IHCTPYKIIIA
[T MEIUYHOTO 3aCTOCYBAHHS JTIKaPCHKOT0 3aC00y
Kcemnoma®

(Xeloda®)

Cknao:
ditoua peuosuHa: KanernuTtabis;
1 TabGneTka, BKpUTa IIiBKOBOIO 000JI0HKOI0, MicTUTh KamneruTabiny 150 mr a6o 500 mr;

donomidicHi pevosuHu: JTaKTO3a Oe3BOJIHA, HATPiI0 KPOCKApMesio3a, TimpoMeno3a, [ejiio3a
MIiKpPOKpPHCTAJiYHa, MarHiio cTeapaT; niiekosa 0060/10HKa: Oms TabneTok mo 150 Mr - Opadry®
poxesuit 03A14309 (rinpomeno3sa, Tanbk, TUTaHy giokcup (E 171), 3amiza okcup xkoBtuii (E 172),
3amiza okcup gepsonuii (E 172)); mist TadbneTok 1mo 500 mr - Opadry® poxesuii 03A14380

(rimpoMeno3sa, TanbK, TUTaHy giokcup (E 171), 3amiza okcup xkoBtuid (E 172), 3amiza oKcup 4epBOHUU
(E 172)).

Jlikapceka ¢hopma. TabmeTKy, BKPHUTI MJTiBKOBOIO 000JIOHKOIO.

OcHoegHi (i3uko-ximiuHi 8aacmueocmi: Tabnetku 1mo 150 Mr geoomyki, JoBractoi hbopmu,
BKPHTI IJTIBKOBOIO 000JI0HKO0, CBiTIO-TIEPCUKOBOT0 KOJIbOPY, 3BepXy BinouTok XELODA, 3Hu3Y - 150;

tabneTku mo 500 Mr IBOOMYKIIi, JOBracTol popMHu, BKPUTI IITiIBKOBOIO 000JIOHKOIO, TIEPCUKOBOTO
KOJIbOPY, 3Bepxy BigouTok XELODA, 3uu3y - 500.

dapmakoTepaneBTUYHA I'Pyna. AHTUHEOIIaCTUYHI 3aco0u. AHTHMeTabomiTh. CTPYKTYpHi aHAJIOTH
MIpUMIAVHY.

Kon ATX LO1B CO06.

dapMaKoa02i4HI 81aCMUBOCMI.
dapmakoOuHamika.

KamneruTabin - pe4oBUHa, 10 € HEIIUTOTOKCUYHOIO MOXigHoo0 pTopnipuMinuHy KapbaMary,
IIepopajbHUM MTONEePEeIHUKOM IIUTOTOKCUYHOI CIIONyKU 5-propypanuiny (5-0V). Kanernurabin
aKTHBYETHCS B IeKiibKa pepMeHTHUX eTaniB. diHanmbHe epeTBOpeHHS 0o 5-OY BigOyBaeThCs mif
miero TUMiguHGOChOPUIa3n ¥ TKaHUHI MMyXJIMHY, a TaKOXK y 3TOPOBUX TKaHMHAX OpPraHi3My,
IIpOTe, K IIPaBUJI0, Ha HU3bKOMY piBHI. Ha Mofesnsax pakoBUX KCEHOTPAHCIJIAaHTAaTIB JIIOAUHA



KarnenuTabiH TPoJeMOHCTPYBaB CUHEPTiUHNY epeKT y KoMOiHaIlil 3 oI[eTaKCeIoM, 1[0 MOXKe
OyTH TOB’S1I3aHO 3 MiABUIIEHHSM aKTUBHOCTI TUMiguH(pOCHOopuia3u qoeTakCcenoM.

IToka3u cBig4aTs, 1110 MeTabomi3aM 5-OY aHaOomYHUM HIIIX0M OJI0KY€E peakilito METUITIOBAHHS
I0Ee30KCiypUANIOBOI KUCIIOTH OO TUMigUIOBOI KUCIOTH, TAKUM YHHOM IEPEIIKOXKa4Yu CUHTE3Y
ne3okcupubonykieinosoi kucnotu (JHK). BéymoByBauus 5-OY Takox npurtiuye cunte3 PHK ta
nporeiniB. Ockineku JHK Ta PHK HeoOxigHi oyis gineHHs Ta pocTy KiiTuH, 5-OY Moxke CIpUUYUHATH
nediluT TUMigUHY, 110 CIIpusie He30alaHCOBAaHOMY POCTY Ta 3aruberni knitTuH. Bnnusu Ha [JTHK Ta
PHK 6inbi BupaxeHi y KiTiTuHax 3 GibIl iHTEHCHBHOIO IIpoJTidepalri€ro i 3 BUIIUM piBHEM
MeTabomnizmy 5-0Y.

dapmakoKiHemuxka.

dapMakKOKiHeTHKa KanenuTabiHy 6ya BU3Ha4deHa B fiama3oHi 1o3 502-3514 mr/m*/moby. [TapamMeTpu
KanenuTabiny, 5'-ne3okcu-5-propuutuguny (5'-IOLT) Ta 5'-me30kcu-5-propypuguny (5'-IOYP) Ha
nenb 11 14 6ynu nomi6uumu. Ha genp 14 nokasuuk AUC 5-OY 6yB Ha 30-35 % BummM. 3HUKEHHS
Io3u KarnenuTtaliHy MpHU3BOAMIIO N0 3HUXKEHHS eKco3utlil 5-OY 6inblre Hixk MponopiuiiHo Ko3i
BHACJIIIOK HeMiHiltHOI papMaKOKiHETUKY aKTHUBHOTO MeTabOoJIiTy.

BcmoxkmyeaHHA

[Ticns mepopanbHOTO MpUtoMy KaneuuTabiH MIBUOKO Ta MOBHICTIO BCMOKTYETHCS, MiCIIST 4OTO
IIPOXONUTE Horo GioTpaHchopMairiss B MeTaboiitTa 5'-ge30KCcu-5-propuutuaus (5'-IOLT) i
5'-I®VYP. IIpuiioM ixki 3MeHINy€e MBUAKICTE BCMOKTYBaHHS KaneluTabiny, IpoTe He Mae
3HQYHOT0 BIJIMBY Ha BEeJIMYUHY IJIOLLI ITil KPUBOIO «KOHI[eHTpalig-4ac» (AUC) 5'-[IOVP i
HaCTymHOro MeTtabomity 5-®Y. IIpu npu3HaveHHi npenapary y no3i 1250 mMr/m” micns
npuioMy 1Xi Ha 14-1 meHb MaKcUMasbHi KoHIleHTpauil (C,,,) KanenuTa0biny, 5'-IOIIP, 5'-
IOYP, 5-0V i ®BAJI ctaroBunu Bignosigxo 4,67, 3,05, 12,1, 0,951 5,46 Mmkr/min. Yac
OOCSATHEHHS MaKCHManbHOI KoHIeHTpanil (T,,,) nopisaioe 1,50, 2,00, 2,00, 2,001 3,34 rom, a
AUC - 7,75, 7,24, 24,0, 2,03 i 36,3 MKI X rof/MJI BigIIOBiOHO.

Po3nodin

HocmifKeHHS MIa3Mu JTIOAWHU in Vitro TpogeMOHCTPYBay, o A Kanenurabiny, 5'-OOLT, 5'-
OOYP i 5-OY 3B’s130K 3 OimkaMu (TOJIOBHUM YHMHOM 3 anbOyMiHOM) CTAaHOBUTH BifmoBigHO 54 %, 10 %,
62 %i10 %.

Memaboaizm

MeTabori3yeThCs y MediHIli mif fieto KapOokcunectepasu g0 Metabomity 5'-OOIT, skuit moTimMm
Tpa"chopmyeThes B 5'-[IOVP mip miero nutuguHAe3aMiHa3H, 10 3HaXOAUTLCS B OCHOBHOMY Y NEYiHII
Ta MyXJIUHHUX TKaHUHax. [lomanbiia KaTaniTudHa aktuBalisa 5'-[JOYP BinOyBa€eThCs 3a paxyHOK
tuMiguHbochopunazu. PepMeHTH, 3aMydeHi y KaTaliTUUYHY aKTUBAIlil0, 3HaXOOSIThCS SIK Y
NyXJIMHHUX TKaHWHAX, TakK 1 B HOpMa/lbHUAX TKaHWHAX, ajie 3a3Bu4Yal Ha HUXK4Y0MYy DPiBHI. [Tomanbiia
dbepmenTHa GioTpachopmaris kanenutabiny mo 5-OY mpu3BomUTh M0 BUINUX KOHIIEHTPAITiH Y
NyXJIMHHUX TKaHWHAX. Y BUNAAKY KOJIOPEKTAaJbHUX IIYX/IMH 3HayHa YacTuHa 5-PY J10Kai3yeThCsa B
CTPOMaJIbHUX KJIiTUHAX MyXJIuHU. [1icg mepopanbHOro 3aCTOCYBaHHS KaleluTa0iHy mallieHTaMu 3
KOJIOPEKTaJIbHUM PaKoM BiHOIIEHHS KOHILeHTpallil 5-OY y KolopeKTaabHUX MyXINHAaX [0
KOHIIEHTpAIlil y MPUIEeriux TKaHWHax cTaHoBuna 3,2 (miama3oH Big 0,9 mo 8,0). BigHomenHs
KOHLeHTpalil 5-OY y myx/1uHi 1o KOHIIeHTpallil y Ija3Mi KpoBi ctaHoBuo 21,4 (giana3oH Bif 3,9 mo
59,9, N=8), Tofi 9K BigHOIIEHHS KOHI[eHTpallil y 3H0POBHX TKaHUHAX [0 KOHIIEHTPallil y Ja3Mi KpoBi



ctanoBuio 8,9 (miamasox Bix 3,0 mo 25,8, N=8). IIpu BuMipioBaHHi aKTUBHICTh TUMiTUH(POCHOPUIA3U
Oyna y 4 pa3u BuUllla Y IEPBUHHIN KOJIOPEKTabHiM MyX/IMHI MTOPIBHSIHO 3 MPUIETIMMUA HOPMaJlbHUMU
TKaHWHAMU. 3a JaHUMM iMYHOTiCTOXiMiYHMX [OCimXKeHb Oinbilla YacTHHA TUMiguHGOChOpUIa3n
JIOKAJIi3yETHCS Y CTPOMAJIbHUX KIIITHHAX MyXJIKHH.

[Totim 5-®Y KaTabomidyeThcst gurigponipuMiguHperigporexsasoro ([II1]1) 3 yTBOPEHHSIM MEHII
TOKCUYHOI'0 AUTigpo-5-hropypauuny (PYH,). JurigponipuMifgrHasa po3IIEIIOE MipUMiguHOBE
KiNlblle 3 YTBOPEHHAM 5-(pTopypeinonponionosoi kucnotu (OYIIK). KiHlleBoio peakiii€io €
posmennenHs B-ypeigonponionason O®YIIK o a-¢prop-B-ananiny (PBAJI), 110 BUIBISIETHCS B CEUi.
AKTUBHICTb gurifponipuMiguHmerigporeHasu o6Mexye MBUAKICTh peaktii. [Tedimut OII0 Moxe
IIPU3BECTH [I0 3POCTaHHS TOKCHYHOCTI KaneluTabiny.

BusedeHHs

ITepion HanmiBBuBeneHH: (T,,) kKanenurtabiny, 5'-0OLP, 5'-[IOVP, 5-OY i ®EAJI cTaHOBUTH
Bigmosimwo 0,85, 1,11, 0,66, 0,76 i 3,23 roguuu. Kamernurtabin Ta MeTabomiTi KanenutabiHy B
OCHOBHOMY BUBOMSTHCA i3 ceuero. EKckpenis i3 cedero - 95,5 %, 3 kanoM - 2,6 %. OCHOBHUM
MeTabosiToM y ceui € ®BAJI, skuit cTaHOBUTh 57 % Bimg mpuitHATOL 103u. [Tpubnusuo 3 %
IIPUMHSTOI JO3U BUBOAUTHCS i3 ceuelo y He3MiHEHOMY CTaHi.

KombiHosaHa mepanis

Y mocnipxeHHsX a3u [ He O6y10 BUSBIEHO BIIJIUBY IIpenaparTy Kcenona® Ha (apMaKOKiHETHKY
porertakceny Ta nakmnirakceny (C,,, Ta AUC) Ta BIIMBY foLieTAKCeIy Ta IakjiTakCely Ha

(dhapMakKoKiHETHKY IIpenapary Kcenona® Ta 5'-[JOYP.
dapmakokiHemuka 8 0cobausux KAiHIYHUX 2pynax

[Monynaniiauil papMakKoKiHeTUYHNY aHasi3 0yB BUKOHaHUH MiCNg TiKyBaHHS KaneuuTabiHOM y J03i
1250 mr/m° nBiui Ha noOy 505 mallieHTiB 3 KOJIOpeKTanbHUM pakoM. CTaTh, HasBHICTh UM BiCyTHICTh
MeTacTa3iB y [Ie4iHKy [I0 I04YaTKYy JIiKyBaHH, IHOEKC 3araJbHOro CTaHy naljieHTa 3a KapHOBCHKY,
KOHIIEHTpAIIisl 3arajabHOro 6inipy6iny, cupoBaTKoBoro anbOyminy, aktuBHicTh AJIT i ACT He manu
IOCTOBIPHOTO BIUIUBY Ha papMakokiHeTuky 5'-0OYP, 5-0Y i ®BAJL.

X80pi 3 MemacmamuyHuUM YPAHCeHHAM NeviHKu. 3rigHo 3 JaHuMHU HapMaKOKIHETUUHUX
MOCIigXKEeHb Y XBOPUX i3 JIETKUM i IOMIPpHUM CTYyIleHeM IOPYIIEeHHS QYHKIIil TeYiHKH,
00yMOBJIEHUM MeTacTa3aMy, 6i0lOCTYNHICTh KaneluuTabiHy Ta eKCrno3uis 5-OY MoxyTh
IiABUINYBATUCS MTOPIBHSAHO 3 TaKOIO Y MallieHTiB 6e3 nmopyuieHb QyHKII nevinku. [JaHi 3
(hapMaKOKiHETUKM IIOA0 XBOPUX 3 TSAKKHM MOPYIIEHHSIM (QYHKIIil TeYiHKY BifCyTHi.

Xeopi 3 nopyweHHAM QyHKYil Hupok. IIpu pi3HOMY CTyII€eHi (Bif JIETKOT0 [0 TSIKKOTO0)
HHAPKOBOI HEJOCTATHOCTI B OHKOXBOPHUX (hapMaKOKiHETHKa He3MiHEeHOro npemnapary i 5-OY He
3asiexxuTh Bif kiipeHcy kpeaTuHiny (KK). KK BnnuBae Ha Benuuury AUC 5'-[IOYP
(30inpmentss AUC Ha 35 % npu 3uuxkeHHiI KK Ha 50 %) i ®BAJT (36inbmenns AUC Ha 114 %
npu 3umKeHHiI KK Ha 50 %). ®BAJI - meTtaborntit, 1110 He Ma€ aHTUIPOITihepaTHBHOI aKTUBHOCTI.

