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Kanenurabin Akkopa Tabierku, BKpHTI IJIIBKOBOIO o0os10HK010, 150 MT
Kanenuta6in Akkopa Tabierku, BKPHTI IUIBKOBO0 000/10HKO10, 300 mr

Kanenuta6in Axkopa Ta6ierku, BRpHTI ILTBKOBOI 060:10K010, 500 Mr
KaneuuTabin

IpounTaiiTe YBa)HO Bech 3MIiCT HBOr0 JIHCTKA-BKJIAAHIIA A0 NMOHATKY npHiioMy HbOI0
nikapcbKoOro 3acofy, TOMy IO BiH MiCTHTH BaAK/IHBY indopmanilo a5 Bac.
36epiraifTe Leii TMCTOK-BKIATHII. BaM Moye 3HAZ00MTHCA TEpesHTaTH HOro 3HOBY.

° Sxn1o y Bac € Gy/1b-SKi MOAANBII MUTAHHS, 3aTIHTANTE CBOTO JniKaps 4M (papmalieBTa.

. Lleit nmikapchkwii 3aci6 Bumucanuii smme sam. He nepenasaiite Foro iHmmM ocobam. Bin
MoKe M 3aIIKO/IMTH, HABITE SKIIO BOHM MAIOTB Ti CaMi O3HAKH XBOPOOH, 11O i BH.

. SIKIO y Bac BHHHKAKOTH Gyab-siKi MOGidHi edeKTH, MOroBOpiTh 3i CBOIM nikapeM abo

dapmanesrom. 1le Brmodae Gy/ab-sKi MoHBI N0GI4HI epexTH, K He TepesTiueHo y LbOMY
JTUCTKY-BKJIaauIIi (IUB. po3zin 4).

o micTHTH Hell THCTOK-BKJIA/HII

[1{o Take Kaneuura6in AKKOPA i Ul HOrO BiH 3aCTOCOBYETHCA

[1lo Bam noTpiGHO 3HATH JI0 MOYATKY MPUHOMY TIpenapaty Kaneuurabin AKKopa
Sk npuitvara Kanenutabin Akkopa

MoxiuBi nobivni eexTH

Sk 36epiratn Kanenurabin AKkopa

BMmicT ynakoBKkH Ta iHa iHpopmaris

QUi ik

1.Ilo Take KanenuTtabin AKKOpPA i 1151 40ro BiH 3aCTOCOBYETLCH

KaneuutabiH AKKOp/I HAIEKHTh 10 IPYITH NpENaparis, AKI Ha3HBAIOTHCA "LIMTOCTATUYHI JIIKapChKi
3aco0U", AKi 3yIHHSIOTH picT pakoBuX Ki1iTiH. KaneintaGiH AKKOpAL MICTHTB kaneuuradiH, KA cam
110 COBi He € IUTOCTATHYHMM 3acoGoM. JIvme micais Toro, K BiH aGcopOyeThes TUTOM, BiH 3MIHIOETBCS
Ha aKTMBHWIA IPOTHPAKOBMIi 3aci6 (Giblie y TKAHKHI MyXJIMHH, HDK Y HOPMAJIbHIN TKAHWHI).

KaneutaGis AKKOp/l BHKOPHCTOBYETHCA U JIIKyBaHHA paKy 0G0AOBOI i MPAMOT KHILIKH, LUTYHKY abo
MOJIOYHOI 3aJI03H.

Binbme Toro, KaneuurtaGin AKKOpA BHKOPHCTOBYETHCA IA TOMNMEPEDKEHHA HOBOTO BHMMNALKY paKY
000/10BOT KHIIIKH MiCJ1sl IOBHOTO BHAAICHHA Iy X/THHH Xipyprom.

Kaneuurabin Akkopa Moxe Oyru 3actocoanmii abo cam no cobi, abo y KOMOIHALlil 3 IHIIMMH
JiKapchKUMH 3ac00aMH.

2.IMo Bam noTpiGHO 3HATH 10 NOYATKY NpHIiOMY npenapary Kanenuradin AKkopa

He npuiimaiite Kanenurabin Akkopa

° SIKILIO y BAc anepris Ha KaneuutaOiH aGo GyIb-AKMH MWK IHrpeaieHT 1BOro JKapChKOro
3acoBy (mepesniveni y posztini 6). Bu noBuHHi noiHpopMyBaTH CROTO JTKaps, AKIO BU 3HA€TE
Mpo Te, 1O Y Bac ajiepris abo rinepuyTIiBa peakiis Ha Lt 3acif,

i SKIO y Bac paHille BHHMKAIM TSKKI peakuii Ha Teparniio QropnvpuMiziHami (rpyna
MPOTHPaKOBMX 3ac00iB, TAKMX K (QTOpYpaLii),

B SKIIO BY BariTHI abo roiyere rpyautio,

° SKILO y BAac Cepio3HO 3HWXKEeHi piBHI JIEHKOLHUTIB aGo TPOMGOLMTIB y KpoBi (JefKoTeHis,
HeifrporeHis abo TPOMGOLIUTONEHIA)

.
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. AKIO BH Ma€Te TAXKKI Npob1eMH 3 NeYiHKOK YH HUPKaMH,
. AKIIO B 3HAETE, 110 Y BaC HeaKTUBHUI depMeHT aurigponipuMians-aeriaporenasa (AI11)
. SKILO BH 3apa3 JTiKyeTech ab0 JIKYBaIKCA B OCTaHHI 4 TIDKHI OpHBYIMHOM, COPHBY/IMHOM ab0

PEYOBMHOIO TOr0 X Kiacy B SKOCTI YaCTHHH Tepamii NpOTH reprecy (BiTpsHKH abo
OI1€EPI3yI0YOro JIMIIALD).

ITonepexenns Ta 3acTepeKeHHs
IToroBopiTs 3 BawmM JliKapeM 10 NoyaTKy npuiomy npenapary Kaneuurabin AKKOp/, SKILO BH

. 3HAETE TMpO Te, WO Yy BaC € 4YacTKOBUM medinudT akTHBHOCTI (epmeHTy
IMriziponipuMiauH-aerigporenasa (JIT1/1) Y

o MaeTe 3aXBOPIOBAHHA NEe4iHKH a60 HUPOK

° maeTe abo Mamu npoGiieMH i3 ceplieM (HampuKIaj, HepuTMidHe cepuebuTTa) abo 6o y

TPyAAX, WIENeNi Ta CIHHI, SKi BUHHKAIOTh BHACIAOK (i3M4HOro 3ycwuls i dyepes npobnemu 3
KPOBOTOKOM /10 ceplis

o MaeTe 3aXBOPIOBAHHA MO3KY (HampHKiIaj, pak, AKuil MOIMPUBCA HA MO30K) abo

YILIKO/DKEHHs HepBIiB (Heiponaris)

MaeTe qucaaHe KalbLilo (BU3HAYAETHCA 32 aHAJII30M KPOBi)

Maere aiabder

i’a Ta BOJa He 3aTPUMYIOTLCS V BaIIOMY TiJli 4epe3 TAKKY Aiapero Ta OmoBaHHA

Y Bac MpoHOC

y Bac € abo HacTymnae 3HeBOAHEHHA

y Bac qucbananc iOHIB Y KpoBi (e1eKTposiTHHI AucOaiaHe, BU3HAYAETHCA 33 aHAITI30M)

B MaeTe mpobrneMu 3 o4aMH B aHaMHe3i 1 Moxere motpeOyBaTH NOOATKOBOTO Harjiimay 3a

ouHMa

. Y Bac TsKKa LIKipHA peakuis

e o @ o @ @ @

Hepivum JITT. Jlebitur € piakicHAM CTaHOM, IO BMHMKAE NMPHM HApODKEHHI 1 3a3BHYall He
MOB'A3aHMI 3 NpoblieMaMK 37I0pOB’S, TIOKH B He NpHIMAcTe MeBHI JIKapchKi 3acobn. Skmo y Bac €
HepusiBenuii neditmr 1/ i Bu npuiivaere Kaneuurabin AKKOpA, BA Y IPyTi MiABHILEHOTO PH3HKY
ILIOZI0 PO3BHTKY NOCTPOr0 PAHHBOrO MOYATKY TKKHX (GopM nobGigHuX edeKTiB, nepeniveHux y po3ain 4
Mozxomgi nobiuni edextd. 38’DKITHCA 31 CBOIM JIiKapeM HEraiHo, SKILO BH 3aHENMOKOEHI MO0 Oy/ib-
AKOro 3 nodiyHux edpekriB abo M momivacre Oyap-AKi aomaTkoBi MoOidHI edeKTH, He meperiueHi y
JIMCTKY-BKJIaaumi (JuB. po3ain 4 Moxumei noGivni edexry.

JliTH Ta NVTITKR
Kaneuurabin AKKOpA He Npu3HauYeHWH UM BHKOPHCTaHHS y JiTed Ta miynTkis. He napaifre
Kanenurabin AKKOp iTAM Ta MiIiTKaMm.

Inmi nikapeski 3aco6n Ta Kanennradin Akkopa

Ho mnouyatKy JiKyBaHHA pO3KaXKiThb CBOeEMy Jikapio a0 (papmaueBTy, SKIIO BH MpHIMacTe,
HEIOaBHO TNpuiiMamd abo Moskere npuiiMarti Oyab-ski iHmi jikapeeki 3acobu. Lle Ham3BudaiHO
BaI/IMBO, OCKUIBKM nNpuifoM Oimbin, HDK OIHOro JikKapchkoro 3aco0y B ToM camuii 4ac Moke
NOCHIIOBATH abo nocnadmosaTi edekTH Takux 3acobis. Bam tpeba 6yTH 0co0IHBO 00epeKHIMH, AKILIO
BH NPHIHMAETE IIOCH i3 HACTYITHOrO:

JiKH BiJl MOJarpH (UI10IypHHON),

3ac00M JU1s pO3pIDKeHHS KpOBi (KyMapHH, BapdapiH),

NeBHi NPOTHBIPYCHi 3ac06H (COPHUBYAHH Ta OpHBY/IHH),

3aco0H MpoTH Cy0M 4u Tpemopy ((eHiToiH)

3acib g nikyBaHHs paky (iHTepdepoH anbda)

MPOMEHERA Tepartis Ta NerHi 3aco0M, 10 BHKOPHCTOBYIOTHCA IUIA JIiKyBaHHs paky (doniHosa
KHCIIOTa, OKCaliruiaTiH, OeBalpsymad, LUCIUIATHH, IPHHOTEKaH)

. 3aco0u, IO BUKOPHCTOBYIOTBCS UIA JIIKYBaHHs AeiuMTy (OTieBOT KMCIOTH.

e & @ ® @ o

Kaneuntabin Akkop/ pa3soMm 3 iKel0 Ta HAOSIMH
Bawm cnin npuiimari Kanermrabin Axkopa He nisHime, Hixk depes 30 XBHIMH micas bKi.
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BarirnicTs, roxyBanus rpyiio Ta pepruibHiCTh

S0 BH BariTHi abo romyere rpyano, IyMaerTe, o Moiere OyTH BariTHa abo ruiaHyere QHTHHY,
nopayibTecs 3i CBOIM jlikapeM ab0 (apMaLieBTOM 0O 10YaTKy MpHOMY LbOro JIIKapchKoro 3acoby.

Bu He nosunHi npuiiMaty KaneuutaGin AKKOpA, SKIIO BM BariTHa abo aymaere,

1110 MOKeTe OyTH BariTHa.

Bu He noBuHHI rofyBaTh rpy/o, SKio By npuiiMacte Kaneurabin AKKOpA.

KepyBanus aBToTpancnopToM Ta BAKOPHCTAHHS iHIIHX MEXAHI3MIB

Kaneuurabin AKkkopa MOXe BHUKJIMKATH TOJIOBOKPYXKIHHs, HyA0Ty ab0 BTomIoBaHicTs. Tomy
MOKIHBO 110 KanenurabiH AKKOpA MOKe BIUTMHYTH Ha Bally 3/IaTHICTH KepyBatu aBTromobineM abo
MpalFOBaTH 3 iHIMMKU MexaHisMamu. He kepyiite aBromMo0iieM, SKILO BH BiI4yBa€Te FOIOBOKPYKIHHS,
HyZI0Ty a60 BTOMJIFOBAHICT ITiC/1s IIPHHOMY 1IBOI0 JIIKApCHKOro 3acoly.

Kaneuurabin AKKOpJ MiCTHTB JIAKTO3Y

Leii mxapcsm 3acib MicTHTB NIAKTOSy. Sxuo Bam mxap CKa3aB BaM npo T€, IO Y Bac
HETIEPEHOCHMICTh JISKMX LKpiB, 3B'DKITBCA 3 BAallMM JIKapeM [0 [OYaTKy MPUHOMY LBOTO
niKapceKkoro 3acofy.

3. Sk npmiimatu Kaneuurabin Axkkopn

3axau npuiivaiite el nikapchkuii 3aci6 y TOUHIN BiNOBIAHOCTI 10 TOrO SIK BaM MPHIACAB Balll
nikap a6o apmanest. [lepenuraiite y Bauoro Jikaps a6o dapmaiesTa, SKII0 B HE TIEBHi.

Kaneuwnrabin Akkopa Mae BHOMCYBAaTHCH JIMIIE JliKapeM, IO Mae JOCBiA Y 3acTOCYBaHHi
NPOTHPAKOBUX Ipenaparis.

Baur slikap npusHauMThL BaM 403y Ta CXeMy JIKyBaHHA, AKa MAXOAMTH came BaMm. Po3paxyHOK J03u
npenapary KaneuuraGin Akkopz 6a3yeTbes Ha IUIOIL MOBEPXHi Bamioro Tia. BoHa po3paxoByeThes,
BMXO/IYM 3 BAlIOrO 3pOCTY Ta Bard. 3BMuaiiHa J03a /U1 AOPOCIMX CTaHOBUTH 1250 mr/m’ miouti
TMOBEPXHi Tija | npuitMaeThes Bivi Ha 100y (3paHKy i BBedepi). TyT HanaHo asa npukiamm: Ocoba,
1o BaxuTh 64 Kr i Mae 3pict 1,64 M Mae ruiouty nosepxHi Tina y 1,7 m? i Mae npuiimatu 4 Tabnerku
1o 500 mr ta 1 Tabnerky no 150 mr gBiui Ha go6y. Ocoba, uus Maca Tina cTaHOBHTS 80 Kr, a 3picT
-1,80 M mae routy nosepxwi Tina y 2,00 M i noBuHHa npuiiMatH 5 Tabnetok no 500 Mr aBiui Ha

n00y.
Bam jikap poskaxe BaMm, siKy /103y BH Ma€Te NpuiiMaT, Ko.u i npuiiMaTH i 1K 10Bro.

Bau sikap Moxe 3axotiTi, abn Bu npuiiManu komGiHauiio Tabaerok no 150 Mr ta 500 Mr Ha KOXHY
103y.

. [Tpuiimaiite TabieTKH 3paHKy Ta BBedepi, IK BU3HAYMB Ball JliKap.

. [puitmaiite TabaeTky yepe3 30 XBHIHH MicJis 3aKiHYeHns MpHiioMy ki (CHiTaHOK
Ta Be4eps) i KopTaiiTe Nty Ta0/IeTKY 3 10CTATHLOI0 KiJILKICTIO BOIH.

. Baxiuso, abu By npuiiMany Bei Baii J1ikapebKi 3aco6u, SK NPU3HAYMB Ball Jlikap.

Kaneuura6in Axkopn TaGneTku 3a3Bryail NPUItMAIOTE IPOTATOM 14 JHIB 3 HACTYITHOIO TIEPEPBOIO Y 7
JHiB (Kosu TabsieTku He npuitmMaioTs). Leii 2 1-aeHHuI nepiof cKiaae OAMH KypC JTiKyBaHHS.

Y komOinawii 3 iHmMMH NiKapchbKHMH 3aco6aMHM 3BHYaiiHA /1032 /718 JIOPOCIMX MOXe OYTH MeHie
1250 Mr/m® muomi noBepxHi Tina i BaM MosKe 3HAZOGHTHCS npHiiMaTi TableTKH MPOTATOM IHILOrO
nepiofly Yacy (Hanpukiaj, WoaHs, Ge3 nepeps).

Slxmo By npuiinsau 6inbmy 103y npenapary Kaneuntabin Akkopa, Hizk noTpiéHo

Axmo Bu npuiisim Gineury 103y npenapary Kaneuutabin Akkopa, HiX noTpiGHO, 38’ DKiTBCA i3

CBOIM JIiKapeM SIKOMOTa LIBHZILE 0 NPHHOMY HACTYITHOI J103H.

Y Bac MOXYThb PO3BMHYTHCS HAacTynHi noGiuni edeKkTH, AKIO B TNpHiHAIM HabaraTo Ginbiue
KarneuuTadiHy, HiX Manu: BUTMYTTS cIabKoCTi, Jiiapes, 3ananeHHs afo YTBOPEHHs BHpa3oK KHIIKiBHMKa abo
poTy, 6ib ab0 KpoBOTeya 3 KMIIKIBHHKA ab0 LUTYHKY, ab0 NpPHIHIYeHHS AiABHOCTI KiCTKOBOrO MO3KY

<
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(3HWKEHHs piBHA MEBHOrO THITy KJIITHH KpoBi). PO3KakiTh BamoMy JiKapio HeraiHo, SKIIO BH BiTdyBaeTe
Oy1b-5K1 3 LINX CUMITTOMIB.

SIkmo By 3a6ysu npuitasTa Kanenurabin Akkopa

He npwuiimaiite nponymeny Jo03y 3o0BciM. He mpuiiMaiite mopgifiHy 103y, W06 A00TpHMATH MPOITYLUEHY.
HaromicTs npoaossyiite BUKOHYBaTH Ballly 3BUYaiHy CXeMy [I03yBaHHS i 3BEpPHITHCA 10 CBOrO JIiKaps.
Slkmo Bu npununsicre npuiimata Kanennrabin Akkopa

Hemae Takux mnobiunux edekris, ski Gynu 6 BHKIMKaHI NMpPUIMHEHHSAM JiKyBaHHA KaneuutaGiHom, Y
BHIIAIKY, AKIIO BH BHKOPHCTOBYETE KyMapHHOBI aHTHKOAryJISHTH (IO MICTATb, HANpHKIAJ, HEHIPOKYMOH),
NPUNAHEHHS NpHiioMy KaneuutabiHy MO)XKe BHMAaraTd KOPUIYBaHHS BallMM JiiKapeM J03M Bamoro
aHTHKOAryJISHTHOTO Tpenapary.

SIKUI0 y Bac BHHMKAIOTH MOJANIBIII MUTaHHS OO0 BHKOPHCTaHHSA LBOTO JIKAPCBKOro 3acofy, 3armraiite
cBoro Jikaps abo ¢apmauesra.

4. Moxmusi nobiuni epexTn

Sk i Bei iHmi sikapehKi 3aco6m, Leif JKAapCBKHiA 3acib MOXKe CIpHYMHATH TOGIvHI eeKTH, Xoua BOHH
BHHUKAIOTH HE Y KOJKHOI JIOIHHH.

IPUITAHITD npuiiom npenapary Kaneuurabin AKKop/ HeraifHo i 38°SDKiThCs i3 CBOIM JTiKapeM, AKILO Y Bac

HasABHi TaKi CHMITTOMH:

° Hiapea: sximo Kinbkicts gedexawtii y Bac 3pocrtae 10 4 i GUiblue MopiBHAHO i3 3BMYANHHONO JedeKaliero
moaHs abo y BUnaaKy Oyae-AKoi HiYHOI miaper.

. Bnoganna: axuio y Bac BUHUKae O/II0BaHHs OUTble, HDK OJMH pa3 NpOTAroM 24-roJiHHOrO Nepioy.

. Hyooma: sxuio BM BTpayacTe ameTHT i KUTBKICTh DKi, AKY BHM CTIOXKMBAETE WIOAHA € MEHIIOK 3a
3BUYAMHY.

. Cmomamum: 5110 y Bac BUHHKAE Gi/ib, OYEPBOHIHHS, Habpsk abo BUpa3sKa y poTi.

® Hononno-nidowosna wkipna peaxkyia: sxKumio y Bac BHHHKae Oiib, HaOpsK, ModepBoHiHHA abo
IIOKOJTIOBAHHS Y pyKax Ta/abo Horax

. Kap: sxmio y Bac Temneparypa 38°C abo suue.

. Ingpexyin: sxumo Bu BigdyBaere O3HAaKM iHGeEKLIl, cripuuMHeHoi Gakrepismu abo Bipycom abo
IHITHMHU MIKpOOpraHi3MamH.

° Bine y 2pyosax: Ko BU BigdyBaeTe 6iib, JIOKATi30BaHy y LEHTpPI rPYAHOI KIITKH, 0COOIMBO, SKIIO
1ie BiiyBaeThCA il Yac (i3HIHMX BIIPaB.

. Cundpom Cmigenca-/[yconcona: skio By Bigdysaere 6osicHmii YepBOHMIA a00 MypITypOBHit BUCHIL, 1O
PO3NOBCIODKYETLCSA, Ta MyXWpi i/abo iHIN BpakeHHs, IO MOYMHAIOTH 3°SIBMSATHCA Ha CIM30BIH
obosioHwi (Hanpukiaz, poty Ta ry6), 30Kpema, SKIO BH paHillle MAIH YyTIMBICTh 40 CBiT/Ia, iH(eKLji
JMXanbHOI CHCTeMH (Hanpukiiaa, OpoHxiT) Ta/abo xap.

. HAeivum JITT: sxwo y sac € Binomuii aedimmr I1/], BH y rpyri MiIBHIIEHOr0 PU3HKY rOCTPOro
PaHHBOTO MOYATKY TOKCHYHOCTI Ta TSUKKHX, 3arpOIMBHX JUIS JKHTTS ab0 JeTaTbHHX NOOIYHHX peaKilii,
BUKIIMKaHKMX npenapatoM KanenmnTabid AKKOp/ (HaNpHKIIaj, CTOMATHT, 3allalieHHs CIIM30BOI 000JIOHKH,
Jiapes, HEHTPOIIeHis Ta HeHPOTOKCHYHICTE).

SIKIo BUAB/IEH] paHO, Li M0GiuHI eeKTH 3a3BMYall MOMINUIYIOTECS MPOTAroM 2 - 3 JIHIB MiC/IS NPUITMHEHHS
niKyBanHs. SIKio Taki no6iuHi edekTH MPONOBKYIOTECA, 3B’DKITHCA 31 CBOIM JikapeM Heraiino. Bam jikap
MOJKe NPOIHCTPYKTYBATH Bac ILO/IO BiZTHOBJICHHS JTIKYBaHHS Y MEHILIH /103,

JI0/IOHHO-TIIIONIOBHA WIKipHA peaKwis MOXKe IPH3BOAMTH [0 BTPATH BiAOMTKIB MAJBLIB, IO MOKE
3aUIKOUTH Bamil inenTudikauii yepes ckaHyBaHHA BiIGUTKIB MATBIIIB.

Ha nopatox no BHIIEO3Ha4YeHOro, sKIIO KaneluMTaOiH 3aCTOCOBYETbCS Y MOHOTEparii, HACTYIHI 1oGiuHi
cheKTH € TyIKE TIOIMPEHUMH | MOXKYTh BpasuTH Gitbin, 5K 1 ocoby i3 10:

° OiNb Y JKHBOTI

. BHCHII, CYXiCTh 260 cBepOIK MIKipH
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BTOMJTIOBAHICTh
BTpara aneTuTy (aHOpeKcis)

Taki noGiuHi eexTH MOXKYTh CTATH THKKMMH; TOMY BAIKTHBO, 0K BH 3aBAK/IH KOHTAKTYBAJIH 3i CBOIM
JikapeM Heraiino, SKWO BH MOYMHAeTe BigdyBatH mnoOivnui edexr. Bam nikap Moxe Bac
MPOIHCTPYKTYBATH OO 3HIDKEHHS J03H Ta/abo THMYacoBOro NPHIMHEHHS JIIKYBaHHS MNpenapaToM
Kanenurabin  Axkkopa. lle  nomomoke 3HM3MTH — MMOBIpHiCTE TOro, m0 ToOOiMHMA  edekr
TIPOAORIKYBATHMETECS a00 CTAHE THKKIIIAM,

[HmMM MoGIYHUMH edeKTaMu € HACTYITHI:
Yacri nobiuni edextu (MoxyTs Bpaskatu 10 1 ocobw i3 10):

3HMKEHHS KiJbKOCTI OiMX KpOB’SHHMX Tijelp ab0 4epBOHHX KpOB'AHHX Tilelb (BH3HA4Ya€ThCs 3a
aHaniszom)

3HEBOJJHEHHS], BTpaTa MacH Tia

Ge3coHHs, Henpecis

TOJIOBHUI 6iIb, CORJIMBICTB, IOJIOBOKPY’KIHHS, AHOM&TbHI BiIYyTTS Ha WIKipi (BiAuyTTs OHiMiHHSA aGo
MOKOJIIOBAHHA ), 3MIHA CMAKy

NOJIpa3HeHHA OKa, MiABHILEHA CIIb030TeYa, IOYePBOHIHHA O4el (KOH FOHKTHBIT)

3ananeHHs BeH (Tpombodnedir)

3aJHIIKa, HOCOBa KpOBOTEYa, KAllIElIb, HEXKUTh

3actyza abo iHma repnecHa iHdexuis

iHeKuii iereHp abo AHXaNTBHUX MULAXIB (HATPHKIIAJ, TIHEBMOHiS abo OpoHXIT)

KpOBOTE4a 3 KHIIKIBHHMKA, 3aKper, Outb Yy BepXHiif 4acTHHI JKMBOTA, TOpPYIIEHHS TpPaBIeHHS,
ra3oyTBOPEHHS, CyXiCTb Y pOTi

IIKIpHUI BHMCHI, BTpata BOJOCCS (aOMeLis), NOYEPBOHIHHSA ILUKIPH, CYXiCTh IIKIipH, cBepODK, 3MiHa
KOJIbOpY umipn,

BTpaTa IIKIpH, 3aNaIeHHs LIKipH, TIOPYLICHHs CTPYKTYPH HIITiB

Oinp y cyrnobax abo KiHLiBKaX, rpyasX 41 CIIHHI

Kap, HaOpAK KIHL{IBOK, By TTS HE3/ly KaHHA

npo6JieMy 3 PyHKLI€0 nediHky (BU3HAYAETHCA 3@ aHAII30M KPOBI) Ta MiZBUILEHHS PiBHA OLTipyOiHy Yy
KpOBi (BUBOAUTBCA MEUYIHKOIO)

HeuacTi no6i4ni eextn (MoxyTh BpaxaTs 10 | ocobu 3i 100):

e @ o @ L]

iHexiis KpoBi, iHbeKIis CeHOBUBIIHMX LUIAXIB, iHDEKLiA mwKipH, iHeKwil y Hoci Ta ropii, rpHOKoBI
inGexuii (BKII0YaO4H y POTi), IPHI, FaCTPOEHTEPHT, abcliec 3y0a,

VILUIBHEHHS NiJI IKiporo (71iroMa)

3HWKEHHS PIBHIB KPOB’SHHMX Tijlellb, BKIIIOYAOYH TPOMOOLMTH, PO3pIDKEHHA KPOBi (BM3HAYa€ThCA 3a
aHaIizoM)

anepris

niaber, 3HIKEHHA PIBHA KATIIO Y KPOBI, HEMTOBHOLIIHHE Xap4yBaHH, MMiABHILICHHS PIBHIB TPUIJILIEPH/IIB
CIUTYTaHICTh CBiJOMOCTI, TIaHi4Hi aTaKH, AETNPECHBHHIA CTaH, 3HWKEHH: JIibi10

CKJIAJHOII 3 MOBJICHHAM, IOrIpIIEHHS NaM’ATi, CTpata KOOpAMHALIl pyXiB, TOpYILEHHA piBHOBArH,
HEMpPHTOMHICTb, YIIKOUKEHHS HEpBiB (Helpomnaris) Ta mpobiemMH 3 BIT4yTTAMH

3aTyMaHEHiCThb 30py abo JBOTHHA B 04aX

BEPTHT O, OUTH Y Byci

HeperyjspHe cepueOMTTa Ta BiI4yTTS MOCHJIEHOro cepuebuTTs (apuTMmii), Ok y rpyAsx Ta cepleBui
Hanaj (indapkr)

3ryCTKH KpOBi y IIMOOKHX BeHaX, BUCOKMH ab0 HH3bKHM KpOB SHHH THCK, NPHIHBH, BiUyTTH XOJIOLY Y
KiHLIBKaX, MyprypoBi IISAMH Ha LWIKipi

3IYCTKHM KPOBi y BCHAX JICICHB (JICrCHCBA MO 0JTid), KOJIQIC Jierelli, Kaes 3 KpoB'1o,

acTMa, 3aIMILKa Nic/iA (i3HYHMX BIIpaB

KHIIKOBA HEMpPOXiIHICTh, HAKONHYEHHA PIIHHH Y YepeBHil MOPOXKHHHI, 3aNaNeHHs Maaoro abo BeJMKOro
KUIIKIBHUKA, IUTYHKY ab0 CTpaBOXOdy, OUTh Y HIDKHIM YacTHHI JKMBOTA, JHUCKOMQOpPT Yy JKHBOTI, neyis
(3BOpOTHIM BUKMJ TKi i3 LUTYHKY), KPOB Y Kaili

JKOBTSAHMIIA (MOKOBTIHHA IIKIPH Ta oueit)

YTBOPCHHA BHPA30K Ta MyXMpIB Ha LIKIpi, peakuis LIKipy Ha COHAYHE CBITJIO, MOYEPBOHIHHSA

JIONOHb, HAOpsK abo Ginb o6y
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. Habpsk abo ckoBaHicTs CyrnobiB, GUk y KicTkax, cabkicTs ab0 PUTIAHICTD M’ S3iB

E HAKOTHYEHHS PIIMHH y HHUpPKaX, MiIBHMILIEHAa YacTOTa CEYOBHITYCKAHHS BHOY, HETPHMAHHS,
KpPOB Yy ceui, MiJIBHILEHHs PiBHA KpeaTHHiHy KpoBi (03HaKa UCQYHKLIT HHPOK)

. He3BM4YalfHa KpOBOTeYa 3 BariHW
HabpsK, 03HOO Ta TPEMTiHHSA

Heaxi 3 uux mobiunux edektis € Ok MOMMPEHHMH, KOIH KaneuuTabiH BHKOPHCTOBYETBCH 3
IHIIAMH JTIKApCHKHMH 3acobamu [u1st fikyBaHHsa paky. [Hmi noSiuni edexry, mo criocTepiraties y
MPAKTHLL, € HACTYTTHUMH:

Yacri nobiuni edexrn (MoxyTh Bpakath 110 1 ocobu i3 10):
. 3HHIKEHHS! PIBHIB HATPIlO, MarHilo abo Kalbliio y KPOBi, MiJABUILEHHS PiBHS LYKPY Y KPOBi
HepBOBHit 6i1b

A3BiH a60 I3MKYaHHA y ByXax (THHUTYC), BTpaTa Ciayxy

3amnaneHHs BeH

IUKaBKa, 3MiHa roJIocy

6inb a60 3MiHa/aHOMAIBHI BiAYYTT Y poTi, 6inb Y mmeneri

ITiABHILEHE MOTOBHLNEHHS, HIYHMH ITiT

crasm M’s3iB

CKJI4/IHOIII 3 CEYOBHITYCKaHHAM, KpOB abo 6ok y ceui

cHHeLk a0 peakuis y Micui iR’ exwiT (BUK/IHKaHAa JTIKAPCHKUMHU 3aC00aMH, 1110 BBOASTHCS Y
BHIIISI iH’€Kuii y To¥ camuit uac)

Pizaxichi no6iuni edexru (MoxyTh Bpaxkat 10 1 ocobm i3 1,000):

. 3By eHH: abo 610Ka/1a Cai3HOT MPOTOKHM (CTEHO3 CII3HOT MPOTOKH)

. Ne4iHKOBA HEJOCTATHICT

. 3anajeHHs, WO NPU3BOAUTE 10 AMChYHKUIT 4i 06CTpyKLUiT BHAIIEHHS %OBYi (XON€CTaATHYHMIA
renaTur)

. crietrdivni 3MiHK Ha entexTpokapaiorpami (noaoexenHs intepsamy QT)

» MeBHI THIM apuTMiii (BKIIOYAOUHM LLTYHOUKOBY (ibpinsuito, mipyeTHy Taxikapio Ta
Gpanwkapiro)

3anaIeHHA OKa, IO BHK/IMKAE OYHHH OLIb | MOXUIHBI npoGiemu i3 30pom
. 3aMaleHHs WKipH, WO CIPHYMHSE HEpPBOHI IUIAMHM, IO JyIIATHCS, BHACTINOK 3aXBOPBAHHS
IMYHHOT CHCTeMH

Ayxe pinkicni noGiuni epextn (MoxyTs Bpaxkats 10 1 oco6u 3 10,000):

. TSOKKI WIKIpHI peakiii, Taki SK WKipHUH BHCHI, YTBOPSHHS BUPA3oK Ta MyXHPIB, 1O MOXYTb
BIJIIOYATH BHPA3KH y POTi, HOCL, Ha rEHITANIAX, JIONIOHAX, HOraX Ta 0yYax (YepBOHi Ta HaOpPAKITi
oui).

Hosinomaenns npo nobiuni edexrn

SIKu0 y Bac BMHHKAIOTh Oyab-fiki MoGiuHi edeKTH, MOroBopiTe 3i cBOIM nikapem, (apMalieBTOM YH
MezcecTpoto. Bonn Brmouaiots Gyme-aki MoiomBi moGiyHi eekTH, He mepepaxoBaHi v LIbOMY JIHCTKY-
BTz, By Takox moskete noBioMHTH Mpo noGiuni edekTy (IMB KOHTAKTHI AaHi Hivkue). [IoBiIOMIIOMH
npo nobiuHi edexTH, BM MOXeTe NONOMOITH B HajaHHI Gimbuiof indopmauii moxo Gesneku uUBOro
JiKapchKOro 3acoby.

Benwka bpuranis/United Kingdom
Hennoy Kapn Cxeme/Yellow Card Scheme
Website: www.mhra.gov.uk/vellowcard

Ipnannis/Ireland
HPRA ¢dapmakosimkenenc/HPRA Pharmacovigilance
Eapnedopr Teppace/Earlsfort Terrace
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IRL- Dublin 2

Tel:+353 1 6764971

Fax: +353 1 6762517
Website: www.hpra.ie
e-mail:medsafety@hpra.ie

Mansra/Malta

AJIP Penoprinr/ADR Reporting

Website:
http://www.medicinesauthority.gov.mt/adrportal

5. Sk 36epiratu Kanennrabin Akkopa

30epiraiite 1eii nikapchkuii 3aci6 y Mici, HEOCTYITHOMY JUTA JIiTeit.

He BukopucToByiiTe Leif ikapchkuii 3aci6 Mic/s JaTH 3aKiHYeHHS TepMiHy NMPHIATHOCTI, SKa BKa3aHa HA
KapToHHIH kopobui Ta 6icrepi micis EXP.

Jns amoMinieBo-amominieBux 6iictepin
Lleii nikapcbkuit 3aci6 He noTpeGye JKOAHUX OCOBTHBHX YMOB 30epiranHHs.

s TIBX/TIB/IX -amoMminieBux Grictepis (nepdopoBana 0MHHIIA 103H)
36epiraTu npu Temneparypi He Buine 30°C.

He Bukupaiite Gynap-siki jikapcbki 3aco6u y criuni Bomw abo y mobyrosi Biaxomu. 3amwraiire CBOTO
(hapmariesTa, K BHKHIaTH JiKapchKi 3aco0M, Aki BM Ginblue He BHKOpHcTOByeTe. Lli 3axomm JIOTIOMOXKYTh
3aXMCTHTH JOBKIJLIA.

6. Bmict ynakosku Ta inma indopmanis
o micTuTh npenapar Kaneuntabin Axkopa

- AiloYa pevoBHHA - KanenuTa6iH.
Koskna Tabnetka, BKpHTa IU1iIBKOBOIO 0G0I0HKOIO0, MicTHTH 150 Mr Kaneuuradiny
Koxha TaGnieTka, BKpUTa IL1iBKOBOIO 060JIOHKOI0, MicTHTB 300 MT KanenuTabiny
Kosxna raGretxa, BkpuTa m1iBKOBOKO 060/10HKOI0, MicTHTE S00 Mr KanermTabiny

- [H1Ii iHrpeflieHTH € HaCTyHUMMU:
- Tabnerka: nakrosa Ge3BoHa, lq)ocxapme.noaa HATpitO, riNpOMeso3a, MiKpOKpHCTaliYHA
LIeJTF0J103a, MArHiko cTeapar
- Ob6ononka Tabnetku (s 150 mr): Tinpomenosa, Turany miokenn (E171), okenn 3amisa
HOBTHH, OKCH 3a)1i3a yepBouuii (E172), Tambk
- OGononka TaGnerku (s 300 mr): I'inpomeno3sa, Turany miokeun (E171), tansk
- O6ononka rabnerku (wist 500 mr): Tinpomenosa, tuTany piokeua (E171), okeun 3aniza
JKOBTHH, OKCH] 3a1i3a yepBonuii (E172), Tanbk

Sk Buraspae Kanennra6in Axkopn i BMicT ynakoBkn

KanenwraGin Axkopn Tabnetku, BKpUTI IUTIBKOBOIO 060/I0HKOW0, 150 Mr - TabrneTku CBITJIO-POJKEBOIO
KOBOpY, AOBIYCLL, ABOOIYKI, BKPHTI TUTIBKOBOIO 0G0I0HKOIO, OBXKHHOK 11,4 MM Ta LIHPHHOIO 5,3 MM, 3
rpasifoBatHsM ‘150 3 oiHoro Goky Ta piBHi 3 iHmoro Goky.

Kanerurabin Axkopn TaGnerxu, BkpuTi TuiiBkoBO oGonomkoro, 300 Mr — Tabierku Giioro KOJIbOpY,
JIOBracTi, ABOOMYKI, BKPHTi ILUIIBKOBOIO OBGOJIOHKOK, AOBKHHOW 14.6 MM Ta HMpHHOIO 6.7 MM, 3
rpasitoBanHaM ‘300° 3 ogHoro 60Ky Ta piBHI 3 iHIIOrO Ooky.
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Kaneuurabin Akkopn TaGneTk, BKpHTI IUIiBKOBOKO 060noHKOW, 500 Mr - TaGneTkH CBIT/IO-POKEBOro
KOJILOPY, AOBracTi, ABOOIMYKIIi, BKPHTI IU1iBKOBOIO 000IOHKO0, JOBKHHOK 15,9 MM Ta mmpHHOIO 8,4 MM, 3
rpagitoBannaM ‘500’ 3 oqHoro 6oky Ta pisHi 3 iHuoro Goky.

Kaneuurabin Akkopa 0CTynHMH B GTiCTEpHMX yrakoBkax, wo Mictats 30, 60 a6o 120 TabneTok, BKpHTHX
TLIiBKOBOIO 060JIOHKOI0, aG0 nepopoBaHuX GICTEPHUX YNAKOBKAX HA OMHUIIO A03H, 110 MicTsTh 30 X 1, 60
x 1 abo 120 x 1 TabneTok, BKpHTHX MIiBKOBOKO 060JIOHKOIO.

He Bci po3mipu ynakoBok MOXKyTb GyTH Npe/icTaBlIeHi Ha PHHKY.

Banacnuk Peecrpaniiinoro nocsiguenns

Axkopz Xenckea JTimirezy/Accord Healthcare Limited,

Ceiinx Xayc, 319 ITinnep Poyn, Hops Xeppoy, Mianecexe, HA1 4HF, Benuka Bpuranis/
Sage house, 319 Pinner Road, North Harrow, Middlesex HA1 4HF, United Kingdom

Bupobuux

Axkopz Xenckea Jlimite/Accord Healthcare Limited,

Ceiimx Xaye, 319 IMinnep Poyxn, Xeppoy, HA1 4HF, Bennka Bpuranis/
Sage house, 319 Pinner Road, Harrow, HA 1 4HF, United Kingdom

Heii macTok-Braaanm Gy/10 BOCTAHHE MEPErIsSTHYTO

Heranbry inopmauito moxo wporo Jikapchkoro 3acofy MOKHA 3HAWTH Ha  Bel-caifri
€Bporelicbkoro areHTCTBa 3 TikapckKix 3acobis: http:/www.ema.europa.eu
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Facage lnaflat: Informstion for te user
Capecitabine Accord
150 mg film-coated
tablets
Capecitabine Accord
300 mg film-coated

o Medicines usad fo treal folic acid deficiency.
ine Accord with food and drink

takng this medicina.
You st rot thke Capeciabing Azcerd If you are

tablets Bregran ef think you might be.
Capecitabine A o il d o
Ca Accord.
500 mg film-coated o
tablets Driving and wning machinas
Cai Aczord may maks you feel dizzy,

FRead all of this leafiet carsfully befors you

doctor pmm-ﬂv.
= This madicine has Soen prescribed for you only.
D not pasa & on fo ofhers. It may harm them,
wven if ihail sigrs nl'l—ml-u-_ll
yours
* | you get sy eide effect talk 1o your Soclor ar
pharmacist This inciudes any possibie side
Sects not listed in this kafiet (see soction 4)

Wllﬂh in this leafiet
m::ummnw what il s

2. WWhat you need 1o know befors you leke

you feal glzzy, nausscys of tred afle: taking this
medicine.

Gwhbinlnuu contans lactoss
containa kactose.

J. Howto
Accard

Ay takon thes mesdicine sxactly Bs your dector
or pharmacis! has feid you. Checio with your
decicr or pharmecisl If you sre ot sure.
Capachabing Accord shauid only bo prescribed
By & doctor axperienced in the e of anficancer
madicines

tabine Accord ig
18 used for

and what
Capechiabine Accord baionge bo the group of
modicines calied “cytostatic medicings”, which

wiop e growih of cances ceb.
coraing capectatin, which isalf i rot 3
n-dm.hl‘ubﬂ by

imeddicing (mor mmm than in nermal
tieaum).

Capecitabine Accord is used |n the treatment of
CanGen.

Capechabine Accord may e uaed eliver slone ar
In combination with othar medicines.

2, What you need to bnow

befare you take Capecitabing
Accord

Do nat ek Capecitablne Accard
oimmwwhm wﬂh
oiner Ingredianis of this madicine (Eeted

waction B]. You must Mrwm!‘m
mow that you have Bn sledgy of over resction
1o this medicine.

¥ you previcusly have hud kevers resctions in

theragy (s group of antieancer

medicines such as Bucroursed),

o If you arm o hreaat-pading.
# I you have severely low levels of whits cells o/
platsiets in the bioed (eucopenis, neutropenia
of thombecylopania)
oIl you have severe iver ar

protlems,
i you krow that you do not have ary sctivity of
Ihe anzyme ditydiopyrimiding dehydrogenase

»  you wre baing Treated now of heve boen irealed
i B el 4 vemsthn with brividine, sorhudine or

‘Wainings end precautions

Tabi o your doctot balore taiing Capecitabing
Accord, If you

wknaw that you have & partial deficiency in the
activity of the enzyme

o have bver of adney
«have of had heart problema (! an
irregular heart beal] of paine to tha chest, jaw

has spread to the brain} or nerve damage
{neurapatiny}

Your dactor
regimen that is right for you. The doss of
aea Tha is caiculated form

N““ﬂhlmmwm.

er....... "]

Your doctor will tell you what dose you nesd to
tmka, when to (ke i and for how long you nesd
e take It

"o doctor may want you o take 8 combination of
150 mg and 500 mg tablats for sach dose.
mnmmmmmnu

- Taka the ﬁbm”-m—um—-
of 8 meal (breaictast and dives) and swaliow
ram whoke with water.

Capochabine Accoed tablets are ususlly taken for
14 days fofiewed by 8 7 duy rest period (whan no
tablebs are taken), This 21 day period is one
treatmant cyzhe.

body surfece ares, end you may nesd 1o take the
tablaty over a difierent fime pariod (8 g svary
day, with no rest period),

It yeu take mere Capeciabine Accord han

you should
1 you take moee Capectabing Accord wn you
should, contact

aa
using counarn anticoaguisrds (containing e .
iopping capscahine might

* have disbetes
ecannot keep your food of water in your body

¥OU notice amy adeRional
“hllli (sae saction 4 Possible side effects

Children and sdolescents
Accord is

require that your doctor adiusts your
anticaaguiant doss

W you have ary further questions on the use of
inis madicine, ssk your docior of phammacisl.

. Possible sids effects

Liks alf medicines. this medicine can causs sice
wfects, aithough not everybody gels Bem.

STOP taidng Capecitabing Accord immedialely
and contact your docior f amy of tiase symptsme

secur:

« Diarrhowa: ¥ you have an increase of 4 or more
bowel movements compared 10 your normal

mu-n-d-dlr of any darhoes st

-Wlmmmmmuhn
Z4-hour time period

* Nausea: ¥ you ices your appelite, and
mutwmoﬂmﬂﬂrlmnl—n
than usual,

« Stomatitls If you have pain, redness, sweling
of sores in yous mouth

i i you have pain,

i in chidren
e rot giva C Accord
adcheacert

and
o chikiren and
Othar medicines snd Capecitabine Accord

unhnh eflact of the

=& mediciw i beal cancer (reereron

. and certain medicines used to treat
(isiink: acid, bevackumab,

chapiatin, irinclacan)

akin-raactio
wwelling, redness of bging of hands andier
loet
= Favar. [l you have & lemperature of W' or
rowter.
-hm I you sxperience signe of infection

respeatony aystem e,

vt
#CPD Deficlancy: If you have & known DPD
deficiancy, you are Bt ah mncreased risk of scute

Note: PIL should be single folded with front side outer and in bible paper.
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eauaed by Capecitabine Accord (e g, stomatit,
Sairhoes,

and rausotenicity].

Heaught sarly, these side effects aually Impeove

within 21o Jdrn!h\‘ treatment discontinuation.

I Ehesa aide affects continue, contact your dactor

Hand and leot skdn-reaction can lead to o of
whith could Inpact yois idertifcation

By ingarprint scan.

I addith he above, whan "

usad Bions, the very comman side sfiects which

My afinct more than 1 in 10 people s

abdomiral

.
« rawh, dry of Behy widn
+tirednase

#leen ol appetie (snorexia)
These side afects can become

savere;
Rl important that you always contact your
doctor immaediately when you o

M\.'ﬂbmhmm“ﬂ
efsct continuse of becoemes severs

Crnar ide alects are:
Cammon side allacts (may aflect up 1o 10 10
inchude:

pecple)

= docraanea I the number of white blood cals of
Fed biood celis faeen In lewts),

. weight loes,

«uleeplesanses [irsomnla), deprasalon.

+htadache, Keapiness dEziness. abnormal
‘sanaation in the skin (numbness o Bngling
sermalion), tasts changes,

= #ye kritaton, increased lean, eye redness
*inflamimation of the veina (fvombophisbis),

= ahortrmes of braaih, noss blesds, caugh, runny

win lows, widn i dmorder
.uhhumunnmm}

.Iw-nu-lﬂ'nh e bmibe, fesling B
» problems wih Iver function (see i biood tests)
blood blrbia -

m mats inksemation on tha -w of tha
madicing

i!n!w ﬂbﬂ“l

\'\bb* mm‘vl pevukyulioweard
lretang

Fa; +383 1 6762547
Webshewww hpea e
wnal medaalety G heda in

Malta
ADR Reporting
Webale:

5. Howto store Capaciablne
Accord

Kewp this medicing ot of the sight and reach of
chaaren

Do ot usa thin madicing afier the axpiy dabe
‘which is stabed on tha carton and bimter afer EXP

For Auminium-ashuminium tisters

This madicine dobs not reguirs any special
wEorage conanone

For PVC/P/dC-aluminium biistars {perforsied
unit dose) =

Do not siore above 30°C.

Do et hrow away ary madicines via wastswuter

o heusshold wasls Ask your pharmacist how 1o
mmn—dﬂn—m? longer uaa. Thess

6 Contents of the pack and
ather informatian

What Capecitabing Accord contains
- Tha acive substance b capectabine.
Each tabist cortaine 150 mg of

capecfibing
Each film-coated tabiel contaire 300 mg of

Unzommon side-affects (may affeci up 2 110
100 inchade:

Each fim-coated lablet containe 500 mg of
capeciabine

#binod Infection, urinary kract infection, infection - The othet ingredients are.

of the akin, infaciions in the nose and thieat, - Tabied core: anhySious lcioes, croscarmalions
pastroentarite, toalh sbacess. caluicas, magnesiam uearate

* lurmips unsder the wkin mmm 150 mi): Hypromatoss,

*decrasses in blood cebe including pistelets Oﬂndot!‘?l:krﬂnmnla red

hinning of bieod (eean In Teets) fron anide (E172), tale

. + ng [l 300 mg):

*diabates, Secreass in biood potassium. Eankum diaxide (E171), takc

~Tublet conting (for 500 mg): Mypromelons,
Etarm diazide r!,l'ﬂl yullow iron caide, red
iron cxide (E173), taie

‘What Capecitabine Accord lochs ke and
contents af the m
Acced 150 myg fim-

are ight peach coloured, obiong shaped,
taiets of 11 4 mem in langh

wrd 5.3 mm in widh, Mmﬂwum
wide and plein on other

Azzord 300 mg Mim-costed tabiats

a1 whits to off white. cblang shaped, biconves,
fim-coated tablets of 148 mhhn'mﬂ

.7 mm In width, debonsad with 300 a0 one side
and plain on other wide.

500 mg fi

mmﬂmmumm
-mm of sliffvass, bone pain, muscle
Mraes,

Aczord
Bre pewch cokued, DDIONG Shaped. Bonves.
labiets of 15.9 mm in length and
B.4 mm in wigth, debossed with "S00" on one sde
and plain on other side.

