He crane >500/Mmm>.
Po3riisHyTH NOLINBHICTS 3aCTOCYBaHH IPaHyIOLMTAPHOTO
KOJIOHieCTHMYTIoI0Yoro (akropa (G-CSF) srimuo 3
KIIHIYHUMH HaCTAHOBaMHU.

+ Ilicns HopMani3auii MPOXOBXUTH 3aCTOCYBAHHS
NEHATIOMIZY ¥ HACTYIHIM HUXYii 1031 3rigHO 3
IHCTPYKUI€IO i3 HOro 3aCTOCYBaHHs Ta POAOBKYBATH
3aCTOCYBaHHA iKCa30oMiOy B OCTaHHiMH H03i.

* Sxmo abconoTHA KibKiCTh HEHTPOGLNIB 3HOBY Magae a0
<500/mm?, He 3acTOCOBYBaTH iKCa30Mi6 Ta TeHaniKoOMIz,
JOKH abCOMIOTHA KINBKICTh HEHTPO(diNiB He cTaHe
>500/mm>,

 Tlicna HopManizauii NPOXOBXYIOTh 3aCTOCYBaHHA
ikca3oMify y HacTymHi# HMXUi#t 031 Ta NPOXOBKYIOTh
3aCTOCYBaHHs IEHaJiAOMily B IOT0 OCTaHHi# no3i.*

HeremaToJioriuna TokcuyHicrr |Pexomengosaui aii

Bucun

Cryninp** 2 a6o 3 * He 3aCTOCOBYBATH JIEHANIJOMiJ, AOKHM BUCHII HE
3MEHIUUTLCA 10 <1 cTymneHs.

+ TIlicna HopMani3auii IIPOJOBXKYIOTh 3aCTOCYBaHHS
NICHaJIiJOMiNY Y HACTYITHIA HUXKYii 1031 3rigHo 3
iHCTpyKLi€lO.

+ SIxwo 3'aBruserbes Bucun 2 abo 3 crynews, He
3aCTOCOBYBATH ikca3oMib Ta JeHamigoMil, JOKH
BUPaXKEHICTh BUCHITy HE 3MEHIIUTECS JI0 <I crymens.

+ Ilicns HopMaJti3aLiil MPOAOBXKYIOTh 3aCTOCYBAHHS
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ixcasomiby y HacTynHii HIKUil Ko3i Ta IPOJIOBXYIOTh
3aCTOCYBAaHHS JICHAIiJOMiAY B MOro ocTanHii o3i.*
Crynins 4 CkacyBaTd cxemy JIiKYBaHH1.

* TTpy MojabIUKX ABHUIAX PEKOMEHAYETHCA YEPryBaTH 3MiHY 103U nesanigoMiny ta ikcasomiby
** OuiHKa CTYNEHs IPYHTYETHCA Ha 3aTAILHUX TEPMiHONOTIYHHX KkpuTepisx ouinky Hebaxannx spuw (CTCAE), Bepcis 4.03

Cynymnus mepanis

HeoGxinno ouinmté HEo6XimHICTh MPOQIMAKTHYHOTO NPH3HAYEHHS NPOTHBIPYCHHX npenaparis
MALi€HTaM, AKi OTPUMYIOTH IKCa30Mi6, i SHHXKEHHSA PU3HKY peaKTHBaLLi Bipycy onepisyBansHOro
repriecy. IlanieHTd, BKMIOWEHi y [IOCIIIKCHHA 3aCTOCYBaHHs ikca3oMify, ski OTPUMYBAIH
aHTHBIPYCHY NpPodinaxTvKy, MalK HIDKUMIl PiBEHb 3aXBODIOBAHHA Ha OMEPi3yBanbHMil reprec y
NOPIBHSAHHI 3 NALIEHTAaMH, fAKi 1l HE OTPUMYBAIX.

Ipodinakruka TpoMGO3y pEKOMEHNOBAHA NALIEHTaM, SKi OTPHMYIOTh JIKYBaHHA iKca3oMiboM y
KOMOiHauii 3 JIeHATIIOMIZIOM Ta JeKCaMeTa30HOM, i MOBHHHA TPYHTYBATHCS Ha OWIHII OCHOBHHX
PH3HKIB Ta KIIHIYHOTO CTaHy MalLi€HTa,

Ilomo iHworo CymyTHBOro JiKyBaHHS, fiKe MoXe GyTH MOTPiGHMM, HEOOXiNHO O3HAKOMUTHCH 3
IHCTPYKUI€EIO ISl MEAUYHOTO 3aCTOCYBAHHS JICHANIIOMify Ta JeKCaMETa30HY.

