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Kanenurabin Akkopa Tabiaerkn, BKPHTI IJIIBKOBOIO o6oJi0HKO010, 150 Mr
Kanenutadin Akkopa Ta6/ieTku, BRpATI I/1iBKOBOI0 060:10mK010, 300 Mr

Kanenuta6in Axkopa Ta6/ierku, BRpHTI ILHBKOBOI0 060:10HK010, 500 MI
KaneuuTabin

IpounTaiiTe yBa’)KHO BeChb 3MICT HbOI0 JHCTKA-BKJIAAHIIA 0 MOYATKY npHiioMy HbOro
nikapcbKoOro 3acoby, TOMy 10 BiH MiCTHTH BaK/IHBY indopmaniro aus Bac.
36epiraiiTe Lei TUCTOK-BKIIATHII. BaM MOyKe 3HAZO0MTHCA TEpeHTaTH HOro 3HOBY.

° Sku1o y Bac € Gy/1p-SKi MOAA/IBII MUTaHHS, 3aUTalTe CBOTO Jikaps 4u (papmaleBTa.

. Lleit mikapchKwii 3aci6 Bumucanuii nume sam. He nepenasaiite ¥oro inmum ocobam. Bin
MOPKe TM 3aIIKOJHTH, HABITh AKIO BOHU MalOTh Ti caMi 03HaKHM XBOPOOH, 11O i BH.

. SIKmo y Bac BUHHKAKOTh Gyab-iKi NMOGi4Hi e(eKTH, MOroBopiTh 3i CBOIM nikapeM abo

dapmanesrom. Lle BrmOdae Gyab-sKi MOIHBI NOGI4HI edexTH, AKi He TIepesTiueHo y oMY
NUCTKY-BKJIaauIIi (IuB. po3min 4).

Mo micTHTH Hel THCTOK-BK/IAHII

[1{o Take Kaneuura6in AKKOPJ i JU1 4OrO BiH 3aCTOCOBYEThCA

I1{o Bam MOTPiOHO 3HATH /10 MOYATKY MPUHOMY Npenapary Kaneuurtabin AKKOpA
Sk npuiiMati Kaneiutabin AKkop

MoxxnBi nobivHi edexTy

Ax 36epiratn Kanenurabin AKkopa

BMicT yrnakoBKH Ta iHiua indopmatlis

QA IR

1.10o Take Kanenutabin AKKOPA i 1151 4Or0 BiH 32CTOCOBYEThCS

Kaneuutabiin AKKOp/ HATIEKMTh [0 IPYITH TpEeNaparis, AKi Ha3HBAIOTHCA "MTOCTATHYHI JIiKapChKi
3aco6H", AKi 3YIMHSIOTH picT pakoBuX Ki1iTiH. KanenuraGiH AKKOp MICTHTB KaneuurabiH, SKUH cam
110 coBi He € IMTOCTATHYHMM 3acoboM. JInme mic/is Toro, SK BiH aGCOpOYEThCS TIOM, BiH 3MIHIOETHCA
Ha aKTMBHWI TIPOTHPAKOBMIA 3aci6 (Gible y TKaHWHI IMyXJIMHH, HIK y HOpMa bHIlM TKaHHHI).

KanemutaGin AKKOp/l BUKOPHCTOBYEThCA A JIIKyBaHHA paKy 0GONOBOI i MPAMOT KHILIKH, LUTYHKY abo
MOJIOYHOI 3aJ103H.

Binbme Toro, Kaneuurabin AKKOpA BHKOPHCTOBYEThCA IA TNONEPEDKEHHS HOBOTO BHMMNAIKY paKy
060/10BOT KHIIIKH TiCJ1sl TIOBHOTO BHIAIECHHA Iy XJTHHH Xipyprom.

Kaneuurabin AKkopa Moxe OyTd 3actocoBaHmii abo cam no cobi, abo y KOMOiHaLlil 3 IHOIMMH
JiKapchKUMH 3ac00aMH.

2.Io Bam moTpiGHO 3HATH 10 MOYATKY NpPHiiOMY npenapary Kanenurabin AKKOpA

He npuiimaiite Kanenurabin Akkopa

° AKIIO y Bac anepris Ha kaneuutaGiH aGo Oyab-AKAH iHWIMIA IHrpesieHT LBOro JIKapChKoro
3acoby (mepeniveni y poszini 6). Bu nosuHHI noiHpOpMyBaTH CBOTO JTiKaps, AKIIO BU 3HAETE
TIpo Te, 1110 y Bac aneprist abo rinepyyT/MBa peaKllia Ha uei 3acio,

. KO y BAc paHille BMHMKAIM TSKKI peakuii Ha Teparniro QropnvpHMiliHaMH (rpyna
NPOTHPAKOBUX 3aC00iB, TAKUX AK (HTOPYpALIAI), )

o AKIIIO BH BariTHi ab0 roayere rpyauto,

. SIKILIO y BAac cepio3HO 3HWKEHi PiBHI JIEHKOIMTIB aGo TPOMOOLMTIB y KpoBi (J1efiKorneHis,

HelfTporeHis abo TPOMGOLIUTONEHIA)
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J AKIIO BA MA€Te TAXKKI MPpoOIeMH 3 NMEYIHKOIO YH HUPKaMH, _

. AKILO BY 3HAETE, 110 Y BaC HEaKTUBHUH (epMeHT aAurigponipumMiaus-aeriaporenasa (AI11)

. SKILO BH 3apa3 JiKyeTech a00 JIKYBaIKCA B OCTaHHI 4 TIDKHI OpHBYIMHOM, COPHBYIMHOM a60
PEYOBHMHOK TOr0 3K Kiacy B SAKOCTI YaCTMHM Tepamii MpOTH reprecy (BIiTpsHKM abo
OMepizyro4oro JIMIIAL).

ITonepen:kenHs Ta 3acTepeKeHHs
IToroBopiTh 3 BalmuM JiKapeM 10 No4yaTKy npuiomy npenapary Kaneuurabin AKKOp/, SKILIO BH

. 3HAaETE Mpo Te, WO Yy BaCc € 4YacTKOBHM medilMT aKTHBHOCTI (epmeHTy
JauriaponipuMianH-aerigporenasa (A1) i

@ MaeTe 3aXBOPIOBAHHA NeYiHKH a00 HUPOK

. maeTe abo Mamu npoGiieMH i3 ceplieM (HampHKIaj, HEpUTMidHe cepueduTTs) abo 6o y

IPyAfX, LIEJENi Ta CIHHI, SKi BUHUKAIOTh BHACTIAOK (i3MMHOro 3ycHiid i yepes npobieMy 3
KPOBOTOKOM JIO CeplIs

. MaeTe 3aXBOPIOBAHHA MO3KY (HaNnpHKJIaJ, pak, SKHH MOIIHPHBCA Ha MO30K) abo

YIIKOJPKEHHS HepBiB (Heiponaris)

MaeTe fucbataHe KalbLilo (BU3HAYAEThCA 32 aHAII30M KpOBi)

MaeTe Jiaber

iXa Ta BOJIa He 3aTPUMYIOTHCS Y BallIOMY TiJTi uepe3 TAKKY Aiapero Ta O1oBaHHA

y Bac IPOHOC

y Bac € abo HacTymae 3HeBOJHEHHSA

y Bac aucOanaHc ioHiB y KpoBi (€NeKTPOJIITHHI AUcOaIaHC, BASHAYAETHCS 3a aHATI30M)

BU Maere mpobriemMH 3 o4aMM B aHaMHe3i 1 MoxeTe moTpedyBaTu AOAATKOBOIO Harjamy 3a

O4YHMa

. y Bac TsKKA LIKipHa peakuis

e & @ o o @ 9

Hepivum JITT. Jlepitur € pinkicHAM cTaHOM, IO BMHMKAE NPHM HApODKEHHI 1 3a3BH4all He
TOB'SI3aHUHM 3 npobiieMaMu 3J0pOB’S, TIOKH BH He NpHiiMacTe MeBHI JiKapchKi 3acobu. Skimo y Bac €
HepusBenui nedimur T/ i Bu npuiimacre Kaneiurabin AKKOpA, BH Y IpyTi MiABHILEHOTO PH3HKY
ILI0/I0 PO3BHTKY I'OCTPOr0 PaHHBOTO MOYATKY TUKKHX (opM ModidHHX eeKTiB, nepetideHux y po3aim 4
MosxomBi nobiuni eekt. 38 DKITECA 31 CBOIM JIiKapeM HEraHo, SKILO BH 3aHENOKOEHi MO0 Oyib-
AKOro 3 nobiyHuxX edekriB abo BM momivaere Oyap-AKi A04aTKOBI MOOIYHI eeKTH, HEe MeperiueHi y
JIMCTKY-BKJIaaumi (JiuB. po3zin 4 Moxomsi no6ivsi edexTw.

JIiTH Ta migIiTKH
Kaneuurabin AKKOpA He NpU3Ha4yeHWH /U1 BUKOPHCTaHHS y JiTed Ta miynTkis. He naeaifre
Kanenurabin AKKOpJ JiTsM Ta MiUTiTKaM.

Inmi nikapeski 3aco6n Ta Kanennradin Akkopa

Ho rnoyatKy JiKyBaHHA pPO3K@KiThb CBOeMy Jiikapio a0 (apMmaleBTy, SKIIO BH MpHIMAacTe,
HEIOaBHO NpuiiMami abo Moskere NpuiiMaté Oyab-ski iHmii Jtikapceki 3acobu. Lle Ham3Bu4aHHO
B@K/IMBO, OCKUTBKM nNpuifoM OumbIl, HDK OIHOrO JiKapchkoro 3aco0y B TOM camuii 4ac Moxe
NOCHIIOBATH abo nocnabmoBaty eekTH Takux 3acobi. Bam tpeba GyTi 0co0imiBO 06epesKHIMH, SKILO
BH NPHHAMAETE LI0Ch 13 HACTYITHOIO:

JKH Bifl MoJarp (aJ1/10IypHHOI),

3ac00M JUIs pO3piKeHHS. KpOBi (KyMapuH, BapdaphH),

TeBHi MPOTHBIpPYCHIi 3aco0H (COpHBYAMH Ta OpUBY/IMH),

3aco0H MpoTH Cy10M 4u Tpemopy ((eniToin)

3aci6 s TikyBaHHA paky (iHTepdepoH anbda)

MPOMEHERA Tepartis Ta NerHi 3aco0M, M0 BHKOPHCTOBYIOTLCA 1A JIiKyBaHHs paKy (doniHosa
KHCJI0Ta, OKCAIILIaTHH, OeBalm3ymMal, IUCIIATHH, iPUHOTEKAH)

. 3aC00M, 1110 BAKOPUCTOBYIOTECA VIS JIIKYBaHHS AebiluTy GOieBOi KHCIOTH.

* & o ° @ 9

KaneunTabin AKKop/ pa3om 3 el Ta HANOAMH
Bawm cnin npuiimatu Kanermrabin AKkopz He misHile, Hix 4epe3 30 XBIIMH Mic/s HKi,
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BarirnicTs, rogyBanns rpyaiio Ta pepTiIbHICTH

S0 BH BariTHi abo rogyere rpy;no, QyMaere, mo Moxere OyTH BariTHa abo IulaHyeTe QUTHHY,
riopajibTecs 3i CBOIM JlikapeM abo (hapMalieBToM /10 TI04aTKy NPUfOMY LIBOTO JIIKAPCHKOro 3aco0y.
Bu He nosunHi npuiimati KaneuunraGin AKKopa, SKIIO BH BariTHa abo aymaere,

10 MokeTe OyTH BariTHa.

Bu He noBuHHI rogyBaTH rpy o, SKIo Bi npuiiMacte Kameuuta6in AKKopa.

KepyBanus aBToTpaHCnopTOM Ta BAKOPHCTAHHS iHIIHX MEXaHI3MIB

KaneunTabin Akkopa MOXe BHKIMKATH TOJIOBOKPYXKIHHs, HyjA0Ty a0 BToMIOBaHicTs. ToMy
MOxUIHBO 1m0 KaneuntaGin AKKOpJ MOXKe BIUIMHYTH HA Bally 3[aTHICTB KepyBaTH aBTOMOOLIEM abo
TpalfOBaTH 3 iHIIMMK MexaHi3Mamu. He kepyiite aBroMoGLieM, SKIIO BH BiT4yBa€Te TOJIOBOKPYKIHHS,
HY/JI0Ty ab0 BTOMJIIOBaHICTB ITiC/1s PHIHOMY LIBOTO JIIKapChKOro 3acofy.

Kaneuurabin AKKOpJ MiCTHTB JIAKTO3Y

Lle#t mikapcekuit 3aci6 MicTHTE nalcroay Axwmo Bam .rmcap CKa3aB BaM npo TE, IO Yy Bac
HETIEPEHOCUMICTb JIEAKUX LIYKpiB, 3B’SDKITBCS 3 BallAM JIKapeM [0 II0YaTKy MpPHIOMY LBOTrO
JiKapceKoro 3acofy.

3. Sk npmiimatu Kaneuurabin Axkopa

3apxau npuiimaiite Leit nikapchkuii 3aci6 y TOYHIN BiINOBIAHOCTI 10 TOrO SIK BaM MPHITMCAB Ball
nikap abo apmanest. [lepenuraiite y Baworo Jikaps a6o hapMaieBTa, SKIIO BU He TIEBHi.

Kaneunrabin Akkopa Mae BHMHCYBaTHCS JIMIIE JIiKapeM, W0 Mae€ JOCBIA y 3acTOCYBaHHi
NIPOTUPAKOBUX TIpenapaTiB.

Bam stikap npu3HauuTL BaM 103y Ta CXeMy JIIKYBaHHS, fKa IIAXOAUTh caMe BaM. Po3paxyHoOK 103u
npenapary Kaneuurabin Axkop/ 6a3yeTbes Ha IUIOIL MOBEpXHi Bamworo Tia. BoHa po3paxoByeTses,
BMXO/IYH 3 BANIOTO 3pOCTY Ta Bard. 3BMYaiiHa J03a /Ui AOPOCTMX CTaHOBMTH 1250 mr/m? mou
TMOBEPXHi TiNa i npuiiMaeThes ABiui Ha 106y (3paHKy i BBeuepi). TyT HamaHo aBa npukiamm: Ocoba,
10 BaXkuTh 64 Kr i Mae 3pict 1,64 M Mae wionty nosepxHi Tina 'y 1,7 M? i Mae npuiimatu 4 TabneTku
o 500 mr Ta 1 Tabnerky no 150 mr aBiui Ha g0o6y. Ocoba, uus Maca Tina cTaHOBHTS 80 Kr, a 3picT
-1,80 M mae riouty nosepxwi Tina y 2,00 M? i noBMHHA npuiiMaTH 5 Tabnetok o 500 Mr aBiui Ha

100y.
Bam nikap poskake BaM, siKy /103y BH Ma€Te NpHAiMATH, KO 1T npuiiMaTH i 1K 0Bro.

Bau stikap Moxke 3axoriti, abu Bu npuiiManu koM6inawiio Ta6aeTok no 150 Mr ta 500 Mr Ha KOXHY
103y.

. [puiimaiite TabneTku 3paHKy Ta BBevepi, SK BU3HAYUB BaIll JTiKap.

. [Npuitmaiite TabneTky yepe3 30 XBHIIMH Mic/Is 3aKiHYeHHs MpHiioMy ki (CHiTaHOK
Ta Be4eps) i KoBTaiiTe NijTy Tad/IeTKY 3 J0CTATHLOIO KIJILKICTIO BOIH.

. Baxiugo, abu By npuiiMany Bei Bali J1ikapebKi 3aco6H, K MPU3HAYMB Ball Jlikap.

KaneuuraGin Axkopn TaGneTku 3a3BH4ail IPUIMAIOTE IPOTATOM 14 JTHIB 3 HACTYITHOIO TIEPEPBOIO y 7
JHIB (KosH TabneTky He npuitMaroTs). Lleii 2 1-eHHMIt epiojl CKIaaae OIMH Kype JTiKyBaHHA.

Y xomOinawii 3 iHIIMMH JTiKapchbKHMH 3aco6aMHU 3BHYaiiHa /103a [U1s JIOPOCIMX MOKe OYyTH MeHIe
1250 mr/m” miowi noBepxHi Tina i BaM MOXe 3HaLOGUTHCS npHiiMaTy TableTKHU MPOTATOM IHILIOTO
nepiofty Yacy (Hanpukiaj, WogHs, Ge3 nepeps).

Slxmo Bu npuiinsaau Ginpury 103y npenapary Kanenurabin Akkopa, Hik norpiono

Axwo By npuiinsim Gimeury 103y npenapary Kaneuutabin AKkopa, HiK HOTpiGHO, 3B’ sDKiThCA i3

CBOIM JIiKapeM SIKOMOTa IBHZILE 10 IPHHOMY HACTYITHOT JI03H.

Y Bac MOXYTh pO3BMHYTHCS HAacTynHi noGiuni edekTH, AKIO BHM NpHiHAIM HabaraTo Ginblue
KarneuuTadiHy, HixX Manu: BIYyTTS cabKocTi, Jyiapes, 3ananeHHs aGo YTBOPEHHs BHpa3oOK KHIIKiBHMKa abo
poTy, 6ilb abo KpoBoTeua 3 KMUIKIBHHKAa ab0 LUTYHKY, ab0 NpPMIHiYeHHs MisJBHOCTI KiCTKOBOrO MO3KY
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(3HWKEHHS PIBHA MEBHOTO THIy KJITHH KpoBi). PO3KaxiTh BalIOMY JIKapio HeraiHo, SKIIO BH BildyBacTe
Oyb-5iKi 3 LIMX CUMITTOMIB.

Sxmo By 3a6yu npuitasitu Kanenura6in Akkopa

He npwiimaiite nponymieHy 103y 3osciM. He mpuiimaitre nozsiiiHy 103y, o6 AOOTPMMATH MpPOITYLIEHY.
HaromicTk npofoB)KyiiTe BUKOHYBATH Ballly 3BMYaiHy CXeMy J03YBaHHS i 3BEPHITHCA 0 CBOTO JIKaps.
Slkmo Bu npununsecre npuiimara Kanennrabin Akkopa

Hemae takux noGiunux edekrtis, ski Gynu 6 BMKIMKAaHI NMPHIMHEHHAM JIiKyBaHHS Kareuutabinom. Y
BHIIAZIKY, SKIIO BH BHKOPHCTOBYETE KyMapHHOBI aHTHUKOAryJIHTH (IO MICTATh, HANpHKIaj, GEeHNPOKYMOH),
NpUITHHEHHA TNpUHOMY KameuuTaOiHy MOXKe BHMMaraTd KOpPHMIYBAaHHS BallWM JIiKapeM [IO03H BalIoro
@HTHKOAryJIAHTHOTO Mpernapary.

SIKII0 y BaC BUHMKAIOTh MOJAJIBIII MUTAHHS WIOAO BUKOPHCTAHHS LBOTO JIKapchKoro 3acoly, 3ammTaifte
cBoro Jtikaps abo dapmauesra.

4. Moxmusi nobiuni epexTn

Sk i Bei iHmi nikapebki 3acoGH, Led JKApCHKWiA 3aci6 MOXKe CHIPHYMHATH MoGiuHi edeKTH, Xo4ya BOHH
BHHUKAIOTH HE Y KOJKHOI JIOIUHH.

IPHIIUHITD npuiiom npenapary Kaneunra6in AKKOp/ HeraiHo i 38’sDKIThes i3 CBOIM JliKapeM, SKILO Y Bac

HasABHi TaKi CHMITTOMH:

. AHiapes: sxmo Kinekicts gedekarii y Bac 3poctae 10 4 i Giiblie NOPIBHAHO i3 3BHYANHOIO AedeKaltieio
moHA abo y BUIanKy Oyab-AKol HiYHOI giapei.

. bnroganna: aKiio y Bac BUHUKae O/IF0BaHHsA OUIbILIE, HDK OMH pa3 NpOTAroM 24-roJHHHOTO Nepioy.

] Hyooma: sximio BM BTpayaeTe amleTHT i KUIBKICTh DKi, iKY BH CIOKMBA€Te IIOAHS € MEHILOIO 3a
3BMYalHy.
. Cmomamum: S0 y Bac BUHUKAE OiTb, IOYEPBOHIHHSA, HaOPSK ab0 BUpa3Ka y poTi.

@ Hononno-nidowmosna wiKipna peaxkyia: sxKumo y Bac BHHHKae OLlb, HaOpsK, MOYEPBOHIHHA abo
TIOKOJIKOBAHHA Y pyKax Ta/abo Horax

. Kap: sxmo y Bac Temneparypa 38°C abo suuie.

. Ingpexyin: sxumo BU BigdyBaeTe O3HAaKM iH(EKLUIl, cripuuMHeHOi GakrtepisMu aGo BipycoM abo
IHITUMHU MiKpOOpraHi3MamH.

. Bine y 2pyosax: Ao BU BigdyBaeTe 6ijb, JIOKATi30BaHy y LEHTPI TPYIHOI KIITKH, OCOOIMBO, AKIIO
1e BifI0yBaeThCA Ml Yac (i3HIHMX BIIpaB.
. Cundpom Cmigenca-/[yconcona: skuo By BirdyBaere GOiCHMI YepBOHMIA a00 MypITypOBHEA BUCHIIL, IO

PO3MOBCIODKYETBCA, Ta MyXupi /abo iHINI BpaXeHHsS, L0 IOYMHAIOTH 3’SBIATHCS HA CIH30BIH
00oJioHLI (HanpuKIIaz, poTy Ta ry0), 30Kpema, SKIO BH paHillle MM YyTIMBICTh 0 CBiT/Ia, iHMEeKLii
JMXAITBHOI CHCTEMH (HanpHKkiaz, 6poHxit) Ta/abo xap.

° HAeivum JITT: sxuwo y Bac € Bigomuii aediumt I1J], BH y rpyri MiBUIIEHOr0 PU3MKY TOCTPOro
PaHHBOrO MOYATKy TOKCHYHOCTI Ta TSKKHX, 3arpOVIMBHX JUIS JKHTTS ab0 JIETATBLHUX NMOOIYHMX pEeaKIlii,
BUK/IMKaHUX npenapatom KanenuTaGin Akkopj (HanpHkiajy, CTOMATUT, 3alaleHHs CIM30BOT 00OIOHKH,
Jiapesi, HeHTPOIIeHis Ta HeHPOTOKCHYHICTE).

Skuio BusBNEHi paHo, wi MOGiuHI edeKTH 3a3BMYAl MOMIMIIYIOTECA MPOTATOM 2 - 3 JHIB TTiC/IS MPHITHHEHHS
niKyBanHs. SIKio Taki no6iuHi edeKTH MPOOBKYIOTECA, 3B’DKITBCS 31 CBOIM Jikapem HeraiiHo. Baumn nikap
MOJKe NPOIHCTPYKTYBATH Bac WIO/IO BiTHOB/ICHHS JIKYBAHHA Y MEHILIiH J103i.

JI0/IOHHO-TIIIONIOBHA WIKIipHA peaKuis MOKe NPH3BOAMTH A0 BTPATH BiAOMTKIB MalbLiB, IO MOKE
3ALUKOMTH Bamili inenTuikauii yepes ckanyBaHHs BiIGUTKIB MATBIIB.

Ha noparok no BHIIEO3Ha4YeHOro, sAKIIO KaneluTaOiH 3aCTOCOBYETbCS Y MOHOTEparlii, HACTYIHI MOGiuHi
cheKTH € LyIKe TIOIMPEHUMH | MOJKYTh BpasuTH GitbiL, sk 1 ocoby i3 10:

o OiNb Y KMBOTI

. BUCHII, CyXicTh 260 cBepOLK WKipH
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BTOMJTFOBaHICTh
BTpaTa aneTuTy (aHOPEeKCis)

Taki noGiuHi eeKTH MOXKYTh CTATH THKKMMH; TOMY BK/IHBO, a0U BH 3aBK/IH KOHTAKTYBAJIH 3i CBOIM
JikapeM Heraiino, SKWO BHM [OYMHAeTe BimgdyBaTH moOiuHui edekr. Bam nikap Moxe Bac
TNPOIHCTPYKTYBaTH MIOAO 3HKIKEHHA J03M Ta/ab0 THMYACOBOTO IPHITMHEHHS JIIKyBAHHS MpENapaToM
Kanenurabin Axkopa. lLle gomomoke 3HM3WTH — MMOBIpHICTE TOro, MmO TOOMHMH  edekT
TIPOIOBYKYBATHMETECH 200 CTAHE THKKIIIHM,

[HmmMy no6ivHMMH edeKTaMu € HaCTyTH:
Yacti nobiuni edexrr (MoXyTh Bpaxkatu 10 1 ocobu i3 10):

3HIDKEHHS KIIbKOCTI OLIMX KpOB’SHHMX Tijlelp abo 4epBOHHX KpOB'AHHX Tilelb (BH3HA4Ya€ThCs 3a
aHaizom)

3HEBO/IHEHHS, BTpaTa MacH Ti1a

6e3coHHs, Herpecis

TOJIOBHUH Gilb, COHJIMBICTB, IOJIOBOKPY’KIHHSA, aHOMATBHI BIIYyTTA Ha WIKipi (BiXdyTTs OHIMiHHA aGo
TMIOKOJTIOBaHHA ), 3MiHa CMaKy

N0JIpa3HEeHHs OKa, MiBHILEHA CIIb030TeYa, IOYCPBOHIHHESA 04el (KOH IOHKTHBIT)

3anajeHHs BeH (TpomOodeGiT)

3aJMIIIKa, HOCOBA KPOBOTEYA, KaIlIe/lb, HEYKUT

3acTyja abo iHLIa repriecHa iH(eKuis

iH(eKuil lereHp ab0 AHXaTBHUX LUIAXIB (HATIPHKIIAZ, TTHEBMOHISA abo OpOHXIT)

KpoBOTeYa 3 KHIUKIBHMKA, 3aKper, OiLlb y BepxHili 4YaCTHHI JKMBOTA, MOPYUICHHS TPaBJICHHS,
ra3oyTBOPEHHS, CyXiCTb Y pOTi

WKipHUM BHUCHI, BTpara Bojoccs (auomeLis), MOYepBOHIHHA ILIKIPH, CyXicTh IIKipH, cBepODK, 3MiHa
KOJIBOPY ILKipH,

BTpaTa IIKipH, 3aNajieHHs IKipH, TIOpYLLIEeHHs CTPYKTYpPH HIITiB

6inp y cyrnobax abo KiHL{iBKaX, rpyasX 41 CIIHHI

Kap, HaOpAK KIHL{BOK, By TTS HE3/Ty KaHHA

npoGiemMu 3 QyHKLi€K neviHky (BU3HAYAETHCA 3@ aHAII30M KPOBI) Ta IMiZABUILEHHS PiBHA OLTipyOiHY Yy
KpOBI (BUBOIUTBCA MEYiHKOKO)

HeuacTi no6iuni edexts (MoxyTh BpaxkaTu 10 1 ocobu 3i 100):

iHbeKuis KpoBsi, iH(EKIis ceYOBMBIHUX LUIAXIB, iHEKLIs WKipH, iHbeKuil y Hoci Ta ropiai, rpubkosi
indexuil (BKIIOYArOYM y poTi), IPHIL, racTpoeHTepHT, abeLec 3yda,

VILIBHEHHS MiJI IKiporo (J1iroMa)

3HWKCHHS PIBHIB KPOB’SHMX TUlellb, BKIFOYaOYH TPOMOOLMTH, PO3PIDKEHHA KPOBI (BU3HAYa€ThCS 3a
aHasi30M)

anepris

niabeT, 3HWKeHHs PIBHA KA y KPOBi, HETOBHOLIHHE Xap4yBaHHS, MMJBUILEHHA PIBHIB TPUIIILIEPH/IIB
CILTYTaHICTh CBIZOMOCTI, IAHI4HI aTaKH, AETNPeCHBHHI CTaH, 3HWKEHH: JIii10

CKJIQ[HONII 3 MOBJICHHSM, MOTIpIIEHHS NaM’sTi, CTpara KOOpIMHAL{l pyXiB, TMOpPYIICHHA PpiBHOBAry,
HENMpPHTOMHICTB, YIIKOUKEHHSA HEpBiB (Helpomnaris) Ta mpob/iemMH 3 BIT9yTTAMH

3aTyMaHeHiCThb 30py abo JBOIHHSA B O4ax

BEPTHTO, OUTH y ByCI

HEperyJspHe cepueOMTTA Ta BiX4yTTS IMOCHIEHOro cepuebuTTs (apuTMmii), Oilb y rpysx Ta CepLeBHii
Hanaj (indapkr)

3ryCTKH KpOBi y IJIMOOKHX BEHAX, BUCOKHMH ab0 HHM3bKHI KpOB’SHHI{ THCK, NIPHIMBH, BIIUyTTA XOJIOLY Y
KiHIIIBKAX, ITypITypOBi MIAMH Ha LIKIpi

3ryCTKH KPOBi y BCHaX JICTCHB (JICrcHeBa cMOO0JTiA), KOJIAMC Jierelli, KaIeskb 3 KPOB'o,

aCTMa, 3a/IMILKA Nic/IA (Qi3HYHUX BIpaB

KHIIIKOBA HEMPOXiHICTh, HAKOIMYEHHS PIJMHA Y YePEeBHii MOPOKHMHI, 3aMaleHHs Maioro ado BeJIMKOro
KUIIKIBHYKA, LUTYHKY ab0 CTpaBOXOMdY, OUTh Y HIDKHIM YacTHHI KMBOTA, JUCKOMQOPT Y KHUBOTI, neyis
(3BOpOTHIM BUKM] TKi i3 LUTYHKY), KPOB Y KaJli

JKOBTAHMIA (TMOKOBTIHHA IIKIPH Ta OYeit)

YTBOPCHHSA BMpPa30K Ta IyXHpPiB Ha IIKIipi, peakilis LIKipH Ha COHSAYHE CBITJIO, MOYEPBOHIHHA

JIONIOHB, HAOPAK abo 0L 0OIHYYS
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. Habpsk abo ckoBaHicTh cyrnobiB, Gtk y KicTkax, ciabKicTh a00 PHTIIHICTL M’ S3iB

. HAKONMYEHHS DPiJIMHM Yy HHUpKAaX, MMiJBHIIEHA YacTOTa CEYOBMITYCKAHHS BHOYI, HETPHUMAaHHS,
KpPOB Yy cedi, MiJIBHILEHHs PiBHA KPeaTHHiHY KpoBi (03HaKa JUCQYHKIIT HHPOK)

. He3BH4aliHa KpOBOTEYa 3 BariHH

HaOpsK, 03HOO Ta TPEeMTiHHSA

Heaxi 3 uux nobiunux edektis € OiNb NMOWIMPEHHMH, KOIH KaneuuTabiH BHKOPHCTOBYETBCA 3
IHIIMMH JTIKapCHKHAMH 3ac00aMu s JiKyBaHHS paky. [Hui no6iuni edexty, mo croctepiramucs y
MPAKTHLI, € HACTYTHHMM:

Yacri nobiuni edexru (MoxyTh BpakatH 10 1 ocobu i3 10):

e 3HHXKEHHs PiBHIB HATPil0, MarHilo abo Kaibliio y KPOBi, MiABUIIEHHS PiBHS LKPY Y KPOBi
HepBOBHii 6i/b

A3BiH a60 I31KYaHHS y ByXax (THHUTYC), BTpaTa CIyXy

3arnajeHHs BeH

TUKaBKa, 3MiHa roJiocy

6 a60 3MiHa/aHOMAlIBHI BiA4yTTs y poTi, 6k Y meseri

ITiABHILEHE MOTOBH/ILIEHHS, HIYHWMIA ITiT

criasMm M’s3iB

CKJI4/IHOIII 3 CEYOBHITYCKaHHSAM, KpoB a0 610K y ceui

cuHelb abo peakuis y Micui iH’ekuil (BUK/IHKaHa JIKAPCHKMMH 3aC00aMHU, 10 BBOJATHCA Y
BHITIAAI iH’€KIIiT y TOH camMuid yac)

Pinkicui noGiuni edextn (MOxyTh Bpakats 10 1 ocobu i3 1,000):

. 3By>KeHHA a60 610Ka/1a CIi3HOT MPOTOKHM (CTEHO3 CJII3HOT MPOTOKH)

. Ne4iHKOBa HeJIOCTATHICTh

. 3anaJIeHHs, IO NPHU3BOAUTE 10 AMCHYHKIUIT uH 0OCTPYKIIT BHALIEHHS 5K0BYi (X0OneCTaTHUHMI
renaTur)
crietrdivni 3MiHK Ha enekTpoKapaiorpami (moaoexerHs intepsary QT)

. TEBHi THIM apuTMili (BK/IIOHAIOYH LIUTYHOUKOBY (Bibpinswito, mipyerHy Taxikapito Ta
Opaukapziio)
3ala/IeHHs OKa, 10 BUK/IMKAE OYHUH OL1b 1 MOXUIHBI MpoGiemH i3 30pom

° 3aMaleHHs IWKIPH, IO CIPHYMHSE YEPBOHI IUISMH, INO JIYIIATECH, BHACIZOK 3aXBOpBaHHA

IMyHHOT cHCTeMH

Hyxe pinkichi no6iuni edexn (MoxyTs Bpaskath 10 1 oco6u 3 10,000):

© TSDKKI IOKIPHI peakiii, Taki SK WKipHUH BHCHIL, YTBOPEHHS BHPa3oK Ta MyXHPIB, O MOXKYTb
BKJIIOYATH BUPA3KH Y POTI, HOCI, HA IEHITATIAX, JONOHIX, HOraxX Ta 04ax (4epBOHI Ta HaOpPAKTI
oui).

Iosinomaenns npo nobiuni eexrn

Axmo y Bac BHHMKaIOTH Gyab-ski MoGivHi edexTH, MOroBOpiTh 3i CBOIM nikapeM, (apmaLeBTOM 4H
MezicecTpoio. Bonu Brmouaiors Gymb-siki MOomMBI nmoGiuni edexrn, He riepepaxoBaHi y LbOMY JIHCTKY-
BKIazHI. By Takox moskeTe noeinoMuTH npo noGiuni edekTH (MB KOHTAKTHi AaHi Hivkue). [IoBiIOMISIOUH
npo noGiuHi edexTH, BH MOXeTe MONOMOITH B HajaHHi Gimbmiol iHpopmauii mono Gesmeku wUBOro
JIiKapehKOro 3acoby.

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

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 Penopriar/ADR Reporting

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

5. Sk 36epiratu Kanennrabin Akxopa
30epiraiite Le# nikapchKui 3aci6 y MiCLi, HEJOCTYITHOMY JUIA JIiTeik.
He BuxopucTOBy#iTe Leif ikapchKuii 3aci6 Mic/s 1aTH 3aKiHYeHHS TepMiHy MPMIATHOCTI, SKa BKa3aHa HA

KapTOHHiH kopobui Ta 6ictepi micis EXP.

Jns amominieBo-amominieBux Giictepis
Lle#t nikapcbkuii 3aci6 He noTpebye KOAHMX 0COGTMBHX YMOB 36epiraHHs.

s TIBX/TIB/IX -amominieBux Grictepis (nephopoBaHa OMHHIIA 103H)
36epiraTu npu Temneparypi He suie 30°C.

He Bukupaiite Gyap-siki Jikapcbki 3aco6u y criuni Bomu a6o y mobyrosi Bigxomu. 3amwraiite CBOTO
(hapmaLieBTa, sk BHKMIATH JIKapChKi 3aco6M, siki BM Ginblue He BHKOpHcTOBYeTe. Li 3aX0[H HOMOMOXKYTH
3aXHCTUTH JOBKIJLIA.

6. Bmict ynakoBku Ta inma indopmanis
o micTuTe npenapat Kaneuntadin Axkopa

- Ailoya pevyoBHHA - KanenuTabiH.
Kosxna Tabnerka, BKpHTa IU1iBKOBOIO 0G0OHKOI0, MicTHTh 150 Mr KaneuuTadiny
Koxna TaGnieTka, BKpUTa IL1iBKOBOIO 060JIOHKOI0, MicTUTB 300 MT KanenuTabiny
Kosxna rabrnerxa, BkpuTa m1iBKOBOKO 060/10HKOK, MicTHTb 500 Mr KanenutaGiny

- [H1i iArpeieHTH € HaCTyHUMMU:
- Tabnerka: nakrosa Ge3BomHa, lqaocrcapMcncea HATpIFO, riNMpoOMeso3a, MIKpOKpHCTAlIuHA
LIeJIF0JI03a, MArHIFO cTeapar
- Obosnonka Tabnetku (wis 150 mr): Tinpomenosa, Turany miokernn (E171), okcun samisa
JKOBTHHM, OKCHA 3ani3a yepBonuit (E172), Tabk
- O6ononka TaGnerku (s 300 mr): I'inpomenosa, Turany miokeuna (E171), Tansk
- O6ononka Tabnerku (as 500 mr): Tinpomenosa, Turany miokeua (E171), okcua 3anisa
JKOBTHH, OKCHJI 3an1i3a yepBoHuii (E172), Tansk

Sk Burasaae Kanennra6in Akkxops i BMicT ynakoBkn

Kanenwrabin Axkopn Tabnetku, BKpHTI IUTIBKOBOIO 060NOHKOI, 150 Mr - TaGneTku CBiTiO- pOXKeBOro
KOJTbOPY, AOBIACL, ABOOIYKII, BKPHTI ILTiBKOBOIO 0BOIOHKOI0, JOBXKHHOK 11,4 MM Ta LIMPHHOIO 5,3 MM, 3
rpasifoBaHHsM ‘150° 3 oiHoro Goky Ta piBHi 3 iHmoro Goky.

Kanerwrabin Axxopn TaGnerxku, BkpHTi muiiBkoBO0 0GonoHKoM, 300 Mr — Tabierku 6iIOro KOJIBOpY,
JIOBraCTi, JABOOIYKT, BKPHTI IUIBKOBOKO OGOJIOHKOK, AOBXKHHOK 14,6 MM Ta MpHHOKO 6,7 MM, 3 /
rpasitoanHaM 300’ 3 oxHoro 60Ky Ta piBHi 3 iHILOro Goky. /
Y
&/
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Kaneuurabin Axkopn TaGnerkw, BKpHUTI IUIBKOBOIO 060/0HKOW0, 500 Mr - TaGleTKH CBIT/IO-pOXKEBOro
KOJIbOPY, AOBracTi, ABOOIMYKJIi, BKPHTI IU1iBKOBOKO O00/IOHKOO, JOBKHHOK 15,9 MM Ta mmpHHOIO 8,4 MM, 3
rpasitoBanHaM ‘500’ 3 oqHoro 6oky Ta piBHi 3 iHuIOro Goky.

Kaneuura6in Akkopa aoctynuuii B GricTepHHX ynakoBkax, mo mictats 30, 60 a6o 120 TabieTok, BKPHTHX
TLTiIBKOBOO 060JIOHKOI0, a0 nepopoBaHmX GCTEPHUX YNAKOBKAX HA OXMHHLIO Z03H, 110 MicTsTh 30 X 1, 60
x 1 a60 120 x 1 TabneTok, BKpHTHX IUTiBKOBOIO 060JIOHKOIO.

He BCi po3mipu ynakoBok MOKyTb GyTH NpeICTABIEHI Ha PHHKY.

Baacnuk Peecrpaniiinoro nocsiguenns

Axxopn Xenckea Jlimiren/Accord Healthcare Limited,

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

BupobGuux

Axxopp Xerckea Jlimirer/Accord Healthcare Limited,

Cefiok Xayc, 319 Iinnep Poyn, Xeppoy, HA1 4HF, Benika Bpuranis/
Sage house, 319 Pinner Road, Harrow, HA 1 4HF, United Kingdom

Ieit macTok-BKAaanm Gy/10 BOCTAHHE MEPErISTHYTO

HeranbHy inopmauito mozo wporo ikapckoro 3acofy MoKHA 3HAMTH Ha  BeG-caifri
€Bporelicbkoro areHTCTBa 3 TikapckKix 3acobis: http://www.ema.europa.eu
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w. s Medicines used to treat folic acid deficiency.

Capecitabine Accerd with food and drink ——
Package leaflat: inform stion for the user ‘You shoud take w.&n:- o ladar —1
Capecitabine Accord than 30 inutes aller meals. ==
150 mg film-coated Pregnancy, bresstdesding and fartity
tablets :wv:uu“mtummh Fave nblw
Capecitabine Accord w8k your Goctor or pharmaciat for advice belore
talang this madicine,
tablets pregrant of think you might be

Capecitabine Accord T L v mes . M you re taking

500 mg film-coated e
tablets ghrh' and using machines

Read all of this leafiet caretulty befors you Cemachiblne: o v

start taking this medicine because it containg mecus taking
impartant information for you. mﬂu‘«.m bl -

oM yseriunvs b’ B Capaciabine Accord contains aciote
containa lactoss.

= This Been prescribed for you docior have an intolerance

D0 1k pase £ o ko oihere. § may b therne” :""”"“' i b

mlmmumml—u—-—- v, -

Tyou aide affects taik ba your doctor

% MMW Thie inchudes any poseiie sise . ENGCLECT

Mmmnmuu|mma; Accond

Wh‘hh&llw Alwwys take this medicine exactly as your docior
wmbm-ﬁilh o phanmacist has told you. Check with your

detor of pharmacist If you se not surs.

Accord shauld only bo prescribed
nnwmhumdm
madicines.

2.wmmnmm-mm-

‘Your doclod will prescribe & dose and traatmant

Ll haight s
1.84 m has & body swrtace ares of 1.7 m' and
whoukd bk 4 inbieta of 500 mg and 1 bist of 150

img wo Brnes daly. A parson whosa body waight s
medicing (men In fumour lissus than in rorms ullwulrlhlﬁmhnihﬂymm
asue). 200 m

por JEORA R o Your doctor will tell you what dose you need o
take, when to take It and for how long you need
o take it

parnet e e """"" ""’“”""’""""‘"‘

+ Taicn fhe tbiets witin 30 minutes afer the end

2, What you need to know m:.'u:m-::m-u-:'m
before you take Capeciabing Tram whole with water.

Accord -!iwmmﬁuﬂmmn
prascribed by your doctor.
D not take
] g io m of the ‘tmblets mre usually taken for
g m:;:“: I;mm \‘mmwﬂdnumwu

wection £, You must inform your doctor If you tablets are taken), This 21 day period is one
MMM"-nlﬂwﬂruwm astmact aycls.
ll‘,vunmm?-v-l-dmrmh Iin combination with othat medicines the usual
- T e e
« If you are of breast-heading, fablets ovar & diierent g evary
»ityou have saversly low levels of white celsor OB, WEN Ao reat peried).

feel If you take more Capecitabine Accord than

-*mhnmwum you should
.Immmmw“mwm.’=| ¥ you take more Capeciabing Accord Ban you
1he anzyme dirydropyvimidine dehydrogenase should,

oPDY )
i you wre being treated now of have been frasted 04 MR Gat the falowing sids efacts If you
sortvudine or than

similar ciasses of substance herpes feeling or sick, diarthoea, inflammation of
m;w.:,u e e wb-&mclmnum,pmum
from the infestne o stamach, or Bone mamew
‘Warnings and precautions mjgﬂmhmnﬁ-&m
Tak to doctor before taiing Capscitabing Hacher Rivrmchting
Ami.,;‘;w experiance any of thess symplams.

wknow that you have & partial deficiency In the
activity of the enzyme ditydrapyrimiding
dehydiogenase [DPD)

= have fver of ladney diseases

If you forget to take Capecitabine Accord
Do pgf take the missed dose at al. Do gt take 3

o with the blood fiow to the heart
't:'b!l:\‘:::nthnuwllwrm i "':‘;"‘:'Mw:’m
peodusin byl el inig coumar woeguarie coiarig 13
» " require that your doctor »

have disbetes Sukvostvurd ndjnts your

wcannot keep your food of water in your body
becsuse of sevare neuses and voming

*have darhosa I you have ary hurther questions on the use of
#3140 or become dehydrated this medicine, ask your docior or pharmacist.
.mummmmM . Possible sids effects

«have a history peobiema

o O Tt ey Lice il oacicings, e e can couve side
» have savers akin reaction efects, although not everybody gels tham.
oep - DPD deficiency is STOP taking Capecitabine Accord immediately
mmmnmmh:u.mm and contact your doctor W any of thess symptoms
asscciated with heakh probiems unies o
mmmmummuu‘m = Diarrhoes: ¥ you have an increase of 4 or more
unrscognised DPD deficiency and take bowel movemnents compared 10 your normal
Capeciabine Accord. you are st an increassd bowsl movements sach day r any diarhoen at
vink of Beute anrly-anest of severs forma of the right.

wide affects lated under section 4 Pomible side » Womiting: if you vomi more than once ina
efects Contact your '] 24-hour time pericd

neachulady = Nausea: i you loss your appetits, and the
you notce any addRional side eMfects not sted in “':M"W\’Wﬂmﬂmlmhm
n L.
wum:mmtm affects, 3 Mm'M _— :
of sores in your mouth. 5

Children and adolsacents of sores in your mo
Accord is In chagren i you have pain,

and Do not give Ci Accord Mlmﬂmﬂwm
i i = M Nmm a lemparature of H°T of

Omulnlehumdhpﬂlllhhnimﬂli '::‘-d.rﬁ';ﬂ. e w:: cton
pharmacist if taking. recently or o ang
ikl ke u.“n » Chast pain: if you experience pain localsed io
the centre cf the chast, sspecially If & securs
angihen during exercise.
mmm-mdumm“h °3W4W°ﬂm“ ’:“W-‘.Jm::rrmm
be particuary I aking paintul red or purpiah ra spreads a
UMLKo Ay bisbers sndier cther leslons begin ls appear in
{aBopasringd) the mucous membrane (8.g. mouth and ipa), in
« B Ehirviing medicines (coumarin, wartain), particutar If you had bafare Bght senaltivty,
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eauned by Capacitabine Accord (e.g. sicmatitis,
diarrhooa,

and neurchaxicity).
W eaught side effects usually Improve
within 2 to 3 days afier treatment discontinuation.

Hand and foct skin-reaction can lead fo loss of
whith could Impact your identificaion
by fingerprint scan.

In addition o the above, when capectabine s
used sicre, the very common sade effects which
may nfiect more than 1 in 10 people are:
-:ﬁ:mp-n

. of wadn

P

+loss of appetite (anorexia)

Thess side eflects can become severs; Merefors,
i Important (het you abhways contact your

I you got any side effects, talk fo your doctor of = ===
pharmacit o nures. This any —
#ide offects not lated in this lealel. You can alse
repen side effects diectly (see uml- =

m mais Inkemation on the. ulﬂy' of tha
I.Inlud Kingdom

Yellow Card Schema

lretand

HPRA

Fax: +383 1 6762517
Wabiniteiwersn hpra e
e-mal meceatety@hera e

Malta
ADR Reporting
Webate:

doctor
eaperiance » side aflech. Your doctor may instruct
¥ou o decrease the does andicr lemporarily

Thia wil help reduce the Ekelinood that the uide
#fect continume of bacomes severs

Cxhar side efects are:
Cammon side effects (may affect up 1o 1 In 10
pecple) inchude:
= docteases in the number of whits blood cals or
red blood cells knnhwln
» dahydration, waight
m»ulm depresalon,
daziness, abnonmal
mhl- wkin (numibniess of tingling
seraation], taste changes,
= eye iritation. increassd tsars, eys redness.
of the velne

= ahoriness of braath, noss biseds, cough, runny

mxcass wind, dry mouth

#wide: rash, halk loss (alopacia), skin reddening,
dry widn, ‘alon discolouration.
wari loss, wiin infamenation, nall disorder

= pain in the joinls of In the Bmbe (axtremities),
chast

o back,
» fevar, wwaling in tha kmiba, feeling B

A :

§. How te store Capecilabine
Accord

Kenp this medicing out of the aight and reach of

chdcren.

Do ot use this medicine afer the expiry date

‘which is stated on the carion and blister afer EXP.

For Ajuminkum-ahuminium claters

This madicine doba Rol require any special

storage condtions

membwum
unit dose)

Do not siore above 30°C.

Do not mmmmm via wastewnier

6. Contents of the pack and
ethef informatian

‘What Capecitabine Accord containg
= Tha acthve i capectating

E tabiet cordaing 150 mg of
Each fiim-coatnd tablet containe 300 mg of
capectabing
[Each fim-coatod tablet containe 500 mg of
capociabae

= The ather ingredints are:
- Tablet core: anhydious

(inchuding thoss of

. § toath sbecess,
*humips under the wkin
* decreases in blood cels plateiets, :
thinning of biood (seen in lesis) ren exice (E172), tale
. - Tablet coating (for 300 mg): Hypromelices,
= diabetes, decrease in bood potassium Eanium dioxide (E171), take

Increased biood Wiglycarides, ~Tablet

maod, decreased likado,

= difficulty spaalking. Impalred mamory, loss of
mavemant coordination, balance disordar,
fanting, nerve damage (neurogatty) and
problems with sersation

» blrred or double viskon,

wvertige, sar pain.

ommwpm {arhyshmise),

hast pain and heart attack (infarction],
#blocd clots in lneu'\-h high of low blood

coating (for mg): Hypromeloss,

Etanium dioxide (E171), yeliow iron cxide, red

Iran oxide (E172), takc
‘What Capecitabine Accord looks like and
contents of the pack

Accord 150 mg fim-

are Bght peach coloured, abiong shaped,
bicorvex, Sm-coated tabiets of 114 mm in length
and 5.3 mm in width, debossed with “150' on cne
side and plain on other side.

Azcord 300 mg Mim-coated tablets

pressurs, hot
paberapiaigloeoge o
#blood clats in the veina in ihe lung (puimenary
, coliapasad hung, coughing up blood,
sathma, shortnews of breath on svertion,

ars white 1o o white, cblong shaped, biconvas,
fim-coated tablets of 14.8 mm in kength and.