Capecitabine Accond i avallable in blister pazin

1,60% 1 of 120 x 1 fim-conted tablets.
Mot al pack sizen ray be maskated.
WMOﬂuﬂmuﬂhs

Comman side afects (may affect up 1o 1in 10

peaple] include:

wdecresse in blood sodim, magnesium of
calclum, increase in biood sugar,

*nerve pain,

*1inging of baing in the sam finnitue)_ loss of

y in urinaion, biood

® brussing of reaction al the injection site jsausod
by medicines given by injectan of the same ime)
Rare aide affects (may sflect up 1o 1 in 1,000
pocple) nchude:

« mariewing o blockage of lear duct (lacrimal
duc atencain),
wlvet fakure,

e e

. inthe ar
; ram

= certain fypes of arityinmian (nciuding
vaniricular Enrillation, iossade de pointes. and
e Infammaten causing ere pain and poseily
‘@yeaight probiams "
#inflammation of Bhe skin causing red scaly
[paiches dus 1o &N immune system Bness
Mmlﬂ.m.mm_h tin

ceration
ucers of the mouth, noss, genitalia, hands, feet

l'ﬂlhwu !Ilmnm Horth Hamow,
Middiesax HA1 4HF, Unfled Kingdom

Manutscturar

Accord Healthcare Limited,

Sage house, 118 Pinner Raad, Hamow
HA1 4HF, United Kingdom

This leaflet was st revised in 122016
Coetalind information on fis medicne |s avalabie

on the Europasn Mediines Agency web sle.
WD Awww arma. surope ey

Note: PIL should be single folded with front side outer and in bible paper.

(672419) Date :06_12_16, 11:01:17

L



LA [17ECE/02/0L
s //—?é’o 3 fo1,/CL
s/ /750L /0:’/05
= ta%r ettie
18.06. 2019

KOPOTKA XAPAKTEPUCTHUKA JIIKAPCBKOT'O 3ACOB
1. HA3BA JIIKAPCBKOI'O 3ACOBY

Kanenura6in Axxopa Ta6neTkH, BKPUTI ILTIBKOBOIO 000710HKOI0, 150 Mr
Kaneuura6in Akkopa TabneTky, BKPHTI IUTiIBKOBOKO 000JIOHKOIO, 300 mr
Kareuuta6in Akkopa TabneTku, BKpUTI IUTiIBKOBOKO 000/10HKOK, 500 Mr

2 SIKICHUM TA KIJIBKICHUMN CKJAJL

Kanenura6in Akkopst Ta6meTku, BKPATI ILTiIBKOBOIO 060I0HKOI0. 150 Mr
KosxHa TabieTKa, BKPATA IITIBKOBOK 000IOHKOI0, MicTHTb 150 Mr KaneuuTabiny.

Kanenutabin Akkopa TabneTku, BKpHUTI IL1iBKOBOIO 00010HK0K. 300 Mr
Koskna TabeTKa, BKpUTA IUIIBKOBOIO 000JI0HKOIO, MICTHTh 300 mr xamenutabiHy.

Kaneuuta6in Axkopa Ta6neTku, BKpUTI [1iBKOBOIO 00010HKOK, 500 Mr
KoskHa TabeTka, BKpHTA IUTIBKOBOIO 000IOHKOI0, MicTHTh 500 Mr KanenuTabiny.

JTonoMmi>KHA PeHOBHHA 3 BIJIOMHUM eheKTOM

Kaneyumabin Axkopd 150 m2 Tabremxu, 8Kpumi niieko60t0 00010HKOIO
KoHa TabeTka, BKpUTa ILTIBKOBOIO 0G0IOHKOI0, MiCTHTB 7 MT JIAKTO3H Ge3BOJIHOL.

Kaneyumabin Axkopd 300 m2 Tabremiu, 6Kkpumi nniexo60io 060.10HK0IO
KoskHa TabieTka, BKPHTA TLTiBKOBOIO 000IOHKOI0, MICTHTB 15 MI TaKTO3H 6e3BoaHOT

Kaneyumabin Axkopd 500 me Tabremiu, 6Kkpumi niieko60io 000.10HK010
KosHa Tabnerka, BKpHTA IUTIBKOBOIO 000JIOHKOK, MICTHTh 25 M JIaKTO3H

0e3B0IHOT

111010 MOBHOTO CIMCKY JAOTIOMDKHHX PEYOBHH JHB. po3ain 6.1.

3. JIKAPCbKA ®OPMA
TabneTka, BKpUTa IUIBKOBOIO 000JIOHKOIO.

Kanernutabin Axkop TabieTky, BKpHTI IHBKOBOIO 00010HK0I0, 150 ML

TabGnerkn oBracToi (JOpPMH, ABOOIMYKIi, BKPUTI IUTIBKOBOIO 060J'IOHKOIO, CBITJIO- POIKEBOTO
KOJIBOPY, JOBKUHOIO 11,4 MM Ta mupHHOI 5,3 MM, 3 rpaBitoBanHaM “150” Ha OJHIN CTOPOHI 1
piBHI Ha iHIIi# CTOPOHI.

Kanenutabin Axkopa TabneTku, BKpHTI IHBKOBOO 060710HK0I0. 300 MU

TabeTky A0BracToi JOpMH, ABOOMYKIIi, BKPUTI IUTIBKOBOIO 000JIOHKOKO, 6171010 ab0o maitxe OLu10r0
KOIbOPY, A0BKHHOIO 14,6 MM Ta IMpHHOIO 6,7 MM, 3 rpasifoBanHsM “300° Ha OZIHil CTOPOHI Ta piBHI
Ha IHILIH,

Kaneruta6in Axkop TabneTky, BKPHTI MIiBKOBOIO 060/10HK0K0, 500 MT

TabneTku A0Bractoi (OpMH, JBOONYKJi, BKPHTI IUTIBKOBOIO OOOJOHKOIO, CBITJIO- POXeBOro
KOJIBOPY, AOBKHHOIO 15,9 My Ta mHpHHOO 8,4 MM, 3 rpasitoBanHaM 500" Ha oHIH CTOpOHI 1
piBHI Ha iHIIIH CTOPOHI.




4. KJITHIYHI XAPAKTEPUCTHKHA
4.1. IToxa3zanHda 10 32CTOCYBAHHA

Kanenutabin AKKOp/l IpH3HAYSHHH JUIs JIIKyBaHHs:
- B a1 IOBAHTHH Teparii micss Xipypriusoro JikyBanms paky oGoxooi kuuiku III crazii (crazis
C 3a JIstokoM) (muB. po3uin 5.1).

- KOJIOPEKTaIBLHOTO PaKy 3 MeTactazaMu (IuB. po3ain S.1).

- penapar Nepuioro psiay /Ul JIKyBaHHS PO3MNOBCIO/DKEHOrO paKy HLTYHKa, Y koMmbinanii 3
TpenapaTaMi Ha OCHOBI IUIaTHHH (JHB. po3ia S.1).

y KoMGiHanii 3 foneTakcenoM (AuB. po3zin 5.1) Ans MiKyBaHHS MiCIEBO-PO3MOBCIO/DKEHOIO Ul
METACTA3yI0u0r0 PaKy MOJIOYHOI 3a/103H, Iicis Hee(eKTHBHOI LIMTOTOKCHYHOL ximioTepanii.
ITomepeiHs Tepanis Maia BKIIOYATH PENIapaTH aHTPALUKIIHOBOTO PATY.

B AKOCTI MOHOTepamii Juisi JIiKyBaHHS [AIi€HTIB 3 MiCHEBO-PO3MNOBCIO/UKCHUM  H
METACTA3yIOUHM PAaKOM MOJIOUHOT 3a/103H, Mic/s HeedeKTHBHOI Tepartii, [0 BKII0YAE TaKCaHH i
fpenapaTd aHTPAUMKIIHOBOTO psay, abo NpH HAIBHOCTI NPOTHMOKA3aHHA MO Teparii
AQHTPALMKIIIHAMH.

4.2 Cnoci6 3acTocyBaHHS Ta 103H

Kamenutabin AKKOpA Moke MpU3HAYATH JIMINE KBalihikoBaHui Jikap, SKHH Ma€ JIOCBIJ
3aCTOCYBAHHs AHTHHEOILTACTHYHHMX JIKapChKUX 3ac00iB. JUnd BCIX MALEHTIB PEKOMEHIOBaHMI
peTebHHMIT MOHITOPHHT IPOTSTOM HEPUIOro LMKITY JIIKYBaHHS.

JlikyBaHHS CNiJi BUIMIHUTH NpH IPOrPECYBAHHI 3aXBOPIOBAHHS 200 PO3BHTKY HENPUHHATHOT
TOKCHYHOCTI.

Po3paxyHOK CTaHAapTHOI Ta 3MEHIICHOI J03H BIIIOBIIHO ,113 IOl MOBEpXHI Tijna s
[IOYAaTKOBHX 03 mpenapaTy Kaneuwmrabin Axkxopa 1250 mr/m® 1al000 MI/M“ HaBEJIEHO Y
Tabauuax 1 ta 2 eignosigHo.

O3H

PexkoMen10BaHi 1034 (auB. po3zin 5.1)

Mownomepanis
Pax 06000601 Kuwku, KOJ0peKmManbHuit paxk ma pax Mo104Hol 3a103u

V BUIISLAI MOHOTepanii pekoMeHI0BaHa J000Ba /103 KaneuuTadiny B a1’ FOBaHTHIM Tepamnii paKky
060/I0BOT KWIIKH, /Ul JIKYBaHHS METacTATHYHOIO KOJOPEKTATbHOrO paky ado MicueBo-
PO3MOBCIOKEHOTO YH METACTATHYHOTO PaKy MOJIOYHOI 3aJI03H CTaHOBHTS 110 1250 mr/m* aBiui Ha
1106y (3paHKy Ta BBeyepi; EKBIBaJICHTHO 3arajibHii 1000BiH 1031 2500 mr/m?) mpotsirom 14 aHiB,
mic/s 9Oro pobnATh THKHEBY NepepBy. PexoMeHIOBaHA 3araibHa TPHBATICTH aJi" IOBaHTHO1
Tepamii y manientis 3 pakom o60080i kuuiku 111 craznii craHoBATS 6 MicsLIB.

Kombinosana mepanis
Pax 0600060 Kuutku, Ko10peKkmanbHull pak, pak WayHKa
Y koMGiHOBaHOMY JIIKyBaHHI pEKOMEH/IOBaHA M0YATKOBA 1032 KanenuTadiny Mae GyTH 3MeHIIeHa

no 800-1000 /M2 IpH 3aCTOCYBaHHI JBi4i Ha 00y MpoTAroM 14 IHIB 3 HACTYIHOIO IIEPEPBOIO Y

/




2

7 nuiB, abo 10 625 Mr/M“ 1Biyi Ha 100y npu Oe3nepepBHOMY 3acTocyBaHHI (auB. po3ain 5.1). [

KOMOIHALLT 3 ipHHOTEKAHOM PEKOMEH/I0BaHa 104arkoBa 1o3a ckiatae 800 Mr/M mpu aBiui Ha 100y

npoTsaroM 14 1HiB 3 HACTYIHOIO NEPePBOIO y 7 AHIB Y KoMOiHaii 3 ipurOTeKanoM 200 /M2 y JIeHb
1. Bxmouenns OeBanmsymaba y KOMOIHOBaHY CX€My HE M0 BIUIMBY Ha IIOYaTKOBY O3y
KaneuuTadiny.

[IporuGmoBoTHI 3aco0M Ta NpeMeauKalilo /s 3abe3rnedeHHs aJeKBaTHOI rizparauii
MPHU3HAYAIOT MAIiEHTaM, SKi OTPHMYIOTH KaneuuTaliH y koMOiHamii 3 LHCIUIATHHOM, Iepesl
BBEJICHHSM LHUCIUIATHHY BIAMOBIAHO [0 IHCTPYKUii I 3acTOCYBaHHs IHCIUIATHHY.
[IpotnOmoBOTHI 3aco0M Ta TNpemeluKauilo uis 3abe3nevyeHHs aAeKBaTHOI riaparaii
NPU3HAYAIOTH MAIEHTaM, SIKI OTPHMYIOTh KarneuuTadid y KoMOiHalii 3 OKcalinIaTHHOM, Iepel
BBEJICHHSIM [IUCILIATHHY BiMOBIIHO /10 IHCTPYKIIT JUIs 3aCTOCYBAHHS OKCAMITIIATHHY.

PexoMeH/10BaHa 3arajibHa TPUBATICTH aJl FOBAHTHOT Teparlii y MauieHTiB 3 pakoM 00010BOT KALIKH
I1I crazii cTaHOBHTH 6 MiCAIUB.

Pax monounoi 3ano3u

VY komOiHauii 3 JOLETAKCEIOM PEeKOMEHIOBaHa I04aTKOBa a03a KanenuTabiny Ui JTiKyBaHHS
METaCTaTHYHOI0 paKy MOJIOYHOI 3271034 cTaHOBHTE 1250 Mr/mM“ Bidi Hﬁl 700y mpotsrom 14 aHiB
3 1epepBoro y 7 AHiB, y KomGiHauii 3 gomerakcenoM y A03i 75 Mr/m< y BUrIAAi 1-roguHHOL
BHYTpIilIHbOBEHHOI iH(y3ii KoxHi 3 TkHi. [IpeMenukallis nepopalbHUMH KOPTHKOCTEPOIIaMH,
TAKUMH K J€KCAMETa30H, NMPOBOIMTLCS BiMOBLIHO 10 iH(popmarii y KopoTkiii xapakTepucTii
JIOLeTAKCeTy 10 MOYaTKy NpHIMOMy MOLETaKkcely y MALEHTIB, sKi MpHiMaioTh KOMOIHAI0
KaneuuTaOiH IUTIOC OLETAKCE.

Pospaxynxu 003 npenapamy Kaneyumabin Axkkopo

Tabmaus 1 Po3paxyHKH CTaHIAPTHOI Ta 3HIKEHOI MOYATKOBOI 03M KaneuwuTabiny 1250 mr/m?
3I€KHO BiJI IUTONI NOBEPXHI TiIA.

|IIo3a 1250 mr/m* (2 pasu Ha 100y)

[Inoura IToBua no3a|KinpkicTb tabnetok|3umxena nosa (75|3HmkeHa 103a
noBepxHi Tina,|[1250 mr/M*  |mo 150 Mr i/ a60|%) 950 mr/m? (50 %) 625
M? no 500 Mr Ha KOXHHHA HpUHOM Mr/m>
(3paHKy i BReueni)
Hoza wna 1|150mr |300 wmr 500 mr Hoza nHa 1 npuiiom,|[loza Ha 1
TIPHIOM, Mr OpHIOM, MT
MT
<1,26 1500 - - 3 1150 800
1,27-1,38 [1650 1 - 3 1300 800
1,39-1,52 [1800 - 1 3 1450 950
1,53-1,66 2000 - - L 1500 1000
1,67-1,78 (2150 1 . 4 1650 1000
1,79-1,92 (2300 - 1 - 1800 1150
1,93-2,06 (2500 - - 5 1950 1300
2,07-2,18 [2650 1 . 5 2000 1300
>2,19 2800 - 1 5 2150 1450

Tabmuus 2 Po3paxyHKH CTaHIApTHOT Ta 3HMKEHOT MOYATKOBOI 7103M Kanenutabiny 1000 mr/m?
3aJI€XKHO BiJI IIJIOIII MMOBEPXHi Tijia
| [To3a 1000 mr/m” (2 pasu Ha 106Y) |




[Tnoma [lora  mo3a|KinekicTs TabJIeTOK | 3HIKeHa J103a|3HIKEe
nosepxHi Tina, 1250 Mr/m> 1o 150 MI i/ abo|(75 %) 950|na
M mo 500 Mr Ha KoxHHi npuitom|mr/m’ n03a
(3paHKy i BBeuepi) (50 %)
625
Mr/m>
Hoza wa 1[150mr |300 mr 500 mr Hoza wa 1|Hoza Ha
IIPHITOM, npuiioM, Mr  [IpUioM, MT
MT
<1,26 1500 - - 3 1150 800
1,27-1,38 [1650 1 - 3 1300 800
1,39-1,52  [1800 . 1 3 1450 950
1,53-1,66 |2000 - - 4 1500 1000
1,67-1,78 {2150 1 B 4 1650 1000
1,79-1,92 (2300 - 1 4 1800 1150
1,93-2,06 2500 - - 5 1950 1300
2,07-2,18 12650 1 - 5 2000 1300
>2,19 2800 - 1 5 2150 1450

Kopueveanns dozu nio vac aixveanins

3azanvni pexomenoayii

SBuma Ttokcuynocti npu jikyBanHl KanmemuGexcom 500 MOKkHa YCyHYTH 3a JOIIOMOTIOKO
CHMIITOMATUYHOI Teparii Ta/abo 3MiHK 71034 (IepepBaBIIM JIIKyBaHHS 9M 3MEHIIHBIIH 03y
npenapary). Skmo no3y goBenocs 3MEHIIMTH, Hamam i He 30utemiytors. Ilpu sBUImax
TOKCHYHOCTI, $Ki, Ha MAYMKY JKaps, MalOHMOBIPHO, CTaHyTh CEpHO3HHMMH 49U OyAyTh
3arpO)KyBaTH JKHMTTIO, HaNpUKIaA, ajlollelis, 3MiHa CMaKy, 3MiHH Y CTPYKTYpi HIITIB,
3aCTOCYBAaHHS IIperapary MOKHA IPOJOBXKYBATH B Till caMmiif 031, He epepUBAIOYH JIIKYBaHHS
Ta HE 3MEHILYIOYH 103y Ipenapary.

[lamienTiB, AKki OTpUMYIOTH KameuuTabiH, HEOOXiAHO MONEpeJUTH, IIO JIKYBaHHsA MOTPIOHO
MPHITHHUTH y Pa3i PO3BUTKY MOMIpHUX 200 TSKKHX TOKCHYHHX peakiii. SKIo yepe3 TOKCHYHI

SBUIIA OyJI0 NpomylIeHo KijbKa NMpHifoMiB KanenuTabiHy, TO IPONYIUEH] 03M HE MOTPIOHO
3aCTOCOBYBATH JOJATKOBO. PeKOoMEHIOBaHI 3MiHH 103 y 3B 3Ky 3 TOKCHYHICTIO BHKJIAJICHO
HIKYE:

Kanenurtabin Axkop TabaeTki. BKPHTI MTIBKOBOK 000s10HK00 150 Mr Ta S00MT

Tabmuus 3 Cxema 3HWKEHHS 1031 (3-THXKHEBHH Kypc abo Oe3nepepBHeE JIiKyBaHHS).

Crynins Tokenunocri ¥ Bminn 1031 nporsirom Kypey Tepanii El(opnrynau
s 103H LIS

HACTYIHOIO

Cmynins 1 J103y HE 3MIHIOIOTh Jlo3y He
BMIHIOIOTh

Cmyninwy 11

- 3 IEpLIOIO MOSBOK O3HAK|MPHIIHHHTH TEpAIilo, IOKH 03HaKH TOKCHYHOCTI He|100%

TOKCHYHOCTI 3MEHIIATECA A0 cTyneHs 0-1

- 3 JPYroi0 TOSBOK 03HAK 75 %

TOKCHYHOCTI

- 3 TPETHOIO MOSBOIO 03HAK 50%

TOKCHYHOCTI




3 YETBEPTOI0 TOSABOKO
03HAK TOKCHYHOCTI

BIZIMIHMTH Ipenapar

Cmynino 111

JOKH O3HaKH TOKCHYHOCTI HE 3MEHIUAThCH [0
crynens 0-1.

- 3 TIEPIIOIO TOSBOK O3HAK|MPHIHHUTH TEPario, JOKH 03HAKH TOKCUYHOCTI He |75 %
TOKCHYHOCTI 3MeHInaThes 10 crynens 0-1 ;
- 3 IPYIOK TOSBOK 03HAK 50%
TOKCHYHOCTI
- 3 TPETHOIO MOSIBOIO O3HAK|BIIMIHHUTH TIpernapar
TOKCHYHOCTI
Cmynins IV
- 3 [EepIIOKO MOSBOK O3HAK|BIAMIHMTH Ipenapar 50%
TOKCHYHOCTI abo,
SKIIO B IHTepecax XBOPOro TKyBaHHS
HEeOOXiTHO  MPOJOBKUTH, NPHITHHHTH TEparlilo,

- 3 JIPYrol0 MOSBOIO O3HaK
TOKCHYHOCTIL

BIIMIHHTH mpenapar

KanenuTtabin Akkopa TabneTku, BKPUTA ITIBKOBOK 00010HK0K0 300 MT

Tabmuust 4 Cxema 3rkerns 1031 Kanerutabiny (3-TmxHeBHi Kype abo 6e3nepepBHE JTiKyBaHH:).

Jloza 1250 mr/m? (2 pasu Ha 106Y)

ITnoma noepxni|lloBna no3a|KinbkicTs tabnerok|3Hmkena noza (75|3mmkeHa  n03a
Tina, m? 1250 mr/M?>  |mo 150 wmr i/ a6o|%) 950 mr/m> (50 %) 625 mr/m®
mo 500 mMr Ha KOXHHH
npuiiom  (3paHky i
BBEYepi)
Jo3za na 1[150wMr 500 mr Jlo3za na 1 npuiiom,|o3a Ha 1
IpUiioM, MT MT IPHHAOM, MI
<1,26 1500 - 3 1150 800
1,27-1,38 1650 1 3 1300 800
1,39-1,52 1800 2 3 1450 950
1,53-1,66 2000 - 4 1500 1000
1,67-1,78 2150 1 4 1650 1000
1,79-1,92 2300 2 - 1800 1150
1,93-2,06 2500 - 5 1950 1300
2,07-2,18 2650 1 5 2000 1300
>2.19 2800 2 5 2150 1450

*BIAMOBIIHO [0 3araJlbHHX KPHUTEPiiB TOKCHYHOCTI [pymu KIiHIYHHX BHIPOOYBaHb
Hauionansnoro inctutyty paky Kanamgu (NJIIC CTG) (Bepcist 1) aGo 3aranbHuX KpHUTEpiiB
tepminosorii moao nobivaux edexrie (CTCAE) IIporpamu owinku Tepariii paky, HauionamsHuii
inctutyT paky CIIIA, Bepcis 4.0. 1010 [0I0HHO-MIIOMIOBHOIO CHHAPOMY Ta rinepoinipybinemii

JMB. po3ain4.4.

['emamonoeiuna moxcuynicme
INauienTis 3 BuXiguuM piBaem HeliTpodinis <1,5 x 10%/1 Ta/abo TpomGonuTis <100 x 10%/71 e
CJIij NiKyBaTH KanenuTabiHOM. SIKIO He 3aruiaHOBaHi J1abOpaToOpHi aHAII3H IEMOHCTPYIOTE, IO
I1iJ1 9ac Kypey JiKyBaHHs piBeHb HeiTpodinis Bras mimkye 1,0 x 10%/71 abo piseHs TpoMGOIMTIB
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Hikde 75 x 10°/1, nikyBaHHA KanenuTaGiHOM CJTij epepBaTH.

Mooudpixayii 003u y 36 'A3Ky 3 MOKCUYHICMIO, KOIU Kaneyumaodin 6UKOPUCMOBYEMbCA Y 6UNA0
3-muoicnesozo kypcy y Kombinayii 3 inuumu Aikapcykumu 3acobamu

Mopudikanii 1034 y 38’ 43Ky 3 TOKCHYHICTIO, KOJIH KaneuTabin BAKOPHCTOBYETBCS y BUIJIAI
3-THXKHEBOTO Kypcy y koMmGiHamii 3 iHIIAMM TiKapChKHMH 3ac00aMH, MaloTh 3/IHCHIOBATHCS
Bianosingo a0 TaGmuui 3 Buine Ui KaneuurtabiHy Ta BUMIOBIAHO 10 BimmoitHEX Koportkux
XapaKTePHCTHK JIKApChKOro 3aco0y 1HIIOro JIiKapchKoro 3aco0y(-iB).

Ha nouatky Kypcy JiKyBaHHS, SKIIO [I0KA3aHO BiIK/IaICHHS JTIKYBaHHS y 3B’ 513Ky 3 Kalle M TaOlHOM
a6o iHmmMM JliKapchKUM 3ac060M(-aMH), TOZI 3aCTOCYBAHHS BCI€T Teparlii CIIi/l BIIKIACTH, OKH HE
Oy/IyTh BUKOHAHI BUMOIH 1I0/I0 ITOYATKY IPUIOMY BCi JIKapChKHX 3acO0iB.

[Tlin wac Kypcy JiKyBaHHS MIOJ0 TOKCHYHOCTEH, sKi JiKap BBa)Kac HE IIOB'A3aHUMH 3
KarnenuTabiHoM, MpuifoM KanenuTabiny Il IPOJOBKYBATH, a 03y IHIIOTO JIKapChKOTro 3acody
BiJIKOPHIYBATH BiNOBIIHO /10 HATEKHOI iHpopMaii [HCTpyKIT 1010 3aCTOCYBaHHS JIIKapCHKOTO
3aco0y.

SIKio iHmMit nTikapepKui 3aci6(-1) MaroTh OYTH BiIMIHEHI IIOCTIHHO, JIKyBaHHS KanenuTabiHoM
MOKHA BIiJHOBHTH, KOIM JOTPUMYIOTbCS BHMOTH IIOJO BIJHOBJIEHHsS IIiKyBaHHS
KarneuuTabiHOM.

VkazaHi pekOMeH/1allii CTOCYIOThCs BCIX MOKa3aHb /I 3aCTOCYBaHHS Ta BCIX IPyN NaIli€HTIB.
Moougpixayii  0o3u 'y 36'a3ky 3 moOKcudmicmio, KOAU  Kaneyumaoin — NOCMIiuHO
BUKOPUCMOBYEMBCA Y KOMOIHAYIT 3 THUUMU NIKAPCOKUMU 3acobamu

Momudikaii 1034 y 38’ 53Ky 3 TOKCHYHICTIO, KOJIM KanennTabiH BAKOPHCTOBYEThCS HOCTIHHO y
KoMGiHamil 3 IHITMMH JTiKapChKUMH 3ac00aMu, MAIOTh 3/iHcHIoBaTHCS BifnoifHo 10 Tabmwi 3
BUIIE [T KanenuTabiny Ta BiANOBiAHO /10 BinmoBixHux KOPOTKHX XapakTepHCTHK JiKapChKOro
3aco0y iHIIOro JliKapchkoro 3acoby(-iB).

Kopueveanus dozu 6 ocobnugux 2pynax nayicumis

Ieuinkosa nedocmammuicmeo
Jani 110710 6e3nexu ta epeKTHBHOCTI y MAII€HTIB 3 MEYiHKOBOIO HEIOCTATHICTIO HEJOCTATHI JUIs

HaJaHHs pPEKOMEHJalliii 3 MpHBOAY KopuryBaHHs a03d. Hemae sxkommoi indopmamii momao
NEYiHKOBOI HEJIOCTATHOCTI BHACIIIOK LINPO3y YU IeNaTuTy.

Huproea neoocmamuicmo

KamenuTaGiH NpOTUIIOKA3aHMH MAllicHTaM 3 TOKKOIO HHPKOBOIO HEJOCTATHICTIO (KJpeHC
kpearuniny Hmwk4e 30 wu/xeui [3a Kokpodrom-I'omrom] Ha BuxinHomy pisri). YactoTa
BMHHUKHEHHS M0OTYHUX peakiliii cryneHs 3 abo 4 y NalieHTiB 3 TOMIPHOK HUPKOBOIO HEZIOCTATHICTIO
(xmipenc kpeatuniny 30-50 MII/XBHJI. HAa BHXITHOMY piBHI) HiJBHIIyBaIach y MOpPIBHSHHI 3
3ara/lbHOIO MOMYJIAIi€0. Y MalieHTiB 3 MOMIPHOI HUPKOBOKO HEJIOCTATHICTIO HA BUXITHOMY piBHI

PEKOMEHIOBAHO 3HIUKEHHS J103H 10 75% Uit mouarkoBoi ao3u y 1250 mr/M2. V nauientis 3
TIOMIPHOIO HHPKOBOIO HEJIOCTATHICTIO Ha BHXIZIHOMY piBHI He MOTPOIHE XKOIHE KOPHIYBaHHs J03H

U1 oyatkoBoi 031 1000 Mr/m2. V nauientis 3 nerxoio HUPKOBOK HEJOCTATHICTIO (KJIipeHC
KpeatuHiny 51-80 MJI/XBWJI. HA BUXIIHOMY piBHI) HE PEKOMEH/OBAHO KOJHOIO KOPHIYBaHHS
no4atkoBoi fo3u. [Tpu BuHukHeHHI noGiunux seumy II, I gu IV cryneHs peKoMeHIOBaHHH
peTellbHUII MOHITOPHHT, HeraiHa BijMiHa JIIKYBaHHs Ta 3MiHa 1034 BiINOBiAHO 10 Tabmuui 3.
SIkio po3paxoBaHuil KIIPEHC KpeaTHHIHY IPOTSIroM JIIKyBaHHs 3HIDKYETBCS /10 3HaueHHs Hipkde 30
MII/XBHWJL, TpuiioM npenapary KaneuuraGin AKKOpA Cif HOpumMHMTH. Taki pekoMeHAaiii 3
KOPHI'YBaHHS JIO3H Y 3B’S3KY 3 HUPKOBOIO HEJIOCTATHICTIO 3aCTOCOBYIOTHCS SIK JI0 MOHOTEparlii, TaK




i 10 KOMOIHOBAHOTO 3aCTOCYBAHHS (IMB. TAKOX po3Ain “TlalieHTH T THEOTO BIKY  HIDKYE).

Hayienmu nimnvo20 6iKy

KopuryBanHsi mo4yaTkoBoi 103 mpH MOHOTepamii kaneuurtabinom He notpibxe. Ilpote y
XBOPHX BikoM monan 60 pokis ssuma 111 Ta IV cTyneHiB TOKCHYHOCTI PO3BHBAIMCS YacTille,
HIK Y MOJIOJIHX TIalli€HTIB.

[Ipu 3actocyBaHHi Kaneuurtabiny B KoMOiHAUil 3 IHIIMMM JTIKApCHKMMH 3ac00aMH y XBOPHX
niTHBOTO BiKYy (> 65 pokiB) Bim3Hauanacs Gimbma yactota Hebaxanux edektis III Ta IV
CTYNEHIiB TOKCHYHOCTI, BK/IFOYAIOYM Ti, AKi PHU3BENH [0 BiAMIHH JTiKyBaHHS, MOPIBHSHO 3
XBOPHMH MOJIOZIIIOTO BiKy. PeKOMEH/I0BaHHI peTeNbHHI MOHITOPHHI MalieHTiB BIKOM >60
POKIiB.

Ilpu nikysanni kaneuutabinoM y komOGinawii 3. Ilamientam miei BikoBoi KaTeropii mnpu
KOMOIHOBaHOMY JIiKyBaHHI KarmeuutaGiHOM Ta JoLeTakcejaoM. Po3paxyHKH HaBEeACHO Y
Tabnuui 2.

IIpu nikyBanni Kanenu6ekcom 500 y komGinamii 3 ipuHOTEKaHOM U1 XBOPHX BiKOM IOHa 65
POKiB peKOMEH/IyEThCS 3MEHIIMTH To4aTKoBy 103y Kanemnbekcy 500 mo 800 mr/m2 apivi Ha
no0y.

- V kombinayii 3 doyemaxcenom: y XBOPHX BIKOM 1oHa/1 60 poKiB BiI3HAYAI0Cs 301IbIICHHS
YaCTOTH MOOIYHMX peaKiliif, MOBS3aHMX 3 JIKyBaHHSAM Ta cepHo3HuxX Hebaxanux edexris Il Ta IV
CTyneHiB TokcuuHocTi (muB. posmin 5.1). Ilamientam Bikom Bix 60 pokiB 1 Oimbuie
PEKOMEHIYEThCS 3MEHIIMTH novaTkoBy 03y KaneuuGexey 500 no 75 % (950 mr/m2 asivi Ha
n06y). Skmo y mamienTiB >60 pokiB, sKi JiKyBaIucs II0YaTKOBOIO /103010 KanenutabiHy y
KOMOIHALiT 3 JOLETAKCENIOM He CIIOCTEPIracThes KOIHOT TOKCHYHOCTI, 103y KarenuTabiHy MOXKHa

obepeskHo migHsaT 10 1250 Mr/m2 JBiYi Ha 100y.

Jimu
He 3acTOCOBYETBCS BiANOBIAHOTO BHKOPHCTAHHs KanenuTabiHy y AiTeil 3a MOKa3aHHIMHPAK
000/10BOT KHIIIKH, KOJOPEKTATBHHHN PakK, paK ILTYHKY Ta paK MOJIOYHOI 3a/I03H.

Cnoci6 3acTocyBaHHs
Karenuta6in Axkopz Tab/1eTKu KOBTaOTh 3 IOCTATHBOKO KUIbKICTIO BOJM 4epe3 30 XBHIMH Micis ixi.

4.3.Ilporunokazanus

. Tskki, y TOMY 4MCIIi HeOUiKyBaHi peakiiii Ha JTiKyBaHHS QTOPIIPAMIIHHOM.

. linepaytiauBicte 10 kanenutabiny abo g0 Oyab-KOro KOMIIOHEHTa IIpenapary,
nepenivueHoro y posaini 6.1, abo ¢ropypanuiy.

. hY Hali€HTIB 3 BiZIOMOIO IIOBHOIO BIZICYTHICTIO AKTUBHOCTI

QAT APOIpUMIIMHIEr i IporeHasu (IuB. po3ain 4.4).

BariTHiCTh Ta rofyBaHHs IPYUIIO.

Tspxka neiikoneHis, HeWTponeHis, TPOMOOIMTONEHIS.

Tsoxki nopymenHs QyHKIIT IEYiHKH.

Tspkka HEPKOBa HEAOCTATHICTH (KilipeHe KpeaTuHiHy < 30 MiI/XB).

OHOYacHUH NPUHOM COPHBYIMHY ab0 HOro CTpYKTYypHHX AHAJIOTIB THIY OpUBYIMHY

(nuB. po3ain 4.5).

. [Iporunokasans /Uis 3aCTOCyBaHHs 0y 1b-sKOT0 JIIKapchKOro 3aco0y, 110 3aCTOCOBYIOTh B
KoMOiHauii.

4.4 OcobunBi 3acTepexeHHs MO0 BHKOPHCTAHHS

TokcuyHa Jiisl, 110 3aJ1eKUTh Bijl 103U
TokcuuHa Jis, MO 3aJeKHTH Bil [03M, BKIIOYAE aiapeo, OLTb y JKHBOTI, HYJOTY, CTOMATHT,




JIOJIOHHO-TIIONIOBHAHA CHHAPOM (CHHOHIMM: JOJIOHHO-IIZOMIOBHA €pHTpoM3ecTesis abo
nepudepryHa epuTeMa, ClipuuMHeHa XimMioTepanieio). Binbmicts Hebakannx edexriB 000poTHI i
He OTPeGYIOTh MOBHOT Bi/IMiHH IpeNapary, Xoua Moxe BUHUKHYTH HEOOXIIHICTh y KOPEeKIii 1031
ab0 THMYaCOBIii BiMiHI penapary.

[Hiapes

XBOpHX 3 TSKKOIO Jiapeeio CIiJ PeTejbHO CIOCTepiraTH, MPOBOSYM iM periiparaniio i
BiJIHOB/IEHHS BTpATH €JEKTPOJITIB NpH Jeriaparaiii. 3a MOKa3aHHAM AKOMOra paHime
PEKOMEH/IYEThCs IPH3HAYATH CTAHAAPTHI IIPOTHAIapeiiHi npenapaty (HanpHKIIa Jonepamin).
Hiapes II crynens 3a kpurepismu Hamionanssoro inctutyty paky Kanama (NJIIC CTC, Bepcis
2) BU3HAYAEThCs AK 30UIbIIEHHs KibKoCTl gedekauiil 10 4-6 pasiB Ha 100y um nedexanii
BHO4i; miapes III cTymeHs — sk 36inplueHHs KinbkocTi Aedekaniit 10 7-9 pasis Ha 100y 4u
HETPUMAaHHA Kany i Mambabcopbuis; aiapes [V cTymneHs — sk 30i1bIeHHs KUIBKOCTI Jedekartii
> 10/p06y abo macuBHa aiapess 3 JOMIlIKaMH KpoBi, a0 HEOOXIAHICTh NPHU3HAYEHHS
TnapeHTepanbHUX BIMBaHb. [IpH HEOOXiIHOCTI 103y Ipenapary CliJ 3MEHIIHTH (IUB. PO3Ail
4.2).

3neso0HenH s

Heo6XiHO momepeKyBaTH pO3BUTOK JeTiipaTalii Ta 3iCHIOBATH KOPEKIIilo Jeriapararii y
pasi il BunuMKHeHHs. JleriapaTauis Moxe IIBHAKO PO3BHHYTHCh Y XBOPHX 3 AHOPEKCIEI,
acCTeHi€r0, HYJI0TOI0, OTIOBAHHAM YH Alapecto. 3HEBOAHEHHS MOKE BUKIIMKATH TOCTPY HUPKOBY
HEI0CTATHICTh, 0COOIMBO Y MAIliEHTIB 3 MIONEPEAHBO ICHYIOUMM MOTIpIIeH M (yHKIIIT HUPOK ab0
KOJMH KamenuTabiH NpHIMAeThCs BOAHOYAC 3 BIAOMHMH HE(PPOTOKCHYHHMH edeKTamMu
3acobamu. ['ocTpa HUPKOBA HEJOCTATHICTH BHACIIIOK 3HEBOJHEHHS MOKe OyTH MOTEHUIHHO
neraneHoto. Ilpyu mosiBi nerigparauii II crymens (abo Buine) JiKyBaHHs KanenuTaOiHOM
HeoOXiHO HeraifHO NPUIMHATH Ta IPOBECTH KOPEKIiIo Aeriaparauii. BiHoBIeHHSs TIKyBaHHS
MO’KJTHBE TIPH a/IeKBaTHiil KOpekuii aeriaparauii Ta KOPEeKIil/KOHTPOIi PHYMH MpeIHITiTallii.
Kopekmist 1034 y pasi BUHMKHEHHs NPEHHMITITYIOYMX IOOIYHHX SBHIL NPOBOJAMTHCS y pasi
HeoOXigHoCT (1uB. posain 4.2).

Hononuno-nidouosHuil cunopom

J107I0HHO-TTi IOIIOBHHMI CHHIPOM, TAKOYXK BiJIOMHIA SIK I0JIOHHO-TIiI0IIOBHA IIKipHa peakiis abo
NOJIOHHO-MIZIOMIOBHA — epuTpoau3ecte3iss abo mnepudepuyHa epuTeMa, CHPUYHHEHA
XIMI10TEPAIIERD.

JIOIOHHO-TITOMOBHHI CHHAPOM | CTyNeHs He MOopyllye IOAEHHOI aKTHBHOCTI XBOPOTO i
MPOSIBISETLCS OHIMIHHAM, MApPECTE3iAMH, IH3ECTE3isIMH, TMOKOTIOBaHHIM, O0e3001iCHUM
HabpsikoM abo MoYepBOHIHHIM JI0JI0HB i/ab0 migomoB, JHcKoM(popTOM.
JlononHo-migomoBHuii cuuapoM Il crymeHs NposiBiseTbes OONICHHM ITOYEPBOHIHHAM i
HaOpsKaMH KHCTI pyK 1/a00 miJIOIIOB; CIPUYHHEHHH UMM MPOSBaMH JIHCKOMPOPT MOPYIIYE
I10/IEHHY aKTHBHICTh XBOPOTO.

JonouHo-migomosuuii curgpom Il crymeHss BW3HAYaeThCst sSK BOJOra JecKBamallid,
YTBOpPEHHSI BUPA30K, MOsABa MyXUPIiB i rocTpuil Gib A0NOHB Ta/abo MmiIomOB Ta/abo TSHKKHH
JUCKOMQOPT, 110 He Aa€ MOXKIMBOCTI MALli€HTaM 3AiMCHIOBATH IIOJICHHY aKTHBHICTh. CTifikuii
ab0 TSKKHI JIOJIOHHO-MIAOMOBHHN CHHAPOM (CTYNEHS 2 Ta BHILE) MOXKE 3PEILTON) IIPH3BECTH 10
BTpaTH BiAOHTKIB NaJIBL{B, 10 MOXKE BIUIMHYTH Ha MOXIHBICTH ineHTH}ikauii mamienra. ¥ pasi
TOSIBH ZI0JIOHHO-TTi010BHOTO cuuipomy 11 abo 111 crynens mpuiiom KarneuTabiHy ¢TI NPUITHHHTH
JI0 3HUKHEHHs CUMITOMIB ab0 iX 3MeHIeHHs /10 | cTynens; npu HacTynHid nossi cunapomy III
CTymHeHs J03y KareuuTabiHy MOTPiOHO 3MEHIIMTH. XBOPUM, SIKi OJHOYACHO OTPUMYIOTh
KanenuTadiH i UCIUIATHH, 3aCTOCYBaHHs BiTaMiHy B6 (IipHIOKCHH) 3 METOIO CHMITTOMATHYHOIO YH
BTOPUHHOTO MPOGLIAKTHYHOIO JIKYBAHHS JOJOHHO-IIIAOMIOBHOTO CHHAPOMY HE PEKOMEH IYEThCs,
OCKUIbKH 3riTHO OIyOJIKOBAHMX 3BITIB L€ MOXKE NPH3BECTH JO 3HMIKCHHA €QPEKTHBHOCTI
LMCIUIATHHY. [CHYIOTE TIeBHI CBiMEHHSI TOTO, IO JEKCIAHTeHON € e()eKTHBHUM JUIs IPO(iIaKTHKH
JIOJIOHHO-TII/IONIOBHOTO CHHAPOMY Yy TAIlieHTiB, IO JiKylOThes npenaparoM Kamenuralin




AKKOp/I.

KapaioTokcHyHicTh

CniekTp Kap/iOTOKCHYHOCTI NpH JIKYBaHHI KarnenHTabiHOM aHAlOTIYHHH TaKoMy IIpH
3aCTOCYBaHHI iHIMX (TOpHipUMiMHIB i BKIOYae iHhapKT MioKapa, CTEHOKap/ilo, apuTMii,
Kap/llOreHHUH 10K, panToBy CMEPTh, 3YIMHKY Cepls, cepueBy HeaoctaTHIicTh i 3miam EKI
(Bkmovaroun nojoskenns inteppanry QT). Lli moGiuni edextn wacrime XapakTepHi i
MaLieHTIB 3 imeMivHOI0 XBopoboro cepis. [Ipu 3actocyBaHHI KanenuTabiHy MOBIAOMIAIOCH
IPO BHIIAIKK CEPIIEBHX apUTMiil (BK/IIOUAIOYM IUTYHOUKOBY (GiOpiisiito, mipyeTHy TaXikapio
Ta 6paaMKapilo), CTeHOKap/Iil, iHpapKTy Miokapza, cepleBoi HeZIOCTaTHOCTI, KapioMionarii.
[Ipu mpu3HaueHHi Npenapary MamieHTaM i3 KIIHIYHO 3HAYyIIMM 3aXBOPIOBAHHAM Cepld,
ApUTMIAMH i CTEHOKAP/IIEK0 HEOOXIIHO BUSBIATH O0epeKHICTE (JUB. po3/1in 4.8).

['ino- abo rinepkanbLiemis

Iix wac nmikyBaHHS KanmenuTaGiHOM IOBIIOMIIAIIOCS IIPO BHIIAIKH TiNo- abo rinepKaibiieMii.
Cning  noTpuMyBaTHcs OOEPEXKHOCTI y [AI€HTIB 3 [ONEPEJHBO ICHYIOWOK Timo- abo
rinepkabLieMiero (IuB. po3ain 4.8).

3axBOpIOBaHHS LEeHTpaIbHOI a0 nepudepuyHoi HEPBOBOI CHCTEMM

Cnin notpumysatics o0epesKHOCTI y NAIEHTIB 3 3aXBOPIOBAHHAMH LEHTPaIbHOI abo
nepu(epuyHOi HePBOBOT CHCTEMH, HANPUKIIA, METACTa3aMH B FOJOBHHI MO30K 4H HEBPOMATIEIO
(muB. po3ain 4.8).

LlykpoBuii giader abo nopyuieHHs OaJaHcy eIeKTPOIIITIB

Crnig moTpuMyBaTHCS O0EPEXHOCTI y NAUiEHTIB 3 IyKpoBHM JiabeTtoM abo MmOpylIeHHSIMH
fanaHCy eJIeKTPOJITIiB, OCKLTBKH 1l 3aXBOPIOBAHHS MOXYTh MOCHIIOBATHCA INiJl Yac JIKYBaHHS
KanenuTadiHoM.

AHTHKOAryJISIHTH — IIOX1/IHI KYMapuHy

VYV xoai JOCHIPKEHHA B3a€MOZii 3 BHKOPHCTAHHAM OJHOPa30BOi JI03M BaphapuHy
CIIOCTEpIiranocs CyTTeBE 301IbIIEeHHS CepeAHbOT BeJMIMHH IUIOMI ITiJI KPHBOIO «KOHIIEHTpallis-
gac» (AUC) S-sapdapuny (Ha 57 %), WO CBiI4ATH NP0 HAABHICTH B3aEMOJi, BIpOTinHO, B
pe3y/bTaTi NpHUrHiYeHHs KanenutaGiHoM i3odepMeHTy cHcTemu nuroxpomy P450 2C9.
XBopuM, SKi OIHOYACHO MPHUIMAIOTH KarelMTabiH i OpaibHi AHTHKOATYJISHTH — TOXiIHI
KyMapuHy, HEOOXiJHO MpOBOJAMTH JeTaIbHHN MOHITOPHHI IOKAa3HHKIB 3ropTaHHs KpOBi
(MiXKHapojiHe HOpMaji30BaHe CIIBBIIHOIIEHHS YW NPOTpoMOiHOBHME wuac) i migbuparu
BIIMIOBI/IHY /103y @aHTHKOATYJISHTY (AMB. pO3ia 4.5).

[leuiHkoBa HEJIOCTATHICTD

V 3B’43KY 3 BiICYTHICTIO 1aHHX 3 Ge3neKkHu Ta eheKTHBHOCTI [T XBOPHX 3 MIOPYIIEHHAM QyHKILiT
HEYiHKM 3acTOCYBaHHS KanenutabiHy HEOOXiZHO pEeTeNbHO MOHITOPYBaTH Y HAIl€HTIB 3
nopymeHHAM (yHKUIT NEYiHKA JIEFKOro Ta CEPeJHBOrO CTYMEHsS THKKOCTI HE3aleXHO Bil
HasABHOCTI Y BiZICYTHOCTI METACTA3IB Y MEUiHKY. SIKIIO B pe3y bTaTi JIiKyBaHHA KaleuTabiHOM
CrocTepiracThesl MiIBUIIEHHS piBHs OinipyOiHy G11bII HIXK Y 3 pa3u Bi BepXHbOI MeXi HOPMH,
a60 MiJBHIIYETHCS aKTHBHICTh NMevinkoBux aminorpancdepas (AJIT, ACT) Ginbme HiX y 2,5
pasy MOPIBHSHO 3 BEPXHBOKO MEXKEI HOPMH, 3aCTOCYBAHHS KanenuTabiHy CIiJl NPHUIMHHTH.
JlikyBaHHs KanenuTaGiHOM MOHA BiJIHOBHTH IIPH 3HIKeHHI piBHs Oinipy6iny 10 <3.0 x BMH
i aKTUBHOCTI MEYiHKOBHX TpaHcaMiHa3 Huxk4e < 2.5 x BMH.

Hupxopa HeJlocTaTHICTh
YacroTa BUHHKHEHHS nobiunux peakuiit 111 Ta IV crynens y XBopuX 3 nopymeHHAM QyHKUIl
HAPOK CEpEeHBOr0 CTymeHs TsOKKocTi (kripeHc kpeatuHiny — 30-50 mu/xB) miaBuieHa




MOPIBHSHO 3 TAKOKO Y 3araibHiil rpymni nauienTis (1uB. po3aiis 4.2 and 4.3).

edinut aurigponipumiguaaerigporenazu (JI1

Inoxi BHactinok aedimuty axriHocti JIITJ] ciocTepiranacs HeodikyBaHa TSUKKa TOKCHYHICTB
(HampHKnaj, CTOMATWT, Jiapesi, 3amaleHHs CIM30BHX  O0OJIOHOK, HEMTpOIeHis Ta
HerOTOKCH‘IHLCTB) nos’s3ana 3 S-gropypammnom (5-OV).

V namienTis 3 Hu3bkoro aktuBaicTio {11 a6o BincyrHicTio aktuBHocTi JII1J1, hepmenty, sSkui
Gepe yuacTs y po3mIeILIeHH] (TOpypauuiy, icHye MiJIBUIIEHANR PU3HK BHHUKHEHHA THKKHX,
Hebe3MmeuHuX sl JKUTTS a00 JIeTATBHAX N0014HHX pealcum cnpuunHEeHHX Qropypanuiom. Xoda
nedinur Il HEMOXKIMBO BCTAHOBHTH TOYHO, BiIOMO, M0 Yy MNAII€HTIB 3 IEBHUMHU
FOMO3UIOTHUMH a60 AeSKAMH KOMOIHOBaHHMH T€TE€PO3HTOTHHMH MYTAliMH B FeHETHYHOMY
nokyci  DPYD (Hanpmcnan, Bapiantn DPYD*2A, ¢.1679T>G, ¢.2846A>T Ta
¢.1236G>A/HapB3), ski MOXYTh CHPHYHHMTH I[OBHY ab0 MpPAKTHYHO MOBHY BiJACYTHIiCTb
depmenTHoi aktuHocti [II1J] (3a BH3HAYEHHSM 1abOpaTOPHHX aHai3iB), cnoc*replraencx
HaWBHIIHI PH3KK HeGe3MeUHOT JUTsl KUTTS a00 JIeTaTbHOT TOKCHYHOCTI, 1 TAKHX MAIi€eHTIB HE CIIiJ
mxyaa‘m npenapatom KaneuuraGin Akkopa (muB. posain 4.3). Jlns mawieHTiB 3 TOBHOKO
BizcyTHicTio akTuBHOCTI J{[1]] HeMae 103H 3 I0BEICHOIO O€3NEKOIO.