JIimHiU 8ik. 3a DaHUMH HIOMyIAIiHHOr0 (GapMaKOKiHETHUHOIO aHali3y, I0 BKJII0YAB IAIli€HTiB
IIMPOKOT0 BiKOBOTO fiama30Hy (27-86 pokiB), 3 akux 234 maitieHTu (46 %) Oymu BikoM Bif 65 POKiB,
BiK He BIIJIMBa€ Ha PpapMakokiHeTuKy 5'-[IOYP i 5-OY. AUC OFBAJI 36imbIIyeThCa 3 BiKOM
(30inpmrenns Biky Ha 20 % cympoBomxyBanocs 30inbmenasM AUC ®BAJI Ha 15 %), 110, iMOBipHO,



3YMOBJIEHO 3MiHOI0 (PYHKIIil HUPOK.

Emmiuni pakmopu. TTicnsa mepopanbHOro 3acToCcyBaHHA 825 Mr/M’ KamenuTabidy ABiui Ha
no0y mpoTsarom 14 mHIB y mallieHTiB SMOHCHKOI HaltioHanmbHOCTI (N=18) C,., KanenuTabiny
Oyna HuK40I0 Ha 36 %, a AUC - Ha 24 % MOpiBHSIHO 3 TAKOI0 y IAIli€HTIB €BPOIEO0IIHOI pacu
(N=22). A takox mnst ®BAJl, namieHTy SMOHCHKOI HallioHanbHOCTI Manu C,,, KamenuTtabiny,
HUXK4YY Ha 25 %, 1 AUC, Hux4y Ha 34 %, IOPIBHAHO i3 IallieHTaMu €BPOIIEOITHOL PacH.
KniniyHa 3HaYMMICT®H I1i€l pi3HuULi HeBigoMa. He criocTepiraeTbcsi CyTTEBOI Pi3HUII B
ekcrno3uirii iHmux Mmetado:nitis (5'-IOLT, 5’ -IPYP i 5-0Y).

KiiniyHi XapaKTEepUCTUKH.
IToxa3aHHA.
Pax 06000801 Kuwku, K010peKmaabHull pak:

- pak 000[10BOI KUIIIKK, B afi FOBaHTHIiN Teparrii micsa xipypriudoro nikyBauHs paky III crapmii
(ctamia C 3a IproKOM);

- MeTaCTaTU4YHUU KOJIOPEKTaIbHUY paK.
Pax wayHKa:

- IIperapar [jis MepIuoi MiHii TiKyBaHHS PO3MOBCIOAKEHOT0 PaKy IITyHKa, Y KoMOiHatii 3
IIpernapaTaMy Ha OCHOBI IIJTaTUHU.

Pax Mos04HOI 3a103U:

- MicCIleBUH PO3MOBCIOMKEHUHM Y1 MeTaCTaTUYHUYN PaK MOJIOYHOI 3a7103H1, y TIOETHAHHI 3
IolleTaKCeJIOM Iricisi HeepeKTUBHOI XxiMioTeparil, 1110 BKJII0OYa€E IIpernapaTé aHTPaLUKUKIiHOBOTO PAAY;

- MiClIeBH# PO3MOBCIOXKEHUY Y METaCTaTUYHUY paK MOJIOYHOI 3a/1031, K MOHOTepaIlis
mics HeepeKTUBHOI XiMioTeparrii, 110 BK/TI0YA€ TaKCAHH i IIpernapaT aHTPALUKIIiHOBOTO psimy, abo
IIPY HasIBHOCTI IPOTUIIOKa3aHHS [0 Tepallil aHTpaluKIIiHaMu.

IIpomunokasaHHA.

TaxkKi, y TOMy 4HCIIi HEOUiKyBaHi, peaklil Ha JTiKyBaHHS (GTOPIIPUMIIVHOM B aHaMHe3i.
linepuyTnuBicTk Ko KanenuTabiHy abo {0 Oyab-IKOT0 KOMIIOHEHTA IIpemnapary, abo [0 ¢pTopypalumiy.
Bimomuii moBHui medinut gurigponipuMiguapgerigporerasu (II11I) (muB. po3min «Ocob6auBOCTi
3aCTOCYBAHHS»).

BariTHicTh Ta romyBaHHS I'PYLIIO.
Tsi2KKa JTeNKOIeHisT, HeUTPOIeHiss, TPOMOOIIUTOIeHis.
Taxki mopymeHHs QYHKIII IeYiHKY.

TsaxKa HUDKOBa HEIOCTATHICTH (KJipeHC KpeaTuHiHy < 30 M/XB).



HemomaBHe ab0 CynyTHE MiKyBaHHS OpUBYIUHOM (OuB. po3minu «Oco0IUBOCTI 3aCTOCYBaHHSI» Ta
«B3aemogis 3 iHIIUMY JTiIKapCLKUMHK 3aco0aMu Ta iHIN BUOM B3aEMO[iN» 3 TPUBOIY B3a€MOfiil 3
iHImMMY TiKapchKUMU 3acobamu).

[TpoTunoka3aHHs [JIg 3aCTOCYBaHHS OYIb-SKOTO JTiKapChKOro 3aco0y, I0 3aCTOCOBYIOThH B
KOMOiHaIril.

B3aemo0is 3 iHwWuMu Aikapcvkumu 3acobamu ma iHwi sudu 83aemooitl.

HocnimkeHHS B3aeMofii OyIu BUKOHaHI JTHIIe V JTOPOCIIKX TAIiEHTIB.

B3aemois 3 iHIMMMY JiKapChbKUMU 3acobaMu

BpusyduH.

OmnucaHa KIiHIYHO 3HaYMMa B3aEMOIisl MiX OpUBYIUHOM Ta QTOpHmipuMinuHaMu (HallpUKiIapn
KamenutabiHoM, 5-hTopypauuiom, Terapypom) y pe3ynbTaTi IPpUrHidYeHHS
OUTifpOmipUMifUH-IerinporeHa3u OpUByOUHOM. LI B3aEMois, 110 CIPUYUHSIE TiABUIIIEHHS
TOKCUYHOCTI (PTOPIipUMIANHY, TOTEHI[INHO MOXKe IIPU3BECTHU [0 JIeTaJIbHOTO HACTiAKY.
TakuM yrHOM, OPMBYAWH IMPOTUIIOKA3aHO 3aCTOCOBYBATH OJHOYACHO 3 KamelnuTabiHoM (OuB.
po3ninu «IIpoTunokasanHsa» Ta «OcoOIUBOCTI 3acToCyBaHHA»). [IoBUHEH OyTH mepiofn
OUiKyBaHHS IOHaMMeHIIe 4 TUXKHI MiXK 3aKiHYeHHSM JIiKyBaHHS OPUBYIMHOM Ta I10YaTKOM
Teparii Kaneurtabinom. JIikyBaHHS OpUBYOUHOM MOXKHA pPO3M0YaTH 4epe3 24 TOOUHU IMiCHs
IIPUIOMY OCTaHHBOI 103U KaneuuTabiny.

Cyb6cmpamu yumoxpomy P450 2C9.

IocmimXeHHS 100 B3aEMOil KanenuTabiHy Ta iHIIKX IIpelapariB, 0 MeTab0Ii3yI0ThCS
izopepmentom 2C9 cucremu nutoxpomy P450, 3a BUHATKOM Bap(apuHy, He TPOBOAUIKNCH.
Heo0xinHo 3 00epexHiCTI0O MpU3HavYaTH KanenuTabiH i3 UMy nmpenapaTtaMy (HampukiIamg 3
dheHiToiHOM).

AHMUKoaA2yAsHMU KyMapuHo8o20 psoy.

KanemuTaOin mocunioe ehekT HEMIPIMUX aHTUKOATYISHTIB (BapdpapuH i GeHIPOKYMOH), 1110 MOXKe
TIPU3BECTH [I0 TIOPYIIEHHS MOKa3HUKIB 3rOPTaHHS i BAHUKHEHHSI KDOBOTEY Yepe3 feKinbKa JHiB a6o
Mics1IiB Bifi MOYaTKy Teparii kanenutabiHoM, a B OKpeMUX BUIagKaX - IPOTSITOM OJHOTO MiCSIs

micng 3aKiH4eHHS J1iKyBaHHA IIpernapaToM Kcenona®. Y kninivHOMY (papMaKOKiHETUUHOMY
MOCIiIKEeHHI B3a€MO{il Mic/Isi OMHOPa30BOT0 BBeeHHS S-BapdapuHy B 0031 20 MT JTiKyBaHHSA

mpernapaTom Kcenona® npu3Boguio fo 36inpmenHs AUC Bapdapuny Ha 57 % i MHO Ha 91
%. Ockinbku MeTabomi3M R-BapdhapuHny He MOPYILIyBaBCs, BKa3aHe CBIMYUTS, II10
KarneruTabin mpuruiuye isopepment 2C9 Ta He BIuBa€E Ha i3opepmentu 1A2 ta 3A4.
XBOpUM, SKi OQHOYACHO MPUUMAIOTh KaneuuTabiH i mepopanbHi aHTUKOATYISHTH - MOXigHi
KyMapuHy, He0OXiHO MMPOBOAUTH OeTaJbHUM MOHITOPUHT IOKA3HUKIB 3rOPTAHHS KPOBi
(MizxkHapogHUY KoedillieHT HopMati3alil Y1 mpoTpoMOiHOBHY Yac) i migbupaTu K03y
aHTUKOAryJIsgHTa.

deHimoiH.



[Tpu omHOYaCHOMY 3aCTOCYBaHHI Ipenapary Kceﬂona® Ta (PeHiTOIHY MOBiTOMIISANIOCS IIPO
OKpeMi BUTIagK¥ MiIBUILIEHHS KOHIIeHTpalil GpeHiTOIHY y mIa3Mi KpoBi, 1[0 CYIPOBOAKYBaJIUCS
BUHUKHEHHSIM CUMIITOMIB iHTOKCUKalil PpeHiTOIHOM. Y XBOpUX, SIKi IPUINMalOTh Kaneuutabin
OTHOYACHO 3 (EeHITOIHOM, PEKOMEHIYETLCA PETYIIPHO KOHTPOIIOBATH KOHIIEHTPAIlil0 (PEeHITOIHY Y
I1a3Mi.

dosiHoBa Kucaoma/poaiesa kucaoma.
®omiHOBa KHCIIOTa CyTTEBO He BIIMBAE Ha (hapMaKOKiHETUKY KareluTabiHy Ta 10Tro
MeTabomiTiB. OgHak ¢oJliHOBa KMCJIOTA BIIMBAE Ha (hapMaKOAUHAMIKY IIpernapary

Kcenona®, II0 MOXKe MTPU3BECTH M0 30iMbIIeHHS TOKCUYHOCTI KanenuTabiHy: MakKCHMaIbHa

IIepeHoCrMa [03a IpernapaTy Kcenona® B peXuMi MOHOTepaIllii Ipu IepepuBYacTii cxeMi
no3yBaHHA cTaHOBUTHL 3000 Mr/M” Ha mo0y, a Ipy KOMGIHOBAHOMY 3aCTOCYBaHHI 3 (OJTIHOBOO
KUCI0TOM0 (30 MT epopasibHo fABidi Ha feHs) - nume 2000 mr/mM” Ha goOy. IlifBuIIeHa TOKCHYHICT
MOKJIMBa 1ipu nepexoni 3 5-FU/LV Ha cxeMy nikyBaHHs KanernuTabinoM. 1le Takoxk Moxke
CIIOCTepiraTucs Ipu 3aCTOCyBaHHI (OIIEBOI KMCIIOTH 3 METOI0 YCYHeHHS nedinuTy ¢oiieBol KUCIOTH
yepe3 CX0XKiCTh MiXK (OJTiHOBOIO Ta (HOIiE€BOI0 KMCIIOTAMH.

AHumauuou.

BuBYaBCs BIIMB aHTAIM[IB, 110 MICTATH a/llOMiHiI0 Ta MarHil0 TIAPOKCHU, Ha

(hapMaKOKiHETHKY IpemnapaTy Kcenona®. AHTauuau, 1o MIiCTATH alloMiHil0 Ta MarHiio
rifpoKcuA, He3HAYHO MiABUINYIOTh KOHIIEHTpalil KanenuTabiny i ogHOTo #oro metabomity (5'-I®LIP)
B IIJ1a3Mi; Ha TpU oCHOBHUX MeTabomitu (5'-IOYP, 5-0V i ®BA) kamenuTabiHy BOHM He BIIJIUBAIOTE.

AsonypuHoa.

CroocTepiranacs B3aEMOIiS MiXK aJI0IypPUHOIOM Ta 5-)TOPypaIuiIoM 3 MOKIUBUM
3HMXKEHHAM e(PeKTUBHOCTI 5-¢pTopypanuny. Y 3B’93Ky 3 LIUM CJIifi YHUKaTHA OTHOYaCHOTO

3aCTOCYBAHHS IIpemnapary Kcenona® Ta aJIOMypPHUHOITY.

InmepgepoH anvpa.

MaxkcuMalibHa IepeHoCcruMa go3a Ipernapary Kcenona® ctaHoBuTh 2000 Mr/M° Ha KO0y Ipu
KOMOiHOBaHOMY 3aCTOCYBaHHi 3 iHTepdepoHoM anbda-2a (3 MaH MO/M® Ha f00y) mopisHsAHO 3 3000

Mr/M° Ha Bo0y IIpy 3aCTOCYBaHHi IpenapaTy Kcenona® B pexXuMi MOHOTeparii.

IIpomeHesa mepanis.

MakcuMasbHa lIepeHocuMa f03a IpemnaparTy Kcenona® B peXUMi MOHOTepalil Ipu
TlepepuBYacTiil cxeMi mo3yBaHHs craHOoBUTH 3000 Mr/M” Ha K06y, Ipu KOMGiHOBaHOMY 3aCTOCYBaHHi 3
IIPOMEHeBOI0 Tepalicio paKy npsaMoi Kumky - 2000 Mr/M° Ha fo0y Ipu 6e3nepepBHOMY Kypci
IIPOMEHEBOI Tepallil 4 M0geHHOMY 6-TH2KHEBOMY KyPCi IpOMeHeBol Teparlil y epiof 3 MoHefdinKa o
I’ ITHULIO.

OkcaninaamuH.

[Tpu KxoMGiHOBaHOMY 3aCTOCYBaHHI KamenuTabiHy i okcaninnaTuHy 3 6eBanu3yMabom uu 6e3



HBOTO He Bij3HA4Y€HO KIiHIYHO 3HaYMMOIl Pi3HHUIII B €KCIIO3uIlil KanenuTabiny 4u 1oro
MeTabo0IiTiB, BiIbHOI IJITATUHY i CyMapHOI IJIaTUHU.

Besauusymab.

He Big3HaueHo KIiHIYHO 3HAYYIIOT0 BIIUBY OeBaln3yMaly Ha ¢hapMaKOKiHETUYHI
IapaMeTpH KaneuuTadiHy i oro MeTaboJIiTiB B IPUCYTHOCTI OKCAJIiNIaTUHY .

