[HCTPYKUIA
[JIsT MEOWYHOT'O 3aCTOCYBAHHS JIIKapChKOT0 3aco0y

Kcenoma®

(Xeloda®)

Cknao:
ditoua pevosuHa: KamenuTabiH;
1 TabneTka, BKpHTa IIiBKOBOIO 000JI0HKOI0, MicTUTh KamnernuTabiny 150 mr a6o 500 mr;

donomidcHi peyoguHU: TaKTo3a 0e3BOOHA, HATPiIO KPOCKapMesio3a, TimpoMesio3a, eIoao3a
MIiKpOKpHCTalidHa, MarHilo cTeapaT; n.iekosa 060.10HKa: As TabaeTox mo 150 mr - Opadry”®
poxesuu 03A14309 (rimpomernosa, Tanbk, TuTany giokcup (E 171), 3amiza okcup xostuii (E
172), 3amiza okcup uyepBonuii (E 172)); mna TabneTox mo 500 mr - Opadry® poxesuii 03A14380
(rimpoMmerio3a, TaneK, TuTany giokcup (E 171), 3anisza okcup xostuii (E 172), 3amiza okcup
yepBoHuii (E 172)).

Jlikapceka ¢opma. TabneTKy, BKPUTI IIiBKOBOIO 000JIOHKOIO.

OcHosHi pisuko-xiMiuHi 8aacmusocmi: TabneTku o 150 Mr gBOOIYKIIi, HOBracToi GopMu, BKPUTI
ITIBKOBOIO 000JIOHKOIO, CBiTJIO-TIEPCHKOBOT0 KONIbOPY, 3Bepxy BinbuTok XELODA, 3HU3y - 150;

tabneTku mo 500 MT IBOOMYKIIi, JOBracTol popMHu, BKPUTI IIIiIBKOBOIO 000JIOHKOIO, TIEPCUKOBOTO
KOJIbOPY, 3Bepxy BimouTok XELODA, 3113y - 500.

dapmakoTepaneBTHYHA I'Pyna. AHTUHEOIIaCTUYHI 3aco0u. AHTHMeTabomiTh. CTPYKTYPHi aHAJIOTH
MIpUMIAVHY.

Kon ATX LO1B CO06.

®apmako102iyHi 8racmusocmi.
dapmakoOuHamika.

KaneruTa0iH - pe4oBUHa, III0 € HEIUTOTOKCUYHOIO MOXiAHOI0 PTopnipuMinnHy KapbaMary,
TIepOpaibHUM IOTePefHUKOM LIUTOTOKCUYHOI CIonyKu 5-propypanuny (5-OY). Kanenutabin
aKTHBYETBCS B ieKibKa pepMeHTHUX eTarmiB. ®iHanmbHe mepeTBOpeHHs 0o 5-OY BigOyBaeThCs Mmin
miero TUMigUH(pOCHOPUIA31 y TKaHKWHI MyXJTHHY, & TaKOXK y 3A0POBUX TKaHUHAX OPraHi3My,
IIPOTe, SIK IIPaBUJI0, Ha HU3bKOMY PiBHI. Ha Mofensax pakoBUX KCEHOTPAHCIIIaHTaTiB JTIOAUHA
KarnenuTabiH TPoJeMOHCTPYBaB CUHEPTiuHNY epeKT y KoMOiHallil 3 oIleTaKCeIoM, 1[0 MOXKe
OyTH TOB’SI3aHO 3 MiABUIIIEHHSM aKTUBHOCTI TUMigHGMOCHOPHUIA3H HOLETAKCETIOM.



IToka3u cBig4yaTh, 110 MeTabomi3aM 5-OY aHaOoMYHUM HIIIX0M OJI0KY€E peakilito METUIIOBAHHS
INEe30KCiypUAUIIOBOI KUCIIOTH OO0 TUMigUIIOBOI KUCIOTH, TAKUM YMHOM IMEPEIIKOXKAa4YU CUHTE3Y
ne3okcupudbonykieinosoi kucnotu (JHK). BoymoByBauus 5-OY Takox npurtiuye cunte3 PHK ta
nporeiniB. Ockinbku JHK Ta PHK HeoOxigHi oy 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 OifbIl iHTEHCHBHOIO IIpoJTidepali€ro i 3 BUIIUM piBHEM
MeTabomnizmy 5-0Y.

dapmakoKiHemuxka.

dapMakKoOKiHeTHKa KanenuTabiHy Oyna BU3Ha49eHa B giama3oHi 1o3 502-3514 mr/m*/moby. [TlapamMeTpu
Kanenurabiny, 5'-ne3okcu-5-proprutuguny (5'-0PLT) Ta 5'-me3okcu-5-propypununy (5'-IOYP) Ha
nenb 11 14 6ynu nomi6uumu. Ha nendb 14 nokasuuk AUC 5-OY 6yB Ha 30-35 % BummuM. 3HUKEHHS
1o3u KarnenuTtaliHy MpHU3BOAMIIO N0 3HUXKEHHS eKcro3utlil 5-OY 6inblie Hixk MponopuiiHo Ko3i
BHACJIIIOK HeMiHitHOI (papMaKOKiHETUKN aKTHBHOTO MeTaloJIiTy.

BcmoxkmyeaHHA

[Ticns mepopanbHOTO NMpUtoMy KaneuuTabiH MIBUAKO Ta MOBHICTIO BCMOKTYETHCS, MIiCIIST Y4OTO
IPOXOOUTH Moro OioTpaHcdopmaliis B MeTabomiTu 5'-ge30kcu-5-proprutugut (5'-IPLT) i 5'-IOYP.
[TpuiioM 1Xi 3MeHIITy€e MIBUAKICTH BCMOKTYBaHHS KanenuTaliHy, IpoTe He Ma€ 3HaYHOTO BIJIMBY Ha
BEJIMUMHY IIJIOLII IIii KPHUBOIO «KOHIeHTpamis-4ac» (AUC) 5'-I®VP i HacTynHoro mertaboirty 5-OY.
IIpu npu3HaueHHi Ipenaparty y fo3i 1250 mr/M’ micns npuiiomy ixi Ha 14-if [eHb MaKCHMasbHi
KoHueHTparii (C,,,) Kanenurtabiny, 5'-OIOLP, 5'-NOYP, 5-0Y i ®BEAJI cTaHoBUNIK BigmoBigHO 4,67,
3,05, 12,1, 0,951 5,46 mkr/mn. Yac mocsirHeHHS MaKCUMallbHOI KoHIeHTpatii (T,,,) mopiBHioe 1,50,
2,00, 2,00, 2,001 3,34 rom, a AUC - 7,75, 7,24, 24,6, 2,03 1 36,3 MKI' X roa/MJ BilIlOBigHO.

Po3noodin

HocmimKeHHS MIa3Mu JTIIOOUHMU in Vitro TpogeMOHCTPYBaJIH, 1o A KamneruTabiny, 5'-OOLT, 5'-
OOVYP i 5-QY 3B’5130K 3 GinmkaMu (TOJIOBHUM YMHOM 3 anbOyMiHOM) CTaHOBUTH BifmoBigHO 54 %, 10 %,
62 %110 %.

Memaboaizm

MeTabori3yeThCs y MediHIi mif mieto kapOokcunectepasu g0 Metabomity 5'-IOIT, skuit moTiMm
TpaHchopMyeThes B 5'-[IOVP mip miero nuTuguHAe3aMiHa3H, 1110 3HaXOAUTLCS B OCHOBHOMY Y NEYiHII
Ta MyXJIUHHUX TKaHUHaX. [lomamnbila KaTanmiTuuyHa aktuBalisa 5'-[O@YP BinOyBa€eThCs 3a paxyHOK
TuMiguHpochopunasu. PepMeHTH, 3a/lydeHi y KaTaliTUYHY aKTUBallil0, 3HaXOAATECS K Y
NyXJIMHHUX TKaHWHAX, TaK i B HOpMa/lbHUX TKaHWHAX, ajle 3a3BU4Yal Ha HUXK4Y0MYy DPiBHI. [Tomanbiia
dbepmenTHa GioTpachopmartis kameuutabiny mo 5-OY mpu3BomgUTh M0 BUINKUX KOHIIEHTPAITiH V
NyXJIMHHUX TKaHWHaX. Y BUMNAAKY KOJIOPEKTaJIbHUX MYX/IMH 3HayHa YacTuHa 5-DY J10Kai3yeThCs B
CTPOMAaJIbHUX KIiTUHAX MyXJIuHU. [1icyg mepopanbHOro 3aCTOCYBaHHS KameluTaliHy malieHTaMu 3
KOJIOPEKTaIbHUM PaKOM BifHOIIEHHS KOHILeHTpaIlil 5-OY y KoopeKTaabHUX MyXINHAaX [0
KOHIIEHTPallil ¥ IpUJIeriuxX TKaHuHax craHoBuna 3,2 (miamasoH Big 0,9 mo 8,0). BigHouieHHS
KOHIIeHTpalil 5-OY y myx/1uHi 1o KOHIIeHTpallil y Ija3Mi KpoBi ctaHoBumo 21,4 (giamasoH Bif 3,9 mo
59,9, N=8), Toxi ik BigHOLIEHHS KOHIIEHTpalil y 3M0OPOBUX TKaHMHAX [0 KOHIIEHTpAalil y I1a3Mi KpPOBi
ctaHoBuio 8,9 (miama3oH Bix 3,0 mo 25,8, N=8). [Ipu BuMipioBaHHI aKTUBHICTh TUMigUHPOCHOPHUIA3H
Oyna y 4 pa3u Bullla Y IEPBUHHIM KOJIOPEKTalIbHiM MyXJIKMHI MOPIBHAHO 3 MPUJIETIMMUA HOPMaTbHUMU
TKaHWHaMU. 3a JaHUMM iMyHOTiCTOXiMiYHUX [OCHifXKeHb Oinbllla YacTHHa TUMiguHGOChOpUIa3n
JIOKaTi3y€EThCS Y CTPOMAIbHUX KITITUHAX TYXJIUHU.



[ToTim 5-®Y kaTabomidyeTbcs gurigponipuminuuperigporeHaso ([II1]1) 3 yTBOPEHHSIM MEHII
TOKCUYHOT'0 JAUTiApo-5-pTopypauuny (PYH,). IurigponipuMifgrHasa po3MIEIIIOE MipUMiouHOBE
KiNiblle 3 yTBOPeHHIM 5-hTopypeigonponionooi kucnotu (PYIIK). KiHileBoio peakiii€io €
posiemnieHHs B-ypeigonpomnionason OYIIK no a-pTop-B-ananiny (PEAJI), 1m0 BUABISAETHCS B CEUi.
AKTUBHICTh gUTifpomipuMiguHaerimporeHasu o0Mexkye MBUAKICTh peaktii. [Tedimut II1M0 Mmoxe
TIPU3BECTH [I0 3POCTaHHS TOKCUYHOCTI KamnenuTabiny.

BusedenHs

[Tepion nanisBuBenerH4 (T,,) kanenutabiny, 5'-OOLP, 5'-IOYP, 5-OY i ®EAJI cTaHOBUTH BigIOBiHO
0,85, 1,11, 0,66, 0,76 i 3,23 rogunu. Kanerurabin Ta MeTaboniTu KaneiutabiHy B OCHOBHOMY
BUBOMSTHCA i3 ceuero. EKckpetis i3 ceuelo - 95,5 %, 3 kanmoMm - 2,6 %. OcHOBHUM MeTaboIiTOM y ceui
€ ®BAJI, sikuit cTaHOBUTD 57 % Bifg npuiHATOL 103u. [Ipubnau3Ho 3 % MPUNUHSTOI 403U BUBOOUTHCS i3
cedero y He3MiHEeHOMY CTaHi.

KombiHosaHa mepanis

Y mocnigxenHsx ¢a3u | He 6yJ10 BUSIBJIEHO BIJIMBY IIperapaTy Kcenona® Ha (papMaKOKiHETHUKY
nouerakceny Ta nakiitakceny (C,,. Ta AUC) Ta BIJIUBY OOLlETaKCeNy Ta aKJIiTaKCey Ha

dpapmakokineTuky npenapaty Kcenoma® Ta 5'-[J®VYP.
dapmakokiHemuka 8 0cobausux KAiHIYHUX 2pynax

[Monynsauiiaui apMaKOKiHETUUHUM aHai3 0yB BUKOHAHUM MiC/s JIiKyBaHHSA KaneuuTabiHOM y J03i
1250 mMr/M° gBidi Ha mo6y 505 HalLi€HTIB 3 KOJIOPEKTaNnbHUM pakoM. CTaTh, HAaSBHICTh YK
Bi[ICYTHICTb MeTacTa3iB y Ie4iHKY [0 [1I04YaTKy JIKyBaHHS, IHIEKC 3arajlbHOr0 CTaHy
natieHTa 3a KapHOBCHKHY, KOHIIEHTpALlig 3araibHOro 6inmipy0iHy, CHpOBATKOBOTO ankOyMiHy,
akTUBHICTB AJIT i ACT He Manu JOCTOBIpHOTO BIITUBY Ha (hapmakokiHeTuky 5'-IOYP, 5-OV i ®BAIJIL.

Xeopi 3 MemacmamuyHuM ypaxceHHAM nevinku. 3TiTHO 3 JaHUMHU (PapMaKOKiHETUUHUX
LOCJIII2KEeHb Y XBOPUX i3 JIETKUM i TOMipHUM CTyIIeHEeM IOPYILIeHHS QYHKIIl Te9iHKY, 06yMOBIEHUM
MeTacTa3aMu, OiogocTynHiCTh KanenuTabiny Ta eKCrmo3ullis 5-OV MoXKyTh HiIBUIIyBaTUCS TOPIiBHSIHO
3 TAKOI0 y TallieHTiB 6e3 mopyiieHb GyHKIil nevyinku. [JaHi 3 papMakoOKiHETHKY IIOA0 XBOPHUX 3
TSKKUM [IOPYIIeHHAM GYHKII Te4iHKY BiICyTHI.

X8eopi 3 nopyweHHAM ¢pyHKUii HUpoK. [Ipu pi3HOMY CTyTieHi (Bif 1€ETKOTO [I0 TSKKOT'0) HUPKOBOI
HEJOCTaTHOCTi B OHKOXBOPHX (hapMaKOKiHEeTHKa HE3MiHEHOT0 Ipemnapary i 5-OY He 3a1eXKuTh Bif
knipency kpeatuHiny (KK). KK nnuBae Ha Benuuuny AUC 5'-[IOYP (36inbmennst AUC Ha 35 % npu
s3unxkeHHi KK Ha 50 %) i ®BAJI (36inbmienns AUC Ha 114 % npu 3uuxkenHi KK Ha 50 %). OBAJI -
MeTaboIiT, 1110 He Ma€ aHTUIIPOIihepaTUBHOI aKTUBHOCTI.