[MamieHTH 3 NEBHMMH TreTepo3uroTHEMu Bapiantamu DPYD (Bmodaiouu DPYD*2A,
c.1679T>G, ¢.2846A>T Ta ¢.1236G>A/HapB3) mnposeMOHCTpyBaly [BHILICHHH PH3HK
BHHMKHEHHS TSDKKOI TOKCHYHOCTI IIPH JIIKyBaHHI KanenuTabiHoM.

Yacrora reteposurotHoro resotuiny DPYD*2A y reni DPYD y MALIEHTIB €BPONEOIIHOL pacu
CTaHOBHTB 6rmi3bKo 1%, 1,1% s ¢.2846A>T, 2,6-6,3% mu1s Bapianrtis ¢.1236G>A/HapB3 Ta Bix
0,07 10 0,1% mwis ¢.1679T>G. PexomeHayeTbcsi TEHOTHITYBAHHS Ul LMX aeneh 3 MeTo0
BM3HAUCHHS MALICHTIB 3 [TBAILICHAM PH3MKOM [10/10 BAHUKHEHHSI TSOKKOI TokcraHocTly. Jlani mozo
yacTOTH Takux Bapiantie DPYD B iHmmX rpynax marieHTiB, OKpiM €BpOIEOilB, obmexeni. He
MOYKHA BUK/IOYATH, IO iHIII PiAKICHI BapiaHTH TAaKOK MOXKYTb OyTH IOB’S3aHi 3 NIJIBHIICHAM
PH3HKOM TSKKOI TOKCHYHOCTI.

TManienTis 3 wactkoum aedimarom JII1JT (30kpema 3 reteposurotHi myrauii resa DPYD) i
SKIO BBAKAIOTH, IO KOPUCTH 3acToCcyBaHHs npenapary KaneuurtabiH AKKOpZ NepeBaxae
pH3HKH (BpaxoBYIOUH JIOLIIbHICTS PU3HAYECHHS a/IbTEPHATHBHIX PEXUMIB XiMioTeparlii He Ha
OCHOBI q)'ropmpxm,u.m;y) CIIif IKYBATH 3 HAJAZBUUATHOIO 0GEPEeXHICTIO T TPOBOIUTH qacTHH
MOHITOPHHT i3 KOPEKIIi€I0 1031 3aI€XKHO BiZl TOKCHYHOCTI. 3HIKEHHS I109aTKOBOI ZI03H Y TaKHX
NaieHTIB MOKHA PO3IVIHYTH 3 METOIO YHUKHEHHS CEPHO3HOI TOKCHYHOCTI. [CHY€ HeIoCTaTHBO
JaHuX, MO0 PEKOMEHIyBaTH MeBHY /03y mamieHTam 3 dacTkoBow axtuhicTio JITIJI 3a
pe3yJibTaTaMH MPOBEAEHHs CrerudidHoro TecTy. bynd MOBIAOMICHHS IIPO Te, WO Baplaﬁm
DPYD*2A, ¢.1679T>G npu3BoasTs 10 611b1IOr0 3HIKEHHS (EPMEHTHO! aKTHBHOCTI, HIX iHII
BapiaHTH 3 [iJBUINEHHM DH3MKOM TOOIYHMX edekTiB. Hacminkum 3HIKCHHA J03H i
e(heKTHBHOCTI Ha CHOTOIHAIIHIN J1eHb HeBH3Ha4eHi. ToMy 3a BiICYTHOCTI CepiO3HOL TOKCHYHOCTI
7103y MOJKHA I1i/IBUIIUTH 32 YMOBH PETEHHOTO CTEXKEHHS 32 CTAHOM NALIEHTA.

ITamieHTH, Yy KOro pe3yibpTar MIOAO BHIIEO3HAYEHHX ajle/ieli BHSBHUBCS HETaTHBHHM, BCE IIC
MAalOTh PU3HK BUHUKHEHHS TSDKKHMX MOOIYHMX peaKiLii.

V mauientiB 3 neposnizaanuM aedimurom I, AKuX iKyBamTH KaneuuTadiHOM, a TAKOXK THX
MalieHTiB, SKi MajlH HETaTMBHHH pe3ylNbTaT WIOA0 MNeBHHX Bapiantis DPYD, MOXYTb
CIIOCTEpIraTUCsl TPOSIBU 3arpo3nHBcn JUIS OKATTS TOKCHYHOCTI, mMOAiOHI 10 rocTporo
Nepe/I03yBaHHs (mmB. poszin 4.9). ¥V pasi rocrpoi tokcuurocti II-IV cTynens nikyBaHHs cimia
Heraiino BiaminuTi. CITi pO3r/ISHYTH MUTAHHS PO OCTATOYHY BiJMIiHY JIiKyBaHHS, Oa3ylOUHCH
Ha KJiHIYHii OiHI[i BHHHKHEHHS, TPHBAJIOCTI Ta TSUKKOCTI CIIOCTEPEIKYBAHOT TOKCHYHOCTI.




OdransMoorivHi YCKIaHEHHS

CraH NMALi€HTIB CIIiJl peTeIbHO KOHTPOJIOBATH MO0 O(TATBMOIONTYHIX YCKIaIHEHb, TAKAX
SIK KepaTHT a0 MOpyIIeHH 3 60Ky poroBoi 0G0IOHKH, 0COO/MBO NPH HASBHOCTI MOPYIIEHS 3
Goky opradiB 30py B aHamuesi. Ilpu kiiHiumil HeoBXimHOCTI CHiji pO3MOYATH JKyBaHHS

HOPYILIEHb 30pY.

Tsokki mKipHi peakuii

JlikyBaHHS KamenuTaGiHOM MO)Ke CIPHYHHHTH TSDKKI IIKipHI peaxilii, Taki fK CHHIPOM
Cripenca-/[’KOHCOHA Ta TOKCHUHHMH emizepMaibHuil Hexposis. Ciijl 0CTaTo4HO MPUIIHHUTH
3actocypanHs KamenuraGiHy y mHaui€HTiB, y SKHX PO3BHHYIHCA TSOKKI IIKipHI peaxuil
IIPOTSrOM 3aCTOCYBaHHs Npenapary.

JlonoMi’kHi peHOBHHH

OCKiJIbKH TpenapaTr MiCTUTh O€3BOAHY JAaKTO3y SK IOMOMDKHY PEHOBHHY, naiieHTam i3
BPOJDKEHOIO HETEPEeHOCHMICTIO ranaktoss, aediuurom akrtasu Jlanma, nOpYMICHHAM
BCMOKTYBaHHS [UIIOKO3H-TATAKTO3M HE CJIijl 3aCTOCOBYBATH II€H npernapar.

4.5 Bzaemois 3 iHmHMH JiKapcHLKHMH 32c00aMu Ta iHmi Gopmu B3aeMOii

JlocaikeHHs B3a€MO/1i1 BHKOHYBAJIMCh JIHIIE Y 10POCITHX.

B3aemo,1is1 3 IHIIMMHE JTiKapChKUMH 3ac00aMu

Cyb6empamu yumoxpomy P450 2C9

OxpiM BapdapuHy He IPOBOIMIOCH JKOIHHX AOCIIUKCHB B3aeMOil MK KarmeuuTtabiHOM Ta
inmmamu  cy6erparamn CYP2C9. Cuig aoTpuMyBaTHCs 00epexHOCTI IpH OAHOYACHOMY
3acTocyBaHHi Kaneuurabiny i3 cyberparamu 2C9 (HampHKIaz, denitoin). Takox AMB. MO0
B32€MOJIIT 3 AHTHKOATY/ISIHTAMH KyMapHHOBOTO PsUly HIDKYE Ta po3ain 4.4.

Anmuxoazyisiimu KyMapuHo6020 pioy

Kanenutabin nocuimioe ehekTH HEempsAMAX aHTHKOATyIAHTIB (BappapuH i ¢eHnpoxyMoH), 1o
MOJKE MPH3BECTH JI0 TIOPYIIEHHS MOKA3HHKIB 3ropTaHHs 1/ab0 BHHHKHCHHS KPOBOTEHIO Taki
peakilii BUHMKaIX 4Yepe3 JAeKiabka anis abo micauis BiA mogaTKy Tepanii kaneuuTaGinoM, i B
OKPeMHX BHITAJKaX — NPOTArOM OJHOrO MiCSIs MiCs 3aKiHICHHS nikyBaHHs KanenutabinoM. ¥
X0/ KIHIYHOro (apMaKOKiHETHYHOTO JAOCII/UKEHHS B3aEMOIII [ic/Isi 0O/JHOPA30BOrO BBEICHHS
papdapuny B 1031 20 Mr JiKyBaHHsS KareuuTaGiHOM HPH3BOIMIO JO 36upmenas AUC S-
Bapbapuny Ha 57 % i MHB Ha 91 %. Ockineku MeTaboi1i3m R-BapdaprHy He MOpYIIyBaBCs,
BKA3aHe CBiTYMTH, 10 KaneluTabis npurHiuye izodepment 2C9 Ta He BIIMBAE HA 130()epMEHTH
1A2 ta 3A4. Y XBOpHX, AKi OJHOYACHO NPHIAMAIOTH KanenuTabiH i aHTHKOAry/ISHTH - MOXi/Hi
KyMapyHy, HeoOXiTHO IPOBOAMUTH ACTAIbHHIT MOHITOPHHT OKa3HUKIB 3rOpTaHHSA kposi (MHB
qu IpOTPOMOIHOBHIf ac) i miAGHpaTH 103y AHTHKOATYJISHTA Bi/IOBIIHO.

Denimoin

[lpu 0AHOYACHOMY 3aCTOCYBaHHI KarelnTabiHy Ta heniToiHy crocTepiranucs OKpeMi BUIAIKH
[i/IBUIIEHHS KOHIEHTpauii GeHiTOIHY y Ti1a3Mi KPOBI, IO CYNpPOBOKYBAINCA BUHUKHCHHAM
CHMITOMIB iHTOKCHKaIii (eniToiHoM. ¥ XBOpHX, sKi NPHHMAKOTh KaneuuTabiH OHOHYACHO 3
(eHiTOTHOM, PeKOMEH/TYEThCS PEryIISPHO KOHTPOMOBATH KOHIEHTPALII0 (eniToiny y miasmi.

Doninosa kucroma/honicea kucioma
JocipkenHs komOiHauii karmenurtabiny Ta (OIIHOBOI KHCJIOTH [0Kasallo, IO (oinoBa
KHCIOTA He Mae 3HAYHOro BIUTHBY Ha (hapMaKOKiHETHKy KanenuTaGiHy Ta HOro MeTaboIiTiB.




IIpote, hormiHOBa KHCII0TA MaE BILUIMB Ha (papMakoMHaMiKy Kanenutabiny Ta il TOKCHYHICTh MOKe
6yTH mizcHieHa (osiHOBOI KHCI0TOK0: MakcumanibHa nepeHockmMa j103a (MI1/]) xanenuradiny y

MOHOTepaIlil 3 BUKOPUCTAHHSM ITepepHBYacToi cxemu craHoButs 3000 Mr/M> Ha 100y, Toai AK
npu npuiiomi kaneuutadiny y komGiHauii 3 HomiHOBOO KKCI0TOK (30 MI' epopaabHO nBivi Ha

n00y) BoHa cranoBuia nume 2000 /M2 Ha n00y. ITiBuIIeHa TOKCHYHICTb MOYKE BHHHKATH TIPH
nepexoi Bix mikysanHs 5-®VY/JIB na kaneuurabis. Le Takox Moxe OyTH BIIOBIIHAM Y BUIIATKY
nonaBanHs Goniepolo Kucnotd npu Aediuwti donarie yepes momiGHiCTs ONIHOBOI KHCIOTH Ta
(homieBoOi KMCIOTH.

Copusyoun ma anaioau

OmnucaHo KITiHIYHO 3HAYYIITY B3aEMOJIi0 MiK COpHBYAHHOM Ta 5-DVY B pe3ynbTaTi IPUTHIYCHHS
JTMT1IPOTI PUMIIMHACTiIPOreHa3H COPUBYIMHOM.

Taka B3a€MOJis MOTEHIIHHO MO)Ke MPU3BECTH O JIETAIBHOIO IOCHJIEHHS TOKCHYHOCTI
dbropripumianuis. Tomy kanenuTabid He MOXKHA OTHOYACHO 3aCTOCOBYBATH i3 COPHBYMHOM
abo HOro CTPYKTYPHHMH aHAJoraMu Ha 3pa3ok OpuByauHy (muB. pospin 4.3). Ilepiox mix
[109aTKOM JTIKYBaHHS KamenuTabiHOM Ta 3aKiHYeHHSM JIKyBaHHS COPHBYIMHOM ab0 HOro
CTPYKTYPHHMH aHATOraMH, TAKHMH K GPUBY/IUH, IOBUHEH CTAHOBHTH IIOHAHMEHILE 4 THKHI.

Aumayuou
BiuMB aHTAUMIiB, IO MICTSTh ATOMIHII0 Ta MarHil0 TiAPOKCHA, Ha (apMaKOKiHETHKY

KarmenuTaGiHy BHBYABCS. BiJ3HaueHo He3HAayHe 3POCTAHHS ILIA3MOBHX KOHIEHTpAIlii
KanewuTa6iny i ogHoro metaboumiry (5'-IPLIP; Ha Tpi ocHOBHMX MeTaboriTh (5'-ADYP, 5-OY
i ®BA) kanenuTabiny BOHH HE BIIMBAIOTD.

Anonypunon
Crniocrepiranacs B3aeMO/Iis MiXK aJIOMyPHHOJIOM Ta 5S-G TOPYPALHIOM 3 MOXK/IHBHM 3HHKEHHAM

eextuBHOCTI S-Topypaumty. Y 3B’S3Ky 3 IMM CJIiJl YHHKATH OJHOYAaCHOIO 3aCTOCYBaHH:
KanenuTabiHy Ta ajJomypHHOIY.

Inmepdghepon anvpa

MaxkcumanpHa nepeHocuMa jo3a Kareuutabiny craHoButs 2000 Mr/M° Ha ,quy pu
K0M61Honaﬂomy 3aCTOCYBAaHHI 3 mTcpc‘pepOHOM anbda-2a (3 maa MO/M? Ha 106y) TIOPIBHSHO 3
3000 mr/m? Ha 106y TpH 23acTOCYBaHHI KaneUUTabiHy B pexuMi MOHOTeparil.

Ilpomenesa mepanis

MaxkcumanbHa MepeHocHMa J103a KarenutabiHy B pexXHMi MOHOTepaii IpH nepepuBYAacTii
cxeMi o3yBanHs cranoBaTh 3000 Mr/M? Ha 100y, TOAI SK IpH KOMOIHOBAaHOMY 3aCTOCYBaHHI 3
IIPOMEHEBOIO Tepamicio paky npsamoi kumku — 2000 Mr/M* Ha 106y npu GesnepepBHOMY Kypci
MPOMEHEBOI Tepamii YH IIOAEHHOMY O6-TH)KHEBOMY Kypci IPOMEHEBOI Tepamii y mepiox 3
ITOHE/IIIKA 110 11" ATHHLIO.

Oxcaninramun

I[Tpu koMGiHOBaHOMY 3aCTOCYBaHHI KaleuTadiHy 1 OKcammiaTuhy 3 uu 6e3 6eBauusymady He
Bi/I3HAUEHO KJIIHIYHO 3HAYYIIOI Pi3HMII B ekcno3uuil Kamenutabiny 4u Horo mertaGomiTis,
BIJIBHOT IJTATHHH 1 CYMapHO]I IJIaTHHH.

besayusymab
He BimsHaueHo KiiHiuHo 3Hauymoi aii OeBanu3zymalby Ha ¢apMaKOKiHETHYHI IapameTpH

kanenuTabiny i Horo MeTaGoiTIB y IPACTYHOCT] OKCATIILIATHHY.

B3aeMmo1ig 3 IpOAVKTAMH XapyyBaHHS
[lix wac yciXx KIiHIYHHX JOCITI/UKEHb NALi€HTH OyIM MNPOIHCTPYKTOBaHi MPO INpPUHOM




KanenuTabiny mporarom 30 XB micis BxuBaHHs DKi. OCKiTbKM HasBHI JaHi MO0 Oe3neku Ta
edexkTHBHOCTI 6a3ylOThCS Ha 3aCTOCYBaHHI KamelmTaliHy 3 DKeio, peKOMEHIYEThCA PHHMaTH
kanenuTabis 3 xero. [IpuifoM 3 HKEI0 MPU3BOIMTH JI0 CHOBUTBHEHHS MBHAKOCTI BCMOKTYBaHHS
KarenuTabiny (auB. posain 5.2).

4.6 ®epTHIbHICTH, BATITHICTH TA FO{yBAHHS IPY/ULI0

JKiHKH pernpoIyKTHBHOTO Bixy!l{ompagenuiﬁ V YOJIOBIKIB Ta )KIHOK
Kinkam PENpOIYKTHBHOIO BIKY CIif pajuTH yHHKATH BariTHOCTI MijJ dYac IpHHOMY

kanenuTabiny. SIKIO mamieHTKa BariTHie Mmia yac ml(y'Bal-H-IH KareuuradiHoM, 1 CIifl TOSCHUTH
noTenuiiiHy HeGesneky i miomy. Ilin €ac MikyBaHHs i 3acTocoByBaTH e(eKTHBHI METOIH
KOHTpALETIIii.

BariTHicTh

3acTocyBaHHs KanenurtabiHy BariTHUM HE BHBYQIOCs, OJHAK, MOXHA MPHIYCTHTH, MO
3aCTOCYBaHHs KaneluTabiHy BariTHUM Moyke OyTH WIKIUIMBHM UL IO, [Tijx gac 1OoCIiKEHD
perOJl}’KTHBHOI TOKCHYHOCTI Y TBapHH KaneuuTadin CHIPUHUHSB eMOpioNeTalNbHICTh Ta
TepaToreHHicTs. Lli pesy/IbTaTH € OYiKyBaHMMH e(eKTaMH MOXiMHMX (TOPHIpUMIAHHY.
KanenuTabid nNpoTHIIOKA3aHHUI i1 9ac BariTHOCTI.

["oryBaHHS IPYJULIO

Hesinomo, 4m NpPOHHKAE Kanenurtabin y rpy;:[He MOJIOKO. Y TpyIHOMY MOJIONi JIAKTYIOUHX
TBapuH Oy/ju BUsBIEHI 3Ha4HI KITHKOCTI metabomiTiB Kanmenutadiny. ToMy mpH JiKyBaHHI
KanenuTadiHoOM He PEeKOMEHIYEThCS TOyBaTH IPy/IIO.

DepTUIBLHICTD
Jlauux 110710 BIUIMBY KaleluTadiny Ha d)epTHIIbHiCTb HeMmae. ba30Bi 10CTI/UKeHHS KanenuTadiny

BKJIFOYATH JKIHOK PeNpOAYKTHBHOIO BiKy Ta YOJIOBIKiB JIMIIE 32 YMOBH IX 3r0/Id Ha BUKOPHCTAHH
NPUAHATHOTO METO/ly KOHTPOILIO HaPOJUKYBAHOCTI 3 METOI0 YHMKHEHHSA BariTHOCTI Mijl 4ac
JOCIIDKEHHS | IPOTATroM 0GrpyHTOBAHOTO MOAAIBIIOTO Mepiofy. VY AOCHIUKEHHSX Ha TBApHHAX
criocrepiranics eextr s GepTHABHOCTI (IUB. o3/ 5.3).

4.7 3parHicTs BIVIMBATH HA MBHAKICTH peakuii NpH KepyBaHHI aBTOTPaHCHOPTOM a00
iHIAIMH MexXaHi3MaMH

Kaneuutabin Mae He3HauHMi ab0 MOMIpHMIl BIUIMB HA 3aTHICTh KEPYBaTH TPAHCIIOPTHUMHU
3aco0aMH Ta TpAlioBaTH 3i CKiagHUMH MexaHismamu. Kanenmrabin Moxke CIPHYHHHTH
3aIaMOpPOYEHHSs, C1a0KiCTh 1 HYIOTY.

4.8 IloGiuni epextn

KopoTkHii orisg l'IDOd)iJHO Oe3neku

3aranbHUAN npocbinb Oesnexu KanenuTabiHy 6a3ye'rbcsl Ha ocHOBI nanux Oinbine 3000 nawieHTiB,
SIKi OTPHMYBAIH JTIKYBaHHS KaneuuTabiHOM y peskiMi MOHOTeparii 4u B KoMGiHaLii 3 plSHHMH
cXemaMu XiMioTeparii 71 pi3HUX IoKasaHb s 3acTocyBaHHs. [Ipodis Gesneku MoHoTeparii
KarnenuTaGiHOM TpPH  METAacTa3ylouoMy paKy MOJIOYHOI 32034, METacTasyruoMy
KOJIOPEKTAJIBHOMY PaKy Ta paKy 000/10BOI KHIUKH B aj1 OBaHTHil Tepartii € mopiBHSHHKM. JIuB.
posmin 5.1 momo seramsHOl iH(OpMAmii MpO BENMKI JOCTDKCHHS, BKIIOYAIOYM PO3POOKY
JIOCJTi/DKEHHS Ta OCHOBHI pe3yJibTaTH eeKTHBHOCTI.




Haif6inbm 9YacTHMH Ta/dM KIIHIYHO 3HAYYINMMH TMOOIYHHMH PEaKILisMH, MOB’S3aHUMH 3
nikyBaHHsM, GyaH peakiii 3 60Ky ILTYHKOBO-KHIIKOBOTO TPaKTy (0COOIHMBO jiapesi, HyIOTa,
6.0BaHHs, OUIb Y JKHBOTI, CTOMATHT), JOJIOHHO-IIOMIOBHHH CHHAPOM (I0JOHHO-IIIOMIOBHA
ePHTPOAM3ECTe3if), CIabKicTh, ACTCHiA, AHOPEKCisA, KapHIOTOKCHYHICTh, MPOrpecyBaHHs
TMOpYIIEHHS HUPKOBOT QYHKIIT y [ALi€HTIB 3 HUPKOBOIO HEJOCTATHICTIO, TpoMG03/eMbotis.

Crucok moGigHuX peakifiil y BUrisal Tabiuil

[ToGiyni peaxmii, sKi, Ha AYMKY [AOCJIJHHKA, PO3IJIALAIMCh SK MOXIHMBO, AMOBIpHO 4M
BiUTa/IEHO TIOB’s3aHi i3 3aCTOCYBaHHAM KaneluTaGiHy, siKi Oy/IH OTpUMaHi y X0/i KIiHIYHHX
JIOCITi/DKeHb MOHOTeparii kaneuutaGinoM, neperideno y Tabmumi 5, a MO0 3aCTOCYBaHHA
xamenuTabiny y koMGimamii 3 pi3HMMH cxemaMm# XiMioTepamii [ pi3HHX KOMOiHAUiH, y
Ta6muui 6. Jlis BU3HAYCHHS YaCTOTH MOOIYHMX pEaKilili BUKOPUCTOBYIOTHCSA TaKi KaTeropii:
nyxe gacri (> 1/10), wacri (Biz > 1/100 zo <1/10), meacri (8ix > 1/1000 10<1/100), piaki (Bin
> 1/10,000 mo < 1/1,000) Ta myxe piaki (< 1/10,000). B mexax koxuoi rpynu yacroru 1P
TIPE/ICTABJICHO Y TIOPS/IKY 3HIKEHHS CEPHO3HOCTI seriousness.

Mownomepanis Kaneyumabinom

YV Tabauui 5 nepeniveso I1P, MOB’s3ani 3 BUKOPHCTAHHSM KarenuTabiny y MoHOTepamii Ha
OCHOBI 00’€IHAHOTO AHATI3y JaHMX 3 O€3MEKH 3 TPHOX BEIUKHX AOCII/UKEHB, IO BKIIOYATH
nonan 1900 mauientiB (nocmimkerns M66001, SO14695, ta S014796). I1P Gyio ponaHo 10
BiZUIOB{THHX IPYII YACTOTH 3TiJIHO 3 3ArabHOIO KUIBKICTIO BHITA/IKIB 3 06’ €/THAHOTO aHALI3Y.

Ta6muus 5 Koporkmit ornsy mosinowrennx noe’ssannx [IP y namientis, siKi JiKyBamucs
KarneuuTabiHOM y MOHOTEpanii

CucremHo- Nlyxe uacto [dacro [Heuacrto [Pizxxo/JT
oprannuii kuac |Bei cmyneni  |Bei emyneni Taxcki ma/abo 3azpo3nugi| yxe
Vs scumma (cmynine 3-4) | PUAKo
6o maxi, wo seaxncarompcs | (Hoct-

MeduyHo 6i0nosIOHUMU MApPKE
THHIOB
Hii

10CBiN)
Inghexyii ma Bipycua repnecsa |Cencuc, inGexuis
ingasii iH(eKis, CEYOBHBITHHX IUISIXIB,
Ha30(aprHTIT, [IEJTIOJTIT (3ananeHHs
iHpeKIis HWKHIX [TyXKOi KJIITKOBUHH),
IMXaNbHUX OUISXIB  [TOH3HUIIT, (hapuHriT,
[KaHIHI03 pOTOBOT
[OPOMKHUHH, TPHII,

racTpoeHTepuT, IpubKoBa
iHdexuis, indexnis, adcuec
3yOiB

Vlobposikicni, - Ulinoma
BNOAKICHI ma
HEeYMOYHeHI
H060YMBOPEH
151




3 boky cucmemu HeiitponeHis, beOpunbHa HEHTpONEHis,
Kposi ma AHEMis MaHIUTOIIEHIs,
(rimpamuynoi rpaHyJIOIUTONEHIS,
cucmemu TpoMOOIUTONEH S,
JIEMKOMEHIsA, TeMOIITHYHA
AHeMid, 301/IbIIEHHS
MIKHapOHOTO
HOPMATi30BAHOTO
CITIBBiTHOIICHHS
(MHO)/mooB:xeHHs
pOTPOMOIHOBOIO 4Yacy
/Topyuiennst - - ['inepuyTIUBICT
iMMYHHOT
cucmemu
[Topywenns AHOpEKCis BHEBOIHEHHS, LlykpoBuit niaber,
(emabonizmy BHIOKEHHS ~ Macd  [rinokaieMis, po3iaad
na xapuyeanns rijia ATIETHTY,
rinepTpUriIinepuIeMis
[Icuxiuni - lbe3zconns, CIUIyTaHICTh CBiZOMOCTI,
p10pYUeHHS penpecis naHigHa araka,
[leNlpeCHBHUI  HACTPIii,
BHIKeHHS 11161710
[ Topyuiens - [ OTOBHHM Ou1b, |Adasis, nopyweHHs [[OKcHYHA
1ep606o1 BaraJbMOBaHICTh, maMm’sTi, arakcis, CHHKoIE, PIeHKOeHIE
FHCTCIH BaraMoOpOYeHHS, po3nand GanaHcy, 4yT/uBi (panonaris
mapecTesii, pO3JIaau, nepudepryHa |(Iyxe
CIIOTBOPEHHSI CMAKy [HEBpOMATis P1IKO)
[Topywenns 3t Cnpo3oreua, BHHKCHHS rOCTPOTH Crenos
00Ky op2any 30p)] [KOH FOHKTHBIT, BOpY, AHILIONIs CITBO3HOT
O/Ipa3HEeHHs [TPOTOKH
Opratis 30py (pinko),
MOPYIICHHS 3
OOKY — pOTiBKH
(pinko),
fREpATHT
(piako),
TOYKOBHM
epaTuT
‘?pigxo)




[Topywe p - Bepruro, 6u1b y Byci
pinst 3
DOKY
opeary
cyxy ma
DigHOBaR
u
[Topyuie - p HecrabinbHa creHokapis, [[IInyHoYKoB
1A 3 CTEeHOKAapIis, imemist fa Gibpinsuis
OOKy MiOKap/a, (ibpusnis  ((piako),
Py epescepiis, ApUTMisi, |OZIOBKEHHS
raxikapis, cunycosa (intepBary QT
raxikap;iis, BiAUyTTS |(piAKO),
cepueOuTTA ipyeTHa
Taxikapzis
(pinxo),
Opajukapis
(pizko)
Baz0crasMm
(pizxo)
ITopyue - Tpombodedit Tpomb0o3 rimbOOKMX BeH,
s 3 apTepianbHa TiNepTeH3is,
OOKY rerexii, apTepiaibHa
CYOUHHOT ri0TeH314, MIPHJIUBH,
cucmem nepudepuune  BIAYYTTA
u XOJIOLY
[Topyuwenns - Baauika, llereHeBa emOo0is,
3 boky [HOCOBI [THEBMOTOPAKC,
Puxanvrol poBoTeui, [KpOBOXapKaHHs, acTMa,
cucmemu, atie’ib, Ba/MIIKa npy
epyonoi [pHHOpES bizuunomy
K1imKu - ma HaBaHTAXKEHHI
cepedocmin
A
[Topywennss 3 |[liapes, [[[1yHKOBO- [KHIIKOBA HEINPOXiJAHICTB,
DOKY ULTYHKO60- [OIIOBAHHS, KHIIKOBI ACITUT, €HTEPHT, aCTPHT,
KUULKOBO2O HYy/10Ta, L(pOBOTeqi, ucarist, 6i1b y HHKHIX
impaxmy CTOMATHT, Oink y panopu, O6i1p BifIiIax JKHUBOTA;
PKHBOTI BEepXHIX Bimainax e3odarir, abaoMiHalbHHH
DPKUBOTA, uckomdopr,
ITHCTICTICIS, racTpoe3odareaipHa
[METEeOpH3M, pedokcHa XBOpoOa,
CYXiCTBb y poOTi |x0.ni‘r, KpOB y (hexaimisix




[TirMEeHTAalil,

opymeHHs 3 60Ky

[lopyuwienna s Einepﬁiﬂipyﬁiuemi DKOBTSAHHULIS [TeuinkoBa
oKy . : BIZIXUIIEHHS He0CTaTHI
pICO6406UGIO DiBHS cTh (piaKo),
HUX ULIAXTE () YHKLIIOHAIBHUX XOs1ecTaThHy
MEeYiHKOBHX TECTIB HUH
rernaTHT
nigeal
[Topywennsi 3 |1OJIOHHO- BucunanHs, Vreopenuss myxupiB  Ta [[IIkipHuii
boky  wKipu [MiIOMOBHUN astoneris, BHPA30K Ha HIKipi, [ME€pBOHMIA
ma CHHIpOM ** epuTeMa, CyXiCTh [BHCHIIAHHSH, KPOIHMB' AHKA, [BOBYAK
iOUKIDHUX mIkipu,  cBepOik, [peakuii  OTOUYTIMBOCTI, (PiaKO),
UNKAHUH rineprirMeHTanis feputemMa ONOHb, HAGPAK [TSUKKI IKipH
IKipH, MaKyJIspHE o0 IH9Ys, nypIypa, [peakuii, Taki
BHCHIIAHH, BBOPOTHHH  TIPOMEHEBHI EK CHHAPOM
BIYIIEHHS IIKIPH, CHHIPOM CriBeHCa-
epMaTuT, J>koHCOHa Ta
[TOpYLICHHS TOKCHYHHH

1l iepMallbt
Wil HEKpoIi3

He31y)KaHHs, OlIb
y TPYAHIH KTl

HIrTiB (JTyKe PiIKo)
(IuB. po3ain
4.4.)

[lopywienna 3 bijtb y |[Habpsk cyrmoGie, 6inb y
O0KY ~ ONOPHO- KiHmiBkax, Oinp [kicTkax, Oinb 06aHYYs,
pyx0607 y CNIMHI, [PHTIIHICTH OIOPHO-
cucmemu  ma ApTpaTis PYXOBOL CHCTEMH,
CHONYYHOT c1abKiCTh y M s3aX
MKAHUHU
[lopyuenns 3 P [inponedpo3, HETPUMAHHS
00Ky HUpoOK ma ceui, remarypis, HIKTypid,
Cev08UBTOHUX 11 IBHILICHHSA PpiBHSA
s [KpeaTUHiHY
[lopywenns 3 - BarinanpHi KpoBoTeui
00Ky
DenpooyKmMuGH
o0i cucmemu ma
MOJIOYHUX
30103
Bazanvhi C1a0KiCTh, [TiBHINEHHS Habpsik, 03H00,
poznaou may — PCTEHIS TeMIIepaTypH, rpUITONOAIOHI CHMIITOMH,
micyi BaraJbMOBAHICTh, [[iJIBUIICHHS TEMIEPATyPH
B6eOeHHs nepudepuyHi

HaOpsIKH,

** Ha OCHOBI IOCT-MapKETHHIOBOIO MIOCBily cTiiika abo TsDKKa I0JIOHHO-
MMiIOMOBHA ePHTPOIM3ECTE3is MOKE 3PEIUTOI0 MPH3BOJUTH JI0 BTPATH BiJIOWTKIB

/.
V.




natbLiB (TUB. po3ain 4.4)

Kaneyumabin y kombinosaniu mepanii

YV Tabmuni 6 nepenivero TP, nmoB’s3aHi 3 BUKOpHCTaHHAM KanenutaOiH y komOiHauii 3 pI3HHMH
XiMiOTepaIleBTHYHUMH CXEMaMH 3a PI3HUMHM TOKA3aHHSMH Ha OCHOBI JlaHuX 3 Oe3nexu Bij monan 3000
nauienTis. [TP 10/1aHi 10 BiAMOBIIHOI Py YacTOTH (JIy’e 9acTo abo 9acTo) BIANOBIAHO 10 HAHBUIIOL
KUIBKOCTI BHMAJIKIB, LIO CIIOTCEpiramucs y OyIb-sKOMY BEITHKOMY KJIIHIYHOMY BHIIPOOyBaHHI 1 1X
OyJ0 J0MaHO JIMINE, KOIHM iX CHOCTepiraiM J0AaTKOBO A0 THX edeKTiB, mo OylI0 BHSBIECHO IPH
JiKyBaHHi KanenuTabiHoM y MOHOTepartii abo i3 BHIIOK0 9aCTOTOI0 IMOPIBHSHO 3 KanenuTablHOM Y
moroTepanii (qus. Tabmuio 5). Hewacri 1P, moBizomsieHi monao kanenurabiny y koMmOiHOBaHii
Teparii, BiINOBiIal0T THM, 110 OyJ1H IOBIIOMIIEH] I0/10 KanenuTabiny y MoHOTeparii a0 MOBiIOMIIeH]
Yy MOHOTepanii KoMGiHOBaHMM JKapchkuM 3acobom (y Jiteparypi Ta/abo Bimmosimuid Kopotkiit
XapaKTEPUCTHIII JTIKAPCEKOro 3acody).

Hesxi 3 TIP € peakuisMu, IO MIMPOKO CIIOCTEPIirarOThCs NMPH BHKOPHCTAHHI KOMOIHOBAHOTO
nikapcekoro 3acofy (Hanmpukian, mnepudepudHa CEHCOpPHA HEHpOMaTis IpH BHKOPHCTAHHI
pouerakceny abo OKCaiIUIATHHY, TillepTeH3is Ipy BHKOpHCTaHHI Oepar3ymaldy); IpoTe, He MOXHA
BHK/IIOYATH MIOCHIICHHS BHACIIJOK Teparii KanenuTadiHoM.

Ta6muna 6 Kopotkuii ornsin [1P, noBiloMIeHHX y MaUi€HTIB, sKi JiKyBaIHCs KanenuTadbiHOM Yy
KoMGiHalil 10AaTKOBO 10 THX, IO CIOCTEpiraay Np¥ MOHOTeparil KaneuuTabiHoM abo i3 BHINOK0
4ACTOTOI0 [OPIBHAHO 3 MOHOTEPAIIEIO KanenuTadiHoMm

Opranno-cucremunii /lyxe gacro Yacro Pigko/[dyxe piako
Kaac Bci cmyneHni Bcei cmyneni (Tloct-
l:laplcemnronuii
0CBiN)
Inepexyii ma - Herpes zoster, iHGexis
ineasii CEYOBHBITHOI CHCTEMH,
OpaTbHHI KaHIH/103,
indexis BEPXHIX

JTMXaTbHUX MIISXIB, PHHIT,
rpun, Iadekuis, repnec
[POTOBOI ITOPOKHHHH

ITopywenns 3 6oKy HEHTPOIEHIA [IpurHideHHs AISTBHOCT]

kpogi ma neHKoreHis,  AHeMis, CIHHHOTO MO3KY,

nivgpamuunoi " HeliTponeriua (eOpunbHa HeHTpONEHIA

cucmemu ITHXOMaHKa

Ilopywenns 3 - [inep4yTIHBITCH

00Ky  IMyHHOT

cucmemu

[Topyuenns 3 SHMKEHHS alleTUTY [inokamiemis,

00Ky 0OMiHy rinoHaTpiemis,

PeHOBUH ma rinoMarHiemis,

[FApHY6aKHA rinoKasbLHEMIs,
rinepriikeMis

[Icuxiuni nopyutenns | [lopymieHHs CHY,
TPUBOJKHICTB




rineprensis, emOomia Ta
Tpom603

[lopyutenns 3 [TapecTesis, HelpoTOKCHYHICTD,
boKy Hepsoeol M3ecTesis, TpEMOP, HEBpAITis,
cucmemu nepuepruuHa Peaxiis rinepuyTIMBOCT,
HeiiponaTis, rinecresis
nepudepudna
ceHcopHa Helponaris,
MCTeB3is, TOJOBHHH
O171b
[Topywenns 3 Ooxyl[linpumiena cipo3oteyda [[lopymenHs 30pY,
opeany 3opy cyxicTe Oka, Oinb B o1,
[OTipIIeHHs 30pY,
3aTyMaHEeHICThb 30pY
Ilopyuwiennsi 3 - TuHITYC, TINOAKY31A
OOKY op2auy
C1yxXy ma
pDiIBHOBAZU
[Topywennsi 3 0OOKYf Di6pinsnis nepeacepi,
cepysi iremist cepust/iHaKT
[Topywenns 3 0ok)HaOpsk HIWKHBOI |[[ToUuepBOHIHHS,
cyounnoi cucmemu  [KiHIIBKH, apTepianbHa |apTepiaibHa

rinoTeH3id,
rinepTeH3UBHUN KpH3,
npuuBH, Gaedit

[Topywenns 3 60Ky
PDUXANLHOT cUCmeMU,
PpYOHOT  KnimKku  ma
cepe0oCminis

b11b y ropi,
MHIecTesis rII0TKH

[ 'MKaBkKa,
(bapHHroIapUHIreabHHI
01716, uchOHIs

[Topyuwienna 3
OOKY MPagHo20
mpaxmy

Bakperr, Jcriercist

KpoBoTeda
BEPXHBOMY
MUTYHKOBO-
UIITKOBOT'O

BApa3KH Y
racTpUT

y
BT

TpaKTy,
pori,

3ayTTs JKUBOTA,
racTpoesodareanbHa

pedrokcHa  XBOpOOa,
6l y pori, aucdaris,
pEKTaTbHA KpPOBOTEYA,
OUlb Yy HIDKHIA —YaCTVHi
DKUBOTR,  JIM3ECTe3if Y
ROTi, napecresis  y pon,
MNOCTe3ist y poTi,
HCKOMGOPT Y XKHBOTI

[lopyuwenns 3 00K
ey 0BUBTOHUX WLNSXIB

BigxuiieHHs
Te4YIHKH

y Gyskuii




[lopywenns 3 Goky [Anonenis, nopymerHs Yl inepriapos,

WKipu ma [CTPYKTYpl HIITIB epHTEeMaTO3HUH
NIOULKIDHUX MKAHUH BHUCHII, KPOIHWB SIHKA,
HiYHHH [T

[Topywenns 3 6oxy  [Mianris, aprpamris, 6itb [Bine y wemocTi, M s30Bi
ONOPHO-PYX060T y KIHI[IBLL Crla3sMM, TPH3M, M'S30Ba
cucmemu ma C11a0KICTh

CHOJIYYHOT MKAHUHU

[Topywienns 3 - [emarypisi, mporiHypis, [['ocTpa  HHpPKOBa
OOKy HUpok ma BHIKEHHS  HHPKOBOTO  [HEIOCTaTHICTh
Cev06UBIOHUX rxnipeﬂcy, JHABYpist BHACITITOK
WAXI6 3HEBO/IHEHHS
(piKo)

Bazansni nopywenns |ITipeKcis, cnadKiCTD, RanajeHHs  CIM30BOI
ma y micyi esedents  [*perapris, oGomnonku,  Oite Y

HeTiepeHOCHMICTh ﬁfi_H“iBuis Gistb,  03HOO,

TeMIepaTypH 011y  TpyAdx,

[PHIIONOIOHMI CHHIIPOM,
"Kap, peaKilis, MoB’s3ana
r indysiero, peaxiis y
Micti  id’ekmii, 6imp Y
Mmicii  iHGy3ii, Oub Y
MicITl iH’ €Kil

Tpaemu, ompyeHna 3abiii
Ma yCKAAOHEHHS NIiCaA
ypoyeoyp

+

Jlnst KOXHOro TepMiHy dactora ocHopaHa Ha [P Beix cryneHis. s TepMiHIB, O3HAYCHUX o i
yacToTa BM3HA4YeHa HA ocHOBI 1P cTynens 3-4. 1P 1oxaroThes BUIMOBIIHO 10 HAHBHIIOL YaCTOTH,

o criocTepiranacs y 6y/ib-SKOMy BETHKOMY BUIIPOOYBaHHI KOMOiHaIIiH.

Onuc okpeMux NoOIYHHX peaKIiiii

Jlononno-nidowoenuii cundpom (JIIIC) (Ous. po30in 4.4)

Ilpu 3actocysanHi KanenuTabiny y a03i 1250 mr/m? aBidi Ha 106y npoTsrom AHIB 1-14 KOXHI
3 TIKHI JI0JOHHO-TIJONIOBHMI CHHAPOM YCIX CTYNEHIiB TSDKKOCTI B JOCII/UKEHHSX
MOHOTepamii (an’loBaHTHa Tepamis paky 00O0MOBOI KHIUKH, TIKyBaHHS METacTasyr4oro
KOJIOPEKTAJILHOTO PaKy, JIKyBaHHS PaKy MOJIOUHOI 3a/103H) peecTpyBases y 53-60 % MalieHTiB
Ta y 63 % XBOpHX i3 MeTacTasyloyuM paKkoOM MOJIOYHOI 3al03d Y rpymi JiKyBaHHS
KamermTabinom/tonerakcesoM. Ilpu 3actocysanni Kanemurabiny B 1031 1000 Mr/m? aBidi Ha
106y mpotsrom aHiB 1-14 KOKHI 3 THXKHI JOJOHHO-TIJIOMIOBHHH CHHIPOM yCiX CTYyIEHiB
TSKKOCTI criocTepirases y 22-30 % XBOpHX, siKi OTpHMYyBalH KOMOIHOBaHE JIKyBaHHA 3
KarenuTabiHoM.

3a MeTa-aHaizoM 14 kiiHiYHEX BUIPOOYBaHb 3 JaHWMHU Bi moHaz 4700 mauieHTiB J0IOHHO-
MiTOMOBHMH CHHAPOM YCIX CTYNEHIB TSUKKOCTI NMPH 3aCTOCYBaHHI KaneuutadiHy y pexuMi
MOHOTeparii a0 KOMGIHOBAHOrO JiKyBaHHs 3 PI3HHMH CXEMaMH XiMioTeparii npu pi3HUX
OKA3aHHSX JUTS 3aCTOCYBaHHS (paK 0000BO1 KHIIKH, KOJIOPEKTAIbHH paK, pak LITyHKa, paK
MOJIOYHOT 3a1031) BHHHKaB y 2066 (43 %) XBOpHX y cepetHboMy gepe3 239 auis [95% 11, 201,
288] micis mouaTKy JiKyBaHHsA KaneuuTaGiHOM. Y BCIX AOCTIUKEHHAX KOMOIHOBAHOIO
3aCTOCYBaHHS 3 TiJBMIIEHMM PH3MKOM PO3BHTKY JOJOHHO-TI/IOMIOBHOIO CHHIPOMY




CTATHCTHYHO JOCTOBIpHO OyiIHM NOB’s3aHi Taki KoBapiaHTH: 301MbIIEHHS MOYATKOBOI J03H
KamenuTabiny (y rpaMax), 3MeHIIEHHS KyMy/sTHBHOI jgo3n kamenwuraGiny (0,1 *Kr),
36iIbIIeHHs BiAHOCHO! iHTEHCHBHOCTI M03M y Tepiii 6 THXHIB JiKyBaHHS, 301IbIICHHS
TpHBANOCTi JTiKyBaHHS (THKHi), 36imbIIeHHs BiKy mauienTa (mpupict Ha 10 pokiB), KiHOYa
cTaTh, J0OpHil ToYaTKOBHIf 3aransHuMil cratyc nauienta (0 mpotu > 1).

Hiapes (Ous. po30in 4.4)
KaneruTaGin MOsKe TIPOBOKYBATH BUHHKHEHHS Jiapei, sKka crioctepiranacs y 50% narieHTis.

3a pe3yIbTaTaMH MeTa-aHali3y 14 KIiHIYHUX JOCIiUKEHD 3 1aHuM Bij moHaj 4700 nauieHTis,
3 MiJBUINEHHM PH3MKOM PO3BHMTKY Jjiapei CTAaTHCTHYHO AOCTOBipHO OynM MOB’A3aHi Taki
KOBapiaHTH: 361/IbIIEHHS OYATKOBOI 1031 KanenuTabiny (y rpamax), 301/ IbIIeH s TPHBAIOCTI
nikyBaHHs (THKHI), 30inbmenns Biky nauiedrta (mpupict Ha 10 pokiB), kiHoYa cTath. 3i
SHIDKCHHSM pPH3MKY PO3BUTKY Jjiapei CTAaTHCTHYHO MOCTOBipHO Oynu mMOB’s3adi Taki
KOBapiaHTH: 3pPOCTAHHSA KyMYISTHBHOI j03u Kamemutabiny (0,1 *kr) Ta BimHOCHOI
IHTEHCHBHOCTI JIO3H Y mepii 6 THXKHIB JIIKyBaHHS.

Kapoiomokcuunicme (Ous. po30in 4.4)

OkpiM 1moGiYHMX peakiii, onucannx y Tabmuisix 4 Ta 5, Gynm 3apeecTpoBaHi Taki moGiuHi
peakuii 3 wacroroo Mmenme 0,1%, TMOB’A3aHI 3 MOHOTEpAMI€lO KanequTabiHOM Ha OCHOBI
00’ €IHAHOTO aHATI3y 3 KIiHIYHUX JaHKX 3 Oe3reKku 3 7 KIIHIYHEX BUIPoOyBaHb 3a ydacTi 949
nauienTis (2 — ¢asu 11 ta 5 — dasu I mo0 NiKyBaHHS METACTATHYHOTO KOJIOPEKTAILHOTO PaKy
Ta METACTATHYHOIO paKy MOJIOYHOI 3ai03M): Kapaiomiomaris, cepueBa HEIOCTATHICTb,
IIJIYHOYKOBI €KCTPACHCTOIH, ParToBa CMEPTh.

Enyeganonamis

OxpiM moGiuHMX peaxiii, onmucaHuxX y Tabmuusx 4 ta 5, Ta Ha OCHORBI 00’ €QHAHOr0 aHali3y
BHIIIE 3 KJIHIYHMX JaHHUX 3 GE3MeKH, 3 BAKOPHCTAHHAM KareuTabitny y MoHOTepanii Takox 6yi10
1OB’13aHO BUHUKHEHHs eHuedanonarii 3 yacroroto Menme Hix 0,1%.

Ocobaugi kamezopii nayicumis

Iayienmu nimnbo2o 6iky (0us. po3oin 4.2)

Ananiz ganux 3 Gesmeku y mamieHTiR BikoM > 60 pOKiB, sKi OTpHMYBaaM MOHOTEpArniio
KarnequTabiHOM Ta KOMOIHOBaHE JiKYBaHHS KanenuTabiHOM Ta J0LeTaKCeNoM, CIIOCTepiraBes
MiZIBHINEHHH PU3HMK YaCTOTH BUHUKHEHHs no0ivnnx peaxuii 111 ta IV crynens ta cepio3uux
noGI9HEX peakiliif, MOB’A3aHUX i3 JiKyBaHHSM, [IOPIBHSIHO 3 TAKHM Y MalieHTiB BikoM <60
pokiB. BinbIn paHHe NpUIMHEHHS JTKYBaHHS Y Pe3yNbTaTi MOOIYHMX peakuii cnocrepiranock
y GinbImoi KibKOCTI MalieHTiB BikoM > 60 poKiB, siKi OTpHMYBaIH KOMOiHOBaHE JIiKyBaHHs
KarenuTabiHoM Ta IOLeTaKCeIoM MOPIBHAHO 3 narieHTaMu BikoM <60 pokis.

PeaynbTaTi MeTa-aHani3y 3 14 k1iHiHumux BUnpoOyBaHb 3 1aHHX Bix monan 4700 namienTis, ski
MKyBalIHCA KaleUTaOiHOM, MOKa3amM, WO Yy BCIX JOCT/DKEHHSX KOMGIHOBaHOTro
3acTocyBaHHS 3 BikoM (30imbmenHs Biky Ha 10 pokiB) crocTepiranocs CTaTHCTHYHO
JIOCTOBipHE 30i/bIIEHHS PU3MKY PO3BHTKY AOJOHHO-IIJONIOBHOIO CHHAPOMY Ta Jiapei, a
TAKOX 3HMKEHHS PH3HUKY PO3BHTKY HEHTPOIEHIl.