B3aemopmis mikapchbkuii 3acib - ixka

Y BcCix KJTiHIYHMX OOCITiIXKEeHHAX NallieHTH Oy/M MPOiHCTPYKTOBAHI IIPo MpUioM IIpernapaTy

®

Kcemnoma™ mpotsrom 30 xB micis BxkuBaHHS 1xki. OCKiTbKYM HasiBHI HaHi moq0 6e3meku Ta

®

eekTBHOCTI 6a3yI0ThCA Ha 3aCTOCYBaHHi mpemapaTy Kcenoga

IpU¥MaTH Ipenapar Kcenona® 3 Ixeto. [IpuitoM mpemnapaty Kcenopa
CIIOBiTbHEHHS MIBUAKOCTI BCMOKTYBaHHS KanenuTabiHy.

3 IXKel0, PeKOMEHAYEThCS

® 3 IK€e10 MPU3BOIUTE 10

Ocobaugocmi 3acmocyB8aHHA.
TokcuuHa 0ifl, w0 3aaexcums 8i0 003u.

TokcuuHa misi, 110 3a/IeXKUTh Bif O3, BUPAXKa€EThCs y Hiapel, 6010 y KUBOTI, HYHOTI,
CTOMATUTI, AOJIOHHO-MiJOMIOBHOMY CUHAPOMI (JOIOHHO-MIOIIOBHI WIKipHi peakilil, JOI0HHO-
IiJOoII0OBHA ePUTPOAU3eCcTe3ist). BinbuiicTh MoOiYHUX peakiliii 000POTHI i He MOTPEOYIOThH
TIOBHOI BifMiHU IIpenaparTy, Xo4a MOXe BUHUKHYTH He0OXigHICTh B KOpeKIil mo3u abo
TAMYacCOBiY BiIMiHi Ipemnapary.

[iapes. 3a XBOPHMHU 3 TSIKKOIO Hiape€ro CJIif yBaXKHO CIIOCTepiraTty, IpOBOOIYHU IM
perigparTatiiio i BifTHOBJIEHHS BTpaTHU €JIEKTPOJIITiB Ipy Aerigparailil. MoxyTb O0yTu
IIpu3HaYeHi CTaHOapPTHI IpoTUOiapelHi mpenapaTy (Hanpukiag gonepamin). [liapes 11
CTyIleHs 3a KpuTepigMmu HallioHaIbHOr0 OHKOJIOTiYHOTO iHCTUTYTY Kanagu (NCIC CTC, Bepcis
2) BU3HaYa€EThCS K 30iNMbIIeHHS KiTbKOCTI fedekaniii 7o 4-6 pa3iB Ha go0y uu gedekallii BHOYI;
miapes III cTymens - sk 306inbIneHHs KiTbKOCTi gedekatiii o 7-9 pasiB Ha o0y M HETPUMAHHS Kay
i MmanpabcopOirisi. [Tiapest 4 cTymeHs: BU3HAYA€EThCS K 30iNbIIeHHS KinbkocTi nedekanit no = 10/moby
ab0 MacuBHa fAiapes 3 MOMIIIKaMH KPOBi, a00 HeOOXimHICTh MpHU3HAYEHHS TapeHTePaIbHUX BINBAHb.
[Tpu HeoOXigHOCTI MO3y IpemnapaTy Clifg 3MeHIUTH (IuB. po3fin «Crocib 3acTocyBaHHS Ta
[O3U»).

[ezidpamauia. HeoOxigHO monepeKyBaT! PO3BUTOK fieTifpaTallil Ta 3ilicHIOBaTH KOPEKIIi0
merimpartaltiil y pa3i ii BUHUKHeHHS. [lerigparallis Moxe IIBUAKO PO3BUHYTHUCH ¥ XBOPHUX 3
aHOPEKCi€lo, acTeHi€l0, HyI0TO0, 0/II0BaHHSIM YU Oiapeeto. [lerigpaTalis Moxke CIPUYNHUTH TOCTPY
HUPKOBY HEOOCTATHICTh, 0COOIMBO y MALliEHTIB 3 y2Ke iCHYIOUHUM MOPYIIeHHIM QYHKII HUPOK abo y
pasi 3acTocyBaHHs KanenuTabiHy OqHOYACHO 3 JIIKAPChKUMHU 3ac00aMu 3 BiloM0O10 HE(HPOTOKCUYHOIO
miero. 'ocTpa HUPKOBA HEMOCTATHICTD Y pe3yibTaTi AeriapaTallii Moxke OyTH IOTEHIIHO JIeTaIbHOIO.

[Tpu nosiBi gerigparaii II ctrynens (abo Buille) MiKyBaHHS IIpenapaToM Kcenona® HeoOXimHO
HeralHO MPUNMHUTH Ta IPOBECTH KOPEKIIiIo ferifpaTallil. BiTHOBIEHHS JTiKyBaHHS MOXKJIMBE IIPU
aleKBaTHIN KOPEKIIil merigpaTallil Ta KOPeKIii/KOHTPOIi TpuuKnH mpenumitaitil (guB. po3min «Crociod
3aCTOCYBaHHS Ta H03u»). Kopekirito no3u y pa3i BUHUKHEHHS TPELHUITiTYI0OYUX MOOIYHUX SBUIIT



IIPOBOASATH V Pa3i He0OXiMHOCTI.
Ilon0HHO-Ni0oWo0BHUU CUHOPOM

IOTOHHO-TiOMIOBHUYM CHHIPOM TaKOXK BiOMUY SK [IOJTOHHO-IIiOOIIOBHI IIKipPHI peakiril abo T0I0HHO-
IiZIOIIIOBHA €PUTPOAK3€ecTe3is, abo nepudepriHa epuTeMa, CipuunHeHa ximiorepartieio. [[0I0HHO-
MiOIIOBHUM CUHAPOM | CTyIIeHSI He OPYIIy€E MOJeHHOI aKTUBHOCTI XBOPOTO i IPOSIBNIIETHCS
OHIMIHHSM, TapecTe3iIMU, AU3ECTe3isIMHU, TTOKOJIIOBaHHSM, 6e300icHuM HabpsskoM abo
IIOYEPBOHIHHSIM [0JIOHD i/a00 migoIroB i/abo guckoMdopToM.

IonoHHO-TimoIIOBHUM cUHAPOM II CTyneHs nTposBIIETHCS GOMICHUM IOUEPBOHIHHSAM i
HaOpsgKaM¥ KHUCTi PyK i/a00 MigoIIoB; BUKJIMKAHWM [TUMH MTPOSBaMu OUCKOMGOPT IOPYIIIYE
IIOAEHHY aKTUBHICTH XBOPOTO.

HonorHo-migomwoBHUYN cuHAPOM III CcTyneHs1 BU3HA4Ya€THCS SIK BOJIOTa JeCKBaMallid,
YTBOPEHHS BUPA30K, IOsIBa ITyXUPiB i rocTpuit Oinb mOJI0HE i/abo mimo1os, i/abo TAXKKUM
nuckoMbOopT, 110 He Ja€ MOKJIMBOCTI MallieHTaM IpaloBaTi a00 3aliMaTUCS MTOBCIKOEHHOO
misinbHicTIO. [TepcucTtyiounii abo TSIXKKUM NOTOHHO-IIINOMIOBHUYW cuHAPOM (cTymeHs I a6o
BHUIIle) MOXKEe 3PEIITOI0 IPHU3BECTH [I0 BTPATHU BiMOUTKIB ITaIbIliB, 110 MOXKEe BINIMHYTH Ha
imenTHdikario maiieHTa. Y pasi mossBu JOJOHHO-iI0IIOBHOT0 cuaapomy II abo III crymens
IPUKOM KaneuuTabiHy CIIifl MPUIUHUTY A0 3HUKHEHHS CUMIITOMIB a00 iX 3MeHIIeHHs [0 |
CTYTIeHs; IPU HaCTyIHiU mosiBi curppomy III cTynens mo3y KanenurtabiHy MOTPiOHO

3MEHIIUTHU. XBOPUM, SIKi OMHOYACHO OTPUMYIOTh IpemapaT Kcenona® i IMCITaTHH,
3aCTOCYBaHHS BiTaMiHy B (IIipuooKCHH) He peKOMEHIYETHCS 3 METOI CUMIITOMAaTUYHOTO YU
BTOPUHHOTO MPOMiTaKTUYHOTO0 JIiKYBaHHS [OJIOHHO-IIIAOIIOBHOI'0 CUHIPOMY, OCKiJTbKY OIy0ITiKOBaHi
[aHi CBiAYaTh, 110 I1e MOXKe MPU3BECTHU OO0 3HMUKEHHS e(DeKTUBHOCTI UCIINIaTUHY. [lesdKi faHi
CBii4aTh IIPO Te, IO AEKCIaHTeHON e(PeKTUBHUY OIS MPOQiTaKTUKKA TOTOHHO-IIiLOIIOBHOTO

®

CUHAPOMY Y NTALI€EHTIB, AKi OTpUMyBau npemnapat Kcenoga — .
KapdiomokcuuHicme.

CnekTp KapAioTOKCUYHOCTI IIPH JIiKyBaHHI KaneuuTabiHOM aHaJIOTiYHUN TaKOMY IIpU
3aCTOCYBaHHI iHIIMX PTOPHIPUMIOUHIB i BKI/II0OUa€ iHPapKT MioKapaa, CTeHOKap/ilo, apuTMil,
KapaioreHHU! 10K, paliTOBY CMEPTh, 3yIIMHKY CEpLs, CepLieBy HenoCTaTHICTh i 3Miau EKT
(BKJTIOYAlO4HW OyXKe PifmKicHI Bunagku monoxkeHHs inTepBany QT). i mobiuni epexTu
yacTillle XxapaKTepHi 1 MallieHTiB 3 immemiyHo00 XxBopo0oi0 cepiist. [Ipu 3acTocyBaHHi

npernapary Kceﬂona® MTOBiOOMJISIETHCS IIPO BUMIAOKYU CEPIIEBUX apUTMil (BKiTOYauu Gpidpusiiio
IIJTYHOYKIB, IMipyeTHY IIUTYHOUYKOBY TaXiKapito, Opagukapiio), CTeHoKap[il, iHbapKTy MioKapaa,

CepIieBOl HelOCTAaTHOCTI, KapaioMiomnartil. [Ipy npu3HadyeHHi npemnapaTy Kcenona® mmalieHTaM i3
KJTIHIYHO 3HAQUYIIUM 3aXBOPIOBAHHSIM CEPIlS, apUTMiIMU i CTeHOKapAi€eo HeoOXiqHO BUABISATH
00epeXKHICTD.

I'ino- uu 2inepkaavyiemia.

ITig yac nmikyBaHHS IIperapaToM Kceﬂona® IIOBIOOMIIAJIOCS PO Till0- YH TillepKaJbLieMilo.

3axeoprBaHHA UeHMPAabHOI YU nepugepuyHoOi Hep8oeoi cucmemu.



[Ipu npu3HaueHH] IpenaparTy Kcenona® nalieHTaM i3 3aXBOPIOBAHHSM I[€HTPAJIbHOL YU
neprudepuyHOi HePBOBOI CHCTEMH, HallpUKIIa[ 3 MeTacTa3aMU B TOJIOBHUI MO30K YK HEBPOIIATIE,
HeoOXigHO BUSBISITA 00€PEXKHICTE.

Llykposull diabem abo nopyweHHA pieHA esekmpoaimia.

[Ipu npu3HaueHH] IpenapaTy Kcenona® nalieHTaM i3 I[yKpoBUM fiabeToM ab0 IOpYIIEHHAM
PiBHS €JIEKTPOIITiB HE0OXigHO BUSBISATA 00€PEKHICTh, OCKIIBKM 3aCTOCYBaHHS KaneuuTabiHy Moxe
IIPU3BOAUTHU [0 IOTipIIeHHS iX nepeoiry.

AHMuUKoaz2yaaHmu - noxioHi KyMapuHy.

Y mocnipkeHHi B3a€EMOIii 3 0IHOPa30BUM 3aCTOCYBaHHSM BaphapuHy CIIOCTEPIranocs CyTTEBE
30inbIIIEHHS CepeHbOl BeIMUMHMY IO Il KPUBOIO «KOHIeHTpalis-4ac» (AUC) S-apdapuny (Ha
57 %), 1110 CBiTYUTD ITPO HASIBHICTh B3aEMO[Iii, BipOTigHO, B pe3ybTaTi MpUrHideHHs KaneuuTabiHoM
isopepmenty 2C9 cucremu nutoxpomy P450. ¥ xBopux, sKi omHOYACHO MPUUMAaIOTh KanenuTa0in i
nepopasbHi aHTUKOATYJISIHTH - IIOXiIHI KyMapuHy, HeoO0XigHO TPOBOOUTHU AeTaIbHUN MOHITOPUHT
IIOKa3HUKIB 3TOPTAaHHS KPOBi (MiXkHapogHe HOpMasli3oBaHe CIiBBiTHOIIEHHS YU MPOTPOMOIiHOBUM
yac) i migbupaty 0O3y aHTUKOATYISHTY.

BpusyouH.

BpuBynuH npoTUOKa3aHO 3aCTOCOBYBATH OGHOYACHO 3 KaneluTabinoM. [Ticis Takol TiKapchKol
B3a€EMO[Iii TOBIHOMJISANIOCS TIPO JIeTaslbHi Bunmagku. [ToBuHeH 6yTu mepiof ouikyBaHHS IIoHaWMeHIIe 4
TUXKHI MiXK 3aKiHUeHHSAM JIiKyBaHHS OpUBYIMHOM Ta IMOYaTKOM Teparii KarmeuutabinoM. JIikyBaHHS
OpUBYAMHOM MOXKHA PO3MOYaTH Yepes 24 TOOWHY IiCiIs IPUIHOMY OCTaHHBOI 103U KaneuuTabiny
(muB. po3minu «ITpoTunoKa3aHHSI» Ta «B3aeMopmist 3 iHIMMMY JTiKapChKUMHU 3acobaMy Ta iHI BUIU
B3aEMOJIiN»).

Y pasi BumaikoBOro npuiioMy 6pHUBYIUHY NalliEHTaMH, SKi OTPUMYIOTh JIiKyBaHHS KalleluTa0iHOM,
CJIi[l BXKUTH e(peKTUBHUX 3aXO0[IiB 3 METOI0 3MeHIIIeHHS TOKCHYHOCTI KanenuTabiny. PekoMeHy€eThCA
HeralHa rocmitamizanis. Ciig po3modaTu yci He0OXifiHI 3aX0Au 3 METOI0 IOoNepeKeHHs CUCTEMHUX
iH(exUid Ta gerigpararil.

ITopyweHHA pYyHKUII neviHKu.

