IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

KAIIEBICTA

(CAPEVISTA)

CKkn1ao:
0itoua peuosuHa: KarmenuTaoiH;

1 TabGneTka, BKpUTa IUTIBKOBOIO 0007I0HKOI0, MicTUTh KamenuTabiny 150 Mr a6o 500 Mr; donomidicHi
peuosuHU: HATPil0 KpOCKapMeso3a, Ientono3a Mikpokpuctaniyda PH 101, mentono3a
Mikpokpucraniuia PH 200, rimpomesno3a 5cP, kpeMHi# komoigauit 6e3poguuii (E 551), Marsiio
cteapart (E 470b);

ckaa0 o6ooHKu: TimpoMeno3a 5cP, turany miokcup (E 171), Tanek (E 553b), makporon 400,
3ami3a okcup yepBonui (E 172), 3amiza okcup xkoptuit (E 172).

JIikapcbka ¢popma. TabmeTKy, BKPUTI MTiIBKOBOIO 000JI0HKOIO.

OcHosHi (pizuko-ximiuHi 81acmugocmi: TabIETKY, BKPUTI IITIBKOBOIO 000JI0HKOI0, OBaIbHOI
dbopMH, CBITIO-IIEPCUKOBOTO KOILOPY, 3 TpaBitoBaHHAIM «150» 3 ogHOTO OOKY.
[Tpubmu3Hi po3mipu 11,4 MM x 5,9 MM;

TaOJIeTKM, BKPUTI IIJIIBKOBOIO 000JIOHKOI0, MOBracToi (hopMHu, TepCUKOBOT0 KOIbOPY, 3 TPaBilOBAaHHIM
«500» 3 omHOro O00KYy. [TpuOnu3Hi po3mipu 17,1 MM x 8,1 MM.

dapMakoTepaneBTHYHA I'pyna. AHTUHEOIIaCTHYHI 3aco0u. AHTHMeTabomiTH. CTPYKTYpHI
ananoru nipumiguny. Kog ATX LO1B C06.

Papmako.102iuHi 8 1acmueocmi.
®apmakoOuHamika.

KamneruTabil - HEIIMTOTOKCHYHA TOXigHa (TOpHmipuMiguHy Kap6aMaTy, epopaibHuM orepeqHuK
IIUTOTOKCUYHOI CIIoNyKu 5-propypanuny (5-®Y). Kanerutabin akTUBYETLCS B IeKinbKa GepMeHTHUX
eraniB. ®iHanbHe epeTBOPeHHS fo 5-OY BinOyBaeThcs mif mieio TuMiguHGOCHOpUIa3u y TKaHKUHI
IyXJINHY, @ TAKOXK y 3J0POBUX TKAHMHAX OpPTraHi3My, IPOTe, IK IPaBUJI0, Ha HU3bKOMY piBHI. Ha
MOJIeJISIX PAaKOBUX KCEHOTPAHCIJIAHTATIB JTIOAUHY KanenuTabiH MpogeMOHCTPYBaB CUHEPTiyHUM
edekT y koMm0OiHalii 3 moleTakcesneM, 10 Moxe OyTH IIOB’I3aHO 3 MigBUIIEHHSIM aKTUBHOCTI
tuMiguHbOoCcOopunasu goeTakCeneM.



IToka3u cBig4yaTh, 110 MeTabomi3aM 5-OY aHaOoMYHUM HIIIX0M OJI0KY€E peakilito METUIIOBAHHS
NEe30KCHYPUAUIOBOI KACIIOTH 10 TUMIIUIIOBOI KMCJIOTH, TAKMM YMHOM TEPEIIKOAKAI0YNA 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.

dapMakKOKiHeTHKa KanenuTabiHy Oyna BU3Ha4deHa B fiama3oHi mo3 502-3514 mr/m’/mo6y. [TapameTpu
KanenuTabiny, 5'-0e30KCU->-pTopuuTuauny (5'-OPIIT) Ta 5'-ge30KCu-5-propypununy (5'-0OYP)
Ha JeHb 1-it i 14-#i 6ynu nomiouumu. Ha nenb 14-i moka3Huk AUC 5-OY 6yB Ha 30-35 % BUIIMM.
3HMXKEHHS 03U KaneuruTabiHy IPU3BOIUIIO N0 3HUKEHHS eKcro3utlii 5-OY Oinblile HiXK IPOMOPIiiHO
[o3i BHACTIIOK HeniHiliHOl papMaKOKiHETUKY aKTHBHOTO MeTaboJIiTy.

BcmoxkmyeaHHA.

[Ticns mepopanbHOTO NMpUtoMy KaneuuTabiH MIBUAKO Ta MOBHICTIO BCMOKTYETHCS, MIiCIIST Y4OTO
IIPOXOOUTH Moro 6ioTpancdopMatiis y Metabornitu 5'-ge3okcu-5-proprurunus (5'-OOLT) i 5'-TOYP.
[TpuiioM 1Xi 3MeHIITy€e MIBUAKICTH BCMOKTYBaHHS KanenuTaliHy, IpoTe He Ma€ 3HaYHOTO BIJIMBY Ha
BEJIMYMHY IIJIOLII IIii KpUBOIO «KOHIeHTpalisg-4ac» (AUC) 5'-IIOYP i HacTynHOro MeTabomity 5-OY.
IIpu npu3HaueHHi Ipenaparty y fo3i 1250 mr/M’ micns npuiiomy ixi Ha 14-if [eHb MaKCHMasbHi
KoHIeHTpalil C,,, KanenuTabiny, 5'-I®LIP, 5'-0NOYP, 5-0Y i ®BAJI craHoBuIHM BigmosigHo 4,67, 3,05,
12,1, 0,951 5,46 mxr/mn. Yac mocsTHeHHS MaKCHMaJbHOI KOoHIeHTpatii T,,, nopiraioe 1,50, 2,00,
2,00, 2,001 3,34 rogunu, a AUC - 7,75, 7,24, 24,6, 2,03 i 36,3 MKT X rom/MJ BifIIOBiZHO.

Po3nodin.

HocmimKeHHS MIa3Mu TIOAWHMU in Vitro TpogeMOHCTPYBay, 1o A Kanenurabiny, 5'-OOLT, 5'-
OOYP i 5-QY 3B’5130K 3 OinkaMu (TOJIOBHUM YMHOM 3 anbO0yMiHOM) CTaHOBUTH BiiIOBIAHO
54 %, 10 %, 62 % i 10 %.

Memab6oaism.

MeTaboi3yeThCst y MediHIi mif mieto kapOokcunectepasu g0 Metabomity 5'-0OIT, skuit moTiMm
TpaHchopMyeThes y 5'-NOVP mip miero NuTUAMHAe3aMiHa3|, 10 3HaXOAUTLCS B OCHOBHOMY Y MEYiHII
Ta MyXJIUHHUX TKaHWHaX. [lomamnbila KaTanmiTiuyHa aktuBalisa 5'-[J@YP BinOyBa€eThCs 3a paxyHOK
tuMiguapochopunaszu. PepMeHTH, 3aTydeHi y KaTaJIiTUUYHY aKTUBAIlil0, 3HaXOAAThCA K y
IyXJIMHHUX TKaHWHAaX, TakK i B HOpMaJIbHUX TKaHWHAX, ajie 3a3BU4Yall Ha HUXK4YoMYy piBHi. [Tomanbiia
dbepmenTHa GioTpachopmatiis Kameuutabiny mo 5-OY mpu3BomguUTh M0 BUINKUX KOHIIEHTPAIIH V
IyXJIMHHUX TKaHUHAaX. Y BUIIaAKy KOJIOPEKTAIbHUX IIYXJIMH 3HaYHa YacTuHa 5-®Y j10Kani3yeTscs y
CTPOMAaJIbHUX KIiTUHAX MyXJIuHU. [1icyg mepopanbHOro 3aCTOCYBaHHS KamenuTaliHy marieHTaMu 3
KOJIOPEKTaIbHUM PaKoM BifHOIIEHHS KOHIeHTpallil 5-OY y KolopeKTaabHUX MyXINHAX [0
KOHIIEHTPaIlil ¥ MpUJIerauxX TKaHuHax cTaHoBuna 3,2 (miama3oH Big 0,9 mo 8,0). BigHouieHHS
KOHIIeHTpalil 5-OY y myx/IuHi [0 KOHI[eHTpallil y Ija3Mi KpoBi cTaHoBuio 21,4 (giama3oH

Big 3,9 mo 59,9, N=8), y Toii 4ac siK BifHOIIIEHHS KOHILIEHTpAIlil ¥ 3MOPOBUX TKaHMHAaX [0
KOHIIEHTpallil y m1a3Mi KpoBi craHoBuO 8,9 (miana3oH Big 3,0 go 25,8, N=8). [Ipu BumipioBaHHi
aKTHBHICTh TUMinuHGOCopuna3u Oyna y 4 pa3u BUIlla y IEPBUHHIN KOIOPEKTAbHIN MyXIuHi
IIOPIBHSHO 3 IIPUJIETIMMU HOpMaJIbHUMU TKaHMHAMU. 3a JaHUMU IMyHOTiCTOXIMIiYHUX JOCTiAXKEHb
Oinbina yacTuHA TUMIAUHPOCHOPUIA3y JT0KaIi3yEThCS ¥ CTPOMATbHUX KITITUHAX IMYXJIMHU.



[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.

BuseOeHHs.

[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

He Oymo BUSIBIIEHO BIIMBY KamneluTa0iHy Ha ¢papMaKOKiHETHUKY folleTakceny Ta mnakmitakcemny (C,..
ta AUC) Ta BIIMBY [IOLleTaKCeNy Ta MaKiiTakceny Ha ¢hapMaKoKiHeTUKY KameuuTabiny ta 5'-0OYP.

dapmakoKiHemuka 8 0cob.auBux KAIHIYHUX 2pynax.

[Monynsauiiauil apMaKOKiHETUUHUM aHai3 0yB BUKOHAHUM MiC/s JIiKyBaHHSA KaneuuTabiHOM y J03i
1250 mMr/M° gBidi Ha mo6y 505 HalLli€HTIB 3 KOJIOPEKTaNnbHUM pakoM. CTaTh, HASBHICTh YK
Bi[ICYTHICTb MeTacTa3iB y Ie4iHKy [0 [104YaTKy JIIKYBaHHS, IHIEKC 3arajlbHOr0 CTaHy
natieHTa 3a KapHOBChKHY, KOHIIEHTpALlig 3aranbHOro 6inipy0iHy, CHpOBAaTKOBOTO anbOyMiHy,
akTuBHIiCTb AJIT i ACT He Manu HOCTOBIPHOIO BIININBY Ha (hapMakoKiHeTHKY 5'-[IOYVP, 5-OV i
OFBAJL ITauieHmu 3 memacmamuyHUM YPAaX*CeHHAM NeyiHKu. 3TifHO 3 faHUMU
(bapMaKOKIiHETUYHUX JOCTIAKEHb y Malli€HTIB i3 TeTKUM i IOMIpHUM CTyIIeHEM OPYIIeHHS
GYHKIII meviHKY, 3yMOBJIEHUM MeTacTa3aMu, 6i0M0CTYIIHICTh KamneluTabiHy Ta eKCII03HUIIis
5-OY MOXyTh MigBUILIYBaTUCS MOPIBHSHO 3 TAKOIO Y MAIliEHTiB 6e3 mopyIIeHb QyHKIIil
neviHku. [JaHi 3 (papMaKOKIHETHKHY IOMO0 MAlli€HTIiB i3 TAXKKUM MOPYIIEHHAM (PYHKIIi1
neyviHky BigcyTHi. [Tayienmu 3 nopyweHHAM (pyHKUil HUPOK. IIpu pi3HOMY CTyIeHi (Bif
JIETKOTO IO TS2KKOT0) HUPKOBOI HEIOCTATHOCTI B OHKOXBOPUX (papMaKOKiHeTHKa
He3MiHeHOro mpemnaparty i 5-OY He 3amexuTs Bif KiipeHcy KpeaTtuHiny (KK). KK BnnuBae Ha
Benmmuuny AUC 5'-ITOYP (36inbmersss AUC Ha 35 % - npu 3uuxkeHHI KK Ha 50 %) i ®BATI
(30inpments AUC Ha 114 % mpu 3uuxkenHi KK Ha 50 %). ®BAJI - meTalo7IiT, 1110 HE Ma€
aHTUIPOIipepaTHBHOI aKTUBHOCTI. JIimHil 8ik. Ba3yiounch Ha JaHUX MOMYJISALiKHOTO
(hapMaKOKiHETUYHOTO aHami3y, 110 BKJI0YaB IAIiEHTIB ITXPOKOTO BIKOBOTO Aiana3oHy (27-86
POKiB), 3 skux 234 martientu (46 %) Oynu BikoM Bifl 65 POKiB, Bik He BIIMBA€E Ha
dbapmakokineTuky 5’-[IOYP i 5-0Y. AUC O®FAJI 36inbiryeThcs 3 BiKoM (30ibIIEHHS BiKy Ha
20 % cynpoBopmxyBanocs 30inbimerHaM AUC O®BAJT Ha 15 %), 1110, iMOBipHO, 3yMOBJIEHO
3MiHOI0 (QyHKIIi1 HUPOK.