Ocobnusi 2pynu nayicumis

Tlayienmu nimnvozo sixy

Heo6xinnicTs xopexuii 1o3u ikcasomiby y nauieHTis BikoM Bix 65 pokis BincyTHS.

IloBigomnsnocs npo BigMiHy NiKyBaHHA y mauieHTiB BikoM >75 pokis: y 13 nauienris (28 %) npu
nikyBaHHi ikcasomi6om Ta y 10 mauientis (16 %) npu 3actocysanni mnane6o. Y mamieHTiB BikoM
>75 pokiB criocTepiranacs cepuesa apurmis: y 10 nauientis (21 %) npu nikyBanHi ikcazomiGoM Ta
9 nauienTiB (15 %) npu 3acTocyBaHHi rane6o.

TTopywennsa gpynryii neuinku

BigcyTHs HeoOXiaHICTs KOpeKuii f03M ikcasomiby y MallieHTIB 3 JerKMM CTyHEHEM NMOPYLICHHS
¢yskuii neuiHkm  (3aranpHuMii  Gimipy6in < Bepxmpboi Mexi Hopmm (BMH) Ta
acrniaprataminorpascdepasa (ACT) > BMH abo 3aranbnuii 6inipy6in >1-1,5 x BMH 1a Gyap-axuii
pisers ACT). 3HmKkeHa 1032 3 MI peKOMEHIYETHCS MALi€HTaM i3 CepelHiM (3aranbHuii GinipyGin
>1,5-3 x BMH) a6o Tsxkum (3aransuit 6inipy6in >3 x BMH) cryneneM nopyuenHs ¢yHkuii
nedinku (auB. posain «Papmaxonoriyi BracTuBocti. OapMakoKiHETHKa).

Tlopywenns gpynkyii Hupok

BigcyTHs neobximHicTh kopekuii Ao3u ikcasomify y mauieHTiB 3 nerkum abo cepenHiM CTyNeHEM
nopymeHHs GyHxkuii Hupok (knipeHc kpeaTHHiHy >30 Mi/XB). 3HIDKEHA 103a 3 MI' pEKOMEHIAYETHCA
MalieHTaM 3 TSXKKUM CTYINEHeM nopymeHHs (yHkuii HUpoKk (kiipeHc kpearuHiny <30 mi/xB) Ta
NpH TepMiHaNbHiH CTafii 3aXBOPIOBaHHA HHMPOK, W0 MOTpebye miamisy. IkcasoMib He mimmaerses
Aianizy i TOMy MOX<E€ 3aCTOCOBYBATHUCS HE3al€XHO Bif 4yacy HOro npoBEACHHA (OMB. poO3Ain
«®apmakonoriuui Biactusocti. @apMakOKiHETHKAY).

om0 pekoMeHaaUiit J03yBaHHA Y NALiEHTIB 3 NOPYIICHHAM (YHKUIl HUPOK OUB. IHCTPYKLIKO [UIA
MeQUYHOTO 3aCTOCYBAHHS JIEHAN AOMiTy.

Himu
EdexTuBHicTs Ta Ge3neka 3acToCyBaHHs ikcasoMiby y Aired BikoM 10 18 pokiB HE BCTaHOBIEHI.
Haui BiaCyTHI.

Crnoci6 3acTocyBaHHA

IkcazoMi6 npusHaueHHH AJ11 NEpOPAIBLHOrO 3aCTOCYBAHHS.

Ixca3zomi6 Heo6XinHO mpuiiMaTH NpHOAU3HO B OAWH i ToH camuii wac B 1, 8 Ta 15 mHi KOXHOrO
LMKy JiKyBaHHA NpHHaiMHi 3a 1 roauny no aGo depes 2 roauHu nicis npuiiomy xi (qus. posain
«®Dapmaxosoriuni  BiactuBocti. apmakokiHetHka»). Kamcyny HeoOXimHO KOBTaTH LiJIOH,
3anMBarOYM BoJOK0. Karcysy He MOXXHA pO3JaBIIIOBATH, )yBaTH ab0 BiIKDHBATH.