Y 3B’43KY 3 BifICyTHICTIO laHUX 3 0e3MeKu Ta e(peKTUBHOCTI 3aCTOCYBaHHS XBOPUM 3

TOPYIIEeHHAM (QYHKIIII MeYiHKKY 3aCTOCYBaHHS IIpernapary Kcenoua® HeoOXiTHO PeTebHO
MOHITOPYBATH y NAI[i€HTIB 3 MOPYIIEHHAIM (yHKIIil TeYiHKY JIETKOTO Ta IIOMIPHOTO CTYTEeHS TAKKOCTI,
He3aJIeXKHO Bifl HASBHOCTI YU BiICYTHOCTI MeTacTa3iB y IeYiHKy. fAKII0 B pe3yJbTaTi JIiKyBaHHSI
KarmenuTabiHOM cIiocTepiraeTses rinepbinipybiHeMis, 110 IepeBUIyE BEPXHIO MeXY HOPMHU OifbIil
HiXK y 3 pa3u, abo migBUIIYETHCS aKTHBHICTh eYiHKoBUX aMiHoTpaHcdepas (AJIT, ACT) GinbIie HiXK y
2,5 pa3a NOpiBHSHO 3 BEPXHBOIO MeXKeI HOPMH, 3aCTOCYBaHHS KaleluTaliHy CJIif IPU3YIUHUTH.
3acTocyBaHHS KanenuTabiny SK MOHOTepaliio MOXHa BifTHOBUTHU IIPHU 3HUXKEHHI piBHSA 6inipybiny i
aKTUBHOCTI II€YiHKOBUX TpaHCaMiHa3 HUXK4e 3a BKa3aHi MexXi.

ITopyweHHA pyHKUII HUDPOK.

YacToTa BUHUKHEHHS mo6iuHux peakiriit III Ta [V cTyneHs y XBOpUX 3 MOPYIIEHHSIM GYHKII
HUAPOK IIOMIPHOTO CTYIEeHS TAXKOCTi (KimipeHc KpeaTuHiny 30-50 My1/xB) migBUIlleHa
IIOPIBHSHO 3 TAaKOIO B 3arajibHill IPyIIi MalieHTiB.



Ilegpiyum OuzidoponipumiouHoeziopozerHasu (II1]1).

AxktusHicTb [II1]] € pakTopoMm, siKuM 00MexkKye KaTabosiaM 5-pTopypauuny (AUB. pO3MIin
«PapMaKoJIOTiuHi BIacTUBOCTI»). ToMy natmienTu 3 gedinurom [I1]] MaiOTh MigBUIEHUN
PU3UK BUHUKHEHHS TI0B’13aH01 3 QTOPIipuMiguHAMU TOKCUYHOCTI, 110 MTPOSIBISETHCSH,
30KpeMa, CTOMaTUTOM, [liape€to, 3alajleHHsIM CIIU30BUX 000JI0HOK, HEUTPOIIEHIE0 Ta
HEMPOTOKCUYHICTIO.

[To’g3aHa 3 gedinurom I TOKCUYHICTh 3a3BUYall BUHUKAE IIif YaC MePLIOro Kypcy
nikyBaHHS ab0 Micis MigBUIIEHHS OO3HY.

[ToBumit medinuT I

[MToBuui gedimut OI1] € pinkicauM ctanoM (0,01-0,5 % ocib eBpomeoinHol pacu). I1amienTu 3
noBHUM pedinuToM [II1]] MaloTh BUCOKUM PU3UK HEOE3MEeYHOl IS XKUTTS, Y T. 4. JI€TalIbHOI,
TOKCHYHOCTI Ta He IIOBMHHI OTPUMYBaTH JiKyBaHHA mpenapaToM Kcemopma® (ouB. po3fmin
«IIpoTUTIOKA3aHHS»).

YactkoBuii gedinut IIT]IT

3a po3paxyHKamu, yacTKoBul gediuut [II1]] crmoctepiraetscs y 3-9 % eBpomeoigHol
nonynsuil. [TamienTy 3 yacTKoBUM fedinuroM [II1]] MaioTh MifABUIEHN PU3UK BUHUKHEHHS
TSI2KKOI Ta MOTEHIINHO HeOe3eYHOl OJIs KUTTS TOKCUYHOCTI. [17151 0OMexXeHHs i€l
TOKCHYHOCTI CJTi[l PO3TTIIHYTH IIMUTAaHHS PO 3HUKEHHS I1049aTKOBO1 mo3u. Hedimut I cig
BBaXkKaTu (aKkTOpOM, IKAY MOTPiIOHO BpaxOBYBaTHU B IIOENHAHHI 3 iHIMMMU PYTUHHUMU
NIOKa3HMKaMU IIPY BUPIIIEeHHI MUTaHHS IPO 3HUXKEHHS N03U. 3HUKEHHS II0YaTKOBOI 103U
MOXKe BIIJIMHYTY Ha e(eKTUBHICTH JIiKyBaHHS. Y pa3i BiACYTHOCTi CEPHO3HOl TOKCUYHOCTI
TIOMIa/IbIII 103U MOXKYTb OyTH 30iNblIeH] 3@ YMOBHU PETEILHOTO MOHITOPHHTY.

TectyBanHs Ha medinut [I1]I

TlepIu HiX po3moyaTH JIiKyBaHHA HpemnapaToM Kcenoga®, peKOMEHIYETLCS IPOBECTH
BU3Ha4YeHHS (HeHOTUNy Ta/abo reHOTUIy, He3BakKalyu Ha HeBU3HAUYEHICTh 000
OIITUMAJIbHUX MEeTO[IB TeCTyBaHH Neper JIiKyBaHHAM. CIIil BpaXxOBYBaTU BifIIOBIIHI
KJTiHIYHI peKOMeHpallil.

['eHoTunoiuHa xapakTepucTtuka nedimuty OI1

TecTyBaHHS Ha pigkicHi MyTatii rena DPYD nepen nikyBaHHIM MOXKe ifeHTU(IKyBaTh
mallieHTiB 3 gedimurom [T,

Yorupu Bapiaitii DPYD - ¢.1905 1G>A [Takox Bimomuii sk DPYD*2A], ¢.1679T>G
[DPYD*13], c.2846A>T Ta c.1236G>A/HapB3 - MOXYyTh CHPUYUHUTH ITOBHY BifCyTHICTb ab0
3HUKEHHS dhepMeHTaTUBHOI akTuBHOCTI [IT1]1. IHIIi pigKicHi Bapiallil TakKoX MOXYTb OyTH
IIOB’sI3aHi 3 MiABUIIIEHUM PU3UKOM TAKKOI, ¥ T. 4. HeOEe3MeYHOl IS JKUTTS, TOKCUYHOCTI.

Bimomo, 110 meBHi roM0o3uroTHI a60 KoMOiHOBaHiI reTePO3UT0THI MyTallil y 1oKyci rera DPYD
(Hampukiam KkoMOiHarlrii 4 Bapiallitt 3i moHarMeHIIe ogHUM ajenem ¢.1905 1G>A abo
€.1679T>G) cupuyuHSIOTL IOBHY a00 MaliKe TIOBHY BiICYyTHICTh (pepMEHTaTUBHOI



aktuBHOCTi HI1]I.

[TamienTH 3 IEeBHUMU reTepo3uroTHUMU BapianisimMu DPYD (30kpema, Bapiamii ¢.1905 1G>A,
c.1679T>G, ¢.2846A>T i c.1236G>A/HapB3) MaioTh MigBUIIEHUN PU3UK TIKKOI
TOKCHYHOCTI IiJl 4ac NiKyBaHHSA QTOPIipUMigUHAMI.

Y nanieHTiB €BpPOIEOIIHOI pacu 4acToTa reTepo3uroTHoro renorumny ¢.1905 1G>A B rexi
DPYD cranoButh npubau3uo 1 %, ¢.2846A>T - 1,1 %, Bapiariit c.1236G>A/HapB3 -
2,6-6,3 % 1a ¢.1679T>G - Big 0,07 mo 0,1 %.

[laHi Mmoo 9acTOTH YOTUPBLOX Bapialii DPYD B iHIIMX MONyJgIisgX, KPiM €BPOIEOIAHOI pacH,
obmexeni. Ha me#t yac yotupu Bapiatii DPYD (c.1905 1G> A, ¢.1679T> G, ¢.2846A> Ti
c.1236G>A/HapB3) BBaxKalThCA IPAKTUYHO BifCYTHIMU y NAIiEHTIB aQppUKaHCHKOTO
(amepuKaHCHKOT0) ab0 a3ifChKOI0 MOXOMXKEHHS.

QeHOTUNIYHA XapaKTepucTuka nedinuty HI1

s peHoTuniuHOl XapakTepucTuku gediuuty [I1]] peKOMeHOy€eThCA epen TiKyBaHHIM
BH3HAUYUTH PiBeHb eHoreHHoro cyoctpaty HIIIl ypamnuny B 1mia3Mi KPoBi.

BucoKi KoHIIeHTpallil ypaluiy Mepen TiKyBaHHSM II0B’sI3aHi 3 MigBUIIEHUM PU3UKOM
TOKCUYHOCTI. He3Baxkaouu Ha HEBU3HAYEHICTh IOPOTOBUX 3HAYEHD ypaluly, 1[0 BKa3yTh
Ha ITOBHUY 4M 4acTKoBu# medimut [I1], cmig BBaXKaTH, 110 PiBeHb ypalluily B IJIa3Mi KPOBi
= 16 ar/mn ta < 150 Hr/Mn cBig4uTh 1po yactkoBuy aedinut [I1]I i moB’a3aHui 3
MigBUIIEHUM PU3UKOM TOKCUYHOCTI propripumiauHy. PiBeHb ypauuny y kpoBi = 150 Hr/Mn
CJIi[l BBazKaTH 03HAKOIO MOBHOTO fAedinuty I Ta mMoB’g3yBaTy 3 PU3UKOM HeOe3MeyHol Ais
JKUTTS, Y T. 4. JIeTaIbHOI, TOKCHYHOCTi GTOPHipUMiguHY.

O¢pmanvmoa02i4HIi YCKAAOHEHHA.

CTaH malieHTiB CITig peTeabHO KOHTPOJIIOBATH 1010 0PTATbMOJIOTiYHUX YCKIaJHEeHb, TaKUX
K KepaTuT abo MopyIIeHHs 3 00Ky poroBoi 000JI0HKY, 0COOIMBO IIPX HAaIBHOCTI MOPYILIEHb 3
00Ky opraHiB 30py B aHaMHe3i. [Ipu KiTiHiuHi} HeoOXigHOCTI Cy1if po3mnovyaTy JTiKyBaHHS
IOPYIIEHb 30Dy .

Ts0iCKI WKIPHI peakuii.

JlikyBaHHS IperapaToM Kcenona® MOXKe CIPUYMHUTH TAXKKi MKipHI peaklil, Taki 9K CHHAPOM
CriBeHca - [J2KOHCOHA Ta TOKCUYHUU elifepMalbHUY HEKpOoJIi3. ClIif 0CTaTOYHO NPUIUHUTHA

3aCTOCYBAHHS IIpemapary Kcenona®
IIPOTSTOM 3aCTOCYBaHHS IIperapary.

MalieHTaM, y SKUX PO3BUHYIMUCS TSXKKi IIKIPHI peakiril

JIakTO3a

[TarieHTaM 3 TaKUMU PiIKiCHUMM CIIagKOBAMHU IpobiieMaMH, SK HEIlePeHOCUMICTh
rajlakTo3y, IOBHUM AediuT gakTa3u abo IopylIeHHSIM BCMOKTYBaHHS IJII0KO3U-TalaKTO3U

He CJIi[I 3aCTOCOBYBAaTH IIpernapar Kcenona®.

Hartpiit



Lle# nmikapceKuii 3aci6 MicTuTh MeHIle 1 MMOJb (MeHIIIe HixK 23 Mr') HaTpilo B OfHil
TabseTii, ToOTO MPAaKTUYHO BiIbHUM Bif HATPIIO.

TabneTku mpenapaty Kcenoua® He cJif nogpibHioBaTH ab0 po3namyBaTu. [Ipu KOHTAKTI
nariedTa abo gornsigada 3 MoApiOHEHUMU YU po37aMaHUMU TabjeTKaMU IIperapary

®

Kcenoga ™~ MoXyTh BUHMKATH 1MOOiUHI peakilil (quB. po3min «I1o6iuni peakirii»).

Ymuanisauia Hesukopucmano20 npenapamy ma npenapamy i3 npoOCmpoYeHUM MepMiHOM
npudamuocmi. HagxogKeHHs TiKapChbKOro 3aco0y y 30BHIIIHE cepefoBullle He0OXiZHO 3BECTU
no MiniMmymy. JlikapcbKuii 3acib He CIifl BUKAOATU y CTiYHi Bogu i moOyToBi Bigxomu. [Ins
yTumisaiii HeoOXigTHO BUKOPUCTOBYBATH TaK 3BaHy «CUCTEMY 300Dy BiXOHiB» NMpu HasABHOCTI
TaKol.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.

KIHKY PenponyKTUBHOIO BiKy/ KOHTpAIIENIisd V YOIO0BIKiB Ta XKIHOK

2KiHKaM penmpogyKTUBHOTO BiKy CIIijJ] TOpPaAUTH 3arnobiraTy BariTHOCTI IPOTSITOM JIiKyBaHHS
kKanenuTabinoM. [Ipy HacTaHHI BariTHOCTI IPOTATOM JIiKyBaHHS CIIiff PO3’SICHUTH MaIli€HTII
MOTEHIINHNY HETaTUBHUY BIJIUB Ha ItiA. Ciif 3acTocoByBaTH e(PeKTHBHI METOOM KOHTpAIEMNil mif
yac JIiKyBaHHS Ta IIPOTATOM 6 MiCSIIB MicJig MIPUUOMY OCTaHHBOI 103U KanenuTabiny.

3 orisAmy Ha pe3ynabTaTH AOCIiIXKeHb Ha TeHOTOKCUYHICTh, MMallieHTaM 40JIOBiUOl CTaTi Ta IXHIM
apTHEPKaM PENpPORYKTUBHOTO BiKy CIIifl 3aCTOCOBYBaTU e(heKTHUBHI METOOX KOHTPAIEMNil Iif 9ac
JiKyBaHHS Ta IPOTATOM 3 MiCSIIiB MiC/Is IPUHAOMY OCTaHHbBOI 103U KaleluTaliny.

BaritHicTh

3acTocyBaHHS IIpenapary Kcenona® BariTHUM He BUBYAJIOCS, OOHAK MOXKHA IIPUITYCTUTH, 110

3aCTOCYBaHH4A IIpernaparTy Kcenona® Moxke OyTH LIKiITUBUM [JIs IJIOAA IIPU 3aCTOCYBaHHI BariTHUM.
Y mocrnigKeHHSX PENPOAYKTUBHOI TOKCUYHOCTI ¥ TBAPUH KameluuTabiH CIPUUYUHSB
eMOpioJieTambHICTh Ta TEPATOTEHHICTD, SIKi € 0UiKyBaHUMHU edeKTaMu NOXimHUX QTopmipuMiguny. Y

IIepion BariTHOCTI He CJIif 3aCTOCOBYBaTH IIpenapaT Kcenona®.

l'ogyBaHHS TPYOIIO

HesigoMmo, yu IpoHUKaE penapar KCGHOJI&® y TPyAHE MOJIOKO JIIOOUHU. [[0CTIifXKeHHS 1010
BIIJIMBY KamnelnTabiHy Ha BUPOOJIEHHS IPYIHOr0 MOJIoKa abo MPHUCYTHOCTI Kaneuutadiny B
TPYOHOMY MOJIOIIi JIIOOWUHYU He IIPOBOAUIIKCH. Y TPYIHOMY MOJIOLI JTAKTYIOUUX MUIIel Oyiu
BUSIBIIEHI 3Ha4Hi KiTbKOCTi KamenuTabiHy Ta #oro MeTabomiTiB. OCKiNbKY MOTeHIliHa IIKOfa
1711 HEMOBJIAT, 5IKi TepeOyBal0Th Ha TPYIHOMY rOflyBaHHi, HeBiioMa, CJlif IPUINHUTH
TOyBaHHS T'PYOOIO IIif Yac JIiKyBaHHS KameluTabiHOM Ta IPOTSATOM 2 TUXKHIB ITics
IIPUAOMY OCTaHHBOI JO3H.