Emniuni pakmopu. TTicnis mepopanbHOTo 3acTOCyBaHHA 825 Mr/M” KanenuTabiHy ABiui Ha go0y
npotsiroMm 14 gHiB y maifieHTiB smoHChKOI HatioHanbHOCTI (N=18) C,,, Kaneuutabiny 6ya HUXKYO0IO0
Ha 36 %, a AUC - Ha 24 % mopiBHSHO 3 TaKOI0 y IMallieHTiB €BporeoigHol pacu (N=22). A TakKoxX s
OBAJI, maIieHTH SMOHCHKOI HamioHanbHOCTI Manu C,,, KamermuTa0iHy HuxK4YY Ha 25 % i AUC HuxK4y
Ha 34 % TOpiBHSHO 3 MallieHTaMu €BPOTNEOifHOI pacu. KiriHiuyHa 3HaUyLIiCTh ITi€l pi3HUII HEBigoMa.
He cnocTepiraetbcst CyTTEBOI Pi3HULII B eKco3utlii inmmx Metabositis (5'-OOLT, 5’ -OOYP i 5-0Y).



Kniniuni xapakKTepuCTHKH.
Iloka3zaHHA.
Pak 06000801 KuwKu, Kos10peKkmasavHull pak:

- pak 000/10BOi KUIIIKH, B @i IOBaHTHil Tepail micis xipypriunoro nikyBaHHs paky III cramii
(ctamia C 3a [IpioKoM);

- MeTaCTaTUYHUYU KOJIOPEKTAlbHUN PakK.
Pax wayHKa:

- Iperapar Ojis Mepioi JiHii TikyBaHHS PO3MOBCIOAXKEHOI'0 pPaKy IITyHKa, Y KoMOiHatii 3
IpernapaTaMy Ha OCHOBI IIJIaTHHU.

Pax mosa04HOI 3a103U:

- MicIIeBHUH PO3MOBCIOMKEHNHM a00 MeTaCTaTUYHUM PaK MOJIOYHOI 3aJ103H, Y IOEIHAHHI 3
IoLleTaKCeJIoM IIicis HeeeKTUBHOI XiMioTepalril, 1110 BKJII0Ya€ IMpelapaTy aHTPaLUKIIiHOBOTO PAAY;

- MicIIeBHUH PO3MOBCIOMKEHNHM a00 MeTaCTaTUYHUM paK MOJIOYHOI 3aJ103H, IK MOHOTepaIllis
micis HeepeKTUBHOI XiMioTeparrii, 1110 BK/TI0Ya€ TaKCAHH i IIpernapaTy aHTPALUUKIiHOBOTO psdy, abo
IIPY HASIBHOCTI MMPOTHUIIOKA3aHHS [0 Tepallil aHTpaluKITiHaMu.

IIpomunoka3aHHs.

Ts2KKi, y TOMy 4HMCJIi HEOUiKyBaHi peakilil Ha JTiKyBaHHS (QTOPHIipHMIIMHOM B aHaMHE3I.
linepuyTnuBicTk Ko KanenuTabiHy abo mo Oyab-IKOT0 KOMIIOHEHTa Ipenapary, abo ¢pTopypaluniy.
Bimoma moBHa BifCyTHICTh aKTUBHOCTI gurifponipuMiguaperigporesasu (OI11) (auB. po3pin
«OCc06IUBOCTi 3aCTOCYBAHHS»).

[Tepiogm BariTHOCTI ab0 rogyBaHHS T'PYOOIO.

TsiKKa JTeNMKOIeHist, HEeUTPOIeHist, TPOMOOIUTOIEHis.

TskKi mopyieHHs GQYHKIII IeYiHKHU.

Tsi2KKka HUPKOBa HEe[IOCTATHICTh (KJlipeHC KpeaTHHIHY < 30 MJI/XB).

HemrogaBHe abo CymyTHE JTiKyBaHHS OpuBYAMHOM (OUB. po3minu «Oco0MMBOCTI 3aCTOCYBaHHS» Ta
«B3aemogis 3 iHIIUMY JTiKapCbKUMHK 3aco0aMiu Ta iHIN BUOK B3a€EMOIii» 3 IIPUBOIY B3aEMO[Iii 3
iHIITMIMM JTiIKapCbKUMM 3aC00aMHu).



[TpoTunokasaHHs [Jis 3aCTOCYBaHHS OYOb-SKOT0 JIiKapChKOTro 3aco0y, 1[0 3aCTOCOBYIOTH Y
KOMOiHaIrii.

Oco6auei 3axodu 3 6e3neku.

Ymuuiszayia HesukopucmaHo20 npenapamy ma npenapamy i3 npocmpoyeHuUM mepmiHOM
npudamuHocmi: HagxXOdXKeHHs JiKapchKoro 3aco0y y 30BHIIITHE cepemoBuUIle HeoOXiTHO 3BECTH 10
Mminimymy. JIikapchkuit 3acib He CyIif BUKUATH Y CTiYHi Bomu i moOyToBi Bimxomu. [ns yTumizarii
HeoOXiTHO BUKOPHCTOBYBATH TaK 3BaHy «CHCTeMY 300Dy BiIXOmiB» NpK HasBHOCTI TaKOi.

B3aemodia 3 iHnwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.

HocmigxeHHsT B3aeMofIii Oy/IM BUKOHAHI JIIIE Y HOPOCTIUX Talli€HTiB.

B3aemogis 3 iHIIMMY TiKaPCHKUMU 3aco0aMu.
BpusyduH.

OmucaHa KJIiHIYHO 3HAUYMMa B3aEMOIis MiK OpUBYOUHOM Ta GTOpHipuMigHaMu (HalpUKiaf,
KamernuTabiHoM, 5-pTopypauuiom, Terapypom) y pe3yabTaTi IpUrHideHHs AUTigpoIipuMiguH-
merigporeHasu OpuBymuHOM. LIst B3aemMofis, 110 CIPUYKHSIE HMiABUIIEHHS TOKCUYHOCTI
bTOpIipUMigUHY, TOTEHIIIHO MOXKe ITPU3BECTH [I0 JIeTAIbHOT0 HACHiAKy. TakuM YMHOM, OPUBYIUH
He MOXHa 3aCTOCOBYBATH OJHOYACHO 3 KamenuTaOiHoM (IuB. po3minu «[TpoTUmoka3aHHS» Ta
«Oco6nuBOCTi 3acTOCyBaHHS»). [ToBUHEH OyTH Mepio OUiKyBaHHS IIOHAMMEHIIE IPOTATOM 4 THXKHIB
MiX 3aKiHUeHHSM JIiKyBaHHSI OPUBYIMHOM Ta II0YaTKOM Tepalil KaneuutabinoM. JIiKyBaHHS
OpuUBYAMHOM MOKHA PO3M0OYaTy Yepes 24 TOOWHY Micia IPUIOMY OCTaHHBOI 103U KaneuuTabiny.

Cyb6cmpamu yumoxpomy P450 2C9.

HocnimkeHHS 000 B3aEMOii KameluTabiHy Ta iHIIKMX MperaparTis, 10 MeTab0Ti3yI0ThCS
izopepmenToMm 2C9 cucremu nuToxpomy P450, 3a BUHATKOM BapdapuHy, He mpoBonuiu. HeoOximHo 3
00epexkHiICTIO MPU3HaYaTH KanelnuTalin i3 1iuMu npenapaTamMu (Harnpukiag 3 GeHiToIHOM).

AHMuKodzyAiHMU KyMapuHo8020 psdy.

KamneruTabin mocumioe ehekT HEMPIMUX aHTUKOATYISHTIB (BapdapyH i GeHIPOKYMOH), 1110 MOXKe
IIPU3BECTH [I0 IOPYIIeHHS MOKAa3HUKIB 3rOPTaHHS i BUHUKHEHHS KPOBOTeY 4Yepes3 feKinbKa AHiB a0o
MICSIIIiB Bifl TOYATKY Teparil KanenuTabiHoOM, i B OKpeMUX BUIIaiKaxX - TPOTATroM 1 Micsts micns
3aKiH4YeHHs JTiKyBaHHS KaneuuTtabiHoM. V kiiHiuHOMY dhapMaKOKiHETUYHOMY [OCTigXeHHI B3aeMopii
IIiCJIsT OMHOPa30BOTO BBeleHHS S-Bapdapuny B 1o3i 20 Mr nikyBaHHs npenapaTom KAIIEBICTA
npu3Boauio fo 36inemenus AUC Bapdapuny Ha 57 % i MHO Ha 91 %. Ockinbku meTtaboniam R-
BapdapuHy He OPYyIIyBaBCs, BKa3aHe CBiIUUTH, 110 KanenuTtabin npurHiuye isodhepmenT 2C9 ta He
BII/TUBAE Ha i3odepMenTy 1A2 Ta 3A4. V mallieHTiB, SKi OqHOYACHO NPUKMMAIOTh KameluTabiH i
TiepopasbHi aHTUKOATYJISTHTY - MOXifHI KyMapuHy, He00XiTHO ITPOBOUTH [eTalbHUM MOHITOPUHT
TIOKA3HUKIB 3rOpTaHHs KPOBi (MixkHapogHu# KoedillieHT HopMatisanii yu npoTpoM0OiHOBuUY Yac) i
nigbupaTy 103y aHTUKOATYISHTA.



deHimoiH.

[Tpu ogHOouyacHOMYy 3acTocyBaHHi npemnapaTy KATIEBICTA Ta Ta geHiTOIHY IOBiIOMIANN PO OKPEMIi
BUIIa[IKY MigBUIIEHHS KOHILEHTPalil (eHiTOIHY y mIa3Mi KPOBi, III0 CYyIIPOBOMXKYBa/INCS BUHUKHEHHSIM
CUMITOMIB iHTOKCUKAI1 peHiTOiHOM. ¥V mallieHTiB, gKi mpuiiMaloTh KanenutadiH OmHOYaCHO 3
(beHiTOIHOM, PEKOMEHYETHCS PETYISIPHO KOHTPOJIIOBATH KOHIIEHTPAIlil0 (HDeHiTOIHY Y IIJTa3Mi KPOBi.

doaiHoBa Kucaoma/poaiesa kucaoma.

domiHOBa KHUCI0Ta CYTTEBO He BIUIMBAE Ha (hapMaKOKiHETUKY KaneluuTabiHy Ta ©oro MeTaboJIiTiB.
OpHak (omniHoBa KuCI0Ta BIIuBae Ha hapMakoguHaMiky npenapaTy KATIEBICTA, uo Moxe
IIPU3BECTH [0 30iNbIIeHHS TOKCUYHOCTI KaneluTabiny: MaKCuMallbHa IlepeHocrMa 103a
KanenuTabiHy y pexuMi MOHOTepalii Tpu mepepuBYacTiii cxeMi Jo3yBaHHA cTaHOBUTH 3000 Mr/M° Ha
no0y, a mpy KoMOiHOBAHOMY 3aCTOCYBaHHi 3 GoJiHOBOI0 KHCI0TO0 (30 Mr ImepopasbHO [iBidi Ha mo6y)
- e 2000 mr/m” Ha noOy. I[TinBuilleHa TOKCUYHICTh MOXKIHMBa Ipu nepexoni 3 5-FU/LV Ha cxeMy
nikyBaHHS KaneuuTabiHoM. Lle Tak0K MOXKe CIIOCTePIiraTHCs IMIPU 3aCTOCYBaHHI (POJIiEBOI KUCIIOTH 3
METOI0 YCYHeHHS OedinuTy ¢osieBol KMCIOTHA Yepe3 CX0XKiCTh MiXK (0oJ1iHOBOIO Ta (0J1i€BOI0
KHICJI0TaMu.

AHmauyuodu.

BuBuanu BIJIMB aHTALMIIB, 1110 MiCTSTh aJlIOMiHiI0 Ta MarHiio rigpokcum, Ha papMaKOKiHETUKY
KamenuTaOiHy. AHTAIMIX, 110 MiCTSITh a/IFOMiHiI0 Ta MarHito TigpOKCUM, He3HAYHO MigBUIIYIOTh
KOHIIeHTpallil Karmeuutabiny i ogHoro #ioro metabomity (5'-I®LIP) y mna3Mi KpoBi; Ha TP OCHOBHUX
MeTtabomitu (5'-IPYP, 5-OY i ®FA) kaneruTabiny BOHUA He BIIMBAIOTh. A/10NYPUHOL.

Croocrepiranacs B3a€EMOfiS MiXK aJIOIypPHHOJIOM Ta 5-GTOPYpaIuaIoM 3 MOKIIUBUM 3HUKEHHSIM
epeKTUBHOCTI 5-pTopypauuiy. Y 3B'43Ky 3 LIUM CJIifi YHUKaTHA OGHOYACHOT'0 3aCTOCYBaHHS
KarmenuTaOiHy Ta alomypuHOIy.

InmepgepoH anva.