[kcazoMi6 € HUTOTOKCHYHMM. Karncyny He cii BuiiMaTH 3 YIaKOBKH IO MOMEHTY 0€3110CepeHbOro
npuitoMy. He ciiif BiAKpHBaTH 4 po3faBioBaTy kancynd. HeobxifHo yHUKaTH 6€310CEpEAHBOr0

KOHTAKTY 3 BMICTOM Karcyyiu. Y pasi po3KpHTTA Kancyau HeoOXiXHO YHUKATH YTBOPEHH (m}ﬁy B
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MOBITPi MiZ Yac 36MpaHHs. ¥ pasi KOHTAKTY PETENHHO 3MUTH BOOIO i3 MUJIOM.

Byne-sxuit weBukopucranuit npemapar abo Biaxoau noTpi6HO yTHni3yBaTM BimmoBimHO 0
MICLIEBUX BUMOT.

Ilepeodosysanna.

Y nauientis, axi npuitManu Hinnapo®, peectpyBanu Bumanku nepeno3yBaHHsa. CHMITOMH
MepeN03yBaHHs 3aTaioM BiflOBIAAIOTs BCTAHOBIEHNM PU3HKaM JUIA JIKApPCHKOTo 3aco6y Hinmapo®
(muB. posnmin «IloGiuni peakuii»). IlepenosyBanns mozow 12 mr (pasoBa n03a) NpH3BOAMIO IO
PO3BHTKY CepHO3HMX NOGIMHMX ABMIL, TAKMX AK CHIBHA HyHOTA, acnipauiiiHa MHEBMOHis,
MOJII0PraHHa HEAOCTATHICTh Ta CMEPTB.

Cneuudiynoro aHTHIOTa y pasi mepemo3yBaHHS ikcasoMiGoM He icuye. V pasi mepenosypanns
HEOOXIHO peTensHO KOHTPOIOBATH CTAH NAIIEHTA IIOAO MOABM MOGIUHMX peaxuii (zuB. posmin
«Ilobiuni peakuii») Ta HamaTH BiAnoBiaHe MiATPUMyBanbHE JIKYBaHHS. Ikca3omiG He nixnaeTbes
mianisy (auB. po3ain «DapMaKoJIOTidHi BIaCTHBOCTI. DapMaKOKiHETHKa).

Bunagku nepenosyBaHHs uwacTille pPEECcTpYBaNMCA Y MALIEHTIB, SIKi TTOYHHAIM niKyBaHHs
npenapatoM Hinnapo®. 3 nauienramu, sxi nounnaots NiKyBaHHS, C/iZ 0GrOBOPUTH BaXTHBICTH
PETENBHOTO NOTPUMAHHA BCIX iHCTpYKUil 3 mosysaHHs. HeobximHo moindopMyBath mauientis

NPUAMATH PEKOMEHIOBAHY /103y BiATIOBINHO KO iHCTPYKLUii, OCKINBKY NEPe03yBaHHS IIPH3BOAMIIO
[0 NIETANIbHUX HACiAKIB.

Hobiuni peaxuyii.

Ockinbky ikcasomi6 3acTocoByeThcs B KOMOiHAIil 3 JEHAMIZOMIZOM Ta JEKCaMETa30HOM, I
OTPUMaHHA OAATKOBOI iH(opMauii npo nobiuni peakuii HeoGXiAHO 03HAHOMUTHCE 3 IHCTPYKLIAMH
A7 MEJUYHOTO 3aCTOCYBAHHS LMX JIIKapCHKHUX 3ac00iB.

Pesrome npodinto Gesnexu

ITpodins 6esnexu npenapary Hinnapo® rpynryeTshes Ha HasBHUX JAaHMX KIIHIYHHX JOCIIIKEHb Ta
MOTOYHMX JAHMX 3aCTOCYBaHHA Yy MicispeecTpauiituuit mepiox. YactoTy moGiunmx peaxuiii,
OMMCaHUX HIDKYE Ta BKasaHux B Tabmuui 3, 6yno BU3HAYEHO HAa OCHOBI HAHMX, OTPUMAHHX MiA Yac
KJIIHIYHHX JOCiIKEHb.