6.7 mm In width, debossed wilh "3007 an one side
and plain on sthes side.

Ireatin, 'hm.“n.. #re pasch coloured. mmmm
. the stomach of the. X
in the iower al = o Mmﬂl.’rﬂmhhwm“
Peastburn (refi of food fom the slamach] B.4 mem in width, debossed with SO0 on one side
bisod in the stool, ‘and plain on other side,
b (yeBowing of skin and eyes)
= ki uicer and blister, resction of (b akin with c‘““;‘;fﬂi‘;-::bhl:‘dmm
wunlight, reddening of paime, swelling of pain of  Sontaining of coated blets or in
the periorated und dose bister packs containing 30
»joint sweling of stifiness. bone pain, muscle 1.80% 1 or 120 x 1 fim-conted tabieis.
sufiress,
#fuid collection In the iddnays, incressed ot all pack sizes may be masketed.
of urination during the
. bload I the urine, increase in Marketing Authorisatien Holder
Edood creatining (sign of kddney Accord Heslthears Limfad,

‘Some of thess side effects are more common
when s used with other medicines
for the reatmant of cancer, Other side-sfects
Been In i BARing are the felowing:

Comman side effects (may aflect up 10 1 in 10

Include:

wdecrease in blood sedium, magnesium of
calcium, increass in blocd sugar,

*narve pain,

*1inging of buzzing in the sars (tinnitus), loss of
»vein

¥ In urination, blood o urine
*brusing of reaction at the injection site (caused
Iy medicines given by injecton #f the sarme tme)
Rare side efiects (may affect up 1o 1 in 1,000
pecpie) Inchude:
* narrewing of blockage of lear duct (lacrimal
duct atercain),
o et fadure,

.Mm nmumnuomm
In bie sacretion (s hepatifa),
nihe T

pwhru
-mhmdmm
veniricular Sbrillation, forsade de pointes, and

bendycasdia)
*eye inflammation causing eye pain and poesaibly

wysaight
ummallndmummm
[paichas due to an immune system

Very rre side eflects (may afect up ta 1in
lInchude:

“ut-ulmmmmt, penitalia, hande, laet

Sage houss, 319 Pinner Road, erth Harow,
Middiesex HA1 4HF, United Kingdom

Manufacturer

Accord Healthcars Limited.

Sage house, 318 Pirviat Road, Harow
HA1 4HF, United Kingdom

This leafiet was last revised in 1272018,
on this medicine s avalable

Detailed information
on the Eurcpean Medicines Agency web sfe’
hizp iwww ema surcpa.eu

8T 1 TN
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KOPOTKA XAPAKTEPUCTHUKA JIIKAPCBKOT'O 3ACOE
I HA3BA JIIKAPCBKOI'O 3ACOBY

Kanenurta6in Axkopa Ta6neTKH, BKPUTI IUTiIBKOBOIO 000710HKO0, 150 Mr
Kaneuuta6in Akkopa TabneTky, BKPUTI IUTIBKOBOIO 000JIOHKOIO, 300 Mr
Kaneuuta6in Akkopa Ta6neTkun, BKPUTI IUTIBKOBOKO 000JIOHKOIO, 500 mr

2. SIKICHUM TA KUVIBKICHAMN CKJIAJL

Kaneuuta6in Akkopst Ta6meTku, BKPATI ILTiBKOBOKO 060I0HKOH0, 150 Mr
KoxHa TabyeTka, BKPATA IUTIBKOBOIO 060JI0HKOI0, MicTHTH 150 Mr KanenuTabiHy.

Kanenmutabin Akkopa TabneTky, BKpHUTI ILTiIBKOBOIO 06010HK00, 300 Mr
Kosxna TabeTka, BKpUTA IUIIBKOBOIO 000JIOHKOIO, MICTUTH 300 mr xameuuTtabiHy.

Kaneuuta6in Axkopa Ta6neTku, BKpUTI I1iBKOBOIO 06010HKOK0, 500 Mr
KoskHa TabeTKa, BKpHTA ITBKOBOKO 000IOHKOI0, MicTHTh 500 Mr KanenuTabiny.

JlonoMi>kHa peYOBHUHA 3 BIJIOMHM eheKTOM

Kaneyumabin Axkopd 150 m2 Tabnemku, 6Kkpumi niieko60io 00010HKOI0
KosxHa TabeTka, BKpUTa ILTIBKOBOIO 000IOHKOI0, MiCTHTB 7 M JIAKTO3H 0€e3BO/IHOI.

Kanewumabin Axxopo 300 mz Tabremxu, 6Kkpumi nii6ko60i0 060.10HKOI0
KosHa TabieTka, BKpHTa ITiBKOBOIO 000IOHKOI0, MICTHTB 15 MI JaKTO3H 6e3BOaHOT

Kaneyumabin Axxopo 500 me Tabnemiu, 6Kkpumi niieko60io 000.10HK0IO
KosHa TabneTka, BKPHTA IUIIBKOBOK 000JIOHKOIO, MICTHTh 25 MT JIaKTO3H

6e3BoHOT

[1{0/10 TIOBHOTO CIHCKY JOTIOMDKHHUX PEYOBHH JUB. po3Ain 6.1.

3. JIKAPCbKA ®OPMA
Tabnerka, BKpUTa IUTIBKOBOIO 000JIOHKOKO.

KanermTabin Axkopa TabeTky, BKpHT IHBKOBOK 000IOHKOI0, 150 Mr

TabGnerkn zoBracToi (GOpMH, ABOOMYKIi, BKPUTI ILIIBKOBOKO oﬁonmmoro, CBITJIO- POIKEBOTO
KOJIOPY, I0BKHHOIO 11,4 MM Ta mupHHOI 5,3 MM, 3 rpaBitoBanHaM “150” Ha OJIHii CTOpOHI i
piBHi Ha iHIIi# CTOPOHI.

KanennTa6in Axkops TabeTku. BKPUTI IUTIBKOBOIO 00010HKOH, 300 Mr

TabeTkH A0BracToi JopMH, ABOOMYKIIi, BKPUTI IUTIBKOBOIO 000JIOHKOIO, 61710r0 abo Maibke 611010
KOITbOPY, IOBKHHOIO 14,6 MM Ta IAPHHOKO 6,7 MM, 3 rpasifoBasHaM ‘300° Ha OaHiH CTOpOHI Ta piBHI
Ha HIIIH.

Kanerura6ia Axkopst TaGeTku, BKPUTI ILTIBKOBOKO 000IOHKOI0. 500 Mr

TabneTku A0Bractoi (OpPMH, JBOOIYKJi, BKPHTI IITIBKOBOIO OOOJIOHKOIO, CBITJIO- POXKEBOTro
KOJIBOPY, IOBIKHHOIO 15,9 My Ta mHpHHOIO 8,4 MM, 3 rpasitoBanHaM 500" Ha oI CTOpOHI 1
piBHI Ha iHIIIA CTOPOHI.




4. KJIITHIYHI XAPAKTEPUCTHKHA
4.1. ITokazaHHs 10 32CTOCYBAHHSHA

Kanenuta6id AKKOp/ IpU3HAYESHHH JUIS JIIKyBaHHS:
- B a; FOBAHTHiH Teparii mic/s Xipypriusoro JikyBanHs paky o6oxoBoi kuuiku I crazii (cramis
C 3a JlprokoM) (amB. po3ain 5.1).

- KOJIOPEKTaJIBHOTO PaKy 3 MeTacTazaMu (IuB. po3ain S.1).

- penapar Mepuioro psay Ui JIKyBaHHS PO3NOBCIO/DKEHOTO paKy HLIYHKa, Y koMmbinaii 3
IpenapaTaMi Ha OCHOBI IUTaTHHH (IHB. po3ia S.1).

y koMOiHaii 3 gomeTakcesioM (MB. po3in 5.1) as iKyBaHHS MiCILIEBO-PO3IIOBCIO/UKEHOT0 Y1
METACTa3yloyoro paKky MOJIOYHOI 3a/03H, Hic/s Hee(eKTHBHOL IIUTOTOKCHYHOI XiMioTepartii.
ITorepe/Hs Tepanis Majla BKIKOYATH MPENIapaTH aHTPALUKIIIHOBOTO PATTY.

B AKOCTI MOHOTepamii /Uil JIiKyBaHHS MAIi€HTIB 3 MiCIEBO-PO3NOBCIO/UKCHUM  H
METACTA3yIOYMM PAKOM MOJIOUHOT 3a/103H, Mic/1s HeedeKTHBHOI Tepartii, 10 BKII0YA€E TaKCaHH! i
IpenapaTH AaHTPAIMKIIHOBOrO psify, a00 TpH HAABHOCTI MPOTHIOKA3AHHA [0 Teparii
AQHTPALMKITIHAMH.

4.2 Cuoocid 3acTocyBaHHS Ta J103H

Karmenutabin AKKOpA Moe TpU3HAYaTH JIMINE KBaTihikoBaHui JiiKkap, SKMH Mae JIOCBIJ
3aCTOCYBAHHs AHTHHEOILUIACTHYHMX JiKApChKUX 3acoOiB. [l BCIX MALl€HTIB PEKOMEHIOBaHMI
peTeNbHHUI MOHITOPHHT IIPOTSTOM IHEPUIOrO LMKITY JIKYBaHHS.

JlikyBaHHS CNiJ BiIMIHWTH NPY [POrPECYBAHHI 3aXBOPIOBAHHS 200 PO3BHTKY HEIPUITHATHOL
TOKCHYHOCTI.

Po3paxyHOK CTaHAapTHOI Ta 3MEHLIEHOI JO3H BiANOBIIHO ) wIon MOBepXHi Tina s
oYaTKOBHX 103 npenapary KamemutaGin Axkopa 1250 mr/m= 1al000 Mr/M“ HaBeieHO y
Ta6muusx 1 Ta 2 BiONOBIIHO.

O3H

PexkoMen10BaHi 1034 (uB. po3zin 5.1)

Monomepanis
Pax 06000601 Kuuiku, K010peKmanbHuil paxk ma pax Mo104Holi 3a103u

V BUIJISLII MOHOTepanii pekoMeHI0BaHa J000Ba 103 KaneuuTadity B aj FOBaHTHIM Teparii paKky
060/10BOT KWIIKH, /Ul JIKYBaHHS METAacTAaTHYHOTO KOJOPEKTATbHOro paky abo MicreBo-
PO3IOBCIOKEHOTO YH METACTATHIHOTO PaKy MOJIOYHOI 3aJI031 CTAaHOBHTS 110 1250 mr/m? Biui Ha
1106y (3paHKy Ta BBeuYepi; EKBIBAJIEHTHO 3arajibHii 1000Bii 1031 2500 mr/M?) ipotsrom 14 aHiB,
micis 4oro poGNATh THXKHEBY IepepBy. PexkoMeHIOBaHa 3araibHa TPHBAIICTE aJi" FOBaHTHOI
Tepaii y manientis 3 pakom o6008oi kuuku 111 crazii cTaHOBATE 6 MicsLiB.

Kombinosana mepanis
Pax 06000601 Kuwiku, KOI10peKmanoHul pax, pax wiyHka
Y koMGiHOBaHOMY JIIKyBaHHI peKOMEH/I0BaHA MOYATKOBa 03a KanenuTadiny Mae GyTH 3MeHIIeHa

no 800-1000 /M2 [IpH 3aCTOCYBAHHi JBidi Ha 100y MpoTsAroM 14 JHIB 3 HACTYITHOIO NIEPEPBOIO y
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7 nuiB, abo 10 625 Mr/M“ 1Biui Ha 100y npu Oe3nepepBHOMY 3acToCyBaHHI (auB. po3ain 5.1). [

KOMOIHALT 3 ipHHOTEKAHOM PEKOMEH/IOBaHa 1oYarkoBa jo3a cxianae 800 Mr/m mpu aBivi Ha 100y

npoTsaroM 14 HiB 3 HACTYIHOIO EepepBOKO y 7 AHIB y KoMOiHaii 3 ipuHoTexanoM 200 Mr/m? y IeHb
1. Brxmouenns OeBammsymaba y KOMOIHOBaHY CX€My HE Mal0 BIUIMBY Ha IIOYaTKOBY O3y
KaneuuTaliHy.

[Ipotu6moBoTHi 3acobuM Ta mNpeMeauKalio Ui 3abe3ledcHHs aneKBaTHOI rigparanii
NPU3HAYAIOTh MAIliEHTaM, AKi OTPUMYIOTh KaneuuTtaliH y komOiHauii 3 LHCIUIaTHHOM, IEpeX
BBEJICHHSAM LUCIUVIATHHY BIAMOBIAHO 10 IHCTPYKWil I8 3aCTOCYBaHHs [HCIUIATHHY.
[Ipotu6moBOTHI 3aco0M Ta MNpeMeIMKaiilo i 3a0e3nedeHHs aaeKBaTHOI rifparanii
NPU3HAYAIOTH MALIEHTaM, SKi OTPUMYIOTh KarneuuTaliH y KoMOiHamil 3 OKCaliIIaTHHOM, IIEPE
BBEJICHHSM IMCIUIATHHY BiAMOBLIHO /IO IHCTPYKILT JUIS 3aCTOCYBAHHS OKCAITIIATHHY.

PexoMeH10BaHa 3araipHa TPHBAIICTE aJ1 FOBAaHTHOI Tepalii y MalieHTiB 3 pakoM 00010BO1 KHIIKH
III crazii ctaHOBHTH 6 MiCSIlIB.

Pak monounoi 3anosu

VY komOiHamii 3 JOLETaKCeIOM PEeKOMEHIOBaHa I104aTKOBa a03a KanenuTabiHy Ui JTiKyBaHHS
METACTaTHYHOIO PaKky MOJIOYHOI 3a1034 CTaHOBUTH 1250 Mr/M*~ aBiui Hf 100y mpotsarom 14 aHiB
3 mepepBoro y 7 AHiB, y KomGiHauii 3 gomerakcenoM y mo3i 75 Mr/m< y BUIAAi 1-roguHHOL
BHYTpilIHBOBEHHOI iH(]y3ii KoxkHi 3 TiokHi. [IpeMenuKalis nepopaTbHUMH KOPTHKOCTEPOLIAMH,
TAaKUMH SK JeKCAMETa30H, NMPOBOJIMTELCS BiAMOBIIHO 10 iHpopmarii y KopoTkiif xapakTepucTuii
JIOleTAKCeTy 70 TOYaTKy NpHiOMy MIOLETaKcely y MAIieHTIB, sKi NMpHiMaoTh KOMOIHAII0
KarenuTadiH IHOoC JOIETaKCelL.

Pospaxynxu 003 npenapamy Kaneyumabin Axkopo

Tabmuust 1 Po3paxyHKu cTaHZApTHOI Ta 3HMMKEHOI MMOYATKOBOI J03H KamenuTadiny 1250 MI/M>
3aI€XKHO BiJl IUIONI NOBEPXHi TiJIa.

|To3a 1250 mr/m? (2 pasu Ha 106y)

[Tnoma IToBaa no3a|KinbkicTb tabnerok|3umxena noza (75|3HmwkeHa  j103a
noBepxHi Tina,|1250 Mr/M?*  |mo 150 MT i/ a60|%) 950 mr/m? (50 %) 625
M no 500 Mr Ha KOXHHH NpHHAOM Mr/M>
(3paHKy i BREeuepi)
Hoza na 1|150mr [300 mr 500 mr Hoza Ha 1 npuiiom,|[o3a  Ha
pUioM, M IpHIOM, 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 - 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

TaGmuns 2 Po3paxyHKH cTaHIApTHOT Ta 3HMKEHOT MOYATKOBOI 7103M KanenuTtabiny 1000 mr/m?
3aJIeXKHO BiJl IUTOII ITOBEPXHI Tija
| [To3a 1000 mr/m* (2 pasu Ha 100Y) |
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[Inoma [lora  mo3a|KinpkicTs TabeToK |3HIKeHa J103a|3HIKe
nosepxHi Tina, 1250 mMr/m> 1o 150 MI i/ abo|(75 %) 950|na
M mo 500 Mr Ha KOXKHHMi TpHiioM|Mr/m’ 103a
(3paHKy i BBeUepi) (50 %)
625
Mr/m2
Hoza ma 1|150mr |300 mr 500 mr Joza na 1|Hdoza Ha
IIpHIOM, npuiioM, M |IpUOM, MT
Mr
<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 E 4 1650 1000
1,79-1,92  |2300 - 1 B 1800 1150
1,93-2,06 (2500 . - 5 1950 1300
2,07-2,18 12650 1 - D 2000 1300
>2,19 2800 - 1 5 2150 1450

Kopuoyeannus 0ozu nio wac aixysanuns

3azanvni pexomenoayii

SIBuma TokcuyHocTi mpu JikyBaHHI KameumOGexcom 500 MOKHa YCYHYTH 3a AOIOMOTOO
CHMITOMaTHYHOI Teparnii Ta/abo 3MiHH 7103 (TIepepBaBLIX JIKYBaHHS YH 3MEHIIMBIIN JIO3Y
npenapaty). SKmo 103y AOBeNOCA 3MEHUIMTH, Hazam 11 He 30umewmiyrors. Ilpu sBumax
TOKCHYHOCTI, $Ki, Ha IYMKY JiKaps, MaIONMOBIpHO, CTaHyTh CEPHO3HMMH 49U OyAyTh
3arpOKyBaTH JKHUTTIO, HaNpHKIaj, ajlolelllis, 3MiHAa CMaKy, 3MiHM Yy CTPYKTYpi HIrTiB,
3aCTOCYBaHHs Ipenapary MOKHa IPOJOBKYBATH B Til caMiil 1031, He IepepHUBaAIOYH JIiIKYBaHHS
Ta He 3MEHIIYIOYH 103y Ipenapary.

[lamienTis, fgKi OTPUMYIOTH KarenuTadiH, HEOOXiZHO HMONEpPEeANTH, IO JIKYyBaHHsS IOTPiGHO
NPUITMHUTH Y pa3i pO3BUTKY MOMIpHHUX ab0 TSHKKUX TOKCHYHHX peakilii. SKio yepe3 TOKCHYHI

sSBUIIA OyJIO NMPOMyLIEHO KijbKa NMpHHOMIB KanenuTabiHy, TO HPOMYIICH] J03H HE MOTPIOHO
3aCTOCOBYBAaTH JOAAaTKOBO. PekoMeHI0BaHi 3MIHH 103 Yy 3B’SA3KY 3 TOKCHYHICTIO BHKJIAJICHO
HUKYE:

Kanenurtadin Axkkop; TabaeTku, BKPHTI IUTiBKOBOKO 00010HK00 150 Mr Ta S00MT

Tabmmus 3 Cxema 3HKEHHS 1031 (3-THXHEBHH Kypc abo Oe3nepepBHeE JIiKyBaHHS).

Crynias TokenyHoceri *  BMinu 1031 npoTsirom Kypey Tepamii El(opurynaﬂ
sl 1031 115

HACTYITHOTO

Cmynins [ J103y HE 3MIHIOIOTh Jlo3y HE
BMIHIOIOTb

Cmynino 11

- 3 MEPUIOKO NOABOK O3HAK|NPUIIUHUTH TEPaIlilo, JOKH 03HAKH TOKCHYHOCTI He|100%

TOKCHYHOCTI 3MEHIIAThCs 10 crynens 0-1

- 3 JIpyTroi0 IOSBOK 03HAK 75 %

TOKCHYHOCTI

- 3 TPETHOIO MOSBOIO 03HAK 50%

TOKCHYHOCTI




3 YETBEPTOI0 TOSBOKO
03HAK TOKCHYHOCTI

BIIMIHHTH Mpenapar

Cmynino 111

JIOKH O3HaKM TOKCHYHOCTI HE 3MEHINATLCHA JI0
crynens 0-1.

- 3 TepIIOIO TOSBOK O3HAK |[[IPHIMHUTH TEPaIilo, JOKH 03HAKH TOKCHYHOCTI He |75 %
TOKCHYHOCTI 3MeHInaThes 10 cryneHs 0-1 .
- 3 IPYroK IOSBOK 03HAK 50%
TOKCHYHOCTI
- 3 TPETHOIO MOSBOK O3HAK|BIJIMIHHUTH Tpenapar
TOKCHYHOCTI
Cmynins IV
- 3 [IEpHIOIO MOSBOIO O3HAK|BIAMIHHTH Iperapar 50%
TOKCHYHOCTI abo,
SKIIO B  IHTepecax XBOPOro TKyBaHHS
HEeOOXITHO  TPOJIOBKUTH, PHITHHHTH TEpAIlilo,

- 3 JIPYrol0 NOSBOIO O3HaK
TOKCHYHOCTI

BIAMIHHTH mpernapar

Kanenuradia Akkop TadleTku. BKpUTA [J1IBKOBOO 00010HK0K0 300 MT

Tabmuust 4 Cxema 3rmkerns 1031 Kanenurabiny (3-TmxHeBUi Kype abo 6e3nepepBHE JTiKyBaHHsA).

Jlo3a 1250 mr/m? (2 pasu Ha 106Y)

[Inoma noepxni|lloBra no3a|KinbkicTs tabnerok|3Hmkena noza (75|3HmxkeHa  103a
Tina, M2 1250 mr/M?  [mo 150 wMr i/ a6o|%) 950 mr/m? (50 %) 625 mr/m>
mo 500 Mr Ha KOXHHH
npuiiom  (3paBky i
BBEYepi)
Jo3za wna 1[150wMr 500 mr Jo3a na 1 npuiiom,|/lo3a Ha 1
MPUKOM, MT MT IIPHUHAOM, 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 3aralbHUX KpPHUTEPIlB TOKCHMYHOCTI ['pymu KIiHIYHHX BHIIPOOYBaHb
Hauionanshoro incturyry paky Kanamu (NJAIC CTG) (Bepcis 1) abo 3aranpHuX KpHTEpiiB
Tepminoorii moxo nodiynux edextie (CTCAE) [Iporpamu owinku Tepanii paky, HamionansHuii
incTuTyT paky CIIIA, Bepcis 4.0. 100 A0I0HHO-MIAIOIOBHOIO CHHAPOMY Ta rinepoiipybinemii

IHB. po3ain 4.4.

I'emamonoziuna moxcuunicme
INawieHTiB 3 BEXigHUM piBHEeM He#tTpodinis <1,5 x 10%/1 Ta/a6o TpomGormTin <100 x 10%/1 He
ClIij NiKyBaTH KanenuTabiHOM. SIKiIo He 3aruiaHOBaHi JIabOpaTOpHi aHAII3H IEMOHCTPYIOTE, IO
1iJ1 Yac Kypey JiKyBaHHs piBeHb HeiTpodinis Bras Himkde 1,0 x 10%/1 abo piseHs TpoMGOIHMTIB
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HIkde 75 x 10°/1, TikyBaHHS KanenuTaGiHOM CITij IIepepBaTH.

Moougpixayii 003u y 36 'A3Ky 3 MOKCUYHICMIO, KONU Kaneyumaodin 6UKOPUCMOBYEMbCA Y 6UNA0I
3-mudicne6o2o Kypcy y kombinayii 3 inwumu 1ikapcbKumu 3acobamu

Moudikanii 1034 y 38°43Ky 3 TOKCHUHICTIO, KOJIH KaneuTabin BAKOPHCTOBYETBCS y BUIJISIL
3-THXKHEBOro Kypcy y KoMmOiHaii 3 iHIIMMH JTiKapChKUMH 3ac00aMH, MalOTh 3/{IHCHIOBATHCS
Bianosingo a0 TaGmumi 3 Buine Ui KaneuurabiHy Ta BUMIOBIZHO 10 BimmoBimHuX KopoTkux
XapaKTePHCTHK JIIKApCHKOro 3aco0y 1HIOro JIKapchKoro 3aco0y(-iB).

Ha noyatky Kypcy JiKyBaHHS, SKIIO [I0KA3aHO BiK/TaICHHS JTIKYBaHHS y 3B’ sI3Ky 3 KalleIUTaOiHOM
a60 iHImMM JliKapchKUM 3ac000M(-aMH), TOJI 3aCTOCYBaHHS BCi€l Teparlii CJIiJl BIIKIACTH, IOKH HE
Oy/IyTh BUKOHAHI BUMOIH LIO/I0 ITOYATKY IPUHOMY BCi JIKapChKHX 3acO0iB.

[Tin 9ac Kypcy JiKyBaHHS MIOJ0 TOKCHYHOCTEH, sKi JKap BBa)Kac HE IIOB A3aHUMH 3
KanenuTabiHoM, IPUHOM KarenuTabidy ClIijl IpOAOBXKYBATH, @ 103y iHIIOTO JIIKapchKOro 3acody
BiIKOPHIYBATH BiJIOBIIHO 0 HATEKHOI iHopMaii [HCTpyKIiT 1010 3aCTOCYBaHHS JIIKapCHKOTO
3aco0y.

SIkmio iHmmii TikapchKuif 3aci6(-u) MaroTh OyTH BiIMIHEH] IOCTIMHO, JTIKyBaHHs KanenuTabiHOM
MOXKHA BiJHOBHMTH, KOJM JOTPHMYIOTbCS BHMOTH IIOJO BiHOBJIEHHS JIIKYBaHHS
KareuutadbiHom.

VkazaHi pekoMeH/allii CTOCYIOThCS BCiX MMOKa3aHb [UIS 3aCTOCYBAaHHS Ta BCIX IPyII MAI€HTIB.
Mooudgpixayii  0o3u 'y 36’aA3ky 3 ~moOKcuymicmio, KOAU ~Kaneyumaoin — nOCMiuHo
BUKOPUCNOBYEMbCA Y KOMOIHAYIT 3 THUWUMU NTIKAPCOKUMU 3acoDamu

Monudikarii 1034 y 38’43Ky 3 TOKCHYHICTIO, KOJIH KalenuTadiH BUKOPUCTOBYETHCS TMOCTIHHO Y
KoMGiHaIii 3 IHIIMMHE TiKapChKUMH 3ac00aMu, MAlOTh 3AiHcHIoBaTHCS BinoBiHo 10 Tabmwi 3
BUIIIE /U1 KanenuTabiHy Ta BiNOBIHO /10 BinoBixaux KOPOTKHX XapakTepHCTHK JiKapChKOro
3aco0y 1HIIOro JTiKapchKoro 3acolby(-iB).

Kopueveanus 0ozu 8 ocobnugux 2pynax nayicumis

Ileyinkoea neoocmammicme

Jani o0 6e3nexu ta epeKTHBHOCTI Y MALI€HTIB 3 MEYiHKOBOIO HEIOCTATHICTIO HEIOCTATHI LIS
HaJlaHHsS pPEKOMEH[allii 3 MPHBOAY KOpHTryBaHHs a03u. Hemae sxoxHoi iHdopmamii momao
NEYiHKOBOI HEJIOCTATHOCTI BHACIIIOK LIMPO3y YU IeNaTHTy.

Hupkoea neoocmamuicmo

KaneuurtaGin mNpOTHIIOKA3aHMH IMallieHTaM 3 TSDKKOKO HHUPKOBOIO HEIOCTAaTHICTIO (KJTipeHe
kpeatuHiny Hmwkde 30 mu/xsui. [3a Kokpodrom-I'onmrom] Ha BuxigHoMy piBHi). Yacrtora
BMHUKHEHHS MOOTYHUX peaKiliii cryneHs 3 abo 4 y NalieHTiB 3 TOMIPHOK HIPKOBOIO HEIOCTATHICTIO
(xipenc kpeatuniny 30-50 MI/XBHJI. HAa BHXIJHOMY piBHI) IiJIBUIIYBaIach Yy IOpIBHSHHI 3
3araJIbHOIO TIOIMYJIAI{E0. Y MAI[i€HTIB 3 MOMIPHOIO HUPKOBOKO HEJIOCTATHICTIO Ha BUXIJHOMY piBHI

PEKOMEHIOBAHO 3HIDKEHHS J103H 10 75% Juist mouarkoBoi ao3u y 1250 /M2, V HAIi€HTIB 3
TIOMIPHOIO HUPKOBOIO HEJIOCTATHICTIO Ha BUXIZHOMY piBHI He MOTPOIHE XKO/IHE KOPHIYBaHHs J03H

Juts ovaTkoBoi go3u 1000 Mr/m2. Y TaLieHTiB 3 Jerkomw HUPKOBOK HEJIOCTATHICTIO (KJIipeHC
KpeatuHiny 51-80 MJI/XBWJI. Ha BHXIJIHOMY piBHI) HE PEKOMEHIOBAHO KOJHOIO KOPHIYBaHHS
no4arkoBoi fo3u. [Tpu BunukHeHHI nobGiynux seumy II, III gu IV cryneHs peKOMEHIOBaHWMH
peTesbHUH MOHITOPHHT, HeraifHa BiMiHa JIiKyBaHHS Ta 3MiHa 034 BiANOBiAHO 10 Tabnumi 3.
SIkio po3paxoBaHuil KIIIPEHC KpeaTHHIHY IIPOTSIroM JIKyBaHHS 3HIDKYEThCS 10 3HaueHHs Hipkde 30
MJI/XBHIL, TipuiioM mipenapary KamenuraGin AKKOpA CliJ NpHIMHATA. Taki peKoMeHZali 3
KOPHUI'YBaHHSI JIO3H Y 3B’SI3KY 3 HUPKOBOIO HEJIOCTATHICTIO 3aCTOCOBYIOTHCS SIK IO MOHOTEpaIlii, TaK




i 10 KOMOIHOBAHOTO 3aCTOCYBaHHS (IMB. TAaKOX po3Ain “TlamieHTH T THHOTO BIKY™ HHDKYE).

Iayienmu nimnvo20 6iKy

KopuryBanHsi MOYaTKOBOI 103 MpH MOHOTepamii kaneuurabinom He notpibxe. IIpote y
XBOPHX BikoM moHaz 60 pokis seuma 111 Ta IV cTyneHiB TOKCHYHOCTI PO3BHBAIMCS YacTille,
HIK Y MOJIOJMX TIalli€HTIB.

[Ipu 3actocyBaHHi Kaneuutabiny B KoMOiHAWil 3 iHIIMMM JTiIKApCHKMMH 3aC00aMH y XBOPHX
NiTHBOTO BiKy (> 65 pokiB) Bim3Hauanacs Gimbma gactota HebGaxkanux edekrtis III Ta IV
CTYNEHIB TOKCHYHOCTI, BKJIFOYAIOYM Ti, AKi NPH3BENH JO BiAMIHM JiKyBaHHS, TMOPIBHSHO 3
XBOPHMH MOJIOZIIOTO BiKy. PeKOMEH/I0BaHHI peTeNbHHI MOHITOPHHI MAlieHTiB BiKOM >60
POKIiB.

Ilpu nikysanHi kanmeuutaGinoMm y komOinamii 3. Ilamientam uiei BikoBoi Kareropii mnpu
KOMOIHOBAaHOMY JIIKyBaHHI KameuuTabiHOM Ta JoleTakceJoM. Po3paxyHKH HaBeICHO Yy
Tabnuui 2.

IIpu nikyBanni Kanenu6excom 500 y komGinamii 3 ipuHOTEKaHOM U1 XBOPHX BiKOM IOHaK 65
POKiB peKOMEH/IyEThCs 3MEHIIMTH o4aTKoBy 103y KanenuGekcy 500 mo 800 mr/m2 asidi Ha
no0y.

- V kombinayii 3 doyemaxcenom: y XBOpEX BIKOM 1oHa/1 60 poKiB Bi3HAYANOCs 301 bIICHHS
YaCcTOTH MOOIYHUX PEaKIliif, MOBS3aHKX 3 JIKYBaHHSIM Ta cepiio3nux Hebaxanux epextis III Ta IV
cTymeHiB ToKcmuHocti (;mB. posain 5.1). Ilauientam Bikom Bim 60 pokie 1 Olmbuie
PEKOMEHIYEThCS 3MEHIINTH NodyaTkoBy 103y KaneuuGexey 500 mo 75 % (950 mr/m2 nsivi Ha
n06y). SIkmo y mamientiB >60 pokiB, fKi JIKyBaIMCS IIOYAaTKOBOIO /103010 KameunutabiHy y
KOMOGIHAIIT 3 JOLETAKCEIOM He CIIOCTEPIracThest KOIHOI TOKCHYHOCT, 103y KaneuTabiHy MOXKHA

obepekHo migHaTH 10 1250 Mr/M? aBiui Ha 100y.

JHimu
He 3acTOCOBYETBCS BiANOBIAHOTO BHKOPHCTAHHs KaneluTabiHy y AiTeil 3a MOKa3aHHAMHPAK
000/10BOT KHMIIKH, KOJOPEKTATBHUH paK, paK ILTyHKY Ta paKk MOJIOYHOI 3a/I03H.

Cnocif 3acTocyBaHHs
Kanenutabin Axkkop TaGneTku KOBTAIOTh 3 J0CTATHBOIO KUTHKICTIO BO/W Yepe3 30 XBHJIMH icsist DKI.

4.3.1lporunokazanus

. Tsokki, y TOMY YMCIi HEOUiKyBaHi peakuii Ha JiKyBaHHS QTOPIIPHMIIHHOM.

. IinepuytauBicte 1m0 kamenutabiny abo g0 Oyab-fKOro KOMIIOHEHTa Ipenapary,
nepesiueHoro y po3aini 6.1, abo ¢ropypauuiny.

. b HarieHTiB 3 BIZIOMOIO IIOBHOIO BIZICYTHICTIO AKTHBHOCTI

JUTiAPOII pUMIIMHIEr 1 IporeHas  (IuB. po3ain 4.4).

BariTHICTb Ta ToyBaHHS IPYUIIO.

Tsbkka JeiikoneHis, HelTponeHist, TPOMOOIUTONEHIS.

Tsoxki nopymenHs QyHKIIT IEiHKH.

Tsbkka HUPKOBa HEAOCTATHICTE (KJIipeHe KpeaTHHiHy < 30 MiI/XB).

OnHoYacHUil TPUHOM COPHBYIMHY a00 HOro CTpYKTYypHHX aHAJIOTiB THIy OpUBYIHHY

(muB. po3ain 4.5).

. [TpoTunokasanHs [Uis 3aCTOCyBaHHs 0y 1b-SKOT'0 JIIKapchKOro 3aco0y, 110 3aCTOCOBYIOTh B
KoMOiHauii.

4.4 OcobsnBi 3acTepesKeHHs 010 BHKOPHCTAHHS

TokcuyHa Jiis, 1110 3aJIeKUTh Bijl JIO3H
Tokcuyna Jis, IO 3aI€KHUTH BiJ J03H, BKIIOYAE Aiapero, Oilb y JKHBOTI, HYJIOTY, CTOMATHT,

|
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JIOJIOHHO-TIIONIOBHUH CHHAPOM (CHHOHIMH: JIOJIOHHO-IIZOMIOBHA epHTpoM3ecTesis abo
nepudepHyHa epuTeMa, ClipuuMHEHa XimMioTepanieio). Binpmicts HebakaHnx edexriB 000poTHI i
He MoTpeGYIOTh MOBHO BiIMiHH Ipenapary, Xoua Mo)Xe BHHUKHYTH HeOOX1IHICTh y KOPeKIii 103U
abo TMMUacOoBI# BiMiHI penapary.

[iapes

XBOpHX 3 TSKKOIO Jiapeeio CIiJ PeTeJbHO CIOCTepiraTH, MPOBOASYM iM periiparamniio i
BiZIHOBJICHHS BTpATH €JEKTPOJITIB NpH Jeriiparaimii. 3a IOKa3aHHAM SKOMOTa paHime
pEeKOMEHIyEThCs IPH3HAYATH CTAHAaPTHI IPOTHAIapeiiHi npenapaTty (HanpuKiIa/ Jonepami).
Tiapes II crynens 3a kpurepiamu Hanionanssoro inctutyty paky Kanamu (NJIIC CTC, Bepeis
2) BU3HAYAEThCs K 36ibIIeHHs KiIbKOCTI aedekauiit 10 4-6 pasiB Ha 100y um nedexauii
BHO4i; miapes III cTymens — sk 30inblueHHs Kinpkocti gedexamiit 1o 7-9 pasiB Ha 100y 4u
HeTpHMaHHS Kajy i Mansabcopbuis; aiapes [V cTynens — sk 36inbLIeH s KiTbKOCTi Aedexanii
> 10/m06y abo MacuBHA jiapes 3 JOMIilIKaMH KpoBi, ab0 HEOOXiJHICTH NpH3HAYEHHS
napeHTepaNbHUX BIIMBaHb. [IpH HEOOXiHOCTI 7103y Npenapary CIi 3MEHIIHTH (IHB. PO3/il
4.2).

3He800HeHH S

Heo6XiHO momepeKyBaTH PO3BUTOK JeTiApaTallii Ta 34iHCHIOBATH KOPEKIIilo AeripaTaitii y
pasi il BuHuMKHeHHs. [leriapaTanis MoXe MIBHAKO PO3BHHYTHCh Y XBOPHX 3 aHODEKCIEI,
aCTEHi€10, HY0TOI0, OTIOBAHHAM YH Jlapecto. 3HEBOAHEHH MOKE BUKJIMKATH TOCTPY HUPKOBY
HEJIOCTATHICTh, OCOBIHBO Y MAIIEHTIB 3 ONEPEIHBO ICHYFOUMM IOTIPIIeHHESM (QYHKILT HUpOK ab0
KOJH KamemuTabiH NpHIAMAacThCss BOJHOYAC 3 BIZOMHMH He(ppOTOKCHYHMMHU edexTamu
3acobamu. ['0cTpa HMPKOBA HEJIOCTATHICTH BHACIIOK 3HEBOJHEHHS MOKe OyTH MOTEHIIHHO
neranpHoto0. Ilpu mosBi nerigparauii II crymens (abo Buine) JiKyBaHHsS KamenuTaOiHOM
HeoOXi/IHO HeraifHO MPUIMHKTH Ta POBECTH KOPEKLIiIo AeriapaTtanii. BijHOBIeHHS TIKyBaHHSA
MOJKITHBE MPH aJIeKBaTHil KOpeKuii Jeriaparauii Ta KOpeKuii/KOHTPOIi MPUYMH MpeIHITi Tallii.
Kopekmist 1034 y pasi BUHHKHEHHS NPENHMIITYIOYHX IOOIYHUX SBHIL IPOBOJMTHCA y pasi
HeoOXiaHOCTI (1uB. po3ain 4.2).

Lononno-niooutoruii cunopom

JI0JI0HHO-ITi IOMOBHHH CHHIPOM, TAKOXK BiJIOMHI SIK JOJIOHHO-ITiIONIOBHA IKipHa peakiis abo
NOJIOHHO-IIZIOIOBHA ~ epuTpoau3ecTe3iss abo mepudepudna epurTeMa, CHOpUYHHEHA
XIM10TEepaIie.

JIOJOHHO-TIIOMIOBHEI CHHAPOM | CTymeHs He Mopyulye HIOAEHHOI aKTHBHOCTI XBOPOIO 1
MPOSIBIIAETBCS OHIMIHHSM, ITapeCcTe3isiMH, IH3ECTE3isIMH, MOKOIIOBaHHAM, 0€300/ICHUM
HabpsikoM abo MoYepBOHIHHAM JI0JI0HB 1/a60 migomos, JuckoMdopToM.
Jlononno-mitomoBHui cuHapoM Il crymeHs nposBiseTsess OONICHHM IOYEPBOHIHHAM i
HabOpsikaMu KHCTi pykK i/a60 IiI0IIOB; CIPHYMHEHUH LHUMH NpOSIBaMH JAUCKOMGOPT MOPYIIYE
[OJICHHY aKTHBHICTb XBOPOTO.

JonouHo-miomoBruit cunapoM III crymeHs BH3HAYa€ThCsi sSK BOJOTa JeCKBamallis,
YTBOPEHHS BUPA30K, I0sBA MyXHPIB i rocTpuit ik J0NOHE Ta/abo MiIOMOB Ta/ab0 THKKHM
JUCKOMQOPT, 110 HE Aa€ MOXKIMBOCTI MallieHTaM 3IiMCHIOBATH IIOJCHHY aKTHBHICTh. CrTifikuii
a00 TSHKKHM JOJOHHO-IIIOMIOBHHI CHHAPOM (CTYIEHS 2 Ta BUILE) MOKE 3PEILTO0 IIPU3BECTH 110
BTpaTH BiJIGHTKIB MAIbIIB, 110 MOKE BILIMHYTH Ha MOXJIMBICTG ifleHTHdiKalil mamieHTa. ¥ pasi
TOSIBH JIOJIOHHO-TTi1omoBHoro curpomy 11 a6o 111 cTynens npuitom kaneuutabiHy C1i IPHITMHATHA
JI0 3HHKHEHHSI CHMITTOMIB a00 X 3MeHIleHHs 10 | cTymeHs; npu HacTynHii mosiBi cunapomy III
CTYIIEHS J03y KamneuurtabiHy NOTpiOHO 3MEHIIMTH. XBOPHM, SIKi OJHOYACHO OTPUMYIOTH
KaneruTaliH i UCIUIaTHH, 3aCTOCYBaHHs BiTaMiHy B6 (ipHIOKCHH) 3 METOIO CHMITTOMATHYHOI'O Y4
BTOPUHHOTO MPOGUIAKTHIHOIO JIKYBAHHS JOJOHHO-ITIOMIOBHOTO CHHAPOMY HE PEKOMEH TYEThCs,
OCKUIBKM 3rilHO OmyOJKOBaHMX 3BITIB L€ MOXE IPU3BECTH JIO0 3HIIKCHHA C€(PEKTHBHOCTI
LMCIUIATHHY. [CHYIOTB IIeBHi CBiZT4EHHSI TOTO, IO JEKCIAHTEHON € e(eKTHBHUM JUIS IPO(iIaKTHKA
JIOJIOHHO-TTIIONIOBHOTO CHHAPOMY y TAIliEHTiB, IO JiKylOThes npenapatoM Kamenuralin




AKKop/I.

KapioTOKCHYHICTB

CniekTp Kap[iOTOKCHYHOCTI MNpH JIKYBaHHI KalelHTaOiHOM aHAIOTIYHHH TaKoMy IIpH
3aCTOCYBaHHi iHIIMX (TOpHipUMiMHIB i BKIOYae iHGApKT MioKapaa, CTEHOKap/ilo, apHTMii,
Kap/iOreHHHMii 10K, panToBY CMEPTh, 3yIHMHKY Cepisi, cepueBy HexocTaTHicTh i 3minu EKI
(Bxmovaroun nojoskenns intepary QT). Lli moGiuni epexTn dHacrime XapakTepHi s
NalieHTIB 3 imeMiyHo0 XBopobow cepus. [Ipu 3acTocyBanHi KanmenuTabiHy MOBIIOMIIAIOCH
IPO BUIIA/IKM CEPIIEBHX apUTMiii (BK/IIOUAIOUM ILTYHOYKOBY (GiOpinsiito, mipyeTHy TaXikapito
Ta GpauKapiio), CTeHOKapil, iHhapKTy MioKapza, cepleBoi HeIOCTaTHOCTI, KapioMionarii.
[Ipu mnpu3HaYeHHi Mpenapary MalieHTaM i3 KIIHIYHO 3HAYyIIMM 3aXBOPIOBAHHSIM Cepls,
APUTMIAMH i CTEHOKAPII€K0 HEOOXIIHO BUSBIATH 00CpeKHICTh (IUB. po3/1ia 4.8).

["ino- abo rinepkaibliemis

ITiz wac miKyBaHHS KanmenuTaGiHOM TOBIAOMIIAUIOCS IIPO BHIIAJKH TiNo- abo rinepKaibiiemii.
Crnig  noTpuMyBaTHCs OOEPEXKHOCTI y [A€HTIB 3 IONEPEJHBO iCHYIOHOK Timo- abo
rinepkabLieMi€ero (IuB. po3ain 4.8).

33.XBO[2[0B&HHH geH!QaJ'IbHO'l' abo ne[guggepmﬂo'f HCQBOBOT CHCTEMH

Crnix mOTpuMyBaTHCS OOEpEXKHOCTI y TAIIEHTIB 3 3aXBOPIOBAHHAMH LEHTPaIbHOI abo
nepudepuuHOi HepBOBOI CHCTEMH, HAIIPUKIIAJ, METACTa3aMU B OJIOBHUH MO30K 4 HEBPOIATIEIO
(muB. po3ain 4.8).

LlykpoBuii jiiader a6o mopyiieHHs OaJaHCcy eIeKTPOIIITIB

Crnijg notpuMmyBaTHCs O0EPEXHOCTI y MalieHTIB 3 IyKpoBUM jiabeToM abo MOpYUICHHSAMH
GanaHCy eJIeKTPOJITIiB, OCKLTBKM 1l 3aXBOPIOBAHHS MOXKYTh MOCHIIOBATHCA TN/l YaC JKYBAHHS
KanenutabiHOM.

AHTHKOAryJISIHTH — IOX1/IHI KYMapuHy

V xomi [OCTI/[UKEHHS B3aeMOiil 3 BHKOPHCTaHHSIM OJHOPa30BOi J03M BaphapHuHy
CIoCTepiranocs CyTTeBe 301IbIIEeHHS cepeAHbOT BeJIMIMHH IUIOMI [T KPHBOIO «KOHIIEHTpallisi-
gacy (AUC) S-papdapuny (ua 57 %), 0 CBiAYMTH MPO HASBHICTH B3a€MOii, BipOrilHO, B
pesy/IbTaTi NpHrHiYeHHs KanenutaGiHoM i3odepMeHTy cHcTemu nuroxpomy P450 2C9.
XBopuM, SKi OJHOYACHO NPHUIMAIOTH KarenMTabiH i OpajibHi AHTHKOATYJISHTH — TOXiIHI
KyMapuHy, HEOOXiJHO MpOBOJMTH JETAIbHHN MOHITOPHHI IOKAa3HHKIB 3ropTaHHs KpOBi
(MiXKHapojlHe HOpMaJi30BaHe CIIBBIJIHOIIEHHS YU NpPOTpoMOiHOBHMH wuac) i miaOupatw
Bi/IMOBI/IHY /103y aHTHKOArYJISHTY (IHUB. po3ain 4.5).

[leyiHKOBa HEJIOCTATHICTD

V 3B’43KY 3 Bi/ICYTHICTIO 1aHHX 3 Ge31eKu Ta eeKTHBHOCTI JUIS XBOPHX 3 HOPYLICHHAM QYHKIIi
NEYiHKH 3acTOCyBaHHS KameluTabiHy HeOOXiIHO pEeTelbHO MOHITOPYBAaTH Y HaIll€HTIB 3
nopynieHHAM (YHKIII NMeYiHKA JIEFKOro Ta CEpeJHBOrO CTYMEHsS TKKOCTI He3aleXkHO Bil
HasABHOCTI YH BiJICYTHOCTI METACTA3iB Yy MEYiHKY. SIKIIO B pe3y IbTaTi IiKyBaHHA KaneuuTabiHOM
CrocTepiraeThCsl MiABUINEHHS piBHS OinipyOiny GLIbII HIXK Y 3 pa3u Bi BepXHbOI MEXi HOPMH,
a60 MiZBHINYETHCS aKTHBHICTh NMedinkoBux aminorpancdepas (AJIT, ACT) Ginbme HiX y 2,5
pa3d TOPIBHSHO 3 BEPXHBOK MEKEI0 HOPMH, 3aCTOCYBaHHs KalelHuTaOiHy CIIiJ NPUIHHHTH.
JlikyBaHHs KanenuTabiHOM MOKHA BiJIHOBHTH IIPH 3HIKEeHHI piBHA Oinipy0iny 10 <3.0 x BMH
i aKTHBHOCTI NEYiHKOBUX TpaHcaMiHa3 Hwk4e < 2.5 x BMH.

HupxoBa HeJ1ocTaTHICT
Yactora BUHHKHEHHsA nobiunux peakuiii [II ta IV crynens y xBopux 3 nopynreHHAM (QyHKIIT
HHUPOK CEPENHBOTO CTyNmeHs TsHKKocTi (kiipeHc kpearuHiny — 30-50 mu/XB) migBuimieHa




TOPIBHSHO 3 TAKOIO y 3aralbHill rpyni nanieHTiB (auB. po3ains 4.2 and 4.3).

ediuut aurigponipumiguaaeriaporenasy (JI1

Iuoxi BHacmizok aedimuty aktusHOCTi JI1J] crioctepiranacs HEOYiKyBaHa TKKA TOKCHYHICTb
(HampHKNaj, CTOMATHT, Jiapesi, 3amaleHHs CIM30BHX  OOOJIOHOK, HEHTpomeHis Ta
HGHpOTOKCH‘{HLCTB) noB’s3aHa 3 S-propypauniom (5-OV).

V namienTis 3 Hu3bKoro aktusaicTio J{I1J1 a6o Bincytrictio aktuBHOCT II1J1, hepmenty, sSKui
Gepe yuacTh y po3mIeIUIeHHI (TOpypauuily, iCHye MiJBUIIEHANH PU3NK BHHUKHEHHA THAKKHX,
Hebe3MeuHuX ISt JKUTTS a00 JIETATBHUX MT0019HHX pealcum cnpuunHeHHX ropypauuaom. Xoya
nedinut I/l HEMOXKIMBO BCTAHOBUTH TOYHO, BiIOMO, W0 Yy MNali€HTIB 3 IEBHUMH
FOMO3HIOTHUMH 260 AeSKAMH KOMOIHOBAaHHMM TeTEpPO3HIOTHUMH MyTaliiMH B TEHETHYHOMY
nokyci DPYD (Hanpﬂmaﬂ, BapianTi DPYD*2A, ¢.1679T>G, ¢.2846A>T Ta
¢.1236G>A/HapB3), ski MOXyTh CIPHYMHMTH I[OBHY a00 MpPAKTHYHO MOBHY BiJACYTHIiCTH
depmentHoi aktuHocTi I/ (3a BH3HAYEHHSM J1a0OPaTOPHHX aHasi3iB), CHOCTeplI‘aeTBCH
HaWBHIIHI PU3HK HeGE3MEeUHOT JUTsl KUTTS aG0 JIeTaTbHOT TOKCHYHOCTI, 1 TAKHX MalieHTiB He CIiJ
nikyBatn mpenapatom Kaneuwurtabin Axxopa (auB. posain 4.3). JIns mauieHTiB 3 TOBHOIO
BizcyTHicTio aktuHocTi JI[1/] HeMae 03K 3 IOBEJICHOIO 0€311EKOIO.