Cmamv

Pe3ynsTaTé MeTa-aHanizy 3 14 kiiHinuux BunpoOyBanb 3 faHux Bij noHan 4700 nauieHTis, sxi
NiKyBaJdMCs KanmenuTaGiHOM, TWOKa3amM, INO Y BCIX JOCHIUKEHHAX KOMOGIHOBAaHOIO
3aCTOCYBaHHS KiHOYA CTaTh Oy/Ia CTATHCTHYHO 3Hauylle OijbIIe IMOB’s3aHa 3 MiJBUIICHAM
PH3HKOM PO3BHUTKY J0JIOHHO-IIIOMOBHOTO CHHAPOMY Ta Jiapei, a TaKoX 3HIKCHHA PH3HKY

/

A/



PO3BUTKY HEHTPOMEHIl.

Iayienmu 3 nupxosoio nedocmamuicmio (0ug. po3oin 4.2, 4.4 ma 3.2):

AHari3 1aHux 3 Ge3neku y XBOPHX 3 NOPYIMIEHHAM QYHKIIi HHPOK 10 MOYATKY JTiKYBaHHS, sKi
OTPUMYBAIH MOHOTEpamilo  KameuutabiHoM (3 [PHBOLY  KOJIOPEKTAIBHOIO — paKy),
crocTepirajocs MiaBMIIeHHs YacToTd nobiunmx peakuiit III i IV crymens, mos’s3aHux i3
JIIKYBaHHAM, TOPIBHAHO 3 XBOPUMH 3 HOPMAIBHOIO (yHKIi€0 HUPOK (36 % (n=268) —y XBOpHX
6e3 mopymenHs GyHKuii Hupok npotu 41 % (n=257) — y XBOPHX 3 HUPKOBOK HEIOCTATHICTIO
JIerKoro crymens Ta 54 % (n=59) - y XBOpHX 3 HOMipPHOI HHPKOBOIO HEJOCTATHICTIO) (IHB.
po3izn 5.2). Y XBOpHX 3 OMipHOIO HEPKOBOIO HEJOCTATHICTIO YacTille BUHMKAIIA HEOOXIHICTh
y 3HIKeHH] 1030 (44 %) nmopiBHAHO 3 33 % Ta 32 % xBopux 6e3 HHPKOBOI HEAOCTATHOCTI Ta
HHPKOBOIO HEJIOCTATHICTIO JIETKOrO CTYNEHs BIAMOBIAHO Ta wacTille cHocCTepiramacs
nepeyacHa BiaMina fikyBanns (y 21% XBOPHX Il 9ac MEPIIHX BOX KypCiB) MOPIBHSHO 3 5 %
Ta 8 % y XBOPHX 3 BiICYTHICTIO TOpYIIeHHs (YHKUIl HUPOK Ta HUPKOBOK HEJOCTAaTHICTIO
JIETKOTO CTYTICHS.

Iopizomenns npo mizo3proBani MoGiuHi peakii

[loBiOMIIEHHS TPO MiO3pIoBaHi MoGiuHi peakuii micas peectpamii Jikapeskor 3acoly €
paxkuBuM. Lle 03BOMSiE 3ICHIOBATH IOCTIMHMHA MOHITOPHHT OaJaHCy KOPHCTI/PH3UKIB
nikapeskoro 3aco0y. [Tpodecioam y cdepi OXOPOHH 370pOB’st 3AIPOIIYIOTHCS MOBIIOMIIATH IPO
Gy ab-sKi mi03pOBani nobiuni peaxuii Yepe3 HAIOHATBHY CHCTEMY IMOBIZOMIICHB, BKa3aHy y
Homarky V.

4.9 IlepenosyBanus

[IposiBAMH TOCTPOTO MEpeo3yBaHHs €: HyAOTa, OMIOBaHHS, [iapes, MYKO3HT, IOJPasHEHHS
1ITYHKOBO-KMIIKOBOTO TPAKTY Ta KPOBOTEHi, & TAKOK NPHTHIYEHHS KICTKOBOTO MO3KY. Meauuse
BEJICHHS NepeJ03yBaHHA Mae BKTIOYATH 3BHYANHI TEPANeBTHYHI Ta MiATPHMYKOYI 3aXOH,
CIPSIMOBaHI Ha KOPHIYBAHHS HAsBHUX K/IIHIHYHMX NPOABIB Ta INONEPE/DKCHHA IX MOMKIHBHX
YCKJIaIHEHb.

5 ®APMAKOJIOITYHI XAPAKTEPUCTHKHA
5.8 ®apmaxkoaHHAMIYHi XapaKTEePHCTHKH

dapMmakoTepaneBTHUHa Ipyna: AHTHHEOIUIACTHYHI 3aco0M. AHTHMETaOONITH, aHAIOIH
rmpimimHiB, kog ATX: LO1BC06

KamenutaGin — mnoxizne ¢ropmipumignHy KapOamary, OpalbHHH I[HMTOCTATHK, SKHH
aKTHBYETBCS Y TKAHMHI NMyXJIMHM i YMHHTb Ha Hel CENCKTHBHY UHMTOTOKCH4YHY Aiio. Cam
KarenuTabid He YMHHTh HUTOTOKCHYHOT JIiT, OJIHAK MePETBOPIOETHCS Y IIMTOTOKCHYHY CIIOIYKY
— dropypaunn (5-®Y). Kaneuurabin akTHBYETHCS Yepe3 KilbKa KPOKiB pepMEHTOYTBOPEHH
(nmB. posmin 5.2). @epMmeHT, 3alifHHA IO OCTATOYHOrO TEPETBOPEHHA Y 5-0V
tuMizuHpocopunasa, 3HalifeHuil y TKAaHMHAX MyXJIHHH, ale TaKoK i B HOPMalbHHX
TKaHMHAX, X04a 3a3BMYail y MeHmmMX piBHsAX. Ha MozenaxX KCeHOTPaHCIUIAHTaTy paKy JIOIMHH
KanenuTabiH MpoeMOHCTPYBAB CHHEpreTHYHMH eeKT y KoMOiHallii 3 JOLeTaKceIoM, o MOXKe
GyTH IMOB’S3aHO 3 AKTHBALI€I0 THMITHH(OCHOpHIA3H JOLETAKCEIOM.

[CHYIOTB CBifyeHHs TOro, MO MeTabonisM 5-®Y B aHaboniuHOMY HUISXY OJOKYE peaKiliio
METH/IIOBAHHSA Je30KCHYPUAMIOBOI KHCIOTH B THMIJIWIOBY KHCIOTY, TakKdM HYHHOM
BTPYYAIOUHCh y CHHTe3 aezokcupuGonykieinoBoi kuciotn (JIHK). Yreopenus 5-®V Takox
npu3BoMTs 10 npurnivenns PHK Ta cumresy GinkiB. Ockimbku JIHK ta PHK e cyrreBo




BK/IMBHMH U1 TIOJLTY Ta pocTy KiaiThiu, edexrt 5-OV moke cTBOpIoBaTH AeQilUT TIMUTHHY,
1[0 TPOBOKYE He3banancoBanuit pict Ta sarubens kiitnaul. Brms nenpusanii THK ta PHK e
HAHOLTBII MOMITHAME /U8 KJIITHH, IO NpomidepyioTh mBue i iki Merabonizyiots 5-OV i3
OLIBIIO MIBHAKICTIO,

Pax 000/10B01 KUIIKH Ta KOJOPEKTAIBLHUN paK

Monomepanis kaneyumatinom 6 ad leanmuii mepanii paxy 06000601 Kuuiky

Jlani 3 6arato)oKyCHOro, paHIOMi30BaHOTO, KOHTPOIBOBAHOTO KIIHITHOrO BUIPOOYBaHHS: bazu
111 y marienTis 3 pakom o60a080i kumiku crazii I1I (C 3a J{brokoM) MATPHMYIOTh 3aCTOCYBAHHS
KanenuTabiHy /Ui a1 IOBAHTHOI Teparii mauieHTiB 3 pakoM 060080l kuumkH (JlocmipKeHHs
XACT; M66001). V upomy sumpoGysani 1987 manienTiB Oysi0 panZoMi3oBaHO 0 IPyNH

nikyBaHHs kaneuutabinom (1250 Mr/M? fBigi Ha 100y TMPOTAroM 2 THKHIB 3 HACTYITHOIO
nepeBolo B 1 THKIEHb Ta 33 CXEMOIO 3-TH/KHEBHX KypCiB MpoTsroM 24 THKHIB) a0 TpynH

nikyBauHs S5-®V Ta JelikoBopuHOM (cxema KiiHiHKH Maifo: JICHKOBOPHH 20 wmr/v?

BHYTPIIIHBOBEHHO 3 HACTYITHOO 425 /M2 BHYTPIITHEOBEHHOIO OOIIOCHOIO iH eKIi€0 5-DY,
y mHi 1 - 5, koxkai 28 auis npotsirom 24 TixkHiB). Kaneuuradin Oys TPHHAHMHI eKBIBA/IEHTHHM
5-OV/JIB BHYTPIIHBOBEHHOY BIDKMBAHHI O3 PEINUMBIB y TOMYSUii 32 MPOTOKOIOM
(BigHOmeHnHs pusukis 0,92; 95% J110.80-1.06). ¥ Bciit paHIOMI30BaHiH MOIMYJIALIT BUIPOOYBaHH
10710 PO3GIKHOCTEH Mix rpymoio Kanenuradiny npotu 5-OVY/JIB y BiwkuBanHi 6e3 peluInBIB Ta
3arabHOMY BHKMBaHHI nokasanu BiHomenHs pusukis 0,88 (95% M1 0.77 - 1,01: p = 0,068)
Ta 0,86 (95% I 0.74 — 1.01; p = 0.060) Biznosizuoy. Cepenns TPUBATICTb HACTYITHOIO
KOHTPOJIIO Ha Yac aHasi3y ckiana 6,9 pokiB. ¥ monepeiHpo 3araHoBaHOMY HaratoMKTOPHOMY
ananisi Kokca 6GyJI0 NMpOJEMOHCTPOBAHO IepeBary KanenurtabiHy y IOPIBHAHHSA 3 5-0V/JIB
Gomocro. HacTymsi ¢akropu Gy/m monepeHbo BU3HAYEH] Y IUIAaHI CTATHCTHYHOIO aHasizy s
BKITIOUEHHs! 710 MOJIeJI: BIK, 4ac Bij{ XipypriysHoro BTpyYaHHs J10 paHoMisauii, cTarh, piBai PEA Ha
BUXiZHOMY piBHi, MiM@aTHui By3nM Ha BHXiZHOMY piBHI Ta KpaiHa. Y BCif paHIOMi30BaHiH
nonyssitii  KaneuuTaGiH NpoJeMOHCTpyBaB nepesary Han 5-OV/JIB miono BHOKHBAHHA 6e3
peuuBiB (BizHOmeHHs pu3kkis 0,849; 95% J110,739—-0,976; p=0.0212), a Takox 3araJlbHOT0
BIKMBaHHSA (BigHOmeHHs pusukis 0,828; 95% I 0,705 —0.971; p = 0,0203).

Kombinosana mepanis 6 ad 1oeanmuii niepanii paxy 06000601 KUULKY

Jlani 3 ojHOro 6araroOKyCHOro, PaHJAOMi30BaHOTO, KOHTPOJIBOBAHOTO KIIHIYHOTO
BUNPOOYBaHHs (asy 3 y namientis 3 pakom oGozmosoi kmmkw craiii 111 (C 3a Jlpiokom)
MiITPUMy€e BHKOPHCTAHHS KarenuTabiHy B KOMOiHAUil 3 OKCANiIIaTHHOM (XELOX) s
ayC IOBAaHTHOT Teparii marieHTiB 3 pakom 06010801 kumiku (aocmimkenas NO16968). Y upomy
BunpoOyBanHi 944 nauienTiB OyaM paHIOMi30BaHi A0 TPYNH JTiKyBaHHS KaneuuTadid y
2

ABiui Ha 700y MPOTATOM 2

THIXKHIB 3 HACTYITHOIO a 1-THXKHEBOIO IepepBoI0) y KomMOiHanii 3 okcaminarugoM (130 MrfM2
BHYTpIIIHbOBEHHA iH(DY3if TPOTATrOM 2 TOAMH y eHb | KoxkHi 3 THKHIB); 942 MaIieHTIB
Gynn pasaoMizoBaHi 10 rpymu 5-@Y Ta 1eHKOBOPUH GOJIOCHO. Y TIEPBHHHOMY aHaTI31 MO0
JUIC B rpymi «Bci panjoMmi3oBaHi INamicHTH, SKi OTpUMAaqM NpUHANMHI OJHY 103y
pociikyBaHoro mnpemapatry» , XELOX noka3as 3HauHy IiepeBary BiIHOCHO 5-@VY/JIB
(BP=0,80, 95% M1=[0,69; 0,93]; p=0,0045). 3-piunmuii pisus JIIC cxmas 71% mws XELOX
npotu 67% s 5-OY/JIB. Anani3 mozo BropuHHOI Kinmesoi Touku RFS minrpumye TaKi
pesysrati 3 BP 0,78 (95% J1=[0,67; 0,92]; p=0,0024) ans rpynu XELOX npota 5-OVY/IIB.
XELOX npozemMoHcTpyBana Tenzenio mozo sumoro 3B 3 BP y 0,87 (95% J1=[0,72; 1,05];
p=0,1486), mo TpancmoeTbes y 13% 3HWKEHHS PH3HKY CMepTi. S-piunuil piBenb 3B ciuas
78% st rpyma XELOX mporu 74% st 5-OY/JIB. Jlani 3 edekTuBHOCTI 6a3yrOTbCs Ha
MeliaHHOMY uaci crioctepexennsi y 59 micsuis qis 3B Ta 57 micsuis i JATIC. KoediuieHt
BiZIMiHM uepe3 BUHMKHEHHs MOGIMHMX e(ekTiB OyB BHIMM Y rpymi KomMOiHOBAaHOT Tepartii

BUIVIAL 3-THKHEBHX KypeiB npotsrom 24 kHiB (1000 Mr/m




XELOX (21 %) y mopiBusHHi 3 rpymoro moHotepamii 5-OV/JIB (9 %) B rpymi «Bci
paHIOMi30BaHi NALiEHTH, AKi OTPUMAIH IPHHARMHI OJTHY /103y JOCIDKYBaHOTO PENnapary»

Monomepanis kaneyumabinom npu MemamcmamuiHomy KOJ10PeKmaioHomy Paxy

Jlaui 3 IBOX iIGHTHYHO PO3pOBIEHHX, GaraToPOKyCHHUX, PAaHIOMI30BAHKX, KOHTPOJIbOBAHHX
Kininiuaux BunpoOysans ¢asu [II (SO14695; SO14796) miaTpuMyIOfOTE BHKOPHCTaHHS
KaneuuTabiny /Ui JiKyBaHHS METAaCTATHIHOTrO KOJIOPEKTATBHOTO PaKy Mepmoi jimii. ¥ X
BHIIPOOYBaHHSAX 603 namieHTiB Gyno paHIOMi30BaHONO IPYNH JiKyBaHHS KarleLHTaOiHOM

(1250 Mr/vM2 zBidi Ha 100y mpoTAroM 2 THKHIB 3 HACTYITHOIO 1-THIKHEBOIO MEPEpBOIO Ta Y
BUIJISIA 3-TH)KHEHBHX KypciB). 604 nanieHTis 6y10 paHIOMI30BaHO /IO TPYIH JIKYBaHHS 5-

2

®Y Ta neifkoBopHHOM (cxema KiiHiku Maito: 20 Mr/M“ NefiKoBOpMHY BHYTPIIIHEOBEHHO 3

HACTYIMHOI BHYTPIIIHEOBEHHOK OOJIOCHOIO iHeKIliero 425 MI/M2 s 5- @V, y aHi 1 - 5, KoxkHI
28 nmiB). 3araneHi 06’€KTHBHI piBHI BIANOBIAI y Bl paﬂnomsoaanm nomyJsiti (omiHKa
JociaHuKa) ckiuam 25,7% (kaneuntabin) npotu 16,7% (Cxema kininiku Maito); p <0.0002.
MetiaHHuii yac 10 nporpecyBanHs XxBopo6u cknas 140 auiB (kanemutabin) npotu 144 JIHIB
(Cxema kiiniku Maiio). Meianne BrkiBaHHA CKIaI0 392 1HiB (kanenuTabin) npotu 391 1HiB
(Cxema ximiHike Maiio). Ha choroisimmiii AeHb HeMae JaHMX Ul TOPIBHSIHHSA
3aCTOCYBaHHs MOHOTepaniii KamenuTabiHOM JUIsS JHIKyBaHHS KOJIOPEKTAIbHOIO paky 3
KOMOiranifHMMA CXeMaMH MepuIol JiHii.

Kombinosana mepanis nepuioi 1inii 1iKy8anHsa Memacmamuyio20 K010pexmaibHo20 paxy
Jlani 3 Garato)OKyCHOro, PaHJOMi30BaHOTO, KOHTPOJIBOBAHOTO KIHIYHOrO AOCIIDKCHHS
dazu III (NO16966) mHiATpUMYyIOTh BHKOPHCTAHHS  KameuuTaGiHy Yy KomOiHauii 3
OKcamimIaTHHOM a60 y kKoMmOiHawii 3 okcanimiatuaoM Ta and GeauusymaboM JULA Tepanii
rnepumol JiHii MeTacTaTH4YHOro KOJIOPEKTAIIBHOTO Paxy. JlocipKeH s MICTHIIO [IBl YaCTHHU:
HepBHHHA 2-rpyroBa 4acTHHA, B fKii 634 namientis Gy/I0 PaHIOMi30BaHO /10 ABOX Pi3HHX
rpyn mikysanns, Bkmodaoun XELOX a6o FOLFOX-4, Ta HactyrHa 2X2 (hakTOpHa JacTHHA,
B sKiit 1401 mauienTi 6yJ10 paHI0Mi30BaHO 0 YOTHPHOX PI3HHX IPYIl JIIKYBaHHS, BKIHOYAI0TH
XELOX mmoc mmanebo, FOLFOX-4 nmoc mane6o, XELOX mmoc GeBanusymad, Ta
FOLFOX-4 mmoc 6eparmsymat. J{us, Tabmuiro 7 11 cXeM JIKyBaHHS.

Ta6mus 7 Cxemn ikyBanss y gociimkenni NO16966 (MeTacTaTHYHOTO KOJIOPEKTAJILHOIO PaKy)

BHYTPIIIHEOBEHHO
2 roa

JlikyBanusi  [IlouaTKoBa 1032 Cxema
FOLFOX-4 OxcaninataH |85 mr/M4Okcamimiatid y Jlenp 1, KoxHi 2
abo BHYTPIIIHEOBEHHO THOKHI
FOLFOX-4 + 2 roa
beBann3ymabd [Meitkosopur 200 2P leiikoopun y JIni 1 Ta 2, KoKHi

D THXKHI

BHYTPIIIHEOBEHHO

5-ropypaumn

400 MI/M
BHYTPIIIIHBOBEHHO
00JIIOCHA 1H €Ki,
3 HaCE}’l'I Horo 600
pMr/ M
BHYTPIIIHEOBEHHO
rot
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13- ropypaitui

GomocHo/indy3is, koxui JIui 1 Ta 2,
[KOXKHI 2 THIKHI




[I1ane6o abo P mr/xr{fless 1, 1o FOLFOX-4, koxHi 2 THKHI
bepannzyma BHYTPILHEOBEHHO
5 30-90 xBu
XELOX Oxcanimiatug  |130 mr/M4Oxkcanimatud y Jlews 1, koxHi 3
200 BHYTPIIIHHOBEHHO THOKHI
XELOX+ 2 rojl
[kaneuTabiH MEepopaNbHO JBidi  HA
kanenuTabin  |1000 Mr/MAno0y uis 2 THXKHIB
[IepOpaIbHO
beBaruzymab JIBiui Ha 100y (3 nactynHOw | week off- mikyBaHHs)
[Tnane6o abo [7.5 mr/krg  Jlennl, 1o XELOX, koxHi 3 THXHI
Besanmzyma  [BHYTPIIIHBOBEHHO
0 30-90 xBu

5-dropypanHI: BHYTPIIHLOBEHHA OOJIOCHA 1H  €KIis BiJpa3sy IicIis JIeHKOBOPUHY

He menma edexturicTs rpyn, mo Mictwm XELOX y NOpiBHAHHI 3 rpynaMu, MO MiCTHIH
FOLFOX-4 y 3aransHOMy MopiBHsHHI Oyia IIPOJIGMOHCTPOBaHA 3 OrJisly Ha BrokuBaHHs
Ge3 mporpecyBaHHs XBOPOOHU y MOMysuii NALI€HTIB, IO 3a0BOIBHSIIHN KATEpii ydacti y
JOCIIUKEHHI Ta y Tpymi «BCi BKIIOYEHI A0 JOCTIUKEHHS MAL€HTH, SKI NPHIAHSIA
NpuHANMHI OJHY 03y JOCIimKyBaHoro mnpemapary» (muB. Tabmmmo 8). Pesymsrarn
BKasyioTh, o rpyna XELOX eksiBarertHa rpyni FOLFOX-4 3 T04KH 30py 3aralbHOro
prokuBanus (auB. Ta6maigo 8). Iopiusuus rpymu XELOX mmoc Gesauusymald HpoTH
FOLFOX-4 mmoc GeBanu3ymal Oyjio MeTOIO JOCIIIHMIBKOrO aHami3y, BH3HAYEHOIO
nomepeHb0. Y oMy nopisasHHI jtikyBanHs B niarpyni XELOX nmoc Gesauusymad 6yno
AHAIOTTYHAM y TIOpiBHAHHI 3 to FOLFOX-4 mmoc Gesauu3zymad 3 ToukH 30py BikuBaHH:A
Ges mporpecyBanHs xBopobu (BinHomenns pusukis 1,01; 97,5% JI 0,84 - 1.22).
MeziaHHHil Yac HACTYNHOrO KOHTPOJIO HA MOMEHT IePBHHHHX aHali3iB y rpymi «BCi
BKIIOYEHI [0 [OCHDKEHHS IAlli€HTH, sKi [PUHMHSIA TpHHAKMHI  OOHY 03y
JIOCIIUKYBAHOTO MpernapaTy» ckias 1,5 pokd; JaHi 3 aHauli3iB J10JIaTKOBOro HacTYIHOro 1
POKY KOHTPOJIO TaKOX BKIIOYeHO 10 TaGmmmi 8. IMpore, auanis BYDKMBAHHA BE3
[IPOT'PECYBAHHS XBOPOBHU npu iKyBaHHI He NiATBEPANB Pe3yIbTaTH 3arajlbHOrO
BUXUBAHHS BE3 [TPOI'PECYBAHHS XBOPOBMH ta anari3 3B: BiHOIIEHHS PU3HKIB
y rpyni XELOX nporn FOLFOX-4 cknaino 1,24 mpu 97,5% JII 1,07 — 1,44. Xoua anarni3
YyT/IMBOCTI JIEMOHCTPYE, IO Pi3HHMLI 3a CXeMaMH JKYBaHHS Ta YacoM OLIHKH IyXJIHH
prummBaioTh Ha anania BVDKMBAHHSI BE3 IIPOI'PECYBAHHS XBOPOBU npu
NiKyBaHHi, TOBHOLIIHHE TOSCHEHHS [UIsl LIbOI'0 PE3YJIbTATY Ilie He BHABICHO.

Tabmuns 8 Kimouosi pesyasTaté (eKTHBHOCTI Ul aHalizy HE MEHIIOI e(eKTUBHOCTI Yy

Jocmimpxkenni NO16966
[IMEPBUHHHU AHAJII3
XELOX/ XELOX+P/ |[FOLFOX-4/FOLFOX-4+P
XELOX+BV /FOLFOX-4+BV (EPP*: N
(EPP*: N=967; ITT**: =937; ITT**: N=
=1017) 1017)

onyasuis [Mexianuuii yac 10 nmoaii (JInis) BP (97,5% /1)

Mapamerp: Buzkupanns 6e3 nporpecyBaHHsi XBOpooH

EPP
1T

D41
D44

259
259

1,05 (0,94; 1,18)
1,04 (0,93;1.16)

74




apaMeTp. 3ara;ibHe BHKHBAHHS

PP 577 549 0,97 (0,84: 1,14)
ITT 581 553 0,96 (0,83:1,12)

OJIATKOBHH 1 PIK HACTYIIHOI'O KOHTPOJIIO

onyasmis [Menianuuii yac 10 noxii (Iuis) BP (97,5% JI)
[Mapamerp: Buxupanns 6e3 nporpecyBanHsi XBopoou
EPP 242 259 1,02 (0,92; 1,14)
[TT 244 259 1,01 (0.91; 1,12)
[[lapamerp: 3arajibHe BHAKHBAHHA !
EPP 600 594 1,00 (0,88; 1,13)

602 596 0,99 (0,88 1,12)

|
*EPP= nomys1is Naui€HTIB, MO 3aJ10BOJIBHAIOT KPHTEpIT ydacTi B gocipkennt; **ITT=rpymna
«BCi BKJIKOYEH] JI0 JOCHI/DKEHHS MAIEHTH, SIKi IPURHSIM IPUHARMHI OHY 7103y JI0CHIPKYBAHOTO
mpemnapary.

V pannomizoBaHoMy, KoHTposisoBaHoMy pociipkerni dasu 1T (CAIRO) Gymo pocmimpkeHo

edexT 3acTocyBaHHs KaneuuTabdiny y rno4arkosiii 1031 1000 mr/ e HPOTAroM 2 THKHIB KOXKHI
3 TikHi y koMGiHai1 3 ipuHOTEKaHOM JUIsl Tepartii MepIol JiHil y NalieHTiB 3 MeTaCTaTHYHHM
KONOpEKTaTbHUM pakoM. 820 mnauieHTiB OyJ10 paHAOMI30BaHO UIs OTpUMHAHS abo
nocTynoBoro Jdikysanss (n=410), abo nikysaxus y komOiHawii (n=410). [loctyrnose TiKyBaHHs
CKJIazaocs 3

2

Tepanii nepmoi jinii kanenutadinom (1250 Mr/mM* aBiui Ha 106y npoTsrom 14 1HiB), Apyrot

niHii - ipuHorekanom (350 Mr/m2 y Jenb 1) Ta Tpersoi miHii - kanenuradinom (1000 MI/M2

nBiui Ha 100y npotsarom 14 aHiB) 3 oxcanimiatudoM (130 MI/M2 y Henb 1). KomGinopane

2

NiKyBaHHS CKIajganocs 3 Teparmii mepmoi JiHii karenurabinom (1000 mr/M“ aBivi Ha 100y

npotaroM 14 auiB) y komGinarii 3 ipuroTekanoM (250 mr /n2 y Hens 1) (XELIRI) Ta apyroi

miHil - kanenuradinoM (1000 Mr/M2 ABi4i Ha A06y mpoTsarom 14 AHIB) IUIOC OKCATIILUIATHH
(130 mr/mM2 vy Jlens 1). Bei kypew JnikyBaHHS npuitManucst 3 iHTepsanamu y 3 THXKHI. Y
niKyBaHHI mepmiol JiHii MeliaHHe BIKHMBaHHA 0€3 MpOrpecyBaHHs XBOPOOH y Ipymi «BCi
BKJIIOUEHi /10 JIOCITi/KEHH S ALliEHTH, SIKi IIPUHHSUIH IPHHAMMHI OIHY 03y JO0C/iKYBAaHOTO
npenapaty» ckiaio 5,8 micsuiB (95%/11 5,1 — 6,2 micsis)

1S TPYTIH MOHOTepaii Karenurabinom ta 7,8 micsiis (95%/11 7,0 — 8,3 micsiwis; p=0,0002)
nns XELIRI. Tlpote, ue Gy:10 moB’s3aH0 3 MiZABHINEHHAM BHMAJKIB IUTYHKOBO-KHIIKOBOI
TOKCHYHOCTI Ta Helitponenii mia yac tepanii mepmoi minii XELIRI (26% Ta 11% s
XELIRI Ta kanenutabidy nepuioi JiHii BIANOBIAHO).

I'pyna XELIRI 6yna mopiBusa 3 rpymoio S5-®Y + ipunotexan (FOLFIRI) y tpsox
PaHIOMi30BaHUX JIOCTI/DKEHHSX Y TALiEHTIB 3 METaCTaTHYHUM KOJOPEKTATbHUM pakoM. Cxemu

XELIRI Bxmoyanu kaneunutabin 1000 MI/M2 nBivi Ha 100y y AHi 1 - 14 TPUTHXKHEBOIO Kypey Y

komOiHanii 3 ipuHOTeKaHoM 250 Mr/M2 y Hens 1. V maiibinemomy nocnimkensi (BICC-C),
nauienTiB 610 panzoMizoBaHo s oTpuManHs abo Bigkputoro FOLFIRI (n=144), 6omocHo S-
®Y (mIFL) (n=145), a6o XELIRI (n=141) i BoHm OyiM JIOJAaTKOBO paHIOMi30BaHI i
OTpHMaHHS ab0 TMOBIHHOrO CIMOro IJiKyBaHHS IeneKokcuOom, abo mianebo. Menianne
BMWKUBAHHS BE3 [TPOI'PECYBAHHS XBOPOBH ckiano 7,6 micanis g FOLFIRI, 5.9
micsiuis ust mIFL (p=0,004) ms nopisasmust 3 FOLFIRI), ta 5,8 micsmis wis XELIRI (p=0.015).
Memianse 3B cknano 23,1 micsimi amst FOLFIRI, 17,6 micsiuis s mIFL (p=0.09) Ta 18,9 micsuis
anst XELIRI (p=0.27). Tauient, sxux mikysamu XELIRI, BinuyBamu HagMipHy UUTYHKOBO-
KHIIKOBY TOKCHYHICTh y mopiBHsHHI 3 rpynoio FOLFIRI (niapes 48% ta 14% mna XELIRI i
FOLFIRI BianoBigHo).

V pocnimxenni EORTC mnamientie 6y;0 paHaoMi30BaHO Uil OTPUMaHHS abo BIAKPHTOrO




FOLFIRI (n=41), a6o XELIRI (n=44) 3 10[aTKOBOIO paHIOMi3allicio abo J0T IPyIH IOABIHHOIO
ciinoro JiKyBaHHs Ienekokcubom, a6o mianeGo. Meniannuii wac BVDKMBAHHS BE3
[IPOI'PECYBAHHS XBOPOBMU ta 3aransroro Brkusarts (3B) 6ys koporkmmm it XELIRI
npotu FOLFIRI (BMDKMBAHHSI BE3 I[TPOT'PECYBAHHS XBOPOBH 5.9 mpotu 9,6 MicsiiB
ta 3B 14,8 nporu 19,9 Mics11iB), KpiM TOro, GY.IT MOBIIOMIICH] HaIMIPHI MOKA3HUKH BHHUKHCHHS
niapei y manienTis, ski orpumysanu cxemy XELIRI (41% XELIRI, 5,1% FOLFIRI).

V nocrimkensi, omy6ikoanomy Ckod Ta iH., mauieHTiB 6y10 paHI0Mi30BaHO JUIi OTPUMaHHsI a00
FOLFIRI, a6o XELIRI .

3araipHa yacToTa BiAnoBiai cknana 49% y rpyni XELIRI ta 48% y rpyni FOLFIRI (p=0,76).
Hanpukinmi nikysamus 37% of namientis y rpymi XELIRI Tta 26% of nauientis y rpymi
FOLFIRI ne mManu o3Hak xBopo6u (p=0,56). TokcuunicTs Gyjla aHANOTi4HOIO MiXK IpynamMu
JIKYBaHHSS 3a BUHATKOM HeiTpomeHii, mo Gya NOBiZOMIEHa dacTillle y TAUi€HTIB, sKi
nikyBaiucs y rpymi FOLFIRI

MoOHTaHbsIHI Ta iH. BHKOPHCTATH DE3yJIbTaTH 3 BHIIEO3HAYECHWX TPBOX MOCIIUKEHb JUIA
HAJAHHS 3arajlbHOTO aHANi3y paHIOMi30BaHMX JOCIIDKEHb, IIO MOPIBHSIOBATH CXCMH
nikysanass FOLFIRI ta XELIRI ans nikyBaHHS METacTaTHYHOTO KOJIOPEKTAILHOTO paKy.
3HauHe 3HIKEHHS PH3UKY nporpecyBanus 6yio nos’s3axo 3 FOLFIRI (BP, 0,76; 95%/11, 0,62-
0,95; P <0,01), pe3yabTar 4acTKOBO MOB'I3aHHH 3 TOraHOKO NEPEHOCHMICTIO BAKOPCHTAHOI CXEMH
XELIRI.

Jlani 3 pamzoMi3oBaHOro KiimigHoro mocimikenHs (Cyrmakoc Tta iH., 2012) nopismioBamm
FOLFIRI + GeBammsyma6 3 XELIRI + GeBauusymab i mpoeMOHCTPYBATH BiICY THICTb CYTTEBOT
pisauni y BVDKMBAHHI BE3 TTPOTPECYBAHHA XBOPOBM abo 3B ik cxemamu
nikyBauHs. Ilauientis 6ys10 pangomizoBano i otpumanns abo FOLFIRI mmoc Geparu3ymad
(rpyma-A, n=167), a6o XELIRI moc Geanmsymab (rpyna-B, n-166). [lna rpynu B cxema

XELIRI sukopuctoByBana Kamenutadid 1000 Mr/MZ  aBigi Ha no0y mporsiroM 14 jHIB

+ipuHoTekad 250 M/ M2 y Jlens 1. Menianne BuxupanHs Ge3 IporpecyBaHHs XBOPoOH
(BUXKUBAHHS BE3 ITPOI'PECYBAHHS XBOPOBH) cknaio

10,0 Ta 8,9 micsuis; p=0,64, 3aransHe BrwxuBanus 25,7 Ta 27,5 micsauis; p=0,55, a yactoTa
pizmosini 45,5 Tta 39.8%; p=0,32 nns FOLFIRI-Bes ta XELIRI-BeB Binnosiano. IlauienTy,
sxux nikysamn XELIRI + Gepauusymal, NOBIIOMIISUIN 3HAYHO BHILY YacTOTY BUHMKHCHHS
niapei, GeGPUIBHOT HEHTONEH il Ta JOIOHHO-IIOOBHIX [IKIPHUX PEaKIlii, HK y NALI€HTIB, SKAX
nikyBann FOLFIRI + GeBaru3ymad i3 3Ha4HO OLIBIIHMM BiIK/IAICHHIM NiKyBaHHs, 3HWKEHHAM 103
Ta MPUITHHEHHSM JIKyBaHHA.

Jlani 3 6arato)OKyCHOro, paHI0Mi30BaHOTo, KOHTPOJIbOBaHOro Aocimkenns dasu Il (AIO KRK

0604) MATPEMYIOTh BUKOPHMCTaHHsS KarenuTtabiHy y modarkosid nosi 800 MI/M2 MpOTATrOM 2
THKHIB KOXKHI 3 TIKHI y KoMGiHanii 3 ipuHoTekanoM Ta Gepanm3ymabom Juid Tepamil meprmoi

J1iHii y ManienTiB 3 METACTATHIHHM KOJIOPEKTATTbHIM pakoM. 120 mamieHTis 6y/10 paHI0Mi30BaHO

Z

Jutst TiKyBaHHs 3a Momdikopanoto cxemoro XELIRI 3 kaneuutabinom 800 Mr/mM~ asidi Ha 100y

TIPOTATOM JIBOX THIKHIB 3 HACTYITHOIO 7-IEHHOIO IepepBoI0), ipuHoTeKaHOM (200 /M2 y BUIISI
30-xBuuHHOI iHGY3ii y Jens 1 kokni 3 TwxHi) Ta GeauuzymadoM (7,5 mr/kr y Bursai 30 —90-
XBIHIHHHOL 1H(Y3il y Jlens 1 koxni 3 Tuskni) ; 127 nauiedTiB 6yio paHIoMi30BaHO UIs JIKyBaHHS

kaneruradinom (1000 /M2 npigi Ha 100y TpOTSroM ABOX TIKHIB 3 HACTYIHOK 7-I€HHOIO

nepepBoro), okcamimiaruaoM (130 Mr/M2 y BUTIA1 2-roauHHoi iHy3ii y JleHs 1 koxkHi 3 THoKHI)
Ta GeBaum3zymadom (7,5 mr/kr y Burmsai 30 — 90-xeumuHOT iHY3il y Jlens 1 koxkui 3 THKH).
[Tic/is cepesHbOi TPHBATOCTI HCTYIHOTO KOHTPOMIO AOCIIIKEHHOI MOmymsmii y 26,2 micsuis,
4acTOTa BIINOBI Ha JIIKYBaHHs 110Ka3aHa HIWKYE:

Ta6mans 9 Kmouosi pesynstaru edex uBHocti st gociiukenns AIO KRK




ELOX + 6eBanu3ymad MoaudikoBana Eiﬂﬂomeﬂﬂﬂ

XELIRI+ u3ukis 95% Ml
(ITT: N=127) oesanmzymad (ITT: Buagenns P
N— 1700
HXHBAHHS 0€3 IpPorpecyBanHsi XBopooH yepes 6 micsiuin
ITT 76% 84%
95% I1I 69 - 84% 77 - 90% I
MejianHe BHKHBAHHS 0e3 NporpecyBaHHHA
ITT 10,4 micaiis 12,1 micsuis 0,93
95% H1 9,0-12,0 10,8 -13,2 0,82 — 1,07
P=0,30
MenianHe 3arajibHe BH/KHBAHHHA
ITT 24 4 micsmiB 25,5 micsiB 0,90
05% 1 19,3 -30,7 21,0-31,0 0,68 — 1,19
P=0,45

Kombinosana mepanis y mepanii Opy20i 1iii Memacmamuyno20 K010pexmaibHo20 paxy

Jani 3 GararodOKyCHOro, paHIOMi30BaHOTO, KOHTPOJIBOBAHOTO KIIHIYHOIO AOCI/UKEHHS dasu
11T (NO16967) miATpAMYIOTh BAKOPHCTAHHS KareluTabil y KoMOiHallii 3 OKCaiIuIaTHHOM 1A
Tepartii Apyroi JiHii METATCTATHYHOrO KOJOPEKTAIBHOTO paKy. ¥ 1boMy BUpoOyBaHHI 627
MAIIEHTIB 3 METACTATHYHOIO KOJOPEKTAIBHOK KAapIHHOMOIO, AKI OTPUMYBAIU MOIEPEIHE
NiKyBaHHS ipHHOTEKaHOM y KoMOiHauii 3 GropmipuMiiMHaMH B AKOCTI Tepamii nepuioi JiHii,
Gyno panzgomizosaso o rpyn jgikyBanHs XELOX a6o FOLFOX-4. Illozo cxem 103yBaHHs y
XELOX ta FOLFOX-4 (6e3 nonaBanns mane6o ado 6esauunszymaba) . Tabmumo 7. XELOX
NPOJIEMOHCTPYBaB He MeHmry edpekrtusHicts, Hok FOLFOX-4 3 ormmy Ha BwkuBaHHS 0e3
porpecyBaHHs XBOPOOH Y MPOTOKOBHIM MOMyIIsLil Ta rpymi «BCi BKIIOYEH] 10 J0CIIDKCHHS
NALi€HTH, SKi TPUHHATH IPUHARMHI OJIHY 103y JOCIi/DKyBaHOro npenapary» (aus. Tabmuio
10). Pesymsraru Brasyiots, mo XELOX eksiBanentHa FOLFOX-4 3 ToukH 30py 3arajbHOro
pwkuBaHHA (quB. Tabmuio 10). MeaianHui yac HACTYITHOrO KOHTPOJIIO HA MOMEHT IIEPBUHHAX
aHAM3IB y IPYII «BCi BKIMOYEH 10 J0CTI/KEHHS NALIEHTH, AKi IPUHAHSIM NPHHAAMHI OJHY 03y
JIOCIZUKYBAHOTO IPENapary» ckjias 2,1 poku; JaHi 3 aHaI3iB 3 HACTYTIHHUX J0JIATKOBHX 6 MiCAIiB
HACTYITHOTO KOHTPOJTIO TAKOX BK/IOUeHO 110 Tabmani 10.

Ta6mans 10 Kmowosi pesyasrati eDEKTHBHOCTI U1 aHalisy He MeHIOi epeKTHBHOCTI y

Jocnimxenni NO16967

[MEPBUHHUHA AHAJII3
XELOX OLFOX-4 (PPP*: N =
(PPP*: N=251; ITT**: N=313)252; ITT**:
=314)
Monyasinis Mexianuunii yac x0 moaii (JInis) BP (95% 1I)
Ilapamerp: Buxusanns 6e3 nporpecyBaHHs XBOpoOH
PPP 154 168 1,03 (0,87; 1,24)
T 144 146 0,97 (0,.83: 1,14)
[apamerp: 3arajibHe BHAKHBAHHS
PPP 388 401 1,07 (0,88; 1,31)
ITT 363 382 1.03 (0,87: 1,23)
OJIATKOBI 6 MICSIIIB HACTYIIHOI'O KOHTPOJIIO
onmyasinisi [Mexianumii gac 10 moxii (J{uis) HR (95% 1)
Mlapamerp: Buxupanns 0e3 nporpecyBaHHsi XBopooH
IPPP [154 1166 [1.04 (0.87;1.24)
ITT [143 146 0.97 (0.83:1.14)
Mapamerp: 3araibue BHAKHBAHHS




PPP 393 402 1,05 (0,88; 1,27)

i 363 382 1,02 (0,86: 1.21)
*PPP=npoTOKO/IbHA NOMyJIALis; **I [=rpyna «BCl BKJIIOYEHI 10 AOCII/DKEHHs MAll€HTH, SKI
NPHHHSIM NPUHAHMH] 0JIHY 103y AOCIIUKYBAHOTO IIpEnapary».

P03HOBC}DH)KGHHﬁ paK HUTYHKY:

Jlani 3 6aratooKycHOro, paHJOMi30BAHOTO, KOHTPOIBOBAHOIO KIIHIYHOTO BHIIPOOYBaHHS
dasu Il y namieHTiB 3 PO3MOBCIODKEHHM pAKOM LUIYHKY HIATPHMYIOTH BHKOPHUCTaHHS
KanenuTabiny [U1s Teparnii nepumoi JiHii po3noBcromkeHoro paky mutysky (ML17032). Y upomy
Bunpo6ysanHi 160 namienTis 6yJ10 paHIOMi30BaHO 10 IpymH JiKyBaHHs KanemuTabinom (1000

Mr/n2 ABigi HA 100y NPOTATroM 2 THXKHIB 3 HACTYITHOIO 7-€HHOIO IEPEPBOI0) Ta LIUCILIATHHOM

(80 Mr/m2 y BHMISAL 2-roguHHOl iHQY3il koxHi 3 TwkHi). B ninomy 156 nauientis Oysio

2 ya noby, y Burisai 6e3nepepBHOL

inGy3il y aui 1 - 5 koxkHi 3 THXKHI) Ta tucrIaTHHOM (80 MI/M2 y BAJIsIAL 2-roauHHOT iHdY3il y
Jlenv 1, xoxkni 3 Tkui). Kamenurabin y xomOiHauii 3 HUCMIaTHHOM IOKa3aB HE MEHUIY
edeKTHBHICTD TOpiBHAHO 3 5-®Y y koMGiHaLil 3 MUCIUIATHHOM 3 OIVIAIY Ha BHKMBaHHS 0e€3
IpOrpecyBaHHs XBOPOOH Y IPOTOKOAbLHOMY aHauisi (BiauomenHs pusukis 0,81; 95% /110,63 —
1,04). MenianHe BHKHBaHHS 0€3 IIPOrpecyBaHHs XBOPOOH ckiaio 5,6 Micsauis (kaneuuradid +
mucriatiy) npoty 5,0 Micauis (5-®Y + Llucruiatus). BiAHOmMEHHS PH3UKIB U1 TPUBAIOCTI
BIKHBAHHS (3araibHE BIKMBAHHs) OYII0 aHAJIOTTYHUM JI0 BiTHOIIEHHS PH3HUKIB JIUIs BHXKHBAHHS
0e3 mporpecyBaHHs XBOpOOH (BlJIHOI.[IeHHH puzukis 0,85; 95% JII 0,64 — 1,13). Meniauna
TpHBANiCTh BHKUBaHHS cKiana 10,5 micsuis (kanerurabin + icIUIaTHH) npotu 9,3 Micswis (5-
DV + mucIiaTus).

panzomi3oBaHo 10 rpynd jikyaHHs 5-OV (800 mr/m

Jani 3 pangomizoBaHoro 6ararookycHoro gociimkenns dasu I11, mo nopipHsm KaneuuTabid
3 5-DV Ta oOKCATIIATHHOM T4 3 HUCIUIATHHOM Y MALIE€HTIB 3 PO3MOBCIOUKEHHM PAKOM LIUTYHKY,
MiATPUMYIOTH BUKOPHCTaHHS KaneuuTabiHy [Uis Tepartii nepiioi JiHii po3noBCIOUKEHOTO paKy
moryeky (REAL-2). V upomy BumpoGysaxui 1002 mamientiB Oymo pasaomi3oBaHO 3a
(akTopHUM aHai30M 2X2 B OJIHY 3 HACTYIIHHX 4 IpyIL:
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- ECF: enipy6imms (50 Mr/ M~ y Burmsiai GomocHoi in’exii y Jlenb 1 koxkHi 3 THKHI),

UCILIATHH (60 Mr/M2 y Burasai asoroauuuoi ingysii y Jlens 1 xoxni 3 THxHi) T2 S-

DV (200 Mr/M2 Ha no0y y B%msmi OesrnepepBHOi ichy31'1' uepes UEHTPaTbHHH Karerep).

- ECX: enipy6inun (5Q Mr/M* y Burmsiai 6omocHol in’exuii y Jlens 1 koxui 3 THXHI),
nucrutatad (60 Mr/m 5 BHIVISA  IBOroAuHHOI iHdy3ii y Jlens 1 koxi 3 THxKHI) Ta
KaneruTabin (625 mMr/m Bj‘-ll Ha 7100y Ge3nepepBHO).

- EOF: enipy6imu (50 Mpjm~ y BuTIAAl 6omocHoi iH’ekuil y Jens 1 koxkHi 3 THKHI),
okcaninmarus (13Q Mr/M* y Burysaai 2-roguHHOi iHQy3ii y Jlens 1 KoXkHI Tpu THXHI) Ta
5-®Y (200 mr/m* na no0y y Burisai GesnmepepBHOI iH(Y3ii Yepe3 HEHTpaIbHHH
KaTeTep).

- EOX: enipy6inun (50 Mr/M? y Burisiai GomocHoi iH'exuii y Jlens 1 KoxkHI 3 THXHI),

okcamimnatus (130 Mr/m2 y BUrIsi 2-rouHHOl iHQy3il y JleHs 1 KOXKHI TpH THXKHI) Ta

2 1sivi na no0y Ge3rnepepBHO).

KareuuTadin (625 Mr/m
AHaui3y nepBHHHOI €(peKTHBHOCTI Yy MPOTOKOJIBHIN MOMyJIAIii NPOAEMOHCTPYBATH HE MEHIIY
e(eKTHBHICTh MO0 3arajbHOr0 BHXKMBAHHs JUIs KarnenuTaGiHy npotm cxem 3 5-QV
(Bimnomenns pusukis 0,86; 95% I 0.8 — 0,99) ta a1 oOKcamnaatHHy MPOTH CXEM 3
nECIUTaTAHOM (BigHOmEeHHS pu3ukiB 0,92; 95% 11 0,80 —1,1). Menianne 3arajibHe BHKHBAHHA
cknano 10,9 micsauie y cxemax Ha OCHOBI KarenuTadidy Ta 9,6 MicsliB y cXxemax Ha OCHOBI 5-
®V. Menianne 3aransue Bmkupanns ckiano 10,0 MicsauiB y cxemMax Ha OCHOBI IMCILIATHHY Ta




10,4 micAniB y cxeMax Ha OCHOBI OKCANITIIaTHHY.

Kaneuutabin Takok Oy10 3acTOCOBAHO y KomOiHAuii 3 OKCANIIUIATHHOM U JiKYBaHHS
PO3IOBCIOKEHOr0 PaKy HUTYHKY. Jloci/keHHs MOHOTepartii KarmenuTabiHoM BKa3yIOTh, 11O
KarneuuTabiH Mae akTUBHICTE JUIsS TiKYBaHHS PO3MOBCIOUKEOr0 paKy MUTYHKY.

Pak 060/10B01 KHIIIKH, KOJIOPEKTAILHHIA Ta PO3IIOBCIOJDKEHNH paK HUTYHKY: MeTa-aHai3
MeTa-anania mectd KIiHi9HEX Bunpobysans (nociimkenus SO14695, SO14796, M66001,
NO16966, NO16967, M17032) miarpuMye MOKIMBICTH 3aMiHM KarmenuTabiHOM y MOHO- Ta
KOMGiHOBaHOMY JiKyBaHHi 5-®Y paky MUTYHKOBO-KHIIKOBOTO TpakTy. OO’ €1HaHH# aHaJIi3 BKIIKOYae
3097 namieHTiB, AKHX JTiKyBaTH CXeMaMH, IO MiCTHIM KaneuuTadiH, Ta 3074 nauieHTiB, SKUX
JiKyBaJIM cxeMamH, o MicTiu 5-QY. Menianaui 4ac 3arajbHOrO BHKHBAHHSA CKIaB 703 nHi
(95% J11: 671; 745) y nauientis, AKUX JTKYBAIH CXEMaMH, IO MiCHIIH KarenuTadiy, Ta 683 aHIB
(95% JII: 646; 715) y nauientis, AKMX JIKyBaIM cXeMaMmu, 0 MicTiiH 5-OV. BigHomeHHs
PHM3HKIB I 3arajbHOro BIKHBaHHA cxiaio 0,94 (95% JI: 0,89; 1,00, p=0,0489), mo BKasye Ha
Te, 10 CXEMH Ha OCHOBI KanenuTa0iHy MaloTh He MEHILY e(eKTHBHICTD, HiK cXxeMH 3 5-DV.