JIimuit giK. 3a JaHUMU NOMYJIALIMHOTO (hapMaKOKIHETUYHOT O aHali3y, 1[0 BKJII0YaB MallieHTiB
IUPOKOT0 BiKOBOTO fiama30Hy (27-86 pokiB), 3 akux 234 mattienTu (46 %) Oynmu BikoM Bif 65 pOKiB,
BiK He BIIMBa€ Ha ¢papMakokiHeTuky 5'-[IOYP i 5-OY. AUC OFAJI 36inmbIIyeThCS 3 BikOM
(30inpmenHs Biky Ha 20 % cympoBomxkyBanocs 30inbimenassM AUC ®BAJI Ha 15 %), 110,
iMOBIpHO, 3yMOBJIEHO 3MiHOI0 (DYHKIIi1 HUPOK.

Emmiyni pakmopu. ITicys IepopasbHOro 3aCTOCYyBaHHsA 825 Mr/M’ KanenuTaliny ABidi Ha Ko0y
npoTsaroM 14 gHiB y mamieHTiB SmoHCHKOI HamioHanbHOCTI (N=18) C, . Kamerutabiny Oyma
HUXKY010 Ha 36 %, a AUC - Ha 24 % mOpiBHSHO 3 TAKOIO Yy MalliEHTiB €BPOIEOITHO] pacu



(N=22). A takox gnst ®BAJl, namieHTy SM0OHCHKO] HamioHanbHOCTI Manu C,,, KamenuTabiHy,
HUXKYY Ha 25 %, i AUC, Huxuy Ha 34 %, OPiBHSHO i3 mallieHTaMu €BPOITEOITHOI pacH.
KriHiuHa 3HQYUMICTH Ii€l Pi3HUIl HeBigoMa. He criocTepira€TbCs CyTTEBOI Pi3HHUIIL B
ekcrno3ulii iHmux Metaodonitis (5'-OOLT, 5’-IPYP i 5-0Y).

KriHiuH] XapaKTepUCTUKH.
Iloka3aHHA.
Pak 06000801 KuwKu, Kos0pekmasnvHull pak:

- pak 000710BOI KUIIIKH, B @i IOBaHTHIl Teparil micns xipypriunoro nikyBaHHs paky III cramii
(ctamia C 3a [IpioKOM);

- MeTaCTaTU4YHUU KOJIOPEKTaIbHUY paK.
Pax winyHKa:

- IIpernapar Ojis Mepioi JiHii TikyBaHHS PO3MOBCIOAXKEHOI'0 paKy IITyHKa, ¥ KoMOiHatii 3
IperapaTaMy Ha OCHOBI IIJIaTHHU.

Pax mosa04HOI 3a103u:

- MiCLIeBUM PO3MOBCIOAXKEHUY UM MeTaCTaTUYHUM paK MOJIOYHOI 3271031, ¥ TOEOHAHHI 3
[oLleTaKCeJIoM IIicis HeeeKTUBHOI XiMioTeparril, 1o BKJII0Ya€ pelapaTd aHTPaUUKIIiHOBOTO PAAY;

- MiCIIeBU PO3MOBCIOIKEHUHN Y METACTAaTUYHUM PakK MOJIOYHOI 3a/103H, SK MOHOTEpaIis
nicnsa HeeeKTUBHOI XiMioTeparrii, 1110 BK/II0Ya€ TaKCaHU i IpenapaTy aHTPALUXUKIIiHOBOTO psny, abo
IIPY HASIBHOCTI MMPOTHUIIOKA3aHHS [0 Tepallil aHTpaluKITiHaMU.

IIpomunoka3aHHA.

TaxKi, y TOMy 4HCIIi HEOUiKyBaHi, peaklil Ha JIiKyBaHHS (GTOPIIPUMIIVHOM B aHaMHe31.
linepuyTnuBicTk Ko KanenuTabiHy abo {0 Oyab-IKOT0 KOMIIOHEHTA IIpemnapary, abo [0 ¢pTopypalumiy.
Bimomuit moBHui medinut gurigponipuMigunperigporerasu (II11I) (muB. po3min «Ocob6auBOCTi
3aCTOCYBAHHS»).

BariTHicTh Ta romyBaHHS I'PYLIIO.

Ts2KKa JTeNKOIeHisT, HeUTPOIeHiss, TPOMOOIIUTOIeHis.

Taxki mopymeHHs QYHKIIIl IeYiHKY.

Tsi2KKa HUPKOBa HeIOCTATHICTh (KJlipeHC KpeaTHHiHY < 30 MJI/XB).

HemrogaBHe ab0 CymyTHE JTiKyBaHHS OpUBYAMHOM (O¥B. Po3minu «Oco0IMBOCTI 3aCTOCYBaHHS» Ta
«B3aemogis 3 iHIIUMY JTiKapCbKUMHU 3aco0aMu Ta iHIN BUOM B3aEMO[iN» 3 TPUBOIY B3a€EMOfii 3
iHIITIMM JTIKapCHKUMHM 3aC00aMHu).

[TpoTunoKka3aHHS [y 3aCTOCYBaHHS Oyab-KOT0 TiKapChKOTO 3ac00y, 1[0 3aCTOCOBYIOTH B



KoMOiHa1rii.

B3aemo0is 3 iHwumu AiKapcbKuMu 3acobamu ma iHwi sudu 83aemodiil.

HocnimkeHHS B3aeMoIii OyIu BUKOHAHI JTHIIe V JOPOCIIUX TAIliEHTIB.

B3aemomis 3 iHIMMMY TiKapCHKUMU 3acobaMu
BpusyduH.

OmnucaHa KJTiHIYHO 3HAUYMMa B3a€EMOIist MixK OpUBYIUHOM Ta PTopmipuMiguHaMu (HampuKiIam
kanenurtabinoM, 5-gTopyparunoM, Teragypom) y pe3ynibTaTi IpUrHiueHHs: QUrigponipuMinuH-
merimporeHasu OpuBYIUHOM. LI B3a€MOMis, 110 CIPUYUMHSIE MiIBUIIEHHS TOKCUYHOCTI
bTopIipuMifUHY, TOTEHIITHO MOXKe IIPU3BECTH [I0 JIETAJIbHOTO HACHiAKy. TakuM 4uHOM, OPUBYIUH
IIPOTUIIOKA3aHO 3aCTOCOBYBATH OOHOYACHO 3 KanenuTabiHoM (quB. po3minu «IIpoTHUIIOKa3aHHSI» Ta
«Oco0nuBOCTi 3acToCyBaHHS»). [ToBUHEH OyTH Nepiof O4YiKyBaHHS IIOHaWMeHIne 4 TUKHI MixX
3aKiHYeHHSM JTiKyBaHHS OpUBYOUHOM Ta ITOYATKOM Teparii KamnerutabinoM. JIikyBaHHS GpHUBYIUHOM
MOXKHA PO3IOYaTH Yyepe3 24 TOOUHMU IiC/Is IPUUOMY OCTAHHBOI MO3U KarmenuTabiny.

Cybcmpamu yumoxpomy P450 2C9.

IocmimXeHHS 1100 B3a€EMOZIil KarneluTabiHy Ta iHIIUX MMpemnaparis, 0 MeTab0mi3yI0ThCs
izopepmentom 2C9 cucremu nutoxpomy P450, 3a BUHATKOM BaphapuHy, He IPOBOLUIIUCH.
Heo06xigHo 3 00epekHiCTIO Tpu3HavYaTH KanenuTtalil i3 UMy npernapaTtamMu (HampuKiag 3
dheHiTOIHOM).

AHMuKodzy/A5SHMU KyMAapuHo8020 psdy.

KamneruTtabin mocumioe ehekTy HEIIPSIMUX aHTUKOATYISHTIB (BapdapuH i HeHIPOKYMOH), 1110 MOXKe
IIPU3BECTH [I0 IOPYIIeHHS TOKA3HUKIB 3rOPTaHHS i BUHUKHEHHST KPOBOTeY Yepes [eKinbKa OHiB a0o
MicCSIIiB Bifi moYaTKy Teparii KanenutabiHoM, a B OKpeMUX BUIaIKaX - MPOTATOM OJHOTO MiCSIs

IIiC/IS 3aKiHYEHH4 JIIKyBaHHA IIperapaToM Kcenoua®. Y kninivHOMY (hapMaKOKiHETUYHOMY
IOCTiAKeHH] B3a€MOil micis 0MHOPa30BOTr0 BBeOEHHS S-BaphapuHy B 103i 20 MT JTiKyBaHHS

IIperapaToM Kcenona® npu3Bonuio fo 36inemenHs AUC Bapdapuny Ha 57 % i MHO Ha 91 %.
Ockinbku MeTabomi3M R-BapdapuHy He MOpPYyIIyBaBCs, BKa3aHe CBIIUUTS, 1110 KanenuTabid IpUrHivye
i3opepmenT 2C9 Ta He BIuBae Ha i3opepmenTu 1A2 ta 3A4. XBopuM, SIKi ODHOYACHO IPUIUMATh
KarmenuTaliH i mepopanbHi aHTUKOATYJISTHTY - MOXigHI KyMapuHy, He0OXiTHO ITPOBOAUTH [IeTabHUN
MOHITOPHUHT ITOKA3HUKIB 3ropTaHHS KPOBi (MizkKHapogHUM KoedillieHT HopMari3arllil 4u
npoTpoMOiHOBHI Yac) i migbupaTy 403y aHTUKOATYJISHTA.

deHimoiH.

[Ipu ogHOYACHOMY 3aCTOCYBaHHI IIpenapaTy Kcenona® Ta (EeHITOIHY MOBIJOMIIANIOCS PO OKPEMI
BUTMAOKY IMigBUIIEeHHS KOHIIEHTPallil (DeHiTOIHY y IIJTa3Mi KPOBI, 110 CYyIIPOBOMXKYBaIUCS BUHUKHEHHIM
CUMIITOMIB iHTOKCHKaIlil (eHiTOIHOM. YV XBOPUX, SIKi IpUKMalOTh KameluTabiH 0qHOYACHO 3
(beHiTOIHOM, PEKOMEHAYETLCS PETYIIPHO KOHTPOJIIOBAaTH KOHIIEHTPAILi0 (PeHITOIHY y I1a3Mi.

®oaiHOBaA Kucsioma/poaiesa Kucaoma.

®omniHOBa KHMCIOTa CYTTEBO He BIUIMBAE Ha (apMaKOKiHETUKY KanelnuTabiHy Ta #oro MeTaboJTiTiB.



Opuak ¢omniHoBa KHMCIOTa BIJIMBAE Ha (hapMaKOOUHAMIKy IIpenapaTy Kcenoua®, 10 MOXKe
IIPU3BECTH [0 30iNbIIEHHST TOKCUYHOCTI KanenuTabiHy: MakcuMallbHa ITepeHoCcuMa [103a IpernapaTy

Kceno;:[a® B pexKMMi MOHOTepamii Ipy IepepuBYacTiii cXeMi fo3yBaHHs cTaHoBUTL 3000 Mr/M° Ha
mo0y, a mpu KoMOGiHOBAHOMY 3aCTOCYBaHHi 3 GoJiHOBOI KKCI0TO (30 MT ITepopasnbHO [IBiYi Ha [IeHb)
- mame 2000 mr/m° Ha go6y. IligBuIeHa TOKCUYHICTh MOXK/IKBa IpH Tepexori 3 5-FU/LV Ha cxemy
nmikyBaHHS KaneuuTabiHoM. Lle TakoK MOXKe CIIOCTepiraTHCs MpU 3aCTOCYBaHHI PosTieBOI KUCIIOTH 3
METOI0 YCYHeHHS nedinuTy ¢oIieBoi KMCIOTH Yepe3 CX0XKiCTh MiXK (oJ1iHOBOO Ta ¢0IIi€BOI0
KVCJIOTaMH.

Aumauyuou.

BuBuaBCs BIIMB aHTAIMAIB, 10 MICTATH alIOMiHiI0 Ta MarHiio TiAPOKCHUL, Ha (apMaKOKiHETUKY

IIpernapary Kcenona®. AHTaumMau, Mo MiCTATh allOMiHII0 Ta MarHiio TigPOKCHUL, HE3HaYHO
IiABUINYIOTH KOHI[EHTPAallil KaneuruTabiny i ogHoro #oro meradomnity (5'-I®LIP) B mia3wmi; Ha Tpu
ocHOBHUX MeTabomitu (5'-IPYP, 5-0Y i ®BA) kaneinTabiHy BOHU He BIIIUBAIOTE.

AsonypuHoa.

Croocrepiranacs B3a€EMOfiS MiXK aJONyPHUHOJIOM Ta 5-GTOPYpaluaIoM 3 MOXKJIUBIM 3HUKEHHSIM
eekTUBHOCTI 5-pTopyparmny. Y 3B'13Ky 3 UM CJIif] YHUKaTH OOHOYACHOTO 3aCTOCYBaHHS IIpemnaparty

Kcenona® Ta aJIOMyPHHOIY.

InmepgepoH anvea.

MakcuMaJsibHa IIepeHocuMa fi03a npernapary Kcenona® craroBuTh 2000 Mr/M” Ha 106y mpu
KOMOiHOBaHOMY 3aCTOCYBaHHi 3 iHTeppeporoM anbda-2a (3 MaH MO/M® Ha f00y) mopisHAHO 3 3000

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

IIpomeHesa mepanis.

MakcuMarnbHa epeHocuMa [o03a Ipernapary Kcenona® B PeXUMi MOHOTepalil Ipu IepepuBYacTii
cxeMi mo3yBaHHsA cTaHOBHTH 3000 Mr/M” Ha f00y, MpH KOMOIHOBAHOMY 3aCTOCYBaHHI 3 IPOMEHEBOI0
Teparielo paKy npamoi Kuimky - 2000 mr/mM” Ha o6y opu 6e3nepepBHOMY KypcCi IpoMeHeBoi Teparii
YU IMIOEHHOMY 6-THXKHEBOMY KypCi IpOMEeHeBOi Teparlii y rnepiof 3 IOHeAiNKa 1Mo I’ STHUITO.

OKcaainaamuH.

[Tpu koMbiHOBaHOMY 3acTOCyBaHHi Kanenutabiny i okcaninnatuny 3 6eBaru3ymadoM uyu 6e3 HOTO
He Bij3HA4YeHO KJIiHiYHO 3HAYMMOI Pi3HUII B €KCIT03uIlil KaneuuTabiny 4u #oro MeTabomiTiB, BilbHOI
IJIaTUHY i CyMapHOi IIJIaTUHH.

Beesauuszymab.

He Big3HaueHO KITiHiYHO 3HAYYIIOTO BIIJIMBY GeBalnu3ymaly Ha papMaKOKiHETHYHI TapaMeTpH
KarmenuTa0OiHy i 1oro MeTaboMIiTiB B IPUCYTHOCTI OKCaIiNIaTHHY.