[lamicHTH 3 TNEBHHMH TeTepo3HroTHMMM Bapiantamu DPYD (Bkmouaroun DPYD*2A,
c.1679T>G, ¢.2846A>T Ta ¢.1236G>A/HapB3) mnposeMOHCTpyBaly [JBHIICHHH PH3HK
BHHMKHEHHS TSDKKOI TOKCHYHOCTI IIPH JIKYBaHHI KaneuTabiHoM.

YacroTta rereposurotsoro resotuny DPYD*2A y reni DPYD y NAl[i€HTIB €BPOIEOiHOL pacu
CTaHOBHTD Oym3bK0 1%, 1,1% s ¢.2846A>T, 2,6-6,3% Iu1s BapiaHTIB C. 1236G>A/HapB3 Ta Bix
0,07 mo 0,1% mans  ¢.1679T>G. PexoMeHIyeTbCsl TEHOTHITYBAaHHS JUIA IHMX areneil 3 MeTod
BH3HAYECHHS [TALIIEHTIB 3 MTiIBUIIIEHAM PU3UKOM I0/I0 BAHUKHEHHS TSKKO ToKcH4HOCTLY. JlaHi mozo
yacToTH Takux Bapiantis DPYD B iHmmx rpynax maiieHTiB, OKpiM eBporeoii, oomexeri. He
MOKHA BHKJIOYATH, WO {HIN PiAKICHI BapiaHTH TAakKoXX MOKyTb OyTH IOB’S3aHi 3 TiJBHIICHHM
PH3HKOM TSDKKOI TOKCHYHOCTI.

TMamientis 3 wactkoBum aedimurom JII1JT (30kpema 3 rereposurotHi myrauii rena DPYD) i
SKIIO BBAXAIOTH, IO KOPUCTH 3acTOCyBaHHs npenapary KaneuurabiH AKKOpZ nepeBaxkae
pH3HKH (BpaxoBYIOUH JOLIIbHICTS NPU3HAYECHHS abTEPHATHBHUX PEXUMIB XiMioTeparlii He Ha
OCHOBI @Topmpnmnmly), CIIiZ JTIKYBATH 2 HAJAZBHUATHOIO O0EPEeXHICTIO Ta MTPOBOIUTH qacTHH
MOHITOPHHT i3 KOPEKIIIEKO 103K 3aJIeKHO Bi/l TOKCHYHOCTI. 3HIKEHHSI II0YaTKOBOT JIO3H y TAKHX
NALIEHTIB MOXKHA PO3IVISHYTH 3 METOKO YHHKHEHHS Cepit03HOT TOKCHYHOCTI. ICHYE HEJIOCTaTHBO
JaHuX, mO6 peKOMEHIyBaTH MEBHY 03y mamieHTaM 3 dacTkoow axtunicTio JITIJT 3a
pe3yJIbTaTaMH MPOBEAEHHs Crelu(idHOro TecTy. BynH MOBIAOMIEHHS IIpO Te, MO BaplaHm
DPYD*2A, ¢.1679T>G npu3BoasTh 10 OGilbIIOro 3HWKEHHS GePMEHTHO! aKTHBHOCT, HIX iHII
BapiaHTH 3 IiJBUINEHHM PU3MKOM TOOIYHMX edekTiB. Hacminkum 3HIKCHHA 03U Vi
e(heKTUBHOCTI Ha CHOTOIHSIIHI# JIeHb HeBH3HaYeHi. ToMy 3a BIICYTHOCTI CepiO3HOT TOKCHYHOCTI
103y MO’KHA I1iIBUIIUTH 32 YMOBH PETENHHOTO CTEKEHHS 32 CTAHOM IALliEHTa.

ITanienTH, y KOro pe3yibpTar LIOAO BHIIECO3HAYCHHMX ajlesieli BHSBHUBCSA HEraTHBHHM, BCE IIE
MAIOTh PU3HK BUHUKHEHHS TSOKKHMX MOOIYHMX peaKilii.

V nauientiB 3 neposnizuanuM aedimurom I, AKHX jiKyBamu KaneuuTabiHOM, a TaKOX THX
MalieHTiB, SKi MaJd HEraTHBHMH pe3yJibTaT MIOAO NeBHHX BapianTiB DPYD, MOXKYTb
CIIOCTEpIraTUCsl TPOSBU 3arp03n141301 JUISL KUTTS TOKCMYHOCTI, mOAiGHI 10 TroCTporo
[1epe/103y BaHHS (muB. poszin 4.9). V pasi rocrpoi Tokcuurocti II-IV cTynens nikyBaHHs cIig
Heraiino BiaMinuTH. CITil pO3r/ISHYTH MUTAHHS PO OCTATOYHY BiMiHY JiKyBaHHS, Oa3yIOUHCh
Ha KJTiHIYHIH OL[iHI BAHUKHEHHS, TPHBAJIOCTI Ta THKKOCTI CIIOCTEPEKYBAHOT TOKCHYHOCTI.




OdTansMOoI0riyHi YCKIIaJHEHHS

CTaH NALIEHTIB CIIiJl peTeIbHO KOHTPOJIOBATH MO0 O(TATBMOIONYHIX YCKIAIHEHb, TAKAX
SIK KepaTuT a6o mopyuieHHs 3 60Ky poroBoi 000JI0HKH, 0COOIMBO TIPH HasgBHOCTI IOPYIIEHb 3
Goky opramiB 30py B aHaMHe3i. IIpu KiiHidHii HEOOXiTHOCTI €A PO3NOYATH JIKYBAHHS
MOpYIIEHB 30pY.

Tsokki mKipHi peakuii

JlikyBaHHS KamenuTaGiHOM MO)Ke CIPHYMHHTH TSKKI IIKipHI peaxilii, Taki fK CHHIPOM
CriBenca-/[KOHCOHA Ta TOKCHUHHMH emizepMaipHuil Hexposis. Ciifl 0CTaTo4HO NPUIIHHUTH
3actocyBanHs KamenuraGiHy y Nali€HTIB, y SKHX PO3BHHYJIHCH TSOKKI IIKIipHI  peaxuil
IPOTSTOM 3aCTOCYBaHHs ITPENapary.

JlonoMi’kHi pEYOBHHH

OCKiJIbKH TIperapaT MiCTUTh O€3BOAHY JIAKTO3Yy K JONOMDKHY PEHOBHHY, mamieHTam i3
BPOJDKEHOIO HEMEpEeHOCHMICTIO TranakTosH, AedimuroM iakrasy Jlamma, HOpYIICHHAM
BCMOKTYBaHHS [VIOKO3H-TAJIAKTO3M HE CITijl 3aCTOCOBYBATH II€H Iperapar.

4.5 B3aemois 3 iHIIHMH JIKapcHLKHMH 3ac00aMu Ta iHmi popmu B3aeMOii

JlocmipKeHHs B3a€MOJIiT BUKOHYBA/IUCH JIUIIIE Y JOPOCIIHX.

B3aeMo1is 3 iHIIMMHE JiKapChbKUMH 3aco0aMu

Cybecmpamu yumoxpomy P450 2C9

OxpiM BapdapuHy He MPOBOIMIOCH JKOJHMX AOCIiUKCHB B3aEMOJIi Mk KamenuTabiHOM Ta
inmmmu  cy6erparamu CYP2C9. Crix  a0TpuMYyBaTHCA 00epexkHOCTI NpH OAHOYACHOMY
3acTocyBaHHi Kaneuutabiny i3 cyberpatamu 2C9 (HampHKiIaz, deniroin). Takox IHUB. OO0
B3a€MOJIiT 3 AHTHKOATY/ISHTAMH KYMapHHOBOTO Psily HIDKYE Ta po3zin 4.4.

AnmuxoazyisiHmu KyMapuHo6020 psoy

KanenuTabin Mochmoe eekTH HeMpsAMHX aHTHKOAryJIsHTIB (BapdapuH i GeHNPOKyMOH), 1o
MOJKE TPH3BECTH JI0 TIOPYIIEHHS MOKA3HHKIB 3ropTaHHs 1/ab0 BUHMKHCHHS KPOBOTETIO Taxi
peaxilii BUHMKaIM 4epe3 JAeKijibka anis abo Micauis BiJ MO4aTKy Tepanii kanennTaGinom, i B
OKPEMHX BHTIA/IKaX — IPOTATOM OJXHOIO MiCSIIs Mic/Is 3aKiHYCHHS JIKYBAHHS KarenurabiHoM. Y
X0/ KJIiHI9HOro (apMaKOKiHETHYHOTO JOCIi/DKEHHs B3a€MOJII 1ic/Isi O/THOPa30BOr0 BBEACHHS
Bapdapuny B 1031 20 Mr JiKyBaHHs KaneuuTaOlHOM NPH3BOAMIO 10 36inemenas AUC S-
Bapdapuny Ha 57 % i MHB na 91 %. Ockinsku Metabonism R-Bapdapiny He mOpyuIyBaBcs,
BKa3aHe CBiTUMTh, 1O KaneluTabid npurHiuye izodpepment 2C9 Ta He BIUTMBAE HA 130)ePMEHTH
1A2 ta 3A4. Y XBOpHX, AKi OJTHOYACHO NPHIAMAIOTH KanenuTabiH i aHTHKOATyJISHTH - HOXi/Hi
KyMapyHy, He0OXiTHO IPOBOAMUTH ACTAIbHHMIT MOHITOPHHT NOKa3HUKIB 3ropTaHHs kposi (MHB
4i IpOTPOMOGIHOBHIf "ac) i miAGUpaTH 103y AHTHKOATYJISHTA Bi/IIOBIIHO.

Denimoin

[1pu 0AHOYACHOMY 3aCTOCYBaHHi KarenuTaGiHy Ta eniToiHy crocTepiranucs OKpeMi BUIA/IKK
Ni{BUIIEHHS KOHIEHTpalii GeHiTOIHY y M1a3Mi KPOBI, IO CYNPOBOLKYBAINC BUHUKHCHHAM
CHMITOMIB iHTOKCHKaii (eniToinoM. ¥ XBOpHX, SIKi MPUHMAIOTh KaneuuTabid OHOYACHO 3
(eHITOTHOM, PEeKOMEH/TYEThCS PETYJISPHO KOHTPOMIOBATH KOHLEHTPALIIIO (eniToiny y miasmi.

Doninosa kucroma/gonicea xuciromda
JlocnimpkenHs komOiHamii karmenuTabiHy Ta (OIIHOBOI KHCJIOTH I0Kasajlo, IO ¢oiinoBa
KHMCJIOTA HE Mac 3HA4YHOTO BIUTMBY Ha (papMaKOKiHETHKY KamenuTaGiHy Ta HOro MeTalOoITiTiB.




[Ipote, homiHOBA KHCIOTA Ma€ BILTMB Ha (papMaKoMHaMiKy KarmelnTabiny Ta if TOKCHYHICTb MOXKe
6yTH miacuIeHa (osTiHOBOI KHCIOTO: MakcHMasTbHa eperockMa 103a (MI1]]) kanenwradiny y

MOHOTEpaIlii 3 BUKOPUCTAHHSAM ITepepHBUacTOi cXeMH cTaHoBuTH 3000 Mr/M2 Ha 100y, Toxi K
npu mpuiiomi KanenuTabiny y koM6iHauii 3 GpoiHOBOK KHCn0TOK (30 MI mepopanbHoO JBidi Ha

n00y) BoHa cranoBuna e 2000 Mn’M2 Ha 100y. ITiBUIIIeHa TOKCHYHICT MOYKE BUHHKATH NPH
nepexoi Bix mikysanus 5-®V/JIB na kanenuradis. Le Takox Moke OyTH BiIOBIHAM Y BUIIAIKY
nofaBaHHs BoMiEBOl0 KuCIOTH npH Aedimwti ¢onaris yepes momiGHICTs (OIIHOBOI KHCIOTH Ta
(omieBoOi KMCIIOTH.

Copusyoun ma ananoau

OmnucaHo KIiHIYHO 3HAYYIITY B3AEMOJIII0 MiK COpUBYAHHOM Ta 5-DVY B pe3ynbTaTi IPUTHIYCHHS
JIMT1IPOTIi PUMIIMHAETiAPOreHa3H COPUBYIMHOM.

Taka B3a€MOZis MOTEHIIHHO MOXE NPH3BECTH O JIETAIHHOTO MOCHJICHHS TOKCHYHOCTI
dropmipumiauuie. ToMy KaneluTabin He MOKHA OJHOYACHO 3aCTOCOBYBATH 13 COPHUBYANHOM
a6o HOro CTPyKTYpPHHMM aHAIOraMH Ha 3pa3ok OpuBymuHYy (muB. poszin 4.3). Ilepiox mix
I109aTKOM JIIKYBaHHS KameluTabiHOM Ta 3aKiHYEHHSM JIKyBaHHS COPUBYIMHOM ab0 HOro
CTPYKTYPHHMHM aHATOraMH, TAKHMH K GPUBY/IHH, IOBUHEH CTAHOBHTH IOHAMMEHILE 4 THKHI.

Aumayuou
BIumMB aHTALMIB, IO MICTSTh AQTIOMIHI0 Ta MAarHil0 TiJIpOKCHI, Ha (apMaKOKiHETHKY

KamenuTaGiHy BHBYaBCS. BiJ3HaueHO He3HAayHe 3POCTAHHS ILIA3MOBUX KOHIEHTpAIlii
KanenuTabiny i ogHoro merabosiry (5'-IPLIP; Ha Tpi ocHOBHEX MeTaborith (5'-ADPYP, 5-OY
1 ®BA) xanenuTabiHy BOHH HE BIIMBAIOTh.

Anonypunon

Criocrepiranacst B3a€MOJist MiXK aJIOIypHHOJIOM Ta S-QTOPYPALHIOM 3 MOXK/IMBUM 3HHKEHHAM
eextuBHOCTI 5-propypaumty. Y 3B’S3Ky 3 IUM CJIiJl YHUKATH OJHOYAaCHOIO 3aCTOCYBaHH:
KanenuTabiHy Ta ajJolypHHOIY.

Inmepghepon anvpa

MaxcumanpHa NepeHocuMa Jo3a KarenuTabiny craHoBuTh 2000 Mr/M° Ha ﬂ.06y pH
KOMGlHOB&HOMy 3aCTOCYBaHHI 3 1HTepcbep0H0M anbda-2a (3 maa MO/M? Ha 106y) TOPIBHSHO 3
3000 mr/m? Ha 106y TpH 3acTOCYBaHHI KanenuTabiHy B pexXuMi MOHOTepalrtii.

IIpomenesa mepanis

MakcuMaIbHa MepeHocHMa J103a KarnenuTadiHy B PeXHMi MOHOTepamii IpH HepepuByacTii
cxeMi o3yBanHs craHoBATH 3000 Mr/M? Ha 100y, TOAI SK IPH KOMOIHOBAaHOMY 3aCTOCYBaHHI 3
IIPOMEHEBOIO Tepamicio paky npsamoi kumku — 2000 Mr/M* Ha 106y npH GesnepepBHOMY Kypci
IpOMEHEeBOi Tepamii 4M IOAEHHOMY 6-TH)XXHEBOMY Kypei HMpOMEHeBOi Tepamii y mnepiog 3
HOHEIKA 0 " ATHHULIO.

Oxcaninnamun

ITpu KOMGiHOBaHOMY 3aCTOCYBaHHI KalenuTadiHy i OKcammiaTuHy 3 uu 6e3 6eBauusymaly He
Bi3HAYeHO KJIiHIYHO 3HAYYIIO Pi3HHMII B EKCIO3MLIl KamewuTabiHy uu Horo mMeTaGomiTiB,
BIJIBHOT IJTATHHH 1 CyMapHO]I IJIATHHH.

besayusymab
He BimsHaueHo KiiHiuHO 3Hauymoi aii OeBanu3ymalby Ha (apMaKOKiHETHYHI IapameTpH

KanenuTabiny i Horo MeTaboiTiB y IIPUCTYHOCTI OKCAIILIATHHY.

B3aeMo1ig 3 IPOAYKTaMH XapyyBaHHS
I[lix wac ycix KIiHIYHHX JOC/i/UKEHb NALWi€HTH OyIH MNPOIHCTPYKTOBaHi MPO IpPHHOM

' }7




KarenuTabiny mporaroM 30 XB micis BXuBaHHs DKi. OCKiTbKM HasBHI JlaHi MO0 Oe3neKyu Ta
edeKTHBHOCTI 6a3yl0ThCs Ha 3aCTOCYBaHHI KalenuTabiny 3 bkero, peKOMEHIYEThCsS PHAMATH
KanenuTatis 3 xero. [TpuifoM 3 1KEIo MPU3BOIMTH JI0 CHOBITBHEHHS BHIKOCTI BCMOKTYBaHHSA
KarenuTabiny (auB. poszin 5.2).

4.6 ®epTHIABHICTH, BAriTHICTH TA rO/{yBaHHS IPY/ULI0

Kinku penpoayKTUBHOrO BiKy/KOHTpalenis y YOIOBIKiB Ta JKIHOK
Kinkam PEnpoyKTHBHOTO BIKY CIIiJ paJuTH YHHKATH BariTHOCTI NiJ Yac TNpHHOMY

kaneruTabiny. SIKIO mamieHTKa BariTHie i yac JIleBa.HHH KanenuradbiHoM, 1 1T NOSACHHTH
TOTeHIiiHy HeGe3meKy i Iioxy. Ilin gac jiKyBaHHsS CIiJ 3aCTOCOBYBATH e(eKTHBHI METO/IH
KOHTpALIETIIIii.

BaritHicT

3acTocyBaHHs KanenuTaGiHy BariTHUM HE BHBYAIOCS, OIHAK, MOXHA MPUIYCTHTH, IO
3aCTOCYBaHHs KanenuTabiny BariTHUM MosKe OyTH MIKiuTHBAM [Uis 1toa. ITix gac JIOCITi [DKEHb
penpo.uyKTnBHm TOKCHYHOCTI Y TBapHH KaneuuTadin CHPHYHHSB eMOpiONeTANBHICTh Ta
tepatorenHicte. Lli pesyIbTaTh € ouiKyBaHUMH €(eKTaMH MOXiMHMX (TOPHipUMIAKHY.
KanenuTabid NpOTHIIOKA3aHHMIA TiJT 9ac BariTHOCTI.

lonyBanus rpyumo

Hesinomo, 4u MpPOHHKAE KanenuTtabin y rpy;me MOJIOKO. Y TIpyIHOMY MOJIOIi JIAKTYIOYHX
TBapuH OyIM BHSBJIEHI 3HA4YHI KiJIBKOCTI MeTabOoiTIB karenurTabiny. Tomy npH JiKyBaHHI
KanenuTabiHOM HE PEKOMEHIY€EThCS IO1yBaTH IPY/TIO.

DepTUIIBHICTD
Jlauux 11010 BIUIMBY KaneluTabiny Ha (bepTHIIbHiCTb HeMmae. ba3oBi n0c/iKeHHS KanenuTadiny

BKJIFOUAITH XKIHOK PEeNpOAYKTHBHOIO BiKy Ta YOJIOBIKiB JIMIIE 32 YMOBH IX 3r0/Id Ha BUKOPHCTAHHS
NPUAHATHOTO METOJy KOHTPOIIIO HApOJUKYBAHOCTI 3 METOK0 YHMKHEHHS BariTHOCTI mijx dac
AOCTIDKEHH | IPOTAroM OGTPYHTOBAHOTO NOAAIBIIONO nepiogy. Y AOCHIUKEHHAX Ha TBapHHAX
crioctepiranucs eekTu Wit GepTHIBHOCTI (IUB. po3Ain 5.3).

4.7 3paTHicTh BIUVIMBATH HA IMBHIKICTH peakuii NpH KepyBaHHI aBTOTPAaHCHOPTOM abo
iHImuIMH MexaHizMaMH

Kaneuutabin mMae He3HauHHi a60 MOMIpHHI BIUIMB Ha 31aTHICTh KEPyBaTH TPAHCIIOPTHUMHU
3aco0aMH Ta MpAIioBaTH 3i CKiagHuMu MexaHizmamH. Kanemurabin Moxe CIPHYHHHTH
3alaMOPOYEHHS, C1abKicTh 1 HYIOTY.

4.8 IloGiuni epexTn
Kopotkwuii ornsiz npodimo Ge3neku

3aranbHUAN npoc]:im, Oe3neku KanenuTadiny 6a3ye'rscx Ha 0cHOBI nanux Oipiue 3000 nmamieHTiB,
SIKi OTPHMYBAIH JTIKYBaHHS KareuuTabiHOM y peskiMi MOHOTepanii 4i B KoMGiHauii 3 plSHHMH
cXeMaMH XiMioTepartii JUIs pi3HUX IoKasaHb A1 3acTocyBanHs. [Ipodis Ge3nexu MoHOTeparii
KanenuTabiHOM [pH  METAacTasylodoMy pPaKy MOJOYHOI — 3aJl03d, METacTa3yrodoMy
KOJIOPEKTAJIBHOMY PaKy Ta paKy 060/10BOI KUIUKH B aJ1 FOBaHTHiH Tepartii € nopiBHsSHHKM. JIuB.
po3min 5.1 momo jeramsHOi iH(opMamii MPO BENMKI NOCITI/DKEHHS, BKIFOYAKOYM PO3POOKY
JIOCJTi/DKEHHSI Ta OCHOBHI pe3yJIbTaTi epeKTUBHOCTI.




Haif6ip 4acTHMM Ta/4dM KJIIHIYHO 3HAYyIIMMM MOOIYHMMM PCAKIiAMH, TMOB’S3aHUMH 3
niKyBaHHsM, Oy peakiii 3 60Ky IMUTYHKOBO-KHIIKOBOTO TPaKTy (0COOIMBO jiapesi, HyIOTa,
GioBaHHs, 61Ib Y KHBOTI, CTOMATHT), JOJIOHHO-IIJIOIIOBHHM CHHIPOM (IOIOHHO-ITIIOIIOBHA
CPHTPOAM3ECTE3is), CHabKiCTh, ACTCHisA, AHOPEKCis, KAapHIOTOKCHYHICTh, MIPOrpecyBaHHS
TMOpYIIEHHs HUPKOBOT QYHKIII y [ALi€HTIB 3 HUPKOBOIO HEIOCTATHICTIO, TpoMG03/eMboutis.

Cnucok moGiyHMX peakilii y BUrisll Tabauii

[ToGiyni peaxmii, sKi, Ha AYMKY [IOCJIIHHKA, PO3IJISIAIMCh K MOXIMBO, AMOBIpHO YHM
BiJUTaUIeHO TIOB’s3aHi i3 3aCTOCYBaHHAM KamenuTabiHy, sKi Oy/1d OTpHMaHi y XO/i KIiHIYHHX
JIOCITi/UKeHb MOHOTeparii KaneuuTabinoM, neperideno y Tabmumi 5, a MO0 3aCTOCYBAaHHS
KanmeuuTaGiny y koMGiHamii 3 pisHMMHM cxemaMmH XimioTepamii Juif pi3HAX KOMOiHAUiH, y
Ta6muii 6. Jlis BU3HAYCHHS YaCTOTH NMOOIYHMX peakilili BUKOPHCTOBYIOTBCSA TaKi KaTeropir:
nyxe yacti (> 1/10), wacti (8im > 1/100 mo <1/10), Hewacri (8ix > 1/1000 10<1/100), piaxi (Bia
> 1/10,000 mo < 1/1,000) Ta myxe piaki (< 1/10,000). B mexax koxuoi rpynu yacroru 1P
TIPE/ICTABJIEHO Y NMOPS/IKY 3HIKEHHS CEPHO3HOCTI seriousness.

Monomepanis Kaneyumabinom

YV Tabauui 5 nepeniveso I1P, OB s3ani 3 BUKOPUCTAHHSM KarnenuTabiny y MoHOTepamii Ha
OCHOBI 06’€IHAHOTO aHATi3y JaHMX 3 O€3MEKH 3 TPHOX BEIUKUX AOCITIDKEHB, IO BKIIOYAIH
norax 1900 namjentiB (nocmimkenns M66001, SO14695, Ta SO14796). [P Gyio nonaHo 10
Bi/UIOB{THHX IPYII YACTOTH 3TiJIHO 3 3arabHOIO KUIBKICTIO BHITAMIKIB 3 00 €/THAHOTO aHALI3Y.

Ta6muus 5 Koporkmit ornsn mosinomnenux noe’ssanux IIP y namientis, siKi JiKyBamHcs
KarenuTabiHOM Yy MOHOTeparii

CucremMHO- Nyxe uacro [dacro [HeuacTo [Piaxo/]]
opranuuii kiuac |Bei cmyneni  |Bei emyneni Taxcki ma/abo 3azpo3nugi| yxe
Vs scumma (cmynine 3-4) | PUAKo
w60 maxi, wo seaxcarompca | (Hoct-

MeOuyHO 6i0ON0BIOHUMU Mapke
THHIOB
uit

10¢Bix)
Ingexyii ma Bipycua repmnecua [Cerncuc, iHdexuis
ineaszii iH(peKIis, CEUOBUBITHIX [UIAXIB,
Ha30(apUHTIT, LEJTEOITIT (3anasieHHs
iHeKiis HWKHIX [yXKOl KJIITKOBUHH),
MUXalbHUX IUISXIB  [TOH3HJIIT, (apuHriT,
[KaHIHI03 pOTOBOIL
[IOPOKHUHH, IpHII,

racTpOEHTepUT, IpuOKOBa
indexuis, inpekuis, abeuec

3y0iB
Vlobposikicni, - Ulimoma
BnoaAKicHi ma
HeymouHeHi

j1060ymMeopeH
isi




3 6oky cucmemu HeittponeHis, DeGpuiibHa  HEHTpPOIEHis,
KpOGi ma AHEM IS MAHIIUTOIIEHIS,
rimpamuynoi rpaHyJIOIMUTOTCHiS,
cucmemu TpoMOOLUTONEHIS,
IIEKOMEHIsA, TeMOIITHYHA
aHeMis, 301IbLIICHHS
MIKHapOIHOTO
HOPMAaITi30BaHOTO
CITiBBIAHOIICHHS
(MHO)/nonosxeHHs
pOTPOMOIHOBOIO 4acy
/Topywienns - - ['inepyyT/IUBICTh
iMMyHHOT
cucmemu
[Topywienns AHOpEKCis 3HEBOAHEHHS, [ [ykpoBuit niaber,
vemabonismy BHIDKEHHS ~ Macd  [riloKasiieMis, po3iaau
ma xapuyeanHs risa ATICTHTY,
rinepTpHriinepHIeMis
[Icuxiuni - be3conns, CIUTYTaHICTh CBIIOMOCTI,
p1opyuLenns penpecis naHiuHa araxa,
[leNIpeCHBHUM  HACTpiid,
BHH)KEHHSI 11101710
[ Topyuiers - [ 0JTOBHHH Oi1b, |Adasis, nopyiueHHs [[OKCHYHA
1ep60601 RaraJbMOBAHICTh,  [IaM’ATi, aTakcis, CHHKOIE, [TeHKOeHIIe
ClUceMY BaraMOpOYEHHS, po3nanu GamaHcy, 4yTJMBi (panonaris
mapecTesii, pO3JIaju, nepudepryuHa |(Iyxe
CIIOTBOPEHHS CMaKy [HeBpomaTis P1IKO)
[lopywenia 3+ Cnpo3oTeua, BHHIKSHHA rOCTPOTH Crenos
bOKy opeany 30p)| [KOH FOHKTHBIT, BOPY, AUILIONIs CITBO3HOT
OIpa3HEHHS [TPOTOKH
OprasiB 30py (pinko),
[OPYLICHHS 3
00Ky ~ pOriBKH
(pinxo),
fRePATHT
(piaxo),
TOYKOBHH
epaTuT
l]((piﬂ;xo)




[Topywe N - Bepturo, 6ub y Byci
jHs 3
DOKY
opeany
cnyxy ma
pieHosaz
U
[Topyue - " HectabinbHa creHokapis, [IInyHOYKOB
11 3 CTEHOKAapJIis, imemist fa GiGpisuis
00Ky MioKap/a, dibpunauis  |(piaxo),
FePya nepecepis, apATMIist, [TOJIOBKEHHS
raxikapis, cunycoBa [intepeairy QT
raxikapis, BiTUyTTA |(piZKO),
cepLeOuTTS TipyeTHa
Taxikapis
(pizKo),
Opaaukapais
(pizko)
Ba3OCIa3M
(pizxo)
ITopywe - Tpombodedit Tpomb03 rMOOKMX BeH,
s 3 apTepiaiibHa TiNepTeH3is,
Ny rerexii, aprepiaibHa
CYOUuHHOI rII0TeH31A, MPUTHBH,
cucmem nepudepudHe  BIAYYTTS
U XOJIOTY
[lopyuieHns £ Bamumka, lereHeBa embouis,
3 boxy HOCOBI ITHEBMOTOPAKC,
OuxanvHoi poBoTeui, [KpOBOXapKaHH#, acTMa,
cucmemu, areb, BajIMIIKa npu
epyonoi [pHHOpES bizuunOMY
knimku  ma HaBaHTAKEHHI
cepeoocmin
HA
[Topywennss 3 |[liapes, [[InyHKOBO- [KHIIKOBA HEIMPOXiJAHICTB,
DOKY ULTYHKO60- [OITIOBAHHS, HILKOBI ACIIUT, EHTEPHT, I'aCTPHT,
KUULK0BO2O HY/10Ta, EZpOBOTCHi, ucaris, 6i1b y HUKHIX
pmpaxmy CTOMaTHT, Oinb y Banmopu, Oime y [BiaIizax )KUBOTA,
DKUBOTI BepXHIX Bimainax e3odarir, abgoMinaabHUMI
DKUBOTA, uckomMdopT,
ITHCTICTICIS, ractpoe3odareanbHa
[METEOPH3M, pedrokcHa xBopoOa,
CYXiCTb Y pOTI |x0ﬂi"r, KpOB y (hexamisix




opymeHHs 3 60Ky

[Topywennas EinepﬁinipyGiHeMi DKoBTAHULLS [TeuinkoBa
oKy . : BIZIXUIJIEHHS He0CTaTHI
DJCOGQOSWE'?IO piBHS CTh (piaKo),
HUX ULIAXIB (b yHKLIOHAIbHUX XOJIecTaTHy
Me4iHKOBUX TECTIB HUH
rernaTuT
ningn)
[lopywenns 3 |10JOHHO- Bucunanss, VTBopennss myxupiB Ta [[lIkipHuii
boky  wikipu [MiOIIOBHUN asoneris, BUPA30K Ha HIKipi, [M€pBOHMIA
ma CHHIpOM ** eprTeMa, CyXiCThb [BUCHIIAHHSA, KPOIHMB IHKA, BOBYAK
NIOWKIDHUX mKipd,  cBepOik, [peakuii  OTOUYTIMBOCTI, (PiaKO),
NKAHUH rineprmirMeHTanis fepuTemMa 0JOHb, HAOPAK [TSOKKI LIKIpH
IKipH, MaKyJIspHE o0 Iuqus, myprypa, [peakuii, Taxi
BHCHITAHHS, BBOPOTHHH  IIPOMEHEBHUI EK CHHAPOM
BIYLIEHHS IIKipH, CHHAPOM CriBeHca-
epMaTur, J[>xoHCOHA Ta
[TOpYLICHHS TOKCUYHHH
irMeHTarlii, ler1iiepMaibH

Wil HEKpoIIi3

He31y)KaHHs, OLIb
y TPYAHINM KTiTIi

HIrTiB (J1y>Ke piaKo)
(uB. po3ain
4.4.)

[lopywienna 3 bine y [Habpsk cyrnoGiB, 6imb y
O0KYy  ONOpHO- [KiHIliBKax, OLIb icTkax, Oimp 00aUYYs,
pYxX060i y CNIMHI, [PHTIIHICTH OTOPHO-
cucmemu  ma ApTparis PyXOBOI CHCTEMH,
CHONYYHOT C1abKiCTh y M s13aX
MKAHUHU
[Topywenns 3 = ["inpoHedpo3, HETPUMAHHS
00Ky Hupok ma ceui, remarypis, HIKTypid,
Cey06UBIOHUX 11 IBUIIICHHS piBHSA
X6 [KpeaTHHIHY
[Topywennsa 3 | - BarinaibHi KpoBOTEHi
bOKy
DenpooyKmMueH
0i cucmemu ma
MONOYHUX
30103
Bacanvhi IC1abKicTh, [1igBUIIIEHHS HaOpsik, 03H00,
posnaou may ~ PCTEHIS TeMIIEpaTypH, CPUITONIOIOHI CHMIITOMH,
micyi BaraJlbMOBAHICTh, [[iJBUIICHHS TEMIIEPATypH
B6e0eH s nepudepuyHi

HaOpsiKH,

** Ha OCHOBI IOCT-MapKETHHIOBOTO JOCBily cTiiika abo TsDKKa I0JIOHHO-
ITi/IOMOBHA €PHTPO/IU3ECTE3is MOYKE 3PELITOIO MPH3BOMUTH [0 BTPATH BiIOUTKIB




NatbLiB (IUB. po3ain 4.4)

Kaneyumabin y kombinosaniu mepanii

YV Tabmuni 6 nepeniueno TP, nmoB’s3aHi 3 BUKOpHCTaHHAM KameiuTtaOiH y komOiHauii 3 pisHHMH
XiMiOTeparneBTHYHUMK CXEMaMH 3a PI3HMMHM TOKA3aHHSMH Ha OCHOBI JaHuX 3 Oe3nexu Bij monan 3000
nauienTis. [TP noaani 10 BiAMOBIAHOL rpyH; 4acTOTH (Ay’Ke 4acTo abo YacTo) BiAMOBIAHO 10 HAHBHIIIOL
KUIBKOCTI BHMAJIKIB, 11O CIIOTCEpiramucs y OyIb-sKOMY BEITHKOMY KJIIHIYHOMY BHIIPOOYyBaHHI 1 X
OyJI0 J0MaHO JIMINE, KOIH iX CHOCTepiraj¥ J0AaTKOBO 10 THX e(eKTiB, mo Oy10 BHSBICHO IPH
JiKyBaHHI KanenuTaGiHoM y MOHOTeparlii ab0 i3 BHIOK YaCTOTOK MOPIBHAHO 3 KaleHTa0lHOM Y
morotepanii (auB. Tabmuio 5). Hewacri 1P, moBizomsieHi mono kanenurtabiny y KoMOiHOBaHii
Tepanii, BiMOBIIAI0TE THM, 110 OY/M MOBiIOMJIEH] 1010 KanenuTadiny y MoHoTepartii abo moBizomieHi
Yy MOHOTeparii KoMGiHOBaHMM JKapchKuM 3acoboM (y Jiteparypi Ta/abo Bimmosimsid Kopotkii
XapaKTePUCTHII JIIKapCHKOro 3acody).

Jesxi 3 TIP € peakuisMu, WO MIMPOKO CIIOCTEPIraroThesi MPU BHKOPHCTAHHI KOMOIHOBAHOTO
nikapcekoro 3acofy (Hanmpukiaa, mnepudepudHa CEHCOpHA HEHpOMaTis IpH BHKOPHCTAHHI
joueTakcesny abo OKcamiIIaTHHY, TilepTeHsis Npd BUKOpUCTaHHI OeBarm3ymaldy); MpoTe, HE MOXKHA
BHKJIIOYATH MIOCHUIICHHS BHACIIJOK Teparii KanenuTabiHoM.

Ta6munsa 6 Koporkuii ornsin [P, moBiloMIeHUX y MauieHTIB, sKi JiKyBaMcs KarnenuTabiHOM y
KoMOiHaIii 701aTKOBO 0 THX, IO CIOCTEPIraiy NpH MOHOTepanii KaneruTadiHoM abo i3 BHIIOK
YaCTOTOIO [OPIBHAHO 3 MOHOTEPAIIEIO KanenuTabiHoM

OpranHo-cucTeMHHI
KJ1aC

Uly#e 9acTo
Bci cmyneni

Yacro
Bci cmyneni

Pinko/ly#xe piako
(ITocT-

l;napxemuronm‘i
0CBIN)

Inghexyii ma
iHeazii

Herpes zoster, iHdexis

CEYOBHBITHOI CHCTEMH,
OpaTbHHIA KaH4/103,
iH}ekuis BEpPXHIX

[TMXaTbHUX MIISXIB, PHHIT,
rpumn, Iudekuis, repnec
[POTOBOI NOPOKHUHH

ITopywiennsa 3 6oky | HEHTpOIEHis [IpurHideHHs AISUTBHOCT]

Kkposi ma JeHKoIeHis,  AHeMis, CTIHHHOTO MO3KY,

nimamuunoi " HeliTponeriua (eOpunbHa HEHTpONEHIA

cucmemu ITUXOMaHKa

[lopywienns 3 - ['inepuyT/IMBITCH

00Ky  IMYHHOT

cucmemu

[Topyuienns 3 BHHKEHHS alleTUTY [imokaiemis,

00Ky 00Miny rinoHaTpiemis,

peqo6uH ma rinoMartiemis,

xap4yeanms rinoKanbLHEMIs,
rinepriikemis

[Icuxiuni nopyuenns [lopymeHHs CHY,
TPUBOXKHICT




TpomM003

[Topyuienns: 3 [Tapectesis, HelpoTOKCHYHICTD,
oKy Hepeosor 3ecTesis, TpEMOp, HEBpAITis,
CUcmemy nepudepruIHa peakilis rimepyyTIMBOCTi,
HeliponaTis, rinecresis
epudepudHa
ceHcopHa Helpornaris,
UCreB3is, TOJOBHUM
O1Tb
[Topywenns 3 Oox)[linpumena cipo3oTeyda [[lopymeHHs 30Dy,
op2any 3opy cyxicTe OKa, Oinbp B o1,
[OTipIIeHHS 30pY,
3aTyMaHEHICThb 30pY
[lopywenns 3 - TuHITYC, TIIOAKY31A
OOKY op2auy
CyXy ma
pigHoBaU
[Topywennsi 3 0OOKYF Di6pinsLis nepeacepis,
cepys ireMist cepLisy/iHpaKT
[Topywenns 3 0Ook)HaOpsk HIKHBOI |[[TouepBOHIHHS,
CYOUHHOI cucmeMu  [KiHIIBKH, apTepiajbHa faprepiaibHa
rinepTeHsis, eMO0MiA Ta [rimoTEH3is,

rinepTeH3UBHUN KpH3,
npuuBH, Gaedit

[lopywennsi 3 060Ky
OUXANLHOT cucmemu,
PpYOHOT  KNimKku  ma
cepe0oCmina

bi/1b y ropui,
TUIIECTE31S TJIOTKH

['uKaBKa,
(bapHHroIapUHIreabHHN
0116, quchoHis

[Topyuenna 3
boKy MpasHo20
mpaxmy

Bakpeir, JUCTIerCist

KpoBoTeya
BEPXHBOMY
IILTYHKOBO-
KMIIKOBOTO

BUPBKH Y
racTpUT

y
B1ILILIL

TpaKTy,
pori,

31y TTs JKHBOTA,
racTpoeszodareanbHa

pedrokcHa  XBOpOOa,
OLts y poTi, aucarid,
pEeKTaTbHA KpPOBOTEYA,
OUlb Yy HIDKHI YaCTVHi
DKMBOTA,  JM3eCTe3id Y
poTi, napectesist y  pot,
rnocresis —y  pom,
IMCKOM(OPT Y HKHUBOTI

[lopywenns 3 00K
ey 0BUBTOHUX WLNSIXIB

Binxunenns y ¢ysxuii
[IeY1HKH




[lopywenns 3 Goky |Anomenis, nopymerss yl'inepriapos,

WKipu ma [CTPYKTYp1 HIITIB epUTEeMaTO3HUN
NIOUWLKIDHUX MKAHUN BUCHII, KPOIIHB SIHKa,
HIYHUHN 1T

[Topywenns 3 6oxy  [Mianris, aprpairis, 6ite [Bine y yemocTi, M s30Bi
0NOPHO-PYX060T y KIHIIBLI Cra3sMM, TPH3M, M'S30Ba
cucmemu ma CI1a0KICTh

CNOJIYYHOT MKAHUHU

[lopywienHsa 3 - [emarypisi, mnporeiHypis, [['ocTpa  HHpPKOBa
OOKy HUpoK ma BHIJKEHHA  HHPKOBOTO  [HEIOCTATHICTH
Cev0BUBIONUX NipeHcy, J3ypid BHACITIIOK
WUIAXT6 rK BHEBOJIHEHHS
(piaxo)

Bacanvni nopywenns [[lipexcis, cnadkicTs, BamaneHHss  CJIM30BOI
ma y micyi 66edenns  [*petapris, oGononku,  Oime Y

HerepeHOCHMICTh {Ki.HI.[iB‘LI,i, 0inb, 03HOO,

TeMIIepaTypH oinh y  TpyAdX,

[PHUIIONOIOHMI CHHIIPOM,

Kap, peaKilis, NoB’s13aHa
3 iHdysiero, peakiis y
Micli  id’ekmii, OUb Y
Mmicii  iHQy3ii, OLb Y
MiCIIi 1H’ €Il

Tpaemu, ompyenns [ Babiii
Mma yCKAAOHEHHA NICIA

poyedyp

+

JUist KOKHOTO TepMiHy yacToTa ocHoBaHa Ha [P BCix cryneHiB. [l TepMiHiB, MO3HAYCHUX o
yacToTa BU3HaueHa Ha ocHoBi [1P crynens 3-4. [IP nomxarwoThes BUIMOBIAHO 10 HaAWBHIIOI 4aCTOTH,

o criocTepiranacs y 6y/ib-aKOMy BETMKOMY BHIIPOOYBaHHI KOMOIHAIIIH.

Onuc oKkpeMux NoOIYHUX peaKIiii

Jlononno-nidowoenuii cunopom (JIIIC) (Ous. po30din 4.4)

Ilpu 3actocysanHi kanenuTabiny y a03i 1250 mr/M2 Bigi Ha 106y mpoTAroM AHIB 1-14 KOXHI
3 THXKHI JOTOHHO-TIJOMIOBHHM CHHIPOM YCIX CTYNEHiB TSKKOCTI B JIOCII/DKCHHAX
MOHOTepamii (a’IoBaHTHA Tepamis paKy 000JOBOI KMIUKH, JIKYBaHHS METacTa3ylodoro
KOJIOPEKTATHHOTO paKy, JiKyBaHHs PaKy MOIOYHOI 3aJ1031) PEECTPYBaBCA Y 53-60 % namieHTiB
Ta y 63 % XBOpHX i3 METAacTa3ylouuM pPakOM MOJIOYHOI 3aJI03H Y rpymi JiKyBaHHs
xanenuTadinom/rouerakcenom. Ilpu 3acTocyBanHi KaneuuTabiny B 103i 1000 Mr/m? aBidi Ha
100y npotsiroM jaHiB 1-14 KOXkHI 3 THXHI AOJOHHO-IIJOMOBHHH CHHIPOM yCiX CTyIEHiB
TSKKOCTI criocTepirasest y 22-30 % XBOpHX, siKi OTpHMYyBamM KOMOIHOBaHe JIKyBaHHA 3
KarnenuTabiHoM.

3a MeTa-aHai3oM 14 KIiHiYHEX BUIPOGYBaHb 3 JaHWMHU Bix moHaz 4700 mauieHTiB 10I0HHO-
TiTOMIOBHMH CHHAPOM YCIX CTYHEHIB TSUKKOCTI NPH 3aCTOCYBaHHI KaneuuTabiHy y pexuMi
MOHOTeparii a0 KOMOIHOBaHOIO JIiKyBaHHs 3 PI3HHMH CXEMaMH XimioTeparmii mpu pi3HUX
OKA3aHHSX JUTS 3aCTOCYBaHHA (paK 00010BO1 KHIIKH, KOJIOPEKTAIbHHUH PakK, paK LITyHKa, paK
MOJIOYHOT 3a1031) BHHUKaB y 2066 (43 %) XBOpHX y cepetHbOMY depe3 239 nuiB [95% M1, 201,
288] micis mouaTKy JiKyBaHHA KaneuuTaGiHOM. Y BCIX AOCHIUKEHHAX KOMOIHOBaHOIO
3aCTOCYBaHHA 3 IiJBMIIEHMM pPH3MKOM pPO3BMTKY JOJIOHHO-II/IOMIOBHOIO CHHJPOMY




CTATUCTHYHO JOCTOBIpHO Oy MOB’s3aHi Taki KOBapiaHTH: 301IbIIEHHS MOYAaTKOBOI J03H
KamenuTabiny (y rpamax), 3MeHIIEHHS KyMy/sTHBHOI a03u Kanenwurabiny (0,1 *Kr),
36iIbIIeHHs BiAHOCHOI IHTEHCHBHOCTI J03H y Tepiui 6 THXHIB JIKYBaHHS, 301IbIUICHHS
TPUBANOCTI JiKyBaHHS (THKHi), 36imbIIeHHs BiKy mauienTa (mpupict Ha 10 pokiB), KiHOYa
cTaTh, 106pHii moyaTKoBMif 3aranbHumii cratyc nauienta (0 mporu > 1).

Hiapes (Ous. po30din 4.4)
KarneruTa6in Mojke IPOBOKYBATH BUHHKHEHHS Jliapei, sKka crioctepiranacs y 50% narieHTis.

3a pe3ynbTaTaMH MeTa-aHalizy 14 KIiHIYHEX JOCITiDKeHb 3 JaHUM Bia nonaz 4700 mawieHTis,
3 MiABMINEHHM PH3MKOM PO3BHTKY Jiapei CTAaTHCTHYHO AOCTOBIpHO Oy1IM MOB’A3aHi Taki
KOBapiaHTH: 361/IbIIIEHHS OYATKOBOI 1034 Kanenutabiny (y rpamax), 301/IbIIeHHs TPHBAIOCTI
JiKyBaHHs (THXKHI), 30inbmenns Biky mauienta (mpupict Ha 10 pokie), kiHoYa cTaTh. 3i
SHIDKEHHSM pH3MKY PO3BUTKY Jiapei CTAaTHCTHYHO MOCTOBipHO Oy/iM TOB’s3aHi Taki
KOBapiaHTH: 3pPOCTAHHS KyMYJSTHBHOI J03u KamemutaGiny (0,1 *kr) Ta BigHOCHOI
IHTEHCHBHOCTI JIO3H Y MepIii 6 THXKHIB JIIKYBaHHS.

Kapoiomokcuunicme (0us. po30in 4.4)

OkpiM 1moGiYHMX peakiii, omucanux y Tabmmipsix 4 Ta 5, Gynu 3apeecTpoBaHi Taki moOidHi
peakuii 3 yacrororo Menme 0,1%, IMOB’A3aHI 3 MOHOTepami€ro KanequTadiHOM Ha OCHOBI
00’ €/IHAHOTO aHATi3y 3 KIiHIYHUX JaHUX 3 Oe3MeKH 3 7 KIiHIYHHX BUIPoOyBaHb 3a y4acTi 949
namientis (2 — pasu I ta 5 — dasu II mo0 NiKyBaHHS METACTATHYHOTO KOJIOPEKTAIBHOIO paKy
Ta METACTATHYHOIO paKy MOJIOYHOI 3ai03M): Kapaiomiomaris, ceplueBa HEJIOCTATHICTb,
IIJIYHOYKOBI €KCTPACHCTOJIH, ParTOBa CMEPTh.

Enyeganonamis

OxpiM 1no6iuHMX peaxiiif, onucaHuxX y Tabiauusx 4 ta 5, Ta Ha OCHOBI 00’€qHAHOr0 aHasi3y
BHIIE 3 KJIiHIYHUX JaHHX 3 6e3MeKH, 3 BAKOPUCTAHHSM KaneruTabiHy y MOHOTeparlii Takox 0y1o
MOB’3aHO BUHUKHEHHs eHledanonarii 3 yacrororo merme Hixk 0,1%.

Ocobaugi kamezopii nayicHmis

ITayienmu nimueo2o 6iky (0us. po30in 4.2)

Ananiz pamux 3 Gesneku y mamieHTiR BikoM > 60 pOKiB, sKi OTPHMyBaaM MOHOTEpAriio
KarnequTabiHOM Ta KOMOIHOBaHE JiKYBaHHS KarenuTabiHOM Ta J0LEeTaKCeNoM, CIIOCTepiraBcs
MiIBUINEHUH PU3HK YaCTOTH BUHHKHEHHS moOiunux peakuii III ta IV crynens ta cepio3nux
noGiYHMX peakiliif, NOB’A3aHUX i3 JiKyBaHHSM, [IOPIBHSHO 3 TAKHM Y Mali€HTiB BikoM <60
poKiB. BiNbIn paHHe NpUIMHEHHS JIKYBaHHS Y Pe3yNbTaTi MOOIYHMX peakiii crocTepiranock
y GinbInoi KiTbKOCTI MalieHTiB BikoM > 60 poKiB, sKi OTpHMyBaIM KOMOiHOBaHe JIiKyBaHHs
KarenuTabiHoOM Ta JJOLETaKCeIoM MOPIBHAHO 3 malieHTaMu BikoM <60 pokis.