Pak Mono4HOl 3aJ1034:

KombGinosana mepanis kaneyumabinom ma ooyemakceiom y NIKYBaHHI  Micyeeo-
PO3N06CI00JICEH020 ADO  MemAcmamuyHo20 PAxy MONOYHOI  3An03U Jlani 3 oaHOro
6araro)OKyCHOTO, PaHIOMi30BaHOIO, KOHTPOJILOBAHOIO KiiniyHOro BunpoOyBaHHs (asu III
[AOTPUMYIOTh BHKOPHCTaHHs KamenuTabiHy y komOiHamii 3 JOUeTaKce/IoM LA TiKyBaHHS
MAIIEHTIB 3 MiCIEBO-PO3NOBCIO/IKEHAM a00 METAaCTAaTHIHHM PAKOM MOJIOHHOI 34103 micsist
HEBJIAIOl IIATOTOKCHYHOI XiMioTepartii, BKIFOYAOYH aHTPAIMKIIHA. Y [BOMY BUNpOOyBaHHi 255

2 nipiui na o0y

MPOTSATOM 2 THIKHIB 3 HACTYIHOIO 1-THXXHEBOIO NEPEPBOIO Ta AOLETAKCEIOM 75 Mr/m2 y BHIJISI
1-rOAMHHOI BHYTPIIIHEOBEHHOT iH(y3il KoxkHi 3 THKHI). 256 nauienTis Oy:io paHIoMi30BaHO

nanieHTiB 6yJ10 paHIOMi30BaHO JI0 IPYIIH JiKyBaHHS kaneruTadinom (1250 Mr/m

0 Trpymu JliKyBaHHs jmme jouerakcesom (100 Mr/M> y BUIIAAL l-roguHHOI
BHYTpIiIIHBOBEHHOT iH(y3ii KoxHi 3 TrxkHi). BikusanHs 0y/10 BUIIMM Y rpyni komOiHamii
KarmenuTabin + gonerakcen (p=0,0126). MenianHe BHXHBaHHS CKnalo 442 HIB (kanenurabin
+ noneTakces) IpoTH 352 AHiB (JuIIe AoueTaKcen). 3araibHi piBHi 00’ €KTHBHOL BIIOBII y BCii
pantomizoBaniii nomyaanii (ouinka mocrmiguuka) cknamm 41,6% (xanenuTabin + joneTakcen)
npotu 29,7% (nmuure goueraxcen); p = 0,0058. Yac 10 nporpecyBaHHs XBOpoOH OyB BHIHM Y
rpymi koMGinanii kaneuutabin + monerakce (p<0,0001). MeziaHHuit yac 10 NpOrpecyBaHHs
xBopoGH cknas 186 mmiB (xaneuuTabin + goneraxcen) npoty 128 JHIB (JIHIIIE JoLleTaKce).

Monomepanis kaneyumabinom nicia He60aio0i Ximiomepanii makcanamu, anmpayukaiHamu ma
Y mux nayicnmia, AKUM aHMPAYUKATHOBA Mepanis He NoKAzana

Jlani 3 aBoX GaratodoKyCHHX KiIiHi4HHX BHNpoOyBanb (asu II miATpUMYIOTh BUKOPHCTAHHS
kaneuTabiHy y MOHOTepanii i JIKyBaHHS INALi€HTIB MiCiis HEBJAIOL ximioTeparii i3 BMICTOM
TaKCAHiB T4 AHTPANMKIIHIB 200 THX, KOMY AHTPAIMKIIHOBA Teparis HE IOKa3aHa. YV mux

BUIIPOGYBaHHAX 3arazioM 236 maiieHTiB JKYBATMCh KanenuTadiHoM (1250 wr/m2 sBiui Ha noby
MPOTTSIOM 2 THXKHIB 3 HACTYITHOIO 1-THXHEBOIO IEPEPBOIO). 3arainbHi piBHi 00’ €KTHBHOI Bi/IOBI/
(ominka Aocnigauka) ckiama 20% (mepure BUIIPOOYBaHHS) Ta 25% (npyre BUIpoOOyBaHH:).
Meniannuii yac 10 mporpecyBaHHs XBopobu ckiaB 93 Tta 98 amiB. MexiaHHe BIDKHBAHHS
cranosmiIo 384 ta 373 auis.

Bci nokazanns

MeTa-aHani3 14 KiiHi9HEX BUIPOOYBaHb 3 faHUMH Bia moHaA 4700 nauieHTis, SKUX JTiKyBaId




KarnenuTabiHoM y MOHOTepamii abo kaneuuTabiHoM y KoMOiHaMiT 3 pisHUME CXeMaMH XiMioTepartii
3a PI3HAMH TOKa3aHHAMH (pak 000/10BOT KHIUKH, KOJIOPEKTATbHHI, PAKILUIYHKY Ta PaK MOJIOYHOT
3aJI03H) NPOJEMOHCTPYBAB, L0 Y MALIE€HTIB Ha KarmeuuTabiHi, Y SKHX DO3BHBABCS JOJOHHO-
migomosHui cunapoM (I1C), Mam oBIIIe 3arajbHe BIDKUBAHHS Y MOPIBHSAHHI 3 NAllicHTaMy, B
skux He possuBancs JI[1C: menianne 3aranbue BikuBanusg 1100 gui (95% I 1007;1200)
npotu 691 uis (95% I 638;754)

3 BigHomeHHsaM pusukis 0,61 (95% JI1 0,56; 0,66).

ITH

€BpornelcbKe areHTCTBO 3 JIKAapChKUX 3ac00iB BIAMOBHIIOCH BiJl ODOB’S3KY IPOBOIMTH
nocaipkenns mozao Kanenurabiny AKKOpA y BCIX MiArpynax Hami€HTiB-AiTeH i JIKyBaHHs:
aICHOKapLMHOMH 000/10BO1 Ta NIPAMO] KHIIKH, aICHOKAPIMHOMH IIUTYHKY Ta KapIIHHOMH MOJIOYHOI
31034 (MB. po3/in 4.2 moo indopmanii npo BUKOPUCTAHHS y JiTeil).

5.2 dapmakokiHeTHYHi XapaKTEePHCTHKH

®dapmakokineTHka KamenuTabiny Oyma Bu3HaueHa B miamasoni g03 502-3514 mr/m%/m06y.
[Tapamerpu kanmeuutabiny, S'-aesokcu-5-¢propuntuauny (5'-JAPLT) ta 5'-gesokcu-5-
dbropypumuny (5'-APYP) Ha nens 1 i 14 6yau noaicbuumu. Ha nens 14, AUC 5-@V 6yna na 30-
35 % Buie. 3HMKEHHs 1031 KaneuuTabiHy IPpU3BOIKIO 10 3HWKEHHS excrno3uii 5-DVY Ginsire,
HIXK MPOMOPILIHO /1031, BHACIIIOK HEiHIHHOT (hapMaKOKIHETHKHA aKTHBHOIO MeTalboJIiTY.

BemokTyBanHs

[licns opasbHOTO mpuiloMy KamenutabiH IIBHAKO Ta IOBHICTIO BCMOKTYETBCS, IICIA HOro
NpoXoJuTh Horo Giorpancdopmanis B meraGomitu 5'-pe3okcu-S-bropuurumun (5'-APLT) i
5-N@®VYP. IlpuitoMm DKi 3MEHINYE MIBHAKICTP BCMOKTYBaHHs KaneuuTaOiHy, NpoTe HE Mae
3HAYHOTO BIUIMBY HA BEJHYMHY IUIONI MiJl KpHBOK «KoHUeHTpamis-yac» (AUC) 5'-IOVP i
HacTynmHoro metabonity 5-OV. Ilpu npusHadeHHi mpemnaparty micis nprifomy ki y mosi 1250
MI/M Ha 14-ii 1eHb MakcuMmaibHi KoHUeHTpauii Cmax Kamenurabiny, 5'-JAPLIP, 5'-IDVP, 5-OV i
®BAJl cranoBunm BimnosigHo 4,47, 3,05, 12,1, 0,95 i 5,46 wmxr/ma. Yac jgocsarHeHHs
MaKCHMabHOT KoHIeHTpanii Tyax gopiBHioe 1,50, 2,00, 2,00, 2,001 3,34 rox, a AUC — 7,75, 7,24,
24.6, 2,03 i 36,3 MKTI' X roJ/MJ1 BiAIIOBIZIHO.

Posnozin
JlocipKeH s T1a3ME JTIOAMHA in Vitro NpoAeMOHCTPYBAIH, o 1uis kanenurabiny, 5'-JOLT,

S'-IOVYP i 5-DY 3B’ 430K 3 OiKamu (rOJOBHUM YHMHOM 3 alibOYMiHOM) CTAHOBHTB BiJIIOBIIHO
54 %, 10 %, 62 % i 10 %. '

biotpancdopmartis

KanenuraGin crnouatky MertabomizyeThCsi y MewiHII mif Jdier0 KapOOKCHiecTepasu [0
merabomnity 5'-JAPLIT, axuit notim Tpancdopmyetses B 5'-[PVYP nix aiero uuTHARHAE3aMiHA3H,
10 3HaXOAMUTHCS, B OCHOBHOMY, y TEHiHII Ta MyXJIMHHHX TKaHWHaX. [lojanbina KaTamiTHYHA
axtuBauis 5'-JIOVP BinOysaerscs 3a paxyHok TuMiguH(bochopuiazu. OepMeHTH, 3aly4eHi y
KaTaJiTHYHY aKTHBAllil0, 3HAXOAATBhCS SK Yy MyXJIHHHHX TKaHWHAX, Tak i B HOPMAaTbHHX
TKaHWHAaX, ajue 3a3BHuaii Ha HWk4YoMmy piBHI. [logmanema depmenTHa OGioTpacdopmaris
Kanenutabiny a0 5-®Y npu3BoAMTH 0 BHIIMX KOHUEHTPALii y MyXTHHHHX TKaHWHaX. Y
BUIAJKY KOJOPEKTATBHUX MYXJIHMH 3Ha4Ha dacTHHa S5-DY noxamizyeTscs B CTPOMAIBHHX
KmiTHHAX myxiauHd. [licis mepopanbHOro 3acTOCYBaHHS KanenuTabiHy MaumieHTaM#u 3
KOJIOPEKTaJIbHUM PAaKOM BiJHOIUCHHS KOHLEHTpauii 5-®VY y KolopeKTaJbHHX MyXJIMHAX 0
KOHUEHTpaUil y NpHICIJIMX TKaHWHAX craHoBHiia 3,2 (aiana3od Bia 0,9 xo 8,0). BigHomeHHA
KOHIeHTpanii 5-OY y myx/uHi 10 KOHIEHTpalii y 1mia3mi Kpoi cranoBuio 21,4 (iana3oH Bia

/
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3,9 o 59,9, N=8), B TOM 4Wac K BiJHOIIECHHS KOHIEHTpauii y 3710pOBHX TKaHWHAaX 0
KOHIIEHTpauii y miasmi Kposi craHoBwio 8,9 (miamasom Bix 3,0 mo 25,8, N=8). Ilpu
BUMIPIOBaHHI, aKTUBHICTb TuMigmH(ocdopunasn Oyna y 4 pasm BHIIA y NEPBHHHIMN
KOJIOPEKTaTbHIN IMyXJIHHI MOPIBHAHO 3 IPHJIETIMMH HOPMAJIbHHMH TKaHHHAMH. 3a JIaHUMH
iMyHOTiCTOXIMIYHMX JOCTiDKeHb Oinbma wacTHHa THMiguHGbochOpinasy JOKami3yeTbes y
CTPOMAIBHUX KIIITHHAX ITyXJIHHH.

[Torim 5-®V karabosmizyerses aurigponipuMiguaaeriaporenaso (JI1JI) 3 yTBOpeHHAM MEHII
TOKCHYHOTO Jurifpo-5-dropyparmny (DY Hz). [uriaponipuMinaasa po3menioe mipuMiIHHOBe
Kinble 3 yrBopeHHAM S-propypeimonpomionosoi kucinorta (PVYIIK). Kinnesoro peakuieio €
posmernienns B-ypeinonponionasoro ®VIIK go a-dprop-p-ananiny (PBAJI), mo BUBISETLCS B
ceui. AKTHBHICTB JMTiApONipUMiIMHETi Iporenasn ooMexye mBuakicts peakii. Jedinur AT
MOJKE IPU3BECTH [0 3pOCTaHHs TOKCHYHOCTI KanenuTadiny (auB. po3zin 4.3 and 4.4).

Bugenenns
Ilepion naniseueenenns (T1/2) kaneuunradiny, 5'-JAPLP, 5-IAPYP, 5-®Y i ®BAJI craHoBATH

Biznosiauo 0,85, 1,11, 0,66, 0,76 i 3,23 roaunu. Kanenurabin ta iforo MeTaboiTH B OCHOBHOMY
BUBOJIAITHCS 13 ceuero. Exckpenis i3 ceueto - 95,5 %, BUBeJeHHs 3 KaloM MiHiManbHe - 2,6 %.
OcHoBHUM MeTabomiToM y cedi € ®BAJL, sikuii cranoButs 57 % Bia npuitHsToi a03H. [TpubimsHo
3 % npuHHATOT 71034 BUBOJMTHCS i3 CEUCIO Y HE3MIHEHOMY CTaHi.

KombinoBana Teparis

V xomi mocnmimkens GapMakoOKiHETHKH He OyJl0 BHSBIEHO BIUIMBY KamnenuTalOiHy Ha
(hapmakokineTuky gouerakceny ta nakmitakceny (Cmax Ta AUC) Ta BIUIMBY JOLETaKcery Ta
nakiitakcely Ha (apMakokiHeTHKy Kameuurtabiny Ta 5'-JI®VYP (Ha#Ginen BaxIMBOTO
MeTtaboniTy kanenutabiny).

dapmakokiHeTHKA B 0COOIMBHX IPyNax MAlli€HTIB
IMonynsuiinmii papMakoKiHETHUHMI aHaIi3 OYB BUKOHAHHH [TiCIIs JTIKYBaHHS KarenuTabinom

y 1103i 1250 mr/m? ngii Ha 106y 505 mauieHTiB 3 KojopeKTanbHUM pakoM. CTaTh, HAsBHICTH
YH BiZICYTHICTH MeTacTasiB y Me4iHKY A0 MOYaTKy JIKyBaHHS, 1HJEKC 3arajlbHOro CTaHy
nanienTa 3a KapHOBChKH, KOHIIEHTpAIlis 3araibHOro 6inipydiHy, CHPOBaTKOBOIO anbOyMiHy,
axtuBHicTs AJIT i ACT He Manu nocToBipHOTO BIUMBY Ha (apmakokinetuky SI'-JIOVP, 5-
@V i ®BAJL

Xeopi 3 memacmamuynum ypasicennsim nevinku. 3rigHo qaHux GhapMakOKiHETHYHUX JIOCIIKEHb
Yy XBOPHX i3 JIErKHM i MOMIpHHM CTyNeHeM MopylueHHs (yHKUil HediHKH, 0OyMOBICHHM
MeTacTasamH, GiomocTymHicTh KaneuutabiHy Ta exkcrosuuis S5-OY MOKyTh MiJBHIIYBaTHCS
MOPIBHSHO 3 MalieHTaMu 0e3 nopymens (QyHkuii nevinky. [Jani 3 papMakOKiHETHKH y XBOPHX 3
TSDKKHM TOPYIIEHHSIM QYHKIIT NeYiHKH BiICYTHI.

Xeopi 3 nopywennsm @ynkyii nupox. Ha ocHOBI (apMakOKiHETHIHOTO JOCHI/UKEHHS B
OHKOXBOPHX IIPH pi3HOMY CTyIeHI (BiZ JIETKOrO [0 TSHKKOTO) HMPKOBOI HENOCTATHOCTI
(hapMakokiHeTHKa He3MiHEHOro npenapary i 5-®VY He 3anexuTh Bia Kiipency kpeatuniny (KK).
KK BrnBae Ha Benmuuny AUC 5'-JIOVP (36inbmenns AUC Ha 35 % — npu 3umkerni KK #a 50
%) i ®OBAJl (36inemenas AUC wna 114 % mnpu 3mmxenni KK wHa 50 %).
OBAJI — MeTabomiT, 1110 He Ma€ aHTHIPOTiepaTHBHOT AKTUBHOCTI.

Hayienmu 1imnbo2o gixy: basyrounch Ha JaHUX TOMYISIIHHOTO (hapMaKOKiHETHYHOTO aHami3y,
KU BKJTIOYAB MAI€HTIB IHPOKOTO BIKOBOTO Aiana3ony (27-86 pokiB), 3 skux 234 nauieHTH
(46 %) 6Gymm BikoM 65 pokiB i crapiue, Bik He BrummBae Ha papmakokinetuky 5'-JIOVP i 5-OV.
AUC OBAJI 30inpuiyetscs 3 BikoM (30inbmeHHs Biky Ha 20 % CynpoBOUKYBaloCH
30utbmeHHsIM AUC OBAJI Ha 15 %), 110, iIMOBIpHO, 3yMOBJIEHO 3MiHOIO (DYHKIIIT HUPOK.
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Emuiuni ¢paxmopu: Tlicist mepopanbHOTo 3acTocyBanus 825 Mr/M> kanenuTabiny asiui Ha 106y
nporsrom 14 nHIiB y mauieHTiB smoHchKoi HamioHambHOCTI (N=18) Cmax kanenurabiny Oyna
HIWK4010 Ha 36 %, a AUC — Ha 24 % nopiBHSHO 3 namieHTamu eBporneoinHoi pacu (N=22).
ITanienTH AMOHCHKOI HALLIOHALHOCTI TaKOXK Ma Ha 25 % Hinkdy Cmax i Ha 34 % ninkay AUC
®BAJl nopiBHAHO 3 mauieHTaMH eBpomeoigHoi pacu. KiniHidHa 3HauuMicTh wiel pi3HHLI
HeBizioma. He cniocrepiraerbest CyTTeBOI pizHuL B eKcno3uuil inmux Merabomitis (5'-ADLT,
5-NOVP i

5-0YV).

5.3 JlokJainiuHi gaHi 3 0e3nexH

VY mocnipKeHHSX TOKCHYHOCTI MOBTOPHHX /03 /g000Ba mepopaibHa jJ03a KarneuutabiHy
SIBAHCBKMM MakKaKaM Ta MHIIAM TIPU3BOMIA 0 TOKCHUHMX e(eKTiB Ui ILTYHKOBO-KHIIKOBOTO
TpaKTy, JiM(OIIHOI Ta reManoeTHYHOI CHCTEM, THIIOBHX /Ut (roprmpuMigiis. L{i TokcHuHOCTI Masi
3BOPOTHI Xapakrep. Toxcuunicts st ILIKIpH, sKa XapaKTepH3yBaJacs
JICT€HEPaTHBHAMW/DETPECHBHHMH  3MiHAMM, CHOCTepiraiacsi Mpd HpuioMi Karenutabiny.
Kanenurabin nHe npu3BoguB 10 TOKcHuHOCTI i mewinku Ta IIHC. CepueBo-cyanHHa
TOKCHYHICTB (HaANpHK/Ia/, 1o0BxkeHHs iHTepBaiiB PR ta QT) Oyia BusiBjieHa y SIBAHCHKHX MaKak
Micis BHYTPIIIHBOBEHHOT0 3acTocyBanHs (100 mMr/kr), ajie He micjs HOBTOPHOIO HEePOpaIbHOrO

nosysanus (1379 Mn’sz,uoﬁy).

JIBopiuHe [OCUIDKEHHS KAHILEPOreHHOCTI HAa MHIIAX HE MOPOAEMOHCTPYBAJIO CBiJ4€Hb
KaHILIEpOTreHHOCTI KaneuuTadiny.

I1ix wac cTanaapTHUX AOCHIKEHb QEPTHIBHOCTI CIIOCTEPIranocs moripimeHHs GepTHIbHOCTI
Y CaMHIlb MHUINEH, sIKi OTPUMYBAIM KaneuuTadiH; npote, Lel edeKT MaB 3BOPOTHIN XapakTep
micys nepiojy 6e3 BxuBaHHS npenapary. Kpim toro, mix gac 13-THXKHEBOTO JOCIIIKEHHS MaIx
Micue arpodiuHi Ta JeTeHepaTUBHI 3MIHH Y PENPOAYKTHBHUX OpraHax caMIliB MHILEH; MpoTe,
TaKi eeKTH Maiu 3BOPOTHIl Xapakrtep micis mnepiogy 6e3 BKHUBAaHHA npemnapary (IuB. po3ain
4.6).

Y pocnipkeHHAX eMOpIOTOKCHYHOCTI Ta TEpaTOreHHOCTI Ha MHIIAX CHOCTEPrialuch
Z10303aJIC/KHE TIABHIICHHA pe30pOLil 101y Ta TEpaTOreHHICTh, Y MaBIl CIIOCTEPIraTHCs BUKHIHI
Ta EMpIOJIETATLHICTB TIPH 3aCTOCYBAHHI BUCOKHX 103, ajie He OyJ10 CBi/lYeHb TepaToreHHOCTI.

KanennTabin He MaB MyTareHHOro edeKTy IpH A0CIIDKEHHI in vitro Ha 6akTepii (TecT Eitmca) abo
KJIITHHH CCaBIIiB (aHAIi3 TeHHMX MyTauiil KIiTHH KuTaiicekoro xom'sxa V79/HPRT). Ilporte,
10/1i0HO 10 IHIIMX HYKJICO3WIHNX aHAIOrB (Hanpukiaaz, 5-OY), kanenuTaGid MaB KJIaCTOreHHHUIM

edexr Ha miMmdounTn MmoaunK (in vitro) Ta GyNo BII3HAYEHO NMO3MTHBHY TEHJIEHIIO y MHUIIEH y
MIKPOSIEIPHOMY TECTi KICTKOBOTO MO3KY (in vivo).

6. ©®APMAULEBTHYHI BJACTUBOCTI

6.1 CnHcok I0NOMIKHHX PedOBHH

Kanenuradin Axkkopa Tabmetku., BkpuTi 060108k00 150 mr ta 500 mr

Tabnerka
JlakTo3a 6e3Boana




Mikpoxpucraniyaa L0032
(E460) Kpockapmesno3a Hatpiio
I'inpomenosa (ES)

Marsito creapar

O6ononka _TabIeTku
Impomenosa  (6c¢ps)

Tanbk

Turany miokcun (E171)

Oxcup 3aniza yepsonuii (E172)
Oxcup 3aniza xostuit (E172)

Kanenutabin Akkopa TabneTku, BKPUTI IUTiBKOBOIO 000710HKOK 300 Mr

Tabnerka

JlaxTo3a 6e3BoaHa
Mikpokpucraniyna EJTr0I103a
(E460) Kpockapmenosa HaTpiio
[inpomernosa (ES)

Marsiro creapar

OGononka _TabieTKH
Inpomenoza  (6¢ps)
Tanbk

Turany miokeun (E171)

6.2 HecymicHicTb
He 3acTocoByeThCs.
6.3 Tepmin npuaaTHocti
3 pokn
6.4 OcobanBi 3acTepexkeHHs M010 30epiraHus

AmomiHieBo/amomiHieBi 6ictepu
Lleit mikapcokuii 3aci6 He BuMarae Gyib-SKUX OCOOIMBHX YMOB 30epiranHs.

[IBX/TIBJX/AmominieBi 6aicTepu
He 36epiraru npu temnepartypi suie 30°C.

6.5 Tun Ta BMiCT KOHTEHHEPY

AmominieBo/amominiesuit ado [IBX/TIBJIX/Amominiesuit 6aictep, mo mictuts 30, 60 abo 120
TabIIeTOK, BKPUTHX ILIIBKOBOIO 060oHKo0. KoskHa ynakoBka micTuth 30, 60 abo 120 tabnerok,
BKPUTHX ILTIBKOBOKO 000IOHKOIO.

IMepdoposaunii TIBX/TIBJIX/AmowminieBuit Grictep omuuuii mo3u Mmictute 30, 60 abo 120
TabJIeTOK, BKPUTHX IUTIBKOBOIO 06010HK010. KoskHa ynakoBka mictuth 30 x 1, 60 x 1 ado 120 x
1 TabneTOK, BKPHTHX ILTIBKOBOIO 000IOHKOIO.




He Bci po3Mipy yniakoBoK MOKYTh OyTH IIPECTABIICHI HA PHHKY.
6.6 OcodauBi 3acTepe/KeHHs 00 YTHIII3ALIT

Hemae ocobmmBux BUMOT.

7. BJIACHHMK PEECTPALIINHOIO ITOCBIIYEHHS
Axxopn Xernckea Jlimiten/
Axxopx Healthcare Limited
Ceitixk  Xaye, 319, Ilianep
Poyn,
Hop3 Xeppoy,
Mignecexe, HA1 4HF, Benuka bpuranis/
Sage house, 319, Pinner road

— North Harrow,
Middlesex, HA1 4HF United Kingdom

8. HOMEP(-U) PEETPALIIHHOI'O NOCBIJITUEHHS

EU/1/12/762/001-003
EU/1/12/762/004-006
EU/1/12/762/019-021
EU/1/12/762/007-009
EU/1/12/762/010-012
EU/1/12/762/022-024
EU/1/12/762/013-015
EU/1/12/762/016-018
EU/1/12/762/025-027

9. JATA NEPIIOI PECCTPALIII/IIOAOBKEHHS PECCTPAILIIT
Hara nepmoi peecrpauii: 20 kBitas 2012 p.

Jlata octaHHBOro OHOBJIEHHA: 9 ciyng 2017
p.

10. JTATA HEPEIJISIAY TEKCTY

JleranbHy iHpopMalii0 mOAO WBOrO IIKApPCHKOrO 3aco0y MOKHAa 3HAHTH Ha BeO-caifTi
€BponeiicbKoro areHTCTBa 3 JIiKapchKHX 3aco0iB: http://www.ema.europa.euw/.
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KOPOTKA XAPAKTEPUCTHUKA JIKAPCBKOI'O 3ACOBY
1. HA3BA JIIKAPCBKOI'O 3ACOBY

Kanenura6in Axkops TaGieTkn, BKpUTI IUTIBKOBOIO 000/10HKOI0, 150 Mr
Kanenuta6in Axkkops TabneTkn, BKpUTI IUIIBKOBOIO 060710HKO0, 300 Mr
Kanenuta6in Axkopa Ta6ieTku, BKpUTI IUTIBKOBOKO 000510HK010, 500 Mr

2. SKICHUM TA KIBKICHUM CKJIALL

Kanenurabin Axkopa TabaeTkH, BKPUTI IITiBKOBOK 000110HK00, 150 Mr
Kosxna TabneTka, BKpUTA ILTIBKOBOIO 000JI0HKOI0, MicTHTB 150 Mr kanenuTaliny.

Kanenurabin Axkopa TabaeTku, BKPUTI ILTIBKOBOKX 00010HK010, 300 Mr
KoHa TabneTka, BKpHTA ILUTIBKOBOKO 000JI0HKOI0, MicTUTb 300 Mr Kanenutaliny.

Kanenwurabin Axkopn TabneTku, BKPUTI IIiBKOBOK 00010HK00, S00 Mr
KoxHa TabreTka, BKPHTA ILUTiIBKOBOO 06010HK0I0, MicTHTh 500 Mr KanenuTabimy.

JlonoMmikHa pedoBHHA 3 BIIIOMHM e(hEeKTOM

Kaneuumabin Axkopo 150 mz Tabremku, 6Kkpumi niieko6010 006010HKOI0
Kosxna TabeTka, BKPHTA ITIBKOBOIO 000JIOHKOIO, MiCTHTB 7 MT JIAKTO3H O€3BO/THOI.

Kaneyumabin Axxopo 300 me Tabaemxu, 6xpumi n1igko8010 06010HKOKO
Koxna Tab1eTka, BKpUTa IIIBKOBOXO 000JIOHKOO, MICTHTB 15 MI JIAKTO3H 0e3BOIHOT

Kaneyumabin Axxopd 500 m2 Tabremxu, 6Kkpumi niisko60i0 06010HK0IO
KoskHa TabneTka, BKpHTa IUTIBKOBOK 000JIOHKOI, MICTHTh 25 MI JIAKTO3H

B6e3BoHOT

1010 TOBHOTO CIIHCKY JIONOMIKHUX PEYOBHH JHB. po3ain 6.1,

3. JIIKAPCBKA ®OPMA
Tabnerka, BKpUTA IUTIBKOBOIO 000IOHKOO.

Kanenura6in Axkkopa TabneTku, BKpHTI IUTIBKOBOIO 0007I10HK0I0, 150 Mr

Tabnetkn noBractoi (opMH, ABOONYK/, BKPHUTI IUIBKOBOIO OOOJOHKOIO, CBITJIO-POKEBOTO
KOJIBOPY, JNOBKHHOI 11,4 MM Ta mMpHHOIO 5,3 MM, 3 rpaBifoBaHHAM “150” Ha oxHiH CTOPOHI 1
piBHI Ha iHIIi{ CTOPOHI.

KanenuTabin Akkop Ta6nerku, BKPUTI [UTIBKOBOKO 000710HKO0, 300 Mr

TaGnerku noBractoi GOpMH, IBOOMYKJI, BKPHUTI ITIBKOBOKO 000I0HKOIO, Gitoro abo maiixke 6ioro
KOJIbOPY, IOBKHHOKO 14,6 MM Ta IHPUHOIO 6,7 MM, 3 rpasitoBanHsM ‘300’ Ha o/HiH CTOPOHI Ta PiBHI
Ha HIIiH.

Kanenura6in Axkkops1 TabneTku, BKPUTI IUTBKOBOKO 000710HKO. 500 Mr

Tabnerkn noBractoi (JOPMH, ABOOMYKIi, BKPUTI IUIBKOBOK OOOJOHKOIO, CBITIO-POIKEBOIO
KOJIBOPY, JOBKHHOIO 15,9 MM Ta mmpuuoio 8,4 MM, 3 rpasitosanssm “500” Ha o/Hil CTOPOHI i
piBHI Ha iHIII# CTOPOHI.




4. KJITHIYHI XAPAKTEPUCTUKH
4.1. Iloka3aHH# 10 3aCTOCYBAHHSA

Kaneunrabin AKKOp/ IpU3HAYESHUN JUUIs JTIKyBaHHS:
- B /U’ IOBaHTHI# Teparii micis Xipypriynoro jikyBanHs paky o6oxoBoi kuiks I1I cramii (craais
C 3a Jlptoxom) (amB. po3ain S.1).

- KOJIOPEKTAILHOTO PaKy 3 MeTacTa3aMu (IuB. po3zin 5.1).

- Iipenapar HepuIoro psay JUIs JIIKYBaHHS PO3MOBCIO/DKEHOr0 paky IUTyHKa, y KoMOiHamii 3
mpenapaTaMy Ha OCHOBI ITaTHHK (IUB. po3ain 5.1).

y koMOiHaii 3 fonerakcesioM (AuB. po3ain 5.1) i NiKyBaHHS MICLIEBO-PO3MOBCIO/UKEHOTO YK
METacTa3yro4doro paKy MOJIOYHOI 3a/03H, Micis Hee(eKTHBHOI IMTOTOKCHYHOI XiMioTepariii,
ITonepe/iHs Teparis Majia BKIIOYATH MperapaTH aHTPAIMKIIHOBOIO Psy.

B AKOCTI MOHOTepamii s JKyBaHHS TAaLi€HTIB 3 MiCIEBO-PO3NOBCIO/DKCHAM YH
METAaCTa3yIOYuM PaKoM MOJIOYHOI 3aJ103H, Miciis Hee)eKTUBHOT Tepartii, 10 BKJIFOYAa€ TaKCaHH i
pernapaTd aHTPANMKIIHOBOTO psjay, abo NpH HAsABHOCTI NPOTHUIIOKA3aHHS [0 Tepamii
aHTpaLMKIIHAMH.

4.2 Cnocib 3acTocyBaHHs Ta /1034

Kanenurabin AKKOpA MOKe Npu3HAYaTH jmie KBamiGikoBaHMIt Jikap, SKHH Mae JOCBiJ
3aCTOCYBAHHA AHTHUHEOIUIACTMYHHX JiKapchkuX 3aco0iB. [l BCIX NAI€HTIB PEKOMCHIOBAHHI
PETEIbHAM MOHITOPUHT IIPOTSATOM IIEPIIOro HUKITY JIKYBAHHS.

JlikyBaHHS CJil BiMIHNTH NpH IPOrPECYBaHHI 3aXBOPIOBaHHA a00 PO3BHTKY HENPHHHATHOI
TOKCHYHOCTI.

Po3paxyHOK cTaHZapTHOI Ta 3MEHIIEHO! J03W BiIMOBIIHO 9 IJIOIIi MOBEpXHI Tiia s
MmoyaTkoBux 103 mpenapary Kaneuurabin Akxopa 1250 mr/m“ 1al000 mr/M“ HaBeneHO y
Tabaumax 1 Ta 2 eianosiaHo.

03H

PexomennoBani 103u (auB. po3ain 5.1)

Monomepanis
Pak 06000601 kKuwku, KoropexmaneHuil pax ma paxk MOKOYHol 3a103u

V Burnsai MoHoreparii pekoMeHaoBaHa 1060Ba 103a KaneuuTadiHy B aJi’ FOBaHTHIH Teparii paKky
000/10BOT KHIIKH, IS JIIKyBaHHS METACTaTHYHOIO KOJOPEKTAJBHOIO paky abo Micleso-
PO3IOBCIOKEHOTO YH METACTATHYHOTO PAaKy MOJIOYHOT 3271034 CTaHOBHTH 1o 1250 mr/m? siBiui Ha
106y (3paHKy Ta BBeuepi; eKBiBAIEHTHO 3arambHiil 106oBiH 1031 2500 Mr/M?) npotsrom 14 jwis,
micis 4oro poOisATh THXKHEBY mepepBy. PexkoMmeHnoBaHa 3arajbHa TpPHBAIICTH a1 IOBAaHTHOI
Teparii y nanieHTiB 3 pakom 06010801 kutuk# 11 cTanii cranoBUTE 6 Mics1IiB.

Kombinosana mepanis
Pak 06000601 kuwku, kKoiopexmaibHull pax, paxk UULYHKA
VY koMm0OiHOBaHOMY JIIKYBaHHI PEKOMEHIOBaHa [10YaTKOBA /1032 KanenuTadiny Mae OyTH 3MEHIIEHa

no 800-1000 Mr/M2 MIPY 3aCTOCYBaHHI ABi4i Ha 100y mpoTsrom 14 JHIB 3 HACTYITHOIO TIEPEPBOIO ¥




2

7 nuiB, abo 10 625 Mr/M“ ABidi Ha 7100y npH Oe3mepepBHOMY 3aCTOCYBaHHI (sza. poszin 5.1). s

KOMOIHALT 3 ipHHOTEKaHOM PeKOMEH/I0BaHa royarkosa fo03a ckianae 800 mr/M  npu nBivl Ha 100y

npoTsarom 14 HIB 3 HACTYITHOKO IIEPepBOIO Y 7 HIB y KomOiHauii 3 ipuroTekadom 200 /M2 y IeHb
1. Brmouenns Oepaumsymaba y KoMOIHOBaHYy CXeMy He Maj0 BIUIMBY Ha TOYaTKOBY J103Y
Karnenurabiny.

[Ipotu6moBoTHI 3acobM Ta mpeMeaMKauiio /Ui 3abesledeHHs aleKBaTHOI rigparauii
MPU3HAYAIOTH MAllieHTaM, SKi OTPHMYIOTH KamenutadiH y xoMmOiHamii 3 LHCIIAaTHHOM, HEpel
BBEJICHHSAM LMCIUIATHHY BIANOBIAHO 10 I1HCTPYKIII IS 3aCTOCYBaHHS LHCIUIATHHY.
IIpoTH6MIOBOTHI 3aco0M Ta mNpeMeJMKalilo JUis 3a0e3leueHHsA aIeKBaTHOI rigparauii
NPU3HAYAIOTH MAIliEHTaM, SKi OTPHUMYIOTh KarenuTabid y koMmOiHamii 3 oKcaliniaTHHOM, Iepest
BBEJICHHAM IMCIUIATHHY Bi/IOBIIHO 0 IHCTPYKLil /UL 3aCTOCYBAHHS OKCAVIILIATHHY.

PexoMeH/10BaHa 3arajibHa TPHBATICT a1 FOBAHTHOI Tepamnil y namieHTiB 3 pakoM 000/10BOT KALIKH
III cTazii cTAaHOBUTH 6 MICAILIIB.

Pak monounoi 3ano3u

VY xomOiHaIil 3 J0HETAKCEIOM PEKOMEH/I0BaHa M04aTKOBa noia KanenuTabiny i JIKyBaHHA
METAacTaTHYHOTO PaKy MOJIOYHOT 32103 CTAHOBUTH 1250 Mr/M“ /iBivi Hg 100y npotsirom 14 gHiB
3 IepepBoio y 7 1HiB, y KoMmOiHauii 3 pomerakcenoM y a03i 75 Mr/M“ y Burisal 1-roluHHOL
BHYTpiIIHEOBeHHOT iH(Dy3ii KokHi 3 TikHi. [peMeHKaIis NepopaTsHUMH KOPTHKOCTEPOLIaMH,
TAKHMH SK JIeKCAMETa30H, TIPOBOJMTCS BiMNOBIMHO 0 iHdopmanii y KopoTkii XxapakrepucTaii
JoueTaKceny A0 MOYATKy NpHHOMY JOUeTakceldy y NAlieHTIB, SKi NMpUAMAOTh KOMOIHALIIO
KarenuTadiH IWIoC JOLETaKCelL.

Pospaxyuku 003 npenapamy Kaneyumabin Axkopo

Tabnuns 1 Po3paxyHKM CTaHIAPTHOI Ta 3HIKEHOT NMOYATKOBOI 1031 KaneuwTabiny 1250 MI/M°
3aJ1€KHO BiJI IUIOLII TOBEPXHi TijIa.

To3a 1250 mr/m? (2 pasu Ha 106Y)
P

[Tnoma ITosaa mo3a|KinbKicTb tabnertok|3umxkena go3a (75|3HMkeHa J103a
noBepxHi Tina,|1250 mr/m*  |mo 150 mr i/ a60|%) 950 mr/m? (50 %) 625
M? mo 500 Mr Ha KOXHHH mpHiioM Mr/M>
(3paHKy i BBeuepi)
Joza wna 1/150mr |300 mr 500 mr Jlo3a Ha 1 mpuitom,|[loza Ha 1
TpUOM, MI [IPUIOM, MI
MT
<1,26 1500 - - 3 1150 800
1,27-1,38 [1650 1 - 3 1300 800
1,39-1,52  [1800 - 1 3 1450 950
1.53-1,66 (2000 - - 4 1500 1000
1,67-1,78 (2150 1 - - 1650 1000
1,79-1,92 (2300 . 1 4 1800 1150
1,93-2,06 (2500 - - 5 1950 1300
2,07-2,18 [2650 1 - 5 2000 1300
>2,19 2800 - 1 5 2150 1450

Tabauusa 2 Po3paxyHKH CTaHAApPTHOI Ta 3HHXKEHOI Mo4aTkoBoi n03u Kanenurabiny 1000 Mr/m?
3aJI€KHO BiJl IUIOII ITOBEPXHI TiJIa
[ [Mo3a 1000 mr/m” (2 pasu Ha 1006Y) I




[Tnoma Ilosaa  posa|Kinekicts TabneTok|3HMKeHa J03a|3HHKe
noBepxHi Tina,|1250 mr/M*  |mo 150 MT i/ a6o|(75 %) 950|ua
m? mo 500 Mr Ha KOXKHHMIE mpuitom|mr/m? J103a
(3paHKy i BBeuepi) (50 %)
625
Mr/M>
Joszsa na 1{150mr [300 mr 500 mr Josa wna 1|[o3a  mHa 1
NIpHIOM, OpUifoM, MT  [IpHHOM, MI'
MI
<1,26 1500 - - 3 1150 800
1,27-1,38 |1650 1 - 3 1300 800
1,39-1,52  |1800 - 1 3 1450 950
1,53-1,66 {2000 - - - 1500 1000
1,67-1,78 |2150 1 - B 1650 1000
1,79-1,92  |2300 - 1 - 1800 1150
1,93-2,06 2500 - - 5 1950 1300
2,07-2,18 (2650 1 - 5 2000 1300
>2.19 2800 - 1 5 2150 1450

Kopuzveanus doszu nio vac 1iKysanis

3azanvui pexomenoayii

SlBuma ToxcuuHocTi mpd JikysaHHi Kamemmbexcom 500 MoXkHaA YCYHYTH 3a JIOTOMOTOO
CHMITOMATHYHOI Tepamnii Ta/abo 3MiHM 103W (IepepBaBIIM JTiKYBaHHA 4 3MCHLIHBIIH 103y
npemnapary). SIKIo 103y J0BeNOCS 3MEHIIMTH, Hajgam il He 36imburyiors. [Ipu sBHIIax
TOKCHYHOCTI, #Ki, Ha AYMKy Jikaps, MaJIOHMOBIPHO, CTaHYThb Cepio3HuMH 4 OyayTh
3arpoKyBaTH JKHTTIO, HANpPHKIAZ, lONENis, 3MiHAa CMaKy, 3MiHH y CTPYKTYpi HirTiB,
3aCTOCYBAHHS IIPENapaTy MOYHA NPOIOBKYBATH B Tiii caMmiif /1031, He MepepUBAOYH JIKYBAHHA
Ta HE 3MEHIIYIOYH /103y Npernapary.

IlawieHTiB, SIKi OTPUMYIOTh KarneuuTaGiH, HEOOXiJHO MONEPEIMTH, IO JiKyBaHHS MOTPIOHO
NIPUITMHATH y Pa3i PO3BUTKY TIOMIpHUX a60 TSHKKUX TOKCHYHHX PeaKiliif. SIKINo yepe3 TOKCHHHI
sBUIIA GyII0 TPONYIIEHO Kinbka NpHHOMIB KarmenuTabiHy, TO IPOMYIIECHI 103K HE MOTPIOHO
3aCTOCOBYBaTH J0OAATKOBO. PekoMeHAOBaHI 3MiHH 103 y 3B’S3KY 3 TOKCHUHICTIO BHKJIAIEHO
HIKYE:

Kanenurabin Axkkopa TadneTku, BKpHTI IIiBKOBOK 000710HK00 150 Mr Ta 500Mr

Ta6muns 3 Cxema 3HMKeHHA 1034 (3-THoKHEBHI Kype abo Ge3nepepBHeE JTiKyBaHH:).

CTyniab TokeMuHocTi *  [3MiHH 103H NPOTATOM Kypcey Tepaiii I[Kopurysan
HA 1034 14
HACTYITHOT'O

Cmynine 1 Jl03y HE 3MIHIOIOTh Jlo3y HE
BMIHIOIOTh

Cmynine 11

- 3 TIEpINOIO MOABOK O3HAK|[MPHIMHHUTH TEPAIif0, JOKH 03HaKH TokcHyHOCTi He|100%

TOKCHYHOCTI 3MeHIaThbes o crynens 0-1

- 3 JPYrol0 MNOSBOK O3HAK 75 %

TOKCHYHOCTI

- 3 TPETHOIO MOSBOKO 03HAK 50%

TOKCHYHOCTI

%




3 YETBEPTOIO IOSABOIO
03HAK TOKCHYHOCTI

BIIMIHUTH IIpenapar

Cmynino 11

- 3 IEePIUIOI0 MOABOKO 03HAK
TOKCHYHOCTI

MPUITMHUTH Tepamnifo, JOKH 03HAKH TOKCHYHOCTI He
3MeHIaThbes 10 crynens 0-1

75 %

JNOKH O3HAKH TOKCHYHOCTI HE 3MEHINAThCA JIO
crynens 0-1.

- 3 JpYror IOSBOIO O3HAaK 50%
TOKCHYHOCTI
- 3 TPETHOIO IOSBOIO O3HAK|BIMIHHTH Mpenapar
TOKCHYHOCTI
Cmynins IV
- 3 [IEPIIOK0 MOSBOIO O3HAK|BIAMIHUTH Ipenapar 50%
TOKCHYHOCTI abo,
AKII0O B IHTEpecax XBOpOro JTKyBaHHSA
HeOOXiTHO  MPOMOBXKHUTH, MPUITHHUTH Tepariio,

- 3 JIPYrOI0 TOSBOK O3HAaK
TOKCHYHOCTI

BIIMIHUTH Mpenapar

Kanemurabin Axkkop; 1 TabieTkn. BKpHTA I1iBKOBOIO 000;10HK010 300 Mr

Ta6muis 4 Cxema 3umkenHs 1034 Kaneuutabiny (3-TixHeBuit Kype abo Ge3nepepBHE NiKyBaHHS).

Jloza 1250 mr/m? (2 pasu Ha 106Y)

[Tnoma nosepxHi|lloBra mosa|KinbkicTs tabnerok|3Hmxkena nosa (75|3HmkeHa  o03a
Tina, M> 1250 mr/M?>  |mo 150 wmr i/ a6o|%) 950 mr/m? (50 %) 625 mr/m>
mo 500 Mr Ha KOXKHHHA
npuiioMm  (3paHKy i
BBEYEpi)
Jloza ma 1[150 mr 500 Mr Jloza wa 1 mpuiiom,|[loza  Ha 1
[PUIAOM, MT MI IIPUANOM, MI
<1,26 1500 - 3 1150 800
1,27-1,38 1650 1 3 1300 800
1,39-1,52 1800 2 3 1450 950
1,53-1,66 2000 - 4 1500 1000
1,67-1,78 2150 1 4 1650 1000
1,79-1,92 2300 2 4 1800 1150
1,93-2,06 2500 - 5 1950 1300
2,07-2,18 2650 1 5 2000 1300
>2,19 2800 2 5 2150 1450
*BIANMOBIZHO /10 3arajbHUX KpUTEpiiB TOKCHYHOCTI ['pynmu KIiHIYHEX BHIIPOOYBaHb

Hanionansroro inctutyty paky Kanamun (NJIC CTG) (Bepcis 1) abo 3aranbHHX KpHTepiiB
tepminoorii moao nobivrux epekris (CTCAE) [Tporpamu oninku tepanii paky, Hamionansamuit
incTuTyT paky CIIIA, Bepcis 4.0. I1lon0 10N0OHHO-MIAOIOBHOTO CHHAPOMY Ta rinepOumipyOinemii

JUB. po3aia 4.4.

I'emamonozivna moxcuyricmo
INanieHTis 3 BUXinHuM piBHeM HelTpoditis <1,5 x 10%/1 Ta/abo TpomGouuTis <100 x 10%/1 He

CIiJ MiKyBaTH KamenuTabinoM. SIKIo He 3aruTaHoBaHi 1abopaTopHi aHami3| JIEMOHCTPYIOTS, 110
1111 yac Kypey JiKyBaHHS piBeHb Heitpodinie Bras mwkde 1,0 x 10%/1 abo piseds TpoMGOIHTIB




mkae 75 x 10°/71, nikyBaHHs KanenuTabiHOM CJIil IepepBaTH.

Moougpixayii 003u y 36 43Ky 3 MOKCUYHICMIO, KOAU KANEYUMADIH 6UKOPUCIMOBYEMDCA Y gu2150i
3-mudicHego20 Kypcy y Kombinayii 3 inuumu NikapeokuMu 3acooamu

Monudikanii 1034 y 38’S3Ky 3 TOKCHYHICTIO, KOJIM KaneluTadiH BUKOPHCTOBYETCS Y BHJISAL
3-THXKHEBOTO Kypcy y KomOiHamii 3 iHIIAMH JiKapChKAMH 3ac00aMH, MalOTh 3 HCHIOBATHCS
BiAmOBiHO 1m0 Tabmuui 3 Bume s KarnenuTabiHy Ta BUANOBIAHO 10 BimoBimHEX KOpOTKHX
XapaKTePHCTHK JIIKAPCHKOTo 3ac00y 1HIIOro JKapChKoro 3aco0y(-is).

Ha nouatky Kypcy JiKyBaHHS, SKIIO I0Ka3aHO Bi/IK/IA/ICHHS JTIKyBaHHS y 3B’ A3KY 3 KarenuTadiHOM
a60 [HIIMM JKApCHKHM 3ac060M(-aMH), T 3aCTOCYBaHHs Beiel Tepartii Ci1i/t BIK/IACTH, TIOKH HE
6y/1yTh BUKOHAHI BUMOTH IIOJI0 TIOYATKY IPHIHOMY BCi TKapChKuX 3ac00iB.

[lix wac Kypcy JiKyBaHHA IIOAO TOKCHYHOCTEH, fKi Jikap BBaXae HE [OB A3AHHMH 3
KanenuTaGiHOM, MpriioM KanenuTaGiny 1/l POIOBKYBATH, a I03Y iHIIOrO JKapChKOro 3aco0y
BiJIKOPHIyBaTH BiIOBIHO [0 HaeKHOT iH(opMartii [HCTpyKUii 11010 3acTOCYBaHHSA JKapchKOro
3aco0y.

SIkmo iHmwMit TiKkapchKuit 3aci6(-1) MaroTs GyTH BiMIHEH] MOCTIHHO, TiKYBaHHS KanenHTadiHoM
MOXHA Bi[HOBHTH, KOJH JOTPHMYIOTbCS BHMOIH INOXO BiHOBJEHHS JIKYBaHHA
KaneuuTabiHOM.