MakcuManbHa IepeHocuMa [03a Jlikapchkoro 3aco6y KAITEBICTA cranosuts 2000 Mr/M° Ha [06y
TIpy KOMOIHOBAHOMY 3aCTOCYBaHHi 3 iHTepdepoHoM anbda-2a (3 MaH MO/M’ Ha g00y) HOpPIBHAHO 3
3000 mr/m* Ha f00y IpH 3aCTOCYBaHHI KanenuTabiHy y pexKuMi MOHOTepamii.

IIpomeHesa mepanis.

MakcuMasnbHa epeHocuMa fo3a KaneluTabiny y pexkuMi MOHOTepartil npy mepepuBYacTiit cxemi
mo3yBaHHS cTaHOBUTL 3000 Mr/M° Ha 1o0y, IpK KOMGiHOBAaHOMY 3aCTOCYBaHHi 3 IIPOMEHEBOIO
Teparielo paKy Ipamoi Kuimky - 2000 mr/mM” Ha o6y mpu 6e3nepepBHOMY KypcCi IpoMeHeBoi Teparii
abo 10JeHHOMY 6-THKHEBOMY KypcCi IpoMeHeBOl Teparlil y mepiof 3 moHeinKa 0 I’ ITHUIIO.

OKcaainaamuH.

[Tpu koMOiHOBaHOMY 3aCTOCyBaHHi KaneluTabiny Ta okcamimmatuny 3 abo 6e3 6eBanu3ymady He
Bifl3aHaUeHO KIiHIYHO 3HAYMMOI Pi3HUI B €KCIO3ullii KanenuTabiny yu oro MeTaboJIiTiB, BiTbHOI
IJIaTUHY i CyMapHOi IIJIaTUHH.

Beesauuszymab.

He Big3HaueHo KyiHiyHO 3HauyIoil fii 6eBanu3yMaldy Ha ¢hapMaKOKiHETUYHI TapaMeTpu
KamenuTa0iHy i ioro MeTaboMIiTiB MPUCYTHOCTI ITPX HAsIBHOCTI OKCaIiMIaTHHY.



B3aemogmis mikapchKuy 3acib - ixka.

OckinbKy HasIBHI gaHi mono 0e3neku Ta epeKTUBHOCTI 6a3yl0ThCS Ha 3aCTOCYBaHHI KamenuTabiHy 3
1Kelo, peKoMeHAyeThcs npuiMaTu mpenapat KATIEBICTA 3 ixeto. [TpuiioM nikKapchbKoro 3aco0y
KATIEBICTA 3 iketo TpU3BOAUTD [0 CIOBIIbHEHHS IBUAKOCTI BCMOKTYBaHHS KanenuTtabiny.

Oco6.1ueocmi 3acmocy8aHHs1.
TokcuyHa 0isl, w0 3aaexcums 8i0 003U.

ToxkcuuHa i, 110 3a7I€3KUTH Bifl 03U, BUPAXKAETHLCS Y Hgiapei, 60110 y XKUBOTI, HYAOTi, CTOMATHUTI,
[OJIOHHO-IIJOIIOBHOMY CHHAPOMI (IOTOHHO-IIIAOIOBHI IIKIPHI peakilil, JOIOHHO-IIiA0IIOBHA
epuTpopu3ecTesis). BinmbiicTs mo6iyHMX peak1iiit 060POTHI i He MOTPe6yI0Th IIOBHOI BiAMiHU
npernapary, Xo4a MoXKe BUHUKHYTH HeoOXimHICTh y KOpeKIIil 1031 ab0 THM4YacoBil BiIMiHi pemnapary.

[iapes. 3a XBOpUMHU 3 TSXKKOIO [iape€lo CIlif yBazKHO CIIOCTEpIraTu, MpOBOASYY IM perigpaTatiio i
BiTHOBJIEHHSI BTPATHU €JIEKTPOJIITIB IPH AerifpaTallil. MoxXyTh OyTu puU3Ha4YeHi CTaHOAPTHI
IpOTUAiapelHi npenapaTu (Hanpukiafg, gonepamin). Hiapes Il cTynens 3a Kpurepiamu
HauioransHoro oukonorignoro inctutyTty Kanagu (NCIC CTC, Bepcist 2) BU3HAYa€ETHCA 5K
30inmbIneHHs KinbKOCTi medekariit 1o 4-6 pasiB Ha moby abo medexarrii BHoui; giapes III cTymeHs - K
306inbIneHHS KiNnbKOCTI medekariit ;o 7-9 pasiB Ha 700y abo HeTpuMaHHS Kajy i Manbabcopoiis.
Hiapes 4 cTymeHsl BU3HAYa€ThCA K 30iblIeHHS KinbKocTi fedekariii =10/go0y abo MacuBHa Oiapes
3 moMimKaMu KpoBi, a00 HeOOXigHICTh TpU3HaUYeHHS TapeHTepalbHUX BIUBaHb. [Ipu HE0OXigHOCTI
[o3y mpenapaty CiIif 3MeHIUTH (IuB. po3min «Crocid 3aCTOCyBaHHS Ta JO3K»).

Ilecziopamauisn. HeoOxigHO momepenKyBaTy PO3BUTOK [IeTifpaTallil Ta 3[iliCHIOBAaTH KOPEKIIi0
merimpaTaltiil y pa3i ii BAHUKHeHH. [lerigpaTtaliis MoXe IMBUAKO PO3BUHYTHUCH Y MAIli€HTIB 3
aHOpPEKCi€lo, acTeHieo, HymoTow, OMoBaHHSIM a0 miapeero. [lerigpartallisi Moxke CIPUYUHUTH TOCTPY
HUPKOBY HEJOCTATHICTh, 0COOIMBO y MAlli€HTIB 3 yKe iCHYI0UHMM MOpyIIeHHSIM QyHKIII HUPOK abo
SKIIIO KanenuruTabiH 3aCTOCOBYBAaTH OMHOYACHO 3 JIIKAPCHKUMHU 3aco0aMu 3 BiloM0I0 He(POTOKCHUYHOIO
miero. 'ocTpa HUPKOBA HEOCTATHICTE ¥ pe3yibTaTi AeTiapaTallii Moxke OyTU MOTEHIINHO JIeTalbHOIO.
[Tpu mosiBi merimpatatii II crynens (abo Buille) Tepariio KanenuTabiHOM CJIiff HeraHo IPUIUHUTH Ta
IIPOBECTHY KOPEKIio ferigpaTanil. BinTHOBIEeHHS NTiKyBaHHS MOXKJ/IMBE NIPY afeKBaTHIA KOPEKIIil
merimpaTallil Ta KOPeKIii/KOHTPOJIi mpuYKH mpenumiTarii (quB. po3min «Cmoci0 3acTocyBaHHS Ta
no3u»). Kopekirito 031 y pa3i BUHUKHEHHS IPELUIiTyI0YnX MOOiYHUX SIBUII IIPOBOOUTH Y pasi
HeoOXigHOCTi. [[0/10HHO-NI0OWO0BHUU CUHOPOM.

IOTOHHO-IiOOMIOBHUYM CHHIPOM TaKOXK BifOMUH SK [TOJTOHHO-IIiOOIIOBHI IIKipPHI peakiril abo m1010HHO-
iZIOIIIOBHA €PUTPOAK3€ecTe3is, abo nepudepriHa epuTeMa, CipuunHeHa ximioTeparieio. [[0I0HHO-
MigOIIOBHUM CUHIAPOM I CTyIeHs He MOPYIIYE IOAeHHOI aKTHBHOCTI Malli€HTa i TPOsIBISIETLCS
OHIMIHHSM, TTapecTe3iIMU, AU3ECTe3isIMHU, TTOKOJIIOBaHHSM, 6e300icHuM HabpsskoM abo
ITOYEPBOHIHHSM [OJIOHB i/ab0 migo1oB i/abo guckoMdopToM. [10JI0HHO-TTiIOIIOBHUYN CUHAPOM I
CTYIEHS IPOSIBNISIETLCS O0JTiICHUM ITOYEePBOHIHHAM i HaOpsikaMu KUCTi PyK i/abo migo1os;
BUKJIMKaHUW IUMU MIPOSIBaMU OUCKOMMOPT MOPYIIYE IOOEeHHY aKTUBHICTb XBOPOTO.

HomorHo-nigomoBHuM cuHgpoM I cTyneHs: BU3HAYAETHCA SIK BOJIOTa AeCKBaMallisi, YTBOPEHHS
BUPAa30K, TI0sIBa yXUpiB i rocTpuit 6inb g0I0HD i/abo mimoIoB, i/abo TSXKUM IUCKOM@OPT, 110 He Oae
MOXKJIMBOCTI TallieHTaM IIpaloBaTy abo 3aliMaTHCs MTOBCIKAEHHOIO [isinbHiCTIO. [TepcucTyouuit abo



TSIKKUH NOJIOHHO-IIITOMIOBHUM CHHAPOM (CTymeHs 2 ab0 BUIlle) MOXKe 3PEIITOI0 IIPUBECTH 0 BTPATU
BiOMTKIB MasbIliB, 1[0 MOXKe BIJIMHYTHU Ha imeHTUdiKallio namienTa. Y pa3si mosBu g0I0HHO-
nigomoBHOro curmpomy II a6o III crynens mpuitoM KamenuTaOiHy CIIif MPUNMHUTH 00 3HUKHEHHS
CHUMIITOMIB ab0 ix 3MeHIIeHHs 10 [ CTyneHs; Ipyu HacTynHik mosiBi curapomy III cTymeHs no3y
KarmenuTa0iHy moTpiOHO 3MeHIUTH. [1allieHTaM, gKi OMHOYACHO OTPUMYIOTh KanenuTabil i
[IUCILJIaTHH, 3aCTOCYBaHHA BiTaMiHy By (MipUAOKCUH) HE PEKOMEHAYETHCS 3 METOI CUMIITOMAaTUYHOT O
a00 BTOPMHHOTO ITPOMITaKTUYHOTO TiKyBaHHS HOJIOHHO-TIIOIIOBHOTO CUHAPOMY, OCKiTbKU
omny0IiKoBaHi faHi CBigYaTh, 110 1le MOXKe IIPU3BECTH 10 3HUKEHHS e(eKTUBHOCTI MUCIIaTUHY. [esaki
OaHi CBi4aTh PO Te, IO AeKCIaHTeHON ePeKTUBHUY A MPOQiTaKTUKUA TOTOHHO-TiAOIIOBHOTO
CHHOPOMY y IallieHTiB, SKi OTPUMYyBau KaneuuTabiH.

KapdiomokcuuHicme.

CnekTp KapAioTOKCUYHOCTI IIpH JTiKyBaHHI KarnelnuTabiHOM aHaJIOTiYHUN TaKOMY IIPX 3aCTOCYBaHHI
inmmx GTopmipuMiguHiB i BKIO4a€ iHGapKT MioKapaa, CTeHOKAPilo, apuTMil, KapaioTeHHUH IIOK,
panToBUY JIeTalbHUY HACTIIAOK, 3YIIUHKY Ceplid, ceplieBy HegocTaTHICTh i 3Miau EKI' (BKiItouarouu
nyxKe pimkicHi Bumapku momoBxkeHHs iHTepBany QT). Lli mobiuni edekTu yacriiie xapakTepHi ois
nauieHTiB 3 imeMiyHo0 XBOpo6oio cepus. IIpy 3acTocyBaHHi KanenuuTabiny MOBiMOMIISIN IIPO
BUIIQ[IKK CEePILEeBUX apUTMill (BKITI0Yaoun GibpusIiiio MIyHOYKiB, MpyeTHY IITYHOYKOBY
Taxikappito, 6pafuKapioo), cTeHoKapail, iHpapKkTy Miokapfa, cepiieBol HegOCTaTHOCTI,
KapaioMionarii. [Tpu npu3HadeHHi Teparnil KamenuTabiHOM TallieHTaM i3 KIiHIYHO 3HAYYIIUM
3aXBOPIOBAHHSM CEPIlS, apUTMIIMHU i CTEHOKap/ie€lo HeOOXiMHO BUSBIATU 00ePEXKHICTD.

I'ino- abo zinepkaavuiemis.

[Tig yac nikyBaHHS KanenuTabiHOM IOBiJOMIISIIHU PO Tino- abo rimepkanbliieMio. 3ax80po8aHH A
ueHmpasavHoi abo nepugepuuHoi Heps8osoi cucmemu.

[Tpu npusHaudenHi nikapcekoro 3aco0y KATIEBICTA maijieHTam i3 3aXBOpioBaHHSIM IIeHTPanbHOL abo
nepudepruyHOi HePBOBOI CHCTEMHU, HAIPUKIIaMl, MeTaCTa3aMu y TOJIOBHUYN MO30K YU HEBPOIATIEI0,
HeoOXigHO BUSBISITA 00€PEXKHICTE.

Llykposuti diabem abo nopyweHHs pieHs eseKkmpoaimis.

[Tpu npusnauvenHi npenapaty KATIEBICTA nauienTam i3 1fykpoBuM fiabeTom abo MopyIIeHHSM pPiBHS
eJIeKTPOIITiB He0OXigHO BUSBNIATHA 00€PeKHICTh, OCKIIBKM 3aCTOCYBaHHS KaneuuTabiny Moxe
IIPU3BOUTH [0 TOTIpIIeHH 1X nepebiry.