Pe3ysbTaTi MeTa-aHaii3y 3 14 KiIiHiHYMX BUIPOOYBaHb 3 HaHuX Bix moHan 4700 mauienTis, sKi
MKyBalHCs KanemuTaOiHOM, TMOKa3amd, WIO Yy BCIX JOCTI/DKEHHAX KOMGIHOBaHOTo
3acTocyBaHHS 3 BikoM (30imbmenHs Biky Ha 10 pokiB) crocTepiranocsi CTaTHCTHYHO
JIOCTOBipHE 301/IbIIEHHS PU3MKY PO3BUTKY MOJOHHO-IIJONIOBHOIO CHHAPOMY Ta Jiapei, a
TAKOX 3HMKEHHS PH3UKY PO3BHTKY HEHTPOIEHIl.

Cmamp

PesynbTaTi MeTa-aHani3y 3 14 kiiHiHuMX BUNIpoOyBaHb 3 AaHuX Bijx moHax 4700 nauieHTiB, sKi
NiKyBajgMcs KanenuTaGiHOM, TMOKasadd, IO Yy BCIX JOCITIUKEHHSX KOMOIHOBAHOI'O
3aCTOCYBAHHS KiHOYA CTaTh Oy/a CTATHCTHYHO 3Hayylle Oijblle IMOB’s3aHa 3 IiJBULICHAM
PH3HKOM PO3BHTKY JOJIOHHO-IIIIOMIOBHOTO CHHAPOMY Ta Jiapei, a TaKOXK 3HIKCHHA PH3HKY



PO3BUTKY HEHTpPOIEHII.

Ilayicumu 3 nupxogoio nedocmamuicmio (Ous. po3oin 4.2, 4.4 ma 5.2):

AHaJii3 1aHuX 3 Ge3neku y XBOpHX 3 NOPYIMEHHAM QYHKIUii HHPOK 10 MOYATKY JiKYBaHHS, sKi
OTPUMYBAIH MOHOTEpamilo KamemutaGiHoM (3 NPHBOAY KOJIOPEKTAIBHOIO  paKy),
crocTepiranocs IiJBHIIEHHs YacToTh noGiunmx peakmiit III i IV cTymeHs, moB’s3aHuX i3
JIIKyBaHHSAM, IOPIiBHAHO 3 XBOPHMH 3 HOPMAJIBHOIO (yHKIi€r0 HUPOK (36 % (n=268) —y XBopHX
6e3 mopymeHHs GyHKilii Hupok mpotu 41 % (n=257) — y XBOPHX 3 HUPKOBOK HEJOCTATHICTIO
JIETKOro crymens Ta 54 % (n=59) - y XBOphX 3 HOMIpPHOIO HHPKOBOIO HEJIOCTATHICTIO) (IHB.
po3in 5.2). Y XBOpHX 3 IOMipHOKO HUPKOBOIO HEJOCTAaTHICTIO YacTillle BUHMKAJIA HEOOXIAHICTh
y 3HIKeHH] 1030 (44 %) nopiBHAHO 3 33 % Ta 32 % xBopux 6e3 HHPKOBOI HEAOCTATHOCTI Ta
HHUPKOBOIO HEJIOCTATHICTIO JIETKOrO CTYNeHs BiAMOBIAHO Ta wacTilie crocTepiranacs
nepeayacHa BixMina ikyBanHs (y 21% XBOpPHX ITil 4ac MEPIIMX JBOX KypCiB) NOPIBHAHO 3 5 %
Ta 8 % y XBOPHX 3 BiJCYTHiCTIO mopymieHHsi QYHKIIi HHPOK Ta HMPKOBOIO HEAOCTATHICTIO
JIETKOTO CTYTICHS.

[ToRiOMIIEHHS TIPO Mi03pIoBaHi moOivyHi peakILil

[oBiOMJIEHHS TIPO MiO3pIoBaHi mMoGiumi peakuii micas peectpamii Jikapebkor 3acoly €
BaXkiMBHM. Lle AO3BONSE 3ICHIOBATH TMOCTiMfHMHA MOHITOPHHT OalaHCy KOPHCTI/PH3HKIB
nikapeskoro 3aco0y. [Tpodecioam y cdepi OXOPOHH 370pOB’sSl 3AMPOIIYIOTECS NOBIIOMIIATH IPO
Gy/b-Ki Tizo3pOBani MobiuHi peakuii Yepe3 HAIOHATBHY CHCTEMY IMOBiAOMIICHB, BKa3aHy y
Honatky V.

4.9 IlepenosyBanus

[IposiBAMHE TOCTPOTO Mepe03yBaHHs €: HyAOTa, OIIOBaHHS, Jiapes, MYKO3WT, IOJPasHEHHS
LIJTYHKOBO-KMIIKOBOTO TPAKTY Ta KPOBOTEHi, a TAKOK NPHTHIYEHHS KICTKOBOTO MO3KY. Menauuse
BEJICHHS IePeJ03YBAHHA Mae BKTIOUATH 3BHYAHI TEpANeBTHYHi Ta MiATPHMYIOYI 3aXOiH,
CIIPSIMOBaHI Ha KOPHTYBAHHsS HasBHUX KJIHIHYHHX NPOABIB Ta INONEPE/DKEHHA IX MOXKIHBHX

YCKJIaIHEHb.
5 ®APMAKOJIOITYHI XAPAKTEPUCTUKHA
5.8 ®apmakoaHHAMIYHI XapaAKTePHCTHKH

dapMmakoTepaneBTHYHa TIpyna: AHTHHEOIUIACTHYHI 3aco0M. AHTHMETaOONITH, aHAIOH
mapimizmHiB, Koxg ATX: LO1BCO06

Kaneuutabin — moxigHe ¢ropmipuMmiguHy KapOamary, OpajibHHH IMTOCTATHK, SKHH
AKTHBYETBCS Y TKAHMHI NMyXJIMHM i YMHHTH Ha Hel CENEKTHBHY IHTOTOKCH4YHY Aifo. Cam
KarenuTabid He YHHHUTH IIMTOTOKCHYHOT J1ii, OJTHAK NePETBOPIOETHCS Y IHTOTOKCHYHY CIOIYKY
— dropypanmn (5-®Y). Kaneuurabis akTHBY€EThCS Yepe3 KijlbKa KPOKiB (pepMEHTOYTBOPEHHS
(maB. posmin 5.2). depMmeHT, 3aaifHUH [0 OCTATOYHOrO MEPETBOPEHHA Y 5-0Y
TuMizuHGocopuUTaa, 3HalieHuil y TKAaHMHAX MyXJIHHH, ale TaKoK i B HOPMaJbHHX
TKAHHHAX, XO4a 3a3BHYail Y MEHIIHX piBHAX. Ha MOze/IaX KCEHOTPAHCIUIAHTATY paKy JIOIMHA
KareuTabiH poeMOHCTPYBAB CHHEpreTHIHMH e(eKT y KoMOiHallii 3 JOLeTaKCesIoM, MO0 MOXe
GyTH OB S3aHO 3 aKTHBALI€I0 THMITHH(OChOpHIA3H JOLETAKCEIOM.

[CHYIOTB CBigdeHHs TOro, mo Merabonism 5-OY B aHaGomiyHOMY HUIAXY OIIOKye peaxuio
METH/IIOBAHHS JE30KCUYPUIMIOBOI KHCIOTH B THUMIJMIOBY KHCIOTY, TaKHM YHHOM
BTPYYalOYHCh y CHHTE3 ae30Kcupubonykieinosoi kuciotu (JHK). YTBopenHs 5-®V Takox
npu3BoauTs 10 npurhivenns PHK Ta cunresy GinkiB. Ockimbku JIHK ta PHK € cyrreBo




BKJIMBHAMH VIS TOJLTY Ta pocTy KiaiThiH, edext 5-OV Moke cTBOproBaTH AehiuuT TIMUTIHY,
IO TIPOBOKY€ He3banancoBauuii pict Ta 3aruberns xiitnaul. Brimis genprsauii /IHK ta PHK e
HAWOLTHIN MOMITHAME UTs KIITHH, IO TpomidepyioTh mBume i ki Merabonizyiots 5-OV i3
OLTBIIOK MIBHAKICTIO.

Pak 06010BO1 KHILKH Ta KOJOPEKTATBHUMA paK

Monomepanis kaneyumabinom 6 ad ‘tosanmuin mepanii paky 06000601 Kuuiku

Jlani 3 6aratooKyCHOro, PaHIOMi30BaHOTO, KOHTPOIBOBAHOTO KIIHITHOrO BUIPOOYBaHHS bazu
111 y nanienTis 3 pakom o6oxosoi kuuky crazii III (C 3a JIprokom) miATPUMYIOTh 3aCTOCYBAHH
KarteruTaGiHy JUIs a1’ IOBaHTHOI Teparii mauieHTiB 3 pakoM 06071080l KKK (Jloc/iuKeHHs
XACT; M66001). V upomy sumpoGysanxi 1987 manieHTiB OyZo paHOMi30BaHO 0 IPYIH

nikyBaHHs KanerutabinoM (1250 Mr/M? nBigi Ha 100y MPOTAroM 2 THKHIB 3 HAaCTYITHOIO
nepeBolo B 1 THKIEHb Ta 32 CXEMOIO 3-THKHEBHX KypCiB MpOTSroM 24 TIOKHIB) abo rpynu

nikyBauHs S5-®Y Ta JeiikoBopHHOM (cxema KiiHiHKH Maifo: JICHKOBOPHH 20 wr/v?

BHYTPIIIIHBOBEHHO 3 HACTYIHOIO 425 /M2 BHYTPIIIHBOBEHHOIO GOMOCHOIO iH’ekiero 5-OY,
y aHi 1 - 5, koxkai 28 auis npotsiroM 24 TixHiB). Kaneuuradin Oys TPHHAHMHI €KBIBA/ICHTHHM
5-OV/JIB BHYTIIIHHOBGHHOY BIDKMBAHHI O3 PEIUUMBIB y TOMyJsUii 3a IPOTOKOIOM
(BigHOmeHnHs pusukis 0,92; 95% JI10.80-1.06). ¥ Beiit paHIOMI30BaHiH MOMyJIALIT BUIIPOOYBAHH
10710 PO3GIKHOCTEH Mix rpymnoio Kanenuradiny npotu 5-OVY/JIB y BwkuanHi 6e3 pEeIUIUBIB Ta
3araJbHOMY BIKMBaHHI Mokasanu BinHomeHHs pusukis 0,88 (95% 11 0,77 — 1,01; p = 0,068)
Ta 0,86 (95% I 0.74 — 1.01; p = 0.060) Biznosimxoy. Cepenns TPHBATICTb HACTYITHOIO
KOHTPOJIIO Ha 4ac aHasl3y cKkaana 6,9 pokiB. ¥ monepeiHpo 3araHoBaHOMY Oararo@MKTOpHOMY
ananisi Kokca 6GyJI0 NMpoJEMOHCTPOBAHO IepeBary KarenuTabiHy y IOPIBHSHHSA 3 5-0V/JIB
Gomocno. Hactymsi ¢akropu Oy monepeHbo BU3HAYEH] Y IUIaHI CTATHCTHYHOIO aHa3y s
BKJTIOUEHHS 710 MOJENL: BiK, 4ac BiJ XipypriqHOro BTpy4aHHs 0 paHIoMi3allil, crats, pisai PEA Ha
BUXiZHOMY piBHi, MiM@aTHuHi By31M Ha BHXiZHOMY piBHI Ta KpaiHa. Y BCIii paHIOMi30BaHii
nomyssiiii  KanenuTaGiH MpPOJEMOHCTpyBaB nepesary Han S5-OV/JIB miono BHKUBAHHA be3
peummBiB (BinHomenHs puskkis 0,849; 95% /lI 0,739-0,976; p=0.0212), a Takox 3araJIbHOTO
BIDKMBaHHS (BizHOmeHHs pusukis 0,828; 95% I 0,705 - 0,971; p = 0,0203).

KombGinosana mepanis 6 ad ‘tosanmuiii mepanii paxy 06000601 KUKy

Jlani 3 opmHoro 6aratoOKyCHOro, paH/JOMi30BaHOI0O, KOHTPOJIbOBAHOI'O KJIIHIYHOTO
BHIIpoOyBaHHA a3y 3 y nauieHTis 3 pakom obonopoi kumku craiii I (C 3a JpIoKOM)
MiTPUMy€e BUKOPHCTAHHS KarelmTaGiny B KomOiHamii 3 okcartimiatuioM (XELOX) s
ayC IOBAaHTHO! Teparrii marieHTiB 3 pakoM 06010801 Kumky (rocmimkerts NO1 6968). Y upomy
BUnpoOyBanHi 944 nauienTiB Oyad paHIOMi30BaHi 0 IPYNH JiKyBaHHS KaneuuTtadid y
2

ABiui Ha 100y MpOTAroM 2

THIKHIB 3 HACTYITHOIO a |-THXKHEBOIO [IEPepBOI0) y KOMOiHaIlii 3 OKCaliNIaTHHOM (130 Mr/M2
BHYTPIIIHEOBEHHA iH(y3is mpoTsrom 2 romuH y AeHb | KokHI 3 THKHIB); 942 HaIi€HTIB
6ynu paHaoMi30BaHi 10 rpynu 5-PY Ta 1eHKOBOPUH GOJIOCHO. Y NIEPBHHHOMY aHaTi31 MO0
JUIC B rpymi «Bci panaoMi3oBaHi MAmi€HTH, SKi OTpUMAIM NPHHAHMHI OJHY 103y
nociikyBaHoro mnpemapaty» , XELOX Inoka3as 3HauHy IiepeBary BiIHOCHO 5-@VY/JIB
(BP=0,80, 95% JI1=[0,69; 0,93]; p=0,0045). 3-piunmii pisus JIIC cxmas 71% mis XELOX
npoti 67% s 5-®Y/JIB. Ananis moxo BropuHHoi Kinmeoi Touku RFS mixrpumye TaKi
peaynsrata 3 BP 0,78 (95% JI=[0,67; 0,92]; p=0,0024) s rpynu XELOX npoti 5-OVY/IIB.
XELOX npozemoHcTpyBana Terentio mozo suuroro 3B 3 BP y 0,87 (95% I1=[0,72; 1,05];

=0,1486), mo TpancmoeTses Y 13% 3HIKEHHs PU3HKY CMepTi. S-piunuii piBenb 3B ckias
78% s rpyma XELOX npotu 74% st 5-OV/JIB. [lani 3 edexruBHocTi 6a3yloThCs Ha
MeJiaHHOMY uaci criocTepexenns y 59 micsmis s 3B ta 57 micanis ana AIIC. Koedinient
BiIMiHH depe3 BHHMKHEHHS MobiuHMX edekrtiB OyB BHIIM y rpymi komGiHoBaHol Teparii

BUIJISAAL 3-THXKHEBUX KypciB npotsrom 24 TikHiB (1000 mMr/m

'y



XELOX (21 %) y mopiBusiHEi 3 rpymoro MoHorepamii 5-OV/JIB (9 %) B rpymi «Bci
paHIOMi30BaHi NALiEHTH, AKi OTPUMAIH IPUHAKMHI OJHY /103y JOCILKYBaHOTO PEnapary»

Monomepanis kaneyumabinom npu MemamcmamuyHomy Koa0pekmaibHomy paxy

Jlaui 3 IBOX iIEHTHYHO PO3pOBIEHHX, 6araT0POKyCHHX, PAHIOMi30BAHHX, KOHTPOIbOBAHHX
KiinigEnx BunpoOysanb ¢asu I (SO14695; SO14796) miaTpuMYIOIOTE BHKOPHCTAHHS
KareLuTaGiHy Ul JIiKyBaHHS METACTATHYHOTO KOJIOPEKTATBHOTO PaKy NMepuiof JTiHii. Y X
BHIIPOOYBaHHAX 603 marienTis 6y10 paHIOMi30BAHOJO IPYIH JiKYBaHHS KameLHTabiHOM

(1250 mr/vM2 fBidi Ha 100y MpOTAroM 2 THKHIB 3 HACTYNHOIO 1-THIKHEBOIO EPEpBOIO Ta Y
BUIJISI 3-TH)KHEHBHX KypciB). 604 nauieHTis 610 paHIOMI30BaHO IO IPYNH JKyBaHHS 5-

2

®Y Ta neiikoBopHHOM (cxeMma KiiHikn Maito: 20 Mr/M~ NefiKOBOPHHY BHYTPIIIHEOBEHHO 3

HACTYIHOIO BHYTPIIIHBOBEHHOKO GOIIOCHOIO 10 eKIliero 425 /M2 § 5- @V, y ani 1 - 5, KOXxHI
28 nuiB). 3arambHi 06’€KTHBHI piBHI BIMNOBII y BCiH paHIlOMBOBaHlH nony/siiii (omiHKa
nociauKa) cknam 25,7% (xanenuta6in) npota 16,7% (Cxema kniniku Maiio); p <0.0002.
MetiaHHuUii yac 10 nporpecyBanHs xBopo6u ckinas 140 auiB (kanenutabin) npotu 144 JHIB
(Cxema xiiniku Maiio). Meianne BrkiBanHs cKiIaio 392 1HiB (xanenutabin) mpotu 391 1HiB
(Cxema xminike Maito). Ha choroisimmHiii IeHb HeEMae JaHMX Ul IOPIBHSAHHSA
3aCTOCYBaHHs MOHOTepamiii KarmenuTabiHOM JUIs JHKyBaHHS KOJIOPEKTAIbHOrO Ppaky 3
KOMOGiraiiHuMK cXeMaMu repioi JiHii.

Kombinosana mepanisi neputoi 1inii 1iKysaHHs Memacmamuyno20 K010pexmaibHo2o paxy
Jlani 3 6arato)OKyCHOro, PaHJOMi30BaHOIO, KOHTPOJIBOBAHOTO KIHIYHOrO JOCIIKEHHS
dazu III (NO16966) mHiATpUMYyIOTh BHKODHCTAHHS  KameuuTadiHy Yy koMOinamii 3
OKcamiIIaTHHOM a60 y KoMm6iHawii 3 oxcanimiatuHoM Ta and GeauusymaboM Juid Tepanii
MepIoi JiHil METacTaTHYHOro KOJIOPEKTATLHOTO Paky. JlocnimKeH s MICTHIIO JIBl YaCTUHU:
HIepBHHHA 2-rpymnoBa 4acTHHa, B fKii 634 maientis Gy/I0 paHIOMI30BaHO JI0 ABOX Pi3HHX
rpyn nikysanns, Bkmoyaoun XELOX a6o FOLFOX-4, Ta HacTynHa 2X2 haKTOpHA YacTHHA,
B siKidt 1401 mauieHTiB 6y/10 paHIOMi30BaHO 0 YOTHPHOX PI3HHX IPYIIJIIKYBaHHS, BKIHOYAI0H
XELOX mmoc miauebo, FOLFOX-4 mmoc mianebo, XELOX mmoc Gepaumuzymad, Ta
FOLFOX-4 nmoc 6eparusyma6. J{us. Tabmuiro 7 U1 cXeM JIiKyBaHHS.

Ta6muus 7 Cxemu stikyBanss y gocyimkenni NO16966 (MeTacTaTHIHOTO KOJOPEKTATbHOIO PaKy)

JlikyBanusi  |[IloyaTKOBa 1032 Cxema
FOLFOX-4 OxcanimiaTde |85 mr/M4Okcanimiatid y JleHb 1, KoxHi 2
bo BHYTPIIIHEOBEHHO THOKHI
FOLFOX-4 + 2 rox
beBanu3ymad Mettkosopur 200 2Pletikoopun y JIni 1 Ta 2, KoxkKHi
BHYTPiIIHEOBEHHO 2 THOKHI
2 roa - .
-bropypanun BHYTPILIIHHOBEHHO
S-dropypaunt 400 g mr/ MéﬁOJHOCHOfiHClJyﬁH, koxHui JIai 1 Ta 2,
BHYTPIIIIHBOBEHHO . :
00JIIOCHA 1H €KITIA, [KO3KCH 2 THOKHI
3 H&CE}’I‘[HO}O 600
M1/ M
BHYTpPIIIHBOBEHHO +22
YO




[[1ane6o abo 5 mr/xr{flens 1, 1o FOLFOX-4, koxHi 2 THXHI
BeBauH3yma BHYTPIIIHEOBEHHO
5 30-90 xBu1
XELOX Oxkcamimnatud  |130 mr/M4Okcanimatud y Jlewp 1, koxHi 3
200 BHYTPIITHBOBEHHO THIKHI
XELOX+ 2 roJ
[kaneuTabin IepopanbHO JBidi  Ha
kanenuTabin  |1000 Mr/M4no06y s 2 THXKHIB
[1epOpaIbHO
besannzymab J[Biui Ha 100y (3 nactynHow 1 week off- mikyBaHHs)
[Tnanebo abo [7.5 mr/krg  Jlennl, 1o XELOX, koxHi 3 THXHI
beBanmzyma BHYTPIIIHBOBEHHO
0 30-90 xBu
5-DTopypanHil: BHYTPIIHBOBEHHA OOJIOCHA 1H €KITis BiIpasy Mmiciis JIeHKOBOPHHY

He menma edextusHicTs rpyn, mo Mictiwi XELOX y NOpiBHAHHI 3 rpyniaMu, O MiCTHIIH
FOLFOX-4 y 3araqsHOMY TNOpiBHAHHI 0y/1a IPOJEMOHCTpOBaHa 3 Or/isyly Ha BrokuBaHHS
6e3 porpecyBaHHs XBOPOOH y TOMyJIsiii NALIEHTIB, IO 3a10BOJIBHAIN KHTEpii yJacTi y
JOCIHIKEHHI Ta y Tpymi «BCI BKIIOYEHI A0 JOCTIUKEHHS MNALUEHTH, SKI MPHIHSIH
NpHHAMMHI OfIHY 103y JAOCTiKyBaHoro mnpemapary» (muB. TaGmumio 8). Pesymbraru
BKa3yioTh, o rpyna XELOX exsiBanentHa rpyni FOLFOX-4 3 T04KH 30py 3aralbHOro
prokuBanHs (nuB. Ta6muio 8). Iopisusuus rpymu XELOX mmoc GeBanusymald HpoTH
FOLFOX-4 mmoc Gepaiu3ymMa® Oy/J0 METOI JOCIIJHMI[BKOIO aHalidy, BH3HAYCHOIrO
nomepeaHs0. Y oMy nopisasHHI jikysanHs B miarpyni XELOX mmoc Gesauusymad 6yno
AHA/IOTTYHAM y TIOpiBHAHHI 3 to FOLFOX-4 mmoc GeBauusymab 3 ToukH 30py BrokuBaHHSA
Ge3 mporpecyBaHHs XBOpoOHM (BigHOmEHHs pusukis 1,013 97.5% I 0,84 — 1,22).
MeziaHHui Yac HACTYIHOTO KOHTPOJIO HA MOMEHT IEPBHHHHX aHali3iB y Ipymi «BCI
BKJIIOYEHI 0 JIOCHDKEHHS IAIi€HTH, sKi INPUHHAIA TPHHAKMHI  OIHY 03y
JIOCIIUKYBAHOTO TpenapaTy» ckiias 1,5 poku; JaHi 3 aHauli3iB JI0JIaTKOBOro HacTYIHOrO 1
POKY KOHTPOMIO TaKo)X BKIOYeHo o Tabimui 8. IIpote, anainiz BMJKMBAHHS BE3
[IPOT'PECYBAHHS XBOPOBHU npu miKyBaHHI He MiATBEPAMB PE3y/IbTATH 3arajlbHOTO
BUXUBAHHS BE3 I[TPOI'PECYBAHHS XBOPOBM ta anaii3 3B: BiHOIIEHHS PU3HKIB
y rpyni XELOX nporn FOLFOX-4 cknano 1,24 mipu 97,5% JII 1,07 — 1,44. Xoua anari3
YyTIIHBOCTI JIEMOHCTPYE, IO pi3HHMLI 3a CXeMaMH JIKyBaHHS Ta 4acoM OLIHKH IyXJIHH
BrumMBaoTh Ha ananiza BVDKMBAHHS BE3 IIPOI'PECYBAHHS XBOPOBHU npu
JTiKyBaHHI, MOBHOLIHHE MOSICHEHHS JUIS IIOT'0 PE3YJIbTaTy M€ He BUSBIICHO.

Tabmuus 8 Kimodosi pesyasTaté (edKTHBHOCTI Ul aHali3y He MEHIIOi e(eKTUBHOCTI Y

Hocmimxenni NO16966
IMEPBUHHHUU 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 noaii (Jnis) BP (97,5% /1)

Mapamerp: Buzkupanns 6e3 nporpecyBaHHsi XBOpoOH

EPP
1T

241
244

059
259

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




apamerp: 3ara;jbHe BHKHBAHHS
PP 577 549 0,97 (0,84; 1,14)
TT 581 553 0,96 (0,83;1,12)
OJIATKOBHH 1 PIK HACTYIIHOI'O KOHTPOJIIO
onyasmis [Menxianauii yac 10 noxii (Anis) BP (97,5% JI)
llapamerp: Buxupanns 0e3 nporpecyBanHs XBOpoOH
EPP 242 59 1,02 (0,92; 1,14)
[TT 244 259 1,01 (0,91; 1,12)
[[lapamerp: 3arajbHe BHAKHBAHHSA i
EPP 600 594 1,00 (0,88; 1,13)
602 596 0,99 (0,88; 1,12

1
*EPP= nomyJianis NalieHTiB, MO 3a10BOIBHAIOTH KPUTEPI] y4acTl B nocmmpkentl; **[TT=rpyna
«BCi BKJIFOYEH] JI0 JIOCII/DKSHHS MAI[IEHTH, K PUHHSIM IPUHANMHI OZHY 103y AOCIIDKYBAaHOIO
Ipernapary».

V pannomizoBaHoMy, KOHTposiboBaHOMY pociimpkenHi dasu 11T (CAIRO) Gymo gocmimpkeHo

edeKT 3acTocyBaHHs KaneuuTabiny y no4arkosiii 1031 1000 mr/ w2 IPOTAroM 2 THKHIB KOXKHI
3 THkHi y KOMGiHAIiT 3 ipHHOTEKaHOM /IS Tepartii MepIoi JIiHil y NamieHTiB 3 METaCTaTHYHHM
KOJOPEKTalbHUM pakoM. 820 mnamieHTiB OyJ0 paHIOMI30BaHO JUIs OTpUMHaHS abo
mocTymoBoro JikysasHs (n=410), aGo nikyBanus y Kombinawii (n=410). IToctynose JikyBaHHs
CKJIAnaIocs 3

2

Tepanii nepmoi jinii kanenutadinom (1250 Mr/mM“ aBiui Ha 106y npotsarom 14 1HiB), Apyroi

niHii - ipuHoTekanoM (350 Mr/M2 y Jlenp 1) Ta Tpersoi miHii - kanenuradinom (1000 Mr/p2
aBidi Ha 700y npotsaroM 14 auiB) 3 okcamimatuaoM (130 Mr/M2 y Henb 1). KombinoBane

JNiKyBaHHs CKJIajlaiocs 3 Tepamii mepmioi jiHii karenuradinom (1000 M2 JBivi Ha 100y

npotsarom 14 auis) y komOinauii 3 ipuHoTekanoM (250 mr /m2 y Hdens 1) (XELIRI) Ta apyroi

niHil - xanenuradbinoMm (1000 Mr/M2 ABivi Ha 106y mpoTaroMm 14 AHIB) IUIOC OKCATIIUIATHH
(130 mr/mM2 y Jlens 1). Bei kypeu JikyBaHHS NpuiiMamucs 3 iHTepBamamMu y 3 THXKHI. Y
JiKyBaHHI mepmioi JIiHii MeiaHHe BHKHBaHHsA 0€3 MpOrpecyBaHHs XBOPOOH y Tpymi «BCi
BKJTFOUEH] JI0 JOCIIKEHHs NALli€HTH, SKi IPUMHSIIE IPUHANMHI OIHY 03y AOCITI/DKYBAHOTO
npenapaty» ckiaio 5,8 micsuis (95%/11 5,1 — 6,2 micsis)

JUIsi TPYTIH MOHOTeparii kanenuradisom ta 7,8 micsiuis (95%/11 7,0 — 8,3 micauis; p=0,0002)
st XELIRI. Tlpore, ue 6y:10 MOB’SI3aHO 3 IiJBUINEHHSAM BHIA/IKIB ILTYHKOBO-KHIIKOBOI
TOKCHYHOCTI Ta Heitponenii mij yac tepamii mepmroi inii XELIRI (26% Ta 11% s
XELIRI Ta kanenutabidy nepuioi JiHii BIANOBIAHO).

I'pyna XELIRI 6yna mopiBusina 3 rpymoro S5-®Y + ipuHotekan (FOLFIRI) y tpbox
paHIOMI30BaHUX JIOCII/DKEHHSX Y TALIEHTIB 3 METaCTaTHYHUM KOJIOPEKTATbHUM pakoM. Cxemu

XELIRI Bxmovanu kaneuuradin 1000 /v nBiui Ha 100y y aHi 1 - 14 TPUTHIKHEBOTO KypCy ¥

KoMOiHallii 3 ipuHorekanom 250 /M2 y Jens 1. V maiibinemomy nociimpkenni (BICC-C),
namienTiB 6y10 panzoMizoBaHo /15 oTpuManHs abo Bigkputoro FOLFIRI (n=144), 6omocHo S-
®Y (mIFL) (n=145), a6o XELIRI (n=141) i BoHm Oynu [OJAAaTKOBO PaHIOMi30BaHI i
OTpEMaHHA ab0 MOJBIHHOrO CIMOro JHKyBaHHS IedeKokcuOom, abo mianebo. Menianue
BUXUBAHHS BE3 I[TPOI'PECYBAHHS XBOPOBMH cknano 7,6 micsuiB mns FOLFIRI, 5,9
micsimi wist mIFL (p=0,004) ans nopisusmss 3 FOLFIRI), ta 5,8 micsuis s XELIRI (p=0.015).
Menianne 3B cknano 23,1 micsimi juist FOLFIRI, 17,6 micsiuis s mIFL (p=0.09) ta 18,9 micsuis
s XELIRI (p=0.27). Tauient, sikux mikyBamd XELIRI, BiguyBamu HaaMipHy UUTYHKOBO-
KHIIKOBY TOKCHYHICTh y mopisHsHHI 3 rpynoo FOLFIRI (niapes 48% ta 14% mna XELIRI i
FOLFIRI BianoBiHO).

V nocnimxenni EORTC namientie 6y;10 paHaoMi30BaHO uisi OTPUMaHHS ab0 BIIKPHTOTO




FOLFIRI (n=41), a6o XELIRI (n=44) 3 10/[aTKOBOIO paHIoMi3arlieto abo 10T IpyIy MOABIHHOIO
cimoro siKyBaHHs Ienekokcubom, a6o maneGo. Meniannuii wac BVDKMBAHHS BE3
[IPOT'PECYBAHHS XBOPOBMU Ta 3aransroro BrkusarHs (3B) 6ys koporkmmm 11t XELIRI
npot FOLFIRI (BUKUBAHHS BE3 [TPOI'PECYBAHHS XBOPOBH 5.9 npotu 9,6 Micsiis
ta 3B 14,8 nporu 19,9 Mics1riB), kpiM TOro, GyIT MOBIIOMIICH] Ha/IMIPHI MOKA3HAKH BHHHKHCHHS
niapei y manienTis, sxi orpumysamu cxeMy XELIRI (41% XELIRI, 5,1% FOLFIRI).

V nocnimkeni, omy6ikopagomy Ckod Ta iH., nauieHTis 6yJ10 paHIOMi30BaHO /IS OTPUMAHHS a00
FOLFIRI, a6o XELIRI .

3aranpHa yacToTa BixnoBini cknana 49% y rpyni XELIRI ta 48% y rpyni FOLFIRI (p=0,76).
Hanpukinmi mikysamus 37% of namientis y rpymi XELIRI Ta 26% of mauientis y rpymi
FOLFIRI He Manu o3Hak xBopobu (p=0,56). TokcuuHicTs Oysia aHANOTi9HOK MIX IpynamM
JMKYBaHHSS 3a BUHATKOM HeHTpomeHii, mo OyJa MOBiXOMICHa dacTillle y NAUi€HTIB, sKi
mikyBanucs y rpyni FOLFIRI.

MoOHTaHbsIHI Ta iH. BHKOPHCTIM pE3yJIbTATH 3 BHIICO3HAYEHHX TPHOX JOCIHIKCHB I
HaJaHHS 3araJbHOTO aHajli3y paHIOMI30BaHHX JOC/IDKEHb, IO MOPIBHSIOBATIH CXEMH
nikyBanus FOLFIRI ta XELIRI nns niKyBaHHsS METacTaTH4HOIO KOJIOPEKTAIBHOTO DaKY.
3HayHe 3HIKEHHs PH3UKY nporpecysanns 6yio nos’s3aHo 3 FOLFIRI (BP, 0,76; 95%/11, 0,62-
0,95; P <0,01), pe3yabTar 4aCTKOBO MOB'I3aHHH 3 [IOraHOO NEPEHOCHMICTIO BAKOPCHTAHOI CXEMH
XELIRL

Jlani 3 paHzomizoBaHoro kiimignoro pociimkenss (Cyrmakoc Ta iH., 2012) nopisHioBamH
FOLFIRI + GeBaumsyma6 3 XELIRI + GeBanusymab i mpoIeMOHCTPYBaIH BiICY THICTh CYTTEBOT
pisanii y BVDKMBAHHI BE3 ITPOTPECYBAHHA XBOPOBM abo 3B Mmik cxemamu
nikysasss. IlamienTis 6y10 paszomizoBano it orpuManss abo FOLFIRI nmoc Gesaumsymab
(rpyna-A, n=167), a6o XELIRI mmoc 6eaunsymab (rpyna-B, n-166). lns rpynu B cxema

XELIRI BukopuctoByBana Kameuutabin 1000 mr/mM? asiui Ha 106y mporsrom 14 mmis

+ipuHotekan 250 /M2 y Jlens 1. Menianne BmwxupaHHs Ge3 IpOrpecyBaHHA XBOPoOH
(BUXKMBAHHS BE3 ITPOI'PECYBAHHS XBOPOBH) cknaio

10,0 Ta 8,9 micsuis; p=0,64, 3aransHe BrxuBanus 25,7 Ta 27,5 micsauis; p=0,55, a yacToTa
pizmosini 45,5 Ta 39,8%; p=0,32 mns FOLFIRI-Bes Ta XELIRI-BeB Binnosiano. IauienTy,
sxux nikysami XELIRI + GeBanusymal, NOBIIOMIISUIM 3HAQYHO BHILY YacTOTY BUHMKHCHHS
niapei, GeOPHIEHOT HEHTONEHiT Ta OIOHHO-IIOMOBHIX [IKIPHUX PEAKIIiH, HK y NALIEHTIB, SKHX
nikyBanun FOLFIRI + GeBaru3ymad i3 3Ha4HO OLIBIIMM BiIK/IQICHHIM NMiKyBaHHS, 3HHKEHHAM 103
Ta IMPUITHHEHHSM JIKyBaHHS.

Jlani 3 6arato)OKyCHOr0, paHI0Mi30BaHOTO, KOHTPOIb0BaHOro Aocmimkenns dasu Il (AIO KRK

0604) TATPUMYIOTH BUKOPHMCTaHHs KarenuTtabiHy y modarkosii no3i 800 mr/m? OPOTATOM 2
THXHIB KOXHI 3 TIKHI y KoMGiHawii 3 ipuHoTekanoM Ta GeBarmsymabom Juls Teparil meprioi

NiHi{ y IAIieHTiB 3 METACTATHYHEM KOJIOPEKTAILHAM pakoM. 120 marieHTiB Oy/10 paHAOMi30BaHO

2 1pigi Ha o6y

IIPOTATOM JIBOX THIKHIB 3 HACTYITHOIO 7-I€HHOIO IIepepBoI0), ipuHoTeKaHoM (200 /M2 y BHIJISILI
30-xBruuHHOI iHGY3ii y Jens 1 koxkui 3 THkHi) Ta GepauuzymadoM (7,5 mr/kr y Burisai 30 —90-
XBHIMHHOI iH(Y3ii y Jlens 1 koxai 3 Twokui) ; 127 nauieHTiB 6yI0 paHIOMi30BaHO VIS JIIKyBaHHS

U1t JiKyBaHHS 3a Momm(ikosaHoro cxemoro XELIRI 3 kanenurabinom 800 Mr/m

kanerradinom (1000 /M2 npigi Ha 106y MpOTSroM ABOX THKHIB 3 HACTYIHOK 7-I€HHOIO

nepepBoro), okcainaaraaoM (130 Mr/M2 y BUTJIAI 2-roauHHoi iHy3ii y JleHs 1 koxHi 3 THoKHI)
Ta GeBausymabom (7,5 mr/kr y suryszi 30 — 90-xumuaHOT iHdy3ii y Jlenb 1 koxHi 3 TrKHI).
ITicas cepeHbOi TPUBAIOCTI HCTYIHOO KOHTPOJIO AOCIIUKeHHOI momymsuii y 26,2 micsuis,
4acTOTa Bi/IMOBII Ha JIIKYBaHHs II0Ka3aHa HHKYE:

Ta6muus 9 Kimouosi pesysbrara edek uBHOCTI 1 gociimkenns AIO KRK




ELOX + 6eBaunsymab Moxndixonana Bignomenns
XELIRI+ pusukis 95% I
(ITT: N=127) oepanusymad (ITT: PBravenus P
N—120)
HKHBAHHS 0€3 NporpecyBanHsi XBOpoOH yepe3 6 micsauin
[TT 76% 84%
95% 11 69 - 84% 77 - 90% i
MenianHe BHKHBAHHSA 0e3 NpOorpecyBaHHHA
ITT 10,4 micsmiB 12,1 Micsiis 0,93
95% Al 9,0-12,0 10,8-13,2 0,82 - 1,07
P=0,30
MenianHe 3arajibHe BH/KHBAHHHA
ITT 24 .4 micsaiiB 25,5 MicsiB 0,90
95% 1 19,3 - 30,7 21,0-31,0 0,68 — 1,19
P=0,45

Kombinosana mepanisi y mepanii Opy20i 1iHii Memacmamuyio20 K010pekmaibH020 PaxKy

Jlani 3 GaratodOKYCHOr0, paHJIOMi30BaHOTO, KOHTPOJIBOBAHOTO KIIHIYHOIO JOCIiUKEHHS (a3
111 (NO16967) miATpuMyIoTh BAKOPHCTAHHS KarenuTabil y KoMOiHalii 3 OKcaliiaTHHOM A
Tepartii Apyroi JiHii METAaTCTATHYHOrO KOJOPEKTAIBHOTO paKy. ¥ 1boMy BUIpoOyBaHHI 627
MAIIEHTIB 3 METACTATHYHOIO KOJOPEKTAIBHOK KAapIHHOMOIO, fAKi OTPUMYBAIU IOIEPEIHE
JKYBaHHS ipHHOTEKaHOM Y KoMOiHauii 3 GToprnipuMiIMHaMH B AKOCTI Tepamii mepuioi JiHii,
Gyno pangomizosaso o rpyn jikyBanHs XELOX a6o FOLFOX-4. Illono cxem 103yBaHHs y
XELOX ta FOLFOX-4 (6e3 nonasanns miaue6o abo 6esaumnsymaba) mue. Tabmumo 7. XELOX
HPOJIEMOHCTPYBaB He MeHmTy epekrtusHicts, Hok FOLFOX-4 3 ornmamy Ha BHKMBaHHS 0e3
[IpOrpecyBaHHs XBOPOOH Y MPOTOKO/BHIM MOMyJISIil Ta TPyI «BCi BKIIOYEHI 10 JOCIIDKCHHS
NAuieHTH, SKi TPUEHATH IPUHARMHI OJIHY 103y JOCIi/DKYBaHOTO npenapary» (aus. Tabmuio
10). Pesymsraru Brasyiots, mo XELOX exsiBaientHa FOLFOX-4 3 ToukH 30py 3arajipHOro
BrkuBanHs (quB. Tabmuio 10). Meaianaui yac HACTYITHOrO KOHTPOJIIO HA MOMEHT IIEPBHHHHX
aHATI3IB y TPYII «BCi BKIOYEH 10 JOCII/PKEHHS NALIEHTH, AKi TPUAHSIM IPUHANMHE] OZHY 103y
JIOCITZUKYBAHOTO TIPENapary» ckjias 2,1 poku; JaHi 3 aHaIi3iB 3 HACTYTIHHUX JOJIATKOBHX 6 MiCSIIiB
HACTYITHOTO KOHTPOJIIO TAKOXK BKIIOYeHO 10 Tabumi 10.

Ta6mans 10 Kmouosi pesyiasratd eDEeKTHBHOCTI UIA aHadisy He MeHIOI eheKTHBHOCTI y

Tocnimxenni NO16967

IMEPBUHHHWH AHAJII3
XELOX OLFOX-4 (PPP*: N =
(PPP*: N=251; ITT**: N=313)252; ITT**:
=314)
Monyasis Mexianuuii 9ac x0 noaii (JInis) BP (95% JAI)
[lapamerp: BuxuBanns 6e3 nporpecyBaHHsl XBOpOOH
PPP 154 168 1,03 (0,87; 1,24)
T 144 146 0,97 (0.83; 1,14)
Ilapamerp: 3arajibHe BHAKHBAHHS
PPP 388 401 1,07 (0,88; 1,31)
TIL 363 382 1,03 (0,87; 1,23)
OJJATKOBI 6 MICSIIIIB HACTYIIHOI'O KOHTPOJIIO
Monyasnis [Mexiannuii gac 10 noaii (JIuis) HR (95% /1)
Mapamerp: BuzkuBanns 0e3 nporpecyBaHHsi XBopoou
IPPP [154 1166 [1.04 (0.87; 1.24)
ITT [143 1146 10.97 (0.83; 1.14)
Mapamerp: 3araibHe BHKHBAHHSI




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

T 363 382 1,02 (0,86; 1,21)
P=T1pOTOKOJIbHA MOMyJIsuis; **IT [=rpymna «BCl BKIIOYEHI 0 JAOCIIUKEHHS MAll€HTH, sKi
NPUHHSIE IPUHARMHI 0JJHY 03y AOCIIUKYBAaHOTO IIpenapary».

*])

s

POBHOBC}Og!H(eHHﬁ paK OUIYHKY.

Jlani 3 6aratooKycCHOro, paHAOMi30BaHOTO, KOHTPOIBOBAHOTO KIIHIYHOIO BHIIPOOYBaHHS
¢dazu Il y mamieHTiB 3 PO3MOBCIODKEHHM paKOM LUIYHKY MiATPHMYIOTH BHKOPHUCTaHHS
KanenuTabiHy Uis Teparii nepuoi JiHii po3noBCoKeHOTo paKy nutyHKy (ML17032). Y upomy
Bunpo6ysanHi 160 namienTis 6yJ10 paHIOMi30BaHO 10 IPyNH JiKyBaHHs KaneruTabinom (1000

wr/m2 JBigi Ha 100y NPOTAroM 2 THXKHIB 3 HACTYITHOIO 7-JI€HHOIO IIEPEPBOIO) Ta IUCIIATHHOM

(80 MI/M2 y BUIIAAI 2-roauHHOI iH(y3ii koxHi 3 Tkwi). B minomy 156 nmauientis Oyio

2 ya no0y, y Burisai 6e3nepepBHOL

iHdys3ii y aui 1 - 5 koxHi 3 THKHI) Ta LEcrIaTiHOM (80 Mr/m? y BUIJIsiAL 2-roAuHHOI iHdy3il y
Jenp 1, xoxni 3 Twknui). KanenuraGin y xomOiHamil 3 HHUCIUIATHHOM IIOKa3aB HE MEHIIY
edeKTHBHICTh MOpiBHAHO 3 5-®Y y KoMGiHaLil 3 MUCIUIATHHOM 3 OIVIIY Ha BHKMBaHHS 0e3
IIporpecyBaHHs XBOPOOH Y IPOTOKOIbLHOMY aHaui3i (BiaHomenHs pusukis 0,81; 95% /110,63 —
1,04). Menianne BiXuUBaHHS 6€3 IPOrpecyBaHHs XBOPOOH cKIa1o 5,6 MicAliB (Kaneuutadid +
uucrIaTHH) npot 5,0 Micsmis (5-@Y + Llucruiatiy). BigHOMEHHs PU3MKIB ISl TPUBAIOCTI
BIDKHBAHHS (3arajibHe BIKMBAHHS) OYJI0 aHAIOTTYHUM JI0 BiTHOIIEHHS PU3HUKIB JIUIsl BHXKHBaHHS
6e3 mporpecyBaHHsi XBopoOH (BimHomenusi pusukis 0,85; 95% JII 0,64 — 1,13). Menianna
TPHUBATICTh BHKHBaHHS cKiaa 10,5 Micsuis (kanerurabin + ACIUIaTHH) npoTH 9,3 MicsAwiB (5-
DV + mucIuIaTHH).

paHIoMi30BaHo 110 rpynH JjikyBaHHs 5-OV (800 mr/m

Jlani 3 pangomizoBaHoro 6ararodokycHoro gociiukerns dasu I11, mo nopipHsm kanenuTabid
3 5-@Y Ta OKCaMIIATHHOM Ta 3 HUCIIATHHOM Y NAIIEHTIB 3 PO3MOBCIO/DKEHHUM PaKOM IIITYHKY,
NiATPUMYIOTH BUKOPHCTAHHS KarenuTabiHy [Uis Teparlii mepmiof JiHii po3noBCIOUKEHOTO paKy
moryeky (REAL-2). V mpsomy BunpoOysaxni 1002 mauientiB Oyno paHIoMi3oBaHO 3a
bakTopHUM aHai30M 2X2 B OJIHY 3 HACTYIHHX 4 IpyIL:

- ECF: enipy6imus (50 mr/ Ve y Bursiai GomocHol in’exuii y Jlens 1 KoxHI 3 THXHI),
uucrutatal (60 Mr/M2 y Bursai asoroaunHoi indysii y Jlens 1 xoxui 3 THxHI) Ta S-

OV (200 Mr/M2 Ha 100y y B%Fﬂﬂﬂi GesnepepBHOi iH(Y3ii Yepe3 UEHTpaIbHUH KaTeTep).

- ECX: enipy6inun (5Q Mr/M= y Burisiai GosmocHol in’ekuil y JleHs 1 KOXHi 3 THXKHI),
nucratad (60 mMr/m 5 BUIISA  ABOroAuHHOI iHdy3ii y Jlens 1 koxHi 3 THXKHI) Ta
KanenuTa0in (625 Mr/M“ 1Bj4i Ha 100y Ge3nepepBHO).

- EOF: enipy6inun (50 Mr/M“ y Burnsai GomocHol in’exuii y Jlens 1 kokui 3 THKHI),
OKCaJIIIIaTHH (138 Mr/M*~ y BUurisiai 2-roguaHol iHgysii y Jlens 1 KoxkHI TpH THKHI) Ta
5-®Y (200 mr/m* ma noby y Burisai GesnepepBHOI iHQY3ii Yepe3 HEHTpaIbHUH
KaTeTep).
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- EOX: enipy6inun (50 mr/m* y Burisai GommocHoi in’ekuii y Jlens 1 KoxkHi 3 THXKHI),

oxcanimiatus (130 /M2 y BUIIIsiAi 2-roamHHol iHdy3il y JleHs 1 KOXkKHI TpH THIXKHI) Ta

2 nBivi Ha 100y Oe3nepepBHO).

KareuuTtabin (625 Mr/m
AHauti3y nepBUHHOI €()EeKTHBHOCTI Y MPOTOKOJIBHIHM MOMyYJIAIii NPOAEMOHCTPYBATA HE MEHIIY
e(DEeKTHBHICTh IIOAO 3arajlbHOrO BIDKHBAHHS Ui Kamenurabiny npotd cxem 3 5-QV
(Bimmomenns pusukis 0,86; 95% I 0,8 — 0,99) Ta 118 OKcamimIaTHHY HPOTH CXEM 3
IECIUIaTAHOM (BigHOmEeHHs pu3ukiB 0,92; 95% 1 0,80 — 1,1). Menianne 3arajibHe BHKHBAHHA
cknaino 10,9 micsuis y cxemax Ha OCHOBI KanmenuTabiHy Ta 9,6 MicALiB y cXemax Ha OCHOBI 5-
®VY. Menianne 3aranbae BukuBaHHs ckiato 10,0 MicsuiB y cxemMax Ha OCHOBI IIMCILIATHHY Ta




10,4 MicsiB y cxeMax Ha OCHOBi OKCaJIIIaTHHY.

Kaneuutabin Takok Oy10 3acTOCOBaHO y KoMOiHauii 3 OKCANIMIATHHOM UL JiKYBaHHS
PO3IOBCIOKEHOTO paKy LUTYHKY. JIOCTi/KeHHs MOHOTeparii KarenuTadbiHOM BKa3yloThk, IO
KareuTabiH Mae aKTHBHICTB JUISA JIIKYBaHHS PO3IOBCIOUKEOr0 paKy MUTYHKY.

Pax 060/10BOi KHIIIKH, KOJOPEKTATBHHIA Ta PO3NOBCIO/UKCHHI PAaK IUTYHKY: MeTa-aHai3
Meta-anania mectd KTiHIYHAX BunpoOyBanb (nocmimkenns SO14695, SO14796, M66001,
NO16966, NO16967, M17032) miaTpuMye MOKIMBICTH 3aMiHM KarmelMTabiHOM y MOHO- Ta
KOMGiHOBaHOMY JiKyBaHHi 5-®Y paKy MUTyHKOBO-KHIIKOBOTO TpakTy. OO’ €1HaHM# aHaJIi3 BKIIFOYAE
3097 nauieHTiB, AKHX JTiKYBaIM CXeMaMH, 10 MiCTHIIM KaneuuTadiH, Ta 3074 nani€eHTiB, IKUX
JIIKyBaJld CXeMaMH, 10 MicTiian 5-OY. MeiaHHHMI Yac 3araJbHOro BHKMBaHHSA ckiia 703 mHi
(95% JII: 671; 745) y nauienTis, AKX TiIKYBaIA CXEMaMH, IO MiCHIH KaneluTabis, Ta 683 nuiB
(95% JI: 646; 715) y maui€eHTiB, SKMX JIKyBaId CXEMaMH, IO MicTiim 5-@Y. BigHomeHHs
PH3HKIB 1A 3arajibHOrO BIKHBaHHA ckiao 0,94 (95% II: 0,89; 1,00, p=0,0489), mo BKasye Ha
Te, 10 CXEMH Ha OCHOBi KanenuTatiHy MalOTh He MEHILY e(eKTHBHICTD, HiK cXxemH 3 5-DV.