Vka3aHi peKOMEH/Iii CTOCYIOThCA BCIX NOKa3aHb U1 3aCTOCYBAHHS Ta BCIX IPyIl MaIi€HTIB.
Mooudgpixayii  dozu y 36'A3KY 3 MOKCUYHICMIO,  KOAU Kkaneyumabin ~ NOCMIUHO
BUKOPUCOBYEMBCA Y KOMOIHAYIT 3 THUMUMU NIKAPCOKUMU 3acobamu

Moandikanii 1034 y 38’ 3Ky 3 TOKCHUHICTIO, KOJIH KaneuuTadlH BUKOPHCTOBYETBCH MOCTIHHO Y
KoMOiHamii 3 IHIIUMH JIIKapCHbKHMH 3ac00aMH, MaloTh 3idicHIOBaTHCS Bianosiano no Tabnuni 3
BHIIE /UTs KarnenuTabidy Ta BiANOBiAHO 10 BiAMOBIAHUX KOPOTKMX XapaKTEePHCTHK JIIKapCBKOro
3acofy iHIIOTO JTiKapchKOro 3aco0y(-iB).

Kopuayeanus 003U 6 0cobIusux 2pynax nayicHmis

Ieyinkoea nedocmamuicmo

Jlani 1010 Ge3nekyu Ta eEKTHBHOCTI y MALIEHTIB 3 NE4iHKOBOIO HEAOCTATHICTIO HE/IOCTaTHI U1
HaJaHHs PeKOMEHJAlil 3 MpHBOAY KopurysamHs 103y. Hemae xommoi indopmauii mozo
NEeYiHKOBO1 HEJ0CTATHOCTI BHACIIIOK HPO3Y UM IEMaTHTY.

Hupxroea neoocmamnicmo

KanenurtaGiH NPOTHIIOKA3aHMI MAIEHTAM 3 TSDKKOIO HHPKOBOKO HEJIOCTATHICTIO (KJIipeHC
kpeatuniny mwkue 30 m/xsun [3a Kokpodrom-T'onrom] Ha BuXizHOMY piBai). YactoTa
BUHMKHEHHS T0GIYHIX peaKiiiii crynens 3 a6o 4 y NalieHTiB 3 IOMIPHOIO HIPKOBOIO HEIOCTATHICTIO
(kmipenc xpeatuniny 30-50 MJI/XBHJI. Ha BHXiJHOMY piBHI) MHiJBHILyBanach y TMOPIBHSHHI 3
3araTbHOKO MOMYILiE0. Y MAEHTIB 3 TOMIPHOK HUPKOBOKO HEJOCTATHICTIO HA BUXIAHOMY PiBHI

PEKOMEH/IOBAHO 3HMKEHHs 1031 10 75% i modarkosoi ao3u y 1250 /M2, Y nauientis 3
TOMIPHOKO HHPKOBOKO HEJOCTATHICTIO HA BUXIZHOMY DiBHi He MOTPOiHE JKO/HE KOPHIYBAHHS 1031

s modatkoBoi 1034 1000 mr/m2. Y TALEHTIB 3 1erkoio HUPKOBOIO HEIOCTATHICTIO (KJIipeHe
Kpeatusiny 51-80 MI/XBHJI. Ha BHXIZHOMY pPiBHI) HE PEKOMEHIOBAHO JKOIHOTO KOPHIyBaHHS:
no4atkoBoi z03u. [Tpu sunmkHenHi no6iunux seum II, 111 wm IV crynens pekoMeHIOBaHUH
peTebHHM MOHITODHHT, HeraifHa BiZMiHa JIIKyBaHHs Ta 3MiHa 103H BIANIOBIAHO 210 tabmuui 3.
SIKILO PO3PAXOBAHMIA KIPEHC KpEaTHHiHy TIPOTAroM JIKYBaHHsA SHIKYCTHCA 10 3HaUeHHs Hivkye 30
MJ/XBWJL., TIpHiioM mipenapaty Kamenutabin Akxopa ciix mpummuuTH. Taki pexomerzanii 3
KOPHIYBAHHs JI03H y 3B’513Ky 3 HHPKOBOIO HEJIOCTATHICTIO 3aCTOCOBYIOTHCS SIK 10 MOHOTEpaIlii, TaK

-




1 10 KOMOIHOBAaHOTO 3aCTOCYBaHHs (IUB. TAKOX po3ain “TlanieHTH TTHLOTO BIKY™ HHKYE).

Hayienmu nimnvoeo ixy

KopurysaHHsi 10YaTKOBOI JI03M NpH MOHOTepamii KameuurtabiHoM He moTpiOHe. [IpoTe y
XBOpHX BikoM 1nonax 60 pokis ssuina I Ta [V cTymeHiB TOKCHYHOCTI PO3BHBAINCS YaCTille,
HIX Y MOJIOJIMX MAI[i€HTIB. ‘
Ilpu 3actocyBanHi KaneuuTabiHy B KoMOiHALiT 3 IHINMMHM JTiKApCHKHMH 3aC00aMH Y XBOPHX
niTHBOTO BiKy (> 65 poKiB) BimsHauwamacs Gimbina wactora HeGaxkanux edexrtis III ta IV
CTYIEHIB TOKCHYHOCTI, BKJIIOYAIOUM Ti, SKi NPU3BEIH 10 BiAMIHH JTiKyBaHHS, NOPIBHAHO 3
XBOPHMH MOJIO/IIOrO BiKy. PeKOMEH0BaHuii peTebHHHA MOHITOPHHT MallieHTiB BikoM 260
POKIiB.

IIpu nikyBaHHi kamermrtaGiHoM y komOinamii 3. ITauientam wiei BikoBoi Kareropii npu
KOMGIHOBaHOMY JIiKyBaHHI KamemuTaOiHOM Ta JomerakceloM. Po3paxyHKH HaBEICHO Y
Tabnuui 2.

Ipu nikyBanni Kanenubexcom 500 y kombiHawii 3 ipHHOTEKaHOM JUIs XBOPUX BiKOM IoHaz 65
POKIB PeKOMEH/Ty€ThCS 3MEHIIMTH o4aTKoBY 103y Kanermbekey 500 mo 800 mr/m2 JBiYl HA
100y.

- V kombinayii 3 doyemakcenom: y XBopuX BiKoM rosazt 60 poKiB Bi3Ha4a1ocs 301IbIICHHS
YaCTOTH NMOGIYHMX PeaKIliif, IOBA3aHNUX 3 JIKYBaHHSM Ta cepifosanx Hebaxkanux edektis I11 Ta IV
CTymeHiB TokcHuHocTi (muB. posain 5.1). Ilamientam Bikom Big 60 pokiB i Ouibie
PEKOMEH/IyEThCs 3MEHIIHTH oYaTKoBy A03y Kanermbekey 500 a0 75 % (950 mr/m2 aBidi Ha
106y). Skmo y mauientis >60 pokis, sKi JiKyBaIMCs [OYATKOBOIO /03010 KameuuTadiHy y
KoMOiHALT 3 I0LETAaKCEIOM He CIIOCTEPIraEThes JKOIHOT TOKCHYHOCTI, I03Y KarneuuTadiHy MOKHa

obepesxHO migHsTH 710 1250 Mr/M2 nBiui Ha 100y.

Jimu

He 3acTOCOBYETBCA BiNOBIAHOrO BUKOPUCTAHHS KanenuTabiHy y AiTel 3a MOKa3aHHAMHPaK
060/10BOT KHIIKH, KOJIOPEKTAILHHI paK, paK HLTYHKY Ta paK MOJIOYHOI 3a/I03H.

Croci6 3acTocyBaHHS
Kanenuta6in Axkops Tab/eTKu KOBTAIOTb 3 IOCTATHBOKO KUIbKICTIO BO/H Uepe3 30 XBAJIMH ITiCIIs DKi.

4.3.Ilporunokazanus

Tskki, y TOMy UHCIi HeodiKyBaHi peakiii Ha JTiKyBaHHS GTOPHipUMIIHHOM.
linepuyrnuBicts A0 KameuutabiHy abo g0 Oyap-AKOro KOMIIOHEHTa Ipernapary,
nepeniyeHoro y po3aini 6.1, abo gropypanmuiy.

. v Nali€HTIB 3 BIJIOMOIO TIOBHOIO BiJICYTHICTIO AKTUBHOCTI

JIATiIPOTTi pUMiIMHIETiipOreHasu (IMB. Po3/aLl 4.4).

BariTHicTh Ta rogyBaHHSA TPY/UIIO.

Tsxka nefikoneHis, HelTporeHist, TPOMOOIUTOMIEHIS.

Tsxki nopyieHHst GYHKIIT IEYiHKA.

TskKa HUPKOBA HEJOCTATHICTS (KJIipeHe KpeaTuHiny < 30 Mi/XB).

OnHOYacHHH TpHHOM COPHBYAMHY ab0 HOro CTPYKTYpHHX aHAJIOTIB THIY OpUBYIAHUHY

(auB. po3ain 4.5).

B TTpoTunokasanHs s 3aCTOCyBaHHs Oy/1b-SKOT0 JIKapchKOro 3acody, 110 3aCTOCOBYIOTh B
KoMOiHarii.

4.4 Oco0mBi 3acTepeKeHHs M010 BHKOPHCTAHHSA

TokcuyHa JIisl, 110 3aJ1€XKUTh BiJl JIO3H
Toxcuuna fis, O 3aN€KATH BiJ Z03H, BKIIOYae Aiapeio, 6ib y JKMBOTI, HYJAOTY, CTOMATHT,




JIOJIOHHO-TIIOMOBHKH CHHAPOM (CHHOHIMH: JIOJIOHHO-TIJIOIIOBHA epHTpoau3ecTesis  abo
nepudepuuna epuTEMa, CIpUYHHEHA XiMioTepariero). BinbuiicTs HebakaHiX epeKTiB 060poTHI i
He NI0Tpe6yIOTh MOBHOI Bi/IMiHK Npernapary, Xo4a MOKe BAHHKHYTH HEOOXIIHICTh Y KOpeKIUii 103¢
abo THMYAcOBiH BiMiHI Ipenapary.

Hiapes

XBOpHX 3 THKKOIO Jiapecro CJifl PEeTeNbHO CIIOCTEpiraTH, MPOBOJAYHM iM periparauiio i
BiJHOB/IEHHS] BTPATH EIEKTPOJITIB NpH Jeriaparamii. 3a MOKa3aHHAM fKOMOra paHile
PEKOMEH/IyEThCS IIPH3HAYATH CTAHAAPTHI MPOTHIapeiHi npenapaTy (HanpHKIaz Jonepamin).
Jliapes II crynens 3a kputepismu Haionamsroro inctutyry paky Kanamu (NAIC CTC, Bepcis
2) BH3HAYAETHCA AK 30UIBIIEHHA KinbkocTi Aedexawiii 1o 4-6 pasiB Ha 100y un Aedexauii
BHOui; miapes ITT crymens — sk 36inblueHHs KinbKocTi Aedekauiit no 7-9 pasis Ha 100y 4u
HeTpPHMAaHHS Kally i MansaGcopoitis; siapes [V crynens — sk 301IbIIEH S KibKocTi AedeKartii
> 10/m06y abo MmacuBHa jiapes 3 JOMIIIKaM# KpoBi, abo HEeOOXiIHICTb MPH3HAYCHHS
lapeHTepaIbHIX BIMBaHb. [Ipu HeoOXiAHOCTI 103y mpenapary CiIi 3MEHITHTH (IUB. PO3ALI
4.2).

3neeooHeHHA

Heo6XiHO MOMepe/uKyBaTH PO3BUTOK Jeriiparallii Ta 3/1iiiCHIOBaTH KOPEKIiio Jeriaparalii y
pasi il BuHuKHeHHS. [leriaparamis MOKe IUBUIKO PO3BHHYTHCH Y XBOPHX 3 AHOPEKCIEI0,
acTEeHi€r0, HyJI0TO0, GNIFOBAHHSAM UH Jiapecio. 3HEeBOAHEHHS MOXKe BUKJIMKATH rOCTPY HUPKOBY
HeJI0CTATHICTh, 0COB/IMBO Y TAiEHTIB 3 OMEPEIHBO ICHYIOUIM MOTipIIeHHsM QYHKLiT HUPOK abo
KOMM KaneuuTabiH NpPHIAMAEThCS BOJHOYAC 3 BILOMHMH He(pPOTOKCHUHMMH CheKTaMH
3acobamu. '0CTpa HMPKOBA HEOCTATHICTh BHACIIINOK 3HEBOIHEHHS MOXe OyTH MOTEHIIIHO
netansHoio. [Ipu mossi aerigparauii II crymens (aGo BuIne) JiKyBaHHS KanenutabiHoM
HeoOXiIHO HeraifHO PHIMHKTH Ta IPOBECTH KOPEKILito aerinparaiii. BiiHosieHHS JKYBaHHS
MOJKITHBE TIPH aJeKBaTHil KopeKuii AerizpaTaii Ta KOPEeKLii/KOHTPOII IIPHIHH npeuumiTanii.
Kopekilisi 034 y pa3si BUHUKHEHHs NPEUHIITYIOUHX MOOIYHMX SBHIIL MPOBOIHTHCA Y pasi
HeobxigHocTi (auB. posain 4.2).

Hononno-nioouto6HUl CUHOPOM
J{0IOHHO-TT1IOMOBHHAH CHHAPOM, TAKOX BiZIOMHIA SIK I0JIOHHO-IIIOLIOBHA IIKIPHA peakiiis abo
JIOJIOHHO-TIIOMOBHA ~ epuTpoau3ecTesis abo mnepudepudHa e€puTeMa, CHPHYMHEHA
XimioTepariero.

JIOOHHO-MIIOMOBHH CHHAPOM | CTYIEHs He MOpyIIye IIOJAEHHOI aKTHBHOCTI XBOPOTO i
IPOSBIISETECS OHIMIHHSM, TMapeCcTe3isiMH, JIM3ECTE31AMHU, MOKOMIOBAHHAM, 0€300IiCHAM
HabpsKoM ab0 MOYEPBOHIHHAM JI0JIOHb 1/a00 MiI0II0B, AUCKOM(POPTOM.
JI0MOHHO-TiOMOBHKH cHEApoM 1l CTynmeHs NpOSBISEThCS OOTICHAM TMOYEPBOHIHHIM i
HaOpPAKAMM KMCTi pyK i/a00 MiZOIIOB; CIIpHYHHEHHH IMMH NPOSBAMH JUCKOM(OPT mopyurye
IIO/ICHHY aKTHBHICTb XBOPOTO.

JlononHo-migomoBHui  cuuapoM III CTyneHs BH3HA4Ya€ThCs fK BOJIOTa JECKBamauis,
YTBOPEHHS BHPa30K, T0SBA MyXHUPIB i rocTpuit Gtk J0MOHE Ta/abo MigowWoB Ta/abo THKKHHA
1cKoM(OPT, 1O He JIa€ MOK/IMBOCTI MallieHTaM 3/1iCHIOBATH IIO/ICHHY aKTHBHICTh. CTifikui
ab0 TSKKHI JOMOHHO-TTIOMIOBHUN CHHAPOM (CTYIIEHS 2 Ta BHIIE) MOKE 3PEIITOI0 NIPU3BECTH 10
BTPaTH BiZIOHTKIB NATBIIB, 0 MOXKe BIUIMHYTH Ha MOXIMBICTS ineHTH(ikauii namienta. Y pasi
TOSIBH JIOJIOHHO-TTI0IIOBHOTO cHEpoMy 11 abo 111 cTyriers npuiiom KanenuTabiHy Il IPUITHHATH
710 3HUKHEHHS| CHMITTOMIB a00 iX 3MeHIIeHHs 10 | cTyneHs; npy HacTynHii nossi curapomy I
CTYNeHs 103y KamenurtaOiHy MOTPIOHO 3MeHIIMTH. XBOPHM, SIKi OJHOYACHO OTPHMYIOTh
KarenuTabiH i [MCIUIaTHH, 3aCTOCYBaHH BiTaMiHy B6 (TMipHIOKCHH) 3 METOIO CUMITTOMATHYHOTO YH
BTOPHHHOI'O NPO(LIAKTHYHOTO JiKyBaHHS J0JIOHHO-TIIOMIOBHOIO CHHIPOMY HE PEKOMEH/IYETHCS,
OCKUIBKH 3riAHO OIYGNIKOBAaHMX 3BITIB Ie MOMKE MPH3BECTH 10 3HHKSHHA E(QEeKTHBHOCTI
nwcIuiaThny. ICHYIOTS IeBHi CBiT4EHHS TOTO, IO AEKCIIAHTEHO € eheKTHBHIM Ui IPO(LIAKTHKH
JIONOHHO-TIIOMIOBHOrO CHHAPOMY y MNAaIi€HTiB, IO JiKyloThes npenapatoM Kamenurabix




AKKOp/.

KapiioTOKCHUHICTE

CrekTp KapJiOTOKCHYHOCTI IpPH JiKyBaHHI KarenutabiHoM QHAIOTIYHUM TakoMy IIpH
3acTOCYBaHHi iHmMX GTOpHipHMiTHHIB i BKIIOUAE iH(apKT MioKap/ia, CTEHOKap/iio, apuTMii,
Kap/iOreHHHI INOK, PAnToOBY CMepTh, 3yNHHKY CEpLd, CEpLEBY negocrarhicTs i 3minu EKT
(Bkrrouaroun mososkenHs inrepamy QT). Lli moGiuni edekTH yacTile XapakTepHi Uid
narienTis 3 imemiunoo xBopoGoio cepis. [Ipu 3actocyBaHHi KamenuTaGiHy TOBIZOMIIAIOCH
TNPO BUNAIKK CEPLEBHX apUTMill (BK/IIOYAIOYH HITYHOUKOBY dibpinsuiro, mipyeTHy Taxikapiio
Ta GpaguKapaio), cTeHoKapil, indapkTy Miokapaa, cepuesoi HEI0CTATHOCTI, Kapaiomionarii.
IIpu npu3HAdYeHHI NpenapaTy NalieHTaM i3 KIIHIYHO 3HAYYIIMM 3aXBOPIOBAHHAM CEpLU,
ApUTMIsIMH | CTEHOKap/Ii€lo HEOOXiAHO BHSBIATH 0GEPEKHICTD (IHB. po3zain 4.8).

[ino- abo rinepKabIieMis

Tlix yac iKyBaHHS KANeNUTaGiHOM IOBIZOMJSIOCS MPO BHMNAJAKH Iiro- ao rinepKaIbIieMil.
Crnix JoTpuMyBaTHCs OOEpEXKHOCTI y MAUI€HTIB 3  INONEPEIHBO icHyro4or0 rimo- abo
rinepkanbiiemiero (auB. po3in 4.8).

3axBOPIOBAHHS IIEHTPAIBHOI a60 nepudepuIHOi HEPBOBOT CHCTEMHU

Cmix joTpumysathcsi OOEPeXHOCTI y TMAUi€HTIB 3 3aXBOPIOBAHHAMH neHTpagbHoi  abo
nepudpepuuHO] HEPBOBOT CHCTEMH, HANPHKIIAL, METaCTa3aMH B rOJIOBHHUET MO30K UM HEBPOIATIEIO
(muB. po3ain 4.8).

[{ykposuii aiaGer a6o mopyiueHHs GalanCy eNeKTPOIiTIB

Crig goTpuMyBaTHCS 0GEPEKHOCTI Y MAUIEHTIB 3 HYKPOBHM niaberoM abo MOpYIIEHHSIMHA
GanaHcy eNeKTPOMITIB, OCKUIBKH IIi 3aXBOPIOBAHHSA MOKYThb MOCHIFOBATHCH Ml 4ac JIKyBaHHS
KarneuuTadiHOM.

AHTHKOAry/ISHTH — IOX{IHI KYMapyHY

V xom JOCTUKGHHS B3a€MOAii 3 BHKOPHCTAHHSAM OJHOPa3OBOI JI03H Bapdapuny
CHOCTepiranocs CyTTeBe 361IbIICHHS Cepe/IHbOT BETHUHHH IO i/l KPUBOKO «KOHLIEHTpALlis-
yacy (AUC) S-Bapdapuny (ua 57 %), IO CBITYHTH PO HASBHICTH B3a€MOIii, BiporiHo, B
pe3ynbTaTi TMpHUrHIYeHHS KanenuTabiHoM 130(epMEHTY CHCTEMH UHTOXPOMY P450 2C9.
XBopHM, fKi OJHOUYACHO MpHitMalOTH KamernuTabiH i OpajibHI aHTHKOAryJIAHTH — oXijIHi
KyMapyHy, HEOOXiJTHO NPOBOAMTH JCTATbHHIl MOHITOPHHI MOKA3HHUKIB 3rOpTaHHSA KpOBI
(Mi>KHApOJHE HOPMAi30BaHE CIiBBiJHOLICHHS YH nporpombiHoBHil dYac) i miaOuparH
BiJIMIOBIIHY /103y aHTHKOATYJISHTY (MB. po31i1 4.5).

[TedinKOBa HEJIOCTATHICTH

V 38’S13KY 3 Bi/ICYTHICTIO IaHKX 3 Ge3neKH Ta ePEKTUBHOCTI ISk XBOPUX 3 OPYIICHHAM Gynxuii
MeyiHKM 3aCTOCYBaHHS KamenurabiHy HEOOXIZHO peTelbHO MOHITOpYBaTH Yy MALiEHTIB 3
nopymeHHsM (QYHKIii MediHKH JIETKOro Ta CEpefHbOro CTyMNeH: TSDKKOCTI HE3aJIeKHO Bil
HASBHOCTI YM BICYTHOCTi METACTa3iB y IediHKy. SIKINO B pe3y/bTati JiKyBaHHs KaneuTabiHoM
CIOCTEpIracThCs TIBUIIEHHS piBHs GinipyGiny Ginbu Hixk y 3 pasu Bij BEPXHBOT MEXi HOPMH,
ab0 i BHIIYETHCS aKTHBHICTH NEYiHKOBHX aminotpancoepas (AJIT, ACT) Ginbme Hix y 2,5
pasu TOPIBHSHO 3 BEPXHBOIO MEKEIO HOPMH, 3aCTOCYBaHHA KareuuTabiHy CJIi MPUITMHATH.
JlikyBaHHS KaneluTabiHOM MOXHA BiTHOBUTH IIPH 3HIKEHHI PiBHSA 6inipy6iny mo <3.0 x BMH
i aKTMBHOCTI MEYiHKOBUX TpaHCcaMiHa3 Hukye < 2.5 x BMH.

HupkoBsa HEIOCTATHICTE
YactoTa BUHAKHEHHA nobiunux peakuiit 11l Ta IV cTynens y XBOpHX 3 NOPYIICHHAM (GyHKLiT
HUPOK CEPEAHBOTO CTYMNEHS TAKKOCTI (KIIpEeHC kpearuniny — 30-50 Mu/XB) miJBHIIEHA




IIOPIBHSHO 3 TAKOIO y 3araibHiil rpymi nauieHTiB (IMB. posins 4.2 and 4.3).

Jlediuut aurigponipumipunierigporenasu (JI1J1)

Inoxi Bracmizok aedimuty aktusHocTi JAI1J] criocrepiranacs HEOYiKyBaHa TSKKA TOKCHYHICTh
(HampWKnan, CTOMATHT, Jiapesi, 3alaleHHsA CIM30BUX OOOIOHOK, HEHTpOneHis Ta
Heﬁpomrccmmxcn) nop’s3ana 3 S-gropypauunom (5-OV).

V mamienTis 3 Husbkoio akrusnictio T abo incyrrictio aktuHocTi IT1, hepmenty, sxuit
Gepe ydacTh y po3LICIUICHHI (TOpypaumuity, iCHye MiJABHIICHHH PH3MK BHHMKHEHHS TSIKKHX,
HeOe3neuHnX IS JKUTTA a00 JIeTaTbHUX TOOIYHUX pearcmﬁ CIPUYHHEHHX Q)Topypau;unom Xoua
pedimar JUIIJ] HEMOXJIMBO BCTAHOBATH TOYHO, BiZOMO, WO Y TMALIEHTIB 3 TEBHUMH
FOMO3HTOTHAMH a00 JESKHMH KOMOIHOBAHMMH IeTEpPO3HTOTHUMH MYTAlliMH B I€HETHYHOMY
nokyci DPYD (Hanpnxnan, papiantt DPYD*2A, ¢.1679T>G, ¢.2846A>T Ta
¢.1236G>A/HapB3), ski MOXyTb CIPHYMHHUTH MOBHY a00 NpPaKTHYHO MOBHY BiICYTHICTB
depmentoi axrtusnocti /] (3a BH3HAYeHHAM J1a0OpaTOPHHX aHaIi3iB), cnomeplraemcs
HAWBUIMH PU3KK HEGE3NEYHOT JUTA XKUTTS a00 NeTAIbHOI TOKCHIHOCTI, i TAKHX MAIi€HTIB He ciin
mikyBati npenaparoM Kanenurabin Axxopa (ams. poszin 4.3). Jlns IMani€HTiB 3 MOBHOKO
BizcyTHicTIO akTHBHOCTI [T/ Hemae 1034 3 10BEIEHOIO GE3MeKO0.

[lauicHTH 3 TNEBHMMHM reTepo3uroTHEMM Bapiantamu DPYD (Brmnoyaiouu DPYD*2A,
c.1679T>G, ¢.2846A>T Ta ¢.1236G>A/HapB3) NpOAEMOHCTPYBATH [iJBHINCHAN PH3HK
BUHUKHEHHS TSDKKOT TOKCHYHOCTI Y JTIKyBaHHI KarleluTabiHOM.

YacroTa reTeposurotoro reorury DPYD*2A y reni DPYD y nauieHTis eBponeoiHoi pacu
CTAHOBHTH O6/mH3bK0 1%, 1,1% m1s ¢.2846A>T, 2,6-6,3% 115 BapiaHTIB C. 1236G>A/HapB3 Ta B
0.07 10 0,1% mma  ¢.1679T>G. PekoMeHIyeThCA TeHOTHIYBAHHS ULl IMX atened 3 Merod
BU3HAYCHHS MTAIICHTIB 3 [TBAILICHAM PH3MKOM 110710 BAHAKHEHHS! TSOKKO] TokcraHocTly. Jlani mozo
YaCTOTH Takux Bapiantie DPYD B iHmMX rpynax nauieHTis, okpiM esponeoinis, oomexkeni. He
MOYKHA BHKJTIOUATH, 110 {HII PiAKICHI BapiaHTH Tako) MOXYTb OyTH NOB’S3aHi 3 MIIBHIICHAM
PH3UKOM TSKKOT TOKCHYHOCTI.

IManientis 3 yactkosuM aedimmrom JIIJ] (30kpema 3 reteposurotsi myrauii resa DPYD) i
SKIO BBAXKAIOTH, 10 KOPHCTh 3aCTOCYBAHHS Nperapary KanenuraGin AKKOpA nepeBaxae
PU3HKH (BpaXOBYIOUH JIOILIbHICTS PU3HAYEHHS aIbTEPHATHBHUX PEXKUMIB XiMioTeparii He Ha
OCHOBI ¢Topmpnmmnﬂy), chij MKYBaTH 3 HAA3BHUIANHOIO 0GEPEKHICTIO Ta IPOBOANTH YaCTH
MOHITOPHHT i3 KOPEKII€I0 71031 3a/I€XHO BiJl TOKCHYHOCTI. 3HHKEHHS [I049aTKOBOI 1031 Y TAKHX
TNAIi€HTIB MOYKHA PO3IIAHYTH 3 METOIO YHHKHEHHS CepHO3HOT TOKCHYHOCTI. ICHY€ HEI0CTaTHBO
JaHHX, mMOG PEeKOMEHIyBaTH MEeBHY /03y nauientam 3 dactkoowo axtusrictio JTIJT 3a
pesyibTaTaMH NMpoBejeHHs creundivHoro Tecty. Bynau moBiomieHHsS mpo Te, MO BaplaHTH
DPYD*2A, ¢.1679T>G npu3BoasTh 0 GiBIIOro 3HMKEHHs (PepPMEHTHOT aKTHBHOCTI, HiXK iHII
BapiaHTH 3 MiJBUIIEHAM PH3HKOM T0OiYHMX edekTiB. Hacmigkum 3HIKCHHS JO3H /Ui
e(heKTUBHOCTI Ha CHOTOIHALIHI# JIeHb HeBH3Ha4eH]. ToMy 3a BIICYTHOCTI cepiO3HOI TOKCHYHOCTI
J103y MOYKHA ITi/IBHIIATH 32 YMOBH PETEIBHOTO CTEKEHHS 3a CTAHOM TIalli€HTa.

ITamieHTH, y KOro pe3y/bTar MO0 BHINEO3HAUCHHMX ajlesiedl BHSBHUBCH HEraTHBHUM, BCE IIE
MalOTh PH3HMK BUHEKHEHHS TSOKKHX MOOIYHHX PeaKiii.

V nauientis 3 HeposnisHanum aedimurom I, AKuX iKyBamu KaneuuTabiHOM, a TAKOXK THX
naiienTiB, fAKi Ml HEraTHBHHMIl pe3yJbTaT W00 MeBHMUX BapiaHTiB DPYD, MOXYTb
CriocTepiraTHcs TpOSBH 3arpoO3AMBOI JUIS JKHTTS TOKCHYHOCTL, MOAIOHI /10 TOCTpOro
nepe/Io3yBaHHs (mmB. posain 4.9). ¥V pasi rocrpoi Tokcuurocti [I-IV cTynens nikyBaHHs ciig
HeraifHo BimmiauTH. CITil PO3TISHYTH MUTAHHS PO OCTATOYHY BiJIMiHY JIiKyBaHHs, 6a3ylOunCh
Ha KIiHI9HIN OLiHIi BUHHKHEHHS, TPHBAIOCT] Ta TSKKOCTI CIIOCTEPeKyBaHOi TOKCHYHOCTI.




Odranemonoriydi YCKIaIHeHHS

CraH NalieHTiB ¢TI PETENBHO KOHTPOIOBATH IOJI0 0 TaTLMOJIONYHHX YCKIaHEeHb, TAKHX
SIK KepaTHT abo nopyeHHs 3 60Ky poroBoi 000JI0HKH, 0COBIMBO NPH HASBHOCTI OPYIICHD 3
Goky opradiB 3opy B aHamHesi. [Ipu KiiHidHiii HeoOXimHOCTI cniji posmoyaTH JKyBaHHS
[IOPYIIEHb 30pY.

Tsokki wiKiphi peakuii

JlikyBaHHA KanenuTaGiHOM MOKE CIPHUYMHHTH TSDKKI IIKIpHI peakiii, Taki K CHHAPOM
CriBeHca-J[>koHCcOHa Ta ToKcHUHMH enisepmanbHuil Hekpomi3. CiiJl OCTaTOYHO NPUITMHHTH
3acTocyBanHs KanenwutaGiHy y mNami€HTiB, y SKAX PO3BHHYJIHCS TSKKI IWIKIpHI peakmii
IPOTATOM 3aCTOCYBaHHA IIpenapary.

JonomikHi pe4OBHHH

OcKibky TpenapaT MiCTHTh G€3BOJHY JIAKTO3y SIK JONMOMIKHY PEYOBHHY, MAaUi€HTaM i3
BPOJIKEHOIO HEMEPEHOCHMICTIO rajaktosd, Aedimurom nakrasu Jlanma, nopyuIeHHSIM
BCMOKTYBaHHS INTFOKO3H-TAIaKTO3M HE CJIiJI 3aCTOCOBYBATH LEH Mpernapar.

4.5 B3aemozin 3 inmuMH JikapcsKHMHE 3aco0amMu Ta iHmi popmu B3aemoiii
JlocikenHs: B3aeMO/1ii BUKOHYBAJIMCH JIHIIIE Y JIOPOCITHX.

Bzaemozis 3 iHITUMH JIKAPCHLKHMH 3aco0aMu

Cybcmpamu yumoxpomy P450 2C9

OxpiM BaphapyuHy He NPOBOAMIOCH JKOAHMX IOCTIUKEHb B3aeMOJii MK KarneuuTabiHOM Ta
inmumu  cyocrparamu CYP2C9. Cnin moTpumyBaTHCs O00€pEeXKHOCTI IPH  OTHOYACHOMY
3acTOCyBaHHI KanenuTabiny i3 cybcrparamu 2C9 (Hampukian, denitoin). Takox AuB. mMOJO
B3a€EMOJIiT 3 aHTHKOATY.ISSHTAME KyMapHHOBOTO Psily HIK4YE Ta po3ain 4.4.

AHmukoazyiaHmu KyMapunogo2o paoy

Karnermrabin mocumoe eeKTH HENpsAMHX aHTHKOAryJIsHTIB (BapdapuH i GEeHNPOKYMOH), 110
MOJKe IIPH3BECTH 10 MOpYUIEHHS MOKA3HHMKIB 3ropTaHHs i/ab0 BHHUKHEHHs KpoBoTewro Taki
peaxilii BAHMKaIX Yepe3 JeKiibKa AHiB a0o MicsuiB Bia nowarky tepamnii kaneuuraGinowm, i B
OKpEMHX BHITAJKaX — POTATOM OHOTO MiICsiLls Mic/Isi 3aKiHYEHHS JiKyBaHHs KarnenuTabinoM. Y
X0/l KJIiHIYHOTO (papMaKOKIHETHIHOTO JOCII/DKEHHS B3a€MOJIIT MiC/s OHOPA30BOro BBEACHHS
paphapuHy B 1031 20 Mr jikyBaHHs KaneuuraGiHoM mpu3Bomno 10 30inbmenus AUC S-
Bapbapuny Ha 57 % i MHB na 91 %. Ockinskn MeTabomism R-apdapuny He mopyuryBaBcs,
BKa3aHe CBiYMTB, O KanenuTabin npuraigye isogepment 2C9 Ta He BIUIMBAE HA 130(epMEHTH
1A2 ta 3A4. V XBOpHX, AKi OJHOYACHO NPHAMAIOTEH KanenuTabiH i aHTHKOAry/IAHTH - MOXi/HI
KyMapuHy, HeoOXi/IHO IIPOBOJMTH AETAIBHAN MOHITOPHHT TOKa3HHKIB 3ropranus kposi (MHB
4i pOTPOMOIHOBHH Yac) i miAOUpaTH 103y AaHTHKOATrYISHTA BiAMOBIIHO.

Denimoin

IIpy otHOYACHOMY 3acTOCYBaHHi KanenuTabidy Ta QeHiTOIHY CrocTepiraaucs OKpeMi BUITaIKu
i IBMIIIEHHS KOHIEHTpalii (eHiToIHY y miia3sMi KpoBi, IO CYNPOBOUKYBATHCA BHHUKHEHHSIM
CHMNTOMIB iHTOKCHKaIT (eHiToiHOM. Y XBOpHX, SKi NPUIMAIOTH KanenuTabiH 0HOYACHO 3
deniToTHOM, peKOMEHTyEThCS PETY/IAPHO KOHTPOIIOBATH KOHIEHTpaLio GeniToiny y miasmi.

Doninosa kucroma/gonicea xucioma
Jocnimxenns xomGinanii xanemurabiny Ta (oMIHOBOI KHCIOTH MOKasano, mo (oiiHoBa
KHCJIOTA HE Mac 3HAYHOTO BIUTMBY Ha (apMaKOKiHETHKY KareluTadiHy Ta #oro MeraGoIiTiB.
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[Ipote, dosiHOBa KHCIIOTA M€ BIUIMB Ha (hapMaKkoIMHAMIKy KarnenuTaliHy Ta il TOKCUYHICTb MOXKE
Oyt mijgcuiena GoiHOBOT KHCIOTOK: MaKCHMAIIbHA TleperocuMa a03a (MITJ]) kanenmTabiny y

MOHOTepanii 3 BUKOPHCTaHHSAM IepepuBYacToi cxeMu craHoBuTh 3000 wMr/mZ Ha 100y, Toai K
IpH puiioMi KanenuTabiny y koMmbinauii 3 goniHoBoko kucnoTom (30 Mr nepopanbHO /Biui Ha

n00y) BoHa cranoBuia gumie 2000 Mr/M2 Ha no06y. ITigBHIeHa TOKCHYHICTL MOXKE BUHUKATH IIPH
nepexoi Bzt nikysanus 5-OY/JIB Ha kanenutabin. e Takox Moxke OyTH BIANOBIIHHM y BUIAJIKY
nonasaHHs (onieBor0 KucjaoTH mpu aedimmti donarie yepe3 mopibHiCTh (OIIHOBOI KHCIOTH Ta
(onieBOT KUCIIOTH.

Copusyoun ma ananoau

Onucano KJIiHIYHO 3HAYYIILY B3aEMOJII0 MK COpHBYAHMHOM Ta 5-DY B pe3ynbTaTi IPUTHIYEHHS
JUTiIPOM PUMIMHACT1IPOreHa3 COPUBYIHHOM.

Taka B3aeMOJisi MOTEHIIMHO MOKEe NPU3BECTH IO JIETATBHOTO TNOCHICHHS TOKCHYHOCTI
dropnipumimunis. Tomy kaneuuTaGiH HE MOXKHA OZHOYACHO 3aCTOCOBYBATH i3 COPHBYAHHOM
abo HOro CTPYKTYpPHHMM aHAIOraMH Ha 3pa3ok OpuByamHy (muB. posmin 4.3). Ilepion mixk
TIOYAaTKOM JTIKYBaHHS KanmenuTaGiHOM Ta 3aKiHYeHHSM JIiKyBaHHsS COPHBYIMHOM abo Horo
CTPYKTYPHUMM aHAOTaMH, TAKAMH K OPHBY/IUH, IOBHHEH CTAHOBUTH IIOHAHMEHIIE 4 THXKHI.

Anmayuou
BrjMB aHTAUMIiB, M0 MICTSTh AIMOMIHIIO Ta MarHiio TiApOKCHI, Ha (apMaKOKIHETHKY

KanenuTabiny BHBYaBcs. Bil3HaueHO He3HAYHE 3POCTAHHSA IIA3MOBHMX KOHLEHTpALiH
KarennTabiny i ogaoro meradomity (5'-A®LIP; Ha Tpu ocHOBHUX MeTabomiTH (5'-[{OYP, 5-0V
i ®BA) xanenuTabiHy BOHU HE BIUIMBAIOTh.

Anonypunon
CnocTepiranacs B3a€MOJis MiK aJIOILYPHHOJIOM Ta S-QTOpYpaLHiIoM 3 MOXKIHBUM 3HHIKEHHAM

eexruBHOCTI S-pTopypaumay. ¥ 3B’S3Ky 3 LHM CJIiJl YHHKATH OJHOYACHOIO 3aCTOCYBaHH:A
KarenuTabiHy Ta ajJoIlypHHOITY.

Iumepgpepon arvgha

MakcumanbHa nepeHocuma fo03a Kanenurabiny cranoButh 2000 Mr/M Ha 100y npwH
K0M61HOBaﬂomy 3aCTOCYBaHHI 3 iHTepP(EpoHOM anbda-2a (3 v MO/M? Ha 100y) IOPIBHSHO 3
3000 mr/m? Ha 106y TIpH 3acTOCYBAaHHI KanenuTabiny B peskuMi MOHOTepariii.

IIpomenesa mepanis

MakcumManpHa nepeHocuMa J103a !caneumaﬁiﬂy B pe}I(PIMi MOHOTepaIIii IpH NepepuByYacTii
cxemi no3yBanHs craHoBuTh 3000 Mr/m? Ha 106y, TOAI SK npn KOMOIHOBaHOMY 3aCTOCYBaHHI 3
IIPOMEHEBOIO Tepame}o paky npsimoi kumku — 2000 mr/m? Ha 106y npu 683nepepBH0M}r Kypm
MPOMEHeBOI Teparii 4 MOAEHHOMY 6-THJKHEBOMY Kypci MpOMeHeBoi Tepamii y mepiox 3
MOHE/IIJIKA I10 I’ ATHULTO.

Oxcaninnamun

ITpu koMGiHOBaHOMY 3acToCyBaHHi KanenuTabiny i okcaminmaruny 3 4u Oe3 GeBauu3ymaly He
Bi/3HAYeHO KIIHIYHO 3HAYYIIO] Pi3HMII B €KCHO3MUil KanenuTaGiHy 4u #oro merabosiTis,
BUTLHOI MJIATHHHU 1 CyMapHOI IJIaTHHH.

besayuzymab
He Bia3HaueHo KiiHigHO 3Hauymioi aii Gesanmsymaly Ha (apMakOKIHETHYHI IapaMeTpH

KarenuTabiny i #oro MeTaboiTiB Y IPUCTYHOCTI OKCAIITIIATHHY.

B3aeMo1is 3 IpOJAYKTaMH XapyyBaHHS
Ilix wac ycix KIHIYHAX JOCTIUKeHb MAUi€eHTH OyIM NPOIHCTPYKTOBAHI PO IPHUAOM




KarreruTaGiny npotsrom 30 xB micns BxuBanHs Dki. OCKiNbKH HASBHI JaHi MO0 Ge3reKu Ta
edpexTHBHOCTI 6a3ylOThCs Ha 3aCTOCYBAHHI KaneLuTaGiHy 3 DKelo, peKOMEHYEThCS MPHiMaTH
kanenuTabi 3 Hxero. [TpuifoM 3 1Kelo MPU3BOIUTH 10 CHOBIIbHEHHS IMBHIIKOCT] BCMOKTYBAHHS
kareuTabiny (auB. posmia 5.2).

4.6 ®epTHIbHICTD, BATITHICTH TA FOyBAHHS IPYULI0

XKinku penpoaykrusHoro Biky/KoHTpaneniiis y YOIOBIKiB Ta JKIHOK

JKiHKaM pempoIyKTHBHOrO BiKy CIiJi pPaiMTH YHHKATH BariTHOCTI MiJ 4ac IpHAOMY
KarernuTabiny. Skmo namieHTka BariTHie I Yac JKyBaHHS KarelMTaOiHOM, il CIIi1 HOSCHHUTH
NOTeHIiiHy HeGesneky Ams mwiomy. Ilin wac JiKyBaHHS CIiI 3aCTOCOBYBaTH e(EKTHBHI METOIH
KOHTparernii.

BaritHicTh

3acTocyBaHHs KanenuTabiHy BariTHEM HE BHBYAIOCs, OJHAK, MO)KHA IPHUITYCTHTH, IO
3acTOCYBAaHHS KaNelUTabiny BariTHUM Mosxe OyTH WIKiumBHM 171 m1oaa. [1in gac gociikeHs
PENpPOIYKTHBHOT TOKCHYHOCTI y TBapHH KamenuTaliH CIPHYHHAB eMOpioseTanbHICTh Ta
TeparorensicTs. L[i pesynsraTm € ouikyBaHMMH eQeKTaMH MOXiZHMX (TOpPIipHMIIHHY.
KanenutaGiH NpoTHITOKA3aHHMI I1i/1 9ac BariTHOCTI.

["ojyBanHs rpyuLio

Hesizomo, un NPOHHKAE KanmenuTabiH y rpyaHe MOJIOKO. Y TpYAHOMY MOJIOLI JIaKTYIO4HX
TBapuH Oy/1d BHSBICHI 3HA4HI KibKOCTI MerabosiTiB kamenuTtabiny. ToMmy mpH JiKyBaHHI
KanenuTabiHOM He PeKOMEHIYEThCS MOYBATH IPYAIIO.

DepTHIILHICTD
Jlanux 11010 BIUIMBY KarnenuTtabiny Ha rpepmnbﬂic*rb Hemae. ba3oBi gocitiKeH s KarnenuTadiny

BKJTIOUAITH XKIHOK PENPOIYKTHBHOIO BiKy Ta HOIOBIKIB JIMIIE 32 YMOBH 1X 3r0/IH HAa BUKOPUCTAHHS
NPUHHATHOTO METOAY KOHTPOIIO HAPOJUKYBAaHOCTI 3 METOK) YHHKHCHHA BariTHOCTI Mmijg dac
JIOCIIUKEHHS 1 IPOTSTOM 00rpyHTOBAHOTO TMOAAIIBIIOTO nepiogy. Y AOCHIUKEHHAX Ha TBapHHAX
cnoctepiranucs ehexTd 118 GepTUIBHOCTI (AMB. po3/aia 5.3).

as

4.7 3paTHicTh BIVIMBATH HA MBHJAKICTH peakuil NpH KepyBaHHI aBTOTPaHCHOPTOM 200
IHINHMHA MexaHi3MaMH

KanenuTabin Mae He3HauHui a0o MOMIpHHI BIUIMB Ha 3/IaTHICTh KEPYBATH TPAHCIOPTHHMH
3acobamMy Ta MpaIIOBATH 31 CKIAJHHMH MeXaHi3Mamu. KanenurtabiH MoXke CIPHYMHHTH
3araMOpOYeHHsl, cIabKiCTh i HYAOTY.

4.8 IloGiuni edpexrn

Koporku#i orjsi npodimo Oe3neku

3aransHuii npodins Gesnexu kanenuTabiny 6asyeTses Ha 0cHOBI Janux Gibure 3000 nanienTis,
SIKi OTPHMYBAITH JIKYBaHHS KanenuTaGiHOM y pexuMi MOHOTepanii gi B kombiHallii 3 pi3HHMH
cxeMmaM¥ XiMioTepanii /st pisHUX MoKasaHb Auist 3acrocyBanHs. [Ipodins Se3nexu MoHOTepanii
KarnenuTabiHOM TIpM  METACTa3ylouoMy paKy MOIOYHOI  3a/03H, MEeTacTa3ylouoMy
KOJIOPEKTATLHOMY PaKy Ta paKy 060/10B0i KHIIKH B aji’ TOBAHTHIif Tepanii € mopiBHAHHNM. JIHB.
posmin 5.1 momo metambHOI iHopMauii PO BENMKI MOCTIDKCHHS, BKIIOYAKOYM PO3POOKY
JIOCITi/DKEHHS Ta OCHOBHI pe3y/IbTaTH e()eKTUBHOCTI.




HaifGinpm vacTHMH Ta/9¥ KIIHIYHO 3HAYYIMMH MOOIYHMMH peaklisiMH, OB’ fI3aHUMH 3
JNIKyBaHHSIM, Oymu peakiii 3 60Ky HITYHKOBO-KHIIKOBOTO TPAKTy (0COOIMBO Jiapes, HyIOTa,
GnroBaHHs, OLIb Y JKUBOTI, CTOMATHT), JIOJIOHHO-ITIJOMOBHUI CHHIPOM (Z0JOHHO-MIAOIOBHA
epuTpom3ecTesis), cnabkicTh, acTeHis, aHOPEKCis, KapAlOTOKCHYHICTh, IPOrpecyBaHHA
MOpYIIEHHS! HUPKOBOI QYHKIIT y MAII€HTIB 3 HUPKOBOIO HEJOCTATHICTIO, TpoMO03/eMb0is.

Crucok no6iyHuX peakitii y BUrisai Tabauiri

[ToGiuni peakuii, sKi, Ha AYMKY JOCIIIHHKA, PO3IVIANAINCH SK MOXMIIMBO, WMOBIPHO YH
Bi/U1aJIeHO MOB’si3aHi i3 3aCTOCYBaHHAM KameuuTadiny, ski OyaM oTpuMaHi y X0l KIIHIYHUX
NOCIIDKEHb MOHOTepanii KaneuutadbinoM, nepeniveno y Tabmumi 5, a moao 3acTtocyBaHHS
KareunTabiny y KoMOiHalil 3 pi3sHMMH cxemMaMmH XimioTepamii J1s pi3HHX KoMOiHamii, y
Tabmuni 6. [/ BU3HAYEHHS YAaCTOTH MOOIYHMX peakiliii BUKOPHCTOBYIOTHCS Taki KaTeropii:
ayxe gacti (> 1/10), gacTi (Big > 1/100 mo <1/10), vewacri (Bix > 1/1000 10<1/100), piaxi (Bix
> 1/10,000 mo < 1/1,000) ta myxe pinki (< 1/10,000). B mexax koxuoi rpynu dacrotu IIP
TPEJICTABIIEHO Y TIOPSIIKY 3HWKEHHS CEpHO3HOCTI seriousness.

Monomepania Kaneyumabinom

V Tabmuui 5 nepeniveso TP, nos’s3aHi 3 BAKOPUCTAHHSM KaneuuTadiHy y MoOHoTepamii Ha
OCHOBI 00’ €IHaHOTO aHalli3y JaHMX 3 OE3MeKH 3 TPHOX BEIHKHX JOCIi/UKEHB, IO BKIIOYAJIH
noHaza 1900 nmauienTiB (mocnimxenuas M66001, SO14695, ta SO14796). ITP Gyno monaHo 10
Bi/IITOBITHUX IPYIT YACTOTH 3Ti/IHO 3 3aTATBHOIO KUTBKICTIO BUTIAJIKIB 3 00°€/IHAHOIO aHaIi3y.