AHMuUKoaz2yaaHmu - noxioHi KyMapuHy.

Y mocnipkeHHi B3aEMO[il 3 0IHOPA30BUM 3aCTOCYBaHHSM BapdapuHy CIIOCTEPIranocs CyTTeBe
30inbIIIEHHS CepeHbOl BeIMUMHMY TIJIOIII il KPUBOIO «KOoHIeHTpalis-yac» (AUC) S-Bapdapuny (1Ha
57 %), 10 CBigYUTD ITPO HASIBHICTb B3a€EMO[Iii, BipoTigHO, y pe3ybTaTi NIpUrHideHHs KaneuuTtabiHoM
izopepmenTom 2C9 cucremu nutoxpomy P450. V maiiieHTis, SKi 0mHOYACHO IPHUUMAIOTh KamenuTabin
i mepopanbHi aHTUKOATYJISIHTH - IOXigHI KyMapuHy, He00XiIHO IPOBOAUTH AEeTalbHUM MOHITOPUHT
TIOKA3HUKIB 3rOPTaHHs KPOBi (MixKHapogHe HOpMaJsli3oBaHe CIiBBiIHOIIEHHS a00 MPOTPOMOiHOBUM
yac) i nmigbupaTy 103y aHTUKOATYIISHTY.

BpusyduH.

BpuByOuH He MOXKHa OJHOYACHO 3aCTOCOBYBaTH 3 KaneruTtabiHoM. ITicnis Takoi mikapcbKoi B3aeMoii



TTOBiOOMIISINIM TIPO JIeTallbHi Bulagku. [loBuHEH OyTH Mepiof 0UiKyBaHHS IIOHANMEHIIE TOTIroM 4
TUXKHIB MiXK 3aKiHUeHHSAM JIiKyBaHHS OpUBYIUHOM Ta IMOYaTKOM Teparii KameuutabinoM. JIiKyBaHHS
OpUBYAMHOM MOXKHA PO3MOYATH Yepes3 24 TOOUHY IIiCyIs IPUIHOMY OCTAaHHBOI 103U KaneuuTabiny
(muB. po3minu «ITpoTunmoKa3aHHI» Ta «B3aeMopmis 3 iHIMMMY JTiKAapCHKUMH 3aco0aMu Ta iHII BUIH
B3aEMOMIN»).

Y pagsi BumapikoBoro npuiioMy OpUBYIUHY alliEHTaM, SKi OTPUMYIOTh JIiKyBaHHS KameuuTabiHoM,
CJIifl BXUTH e(peKTUBHUX 3aXO[IiB 3 METOI0 3MeHIIIeHHS TOKCHYHOCTI KaneluTabiny. PekoMeHIyeThCA
HeralHa rocmirtanisanis. Crif po3nodaTy yci HeoOXifgHi 3aX0K 3 METOI0 MOMepenkKeHHSI CUCTEMHUX
indexkiriyt Ta merimpararii.

ITopyweHHA QYyHKUII neviHKU.

Y 3B’513KY 3 BifICyTHICTIO maHUX 3 Oe3MeKu Ta e(PeKTUBHOCTI ¥ Malli€eHTiB 3 MOPYIIEHHSAM QYHKIIiI
IeYiHKY 3aCTOCYBaHHS KanelunuTabiHy HeoOXigHO peTeIbHO MOHITOPUTH Y MAlli€HTiB 3 IOPYIIeHHAM
GbYHKIIII Te4iHKY JIerKOT0 Ta CEPEeOHBOr0 CTYTEeHS TSIKKOCTi He3aJleXHO Biff HasgBHOCTI afo
BiZICYyTHOCTi MeTacTa3iB y neuiHKy. K10 B pe3yJIbTarTi JTiKyBaHHSA KanenuTabiHOM CIIOCTepiraeThCs
rinepOinipy6iHemis, 110 TepeBUIIYe BEPXHIO MeXKY HOPMU OinbIl HiX y 3 pa3u, abo mifgBUIIyEThCS
aKTHBHICTh e4yiHKOBUX aMiHoTpaHcdepas (AJIT, ACT) Ginbire HiXK y 2,5 pa3a IOPiBHSHO 3 BEPXHHOIO
MeKel0 HOPMH, 3aCTOCyBaHHS KanenuTabiHy ciif npu3ynuHuTy. JIiKyBaHHS KarnenuTtabiHOM SK
MOHOTEepaIi€l0 MOXkKHa BiTHOBUTHU NIPU 3HUXKEHH] piBHA 0inipy0biHy Ta aKTUBHOCTI T€YiHKOBUX
TpaHcaMiHa3 HUXK4Ye 3a BKa3aHi MexXi. [TopyweHHA pyHKYiI HUPOK.

YacroTta BuHUKHEHHS mo6iyHux peakuii 111 ta IV cTynens y naiieHTiB i3 mopymeHHIM GYyHKII
HUPOK ITOMIPHOTO CTYIIeHS TSAXKKOCTI (KJTipeHC KpeaTuHiHY - 30-50 MJ1/XB) migBUIleHa IOPIBHIHO 3
TaKOI0 Y 3arajbHiil Pyl MalieHTiB.

Legiyum duzidoponipumiouHoeziopozenasu (II1).

Inomi BHacnigok pedinuty aktuBHOCTI [II]1 cmocTepiranacs HeodikyBaHa TsIKKa TOKCAYHICTh
(HampuKIIaf, CTOMATHUT, fiapes, 3alaJeHHs CIU30BUX 000JI0HOK, HEUTPOIEHIsT Ta HEUPOTOKCHUYHICTB),
0oB’s13aHa 3 5-propypanunom (5-0Y).

Y nanieHTiB i3 HU3bKO0I0 aKTUBHIiCTIO [IT1]] a60 BimcyTHicTIO akTuBHOCTI [II1]], hepmenTa, sikui 6epe
y4acTb y po3llenieHHi GTopypauuiny, icHye MigBUINeHNY pU3UK BUHUKHEHHS TAXKKNX, He0e3meyHux
IJIs KUTTS ab0 neTanbHUX N00IYHUX peakilil, cnpuYnHeHux ¢propypaiuinoMm. Xoda gedimut OI1I
HEMOKJIMBO BCTQHOBUTH TOYHO, BilOMO, III0 Y TIAILli€HTIB i3 IEBHUMU TOMO3UTOTHUMHU ab0 IeAKUMU
KOMOiIHOBaHUMU T'€TEPO3UTOTHUMU MYTallisiMu B reHeTUUHOMY 10Kyci DPYD (Hampukiam, DPYD*2A,
c. 1679T>G, c. 2846A>T Ta c. 1236G>A/HapB3 Bapiatiii), SKi MOXYTb CIPUYUHUTH ITOBHY a00
IPAKTHYHO IIOBHY BiACYTHICTh pepMeHTHOI akTuBHOCTI [II1]] (3a BU3HAYEHHSIM JTabOpPaTOPHUX
aHaJi3iB), CIIOCTEPIraeThCs HAUBUINKKM PU3UK HeOe3MeyHOl I XKUTTS abo meTaabHOl TOKCUYHOCTI, i
TAKMM IalliEHTaM He CJIiff IpHU3HavaTy Tepalriio KanenuTtabiHoM (quB. po3min «IIpoTumnoka3aHHs»).
Il71s1 maIieHTiB 3 MOBHOIO BigCyTHiCTIO akTUBHOCTI [TI[] HeMa€e mo3u 3 OBeleH0I0 Oe3IEKO0I0.

Byrno npomeMOHCTPOBaHO, 110 NAliEHTH 3 BitoMuMu retepo3uroTiuMu DPYD BapiauisiMu (30KpeMma,
DPYD*2A, c. 1679T>G, c. 2846A>T Ta c. 1236G>A/HapB3 Bapiatiii) MatoTh MigBUILIEHUN PUIUK
TS2KKOI TOKCUYHOCTI ¥ pa3i NiKyBaHHS i3 3aCTOCYBaHHAM KaneluTtabiny. YacToTa reTepo3uroTHOT0
DPYD*2A renoruny B DPYD reHi y naliieHTiB €BponeoigHoi pacu CTaHOBUTSH, 01u3bko, 1 %, 1,1 % gns
c. 2846A>T, 2,6-6,3 % mns c. 1236G>A/HapB3 Bapiarriit Ta 0,07-0,1 % mns c. 1679T>G.
PekomennyeThCA IPOBEeHHS FeHOTUIIYBAHHS NAHUX aJIejliB 3 MEeTOI0 BUSIBJIEHH MALi€HTIB, Kl
MalOTh MigBUIIEHUY PU3UK BUHUKHEHHS TSKKOI TOKCUYHOCTI. [laHi momo yactoty ganux DPYD
Bapialliyl y pi3HUX MOMYISAIIisSX €BPOIIeoiqHol pacu oOMexkeHHi. He ciig BUKI0O9aTH, 110 iHIm pigki



Bapialii TaK0K MOXYTb OyTH IOB’sI3aHi 3 MigBUIIEHUM PU3UKOM BUHUKHEHHS TSIKKOI TOKCUYHOCTI.

[TamienTis i3 wacTkoBuM gedinutom HII] (30Kpema 3 reTepo3uroTHuMu MyTanisimu resa DPYD) i
SIKITIO JIiKap BBaXKae, 110 KOPUCTDb 3aCTOCYBaHHS KalleluTabiHy ITepeBakae pU3uKyU (BPaxoBylOUn
[OLIBHICTE IPU3HAUYEHHS albTePHATUBHUX PEXUMIB XiMioTepallil He Ha OCHOBI (pTopmipuMinuny),
cyip nmiKyBaTH 3 HaA3BUYaNHOI 00ePeKHICTIO Ta MPOBOOUTH YaCTUN MOHITOPHHT i3 KOPEKIIi€lo no3u
3aJIeXHO Biff TOKCUYHOCTI. Cifi pO3TISHYTH MOXKIIMBICTh 3HUKEHHS I10YaTKOBOL JO3U OIS TAKUX
TIAllieHTiB 3 METOI0 YHUKHEHHSI BUHUKHEHHS Cepi03HO0]l TOKCUYHOCTI. ICHy€ He[IOCTaTHhO NaHuX, 1100
PEKOMeHyBaTU IeBHY 403y IallieHTaM 3 4aCTKOBOI akTUBHICTIO [I1]] 3a pe3ynbTaTaMu IPOBEOEeHHS
cmenudignoro Tecty. IToigomisiy, mo DPYD*2A, c. 1679T>G Bapiatiii mpu3BogsaTh {0 GibIIOro
3HUKEHHS (EPMEHTHOI aKTUBHOCTI 3 BUIIUM PU3UKOM PO3BUTKY MMOGIYHUX PeakIlii MiXK iHITUMU
BU[IaMM Bapiailliii. BiiiuB 3MeHINeHHS 003U Ha e(DeKTUBHICTh Ha JaHWK MOMEHT HeBU3HAUYEHUN.
TakuM 4MHOM, y pa3i BiICYyTHOCTi cepi03HO0I TOKCUYHOCTI [I03a IIpemnapary Moxe OyTH MmigBUIlleHa 3a
YMOBH PETEJILHOT'0 KOHTPOJIIO CTaHy MallieHTa.

[TamienTy, sIKi Manu HeraTUBHUU pe3y/IbTaT TECTY Ha ajielli, SKi BKa3aHi BUIe, OOHAK BCe IIe MOXKYThb
MaTHU PU3UK BUHUKHEHHS TSXKKUX MOOIYHUX peakiii.

Y nauieHTiB 3 Hepo3mnisHanuM aedinurom [II]I, AKKX NTiKyBanu KaneurTabiHOM, a TAaKOXK y Talli€HTiB
3 HeTaTUBHUM pPe3yIbTaTOM TECTY Ha HasABHICTh crenudigyaux DPYD Bapialliii MOXyTb
CIIOCTEPIraTUCS NMPOSBYU 3aTPO3JIKBOIL AJIS JKUTTSA TOKCUYHOCTI, OAiOHI 0 TOCTPOro epeno3yBaHHs
(ouB. po3gin «IIepemo3yBaHH»). Y pa3i roctpol TOKCUYHOCTI [I-IV cTyneHs niKyBaHHS CIIifi HETaWHO
BinMiHuTH. CIif PO3TNISHYTH MUTAHHS IIPO OCTATOYHY BiOMiHy NiKyBaHHS, 6a3yl04YuCh Ha KITiHIYHIN
OLIiHIII BUHUKHEHHS, TPUBAJIOCTi Ta TSAXKKOCTI CIIOCTEPEXKYBaHOl TOKCUYHOCTI.

O¢pmanvmoa02i4Hi YCKAAOHEHHA.

CraH mali€eHTiB CIif peTelbHO KOHTPOJIIOBATH MO0 0PTaTbMOIOTIYHUX YCKIIafHEHD, TAKUX SIK
KepaTtut abo mopyiieHHs 3 60Ky PoroBoi 000JI0HKY, 0COOTMBO IIPU HASIBHOCTI MTOPYIIEHD 3 OOKY
oprasiB 30py B aHaMHe3i. [1pu KITiHiYHii He0OXigZHOCTI CIlif po3moYaTH JIiKyBaHHS IOPYIIeHb 30DY.