B3aemomis mikapchkuy 3acib - izka

Y Bcix K/TiHIYHUX DOCTiAKEHHSX MallieHTH OyJIM MPOiHCTPYKTOBAHI IIPO MPUOM IIpernapary



Kcenona® npoTsroM 30 xB micis BXUBaHHS 1xki. OCKiNbKM HasIBHI MaHi 110710 6€3MeKu Ta

®

e(l)eKTI/IBHOCTi 6a3y10TbC${ Ha SaCTOCYBaHHi mpemnapary Kcenoma =~ 3 ixelo, PEKOMEHOYETLCSA

IpUUMaTH Ipenapar Kcenona® 3 Ixero. [IpuiioM mpemnapary Kcenona® 3 1K€e10 IPU3BOAUTE 10
CTIOBiTbHEHHS IIBUAKOCTI BCMOKTYBaHHS KamenuTaliny.

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

Tokcuy4Ha [is, 110 3a7€KUTh Bifl 403U, BUPAXKaAETLCS Y Oiapei, 607110 y XKUBOTi, HYAOTi, CTOMAaTHUTi,
IOJIOHHO-TIiJOIIOBHOMY CUHAPOMi ([I0JIOHHO-IIIAOIIOBHI MIKipHi peakilii, JOIOHHO-TIiI0III0BHA
epUTponu3ecTesis). BinbiIicTs mo0iYHMX peakliii 000POTHI i He MOTPeOyI0Th TOBHOI BiAMiHU
Ipernapary, xo4a Moxe BUHUKHYTH HeOOXiIHICTh B KOpeKIIii 7o3u abo THMYacoBil BigMiHi mpenapary.

Liapes. 3a XBOpUMHU 3 TSAXKKOIO [iape€ro CIlif yBaXKHO CIIOCTEpIraTH, MPOBOASIYY IM perigpaTatiio i
BiJIHOBJIEHHSI BTPATH €JIEKTPOJIITiB IPH feriapaTalii. MoxyTh OyTH Ipu3HadyeHi cCTaHoapTHI
IpoTHUiapelHi IpenapaTu (Hanpukiapg gonepamin). Hiapes Il cTynens 3a Kputepismu
HanionansHoro oukosnoriunoro inctutyty Kanagu (NCIC CTC, Bepcist 2) BU3HaYa€ETHCSA SIK
30inmbIeHHS KibKOCTi medekatint o 4-6 pasiB Ha no0y uu gedexarrii BHoui; giapes 111
CTyTeEeHS - 9K 30iNbllIeHHS KiTbKOCTI gedekariiit mo 7-9 pasiB Ha no0y Ui HETPUMAHHS KaJy i
ManbaOcopOirig. [Tiapest 4 cTymeHs BU3HAYAETHCS K 30i/blIeHHS KiTbKOCTI gedekartii 1o =
10/mo6y abo MacuBHa miapest 3 gOMilIKaMu KPoBi, a60 HEOOXigHICTh MPU3HAUYEHHS
IapeHTepaNbHUX BIMBaHb. [Ipu HEOOXiMHOCTI 03y Mpemnapary Cilif 3MeHIIUTH (IUB. PO3Mi
«Crocib 3aCTOCYBaHHS Ta [O3U»).

[ezidpamauia. HeoOxigHo monepeKyBaTH PO3BUTOK fieTifpaTallil Ta 3ilicHIOBaTH KOPEKIIiI0
merimpaTatiil y pa3i ii BUHUKHeHHS. [lerigparallis Moxe IIBUAKO PO3BUHYTHUCH ¥ XBOPHUX 3
aHOPEKCi€l0, acTeHi€0, HyI0To, 0/II0BaHHAM YU Oiapeeto. [lerigpaTanis Moxke CIPUYUHUTH TOCTPY
HUPKOBY HEOOCTATHICTh, 0COOIMBO y MAIli€HTIB 3 yKe iCHYIOUHUM MOPYIIeHHIM QYHKIII HUPOK abo y
pasi 3acTocyBaHHS KaneuuTabiHy oqHOYACHO 3 JTIKApChKUMHU 3ac00aMu 3 BiloM0O10 HE(HPOTOKCUYHOIO
miero. 'ocTpa HUPKOBA HEOCTATHICTD Y pe3yibTaTi AeriapaTallii Moxke OyTH MOTEHIIHO JIeTaIbHOIO.

[Tpu nosiBi gerigparauii II ctynens (abo Buille) TiKyBaHHS IIpenapaToM Kcenona® HeoOXimHO
HeralHO MPUNMHUTH Ta MIPOBECTH KOPEKIIiIo ferifpaTallil. BiTHOBIEHHS JTiKyBaHHS MOXKJIMBE IIPU
aJleKBaTHIN KOPEKIIil ferigpaTallil Ta KOPEKIil/KOHTPOIi TpUUKnH mpenumitaitil (guB. po3min «Cmociod
3aCTOCYBaHHS Ta H03u»). Kopekilito 1o3u y pa3i BUHUKHEHHS IPELUUITiTYI0OYUuX MOOIYHUX SBUIIT
IIPOBOMSTH ¥ Pa3i HeoOXiMHOCTI.

Ilono0HHO-NidowoBHUll CUHOPOM

ITOIOHHO-ITiMOIIOBHUY CUHAPOM TAKO0XK BiJOMUH SIK HOJIOHHO-TIIOIIOBHI IIKipHi peakiii abo m0I0HHO-
iI0IIOBHA epUTpoau3ecTe3is, abo nepudepudHa epuTeMa, CipuYnHeHa xiMioTeparmiero. [10TOHHO-
MigOIIOBHUM CHHAPOM | CTyIeHs He MOPYLIY€E IOAEHHOI aKTUBHOCTI XBOPOTO i IPOSIBISETLCS
OHIMIHHSIM, TTApeCcTe3isIMHU, TU3eCTe3isIMU, TOKOJIIOBaHHAM, 6e30011icHUM HaOpsikoM abo
ITOYEPBOHIHHSM HOJIOHB i/a00 mimo1oB i/a6o quckoMdopToM.

IoNMOHHO-TTiNOIOBHUM CUHAPOM II CTymeHs MPOSBNISETHCS OOJTICHUM MMOYEPBOHIHHAM i HAOpsAKaMu
KHCTi PyK i/a00 migo1oB; BUKIUKAHUY IIUMHU IIPOsiBaMHU OUCKOM(OPT IMOPYIIy€E IOfeHHY aKTUBHICTh
XBOPOTO.



[onoHHo-migomoBHUM cUHAPOM III CTymeHs: BU3HAYAETHCA K BOIOTa JeCKBaMallisi, YTBOPEHHS
BUPA30K, TI0sIBa MyXUpiB i rocTpuit 6inb goI0HD i/abo mimoIoB, i/abo TSXKUM IUCKOM@OPT, 110 He Oae
MOXKJIMBOCTI MallieHTaM IIpaloBaTy abo 3aliMaTHCs MOBCIKAEHHOIO HisinbHiCTIO. [TepcucTyouuit abo
TSKKUU DOJIOHHO-TIOMIOBHUY CUHAPOM (cTymeHs II abo BHIlle) MOXKe 3PEIITO0 IPU3BECTH [0 BTPATH
BimOMTKIB IasblliB, 1[0 MOXKe BIJIMHYTU Ha imeHTH(iKalio maiiedTa. Y pasi mosiBu [OIOHHO-
nigomoBHOro cuHgpoMmy II abo III cTynens mpuiioM KanenuTabiHy CIIif IPUNUHUTY 00 3HUKHEHHS
cuMITOMIB ab0 iX 3MeHIIeHHs [0 | CTyneHs; Tpyu HACTyNHiU mosBi curapomy III cTyneHs mo3y

KamenuTa0iHy MOTPi6HO 3MEHIIUTH. XBOPUM, SIKi OMHOYACHO OTPUMYIOTh IIpemnapaT Kcenona® i
IIUCIIJIAaTUH, 3aCTOCYBaHHA BiTaMiHy B, (IipuoOKCHH) He PEKOMEHIYETHCS 3 METOX CUMITOMATAYHOIO
YU BTOPUHHOTO MPODiTaKTUYHOTO JIiKyBaHHS [OJIOHHO-IIIJOMIOBHOT0 CUHIPOMY, OCKiJTbKI
ony0IiKOBaHi JaHi CBiguaTh, IO 1le MOXKe IIPU3BECTU 10 3HUKEHHS e(PEeKTUBHOCTI IUCILTAaTUHY. [lesaKi
[aHi CBig4aTh Ipo Te, 10 JeKCIaHTEeHOJ e(peKTUBHUM 7S MPOoGiTaKTUKU OOJTOHHO-MIiJOIIOBHOTO
CHHPOMY y THALI€HTIB, SKi 0TpuMyBanu npenapar Kcenona®.

KapdiomokcuuHicme.

CnekTp KapAioTOKCUYHOCTI IIpH JTiKyBaHHI KarnenuTabiHOM aHaJIOTiYHUN TaKOMY IIPX 3aCTOCYBaHHI
inmmx GTopmipuMiguHiB i BKIoO4ae iHGapKT MioKapaa, CTeHOKaPMilo, apuTMil, KapaioreHHUH IIOK,

panToBy CMePTh, 3YIIUHKY Ceplisd, CepleBy HemocTaTHICT 1 3MiHu EKT (BKirouarouu gyxke pigkicHi

BUIAKHU momoBxkeHHs iHTepBany QT). i mobiuHi eekTn yacTimre xapakTepHi [ys MallieHTiB 3

irmemiuHOM0 XxBOop060I0 cepilsd. IIpu 3acToCcyBaHHi mpemapaTy Kcenona® MTOBiIOMIISIETHCSA IIPO
BUIIQMIKK CEPIEBUX apUTMill (BKITI0Yaoun GibpusIliio MIIyHOUKiB, MpyeTHY IITyHOYKOBY
Taxikappito, 6pafuKapioo), cTeHoKapail, iHpapKkTy Miokapfaa, cepiieBol HeJOCTaTHOCTI,

Kappaiomionarii. [Ipu npu3HadeHHi penaparty Kcenona® ralieHTaM i3 KJIiHIYHO 3HaYyIIUM
3aXBOPIOBAHHSIM CEPIls, apUTMISIMHU i CTEHOKAP/Iielo HeOOXiMHO BUSBIATU 00ePEXKHICTh.

I'ino- yu 2inepkaavyiemis.

[Tig 4yac nikyBaHHS IIperapaToM Kcenona® MIOBIIOMJISIJIOCS IO TillO- YU TillepKabIieMilo.

3axeoprBaHHsA UeHMpPAaabHoi Yu nepugepuyHoi Hep8oeoi cucmemu.

[Ipu npr3HayeHHI Ipenapary Kcenona® malfieHTaM i3 3aXBOPIOBAaHHSM IEHTPAIbHOl YU
nepru@epuyHOl HEPBOBOI CUCTEMH, HAMIPUKIIAM 3 MeTacTa3aMU B F'OJIOBHUM MO30K YK HEBPOIIATIE0,
HeoOXigHO BUSBIISITA 00€PEeXKHICTE.

Llykposull diabem abo nopyweHHA pieHA esekmpoaimia.

[Ipu npru3HaYeHHi npenapary Kcenona® maIfieHTaMm i3 IyKpoBUM fiabeToM ab0 MOPYIIeHHSM PiBHS
eJIeKTPOIiTiB He0OXigHO BUSBNIATHA 00€PEeKHICTh, OCKIIbKM 3aCTOCYBaHHS KaneuuTabiny Moxe
IIPU3BOMUTH [0 TOTipIIeHH] iX epebiry.

AHMuUKoaz2yaaHmu - noxioHi KyMapuHy.

Y mocnigkeHHi B3a€EMOfil 3 0HHOPA30BUM 3aCTOCYBaHHSM Bap(aprHYy CIIOCTEPIranocs CyTTEBE
30inbIIIeHHS CepelHbOl BeIMUMHM TIJIOII il KPUBOIO «KOHIeHTpalig-4ac» (AUC) S-apdbapuny (Ha
57 %), 10 CBigYUTD ITPO HaIBHICTh B3a€EMO[Iii, BipoTigHO, B pe3ybTaTi NpUrHideHHs KaneuruTabiHoM
izopepmenty 2C9 cucremu nutoxpomy P450. ¥ xBopux, fKi 0fHOYACHO MPUUMAIOTh KanenuTaid i
TIepopasibHi aHTUKOATYJISTHTY - MOXifHI KyMapuHy, He00XiTHO ITPOBOJUTH [eTalbHUM MOHITOPUHT
TIOKA3HUKIB 3rOpPTaHHs KPOBi (MixKHapogHe HopMaJsli3oBaHe CIiBBiIHOIIEHHS YU IPOTPOMOiHOBUI



yac) i migbupaTy 003y aHTUKOATyISHTY.
BpusyduH.

BpuByouH nIpoTUIIOKAa3aHO 3aCTOCOBYBATH OMHOYACHO 3 KamneluTabinoM. ITicis Takol miKapchKoi
B3a€EMOJil TOBIOMIISANIOCS TIPO JeTalbHi Bunagku. [loBuHeH OyTy mepion o4ikyBaHHS II0OHaWMeHIIIe 4
TUXKHI MiX 3aKiHYeHHSM JIiKyBaHHS OpUBYAMHOM Ta IOYAaTKOM Teparii KanenurtabinoM. JlikyBaHHS
OpUBYOMHOM MOXKHA PO3MOYATH Yepe3 24 TOOUHU IIiCiIs MPUIOMY OCTAaHHbBOI 103U KaneuuTabiny
(muB. po3minu «ITpoTunmoOKa3aHHI» Ta «B3aeMomist 3 iHIMMMY JTiKAapCHKUMH 3aco00aMy Ta iHII BUIH
B3aEMOMIN»).

Y pasi BumaikoBOro npuiioMy 6pHUBYyIUHY HalliEHTaMH, SKi OTPUMYIOTh JTIKyBaHHS KaleluTa0iHoM,
CJIifl BXUTH e(pEeKTUBHUX 3aXO[IiB 3 METOI0 3MEHIIIeHHsS TOKCUYHOCTI KaneluTabiny. PeKoMeHIyeThCS
HeraliHa rocmirtanisanis. Crif po3nodaTy yci HeoOXifgHi 3aX0iK 3 METOI0 MOMepenKeHHS CUCTEMHUX
indexkiriyi Ta merimpararii.

ITopyweHHA QYyHKUII neviHKu.