Tabmuus 5 Koporkmii ornsa mosimomienux mnos’ssanux [P y namieHTtiB, $Ki JiKyBammcs
KareruTabiHoM y MOHOTeparii

CucremMHo- lyxe gacto  |[dacTo Heuacro IPizio/]
opraHHuii Kuac Bei cmyneni  |Bei cmyneni Taxcki ma/abo 3azpo3nugi | yxe
ona scumma (cmynins 3-4) | piaxo
\abo maxi, wo eeancarompea | (Moct-

MeOUYHO 6i0N0GIOHUMU Mapke
THHI OB
i

aocBin)
npexyii ma I BipycHa repnecna |Cerncuc, iHpexia
ineasii iHdeKis, (CEUOBHBITHAX HUBIXIB,
Ha30apHHTiT, LIEITFOITIT (3amaneHHs
iHpeKIis HIKHIX [TyXKol KJIITKOBHHH ),
MMXanbHUX HIIAXIB  [TOH3HIIT, dapuHriT,
[KaHAHI03 pOTOBOI
MOPOKHHUHH, IpHIL,

racTPOCHTEPUT, TpHOKOBA
indexuis, indexuis, abeuec
Ry0OiB

/lobposxicui, - Jlinoma
BN0AKICHI ma
HEYMOYHEHI
H06OYMBOPEH
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3 6oy cucmemu |- HeiitporneHis, DeOpuibHa  HEHTPOIICHS,
KpPOGI ma AHEMis TaH U TONEHI,
nimpamuynoi rpaHyJIOLHTONeHIs,
cucmemu TPOMOOLUTOIICHIS,
TeliKoleHis, reMoiTHYHA
AHeMid, 301/IBIIEHHS
MiKHApOJIHOTO
HOPMAaITi30BaHOTO
CITiBBIIHOIICHHS
(MHO)/monosxeHns
MPOTPOMOIHOBOTO Yacy
ITopywenns - - [inep4yTIUBICT
IMMYHHOT
cucmemu
[Topyuienns AHOpeKcis 3HEBOJHEHHS, [ [ykpoBuit niaber,
memabonizmy BHIKEHHS  MacH  [rimoKasiemis, po3iaau
ma xap4yeanHs Tina ATICTHTY,
rirepTpUIinepuIeMis
[Icuxiyni - besconns, CIUTyTaHICTh CBiZOMOCTI,
NOpYULeHHs menpecis naHivHa araka,
JleNpeCUBHUN  HACTPIid,
BHHKEHHS 110110
[lopywenns [010BHHA 6istb, |Adasis, nopymenHs [TokcruHa
Hepeo6ol RaraJbMOBAHICTh,  [aM sTi, aTakCis, CHHKOIE, [TeHKOeHIe
Cucmemu 3ariaMOpOYEHHS, po3naau GanaHcy, YyTauBi (panonaris
rmapecTesi, pO3J1aIH, nepudepuyHa ((JIyxe
CIIOTBOPEHHS CMaKy [HEBpOTATis PiIKO)
I Topywenns 3t Cnpo3oTeyda, BHHAMKCHHA roCTpOTH Ctenos
oKy opeany 30py [KOH FOHKTHBIT, BOpY, JAUIUIOMNIA CITbO3HOT
[0/ Jpa3HEHHS [IPOTOKH
OpraHiB 30py (pizko),
MOpYIIIHHS 3
00Ky  pOriBKH
(piako),




[Topywe - - Bepruro, 6i1b y Bycl
HHA 3
oKy
opeary
cyxy ma
pieHoeaz
u
[lopyuie - - HectabineHa crenokapzis, [[LInyHodkoB
HHSA 3 CTCHOKap/Iis, imemis ja ¢iOpimanis
00Ky MioKapa, Gibpunsanis |(pinxo),
cepyA repeicepinp, apUTMisl, [[OJIOBKEHHSA
raxikapis, cuHycoBa [iHTepsaity QT
Taxikapisi, BiQUyTTs |(piaKo),
cepLeOuTTS mipyeTHa
TaxiKapais
(piako),
OpaauKapais
(pizko)
Ba30CTa3M
(pizko)
ITopywe - Tpom6odnedit Tpom603 rIHOOKHX BeH,
HHS 3 apTepiaJibHa rinepTeH3is,
OOKy neTexii, aprepiaibHa
CYOUHHOT rirnoTeHsis, IIPHJITHBH,
cucmem nepudepuyHe  BIAYYTTH
u XOIIO/LY
lopywenns - 3aauiKa, lIereHeBa emOoutis,
3 boxy HOCOB1 [THEBMOTOPAKC,
ouxanvHoi KpOBOTEHi, [KPOBOXapKaHHs, acTMa,
cucmemu, Kalleib, Ba/UIIKa npu
epyOHOT pUHOpEst bizuaHOMY
Knimku ma HABaHTAXKCHHI
cepedocmin
51
Iopywenns 3 |liapes, [ nynKxoBo- [KHIIKOBA HEMPOXiJAHICTb,
OOKY WIyHK060~ DITIOBAHHS, HIKOBI ACLIUT, EHTEPHT, TaCTPHT,
KUULKOBO20 Hy10Ta, poOBOTEUI, mcaris, OUTb Y HIKHIX
mpaxmy croMatHT, O6ib y Bamopu, Oinb y [Biaginax KHUBOTA;
DKUBOTI BEPXHIX Bijiiax e3odarir, abaoMiHanbHUMR
DKUBOTA, uckom@oprt,
THCIIETICIS, ractpoe3odareanbHa
METEOPH3M, pedoKcHa XBOpoOa,
CYXiCTh y poTi |K0.HiT, KpoB y (examnisx




He3My)KaHHs, Oilb
y TpyAHiM KT

[Topywienns s [inep6inipyGinemi PKoBTAHHIS [TeuinkoBa
OOKy _ 51, BIJIXHJIEHHS HeI0CTAaTHI
choeqoeugz() piBHs CcTh (piaKo),
HHEK A6 (byHKIiOHATEHIX XOJIECTATHY
[eUiHKOBHX TECTIB HAN
reraTUT
fatBan‘dal]
[lopywienHs 3 |10JOHHO- Bucunanns, Vreopenus myxupiB Ta [[IIkipHui
60Ky  wKipy [1iJOLIOBHUI asIoTIeIis, BHPa30K Ha IIKIpi, [4ePBOHUH
ma CHHJIpoM ** epHTEMa, CYXiCTh BUCHIIAHHH, KPOIMB SHKA, BOBYAK
MIOWKIPpHUX mKipu, cBepOiXK, peakuii  GoTOUYTIHBOCTI, [(PiAKO),
mranun rineprmirMeHTalis |epuTeMa 0JI0HL, HaOpSAK [TAXKKi WIKIpHI
LIKIpH, MaKyJsipHe o0muyus, myprypa, [peakuii, Taki
BUCHITAHHS, BBOPOTHHI  IPOMEHEBHH [{IK CHHIPOM
BIYLICHHS IIKIpH, CHHAPOM CriBeHca-
IepMaTHT, J>xoHCOHA Ta
MOPYIIEHHS TOKCUYHHI
MirMeHTallil, ertiiepManbH
nopyueHHs 3 60Ky M HEKpoIIi3
HIrTiB (1ysKe piKo)
(JIMB. pO3i
4.4.)
[lopywenns 3 | binb y |[Habpsk cyrno6is, Oimb y
00Ky ~ ONoOpHO- iHmiBkax, Oinp [KicTKax, Outb OOIMYYs,
DYX060i1 CMHHI, [PUTIIHICTH OIIOPHO-
cucmemu  ma pTpanris PyX0BO1 CHCTEMH,
CRONYYHOT c1abKicTh y M’ s3aX
IMKaHUHU
[lopywenns 3| - [iaponedpos, HETPUMAaHHS
bOKy HUpOK ma ceui, reMarypisi, HIKTypis,
CeYOBUBIOHUX 11 IBHILEHHS piBHS
WNAXI6 [KpEeaTHHIHY
[Topywenus 3 | - BariHaibHi KpoBOTEi
boKy
penpooyKkmueH
o1 cucmemu ma
MONOYHUX
Bano3
BazanvHi CrnabKicTs, [TigBHUIEHHS HaGpsx, 03HOO,
poznaou ma 'y — [ACTEHIs TeMIeparypH, PUITONOAIOHI CHMIITOMH,
micyi BarajbMOBAHICTb, [[TIABHILEHHS TEMIIEPATypH
66eOeHHs nepudepryHi
HaOPsKH,

** Ha OCHOBI IIOCT-MapKETHHIOBOTO IOCBily cCTiiika abo TsKKa JIOJIOHHO-
MiJIOIIOBHA €PHTPOIM3ECTE31 MOYKE 3PELITON0 MPH3BOIUTH JIO BTPATH BiAOHTKIB




najibliB (IUB. po3ain 4.4)

Kaneyumabin y kombinosanii mepanii

V Tabnuui 6 nepemiveno [IP, nos’si3ani 3 BUKOPHCTaHHAM KarmeuuTabin y komOiHauil 3 pi3HHMH
XiMiOTeparleBTHYHHMH CXEMAMH 3a PI3HHMH [OKa3aHHSIMHM HA OCHOBI JaHuX 3 Gesneku Bia nonaa 3000
naniedTi. [TP qoxasi 10 BiAMOBIIHOT rpyIH 4acToTH (AyKe 4acTo ado 4acTo) BiAMOBITHO /10 HAWBHIIOT
KiJILKOCTI BHIIJIKiB, 11O CIIOTCEpIraiucs y Oyab-sKOMY BEIMKOMY KIIHIYHOMY BHIpoOyBaHHI i iX
OyJI0 10/1aHO JIMILE, KOJIM iX CIOCTepiraid A0AaTKOBO A0 THX edexTiB, mo OyI0 BHABIEHO NMPH
JiKyBaHHI KanenuTaGiHOM y MOHOTepanii abo i3 BHINOK 4aCTOTOI0 MOPIBHAHO 3 KarnenuTabiHOM y
moHoTepanii (quB. Tab6aumio 5). Hewacri [P, nosizomieHi mozo kanenuTtabiny y KoMOiHOBaHii
Teparnii, BiIMoBiar0Th THM, 1110 6YJ1H TOBIZIOMIIEH] 11010 KareuTabiny y MOHOTeparii abo MoBiIoMIIeH]
y MoHOTepanii komGiHOBaHMM TikapchkuM 3acobom (y niteparypi Ta/abo Bimmosimmiii KopoTkii
XapaKTepHCTHL JIKapChKOro 3acody).

Hesiki 3 TIP € peakiisM, IO HIMPOKO CHOCTEPIraloThCs NMpPH BHKOPUCTAHHI KOMOIHOBAHOTO
nikapcekoro 3aco0y (Hampukiad, mnepudepHyHa CEeHCOpPHA Heifponaris NpH BHKOPHUCTaHHI
nonerakceny abo okcalinjaTHHy, TilepTeHsis NpH BUKOPHCTaHHI Oeparm3symaldy): MpoTe, HE MOXKHA
BUKJIIOYATH MOCHICHHS BHACIIIOK Teparnii KarnenuTadiHoM.

Ta6muis 6 Koporkuit ornan [1P, MOBiZOMJICHHX Y MAL€HTIB, AKi JiKyBalucs KamnenuTabiHOM y
KOoMOiHALT 0JATKOBO [0 THX, IO CTIOCTEpiraiy MpH MOHOTepamii kanenuTadinoM abo i3 BHINOIO
9YaCTOTO NIOPIBHAHO 3 MOHOTEpAMI€I0 KanenuTablHoM

OprauHo-cucremuuii |/lyxe gacro Yacto [Pixxo//lysxe pinko

fknac Bci cmyneni Bci cmyneni (TocT-
MapKeTHHIOBHH
10CBil)

nghexyii ma - Herpes zoster, iHeKsa

ineazir CEYOBHBITHOI CHCTEMH,
OpaTHHUI KaH/IU103,
iHdexuis BEPXHIX

IMXaJbHUX LIJIAXIB, PHHIT,
rpun, Iadexnis, reprec
[POTOBO1 MMOPOKHHHU

ITopywenus 3 60Ky
KPOGI ma
nimghamuunoi
cucmemu

THeHTpOoneHis
JNeHKoneHid, AHeMis,

+HeﬁTponeHit{Ha
ITMXOMaHKa

[MpurHiveHHs IiSUTBHOCTI
CTIHHHOTO MO3KY,
(hebpuiabHa HEHTPONEHis

[Topywenns 3
00Ky  IMYHHOT
cucmemu

[inep4yyTIuBITCH

[Topyutenns 3
OOKY 0bMminy

3HMKCHHS alleTUTY

[inoxamiemis,
rinoHaTpiemis,

PeHo6UH ma rinoMartieMis,

NAPYYEAHHA riMmoKaabLUEMIS,
rinepriikemMis

[lcuxiuni nopywenns [TopyurenHs CHY,

TPHBOKHICTD




TpoMO03

Topywenns 3 [Tapecresis, HeipoTOKCHYHICTD,
00Ky Hep606ol M3ecTesis, TpeMop, HEBpATis,
cucmemu nepudepuuHa peaKIis rinep4yTIMBOCTI,
Helponaris, rinecresis
nepudepuyna
CEHCOpHa Heipomnaris,
IIMCTeB3iA, TOJIOBHHH
0171b
[lopywenna 3  6oxylinsuinena cibo3oTeya [[TopymeHHs 30py,
Opeany 3opy CyXicTh OKa, Oinb B o1,
MOTipIIeHHS 30py,
BaTyMaHEHICTh 30py
[Topywenna 3 ¥ TuHITYC, NNoAKy3ii
OOKY opaany
CIYXY ma
pieHoBa2U
[lopywenns 3 00K Dibpinsiis nepeacepas,
cepys iieMist cepris/iHpaxT
[lopywenns 3 60Ky|ila6pm< HKHBOI [[TouepBOHIHHS,
CYOUHHOT cucmemu IHIIIBKA, apTepiajbHa japTepianbHa
rinepTeH3is, eMOOIis Ta [FimoTeH3is,

rinepTeH3uBHUI KpuU3,
npuiauBH, Gpredit

[Topyuennss 3 60Ky
OUXANLHOT  cucmemu,
PpYOHOT  KAimKu  ma
cepedocminns

binb y ropui,
TUIIECTE31s TIIOTKH

['MKaBka,
(hapuHrosapuHrearbHUHA
01716, AuCcGOHid

[lopywenns 3
DOKY mMpaenozo
mpaxmy

Bakper, aucrierncis

KpoBoTeua
BEPXHLEOMY
[117TYHKOBO-
[KAIIIKOBOT'O

BADBKA Y
racTpUT

y

BIJUTLTI

Tpaxty,
pori,

BayTTs KHBOTA,
racTpoe3odareaibHa

pedumrokcHa  XBopoOa,
oL y poti, aucdaris,
peKTalbHA KpOBOTEYa,
OUIb y HIDKHIM  uacTuHi
DKMBOTA,  JTM3€CTE3is Y
p.OTi, napecremﬂ y p(m,
NIOCTe3ist y por,
ckoMQopT y JKUBOTI

[lopywennss 3 6OKY
CeYOBUBIOHUX WNAXIE

Bigxunenas y GyHKuii

MmeYiHKH




Iopywennss 3 6OKy Anoneum, [OPYIICHHS yllinepriapos,

WKIpU ma  |CTPYKTYpI HIITiB epHTEMAaTO3HUH
NIOWKIPHUX MKAHUN BUCHII, KpPOIHUB SHKA,
HIYHMHA 1T

[lopywenns 3 6oky  [Mianris, aprparis, 6imb [bine y uemocti, M’s30Bi
ONOPHO-PYX060T y KiHITBLI CriasMM, TPH3M, M s30Ba
cucmemu ma Cc11a0KiCTh

CHONYYHOT MKAHUHU

[lopywennus 3 - emarypis, nporeiypis, [[‘octpa  HHpKOBA
6OKy Hupok ma RHIKEHHS  HHUPKOBOTO  [HEIOCTAaTHICTh
CeH06UBTOHUX KIipeHCy, AU3ypid BHACITIJIOK
WULAXT6 3HEBOJIHCHHS
(piaxo)

Bazanvhi nopywenns [IIipexcis, cadKicTs, BamaneHHs  CIH30BOI
ma y micyi 66edenns  ["nerapris, 000IOHKH, Oine y

HETIePEHOCHUMICTh Kinuisui, Oinb, 03100,

TeMreparypu Oirp y  rpyasx,

MPHIIONOMIOHMH CHHIPOM,

+)Kap, peaxiiis, roB’s3aHa
R indysicro, peakiis Y
erCL[l ek, OLb Y
micii  iHdysil, OiLme y

MicI iH Kl
Tpaému, ompyeHua | 3a0ii
ma YCKIAOHEHHA NICIA
rpotyedyp
+

JLi1st KOKHOTO TepMiHy YacToTa ocHoBaHa Ha [P Beix cryneHiB. [ TeleHlB, [O3HAaYeHUX “+7,
yacToTa BU3HaueHa Ha ocHoBi [1P crynens 3-4. ITP nonarorbes anonumo J10 HaiBHINOT qacmm,
10 criocTepiranacs y 6y1b-sKOMy BEJTMKOMY BHIIPOOyBaHHI KOMOiHaIiif.

Onuc oKpeMux noGiYHMUX peakiiiii

Jonouno-nidowosnuii cunopom (JI1C) (Ous. po30in 4.4)

[Tpu 3acTocyBaHHi KarenuTaGiny y 103i 1250 mr/m? aBiui Ha 106y npotsrom AHiB 1-14 KoxHi
3 TWKHI JOJOHHO-TIJONIOBHMIl CHHIPOM YCIX CTYNEHIB TSKKOCTI B JIOCIIUKEHHSX
MOHOTepanii (ai’loBaHTHA Tepamis paky 00070BOI KHIIKH, JIKyBaHHS METacTasylouoro
KOJIOPEKTAIBHOTO paKy, J‘IIK}"BaHHﬂ paKy MOJIOYHOT 3a/1031) peecTpyBaBcs y 53-60 % nauientis
Ta y 63 % XBOPHX i3 METacTa3ylOuuM paKoOM MOJIOYHOI 3al03M y [Py JIleBaHHSI
KarneruTabiHOM/I01IETAKCEIIOM. HpH 3aCTocyBaHH1 Kaneuuraﬁmy B 1031 1000 mr/m* aBiui Ha
106y mpoTaroM aHiB 1-14 koxHi 3 THXKHI JOJOHHO-MIIOMWOBHHUI CHHIPOM yciX CTymneHiB
TSOKKOCTI crocTepiraBest y 22-30 % XBOpHX, SKi OTpPHMyBamH KOMOiHOBaHE JiKYBaHHA 3
KarenuTabiHoM.

3a MeTa-aHaTi30M 14 KIiHIYHEX BUIIPOOYBaHb 3 AaHuMH Bia noHazn 4700 maiieHTiB 10JI0HHO-
MiOIIOBHMH CHHJIPOM YCIiX CTYIIEHIB TSDKKOCTI NPH 3aCTOCYBaHHI KaneuHTa61Hy y pe}mm
MOHOTeparii a6o KOMGiHOBAHOTO JIiKyBaHHS 3 Pi3HHMH CXemaMmu XimioTepamii mpu pisHHX
IMOKa3aHHAX Ul 3aCTOCYBaHHs (pak 000/10BOT KHIIKH, KOJOPEKTAIbHUHA paK, paK IUTYHKa, paK
MOJIOYHOT 3a71031) BEHEKaB y 2066 (43 %) XBopHX y cepeanboMy uepes 239 muis [95% /11, 201,
288] micis mouaTky JiKyBaHHS KameuuTabiHOM. Y BCIX JIOCIIDKEHHAX KOMOiHOBAHOTO
3aCTOCYBAaHHS 3 IiJIBMINEHMM DPH3MKOM DO3BHTKY JIOJIOHHO-IIIJOIIOBHOTO CHHIPOMY




CTATHCTHYHO JOCTOBipHO Oy/M MoB’s3aHi Taki KOBapiaHTH: 301IbIIEHHS I0YATKOBOI J03H
KarmenuTabiny (y TpaMax), 3MeHIIGHHS KyMy/saTuBHOI n03u kamermurabimy (0,1 *kr),
36iNbIIeHHS BiAHOCHOI IHTEHCHMBHOCTI 1034 y mnepuii 6 THOKHIB JKyBaHHS, 30UIbINEHHS
TpUBasOCTi JiKyBaHHA (THXHi), 36inbImenns Biky mauiedTa (npupict Ha 10 pokiB), xiHO4Ya
cTaTh, J0OpUit OYaTKOBHIT 3aranbHuM cTatyc nauienTa (0 npotu = 1).

Hiapes (Oue. po3din 4.4)
Kanermra6in Moske POBOKYBATH BHHHKHEHHS Jiapei, aKa crioctepiranacs y 50% narieHTis.

3a pe3ynbTaTaMH MeTa-aHami3y 14 KiIiHIYHAX J0CTiUKEHb 3 HaHuM Bil moHa 4700 naiieHTis,
3 TiJBMIIGHAM PU3MKOM PO3BHUTKY Jiapei CTATHCTHYHO AOCTOBIpHO OyiiM MOB’S3aHi Taki
KOBapiaHTH: 301IBIIEHHS MOYATKOBOT 103K KaneluTadiny (y rpaMax), 30ibIIeHHs TPHBAIOCT
nikyBaHHs (THKHI), 36inblIeHHs Biky mauienta (mpupict Ha 10 pokiB), kiHoua cTath. 3i
SHIKEHHSM PH3MKY PO3BHTKY Jiapei CTATHCTHYHO MIOCTOBipHO Oy TOB’S3aHi Taki
KOBAapiaHTH: 3POCTAHHS KyMYyJATHBHOI j03u kaneuutabiny (0,1 *kr) Ta BIIHOCHOI
{HTEHCHBHOCTI JI03H Y Nepiili 6 THKHIB JTIKyBaHHS.

Kapoiomoxcuunicms (0ug. po30in 4.4)

OxpiM mOGIYHMX peakiiii, onucanux y Tabmuusx 4 ta 5, OyIM 3apeecTpoBaHi Taki modiui
peaknii 3 gactororo Menme 0,1%, mOB’si3aHi 3 MOHOTepamiclo KaneuuTabiHOM Ha OCHOBI
06’ €[HAHOTO aHAMI3Y 3 KIiHIYHMX JaHUX 3 Ge3reku 3 7 KIiHIYHHX BUIPoOyBaHb 3a ydacTi 949
naiedTis (2 — pasu Il ta 5 — dasu I moo NiKyBaHHS METACTATHYHOTO KOJIOPEKTAIBHOIO paKy
Ta METACTAaTHYHOTO paKy MOJIOYHOI 3a03H): KapAioMiomaris, cepleBa HeIOCTATHICTb,
HLTYHOYKOBI €KCTPAaCHCTOJIH, ParToBa CMEPTh.

Enyeganonamis

OxpiM n0GiuHuX peakuiii, onucaHux y Tabauusx 4 Ta 5, Ta Ha OCHOBI 00’€HAHOTO aHATI3Y
BHIIE 3 KIIHIYHUX JaHUX 3 Ge3MeKH, 3 BHKOPHCTAHHAM KaneuuTabiny y MoHoTepartii Takox 0y.10
NOB’A3aHO BUHUKHEHHS eHledanonartii 3 yactoroo mexuie Hix 0,1%.

Ocobausi kamez20pii nayicumia

ITayiecnmu a1imHe020 GIKy (0u6. po30in 4.2)

Amnaniz ganux 3 Gesnekm y manieHTiB BikoM > 60 pokiB, AKi OTPHMYBaIH MOHOTEpAINiio
KarenuTabiHoM Ta KOMGiHOBaHe JIIKyBaHHS KareluTabiHOM Ta JIOLETaKCeIoM, CIIOCTEpiraBcs
11 IBMIIEHU PU3UK YaCTOTH BUHUKHEHHS nobiunux peakui Il ta IV cTyneHs ta cepio3HuX
MoGIYHKMX peakiiif, MoB’A3aHuUX i3 JIKyBaHHSM, MOPIBHAHO 3 TAKUM Y NalieHTIB Bikom <60
pokiB. Binbm panHe NpUNMHEHHS JIIKYBaHHS y pe3y/IbTaTi IOOIYHMX PeaKIiif CrocTepiranoch
y GimbImoi KigekocTi mauienTiB Bikom > 60 pokis, siki OTpHMyBand KoMOiHOBaHE JiKyBaHHS
KarenuTabiHOM Ta JOIETAKCEIOM MOPIBHIHO 3 nanieHTaM# BikoM <60 pokis.

PesynbTaTi MeTa-aHamizy 3 14 kiiHiHYMX BUIpoOyBaHs 3 JaHHX Bi moHax 4700 nawienTis, sKi
nikyBamucs KanenuTaGiHOM, TIOKa3aiW, IO Yy BCIX JOCTI/DKEHHAX KOMOIHOBAHOTO
3aCTOCYBaHHA 3 BikoM (30inbimenHs Biky Ha 10 pokiB) crocTepirazocs CTaTHCTHYHO
JIOCTOBIpHE 30i/IbIIEHHS PU3MKY PO3BHTKY IOJOHHO-IIJIONIOBHOrO CHHIPOMY Ta jiapei, a
TaKOJ)K 3HWKEHHS. PU3UKY PO3BHTKY HEHTPOIEHII.

Cmameb

PesynsraTy MeTa-aHaiisy 3 14 kiiiHiHuux BUnpoOyBaHs 3 JaHUX B moHan 4700 namieHTis, ki
NiKyBaJMCs ~ KanenuTabiHOM, [OKa3aid, MmO Y BCIX [JOCTIIKEHHAX KOMOIHOBAaHOTO
3aCTOCYBaHHs JKIHOYA cTaTh Oy/a CTATHCTHYHO 3HAuylle OiIbIe MOB’S3aHA 3 INiJABHIICHUM
PU3UKOM PO3BHTKY JIOJIOHHO-TIIIOMIOBHOTO CHHAPOMY Ta Jiapel, a TaKoX 3HHKCHHsS PU3HKY




PO3BUTKY HEHTPOMEHil,

Iayienmu 3 Hupkosoio Hedocmamuicmio (Ous. po3din 4.2, 4.4 ma 5.2):

AHai3 nanux 3 Ge3nexu y XBOPUX 3 NMOPYIIEHHsSM (DYHKIIT HUPOK 710 MOYaTKy JiKyBaHHS, SKi
OTPUMYBAIH  MOHOTEpaNil0 KamenutadbiHoM (3 THPHUBOJY  KOJOPEKTATLHOrO  PaKy),
CIoCTepiranocs MiJBUINEHHS 4acToTH nobiunux peakmiit III i IV cTyneHs, moB’s3aHux i3
JTKYBaHHSM, OPiBHAHO 3 XBOPUMH 3 HOPMATBbHOIO (YHKLIEI HUPOK (36 % (n=268) — y XBOpuX
6e3 nopymreHHs GpyHKIii Hupok npotd 41 % (n=257) — y XBOPHX 3 HUPKOBOKO HEIOCTATHICTIO
aerkoro cryness ta 54 % (n=59) - y XBOpHX 3 IOMipHOIO HUPKOBOIO HEJIOCTATHICTIO) (IHMB.
po3ia 5.2). V XBOpHX 3 NOMIPHOK HEPKOBOIO HEIOCTATHICTIO YacTillle BUHHKAJIa HEOOXi/IHICTh
y 3HWKeHH] 1034 (44 %) nopiBusHO 3 33 % Ta 32 % XBopHX 63 HHPKOBOT HEAOCTATHOCTI Ta
HUPKOBOIO HEJIOCTATHICTIO JIETKOTO CTYIeHs BiANOBIAHO Ta dacTime crocTepiraiacs
niepeyacHa Bijmina ikysanus (y 21% XBOpPHX I1iJ Yac MepIINX JBOX KypCiB) IOPiBHAHO 3 5 %
1a 8 % y XBOpHX 3 BiJICYTHICTIO MOpYIIEHHS (YHKIIi HHPOK Ta HUPKOBOIO HEJOCTATHICTIO
JIETKOTO CTYTIEHS.

[ToBioMJIeHHS PO Mi03pIoBadi Mo0iYHi peakirii

IloBizoMiIeHHs npo mijgo3pioBai MmoGiuHi peakuii micias peecTpaiii jikapchkor 3acoly €
BayKIMBHM. lle H03BOJISE 3THCHIOBATH TIOCTIMHMI MOHITOPHHT OanaHCy KOPHCTI/PH3HKIB
nikapcekoro 3acoby. ITpodecioam y chepi OXOPOHH 310pOB’sl 3aNpPOLIYFOTHCS IOBIIOMIISTH PO
Gymb-siKi 11i103pOBani noGiumi peakiiii Yepe3 HANiOHATBHY CHCTEMY MOBIIOMICHB, BKasaHy y
Homatky V.

4.9 Ilepexo3syBaHHs

[IposiBAMH TOCTPOrO NEpeI03yBaHHS €: HYHO0Ta, ONIOBAHHSA, Jiapes, MYKO3HT, ITOJPa3HEHHS
IITYHKOBO-KHIIIKOBOTO TPAKTy Ta KPOBOTEYi, @ TAKOXK IPHUTHIYEHHS KiCTKOBOTO MO3KY. Metnyine
BEJICHHS Iepelo3yBaHHA Ma€ BKIIOYATH 3BHYAiHI TepameBTHYHI Ta MiATPEMYIOYi 3aXOZH,
CHPSMOBaHi Ha KOPUIYBaHHS HAsBHHMX KJIiHIHYHHX MPOSBIB Ta MOMNEPE/UKCHHA IX MOXIMBHX
YCKJIaTHEHb.

5 ®APMAKOJIOI'TYHI XAPAKTEPHCTHKH
5.8 ®apmakoaHHAMIYHI XaPAKTEePHCTHKH

dapMmakoTepaneBTHUHA Tpyna: AHTHHEOIUIACTHYHI 3aco0HM. AHTHMETaOOJITH, AaHAIOIH
rpimimuHiB, kog ATX: LO1BC06

Kanenutabin — mnoxigue ¢ropmnipumiauHy Kapbamary, OpajlbHHH ILHTOCTATHK, SKHH
AKTHBYEThCS Y TKAHMHI NMyXJIHHH | YHHUTH Ha Hei CEJIeKTHBHY HMTOTOKCHYHY Aifo. Cam
KanenuTabid He YHHHTh HUTOTOKCHYHOT J1if, O/THAK MEPETBOPIOETHCS Y IUTOTOKCHIHY CIIOIYKY
— dropypanmn (5-®Y). Kaneuurabin akTHBY€EThCS Uepe3 KijlbKa KPOKiB (pepMEHTOYTBOPEHHS
(muB. posmin S5.2). DepmeHT, 3aqiAHMH O OCTATOYHOrO TeEpeTBOpeHHA y 5-OV
taMimuHpochopHIaza, 3HalieHuii y TKaHWHAX IyXJIHHH, ajle TakokX i B HOPMAIbHHX
TKaHWHAX, X04a 3a3BM4ail y MEHIIHX piBHAX. Ha Moze/sIX KCEHOTpaHCILUIAHTaTy paKy JIFOJHHH
KarenuTabiH MpoJeMOHCTPYBAaB CHHEPreTHUHH eekT y KoMOiHamil 3 JoLeTaKceIoM, o MoKe
OyTH OB’ 513aHO 3 aKTUBAIIIEI0 THMiAHHPOCHOPUIIA3H I0LETAKCETIOM.

IcHYIOTB CBif4eHHs ToOro, 1o Metabonizm 5-®Y B anabosiunoMy muisixy O10Kye peaxiio
METHIIIOBAHHS  JI€30KCHYPHIMIOBOT KHUCIOTH B THMIJMIOBY KHCJIOTY, TaKHM 4YHHOM
BTPYYAIOUHCh y CHHTe3 je3okcupuGonykneiHoBoi kuciotu (JIHK). Yreoperus 5-OV Takox
npu3BoMTs 70 npurhivenns PHK ta cunresy 6inkiB. Ockimbku JIHK ta PHK € cyrreBo




BKJIMBAMH JUTS OJIUTY Ta POCTY KITHHH, edekT 5-DV moxe cTBopioBatd AediuHT TIMUIHHY,
110 NPOBOKY€E HezbanaHcoBaHui picT Ta 3arubens kaiTunul. Brms aenpusaunii JITHK ta PHK €
HaHOLTBI TIOMITHHMH JUIsl KJIITHH, IO NpoidepyroTh wBKALIE i AKi MeTabomizyioTs 5-OV i3
OLTBIIO0 MIBHAKICTIO. '

Pak 000/10B01 KHIIKH Ta KOJOPEKTAJILHHUHI paK

Monomepanis kaneyumabinom é aod 'toeanmuiti mepanii paxky 06000601 KUWKY

Jani 3 GararooKyCHOro, paHJIOMi30BaHOI0, KOHTPOIEOBAHOTO KIIHIYHOrO BUNpoOyBaHHs (ha3u
III y manienTiB 3 pakoM 06oa0Boi kumku crazii [II (C 3a [[prokoM) MATPAMYIOTE 3aCTOCYBaHHS
KarenuTabiHy Uit ai OBaHTHOI Teparii mamieHTiB 3 pakoM 00010801 kuuIku (JlocnimkeHns
XACT; M66001). ¥V usomy BunpoOysanui 1987 namienTiB Oya0 paHIoMi3oBaHO O TIPYIH

nikyBaHHs Kanenurtabinom (1250 Mr/m2 aBiul Ha 100y MNPOTAroM 2 THIKHIB 3 HACTYIHOKO
epeBor0 B | THKZICHB Ta 3a CXEMOIO 3-THIKHEBHX KYpCIB NpOTAroM 24 THXKHIB) abo rpynu

mikyBaHHs S5-OY Ta jelikoBopuHOM (cxema KiiHiHKM Maito: nefikosopun 20 Mr/m2

BHYTPIIIHBOBEHHO 3 HACTYIHOKO 425 /M2 BHYTPIIIHBOBEHHOIO OOMIOCHOIO iH eKIiero S-DY,
y ani 1 - 5, koxni 28 muiB npotarom 24 TwxkHiB). KaneunTabin OyB npHHaiiMHI €KBIBAICHTHEM
5-OV/JIB BHYTpIIHLOBEHHOY BIDKWBAHHI 0€3 pelMIMBIB y TOMYJAlil 3a MPOTOKOJIOM
(BimHowenus pusukis 0,92; 95% J1 0.80-1.06). V Beiit panaomizoBaHiii oy i BUpoOyBaHHs!
010 PO30LKHOCTEH Mix rpymolo Kaneuutabiny npotu S-OV/JIB y BwikusanHi 6e3 peru/MBiB Ta
3araJbHOMY BH)KMBaHHI IoKa3any BigHowmeHHs pusukis 0,88 (95% 11 0,77 — 1,01; p = 0,068)
ta 0,86 (95% JII 0.74 — 1.01; p = 0.060) BiamosigHOy. CepenHs TPHUBATICTh HACTYIHOIO
KOHTPOITIO Ha Yac aHami3y ckiana 6,9 pokis. Y norepesnso 3ariaHoBaHoMy 0araroMKTOpHOMY
anamizi Kokca 6y10 MpoeMOHCTPOBaHO mepeBary Karenutabiny y nopiBrsHHS 3 5-OV/JIB
6omocHo. Hactynsi haktopu Gy/u monepesHb0 BH3HAYEHI Y IUIAHI CTATHCTHYHOTO aHami3y Juis
BKJTFOUCHHS 10 MOJIEJ: BiK, 4ac BiJl XipypriqHoro BTpy4aHHs J0 paHoMisailii, crate, piBHi PEA na
BHXIZHOMY piBHi, jimMdariuni By31M Ha BUXiZHOMY piBHI Ta KpaiHa. Y Beiif pangomizoBaHii
nomynsuii  KanenutaGin npojeMoHCTpyBaB mepepary Hax S-®V/JIB mono BkuBaHHS 0Oe3
permMBiB (BiaHomenHs pusukis 0,849; 95% /110,739 - 0,976; p = 0.0212), a Takox 3arajibHOI0
BukMBaHHA (BigHomenus pusukis 0,828; 95% 1 0,705 — 0,971; p = 0,0203).

Kombinosana mepanis é ao ‘tosanmuiil mepanii paxy 06000601 Kuuiku

Jlani 3 omHOro 6araToOKYCHOTO, paHIOMI30BAHOTO, KOHTPOJIBOBAHOTO KIHIYHOTO
BunpoOyBanHs ¢asu 3 y namieHTiB 3 pakom oboxoBoi kumku crami III (C 3a [Iptokom)
HiJTPUMY€E BHKOpHCTaHHs Kaneuutabiny B komGinauii 3 oxcanimmatunom (XELOX) mns
a1 IOBaHTHOI Teparii namieHTis 3 pakoM 006010801 kuikH (gocikenas NO16968). V usomy
BunpoOyBanHi 944 mamieHTis OynM paHIOMI30BaHI A0 TPYIH JIKyBaHHs KarenuTabiH y
2

nBivi Ha 100y npoTarom 2

THIKHIB 3 HACTYITHOIO @ | -THXKHEBOIO 1IepepBoI0) y KoMOiHaii 3 okcanimmaruaom (130 /2
BHYTPIlIHLOBEHHA iH(Y3iss MpoTAroM 2 TOIUH y JeHb | KOKHi 3 THXKHIB); 942 maluieHTIB
Oy panioMizoBasi 10 rpynu 5-OY Ta neitkoBopuH 60MFOCHO. Y MepBHHHOMY aHaTi3i 1010
JUIC B rpyni «Bci paHaoMi3oBaHi MNALi€HTH, SKi OTPUMAIM NPHHAWMHI OJHY J03Y
nociaikysanoro npenapary» , XELOX moka3aB 3Hauny mnepesary sigHocHo 5-OV/JIB
(BP=0,80, 95% J11=[0,69; 0,93]; p=0,0045). 3-piunnit pisub AIIC cxaas 71% ms XELOX
npotu 67% s 5-OVY/JIB. Anani3 mon0 BropunHoi Kinnesoi Toukd RFS mizrpumye Taxi
pesynsrati 3 BP 0,78 (95% J{1=[0,67; 0,92]; p=0,0024) s rpynu XELOX npotu 5-OV/JIB.
XELOX npozieMoHCTpyBasa TeH/IeH1iio mozo sumoro 3B 3 BP y 0,87 (95% M1=[0,72; 1,05];
p=0,1486), mo TpancmoeTbes y 13% 3HUKEHHS PU3HKY cMepTi. S-piunnit piBens 3B ckias
78% g rpynu XELOX npotu 74% mis 5-OV/JIB. Jlani 3 edexruBHOCTi Oa3yioThes Ha
MeTiaHHOMY 4aci criocTepeskenHs y 59 micauin ang 3B ta 57 micsnis as JTIC. Koedinient
BIZIMIHH Yepe3 BHHMKHEHHs MoOiuHuX eekTiB OyB BHIMM y rpymi KoMOiHOBaHOI Teparii

BUIIIAI 3-THOKHEBUX KypciB mpoTsroM 24 twxkHiB (1000 Mr/m




XELOX (21 %) y mnopiBHsSHHI 3 rpynoio Monotepamii S-®Y/JIB (9 %) B rpymi «sci
paHIOMi30BaHi MAIi€HTH, SIKi OTPUMAIH MPUHANMHI OHY 03y A0CIDKYBAHOTO Ipernapary

Monomepanisa kaneyumabinom npu memamecmamuiHomy KOJIOPEKMaibHOMY PAxy

JlaHi 3 ABOX 1IeHTHYHO po3polieHux, 6arato)oKyCcHHX, paHIOMI30BaHHX, KOHTPOJILOBAHUX
KIHiYEEX BHNpoOyBanb dasu III (SO14695; SO14796) miarpuMyrOOT:> BHKOPHCTAHHS
KanenuTadiHy JUis JTIKyBaHHS METaCTaATHYHOTO KOJOPEKTATBHOTO paKy mepiuoi ainil. ¥ mux
BurpoGysanusx 603 mauieHTiB 6yj0 paHI0Mi30BaHOIO TPYIH JTiKyBaHHs KaneluTaOlHOM

(1250 /M2 JBidl Ha 100y MPOTAroM 2 THIKHIB 3 HACTYTHOKIO 1-THXXHEBOIO NEPEPBOIO TA Y
BUIJIAZ 3-THXKHEHBHX KypciB). 604 mamieHTiB Y10 paHIOMI30BaHO /10 I'PYIH JIKYBaHHS -

DV Ta neitkoBoprHOM (cxema KiiHiku Maiio: 20 Mr/M2 JIeMKOBOPUHY BHYTPIIIHBOBEHHO 3

HACTYIHOK BHYTPIUIHHOBEHHOIO GOTIOCHOIO 1H €KINEO 425 Mn’MZ s 5-OV, y mni 1 - 5, xoxHi
28 nmiB). 3arambHi 06’eKTHBHI piBHI BiAMOBiZl y Beilf paHZoMizoBaHiH momysmii (OmiHKaA
nociHuKa) ckaam 25,7% (xanenuTabin) npotu 16,7% (Cxema xiiniku Maiio); p <0.0002.
Meiannuii yac 710 mporpecysatHs XBopoou ckias 140 nuiB (kanenura6in) npotd 144 qHiB
(Cxema kniniku Maiio). Meianne BuwkuBanHs ckiano 392 nuiB (kanenurtadin) nporu 391 qnis
(Cxema xminiku Maito). Ha cporoAHimHii AeHb HeMae JAaHUX I HOPIBHSHHSA
3aCTOCYBAaHHS MOHOTepamili kaneuutaGiHOM IUIsl JIKyBaHHA KOJOPEKTAIbHOrO paky 3
KOMOiraiiifHUMH| cXeMaMy Nepmoi JiHii.

Kombinosana mepanis nepuwtoi ninii 1iky8anHA MEMACMAMUYH020 KOJIOPEKmMalbHo20 paKy
Jlani 3 GaraTodoKycHOro, paHAOMi30BaHOr0, KOHTPOJIBOBAHOTO KIIHIYHOIO J0CIUKEHHS
dazsu 11 (NO16966) miarpuMyiOTh BHKOPHCTaHHS  KamenuTabiHy y KomOiHauii 3
oKkcamimiatuHoM abo y komGinanii 3 okcamimiaruHoM Ta and GeBaum3ymaboM uis Teparii
MepIoi iHii METacTaTMYHOIO KOJOPEKTAIBHOTO paKy. JIOC/i/DKeHHs MICTHIIO /IBi YaCTHHH:
MepBUHHA 2-TPyIOBa YaCTHHA, B sKiif 634 marieHTiB 6ys0 paHI0Mi30BaHO /10 J[BOX PI3HHX
rpyn jikysanus, Bnodaroun XELOX a6o FOLFOX-4, ta HactynHa 2x2 (akTopHa 4acTHHA,
B siKil 1401 mauienTis 6yn0 paHIOMi30BaHO 0 HOTHPHOX Pi3HUX IPYII JIIKYBaHHS, BKIFOYAIOYH
XELOX mmoc miauebo, FOLFOX-4 mmoc mwranebo, XELOX mmoc Oesanuszymad, Ta
FOLFOX-4 nmoc 6eBauusyma0. [Jus. Tabmuiio 7 171st cXeM JTiKyBaHHS.

Ta6nuus 7 Cxemu nikyBanHs y nociipkenHi NO16966 (MeTacTaTHYHOIO KOJIOPEKTAIBHOIO PaKy)

JlikyBanusi  [IlouaTKOBa /1032 Cxema
FOLFOX-4 Oxcamimuiatud 85 mr/M4Okcanimiatud y JleHs 1, KoxHI 2
00 BHYTPIIIHHOBEHHO THXKHI
FOLFOX-4 + 2 rox
beBanuzymab Tefikosoprn 200 2 leiikoBopun y Jlui 1 Ta 2, KoxkHi
BHYTPILIIHHOBEHHO 2 THKHI
2 ron
S-hropypatui BHYTPILIHBOBEHHO
Z
5-¢ropyparmn 1100 Mr/M GorocHo/iHdy3is, xoxui [(ui 1 Ta 2,

BHYTPIIIHBOBEHHO
00JII0CHA 1H €Ki,
3 H&CE}‘HHOIO 600
M/ M

BHYTPILIHBOBEHHO 22
roJ1

IKOXKHI 2 THIKHI




TTnane6o abo |5 _ mr/krillens 1, no FOLFOX-4, koxai 2 THXKHI
BeBauH3y‘Ma IBHYTPILIHBOBEHHO
6 30-90 xBu1
XELOX Oxcaninnatua {130 mr/m“Oxkcamimiatun y [denb 1, xoxHi 3
abo BHYTPiIIHLOBEHHO THKHI
XELOX+ 2 rog
KarmeruTabiH NepopalbHO B4l  Ha|
Karrerurabin - {1000 MI/M<106y 1 2 THXKHIB
[IepopalbHO
beBanu3ymab Biui Ha 100y (3 nactynHoo 1 week off- nikyBanHs)
[Tnaue6o abo  |7.5 mr/krg  [lensl, o XELOX, koxHi 3 THIKHI
besanusyma BHYTPiLIHBOBEHHO
0 30-90 xBun
S-dropypanui: BHYTPIIIHBOBEHHA OOJIIOCHA 1H €Ki Bipasy Mic/ JeHKOBOPUHY

He menma edextusricTs rpyn, mo Mictam XELOX y NOpiBHAHHI 3 rpyniaMH, O MiCTHIIH
FOLFOX-4 y 3arajsHoMy NOpiBHAHHI 0y/1a MpoJeMOHCTpOBaHa 3 Orisiay Ha BrokuBaHHs
Ge3 mporpecyBaHHs XBOPOOH y MOMYJIALIi MALIEHTIB, IO 3aI0BONBHSIM KATEPil ydacTi y
JOCT/UKEHHI Ta y Tpymi «BCi BKIIOYEHI A0 MOCIIUKEHHS NAIli€HTH, SKi NPUAHSIIHA
IpHHANMHI OIHY 03y AOCHiKyBaHOro mnpemapaty» (aus. Tabmuiio 8). Pesynbrars
BKasytoTh, mo rpyna XELOX exsiBanentna rpyni FOLFOX-4 3 Touku 30py 3arajlbHOro
prokuBanHs (nuB. Tabmamo 8). Iopisusuus rpymu XELOX nmoc Gepanusymad npoTy
FOLFOX-4 mmoc Gepauusymad Oy10 METOK JOCIIJHMIBKOrO aHajuily, BH3HAYEHOro
norepeiHbo. Y 1boMy nopissHHI stikysanHs B niarpyni XELOX nmoc Gesauusymad 6yno
aHaori9HUM y TopiBHAHHI 3 to FOLFOX-4 mmtoc Gerarm3symat 3 TOUKH 30py BuskuBaHHS
Ge3 mporpecyBaHHs XBopoOu (BimHomenHs pusukiB 1,01; 97,5% JI 0,84 — 1,22).
MeziaHHH 9ac HACTYNHOTO KOHTPOIIO HA MOMEHT IEPBHHHHX aHali3iB y rpymi «Bci
BKJIFOUEHI [0 JOCTI/DKEHHS TAaIl€HTH, SKi [pUHHSAIM TNPUHAWMHI OZHY /03y
JIOCITI/DKYBaHOTO Mpenapaty» cKias 1,5 poku: /aHi 3 aHasli3iB J1071aTKOBOro HacTyIHOro 1
POKY KOHTPOJIO TaKOXK BKIFOYeHO a0 Tabmmmi 8. Ilpote, aHaiis BUXKNBAHHA BE3
[TPOT'PECYBAHHS XBOPOBMU npwu niKyBaHHI HE MiATBEPAMB PE3yJIbTATH 3arajlbHOro
BUXMUBAHHS BE3 [TPOI'PECYBAHHS XBOPOBMU Ta anani3 3B: BiHOMEHHs PU3HKIB
y rpyni XELOX nporu FOLFOX-4 cxiano 1,24 npu 97,5% 11 1,07 — 1,44. Xo4a aHaii3
YyT/MBOCTI JIEMOHCTpY€, IO DI3HHMII 3a CXeMaMH JIKYBaHHA Ta 4acoM OUIHKH ITyXJIHH
BrumBaoTh Ha anamis BUKUBAHHS BE3 TIPOTPECYBAHHS XBOPOBM npu
JiKyBaHHi, ITOBHOIIIHHE TOSCHEHHS! JUIsl LIBOTO Pe3yJIbTaTy [Ie HE BHSBIICHO.

Tabmuus 8 Kmodosi pesymsratu (edKTMBHOCTI /Ul aHamily He MeEHIIOl e(eKTHBHOCTI y
Jocmimpkenni NO16966

IEPBUHHUU AHAJII3

XELOX/ XELOX+P/ [FOLFOX-4/FOLFOX-4+P

XELOX+BV /FOLFOX-4+BV (EPP*: N

(EPP*: N=967; ITT**: =937, ITT**: N=

=1017) 1017
Monyasiuis [Mexianuuii gac 10 nmoaii (JInis) BP (97,5% AI)
Iapamerp: Buskusanns 6e3 nporpecyBaHHs XBopoou
[EPP 241 259 1,05 (0,94; 1,18)
TT 244 259 1,04 (0.93; 1,16




Mapamerp: 3araibHe BHAKHBAHHS

EPP 577 549 0,97 (0,84; 1,14)

[TT 581 553 0,96 (0.83:1.12)

JTIOJATKOBHH 1 PIK HACTYITHOI'O KOHTPOJIIO

Monyasuis [Mexiannuii yac 10 noaii ({uis) BP (97,5% JI)
apaMerp: Buknpanns 6e3 nporpecyBaHHs XBOPOOH

EPP D42 259 1,02 (0.92; 1,14)

[TT 244 259 1,01 (0,91; 1,12)

[[lapamerp: 3arajibHe BHKHBAHHSI

EPP 600 594 1,00 (0,88; 1,13)

1T 602 596 0,99 (0,88 1,12)

*EPP= nomynsiis MaIienTiB, Mo 3a0BOIBHAIOTE KpuTepil ydacTi B gocmiwkenni; **ITT=rpyna
«BCi BKJIFOYEHI /10 JIOC/Ii/KEHHSI TTAli€HTH, SIKi IPUIHAIE IPHHAHMHI OHY /103y AOCIUKYBAaHOTO
Tpenapary.