Pak Mo04HOI 3aJI034:

Kombinosana mepanis kaneyumabinom ma ooyemakceiom y NIKYBAHHI  Micyeso-
PO3N06CI00JICEH020 A0  Memacmamu¥Ho20 PAaxy MONOYHOL  3an03U Jlani 3 opHOro
6araTo(hOKyCHOTO, PaHIOMi30BAHOIO, KOHTPOJIBOBAHOIO KJIHIYHOIO punpobysauns ¢dasu IlI
MXOTPUMYIOTh BUKOPHCTaHHs KamenuTtaGiHy y KomOiHamii 3 JOLETaKceIoM UL JiKyBaHHs
MALIEHTIB 3 MiCIIEBO-PO3MOBCIO/IKEHAM a00 METAaCTAaTHIHHM PAKOM MOJIOYHOI 3aI03H IiCIst

HeBJIAIOl IIATOTOKCHYHOI XiMioTepartii, BK/IFOYAl04H aHTPAIMKIIHA. Y [BOMY BUNpOOyBaHHi 255
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nauienTis 6yII0 PaHIOMi30BaHO [0 TPYIH JiKyBaHHs Kanemurabinom (1250 Mr/mM“ aBiui Ha 100y

IPOTATOM 2 THIKHIB 3 HACTYIIHOIO 1-THXKHEBOIO NEPEPBOIO Ta AOUETAKCEIOM 75 Mr/m2 y BHIJISI
1-roaMHHOI BHYTPINIHEOBEHHOT 1H(Y3ii KoxkHi 3 THXHI). 256 namieHTie 6yJi0 paHIOMI30BaHO

0 TpymH JiKyBaHHs Jjmme jouerakcesiom (100 M/ y BHUIJAAL 1-roguHHOT
BHYTPIIIHBOBEHHOT iH(Y3ii KoxHi 3 TrkHi). BikuBanHs Oy/i0 BUIIUM Y rpyni komOiHamii
KarenuTabin + gonerakcen (p=0,0126). Meniante BiXHBaHHS cKiano 442 HiB (xaneuutabin
+ foneTakces) IpoTH 352 aHiB (Juule gouerakcen). 3araibHi piBHi 00’ €KTHBHOI BITIOBI y BCIH
panomizoBaniii nomyaawii (ouinka mocmiguuka) ckaam 41,6% (kanenuTabid + A0IETAKCEN)
npotu 29,7% (nmuure gouerakcen); p = 0,0058. Yac 1o nporpecyBaHHs XBOpoOH OyB BHIHM Y
rpymi koMGinaii kaneuutabin + gonerakcen (p<0,0001). Menianuuit yac 10 NporpecyBaHHs
XBOpOOH ckyiaB 186 mHiB (kaneuurabin + gonerakcen) npotu 128 auiB (mme JIoLleTaKcen).

Monomepanis kaneyuma6inom niciia He60au0i Ximiomepanii makCanamu, aHmpayukainamu ma
y mux nayienmie, AKUM GHMPAYUKITHOBA Mepanis He NOKA3ana

Jlani 3 ABOX GaraTodoKyCHHX KiIiHi4HHX BHIpoOyBanb (asu II miATpHUMYIOTh BHKOPHCTAHHS
KarenuTabiny y MOHOTeparnii A JIKyBaHHS MALi€HTiB MiCisl HEeBJAIOL XimioTeparii i3 BMICTOM
TakcaHiB TA AHTPANMKIIHIB 200 THX, KOMY AHTPAIMKTIHOBA Tepalis HE MOKa3aHa. VYV omux

BAMPOGYBAHHSX 3araom 236 HauieHTiB JiKyBaMCh KareuuTadiHoM (1250 /M2 1Bigi Ha noby
NPOTIsioM 2 THIKHIB 3 HACTYTHOIO 1-THKHEBOIO IepepBoIo). 3arasibHi piBHi 00’ €KTUBHOI BiIIIOBII
(ouinka mociiguuka) cknama 20% (mepure BunpoOyBaHHs) Ta 25% (mpyre BUITPOOYBaHHS).
Meiannmii yac 10 mporpecyBaHHsS XBopoOu ckiaB 93 Tta 98 amiB. MexiaHHe BIKHBAHHA
cranoBuio 384 Ta 373 niB.

Bci nokazanss

Mera-ananis 14 kiiniganx BunpoGysanb 3 AaHuMH Bix moHax 4700 malieHTiB, SKUX JIKYyBaIH




KanenuTabiHoM y MOHOTeparii 00 KaneuuTabiHoM y KoMOiHaLIT 3 pi3HMMHU CXeMaMH XiMioTepartii
3a PI3HAMH MOKa3aHHAMH (paK 0000BOT KHIIKH, KOJOPEKTATHHHM, PAKIUTYHKY Ta paKk MOJOYHOT
3aJ103H) IPOJEMOHCTPYBaB, IO Yy MAIL€HTIB Ha KaneuuTalOiHi, Y SKHX PO3BHBABCA JIOJIOHHO-
miftomoBHui cunapoM ([II1C), Mam oBIIe 3arajbHe BIKHBAHHS Y IOPIBHSAHHI 3 AL[iEHTaMH, B
skux He possuBancs JII1C: menianne 3aranpue BrkuBanusg 1100 xuie (95% I 1007;1200)
npotu 691 auiB (95% J1I 638;754)

3 BigHomeHHsM pusukis 0,61 (95% JII 0,56; 0,66).

1TH

€BponeiicbKe areHTCTBO 3 JIKAPCBKUX 3aco0iB BiAMOBHJIOCH BiJ OOOB’S3KY IPOBOIMTH
nocaipkenHs monao Kanenurtabiny AKKOpA y BCIX MiArpynax HauieHTiB-AiTeH Wi JIKyBaHHs
aJICHOKapLMHOMH 000/10BO1 Ta IPAMOI KHIIKH, aICHOKAPIMHOMH IIUTYHKY Ta KapLIMHOMH MOJIOYHOI
3a103¢ (J1uB. po3ain 4.2 moa0 iHdopmaliii Mpo BUKOPHCTAHHS Y JITEH).

5.2 ®apmMakoKiHeTHYHI XapAKTePHCTHKH

dapmakokiHeTHKa KamenuTaGiny Oyma Bu3HaueHa B miamasomi mo3 502-3514 mr/m%/mo6y.
[Tapamerpu kaneuutabiny, S'-pe3okcu-5-propuutuauny (5'-APLT) Ta 5'-ge3okcu-5-
bropypununy (5'-ADPYP) na xens 1 i 14 6ymu noxibuumu. Ha nens 14, AUC 5-OV 6yna na 30-
35 % Bumie. 3HUKEHHS 03U KanenuTadiHy MPU3BOIUIIO 10 3HHKEHHS ekcro3uuii 5-OVY Oinsie,
HIK MPOMOPILIHO /1031, BHACIIIOK HEHIHHOT papMaKOKiHETHKHA aKTHBHOTO MeTalboJIiTY.

BeMokTyBaHHS
[licns opasbHOTO mpHiiOMy KarenuTtaliH IIBHIKO Ta TOBHICTIO BCMOKTYETBCS, IICISA YOTO

NpOXOJHTh Horo Giorpancdopmanis B meraGomitu 5'-me3okcu-S-dropuurumun (5'-APIT) i
5'-ADVYP. Ilpuitom DKI 3MEHIIye MIBHAKICTP BCMOKTYBaHHs KarneuuTabiHy, MpoTe HE Mae
3HAYHOTO BIUIMBY HA BEJHYMHY IUIOLII MiJl KpUBOK «koHUeHTparis-yac» (AUC) 5'-IAOVP i
HacTynmHoro metabomity 5-OV. [Ipu npu3HadeHHi mpemaparty micis npuifomy ki y mosi 1250
MI/M Ha 14-ii 1eHb MakcuMaIbHi KoHUEHTpalii Cmax Kaneuurtabiny, 5'-IADPLP, 5'-ADVP, 5-OV i
®BAJl cranoBunu BimnosigHo 4,47, 3,05, 12,1, 0,95 i 5,46 mxr/ma. Yac [gocsarHeHHs
MaKCHMabHOT KOHIeHTpauil 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 MKT X roJ/MJI BiAIIOBIIHO.

Posnozin
Jlocni/pKkeH s T1a3MK JIIOAMHHE in Vitro IpoAeMOHCTPYBAIH, o A Kanenurabiny, 5'-IOLT,

S5'-AIDVYP i 5-DV 38’5130k 3 OisikaMu (rOJIOBHMM YHHOM 3 ajibOYMiHOM) CTAHOBHUTb BiIIIOBIIHO
54 %, 10 %, 62 %1 10 %. '

bioTpancdopmaris

Kanenurabin crnouyarky Mertaboni3yeTbes y TediHIl mig Jielo kapOokcuiectepasd 0
metabomity 5'-JAPIIT, axuit notim Tpancdopmyetses B 5'-[PVYP nin aiero uuTHaAnHAE3aMiHAa3H,
1110 3HaXOAMTHCS, B OCHOBHOMY, Y NEHYiHII Ta MyXJHHHUX TKaHuHaX. [loganpira KaTamiTuyHa
axtuBauis 5'-JIOVP BinOyBaerbes 3a paXyHOK TuMiguHochopuniazu. OepMeHTH, 3aTydeHi y
KaTaJiTUYHY aKTHUBAIlil0, 3HAXOMATHCS SIK y MyXJTMHHHX TKaHWHAX, TaKk i B HOPMAaTbHHX
TKaHMHAX, ajge 3a3Bu¥aili Ha Hmwk4yoMmy piBHi. [lomampmia ¢depmentna Giorpachopmaris
KanenuTabiny a0 5-OY npu3BOIUTH 10 BHIIMX KOHUEHTpALidl y NMyXJIWHHHX TKaHHHAX. Y
BUIIQJIKYy KOJIOPEKTAIbHUX IMyXJIHWH 3HAaYHAa 4yacTHHa S5-DY J0oKami3yeThcs B CTPOMAIbHUX
KJIITHHAX myXJuHW. [licns mepopaibHOro 3acTOCyBaHHsS KanmeuuTaOiHy IallieHTaMH 3
KOJIOPEKTAJIBHUM PAaKOM BiJHOIICHHS KOHLEHTpauii 5-®VY y KOIOpeKTaJbHHUX MyXJIHHAX 0
KOHUEHTpaLil y IpUICIJIMX TKaHWHAX craHoBuia 3,2 (aiana3zod Bix 0,9 po 8,0). BigHomeHHA
KOHIeHTpanii 5-OV y myxmmHi 10 KOHIEHTpallii y mia3Mi KpoBi craHoBuiio 21,4 (1iamna3oH Bix
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3,9 mo 59,9, N=8), B Toif 4yac sSK BiJHOIICHHS KOHIEHTpAWil y 3J0pPOBHX TKaHMHAaX JI0
KOHIEHTpanii y miasmi kpoi cranoBwio 8,9 (miamasom Bix 3,0 mo 25,8, N=8). Ilpu
BUMIPIOBaHHI, aKTUBHICTb TuMizmH(ocopwiasn Oyma y 4 pasy BUmA y IEpBUHHIN
KONOPEKTANbHIM MyXIHHI TOPIBHAHO 3 NPHJIETIMMH HOPMAILHHMH TKaHWHAMH. 3a JaHHMH
IMYHOTICTOXIMIYHMX JIOCHI/DKEHb Oinblia wacTHHa TUMIiZMHGOCGHOpiNas¥ JOKATi3yeThed Y
CTPOMAIbHUX KIIITHHAX ITyXJIHHH.

[Torim 5-®V karabosmizyerses aurigponipuMiauaaeriaporenasor (JI1J1) 3 yTBOpeHHIM MEHII
TOKCHYHOTO JUTipo-5-dropypamny (OYHz). JurizponipumMieasa po3menioe MipuMiIMHOBe
Kinblle 3 yTBOpeHHAM S-¢propypeinompomionosoi kuciaoru (PVYIIK). Kinuesoro peaxmieio €
posmerieHns B-ypeinonpomionasor ®VIIK no a-dprop-p-ananiny (PBAJI), mo BUABISETLCS B
ceui. AKTHBHICTB JUTi PO pUMiIMHIET i IporeHasu oomesxye mBuakicts peakii. Jedinut AT
MOKE IPU3BECTH JI0 3pOCTaHHs TOKCHYHOCTI KaneruTabiny (quB. po3ain 4.3 and 4.4).

Busenenns

Ilepion maniseuseaenns (T1/2) kaneuurabiny, 5'-JAPIP, 5'-ADYP, 5-®Y i ®BAJI craHoBATH
Biznosixuo 0,85, 1,11, 0,66, 0,76 i 3,23 roaunu. KanenuTabin ta iforo MeTabosiTH B OCHOBHOMY
BHBOZATBCS i3 ceuero. Exckpenis i3 ceuero - 95,5 %, BUBeJIEHHS 3 KaJoM MiHiMaibHe - 2,6 %.
OcHoBHUM MeTabosiToM y cedi € ®BAJL, sikuii cranoButs 57 % Bixg npuiinsTol 103H. [IpubimsHo
3 % npUHHATO] J103¥ BUBOAUTHCS i3 CEYEI0 Y HE3MIHEHOMY CTaHI.

KombGinorana tepartis

V xomi mocnmimkeHb (apMakOKiHETMKHM He OyJI0 BHSBICHO BIUIMBY KamenuTaliHy Ha
(apmakokiHeTuky gouerakceny ta nakiitakceny (Cmax Ta AUC) Ta BIUIMBY JOLETaKcely Ta
nakiirakceny Ha (apmakokineTuky kanmeuutabiny Tta 5-JJO@YP (HaiOinbmn BaXIHBOTO
MeTtaboniTy KanenuTabiny).

dapmakoKiHeTHKa B OCOOIMBUX Ipynax HallieHTIB

[Tonynsuiitauit papmakoKiHeTHUHMM aHa1i3 GyB BHKOHAHMIA IiC/Is JIIKyBaHHS KarnenuTabiHoM
y 103i 1250 mr/m? nBii Ha 106y 505 mauieHTiB 3 KojopeKTanbHUM pakoM. Crarh, HasBHICTH
YM BiZICYTHICTH MeTacTasiB y MEYiHKY A0 MOYaTKy JIKyBaHHS, iHJEKC 3arajlbHOro CTaHy
naiiedra 3a KapHOBCHKH, KOHIIEHTPAILisl 3aralIbHOTO GinipybiHy, CHPOBAaTKOBOIO aabOyMiHy,
aktuBHicTs AJIT i ACT He Mau j0cTOBipHOTrO BILIHBY Ha (hapmakokinetuky SI'-JIOVP, 5-
DV i ®BAJL

Xeopi 3 Memacmamuynum ypasicenHsm neyinku. 3rigHo qaHux hapMaKOKiHETHYHUX JOCIIKEHb
y XBOpHX i3 JIeTKHM i TOMIpHHM CTyNe€HeM MOopyIleHHs (yHKUii HediHKH, 00yMOBJICHUM
MeTacTa3aMH, GiofoCTymHicTh KamenutabiHy Ta ekcnosumis S-DY MOXKyTb MiJBHILYBaTHCS
MOPIBHSHO 3 NanieHTaMu 6e3 nopymenb GyHkuii nedinku. Jani 3 papMakOKIHETHKH Y XBOPHX 3
TSDKKUM NOPYIIEHHSIM QYHKIIT NEUiHKY BiICYTHI.

Xeopi 3 nopywennsm @ynkyii nupox. Ha ocHOBI (apMakOKiHETHIHOTO JOCHI/DKEHHS B
OHKOXBOPHX IIPpH pi3HOMY CTyIe€HI (BiZ JIETKOrO [0 TSDKKOTO) HHMPKOBOI HENOCTAaTHOCTI
(apMakoKiHeTHKa HE3MIHEHOro npenapaty i 5-®VY He 3anexuTh Bia Kiipency kpeatuniny (KK).
KK BrumiBae Ha Bemmuuny AUC 5'-JIOVP (36inbmenns AUC Ha 35 % — npu 3umxeHHi KK Ha 50
%) i ®OBAJl (36imsmenas AUC wna 114 % npu 3mmkenni KK nHa 50 %).
®BAJI — mertabounit, o He Ma€ aHTHIIPOJTiepaTHBHOT aKTHBHOCTI.

ITayienmu nimuvo20 6ixy: bazyiouncs Ha JaHUX MOMYJISLIHHOTO (papMaKOKiHETHYHOTO aHAIi3Y,
SKMN BKJIIOYAB MAIi€HTIB IIMPOKOTO BIKOBOro iana3ony (27-86 pokiB), 3 Skux 234 mauieHTH
(46 %) 6ynu BikoM 65 pokiB i crapiue, Bik He BruiBae Ha papmakokinetuky 5'-JIOVP i 5-OV.
AUC OBAJI 30inburyetscs 3 BikoM (30inbpmeHHst Biky Ha 20 % CynpoBOUKYBaJIOCH
30utbmenHsIM AUC OBAJI Ha 15 %), 1m10, iIMOBIpHO, 3yMOBJIEHO 3MiHOIO (DYHKIIIT HUPOK.
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Emuiuni gpaxmopu: Tlicns mepopansHOro 3acTocyBaHHs 825 Mr/M” KarenuTaGiny ABidi Ha 106y
nporsrom 14 aHIiB y nauieHTiB snoHchKoi HamioHamsHOCTI (N=18) Cmax kaneuurabiny Oyna
HIK4010 Ha 36 %, a AUC — Ha 24 % nopiBHSHO 3 nHallieHTaMu €BponeoiqHoi pacu (N=22).
[TanieHTH AMOHCHKOI HAlIOHAILHOCTI TAKOXK MatH Ha 25 % Hikuy Cmax i Ha 34 % nikay AUC
®BAJl nopiBHsHO 3 mauieHTamMH eBpomneoigHoi pacu. KiiiHidHa 3HaYuMicTh Ii€i pi3HHLI
HeBizioma. He cniocrepiraerbes cyTTeBol pisHuL B ekcrno3uuil inmmux merabomnitie (5'-APLT,
5'-IOVYP i

5-@Y).

5.3 JlokJainivHi aHi 3 0e3nexkH

VY IOoCHiMKEHHSX TOKCHYHOCTI IOBTOPHHX /03 J000Ba IepopaipHa xo3a KaneuuraliHy
SIBAHCBKMM MaKakaM Ta MHIIAaM TpPU3BOAMIA [0 TOKCHYHHX €(eKTiB /Ul IUTyHKOBO-KHIIIKOBOTO
TpaKTy, JiM(OIIHOI Ta reManoeTHYHOI CHCTEM, THITOBHX UTs roprmpumimiis. L{i TokcHuHOCTI Masi
3BOPOTHi XapakTep. Toxkcuunicts il IIKIpH, sKa XapaKTepu3yBasacs
JICT€HEPaTHBHUMIW/DETPECHBHUMH  3MiHAMH, CHOCTepiraiacsi MNpH MpHHOoMi  KarenuTabiHy.
Kanenurabin He mnpu3BoauB 10 TOKCHYHOCTI Juis mewinku Ta I[HC. CepueBo-cyanHHa
TOKCHYHICTb (HalpHKIaz, noaoBxkeHHs inTepsaiis PR ta QT) Oyia BusiBjieHa y SIBAHCHKHX MaKak
IiCJIs BHYTPIIHBOBEHHOTO 3acTocyBaHHs (100 Mr/kr), ajie He micis MOBTOPHOIO MEPOPaIbHOIO

nosysanus (1379 Mrszfﬂoﬁy).

JIBopiuHe JOCUI/DKEHHS KaHILEPOreHHOCTI HAa MHIIAX HE MPOAEMOHCTPYBAJIO CBiI4eHb
KaHIIEpOTreHHOCTI KaneuuTabiny.

ITin wac ctanaapTHUX AOCTiKEHb QEPTHIBHOCTI CIIOCTEPIranocs moripieHHs GepTHIBHOCTI
y CaMullb MHIICH, SKi OTPUMYBaIM KaneuuTaOiH; NpoTe, el epeKT MaB 3BOPOTHIH XapakTep
micys nepioy 6e3 BxuBaHHA npenapary. Kpim toro, mix yac 13-THXKHEBOTO JOCITIIKEHHS MaIX
Micie arpodiyHi Ta JereHepaTHBHI 3MiHH y PEIPOJYKTHBHUX OpraHax caMiliB MHIIIEi; MpoTe,
TakKi eeKTH Maju 3BOPOTHIiH Xapakrep micis mepiogy 6e3 BKHUBAaHHS mpemnapary (IuB. po3ain
4.6).

Y JocmipKeHHSAX eMOpPIOTOKCHYHOCTI Ta TEpaTOTeHHOCTI HAa MHIIAX  CIIOCTEPriajHch
ZI0303aJICIKHE IT1ABHIICHHS pe30pOLil IJI0/1y Ta TEPATOreHHICTh. Y MaBIl CIIOCTEPIraTHCs BUKHIHI
Ta EMPIOJIETATLHICTB TIPH 3aCTOCYBaHHI BUCOKHX 103, ajie He OyJI0 CBil4eHb TepaToreHHOCTI.

KanenuTabin He MaB MyTareHHOro eeKTy IpH JOCIIPKEHHI in vitro Ha 6akTepii (TecT Eifmca) abo
KJIITHHH CCaBIliB (aHAIi3 IeHHMX MyTauiil KIiTUH KuTaiicekoro xom’ska V79/HPRT). Ilporte,
TO/1IOHO /10 IHIIMX HYKJICO3U/IHNX aHAIorB (Hanpukiaaz, 5-OY), kanenuTabid MaB KJIaCTOreHHUM
edexr Ha mimdormTn moaunu (in vitro) Ta 6yN0 BiI3HAYEHO NO3MTHBHY TEHIEHIIO Y MHILIEH y
MIKPOSI€IPHOMY TECTi KICTKOBOTO MO3KY (in vivo).

6. @®APMALEBTHYHI BJACTHBOCTI

6.1 CnHMcOK I0NOMIKHHX PeYOBHH

Kanenurabin Axkkopa Tabnetku, Bkputi 060108k010 150 mr ta 500 mr

TabeTka
JlakTo3a 6e3BoaHa




MikpokpucTaniyHa 1eJIx0J103a
(E460) KpockapMmesno3a Hatpiio
I'inpomenosa (ES)

Marsiio creapar

OOGononka TabieTKu
[mpomenosa  (6c¢ps)

Tanex

Turany niokeun (E171)

Oxcup 3aniza yepsonwuii (E172)
Oxcup 3aniza xosruit (E172)

Kanenutabin Akkopa Ta61eTky, BKPHTI IUTiBKOBOIO 000710HKOK0 300 Mr

Tabnerka

JlakTo3a 6e3B0o1HA
Mikpokpucraniyia LEJT0J103a
(E460) KpockapMmenosa HaTpio
[inpomenosa (ES)

Marsiio creapar

OG6ononka _TabJeTKH
Inopomenosa  (6¢ps)
Tanek

Turany mniokeun (E171)

6.2 Hecymicuicts
He 3acTtocoByeThes.
6.3 Tepmin npHaaTHOCTI
3 poku
6.4 OcobanBi 3acTepeskeHHs M0/10 30epiranus

AUTIOMiHi€BO/amOMIiHi€B1 6J1iCTEPH
Ilet nikapcekuif 3aci6 He BuMarae Gyib-IKUX OCOOIMBHX YMOB 30epiranHs.

[IBX/TIBJIX/AmomiHieBi 6aictepu
He 36epiratu npu Temnepartypi suie 30°C.

6.5 Tun Ta BMICT KOHTEHHEPY

AmominieBo/amominieuit ado [IBX/TIBJIX/AmominieBuit 6mictep, mo mictates 30, 60 abo 120
TabJIeTOK, BKPUTHX IUIIBKOBOIO 0600HKOK0. KoskHa ymakoBka MicTuTb 30, 60 a6o 120 Tabrerok,
BKPUTHX ILTIBKOBOIO 00OIOHKOIO.

IMepdoposannii [IBX/TIBJIX/AmominieBuit 6rmictep omuuumi mxo3u Mmictute 30, 60 abo 120
TabJIeTOK, BKPUTHX ILTiIBKOBOIO 06010HKOI0. KoskHa ynakoBka mictuth 30 x 1, 60 x 1 ado 120 x
1 TabneToK, BKpHTHX IUIIBKOBOIO 000JIOHKOIO.




He Bc1 po3mipy ynakoBOK MOXKYTb OyTH IIPEACTaB/ICHI Ha PUHKY.
6.6 OcobauBi 3acTepeskeHHs MO0 YTHII3ALIT

Hemae ocoOmuBHX BUMOT.

7. BJIACHHK PEECTPAIIIMHOI'O ITOCBIIYEHHS
Axxopn Xenckea Jlimiten/
Axxopa Healthcare Limited
Ceiioxk  Xaye, 319, Ilianep
Poyn,
Hops Xeppoy,
Minneceke, HA1 4HF, Benuka Bpuranis/
Sage house, 319, Pinner road

— North Harrow,
Middlesex, HA1 4HF United Kingdom

8. HOMEP(-U) PEETPALIIHHOI'O INOCBITYEHHSI

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 NEPHIOI PEECTPALII/IIOAOBKEHHS PECCTPAILT
Hara nepmoi peectpauii: 20 kBiTHsa 2012 p.

Jlara octaHHBEOrO OHOBJIEHHS: 9 ciuns 2017
p.

10. JATA IEPEIJISAAY TEKCTY

JleraneHy iHpopmariio mOAO WBOrO JHKApPCHKOrO 3aco0y MOKHA 3HAWTH Ha BeO-caifTi
€Bponelicbkoro areHTCTBa 3 1iKapchKHX 3aco0iB: http://www.ema.europa.euw/.
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KOPOTKA XAPAKTEPUCTHUKA JIKAPCBKOI'O 3ACOBY
1. HA3BA JIIKAPCBKOI'O 3ACOBY

Kanenura6in Akkopy Ta6neTku, BKpHUTI IUTIBKOBOIO 00010HKO0, 150 Mr
Kanenuta6in Axkkopa Ta6ieTkn, BKpUTI IUTIBKOBOKO 000710HK00, 300 Mr
Kanenuta6in Axkkopa Ta6ieTku, BKPUTI IUTIBKOBOIO 000510HK0I0, S00 Mr

) SIKICHUM TA KVIBKICHUH CKJIAL

Kanenura6in Akkop Tab1eTku, BKpUTI IUTIBKOBOKO 00010HK0I0, 150 Mr
Kosxna Tab1eTka, BKpUTA IUTIBKOBOKO 000JIOHKOI0, MicTHTB 150 Mr KanenuTaliny.

Kanenura6in Axkopsa TabneTku, BKPUTI ILU1iBKOBOIO 000710HK010, 300 Mr
KoskHa Tab1eTKa, BKpUTA IUTIBKOBOKO 000JI0HKO0, MicTuTh 300 Mr KanenuTadiHy.

Kanenurabin Axkopa TabieTku, BKPHTI [UTiBKOBOKO 000710HK00, 500 Mr
KokHa TaGieTKa, BKPHTA IUTiIBKOBOKO 060I0HKOI0, MicTHT 500 M KanenuTabimy.

JlonoMi’kHa pe4oBHHA 3 BIIIOMHUM €(hEKTOM

Kaneuumabin Axkopd 150 me Tabremku, 6Kkpumi niieko6010 00010HKOI0
Kosxna TabeTka, BKpHTA ILUTIBKOBOIO 000JIOHKOKO, MICTHTB 7 MT JIAKTO3H O€3BO/THOI.

Kaneyumabin Axxopo 300 m2 Tabremxu, 8xpumi niieK08010 00010HKOIO
KosHa Tabj1eTKa, BKpUTA ITIBKOBOKO 000JIOHKOO, MICTHTE 15 M JIAKTO3H 0e3BOIHOT

Kaneyumabin Axxopd 500 m2 Tabremxu, 6xkpumi niieko60i0 000.10HKOIO
KoskHa TabieTka, BKpUTA IUTIBKOBOK 00OTOHKOI0, MiCTHTh 25 MI JIAKTO3H

6e3BoHOT

[1]0/10 TOBHOT'O CIHCKY JOMOMIKHUX PEYOBHH JHB. po3aia 6.1.

3. JIIKAPCBKA ®OPMA
Tabnerka, BKpUTA ITIBKOBOIO 000JIOHKOIO.

Kanenura6in Axkops TabeTku, BKpHTI IUTIBKOBOIO 000JIOHKO0, 150 Mr

TabneTkn noBractoi (opMH, JBOONMYK/i, BKPHUTI IUTIBKOBOIO OOOJOHKOIO, CBITJIO-POKEBOTO
KOJIOPY, JOBXHHOIO 11,4 MM Ta IIMPHHOIO 5,3 MM, 3 rpaBifoBaHHAM “150” Ha oJHiH CTOpPOHI i
piBHI Ha iHIIIN CTOPOHI.

Kanenura6in Axkkop TabneTku, BKPUTI IUTIBKOBOK 000/10HK00, 300 Mr

Ta6nerku noBractoi GpOpMH, IBOOMYKII, BKPHTI IJIIBKOBOKO 060JI0HKOIO, Gitoro abo Maiixke 6ijioro
KOJIbOPY, IOBKHHOKO 14,6 MM Ta IMPUHOIO 6,7 MM, 3 rpasitoBanHsaM ‘300 Ha O/THilH CTOPOHI Ta PiBHI
Ha 1HIIIH.

Kanenura6in Akkops Tab/eTku, BKPUTI IUTIBKOBOKO 000710HKOK., 500 Mr

Ta6neTku moBracToi (JOPMH, ABOOIYKI, BKPUTI IUIIBKOBOIO OOOJIOHKOIO, CBITIO-POIKEBOIO
KOJIBOPY, JOBKHHOKO 15,9 MM Ta mmpuuoio 8,4 MM, 3 rpasirosanssm “500” Ha o/Hil cTOPOHI i
piBHI Ha iHIII# CTOPOHI.




4. KJITHIYHI XAPAKTEPUCTUKHU
4.1. Iloka3aHHs 10 3aCTOCYBAHHA

Kanenurabin AKKOp/ IpU3Ha4YeHUH [UIs JIIKYBaHHS:
- B /U IOBaHTHI# Teparii micis Xipypriyaoro nikyBanHs paky o6omosoi kumks III cramii (craumis
C 3a JIptoxomM) (auB. po3ainS.1).

- KOJIOPEKTAIBHOIO PaKy 3 MeTacTa3aMu (IuB. po3ain 5.1).

- Ipenapar HepuIoro psay JUis JIKyBaHHS PO3MOBCIO/DKEHOrO paky IUTyHKa, y KoMOiHamii 3
IpernapaTaMy Ha OCHOBI IUIaTHHH (AMB. po3ain 5.1).

y kKoMOiHaii 3 fonerakcenioM (IuB. po3ain 5.1) [ JiKyBaHHS MICLEBO-PO3MOBCIO/DKEHOTO YH
METacTa3yro4yoro paKy MOJIOYHOI 3aJI03H, IIC/Is Hee(eKTHBHOI IIMTOTOKCHYHOI XiMioTeparlii,
ITonepe/Hs Teparis Majia BKIIOYATH [IperapaTd aHTPAIMKIIHOBOTO PSy.

B SAKOCTI MOHOTepamii /is JIKyBaHHS NAali€HTIB 3 MiCIEBO-PO3IOBCIO/UKCHAM YH
METAaCTa3yIO49uM PaKoM MOJIOYHOI 3aJ103H, Micyisd Hee)eKTUBHOT Tepartii, 10 BKJIFOYAa€ TaKCaHH i
MpenapaTd aHTPANMKIIHOBOTO psly, abo NpH HAsABHOCTI NpPOTUIIOKA3aHHS [0 Teparii
aHTpALMKIIIHAMH,

4.2 Cnocib 3acTocyBaHHS Ta 1034

Kanenurabin AKKOpJ MOXKe NpU3HAYaTH JMIIE KBaTi(iKOBaHWi JiKap, SKH Mae JOCBIN
3aCTOCYBaHHS aHTHHEOIUIACTMYHMX JIKapchKMX 3aco0iB. [l BCIX IAL€HTIB PEKOMEHIOBAHHMM
peTeNbHIM MOHITOPHHT IIPOTATOM MEPLIOTO [MKITY JIKYBaHHS.

JlikyBaHHS CJIil BIIMIHNTH NPH TPOIPECYBaHHI 3axXBOPIOBAaHHA a00 PO3BHTKY HENPHHHATHOI
TOKCHYHOCTI.

Po3paxyHOK cTaHIapTHOI Ta 3MEHINEHOI J03W BIATOBIIHO 118 IO TOBERXHI Tila IS
no4yarkoBux 103 npemnapary Kaneuurtabin Axkxopa 1250 mr/m* 1al000 mr/m“ HaBeaeHo y
Tabmumax 1 Ta 2 BianosigsHo.

03H

PexomenoBasi 1034 (auB. po3zin 5.1)

Monomepanis
Pak 060006071 kKuwiku, KoropexmanoHuil paxk ma paxk MOIOYHoi 3a103u

V Burisai MoHoTeparii pekoMeHoBaHa 000Ba 103a KarneuuTabiny B aJi’ FOBaHTHIH Teparii paKky
000I0BOI KHINKH, JUIA JIIKyBaHHA METAaCTaTHYHOIO KOJIOPEKTAJIBHOro paky abo MicleBo-
PO3MOBCIOKEHOTO UM METACTATHYHOTO PaKy MOJIOYHOT 37103 CTAaHOBHTH 110 1250 mMr/m? /iBidi Ha
106y (3paHKy Ta BBeuepi; eKBiBaJIEHTHO 3arajbHii 1060Bii 1031 2500 Mr/m?) mpotsarom 14 auis,
micast 4oro poOnaTh THXKHEBY IepepBy. PexkoMeHJoBaHa 3arajbHa TPUBATICTH ajl IOBAHTHOL
Teparii y namieHTiB 3 pakoM 00010801 kuiukH 11 craaii cTaHOBUTE 6 MicAIIiB.

Kombinosana mepanis
Pax 06000601 kuwiku, Ko10peKkmaibHull pax, pak wiyHKa
VY koM0iHOBaHOMY JIIKyBaHHI PEKOMEHI0BaHa [10YaTKOBA /1032 KaneuTadiny Mae OyTH 3MEHIICHA

o 800-1000 er’M2 TPH 3aCTOCYBaHHI JBi4i Ha 00y npoTarom 14 aHIB 3 HACTYITHOKO IIEPEPBOIO Y




7 nuiB, abo 10 625 Mr/M2 nBivi Ha 100y mpH Ge3mepepBHOMY 3aCTOCYBaHHI (JIHB po3zin 5.1). s

KoMOiHali 3 ipHHOTEKAHOM PEeKOMEH/IOBaHA ITo4aTkoBa Jo3a ckianae 800 Mn’M npH JABivi Ha 100y

npoTsiroM 14 JHIB 3 HACTYIIHOKO IEPEPBOIO Y 7 HIB y KoMOiHauii 3 ipuroTekanom 200 /M2 y JIeHb
1. Bxmouenns Oepaumsymaba y KoMOIHOBaHYy cXeMy HE Majo BIUIMBY Ha IIOYaTKOBY J103Y

Kanenurabiny.

[IpoTHOmOBOTHI 3aco0M Ta mpeMeauKauilo /i 3a0e3nedeHHs aJeKBATHOI rifparaiii
TIPU3HAYAIOTH MAllieHTaM, SKi OTPUMYIOTH Kanenutadin y xoMmOiHallil 3 LHCIIATHHOM, NEpel
BBEJEHHAM [MCIUIATHHY BIJANMOBIIHO JO IHCTPYKWii /I8 3aCTOCYBaHHS IMCIUIATHHY.
[TpoTnGmoBOTHI 3aco0M Ta IpeMeauKaiilo Ul 3a0e3leYeHHs aieKBaTHOI rigparanii
MPU3HAYAIOTH TAlliCHTaM, SKi OTPUMYIOTH KarenuTadiH y KoMOiHalii 3 OKCaTIIIATHHOM, Nepet
BBEJICHHSM IMCIUIATHHY Bi/MOBIAHO 4O IHCTPYKLIT /UL 3aCTOCYBAHHS OKCAJIIILIATHHY.

PexoMeH10BaHa 3arajibHa TPUBATICT a1’ FOBAHTHOI Teparil y namieHTiB 3 pakoM 060/10BOT KHLIKH

III cTanii cTaHOBUTH 6 MICAIIIB.

Pax monounoi 3anosu

VY komOGiHalii 3 J0leTaKceIoM PeKOMEHI0BaHa [10YaTKOBa noaa KaneumaGiHy JUIs JIiKyBaHHﬂ
METACTaTHYHOIO PaKy MOJIOYHOI 3271031 CTaHOBUTH 1250 Mr/M< f1Bidi Hﬁl o0y IPOTATOM 14 uiB
3 TICPEPBOIO Y 7 nmiB, y kombiHawii 3 gouerakcenoM y n03i 75 Mr/m“ y Buriasai 1-roamHHOI
BHYTPIIIHEOBEHHOT 1HDY3iT KOXHI 3 THKHI. l'lpeMem{Kanm TepOpaTEHIMH KOPTHKOCTEPOLIaMH,
TAKAMH K JIEKCAMETa30H, MMPOBOAUTHLCS BIAIOBIIHO 10 mq)opmaun 4 KopoTKi#i XapakTepuCTHIl
JoleTaKcely A0 MOYaTKy NpHHOMY JOUETakceldy y NAlli€HTiB, SKi NMpUAMArOTh KOMOIHALIO
KanenuTabiH IO JOLETaKC e

Pozpaxyuxu 003 npenapamy Kaneyumabin Axkkopo

TaGmmus 1 PospaxyHKH CTaHIApTHOI Ta 3HIKEHOI MOYaTKOBOI 103K KanermTabiry 1250 mr/m>

3aJIE)KHO BiJI TUTOMII HOBC]JXHI TiJIa.

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

[Tnomra IToBaa jo3a|KigbKicTb tabnetok|3Hmkena gosa (75|3HMkeHa  J103a
noBepxHi Tina,|1250 mr/mM*  |mo 150 mr i/ a60|%) 950 mr/m? (50 %) 625
M2 no 500 Mr Ha KOXHHH IpUiOM Mr/M>
(3paHKy i BBeuepi)
Joza ©a 1/150mr |300 Mr 500 mr Jloza Ha 1 mpuitom,|[loza Ha 1
IpUHOM, MT IIpUIOM, 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 - 4 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 - ] 5 2150 1450

TaGmuns 2 Po3paxyHKH CTaHZAPTHOI Ta 3HHXKEHOI MOYaTKoBOI 1031 Kanenurabiny 1000 Mr/m?
3aJI€JKHO BiJl IJTOI ITOBEPXHI TijIa

l

[Mo3a 1000 mr/m” (2 pasu Ha 100Y)




[Tnoma ITosaa  pmosa|Kinekicth TabJIeTOK |3HMKEHA 103a|3HHKE
noBepxHi Tina,|1250 mr/mM?  |mo 150 MT i/ a6o|(75 %) 950|ua
m? mo 500 Mr Ha KOXHHH mpuitom|Mr/m> J103a
(3paHKy 1 BBeuepi) (50 %)
625
Mr/m?
Josza wa 1{150mr (300 mr 500 mr Joza mwa 1{[o3a Ha 1
NpUHOM, MpHHOM, MT npuioM, 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 - - 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 - B 5 1950 1300
2,07-2,18 (2650 1 - 5 2000 1300
>2.19 2800 . 1 5 2150 1450

Kopuzveanus 0o3zu nio yac 1iKysanHs

3azanvui pexomenoayii

SIBuma TokcumuHocti npu nikysanHi Kamenmbexcom 500 MokHa yCyHYTH 3@ JOIIOMOTOIO
CHMITTOMATHYHOI Tepanii Ta/abo 3MiHM 103W (IepepBaBIIM JTiKYBaHHA 4¥ 3MEHLIMBIIH 103y
npemapary). SIKIO 103y JOBENOCS 3MEHIMTH, Hajgam il He 30imburyiors. [Ipu sBHINAx
TOKCHYHOCTI, #Ki, Ha AYMKYy Jikapsi, MaJIOHMOBIpPHO, CTaHYTh CepiosHumu 4 OyayTh
3arpoXKyBaTH JKHTTIO, HANpPHKIA, IONEULis, 3MiHAa CMaKy, 3MiHH y CTPYKTYpi HirTiB,
3aCTOCYBAHHS TIPENapaTy MOYHA POJIOBKYBATH B Tiii caMmilf /031, He MepepHBaOYH JIKYBAHHA
Ta HE 3MEHINYIOYH JI03y Iperapary.

ITamieHTiB, SKi OTPHMYIOTH KarneuuTaGiH, HEOOXiJHO MOIEPEIMTH, IO JiKyBaHHS MOTPIOHO
NIPUIMHATH y Pa3i PO3BATKY TIOMIpHUX a60 TSHKKUX TOKCHYHHX PeaKiliif. SIKIIo yepe3 TOKCHHHI
sBUIIA GyJI0 MPOIYIIEHO Kilbka MpUHOMIB KaneuuTabiHy, TO IPOMNYIIEH] 103K HE MOTPIOHO
3aCTOCOBYBaTH J0AAaTKOBO. PeKOMCHIOBaHI 3MiHH 103 y 3B’fI3KY 3 TOKCHUHICTIO BHKJIAIEHO
HIKYe:

Kanenura6in Axkopa TadieTky, BKPHUTI IUIBKOBOK 000710HK0I0 150 Mr Ta 500Mr

Ta6mns 3 Cxema 3HMKeHHA 1034 (3-THXKHEBHIT Kype abo Ge3nepepBHE JTiKyBaHH:).

CTyninb TOKCHYHOCTI *  [3MIiHM 103H NIPOTATOM Kypey Tepanii I[Kopurysan
HSl 103U s
HACTYIHOI'0

Cmynino [ J103y HE 3MIHIOIOTh Jlo3y HE
BMIHIOIOTh

Cmynine 11

- 3 TIEPIIOIO TIOSBOK O3HAK|IPHIIMHHUTH TEPAIilo, JOKH O3HaKH TokcHyHOCTI He|100%

TOKCHUYHOCTI 3MeHIarbes 10 crynens 0-1

- 3 JAPYror IOSBOIO O3HAK 75 %

TOKCHYHOCTI

- 3 TPETHOI IOSBOIO 03HAK 50%

TOKCHYHOCTI

)




3 HETBECPTOH II0ABOHO

BIIMIHHTH Ipernapar

JOKH O3HAaKM TOKCHYHOCTI HE 3MEHIIAThCA JI0
crynens 0-1.

03HAK TOKCHYHOCTI
Cmynino 11
- 3 MEpUIOI0 MOABOIO O3HAK|[MPUIHHUTH Tepamilo, JOKK 03HAKH TOKCHYHOCTI He|75 %
TOKCHYHOCTI 3MeHIaTbes 10 crynens 0-1
- 3 JIPYrow IIOSBOIO O3HaK 50%
TOKCHYHOCTI
- 3 TPETHOIO IMOSBOIO O3HAK|BIMIHHTH Mpenapar
TOKCHYHOCTI
Cmynine IV
- 3 [IEPIIOK0 IMOSBOIO O3HAK|BIAMIHUTH IIpernapar 50%
TOKCHYHOCTI abo,
AKII0O B  I1HTEpecaXx XBOpOIO JMKyBaHHSA
HEOOXiJHO  MPOMOBXKHUTH, NPUIHHUTH TEpariio,

- 3 JIpYrolo IOSBOK O3HAaK
TOKCHYHOCTI

BIAMIHUTH IIpernapar

Kanenurabin Axkkop;t TabneTki. BKpUTA IIIBKOBOIO 00010HK0K0 300 Mr

Tab6muis 4 Cxema 3HmkenHs 1031 Kanenurabiny (3-TixkHeBuit Kype abo Ge3mnepepBHE TiKyBaHHS).

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

ITnoma noepxni|lloBna no3a|KigbkicTs tabnerok|3Hmwkena nosa (75|3nmkena  jgo3a
Tina, M 1250 mr/M?>  |mo 150 wmr i/ a6o|%) 950 mr/m? (50 %) 625 mr/m>
mo 500 Mr Ha KOXHHH
npuiiom  (3paHKY |
BBEYEPI)
Jo3a ©Ha 1/150wmr 500 mr Jo3a nva 1 mpwmiiom,|/loza  Ha 1
NPpUAOM, MT MT [IPUKOM, 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 - - 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 - ] 1950 1300
2,07-2,18 2650 1 S 2000 1300
>2,19 2800 2 : 2150 1450

*BIANOBIZHO /10 3arajJbHUX KpUTEpiiB TOKCHYHOCTI ['pynmu KIiHIYHHX BHIPOOYBaHb
Harionansroro inctutyty paky Kanamu (NJIC CTG) (Bepcist 1) abo 3aranpHUX KpHTepiiB
tepminonorii moxo nobiunux edexris (CTCAE) IIporpamu ouinku teparii paxy, HamionamsHuii
iHcTuTyT paky CIIIA, Bepcis 4.0. 111010 JOIOHHO-IIIOIIOBHOTO CHHPOMY Ta rinepOitipyOiHemii

JUB. po3ain 4.4.

['emamonoziuna mokcuunicme
IMauieHTis 3 BUXiTHuM piBHEM HeliTpodinis <1,5 x 10%/1 Ta/abo TpomGonuTis <100 x 10%/1 e

CIIiJ1 MiKyBaTH KamenuTabinoM. SIKIo He 3aruTaHoBaHi 1abopaTopHi aHamli3| JIEMOHCTPYIOTS, 110
LT 9ac Kypcy JiKyBaHHs! piBeHb HelTpo(inis Bnas Hukde 1,0 x 10°/1 a6o piBeHb TPOMGOLHUTIB




mkde 75 x 10°/71, nikyBaHHsS KanenuTabiHOM CIIiJl IepepBaTH.

Moougpikayii 003u y 36 43Ky 3 MOKCUHHICMIO, KOAU KANEYUMADIH 6UKOPUCIMOBYEMDCALY gu2nAoi
3-mudicnego20 kypcy y kombinayii 3 inuumu NikapcokuMu 3aco6amu

Monudixanii 1034 y 383Ky 3 TOKCHYHICTIO, KO/ KaneluTadiH BUKOPHCTOBYETHCS Y BUIJISAIL
3-THXKHEBOTO Kypcy y KomOiHamii 3 iHIIAMH JiKapCbKAMH 3aC00aMH, MalOTh 3IiHCHIOBATHCS
BiAMOBiHO 10 Tabmumi 3 Buie /Ui KamenuTabiHy Ta BiANOBiAHO 10 BimoBiTHMX KOpOTKHX
XapaKTePHCTHK JIIKAPCHKOTo 3ac00y 1HIIOro JIKAapchKoro 3aco0y(-iB).

Ha noyarky Kypcy JiKyBaHHs., SKIIO I0Ka3aHO Bi/IK/IAJICHH JiKyBaHHS y 3B’ 43Ky 3 KarenuTadiHoM
a60 IHIIMM JIKapChKHM 3ac060M(-aMH), T 3aCTOCYBaHHs Beiei Tepartii C/1i/1 BIIK/IACTH, TIOKH HE
6y/1yTh BUKOHAHI BUMOTH IIOJ0 TIOYATKY IPHIHOMY BCi JIKapChKUX 3aC00iB.

[lix wac Kypcy JiKyBaHHS IWIOAO TOKCHYHOCTEH, AKi Jikap BBaXae HE [OB A3AHMMH 3
KarenuTaGiHOM, MpUHOM KameluTaGiHy c/Til TPoI0BKyBaTH, a 103y iHIIOTO JTiKapehKoro 3acody
BiJIKOPHIYBaTH BiIOBLHO [0 HAIEKHOI iHpopMartii [HCTPyKUii 11010 3aCTOCYBAHHSA JKapchKOro
3aco0y.

SIkmo iHmmit TikapchKuMit 3aci6(-u) MaroTh GyTH BiMIHEH] IOCTIHHO, TKYBaHHS KalleHTabiHOM
MOJKHA BIAHOBHTH, KOJIH JOTPHMYIOTHCS BHMOTH INOJO BiJHOBIEHHS JIKYBaHHS
KanenuTabiHOM.

Vkazani pekoMeH/Iallii CTOCYIOThCS BCiX MOKa3aHb JUIA 3aCTOCYBaHHS Ta BCIX IpyIl MaLi€HTIB.
Mooudgpixayii  do3u 'y 36’A3KYy 3  MOKCUYHICMIO,  KOIU Kaneyumabin — nOCMIUHO
BUKOPUCMOBYEMBCSA Y KOMOIHAYIT 3 THUUMU NIKAPCOKUMU 3acobamu

Moudikamii 1034 y 38’43Ky 3 TOKCHYHICTIO, KOJIH KaneuuTadlH BUKOPHCTOBYETCH MOCTINHO Y
KOoMOiHaI] 3 IHITMMH TiKApCHKUMHU 3ac00aMH, MAlOTh 3A1HCHIOBATHCS Bianosiano o Tabnwmi 3
BHIIE /118 KAnenuTabiny Ta BiMOBiIHO /10 BiAmoBiHAX KOPOTKHX XapaKTePHCTHK JIKAPCHKOTO
3aco0y iHIIOrO JiKapchKoro 3aco0y(-iB).