Slxmo He 3a3HaveHO iHIE, HaBeEHI HMXYE NaHi ABIAIOTH coGoK0 06'caHaHi maHi 3 Oe3nexu,
oTpuMaHi 3 6asoBoro, rio6GansHoro nocmimkerHs C16010 ¢asu 3 (n=720) Ta noagiiinoro cminoro
M1aLe00-KOHTPONILOBAHOTO  MPOJOBXEHHA  jocmikenHs C16010 y  Kurai  (n=115).
Hajnommperiunmu noGiunumu peakuismu (220 %) cepen 418 nauientis, AKi oTpHMyBain
NKYBaHHs 32 CXEMOIO, LU0 BKITIOYac ikcasoMil, Ta cepen 417 maLieHTis, AKi OTPUMyBaH JTiKYBaHHS
3 niaue6o, 6ynu aiapes (47 % npotu 38 %), TpomGouuToneHis (41 % npotu 24 %), HeHTpOMEHis
(37 % npotn 36 %), sakpen (31 % mporu 24 %), indekuis BepXHix AuxanpHuX mUIAXiB (28 %
npotH 24 %), nepudepnyna Hefponaria (28 % mporn 22 %), Hynora (28 % nporu 20 %), 6ins y
cnuti (25 % npotu 21 %), sucun (25 % npotn 15 %), nepudepuunnit nabpsax (24 % npotu 19 %),
6mosanns (23 % npotu 12 %) Tta Gponxir (20 % npotu 15 %). IloBimoMnsANOCS TPO PO3BMTOK
cepio3Hux MOoGIYHKMX peakuil y >2 % mauieHTiB, AKki BKIOYaOTh Aiapeio (3 %), TPOMGOLHTONEH]0
(2 %) Ta 6ponxir (2 %).

[epenix mobivyHNX peakuiil y BUrsui Tabnumi

Hna knacugikauii yacToTH MOGIYHHMX peakuid BUKOPUCTOBYIOTHCA TaKi KPHUTEPii OMIiHKK 4acTOTH:
myxe yacto (=1/10); yacto (=1/100 go <1/10); neuacro (>1/1000 mo <1/100); piaxo (=1/10 000 mo
<1/1 000); myxe pigko (<1/10000); yactoTa HeBinoMa (HEMOXIMBO OLHHTH 3a HAIBHHUMH
HaHuMH). Y KOXHOMY KIaci CHCTeMH OpraHiB mnobiumi peakuii 3rpyrmoBami 3a 4acToTOIO
BHHMKHEHHA, HaH4acTilli peakuii BKa3ylOTbCA MepuiMMH. Y Mexax KOXHOI KaTeropii 4acToTw
no6ivHi peakuii MPeACTABIEHO Y OPANKY 3HHIKEHHS iXHBOI TSXKKOCTI.

Tabauua 3. IloGiuni peakuii y nauwienrtis, sxi npuiimManu ikcasomi6 y kombimanii 3
JeHaTiAOMIN0M Ta JeKcamMeTa30HoM (Yci cTyneHi TaXKOoCTi, 3 cTynens Ta 4 cTynens)

Knac cucremn opranis / |ITo6iuni peaxuii (yci |Ilo6iuni peaxuii 3 IToGiuni peaxuii 4
no6iyna peakuis CTYNeHi TSxKOCT) CTYNEHS TAKKOCTI CTYNEeHS THKKOCTI
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Indexuii Ta inBasii

Indexuii BepxHix Jlyxe gacto YacTo

JAUXAIILHUX LUIAXIB

BpoHXiT Hyxe qacto Yacro

Ornepisyrounii reprec Yacto Yacto

Pozsiagu 3 60Ky KpoBi Ta JiMmpaTHIHOI cucTeMu

TpombounToneHis* Hyxe gacto Hyxe vacto Yacro
He#rponenis* Hyxe qacto Hyxe vacto YacTo
TpomboTnuna Pigko Pinxo
MiKpOaHrionaris

Tpom6oTruHa Pinxo Pinxo Pinxo
TpoMOOLUTOITEHI YHA

mypnypa'

Po3nagu iMmyHHOI cucremu

Anadinaxruuna peakuis’ |Pigko Hyxe pinxo Hdyxe piako
AHTIOHEBPOTHYHHIA Pinko Pinxo

Habpsx!