®epTUNLHICTD

BimcyTHi maHi Ipo BIJIUB IIpenapaTy Kcenona® Ha QepTunbHicTh. Y 0a30Bi HOCTiAKEHHS



3aCTOCyBaHHA IIpenaparty KCGJ’IOJI&® Oynu BKJIIOUEHi TifTbKY Ti XKiHKM PEIPOAYKTUBHOIO BiKy Ta
YOJIOBIKY, SIKi ITIOrOAXKYBaINCS 3aCTOCOBYBATH IPUMHSATHI METOAU KOHTPOJIIO
HAPOIKYBAHOCTI [JIsT 3amobiraHHs BariTHOCTI IPOTSATOM MOCIIKEHHS Ta BifMOBimHUM
TEePMiH IOTOMY. Y [OCTigXXKEeHHSIX Ha TBapHHAX CIIOCTEPIraBCs BIJIUB Ha (DEPTUIbHICTS.

30amHicmb eniueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexXaHisMamu.

[IpenapaT Ma€ He3HAUHUM a00 TOMIpPHUY BIIJIUB Ha 3[@THICTh KEPYBaTH TPAHCIOPTHUMU

3acobaMu Ta IIpanoBaTUu 31 CKJIafHMMHU MeXaHi3MaMMu. HpenapaT Kcenoua® MOXKe

CIIPUYMHUTH 3allaMOpPOYEHHS, CJIa0KicTh i Hy#oTy.

Cnocib 3acmocysaHHs ma 003u.

[Ipenapat Kcenoua® MOKe IpH3HaydaTy Jiuile KBaniikoBaHUY JliKap, SKAM Ma€ TOCBif
3aCTOCYBaHHST aHTUHEOIJIACTUYHUX JIiIKapChKUX 3aco0iB. [I715 BCiX MallieHTiB peKOMeHIOBaHUM
peTenbHUN MOHITOPUHT MPOTATOM IIEPIIOr0o LUKIY JTIKyBaHHS.

JIikyBaHHS CIif BiAMiHMTHU IIPU IPOTpeCcyBaHHi 3aXBOPIOBaHHS ab0 PO3BUTKY HEIIPUUHSITHOL
TOKCUYHOCTI.

[Ipenapat Kcenona® B TabjeTKax MpuiMalTh TepopasbHO He Mi3Hile Hixk yepe3 30 XBUIUH
IIiCJIS BXXMBAHHS 1Ki, KOBTAIOUHM TA0JIETKH LIIMMU Ta 3alUBA04YHU BOOO0. TabmeTku

®

npenapaTy Kcenmoma~ He ciif mopmpiOHIoBaTH ab0 po3aMyBaTH.

Ocob.usi 3anobidxcHi 3axo0u npu ymuaizayii ma iHwi ocobau8ocmi no80ONCEHHS i3
npenapamom

Cnig moTpuMyBaTHCS IIPOIenyp 0€3MeYHOT0 IOBOXKEHHS 3 IUTOTOKCUYHUMH JTIKapChKUMU
3acobaMu.

MoHomepanis

Pax 06000801 Kuwku, Kos10peKkmaavHull pak ma pak MoA04YHOi 3aa103uU. PEKOMEHI0BaHa

moYyaTKoBa [000Ba 03a IIpemnapary Kcenona® SIK aJl'I0BaHTHOI Tepamii craHoBuUTS 2 500 Mr/m*
IIOBEPXHI Tijla i 3aCTOCOBYETHCS Y BUTTIAMA] TPUTUKHEBUX [UKITiB: IPUUMAIOTh IIOAHSA IIPOTATOM 2

TUKHIB, IiC/IsT 4OTO POOIATH TUKHEBY IepepBy. CymMapHy q000BY H0O3Y Ipenaparty Kcenoua®
PO3MOMiNAITEL Ha ABa mpuitomu (o 1250 Mr/M° moBepxHi Tina 3paHKy i BBeuepi). PekomeHmoBaHa
3arajibHa TPUBAJIiCTh afi' TOBAaHTHOI Teparlii y malieHTiB 3 pakoM 00070801l Kumky 111 cTafiii CTaHOBUTH
6 MicsIIiB.

KombiHosaHa mepanis




Pak Mosa04HOi 3as103uU. Y KoMbGiHaIlii 3 oleTakceIoM peKOMeH/I0BaHa II0YaTKOBa [03a I
JNiKyBaHHA METaCTaTUYHOTrO PaKy MOJIOYHOI 3a71031 CTaHOBUTH 10 1250 Mr/M’ 2 pasu Ha Ho0y
IIPOTATOM 2 THKHIB 3 ITOAAJIBIIOI THKHEBOIO ITIePePBOIO0 (y MOEOHAHHI 3 IoI[eTaKCeaoM 75 mr/m* 1
pas Ha 3 THXKHI y BUTJISAI BHYTPIITHEOBeHHOI iHPY3il). [IpemMenukailiito nepopaabHUMU
KOPTHUKOCTEPOigaMu, TaKUMU SK JeKCcaMeTa30H, IPOBOAATE Ilepes BBeAeHHIM [olleTaKCey
BiIMOBIHO 10 IHCTPYKIII /11 3aCTOCYBaHHS OOLETAKCeIy MallieHTaM, SIKi OTPUMYIOTh KOMOiHallito
KanenuTtaliH IJTI0C OOIeTaKCel.

Pax 06000801 Kuwku, Kkos0pekmaavHull pak, pdk WAYHKA. Y pexxuMi KOMOIHOBAHOTO JTiKyBaHHS

TI0YATKOBY 03y IIperapary Kcenoua® HeoOxinHo 3MermuTH 10 800-1000 Mr/mM* 2 pa3u Ha

00y IPOTAroM 2 THXKHIB 3 HOAABIIO0 THAKHEBO IIePepBoI0 9K A0 625 Mr/M° 2 pasu Ha K006y IpH
Ge3mepepBHOMY 3acTocyBaHHi. [Ipu koMmbiHarii 3 ipuHoTekanoM (200 Mr/M* B IeHb 1) peKOMeHoBaHa
TI09aTKOBa f03a cTaHoBUTh 800 Mr/M” 2 pa3u Ha H00y IPOTATOM 2 THXKHIB 3 IIOaIbIIOK THXHEBOO
nepepBoio. BkimouyenHs GeBanu3ymady y cxeMy KOMOiHOBAHOTO JIiKyBaHHS He BIIJINBA€ Ha MOYaTKOBY

03y Mpemapary Kcenona®.

[TpoTu6mI0BOTHI 3aco0u Ta mpeMeauKaIlio s 3a0e3nedyeHHs afeKBaTHOI TifpaTallil Mpu3HavYaThb

nalrieHTaM, sKi OTpUMYIOTh IIpernapaTt Kceﬂona® y KomOiHallil 3 HUCIIaTHHOM YU OKCaJTiIIaTHHOM,
nepeq BBeeHHSIM IIUCIIJIaTHHY BigIIOBIAHO [0 iHCTPYKIIil AJI1 3aCTOCYBaHHA LIUCIJIaTAHY Ta
OKCaJlimiaTuHy. 3arajibHa peKOMeHI0BaHa TPUBAJIICTh aji IOBAaHTHOI Tepallii y MmallieHTiB 3 pakoM
o6omoBoi kumkH III ctagii cTaHOBUTE 6 MiCSIIiB.

Ilo3y npenapaty Kcenoua® PO3paxoByIOTh 3a/IeXKHO Bifl IJIOLLi [IOBEPXHI Tija.

Y Tabnunsx 1, 2 HaBefeHO po3paxyHKM CTAHJAPTHOI Ta 3HUKEHOI (IuB. «Kopekiiis mo3u y mporieci

JIIKyBaHHSI») II0YAaTKOBOl AO3U IIpenapaTy Kcenona® 1250 mr/m* ur 1000 mr/m°.

Tabmuig 1

Po3paxyHKH CTaHIapTHOI Ta 3HMUIKEHOI I04aTKoBoiI 1031 mpemnapaty Kcemoma® 1250 Mr/M* 3amexHo
BifI IIJIOIIi ITIOBEPXHI Tila

|J103a 1250 mr/m’ (2 pa3u Ha [06y) |




[ToBHA mo3a KinpkicTs Tabnmerok 150 |3HMXKeHa qo3a SHMUKeHa go3a
MT i/abo 500 Mr Ha (75 %) (50 %)

1250 mr/m* KOXKEH IPUIAOM 950 mr/m> 625 Mr/m>
[Tno1a (3paHKy i BBeuepi)
[IOBepxHi Tina, |[[To3a Ha 150 mr 500 mr [lo3a Ha 1 npuiiom, |[o3a Ha
M’ 1 opumom, Mr MT 1 oputioMm, Mr
<1,26 1500 - 3 1150 800
1,27-1,38 1650 1 3 1300 800
1,39-1,52 1800 2 3 1450 950
1,53-1,66 2000 4 1500 1000
1,67-1,78 2150 1 4 1650 1000
1,79-1,92 2300 2 4 1800 1150
1,93-2,06 2500 - 5 1950 1300
2,07-2,18 2650 1 5 2000 1300
=>2,19 2800 2 5 2150 1450
Tabmuiga 2

Po3paxyHKH CTaHIapTHOI Ta 3HMKEHOI I0uaTKoBoi 1031 mpemapaty Kcemoma® 1000 Mr/M* 3amexHo

BifI IIJIOLi ITOBEPXHI Tina

Hosa 1000 mr/m’ (2 pa3u Ha Fo6y)

[loBHa J03a KinpkicTts TabIeTok SHUXKeHa go3a SHIKeHa go3a
[Lnoma . 150 mr i/a6o 500 mr Ha |(75 %) (50 %)
MOBEPXHL TIA, 1000 MT/M KOXKEeH [IPUHOM 750 Mr/m> 500 mr/m*
M (3paHKy i BBeuepi)

J103a Ha 150 mr 500 mr [lo3a Ha 1 nmputioM, |[do3a Ha

1 mpuiiom, Mr MT 1 mpuiiom, Mr
<1,26 1150 1 2 800 600
1,27-1,38 1300 2 2 1000 600
1,39-1,52 1450 3 2 1100 750
1,53-1,66 1600 4 2 1200 800
1,67-1,78 1750 5 2 1300 800
1,79-1,92 1800 2 3 1400 900
1,93-2,06 2000 - 4 1500 1000
2,07-2,18 2150 1 4 1600 1050
>2,19 2300 2 4 1750 1100
Kopekuia 0o3u y npoueci AiKy8aHHA
3azanvHi pexomeHOauii

®

fBUIlla TOKCUYHOCTI IPH JIiKyBaHHI nIpenapaTtoM Kcernopna

Tepari€eo i/abo 3MiHO0 103U ITpenapaTy Kcenona® (mepepBaBIIX NTiIKyBaHHS Y¥ 3MEHIINUBIIN
[o3y Ipemnapary). AKIo o3y JoBeIocs 3MeHIINTH, Hafasi 11 He 30iIbIIyoTh.

MOXKHA YCYHYTH CUMIITOMATUYHOIO



[Tpu siBUIIaX TOKCUYHOCTI, 5IKi, Ha AYMKY JiKaps, MaJO¥WMOBIPHO MOXKYTh OyTU CEPHO3HUMU YU
3arpoXkKyBaTH KUTTIO, HalPUKIIaf, ajomnernis, 3MiHa CMaKOBUX BifYyTTiB, 3MiHU HIITiB, 3aCTOCYBaHHSI
IpernapaTy MOXKHa IIPOAOBXKYBaTH B Tili caMil [031, He IepepruBal0yy JIiKyBaHHSA Ta He 3MEHILIYIYU
[03y Ipemnapary.

[TamieHTiB, SKi OTPUMYIOTH JIIKYBaHHS IIpernapaToM Kcenona®, HeoOXiqHO MOTIePeIuTH, 1110
JiKyBaHHS MOTPiIOHO MPUIUHUTY Y pPa3i PO3BUTKY MOMIPHUX ab0 TSIXKKUX TOKCUYHUX PEaKIIi.
fAK11o yepe3 TOKCUYHI sgBHUIIA 0yJI0 MPONYIIEHO KijlbKa MPUoMiB KanenruTabiHy, To
IIPOTMYIIEHi 1031 He MOTPiOHO 3aCTOCOBYBATH MOMATKOBO.

I'emamosao2iuHa mokcu4Hicmob

XBopuM i3 BUXimHUM piBHeM HeitTpodinis < 1,5 x 10°/1 i/a6o TpomGouutis < 100 x 10°/1 He MoXHa
Ipu3HayvaTH Tepariio KamenuTabiHoM. Tepartrito CJTif MPU3YIUHUTH, SIKIIO Y XOAi JTiKyBaHHS IIifl 4ac
1103aIlJIaHOBUX JTab0PaTOPHUX [OCHiKeHb BUSIBJIEHO 3HUXKEHHS PiBHS HeUTPOQisiB <1,0
x 10°/m1 a6o TpoMBouuTis < 75 X 10°/m1.

Huxxde HaBOOSATHCS peKOMEHallil I[of[0 3MiHM [[03H Y pa3i TOKCUYHUX SBUII BiATIOBITHO 0 KPUTEPIiB
03HaK TOKCHYHOCTI. KpuTepii po3pobneni HarionansauM oukonorivauM iHctTutyToM Kanagu (NCIC
CTC, Bepcig 1).