Ts0iCcKi WKIPHI peakuil.

3actocyBanns npemnapaty KAITIEBICTA MoXe COpUYMHUTY TSAXKKI MIKiPHI peakiiil, Taki K
cuagpoM CriBeHca-[I2)KOHCOHa Ta TOKCHUYHUM ellifjepMalibHui HeKpoJi3. Crig 0CTaTOYHO
IPUNIUHUTH 3aCTOCYBaHHSA KaleluTabiHy namieHTaM, ¥ SKuX PO3BAHYIUCS TSIXKKi MIKipHi
peaxiril IpoTsATroM 3aCTOCYBaHHS IIpernapary.

Tabnmetku npenapaty KAIIEBICTA we cnig nogpi6HioBaTy abo po3pizatu. [Ipyu KOHTaKTi nalieHTa abo
mornsifayva 3 noapidHenuMu abo po3pizanumu tabnetkamu npenapaty KAITEBICTA MoXyTh
BUHUKATH 00iuHi peakii (muB. po3min «IT1o6iuni peakitii»). [Tankpeamum.

Y niTepatypi € MOBiMOMIIEHHS TPO BUIMIAAKK TaHKPEATUTY IIC/Is 3aCTOCYBaHHS KameuuTabiny.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

KiHKY PenpoOyKTUBHOIO BiKY/KOHTpAIIENIisd V YOIO0BIKiB Ta XKiHOK.

2KiHKaM penpogyKTHUBHOIO BiKy CIIif] TOpaAUTH 3anobiraTé BariTHOCTI IPOTITOM JIiKyBaHHS
kanenurabinoM. [Ipu HacTaHHi BariTHOCTI IPOTATOM JIiKyBaHHS CJIifl pO3’ICHUTH TaI[i€HTI
MOTEHIIINHNY HETaTUBHUY BINIUB Ha ItiA. CIiifl 3acTOCOByBaTH e(PEeKTHBHI METOOX KOHTpAIEMIIil



IIPOTSATOM JIiKyBaHHS Ta MPOTSATOM 6 MiCSIiB IiCJIg IPHUOMY OCTAHHBLOI 103U KaneuuTaliny. 3 ornsamy
Ha pe3ylbTaTH AOCIiIXKEeHb Ha TeHOTOKCUYHICTD, MallieHTaM Y0JIOBiUOl CTaTi i3 MapTHepKaMu
PENpPOAyKTUBHOIO BiKY CJliff 3aCTOCOBYBaTH e(eKTHUBHI METOAM KOHTPALEIIil IPOTArOM JTiKyBaHHS Ta
IPOTSATOM 3 MiCSIIIiB MiC/IsT OCTaHHBOI 103U KaleluTa0iny.

BariTtHiCTB.

3acTocyBaHHS KanenuTabiHy BariTHUM He BUBYAJIM, OOHAK MOXKHA IIPUITYCTUTH, L0 3aCTOCYBAHHS
npenapaty KATIEBICTA moxe OyTH IIKifJTUBUM [AJId IJIOfAA IIPYU 3aCTOCYBaHHI BariTHUM. Y
IOCTiMKEHHSX PEeIPOOYKTHBHOI TOKCUYHOCTI y TBAPKH KarnenuTalid CIpUYUHSIB eMOpioneTanbHiCTh
Ta TEPaATOTEHHICTH, AKi € OUiKyBaHUMHU e(eKTaMy MOXiZHUX PTOPHipUMiguHY. Y mepiof BariTHOCTI He
crig 3acTocoByBaTH nikapchkui 3aci6 KATTEBICTA. Ilepion rogyBaHHS TPYOIO.

Hesigomo, yu IpoHMKAE KanenuTabid y rpyaHe MOJIOKO JTIOOUHU. [JOCTiIKeHHS 000 BIJIUBY
KarnelnuTabiHy Ha JlaKTallito abo MPUCYTHOCTI KamenuTabiHy y TpyIHOMY MOJIOLI JIIOAUHY He
IIPOBOOYIIH. Y IPYOHOMY MOJIOI JIAaKTYIOYMUX MUIIeH Oy BUSIBIIeHI 3HAYHI KiTbKOCTI KameuTa0iHy
Ta #oro MeTtabomiTiB. OCKinbKY MOTEHIIMHA IIKOAA AJIsT HEMOBIIAT, IKi OTPUMYIOTh TPyIHE
rofyBaHHS, HEBilOMa, CJIifl MPUIIMHUTH FOMyBaHHS IPYOAIO0 i Yac JIiKyBaHHS KamenuTaOiHOM Ta
IIPOTSTOM 2 TUXKHIB ITiCJIg TPUNAOMY OCTaHHbBOI 103U. DePTUIBLHICTS.

BipcyTHi mani npo BnnuB KanenuTabiny Ha ¢GepTUNbHICTh. Y 6@30Bi JOCTigXKEeHHS 3aCTOCYBaHHS
npenapaty KATIEBICTA Gynu BKJTIOYEHi TiIbKYU Ti XKiHKW PETIPOAYKTUBHOTO BiKY Ta YOJIOBIKH, SKi
IIOTO/IKYBaJIMCs 3aCTOCOBYBATH IPUMHATI METOAU KOHTPOJIIO HAPOAXKYBaHOCTI [i71g 3anobiraHus
BariTHOCTI IPOTATOM JOCTIiAKEHHS Ta BiOIIOBIAHUY TEPMiH IOTOMY. Y OOCTIOXKEHHSX HAa TBApUHAX
CIIOCTEpIraBCs BILUIUB Ha (DePTUIBHICTE.

30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

[TpemapaT Mae He3HaYHUM a00 MOMipHUY BIJIUB Ha 3AaTHICTh KepPyBaTU TPAHCIOPTHUMU 3acobaMu
Ta IpaloBaTH 3i CKnagHUMU MexaHidMamu. Jlikapcekuit 3aci6 KATIEBICTA mMoxXe CIPUYUHUTHU
3allaMoOpPoYeHHsI, clnabKicTh i HyoTY.

Cnocib 3acmocyeaHHsi ma do3u.

Jlikapcekuii 3aci6 KATTEBICTA moxe mpu3Ha4aTH Julle KBamihikoBaHUY JTiKap, SIKUM Ma€ JOCBiT
3aCTOCYyBaHHS aHTUHEOIJIACTUYHUX JIiKapChKUX 3aco0iB. 17151 BCiX MallieHTiB peKOMeHI0BaHUH
peTeNbHUN MOHITOPUHT IIPOTArOM IIePIIOTro LUUKJITY JIiKyBaHHS. JIiIKyBaHHS CIIif BIIMIHUTHU [IpU
IIPOrpecyBaHHi 3aXBOPIOBaHHS a00 PO3BUTKY HEMPUMHSATHOI TOKCUYHOCTI.

[Tpenmapat KAIIEBICTA y TabneTkax nIpuiiMaTé IepopajIbHO LiTMMHU, He Mi3Hillle HiX depe3
30 XBUJIMH TiC/is BXKMBaHHS 1Xi, 3anmuBaoun Boow0. Tabnetku npenapaty KAITEBICTA we crip
noppi6HIoBaTH abo po3pizarTu.

Ocobaugi 3anobigcHi 3axo0u npu ymuisauii ma iHwi ocoba1ugocmi n0B0ONHCEHHA i3 npenapamom
Crnig DoTpUMyBaTHCS IPOIenyp 6e3MeYHOr0 MOBOMKEHHS 3 MUTOTOKCUYHUMH JTiKaPChKUMHE
3acobaMu.

Monomepanis.



Pax 06000801 Kuwku, Kos0peKkmaavbHull pak ma pak Mo/a04YHoi 3a.n103u. PeKOMeHJ0OBaHa [TOYaTKOBA
no6osa mo3a npenapaty KATIEBICTA sk afi’t0BaHTHOI Tepaiii cTaHoBUTE 2500 Mr/M° IOBEpXHi Tia.
3aCTOCOBYBATH Y BUTTISII TPUTUKHEBUX IIUKJIiB: IPAUUMATHU IIOOHS MPOTATOM 2 TUXKHIB, IiCIg Y0ro
pobuTH TUXKHEBY nepepBy. CyMapHy 0o00BY 03y KanenuTabiny po3noginaT Ha 2 IPUHOMHU (110
1250 Mr/m” moBepxHi Tina 3paHKY i BBedepi). PeKoMeHI0OBaHa 3araabHa TPUBAIICTh af I0BAHTHOI
Teparil y nauieHTiB 3 pakoM 060moBoi1 kKuinku III cTazii cTaHOBUTE 6 Mics1IiB.

KombiHogaHa mepanis.

Pak moaouHoi 3as103u. Y KoMbiHallil 3 golleTakKCeI0M PEKOMEeHI0BaHa IMOYaTKOBA [103a IS
JNiKyBaHHS METACTATHYHOTO PaKy MOJIOYHOI 3aJ1034 CTAHOBUTH o 1250 Mr/M® 2 pa3u Ha fo6y
IIPOTSTOM 2 THKHIB 3 MOJaIbIIOK THXKHEBOIO ITEPEPBOIO (Y MOENHAHHI 3 JOI[eTaKCeIoM

75 mMr/M° 1 pas Ha 3 TUXKHI y BUTJISIMIi BHYTPILIHbOBEHHOI iHQY3ii). [IpemequKaiiito
IIepopaJbHIMH KOPTUKOCTEPOilaMU, TaKUMHU SIK JeKCaMeTa30H, IIPOBOAUTHU Iepen
BBeIEHHSM [I0IleTaKCely BiOIIOBIAHO [0 iHCTPYKIIil 71T 3aCTOCYBaHHS OOIIETaKCEeIy
nalfieHTaM, gKi OTpUMYyI0Th KOMOiHali0 KanmenuTaliH IITI0C [oIeTaKCell.

Pak 06000801 KuwKu, K00peKma/vHull pak, paxk wayHka. Y pexkuMi KoMOiHOBaHOTO JIiIKyBaHHS
II0OYATKOBY [103y KanenuTabiny HeoOxigHo 3meHmuTy 1o 800-1000 Mr/m” 2 pasu Ha Koy
IIPOTATOM 2 TUKHIB 3 IOMANBIION THXHEBOI IIepepBoo abo 1o 625 Mr/M” 2 pa3u Ha K00y
npu Ge3nepepBHOMY 3acToCyBaHHi. [Tpu KoMbiHanil 3 ipuHoTekadoM (200 Mr/M” y fieHs 1-i1)
pPeKOMeHJI0BaHa [I0YaTKOBa f03a cTaHoBUTL 800 Mr/M* 2 pas3u Ha Ho0y IPOTAToM 2 TUXKHIB 3
TIOJIaJIbIIIOI0 TUXKHEBOIO IIePePBOi0. BritoueHHs GeBalu3ymady y cxeMy KOMOiHOBAHOTO
JiKyBaHHS He BIIJIMBA€ Ha ITI0YaTKOBY 03y KalelnuTabiHy.

[TpotubmioBanbHi 3aco0u Ta IpeMenuKaliito s 3abe3neyeHHs afeKBaTHOI rifpaTallii mpu3HayaTu
nalieHTaM, gKi OTPUMYIOTh Tepariio KameuutabinoM y koMmOiHarlii 3 nucmnaatuHoM abo
OKCaJIIJIaTHHOM Ilepef BBeJeHHIM LUCIIaTUHY BiAMOBIMHO A0 iHCTPYKIil O 3aCTOCYBaHHS
IIUCIIJIATUHY Ta OKCaJiNIaTuHy. 3arajibHa peKoOMeHI0BaHa TPHBaJIiCTh afl TOBAHTHOI Teparil y
nalieHTiB 3 pakoM o6omoBoi kuiku III ctamii cTaHOBUTE 6 MicatiB. o3y npemnapaty KAIIEBICTA
PO3paxoByBaTH 3ajIeKHO Biff IIJIOLIi TOBEPXHi Tina. Y Tabnunsax 1, 2 HaBefeHO pO3paxyHKN
CTaHOAPTHOI Ta 3HUKEeHO] (OuB. «KopekIis 4o3u y Mpolleci TiKyBaHHSI») IOYaTKOBOI I03H MIpemapary
KATIEBICTA 1250 mr/m* gz 1000 mr/m’.