ITopyuienns: Meta6onizmy i TpaBJjieHHs

Cungpom msucy Pixko Pinxo Pigxo
nyxaunu'

Po3nanm 3 60Ky HEPBOBOI CHCTEMH

Iepndepnuni Iyxe yacto Yacro

HeHipornarii*

Cunpgpom 3agHbOL Pinxo Pinxo Pigko
060poTHOT

enuedanonarii*t

Tlonepeunuii MiemiT! Pinko Pigxo

Pozsagu 3 60Ky LIJIYHKOBO-KHIIKOBOT'O TPAKTY

Jiapes Jlyxe yacto Yacrto

3akpen Hyxe yacto Heuvacto

Hynora Hy>xe yacro Yacro

bnroBaHHA Hyxe qacto Heyacto

Po3nanu 3 60Ky WIKipM Ta NigKiPHOTI TKAHUHH

Bucun Hyxe gacro Yacro

Cunapom Pigxo Pinko

Criserca—JlxoHcoHa'

["ocTpuit raps4koBUH Pigxo Pigko

HeiTpodinsHUN Aepmaros

Tokcnunuit Pigxo Pigko
enifepManbHIH HEKPOJIi3

Iopymenss 3 60Ky KicTK0B0-M's130B0i CHCTeMM i CIOY4HOI TKAHUHM

Bine y crivHi Hyxe yacro Hevacto

ApTpanris Hyxe gyacto Yacto

3aragbHi NOpyuieHHsA Ta peakuii y micui BBeACHHA

IMepudeprunnii Habpax | Jyxe yacto Yacro

ITipexcis Iy>xe yacto Heuyacto

* SIBnse co6010 NOECAHAHHS TEPMiHIB NEPEBAXHOT0 3aCTOCYBAHHA.
t I'loBizoMNAKCA N032 foCHKEHHAMH dasn 3

Onuc oxkpeMuX 10GIYHNX peaKLin

Ilpununenns NiKY8aHHA

Y <3 % nauienTiB, fAKi OTPUMyBaIM CXeMy JiKyBaHHA 3 iKCa3oMiGoM, y 3B'A3KYy 3 PO3BHUTKOM
noGiYHkX peakwiii ckacoByBaiy OMH a6o 6inblie 3 TPHOX 3aCTOCOBYBAHHX JIIKAPCHKUX 3aC00iB.
TpomboyumoneHis

Y [BOX BIICOTKIB MALEHTIB, SKi OTPUMYBAIH CXeMy JiKyBaHHA 3 ikca3oMiGoM Ta cxeMy ?i%;uxamm
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3 1auebo, MiA 4ac JikyBaHHA BisHavanacs KinbkicTe TpomGowuTie <10 000/mMm®. MeHm Hix y
1 % nauientisp Ha Tai 3acTocyBaHHA 060X CXeM MiKYBaHHs BiI3HAuamacsi KiIbKiCT TpoMOOLMTIB
<5000/mm’. Y 2 % manientis, AKi oTpuMyBanm CXxeMy NKyBaHHA 3 ikcazomiGoM, i y 3 % nanienTis,
fKI OTPUMYBAIM CXeMy MiKyBaHHA 3 Iulaue6o, CKacOBYBaIM OXWH ab0 Oible 3 TPBOX
3aCTOCOBYBAHMX JIKAapCBKMX 3aCOGiB  BHACHIXOK pPO3BUTKY TpPOMGOUMTONEHii. PO3BUTOK
TPOMOOLMTONEHII He CPHYMHMB 36LNBILEHHA BUNANKIB reMOpArivYHMX MOi# 260 3GiNbIICHHS
4aCTOTH IE€PeJHBAaHHA TPOMOOLIUTAPHOT MacH.

Llinynkogo-kuuikosea mokcuunicme

Hiapes npussena 10 ckacyBaHHA ORHOro a6o 6iblie 3 TPHOX 3aCTOCOBYBaHHX JIIKApChKHX 3aC00iB
y 2 % nauieHTiB M 4ac 3aCTOCYBAHHS CXEMH JIiKyBaHHs 3 ikca3oMiboM Ta y 1 % nauienTis mix vac
3aCTOCYBAaHHS CXEMH JIIKYBaHHA 3 maue6o.

Bucun

Bucun possuyscs y 25 % nauienris, ski oTpuMyBamum cxeMy JiKyBaHHS 3 ikcasomibom, y
nopiBHsHHI 3 15 % nanieHTiB, Axi oTpUMyBaTM cxeMy NiKyBaHHS 3 miaue6o. Hait6inmsm yacTum
BHMJIOM BUCHITY TiJi 4ac 3aCTOCYBaHHsA 000X cxeM 6yB MaKyJIONanysis03HHH i MAKYIbO3HMIA BHCHII
IIpo Bucun 3 cTymeHs TXKOCTI moBimomuanocs y 3 % nauieHTis Mif Yac 3aCTOCYBAHHA CXEMH
NIKyBaHHA 3 ikca3oMiboM y MOpiBHAKKI 3 2 % NauieHTiB mia Yac 3aCTOCYBaHHS CXeMH TiKYBaHHA 3
mane6o. Bucun npussogms 10 ckacyBamHA ofHOrO a6o GinbIE 3 TPBOX 3aCTOCOBYBAHMX
JTiKapchKuX 3aco6iB y < 1 % maltieHTiB nij yac 3acTocyBaHHs 060X CXeM JiKyBaHHS.