V panzomizoBanomy, KoHTpossoBaHomy pociimkerHi ¢asu III (CAIRO) 6ymo mocitipKeHo

edexT 3acTocyBaHHs KaneuTabiny y nodatkosii 103i 1000 M/ POTATOM 2 THIKHIB KOJXKHI
3 TrokHI y KoMOiHalii 3 ipHHOTEKaHOM U1 Tepallii Iepioi 1iHii y nauieHTiB 3 METaCTaTHYHUM
KONOpeKTanbHUM pakoM. 820 mnawieHTtiB Oyno paHIOMi30BaHO JUIS OTpUMHAHS abo
MoCTyTOBOrO JikyBanHs (n=410), abo nikyBauHs y kombinawii (n=410). IToctymose nikyBaHHSs
CKITazianiocs 3
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Teparii nepmoi ninii kanenutabinom (1250 Mr/M= aBiui Ha 106y mpoTsrom 14 aHiB), Apyroi

ninii - ipuHotexanoM (350 Mr/M2 y Jlens 1) Ta Tpernoi niHii - kanenuradinom (1000 Mr/M2
nBiui Ha 106y npotsroM 14 auiB) 3 okcamirutatuaoM (130 Mr/M2 y Heus 1). KombinoBane
NMiKyBaHHS CKJajgajiocs 3 Teparii mepioi ninii kanenurabinom (1000 wmr/v? nBidi Ha 100y
npotarom 14 auis) y komGinauii 3 ipunotexanom (250 mMr /M2 y Hens 1) (XELIRI) Ta apyroi

niuil - kanenutabigom (1000 Mr/vM2 gBiui Ha 100y mpoTsroM 14 1HIB) IUIOC OKCATINIIATHH
(130 mr/mM2 y Jlens 1). Bei kypen nikyBaHHS NpuiiMaimcs 3 iHTepBanaMu y 3 THKHI. Y
nikyBaHHi nepmiol ninii MenianHe BHKMBaHHA Ge3 mporpecyBaHHs XBOpoOH y rpymi «Bei
BKJTIOYEH] 10 JIOCIi/DKEHHS NALlieHTH, SKi NPUMHSIA IpUHANMHI OIHY /103y HOCIIKYBaHOTO
npenapary» ckiano 5,8 micsuis (95%/11 5,1 — 6,2 micsis)

JUTS TPYITH MOHOTeparii KanenuTabinom ta 7,8 micsauis (95%/11 7,0 — 8,3 micauis; p=0,0002)
s XELIRI. Ilporte, ue 6y10 noB’43aHo 3 MiABHINEHHSM BHIAIKIB IUTYHKOBO-KHIIKOBOT
TOKCHYHOCTI Ta He#TporneHii mix gac tepamnii nepmoi minii XELIRI (26% ta 11% s
XELIRI ta kaneuutabiHy nepmoi TiHii BiANOBIAHO).

I'pyma XELIRI 6yna mopiBasma 3 rpymoio 5-®V + ipunorekan (FOLFIRI) y tpbox
PaHIOMI30BaHMX JOCTI/DKEHHAX Y MAIEHTIB 3 METACTATHYHHM KOJIOPEKTATBEHHM pakoM. Cxemu
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XELIRI Bxmouanu Kanenuradin 1000 mr/m“ gBivi Ha 100y y aHi 1 - 14 TpUTHXKHEBOTrO Kypey y

KomOinauii 3 ipuHorekanom 250 Mr/v2 y Jers 1. V maiiGinsmomy nociimkenHi (BICC-C),
namienTis 6y10 panIoMizoBaHo Ayis otpuManHs abo Bigkputoro FOLFIRI (n=144), 6omocHo 5-
®Y (mIFL) (n=145), a6o XELIRI (n=141) i BoHH Oyim M0JAaTKOBO paHIOMi30BaHi Ui
OTpHMaHHS ab0 MOABIHHOrO ciimoro JiKyBaHHs LeneKkokcnOom, abo mnanebo. Mexianue
BIMKUBAHHS BE3 ITPOTPECYBAHHS XBOPOBMU ckiano 7,6 micsnis ais FOLFIRI, 5,9
micsii s mIFL (p=0,004) aus nopisaszus 3 FOLFIRI), Ta 5,8 micauis ana XELIRI (p=0.015).
Menianne 3B cknano 23,1 micsui s FOLFIRI, 17,6 micsiuis aast mIFL (p=0.09) Ta 18,9 micsuis
nis XELIRI (p=0.27). Iauient, sxux mikysanu XELIRI, BiqdyBanu HaaMmipHy MUTyHKOBO-
KHIIKOBY TOKCHYHICTH y mopiBHsHHI 3 rpynoio FOLFIRI (xiapes 48% ta 14% ana XELIRI i
FOLFIRI BigmosiaHo).

V nocnimxenni EORTC mauientis 6yno paHzoMmi3oBaHO Ui OTpHMaHHA a0 BIAKPHUTOrO




FOLFIRI (n=41), abo XELIRI (n=44) 3 101aTKOBOIO paHIoMi3alliero abo 0T rpymH MoBiiHOro
CIINOro JIiKyBaHHS HeleKokcuboMm, abo muanebo. Menmianumii wac BUKWBAHHS BE3
[IPOI'PECYBAHHS XBOPOBMU Ta 3araibroro Biwkusanus (3B) 6ys koporkimmm s XELIRI
npori FOLFIRI (BMDKMBAHHS BE3 ITPOI'PECYBAHHS XBOPOBH 5,9 npotu 9,6 Micsiuis
1a 3B 14,8 npotu 19,9 Micani), kpiM Toro, Gy/IT MOBiTOMICH] HAIMIPH] TOKA3HAKH BUHHKHEHHS
niapei y maunieHTis, siki orpumysanu cxemy XELIRI (41% XELIRI, 5,1% FOLFIRI).

¥ nocnimkenHi, omy6ikoBanomy Ckod ta iH., manieHTiB 6y10 paHA0Mi30BaHO IUIs OTPUMAHHS a00
FOLFIRI, a6o XELIRI .

3aranbHa yactoTa Bianosiai cknana 49% y rpymi XELIRI ta 48% y rpymi FOLFIRI (p=0,76).
Hanpuxiam nikyBanas 37% of nauientis y rpyni XELIRI ta 26% of nauientis y rpymi
FOLFIRI ue manu o3uak xBopoou (p=0,56). TokcuuHicTs Oy/1a aHATOrIYHOIO MiXK IpyIiamMu
JIKYBaHHSS 3a BHHATKOM He#Tpomnedii, mo Oyja noBiZoMiIeHa yacTillle y MAaIieHTIB, sKi
nikyBamucs y rpyni FOLFIRL

MonTanbsiHi Ta iH. BHKOPHCT&IH pPEe3yJbTaTH 3 BHINEO3HAYCHHX TPHOX MOCIIKEHb IS
HAaJaHHsd 3arajbHOr0 aHajli3y paHIOMI30BaHMX JOCII/UKEHb, IO IOPIBHAIOBAIH CXEMH
nikyBauHs FOLFIRI ta XELIRI qis nikyBaHHS METacTaTHYHOTO KOJOPEKTAIbHOTO paky.
3HauHe 3HWKEHHS pU3HKY nporpecyBanHs Oyno nos’szaHo 3 FOLFIRI (BP, 0,76; 95%/11, 0,62-
0,95; P <0,01), pe3y/bTar 4acTKOBO MOB'S3aHHM 3 OTAHOIO NIEPEHOCHMICTIO BHKOPCHTAHOT CXEMH
XELIRI.

Jaui 3 pangomizoBaHoro KiiHiunoro aociiukenHs (Cyrmakoc Ta iH., 2012) mopiBHIOBamm
FOLFIRI + 6eBanuzymab 3 XELIRI + GeBauuzymal i mpoeMOHCTpYBaIH BiZICY THICTh CyTTEBOL
pisanni y BVDKMBAHHI BE3 TTPOTPECYBAHHS XBOPOBHU a6o 3B Mk cxemamu
nikyBauHs. IlanienTiB 6ya0 pangomizoBano s otpumants abo FOLFIRI mmoc 6eBanusymat
(rpyna-A, n=167), abo XELIRI nmoc 6eBanusymab (rpyna-B, n-166). [lna rpynu B cxema

XELIRI BuxopucroByBana kanenutabin 1000 Mr/M?  mBiui Ha noby nporarom 14 mHiB

+ipuHoTtexkan 250 Mr/M2 y Jlens 1. MenianHe BwXuBaHHs 0e3 mporpecyBaHHs XBOPOOH
(BUJKMUBAHHSA BE3 ITPOI'PECYBAHHS XBOPOBH) cknano

10,0 Ta 8,9 micsmiB; p=0,64, 3aransue BxkuBaHHA 25,7 Ta 27,5 micsuis; p=0,55, a yactora
Bignosim 45,5 Ta 39,8%; p=0,32 mis FOLFIRI-bes ta XELIRI-beB Bianosiguo. [lanienTy,
skux Jikyeanu XELIRI + Gepaum3ymal, MOBiIOMIISITM 3HAYHO BHUINY YacTOTY BHHHKHEHHS
niapei, heOpUIIBHOT HEHTOIEHIT Ta JI0JIOHHO-TIIOMOBHMX [IKIPHIX PeaKililf, HbK y MaIlieHTiB, SKUX
nikyBam FOLFIRI + 6eBauusyma0 i3 3HauHO OUTBIIMM BIAK/IAACHHAM JIIKYBaHHS, 3HHJKEHHSM 103
Ta NPUITHHEHHSM JiKyBaHHS.

Hani 3 6ararookycHOro, paHoMi30BaHOT0, KOHTpOIboBaHOTO AocipkeHHs dasu II (AIO KRK

0604) miaTpuMyiOTh BHKOPHCTAHHsS KarneuuTabiny y movarkosiii o3 800 /M2 OPOTATOM 2
THIKHIB KOXHI 3 TKHI y KoMOiHamil 3 ippHOTeKaHOM Ta OeBanusymaboM I Tepamii mepioi

JNiHiT y manieHTiB 3 METACTATHYHUM KOJIOPEKTaIbHUM pakoM. 120 mamienTiB Oy10 paHI0Mi30BaHO
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Juts JTiKyBaHHs 3a MoaudikoBanow cxemoro XELIRI 3 xanenurabinom 800 mMr/m“ aBivi Ha 100y

IIPOTSITOM JIBOX THOKHIB 3 HACTYITHOIO 7-/IEHHOIO NEPEpBOI0), ipuHoTeKaHoM (200 wmr/m? y BUIIISIZ
30-xBumHHOI iHQY3ii y [lens 1 koxkHi 3 TuxkHi) Ta GeBarmzymadom (7,5 mr/kr y Burmsaai 30 — 90-
xBUITHHHOT iHY3iiy Jlenb 1 kookHi 3 THkHI) ; 127 nauiedTis 6y10 paHIOMi30BaHO VIS JTiKyBaHHS

karnenuTabinom (1000 Mr/M2 gBiui Ha 00y MpOTATOM ABOX THIXKHIB 3 HACTYIHOIO 7-J€HHOIO

[epepBoro), okcammiatHaoM (130 Mr/M2 y BUIIIl 2-roauHnol indy3ii y Jlens 1 koxHi 3 THXKHI)
ta GeBauzymabom (7,5 mr/kr y suriisiai 30 — 90-xBuminHOT iHQY3il y Jlens 1 koxHi 3 THIKHI).
ITicis cepeaHbOi TPUBAIOCTI HCTYIMHOrO KOHTPOIIO JOCIUKEHHOI momysnii y 26,2 Micsuis,
YacToTa Bi/OBI/l Ha JIIKYBaHHS ITOKa3aHa HIKYC:

Tabmuans 9 Kimowosi peynsrati edek uBHocTi st gocimkerns AJO KRK




XELOX + deBaunsymad 'Monmbixonaua BigHomeHHdA
XELIRI+ pusukis 95% /11
(ITT: N=127) oesaumsymad (ITT: 3Buavenns P
IN=— 120\
BuzknBanus 6e3 nporpecyBaHHs XBOpoOH Yepes 6 Micsinis
ITT 76% 84%
5% M1 69 - 84% 77 - 90% i
MenianHe BHKHBAHHSA 0€3 NPOrpecyBaHHs
ITT 10,4 micsris 12,1 micsmis 0,93
95% J11 9,0-12,0 10,8 -13,2 0,82 -1,07
P=0,30
MejnianHe 3arajibHe BHXKHBAHHS
ITT 24 .4 micaiB 25,5 MicsIliB 0,90
95% JII 19,3 -30,7 21,0-31.0 0,68 -1,19
P=0,45

Kombinosana mepanis y mepanii opyeoi 1iHii Mmemacmamuyio20 KOIOPEeKmanibHo20 paxky

Jlani 3 6araTodoKycHOro, paHI0Mi30BaHOTO, KOHTPOIEOBAHOTO KIIHIYHOTO A0CII/DKEeHHS (asu
I1I (NO16967) miarpuMyoTh BAKOPHCTaHHS KarnenuTabiH y KoMOiHalil 3 OKCaTinIaTHHOM JUIst
Tepanii apyroi NiHil METaTCTATHYHOTO KOJOPEKTAIBHOIrO paky. Y 1boMy BHIpoOyBaHHI 627
MALIEHTIB 3 METACTATHYHOK KOJOPEKTAILHOIO KaplHHOMOIO, SKI OTPUMYBAIH ITOTIEPEIHE
JiKYBaHHS ipHHOTEKAHOM Y KoMOiHauii 3 GTopmipuMiMHaMH B SKOCTI Teparii mepuioi JiHii,
Oyno pangomizosano a0 rpyn JgikyBanHs XELOX abo FOLFOX-4. Illono cxem 1o3yBaHHS Y
XELOX ta FOLFOX-4 (6e3 nonasanss mauebo a6o 6esaunsymatba) s, Tabmaimo 7. XELOX
IIPOJIEMOHCTPYBaB He MeHuy edexrusHicth, HDK FOLFOX-4 3 orisay Ha BrkuBaHHS Oe3
IIpOrpecyBaHHs XBOPOOH Y MPOTOKOJIBHIM MOMyJIALii Ta TpyTi «Bei BKIIOYEHI 10 JOCTIHKEHHS
MALi€HTH, SIKi TPHAHA TPHHAKMHI OJHY 03y JOCIi/KyBaHOro npenapary» (quB. Tabmuiio
10). Pesynbratu Bkasyiots, mo XELOX exsiBanentHa FOLFOX-4 3 ToukM 30py 3arajabHOro
rokuBaHHs (auB. Tabaumio 10), MenianHuA 9ac HaCTYIMHOTO KOHTPOJIIO HA MOMEHT ITEPBHHHHX
aHAaNI3IB Y rpymi «BCi BKIFOYEHI /10 10CI1/DKEHHS [IALI€HTH, SKI IPHMHAIA NPUHAHMHI OZHY 103y
JIOCIT/PKYBAHOTO IIperapary» ckias 2,1 poxu; AaHi 3 aHATI3IB 3 HACTYTTHHX JI0/IATKOBHX 6 MiCS1IiB
HACTYITHOTO KOHTPOJIIO TaKoXk BKitoyeHo 10 Tabmumi 10.

Tabmuus 10 Kmowosi pesynsratén cexkTuBHOCTI Ul aHamisy HE MEHINOI €(pEeKTHBHOCTI Yy

Hocnipkenni NO16967

NEPBUHHUH AHAJII3

XELOX IFOLFOX-4 (PPP*: N =

(PPP*: N=251; ITT**: N=313)252; ITT**:

N=314)

Monyasuis [Mexianuuii yac 10 noii (/{nis) BP (95% JII)
Iapamerp: BuzkuBanusi 6e3 nporpecyBaHHsl XBOPOOH
PPP 154 168 1,03 (0,87; 1,24)
ITT 144 146 0,97 (0,83: 1,14)
[lapamerp: 3arajibHe BHAKHBAHHS
PPP 388 401 1,07 (0,88; 1,31)
[TT 363 382 1,03 (0,87; 1,23)
JIOJATKOBI 6 MICSIIIB HACTYITHOI'O KOHTPOJIIO
Monyasnis [Meniannnii wac 10 noaii (J{uis) HR (95% JII)
Mapamerp: Buzknsanns 6e3 nporpecyBaHHs XBOpPoOH
[PPP 154 [166 [1.04 (0.87; 1.24)
ITT 1143 [146 10.97 (0.83; 1.14)
Mapamerp: 3arajibHe BHKHBAHHS




PPP 393 402 1,05 (0,88; 1,27)
363 382 1,02 (0.86:1.,21)
P=TIpOTOKO/IbHA {Ionynsmia; **[TT=rpyna «Bcl BKIIOYEHI [0 AOCITIDKEHHS MAll€HTH, SKi
INPUHHSIM TPHHARMHI OJIHY 103y AOCIIIKYBAHOTO Ipenapary».

*BP‘

Po3noBcropkeHHi paK HUIVHKY:

Jani 3 HaratookyCcHOro, paHIOMi30BAHOTO, KOHTPOIBOBAHOTO KIiHIYHOTO BUIPOOYBAaHHA
¢asu Il y mamieHTiB 3 pO3MOBCIODKEHMM PaKOM MUIYHKY HiATPUMYIOTh BHKOPHCTaHHS
KanenuTadiHy JUIg Tepanil mepiol JiHil po3MoBCIOKEHOro paky nuryHky (ML17032). Y upomy
BunpoOysanni 160 namieHTiB 6yI0 paHI0Mi30BaHO A0 IpyIH JTiKyBaHHs Kanenutabinom (1000
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Mr/M“ aBivi Ha 700y IPOTATOM 2 THXKHIB 3 HACTYNHOIO 7-IE€HHOIO NIEPEPBOI) Ta LIUCIIATHHOM

(80 Mr/m? y BHIJIAAL 2-romuHHOI iHGY3il KoxkHi 3 TwkHi). B minomy 156 manientis 6yiio
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paHI0Mi30BaHO 10 rpynH JjikyBaHs S-OV (800 mr/m“ Ha 100y, y BHrasai OesnepepBHOT

iHQy3ily ani 1 - 5 koxHi 3 THXKHI) Ta uucrulaTiHOM (80 Mr/v2 y B[ 2-roAMHHOI iHDY31T y
Jlens 1, xoxui 3 Twxkui). Kanmenurabin y xomOiHamii 3 HUCIIATHHOM I10Ka3aB HE MEHIIY
eeKTHBHICTE TOPiBHAHO 3 5-OV y komOiHaUil 3 LUCIUIATHHOM 3 OIVIAy Ha BHJKMBAaHHA Oe3
MporpecyBaHHsA XBOPOOH y IPOTOKOJIBHOMY aHami3i (Biaxomenns pusukis 0,81; 95% /110,63 —
1,04). Menianne BukuBaHHs 6€3 nporpecyBaHHs XBOpPoOH cki1aso 5,6 Micanis (kaneuutabin +
uucnnaatus) npotu 5,0 micsauis (5-OV + Llucriatun). BinHomeHHs pU3KKIB A7 TPHBAJIOCTI
BH)KMBAHHS (3arajibHe BHKMBaHH:) OyJI0 aHATIOTTYHIM JI0 BIIHOLICHHSA PH3HKIB /I BIOKHBAHHS
Ge3 mporpecyBanHs XBopobu (BiaHomenHs pusukiB 0,85; 95% JII 0,64 — 1,13). Menianna
TpUBalicTh BUKMBAHHA cKaana 10,5 micsauiB (kanemutadin + wucIiaTiy) npots 9,3 micsuis (5-
@V + HUCIIaTHH).

Jlani 3 pangomizoBaroro 6ararodokycHoro gocmimxents pasu 111, mo nopisusim kanenuradin
3 5-®V Ta okcaNiIIATHHOM T4 3 IIMCIUIATHHOM Y MAI€HTIB 3 PO3IIOBCIO/DKEHHM PAKOM IIUTYHKY,
MiATPHMYIOTh BUKOPHCTaHHs KaneuTabiHy /Ut Tepanii nepioi JIiHii po3MoBCIOKEHOT0 paKy
moryaky (REAL-2). V mpomy sunpoOysamni 1002 mamientiB Oyno paHaomi3oBaHO 3a
dbakxTopHUM aHaIi30M 2X2 B OJIHY 3 HACTYIIHUX 4 IPYIIL:

- ECF: enipy6iuus (50 mr/ e y BUrIsi GomocHol in’ekuii y Jlens 1 koxkHi 3 THoKHI),
uucruiatad (60 Mr/m2 y surasaal asoroauunoi ingysil y Jens 1 xoxui 3 THxkHI1) T2 5-

OV (200 Mr/M2 Ha 100y y Bgmmi 6esnepepBHOT iHdY3ii Yepe3 HeHTpaIbHUH KaTeTep).

= ECX: enipy6iuus (5Q mr/M* y Burasiai GomocHoi in’exuii y ens 1 KOKHI 3 THKHI),
uucniaaTiH (60 Mr/m BUTTISAAI  ABoroauHHOI iHGy3ii y JleHp | koxHi 3 THKHI) Ta
karrenuTabin (625 Mr/m .uai'qi Ha 100y Ge3nepepBHO).

- EOF: enipy6imun (50 M/m~ y Burisai GomocHoi in’ekuil y Jlens 1 koxkHi 3 THXHI),
okcamimnatus (1 39 MI/M“ y BUDISAL 2-roAuHHOT iHGy3il y JleHs 1 KoxHI Tpu THIKHI) Ta
5-®V (200 mr/m~ Ha no6y y Burisai GesnmepepBHoi iHy3il uyepe3 HEHTpaIbHHH
KaTeTep).

> EOX: enipy6imus (50 Mr/M2 y Burasai GosmocHol in’ekuil y Jlens 1 koxHi 3 THKHI),
oxcanimiatus (130 MI/A y BUDIsLAL 2-roAuHHOL iHy3ii y Jlens | KOXHI TpH THKHI) Ta

KanenuTabin (625 MI/M2 aBidi Ha 100y GesnepepBHO).

AHai3u NepBUHHOI €()EKTHBHOCTI Y MPOTOKOJBHIH MOMYIAI] MPOJEMOHCTPYBATH HE MEHIITY
e(eKTHBHICTh IIOJ0 3arajbHOTO BHXKMBAHHS Ui KarmenuTaGiHy npotu cxem 3 5-QV
(Bimnomenns pusukis 0,86; 95% JII 0.8 — 0,99) Ta mns okcalminjaTHHY HPOTH CXeM 3
McIUIaTHHOM (BiaHomeHHs pusnkis 0,92; 95% 110,80 —1,1). Meaianne 3arajbHe BHKHBAHHS
cknano 10,9 MicsmiB y cXeMax Ha OCHOBI KaneuuTaGiny Ta 9,6 MIiCAIIB y cXeMax Ha OCHOBI 5-
®V. Meniante 3aranpHe BiKUBaHHS ckiano 10,0 MicsiiB y cxeMax Ha OCHOBI IIMCIUIATHHY Ta




10,4 micsiB y cxeMax Ha OCHOBI OKCATIIIIATHHY.

KanennTabin takox Oyno 3actocoBaHo y komOiHauii 3 OKCAMIIIaTHHOM /IS JIKYBaHHS
PO3MOBCIOKEHOT0 paKy HUTYHKY. JloCHi/pKeHHs MOHOTepartii kanenuTabiHoM BKa3zyioTh, IO
KanenuTabiH Ma€ aKTUBHICTB TS IIKyBaHHS PO3MOBCIOKEOTO PaKy LILTYHKY.

Pak 06010801 KHIITKH, KOMOPEKTATBHHIA Ta PO3MOBCIO/UKEHHIH PaK IITYHKY: MEeTa-aHaJli3
MeTta-anami3 mecTd KIiHIYHHX BHIpoOyBaHb (nocmimkerHs SO14695, SO14796, M66001,

NO16966, NO16967, M17032) nixrpumye MOXTHBICTH 3aMiHM KanmenuTaGiHOM y MOHO- Ta
KOMOiHOBaHOMY NTiKyBaHHi 5-DY paKy HLUTYHKOBO-KHIIKOBOTO TpakTy. O6’etHaHMMH aHAI3 BKITHOYAE
3097 nauieHTiB, AKX JIKYBaIM CXeMaMH, O MicTHIH KaneuuTabid, Ta 3074 namieHTiB, AKHX
JIKyBald cXeMaMmH, 110 Mictiian 5-OY. MeaiadHuii yac 3arajibHOro BikuBaHHA ckiaB 703 mHi
(95% JI1: 671; 745) y nauieHTiB, AKMX JIKYBaIH CXeMaMH, 110 MiCHIIH KaneruTabiH, Ta 683 1uHiB
(95% JII: 646; 715) y nauieHTis, SKHX JIKyBaIH cXxemaMu, 1o mictamm 5-OY. BigHomeHHs
PU3HKIB JIJIS 3arajlbHOrO BHXKHBaHHA ckiano 0,94 (95% AI: 0,89: 1,00, p=0,0489), mo Bkazye Ha
T€, 1110 CXEMH Ha OCHOBI KalenuTabiHy MaloTh He MEHILY e()eKTHBHICTB, HiK cxemH 3 5-OV.

Pak MOJI04HOI 341034

Kombinosana mepanis kaneyumabinom ma Ooyemakceniom y JNIiKVBAHHI — MiCye6o-
PO3N0BCIO0dNCEH020 aBO Memacmamuyno20 paky Mmonoynoi 3aiosu Jlani 3 OJHOTO
GaraTooKyCHOro, paHJ0Mi30BaHOT0, KOHTPOJIBOBAHOrO KJIiHiuHOro BHNpoOyBanHs ¢dasu III
MiZOTPUMYIOTh BUKOPHCTaHHs KameuuTtaGiHy y komOGiHamii 3 jomerakcenom sl JiKyBaHHS
NAIi€eHTIB 3 MiCIEBO-PO3MOBCIO/UKEHHM a0 METacTaTHYHHM PAKOM MOJIOYHOI 3aJ103H MCI
HEBJIA/I0l IIATOTOKCHYHOT XiMioTeparii, BKIIOYaOuM aHTpalMKIHA. Y [bOMy BHIpoOyBaHHI 255

2 nsiui Ha 100y

NMPOTATOM 2 THIKHIB 3 HACTYITHOIO | ~THIKHEBOIO [1EPEPBOIO Ta JI0LETAKCEIOM 75 Mr/M2 y BUIIS/

1-roAMHHOI BHYTpilHEOBeHHOT iH(Y3ii KokHi 3 THXHI). 256 nmauienTis 6y10 paHAOMi30BaHO

I0 Tpynu JikyBaHHs uime gouerakcenom (100 /M2 y BHIIAI l-rogunBOI

BHYTpIIIHBOBEHHOT iH(y3ii kKoxkHi 3 Twxui). Bixusanss Oyno BHIMM y Tpymi KomGinauii
karerutabin + gouerakcen (p=0,0126). Menianne BuKuBaHHS ckiato 442 nHiB (kanenurabid
+ fouerakcer) npoTH 352 muiB (MMime nouerakces). 3aranbHi piBHi 00’ €KTHBHOT BIATOBIAI y Beili
panzomizoBamniit momymsuii (oninka gocnianuka) cknamu 41,6% (kanemurabin + nouerakcen)
npotu 29,7% (mmme gouerakcen); p = 0,0058. Yac 10 nporpecyBanHs XBopoOu OyB BHIIUM Yy
rpyni kom6inauii kaneuurtabin + goueraxcesn (p<0,0001). Menianuuii yac 10 mporpecyBaHHs
xBOpoOH cki1aB 186 niB (kanenutabin + gouerakcesn) npoty 128 nuiB (Juile goneTaKcen).

narienTiB 6y10 paHI0Mi30BaHO 10 TPYITH JiKyBaHHS KarrerutabinoM (1250 mr/m

Mownomepanis kaneyumabinom nicis Heeoan0i Ximiomepanii maxkcanamu, awmpayuxkainamu ma
Y mux nayieumis, AKUM AHMPAYUKITHOBA Mmepanis He NOKA3and

Jani 3 gBox 6GaratooKyCHHX KIIHIYHUX Bnnpoﬁyaaﬂb cbazn I1 Ui.D,TpHM}fIO‘FB BHKOPHCTAHHS
Kareuutabiny y M0H0Tepaml JUIA J1iKyBaHHs Tali€HTIB Mic/s HeBAAIol XiMioTeparii i3 BMiCTOM
TAKCAHiB Ta AHTPALMKIIHIB a00 THX, KOMy aHTpAIMK/IiHOBA Tepamis He MOKasaHa. Y IHX

BHIIPOOYBAHHSAX 3araoM 236 mauieHTiB jikyBamuch KanenuTabinom (1250 Mr/M2 1Bigi Ha 00y
MIPOTTSOM 2 THXKHIB 3 HACTYITHOIO 1 -THKHEBOIO [EpePBOIO). 3aranbHi piBHI 06’ €KTHBHOI BiIMOBIA
(ominka mocniznuka) ckinam 20% (nepmie BunpoOysanHA) Ta 25% (apyre BHIpoOyBaHHS).
MenianHuii yac 10 mporpecyBanHs XBopoOu ckimaB 93 Ta 98 auis. MeaiaHHe BHIKUBAHHS
cranoBwi0 384 ta 373 aHiB.

Bcl nokazanHs

Mera-anani3 14 kiiniunux BunpoGysanb 3 qanuMu Bia noHax 4700 mamieHTis, SKUX JiKyBajH /
7



kanenuTabiHOM y MOHOTeparii abo KamenunTabiHOM y KoMOiHaLIT 3 PisHUMHU cXeMam# XimioTeparii
3a PI3HUMH TTOKa3aHHAMH (pak 06010BOT KHMILKH, KOJOPEKTAIBHHMN, PAKULTYHKY Ta paK MOJIOYHOI
3aJ1034) TIPOJEMOHCTPYBaB, IO y MALli€HTIB Ha KanenuTaOlHl, y SKHX PO3BHBABCH IOJOHHO-
nigomoBHui cunapoM (AI1C), mamm goBIe 3arajibHe BH)KMBAHHS Y OPIBHSHHI 3 ITALlIEHTaMH, B
akux He possuBaBcsa [IIC: memianne 3aramsne BukuBanHsa 1100 mgui (95% I 1007;1200)
npotu 691 muis (95% [11 638,754)

3 BigHOweHHsM pu3ukiB 0,61 (95% I 0,56; 0,66).

iTH

€Bpomeiicbke areHTCTBO 3 JHKAPCHKHX 3aco0iB BiZMOBHIOCH BiJl 00O0B’SI3KY IPOBOJHMTH
nocnipkeHns moao Kanenurabiny AKKOpA y BCIX MiArpynax mauieHTiB-IiTel Ui JiKyBaHHS
a/ICHOKapIIMHOMH 000I0BOT Ta MPAMOT KUIIIKH, a/IeHOKAPIIMHOMH LILTYHKY Ta KapLMHOMM MOJIOYHOT
3a1034 (uB. po3ain 4.2 moao indopmarii npo BAKOPUCTAHHS Y JITEH).

52 @apMakoKiHeTHYHI XapaKTePHCTHKH

dapmakokiHeTHKa KareuuTabiny Oyna BH3HaueHa B jiamasoHi mo3 502-3514 mr/m%/no0y.
[lapamerpu kaneuurtabiny, S'-aesokcu-S-¢propumrnauny (5'-JAPLT) ta 5'-mesoxcu-5-
dropypununy (5'-1OVP) na mens 1 i 14 6ynu noxibrumu. Ha nens 14, AUC 5-@V Gyna Ha 30-
35 % Bue. 3HWKEHHS 1034 KanenuTaGiHy IPU3BOIHIO [0 3HIDKeHHS eKcriosulii 5-®Y Giibe,
HIXK IPONOPHIHHO 031, BHACTIIOK HEMHIHHOT (apMakOKIHETHKH aKTHBHOTO MeTaboIIiTy.

BemokTyBaHHS
Ilicns opanbHOro mpuifoMy KamenuTabiH IIBHAKO Ta MOBHICTIO BCMOKTYEThCS, [IC/SL HOro

IIPOXOAUTH Horo GioTpanchopmaiis B merabomitu 5'-aesoxcu-5-propuarumun (5'-JAPLT) i
5'-JIOVP. Ilpuitom iki 3MeHUIye MIBHIKICTD BCMOKTYBaHHs KanenutaOiHy, MpOTe HE Mae
3HAYHOTO BIUIMBY HA BENMYMHY IUIONI MiJ KpUBOKO «koHueHTpauis-dacy (AUC) 5'-JIOVP i
HacTymHoro Metadonity 5-®V. [lpu npusHaveHHi mperapary micis nmpuiiomy ki y mosi 1250
Mr/M Ha 14-i 1enp MakcuManbHi KoHIeHTpawii Cmax kanenutadiny, 5'-APLIP, 5'-JADVYP, 5-OV i
®OBAJl cranoBunu Bignosigno 4,47, 3.05, 12,1, 095 i 5,46 wmxr/miu, Yac J0CArHEHH:
MaKcHMasbHOT KoHneHTpauii Tyax gopisaioe 1,50, 2,00, 2,00, 2,001 3,34 rox, a AUC - 7,75, 7,24,
24,6, 2,03 1 36,3 MKT X TO/MJI BiITOBIHO.

Po3nopin

JlocikeHHs M1a3MH JIFOJMHY in Vitro npoAeMOHCTpyBany, 1o s Kaneuutabiny, 5'-JAOLT,
5'-JI®OVYP i 5-®Y 38’130k 3 6i1kaMu (FOJIOBHHM YHHOM 3 abOYMiHOM) CTAHOBHTD BiJTIOBITHO
54 %, 10 %, 62 %1 10 %.

Biotpancdopmartis

Kaneuurabin crnouarky Meraomi3yeThes y MediHII mig Jier0 KapOOKCHIIECTEpasu [0
merabosity 5'-JIOLT, axuit motiM Tpanchopmyerses B 5'-[ADYP mix aiero nHTHANHE3aMIHA3H,
IO 3HAXOJMTHCS, B OCHOBHOMY, Y TEYiHII Ta IMyXJMHHUX TKaHuWHaX. [lojanpina katamiTHYHa
aktuBanis 5'-JIOYP BinOysaeTscs 3a paxyHok TuMmiguH(ochoputasn. DepMeHTH, 3aTyUeHi Y
KaTaliTHYHy aKTHBALIIO, 3HAXOMATHCSA SK Yy NyXJIMHHHX TKaHWHAX, TaK i B HOPMaIbHHX
TKaHWHAX, aje 3a3Buyail Ha Hwkdomy piBHi. [lomansimma ¢epmenTHa OioTpachopmairis
kaneruTabiny 10 5-®V NpU3BOAUTE 10 BUIIMX KOHUEHTpAIH y IyXJIWHHAX TKaHMHAX. Y
BHIIQJIKYy KOJIOPEKTAJIBHUX MyXJIMH 3Ha4yHa 4acTHHa 5-OY JoKali3yeTbCcs B CTPOMAIbHHX
KIiTHHAX MyxiadHd. [licis mepopanbHOrO 3acTOCYBaHHS KalelHTaOiHy MallieHTaMH 3
KOJIOPEKTAJTBHUM PAaKOM BiTHOMIEHHS KOHUEHTpauii 5-@Y y KoropekTalbHHX MyXJIHHAX 10
KOHIIEHTpaIlii y IpHJIerIuX TKaHWHAX cTaHoBuia 3,2 (xiamasol Bix 0,9 10 8,0). BinHomeHHs
KOHIeHTpalii 5-OV y myX/MHi 10 KOHIEHTpawii y 11asmi KpoBi craHoBmIo 21,4 (fianasoH Bij




3,9 mo 59,9, N=8), B Tolf yac fK BiJHOIIEHHS KOHIIEHTpAIii y 3J0POBHX TKaHHHAX JIO
KoHIeHTpanii y miasMi KpoBi cranoBwio 8.9 (miamason Bix 3,0 mo 25,8, N=8). Ilpu
BHMIpIOBaHHI, aKTHUBHICTh TuUMimMH(pOchopunasn Oyra y 4 pasd BHIIA Yy [CpPBHHHIN
KOJIOPEKTalIbHIH MyXJIMHI MOPIBHSAHO 3 NPUJIETIMMH HOPMAJIBHHMH TKaHHHAMH. 3a JaHHMH
IMYHOTICTOXIMIYHHX IOC/Ti/KeHb Oilblla YacTHHAa THUMiZHHGOCHOpPIIA3H JIOKATI3YEThCA Y
CTPOMAJIBHHUX KJIITHHAX IMyXJIHHH.

ITorim 5-@V karabosnizyerbes auriapomipumiguaaeriaporenasoro (A1) 3 yTBopeHHSM MeHIN
TOKCHYHOTO JUTiapo-S-dropypauuty (PYHz). JuriaponipumianHasa po3menioe NipuMiIHHOBE
KiJblle 3 yTBOpeHHSM S-dropypeinonponionoBoi kucnotu (OVIIK). Kinueoroo peakmieio €
posierienns B-ypeinonponionazowo ®VIIK 1o a-dprop-p-ananiny (PBAJI), mo BUABIAETECS B
ceui. AKTHBHICTB JUTiAPOIIpUMIAHHIETiAporeHasy ooMexye mBuakicTs peakuii. Jedinut AT/
MOJKe TTPU3BECTH JI0 3pOCTaHHS TOKCHYHOCTI Kanenutabiny (auB. po3ain 4.3 and 4.4).

Busesenns
INepion naniseuBenenus (T1/2) kaneuurabiny, 5'-APLP, 5'-IAOVYP, 5-OV i ®BAJI cranoBuTSH

Bigmosiano 0,85, 1,11, 0,66, 0,76 i 3,23 rogunan. Kanenurabin Ta ioro MetaboIiTH B OCHOBHOMY
BUBOIATHCS 13 cevero. Ekckpenis i3 cedero - 95,5 %, BUBe/IeHHS 3 KaloM MiHiMaibHE - 2,6 %.
OcHosauM MeTaboiToM y ceui € DBAJL, sxuit cranoButs 57 % Bix npuiinstoi 103u. [Ipudimsno
3 % npHIHATOT 103H BUBOJUTHCS 13 CEYEI0 Y HE3MIHEHOMY CTaHi.

KombinoBana teparis

V Xomi JocHipKeHb (papMakOKiHETHKH He OyJ0 BHABICHO BIUIMBY KamenuTaliHy Ha
(apmakokineTHKy jgouerakceny Ta mnakmitakceldy (Cmax Ta AUC) Ta BIUIMBY JOLETaKCeNny Ta
nakiiTakcelqly Ha (apMakokiHeTHKy Kamenurtabiny Ta S5'-JJOVYP (Haibinem BaXIMBOTrO
meTtaboniTy karneuutabiny).

DapMakoKiHETHKA B OCOOIMBHX IPYIAX MAIli€HTIB
[Monynsuiiauit dapmakokiHeTHyHui aHas1i3 OyB BAKOHAHMH ITic/14 JTIKyBaHHS KanenuTabiHOM

y no3i 1250 mr/m? Bivi Ha 106y 505 nauienTis 3 KonopekTanbHUM pakoM. CTaTh, HAABHICTH
YH BiJICYTHICTH METACTa3iB y MEYiHKy /0 MOYaTKy JiKyBaHHS, IHIEKC 3arajJbHOr0 CTaHy
nanienTa 3a KapHOBCHKH, KOHIIEHTPAIlisl 3araibHOro 6i1ipybiHy, CHPOBAaTKOBOIO albOyMiHy,
aktusHicTs AJIT i ACT He Maiu 0CTOBipHOrO BIUIHBY Ha (hapmakokineTuky SI'-JIOVP, 5-
OV i ®BAJL

Xeopi 3 Memacmamuunum ypascennsm nevinky, 3riHo TaHuxX (papMaKOKIHETHYHHX JOCII/KEHb
Yy XBOPHX i3 JIeTKMM i NOMIPHHM CTYIICHEM IMOpyIIeHHs (YHKUii meuiHKH, 0OyMOBIEHHM
MeTacTazaMH, GiofocTynHicTh KameunTabiHy Ta excrnosumis 5-OY MOXKyTb IiJIBHLIYBaTHCS
NOpiBHAHO 3 ManienTamMu 6e3 nopyieHs GyHKUil nedinku. [lani 3 GpapMaKOKiHETHKH y XBOPHX 3
TSOKKHAM [OpYIIEHHSIM (QYHKIIT NeYiHKH BIACYTHI.

Xeopi 3 nopywennsm @ynkyii nupox. Ha ocHOBI (apMaKkOKiHETHYHOrO JOCTI/DKCHHS B
OHKOXBODHX MpH Ppi3HOMY CTymeHi (BiZl JIErKoro /10 TSUKKOrO) HHPKOBOI HEJOCTaTHOCTI
(dapmakokineTHka He3MiHeHOro npenapary i 5-OV He 3anexuTs Bia kiipency kpearusiny (KK).
KK srumBae na sesmuuny AUC 5'-JIOVP (36inmsmenns AUC na 35 % — npu 3amxensi KK Ha 50
%) i ®BAJI (36imemenns AUC ma 114 % npu 3umkenni KK ma 50 %).
®BAJI — MeTabouiT, 110 He Ma€ aHTHIPOJIi(epaTHBHOT aKTHBHOCTI.

Tayicumu nimnvo20 6ixy: bazyrouuch Ha JaHHX IOMYIALIHHOrO (hapMaKOKiHETHYHOTO aHai3y,
KM BKJIIOYAB NAIi€HTIB IMMPOKOTO BIKOBOTO Jianasony (27-86 pokis), 3 skux 234 HalieHTH
(46 %) 6ynu BikoM 65 pokiB i crapiie, Bik He BIumBae Ha (papmaxokinetuky 5'-JIOVYP i 5-OY.
AUC OBAJl 36inbmyerses 3 Bikom (30inbmenHs Biky Ha 20 % cynpoBomkyBaiocs
36ipmenasM AUC ®BAJT na 15 %), mo, iMOBipHO, 3yMOBJIEHO 3MiHOIO (QYHKIIT HHPOK. ‘
C
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Emuiuni ¢paxmopu: Tlicna nepopansHOro 3acTocyBanHs 825 Mr/m? KaneuutaGiny ABidi Ha 100y
npotsrom 14 aHiB y mauieHTiB snoHchkoi HanioHatbHOCTI (N=18) Cmax xaneuurtabiny Oyma
HIK40r0 Ha 36 %, a AUC — Ha 24 % nopiBHSAHO 3 nauieHTamu e€BporeoifHoi pacu (N=22).
[MauienTH AMOHCHKOT HAIIIOHATLHOCTI TAKOXK MamH Ha 25 % Hwxuy Cmax i Ha 34 % auxay AUC
®BAJI nopiBHsHO 3 mamieHTaM# €BporeoinHoi pacH. KiiHiuHa 3HaumMicTh miei pisHMI
HeBizoma. He crioctepiraeTbest cyTTeBOI pisHHMLI B ekcno3uuil iHmmx Merabositis (5'-APIIT,
5-JIOVP i

5-@V).

5.3 JlokainiuHi xani 3 0e3neKkn

YV [IOCTiDKEHHSX TOKCHYHOCTI MOBTOPHHX /03 A000Ba mnepopaibHa Jj103a KamenuTabiHy
SBaHCHKMM MaKakaM Ta MHIIAM NPU3BOJAWIA /0 TOKCHYHHX €(EKTiB I HUTYHKOBO-KHMIIKOBOIO
TPaKTy, JiM(OITHOT TA FeMAIIOSTHYHOT CHCTEM, THIIOBHX U (hToprHpuMiztiHiB. Lli TOKCHYHOCTI MaH
3BOPOTHI# XapaKTep. TokcuunicTs bily INIKIpH, sIKa XapaKTepH3yBaIacs
JIeTeHEPATHBHUMH/PErPECUBHUMH  3MiHAMH, CIIOCTepiranacs MpdH MpHioMi  KamelnuTaOiHy.
Kaneuurabin He npussoauB g0 TtoxkcuuHocti mas medinku ta [[HC. Cepueso-cymunna
TOKCHYHICTH (HanpHKiaz, mojorxenHs inrepeatis PR ta QT) Oyna BusiBieHa y siBaHCHKMUX MakKak
MiCyIs BHYTPilIHBOBEHHOT0 3acTocyBanHs (100 Mr/Kr), ane He Mic/IA MOBTOPHOTO MEPOPAILHOTO

no3ysanus (1379 Mrfmzfnoﬁy).

JIBOpiuHe JOCIT/UKEHHS KAHIEPOT€HHOCTI HA MHINAX HE MPOJEMOHCTPYBAIO CBilYeHb
KaHIIEPOreHHOCTI Kaneuurabiny.

Ilix gac cTaHAAPTHHX JOCTI/UKEHb PEPTHIIBHOCTI CriocTepiranocs mnoripmenHs GepTuIbHOCT
y CaMHIlb MHIIEH, AKi OTPUMYBAIX KaleuuTadiH; IpoTe, el epeKT MaB 3BOPOTHIM XapakTep
micig nepiozy Ge3 BxuBanns npenapary. Kpim toro, mix ac 13-TH/KHEBOTO JIOCTIKEHHS MaH
micne arpodiuni Ta JereHepaTHBHI 3MiHHM Y PENPOAYKTHBHAX OpraHax caMiliB MHIIECH; MpoTe,
Taki e)eKTH Mau 3BOPOTHIl XapakTep micis nepiogy 0e3 BKHUBaHHS Tpenapary (I4B. po3Jil
4.6).

V  jpocnijkeHHSX eMOpIOTOKCHYHOCTI Ta TEpPaTOreHHOCTI HAa MHMINAX CIIOCTEPrialucCh
[0303aJIC)KHE [1ABUIICHHA pe30pOuii 10y Ta TepaTOoreHHIicTh. Y MaBIl CHOCTEPIrancs BUKH/IHI
Ta eMPIOIEeTATLHICTD IIPH 3aCTOCYBaHHI BHCOKHX /103, ajle He OYII0 CBi4eHb TEPaTOreHHOCTI.

Kanenutabin He MaB MyTareHHOTo eeKTy IpH JOCITKeHHi in vitro Ha OakTepii (TecT EfiMmca) abo
KIITHHH CCaBIB (aHa/Ii3 FeHHHX MyTaliil KmiTHH KuTaiicekoro xom'sika V79/HPRT). Tlpore,
MO/ 0HO /10 IHIIMX HYKJICO3WIHMX aHanoris (Hanpukiag, S-OY), kaneuutadin MaB KIacTOreHHHUN

edext Ha nimdoruTa moaunu (in vitro) Ta Oy0 BiI3HAYEHO NMO3HTHBHY TEHJICHIIIO y MHUIIEH y
MIKpPOSIEZPHOMY TeCTi KICTKOBOTO MO3KY (in vivo).

6. ®APMALEBTHUYHI BJIACTHBOCTI
6.1 CnHCOK I0TMOMIKHHX Pe40BHH

Kanenura6ia Axkopa Tabnerku. BkpuTi 060108K010 150 Mr 1a 500 Mr

Tabnerka-aapo

JlakTo3a be3BoaHa




Mikpoxpucraniuna LeJIr0J103a
(E460) Kpockapmenosa Hatpiio
I'inpomenosa (ES)

Marsiio creapar

Obononka _TabiaeTku
['inpomeno3a  (6¢ps)

Tanek

Turany piokena (E171)

Oxcup 3aniza yepsonuit (E172)
Oxkcwup 3aniza xxostuii (E172)

Kanenurtabin Axkopa TabiaeTky, BKpUTI IUTiBKOBOK 00010HK0K0 300 Mr

Tabnerka-aapo

Jlakto3a Ge3BoHa
Mikpokpucraniyaa IeJTI07103a
(E460) Kpockapmenosa HaTpito
['inpomeno3a (ES)

Marsito cteapar

O6ononka _Tab.1eTku
[inpomenoza  (6¢ps)
Tanbx

Turany miokeun (E171)

6.2 HecymicnicTb
He 3acrocoByeThes.
6.3 Tepmin npuaaTHOCTI
3 poxu
6.4 OcobuuBi 3acTepeskeHHs MO0 30epiraHus

AnominieBo/amoMiHieBi 6icTepu
Ileit nikapchkuit 3aci6 He BuMarae Gyb-SKHX 0COOIMBHUX YMOB 30epiraHHs.

[IBX/TIBJIX/AmominieBi 6micrepu
He 36epiratu npu Temneparypi suuie 30°C.

6.5 Tun Ta BMicT KOHTelHepy

AuoMinieBo/amominiesuii a6o [IBX/TIBIX/Amominiesuii 6ictep, mo Mictuts 30, 60 ado 120
TabIeTOK, BKPUTHX IUTiIBKOBOIO 00010HK0M0. KojKHa yrakoBka Mmictuth 30, 60 ado 120 TabneTok,
BKPHUTHX ILTiBKOBOIO 0O0IOHKOIO.

Tepdoposanuii [IBX/TIBJIX/Amominieuii Gnictep OAMHHMLI A03H mictute 30, 60 a6o 120
TabeToK, BKPUTHX ILTIBKOBOIO 060710HK010. KokHa ynakoska mictuts 30 x 1, 60 x 1 abo 120 x
1 TaGNETOK, BKPUTHX ILIIBKOBOIO 000IOHKOIO.




He Bci po3Mipn ynakoBOK MOKYTb OyTH IpPeCTABJICH] Ha PHHKY.
6.6 Oco0.HBI 3acTepeKeHHS MO0 YTHII3ALIl

Hemae 0coOGIMBHX BUMOT.

7.  BJACHHMK PEECTPAIIIMHOI'O IMMOCBIJTMEHHSI
Axxopa Xenckea C.JLY./
Axxopa Healthcare S.L.U,
Bopnn Tpeiin Centp, Mot e
Bapcenona, 6/n, Enidici Ect 6
IIOBEPX,
08039 Bapcenona,
Icnanis/
World Trade Center, Moll de

Barcelona, s/n, Edifici Est 6%
planta,

08039 Barcelona,
Spain

8. HOMEP(-U) PEETPALIIMHOI'O IMOCBITYEHHS

EU/1/12/762/001-003
EU/1/12/762/004-006
EU/1/12/762/019-021
EU/1/12/762/007-009
EU/1/12/762/010-012
EU/1/12/762/022-024
EU/1/12/762/013-015
EU/1/12/762/016-018
EU/1/12/762/025-027

9. JIATA NEPILIOI PEECTPAIII/MOJOBKEHHS PEECTPAILIT

Hara nepmoi peecrpauii: 20 kBiTHs 2012 p.
Hara ocranHbOro OHOBJIEHHS: 9 ciuns 2017

p.
10. JATA IIEPEIJIAAY TEKCTY

HeranbHy iHopMalilo IOAO HBOTO JIKApCHKOTO 3aco0y MOKHA 3HAalWTH Ha Beb-caiiTi
€BponeicpKOro areHTCTBa 3 JIKapChKHUX 3acoiB: hitp://www.ema.europa.eu/.
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