Po3paxyHKM CTaHOAPTHOI Ta 3HUKEHOI IT0YaTKOBOI 103H JTiKapchkoro 3aco0y KAITEBICTA
1250 mr/™’° 3a/1€3KHO Bifi IJIONIi TTOBEPXHi Tina

Tabmuns 1

Mosa 1250 mr/m’° (2 pa3u Ha Fo6y)

MosHa Ko3a Kmmncn; TabneTok 150 Mr 3HmKeHa no3a (75 %) 3HI/I(})KeHa Io3a

. ) i/abo 500 MT Ha KOXKeH ) (50 %)
[Tmoma nosepxHi|l1250 Mr/m . . .v 1950 mr/m 2
ita. [IpuUiioM (3paHKYy i BBeUEepi) 625 Mr/mM
’ [lo3a Ha 150 Mr 500 Mr [lo3a Ha 1 mpuiioMm, |[o3a Ha

1 mpuiiom, mr MT 1 npuiiom, 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 5 2150 1450

Po3paxyHKM CTaHOAPTHOI Ta 3HUZKEHOI IT0YaTKOBOI 103H JTiKapchkoro 3aco0y KAITEBICTA
1000 Mr/™M* 3a/1eKHO Bifl IO IIOBEPXHI Tina

Tabmuus 2
Mosa 1000 mr/m° (2 pa3u Ha go6y)
. |Mosxa nosa KiﬂbKiCTb Tabnetok 150 Mr [3HMKEHa [03a SHIKEeHa g03a
UHOMaZHOBerHI 1000 Mr/n? 1/a6(3 500 Mr Ha KOXeH (75 %) (50 %)
Tina, M npuiioM (3paHKy i BBeuepi) |750 mr/m* 500 mr/m’
TTo3a Ian 150 Mr 500 Mr Ilo3a Ha 1 mpuuomM, |[do3a }Ula
1 opuiioM, Mr MT 1 oputioMm, 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 niKy8aHHA
3azanvHi pekomeHoau,ii

fBuIIa TOKCUYHOCTI IPU 3aCTOCYBaHHi KanenuTabiHy MoXHa YCYHYTH CUMIITOMATAYHOIO Tepalli€o
i/abo 3minoro mo3u mpenapaty KATIEBICTA (mepepBaBiu JTiKyBaHHS a00 3MEHIIUBIIN HO3Y
npemnapary). dKIo 0o3y [0Beiocs: 3MEeHIINTH, Hafarli il He cripg 36inmpiryBatu. [1pu sBUIax
TOKCUYHOCTI, IKi, Ha AyMKY JliKaps, MaJOMMOBIpHO MOXKYTb OyTH CEPHO3HUMEU a00 MOXKYTh
3arpoXkKyBaTH KUTTIO, HAIPUKIIaM, anomnenis, 3MiHa CMaKOBUX BifYyTTiB, 3MiHU HIrTiB, 3aCTOCYBaHHSI
mpernapaTy MOXKHa IIPOAOBXKYBaTHU B Till caMil 031, He IepepruBal0yy JIiKyBaHHSA Ta He 3MEHIIYIYU
103y Ipenapary.

[MarienTis, siKi oTpuMyIOTH NikyBaHHs npenapatoM KATIEBICTA, HeoOXifHO monepenuTH, 110
JiKyBaHHS MOTPIOHO MPUITMHUTH ¥ Pa3i PO3BUTKY MOMIpPHUX a00 TSIKKUX TOKCUYHUX peakiriil. AKImo
yepe3 TOKCUYHI gBHUIIa Oys10 MPOIMYIEeHO KifbKa MpuitoMiB KanenuTtaliHy, TO IPOyIleHi 1031 He
IOTPiOHO 3aCTOCOBYBATU OATKOBO.

I'emamosoziuHa mokcu4yHicme.

ITamieHTam i3 mo4aTKOBUM piBHeM HeiiTpodinis <1,5 x 10°/1 i/abo TpomGorutie <100 x 10°/1 HE
MOXKHa IpU3HavYaTH Tepariio KanenutabinoM. Tepariio cig Ipu3ynuHUTH, SKIIO YV XOMi JiKyBaHHS
IIi Yac mo3arlaHOBUX JTaO0OpaTOPHUX MOCIiIKeHb BUSIBIIEHO 3HUXKEHHS PiBHS HeuTpodinis <1,0 X



10°/11 abo TpomGoruTiB <75 X 10%/71.

Huxxde HaBOASATHCS peKOMEHallil {010 3MiHY [I03H Y pa3i TOKCUYHUX SBUII BiATIOBIZHO [0 KPUTEPIiB
03HaK TOKCHYHOCTi. KpuTepii po3pobineni HarionansauM oHKOnorivHUM iHCTUTYTOM Kanamu (NCIC

CTC, Bepcig 1).

CxeMa 3HUKEHHS 103U JlikapchKoro 3aco0y KATTEBICTA (3-TuxHeBui# 1uKa abo 6e3nepepBHe

JIIKYBaHHS).

Tab6muia 3

CTymniHb TOKCUYHOCTI*

3MiHK DO3U IPOTATOM KypCy Tepail

KoperyBaHHS 003U A1
HaCTynHOTO LUKIY (%
IOYATKOBOIL O3MU)

Cmyninb I

103y He 3MiHIOBATU

[103y HEe 3MiHIOBAaTH

Cmynins 1]

- 3 IIEPIIIO0I0 ITOSIBOIO
03HAK TOKCHUYHOCTI

[[pUNIMHUTH TepPallilo, MOKM 03HAKM TOKCUYHOCTI
He 3MEeHIIaThCA O0 cTyneHs 0-1

- 3 IPYTOI0 IOSIBOIO
03HAK TOKCHUYHOCTI

- 3 TPETHOIO MOSIBOIO
03HAK TOKCUYHOCTI

100 %

75 %

50 %

- 3 YeTBEPTOIO MOSBOIO
03HaK TOKCUYHOCTI

BinmiHuTU nIpenapaT

HE 3aCTOCOBYBATH

Cmyninb 111

- 3 IIEPIIO0I0 ITOSIBOIO
03HAK TOKCUYHOCTI

[[pUNIMHUTH TEpPaIllilo, TOKM 03HAaKM TOKCUYHOCTI
He 3MeHIIaThCA A0 cTyneHns 0-1

- 3 IPYTOI0 MOSIBOIO
03HAK TOKCUYHOCTI

75 %

50 %

- 3 TPETHOI0 ITOSIBOIO
03HaK TOKCUYHOCTI

BinmiHuTU nIpenapaT

HE 3aCTOCOBYBATH

Cmyninb IV

- 3 IIEPIIO0I0 ITOSIBOIO
03HAK TOKCUYHOCTI

BimminuTu npemapat abo, SIKIO B iHTepecax
XBOPOTO JIiKyBaHHS HEOOXiTHO ITPONOBXKUTH,
[IPUIIMHUTH TEPalliio, JOKA 03HaKHA TOKCUYHOCTI
He 3MeHIaThCsa [0 crynesnd 0-1

00 %

- 3 IPYTOI0 MOSIBOIO
03HAK TOKCUYHOCTI

BigMiHUTH npenapar

HE 3aCTOCOBYBATH

*  gi0noeioOHO 00 3aza/nbHUX Kpumepiie mokcuyHocmi (8epcisi 1) epynu cneyiasicmis 3 KAIHIYHUX
docaidxceHb HauioHanavHoz20 iHcmumymy paky KaHaodu (NCIC CTG) abo 3azaavHux Kpumepiia
OUiHKU cmyneH msadxckocmi nobiuHux peakuili (CTCAE) npoepamu ouiHku mepanii paky
HauioHanvHo2o inHcmumymy paky CIIIA, sepcis 4.0. IHpopmau,ito w000 00A10HHO-NIOOWOBHO20
cuHOpomy i einepbinipybiHemii dus. y po30diai «Ocobausocmi 3acmocyB8aHHs».

3miHa 0o3u y pasi BUHUKHEHHS A8UW, MOKCUYHOCMI Npu 3acmocyeaHHi kaneyumabiHy npomseom 3-
MUXCHeB8020 LUKy Yy KoMOiHauii 3 iHWUMU aAiKapcbkumu 3acobamu.

3MiHy 003U IPY BUHUKHEHH] SIBUII TOKCUYHOCTI IIPX 3aCTOCYBaHHi KaneuuTabiny mpoTsrom 3-
TUXKHEBOT'0 IIUKJTy y KOMOiHaIlil 3 iHImMMu JTikapchKUMHU 3acobamMu HeoOXiIHO IPOBOOUTH BiIIOBigHO
no tabmuii 3 g KaneurTabiHy Ta BigIOBIIHO [0 iHCTPYKILM AJIST MEIUYHOT'0 3aCTOCYBAHHS iHIIIUX



JiKapChKuX 3aco0iB.

Ha mouatky Kypcy JiKyBaHHS Ipu HeoOXigHOCTI BifTepMiHnyBaHHS Teparii npenapatoM KAIIEBICTA
a0o iHMmMM JTiKapChKUM 3ac0o00M CJIiff BifTepMiHYBaTH TaK0X IMPU3HAYEHHS iHIIMX IIpernapariB a0
mepiofy MOXKJIMBOCTI IPU3HAUYEHHS BCiX KOMIIOHEHTIB CXEMHU.

[Ipy BUHMKHEHHI TOKCUYHUX SIBUII IIiT Yac JIiKyBaHHS, sKi, Ha IyYMKY Jlikaps, He [10B’s3aHi i3
3aCTOCyBaHHSM KanenuTabiny, Tepamito npenapatoM KATIEBICTA HeoOximHO MPOJOBXKYBaTH Ta
IIPOBECTH KOPEKIIit0 03U iHIIUX JIiIKapChKUX 3aC00iB-KOMITOHEHTIB CXeMHU BifITIOBIIHO [0 iHCTPYKIIiK
[JI MEOUYHOTI'0 3aCTOCYBaHHS.

Y pagi HeoOximHOCTI BigMiHM iHIIKUX JTiIKAapPChKUX 3aC00iB-KOMIIOHEHTIB CXeMU JTiKyBaHHS
KarmenuTa0iHOM MOKHA IIPOJOBXKUTHU NPU OOCSATHEHHI HEOOXiTHUX YMOB [IJIS TIOBTOPHOTO
npusHadeHHs npenapaty KAITEBICTA.

Yka3aHi peKOMeHfallil CTOCYI0ThCS BCiX II0Ka3aHb IJIS1 3aCTOCYBAHHS Ta BCiX I'PYII MallieHTiB. 3MiHa
003U Npu BUHUKHEHHI A8UW, MOKCUYHOCMI npu 6e3nepepeHoOMY pexcumi 3acCmoCy8aHH
KaneuumabiHy y komMbOiHauii 3 iIHWUMU AiKapcbKumu 3acobamu.

3MiHy 103U IIpK BUHUKHEHHI SBUIL TOKCUYHOCTI TP 6e31epepBHOMY PeXUMi 3aCTOCYBaHHS
KamenuTabiHy y KoMOiHallil 3 iHIIMMY JIiKapCbKUMU 3aco0aMu HeoOXigHO IPOBOSUTH BigIIOBIIHO [0
tabnuui 3 g5 Kaneuutabiny Ta BigNOBiAHO MO iHCTPYKLiN AJIT MEAUYHOTO 3aCTOCYBAHHS iHIIKX
JiKapCchbKuX 3aco0iB.

Kopexkuis 0o3u 8 ocobiusux sunadkax.
ITauieHmu 3 nopyweHHAMU PYHKUiII neviHKU.

Hanux 3 6e3neky Ta eeKTUBHOCTI [JIs MAIli€HTIB 3 MOPYIIEeHHIM (QYHKIIiI TeYiHKY HEJOCTaTHLO [T
HaflaHHS PeKOMeHalli# mono Kopekiii qo3u. Hemae indopmatii mpo nopyueHHs GyHKIII Te4iHKT
BHACJIIIOK P03y abo remaTury.

ITauieHmu 3 nopyweHHAMU (PYHKUil HUPOK.

Kaneruralin mpoTUoKa3aHuy MallieHTaM 3 MOPYIIeHHSIM (PYHKII1 HUPOK TSAXKKOTO0 CTyIeHs (KJIipeHC
kpeatuHiny Huxde 30 mi/xB 3a KokpodTom-T'onToM Ha mouaTKoBOMY piBHi). YacTOTa BUHUKHEHHS
noOiuHux peakuii 3 a6o 4 CTyNeHIB y NaLi€HTIB 3 TOMIPHUM MOPYIIEHHSAM QYHKIII HUPOK (KJTipeHC
KpeaTuHiHy 30-50 M/I/XB Ha TOYaTKOBOMY PiBHi) IIiABUILIYETLCS ITOPIBHSIHO 3 TaKUM Yy 3arajibHil
nomynatii. [I71s malfieHTiB 3 T04aTKOBOIO IIOMipHOI0 HUPKOBOIO HEJOCTATHICTIO PEKOMEHJ0BAHO
3MEHILIUTH NT0YaTKOBY 003y 0 75 % Bim ctaHmapTHOi (1250 mr/m?). [I1s manieHTiB 3 T0YaTKOBOIO
TIOMipPHOI HUPKOBOI HEIOCTATHICTIO 3HMXEHHS 1109aTKOBoI 1031 1000 Mr/M° He moTpibHe.
[TamieHTaM 3 HUPKOBOK HENOCTATHICTIO JIETKOTO CTYIIEHS TAXKKOCTI (KIipeHC KpeaTuHiHy

51-80 m1/xB) KOPEKIIisi I0OYaTKOBOI 03U He TOoTpibHa. PEKOMEHAYETHCSA PeTeIbHUI MOHITOPUHT Ta
HeraliHe ITepepuBaHHs JTiKyBaHHS IIPU BUHUKHEeHHI nobiynux sBuil 2, 3 abo 4 CTymeHiB, a TaKOX
nofiasiblile KOPUTyBaHHS OO3U BifAmoBimHO o Tabmutl 3. [1pu 3HUKEHH] piBHSA KpeaTuHiny MenIie 30
MJI/XB Tepallito KaneuuTabiHoM CITig IPUNUHUTH. PeKoMeHallii 111010 KOpeKIlil 103U Mpu MOMipHilk
HUPKOBiYl HEOCTaTHOCTi OMHAKOBI SIK IPX MOHOTepalil kamenuTtabiHOM, Tak i pu KoMOiHOBaHiA
Teparil. [TauieHmu AiMHb020 BIK).