[lepugpepuuna netiponamis

[lepudpepnuna neiiponatis possunynacs y 28 % nauieHTiB Mg yac 3aCTOCYBaHHS CXEMH JIiKYBAHHs
3 ikca30MiGOM, y NOPiBHAKHI 3 22 % NMALi€HTIB MiA Yac 3aCTOCYBAHHSA CXeMH JIiKyBaHHA 3 mianeto.
Ilpo possurok mobiunmx peaxuit y Burmami nepudepuunoi Heiipomarii 3 cTymeHs TaxKocTi
moBifoMIAIOCE y 2 % MalLi€HTiB MiX 4ac 3aCTOCYBaHHS CXEMH JIKYBAaHHA 3 ikcasoMiGom y
nopisHsAHHI 3 1 % nauieHTiB mix yac 3aCTOCYBaHHs CXEMH JIiKYBaHHS 3 mane6o. HaitGinsim yactowo
nobiyHow peakuiclo 6yna nepudepuuHa cexcopHa Hedpomatia (21% Ta 15% mig wac
3aCTOCYBaHHs CXeM 3 ikcasomiboMm Ta mmane6o, Biamosizao). IIpo possutox mepudepuyHoOi
MOTOpHOI Heiipomartii B 060X cxemax JiKyBaHHs nosigomisnocs Hedacto (<1 %). Iepudepuuna
Heiiponaris Npu3Bena A0 CKacyBaHHsS OQHOro a6o Ginblue 3 TPHOX 3aCTOCOBYBAHMX JKAPCHKHX
3ac00iB y 3 % mauieHTiB miJ 4ac 3aCTOCYBaHHA CXeMHM JIKYBaHHS 3 iKca3omi6oM y mopiBHAHHI 3
1 % nauieHTiB Nmig yac 3aCTOCYBaHHA CXeMH JIIKYBaHHA 3 1ane6o.

Posnadu 3 6oky opeany 30py

Posnaau 3 6oky opraHy 30py ONHCYBaiIH pisHUMH TEPMiHAMHU [TEPEBAXKHOTO 3aCTOCYBAHHS, 3araloM
ix yactoTa craHoBMNIa 34 % y MalieHTIB, sAKi OTPUMYBaJM CXeMY JIIKYBaHHA 3 ikcazomiGom, Ta 28 %
y Tali€HTiB, SKi OTPUMYBATM CXeMYy JiKyBaHHS 3 ruame0o. HaiGine yacTHMHM NOGIYHHME
peakuiamu 6ynu: HediTKiCTb 30py (6 % min yac 3aCTOCYBaHHA CXeMH JIIKyBaHHS 3 ikcazomiGom Ta
5 % nin 4ac 3acTocyBaHHsA CXEMH JiKyBaHHA 3 IIane6o), cyxictb oueit (6 % mig yac 3acTocyBaHHs
CXEMH JIiKyBaHHs 3 ikcasomiOoMm Ta 1 % mix 4ac 3acTOCyBaHHA CXEMH JIKyBaHHA 3 IUIaneGo),
KOH'IOHKTHBIT (8 % mijg uyac 3acTocyBaHHA CXeMH JiKyBaHHA 3 ikcasomibom Ta 2 % mim vac
3aCTOCYBaHHS CX€MH JIIKyBaHHA 3 miaune6o) ta katapakta (13 % mig vac 3aCTOCYBaHHsS CXeMH
mikyBaHHA 3 ikcasomibom Ta 17 % mif 9ac 3acTOCyBaHHS CXeMH JiKyBaHHA 3 aue6o). Ilpo
no6iyHi peakuii 3 CTyMeHs TAXKOCTI MOBiZOMISIIOCA Y 6 % mMalienTiB Mix 4ac 3aCTOCYBaHHA CXEMH
nikyBaHHA 3 ikcazomibom Ta y 8 % manieHTiB iy 4ac 3aCTOCYBaHHA CXEMH JIIKYBaHH1 3 1ane6o.
[Hwi nobiuni peaxyii’