Y 3B’sI3KY 3 BifICyTHICTIO maHUX 3 Oe3MeKu Ta e(peKTUBHOCTI 3aCTOCYBaHHS XBOPUM 3 IIOPYIIEHHSIM
dyHK1ii meyinkyu 3acToCcyBaHHS mpenapaty Kcemoga® He0OXigHO PeTebHO MOHITOPYBaTH Y
MAI[iEHTIB 3 MOPYIIEHHIM (QYHKII1 Ie9iHKX JIETKOTO Ta MMOMIPHOTO CTYTEHS TSIXKKOCTI,
He3aJIeXKHO BiJl HABHOCTI YX BiICYTHOCTI MeTacTa3iB y NediHKy. AKII0 B pe3yibTaTi
JiKyBaHHS KaneuuTabiHOM CIIOCTepiraeThcs rinepbinipybiHeMis, 110 ePEBUIIYE BEPXHIO
MeXKy HOpPMHU OifbIl HiXK y 3 pa3u, abo MigBUIIYETbCS aKTUBHICTh IEYiHKOBUX
aminotpancdepas (AJIT, ACT) Ginbine HiXK y 2,5 pa3a MOPIiBHIHO 3 BEPXHLOI0 MEXKeI0 HOPMH,
3aCTOCYBaHHS KaneuuTabiHy CITifl MpU3yIUHUTH. 3aCTOCYBaHHS KaneuuTtabiHy K
MOHOTEpAIi0 MOXHa BiTHOBUTH IIPYU 3HUXKEHHI piBHS OinipyOiHy i aKTUBHOCTI MEYiHKOBUX
TpaHCaMiHa3 HUXK4Ye 3a BKa3aHl MexXi.

ITopyweHHA PYHKUII HUPOK.

YactoTta BUHUKHEHHS o6iuHux peakuin 111 ta IV cTyneHns y xBopux 3 MOpyIIeHHAM (QYHKIIIT HUPOK
IIOMIPHOTO CTYIIeHS TSKKOCTI (KiipeHc KpeaTuHiHy 30-50 M1/XB) migBuilleHa IMOPIiBHSHO 3 TaKOIO B
3arajbpHid rpymi Dali€HTiB.

Hepiuum duzidponipumiouHoeziopozeHasu (OI1).

AxktuHicTb [II1]I € pakTopoM, siKul oOMexkye Katabosiam 5-pTopypauuny (IUB. PO3MIin
«®apMaKoJoTiyHi BMacTUBOCTi»). Tomy nauienTu 3 gedimurom I MatoTh migBULIEHU]
PU3UK BUHUKHEHHS II0B'13aH01 3 QTOPIipUMiAMHAMY TOKCUYHOCTI, 110 MPOSIBISETHCH,
30KpeMa, CTOMAaTUTOM, [liape€ro, 3alajleHHsIM CIIU30BUX 000JI0HOK, HEMTPOIIEHIE0 Ta
HEMPOTOKCHUYHICTIO.

[ToB’ss3aHa 3 gedimurom I TOKCUYHICTL 3a3BUYal BUHUKAE IIifl YaC MEPIIOTro KypCy
JiKyBaHHS a00 IiCIs MigBUILIEHHS HO3HU.

[HoBuuit gedinut OII]I

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



«[TpoTUIIOKA3aHHS»).

YactkoBuii gedinut NI

3a po3paxyHKamu, yacTKoBul gediuuT [I1] criocTepiraetbcs y 3-9 % eBpomeoigHol
nonynsiii. [TamienTy 3 yacTKoBuUM fedinuroM [II1]] MaloTh MifBUIEHN PU3UK BUHUKHEHHS
TSI2KKO]I Ta MOTEHIINHO He0e3eYHOl OJIS KUTTSI TOKCUYHOCTI. [17151 0OMeXeHHs i€l
TOKCHYHOCTI CJTi[l PO3TTISIHYTH IIMTaHHS PO 3HUKEHHS I104aTKOBO1 mo3u. HedimuT [T cig
BBaXKaTH (PaKTOPOM, SIKWi MOTPIOHO BPpaXxOBYBaTH B IMOE€AHAHHI 3 iHIIMMHU PYTUHHAMHU
ITOKa3HWKaMU IPU BUPIIEHHI MTUTAHHS NP0 3HMUKEHHS 003U. 3HUKEHHS I04YaTKOBOI 031
MOXKe BIIJIMHYTH Ha e(peKTUBHICTH JIiKyBaHHS. Y pa3i BiACYTHOCTi CEPHO3HOI TOKCUYHOCTI
TIOMIa/IbII 03U MOXKYTb OyTH 30iNbIIeH] 3@ YMOBHU PETEILHOTO MOHITOPHHTY.

TectyBannug Ha pmediuut HI110

ITepm HiX pO3MOYaTH JTiKyBaHHS HpenapaTtoM Kcemoma®, peKOMEeHIy€eThCS IPOBECTH
BH3HaYeHHS HeHOTUIy Ta/abo reHOTHNY, He3BaXKaloyKl Ha HeBU3HAYEHICTh 11010
ONTAMAJIbHUX METO[IB TeCTyBaHH Nepef JiKyBaHHAM. CIIil BpaxoByBaTH BigIIOBIgHI
KJIiHIYHI peKOMeHpaIfil.

l'eHoTHIIYHA XapakTepuctuka gedinuty II1

TecTyBaHHS Ha pigkicHi MyTatii rera DPYD nepen nikyBaHHSIM MoXe ifeHTUGIKyBaTH
maIfieHTiB 3 gedinurom [IITII.

Yortupu Bapiaiii DPYD - ¢.1905 1G>A [Takox Bimomuii sk DPYD*2A], ¢.1679T>G
[DPYD*13], ¢.2846A>T Ta c.1236G>A/HapB3 - MOXYyTh CHPUYUHUTH ITOBHY BiACyTHICTb ab0
3HMXKEeHHS ¢pepMeHTaTHBHOL akTUBHOCTI [II]I. IHIII pigKicHi Bapiallili TaK0XK MOXYyTh OyTH
II0B’513aHi 3 MiIBUILIEHUM PU3UKOM TSKKOI, y T. 4. HeOe3MeUyHOl AJg KUTTS, TOKCUYHOCTI.

Bigomo, 110 neBHi ToM0O3UT0OTHI a60 KOMOiHOBaHi reTePO3UTOTHI MyTallil y J10Kyci reHa DPYD
(manpuknan komOiHatii 4 Bapialiii 3i moHalimMeHIIe ogHuM ajneneM ¢.1905 1G>A a6o
€.1679T>G) cupuyuHSIOTL IOBHY a00 MaliKe TIOBHY BiICYyTHICTh (pepMEHTaTUBHOI
aktuBHOCTi HI1]I.

[TauieHTH 3 MIEeBHUMU reTepo3uroTHUME BapiauisiMu DPYD (30kpema, Bapiamii ¢.1905 1G>A,
c.1679T>G, ¢.2846A>T i c.1236G>A/HapB3) MatoTh MigBUILEHUN PU3UK TIKKOI
TOKCHYHOCTI IiJl 4ac NiKyBaHHSA QTOPIipUMigUHAMI.

Y nanieHTiB €BpPOIEOIIHOI pacu YacToTa reTepo3uroTHoro reHorumny ¢.1905 1G>A B rexi
DPYD crtanoButh npubau3uo 1 %, ¢.2846A>T - 1,1 %, Bapiariit c.1236G>A/HapB3 -
2,6-6,3 % ta ¢.1679T>G - Big 0,07 mo 0,1 %.

IlaHi Mmoo 9acTOTH YOTUPBLOX Bapiali DPYD B iHIINX MOMyJgIisgX, KPiM €BPOIEOIAHO] pacH,
obmexeni. Ha me#t vac yotupu Bapiarii DPYD (c.1905 1G> A, ¢.1679T> G, ¢.2846A> Ti
c.1236G>A/HapB3) BBaxKalThCA IPAKTUYHO BifCYTHIMU y NAIiEHTIB aQpUKaHCHKOTO
(aMepuKaHChKOIr0) a00 a3iliCbKOro IMOXOMKEeHHS.

QeHOTHUIOIYHA XapaKTepUCTHKaA medinuTy 11



s peHoTUNIUHOI XapakKTepucTuku aediuuty [I1]] peKoMeHOy€eThCA Iepen TiKyBaHHIM
BH3HAUYUTH PiBeHb eHJoreHHoro cyoctpaty HOIII ypamuny B mia3Mi KPoBi.

Bucoki KOHIleHTpallil ypaluiy Iepen TiKyBaHHIM 0B’ g3aHi 3 MiABUIIEHUM PU3UKOM
TOKCUYHOCTI. He3Baxkalouu Ha HEBU3HAYEHICTh IOPOTrOBUX 3HAYEHb ypaluiy, 1[0 BKa3yTh
Ha MOBHUU 4u 4acTKoBui mediuut MIIII, ciim BBaXaTH, 0 PiBeHb ypaluiy B I1a3Mi KpOBi
> 16 Hr/mMn Ta < 150 Hr/mMa cBimuuTh MPO YacTKoBUM medimuT I i moB’ss3aHuM 3
MiOBUIIEHUM PU3UKOM TOKCUYHOCTI PpropripuminuHy. PiBeHb ypaluny y KpoBi = 150 Hr/Mn
CJIif BBaXKaTH 03HAKOIO MOBHOTO mediruty HII] Ta mop’si3yBaTu 3 PU3UKOM HeOe3MevyHol [yt
JKUTTS, Y T. 4. JIeTaIbHOI, TOKCHUYHOCTi GTOPHipUMiguHY.

OpmanbM0102i4HI YCKAAOHEHHA.

CraH malli€eHTiB CHIifl peTenbHO KOHTPOIIOBATH 1010 OPTAIBMOJIOTIYHUX YCKIIaHEHb, TAKUX SIK
KepaTuT abo nopyieHHs 3 60Ky poroBoil 06010HKY, 0COOIMBO IIPU HAsIBHOCTI MOPYIIEHb 3 OOKY
opraiB 30py B aHaMHe3i. [Tpu KiTiHiYHi# HEOOXiZHOCTI CITifg Po3moYaTyu JIiKyBaHHS IOPYIIeHb 30DY.

Taxcki WKIpHI peakuil.

JIikyBaHHA IpernapaToM Kcenona® MOXKe CIPUYMHUTH TAXKKi MKipHi peaklil, Taki 9K CHHAPOM
CriBeHca - [I?)KOHCOHA Ta TOKCUYHUH elifepMalbHUM HEKPOJIi3. CIlil 0CTaTOYHO IPUIUHUTHU

3aCTOCYBaHH4 IIpenaparTy Kcenoua® nalieHTaM, y IKUX PO3BUHYJIUCS TAXKKi MIKipHI peakiil
IIPOTATOM 3aCTOCYBaHHA IIpenapary.

JIaKTO3a

[TamieHTaM 3 TaKMMHM PigKiCHUMH CITQKOBUMH ITPO6GIeMaMH, SIK HEIIePEeHOCUMICTh T'aJlakKTO3H,
OBHUY HedilluT 1akTa3u a00 MOPYIIeHHSIM BCMOKTYBAHHS TTIOKO3U-TATaKTO3U He CITif

3aCTOCOBYBATH IIpemapar Kcenona®.

Hartpiii
Lle# nmikapceKuii 3aci6 MicTuTh MeHIle 1 MMOJb (MeHIIIe HiXK 23 MT') HaTpPil0 B OfHil

TabyeTIy, TOOTO TPAKTUYHO BiIbHUY Bifl HATPIIO.

TabnmeTKy mpenapary Kcenona® He citig nofapioHioBaT abo po3naMyBaTH. [Ipyu KOHTAKTI IallieHTa
abo gornsgpmaya 3 MOAPiOHEHUMU YU po3jlaMaHUMU TablleTKaMy Iipernaparty Kcenona® MOXKYTb

BUHUKATH 00iuHi peakiii (muB. po3min «ITo6iuni peakirii»).

Ymuanisauia Hesukopucmano20 npenapamy ma npenapamy i3 npoOCmMpoYeHUM MepMiHOM
npudam+Hocmi. HagxomXeHHS miKapCchbKOro 3aco0y y 30BHIIIIHE CepeloBuIlle HEOOXiTHO 3BECTH [0
Mminimymy. JIikapchKuit 3aci0 He CyIif BUKMOATH Y CTiuHi Bomu i moOyToBi Bimxomu. [s yTumizarii
HeoOXiTHO BUKOPHCTOBYBATH TaK 3BaHy «CHCTeMY 300Dy BiIXOmiB» IMpH HASBHOCTI TAKOI.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.

KiHKY penpoayKTUBHOIO BiKy/ KOHTpAIIeNlis y YOIO0BIKiB Ta XKiHOK



2KiHKaM pempomyKTHBHOTO BiKY CIIi[l TOpafUTH 3ano0iraTy BariTHOCTI IPOTSATOM JIiKyBaHHS
kanenurabinoM. [Ipu HacTaHHi BariTHOCTI TPOTATOM JTiKyBaHHS CJIifl pO3’ICHUTY TaIliE€HTI
MOTEHIIINHNY HETaTUBHUY BINIUB Ha Itif. Clif 3acToCcoByBaT e(PeKTHBHI METOOU KOHTpAIEMNil mif
Yac JIiKyBaHHS Ta MPOTATOM 6 MICAIIB Iic/s MpHUtOMYy OCTAHHBOI 403U KarmeluTabiny.

3 orisAmy Ha pe3yiabTaTH AOCIiXKEeHb Ha TeHOTOKCUYHICTh, MallieHTaM 40JIOBiUOl CTaTi Ta IXHIM
mapTHepPKaM penpOAyKTUBHOIO BiKY CIIiJ 3aCTOCOBYBaTU e()eKTHBHI METOOM KOHTpALEILil Iif yac
JIIKyBaHHS Ta IPOTATOM 3 MiCSIIiB Mic/Is IPUHOMY OCTaHHbBOI 103U KameluTa0iHy.

BariTtHicTBb

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

3aCTOCYBaHHA IIpernapary Kcenona® Moxke OyTH LIKiIIUBUM [JIs IJIOfA IIPU 3aCTOCYBaHHI BariTHUM.
Y mocnifKeHHSIX PePOAYKTUBHOI TOKCHYHOCTI Y TBaPUH KareluTa0iH CIPpUYHHSB
eMOpioJieTambHICTh Ta TEPATOTEHHICTh, SIKi € 0UiKyBaHUMHU edeKTaMu NOXifHUX QTopmipuMiguny. Y

IIepiof BariTHOCTI He CJIif] 3aCTOCOBYBaTH IIpernapaT Kcenona®.

T'ogyBaHHd TPYANI0

Hegimomo, uu IPOHUKAE IIpemnapaT Kcenoua® y TPYZHE MOJIOKO JTIOOUHU. [0CTiAXKEeHHS 00 BIJIUBY
KarmenuTaOiHy Ha BUPOOIEHHS I'PYAHOT0 MOJIOKa ab0 IPUCYTHOCTI KanenuTabiny B TPyIHOMY MOJIOL
JIIOAVHY He TIPOBOJUIIUCD. Y TPYIHOMY MOJIOL JTaKTyIOUuX MUIllel Oy BUABIEHI 3HaUHi KiTbKOCTi
KamenuTa0iHy Ta #oro MetaboriTiB. OCKiIbKY MOTEeHIIiMHA KOfa [JIT HEMOBJIAT, SIKi mepeOyBaioTh
Ha IPyIHOMY TOfyBaHHI, HeBijoMa, CJIif IPUIXHUTYA TOAYBaHHS I'PYAMIO i Yac JiKyBaHHS
KanenuTabiHOM Ta MPOTSITOM 2 TUXKHIB IiC/Is TPUIOMY OCTaHHBOI HO3MU.