KopuryBaHHS 11049aTKOBOI f03U NIPU MOHOTeparii KaneiutabinoM He moTpibHe. [IpoTe y malieHTiB
BikoM = 60 pokiB moOiuHi peakuii 3 Ta 4 cTyneHiB, OB’A3aHi 3 JIiIKyBaHHSIM, PO3BUBAJIUCS YaCTillle,
HiX Y MOJIOLLINX MAlli€HTIB.



[Tpu 3acTocyBaHHI KanenuTtaliHy B KoMOiHallil 3 iHIIUMY JIiIKapCbKUMHU 3aco0aMu y TIallieHTiB

JTHBOTO BiKY (= 65 pOKiB) Bim3Havasacs OiibIlla 4acToTa MOOIYHKUX peakilii 3 Ta 4 CTymneHiB

TOKCHUYHOCTI, SIKi IIPA3BEIM OO0 BiAMiHM JIIKyBaHHS, IIOPIBHAHO 3 Ial[ileHTaM{ MOJIOJIIOTO BIKY.
PekomeHny€eThCS peTebHUY MOHITOPUHT CTaHY ITallieHTiB BiKkOM = 60 pOKiB.

ITpu aikyeavHi npenapamom KAIIEBICTA y kombiHauii 3 douemakcesoM y TallieHTiB BikoM moHap 60
POKiB Big3Hauasnocs 30iNblIeHHS YaCTOTH O0IiYHUX peakiliit 3 Ta 4 CTYyIeHiB TOKCHUYHOCTI.
[TarmienTaM 11iei BikoBO1 KaTeropii mpu KoMOiHOBaHiM Teparril KameuTabiHOM Ta OOIeTaKCelIoM
PEKOMEHAYEThCA 3MEeHINTHU 1o4aTKoBy 003y npenapaty KAIIEBICTA no 75 % (950 Mr/M° oBiui Ha
no0y). [Ipu BiICYTHOCTI SIBUIIl TOKCUYHOCTI IIPH JTiKyBaHHI IAIli€HTIB BikoM = 60 POKiB 3HUXKEHOIO
IIOYATKOBOIO 03010 KanenuTabiny y KoMmOiHallii 3 moleTakceoM [03y Karnelutadiny MoKHa
TIOCTYIOBO 30iMpmuTH Ko 1250 Mr/mM’ gBidi Ha HOGY.

Himu.

Beameky Ta epeKTUBHICTh KanenuTabiny [ays miTedl He BUBYAJIH.

Ilepedo3yeanHus.

CuMIITOMU TOCTPOTO IIepPeno3yBaHHs: HyO0Ta, OII0BaHHS, Hiapes, MyKO3UT, TOOPa3HeHHS IITyHKOBO-
KHUIIKOBOTO TPAKTy Ta KPOBOTEUi, @ TAKOXK IIPUTHIYEHHS KiCTKOBOTO MO3KY. JIiIKyBaHHSI IIOBUHHO
BKJIIOYATH CTaHAAPTHI TepalleBTUYHI Ta HMiATPUMYI0Yi 3aX0X 3 METOI0 KOPEKIIil KIiHIYHUX IIPOSIBIB Ta
3anobiraHHs MOXKJIMBUX YCKIIaMHEHb.

ITo6iuni peakuii.

PesromMe mpodinio 6e3nexn.

3aranpHuM Mpodins Oe3neku 6a3yeThcs Ha 0CHOBI maHuX Oinbire 3000 malfieHTiB, SKi OTpUMyBau
nikyBaHHS KanenuTabiHOM y pexkuMi MOHOTeparlil abo y KoM0iHalii 3 pisHUMHU CXeMaMu
XiMioTeparii 719 pi3HUX MOKa3aHb A7 3acTOoCyBaHHS. [Ipodinb Oe3neku MOHOTEpaIii
KamenuTabiHOM ITpU MeTaCTaTUYHOMY PaKy MOJIOYHOI 3aJ103U, METACTaTUYHOMY
KOJIOPEKTaIbHOMY paKy Ta paKy 000q0BOI KHIIKY B afi' TOBAHTHIH Teparllil € TOPiBHAHHUM.
Hatuacrimumu Ta/ab0 KJIiHIYHO 3HAYYIIMMU TOOIYHUMY PeaklisIMu, 0B’ I3aHUMU 3
NMiKyBaHHSIM, Oy/IH peakii 3 60Ky ITYHKOBO-KUIIIKOBOTO TPAKTY (Miapes, HymoTa, O6/110BaHHS,
Oi/1b y 2KMBOTi, CTOMATUT), JOJOHHO-IIIOIIOBHUYM CHHAPOM ([IOTOHHO-IIiAOIIOBHA
epUTpoau3ecTesis), cnabKicTh, aCTeHiss, aHOPEKCisl, KapHAiOTOKCUYHICTh, TPOTPeCyBaHHS
TIOpYIIeHHS HUPKOBOI QYHKIIII y MallieHTiB 3 HUPKOBOIO HEIOCTATHICTIO, TpoM0O03/eMOOITisl.
[ToOiyHi peakiiii, gKi, Ha OyMKY AOCIiJHUKA, PO3TNISOaNu SIK MOXKIINBI, iMOBipHO ab0
BifilasieHo 1OB’g3aHi i3 3acTocyBaHHAM npenapaty KAIIEBICTA, Gynu oTpuMaHi y KJTiHIYHUX
IOCTiIXKEeHHSIX MOHOTepaIlil KanenurabiHoM Ta B KJITiHIYHUX HOCTiAXKEHHSIX 3aCTOCYBaHHS
KarenuTabiny y KoMm0OiHalil 3 pisHUMHU cXeMaMH XiMioTeparil [y pisHUX ITOKa3aHb A
3aCTOCYBaHHS.

Ing onucy yacToTu MOOGIYHUX peakllii BUKOPUCTOBYIOThCS HACTYIIHI KaTeropil: myxe dacti (=1/10),



vacTi (Big =1/100 mo <1/10), HeuacTi (Big =1/1000 mo <1/100), pigxki (Bix =1/10000 mo <1/1000),
nyxe pipki (<1/10000). Y KoxHil rpymi 3a yacToTo0 Mo6GiYHi peakilii mpeacTaBieHi y MOPSIAKY
3MEHILEHHS TIXKOCTI IIPOSBIB.

MoHomepanis kaneyumabiHoMm.

Huxue HaBemeHo 1moOivyHi peakiril, mOB’s13aHi 3 MOHOTepaMi€o KanenuTabiHoM, Ha OCHOBI
00’emHAHOTO aHaNi3y JaHuX 6e3MeKH, ONepKAHUX Y XOIi TPHOX OCHOBHUX AOCITiAXKeHb 3 y4acTio 1900
namienTiB (M66001, SO14695 ta SO14796). [TobiuHi peakiii BHeCeHi y BifmoBigHy rpymy 3a
YaCTOTOIO 3TigHO 3 3arajibHOI0 YaCTOTO B 06’'€MHAaHOMY aHai3i.

IHpeKuil ma iHeasii: 9acTi - repuec (BipycHa iH(eKIisa), Ha30(hapuHTiT, iHPeKIlil HUXKHIX AUXaTbHUX
IIJISXiB; HEYacCTi - celncuc, iHGeKIlil ceuoBUX MUISAXIB, LETIONIT (3amaneHHs TyXKol KJIIITKOBUHH),
TOH3WIIT, PapUHTIT, KaHAUI03 POTOBOI MOPOKHUHY, T'PUII, TaCTPOEHTEPUT, TPUOKOBa iHPEKITis,
indexiris, abciec 3y0iB.

[106posiKicHi, 310AKiCHI ma HeYymo4YHeHi HOB0YMBOPEeHH: HeYacCTi - JiiroMa.

3 boky cucmemu Kposi ma AiMpamuyHOi cucmemu: 4acTi - aHeMisi, HEUTPOIIEeHisT; HeYacTi -
(beOpunbHa HEUTPOIIEHis, TaHLUKUTOIEHis, FPaHy/IOIUTONEHis, TPOMOOLUTOIEHis, TIENKOIEeHis,
reMOJIiTUYHa aHeMis, 30i/blIeHHST MiZKHAPOIHOT'0 HOPMaJsli30BaHOT' O CIIiBBiIHOIIEHHS
(MHB)/momoBXeHHST TPOTPOMOIiHOBOTO Hacy.

3 boky iMyHHOI cucmemu: He4acCTi - peakllil MiBUIIEHOI YYTIUBOCTI, PiIKO - AaHTIOHEBPOTUYHUN
HaOPSIK.

3 60Ky 06MiHy peuosuH, memaboai3my: OyxKe 4acTi - aHOPEKCis; YacTi - merimpaTaillis, 3MeHIIeHHS
MacH Tina; HeyacTi - IyKpoBui fgiabeT, rinmokanieMis, po3nafu aneTUuTy, HeoOimaHHs,
TinepTPUTIilepUAeMis.

ITcuxiuHi po3sadu: 4acTi - 6€3COHHS, [elpecisi; HevacTi - CIIyTaHiCTh CBiIOMOCTi, TOCTPUM
TPHUBOXKHUW CTAH 3 PEAKIN€I0 MaHiKy, NepecuBHUN HACTPil, 3HUKEHHS JTibigo.

3 60Ky Hepeosoi cucmemu: 4acTi - TONIOBHUM 0iflb, 3aralbMOBaHICTh, 3allaMOPOYEHHS, TTapecTesii,
CIIOTBOPEHHS CMaKy; HevyacTi - ada3sis, MopylIeHHs IaM’ AaTi, aTaKCisd, CHHKOIIe, IIOPYIIEeHHS
piBHOBary, 4yTIuBi po3nany, nepudepriyHa HEMPOIaTis; AyXKe PigKo - TOKCUYHA
nmerKoeHIedanomnaris.

3 60Ky opaaHie 30py: YaCTi - CIIbO30TOYMBICTh, KOH IOHKTHBIT, IOOPa3HEHHS OpPTraHiB 30py; HEYACTi -
3HUKEHHS TOCTPOTH 30pY, HUIJIONIS; PigKO - CTEHO3 CIi3HOI MIPOTOKY, OPYIIeHHS (PYHKIIil POTiBKH,
KepaTUT, TOUKOBUM KepaTur.

3 6oky opaaHis cayxy ma nabipuHmy 8yxd: HeYacTi - 3alTaMOPOYeHHsI, 6inb y ByXax.

KapodianvHi nopyweHHs: HedacTi - HecTabinbHa CTEHOKAPis, CTeHOKapHid, imeMis/iHpapKT
MioKkappaa, Gibpumnsiis mepencepab, apuTMis, TaXikapis, CHHYCOBa TaXiKapmis, BiguyTTs
cepuebuTTs; pigkKo - GibpuisLis MTyHOUYKIB, MOm0OBXKeHHS iHTepBany QT, mipyeTHa MITyHOYKOBa
Taxikapmist, OpaguKapmis, Ba30CIasM.

3 6oky cyOduH: 9acTi - Tpombodedit; HeyacTi - TpoM0O03 rTUOOKUX BeH, apTepianbHa rinepTeHsis,
neTexii, apTepianbHa rinoTeH3isd, TPUINBY, IeprudepuyHe BiTIyTTS X0I0Ty.

3 6oky OuxavbHOi cucmemu, op2aHie 2pyOHOI Kaimku ma cepedocmiHHA: 9aCTi - 3a[uIlIKa, HOCOBI
KPOBOTEUi, Kallleslb, pUHOPesT; HevacTi - JereHeBa eM00JIist, THeBMOTOPAKC, KPOBOXapKaHHS,



dCTMa, 3aJUIIIKa IIPH (1)13H‘{HOMy HaBaHTaXXeHHI.

3 60Ky WAYHK0BO-KUWKOB020 MPAKMYy: NyKe 4acTi - fiapes, 60BaHHS, HYIOTa, CTOMATHUT, Oinb y
JKMBOTI; YacCTi - IITYHKOBO-KHUIIIKOBI KPOBOTEYi, 3armopu, 6ifb y BepXHiX Bifinax xKKUBOTA, JUCIIEIICIs,
MEeTEeOpPHU3M, CYXiCThb y POTi; HeYacCTi - KMIIKOBa HEMTPOXi[HICTh, aCIUT, EHTEPUT, TaCTPUT, Aucdaris,
0inb y HMKHIX Bifgfinax XKuUBOTa, e30(dariT, abpominanbHU gucKoMdpopT, racTpoe3odareanbHa
pediokcHa xBopoba, KOMiT, KpoB ¥ dheKamisix.