Tabmnuig 3

CxeMa 3HUXKEHHS 03U IIpernapary Kceﬂoua® (3-TuxHEeBUI UUKI abo Oe3repepBHe JIiKyBaHHS)

Crymiab TOKCUYHOCTI*  3MiHM 0031 MPOTITOM KypCy Tepartii KoperyBaHnHS [03u Ojid
HACTYMHOT0 UKy (%
IIOYATKOBOI JO3HU)
CmyniHb I Ilo3y He 3MiHIOIOTh

Cmyninb I1

o3y He 3MiHIOIOTh

- 3 [IEPIIOI0 IOSBOIO
03HaK TOKCHUYHOCTI

- 3 IPYTO010 MOSBOI0
03HaK TOKCUYHOCTI

- 3 TPETHOIO MOSIBOIO
O03HaK TOKCHUYHOCTI

- 3 YeTBEPTOIO IIOSBOIO
03HaK TOKCHYHOCTI
Cmyniny 111

- 3 IIEePIIOIO0 TTOSIBOIO
03HaK TOKCHYHOCTI

- 3 IPYTO10 MOSBOIO
03HaK TOKCHUYHOCTI

- 3 TPETHOIO MOSBOIO
O03HaK TOKCUYHOCTI
Cmyninp IV

- 3 [IEPIIOI0 TOSBOIO
03HaK TOKCHUYHOCTI

- 3 IPYTOI0 IMOSABOIO
03HaK TOKCUYHOCTI

100 %

[IpunuHUTY Tepariio, HOKXA 03HAaKU TOKCUYHOCTI HET7D %
3MeHIIaThCA [0 cTyneHs 0-1
50 %

BipminuTu npenapart He 3aCTOCOBYETHCSA

75 %
[IpunuHUTY Tepaliio, JOKM 03HAaKU TOKCUYHOCTI He
3MeHIIaThCA [0 cTyneHs 0-1 50 %

BigMinuTu mpemnapart He 3aCTOCOBYETHCH

BigminuTu mpemapat abo, SKIIO B iHTepecax 50 %
XBOPOT0 JIiIKYBaHHS HEOOXiTHO MPOIOBKUTH,

TIPUNIUHUTHU Tepariio, oKX 03HAKU TOKCUYHOCTI He
3MeHImaThCd 7o ctynens 0-1

BigminuT; mpemnapar He 3aCTOCOBYETHCS

*BigmoBimHO J0 3arajbHUX KPUTEPiIB TOKCUYHOCTI (Bepcis 1) rpynu crmeliaicTiB 3



KITiHiYHEX gocigxkensb HarionansHoro iHCTUTYTY paky Kanagu (NCIC CTG) abo 3arambHUX
KPUTEPIIB OLIIHKY CTYIEeHs TIXKKOCTi nmobiunux peakuit (CTCAE) mporpamu OIliHKY Teparrii
paky HamionanwsHOTOo iHCTHTYTY paky CHIA, Bepcis 4.0. [Hdpopmanio mo[0 40I0HHO-
IiZIOIIOBHOTO CUHAPOMY i rinepObinipyOineMii auB. y po3gini «Oco0IMBOCTI 3aCTOCYBaHHS».

3miHa 0o3u y pasi BUHUKHEeHHS A8UW, MOKCUYHOCMI Npu 3acmocye8aHHi kaneyumabiHy npoms2om
3-muoicHeg8020 Yukay y KomOiHauii 3 iHWUMU AiKapcbKumu 3acobamu

3MiHy 03U [IpU BUHUKHEHHI SIBUILl TOKCUYHOCTI IIPX 3aCTOCYBaHHI IIpenapaTy Kcenona® IIPOTATOM
3-TUKHEBOT0 LIUKITy ¥ KOMOiHallii 3 iHIIMMU TiKapCbKUMU 3aco0aMu HEOOXiIHO MTPOBOAUTH
BigmoBimHO Mo Tabmuili 3 mis KaneuuTabiHy Ta BifIIOBIOHO [0 iHCTPYKIIH [JIST MEOUYHOTO
3aCTOCYBaHHS iHIIKX JTIKapChKUX 3aC00iB.

Ha moyaTtky Kypcy JiKyBaHHS ITpu HEOOXimHOCTI BiICTpOYEHHS Teparii IIperapaToM Kceﬂona® 4y

iHIIUM NTiKapChbKHUM 3acO00M CIIif] BiICTPOYUTH TaKOXK NMPU3HAYEHHS iHIIUX IIpenapariB go
Iepiofy MOXKJIMBOCTI IpU3HAYEHHS BCiX KOMIIOHEHTIB CXEMU.

[Ipy BUHUMKHEHHI TOKCUYHUX SIBUII IIiT Yac JiKyBaHHA, sKi, Ha IyYMKY Jlikaps, He [10B’s3aHi i3

3aCTOCYBaHHSIM KareruTabiny, Tepalrito IIpernapaToM Kcenoua® HeoOXigHO ITPOIOBXKYBATH Ta
IIPOBECTHU KOPEKIIifo MO3H iHIIMX TiKapChKUX 3aC00iB-KOMIIOHEHTIB CXeMU BifiTIOBIoHO 10
IHCTPYKLIi# /I MEOUYHOTI0 3aCTOCYyBaHHS.

Y pasi HeoOxigHOCTI BiAMiHU iHIUX JTiIKaPCHKUX 3aC00iB-KOMIIOHEHTIB CXeMH JIiKyBaHHA IIperapaToM

® MOXKHa ITPOMOBXKUTHU IIPU AOCATHEHHI HeOOXiTHUX YMOB IJIs IIOBTOPHOTO

IIpU3HAYEHH [IpernaparTy Kcenona®.

Kcemnonma

Yka3aHi peKoOMeHfallil CTOCYI0ThCS BCiX ITOKa3aHb AJIs1 3aCTOCYBAHHS Ta BCiX I'PYII MAIli€HTIB.

3MiHa 003u npu BUHUKHEHHI I8UW, MOKCUYHOCMI npu 6e3nepepsHOMY pexcuMi 3aCmoCcyB8aHHs
kaneuumabiny y kombiHauii 3 iHWuMu sikapcvkumu 3acobamu

3MiHy 103U IIpY BUHUKHEHHI SBUIL TOKCUYHOCTI IIpH 6e31epepBHOMY PeXKUMi 3aCTOCYBaHHS
KarmenuTabiHy y KoMOiHallil 3 iHIIMME JIiKapCbKUMU 3aco0aMu HeoOXigHO IPOBOSUTH BigIIOBIIHO [0
tabnuii 3 gis KaneuuTabiHy Ta BigIOBITHO [0 iHCTPYKILH [JIsT MEIUYHOIO 3aCTOCYBAHHS iHIIUX
niKapchKuX 3acobiB.

Kopexkuis 0o3u 8 ocobausux sunadkax

X80pi 3 nopyweHHAMU pYyHKUII neviHKu

Hanux 3 6e3neky Ta ePeKTUBHOCTI [JIs MAIli€HTIB 3 MOPYIIeHHIM QYHKIIiI TeYiHKY HEJOCTaTHLO AT
HaflaHHS PeKOMeHallil mono Kopekiii qo3u. Hemae iHdopmatiii mpo nmopyieHHs GyHKINI Te4iHKT
BHACJIIOK LXPO3Y ab0 remaTury.

Xeopi 3 nopyweHHAMU pYHKUIT HUPOK

Kaneruralin mpoTUoKa3aHUX XBOPUM 3 IOPYIIeHHAM (QYHKIIil HUPOK TSIKKOTO CTyTeHs (KJTipeHC
KpeaTtuHiny Huxk4e 30 mn/xB 3a KokpodTom - I'0s1TOM Ha T04aTKOBOMY PiBHi). HacToTa BUHUKHEHHS



no0iyHUX peakiiit 3 abo 4 CTyIeHiB y Ialli€HTiB 3 TOMipHUM NOPYLUIEHHSAM (QYHKII HUPOK (KJIipeHC
kpeaTuHiny 30-50 MJ1/XB Ha ITOYATKOBOMY DPiBHI) MiABUIIYETHCA IIOPIBHAHO 3 TaKUM Yy 3arajibHiu
monynsuil. [I15 XBOpPUX 3 BUXiAHOIO ITOMiPHOI0 HUPKOBOIO HEJOCTATHICTIO PEKOMEHJ0BAHO 3MEHIIUTH
II0YaTKOBY [03Y [0 75 % Big ctangaptHOl (1250 Mr/M°). [I7I XBOPUX 3 BUXITHOIO TOMipHOI0 HUPKOBOIO
HEeIOCTATHICTIO 3HUKEHHS T04YaTKOBOiI mo3u 1000 Mr/M* He moTpiOHe. ITalieHTaM 3 HUPKOBOIO
HEJOCTaTHICTIO JIETKOTO CTYyTeHs TAKKOCTI (KiipeHc KpeaTuHiny 51-80 M/XB) KOpPeKIIis T0YaTKOBOI
o34 He MoTpidHa.

PekxoMeHOyeThCS peTeIbHUM MOHITOPUHT Ta HeralHe IlepeprUBaHHS JTIKyBaHHS IIPY BUHUKHEHHI
noOiynux gBui 2, 3 abo 4 CTymeHiB, a TAKOXK ITOfabllle KOPUTYBAHHS J03U BiANOBIAHO OO0 Tabmuli 3.

[Tpu 3HMKEHHI piBHA KpeaTuHiHy 10 MeHIe 30 MJI/XB JIiIKyBaHHS IIpeliapaToM Kcenona® HeoOXimHO
IIPUIIMHUTH. PeKoMeHalril o0 KOpeKIiil 1031 Py MOMipHil HUPKOBiM HEJOCTATHOCTI
OJTHAKOBI SIK ITpU MOHOTepaIlii KanenuTabiHoM, Tak i mpu KoMOiHOBaHil Teparrii.

Xeopi AiMHb020 BiKY

KopuryBaHHS 1T049aTKOBOI 703U IIpU MOHOTeparii KanenutabinoM He noTpibHe. IIpoTe y XBOpUX BikoM
= 60 pokiB no0OiuHi peaxiiil 3 Ta 4 CTyINeHiB, I0B'3aHi 3 JTiKyBaHHAM, PO3BUBAJINUCS YacTillle, HiXK y
MOJIOMIIKX ITAITi€HTIB.

I[Tpu 3acTOCyBaHHi MpemapaTy Kcenoua® B KoMOiHallil 3 iHIIMMHU JTiIKapCbKUMHU 3aco00aMu y
XBOPUX JIITHLOTO BiKy (= 65 poKiB) Bin3Hauasnacs 6inblila 4acToTa N0oGiYHUX peakili 3 Ta 4
CTYIIEHIB TOKCUYHOCTI, Kl IIpU3BeJIU OO0 BiAMIHU JIIKyBaHHS, IIOPIBHAHO 3 XBOPUMU
MOJIOAIIOrO BiKy. PEKOMEHOyEThCSA PEeTENbHUY MOHITOPHUHT CTaHy XBOPHUX BIKOM = 60 pOKiB.

Ipu sikysaxHi npenapamom Kcenoda® y kombinayii 3 doyemakcesom y XBOPUX BiKOM moHap 60
POKIiB Bi3Hauamocs 306iNblIeHHS YaCTOTH MOOIiYHUX peakilii 3 Ta 4 CTyIeHiB TOKCUYHOCTI.
[TamienTam I1i€l BikoBOi KaTeropil mpu KoMOiHOBaHOMY JIiKyBaHHI ITperapaToM Kcenona® T
OOLIeTaKCeJIOM PEKOMEHOYETHCA 3MEHIIUTH II04YaTKOBY O3y IIpernapary KceJIOJJ;a® 0o 75 %

(950 Mr/m® mBiui Ha no0y). Y pasi BifCyTHOCTI IBUII] TOKCUYHOCTI IIPY JTiKyBaHHI MAIi€HTIB
BiKOM = 60 pOKiB 3HMKEHOI0 II0YAaTKOBOIO N030I0 KaneuuTabiny y KomOiHallii 3 JOoIeTaKCenoM q03y
KanenuTabiHy MoKHa OCTYIIOBO 30inpmuty fo 1250 Mr/M’ ABiui Ha mo0y.

a

Himu.

®

Besneka i eheKTUBHICTL 3acTOCyBaHHS npenapaty Kcenoma ~ OITSM He BUBYAJIUCH.

ITepedo3ysaHHA.

CHMIITOME TOCTPOrO IIepeqo3yBaHHs: HynoTa, 6/1I0BaHHS, miapes, MyKO3UT, TOOPa3HeHHs
IIJIYHKOBO-KUIIKOBOT'O TPAKTY Ta KPOBOTEY], @ TAKOXK IIPUTHIYEHHS KiCTKOBOTO MO3KY.
JIiKyBaHHA [IOBMHHO BKJIIOYaTU CTAHOAPTHI TepaleBTUYHI Ta MIATPUMYI0Yi 3aX0IU 3 METOI0
KOPEKIIil KITiHIYHUX TPOSBIB Ta 3ano0iraHHs MOXKIUBUX YCKIIa[IHEHE.

ITobiuHi peakuii.



PesroMe mpodinio 6e3nexn

3aranpHu# Mpodins Ge3mnexu Mpernapary Kcenona® 0a3yeThCs Ha 0CHOBI maHux Oinbine 3000

Malli€eHTiB, IKi OTPUMYBAJIM JIIKyBaHHS IIpernapaToM Kcenona® B peXHMi MOHOTeparii 4u B
kKoMOiHallil 3 pi3HMMU cXeMaMH XiMioTeparlil Ipu pi3HUX MMOKa3aHHIX AJIS 3aCTOCYyBaHHS.

[Tpodine 6e3meKn MOHOTePaIil mpemapaToM Kcenoua® IIPU METACTAaTUYHOMY PaKy

MOJIOYHOI 3a/I034, MeTaCTaTUYHOMY KOJIOPEKTaJIbHOMY PakKy Ta paKy 000[I0BOl KUIIIKY B
af’I0BaHTHIN Teparlil € MOPiBHIHHNM.

Haii6inbi yacTuMu i/a60o KITiHiYHO 3HAUYMMUMU IOOIYHUMHU peakIlisiMU, 0B’ I3aHUMHU 3 JTIKyBaHHSM,
Oynu peakiiil 3 60Ky IITyHKOBO-KUIIKOBOT'O TPAKTY (miapesi, HymoTa, O/1oBaHHS, Oi/ib y KUBOTI,
CTOMATHT), HOJIOHHO-IIiJOIIOBHUYM CUHAPOM (IOJIOHHO-IIigOIIOBHA EPUTPOIN3€ECTE3isI), ClITabKiCTh,
aCTeHisd, aHOPEKCisl, KapAiOTOKCUYHICTh, IPOTPeCyBaHHS NOPYIIeHHS HUPKOBOI (PYHKIIi1 y IallieHTiB 3
HUPKOBOIO HEJJOCTATHICTIO0, TpoMO03/eMBOJTisl.

[To6iuHi peaxiiii, siKi, Ha IyMKY OOCJIIHUKA, PO3TISIAATUCH SIK MOXKJIMBO, UMOBIPHO 4M BigfaneHo

IOB’s13aHi i3 3aCTOCYBaHHSM ITperapary Kcenona®, Oynu OTpUMaHi y KITiHiYHUX OOCITiIXKEeHHIX

®

MOHOTeparil mpemapaToM Kcesoma ™ Ta B KITiHIYHUX [OCITiIXKEHHSIX 3aCTOCYBaHHS Ipemapary

Kcenona® y KoMOiHaIlil 3 pi3HUMHU cXeMaMHU XiMioTepalil Ipy pi3HUX ITOKa3aHHIX OIS
3aCTOCYBaHHA.

Ing onucy yacToTu NMOOIYHUX peakilii BUKOPUCTOBYIOTLCS TakKi KaTeropil: myxe dacti (=1/10), gacTi
(Bim =1/100 mo <1/10), Hewacri (Big =1/1000 go <1/100), pigxi (Big =1/10000 o <1/1000), myxe
pizgki (<1/10000). Y xoxHil Tpymi 3a 4acToTO0 MOOIYHI peaklii mpeACcTaBIeHO B TOPSAKY
3MEHIIEeHHS TSIKKOCTI.

Monomepanis npenapamom Kcenoda®

Huxue HaBemeHo moOivyHi peakiril, mOB's13aHi 3 MOHOTEpaMi€o KanenuTabiHoM, Ha OCHOBI
00’eMHAHOT0 aHaji3y JaHux 6e3MeKy, OgepKaHUX B XOOi TPhOX OCHOBHUX MOCTIiAKEHb 3a Y4aCTIO
1900 marienTiB (M66001, SO14695 ta SO14796). [To6iuHi peakiii BHeceHi y BiflIOBiIHY I'pPymy 3a
YaCTOTOIO 3TigHO i3 3arajbHOI0 YaCTOTO0 B 06’€qHAHOMY aHaJIi3i.