Kopueveanus 003u 6 0cobIUBUX 2PYNAX NAYIEHMIE

Ileuinkoea Hedoocmamuicme

JlaHi 110710 Ge3rexy Ta eEKTHBHOCTI Y Mali€HTiB 3 e4iHKOBOIO HEIOCTATHICTIO HEIOCTaTHI VI
HaJaHHsA PeKOMEHJAlil 3 MpHBOAY KopurysamHs 103y. Hemae xonmoi indopmauii mono
MEeYiHKOBO1 HEIOCTATHOCTI BHACIIIOK LIUPO3Y UM IEMaTUTY.

Hupxoea neoocmamnicme

KanenutaGiH NpPOTHIIOKA3aHMI MAIiEHTAM 3 TSDKKOIO HMPKOBOKO HEJIOCTATHICTIO (KIIpEeHC
kpeatuniny mHwkue 30 m/xsur [3a Kokpodrom-T'onrom] Ha BuxizHOMY piBHi). YactoTa
BUHMKHEHHs [TOOIYHIX peaKiliif cTyrens 3 abo 4 y MalieHTis 3 NOMIPHOIO HUPKOBOIO HEZIOCTATHICTIO
(xmipenc kpearuiny 30-50 MUI/XBHJI. Ha BHMXiJHOMY piBHI) MiJBHIIyBanach y TIOPIiBHSIHHI 3
3araybHOKO MOMYILiE0. Y MAIIEHTIB 3 TOMIPHOK HUPKOBOKO HEJOCTATHICTIO HA BUXITHOMY piBHI

PEKOMEH/IOBAHO 3HMKEHHsS 03U 10 75% Jud modarkosoi no3u y 1250 wmr/m2, Y mauientis 3
TOMIPHOKO HHPKOBOKO HEJOCTATHICTIO HA BUXITHOMY DiBHi He MOTPOiHE JKO/HE KOPHIYBAHHS 1031

st movatkoBoi o3u 1000 Mr/M2. Y TamieHTiB 3 1erkoio HUPKOBOIO HEOCTATHICTIO (KJIipeHC
KkpeaTuriny 51-80 MI/XBHJI. Ha BHXITHOMY piBHI) HE PEKOMEH[OBAHO JKOIHOTO KOPHIyBaHHs
no4atkoBoi z103u. [Tpu BunrmkHeHHi no6iunux seum II, III uu IV crynens pekoMeHIOBaHUMU
peTenbHMM MOHITODHHT, HeraifHa BiZMiHa JIiKyBaHHs Ta 3MiHa J103H BiANOBIAHO 210 tabmuni 3.
SIKIIO PO3PAXOBAHMIA KIPEHC KpEaTHHiMy TIPOTAroM JIKYBaHHsA 3HHKYETHCA /10 3HaueHHs Hivkye 30
MJ/XBWIL., TIpHiioM mpenapaty Kanenwtabin Akxopa ciix mpumuuuTd. Taki pekomerzamii 3
KOPHIYBAHHs JI03H y 3B’ 513Ky 3 HHPKOBOIO HE/IOCTATHICTIO 3aCTOCOBYIOTBCS SIK 10 MOHOTepaIlii, TaK
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i 10 KOMOIHOBAaHOrO 3acTOCYBaHHs (IUB. TAKOX po3/ain “TlamieHTH TTHHOTO BIKY' HHKYE).

Hayienmu nimuvoeo 6iky

KopuryBaHHs 10YaTKOBOI JI03M Np¥ MOHOTepamii KameuutadiHoM He moTpibHe. IIpoTe y
XBOpHX BikoM moHa 60 pokis sBuia Il Ta IV cTymeHiB TOKCHYHOCTI PO3BHBAINCS YacTilue,
HiXK Y MOJIO/IUX NaIli€HTiB. ‘
I1pu 3acrocyBanHi KanenuTabiHy B KOMOiHALIT 3 iHINMMHM JTiKapCHKHMH 3aC00aMH Y XBOPHX
niTHBOTO BiKy (> 65 pokiB) BimsHauwamacs Gimbiua wactorta HebGaxanux edexrtis III Ta IV
CTYIEHIB TOKCHYHOCTI, BKJIIOYAIOUM Ti, SKi MPU3BEIH 0 BiAMiHM JiKyBaHHS, IOPIBHAHO 3
XBOPHMH MOJIOJIIIOrO BiKy. PEeKOMEHIOBaHMH peTENbHHIl MOHITOPHHT Nali€HTiB BikoM =60
POKiB.

Ilpu nikyBaHHi KamermrtaGiHom y komGinawmii 3. [Taumientam 1mi€i BikoBoi KaTeropii mnpu
KOMOGIHOBaHOMY JIiKyBaHHI KamemuTaOiHOM Ta JoIeTakcenoM. Po3paxyHKH HaBEICHO Y
Tabiuui 2.

Ipu nikyBanni Kanenu6excom 500 y komGiHawii 3 ipHHOTEKaHOM JUIsl XBOPUX BiKOM IoHaz 65
POKIiB PeKOMEH/Iy€ThCS 3MEHIIHTH MoyaTkoBy 103y KanenuGekcy 500 1o 800 mr/m2 nsivi Ha
no0y.

- V kombGinayii 3 doyemaxcenom: y XBopuX BikoM roHaj 60 poKiB Bi3Ha4anocs 301IbIICHHS
YaCTOTH NMOGIYHMX PEeaKIliif, OBA3aHUX 3 JIKYBaHHSM Ta cepifosaux HeOaxanux edexris 111 Ta IV
CTymeHiB TokcHuHOcTi (muB. posain 5.1). IMamientam Bikom Bix 60 pokiB i Olmbie
PEKOMEH/TyeThCs 3MEHIIMTH o4aTkoBy 03y Kanermbexcy 500 xo 75 % (950 Mr/M2 JBiyi Ha
106y). SIkmo y mamienTiB >60 pokiB, fKi JIKyBaIMCs [OYAaTKOBOIO /103010 KanmeuutabiHy y
KOMOIHAIIT 3 JOLETAKCeIOM HE CIIOCTEPIraeThesl KOAHOT TOKCHIHOCTI, 103y KarneuuTabiny MOXKHa

obepexHo miguaTu 10 1250 Mr/m2

Jlimu
He 3acTOCOBYETBCS BiANOBIAHOrO BUKOPHCTAHHSA KanelUTaOiHy y AITEH 3a MOKa3aHHAMHPAK
060/10B0T KHIIIKH, KOJIOPEKTAIBHUN paK, PaK IUTYHKY Ta Pak MOJIOYHO]I 3a7I03H.

nBivi Ha 100Yy.

Crioci6 3acTocyBaHHS
Kanenuta6in Axkops Ta6/eTku KOBTAOTb 3 JOCTATHBOKO KUbKICTIO BO/M yepe3 30 XBHJIMH ITiCIIs DKi.

4.3.IlpoTunoxka3anus

TsKki, y TOMY uMCIIi HeOUiKyBaHi peakiii Ha JTiKyBaHHS GTOPIipUMIIMHOM.

. linepuymmuBicts 10 Kamenutabiny abo m0 Oyap-AKOro KOMIIOHEHTa Ipemnapary,
nepesniveHoro y posaiii 6.1, abo propypauniy.

. N Nalli€HTIB 3 BiZIOMOIO TIOBHOIO BiJICYTHICTIO AKTHUBHOCTI

JIT1IpOTI pUMiIMHIET i ApOreHasy (AMB. po3/in 4.4).

BariTHIiCTb Ta rOAyBaHHS IPYIO.

Tsxka jeiiKoneHis, HeMTpoIeHist, TPOMOOLUTOMEHIS.

Tsoxki mopyiueHHs GyHKIIT MEYiHKY.

TsKKa HUPKOBA HEOCTATHICTS (KTipeHe KpeaTuHiny < 30 MyI/XB).

OnHOYacHHH NpUoM COPHUBYAMHY a0 HOro CTPYKTYpPHHX aHAJIOTIB THIY OpUBYIHHY

(muB. po3ain 4.5).

. ITpoTHnokasaHHs s 3aCTOCYBaHHs Oy/1b-SKOTO0 JIKapchKOro 3acofy, 110 3aCTOCOBYIOTh B
KoMOiHamii.

4.4 Oco0/uBi 3acTepeskeHHs 010 BHKOPHCTAHHSA

Toxcu4yHa Jid, 0 3aJ1eKUTh BiJl JIO3H
TokcuuHa Aisi, IO 3aNeKUTH BiJ J03H, BKIIOYaE Aiapero, Oilb y JKMBOTI, HYJIOTY, CTOMATHT,




JIOJIOHHO-TIIIOMOBHMH CHHAPOM (CHHOHIMH: JIOJOHHO-TI/IONIOBHA epHTpoau3ecTesis  abo
nepudepryHa epuTeMa, ClipHuMHeHa XimMioTepartielo). Binbiicts Hebaxanux epexriB 060poTHi i
HE OTPeOYIOTH MOBHOI Bi/IMiHHM Mpenapary, Xo4a MoKe BUHHKHYTH HEOOXIIHICTh y KOPEKIIii 1031
abo THMYAcOBi# BiIMiHI Tpenapary.

Hiapes

XBOPHX 3 TSKKOIO Jiapeeio CJIiJ PeTeNbHO CIOCTepiraTH, HMPOBOAAYM M perijparauiio i
BiJHOBIIEHHS| BTPATH eJIEKTPOJITIB NpH Jeriaparamii. 3a MOKa3aHHSAM fKOMOra paHiuie
PEKOMEH/IyEThCS IIPH3HAYATH CTAHAAPTHI MPOTHiapeiHi IpenapaTy (HanpHUKIaz Jonepamin).
Hiapes II crynens 3a kputepismu Hauionansaoro inctutyty paky Kanamu (NAIC CTC, Bepcis
2) BH3HAYAETBCS AK 30UIBIICHHS KinbkocTi Aedexauiii 1o 4-6 pasiB Ha 100y um aedexauii
BHOui; aiapes III crymens — sk 36inblIeHHs KiabKocTi Aedekauiit 1o 7-9 pasis Ha 100y 4u
HeTpHMAaHHS Kaily i MansabcopOitis; siapes [V cTymneHs — sk 301IbIIeH S KilbKocTi AedeKartii
> 10/m06y abo MacuBHa jiapes 3 JOMilIKamu KpoBi, abo HEeOOXiJHICTh MPU3HAYCHHS
IapeHTepaIbHIX BIMBaHb. IIpu HEoOXiTHOCTI 103y Mpenapary CIij 3MEHIIHTH (IUB. PO3AL
4.2).

3nesoomnenHs

Heo6xiHO MOMepe uKyBaTH PO3BUTOK JIeriAparalii Ta 3/1iiiCHIOBaTH KOPEKIiio Jeriaparalii y
pasi ii BuHHKHeHHs. Jlerinpartaiisd MOXKe IIBHAKO PO3BHHYTHCH Y XBOPHX 3 AHOPEKCIEI0,
aCTEHi€I0, HY/I0TOKO, OJIIOBAHHSAM 4H Jliapecto. 3HEBOJHEHHS MOXKe BUKJIMKATH rOCTPY HUPKOBY
HEOCTATHICTH, 0COBIIMBO Y NAIiEHTIB 3 NIONEPEIHBO ICHYIOYHM MOTipIIEHHM QYHKIIIT HHPOK abo
KOJM KaneuuTabiH TpPHIAMAEThCS BOJHOYAC 3 BIZOMHMH HE(QPOTOKCHUHMMH eheKTaMu
3acobamn. 1'0CTpa HMPKOBA HEJOCTATHICTH BHACIIZOK 3HEBOJHEHHS MOXe OyTH MOTEHLIHHO
netansHoio. Ilpu mossi aerigpatauii II crymens (aGo BHINe) JiKyBaHHS KarenuTabiHoM
HEOOXiIHO HeraiHo PAIHHATH Ta IPOBECTH KOPEKIiIo AerifpaTanii. BiTHOBICHHS TiKyBaHHS
MOJKIIMBE TIPH aJleKBaTHiil KopeKuii Aeriparauii Ta KOPeKIii/KOHTPoIi NPUIHH npenumiTanii.
Kopexilisi 03M y pa3i BUHUKHEHHs MPEUHIITYIOUMX MOGIYHMX SBHIL MPOBOTHTHCA Y pasi
HeobxigHocTi (auB. pos3ain 4.2).

Hononno-nioouto6Hull cunopom
JIOTIOHHO-T1i TOMOBHHH CHHIPOM, TAKOK BiZIOMUH SIK I0JIOHHO-TiIOIIOBHA IUKipHA peakitis abo
JIOJIOHHO-TIIOMOBHA ~ epUTpojau3ecTe3is abo mnepupepudHa epuUTeMa,  CHPHYMHEHA
XiMioTepamniero.

JIOJIOHHO-TIIIOIOBHIN CHHAPOM | CTyNeHst He MOpPYLIYe INOJCHHOI aKTUBHOCTI XBOPOTO i
IPOSBISETHCS OHIMIHHAM, TApPECTE3isMH, AM3ECTE3isMM, I[IOKOIIOBAHHSM, 0e300TiCHIM
HabpsAKoM a60 MOYEPBOHIHHAM JI0JIOHB 1/a00 MiI0II0B, AUCKOMPOPTOM.
JIOJIOHHO-TIOMOBHAN cHEApoM Il CTymeHs NpOSBIsSEThCS OOMTICHAM MOYEPBOHIHHIM i
HaOpAKaMH KHCTi pyK /260 MiZOMOB; CIPUYMHEHNH MMM TIPOSBaMH AMCKOM(OPT MOpyIIye
IIOJICHHY aKTUBHICTh XBOPOTO.

JloyoHHO-TigomoBHIH cuHapoM III CTyneHs BH3HA4Ya€ThCs fK BOJIOTa JECKBamalis,
YTBOPEHHS BHPA30K, T0SBA MyXHUPiB i ToCTpuil Gk I0MOHE Ta/abo MifoImoB Ta/ad0 TSKKHMA
1ckoM(OPT, 1O HE Ja€ MOKJ/IMBOCTI MAllieHTaM 3/1iCHIOBATH IIOJICHHY aKTHBHICTh. CTifKuil
ab0 TSHKKHI JOJOHHO-TTIIOMIOBHUM CHHAPOM (CTYIIEHSI 2 Ta BUIIE) MOXKE 3PEIITOI0 NIPH3BECTH 10
BTpATH BiZIOMTKIB NMATBIIB, O MOXe BIUIMHYTH Ha MOXJIHMBICTb ifeHTH(iKauii namienta. Y pasi
TOSIBH JIOJIOHHO-TI101IoBHOr0 cHEpoMy 11 abo 111 cTyrers npuiiom KarneruTabiHy I IPUIHHUTH
10 3HMKHEHHS CHMITTOMIB a00 iX 3MeHIIeHHs 70 | cTyneHs; npy HacTynHii nossi curapomy 111
CTYNeHs 103y KamenurtaOiHy MOTPIOHO 3MEHIIMTH. XBOPHM, SIKi OJHOYACHO OTPHMYIOTh
KanenuTaOiH 1 IUCIJIaTHH, 3aCTOCYBaHHs BitaMiHy B6 (Mipu10KCHH) 3 METOKO CUMITTOMATHIHOI'0 Y1
BTOPUHHOTO NPOPLIAKTHYHOrO JIKyBaHHS J0JIOHHO-IIIOMIOBHOIO CHHIAPOMY HE PEKOMEH/IYEThCS,
OCKUIBKM 3TiHO OIYGNIKOBAHMX 3BITiB NE MOMKE MPH3BECTH IO 3HHKSHHA E(QEeKTHBHOCTI
wcIIaThiy. ICHYIOTS IeBHi CBiT4EHHS TOTO, IO AEKCIIAHTEHOT € e)eKTHBHIM /Uit IPO(UIAKTHKH
JIOJIOHHO-TTI/IOMIOBHOTO CHHAPOMY y MaIlieHTiB, IO JiKyloThes mpemaparom Kanenurabin




AKKoOpA.

KapaioToKCHYHICTh

CHeKkTp KapIiOTOKCHYHOCTI TPH JIKYBaHHI KamequTabiHoM aHAJOTiYHHH TakoMmy IMpH
3aCTOCYBaHHi iHmMX (QTOpHipHMinuHIB i BKIIOYAE iH(apKT MioKap/ia, CTEHOKap/iio, apuTMil,
Kap/iOreHHH} IIOK, PANTOBY CMEPTh, 3yNHHKY CEpLd, CEPLEBY nenocrarHicTs 1 3minu EKT
(Bktrouaroun mososkenHs imreppamy QT). Lli moGiuni edekTu yacTile XapakTepHi Uid
narienTiB 3 imemiuno© XBopoGoko cepis. IIpu 3actocyBaHHi KamenuTaGiHy MOBIIOMIIAIOCH
MpO BHIAJKK CEPLEBHX apUTMiH (BKIFOYAIOYH HTyHOYKOBY dibpinsuito, mipyeTHy Taxikapiio
Ta GpaguKapaio), cTeHoKapil, indapkTy Miokapza, cepueBoi HEZ0CTaTHOCTI, KapAioMiomnarii.
IIpu npu3HAdYeHHi NpenapaTy NalieHTaM i3 KIHIYHO 3HAYYIIMM 3aXBOPIOBAHHAM CEpPLU,
ApUTMisIMH | CTEHOKapIiEl0 HeoOXiIHO BUSBIATH 00epexKHICTH (AUB. po3ztii 4.8).

["ino- abo rinepranblieMis

TTix wac JiKyBaHHS KanenuTaGiHOM MOBIIOMIIOCS TMPO BHNAJKH Tilo- abo rinepKabIieMii.
Crnig J0TpuMyBaTHCs OOEPEXKHOCTI y MAUi€HTIB 3  IONEPEIHBO icHyto4oro rimo- abo
rinepkainbiiemiero (IuB. po3ain 4.8).

3axBOPIOBAHHS IIEHTPAIBHOI 200 nepudepUIHOT HEPBOBOT CHCTEMH

Cnix moTpumyBaTHcs OOEpEeXHOCTI y TAI€HTIB 3 3aXBOPIOBAHHAMH nenTpaipHOi  abo
neprepHIHOi HEPBOBOT CHCTEMH, HAPHKIIANL, METACTa3aMHU B IOJIOBHUH MO30K IH HEBPOIATIEI0
(muB. po3nin 4.8).

[{ykposuii giaGer a0 mopymeHHs GaaHCy eNeKTPOITIB

Crix moTpuMmyBaTHCs 00EpeXkHOCTI y MALi€HTIB 3 IYKPOBHM niaberom abo MOPYLICHHSAMH
GanaHcy €eNeKTPOJITIB, OCKUIBKH Ili 3aXBOPIOBAHHS MOYKYTb MOCHIFOBATHCSH M 4ac JIKyBaHHS
KarnenutabiHoM,

AHTHKOAryJISHTH — HOX1IHI KYMapuHy

V xom JOCT/UKGHHS B3a€MOJii 3 BHKOPHCTAHHSM OJHOPa30BOi /103U Bapdapuny
CIIOCTEPIraocs CyTTeBe 301IbIICHHS Cepe/IHbOT BETMYHHH IO i/l KPMBOKO «KOHLIEHTpAallisi-
yac» (AUC) S-Bapdapuny (Ha 57 %), IO CBITYHTH IPO HASBHICTH B3a€MOJIii, BipOriJHO, B
pe3ynbTaTi TIpUTHIYEHHS KanenuTaGiHoM 130(epMEHTY CHCTEMH LHTOXPOMY P450 2C9.
XBopHM, SKi OJHOYACHO MpHiiMaIOTh KarenuTabiH i OpaibHi AHTHKOAryJISHTH — TOXiaHi
KyMapyHy, HEOOXiJHO IPOBOJIMTH JETAIbHAA MOHITOPHHT MOKa3HHUKIB 3rOpTaHHS KpOBI
(Mi>KHApOJHE HOpMAli30BaHE CIiBBiHOLICHHS YH npoTpoMbiHoBHi uac) 1 mixOuparH
Bi/MOBIIHY 103y aHTHKOATYJIAHTY (MB. po3ai1 4.5).

[leuyiHKOBa HEJIOCTATHICTD

Y 3B’S13KY 3 Bi/ICYTHICTIO IaHUX 3 Ge3MeKH Ta ePEKTUBHOCTI VIS XBOPUX 3 OPYIICHHAM byHKuii
MeyiHK¥ 3aCTOCYBaHHS KamenurabiHy HEOOXiZHO pEeTelbHO MOHITOpYBaTH y MALIEHTIB 3
nopyiieHHsM (GYHKIII MEYiHKH JIETKOr0 Ta CEPEIHBOro CTYNCH:A TSDKKOCTI HE3aJIEKHO Bil
HASBHOCTI YM BIZCYTHOCTi METACTa3iB y IediHKy. SIKIIO B pe3y bTati JiKyBaHHs KarneuTabiHoM
CIOCTEpiracThCs T IBUINEHHS piBHs Ginipy6iny Ginbu HixK y 3 pas Bij BEPXHBOI MEX1 HOPMH,
ab0 TABHILYETHCS aKTHBHICTH MevinkoBuX aminoTpancdepas (AJIT, ACT) Ginmpne HIX Y 2,5
pasu TOPIBHSHO 3 BEPXHBOIO MEXKEIO HOPMH, 3aCTOCYBaHHA KarenuTabiHy CJIiJl IPUIIMHHATH.
JlikyBaHHS KaneluTabiHOM MOXHA BiIHOBUTH IIPH 3HMKEHHI piBHs 6inipy6iny mo <3.0 x BMH
i AKTMBHOCTI NMEYiHKOBUX TpaHCaMiHa3 HuKkde < 2.5 x BMH.

HupkoBa HEJIOCTATHICTE
YactoTa BUHAKHEHHA nobiunux peakuiit Il Ta IV crynens y XBOpHuX 3 NOPYIICHHIM (GyHKLiT
HUPOK CEPEIHBOr0 CTYNEHs THKKOCTI (KIIPEeHC kpeatuniny — 30-50 MJI/XB) miIBHIICHA




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

Jedinut murigponipumiunerigporenasy (JI11)

Inoxi BHachimox aedimuty aktusHOocTi AI1J] criocTepiranacs HeOYiKyBaHa TSKKa TOKCHYHICTb
(HampWKNa[, CTOMATHT, Jiapesi, 3alajeHHA CIM30BAX OOOIOHOK, HEHTpOIeHis Ta
HeHpPOTOKCHUHICTB), OB s3aHa 3 S-dropypaiuioM (5-OV).

V namienTis 3 Hu3bkoto aktaBHicTIo JII1]] a6o Biacytrictio akrusHocti JI1/1, hepmenty, skui
Gepe ydacTh y poO3LICIUIEHHI (Topypauuily, icHye MiABHIIEHHH PH3UK BHHMKHEHHS TSDKKHX,
He6e3MeYHuX I KUTTA a00 JTeTaTbHUX 001 YHHX peamm CIIPUYMHEHHX Q)Topypaunnom Xoua
nedimur JII1J] HEMOXJIMBO BCTAaHOBHTH TOYHO, BIIOMO, IO Y nami€eHTiB 3 TEBHUMM
FOMO3UTOTHUMH a00 JIESKUMH KOMOIHOBAaHMMH I€TEPO3HTOTHUMH MYTalliiMH B I€HCTHYHOMY
nokyci DPYD (Hanpnman, papiantt DPYD*2A, ¢.1679T>G, ¢.2846A>T Ta
¢.1236G>A/HapB3), sKi MOXyTb CIPHYMHHMTH TMOBHY a00 NpPaKTHYHO MOBHY BIZICYTHICTb
dbepmentHoi axtuBHocTi I/l (3a BH3HAYeHHsM 1abOpPaTOPHUX AHAII3IB), CHOCTepIFaETI:Cﬁ
HAMBUIIMH PU3HK HeGe3MeYHOT UIsl )KUTTS a00 JIeTabHOT TOKCHYHOCTI, 1 TAKHX TMAIi€EHTIB HE CIIi/
nikyBatu npemaparoM Kanerurabin Axxopa (aus. posain 4.3). Jlns MAli€HTIB 3 TOBHOIO
BizcyTHicTIO akTHBHOCTI J[1]] HeMae 1034 3 J10BEIEHOIO GE3NEeKO0.

[lamieHTH 3 NEBHMMH reTepo3uroTHEMH Bapiantamu DPYD (Briodarouu DPYD*2A,
c.1679T>G, ¢.2846A>T Ta ¢.1236G>A/HapB3) NpOAEMOHCTPYBATH TIJBUIICHAN PHU3HK
BHHUKHEHHS TSDKKOT TOKCHYHOCTI [PH JIKyBaHHI KalelUTabiHOM.

YacroTa retepo3urotHoro resotuiy DPYD*2A y reni DPYD y nauientis €BPOIICOIIHOI pacH
cTaHoBHTB 6yH3BK0 1%, 1,1% s ¢.2846A>T, 2,6-6,3% muist BapianTis ¢.1236G>A/HapB3 Ta Bin
0,07 10 0,1% mn  ¢.1679T>G. PeKOMeHIyeTbCsl [EHOTUIBAHHS JUIs IMX aleledl 3 Merod
BH3HAYCHHS NAICHTIB 3 TIBAIIEHAM PH3HKOM I[0/10 BUHMKHEHHS TSDKKOI TOKCHYHOCTIY . Jlani oo
yacToTH Takux BapiantiB DPYD B iHIMX Ipynax NaiieHTiB, OKPiM €BPOMEOi/IB, obmexeni. He
MOYKHA BHKJTIOYATH, [0 {HII PiAKICHI BapiaHTH Tako) MOXYTb OyTH IOB’S3aHi 3 IIIBHIICHAM
PU3UKOM TSKKOT TOKCHYHOCTI.

IManientis 3 yactkosuM Aedimmrom JI1JI (30kpema 3 reteposurotsi myramii resa DPYD) i
SKIO BBAXAIOTE, 1O KOPHCTH 3aCTOCYBAHH: Nperapary Kanerutabin AKKOpPHI nepeBaKae
PH3HKH (BPaxOBYIOUH JOLLIBHICT MPH3HAYEHHS aIbTEPHATHBHIX PEXUMIB XimMioTepartii He Ha
OCHOBI q)TopmpHMl):mHy), cHi MKyBaTH 3 HAA3BHYANHOIO 0GEPEIKHICTIO Ta POBOANTH YaCTHIA
MOHITOPHHT i3 KOPEKII€I0 [103H 3aJI€)HO BiJl TOKCHYHOCTI. 3HHKEHHS [I09aTKOBOT 1031 Y TAKHX
TAL[i€HTIB MOJKHA PO3IJISHYTH 3 METOIO YHHKHEHHS CepHO3HOT TOKCHYHOCTI. ICHY€ HEZI0CTaTHBO
JaHuX, moG pEeKOMEHIyBaTH MEeBHY /03y nauieHtam 3 dacTkoBoro axtusmicTio JITIJT 3a
pesyibTaTaMu MpoBejeHHs crenndidHoro Tecty. Bynau moBioMIEHHS TpoO Te, IO BaplaHTH
DPYD*2A, ¢.1679T>G npu3BoasTh 10 GiTBIIOro 3HMKEHHS (epPMEHTHOT aKTHBHOCTI, HIXK {HII
BapiaHTH 3 IiJBUIIEHAM PU3MKOM T0OidHMX edekTiB. Hacmimkum 3HIKCHHA JIO3H Ui
e(DeKTUBHOCTI Ha CHOTOIHAIIHI# JIeHb HeBH3HA4eH]. ToMy 3a BIICYTHOCTI CepHO3HOI TOKCHYHOCTI
JI03y MOYKHA TIiIBHIIUTH 332 YMOBH PETEIBHOTO CTEKEHHS 3a CTAHOM TIalli€HTa.

ITanieHTH, Yy KOro pe3ysibTar LIO0 BHINECO3HAUCHHX ajlesiedl BHSBUBCSH HEraTHBHUM, BCE IIE
MalOTh PH3HMK BUHHKHEHHS TSOKKHX MOOIYHHX PEaKIIii.

V nauientis 3 HeposnizuanumM aedimmrom I, AKHX JTiKyBalIu KaneuuTabiHOM, a TAKOXK THX
NalienTiB, fAKi Madd HETaTHBHHI pe3yJbTaT WIOAO MHeBHHUX BapiaHTiB DPYD, MOXYTb
criocTepiraTucsl TPOSBH 3arpo3mmox JUIL KMTTA TOKCHYHOCTI, NOMIOHI JI0 TOCTpOro
Tepe/103yBaHHs (mmB. poszin 4.9). Y pasi rocrpoi TokcnurocTi II-IV cTynens nikyBaHHS ()i}
HeraifHo BimMiauTH. CJTi/l pO3TJISTHYTH IUTAHHS PO OCTATOYHY BiJIMiHY JIIKyBaHH:, 0a3yl0uHCh
Ha KIiHI9HIH OIiHIi BUHHKHEHHS, TPUBAJIOCTI Ta TXKKOCTI CIIOCTEPeKyBaHOi TOKCHYHOCTI.




OdransMoIoriuli YCKIaIHEHHS

CTaH NalieHTiB ¢TI PETENBHO KOHTPOIIOBATH 1010 OQTaTbMOJIONYHAX YCKIaAHEHb, TAKUX
SIK KepaTuT abo MOpyIIeHHs 3 60Ky poroBoi 060JI0HKH, 0COOIHBO MPH HASBHOCTI MOPYLIEHD 3
Goky opradis 3opy B aHamHesi. [Ipu KiiHiuyHiM HeoOXimHOCTI cnij po3moyaTH JIKyBaHHS
HOPYILIEHB 30DpYy.

Tsiki WKipHi peakiii

JlikyBaHHsA KanenuTaGiHOM MOK€ CIPHYMHHTH TSDKKI IIKipHI peakuii, Taki K CHHAPOM
CriBenca-J[>kOHCOHA Ta TOKCHUYHMH emizepmanbHuii Hekpomi3. CiiJl OCTaTOYHO NPUIIHHUTH
3acTocyBanHs KanenutaGiHy y mamieHTiB, y SKHX PO3BHHYIHCS TSDKKI LIKIpHI peakuii
IPOTATOM 3aCTOCYBaHHS Ipenapary.

JlonoMi’kHi pe4OBHHH

OCKiNbKH TIpenapar MiCTHTh 0€3BOAHY JAKTO3y SK JONOMIXKHY PEdYOBHHY, Malli€eHTaM i3
BPOJ/DKEHOIO HENEPEeHOCHMICTIO rajaktosy, aedinuroM nakrasu Jlamma, nmopyuieHHSM
BCMOKTYBaHHs ITFOKO3U-TaJIaKTO3H HE CJIiJ 3aCTOCOBYBATH LI€H Ipenapar.

4.5 B3aemoisi 3 iHIHMH JiKapchbKHMH 3acofamu Ta inmi ¢popmu B3aemoii
JlocmiKeHHsE B3a€MO/Ii1 BUKOHYBAIUCH JIMIIE Y IOPOC/IHX.

Bzaemois 3 IHIDAMH JIIKAPCHKHUMH 3ac00aMH

Cybecmpamu yumoxpomy P450 2C9

OxpiM BaphapuHy He MPOBOJMIOCH KOJAHMX IOCITIUKEHb B3aeMOJii MiX KarenuTabiHOM Ta
inmmmu  cy6erparamu CYP2C9. Crig moTpumyBaTHCs O00EpeXkKHOCTI NPHU  OJHOYACHOMY
3acTocyBaHHi karenutaGiny i3 cyOcrparamu 2C9 (Hanpukian, ¢enitoin). Takox AuB. MO0
B3a€MOJIiT 3 AHTHKOATYJITHTAMHE KYMapHHOBOIO STy HIDKYe Ta po3fin 4.4.

AHnmukoazyisHmu KymMapurnogo2o paoy

Kaneruta6bin mocumoe ehekTH HEeNpsAMHX aHTHKOAryJsHTIB (BapapuH i GEHIPOKYMOH), IO
MOJKe TIPH3BECTH IO MOPYUIEHHs MOKA3HHMKIB 3ropTanHs i/abo BHHMKHEHHs KpoBoTewro Taki
peaxilii BUHMKaJIM 4Yepe3 JeKinbKa AHIB a0o MicsuiB Bia mouarky Tepanii xaneunrabinom, i B
OKPEMHX BHITAJKaX — IPOTATOM OHOTO MiICsILs MiCIIs 3aKiHYEHHS JKyBaHHs KanenuTabinoM. Y
X0/ KJIiHIYHOro (hapMaKOKiHETHIHOTO JOCIIKEHHS B3a€MOIIT MiC/Is OHOPAa30BOr0 BBECHHS
BapdapuHy B 1031 20 Mr niKyBaHHS KanenuraGiHOM npu3Boauio a0 30utbmenns AUC S-
Bapbapuny Ha 57 % i MHB na 91 %. Ockinskn MeTabonism R-Bappapuiy He mopyuryBaBcs,
BKa3aHe CBIiUHTH, 10 KanenuTabin npurxivye izopepment 2C9 Ta He BIUIMBAE HA i30(ePMEHTH
1A2 ta 3A4. Y XBOpHX, fIKi OJHOYACHO MPHUIMAIOTH KanenuTadiH 1 aHTUKOATYJISHTH - MOXi/Hi
KyMapuHY, HeoOXi/IHO IIPOBOAMTH AETAIBHAN MOHITOPHHT IOKa3HHKIB 3ropranHs kposi (MHB
uM IPOTPOMGIHOBHIT Yac) i migbupaTy 103y aHTHKOATYJISHTA BiANOBIIHO.

Denimoin

IIpy otHOYACHOMY 3acTOCYBaHHI KarnenuTabity Ta QeHiTOIHY CrocTepiraaucs OKpeMi BUITaIKu
IiJBHIIEHHS KOHIEHTpalii (eHiToTHY y mIa3Mi KpoBi, IO CYIPOBOUKYBATHCS BHHUKHEHHIM
CUMITOMIB IHTOKCHKALT (eHiTOTHOM. Y XBOPHX, SKi IPUIMAIOTh KanenuTabiH 0JHOYACHO 3
deHiToTHOM, peKOMEH/TyEThCS PETY/IAPHO KOHTPOIIIOBATH KOHIEHTpaLio GeHiToiny y rmiasmi.

Doninosa kucroma/goniesa kucioma
Jocnimxenns xkomGinanii xamemurabiny Ta (OMIHOBOI KHMCIOTH MOKa3ano, IO (osiHoBa
KHCJIOTAa HE MAc 3HAYHOTO BILUTHBY Ha (apMaKOKiHETHKY KarenuTabiHy Ta #oro MeTaboIiTiB.




[Tpote, doiHOBa KHCIIOTA Ma€E BILTMB Ha (DapMaKoIHHAMIKY KarneuuTabiny Ta i1 TOKCUYHICTh MOXKeE
OyTu migcunena GoaiHOBOT KMCIOTOK: MaKCHMabHA TiepeHocuMa ao03a (MIT]]) kanenuTabiny y

MOHOTeparii 3 BAKOPUCTAHHSAM IepepuBYacToi cxeMH craHoBHTh 3000 Mr/vM2 Ha o0y, ToAi K
IpH TIpHiioMi KanenuTabiny y koMGinauii 3 gponiHoBoko kucnoToro (30 Mr nepopanabHO /BiYi Ha

n00y) Bona cranosuia jauie 2000 Mmr/m2 Ha n00y. ITigBHIIeHa TOKCUYHICTE MOXKE BUHUKATHU IIPH
nepexosi Bij ikysanus 5-OVY/JIB Ha kanenuTabin. Le Takox Moxe OyTH BIATOBIIHAM y BHIIA/IKY
nonasanHs (oieBor0 KUCIOTH mpu aedirmti donariB depe3 momiOHICTh (OTIHOBOI KHMCIOTH Ta
omnieBoi KMUCIOTH.

Copusyoun ma anaiozu

Onucano KJIiHIYHO 3HAYYILY B3aEMOJII0 MiJK COPEBYAHMHOM Ta 5-PY B pe3y bTaTi IPUTHIYCHHS
JIAT1IPOIT PUMIIMHIET1IPOreHa3u COPUBYIMHOM.

Taka B3a€eMOJisi MOTEHLIMHO MOKE NPU3BECTH O JIETATHHOTO TOCHICHHS TOKCHYHOCTI
dropripumiguuis. Tomy KanennuTabiH He MOXKHA OJJHOYACHO 3aCTOCOBYBATH 13 COPHBYIMHOM
abo HOro CTPYKTYpPHHMM aHAJIOraMH Ha 3pa3ok OpuBymuHy (muB. posmin 4.3). Ilepioa mixk
TI0YAaTKOM JTIKYBaHHS KanmenuTaGiHOM Ta 3aKiHYeHHSM JiKyBaHHS COPHBYIMHOM abo HOro
CTPYKTYPHHMHU aHAIOTaMH, TAKAMH K OPUBY/IMH, IOBHHEH CTAHOBHTH IIOHAHMEHINE 4 THXKHI.

Aumayuou
BIyMB aHTAMAB, 0 MICTSITh AIOMIHIIO Ta MarHilo TiIpoKcHI, Ha (apMaKOKIHETHKY

KaneunTabiHy BHBYABCS. Bil3HaueHO He3HAYHE 3POCTAHHS IUIA3MOBHMX KOHLEHTpALiH
KareruTa6iny i ogHoro metabomity (5'-JA®LP; Ha Tpr ocHOBHEX MeTaboriTH (5"-[ADPYP, 5-OY
i ®BA) kanenuTabiHy BOHU HE BILUIHBAIOTE.

Anonypunon
Cnocrepiranacs B3a€MOis MijK aJIOILyPHHOJIOM Ta S-QTOpypaLHiIoM 3 MOXIMBUM 3HHIKECHHAM

edextuBHOCTI 5-dTopypamuay. YV 3B 3Ky 3 MM CJIiJl YHHKATH OJHOYACHOIO 3aCTOCYBaHHs
Kanenuradiny Ta aJonypHHOIY.

Inmepdghepon anvgha

MakcuManbHa NepeHockMMma 7103a KanenuTabiny cranoBuTh 2000 MrfM Ha ﬂoﬁy npu
KOM61HOBaHOMy 3aCTOCYBaHHI 3 iHTephEpoHOM anbda-2a (3 mma MO/M? Ha 106y) IOPIBHSHO 3
3000 mr/m2 Ha 106y npy 3acToCyBaHHI KanenutabiHy B pexuMi MOHOTepariii.

IIpomenesa mepanis

MakcumanpHa IEpeHocHMa 103a Kaneumaﬁiﬂy B peani MOHOTepaIlii IpH NepepuBYacTii
cxemi no3yBaHs craHoButh 3000 Mr/M? Ha 106y, TOAI SK npn KOMOIHOBaHOMY 3aCTOCYBaHHI 3
IIPOMEHEBOIO Tepamelo paky npsiMoi kumku — 2000 mr/m? Ha 106y npu GCSHGpCpBHOM}’ KprI
MpOMEHeBOI Tepamii 4 MOJAEHHOMY G-THJKHEBOMY Kypci MPOMEHEBOi Tepamii y mepiox 3
TIOHEIIJIKA T10 11’ STHULIO.

Oxcaninnamun

ITpu KoMGiHOBaHOMY 3acTOCYBaHHI KanenuTadiHy i okcaminmaruny 3 4u Oe3 GeBanu3ymady He
Bi/[3HAYEHO KJIIHIYHO 3HA4yIIOl Pi3HMII B eKCHO3MUil KaneuuTaGiHy 4u #oro MeTabosiTis,
BUIBHOT IJTATHHY 1 CyMapHO] IUIaTHHH.

Seeayu3yma6
He Bl,usﬂaqeﬂo KJIIHIYHO 3HA4ymoi il GGBauH3yma6y Ha (apMaKOKIHETHYHI IapamMeTpu

xanenuTabidy i #oro MeTaboIiTiB y IPUCTYHOCTI OKCATIILIATHHY.

B3aemois 3 TpoAyKTaMH XapuyyBaHHS
I[ligx wac ycix KTHIYHEX JOCTI/DKEHb MAUi€HTH OylTd MPOIHCTPYKTOBaHi MpO INpHIOM




KarreruTaGiny nporsrom 30 XB micis BxuBanHs Dki. OCKiNbKH HAsBHI AaHi MO0 Ge3reKu Ta
edpexTHBHOCTI 6a3ylOTECS Ha 3aCTOCYBAHHI KameluTaGiHy 3 DKelo, peKOMEH/IYEThCS MpHitMaTh
KanenuTadiu 3 Hxero. [IpuitoM 3 1Kelo MPU3BOAUTH 10 CHOBIIBHEHHS IBHIKOCTI BCMOKTYBAHHS
Kanenutabiny (auB. po3ain 5.2).

4.6 ®epTHIbHICTH, BATITHICTH TA FO{yBAHHS IPYII0

XKinku penpoaykruBHoro Biky/KoHTpalieniiis y 40I0BIKIB Ta KIHOK

JKiHKaM pempoAYKTHBHOrO BiKy CIiJ pagMTH YHHKATH BariTHOCTI MiJ 4ac IpHAOMY
KanenuTabiny. SIKIno mamieHTKa BariTHie Iij 9ac JiKyBaHHS KarelMTaOiHOM, ii CIIiI HMOSCHHTH
NOTeHIiMHy Hebe3neKy i mwiody. [lin yac JiKyBaHHS CIIJ 3aCTOCOBYBATH eEKTHBHI METO/IH
KOHTpALEIILii.

BaritHicTs

3acTocyBaHHs KarnenuTabiHy BariTHUM HE BHBYAIOCH, OJHAK, MOXHA MPHUITYCTHUTH, IO
3aCTOCYBaHHS KallelUTabiHy BariTHAM MOsKe GyTH MIKiUTHBAM Ut rioaa. ITix yac fociiokeHs
PENpOYKTHBHOI TOKCHYHOCTI y TBapHH KamenuTaliH CIpHYHHSAB eMOpioeTaIbHICTh Ta
TeparoreHHicTs. L[i pe3ynsTaTm € Od4iKyBaHWMH eQeKTaMH MOXiaHMX (TOpIipHMiIHHY.
KanenuTaGiH IpOTHIIOKA3aHHii ITi1 Yac BariTHOCTI.

["oyBaHHs rpyUIO

Hesizomo, 4u MPOHUKAE KanemuTabiH y rpylHe MOJOKO. Y IPYAHOMY MOJIOLI JAKTYIOUHX
TBapHH GyMM BHUABIEHI 3HAYHI KiJBKOCTI MeTaboliTiB karmenutabiny. ToMy mpu JiKyBaHHI
KanenuTabiHOM He PeKOMEHYETHCS MOyBaTH IPYIIIO.

@DepTUILHICTD
JlaHuX 110/10 BILTMBY KarenuTabiHy Ha (l)epTHHBHiCTb Hemae. Ba30Bi gociiKeHHS KanenuTabiny

BKJTIOYAITH JKIHOK PENPOAYKTHBHOIO BiKy Ta YOJIOBIKIB JIMLIE 38 YMOBH IX 310/l Ha BUKOPHCTAHHS
NPUAHATHOrO METOy KOHTPOIIO HApOJDKYBAHOCTI 3 METOK YHHUKHEHHs BariTHOCT Mg 4ac
JOCIiDKEHHS i IPOTATOM OGTPYHTOBAHOTO MOJAJIBIIOTO Nepiomy. Y AOCHIDKEHHSIX Ha TBapUHAX
cnocTepiranucs epexTy A1 GepTUIBHOCTI (AMB. po3/ain 5.3).

4.7 3paTHicTh BIVIMBATH HA MBHJAKICTH peakuii NpH KepyBaHHI aBTOTpPaHCHOpPTOM 200
IHIIHMH MexaHi3MaMH

KaneuuTaGin Mae He3HauHMM a00 IMOMIpHHM BIUIMB Ha 3JaTHICTh KEPYBaTH TPAHCIOPTHHMH
3aco0aMM Ta NpAlOBaTH 3i CKiagHWMM MexaHisMamu. KanenuraGiH MOXe CHPHYHHHUTH
3aIaMOPOYEHHS, C1abKiCTh 1 HY/IOTY.

4.8 IloGiuni edpexrn

Koporxku#i orsan npodimo 0e3neku

3aranbHuit npodins Ge3nexu kanenutabiny 6asyeThes Ha 0CHOBI Janux Gibure 3000 namienTis,
SIKi OTPHMYBAIIH JIKyBaHHS KaenuTabiHOM y pexuMi MOHOTeparii w1 B KomMbiHalii 3 pisHHMH
cxeMmaMu XimioTepanii /s pisHUX IOKa3aHb Aist 3acTocyBanHs. [Ipodis Gesnexu MoHOTepanii
KarmenuTabiHOM IIpM  METACTa3ylouoMy paKy MOJIOYHOI  3aJl03H, METacTa3yluoMy
KOJIOPEKTATLHOMY PaKy Ta paKy 060/10B0i KUIIKH B ajl’ TOBaHTHIil Tepartii € nopiBHAHHAM. [{HB.
posmin 5.1 momo meTambHOi iH(opMamii TMpo BENMKI MOCTIDKEHHS, BKIIOYAIOYM PO3POOKY
JIOCJTi/DKEHHS Ta OCHOBHI pe3y/IbTaTH e()eKTUBHOCTI.




HaiiGinpm yacTHMH Ta/ud KIIHIYHO 3HAUYIIUMH MOOIYHHMH peakLisMH, IOB’SI3aHHMH 3
JiKyBaHHAM, OyIM peakuii 3 60Ky IUTYHKOBO-KHMIIKOBOTO TPakTy (0COONHBO jiapes, HYA0Ta,
OmroBaHHS, GiIb Y KUBOTi, CTOMATHT), TOJIOHHO-ITIJOMOBHUI CHHIPOM (JOJOHHO-IIIOIIOBHA
epUTpOau3eCcTe3is), CIa0KICTh, AacTeHis, AHOPEKCis, KapaiOTOKCHYHICTh, MPOrpECcyBaHHS
MOpyIIeHHs. HUPKOBOI QYHKIUIT y MAII€HTIB 3 HUPKOBOIO HEJOCTATHICTIO, TpoMO03/eMO0Tis.

Crucok no6ivyHuX peakilii y BUrIsi Tabauii

[ToGiyni peakmii, siki, Ha JYMKY JIOCIIJIHUKA, PO3MVIATAINCH SK MOXJIHBO, WMOBIPHO YH
Bi/UTaJIEHO MOB’si3aHi i3 3aCTOCYBaHHAM KarenuTaOiHy, ski Oyau OTpuMaHi y X0l KIIHIYHUX
NOCIHIKEHb MOHOTeparnii KaneuutabinoM, nepenivyeno y Tabmuumi 5, a moao 3actocyBaHHS
KarenuTabiny y koMOiHaLil 3 pi3HMMH cxemMaMH XimioTepamii s pi3HHX KoMOiHamii, y
Tabmuni 6. JIyg BU3HAYEHHS YAaCTOTH MOOIYHUX peaKiliii BAKOPHCTOBYIOTHCS TaKi KaTeropii:
ayxe gacti (> 1/10), gacti (Big > 1/100 mo <1/10), Hewacti (Bix > 1/1000 10<1/100), piaki (Bix
> 1/10,000 mo < 1/1,000) ta myxe pinki (< 1/10,000). B mexax koxHoi rpynu wacrotu IIP
IPEJICTABIIEHO Y TIOPSIIKY 3HM)KEHHS CEPHO3HOCTI seriousness.

Monomepania Kaneyumabinom

VY Tabmuni 5 nepeniveHo TP, moB’s3aHi 3 BUKOPUCTAaHHAM KarenuTabiHy y MOHOTepamil Ha
OCHOBI 00’€/IHaHOTO aHANTi3y JaHUX 3 Oe3MeKH 3 TPHOX BEIMKHX JIOCII/UKEHb, IO BKIKOYAIM
noHax 1900 nmauienTis (mocaimkenus M66001, SO14695, ta SO14796). ITP Gyno nonaHo 10
BI/IIOBITHUX IPYIT YACTOTH 3Ti/THO 3 3aTATBHOIO KUTBKICTIO BUIIAZIKIB 3 00°€/IHAHOTO aHaIi3Y.