®epTUNILHICTD

BipcyTHI maHi po BIIJIUB IIpenaparTy Kceﬂoua® Ha QepTunbHicTh. Y 0a30Bi HOCTiAKEHHS

3aCTOCYBaHHYA IIpenapary Kcenona® Oy/u BKJIIOYEHi TibKHY Ti XKiHKM PeIPOOYKTHUBHOTO BiKy Ta
YOJIOBIKH, SIKi MOTOIXKYBAIMCS 3aCTOCOBYBATH IPUMHSATHI METOOXA KOHTPOJIIO HaPOAXKYBAHOCTI AJIS
3anobiraHHs BariTHOCTI IPOTSITOM JOCTIIXKEHHS Ta BiIMOBIIHUYN TePMiH ITOTOMY. Y OOCTiIXKEeHHSIX Ha
TBapMHAX CIIOCTEPiraBCs BIIUB Ha (GEePTUIBHICTD.

30amHicmb eniueamu Ha weudKicmb peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MeXaHi3Mamu.

[IpenapaT Ma€ He3HAUHUM a00 MOMIpHUY BIIJIUB Ha 3[@THICTh KEPYBATH TPAHCIOPTHUMU

3acobaMu Ta MpalfoBaTH 3i CKIaJHUMK MeXaHi3aMaMH. [Ipemapat Kcenona® MOXK€ CIIPUUYNHUTH

3armaMOpOYeHHs, cNabKicTh i HyOoTy.

Cnocib 3acmocysaHHsi ma 003u.



[Ipemapat Kcenoua® MoXKe Tpu3HavYaTH JIuile KBalipikoBaHuM iKap, IKUU Ma€ [TOCBif
3aCTOCYBaHHST aHTUHEOIJIACTUYHUX JIiIKapChKUX 3aco0iB. [I715 BCiX MallieHTiB peKOMeHIOBaHUM
peTenbHUN MOHITOPUHT MPOTATOM IIEPIIOr0o LUKIIY JTiIKyBaHHS.

JlikyBaHHS CIif BiAMiHMTY IPU IPOTrpeCcyBaHHi 3aXBOPIOBaHHS ab0 PO3BUTKY HEIIPUUHSATHOL
TOKCUYHOCTI.

IIpenapat Kcenopa® B TabneTKax IpUIAMalOTh IIEPOPAIbHO He Mi3Hile Hix yepe3 30 XBUIMH Hics

BXKMBAHHS 1Ki, KOBTal0uM TaONIETKM IiTMMU Ta 3alluBaloYX BOgoi0. TabJeTKM IpemnapaTy Kcenona®
He cyip moxpibHioBaTH ab0 po3/IaMyBaTH.

Ocob.uei 3anobidxcHi 3axo0u npu ymusizauii ma iHwi ocobausocmi n0800N}CeHHA i3 npenapamom

Crnim DoTpUMyBaTHCS IpoIefyp 6e3MeYHOro MOBOIXKEHHS 3 UTOTOKCUUHUMH JTiIKaPChKUMHU
3acobaMu.

MoHomepanis

Pak 06000801 KuwKu, Kos10peKkmasavHull padk ma pak Mo/04Hoi 3as103u. PekoMeHmoBaHa ITOYaTKOBa

noOoBa [103a Ipemnaparty Kcenona® K aj]'I0BaHTHOI Teparii cTaHOBUTS 2 500 Mr/M” HOBepXHi Tina i
3aCTOCOBYETHCS Y BUTTISANI TPUTUKHEBUX LIUKJIIB: IPUMUMAIOTh IIOAHSA IIPOTATOM 2 TUXKHIB, HICJIS 40T 0

pOOIATH TUKHEBY IepepBy. CymMapHy m000BYy 003y IpemnaparTy Kcenona® PO3IOAIIAITE Ha ABa
npuiiomu (mo 1250 Mr/M° moBepxHi Tina 3paHKy i BBeuepi). PekoMeHnoBaHa 3araibHa TPUBAJiCTh
aj'10BaHTHOI Teparil y malieHTiB 3 pakoM 06omoBo1 Kutku 111 cTazil cTaHOBUTD 6 MicAIIiB.

KombiHogaHa mepanis

Pak mosouHoi 3an03u. Y KoMOiHaIlil 3 oreTakceIoM peKOMeHI0BaHa IT0YaTKOBa 403a [JIs
JNiKyBaHHS METACTATHYHOTO PaKy MOJIOYHOI 3aJ1034 CTAHOBHUTH o 1250 Mr/M* 2 pa3u Ha fo6y
IIPOTSTOM 2 THKHIB 3 MOJa/bIIO0 TU2KHEBOIO TEPEPBOIO (Y IOEAHAHHI 3 OLIeTaKCeIoM 75
Mr/M° 1 pa3 Ha 3 THXKHI y BUTTIAMI BHYTPIIIHLE0BEHHOI iHQy3ii). [Ipemeaukaiiio
IIepopaJbHIMU KOPTUKOCTEPO1aMi, TaKMMHU SIK leKCaMeTa30H, IIPOBOASATE Mepef
BBEIEHHSM [I0IIeTAaKCEIy BIlMTOBIMHO [0 iHCTPYKIIil AJI 3aCTOCYBaHHS AOLIETAKCEIy
nalfieHTaM, gKi OTpUMYI0Th KOMOiHallii0 KanmenuTaliH IJTI0C [oIeTaKCell.

Pak 06000801 KUWKU, K0A10peKMa/bHull pak, pak wayHka. Y pexuMi KoMOiHOBaHOT0 JIIKyBaHHS

II0YaTKOBY 03y IIpenapary Kcenona® HeoOXifHO 3MeHmuTH 10 800-1000 Mr/m° 2 pas3u Ha 7oy

TIIPOTATOM 2 THKHIB 3 IOMANIBIION THXHEBOK IepepBolo Y 10 625 Mr/M’ 2 pa3u Ha fo0y Ipu
Ge3nepepBHOMY 3acTocyBaHHi. [Ipu KombiHamil 3 ipusoTekasoM (200 Mr/M” B feHb 1)
PEeKOMEeHMIoBaHa M0YaTKOBA 03a CTAHOBUTHL 800 Mr/mM° 2 pa3u Ha J00y MPOTATOM 2 THXKHIB 3
II0JasIbILIO TUXKHEBOIO IIepepBoi0. BrimoueHHs OeBalu3ymMaldy y cxeMy KOMOIHOBAHOTO

JiKyBaHHS He BIIMBA€E Ha IT0YATKOBY [03Y IpemapaTy Kcenona®.

[TpoTuOmI0BOTHI 3aco0u Ta mpeMeauKalrio ais 3a0e3neyeHHs afieKBaTHOI TifipaTallil mMpu3Ha4yaThb

nalieHTaM, gKi OTPUMYIOTh IIpenapar Kcenona® y KoMOiHaIii 3 IUCIIIaTUHOM YX OKCAJIilJIaTUHOM,
neper BBeIEHHIM IUCIIJIaTUHY BiOIOBIIHO [0 iHCTPYKIIil 719 3aCTOCYBaHHS LUCIINIaTUHY Ta
OKCaJlilaTHHY. 3arajibHa peKOMEeHI0BaHa TPUBAJICTh afi oOBaHTHOI Teparlil y MallieHTiB 3 pakoM
o6opoBoi kutku 111 cramil cTaHOBUTH 6 MiCSIIiB.



o3y npenapaty Kcenoua® PO3paxoByIOTh 3a/IeXKHO Bifl IJIOLII [IOBEPXHI Tijla.

Y Tabnunsx 1, 2 HaBefeHO po3paxyHKM CTAHJAPTHOI Ta 3HUKEHOI (IuB. «Kopekis no3u y mpolieci

JiKyBaHHS») II0YATKOBOI 03U IIpenapaTy Kcenona® 1250 mr/m* uu 1000 mr/m°.

Taonmuns 1

Po3paxyHKH CTaH[apTHOI Ta 3HMAKEHOI 04aTKOBOI f03u mpemnapaty Kcenoga® 1250 Mr/m’ 3a1exHo
Bif] IJIOLLI MOBEPXHI TiNa

Mosa 1250 mr/m’° (2 pa3u Ha f§o6y)

[ToBHaA moO3a KinpkicTs Tabneroxk 150 |3uuKeHa mo3a SHMUXKeHa go3a

Mr i/a6o 500 Mr Ha (75 %) (50 %)

1250 mr/m* KOKEeH [IPUIOM 950 mr/m* 625 MT/™M°
[1oma (3paHKYy i BBeYepi)
MOBepxHi Tina, |[[lo3a Ha 150 mr 500 mr [To3a Ha 1 mpuiioM, |[lo3a Ha
M’ 1 mputiom, Mr MT 1 mpuiiom, 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
Tabnuis 2

Po3paxyHKH CTaH[apTHOI Ta 3HMAKEHOI I04aTKOBOI f03u npenapaty Kcemoga® 1000 Mr/mM* 3amexHo

BifI TIJTOIIIi TOBEPXHI TiNna




Iosa 1000 mr/m’ (2 pa3u Ha Fo6y)

[IoBHa J03a KinpkicTs Tab1eTok SHUKEeHa go3a SHUKEeHa go3a
[Lnoma . 150 mr i/a6o 500 mr Ha |(75 %) (50 %)
MOBEPXHL TIA, 1000 MT/M KOKEeH [IPUIOM 750 mr/m> 500 mr/m*
M (3paHKy i BBeUepi)

ITo3a Ha 150 mr 500 mr [lo3a Ha 1 mpuiioM, |[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 IIPH JIiKyBaHHI IIperapaToM Kcenona®

Teparielo i/abo 3MiHOI0 103U IIpemnapary Kcenona® (mepepBaBIIX JTiIKyBaHHSA YU 3MEHIIUBILIN J03Y
npernapary). JdKIo go3y [0Beiocs 3MEHIINTH, Hafarli ii He 30ibIIyi0Th.

MOXKHAa YCYHYTH CUMIITOMaTUYHOIO

[Tpu siBUIaX TOKCUYHOCTI, IKi, Ha IYMKY Jikaps, MaJ0iWMOBIpHO MOXKYTb OYTH CEepPHO3HUMU UK
3arpoXkKyBaTy XKUTTIO, HAlIPpUKJIIaf, ajolnelis, 3MiHa CMaKOBUX BIYyTTIiB, 3MiHU HII'TiB, 3aCTOCYBaHHS
nmpenapaTy MOXHa IIPOOBXKYBaTHU B Till caMild 031, He IepepuBaloyy JIiKyBaHHS Ta HE 3MEHIIYIUN
103y Ipemnapary.

[TarfieHTiB, AKi OTPUMYIOTE JIIKYBaHHA [IperapaToM Kcenona®, HeoOXiTHO ITOIePEequUTH, 110
JIIKyBaHHS MOTPIOHO MPUNIMHUTH ¥ Pa3i pO3BUTKY MOMIpHUX a0 TSIKKHUX TOKCUYHUX peakiiil. AKimno
yepes3 TOKCUYHi siBula Oyi0 IPONyIIeHo Kilbka MpuiioMiB KameuuTabiHy, To IPOmyLeHi 1031 He
noTpiGHO 3aCTOCOBYBATH JOOATKOBO.

I'emamosoziuHa mokcu4yHicmob

XBopuM i3 BUXifHUM piBHeM HeiTpodinis < 1,5 x 10°/1 i/a6o TpomGouuTis < 100 x 10°/1 He MoXHa
IpU3HaYaTH Tepariio KameuutabinoM. Teparmito ciif MPU3YMUHUTH, SKIIO Y XOMi JTiIKYBaHHS IIif Yac
1103aIJIaHOBUX 1ab0paTOPHUX OOCTIIKEHb BUSBIIEHO 3HUKEHHS PiBHSI HEUTPODisniB <1,0
x 10°/11 a6o TpoMBonmTiB < 75 X 10°/m.

Huxxye HaBOOATHCS PeKOMeHAallil 010 3MiHM 034 V Pa3i TOKCUYHUX SIBUII BiITIOBIIHO 0O KPUTEPIiiB
03HaK TOKCUYHOCTi. KpuTepii po3pobneni Hauionansuaum oukosmorivauM incTutyToM Kanamu (NCIC
CTC, Bepcis 1).

Tabmumg 3

®

CxeMa 3HUKEHHS o3 mpenapaty Kcemoma ~ (3-TuxkHeBu# UK a60 Oe3nepepBHe JTIiKyBaHHS)



CTymiHb TOKCUYHOCTI*

CmyniHb I

CmyniHb 11

- 3 IIePIIOI0 TT0SIBOIO
03HaK TOKCUYHOCTI
- 3 IPYT0I0 IIOSBOIO
03HaK TOKCHYHOCTI
- 3 TPETHOIO IIOSIBOIO

3MiHU 1034 MPOTATOM KypCy Teparil KoperysanH4 mo3u gjisg
HaCTyIHOTO0 UKy (%
II0YaTKOBOI I03H1)

o3y He 3MIHIOIThH o3y He 3MIHIOIOThH
100 %

[IpunMHUTY Tepalriio, HOKKA 03HaKHd TOKCUYHOCTI HE75 %
3MeHIaTeCd 0o ctynens 0-1
50 %

03HaK TOKCUYHOCTI
- 3 YETBEPTOIO MOSIBOIO
03HaK TOKCUYHOCTI
CmyniHb 111

- 3 MIEPIIOI0 OSBOIO
03HaK TOKCUYHOCTI
- 3 IPYT0I0 II0SBOIO
O03HaK TOKCHUYHOCTI
- 3 TPETHLOIO ITOSABOIO
03HAaK TOKCHUYHOCTI
Cmyninb IV

- 3 TIePIIOIO0 TTOSIBOI0
03HaK TOKCHYHOCTI

BigpminuTy; npenapar He 3aCTOCOBYETHCS

75 %
[IpunuHUTHY Teparilo, JOKY 03HAKU TOKCUYHOCTI HE
3MeHIaThCd g0 cTynens 0-1 50 %

BipminuTu npenapart He 3aCTOCOBYETHCSA

BigminuTu npemnapat a6o, SIKIIO B iHTEpecax 50 %
XBOPOT0 JIIKyBaHHS HEOOXiHO MPOIOBKHUTH,

TNPUNUHUTHU TEParilo, JOKU 03HAKU TOKCUYHOCTI He
3MeHIaThca go ctymnens 0-1

- 3 IPYT010 IIOSIBOIO BigMinuTu mpemnapar

03HAK TOKCUYHOCTI

He 3aCTOCOBYETHCA

*BiIOBiIHO 0 3arajJbHUX KPUTEPilB TOKCUYHOCTI (Bepcisi 1) rpymu CrelliamicTiB 3
KIiHiYHEX gocigxkens HarionansHoro iHCTUTYTY paky Kanagu (NCIC CTG) abo 3arambHUX
KPUTEPIIB OLIIHKY CTYIeHs TIXKKOCTi nmobiunux peakiit (CTCAE) mporpamu OIliHKH Teparrii
paky HamionansHoro iHcTUTYyTY paky CHIA, Bepcis 4.0. [Hdpopmanio om0 A0T0HHO-
IiJOIIOBHOTO CUHAPOMY i rinep0inipybiHemii auB. y po3mini «Oco0IMBOCTI 3aCTOCYBaHHS».