IHpexuii ma iHeasii: 9acTi - repuec (BipycHa iH(eKIis), Ha30hapuHTiIT, iHeKIIil HUXKHIX
OVXaTbHUX IIISXiB; HEeYaCTi - CEIICHUC, iHPEKIIil CeHOBUX LIJISIXIB, I[ETIOMNIT (3amaseHHs TyXKol
KJIITKOBHMHM), TOH3UIIIT, (apUHTIT, KAHAKI03 POTOBOI MMOPOXKHUHY, T'PHUII, TaCTPOEHTEPHUT,
rpuOkoBa indekIris, iHdexkis, abcuec 3y06iB.

IlobposiKicHi, 310KiCHI ma Heymo4YHeHi HOB0YMBOPEHHA: HeYacCTi - JIilmoMa.

3 6oky cucmemu kpogi ma aim¢pamuyuHoi cucmemu: 4acTi - aHEMisI, HEUTPOIIEHisT; HeYacTi -
(dhebpunbHa HEUTPOIEHIS, MaHIUTOIEHis, TPAHYIOLUTOIEHIST, TPOMOOLIUTOIIEHiS,
JIeMKOIIeHist, TeMOIiTHYHa aHeMist, 30ibIIeHHST Mi2KHAaPOIHOT'0 HOPMaJIi30BaHOT0
cuiBBigHOmEeHHA (MHO)/mogoBKeHHS MPOTPOMOiIHOBOTO Hacy.

3 60Ky iMyHHOI cucmemu: HE4acCTi - peakliil MigBUIIEHO0] YYTIUBOCTI; PiIKO - aHTiOHEBPOTUYHUIA
HaOpsIK.



3 60Ky 06MmiHYy peuoguH, memaboaizmy: OyKe 4acTl - aHOPEKCisd; 4acTi - gerigpaTalis,
3MeHIIIeHHST MaCH Tijla; He4yacTi - HyKpoBul miaberT, rimokaniemis, po3yafu aleTury,
3HUKEHe Xap4yyBaHHs, TinepTpUriinepuaemis.

IcuxiuHi po3aadu: 4acTi - 0€3COHHS, [elpecis; HeyacTi - CIJIyTaHiCTh CBiTOMOCTi, TOCTPUH
TPUBOXKHUY CTaH 3 Peaklli€lo MaHiKu, JepecUBHUN HaCTPil, 3HUKeHHS Nibino.

3 60Ky Hepsosoi cucmemu: 4acTi - TOOBHUY Oinb, 3aralbMOBaHICTh, 3allaMOPOYEHHS,
nmapecTesil, CIIOTBOPEHHSI CMaKy; HedacTi - ada3is, IOpyIIeHHs [TaM’ gTi, aTaKCisi, CHHKOIIE,
po3nanu OanmaHCy, YyTAKUBI po3naau, nepudepriHa HEMPONIaTis; AyKe PifKo - TOKCUYHa
JlerKoeHIedanonaris.

3 60Ky opeaHie 30py: 4acCTl - CJIbO30TOYUBICTh, KOH IOHKTUBIT, [TI0pa3HeHH OpraHiB 30py;
HeYacTi - 3HUKEHHS TOCTPOTHU 30pY, AUIIJIOINIS; PiIKO - CTEHO3 CIi3HOI IPOTOKHU, PO3/Iafu
POTiBKY, KEPaTUT, TOUKOBUU KepaTuT.

3 60Ky opeaHie cayxy ma AabipuHmy eyxd: HedacTi - 3allaMOPOYeHHSs, Oislb y Byxax.

KapdiaavHi nopyweHHs: HedacTi - HecTabibHa CTEHOKAPMisi, CTeHOKapPis, ieMisi/iHhapKT
Miokapma, GiOpunsilisa nepencepab, apUTMis, Taxikapmis, CHHyCcOBa TaXiKapisi, BiT4yTTs
cepuebuTTs; pigKo - GiOpunsiis MITyHOUYKIB, TogoBxkeHHS iHTepBany QT, mipyetHa
IIJTYHOYKOBA TaxikKappis, OpafuKapis, Ba3ocmasM.

CyOuHHi po3aadu: 4acTi - TpomOodnediT; HeuacTi - Tpom0O03 rMMOOKKUX BeH, apTepiaibHa
rimepTeH3is, meTexil, apTepiajiibHa TiMOTeH3is, IPUIINBY, TEpUPEPHUYHE BiTUyTTS XOIOLY.

3 6oky OuxavbHOi cucmemu, op2aHie 2pyOHOI Kaimku ma cepedocmiHHA: 4aCTi - 3aAuIlIKa, HOCOBI
KPOBOTEUi, Kallleslb, pUHOPesT; HevacTi - 1ereHeBa eM00JIis, THeBMOTOPAKC, KPOBOXapKaHHS,
acTMa, 3afullKa Npu (Pi3uYHOMY HaBaHTaXKeHHi.

3 60Ky WAYHKOBO-KUWKO0B020 Mpakmy: myxe 4JacTi - giapesi, O/MoBaHHS, HygOTa, CTOMATHUT, OiNb
y KHBOTI; 4acCTi - IIJTyHKOBO-KHUIIIKOBI KPOBOTEUi, 3amiopy, 6i/ib ¥ BepXHiX Bififinax XKHBOTa,
OUCIIEIICisi, METEOPU3M, CYXICTh y POTi; HEYacCTi - KUIITKOBA HETPOXigHICTh, aCIIUT, EHTEPHT,
racTput, fucdaris, 6inb y HUXKHIX Bifminax xKuBoTa, e3o¢arit, abmoMiHanbHUNA TUCKOMOOPT,
ractpoe3odareanbHa pedaroKCHa XBopoOa, KOJIiT, KPoB y peKarisx.

3 6oky eenamobiaiapHoi cucmemu: 4acTi - TinepOinipyOineMis, BigxuneHHs piBHS
(YHKILIOHaIbHUX IT€YiHKOBUX TECTiB; HEYACTi - 2KOBTSIHUIA; PIOKO - Ie4iHKOBa HEJOCTATHICTh
Ta XOJIE€CTAaTUYHUM reIIaThT.

3 60Ky wkKipu i nidwkipHoi KaimKosuHu: Ay2Ke YacCTi - CHHIPOM [OIOHHO-IIiOIIOBHOI
epUTpOIU3ecTe3il (Ha 0OCHOBI TOCTMapPKETHHTOBOTO [OCBiy, IEPCUCTYIOUUN ab0 TAKKUN CUHAPOM
IIOJIOHHO-TIIJOIIOBHOI ePUTPOAU3ECTE3il MOXKe 3PEIITOI0 IPU3BECTH [0 BTPATH BifOUTKIB IMablliB
(muB. po3min «OcoBGIUBOCTI 3aCTOCYBaHHS»); YaCTi - BUCUIIAHHS, aJIONEllisl, EpUTEeMa, CYXiCTh IIKipH,
cBepOixk, rineprirMeHTallis MKipy, MaKyJIsIpHe BUCUIIAHHS, 3MTYIIEHHS LIKipU, JePMaTUT, IOPYIIeHHS
mirMeHTallil, mopyueHHs 3 00Ky HIrTiB; He4acTi - YTBOPEHHS MyXUPiB Ta BUPa30K Ha IIKipi,
BUCHUIIAHHS, KPOIIUB IHKA, peakllil pOTOUyTINBOCTI, epuTeMa AOJI0Hb, HAOPSIK 00MMY4s, MypIypa,
000pOTHUI TPOMEHEBU CUHAPOM; PIAKO - IIKIPHUM YePBOHUU BOBYAK; OyXKe PIAKO - TAXKKI
IMIKipHi peakiiii, Taki Sk cuagpoM CTiBeHca - [IXKOHCOHA i TOKCUYHUM elifepManbHUM
HEKpOJIi3.



3 60Ky onopHO-pyx080i cucmemu ma cno/y4Hoi mKkaHuHu: 4acTi - OiNlb y KiHIiBKax, 6ifib y CIIKHI,
apTparis; HeyacTi - HabpsK cyrio6is, 6inmb y KicTKax, 6tk B 00/IMYYi, PUTIOHICTh OIIOPHO-PYX0BOI
cuctemu, cinabKicTh y M’s13aX.

3 60Ky HUPOK ma ceuo8udinbHoi cucmemu: HE4acTi - TiTpoHePPO3, HETPUMaHHS Cedi,
reMarTypis, HIKTypis, HiABUIEHHS PiBHA KpeaTUHIHY KPOBI.

Po3nadu penpodykmugHoi cucmemu ma MO/04HUX 3d/103: HeYacTi - BariHaJIbHI KPOBOTEUI.

3aeanvHi po3nadu: myxkKe 4acTi - cnabKiCTh, acTeHis; YacTi - rimepTepMisi, mepudepuyHi
HaOpsIKY, He3mykKaHHs, Oinb v TpynHii KiTiTi; HevacTi - HaOpsK, TMXOMaHKa, TPUTIONONi0Hi
CHMIITOMH, 03HOO, IMiABUIIIEHHS TEMIIEPATYPHU TiNa.

Y KOHTeKCTi «4acTi nobiuHi peakiil» y mifpo3nini «MoHOTepanis npenapaToM Kcenona®» BKa3aHi
TSKKi Mo0iyHi peakiril i/abo mobiyHi peakilil, 110 3arPoXKy0Th KUTTIO (3-4 cTyneHs), abo
MeIUYHO 3HaAuyIIi MobiuHi peaxkiii.

KombiHosaHa mepanis

Huxue HaBemeHo nmoOivyHi peakilii, 3apeecTpoBaHi Ipu 3aCTOCYBaHHi ITpemnapaTy Kcenona® y
kKoMOiHallil 3 pi3HUMU cXeMaMH XiMioTeparil Ipu pi3HUX MOKa3aHHAX [0 3aCTOCYBaHHS Ha
OCHOBI maHux 3 O6e3neku Bif 6inbi Hixk 3000 naIieHTiB [OJAaTKOBO [0 BXKE 3apeECTPOBAHUX

IIpY MOHOTeparil i/abo crocTepiraaucs 3 BUILIOI YaCTOTOI0 Y OyOb-IKOMY 3 OCHOBHUX
KJIIHIYHUX OOCIIiIXKEHb.

Iesiki mo6GiuHi peakilii 4acTo CIOCTepiraThCa Ipu XiMioTeparii (Hanpukiag, mepudepruyHa 4yTIuBa
HEeBpOIIaTis IpY 3aCTOCYBaHHI AOIeTaKCeNy YX OKCaJlJIaTHHY, peaklil MiBUIIeHOl YyTIUBOCTI IpU
3acTocyBaHHi OeBanu3ymaly). OnHaK He MOXHa BUK/IIOUUTH [TOCUJIEHHS BKa3aHUX NOOIYHUX peaklin

IIPY 3aCTOCYBaHHI ITpemapary Kcenona®.

IHpekuii ma iHeasii: 9acTi - onepidyBalbHUX NHINal, iHDEKIlil CEYOBUBIAHUX IIIISXIB,
KaHOMO03 POTOBOI MMOPOXKHUHY, iHPEKIIil BePXHiX AUXalIbHUX IIIAXIB, PUHIT, Tpull, iHQeKIil*,
reprec pOTOBOI IOPOXKHUHU.

3 6oky cucmemu Kpogi ma aim¢pamuuHoi cucmemu: OyXKe 4acCTi - HEUTPOIEHiT*, TeNKOomeHis*,
HEeUTpOIleHiuHa rapsuka*, TpoMOOIIUTONEHisS*, aHeMis*; YacTi - TPUTHIiYeHHS KiCTKOBOTO
MO3KY, (heOpuibHa HEUTPOIEeHisT*,

3 60Ky iMyHHOT cucmemu: 9acCTi - peakllii MigBUIIEHOI Yy TIABOCTI.

3 6oky 06MmiHYy peuoguH, memaboaiamy: OyXKe JacCTi - 3HUKEHHS alleTUTY; 4acCTi - TiloKaiemis,
rinoHaTpieMis, rimoMarHiemis, TilOKasbIlEMis, TiIepriiikeMisd.

IIcuxiuHi po3sadu: 4acTi - po3yiafy CHY, HECIIOKIM.

3 6oky Hepsosoi cucmemu: OyXKe 4acTi - MapecTedil Ta gU3ecTe3il, nepudpepuiHa HEUPOIaris,
neprudepuyHa YyTINBa HENUPOIIaTis, CIIOTBOPEHHS CMaKy, TOJIOBHUM 6ifb; 4acTi -
HEMPOTOKCHYHICTb, TPEMODP, HEBPAITisl, peakilii MigBUIlleHO0l Yy TIUBOCTI, TinecTesis.



3 60Ky opaaHie 30py: OyKe YacTi - CITbO30TOUYMBICTh; YACTi - IOPYIIEHHS 30PY, CYXiCTh 04ei, ik B
o4Yax, 3HUIKEHHS TOCTPOTH 30py, PO3IINBYATICTE 30DY.

3 60Ky opaaHis cayxy ma aabipuHmy 8yxa: 4acTi - I3BiH y ByXaX, 3HUKEHHS CITyXY.
KapdiaavHi nopywenHs: 4acTi - GiOpunsiis nepemcepms, immemis/inpapkT Miokappa.

CyOuHHi po3aadu: OyXKe 4acTi - HaOpsAKKU HUKHIX KiHIIIBOK, apTepianbHa rinepTeHsis,
TpoM003/eM0O0ITisT*; YacCTi - TPUIIINBY, apTepialbHa TillOTeH3is, TiMepTEeH3UBHUYN KPU3,
rimepeMist, pieobit.

3 60Ky duxaavbHOi cucmemu, opeaHie epyoHoI KaimKku ma cepedocmiHHA: ByXKe JacTi - aHriHa,
OU3eCTe3is TJIOTKY; YacCTi - TMKaBKa, papuHTOJIapuHTeanbHu 6inb, gucdoHis.

3 60Ky WAYHKOBO-KUWKOB020 Mpakmy: MyzKe J9acTi - 3a1op, JUCIIEIICis; 9acCTi - KPOBOTEUi 3 BEPXHIX
Bii[IiJTiB ITyHKOBO-KUIIIKOBOT'O TPAKTYy, BUPA3KHU CJIM30BO1 000JI0HKK POTOBOI IOPOKHUHMU, TACTPUT,
3MYTTS XXKUBOTA, TacTpoe3odareanbHa pediokcHa xBopoba, 6ib y poTi, aucdarisi, pekTanbHa
KpOBOTeYa, 0iTb y HUXKHIX Bifinax xKUBOTa, OU3eCTe3ii POTOBOI IOPOKHUHMY, ITapecTe3il pOToBOI
IIOPOXKHWHHY, TilleCTe3isl pOTOBOI MOPOXKHUHU, AUCKOM@POPT Y KUBOTI.

3 6oky 2enamobisiapHoi cucmemu: 4acCTi - BifXuaeHHS PiBHA (QyHKIIIOHATBHUAX IEYiHKOBUX
TECTIB.