Tabmuua 5 Koporkuif ormsi mosimominenux mnos’ssanux [P y namieHTiB, sKi JiKyBaaHcs
KareruTabiHoM y MOHOTeparmii

[Cucremno- Jlyke gacto Yacto Heuacrto IPizxo/]{
opranHuii kaac Bei cmyneni  [Bei cmyneni Taxcki ma/abo 3azpo3nugi| yxe
0na wcumma (cmynine 3-4) | piako
\abo maxi, wo eeaxncarompca | (Moct-

\MeOuUHO 6i0On0GIOHUMU Mapke
THHIOB
Hid

J0CBin)
Inpexyii ma | BipycHa repnecnHa |Cencuc, iHpexia
ineasii iH(eKLis, (CEUOBHBITHAX HUBIXIB,
Ha30apHHTIT, [{EJTFOJIIT (3amaneHHs
iHQeKIis HIKHIX [TyXKol KJIITKOBHHH ),
IIMXaJIbHUX NIIAXIB  [TOH3HIIIT, dapuHriT,
[KaHIUI03 pPOTOBO1
[IOPOXKHHHH, rpui,

racTPOSHTEpPUT, TIpubOKOBa
iHdexuis, iHpekuis, abcuec

RYOiB
/[0bposKicHi, - - Jlimoma
BNOAKICHI ma
HeYMOYHEHT
HOB0YMBOPEH

H A




3 6oky cucmemu |- HeiitponeHis, DeOpunbHa HEHTPOIEHS,
Kposi ma aHeMid TaH M TONEHIS,
iimppamuunoi rpaHyIOLHUTONEHIs,
cucmemu TPOMOOLMTONIEHIS,
TeliKoIeHis, TreMOJIiTHYHA
AHEMis, 301JILIIIEHHS
MIKHAPOJIHOTO
HOPMAaJIi30BaHOTO
CITiBBiJHOIICHHS
(MHO)/mooBxeHHS
MpoTpoMOiHOBOTIO Yacy
ITopywents - - [inep4yTIUBICTH
IMMYHHOT
cucmemu
[Topyuienns AHOpEKCIs 3HEBOIHEHHS, [{yxpoBui niaber,
memabonizmy BHIKEHHS  MacH  [FilmoKaieMis, po3iaau
ma xap4yeanHs Tijna ATIETUTY,
rinepTpUriinepuIeMis
[lcuxiuni - besconns, CIUIyTaHICTh CBiZOMOCTI,
NOPYULEHHSA nenpeciﬂ MaHivyHa araka,
JlelIpeCUBHUIN  HACTPIH,
RHIDKEHHS 110110
[lopywenna I"010BHHi 6intb, [Adasis, nopymenss [Toxcndna
Hepeo6ol 3araJbMOBaHICTb, ram’ATi, aTrakcig, CHHKOIE, IEHKOeHIe
cucmemu 3arlaMOpOYEHHS, po3naau GanaHcy, YyTauBi (paonaris
rmapecTesil, pO3J1aHu, nepudepuyHa ((JIyxKe
CIIOTBOPEHHSI CMaKy [HEBpOMATis piaKO)
I Topywenns 3 Cnpo3oTeyda, SHUKCHHA TOCTPOTH Crenos
00Ky opeany 30p)) IKOH FOHKTHUBIT, BOpY, AUILIOMNISA CJIBO3HOT
[10Jpa3HEHHS [TPOTOKH
OpraHiB 30py (pinko),
MOPYIIEHHS 3
OOKY  pOTiBKH
(piaxo),




[Topyue - - Bepruro, 6i1b y Byci
HHA 3
60Ky
opeany
cyxy ma
pieHosaz
u
[Topyue - - Hecrabinena crenokapais, ([LIayHOoukoB
HHS 3 CTCHOKap/Iis, imemis fa ¢iOpinauis
0OKy MioKap/a, bibpusuis |(piako),
cepyA nepeacepab, apUTMisl, [[TOJIOBKEHHS
raxikapis, cuHycoBa [iHTepBaty QT
raxiKapis, BiQUyTTS [(piaKo),
cepueduTTs TipyeTHa
Taxikapzis
(pinko),
OpauKapais
(pizKo)
Ba3ocIia3m
(pizxo)
ITopyuie - Tpombodnedit  [Tpom603 rIMOOKHX BEH,
HHS1 3 apTepiayibHa TiNepTeH3is,
6oy rerexii, aprepiaibHa
CYOUHHOT rinoTeHsis, IPHIHBH,
cucmem nepudepruuHe  BIAUYTTA
U XOJIOLY
[lopywenns - 3aqunika, jIereHeBa emOoutis,
3 boky HOCOB1 [THEBMOTOPAKC,
OUXanbHoi KPOBOTEYi, [KPOBOXAapKaHHs, acTMa,
cucmemu, allleb, Ba/UIIKa npu
epyOHOI pUHOpEs pizuaHOMY
kimku - ma HaBaHTa)KEHHI
cepedocmin
151
lopywenns 3 |[iapes, [[I1yHKOBO- [KAIIKOBA HEIPOXIiIHICTB,
00K WLIYHK0B0- [OITIOBAHHS, HIIIKOBI ACLIUT, EHTEPUT, TacTpHT,
KUULKOB020 HYy/0Ta, I;:pOBOTeqi, mucaris, Ok Y HHKHIX
mpaxmy cToMaTuT, Oib y Bamopu, Oune Yy [Bimxinax ’KUBOTa;
PKUBOTI BEPXHIX BijIiIax je3odarit, abaominanpHuUM
DKUBOTA, ucKoM@opr,
THCTIETICIS, racTpoe3odareanbHa
METEOPH3M, pedokcHa XBOpoOa,
CYXicTh Y pOTi rconiT, KpOB y (examisx




He3My)KaHHs, OLib
y rpYyAHIN KTl

[Topywennsz | [inep6inipy6inemi PKoBTAHHIS [TeuinkoBa
OOKy s, BIJIXHJIEHHS He0CTaTHI
DICO6Y osuclzid piBHs CcTh (piaKo),
P e (byHKIiOHATBHIX XOJIECTATHY
[eYiHKOBHX TECTIB HUHA
reraTuT
[lopywienna 3 |10JOHHO- Bucunanns, Vreopenns myxupiB Ta [[lIkipHui
60Ky  wiKipu |iJOMIOBHUM astonenis, BHPa30K Ha IKipi, [4EPBOHUH
ma CHHIpOM ** epuTeMa, CyXiCTh [BUCHIIAHHS, KPOIMB SHKA, BOBYAK
MIOWKIPHUX mKipu, cBepOiXK, peakuii  (GoTodyTIHBOCTI, [(PiAKO),
IMKaHUH rineprmirMeHTalis |epuTeMa IO0JIOHb, HAOpAK [TAXKKi WIKIpHI
LIKipH, MaKyJIsspHe 00muyys, myprypa, [peakiii, Taki
BUCHITAHHS, BBOPOTHHHA  IIPOMEHEBMH [IK CHHIPOM
BIYLICHHS IIKIpH, CHHAPOM CriBeHca-
IepMaTHT, J>xoHCOHA Ta
MOPYLIEHHS TOKCUYHHI
irMeHTallil, ertiiepManbH
nopyeHHs 3 60Ky M HEeKpoJIi3
HirTiB (y>Ke piaKo)
(JIMB. pPO3Ii
4.4.)
[lopyuwenna 3 binb y |HabGpsik cyrno6is, Outb y
DOKY ~ ONOpHO- iHmiBkax, Oinb [KicTkax, Ouab OOIMYUs,
pYX0601 CIIMHI, [PUTIIHICTH OIIOPHO-
cucmemu  ma pTpaIris PYXOBOT CHCTEMH,
CHONYYHOT c1abKIiCTh y M’ sA3ax
IMKAHUHU
[lopywienns 3 f E [igponedpos, HETpUMaHHS
boxy Hupox ma ceui, reMarypisi, HIKTypid,
CeY0BUBIOHUX [T IBUIIECHHS piBHS
WULILAXT6 [KpeaTHHIHY
[Topywienns 3 |- - BarinaibHi KpoBOTEYi
60Ky
penpooyKkmueH
o1 cucmemu ma
MONIOYHUX
Banos
Bazanvhi C11a0KiCTh, [TigBuIIeHHS HaGpsx, 03H00,
posnaou ma y — PCTEHIs TeMIIEPATYPH, [PHIIONOAIOHI CHMIITOMH,
Micyi BarajbMOBAHICTb, [[iABHILEHHS TEMIIEPATYPH
66e0eHH nepudepuyHi
HaOpsiKH,

** Ha OCHOBI IIOCT-MapKETHMHIOBOTO JIOCBily CTiiika abo TsKKa JOJIOHHO-
MiJIONIOBHA €PUTPOM3ECTE31s MOYKE 3PELITOK NPH3BOIUTH JO BTPATH BiAOHMTKIB




najibliB (IUB. po3ain 4.4)

Kaneyumabin y kombinosaniii mepanii

V Tabmuni 6 nepeniveno I1P, moB’si3aHi 3 BUKOpHCTaHHSM KarenuTabid y KoMOiHaUil 3 pisHHMH
XiMiOTeparieBTHYHUMH CXEMAMH 3a PI3HUMH [OKa3aHHSIMHM Ha OCHOBI JaHuX 3 Gesnexu Bia nonaa 3000
nauiedTi. [TP qoaasi 10 BIANOBIIHOT rpyIIM 4acTOTH (Ay’Ke 4acTo abo 4acTo) BIAMOBIIHO /10 HAWBHIIOT
KiJIBKOCTI BHIAJIKIiB, 11O CIIOTCEpiranucs y Oyab-sKOMY BEIHKOMY KIiHIYHOMY BHIpoOyBaHHI i iX
OyJ0 10/1aHO JIMINE, KOJIM iX CIOCTepiraid A0JATKOBO A0 THX e(eKTiB, mo OyJI0 BHSBIEHO NMPH
JiKyBaHHI KanenuTabiHOM y MOHOTeparii abo i3 BHIIOK YaCTOTOI TMOPIBHAHO 3 KanenuTabiHoM y
moHoTepanii (qmB. Tabmumo 5). Hewacti [P, mosizomiieni mopo kanerutabiny y KoMOiHOBaHiM
Teparii, Bi/inoBiatoTh THM, 1110 OyJIH TOBIZIOMIIEH] 00 KareuTabiny y MOHOTepaii abo MoBiIoOMIIeHi
y MoHOTepanii komGiHOBaHMM JikapchkuM 3acobom (y Jiteparypi Ta/abo Bizmoimmiii KopoTkii
XapaKTepHCTHL JIKapChKOro 3acody).

Jesiki 3 TIP € peakiisMu, IO HIMPOKO CHOCTEPIralOThCs NpPH BHKOPHCTAaHHI KOMOIHOBaHOIO
nikapcekoro 3aco0y (Hampukiad, mnepuepuyHa CEHCOpPHA Hefponaris NpU BUKOPUCTaHHI
foneTakce Ty abo oKcaliIIaTHHY, TillepTeH3is NpH BUKOPHCTaHHI Oeparusymady); MpoTe, He MOXKHA
BUK/IIOYATH MOCHIICHHS BHACIIIIOK Tepanii KarnenuTadiHoM.

Ta6muis 6 Koporkuit ornsan [1P, MOBiZOMIIEHHX Y MAL€HTIB, AKi JiKyBaIucs KaleUUTaObiHOM y
KoMOiHaIil J0AATKOBO A0 THX, IO CIOCTEpiraan MpH MOHOTepamnii KanenurabiHoM abo i3 BHIIOKO
YaCTOTOK IOPIBHAHO 3 MOHOTEpAMI€I0 KanenuuTabiHoM

OprauHo-cucremHuuii [/lyzxe gacro [Yacro inxo//lyxe piako
[KJIac Bci cmyneHni Bci cmyneni Moct-
APKeTHHIOBHH
10¢Bix)

[Hghexyii ma - Herpes zoster, indexiis

ineaszii CEYOBHBITHOI CHCTEMH,
OpaIbHIN KaH 1103,
iHdeKuisn BEPXHIX

TMXaabHUX IIJISIXIB, PHHIT,
rpun, Iundexuis, reprec
[POTOBO1 MMOPOKHHHH

Iopywenns 3 6oky | HEHTpONEHis [TpurHiyeHHs IiSUTBHOCTI

kpoGi ma NeHKoneHis,  AHeMis, CIMHHOTO MO3KY,

nivamuunoi HedTponeniuna (ebpuipHa HEHTPONEHIA

cucmemu ITUXOMaHKa

[lopywienns 3 - [inep4yyTIuBITCH

60Ky  IMYHHOI

cucmemu

ITopyuwenrsi 3 3HUKEHHS alleTUTY [inokamiemis,

boKy 0bMiny riroHaTpiemis,

pevo6uUn ma rinoMarHiemis,

[Xap4yeanHs rinoKajbLHEMI,
rirnepriikemMis

[Tcuxiuni nopyuwenns |- [MTopyiueHHst CHY,

TPHBOKHICT




TpomM003

[Topywenns 3 [MapecTesis, Hel pOTOKCHYHICTB,
60Ky Hepeoeoi u3ecTesis, TPEMOD, HEBpAJITis,
FHCIREMU nepudepuuHa [Peaxilisi rinepuyTIMBOCTi,
HeHponaTis, rinecresis
nepudepuyna
CeHCOpHa Heipomnaris,
JIMCTEB3i, TOJIOBHHIM
O1/1b
[lopywennsa 3 OoxyllinBuimena capo3oteya [[TopynieHHs 30py,
opeary 3opy cyXicTe OKa, 0inp B o,
MOTipIIeHHS 30py,
BaTYMaHEHICTh 30py
[lopywenns 3 - TuHITYC, NNoaKy3is
60Ky opaany
C1Yxy ma
pieHosazu
[Topywenna 3 6OK)F [Dibpinsiis nepeacepas,
cepys itemist ceprsy/iHpaxT
[lopywenna 3 6ox)HabGpsk HIKHBOI [[TouepBOHIHHS,
CYOUHHOI cucmeMu  [KiHIIBKH, apTepiajbHa [apTepianbHa
rinepreHsis, eMOOJIis Ta [rimoTeH3is,

rinepTeH3UBHUNA Kpu3,
npuIuBH, (aediT

[lopywennss 3 60Ky
OUXanbHol  cucmemu,
PPYOHOI  KnimKu ma
cepedocminms

binb y ropui,
UIIECTE31s TIIOTKH

['HKaBKa,
(apHHroIapUHreaTEHUHA
01716, 1UCGOHIA

[opywenns 3
boKy mpaeno2o
mpaxmy

Bakper, JUCTercist

KpoBoTeua
BEPXHLEOMY
[11]TYHKOBO-
[KAIITKOBOTO

BUPABKA
racTPHUT

y

BiJUTIT

TpaKTy,

y  pom,

3ayTTS JKUBOTA,
ractpoe3odareaibHa

pedrokcHa — XBopoOa,
oL y poti, aucdaris,
pEeKTabHa KpOBOTEYa,
OUlb y HIDKHIA YaCTvHI
DKMBOT,  JH3€CTesiss y
pF)Ti, napecm y ].'JO’I],
NIOCTeEsis y por,
TUCKOM(OPT Y HKHBOTI

[lopywennss 3 6OK)
CeYOBUBIOHUX WNAXIB

BigxunenHs y dyHkuii

MeYiHKH




[Topywenns 3 6Goxy |Anonenis, nopyueHns y[inepriapos,

WKIpU ma  (CTPYKTYPI HIrTIB epUTEMaTO3HUH
IOWKIPHUX MKAHUH BUCHII, KPOIIMB’SHKA,
HIYHUHA MIT

[Topywenns 3 6oxy  [Mianris, aprpamris, 6t |bine y uyemocri, M’S130BI
ONOPHO-PYX060T y KIiHIGBII CriasMM, TPH3M, M S30Ba
cucmemu ma C/1a0KiCTh

CNONIYYHOT MKAHUHU

ITopywenus 3 - emarypis, nporeiypis, [[ocTpa  HHpKOBA
boKy Hupox ma RHUKEHHS  HHUPKOBOTO  [HEIOCTATHICThH
CeY06UBIOHUX [KITipeHCY, AU3Ypis BHACJII/IOK
WLTIAXT6 BHEBOJIHCHHS
(piaKo)

Bacaneni nopywenns |[lipekcis, crabKiCTy, BananeHHss  CIH30BOI
ma y micyi 66edenns  ["nerapris, oGonoHkH, Oime Y

HerepeHOCHMICTD Ki‘HU.iB].li, 6inb, 03HOO,

TeMIeparypu Oinp y  rpyasx,

MPUIIONOMIOHMH CHHIPOM,
"3Kap, peaxuiis, roB’s3ana
3 iHQysiero, peakuis y
Micii iH'ekiii, OUb Y
micii  iHy3il, OBy

MicL 1H exiil
Tpaemu, ompyenus | 3a01i
ma YCKAAOHEHHs NICIA
poyedyp
+

{15t KOXKHOTO TepMiHy YacToTa ocHoBaHa Ha [P Bcix crynenis. Jld TepMiHiB, MTO3HAYEHUX “+7,
yacToTa BH3HayeHa Ha ocHoBi [1P crynens 3-4. [1P no1ar0ThCs BIAMOBIIHO 10 HAMBHILO] YaCTOTH,
10 crocTepiranacs y 6y/1b-sKOMy BeJTMKOMY BHIIPOOYBaHHI KoMOiHaliii.

OnUc OKpeMHUX NOOIYHMX peaKkiiii

Honouno-nioowosnuii cunopom (JI1C) (Ous. po3din 4.4)

[Tpu 3acTocyBaHHi KamemuTaGiny y 103i 1250 mr/m? 1Biui Ha 106y npoTsrom aHiB 1-14 koxHi
3 THXKHI JOJOHHO-TIJONIOBHHI CHHIPOM YCIX CTYNEHIiB TSKKOCTI B JIOCIIKEHHSX
MOHOTepamii (an’foBaHTHA Tepamis paky 00010BOi KHMIIKM, JiKyBaHHS METacTa3yro4oro
KOJIOPEKTaJIBHOTO PaKy, JiKyBaHHs PaKy MOJIOYHO] 3a7103H) peecTpyBases y 53-60 % Nali€HTIB
Ta y 63 % XBOPHX i3 METacTa3ylOuMM paKOM MOJIOYHOI 3al103M y TIpyHi JiKyBaHHS
kanerutabinom/noneraxcenom. Ilpu 3actocyBarHi kanenurabiny B 1031 1000 mr/m* 1Bidi Ha
100y mpotsroM jHiB 1-14 koxHi 3 THIKHI JOJOHHO-MIIOMOBHHE CHHAPOM YyCIX CTYIIEHIB
TSDKKOCTI crocTepiraBest y 22-30 % XBOpHX, SIKi OTPHMYBAIM KOMOiHOBaHE JiKYBaHHA 3
KarenuTabiHoM.

3a MeTa-anatizoM 14 KIiHIYHEX BUNIPOOYBaHb 3 AaHUMH Bix moHax 4700 maiieHTiB 10JI0HHO-
MiIOIIOBHMI CHHJIPOM YCiX CTYINEHIB TSDKKOCTI NPH 3aCTOCYBaHHI KanenuTabiny y pexumi
MOHOTepartii a60 KOMGIHOBAHOTO JiKyBaHHs 3 PI3HMUMH CXeMaMH XimioTeparmii mpu pi3HUX
MOKa3aHHAX JUIA 3aCTOCYBaHHs (pak 00010BOI KHIIKH, KOJIOPEKTAIbHHUIA paK, paK IUTYHKa, paK
MOJIOYHOT 371031 BEHEKaB y 2066 (43 %) XBOpHX y cepennboMy uepes 239 muis [95% /11, 201,
288] micus modaTKy JiKyBaHHS KameuuTaGiHOM. Y BCIX JIOCTIUKEHHAX KOMOiHOBAHOIO
3aCTOCYBaHHS 3 IJBMINEHMM DPH3MKOM DO3BUTKY JIOJOHHO-IIIJOMIOBHOTO CHHIPOMY




CTATHCTHYHO JOCTOBipHO OyJM MOB’s3aHi Taki KOBapiaHTH: 301/IBIIEHHS I0YAaTKOBOI J03H
KanmenuTabiny (y rpaMax), 3MeHIIEHHS KyMy/stuBHOI n03u kamermrabimy (0,1 *kr),
36iNblIeHHsS BiHOCHOI iHTEHCHMBHOCTI 1034 y mnepuii 6 TIDKHIB JIKyBaHHS, 301IbIICHHS
TPUBANIOCT] JiKyBaHHA (THKHI), 30inbIenHs Biky mamienta (mpupict Ha 10 pokiB), KiHO4a
cTaTh, J0OpUil OYaTKOBHIL 3arayibHUH cTaryc nauienTa (0 mpotu > 1).

Hiapes (Ous. po30in 4.4)
KarneruTa6in MosKe POBOKYBATH BHHHKHEHHS Jiapei, sxa crioctepiranacs y 50% narieHTis.

3a pe3ynbTaTaMu MeTa-aHami3y 14 KIiHIYHHX J0CTiUKeHb 3 faHuM Bil moHa 4700 nauieHTis,
3 IiJBUINCHAM PH3MKOM PO3BHTKY Jiapei CTATHCTHYHO AOCTOBIpHO OyiiM IOB’S3aHi Taki
KOBapiaHTH: 361/IbIIEHHS T0YaTKOBOI 103K KarenuTabiny (y rpamax), 30i/1bIIeHHs TPUBAIOCTI
nikyBaHHs (THKHI), 36inblIeHHs Biky mauienta (mpupict Ha 10 pokis), xkiHoua crare. 3i
3HIDKEHHSM DH3MKY PO3BHTKY Jiapei CTATHCTHYHO MIOCTOBIpHO Oy/iM TOB’S3aHi Taki
KOBApiaHTH: 3pOCTaHHA KyMyISTHBHOI na03u Kaneuurtabimy (0,1 *kr) Ta BigHOCHOI
IHTEHCHBHOCTI JI03H y Nepii 6 THKHIB JIIKyBaHHS.

Kapoiomokcuunicms (Oug. po30in 4.4)

OxpiM MOGIYHMX peakiii, omucanux y Tabmuusx 4 Ta 5, OynM 3apeecTpoBaHi Taki moGiui
peakuii 3 wactororo Menme 0,1%, mOB’sA3aHI 3 MOHOTEpAi€IO KarmeuuTabiHOM Ha OCHOBI
06’ €IHAHOTO aHAMI3Y 3 KIIHIYHUX AaHUX 3 Gesreku 3 7 KIHIYHEX BUIPOOyBaHb 3a ydacti 949
naienTis (2 — dazu 111 ta 5 — dasu II mo0 JiKyBaHHS METACTATHYHOTO KOJIOPEKTAIBHOIO paKy
Ta METACTAaTHYHOTO paKy MOJIOYHOI 3al03H): KapAioMmiomaris, cepleBa HEIOCTATHICTb,
IITYHOYKOBI €KCTPAaCHCTOJIH, parnToBa CMEPTh.

Enyeganonamis

OxpiM no6GiuHMX peakuilt, onucaHux y Tabauusx 4 Ta 5, Ta Ha OCHOBI 00’€HAHOTO aHATI3y
BHIIE 3 KJIIHIYHUX JaHHX 3 Ge3MeKH, 3 BHKOPUCTAHHAM KaneuuTabiny y MoHoTepariii Takox 0y.10
NOB’53aHO BUHUKHEHHS eHuedanonarii 3 yactororo Mene Hix 0,1%.

Ocobaugi kamezopii nayicumis

Iayienmu nimnvo2o 6iky (0us. po3oin 4.2)

Ananis mammx 3 Gesnmexku y mauieHTiB BikoM > 60 pokiB, sfiKi OTPHMYBAJIH MOHOTEpAIiIO
KarenuTabiHoOM Ta KOMGiHOBaHE JIiKyBaHHS KaleluTabiHOM Ta JOLETaKCeIoM, CIIOCTEpiraBcs
I IBMIIEHUH PU3UK YaCTOTH BUHHKHEHHS 1mo0iunux peakuii III ta IV cTynens ta cepio3HuX
noGIYHMX peakiiif, MoB’A3aHuX i3 JIKyBAaHHSM, MOPIBHAHO 3 TAKUM Y Nali€HTIB Bikom <60
poKiB. BifbIn paHHe MpUNMHHEHHS JIKyBaHHS Y pe3y/IbTaTi MOOIYHAX peaklliif CriocTepiraiock
y Gibmoi KiTbKOCTI mamieHTiB BikoM > 60 pokiB, siKi OTpuMyBalid KOMOIHOBaHE JTiKyBaHH:
KanenuTabiHOM Ta J0LETaKCeIOM ITOPIBHSHO 3 MallieHTaMu BikoM <60 pokiB.

PesynbraTn MeTa-aHamisy 3 14 KIiHiHUMX BAIPOOYBaHb 3 AaHuX Bix oHax 4700 namieHTis, ski
JiKyBanucs KanmenuTaGiHOM, IIOKasaiW, IO Yy BCIX JOCTI/DKEHHAX KOMOIHOBAHOTO
3acTOCYBaHHS 3 BikoM (30inbmenHs Biky Ha 10 pokiB) cmocTepiragocs CTaTHCTHYHO
JIOCTOBIpHE 30i/IbIIEHHS PU3UKY PO3BHTKY IOJIOHHO-IIIJIOIIOBHOTO CHHIPOMY Ta Jiapei, a
TAKOX 3HMKEHHS PU3HKY PO3BHTKY HEHTPOICHII.

Cmamp

PesynsraTy MeTa-aHaiisy 3 14 KiiiHiHYMX BUIPOOYBaHb 3 JaHUX BiJ moHaz 4700 nmamieHTis, AKi
mikyBanucsl kanenuTabiHOM, TIOKa3aaM, IO Yy BCIX JOCHIDKEHHSX KOMOIHOBAHOIO
3aCTOCYBaHHs JKIHOYA CTATh Oy/Ja CTATHCTHYHO 3HAdylle OiTbIIe MOB’S3aHA 3 IiJABHIICHUM
PHU3MKOM PO3BUTKY JOJIOHHO-IIJOIIOBHOTO CHHIPOMY Ta jiapei, a TaKoX 3HWKCHHSA PU3HKY




PO3BUTKY HEHTpOMEHil.

IHayienmu 3 nupkogoro nedocmamuicmio (0us. po3oin 4.2, 4.4 ma 5.2):

AHaii3 1aHux 3 6e3MeKu y XBOPHX 3 TIOpYIIEHHAM (YHKIIT HEPOK 0 TTOYaTKy JIKyBaHHS, AKi
OTPUMYBAIM MOHOTEpaNil0 KarmenuradbiHoM (3 HPUBOJY  KOJOPEKTATBbHOIO  PaKy),
CrocTepiranocs MiABHINEHHS 4acToTh mobiunmx peakmiit III i IV cTymens, mos’s3aHux i3
JTKyBaHHSAM, OPiBHSHO 3 XBOPHMH 3 HOPMATBbHOIO (yHKLIEI HUPOK (36 % (n=268) — y XBOopuX
6e3 nopyueHHs GpyHKIii Hupox npotu 41 % (n=257) — y XBOPHX 3 HUPKOBOKO HEIOCTATHICTIO
nerkoro crymness Ta 54 % (n=59) - y XBOPHUX 3 OMiIPHOI HHPKOBOIO HEJIOCTATHICTIO) (JHB.
po3ia 5.2). V XBopuX 3 HOMIPHOKO HEPKOBOKO HEOCTATHICTIO YacTillle BUHHKAJIa HEOOXiHICTh
y 3HMKEHH] 1034 (44 %) nopiBHsHO 3 33 % Ta 32 % XBopuX 6e3 HHPKOBOI HEAOCTATHOCTI Ta
HUPKOBOIO HEJIOCTAaTHICTIO JIETKOTO CTYIEHs BIANOBIAHO Ta 4dacTilme crocTepiraiacs
repeayacHa BijMina JtikyBanHs (y 21% XBOPHX I1iJ1 Yac MepIIuX JBOX KypCiB) IOPiBHAHO 3 5 %
Ta 8 % y XBOpHMX 3 BiJICYTHICTIO IopyiieHHs (yHKIiI HUPOK Ta HUPKOBOIO HEJIOCTaTHICTIO
JIETKOTO CTYTIEHS.

[ToBigoMJIeHHS PO Mi03pIOBaHi MoOIYHI peakilii

IToBizoMIeHHS Npo Mifo3poBaHi MoGiuHi peakuii micias peecTpanii JikapchKor 3acody e
BaXCTMBHM. lle MO3BOJISIE 3JTHCHIOBATH TIOCTIMHMI MOHITOPHHT OanaHCy KOPHCTI/PH3HKIB
nikapcekoro 3acoby. ITpodecioam y chepi OXOPOHH 3I0POB’sl 3aNPOLIYFOThCS TIOBIIOMIISTH PO
Oymb-siKi T1i103pOBaHi M0GIuHi peakiii yepe3 HANiOHATBHY CHCTEMY MOBIZIOMICHb, BKasaHy y
Homarky V.

4.9 [IlepenosyBaHus

[IposiBAMH TOCTPOrO MEpeNO3yBaHHS €: HYyHOTa, ONIOBaHHSA, Jiapes, MYKO3WT, IOJPa3HEHHS
[IITYHKOBO-KHIIKOBOTO TPAKTY Ta KPOBOTEYI, @ TAKOK MPUTHIYEHHS KiCTKOBOr0 MO3Ky. MetuyHe
BeJICHHs Iepefo3yBaHHA Ma€ BKIIOYATH 3BMYAiHI TepaneBTHYHI Ta MiATPUMYIOYi 3aXOJH,
CHPAMOBaHi HA KOPUIYBaHHS HAsBHHMX KJIiHIHYHHX MPOSBIB Ta MONEPE/UKCHHA IX MOXIHMBHX
YCKJIa/IHEHb.

5 ®APMAKOJIOI'TYHI XAPAKTEPHCTHKH
5.8 ®@apmakoaHHAMIYHI XaPAKTEPHCTHKH

dapMmakoTepaneBTHUHa Tpyna: AHTHHEOIUIACTHYHI 3aco0M. AHTHMETaGOJITH, AaHAIOrH
rpimiuHiB, kog ATX: LO1BC06

Kaneuurabin — moximHe ¢ropmnipumiguHy Kapbamary, OpajlpHHH ILHTOCTATHK, SKHH
aKTHBYEThCS Y TKAHHMHI NyXJIHHH | YHHUTH Ha Hei CEJeKTHBHY IHMTOTOKCHYHY Aito. Cam
KanenuTabid He YMHUTH IUTOTOKCHYHOT [ii, OJJHaK EPETBOPIOETHCSA Y HIUTOTOKCHYHY CIIOIYKY
— dropypanmn (5-®Y). Kanenurabin akTHBYEThCS Yepe3 KijlbKa KPOKiB HepMEHTOYTBOPEHH
(muB. posmin 5.2). DepmeHt, 3agifHUN O OCTATOYHOrO TeEpeTBOpeHHA y 5-OV
tuMiguEGOChOpUIasa, 3HAlIeHMH y TKaHHHAX IIyXJIMHH, aje TakoX 1 B HOPMalbHHX
TKAaHWHAX, X04a 3a3BH4ail y MEHINX piBHAX. Ha Moze/sX KCEHOTPaHCILUIAHTaTy paKy JIFOJHHH
KarnenuTabiH MpoeMOHCTPYBAaB CHHEPreTHYHH eheKT y KoMOiHamil 3 JOLETaKCcesIoM, 10 MOXKe
OyTH OB’ s13aHO 3 aKTUBALIEI0 TUMIAMH(OCHOPUIIA3H IOLIETAKCEIIOM.

ICHYIOTH CBiT4eHHS TOro, W0 Metabomizm 5-OY B anabonmivHOMY UUIAXY OJIOKYeE peaxiio
METHIIIOBAHHS  JIE30KCHYPHIMIOBOI KHCIOTH B THMIJMIOBY KHCJIOTY, TaKuM YHHOM
BTPYYAIOUHCh y CHHTe3 ae3okcupuGonykieiHoBoi kuciotu (JIHK). Vreoperus 5-OV Takox
npu3BouTh 10 npurhivenns PHK ta cuuresy 6inkiB. Ockinmbku JJHK ta PHK € cyrreBo




BKJIMBHMH JUTS OJLTY Ta POCTY KITHHH, epekt 5-DY moxke cTBoproBatd AeilUT TIMIITHHY,
[0 IPOBOKY€E He30aaHcoBaHui pict Ta 3arudensb kiaituHul. Brums nenpusanii JIHK ta PHK €
HaHOLTBII TIOMITHUMH JUIs KJIITHH, 11O NPOMi(epyioTh MBHALIE i AKi MeTabomi3yioTs 5-OV i3
OLIBIIOIO IBHAKICTIO. '

Pax 060/10B0T KMIIKH TA KOJOPEKTAILHUN PAK

Monomepanin kaneyumabinom 8 ao roeanmuiit mepanii paxky 06000601 Kuwiku

Jani 3 6aratrooKyCHOro, paHI0Mi30BaHOI0, KOHTPOJIBOBAHOTO KIIHIYHOro BHUIPoOyBaHHs (ha3u
III y manienTiB 3 pakom 06ozoBoi kumku crazii [II (C 3a [IprokoM) MATPUMYIOTE 3aCTOCYBaHHS
KarnenuTadiny Ui aa I0BaHTHOI Teparnii marieHTiB 3 pakom 00010801 kuuik# (JlocmimkeHHs
XACT; M66001). ¥V upomy BunpoOyBauai 1987 mnaumieHTiB Oya0 paHIOMI30BaHO O TIPYIH

JiKyBaHHs Karnenurtabinom (1250 mr/M? il Ha 100y IpOTAroM 2 THXKHIB 3 HACTYITHOKO
IepeBol0 B 1 THXKIEHD Ta 338 CXEMOKO 3-TH)KHEBHX KYypCiB IPOTAroM 24 THXKHIB) ab0 rpynu

mikyBaHHsa S5-OY Ta jeiikoBopuHOM (cxema KiiHiHKM Maiio: sieiikoopun 20 MI/M2

BHYTPILIHBOBEHHO 3 HACTYNHOIO 425 MT/M2 BHYTPILIHBOBEHHOIO GOMIOCHOIO iH ekuieio -V,
y mHi 1 - 5, koxkai 28 muiB nporsrom 24 Twxkuis). Kanenuta6in OyB npHHaliMHI eKBIBATEHTHHM
5-OVY/JIB BHyTpIlIHHOBEHHOY BIDKHBAHHI 0€3 pelMIMBIB y TOMYJAlil 3a IPOTOKOJIOM
(BimHowmenus pusukis 0,92; 95% JI 0.80-1.06). V Beiit panaomizoBaHiil nory.isuii BUpoOyBaHHs!
110710 po36ixkHOCTelH MiX rpymoro KareuTadiny nporu 5-®V/JIB y pikuBanHi 6e3 peluIuBiB Ta
3araJpHOMY BH)KMBaHHI IoKa3and BigHoweHHs pusukis 0,88 (95% I 0,77 — 1,01; p = 0,068)
ta 0,86 (95% I 0.74 — 1.01; p = 0.060) BigmosixHoy. CepenHs TpUBaIiCTh HACTYIHOTO
KOHTPOJTIO Ha Yac aHali3y ckiana 6,9 pokiB. Y morepeanso 3ariaHoBaHoMy GaratoMKTOpHOMY
ananizi Kokca 6y/10 NpojieMOHCTPOBaHO IepeBary KarmenuTabiHy y mopiBHsHHsA 3 5-DVY/JIB
GomocHo. Hactymsi dakropu Gy/u monepesHh0 BH3HAYEH] y IUIAHI CTATHCTHYHOIO aHai3y JUis
BIJTFOUEHHSI JI0 MOJIEJ: BiK, Yac BijJl Xipypri9HOro BTpy4aHHs JO paHIoMi3allii, cTath, piBHi PEA Ha
BHIXiZHOMY piBHi, jiMdariuni By31M Ha BUXiZHOMY piBHI Ta KpaiHa. Y Beiif pamgomizoBaHii
nomynsuii  KanenutaGin mpojeMoHCTpyBaB nepepary Hax S5-®V/JIB mono BwkuBaHHS 0Oe3
pelmBiB (BiaHomenus pusukis 0,849; 95% /110,739 -0,976; p=0.0212), a Tako 3arajibHOr0
BIOKMBaHHA (BimHomenus pusukis 0,828; 95% 10,705 — 0,971; p = 0,0203).

Kombinosana mepanis 6 ad ‘toeanmuin mepanii paky 00000601 KuuiKu

Jlani 3 oxHoro 6araroOKyCHOro, paHIOMi30BAHOrO, KOHTPOJIbOBAHOIO KIIHIYHOIO
BunpoOyBanHs ¢asu 3 y namieHTiB 3 pakom o6ozoBoi kumku crami III (C 3a [Iprokom)
MiJITPUMy€e BHUKOpHCTaHHs Kareuutabiny B komGinauii 3 oxcanimiatuHom (XELOX) mms
a1 IOBAHTHOI Teparii namieHTis 3 pakoM 06010801 kuikH (gociukerns NO16968). V usomy
BUIIpoOyBaHHi 944 nanienTis Oy/iM paHIOMi30BaHi 10 IPyNH JiKyBaHHS KanenuTadiH y
2

nBivi Ha 100y mpoTsarom 2

THOKHIB 3 HACTYITHOIO @ 1 -THYKHEBOIO IIepepBor0) y komOiHalii 3 okcanimaatuaom (130 wmr/m?
BHYTPIlIHbOBEHHA iH(Y3is NpoTArom 2 roJMH y AeHb 1 KoxkHi 3 TwxkHIB); 942 nauieHTiB
Oysu panioMi30BaHi 10 rpynu 5-OY Ta 1edKoBOpHH O0IIOCHO. Y IEPBHHHOMY aHaTi3i 1010
JUIC B rpymi «Bci paHIoMi30oBaHi NALi€HTH, SKi OTPUMAIM NPHHAWMHI OJHY J03Y
nociikysanoro mnpenapary» , XELOX mokazaB 3Hauny mepepary BigHocHo 5-OV/JIB
(BP=0,80, 95% J11=[0,69; 0,93]; p=0,0045). 3-piunnit pieup AIIC ckaas 71% ms XELOX
npotu 67% mia 5-OV/JIB. Auanis moxo BropuHHOI KiHuesoi touku RFS minrpumye Taki
pesynbrati 3 BP 0,78 (95% J{1=[0,67; 0,92]; p=0,0024) st rpynu XELOX npotu 5-OV/JIB.
XELOX mnposeMoHcTpyBasia TeHzeHiio mozo sumoro 3B 3 BP y 0,87 (95% AI1=[0,72; 1,05];
p=0,1486), mo TpancmoeTbes y 13% 3HUKEHHS PU3HKY cMepTi. S-piunnii piBeHs 3B ckiaB
78% g rpymu XELOX nporu 74% mis 5-OV/JIB. Jlani 3 edextuBHOCTI Oa3yroThesi Ha
MeJliaHHOMY Yaci criocTepeskenns y 59 micsuis ang 3B ta 57 micauis aig JIIC. Koedimiedt
Bi[MIHH Yepe3 BHHHKHEHHA MoOiuHuX edekTiB OyB BUUIMM y Ipymi KoMOiHOBaHOI Teparii

BT 3-THXKHEBHX KypciB npotsrom 24 tuxkaiB (1000 Mr/m




XELOX (21 %) y mnopiBHsiHHI 3 rpynor Mosotepamii 5-®VY/JIB (9 %) B rpymi «sci
paHIoMi30BaHi MALiEHTH, SKi OTPHMAIIH IPUHARMHI OJHY 03y AOCII{KYBAaHOrO Ipenapary»

Monomepanis kaneyumabinom npu MemamcmamuiHoMy KOJIOPEKMAaibHOMY PAKY

JlaHi 3 IBOX 1IeHTHYHO po3pobiieHux, 6araro)OKyCHHX, paHIOMI30BaHUX, KOHTPOJILOBAHUX
KIHIYHUX BunpoOyBanb ¢asu III (SO14695; SO14796) miaTpuMyrOOTE BUKOPHCTAHHS
KanenuTadidy i JiKyBaHHS METACTaTHYHOIO KOJIOPEKTAIBHOTO paKy mepiuol mdiHil. ¥ mux
BunpobyBanHax 603 mauieHTiB 6yj10 paHI0Mi30BaHOAO TPYIH JTiKyBaHHs KanelUTablHOM

(1250 Mr/v2 ABidi Ha 100y MPOTAroM 2 THXKHIB 3 HACTYIHOKO 1-THXKHEBOIO NEPEPBOIO Ta Y
BHIVISII 3-THXKHEHBHX KypciB). 604 mamieHTiB 0yJI0 paHIOMi30BaHO 0 IPYIH JIKyBaHHS S-
2

@V Ta neiikoBopuHOM (cxema KiiHiku Maito: 20 MIr/M~ J1eiKOBOPHHY BHYTPIIIHBOBEHHO 3

HACTYITHOK BHYTPILIHHOBEHHOIO GOMIOCHOIO 1H €KINIEO 425 MFsz s 5-OV, y mni 1 - 5, koxkHi
28 nuiB). 3arambHi 06’eKTHBHI piBHI BiAMOBiAI y Beill paHzoMizoBaHil momysmii (OmiHKa
nocTiHIKa) ckiam 25,7% (xanenutabin) npota 16,7% (Cxema xiniku Maiio); p <0.0002.
MenianH#i yac 710 mporpecyBaHHs XBopoou ckias 140 nuiB (kanerurabin) npota 144 nHiB
(Cxewma kiiniku Maiio). Metianne BuxuBaHHs ckiano 392 nuis (kanenurtabin) nporu 391 axis
(Cxema xminiku Maiio). Ha cporojHimHiii JeHb HeMae JAaHUX I NOPIBHAHHA
3aCTOCYBAaHHS MOHOTepamili KanequraGiHOM [UIs JIKyBaHHS KOJOPEKTAIbHOrO pakKy 3
KOMOiraiiifHuM# cXeMaM# HepuIo] JiHil.

Kombinosana mepanis nepuioi ninii 1iKy8anHA MEMacmamuyHo20 K0J10peKkmalbHo20 paKy
Jlani 3 6araTodoKycHOro, paHAOMi30BaHOr0, KOHTPOJIBOBAHOIO KIHIYHOIO IOCIUKEHHS
dasu III (NO16966) miarpuMyiOTh BHKOPHCTaHHS  KamenuTabiHy y KoMmOiHaumil 3
oKkcamimiaTuHoM abo y komGiHanii 3 okcamimiaruEoM Ta and GeBauusymaboM Uit Tepamii
Mepuoi JiHii METacTaTMYHOIO KOJOPEKTAIBHOTO paKy. JIOC/TiKeHHS MICTHIIO Bi YaCTHHH:
NepBUHHA 2-TPYyIOBa YaCTHHA, B AKiif 634 maiieHTiB 6y/0 paHIOMi30BaHO /10 JIBOX Pi3HHX
rpyn jikysanHs, Bnodaroun XELOX a6o FOLFOX-4, ta HactynHa 2X2 (akTopHa 4acTHHA,
B sikii 1401 nauienTis 6y10 paH10Mi30BaHO [0 YOTHPHOX Pi3HUX IPYI JTiKyBaHH:, BKIIOYAI0YH
XELOX mmoc miaue6o, FOLFOX-4 mmoc mwranebo, XELOX mmoc Oeanuszymad, Ta
FOLFOX-4 mmoc 6eBanusyma0. J{us. Tabmuiro 7 A71st cXeM JTiKyBaHHS.

Ta6auus 7 Cxemu jikyBanHs y nocaipkersi NO16966 (MeTacTaTHIHOTO KOJOPEKTaIbHOIO PaKy)

UlikyBaHHs MouyaTKoBa /1032 Cxema
FOLFOX-4 Oxcaminmatul (85 mr/M“Oxcanimiatud y Jenp 1, KOxHI 2
00 BHYTPIIIHBOBEHHO THKHI
FOLFOX-4 + 2 rox
beparuszymad Tetikosoprs 200 2 leiikoBopun y Jlui 1 Ta 2, KoXHI
BHYTPiIIHEOBEHHO 2 THOKHI
2 ron
S-hTopypanmia BHYTPILIHBOBEHHO
Z
5-¢ropyparr - 400 MI/M GomocHo/indy3ist, xosxkui [ui 1 Ta 2,

BHYTPIIIHBOBEHHO
00JII0CHA 1H eK1Iis,
3 Haciym{oro 600
M1/ M

BHYTPILIHBOBEHHO 22
roj

[KOXKHI 2 THXKHI




ITnane6o ado P _ mr/krilens 1, 1o FOLFOX-4, xoxHi 2 THXHI
BeBaHH3YMa IBHYTPIIIHEOBEHHO
6 30-90 xBuI
XELOX Oxcaninnarun (130 mr/mM“Okcamimiatun y Jdens 1, koxHi 3
abo BHYTPiIIHEOBEHHO THIKHI
XELOX+ 2 rox
KarenuTabiH MepopajbHO [Bidl Ha
karerutabin (1000 Mr/M106y A1 2 THXKHIB
[IepopaIbHO
IbeBaruzymab Bi4l Ha 100y (3 nactynHoro 1 week off- nikyBanHs)
[Tnae6o abo  |7.5 mr/krg lensl, o XELOX, koxHi 3 THIKHI
Bepanuzyma BHYTPiLIHEOBEHHO
0 30-90 xBuI
5-dropypallyi: BHYTPilIHbOBEHHA OOJIIOCHA iH €K Bipa3y Mic/s JIEHKOBOPHUHY

He memma ebekTuBHicTb rpym, mo Mictiwm XELOX y nopiBHSHHI 3 rpynaMy, IO MiCTHIN
FOLFOX-4 y 3arajsHoMy IOpiBHAHHI Oy/a MPOAEMOHCTPOBaHa 3 OrVisly Ha BrokuBaHHS
6e3 mporpecyBaHHs XBOPOOH y MOIMYJISILi MALIEHTIB, IO 3aI0BOBHSAIM KATEPil y4acti y
JOCTI/UKEHHI Ta y Tpymi «BCi BKIIOYEHI A0 MOCII/UKEHHS MAlli€HTH, sKi NPAHHSIIH
MpHHANMHI OIHY 03y AOCHiKyBaHOro mnpemnapary» (muB. Tabmuigo 8). Pesymbrars
BKa3yioTh, mo rpyna XELOX exsiBanentHa rpyni FOLFOX-4 3 ToukH 30py 3arajbHOro
BwkuBanns (muB. Ta6mmmo 8). IopiBusuus rpymi XELOX mmoc GeBauusymad mpots
FOLFOX-4 mmoc GeBanusymad Oy10 METOK JOCTIJHHIBKOrO aHaui3y, BH3Ha4€HOIro
rorepeHbo. Y oMy nopisrsHHI stikysanss B miarpyni XELOX nmoc Gesauusymad 6ymo
aHaIOri4HUM y TopiBHsAHHI 3 to FOLFOX-4 mmoc Geparm3symal 3 TOUKH 30py BrkuBaHHS
Ge3 mporpecyBaHHs XBopoGH (BimHomenHs pusukiB 1,01; 97,5% I 0,84 — 1,22).
Me/iaHHHMil Yac HACTYIIHOTO KOHTPOIIO HAa MOMEHT MEPBHHHHX aHAi3iB y rpyIi «BC
BKJIFOYEHI [0 JOCTI/UKEHHS TMAI€HTH, $Ki [PUHHAIM TpPUHAWMHI OXHY 03y
JIOCITI/UKYBAHOTO Mpenapaty» Ckias 1,5 poku; JaHi 3 aHasli3iB 1071aTKOBOro HacTYIHOro 1
POKY KOHTpPOJIO TaKoX BKrodeHo no Tabmuui 8. Ilpore, ananis BYDKMBAHHA BE3
[TPOT'PECYBAHHS XBOPOBMU npwu nikyBaHHI He MiATBEPAMB PE3YJIbTATH 3arajlbHOIo
BUXUBAHHS BE3 [TPOI'PECYBAHHS XBOPOBMU Ta anani3 3B: BifHOmMEHHSs PU3HKIB
y rpyni XELOX nporu FOLFOX-4 cknano 1,24 npu 97,5% JI 1,07 — 1,44, Xoua aHam3
YyTJIMBOCTI JIEMOHCTpY€, IIO DI3HHMII 3a CXeMaMH JiKYBaHHA Ta 4acoM OUIHKH ITyXJIHH
BImMBaoTh Ha anamiz BUOKMBAHHS BE3 IMPOI'PECYBAHHS XBOPOBHU mnpu
JKYBaHHi, TOBHOIIIHHE MOSICHEHHS /I LIOI'O Pe3yJIbTaTy L€ HE BUSBJICHO.

Ta6muus 8 Kimouosi pesymsratd (edKTMBHOCTI [Ulsi aHami3y He MEHINOl e(peKTHBHOCTI y
Jocmimkenni NO16966

NMEPBUHHUU AHAJII3

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

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

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

=1017) 1017

Monyasuia [Mexianuuii yac xo noaii (JInis) BP (97,5% JI)
Mapamerp: Busxusanus 6e3 nporpecyBaHHs XBOPOOH
EPP 241 259 1,05(0,94; 1,18)
ITT 244 59 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)

JIOJATKOBHHU 1 PIK HACTYITHOI'O KOHTPOJIIO

Monyasuis [Mexiannuii yac 10 noaii ({nis) BP (97,5% JI)
apamMerp: Buikupanus 6e3 nporpecyBaHHsi XBOpooH

EPP D42 259 1,02 (0,92; 1,14)

ELT 244 259 1,01 (0,91; 1,12)

[[lapamerp: 3arajibHe BHKHBAHHSI

EPP 600 594 1,00 (0,88; 1,13)
I 602 596 0,99 (0,88;1,12)

*EPP= nomynsiist maii€enTis, M0 3a10BOJIBHSIOTH KpHTepll yqacn B JIOCIIJKEHHI; **ITT*rpyna
«BCI BKJIFOYEHI /10 JIOCIIUKEHHS MALIEHTH, SIKi IPHMHSIHA IPHHANMH] OZHY /103y AOCIIKYBAHOTO

npenapary».