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

3MiHY 03U [IpU BUHUKHEHHI SIBUILl TOKCUYHOCTI IIPX 3aCTOCYBaHHI IIpenapaTy Kcenona® IIPOTATOM
3-THKHEBOTO IUKJTYy V KoMOiHallil 3 iHmuMu JTiKapchKuMK 3ac06aMu HeOOXiTHO ITPOBOIUTH
BigmoBigHO mo Tabnumi 3 mis KamenuTtabiHy Ta BiMOBIAHO M0 iHCTPYKIIiH AT MEOUYHOTO
3aCTOCYBaHHS iHIIMX JTiKapChKUX 3aC00iB.

Ha nouaTky KypcCy JIiKyBaHHS IIpU HEOOXiqHOCTI BifCTpO4YeHHs Tepatil IIpernapaToM Kcenona® un
iHIIMM JiKapCchbKUM 3aC000M CJIifl BIICTPOYUTH TaKOXK NMPU3HAYEHHS iHIIKUX MTpenapaTiB [0 mepiony
MOXKJIUBOCTI IIPU3HAYEHHS BCiX KOMIIOHEHTIB CXEMU.

[Ipy BUHUMKHEHHI TOKCUYHUX SIBUII IIiT] Yac JiKyBaHHA, sKi, Ha IyMKY Jlikapsi, He [10B’s3aHi i3

3aCTOCYBaHHSM KareruTabiny, Tepaitrito IIpernapaToM Kceno;ua® HeoOXiTHO IPOJOBXKYBATH Ta
IIPOBECTHU KOPEKIIiI0 NO3K iHIIMNX JTiKapChKUX 3aC00iB-KOMITOHEHTIB CXEMHU BiTIOBIAHO 10 iHCTPYKIIiH
[J1 MEAUYHOT 0 3aCTOCYBaHHS.

Y pasi Heob6xigHOCTI BigMiHM iHIMX NTiKapChKUX 3aC00iB-KOMIIOHEHTIB CXeMH JIiKyBaHHS IIpeapaToM



Kcenoua® MOZKHa IIPOOOBXKHUTHU IIPU I[OCHI"HeHHi H606XiHHI/IX YMOB [JIsd IIOBTOPHOT'O IIPU3HAYEHHSA

Ipernapary Kceﬂona®.

Yka3aHi peKoMeHfallil CTOCYI0ThCS BCiX ITOKa3aHb AJISI 3aCTOCYBAHHS Ta BCiX IPYII MAIli€HTIB.

3miHa 0o3u npu BUHUKHEHHI A8UW, MOKCUYHOCMI npu 6e3anepepeHOMY pexrcumi 3acmocy8aHHs
kaneuumabiHy y kombiHauii 3 iHWuMu aikapcvkumu 3acobamu

3MiHy 103U IIpX BUHUKHEHHI SBUIL TOKCUYHOCTI TP 6e31epepBHOMY PeXKUMi 3aCTOCYBaHHS
KarmenuTabiHy y KomOiHallii 3 iHIIMMH JIiKapCbKUMU 3aco0aMu HeoOXigHO MTPOBOJUTH BiJIIOBIIHO [0
tabnuii 3 og KaneluTabiHy Ta BigMOBigHO [0 iHCTPYKIIN O MEIUYHOTO 3aCTOCYBaHHS iHIINX
niKapchKuX 3acobiB.

Kopexkuis 0o3u 8 ocobausux sunadkax
X80pi 3 nopyweHHAMU pYyHKUiI neviHKu

anux 3 6e3neky Ta eHeKTUBHOCTI [JIs MAIliEHTIB 3 MOPYIIeHHIM QYHKIIII TeYiHKY HEJOCTaTHLO IS
HaJaHHS peKOMeHfallill Moo Kopekil fo3u. HeMae iHdopMmarril mpo mopymeHHs GYyHKII Ie4iHKA
BHACJIIOK IXPO3Y ab0o remaTury.

X80pi 3 nopyweHHAMU pYyHKUiIl HUPOK

Kamnerurtabin mpoTUoKa3aHuX XBOPUM 3 IOPYIIeHHAM (QYHKIIil HUPOK TSIKKOTO CTyTIeHs (KJTipeHc
KpeaTtuHiny Huxk4ye 30 mn/xB 3a KokpodTom - I'os1TOM Ha mo4aTKOBOMY PiBHi). HacToTa BUHUKHEHHS
no6iuHux peakuiit 3 a60 4 CTyNeHIB y NaLiEHTIB 3 OMIPHUM MOPYIIEHHSAM QYHKII HUPOK (KJTipeHC
kpeaturiny 30-50 M1/XB Ha TOYaTKOBOMY PiBHI) MiABUIIYETHCS IOPIBHAHO 3 TAKUM Y 3arajibHil
nmonysnsuil. [I15 XBOpPUX 3 BUXiAHOI ITOMiPHOI HUPKOBOIO HEJOCTATHICTIO PEKOMEH0BAHO 3MEHIIUTH
II0O4YaTKOBY 03y 10 75 % Bif cranmapTHOi (1250 mr/m?). s XBOPHUX 3 BUXITHOIO ITOMIPHOI0 HUPKOBOIO
He[OCTaTHICTIO 3HUKEHHS 1104aTKoBoi 1o3u 1000 mr/M” He noTpi6He. IlamieHTaM 3 HIPKOBOIO
HEeJOCTaTHICTIO JIETKOTO CTyTeHs TAKKOCTI (KiipeHc KpeaTuHiny 51-80 M/XB) KOpPEKIIisl T0YaTKOBOI
Io3u He MOoTpibHa.

PekoMeHOy€eThCSI peTebHUY MOHITOPUHT Ta HeralHe IepepuBaHHs JIiKyBaHHS IIPU BUHUKHEHHI]
nob6iunux sButl 2, 3 abo 4 CTymeHiB, a TaKOXK ITOAasblle KOPUTYBAHHS 031 BiiMOBITHO A0 Tabmwuili 3.

[Ipu 3HUKEHHI piBHS KpeaTUHiHY 10 MeHIIe 30 MJI/XB JIiIKyBaHHSA IIpeliapaToM Kcenona® HeoOXigHO
IPUNUHUTHA. PeKOMeHallii 11010 KOPEeKIlil 03K MPU IMOMipHi HUPKOBiii HEJOCTATHOCTI OIHAKOBI K
IIPY MOHOTepaIii KamenutabiHOM, Tak i mpu KoMOiHOBaHi# Teparrii.

X80pi NiMHb020 BiKY

KopuryBaHHS I04aTKOBOI IO3U IIpU MOHOTeparii karmeuutabinoMm He nmoTpidHe. [TpoTe y XBOPUX BiKOM
= 60 pokiB no6iuHi peaxuil 3 Ta 4 CTyNeHiB, OB s3aHi 3 JIiIKyBaHHIM, PO3BUBAJIUCS YacTille, HiXK y
MOJIOOIINX ITAIli€HTIB.

[Ipu 3acTocyBaHHi Ipenapary Kcenona® B KoMOiHalii 3 iHIIUMYU TiKapChbKUMU 3ac00aMu y XBOPUX
JTHBOTO BiKY (= 65 pOKiB) Bim3Havasnacs Oinbilla 4acToTa MoGiYHUX peakilii 3 Ta 4 CTyIeHiB
TOKCHAYHOCTI, fIKi IIPU3BENIU [0 BiAMIHM JIIKyBaHHS, [IOPiBHSAHO 3 XBOPUMU MOJIOLIIOTO BIKY.
PexoMeHOyeThCS peTeIbHUM MOHITOPUHT CTaHy XBOPHUX BiKOM = 60 POKiB.

Ipu sikysaxHi npenapamom Kceno0a® y kombinauii 3 douemakcenom y XBOPUX BiKoM moHap 60



POKiB Big3Hauanocs 30iblIeHHS YaCTOTH 00iYHUX peakiil 3 Ta 4 CTyIeHiB TOKCUYHOCTI.

[MTauieHTaM I1i€l BikOBO1 KaTeropii npu KoMOiHOBAHOMY JIiKyBaHHi IIpernapaToM Kcenona® Ta

IOLIETaKCEeJIOM PEKOMEHAYEThCS 3MEHIIUTY ITI0YaTKOBY AO3Y IIpernaparTy Kcenona® mo 75 %

(950 mr/M* mBiui Ha no0y). Y pasi BigCyTHOCTI SBHUII TOKCHUYHOCTI IIPH JTiKyBaHHI MMAIli€HTiB
BikoM = 60 pOKiB 3HMKEHOIO IT0YATKOBOIO 003010 KamenuTabiHy y KoMOiHallii 3 goiieTakcenoM no3y
KanenuTabiHy MOXHa IOCTYIIOBO 36inbmmTy 10 1250 Mr/M’ ABidi Ha 700y.

Himu.

Besneka i eeKTUBHICTh 3aCTOCYBaHHA IIpenapary Kcenona® OIiTSM He BUBYAJIUCH.

ITepedo3y8aHHA.

CuMIITOMH TOCTPOTO NTepeo3yBaHHS: HyNoTa, O/I0BaHHS, fiapesi, MyKO3UT, OAPa3HeHHS IITYHKOBO-
KUIIIKOBOT'O TPAKTy Ta KPOBOTEUi, @ TAKOXK IIPUTHIYEHHS KICTKOBOTO MO3KY. JIIKyBaHHSI IIOBUHHO
BK/IIOYATH CTaHAAPTHI TepaleBTUYHI Ta MigTPUMY0Ui 3aX0q¥ 3 METOI0 KOPEKIIil KJTiHiYHUX IIPOSBiB Ta
3anobiraHHs MOKJIMBUX YCKIaTHEHb.

ITobiuHi peakuii.
Pesiome npodinio 6e3mern

®

3aranmpHui mpodink 6e3neku IpenapaTy Kcenona ™ 6a3yeTbcs Ha ocHOBI maHux Ginbiie 3000

IAI€HTIB, SKi OTPUMYBaJIH JIIKyBaHHS IIpernapaToM Kcenona® B PeXMMi MOHOTepatil 4u B
kKoMbiHanii 3 pisHUMU cxeMaMu XiMioTeparii Ipy pisHUX MOKa3aHHAX [AJI 3acToCcyBaHHSA. [Ipodins

Oe3neku MOHOTepallii mpenapaToM Kcenona® IIPY MeTaCTaTUYHOMY PaKy MOJIOYHOI 3aJ103H,
MEeTaCTaTUYHOMY KOJIOPeKTaJIbHOMY Paky Ta paKy 000[10BOi KMIIKK B afi TOBaHTHIi Teparrii €
[IOPiBHAHHUM.

Haii6inpi yacTuMu i/abo KITiHiYHO 3HAUMMUMU OOIYHUMHU peakIlisiMU, 0B’ I3aHUMHU 3 JTIKyBaHHSM,
Oynu peakiiil 3 60Ky IIJTyHKOBO-KUIIKOBOT'O TPAKTY (miapesi, HymoTa, OtoBaHHS, Oi/ib y KUBOTI,
CTOMATHT), HOJIOHHO-IIiJOIIOBHUYM CUHAPOM ([IOJIOHHO-IIigOIIOBHA EPUTPOIU3€ECTE3isI), ClabKicTh,
aCTeHis, aHOPEKCisl, KapAiOTOKCUYHICTh, IPOTPeCyBaHHS NOPYIIeHHS HUPKOBOI (PYHKIIi1 y NIalli€HTiB 3
HUPKOBOIO HENOCTATHICTIO, TPOMOO03/eMOOmis.

[To6iuHi peaxiiii, siKi, Ha IyMKY OOCTiIHUKA, PO3TISIAAIUCH IK MOXKJIMBO, UMOBIPHO 4M BigfaneHo
II0B’s13aHi i3 3aCTOCYBaHHSM IIpenapaTy Kcenoua®, Oynu OTpUMaHi y KIiHIYHUX OOCITimKEeHHSIX

MOHOTEpAIlii IpenapaToM Kcenona® Ta B KJTIHIYHUX OOCTIAXXKEHHIX 3aCTOCYBaHHS IIpernapaTry

Kcenona® y KoMOiHartlil 3 pisHUMH cxeMaMu XiMioTeparnil Ipu pi3HUX OKa3aHHSX AJIS 3aCTOCYBaHHS.

Ins onucy 4acToTH MOGIYHKUX peaklliii BAKOPUCTOBYIOThCS TaKi KaTeropii: oyxe vacri (=1/10), yacti
(Big =1/100 mo <1/10), HeuacTi (Big =1/1000 mo <1/100), pigki (Big =1/10000 go <1/1000), myxe
pinki (<1/10000). V KoxHi¥ IrpyIi 3a 4aCcTOTO 1MOGiIYHI peakilii mpefCcTaBIeHO B TOPSIAKY
3MEeHIIeHHA TAKKOCTI.



Moromepanisa npenapamom Kcenoda®

Huxue HaBemeHo moOivyHi peakiril, moB’sI3aHi 3 MOHOTepaMi€o KanenuTabiHoM, Ha OCHOBI
00’eIHAHOrO aHai3y gaHuxX 0e3MeKy, ofepxKaHUX B XO/i TPhOX OCHOBHUX [JOCITiAKEHD 3@ Y4aCTIO
1900 nauienTiB (M66001, SO14695 Ta SO14796). TTo6iyHi peakiiii BHeceHi y BifimoBigHy rpymy 3a
YaCTOTOIO 3TigHO i3 3arajbHOI0 YaCTOTO B 06’€qHAHOMY aHaJTi3i.

Ingexuii ma iHeagii: 9acTi - repiec (BipycHa iHdekUis), Ha30(papuHTiT, iH(DeKIil HUXKHIX IUXaTbHUX
IIISIXiB; HEYACTi - CEIICUC, IH(EKITil CeYOBUX IIISIXIB, HEJIIONIT (3anaaeHHs IyXKOol
KJTITKOBUHM), TOH3WIIT, (apuHTIT, KaHAXA03 POTOBOI IIOPOXKHUHHU, TPUTI, TaCTPOEHTEPHUT,
rpuOKoBa indekIlis, iHdexkis, abciuec 3y06iB.