3 6oky wkipu i nidwkipHoi KaimkosuHu: TyKe YacTi - aJlomelisi, mopylleHHs 3 00Ky HirTiB;
YacTi - rneprigpos, epuTeMaTo3Hi BUCUIIaHHS, KPOIIUB' THKA, HiYHa IiABUIIleHa HiTIUBICTb.

3 60Ky 0NnopHO-pyx080i cucmemu ma cnoy4Hoi mkaHuHu: TyxKe 4acTi - apTpanrii, mianrii, 6inp y
KiHITiBKax; 4acTi - Oinb y Lienenax, M'g30Bi crla3Mu, TPU3M, CIa0KIiCTh y M’s3ax.

3 60Ky HUPOK Mma ceuo8udinbHOi cucmemu: 4acCTi - TeMaTypis, IPOTEIHypisl, 3HUKEHHS K/IipeHCY
KpeaTUHIHY HUPKaMHU, AU3YpPid; PIOKO - TOCTpa HUPKOBA HENOCTATHICTh BHACIIIIOK
3HEeBOJHEHHS (IuB. po31in «OcoOIUBOCTI 3aCTOCYBaHHS»).

3aeanvHi po3aadu: OyXKe 4acTi - MABUIIEHHS TEMIIEPATYPH Tifla, ClIalKiCTh,
3arajibMOBaHICTH*, UYTIHUBICTh A0 MiABUIIEHO] TEMIIEPATyPH; YacTi - 3allajleHHS CIM30BUX
000710HOK, 6inb y KiHIliBKax, 00IbOBI BiTuyTTs1, 03HO0, 6iflb ¥ IPyOHIN KIiTLi, rPUIONOAiOHi
CHMIITOMHU, Tapsuka*, iHQy3iiHi peakiii, peakiiii y mMicIii BBemeHHs, 0inb y Micti iHGYy3ii, 0inb
y Micri iH’eKIil.

ITowKodxHceHHs (Mpasmu, paHu), OMpyeHHA: 4acTi - 3a0il.

*JacToTa BKJIIOYAE BCi CTYIMeHi TSAKKOCTi, 3a BUHITKOM IMOOIYHUX Peakilifl, Bif3HaUYeHUX 3HAKOM «*»,
1110 BKJTI0YasM nuie nobiuni peakuii 3-4 cTyneHs.

Okpemi mo6iyHiI peaxiri
[l0/10HHO-Ni00Wo0BHUT CUHOPOM

[Tpu 3acTocyBaHHi KanenuTabiny y mo3i 1250 Mr/M° OBidi Ha o0y IPOTSATOM 2 TUXKHIB 3 ITOMIa/IbILIO0
TH2KHEBOIO TIePEPBOI0 JOJIOHHO-MIOIOBHUYN CUHAPOM YCiX CTYIEHIB TSAXKKOCTI B HOCIIIXKEHHIX
MOHOTeparil (af'toBaHTHOI Teparlii paky 000/I0BO1 KUINKH, JTIKyBaHHS METACTATAUYHOTO



KOJIOPEKTa/IbHOTO PaKy, JiKyBaHHS paKy MOJIOYHOI 3aJI031) peecTpyBaBcs y 53-60 %
nauieHTiB Ta y 63 % XBOpHUX i3 MeTaCTaTUYHUM PaKOM MOJIOYHOI 3a/I03H Y IPYIIi JIiKyBaHHS
KarnenuTabiHoM/monerakcenoM. [Ipu 3acTocyBaHHi KanenuTaGiny B go3i 1000 mMr/m’ fBivi Ha
o0y MPOTAToM 2 THUXKHIB 3 ITOMIAIBIIOI TUKHEBOIO IIEPEPBOIO NOJTOHHO-ITiONIOBHUN
CHUH[IPOM YCiX CTYIIEHIB TSAXKOCTI criocTepirascs y 22-30 % XBopux, sKi OTpUMYyBaJiu
KOMOiHOBaHe JIiKyBaHHS 3 KaleluTabiHOM.

MeTaaHai3 faHuUX, OTPUMaHUX Bifm Oinbir Hixk 4700 marieHTiB y xomi 14 KIiHIYHUX OOCITigXKEHb,
IIPOAEMOHCTPYBAaB, 1110 JOJIOHHO-MIIIOIOBHUY CUHAPOM YCIX CTYIIEHIB TIXKKOCTI IIPU 3aCTOCYBaHHI1
KarenuTa0iHy y pexkuMi MoHOTeparii abo KoMOiHOBaHOTO JTiKyBaHHS 3 Pi3HUMHU CXxeMaMu
XiMioTeparil pu pi3HUX MOKa3aHHIX AJIS 3aCTOCYBaHHS (pak 000[{0BOI KUIIKX, KOJIOPEKTANbHUN pak,
pak IUIyHKa, pak MOJIOYHOI 3a71031) BUHUKaB ¥ 43 % (2066) xBopux y cepefHbOMY depe3 239 gHiB
mic/is moYaTKy JiKyBaHHS KaneuuTtabinom (95 % [I1 201-288). 3 migBuIiieHUM pU3UKOM PO3BUTKY
IOJIOHHO-TTiJONIOBHOT0 CHHAPOMY IIPU BCiX JOCHIIXKeHUX KOMOIHAIlSX CTaTUCTUYHO OOCTOBIpHO OyIu
TIOB’s13aHi Taki KoBapiaHTH: 30ilbIIeHHS T0YATKOBOI 103K KaneuuTabiny (y rpamMax), 3MeHIIeHHS
KyMYJISITHBHOI mo3u KanenuTabiny (0,1*Kr), 36inbIeHHs BifTHOCHOI iHTEHCUBHOCTI 103U Y IepiiIi 6
TUXKHIB JTiKyBaHHS, 301/IbIIIeHHS TPUBAJIOCTI JIiKyBaHHS (THUXKHi), 30iblIeHHS BiKy MallieHTa (IpUpiCT
Ha 10 pokiB), xkiHOYa cTaTh, HOOPUY MOUATKOBUY 3arainbHUM cTaTyc mauieHTta (0 mpotu = 1).

Hiapes

BuHUKHEHHS fiapei mig 9ac nikyBaHHs IpelapaToM Kceﬂona® crioctepiranu y Mmauxe 50 %
XBOPHX. 3a pe3y/ibTaTaMy MeTaaHallily fJaHuX, OTPUMaHuUX Bif Oinbi Hixk 4700 mamieHTiB y
xomi 14 KJiHiYHUX OOCHTiXKEeHb, 3 MiABUIIEHUM PU3NKOM PO3BUTKY Aiapel IPU BCixX
MOCIiIXKEeHUX KOMOiHaIliIX CTaTUCTUYHO IOCTOBipHO Oy IOB’g3aHi TaKi KOBapiaHTHU:
30ibIIIeHHS T0YaTKOBOI 03U KanenuTabiHy (y rpaMax), 30i/IbIIeHHST TPUBAIOCTI JTiKyBaHHS
(TmxkHi), 30inbIIeHHS BiKy mallieHTa (mpupicT Ha 10 pokiB), XKiHo4Ya cTaTh. 3i 3HUKEHHIM
PH3UKY PO3BUTKY Hiapel CTaTUCTUYHO [OCTOBIpHO Oyiu MOB’g3aHi TakKi KOBapiaHTH:
3pPOCTaHHSA KyMYJIITUBHOI 103U Kanmeuutabiny (0,1*Kr) Ta BigTHOCHOI iHTEHCUBHOCTI 03U Y
neplui 6 TUXKHIB JTIKyBaHHA.

KapdiomokcuuHicmb

Okpim BKa3aHUX KapfiaabHUX M00iYHUX peaklil, 6ynu 3apeecTpoBaHi Taki mobiuHi peaxirii 3
yactoToio MeHIe 0,1 % mpu MoHOTeparii KaneruTabiHoM Ha OCHOBI 06’€THAHOTO aHali3y JaHUX 3
Oe3neky, OTpUMaHuX Bifl 949 mallieHTiB - y4acHUKIB 7 KITiHIYHUX HocmigxkeHsb (2 - ¢pas3u 1111 5 - dpa3u
II mpu MeTacTaTUYHOMY KOJIOPEKTAbHOMY paKy Ta MeTaCTaTUYHOMY PaKy MOJIOUHOI 3aJI03H):
KapaioMionarisi, ceplieBa HEJOCTATHICTh, IIJTYHOUYKOBI €KCTPACUCTOJIM, PaIliToBa CMEPTh.

Enueganonamis

OkpiMm 3a3HauYeHUX MOOIYHUX peakilii, MOHOTepaIlis IIpernapaToM Kcenona® Ha OCHOBI
00’€IHAHOTO aHasi3y JaHuX 3 6e3MeKH, OTPUMaAHUX Y X0mi 7 KITIHIYHUX MOCTiIXKeHb,
acoIlifoBanack i3 BUHUKHEHHIM eHIledasnonaTii 3 yactorow meHe 0,1 %.

KoHmakm 3 nodpibHeHuMUu 4u po3snamaHumu mabaemkamu KaneyumaoiHy

Y pagzi KOHTaKTy 3 HOAPiOHEeHUMHU YK PO3/TaMaHUMU TabneTKaMy KaneuuTabiHy IOBiqOMIISIIOCS IIPO
Taki mo6iuHi peakii: mogpa3HeHHs o4eit, HAOPSIK o4yel, BUCHUII Ha IKipi, rooBHUM 6inb, mapecTesis,
miapesi, HyoOTa, MOAPAa3HEHHs ITYHKA Ta OJTI0BAHHS.



ITobiuHi peakuii 8 ocobaugux 2pynax nayieHmis

Xeopi nimHb020 8iKy. Y nalieHTiB BikoM = 60 poKiB, gKi OTpUMyBaJIi MOHOTEpAIIi0 IIpernapaToM

Kcenona® Ta KoMOiHOBaHe JIiKyBaHHS ITpernapaToM Kcenona® Ta JOLeTaKCeJoM,

CIocTepiraBcs MigBUIEHUY PU3UK YAaCTOTH BUHUKHEHHS M00iYHUX peakuiil 3 Ta 4 CTyneHs
Ta CEPHO3HUX MOOIYHUX pPeakKilil, OB A3aHUX i3 JTiKyBaHHSIM, MOPIiBHSAHO 3 MalliEHTaMU BiKOM
< 60 pokiB. Y 6inbIIoi KiNbKOCTI MaIlieHTiB BikoM = 60 poKiB, 5IKi OTpHMYyBaIu KOMOiHOBaHE

NiKyBaHHS IIPEIapaToM Kcenona® Ta noneraxcenom, criocTepiranocs OibII PaHHE

IPUNUHEHHS JTIKyBaHHS BHACIIOK MOOIYHMX peakIliii TOPiBHSIHO 3 MallieHTaMu BikoM < 60
POKIiB.

MeTaanarni3 gauux Bif 6inbir Hix 4700 maifieHTiB - yyacHUKIB 14 KIiHIYHUX OOCTiAXKEHb
IIPOIEMOHCTPYBAB, III0 Y MOCTIIXKEHHIX yCix KoMOiHali# 3 BikoM (36inbiieHHs Biky Ha 10 pokiB)
CIIOCTepiraau CTaTHCTUYHO JOCTOBipHE 30iIbIIeHHS PU3UKY PO3BUTKY JOJIOHHO-IIIIOMIOBHOTO
CHHIPOMY Ta fiapel, a TaKOX 3HUXKEHHS PU3UKY PO3BUTKY HEUTPOTIEHII.

Cmamb

MeTaaHani3 ganux Big 6inbur Hix 4700 namieHTiB - yuaCHUKIB 14 KITIHIYHUX JOCTiAXKeHb IIpU
00’emHaAHHI JAaHUX YCiX OOCIigXKeHb TPOOEeMOHCTPYBAB, III0 XKiHOYa CTaTh CTATUCTUYHO JOCTOBIPHO
TIOB’sI3aHa 3 MiBUIEHNM PU3UKOM PO3BUTKY JOJTOHHO-MIOIIIOBHOTO0 CHHAPOMY Ta Aiapel, a
TaKOX 3HUKEHHSM PU3UKY PO3BUTKY HEUTPOIIEHIl.

Xeopi 3 nopyweHHAM (pYHKUII HUPOK

Y xBopuX 3 MOpyIIeHHSAM QYHKIII HUPOK 40 OYaTKY JIiIKyBaHHS, SIKi OTPUMYBaJIi MOHOTEpAIlio

IpernapaTom Kcenona® (3 mpuBOAY KOJIOPEKTANIBHOTO PaKy), CIIOCTEPIranocs MifABUIIEHHS
YacTOTH MOGIYHUX peakiilt 3 i 4 cTymeHs, OB’ I3aHUX i3 TiKyBaHHSM, ITOPiBHSHO 3 XBOPUMU
3 HOpPMaJIbHOW (PyHKIIi€l0 HUPOK (36 % - y xBopux 6e3 mopyineHHs QyHKIil HUpPoK (N=268),
41 % - y XBOpHUX 3 HUPKOBOIO HEJOCTATHICTIO JIerkoro cTyneHs (N=257) ta 54 % - y XBOpux 3
IIOMIPHOI0 HAPKOBOIO HegocTaTHICTIO (N=59)). ¥ XxBopux 3 IOMipHOI HAPKOBOIO
HEeJIOCTATHICTIO YacTillle BUHUKAaa HeoOXiHICTh ¥ 3HMKeHHi 0o3u (44 %) nopiBHsAHO 3 33 %
Ta 32 % xBopux 6e3 HUPKOBOI HEAOCTATHOCTi Ta HUPKOBOIO HEJIOCTATHICTIO JIETKOTO CTYIEHS
BI[IIOBIIHO Ta 4YacCTillle CloCcTepiraaacs rnependyacHa BigMiHa JikyBaHHA (y 21 % xBopux mmifg
Yac MepIIrX ABOX KYpCiB) IOPIBHAHO 3 5 % Ta 8 % y XBOPUX 3 BiACYTHICTIO IOPYIIEHHS
(GYHKII1 HIPOK Ta HUPKOBOIO HEJOCTATHICTIO JIETKOTO CTYTIEHS.

TepmiH npudamHocmi.

3 POKH.

YMoBu 36epiraHHs.

30epiratu npu TeMiepatypi He Buinie 30 °C B opuriHa/ibHil yIaKOBIli 3 METOIO 3aXUCTY Bifl BOJIOTH.
36epiraté y HEOOCTYIIHOMY IJIST OiTe# MiCIIi.



YmakoBxka.

10 Tabnertok mo 150 Mr a6o mo 500 Mr y GricTepi. 6 6micTepis 3 TabneTkamu Mo 150 Mr (60 Tab61eTOK)
abo 12 6micrepis 3 Tabnerkamu 1Mo 500 Mr (120 Tab1eTOK) y KapTOHHIN KOPOOLIi.

Karteropis Bigmycky.

3a perenTom.

BupoOHUK.

Ekcenna I'M0X enpg Ko. KT

Micre3HaxomkKeHHs BUPOOHUKA Ta MOT0 afipeca MicIlsg IPOBAXKeHHS TisiTbHOCTI.

Hiopubeprep LITp. 12, 90537 ®ouixT, HiMeyuuHa