B o6'ennanoMy Habopi AaHUX, OTpUMaHUX 3 6a30Boro, rnobansHoro gocrnimxenus C16010 dasu 3
(n=720) Ta moABiiHOro CNinoro miane6o-KOHTPOILOBAHOrO NPoAoBXeHH gocnimkeHHs C16010 y
Kurai (n=115), HaBemeHi jgani moOidHI peakuii pEECTpyBalM 31 CXOXKOI0 YacTOTOK IA 4ac
3aCTOCYBaHHA CX€M JIiKyBaHHA 3 ikcaszoMifoM Ta mianebo: BToma (28 % nportu 26 %), SHIDKCHHS
anetuty (13 % npotu 11 %), aprepiansHa rinorensis (5 % nporu 4 %), cepleBa HEAOCTATHICTh
(5% B obox rpynax), aput™mis’ (17 % npotu 16 %) Ta NeyiHKOBa HEJOCTATHICTb, BKJIIOYHO 3i
3MiHOIO aKTMBHOCTI NedinkoBux pepmenTis’ (11 % mpotu 9 %).

YactoTa BUMaAKiB rirmokaiiemii Tsxxkoro crynens (3—4 ctymens) 6yna BUIIOIO y MALi€HTIB Mix yac
3aCTOCYBAaHHA CXeMH JIIKyBaHHA 3 ikcasoMiboM (7 %), HiX IiJ 4ac 3aCTOCYBaHHA CXEMH JIIKYBaHHA
3 itauebo (2 %).

Y nauieHTiB, SKi OTpUMMYBaIH ikca3oMib y komOiHauii 3 JeHaniZoMiIOM Ta IeKcaMeTas Ht, Oynu
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38pe€CTPOBAHI DiAKICHI BHITALKK PO3BUTKY IPHOKOBOT Ta BIpYCHOT MHEBMOHI{, sKi mpusBenu 1o
cMepTi.

t CranpapTusosani 3amut MedDRA (SMQs)

Hosizomnenns opo nifosproBaui nobiymi peakuii

IloBinomienns npo no6ivni peaxuii mcmns peecTpauii MikapchKOro 3aco6y Mae BaXKIMBe 3HAYCHHS.
Ile nae 3mory mpoBOAMTH MOHITOPHHI CHIiBBiHOLICHHS KOPUCTB/PU3UK IIPH 3aCTOCYBaHHI IBOTO
nikapcrkoro 3acoby. Memuynum Ta (hapMaLeBTHYHNM NPALiBHUKAM, a TAKOX MALEHTAM a60 ix
3aKOHHUM MpENCTaBHUKAM CJTiZl OBIZOMIIATH NP0 YCi BUNMAAKU MiIO3PIOBAHHX MOGIYHMX peakwiit
Ta BIACYTHOCTI eheKTHBHOCTI MTiKapchKoro 3aco0y Yepes aBTOMAaTH30BaHy indopmaniiiny cucremy
3 hpapMaKOHArNIANY 3a OCHNAHHsAM: https://aisf.dec.gov.ua.

Tepmin npudamnocmi,
3 poxku.

YmoBn 36epirannsi. 36epiratu npu Temmneparypi ne sume 30 °C. He 3aMOpoxXyBaTu. 36epiratu B
OpHTiHABHIH YIIaKOBUI [ 32XHCTY Bif BOJIOTH.
36epiraty y HegoCcTynHOMY AT AiTel Micwi!

Ynakoeka.
ITo 3 kancynu y Gnicrepriit ctpiuui, no 1 Gmicreprii CTpiuui B ynmaxoBui-pyTisapi, no | ymaxosui-
$yTnspy B kapTOHHi# Kopo6ii.

Kareropis sixnmycky. 3a penentom.

Bupo6Huxk.
Taxena Ipnannis Jlimiten / Takeda Ireland Limited.

MicuesnaxomxeHHs BUpoGHuKa Ta iioro aapeca micus NPOBAMXKEHHA NiANbHOCTI.

I'pamx Kacn bisnec Ilapk, Hanrop Poan, Hy6nim 22, D22 XRS7, Ipnannis / Grange Castle
Business Park, Nangor Road, Dublin 22, D22 XR57, Ireland.
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