[I0bposiKicHi, 3104KiCHI ma HeYymo4YHeHi HOB0YMBOPEHHA: HedacTi - JIIIoMa.

3 6oky cucmemu Kposi ma AiMpamuyHoi cucmemu: 4acCTi - aHeMisi, HEHTPOIIeHis; HeYacTi -
(bhebpubHa HEUTPOIEHIS, MaHIUTOIEHis, TPAHYIOLUTOIEHIST, TPOMOOLIUTOIIEHiS,
JIEMKOIIeHisl, TeMOJIiTHYHa aHeMis, 30ibIIeHHS Mi2KHapOIHOI'0 HOPMaJIi30BaHOTO
criBBimHOmeHHss (MHO)/mogoBxkeHHs MPOTPOMOIHOBOT'O Yacy.

3 60Ky imMyHHOI cucmemu: HEYACTI - peaxilil MigBUIIEHOI YyTIUBOCTi; PiIKO - aHTiI0HEBPOTHYHUN
HaOpsIK.

3 60Ky 06MiHy peuosuH, memaboai3my: OyXKe 4acTi - aHOPEKCis; YacTi - merimpaTailis, 3MeHIIIeHHS
MacCH Tilla; HevacTi - IIyKPOBUM MiabeT, rirmokasieMisi, po3nagy aneTUTy, 3HUKEHe
Xap4yyBaHH{, rinepTpuriinepunemis.

IIcuxiuHi po3adu: 4acCTi - 6e3COHHS, Jempecis; HeYacTi - CIIYTaHICTh CBIAOMOCTI, TOCTPUM
TPUBOXKHUM CTaH 3 Peaklli€lo MaHiKu, JelpecUBHUN HaCTPil, 3HUKeHHS Nibino.

3 6oky Hepsosoi cucmemMu: 4acCTi - TOTOBHMH 0iNlb, 3araTbMOBAHICTh, 3alIaMOPOYEHHS, TapecTesii,
CIIOTBOPEHHS CMaKy; HedacTi - ada3is, MOPyIIeHHS TaM aTi, aTaKCisg, CHHKOIIEe, pO3/Iagu
OamaHCy, 4yTIUBi po3naay, neprudepryHa HeNpomaris; gyxKe pifiko - TOKCHYHa
JleKoeHedanonaris.

3 60Ky op2aHie 30py: YaCTi - CIIbO30TOYMBICTh, KOH IOHKTHUBIT, IOOPAa3HEHHS OPTraHiB 30Py; HEYACTi -
3HUXKEHHS TOCTPOTU 30Dy, OUILIOINIS; PimKO - CTEHO3 CITi3HOI IPOTOKM, PO3/Ia[U POTiBKY, KEPATHT,
TOYKOBUM KE€PaTUT.

3 60Ky opeaHie cayxy ma nabipuHmy e8yxa: HedacTi - 3allaMOpPO4YeHHSs, Oilb y Byxax.

KapoianvHi nopyweHHs: HedacTi - HecTabilbHa CTEHOKAPis, CTEeHOKaPHis, imeMis/iHdapKT
Miokappa, Gibpumnslis mepenacepab, apuTMis, Taxikapfis, CHHYCcOBa TaXiKapmis, BiguyTTs
cepuebuTTS; pigKo - GiOpunsLis MUTyHOUKIB, MOOBXKeHHS iHTepBany QT, mipyeTHa IITyHOYKOBa
Taxikappisg, OpafuKapmis, Ba30CIasM.

CyOunHi po3aadu: 4acTi - TpombodneldiT; HevacTi - Tpom003 rMMOOKKUX BeH, apTepiaibHa
TillepTeH3is, meTexil, apTepianbHa TilOTeH3is, MPUIIIUBY, TIepUpEePUYHE BiTUYTTSA XOIOOY.

3 6oky OuxanvbHOi cucmemu, op2aHie 2py0HOI KAimKu ma cepedoCMiHHA: 9acTi - 3aguIlKa, HOCOBi
KPOBOTEYi, Kallle/lb, PUHOPEesT; HevyacTi - JIereHeBa eM00JTisl, THEeBMOTOPAKC, KPOBOXapKaHHS,
acTMa, 3afullIKa npu PisMYHOMY HaBaHTaXKeHHI.



3 60Ky WAYHKOBO-KUWKOB020 Mpakmy: OyKe 4YacTi - miapesi, 67110BaHHS, HY[I0Ta, CTOMATHUT, Gilb y
JKMBOTI; YacCTi - HITYHKOBO-KHUIIIKOBI KPOBOTEYi, 3aropy, 6ifb y BepXHixX Biffinax xKHUBOTA, JUCIIETICis,
MEeTeOpHU3M, CYXiCThb y POTi; HeYacCTi - KMIIKOBa HETPOXi[HICTh, aCIUT, EHTEPUT, TaCTPUT, Aucdaris,
0inb y HUXKHIX Bififlilax )XUBOTa, e30¢arit, abmoMiHambHUM AUCKOMGOPT, TacTpoe3odareasnbHa
pediokcHa xBopoOa, K0T, KPoB y dheKatisx.

3 6oky 2enamobisiapHoi cucmemu: 4acTi - rinepbinipybiHemisi, BinxuneHHs pPiBHSA QYHKI[IOHAIBHUX
IIEYiHKOBUX TECTiB; HEYacCTi — JKOBTAHUIIA; PiAKO - IIeYiHKOBA HEIOCTATHICTh Ta XOJIE€CTaTUYHUU
remnaTur.

3 60Ky wKipu i nidwkipHoi KAIMKOBUHU: Oy*e YacTi - CAHIPOM [OJIOHHO-TiAOIIOBHO1
epuTponu3ecTesil (Ha 0CHOBI IOCTMapKETHHTOBOT'0 JOCBIAY, MEPCUCTYIOUNH ab0 TAKKUU
CHHAPOM [OJIOHHO-TAOIIOBHOI ePUTPOAU3ECTESil MOXKE 3PEIITOI0 IIPU3BECTH 0 BTPATH
BigOUTKIB nasnbIiB (quB. po3min «OcoOIMBOCTI 3aCTOCYBAHHS»); YaCTi - BUCUIIAHHS,
aJiomelrisi, epuTeMa, CyXiCTh IIKipH, CBepOiXK, rimepnirMeHTalis WIKipy, MakKyIsapHe
BHUCHUIIAHHS, 3/YIIEHHS MIKipH, 0ePMaTUT, IIOPYIIEHHS MirMeHTallil, IOpyIIeHHs 3 00Ky
HIiT'TiB; HEYACTi - YTBOPEHHS IIyXUPiB Ta BUPA30K Ha IIKipi, BUCUIIaHHS, KPONIUB THKA, peakilil
(GhOTOUYTNIMBOCTI, epuTEMaA [I0JI0Hb, HAOPSK 00IUYYs, MypIypa, 000POTHUM ITPOMEHEBUM
CHHAPOM; PigKO - MIKipHUYM YePBOHUM BOBYAK; AyKe PIiOKO - TAXKKI IIKipHI peakiril, Taki SK
cuagpoM CriBeHca - [I?)KOHCOHA i TOKCUYHUY elliflepMaIbHUuN HEKPOIi3.

3 60Ky onopHO-pyx08oi cucmemu ma cno/AyyHoi MKAHUHU: YaCTi - Oinb y KiHIiBKaX, Oifb ¥ CIIHHI,
apTparig; HedacTi - HaOpsK cyro0iB, 6isb y KicTKax, 0inb B 00114 Yi, pUTigHICTh OIIOPHO-PYXO0BO1
cuctemu, cinabKicTh y M’s13aX.

3 60Ky HUPOK ma cevyosudiabHOi cucmemu: He4acTi - TigpoHedpo3, HETPUMAHHS Cedi, TeMaTypis,
HIKTYypis, MiIBUILIEHHS PiBHS KpeaTUHIHY KPOBI.

Po3sadu penpodykmugHoi cucmemu ma MO/I04HUX 3d/103: He4acTi - BariHaJIbHI KPOBOTEYI.

3aeanvHi po3sadu: OyXKe 4acTi - cnabkicTe, acTeHis; 9acTi - rimeprepmis, nepudepuyHi HaOPSIKH,
He3OyKaHHs, OiIb y TPyOHil KITiTIi; HedacTi - HAaOpSK, TMXOMaHKa, TPUIIONOAiOHI CUMIITOMH,
03HO0, ImigBUINEHHS TeMIIePaTypH Tinla.

V KOHTEKCTi «4yacTi mobiuni peakuii» y migposnini «MoHoTepamis npenapartoM Kcenona®» BKa3aHi
TSIKKi Mo0iuHi peakirii i/a6o mo6iuHi peakirii, 1110 3arPoXKYyIOTh KUTTIO (3-4 cTymneHs), abo
MeIUYHO 3HauyIli Mo0iYHi peaxkiii.

KombiHosaHa mepanis

®

Huxxue HaBemeHO no0iuHi peakilil, 3apeecTpoBaHi TP 3aCTOCyBaHHi ITpenapaty Kcenopma ~ y
KoMOiHallil 3 pi3HUMU cxeMaMHU XimMioTeparlii Ipy Pi3HUX ITOKa3aHHSX [0 3aCTOCYBaHHS Ha OCHOBI
nanux 3 6e3meku Bim Oinbi Hik 3000 manieHTiB 4OXATKOBO 0 BXKe 3apeeCTPOBAHUX IIPU MOHOTEepartii
i/abo cnocTepiranucs 3 BUIIOI0 YaCTOTOIO Y Oyb-IKOMY 3 OCHOBHUX KJTIHIYHUX JOCITiAKEHb.

Hesiki mob6iuHi peakirii 4acTo CIIOCTEPiraloThCs NpU XiMioTeparil (Hanpuknag, nepudepudHa 4yTanBa
HEBPOTIaTis MPU 3aCTOCYBaHHI JOIleTaKCeNly YX OKCaliMIaTUHY, peakllil MigBUIeHO0]l Yy TIUBOCTI IIPU
3acTocyBaHHi OeBanu3ymaby). OmHaK He MOXKHA BUKJIIOUUTH IIOCUJIEHHS BKa3aHUX IOOIYHUX peakIlii

®

IIpU 3aCTOCYBaHHI npenapaty Kcenoma ~ .



IHpekuii ma iHeasii: 9acTi - onepidyBanbHUM Nullai, iHGeKIlil CeYOBUBIIHUX IIISAXiB, KAHAUI03
POTOBOI MOPOXKHWHY, iH(EKIIi1 BepXHiX AUXalbHUX IIIAXIiB, PUHIT, TPUII, iHPEKIil*, repmec poToBol
IIOPOXXHUHH.

3 6oky cucmemu Kpoei ma Aim¢pamuyuHoi cucmemu: OyxKe 4acCTi - HEUTPOMEeHiT*, MTeHKomeHis*,
HeUTpoIeHiuHa rapsyka*, TpoOMOOLUTONEHIsT*, aHeMis*; YacTi - MpUTHIYeHHS KiCTKOBOT'O MO3KY,
(hebpunbHa HEUTPOIEHisT*.

3 6oky imyHHOI cucmemu: 4acCTi - peakilii MigBUIIEHO] Yy TIUBOCTI.

3 60Ky 06MiHYy peuosuH, memaboai3my: OyxKe YacTi - 3HUKEHHS alleTUTY; YacCTi - TiloKaieMis,
TinoHaTpieMis, rimoMarHieMis, TiMoKaNbIlieMis, TiIepriikeMis.

IIcuxiuHi po3saadu: 4acTi - po3yiafy CHY, HECIIOKI.

3 6oky Hepeogoi cucmemu: OyXKe 4acTi - mapecTesii Ta pu3ecTesii, nepudepruyHa HEHPOIATIS,
nepudepuyHa YyTIUBA HEMPOIIATis, CIOTBOPEHHST CMaKYy, FOJIOBHUM 0iflb; 4acCTi - HEUPOTOKCHUYHICTh,
TPeMOp, HEBPaTis, peakiil MiABUINEHOl YyTIUBOCTI, TilmecTesis.

3 60Ky opaaHie 30py: OyKe YacTi - CITb030TOUMUBICTh; YACTi - IOPYIIEHHS 30PY, CYXiCTh o4ei, ik B
o4Yax, 3HUIKEHHS TOCTPOTH 30Dy, PO3IINBYATICTE 30DY.

3 60Ky opaaHis cayxy ma aabipuHmy 8yxa: 9acTi - I3BiH Y ByXaX, 3HUKEHHS CITyXY.
KapoianvHi nopyweHHs: dacTi - ¢pibpunsiis nepencepnsp, imemis/inbapkT Miokapaa.

CyOuHHi po3sadu: IyKe 4acTi - HaOPsSKY HUKHIX KiHIIIBOK, apTepiajibHa TinepTeH3sid,
TpomM603/eMO0JTiS*; YacTi - MPUIIUBY, apTepiabHa TiMOTeH3is, rinepTeH3UBHUM KPU3,
rinepewmisi, ¢hme0iT.

3 60Ky duxaabHOI cucmemu, opaaHie 2py0HOi KaimkKu ma cepedocmiHHA: AyxkKe 4acTi - aHTiHa,
OU3eCTe3is TTIOTKYU; YacTi - TMKaBKa, GapuHTolapuHTeanbHu 0inb, TucdOoHis.

3 60Ky WAYHKOBO-KUWKO0B020 Mpakmy: AyKe 4acTi - 3aIl0p, OUCIIEICisd; YacTi - KPOBOTEYI 3
BEPXHIX BiiiliB MITYHKOBO-KUIIIKOBOTO TPAKTY, BUPa3KU CIIM30BOI 000I0OHKH POTOBOI
ITOPOXKHUHMU, TaCTPUT, 3AYTTS KUBOTA, racTpoe3odareasbHa pedaiokcHa xBopooba, 0inb y
poTi, mucdarisi, pekTaabHa KpoBoTeda, 0ifb y HUKHIX Bifflilax XKMBOTa, JU3€CTe3il pOTOBOI
IIOPOKHUHHU, ITapecTe3il POTOBOI MOPOXKHUHHY, TilleCTe3is POTOBOI MOPOKHUHY, OUCKOM(POPT
y XKUBOTI.

3 6oky eenamobisiapHoi cucmemu: 4acCTi - BifxuneHHS PiBHA QyHKIIIOHATBHUX IEYiHKOBUX
TeCTIB.

3 6oky wkipu i nidwkKipHOT KAIMKOBUHU: OyXKe YacTi - ajionelisi, HOpyIIeHHs 3 00Ky HirTiB; 4acTi -
Tineprigpos, epuTeMaTO3Hi BUCUNaHHS, KPOIIMB' THKA, HiYHA HigBUINEHA IiTIUBICTh.