V pangomizoBanomy, KoHTpossoBaHoMy pociipkerHi ¢asu III (CAIRO) 6yno mgociipKeHo

edexT 3acTocyBanHs KaneruTabiny y nodarkosii 103i 1000 /M2 IPOTATOM 2 THKHIB KOXKH1
3 TiokHi y KoMOiHalii 3 ipuHOTEKaHOM [UIs Tepaii Iepiioi JiHii y NalieHTiB 3 MeTaCTaTHYHHM
KONOpeKTanbHHM pakoM. 820 mamieHtiB Oyn0o paHIOMI30BaHO JUIS OTPUMHAHsS abo
nocTymoBoro JikyBasHs (n=410), a6o nikysanus y kombinauii (n=410). ITocTyroe niKyBaHHS
CKJIaainocs 3

2

Tepariii nepmoi JiHii kaneruradinom (1250 Mr/M“ aBidi Ha 106y mpoTsarom 14 aHiB), Apyroi

miHii - ipuHOTeKaHoM (350 Mr/M2 y Jlens 1) Ta Tpersoi niHii - kanenurabinom (1000 Mr/M2

nBivi Ha 100y mpotsarom 14 nuiB) 3 okcamimiatuaoM (130 MI/M2 y Hens 1). KombGinoBane

2

NiKyBaHHA CKIajanocs 3 Teparii nepmioi jinii kaneuutabinom (1000 mr/m~ jBivi Ha 100y

npotarom 14 auiB) y komGiHawii 3 ipunorexanom (250 mMr /M2 y Hens 1) (XELIRI) Ta apyroi

niHii - kanenuradinom (1000 Mr/v? gBiui Ha 106y mpoTsroM 14 1HIB) IIOC OKCaTINIaTHH
(130 mr/mM2 y Jlenp 1). Bei xypen nikyBaHHS NpuiiMaimcs 3 iHTepBanamu y 3 THKHI. Y
nikyBaHHi Tepmol nimii MenianHe BMKMBaHHS G€3 IporpecyBaHHs XBOpoOH y rpymi «Bei
BKJTFOYEH] 10 JIOCITi/KEHHS TAllieHTH, SIKi IPUIHSIA IpUHANMHI OZHY 103y TOCIIIKYBAHOTO
npenapaty» ckiaio 5,8 micsi (95%/1 5,1 — 6,2 MicsuiB)

JUISL TPYIIH MOHOTeparii KanenuTabinom ta 7,8 micsuis (95%/11 7,0 — 8,3 micauis; p=0,0002)
s XELIRI. Tlpore, e 6y10 noB’s3aHo 3 MiABHINEHHSM BHMAIKIB IUTYHKOBO-KHIIKOBOI
TOKCHYHOCTI Ta HeWTponenii mix gac tepamii mepmoi minii XELIRI (26% Ta 11% s
XELIRI Ta kanenutaGiny nepioi JiHii BiIOBIIHO).

I'pyna XELIRI 6yna mnopisusHa 3 rpymoto 5-®Y + ipunorekan (FOLFIRI) y tppox
PaHIOMi30BaHMX JIOCI/DKEHHSX Y MAIlIEHTIB 3 METACTATHYHMM KOJIOPEKTATLHHM pakoM. Cxemu

XELIRI Bxmoyanu kanenutadin 1000 MU’M2

KoMOiHawii 3 ipuHoTekaHoM 250 Mr/v2 y Jens 1. V maii6inemomy pocmimkenni (BICC-C),
namienTis 6y10 panoMizoBaHo A1 oTpuManHs abo Bixkputoro FOLFIRI (n=144), 6omocHo 5-
®Y (mIFL) (n=145), a6o XELIRI (n=141) i BoHH Oyau HOZAaTKOBO paHIOMi30BaHi Ui
oTpuMaHHS ab0 TOABIHHOrO CIIMOro JIKyBaHHS IeneKokcnObom, abo mianeGo. Menianue
BMKUBAHHS BE3 ITPOTPECYBAHHS XBOPOBMU cxkirano 7,6 micsmis ais FOLFIRI, 5,9
micsi s mIFL (p=0,004) auis nopisasuus 3 FOLFIRI), Ta 5,8 micsauis aa XELIRI (p=0.015).
Menianne 3B cxnano 23,1 micsui s FOLFIRI, 17,6 micsuis aas mIFL (p=0.09) ta 18,9 micsuis
s XELIRI (p=0.27). Tlamient, sxux jgikysamd XELIRI, BimdyyBamu HaaMipHY HNUTyHKOBO-
KMIIKOBY TOKCHYHICTH y mopiBHsHHI 3 rpynoio FOLFIRI (xiapes 48% ta 14% ama XELIRI i
FOLFIRI BigmosigHO).

nBiui Ha 100y y aHi 1 - 14 TPUTHIKHEBOIO KYpCy y

V nocmimkenni EORTC mamiedTtiB 6y10 paHIOMi30BaHO JUIS OTpUMaHHS ab0 BIIKPUTOIO




FOLFIRI (n=41), a6o XELIRI (n=44) 3 101aTKOBOIO paHIOMi3alliero abo 0T rpymHu MoBiiHOro
CJIIOro JIKyBaHHS IeNeKOKCHOOM, abo rmiane6o. Menmianumit wvac BUKWBAHHS BE3
[IPOI'PECYBAHHS XBOPOBH ra 3araisroro Biwkusanss (3B) 6ys koporkmmm s XELIRI
npotu FOLFIRI (BMDKMUBAHHA BE3 [TPOI'PECYBAHHS XBOPOBU 5,9 npotu 9,6 Micsiuis
1a 3B 14,8 npotu 19,9 Micani), kpiM TOr0, GY/IT MOBIIOMIIEHI HAMIPHI TOKA3HUKH BUHUKHEHHS
miapei y mamieHTiB, siki orpumyBainu cxemy XELIRI (41% XELIRI, 5,1% FOLFIRI).

VY nociukenHi, omyoaikoBanoMy Ckod Ta iH., nauieHTiB 6yi10 paHa0Mi30BaHO I OTPHMAaHHS abo
FOLFIRI, abo XELIRI .

3arasnbHa yactoTa Bianosiai cknana 49% y rpymi XELIRI Ta 48% y rpyni FOLFIRI (p=0,76).
Hanpuxinmi nikyBanHs 37% of namientiB y rpymi XELIRI ta 26% of nauienTiB y rpymi
FOLFIRI ne manu o3nak xBopoou (p=0,56). TokcuuHicTh Oy/1a aHATONI9HOIO MiX IpyIaMH
JIKYBaHHSS 3a BHHATKOM He#TporeHii, mo Oyia nmoBiZoMIIeHa yacTillle y NAaIieHTiB, sKi
nikyBanucs y rpyni FOLFIRL

MoHTaHbsgHI Ta iH. BHKOPHCTAJIHM pPe3yJbTaTH 3 BHIIEO3HAYCHHX TPHOX MOCIIPKeHb IS
HAJaHHs 3arajbHOr0 aHali3y paHJ0MI30BaHHX JOCTI/DKEHb, [0 MOPIBHSIOBAIH CXEMH
nikyBanHs FOLFIRI ta XELIRI ans nikyBaHHS METacTaTHYHOTO KOJOPEKTAIbHOTO paky.
3HayHe 3HHXKEHHS PpU3UKY nporpecyBaHHs 0ysio nos’s3ano 3 FOLFIRI (BP, 0,76; 95%/1, 0,62-
0,95; P <0,01), pe3y/bTaT 4aCTKOBO IIOB'SI3aHHI 3 TOraHOIO MEPEHOCHMICTIO BUKOPCHTAHOT CXEMH
XELIRI.

Jlani 3 pangoMizoBaHoro KiiHiunoro pociiukenHs (Cyrnakoc Ta iH., 2012) mopiBHIOBamM
FOLFIRI + 6eBanuzyma6 3 XELIRI + GeBauu3zymal i mpoeMOHCTpYBaIU BiCYy THICTh CyTTEBOL
pisauni y BUDKMBAHHI BE3 TTPOI'PECYBAHHS XBOPOBU a6o 3B Mk cxemamu
mikyBaHHs. [lamienTiB 6yn0 panaomizoBano s otpumanss abo FOLFIRI mmoc 6eBanmu3ymab
(rpyna-A, n=167), abo XELIRI mmoc GeBanuszymab (rpyna-B, n-166). lns rpynu B cxema

XELIRI BuxopucroByBana kanenurtabin 1000 Mr/M2 eIt Ha no0y mporsroM 14 [HiB

+ipuHoTekan 250 /M2 y Jlens 1. MenianHe BwXuBaHHs 0e3 IporpecyBaHHS XBOPOOH
(BMDKMBAHHS BE3 [TPOI'PECYBAHHS XBOPOBMW) cknano

10,0 Ta 8,9 micsmiB; p=0,64, 3aransne BkuBanHA 25,7 Ta 27,5 micsuis; p=0,55, a Jactora
Bianosii 45,5 Ta 39,8%; p=0,32 mis FOLFIRI-BeB ta XELIRI-beB Bianosiguo. [lanienTy,
skux JikyBanu XELIRI + Geauuzymal, MOBiIOMIISIM 3HAYHO BHUINY YacTOTY BHHHKHEHHS
niapei, heOpHIBHOT HEMTOIIEHIT Ta JI0JOHHO-IIIIOMIOBHHUX IIKIPHUX PeaKiliid, HDK y MaIlieHTiB, SKUX
nikyBam FOLFIRI + 6eBanu3yma0 i3 3HauHO OUTBIINMM BIAK/IAACHHAM JIIKYBaHHS, SHIJKEHHSM /103
Ta IPUITHHEHHSM JIIKYBaHHS.

Hani 3 6ararooxkycHOro, paH1I0Mi30BaHOT0, KOHTpoIboBaHOro AociimkenHs dasu II (AIO KRK

0604) miaTpUMYIOTh BHKOpUCTaHHS KanenuTabiny y nodatkoBid n03i 800 /M2 IPOTATOM 2
THIKHIB KOXKHi 3 THXHI y KoMOiHamil 3 ippHOTeKaHOM Ta OeBanu3ymaboM Ui Tepamii mepmoi

JiHIT y MalieHTiB 3 METACTaTHYHUM KOJTOpeKTaIbHUM pakoM. 120 manieHTiB 6yn0 paHI0Mi30BaHO
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Ui JTiKyBaHHs 32 Moaudikosanow cxemoro XELIRI 3 xanenurabinom 800 mr/m“ aBiui Ha 100y

MPOTSTOM JBOX THIXKHIB 3 HACTYIHOKO 7-J€HHOIO IIepepBOI0), ipuHOTeKaHOM (200 Mr/m? y BUTJISII
30-xBumHHOT iHQY3ii y [lens 1 koxHi 3 THkHi) Ta GeBarmzymadom (7,5 mr/kr y Burmsai 30 — 90-
XBUITHHHOT iHQY3ii y Jlens 1 kokHi 3 TkHi) ; 127 nauiedTiB Gys10 paHIOMi30BaHO JUIS JTiKyBaHHS

karerurtabinom (1000 Mr/M2 aBidi Ha 100y IPOTArOM ABOX THIXKHIB 3 HACTYIHOIO 7-JI€HHOIO

[epepBoro), okcammiaTuaoM (130 Mr/v2 y BUJIiAi 2-rogqunHol iHy3il y Jenb 1 koxHi 3 THKHI)
Ta 6eBanusymadom (7,5 mr/kr y surmiai 30 — 90-xBunuuHOI iH(Y3ii y Jens 1 koxHi 3 THXHI).
ITicns cepeaHBOI TPHBAIOCTI HCTYIMHOrO KOHTPOIIO JOCIIDKEHHOI momysuii y 26,2 Micsuis,
4acToTa BI/INOBI/Il Ha JIIKYBAaHHA [10Ka3aHA HIDKYC:

Tabmuns 9 Kimouosi peynsrati edex uBHOCTi 1tst gocaimkerns AIO KRK




XELOX + deBauusymad onudixoBana BigHomeHH#A
ELIRI+ pusukis 95% 1
(ITT: N=127) epanusymad (ITT: 3nauenns P
= 120N
H/KHBaHHS €3 nporpecyBaHHs XBOpoOH 4epe3 6 Micsauin
ITT 76% 84%
95% 1 69 - 84% 77 - 90% f
MenianHne BHXKHBAHHA 0€3 NPOrpecyBaHHsI
ITT 10,4 micsuis 12,1 MicsmiB 0,93
95% J1 9,0-12,0 10,8 -13,2 0,82 -1,07
P=0,30
MenianHe 3arajibHe BHKHBAHHSA
ITT 24 .4 MicAIiB 25,5 MicsIiB 0,90
95% M1 19,3 -30,7 21,0-31,0 0,68 —1,19
P=0,45

Kombinosarna mepanisa y mepanii Opyeoi ainii Memacmamuino20 KOJI0PeKmalbHo20 PaKy

Jlani 3 6araro)oKyCHOro, paH10Mi30BaHOT0, KOHTPOJIBOBAHOTO KJIIHIYHOTO J0CTi/KeHHs (asu
ITT (NO16967) minTpiumMyroTh BUKOPACTAHHs KanenuTadbid y komMOiHalii 3 OKCalimiaTHHOM i
Tepanii Apyroi JiHii METaTCTaTHYHOrO KOJIOPEKTAIBHOIO paky. Y 1boMy BHIpoOyBaHHI 627
MALIEHTIB 3 METACTATHYHOK KOJIOPEKTAIBHOIO KapIHHOMOIO, SKI OTPUMYBAIIM IIOTIEPETHE
JIKYBaHHS ipHHOTEKAHOM Y KoMOiHauii 3 GTOpmipuMiMHaMU B SKOCTI Tepariii mepuioi JiHii,
Oyno pangomizoBano mo rpym jgikyBanHs XELOX a6o FOLFOX-4. Illoo cxem 103yBaHHS y
XELOX ta FOLFOX-4 (6e3 noaasanus miane6o a6o 6eBanuzymatda) mus. Tabmuio 7. XELOX
IIPOJIEMOHCTPYBaB He MeHuy eexruBHicth, HDK FOLFOX-4 3 ormaay Ha BuKuMBaHHS Oe3
porpecyBaHHs XBOPOOH Y MPOTOKOJIBHIM MOMYJIALii Ta Ipymi «BCi BKIIOYEHI 0 JOCIIUKSHHS
INAUi€HTH, SKi IPARHSUIA IPUHANMHI OJIHY 03y JOCIiKyBaHOro Ipenapary» (AuB. Tabiuio
10). Pesymsratu Bkasyiots, mo XELOX exsiBatentHa FOLFOX-4 3 TOYkM 30py 3arajabHOro
BroKuBaHHs (auB. Tabmumio 10). MegianHHI Yac HACTYITHOTO KOHTPOJIIO HA MOMEHT IIEPBUHHHX
aHAI3IB y rpyMi «BCi BKIIFOYEHI /10 I0CIIKEHHS [TAL€HTH, SKI IPAMHSAIM NPUHAKMHI OZHY /103y
JIOCIT/KYBAHOTO Mperapary» ckias 2,1 poku; faHi 3 aHTI3IB 3 HACTYTTHHX JI0/IATKOBHX 6 MiCSIIiB
HACTYITHOTO KOHTPOJIIO TaKoXk BKiIFo4YeHo 10 Tabmumi 10.

Tabmuusa 10 Kmowosi pesynbraté cexTuBHOCTI Ul aHamisy HE MEHINOI epeKTHBHOCTI Yy

Hocnipkerni NO16967

NMEPBUHHUU AHAJII3
XELOX FOLFOX-4 (PPP*: N =
(PPP*: N=251; ITT**: N=313)252; ITT**:
N=314)

HMonyasiniss Meaianuuii yac g0 noaii (/{xis)
Iapamerp: BuzkuBanusi 6e3 nporpecyBaHHsl XBOPOOH

BP (95% /1)

IPPP 154 168 1,03 (0,87; 1,24)
ITT 144 146 0,97 (0,83: 1,14)
Ilapamerp: 3arajbHe BHAKHBAHHSA

PPP 388 401 1,07 (0,88; 1,31)
[TT 363 382 1,03 (0,87:1,23)

JIOJJATKOBI 6 MICALIIB HACTYITHOI'O KOHTPOJIKO

Monyasuis [Mexianunii gac 10 noaii (J{uis)

HR (95% J1I)

Mapamerp: Buzknsanns 6e3 nporpecyBaHHsi XBOPOOH

IPPP 154 [166

[1.04 (0.87; 1.24)

ITT 1143 [146

0.97 (0.83; 1.14)

[Mapamerp: 3araabHe BUKHBAHHS




PPP 393 402 1,05 (0,88; 1,27)
i i i 363 382 1,02 (0,86: 1.21)
*PPIU’=np0T0K0ana ponynﬂuia; **[TT=rpyna «Bcl BKJIIOYEHI [0 AOCTIUKEHHS Mall€HTH, fKi
NPUHHSIM TpHHAKMHI OJIHY 103y AOCIIKYBAHOTO Iperapary».

Po3110oBcIo/DKeHNI paK IUIVHKY:

Jani 3 6aratooKyCcHOro, paHIOMi30BAHOTO, KOHTPOIBOBAHOTO KJIiHIYHOTO BHIPOOYBaHHA
¢dasu IIl y mamieHTiB 3 pO3MOBCIODKEHMM pAKOM MUTYHKY MHiATPUMYIOTh BHKOPHCTaHHS
KanenuTabiHy JUId Tepalii nmepoi JiHil po3noBcroKeHoro paky nuryHky (ML17032). ¥V usomy
BunpoOysanHi 160 namieHTiB 6yj10 paHI0Mi30BaHO A0 IPYIH JiKyBaHHS Kanenutabinom (1000

Mr/m2 JBi4i Ha 100y MPOTAroM 2 THXKHIB 3 HACTYITHOIO 7-1€HHOIO IIEPEPBOIO) Ta IIUCTLIATHHOM
(80 /v y BUDJIAL 2-roauHHOI iHQY3ii koxHi 3 TwxkHi). B minomy 156 mamientis Oyio
paHIOMi30BaHO 10 rpymnu jikyBaHHs S5-OY (800 Mr/M2 Ha no0y, y Burisani 6esnepepBHO]

iHy3ii y ani 1 - 5 kosxkHi 3 THKHI) Ta nucnaTuEOM (80 Mr/v2 y BHIJIAAL 2-roquHHOI iHY31i Yy
Jens 1, xoxui 3 twxui). Kameuurabin y xomOiHalii 3 UCIUIATUHOM I10Ka3aB HE MEHIITY
e(eKTHBHICTE TOpiBHAHO 3 5-OV y KoMOiHALi] 3 LUCIUIATHHOM 3 OIVIAAy Ha BHJKMBAaHHA Oe3
NporpecyBaHHA XBOPOOHU y IIPOTOKOIBHOMY aHami3i (BigHomenns pusukis 0,81; 95% JI1 0,63 —
1,04). MenianHe BukuBaHHS 6€3 NporpecyBanHs XBOPOOH cKiIao 5,6 MicAiB (kaneuuTabin +
upcIIaTig) npotu 5,0 Micauis (5-®Y + L{ucnarus). BiHOMEHHS PU3UKIB JUIS TPUBAIOCTI
BWJ)KMBaHHS (3arajibHe BHKMBaHH:) OY/I0 aHAJIOTTYHIM JI0 BIAHOLICHHSA PU3HKIB /I BHOKHBAHHS
Ge3 mporpecyBaHHsA XBopoOu (BimHomenHs pusukis 0,85; 95% JII 0,64 — 1,13). Menianna
TpUBaITiCTh BUKMBAHHA cK1ana 10,5 MicsauiB (xkanerutabin + wuciaTiy) npots 9,3 micsuis (5-
@V + mucniaaTiH).

Iani 3 pangomizoBaroro 6ararodokycroro gocmipkerss pasu 11, mo nopisHaAIM KanenuTadin
3 5-DV Ta OKCATIIUIATHHOM T4 3 [IMCIIATHHOM Y MAIi€HTIB 3 PO3MIOBCIOUKEHUM PAKOM LILTYHKY,
MiATPUMYIOTh BUKOPUCTAHHS KanenuTaliHy JUIs Tepariii nepioi JTiHii po3IoBCIO/UKEHOTO paKy
mryeky (REAL-2). V msomy BunpoOysanui 1002 mamienTiB Oysno paHIOMi30BaHO 3a
baxTopHHUM aHaIi30M 2X2 B OJIHY 3 HACTYIIHHUX 4 IPYIIL:

. ECF: enipy6inus (50 mr/ w2 y BUrIsAi GomocHOi in’ekuii y JleHs 1 koxkHi 3 THKHI),
uucruiatag (60 Mr/m2 y Burnaal asoroauunoi inysii y Jens 1 xoxni 3 TuxH1) T2 5-

dVY (200 Mr/M2 Ha o0y y Bgmsu]i 6esnepepBHOi iHdy3ii Yepe3 HeHTpalIbHUH KaTeTep).

- ECX: enipy6imus (5Q mr/m* y Burisiai GomocHoi in’exuii y Jlens 1 KoxkHi 3 THKHI),
mucraaTid (60 Mr/m BUIJIAAI  ABOrOAMHHOI iH(QY3ii y JleHp | koxHi 3 THXKHI) Ta
karenuTabin (625 Mr/mM“ aBjui Ha 100y Ge3nepepBHO).

- EOF: enipy6imun (50 M/M~ y Burisai GomocHoi in’ekuil y Jlens 1 koxHi 3 THXHI),
oxcamimiaras (13Q Mr/M“ y Burasai 2-roguHHOT iHdy3ii y JleHs 1 KoXHI TpH TUIKHI) Ta
5-®Y (200 mr/mM* ma o6y y Bursigl OesmepepBHOI iHQY3ii yepe3 LEHTpaIbHHIl
Karerep).

> EOX: enipy6iuun (50 Mr/M2 y BUrIsAl  GosmocHOT i’ ekl y JleHs 1 KoxkHi 3 THKHI),
oxcanimnatus (130 Mr/m? y BUDJISAL 2-roAMHHOI iHY3ii y Jlens | KOXHI TpH THKHI) Ta

KanenuTabin (625 /M2 apivi Ha 100y Ge3nepepBHO).

AHai3¥ NepPBUHHOI €()EKTHBHOCTI Y IPOTOKOJBHIM MOMyIALI] MPOJEMOHCTPYBATH HE MEHIITY
e(eKTHBHICTh IIOJ0 3arajbHOTO BHXKMBaHHS s KamenuTaGiHy npotn cxem 3 5-QV
(BimHomenns pusukis 0,86; 95% I 0,8 — 0,99) Ta q1s OKcamIUIaTHHY IPOTH CXeM 3
HuCIIaTHHOM (BiHomeHHs pusukis 0,92; 95% 10,80 —1,1). Meaianue sarajbHe BHKHBAHHS
cknano 10,9 MicsmiB y cXeMax Ha OCHOBI KaneuuTaGiny Ta 9,6 MIiCAIIB y cXeMaX Ha OCHOBI 5-
®V. MezianHe 3aranpHe BIDKHBaHHA ckiano 10,0 MicsmiB y cxemMax Ha OCHOBI MCIUIATHHY Ta




10,4 micsmiB y cxemax Ha OCHOBI OKCATITIIATHHY.

Kaneuurabin takox Oymo 3actocoBaHo y komOiHamii 3 OKCAMIJIaTHHOM JUIsl JIKYBaHHS
PO3MOBCIOKEHOr0 paKy ULTYHKY. JloCHi/pKeHHsS MOHOTepartiil KanenuTabiHoM BKa3yloTh, IO
KarenuTabiH Mae akTHBHICTB IS AIKYBaHHS PO3IIOBCIO/DKEOTO paKy ILTYHKY.

Pak 06010B0T KHIIIKH, KOIOPEKTATHHHIA TA PO3MOBCIO/UKEHUH paK HITYHKY: MeTa-aHasli3
Merta-anani3 mecTH KiiHi4HHX BHIpoOyBaHb (pocmimkeHHs SO14695, SO14796, M66001,

NO16966, NO16967, M17032) migrpumye MOMXKIHBICT 3aMiHH KanmelUTaOiHOM y MOHO- Ta
KoMOiHOBaHOMY JTiKyBaHHI 5-@Y paKy IUTyHKOBO-KHIIKOBOIO TpakTy. OO’ €IHaHMI aHaIli3 BKIOYAE
3097 nauieHTiB, SKHUX JIKYBaJIM CXeMaMH, 10 MicTHIX KarneuuTabin, Ta 3074 nauieHTiB, SKHX
JIKyBaId cXeMaMH, 110 Mictiian 5-OY. MeiaHHui yac 3arajlbHOro BHXKUBaHHS cKiaB 703 Hi
(95% J11: 671; 745) y nauieHTiB, AKMX JIIKyBaIH CXeMaMH, 110 MiCHJIH KaneluTabin, Ta 683 nuHiB
(95% JII: 646; 715) y nauienTis, SKHX JiKyBaIH cXxemaMmu, mo Mmictamm 5-OY. BigHomeHHs
PH3HKIB JUls 3araibHOro BkuBaHHA ckiano 0,94 (95% Al: 0.89; 1,00, p=0,0489), mo Brasye Ha
Te, L0 CXEMH Ha OCHOBI KarenuTabiHy MaloTh He MEHIy e(peKTUBHICTD, HDK cxemu 3 5-OY.

Pak M0OJI04HOT 3aJ1034:

Kombinosana mepanis kaneyumabinom ma O0o0yemakceniom y JAIKYBAHHI — Micye6o-
PO3N0BCI00JICEH020 abO Memacmamuyno20 paky Mmonoynoi 3aio3u Jlani 3 OJHOTO
6araTooKyCHOro, paHJI0Mi30BaHOI0, KOHTPOJIBOBAHOrO KiiHiyHOro BHnpoOyBanHs ¢dasu III
MiIOTPUMYIOTh BUKOPHMCTAHHs KareuutaGiHy y KoMOiHamii 3 JomeTakcenom /Ul JiKyBaHHS
TAI[€EHTIB 3 MiCLIEBO-PO3MOBCIO/KEHMM a0 METAaCTaTHYHHM PAKOM MOJIOYHOI 3aJ103H MiCIsi
HEBJIA/I01 IIATOTOKCHYHOI XiMioTepanii, BKIFOYAr0UM aHTpalMKIHA. Y oMy BHIpOOyBaHHi 255

- nBigi HA 100y

TIPOTSATOM 2 THIKHIB 3 HACTYITHOIO 1-THIKHEBOIO IEPEPBOIO Ta JOIETAKCEIOM 75 /w2 y BULJISL
1-rofMHHOT BHYTPIIIHEOBEHHOT iHDY3il KoXkHI 3 THoKHI). 256 nmanienTiB Gy;10 paHIOMi30BaHO

nanienTiB 6y10 paHI0Mi30BaHO 10 TPYIH JiKyBaHHS KareruTabinoM (1250 Mr/m

70 Trpynu JiKyBaHHS Jmme jonerakcenoM (100 Mr/M2 y B 1-roguHHOI
BHYTPIIIHEOBEHHOT iH(y3ii KoxkHi 3 Twkni). Bixusanns Oyno BHIMM y Tpymi KomOGinauii
kaneruTabin + gouerakcen (p=0,0126). MenianHe BHKuUBaHHS ckiato 442 nHiB (kaneuuTabin
+ momeTakcen) poTH 352 aHiB (MIne goueTakcen). 3araibHi piBHi 06’ EKTMBHOI BINOBIAL y BCli
pannomizosamift momynsanii (ominka moctianuka) ckiamu 41,6% (kanernurabin + gouerakcen)
npotu 29,7% (mmme goueraxcen); p = 0,0058. Yac 1o nporpecyBanHs XBopoOu OyB BHIIUM Yy
rpyni kom6Ginauii kaneuuradin + goueraxcesn (p<0,0001). Menianuuit yac 10 mporpecyBaHHs
xBOpoGH cki1aB 186 aHiB (kanenuradid + gonerakcesn) npoty 128 nuiB (uiie goueTakcen).

Monomepanis kaneyuma6inom nicas Heedanoi ximiomepanii maxcanamu, AHMpayuKiIiHamu ma
Y mux nayieHmis, AKUM aHMpAYuKIiHo6a mepanis He NOKA3anda

Jlani 3 nBox GaratodoKycHHX KIiHIYHHX BHNpoOyBaHb (azu II miarpumyrOTe BHKOPHCTAHHS
KanenuTabiHy y MOHOTepanii /s JiKyBaHHS NALi€HTIB Mic/is HeBAaIol XiMioTeparii i3 BMICTOM
TAKCaHiB Ta AHTPAIWMKIIHIB a00 THX, KOMy aHTPAIMKIIHOBA Tepamis He MOKasaHa. Y IHX

BUNIPOOYBAHHSAX 3araioM 236 mauieHTiB JikyBamuch Kanenurabinom (1250 Mr/M? 1Bidi Ha 100y
IIPOTTSOM 2 THKHIB 3 HACTYITHOIO 1 -THKHEBOIO [IEPEPBOI0). 3aranbHi piBHI 06’ €KTHBHOI Bi/IMOBIAL
(ominka nocnimuuka) ckmam 20% (mepuie BunpoOyBaHHA) Ta 25% (apyre BHIPOOYBaHHS).
MenianHuii yac 10 mporpecyBanHs XBopoOu ckiaB 93 Ta 98 auiB. MeaiaHHe BHIKHBAHHS
craHoBwi10 384 Ta 373 naHiB.

Bci nokazanHs

Merta-anani3 14 KriHidHEX BUNpoOyBanb 3 NaHuMH Bix nonazx 4700 maiieHTiB, SKUX JKyBalu




KanenuTabiHOM y MOHOTeparii abo kaneunTabiHoM y KoMOiHaLIT 3 PIsHUMH cXeMaMH XiMioTepartii
3a PI3HHMH TI0Ka3aHHsMH (paK 000A0BOI KHUIKH, KOJIOPEKTAIBHUMN, PaKILIYHKY Ta paK MOJIOYHOT
3aJ1031) TIPOJICMOHCTPYBaB, IO y MAalLli€HTIB Ha KaneuuTaOlHi, y SKHX PO3BHBABCH IOJIOHHO-
nigomoBHui cunapoM (AI1C), Mamm goBie 3arajibHe BHXKMBAHHS Y MOPIBHSHHI 3 IALli€HTaMH, B
akuxX He possuBancs J{I1C: menmianne 3aransue BukuBauHsg 1100 mui (95% I 1007;1200)
npotu 691 nuiB (95% 11 638;754)

3 BigHOMEHHAM pu3ukiB 0,61 (95% JII 0,56; 0,66).

Hitn

€Bponeilicbke areHTCTBO 3 JIIKAPCHKHX 3aco0iB BIAMOBMJIOCH BiJl 000B’A3KY IIPOBOJUTH
nocnikenas moao Kamenutabiny AKKOpa y BeiX MiArpynax HamieHTiB-AiTeH W1 JiKyBaHHS
aJICHOKapIIMHOMH 00010BOT Ta MPSAMOT KHIIIKH, aJeHOKapIIMHOMH LILTYHKY Ta KapLMHOMHU MOJIOYHOL
3ay1034 (IUB. po3/ia 4.2 moao iHGopmMarii mpo BUKOPHCTAHHSA Y AITEH).

52 ®@apmMakoKiHeTHYHI XapaKTePHCTHKH

dapMakokKiHeTHKa KarneuuTaGiHy Oy1a BU3HaueHa B Jiamasoni m03 502-3514 mr/m*/moGy.
[lapamerpu kanenurtaGiny, 5'-nesokcu-3-¢propumtumuny (5'-APLT) Ta 5'-mesokcu-5-
dropypununy (5'-IOVP) na nens 1 i 14 Oynu noxidrumu. Ha nens 14, AUC 5-@V Gyina Ha 30-
35 % Bue. 3HMKEHHS 1034 KanenuTabiny IPH3BOIHIO JI0 3HIKEHHS eKcrosulii 5-OY GuibLue,
HI)K IPOMOPLIHHO /1031, BHACIIIOK HEMiHIHHOT GapMaKOKIHETHKH aKTHBHOTO METabOJIiTY.

BcMokTYBaHHS
Ilicns opanbHOro mpHifoMy KamenuTabiH IIBHAKO Ta MOBHICTIO BCMOKTYETHCS, IMIiCJSL YOO

IPOXOAUTH Horo GioTpanchopmaiis B merabomitu 5'-aesoxcu-5-propuarumun (5'-APLT) i
5-JIOVYP. IlpuitoM DKi 3MEHIIye IIBHAKICTH BCMOKTYBaHHS KameuuTaliHy, MpOTe HE Mae
3HAYHOTO BILUTMBY HA BEIMYMHY IUIONI MiJ KPUBOK «KoHUeHTpauis-dacy (AUC) 5'-JIOVP i
HacTynHoro Metabonity 5-®Y. Ilpu npusHadeHHi mpemapary micis mpuiiomy ki y mosi 1250
Mr/M Ha 14-i 1eHp MakcHMasTbHi KOHIEHTpallil Cmax Kanenutabiny, 5'-APLP, 5'-ADVYP, 5-OV i
®BAJl cranoBwmm BignmosigHo 4,47, 3,05, 12,1, 0,95 i 5,46 wmxr/mi. Yac AOCATHEHHS
MakcuMaIbHOT KoHneHTpanii Tyax gopisaioe 1,50, 2,00, 2,00, 2,001 3,34 rox, a AUC - 7,75, 7.24,
24,6, 2,03 i 36,3 MKT X TOJI/MJI BiATIOBIIHO.

Posnozin

JlocmipkeHHs 1171a3MH JIIO/IMHY in Vitro IpoAeMOHCTPpYBaH, MO Ui KanenuTadiny, 5'-JAPIT,
5'-IOVP i 5-®V 38’130k 3 GilkamMu (rOJIOBHEM YHHOM 3 aJIb0yMiHOM) CTAaHOBHTH BiTOBIIHO
54 %, 10 %, 62 % i 10 %.

BioTpancdopmartis

Kaneuurabin crnouyarky Merabomi3yeThess y MediHUi mig Jiero KapOokcuiecTepasud 10
metabosity 5'-JIOLT, axuit motiM Tpanchopmyerses B 5'-JOYP min aiero nHTHARHAE3aMIHA3H,
10 3HAXOJMTHCS, B OCHOBHOMY, Y I€UiHIi Ta MyXJIMHHUX TKaHWHaX. [lojanslia KaTamiTHYHaA
aktuBanig 5'-JIOYP BinOysaeTses 3a paxyHok TuMimuH(ochopuiasn. depMeHTH, 3alIydeHi y
KaTaliTHYHy aKTUBALiIO, 3HAXOAATHCSA SK Yy NyXJIMHHAX TKaHWHAX, TaKk i B HOPMaIbHHX
TKaHWHAX, aje 3a3Buyaii Ha Hmwkdomy pisHi. Ilomanema depmenTHa OGioTpachopmartis
kaneruTabiny 10 5-OV NpU3BOAUTH 10 BUINMX KOHUEHTpALill y IyXIWHHHX TKaHMHAX. Y
BUIIQ/IKy KOJIOPEKTATBHHUX IyXJIHH 3Ha4Ha 4acTuHa 5-OY JoKami3yeTbCcs B CTPOMATbHHX
KJIiTHHAX MyXiauHM. [licis mepopaJbHOrO 3acTOCYBaHHS KalelHuTabiHy MallieHTaMH 3
KOJIOPEKTATTbHUM PAaKOM BiTHOIIEHHS KOHUEHTpauii 5-OY y KolopekTaJbHHX IyXJIHHAX 10
KOHIIEHTpaIlii y NpHIerjiuX TKaHWHaX crtaHoBuia 3,2 (aianmasoH Bix 0,9 1o 8,0). BinHomeHHs
KOHIeHTpalii 5-OV y myxJIMHi 10 KOHIEHTpawii y 1u1a3mi KpoBi craHoBmIIO 21,4 (Aiana3oH Bix




3,9 mo 59,9, N=8), B Toii yac K BiJHOIIEHHS KOHIIEHTpAIii y 3J0POBHX TKaHHHAX JIO
KOHLeHTpauii y mmiasmi KpoBi cranoBuiao 8,9 (miamasom Bix 3,0 mo 25,8, N=8). Ilpu
BUMIpIOBaHHI, aKTHUBHICTH TuMimmH(pochopunasn Oyra y 4 pasu BHIIA Y [EpBHHHIN
KOJIOPEKTa/IbHIM MyXJIHHI MOPIBHSAHO 3 NPUJIETIAMH HOPMAJIbHHMH TKaHHHAMH. 3@ JaHHMH
IMYHOTICTOXIMIYHHX JOC/TiIKEeHb Oilblla 4YacTHHAa THMiZHHGOCHOpPIIA3H JIOKATIZYEThCS Y
CTPOMAJIBHUX KJTITHHAX ITyXJIHHH.

[Torim 5-DV karabomnizyerses auriapomipumigusieriaporensasoo (A1) 3 yTBopeHHSIM MeHII
TOKCHYHOTO JUTiApo-5-hropypanuty (PYHz). [luriaponipuMifiHasa po3ImeIioe nipuMiIMHOBE
Kimble 3 yrBOpeHHsM S-¢ropypeimonponionoBoi kuciotu (PVYIIK). Kinmesoro peakiiero €
posmeruienHs B-ypeinonpomnionasor @VIIK no a-¢prop-B-ananiny (PBAJI), mo BUsBISETbCS B
ceui. AKTHBHICTB JUTi PO pUMIHHIETAporeHasu ooMexye mBUaKicTs peakuii. Jedimut JTIT
MOJKe ITPU3BECTH 0 3pPOCTaHHS TOKCHYHOCTI kanenuTabiny (auB. po3ain 4.3 and 4.4).

Busenenns
Ilepioa naniseuBenenus (T1/2) kaneuurabiny, 5'-APLP, 5'-IAOVP, 5-OV i ®BAJI cranoBuTsh

BianosiaHo 0,85, 1,11, 0,66, 0,76 1 3,23 rogunun. Kanenurabin Ta iforo Mmetabo1iTH B OCHOBHOMY
BUBOJATHCA 13 cevero. Ekckpelis i3 cedero - 95,5 %, BUBeIeHHs 3 KaloM MiHIMaibHe - 2,6 %.
OcHoBHUM MeTabosiToM y ceui € DBAJL, sikuit cranoBuTb 57 % Bix npuiinsToi 1o3u. [Ipubnunsno
3 % npHHHATOT 1031 BUBOJUTHCS 13 C€YEI0 Y HE3MIHEHOMY CTaHi.

KombinoBaHa Teparrig

V Xxomi mochipkeHb (apMakOKiHETHKH He OyJ10 BHABICHO BIUIMBY KameuuTaliHy Ha
(dapmakokineTHKy jouerakceny Ta makmitakcedy (Cmax Ta AUC) Ta BIUIMBY JIOLETaKCeNIy Ta
nakiitakcelqy Ha (apMakokiHeTHKy KamenurtaGiny Ta S5'-JJ®VYP (Hai6inem BaXIMBOIrO
MeTaboniTy kaneuuTabiny).

dapmakoKiHeTHKa B 0COOIMBUX Irpynax NalicHTiB

[Monynsuiauit papMakokiHeTHIHUM aHa1i3 OyB BAKOHAHKH MTic/Is JTiIKyBaHHS KalenuTabiHOM
y 103i 1250 mr/m? Bivi Ha 106y 505 nauienTiB 3 KONOpeKTaATbHAM pakoM. CTaTh, HAasBHICTH
Y{ BiJCYTHICTh METACTa3iB y MEYiHKy JI0 MOYaTKy JIKyBaHHS, 1HJIEKC 3arajbHOro CTaHy
nanienTa 3a KapHOBCHKH, KOHIIEHTPALlis 3arabHOro 6i1ipy0iHy, CHPOBAaTKOBOIO alb0yMiHy,
aktusHicTs AJIT i ACT He Maiu 10CTOBipHOTO BILTHBY Ha (hapmakokiHeTuky SI'-JIOVP, 5-
OV i ®BAJL

Xeopi 3 memacmamuynum ypaxcenHsm nevinky. 3riHo TaHuX (apMaKOKIHETHYHHX JOCTIIKEHb
Yy XBOPHX i3 JIETKMM i NOMIPHHM CTYICHeM IMOpyIueHHS (yHKUii meuiHkH, oOyMOBIEHHM
MeTacTa3aMH, Oi00CTYNHICTh KamenuTadiHy Ta ekcrno3uuis 5-OY MoXKyTh IiJIBHILYBATHCS
MOPIBHAHO 3 ManienTamMu 6e3 nopymens GyHKUil nedinku. [lani 3 hapMaKOKiHETHKH y XBOPHX 3
TSOKKHM TOPYIICHHSM QYHKIIT TeYiHKH BiICYTHI.

Xeopi 3 nopywennsm @ynxyii nupox. Ha ocHOBI (apMaKkOKiHETHYHOro JOCHI/DKEHHS B
OHKOXBODHX [pM pi3HOMY CTyHeHi (BIZ JIETKOro 0 TSIKKOrO) HHPKOBOi HEIOCTaTHOCTI
(bapmakokineTHKa He3MiHeHOro npemnapary i 5-OV He 3anexuTs Bia kiipency kpearusiny (KK).
KK srumBae na sesmuuny AUC 5'-JIOVYP (36inmpmenns AUC ua 35 % — npu 3amxenHi KK va 50
%) i ®BAJI (36imemenns AUC wna 114 % npu 3mmxenni KK mwa 50 %).
®BAJI — MeTaboiT, 0 HE Ma€ aHTHIIPOJIiepaTHBHOT aKTUBHOCTI.

Tayicumu nimnvo20 6ixy: bazyrouuch Ha JaHHX NOMYJISIIHHOrO (papMaKOKiHETHYHOTO aHAi3Y,
KM BKJIIOYAB MAIi€HTIB IMMPOKOTO BIKOBOTO Jiana3sony (27-86 pokiB), 3 skux 234 MalieHTH
(46 %) 6ynu BikoM 65 pokiB i crapiie, Bik He BIMBae Ha papmaxokinetuky 5'-JIOVYP i 5-OY.
AUC ®BAJI 36insmyerscs 3 Bikom (36inpmenHs Biky Ha 20 % cympoBomkyBanocs
36inpmenaamM AUC ®BAJl na 15 %), 1o, iMOBIpHO, 3yMOBJICHO 3MiHOIO ()YHKIIIT HEPOK.




Emniuni paxmopu. Tlics nepopanbHOro 3acTocysanns 825 Mr/m? kanenutaGiny ABidi Ha 100y
npotsaroM 14 nHiB y manieHTiB AnoHchKoi HamioHanbHOCTI (N=18) Cmax kanenutabiny Oyna
HIK9010 Ha 36 %, a AUC — Ha 24 % mnopiBHAHO 3 IalieHTaMH eBporeoinHoi pacu (N=22).
[MTauienTH AMOHCHKOT HAIIOHATLHOCTI TaKOXK MaTH Ha 25 % Huk4uy Cmax i Ha 34 % auxay AUC
®BAJI nopisHsHO 3 mamieHTaM# €BporeoinHoi pacu. Kiiniuna 3HaumMicTh miei pisHMI
HeBizoma. He croctepiraeTbest cyTTeBOI pi3HHMLI B ekcno3uuil iHmmx Mera6osnitis (5'-JAPIIT,
S-JIDVP i

5-0Y).

5.3 JlokuainiuHi xaHi 3 0e3nmeKkH

YV  [IOCHiUKEHHSX TOKCHYHOCTI MOBTOPHHX [03 J000Ba IepopaibHa /03a KamenuTabiHy
SBaHCBPKUM MaKakaM Ta MHIIAM NPH3BOJAWIA O TOKCHYHHMX €(EKTiB I IILTyHKOBO-KHILIKOBOIO
TPaKTy, JiM(POITHOT Ta reMarloeTHYHOT CHCTEM, THIIOBUX JUIs (hropripuMiziHiB. i TokcHaHOCTI Mam
3BOPOTHIH XapaxTep. ToxcuunicTs U INIKIpH, sIKa XapaKTepH3yBaIacs
JIereHEepaTUBHUMIW/PErPECHBHUMH  3MiHAMH, CriocTepiranacs mnpd mnpuioMmi  KanenuTaliHy.
Kaneuurabin He npussoauB g0 TtoxkcuyHocti s mevinku ta [[HC. Cepueso-cymunna
TOKCHYHICTH (HanpHkiaz, nogopxenHs inrepsatis PR ta QT) Oyna BusiBiiena y siBAHCHKAX MakKak
MICJIs BHYTPilIHBOBEHHOTO 3acTocyBaHHs (100 MI/Kr), aje He Mic/Isd MOBTOPHOIO NEPOPAILHOTO

no3yBanHs (1379 Mrfmzf’noﬁy).

JIBOpiuHEe JOCIT/UKEHHS KAHIEPOT€HHOCTI HA MHIIAX HEe MPOAEMOHCTPYBAIO CBilYEHb
KaHIIEPOreHHOCTI Kaneuradiny.

Ilix yac cTaHAapTHHEX JOCIIUKEHb (epTHIBHOCTI CriocTepiraaocs moripmenHs GpepTuiIbHOCTI
y CaMHMIlb MHIIEH, AKi OTPUMYBAIX KarneuutadiH; IpoTe, el epeKT MaB 3BOPOTHIM XapakTtep
micuis nepiofy Ge3 BxkuBanHs npenapary. Kpim toro, mix yac 13-THKHEBOTO JIOCIIDKEHHS Mald
Micne atpodiuni Ta JereHepaTHBHI 3MIHH Y PENpPOAYKTHBHHX OpraHax CaMiliB MHILICH; MpoTe,
Taki e)eKTH Maju 3BOPOTHIl Xapakrep micis nepiogy 6e3 BKUBaHHS Tpenapary (IUB. pO3Jil
4.6).

V  jociijkeHHAX eMOpIOTOKCHYHOCTI Ta TEpPaTOreHHOCTI HAa MHMINAX CIIOCTEprialuch
[10303aJ1€KHE NiABULICHHA pe30pOuii 10y Ta TepaTOreHHICThb. Y MaBIl CIIOCTEPIraTHCs BUKH/IHI
Ta EMpIOJIETALHICTB IIPH 3aCTOCYBaHHI BUCOKHX /103, ajle He OyJI0 CBi4eHb T€PaTOreHHOCTI.

KanenuTabid He MaB MyTareHHOro e()eKTy IpH JO0CIIDKeHHI in vitro Ha 6akTepii (tect Eiimca) abo
KJIITHHHM CCaBIIiB (aHATi3 TeHHUX MyTaliil KIiTHH KHTaiicekoro xom’ska V79/HPRT). Ilpore,
MO/i0HO /10 IHIIMX HYKJICO3H/IHUX aHayoriB (Hanpukiaz, 5-@Y), kanenutabin MaB KIaCTOrCHHHUH

edext Ha mimdoruTH oaUEK (in vitro) Ta Oyno BII3HAYEHO NMO3HTHBHY TEHJCHIIIO y MHULIEH y
MiIKpOSISIPHOMY TECTi KiCTKOBOIrO MO3KY (in vivo).

6. ®APMAILEBTHYHI BJIACTUBOCTI
6.1 CnHCOK I0NMOMIKHHX pe40BHH

Kanenurabin Axkkopa Tadnerku. BKpuTi 00010HK00 150 Mr 1a 500 Mr

TabneTka-saapo

JlakTo3a O0e3BoiHa




Mikpokpucraniyna LeJII0I03a
(E460) Kpockapmenosza HaTpiio
I'inpomenoza (ES)

Marsiro creapar

Obononka _TabaeTku
['impomeno3a  (6¢ps)

Tanbk

Turany piokeun (E171)

Oxcup 3aiza yepsonuit (E172)
Oxkcwup 3amiza xostuii (E172)

Kanenurabin Axxopa TabaeTky, BKPUTI IUTiBKOBOK 00010HK0K0 300 M1

Tabnerka-g1po

JlaxkTo3a Oe3BoaHa

Mikpokpucranivsa IeNT0103a
(E460) Kpockapmenosa HaTpito
['impomenosa (ES)

MarHito cteapar

Ob6omonka _TabeTku
[inpomeno3a  (6¢ps)
Tanbk

Turany gioxeusg (E171)

6.2 HecymicHicTb
He 3actocoByeTnes.
6.3 Tepmin npuaaTHocTi
3 poxu
6.4 Ocob.uBi 3acTepeskeHHs MO0 30epiraHHs

AumioMiHi€BO/amIOMiHi€Bi 6ticTepu
Lleit ikapchKuii 3aci6 He BUMarae 6y/b-KHX 0COOIMBHX YMOB 30€piraHHs.

[IBX/TIBJIX/AmomiHieBi 6aicTtepu
He 36epiratu npu Temneparypi sumte 30°C.

6.5 Tumn Ta BMicT KOHTeHHEPY

AufoMinieBo/amominiesnit a6o [IBX/ITBJIX/AmominieBuit 6ictep, mo Mictuts 30, 60 abo 120
TabJIeTOK, BKPUTHX IUIIBKOBOO 000710HKO0I0. KoXHa yrnakoBka mictuth 30, 60 ado 120 TabneTox,
BKPHTHX ILTIBKOBOIO 0O0IOHKOIO.

Ilepdoposanuii TIBX/TIBJIX/Amowminicuii Gricrep oaunuii ao3u Mictuts 30, 60 abo 120
Tab1eToK, BKPATHX ILTIBKOBOIO 060s10HK0M0. KoxkHa ynakoska Mictuts 30 x 1, 60 x 1 abo 120 x
1 TaGeToK, BKPUTHX IUTIBKOBOKO 000IOHKOKO.




He Bci po3mipu ynakoBoK MOXKYTb OYTH MpeCTaBjICH] Ha PHHKY.
6.6 Oco0,HBiI 3acTepeKeHHS MO0 YTHII3aLil

Hemae ocoOnuBHUX BUMOT.

7.  BJIACHHMK PEECTPAIIIMHOI'O ITOCBITYEHHSI
Axxopn Xenckea C.JLY./
Axxopn Healthcare S.L.U.
Bopax Tpeiin Cenrp, Mot ne
Bapcenona, 6/n, Exidici Ect 6
TIOBEPX,
08039 Bapcernona,
Icnanis/

World Trade Center, Moll de
Barcelona, s/n, Edifici Est 62
planta,

08039 Barcelona,
Spain

8. HOMEP(-U) PEETPALIIHHOI'O INOCBITYEHHS

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 IEPIIOI PEECTPAIIII/IIOOBKEHHS PEECTPAIIIT
Hara nepmoi peecrpauii: 20 kBiTHsa 2012 p.

Hara ocranHbOro oHOBJIEHHS: 9 ciuns 2017
p.

10. JATA IIEPEIJIAAY TEKCTY

HeranbHy iHQoOpMalilo MIOAO WBOTO JIKAapchbKOro 3aco0y MoOXHA 3HalTH Ha Beb-caifTi
€BporneicbKoro areHTCTBa 3 JIiKapehbKHX 3acoiB: hitp://www.ema.europa.eu/.
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