3 60Ky 0ONnOpHO-PyX080i cucmemu ma cnoy4Hoi mkaHuHu: TyKe 4acTi - apTpanrii, mianrii, 6inp y
KiHITiBKax; 4acTi - Oinb y mienemnax, M'sg30Bi crla3Mu, TpU3M, ClIa0KIiCTh y M’s3ax.

3 60Ky HUPOK Mma ceuo8udinbHOi cucmemu: 4acTi - TeMaTypis, IPOTeIHypisl, 3HUKEHHS KITipeHCY
KpeaTHHIHYy HUPKaMU, AU3Ypid; PIOKO - TOCTpa HUPKOBA HENOCTATHICTh BHACIIIOK



3HEeBOJHEHHS (IuB. po3Min «Oco0MMBOCTI 3aCTOCYBaHHS»).

3azanvHi pozaadu: OyXKe 4acTi - MigBUILEHHS TEMIIePaTypHU TiNa, clnabKicTs,
3arajibMOBaHIiCTH*, YyT/IUBICTh [0 HiABUIIEHOL TeMIIEpaTypPy; YacTi - 3analeHHs CIU30BUX
000710HOK, 6inb y KiHIiBKax, 00IbOBi BifuyTTs, 03HOO, 6iflb ¥ IPYAHIN KIIiTLi, TPUIONOAiOHI
CUMIITOMHU, Tapsg4Ka*, iHQy3iiiHi peakuii, peakuii y Micui BBefgeHHs, 6inb y Micti iHdy3ii, 6inb
y Micii iH’eKiril.

ITowko0ceHHsA (mMpasmu, paHu), OMPYEHHA: 4acTi - 3abii.

*JacToTa BKJIIOYAE BCi CTYyIEHi TAKKOCTI, 3a BUHSTKOM ITOOIYHUX peakllii, Bif3HaUeHUX 3HAKOM «*»,
1110 BKJTIOYasM nuie nobiuni peakuii 3-4 cTyneHs.

Okpewmi mo6iuHi peakirii

ITonoHHO-nidowoBHuUll CUHOPOM

[Tpu 3acTocyBaHHi KanenuTabiny y mo3i 1250 MT/M* OBidi Ha o0y IPOTSATOM 2 TUXKHIB 3 ITOfIa/IbILIO0
THU2KHEBOIO IIEPEPBOI0 NOJIOHHO-MTIOIIOBHUYM CUHAPOM yCiX CTYIIEHIB TSXKKOCTI B AOCIIIXKEHHSIX
MOHOTeparil (afi'toBaHTHOI Teparii paky 000q0B0i KUIIKH, TiKyBaHHS METaCTaTHUYHOIO
KOJIOPEKTaIbHOTO PaKy, JiKyBaHHS paKy MOJIOYHOI 3a/i03u) peecTpyBaBcs y 53-60 % mallieHTiB Ta y
63 % XBOpHX i3 MeTaCTaTUYHUM PAKOM MOJIOYHOI 3aJI03U Y I'PyIi JTiKyBaHHSA
KarnelnuTabiHom/moueTrakcesoM. [1pu 3acTocyBaHHi KaneruTabiny B mo3i 1000 mr/M* OBidi Ha no0y
IIPOTATOM 2 THXKHIB 3 ITOAJIBIIOI THKHEBOIO TEPEPBOI0 JOIOHHO-TIIOMIOBHUY CUHAPOM YCix
CTYTIEHiB TSIKKOCTi criocTepirascs y 22-30 % XBOpPHX, 5IKi OTpUMYBau KoMOiHOBaHe JIiKyBaHHS 3
KamnenuTadbinoM.

MeTaaHari3 faHUX, OTPUMaHUX Bif Oinbir Hixk 4700 mamieHTiB y xomi 14 KIiHIYHUX OOCITiOXKEHb,
IIPOIEMOHCTPYBAB, 10 JOJIOHHO-MIIOIOBHUY CUHAPOM YCiX CTYIIEHIB TAKKOCTI TP 3aCTOCYBaHHI
KarenuTa0iHy y pexkuMi MoHOTeparlii abo KoMOiHOBaHOTO JTiKyBaHHS 3 Pi3HUMHU CXxeMaMu
XiMioTeparil Ipu pi3HUX MOKa3aHHIX AJIS 3aCTOCYBaHHS (pak 000j0BOI KUIIKX, KOJIOPEKTANIbHUN pak,
pak IUIyHKa, pak MOJIOYHOI 3a1031) BUHUKaB ¥ 43 % (2066) xBopUX y cepemHbOMY depe3 239 gHiB
mic/Isl mo4YaTKy JiKyBaHHS KaneuuTtabinoM (95 % [I1 201-288). 3 migBuileHUM pU3UKOM PO3BUTKY
IOJIOHHO-TTJONIOBHOTO CHHAPOMY IIPU BCiX [OCHiIXKeHUX KOMOIHAIlSX CTaTUCTUYHO OOCTOBIpHO OyIu
IIOB’s13aHi Taki KoBapiaHTH: 30ilbIIeHHS I0YATKOBOI 103K KanenuTabiny (y rpamMax), 3MeHIIeHHS
KyMYJISITHBHOI 103U KanenuTabiny (0,1*Kkr), 36inbIeHHS BifTHOCHOI iHTEHCUBHOCTI 103U Y Iepiii 6
THUXKHIB JTiKyBaHHS, 30i/IbIIIeHHS TPHUBAJIOCTI MiKyBaHHS (TUXKHi), 30i/IbIlIeHHS BiKy MallieHTa (IpUpicT
Ha 10 pokiB), xkiHOoYa cTaTh, HOOPUY MOUATKOBUY 3arajabHuUM cTaTyc nauieHTta (0 mpotu = 1).

Hiapes

BunukHeHHS Oiapel mig 9ac NiKyBaHHS IIperapaToM Kcenoua® crioctepiranu y Mauxe 50 % XBOpHX.
3a pe3ynbTaTaMy MeTaaHasli3y JaHUX, OTpUMaHuX Bif Oinbi Hik 4700 matiedTiB y xoni 14 KniHiuHNX
MOCITiK€eHb, 3 MiIBULIEHUM PU3UKOM PO3BUTKY fiapei mpu BCix JoCmimKeHUX KoMOiHaIli X
CTATUCTUYHO [IOCTOBIpHO Oy/M IOB’s13aHi Taki KoBapiaHTH: 30iMbIIEHHS TOYATKOBOI 7031
KamernuTa0biny (y rpaMax), 30iblIeHHST TPUBAJIOCTI JTiKyBaHHS (TUXKHi), 30ibIIeHHS BiKYy IallieHTa
(mpupict Ha 10 pokiB), KiHOYa CcTaTh. 3i 3HMKEHHSAM PU3UKY PO3BUTKY [fliapel CTATUCTUYHO
IOCTOBipHO OyJu MOB’sI3aHi TaKi KOBapiaHTU: 3pOCTaHHS KyMYIATUBHOI f03u KaneuuTabiny (0,1*kr)
Ta BiTHOCHOI iIHTEHCHUBHOCTI O3H y NePIi 6 TUXKHIB TiKyBaHHS.

KapdiomokcuuHicmb



OxpiM BKasaHUX KapAiaabHUX M0OIYHUX peakiiiii, Oyau 3apeecTpoBaHi Taki mo0iyHi peakiiii 3
yactoToio MeHIe 0,1 % mpu MoHOTepamil KanenuTa6iHOM Ha OCHOBI 06’€JHAHOTO aHAJi3y AaHUX 3
0e3neky, OTpUMaHuX Bil 949 maIlieHTiB - yYacHUKIB 7 KITiHIYHUX HocmigxkeHs (2 - ¢pas3u 1111 5 - dasu
II mpu MeTacTaTUYHOMY KOJIOPEKTANIBHOMY PaKy Ta MeTaCTaTUYHOMY paKy MOJIOYHOL 3aJI03H):
KappioMmionarisi, ceplieBa HeOCTAaTHICTh, IIJIYHOYKOBI €KCTPACUCTOJIN, paIllTOBa CMEPTh.

EHueganonamisa

Okpim 3a3HayeHUX MOOIYHUX peakiliii, MOHOTEepallis IpenapaTomM Kcenona® Ha OCHOBi 00’€THAHOTO
aHami3y maHux 3 0e3MeKu, OTPUMAaHUX Y X0fi 7 KIiHIYHUX OOCTigKeHb, acoIlifoBaach i3
BUHUKHEHHSIM eHIedasonaTii 3 yactoto MeHte 0,1 %.

Konmakm 3 nodpibHeHUMU Yu po3aamMaHumu mabiemkamu kaneyumabiHy

Y pa3si KOHTaKTy 3 oAPiOHEeHUMHU YK po3/TaMaHuMU TabneTKaMu KaneuruTabiHy IOBiJOMIISAIOCS TIPO
Taki moOiuyHi peakilii: mogpa3HeHHs ouel, HaOpsK 04el, BUCUII Ha WIKipi, ToJIoBHUM Oinb, MapecTesis,
miapesi, HygoTa, IOOPAa3HEeHHs IIJTyHKa Ta OTI0BaHHS.

ITobiuHi peakuii 8 ocobaugux epynax nayieHmis

Xeopi 1imHb020 8iKYy. Y nalieHTiB BiKoM = 60 POKiB, sIKi 0OTpUMyBa/ii MOHOTEPAIi IIpenapaToM

Kcenona® Ta KOMOiHOBaHe JIiKyBaHHS IIperapaToM Kcenona® Ta JOLleTaKCeJloM, CIIOCTepiraBCcsa
TiBUIIEHUY PU3UK YACTOTU BUHUKHEHHS MOGIYHUX peakiii 3 Ta 4 CTymeHs Ta CepUO3HUX MOOIYHUX
peaxiiili, moB’A3aHuX i3 NiKyBaHHSM, TIOPiBHSHO 3 MallieHTaMu BikoM < 60 pokiB. V GinbIioi KiTbKOCTi

malieHTiB BikoM = 60 poKiB, SKi oTpuMyBaau KOMOiHOBaHe JIiKyBaHHS IIperapaToM Kcenona® Ta

IOIIETAKCEJIOM, CIIOCTepiranocs OiNbll paHHE MPUMUHEHHS JIiKyBaHHS BHACIINOK MOOIYHUX peakKIlii
MIOPIiBHSHO 3 IMallieHTaMu BikoM < 60 pOKiB.

Metaanari3 gauux Bif 6inbin Hix 4700 malfieHTiB - y4acHUKIB 14 KIiHIYHUX OOCTiAXKEHb
IIPOJIEMOHCTPYBAB, 110 Y MOCIIIIXKEeHHIX ycix KoMOiHaIii 3 BikoM (36inmbineHHs Biky Ha 10 pokiB)
CIIOCTEpiraau CTaTUCTUYHO JOCTOBipHE 30ibIIEHHS PU3UKY PO3BUTKY HOJIOHHO-IIIIOLIOBHOTO
CHHAPOMY Ta Jiapel, a TaKOXK 3HUXKEHHS PU3UKY PO3BUTKY HEUTPOIIEHIl.

Cmamb

MeTaanari3 gauux Bif 6inbin Hik 4700 maifieHTiB - yyacHUKiB 14 KITiHIYHUX HOCTiAXKEHb IIPU
00’emHaHHI JaHUX YCiX OOCIigXKeHb TPOOEeMOHCTPYBAB, III0 XiHOYa CTaTh CTaTUCTAYHO JOCTOBIPHO
TIOB’si3aHa 3 MiIBUINEHNM PU3UKOM PO3BUTKY JOJTOHHO-ITIIOIIIOBHOI0 CHHIPOMY Ta Aiapei, a
TaAKOX 3HUKEHHSM PU3UKY PO3BUTKY HEUTPOIIEHiI.

Xeopi 3 nopyweHHAM (pYHKUIT HUPOK

Y xBopux 3 mopyIiieHHsIM QYHKII HUPOK OO0 MOYaTKY JIiKyBaHHS, SIKi OTPUMYBaJIi MOHOTEpPAIIi0

npenapaToM Kcenona® (3 mpuUBOOY KOJIOPEKTaIbHOTO PaKy), CIOCTePiraaocs MiABUIIEHHS YaCTOTH
no0iuHuX peakuiit 3 i 4 CTymeHs, OB’ sI3aHUX i3 TiKyBaHHSM, ITOPIBHSIHO 3 XBOPUMHU 3 HOPMAJIbHOIO
byHKI1i€0 HUPOK (36 % - y XxBopux 6e3 nopymeHHs GyHKIll HUPOK (N=268), 41 % - y XBOpHX 3
HHAPKOBOIO HEIOCTATHICTIO 1erKoro ctymeHs (N=257) ta 54 % - y XxBopux 3 IOMipHOI0 HUPKOBOIO
HepocTaTHicTIO (N=59)). ¥V xBopux 3 MOMipHOI0 HUPKOBOIO HEOOCTATHICTIO YaCTillle BUHUKANa
HeoOXiiHICTh y 3HUKeHHi 103U (44 %) nopiBHgHO 3 33 % Ta 32 % xBopux 6€3 HUPKOBOI
He[IOCTaTHOCTI Ta HUPKOBOK HEeIOCTATHICTIO JIETKOT0 CTYIIeHd BifIIOBIAHO Ta dacTille



CIiocTepiranacs nmepeg4yacHa BigmiHa nikyBaHHA (v 21 % XBOpUX Mif 4yac mepimx 4BOX KypcCiB)
NOPiBHSHO 3 5 % Ta 8 % y XBOpUX 3 BiACYTHICTIO MOPYLIEHHS (DYHKI1 HUPOK Ta HUPKOBOIO
He[IOCTaTHICTIO JIETKOTO CTYIIeHs.

TepMmiH npudamHocmi.

3 pPoKH.

YMoBu 306epiranHs.

36epiratu npu TeMiepatypi He Builie 30 °C B opuriHaibHil yIIaKOBIl 3 METOIO 3aXUCTY Bifl BOJIOTH.
30epiratu y HEJOCTYIIHOMY IJISI OiTeM MicCIi.

YnakoBka.

10 Tabnerok mo 150 mr a6o mo 500 mr y GicTepi. 6 6micTepir 3 TabneTkamu mo 150 Mr (60 Tab61eTOK)
abo 12 6micrepiB 3 Tabnerkamu 1mo 500 mr (120 Tab671eTOK) y KAPTOHHIN KOPOOLIi.

KaTeropis Bigmycky.

3a pelemnToM.

BupoOHUK.

®.XodbdpmanH-JIst Pomr JITx

Micne3HaxomkeHHs BUpOOHUKA Ta MOT0 afipeca Micllg IPOBaXKEHHS MisiTbHOCTI.
Bypwmicser, 4303 Kaiicepayrcrt, llIBeiinapis

I'pensaxepirpacce 124, 4058 Bbaserns, IlIBeiinapis