3 6oky 2enamobisiapHoi cucmemu: 4acrTi - rinepbinipybiHeMmisi, BinxuneHHs pPiBHS QYHKI[IOHAIBHUX
IIeYiHKOBUX TECTiB; HEYACTI - JKOBTSIHUIISA; PIOKO - MEeYiHKOBa HEAOCTaTHICTh Ta X0JIeCTaTUYHUMN
TemaTur.

3 60Ky wkipu i ni0wWKipHOT KAIMKOBUHU: OyKe YacTi - CHHIPOM [I0JIOHHO-IIiAOIIIOBHOI
epuTpoaun3ecTe3il (Ha OCHOBI TOCTMAPKETUHTOBOT'O NOCBIAY, IEPCUCTYIOUNN ab0 TSXKKUNA CUHOPOM
IOJIOHHO-ITIOIIIOBHOI €PUTPOIU3ECTE3ii MOXKE 3PEIITO0 MPU3BECTH N0 BTPATH BifOUTKIB IaIbIliB
(ouB. po3min «OcoGIMBOCTI 3aCTOCYBaHHS»); YacCTi - BUCUIIAHHS, aJIONellis, EpUTeMa, CYXiCTh IIKipH,
cBepOiX, rinepmirMeHTallig MKipy, MaKyJIspHe BUCUIIAHHS, 3MTyIIeHHS IIKipU, JepMaTUT, IOPYIIeHHS
mirMeHTallil, mopyueHHs 3 00Ky HIrTiB; He4acTi - YTBOPEHHS MTyXUPiB Ta BUPA30K Ha IIKipi,
BUCUIIAHHS, KPONIUB'STHKA, Peakiii poTouyTnIuBOCTi, epuTeMa [N0I0Hb, HaOpsSK 06IuYyYs, mypIypa,
000pOTHUY TPOMEHEBUYN CHHIPOM; PIgKO - IIKiPpHUYN YePBOHUY BOBYAK; OYyXKe PiKO - TAXKKi MKipHi
peakiii, Taki gk cuHapoM CTiBeHCa-[I2KOHCOHA i TOKCUYHUM elifepMalbHAN HEeKPOJTi3.

3 60Ky onopHO-pyx080i cucmemu ma cnoay4YHoI MKaHUHU: 9acTi - 6inb y KiHIiBKax, Oiflb y CIIuHI,
apTparis; HedacTi - HaOpsK cyrio6iB, 6inb y KicTKax, 6inb 00MMYYs, pUTIOHICTE OTIOPHO-PYXOBOI
cucteMu, cnabKicTh y M’s3aX.

3 60Ky HUPOK ma ce4o8udinbHOI cucmeMu: HedacTi - TigTpoHedpo3, HEeTPUMAHHS cedi, reMaTypis,
HIKTYypis, MiIBUILIEHHS PiBHS KpeaTHUHIHY KPOBI.

3 60Ky penpodykmueHoi cucmemu ma MOA0YHUX 3d/103: HEYACTi - BariHaNlbHi KpoBOTEYi. 3a2anbHi
po3.1adu: oyXKe 4acTi - cabKiCTh, acTeHis; 4acTi - rineprepMis, nepudepuyHi HaOPAKH,
He3dyKaHHs, 617k Y TPYOHIN KITiTIi; HeYacTi - HabpsK, rapsyka, TPUIONOAiOHI CHMIITOMHU, 03HOO,
TiBUIIIEHHS TEMIIEPATyPH Tifa.

Y maHOMy KOHTEKCTi «4acTi mobigHi peakuii» y migpo3aini «MoHoTeparia KamenuTabiHoM» BKa3aHi
TsKKi M0o6iyHi peakii Ta/abo mobiuHi peakilii, 10 3arpoxKyI0Th XKUTTIO (3-4 cTyneHs), abo MegUuYHO
3HauyImi mobiuHi peaxkiril.

KombiHosaHa mepanis

Huxxue HaBeneHi mo6GiuHi peakilii, 3apeecTpoBaHi IIpX 3aCTOCyBaHHi KaneuuTabiny y koMmOiHatii 3
pi3HMMHU cxeMaMU XiMioTeparlii py Pi3HUX MTOKa3aHHSX 10 3aCTOCYBaHHS Ha OCHOBI laHUX 3 6e3meKu
Big Oinbur Hixk 3000 maiieHTiB, 4OJATKOBO M0 BXKe 3apeeCTPOBaHUX IIPX MOHOTeparrii i/abo
CIIOCTEPIranucs 3 BUIIOI YaCTOTOI0 Y OyOb-IKOMY 3 OCHOBHUX KJTIHIYHMX HOCTimXKeHb. [leski mobiuni
peaxllil 4acTo CIOCTepPiraloThCs IPU XiMioTeparril (HallpuKiaf, nepudepriHa 4yTArBa HEBPOIaTis
IIPY 3aCTOCYBaHHI fgolieTakceny abo OKCalilIaTAHY, peakilil mifiBUILeHOI YyTIUBOCTI IIpH
3acTocyBaHHi OeBanu3ymaby). OfmHaK He MOXKHa BUKJIIOUUTH IIOCUJIEHHS BKa3aHUX IO0IYHUX peakIlii
npu 3acTtocyBaHHi npenapaTty KATIEBICTA.

IHexuii ma iHeasii: 4acTi - onepidyBanbHUN NHIlIak, iHpEKIlil CeHOBUBITHUX MUISAXiB, KaHAUO03
POTOBOI MOPOKHUHH, iH(EKITi1 BepXHiX AUXalbHUX IIIAXIB, PUHIT, TPUI, iHPEKIil*, repmec poToBoi
IIOPOXKHUHM.



3 60Ky cucmemu Kposi ma AimpamuyHoi cucmemu: nyxKe 4acTi - HEUTPOIEHis*, TIeHKomeHis*,
HEUTPOIeHiuHa rapsyka*, TpoMOOLUTONEHIsT*, aHeMisT*; YacTi - MpUTHiYeHHS KiCTKOBOT'O MO3KY,
(hebOpubHa HEHTPOIEHisT*.

3 6oky iMyHHOI cucmemu: 4acTi - peakilii migBUIIEHO] Yy TIUBOCTI.

3 60Ky 06MiHYy peuosuH, memaboai3my: OyxKe YacTi - 3HUKEHHS alleTUTY; YacCTi - TiloKaieMis,
TimoHaTpPieMis, rimoMarsiemis, rimoKanbllieMis, Tinepriikemis.

ITcuxiyHi po3s1adu: 4acTi - po3/1agyu CHY, HECIIOKiH.

3 boky Hepeoeoi cucmeMu: IyXkKe 4YacTi - mapecTesii Ta au3ecTesil, mepudepudHa HEXPOMIaTis,
nepudepruyHa YyTIUBA HEHPOIIATisI, CIOTBOPEHHST CMaKYy, TOJIOBHUM 0iflb; 4acCTi - HEHPOTOKCHUYHICTh,
TPEMOP, HEBparis, peakliil miABUINEeHOl YyTIUBOCTI, TimecTesid.

3 60Ky opaaHie 30py: OyXKe YacTi - CIIbO30TOUMUBICTh; YACTi - IIOPYIIEHHS 30PY, CYXiCTh o4yei, 6ifb B
o4ax, IOPYIIEHHS 30PY, PO3IINBYATICTH 30DY.

3 60Ky opaaHis cayxy ma aabipuHmy 8yxa: 9acTi - I3BiH y ByXaX, 3HUKEHHS CITyXY.
KapoianvHi nopyweHHA: 4acTi - Gpibpumndiisa nepencepns, imemisi/ingapkT Miokapaa.

3 6oky cyOuH: mye 4acTi - HaOPSKU HUKHIX KiHIIIBOK, apTepianbHa rinepreHsis, Tpom0603/emMb0mist*;
YacTi - IPUIIJIMBY, apTepianbHa TiloTeH3is, rinepTeH3uBHUY Kpu3, rinepemis, ¢he0iT.

3 60Ky duxaavbHOi cucmemu, opeaHie epyoHoi KaimKku ma cepedocmiHHA: ByXKe 4acTi - aHriHa,
OU3eCTe3is IJIOTKY; YacTi - TMKaBKa, papuHTOJIapuHTeanbHu 0inb, guchOHis.

3 60Ky WAYHKOBO-KUWKOB020 Mpakmy: MyzKe 4acTi - 3a1op, JUCIIETICis; YacCTi - KPOBOTEUi 3 BEPXHIX
Bifi[IiJTiB MTYHKOBO-KUIIKOBOT'O TPAKTYy, BUPA3KHU CJIM30BO1 000JI0HKY POTOBOI IOPOKHUHHU, TAaCTPHUT,
3MYTTS XXKUBOTA, racTpoe3odareanbHa pediiokcHa xBopoba, 6inb y poTi, pucdarisi, pekTanbHa
KpoBOTeYa, 0inb ¥ HUKHIX Bifminax xKUBOTa, AU3eCTe3il pOTOBOI TOPOKHUHY, IIapecTe3ii poToBO1
IIOPOXKHWHHY, TilleCTe3isl pOTOBOI MOPOXKHUHU, AUCKOM@POPT Y KUBOTI.

3 60Ky eenamobiniapHoi cucmeMu: 4acTi - BigxXumeHHS piBHS QYHKIIOHATbHUX ITEYiHKOBUX TECTIB.

3 60Ky wkipu i nidwkKipHOT KAIMKOBUHU: OyXKe 4acTi - ajionelisi, IopyIIeHHs 3 00Ky HirTiB; 4acTi -
rineprigpos, epuTeMaTo3Hi BUCUIIAHHS, KPOIUB SHKA, HiYHa IifiBUIIeHAa MiTIUBICTh. 3 60Ky ONOPHO-
pyXx080i cucmemu ma cnoay4Hoi MKaHUHU: Tye 4YacTi - apTpaJrii, Mianrii, 6inb y KiHLiBKaX; 9acTi -
Oinp y mernenax, M’ s130Bi clla3Mu, TpU3M, Cl1abKiCTh y M's3ax.

3 60Ky HUPOK ma cevyosudiibHOI cucmemu: 4acTi - TeMaTypis, MPOTeIHypis, 3HUKEHHS KITipeHCY
KpeaTHHIHY HUPKaMU, JU3YPis; PiAKO - TOCTpa HUPKOBa HEJOCTATHICTh BHACIIIIOK 3HEBOOHEHHS (OUB.
po3min «OcobMMBOCTI 3aCTOCYBAHHS»).

3azanvHi po3nadu: myxKe 4YacTi - MigBUIIEHHS TeMIepaTypH Tina, c1abKicTh, 3araJlbMOBaHIiCTh*,
YYTJIMBICTH [0 MiBUILIEHOI TeMIIEPaTypy; YacTi - 3amajeHHs CIM30BUX 000JI0HOK, 0iflb y KiHIIiBKaX,
6011b0Bi BimuyTTs, 03HO0, Oinb y rpynHid KiiTii, rpunonofibHi cuMnToMu, rapsuka*, indyaiiui
peaxtii, peaktii y miciii BBegenHs1, 0inb y micii iHQy3ii, 6inb y micti i’ ekiril. [TowkooxHceHHA
(mpasmu, paHu), ompy€eHHA: 4acTi - 3abiii.

*JacToTa BKJIIOYAE BCi CTyIeEHi TAXKKOCTi, 3a BUHATKOM MTOOIYHUX peakiliii, Bif3HaueHUX 3HAKOM «*»,
1110 BKJTIOYasu nuiie nobiyHi peakiii 3-4 cTymeHs.



OxpeMi mob6iyHi peakirii

Ilon0HHO-Ni0oWo0BHUU CUHOPOM

[Tpu 3acTocyBaHHi KaneruTabiny y mo3i 1250 MT/M* OBiui Ha no0y IPOTSATOM 2 TUXKHIB 3 ITOMIa/IbILIO0
TUKHEBOIO TI€PEPBOI0 NOIOHHO-MTIOMIOBHUM CUHAPOM YCiX CTyIIeHIB TAXKKOCTI B JOCTIIXKEHHIX
MOHOTepaIil (af'toBaHTHOI Teparii paky 000q0BOi KUIIKH, TiKyBaHHS METACTaTUYHOIO
KOJIOPEKTAIbHOT0 PaKy, JIiKyBaHHSI paKy MOJIOYHOI 3aJ1031) peecTpyBaBcsa ¥ 53-60 % malieHTiB Ta y
63 % XBOPUX i3 MeTaCTaTUYHUM PaKOM MOJIOUHOI 3aJI03H Y I'PYIIi JIiKyBaHHS
KamenuTabiHoM/monerakcenoM. [Ipu 3acTocyBaHHi KaneruTtabiny B 7o3i 1000 mr/M* OBidi Ha no0y
MIPOTSATOM 2 TUXKHIB 3 ITOAAJTBIIOI TUXKHEBOIO MEPEPBOI0 JOJIOHHO-MIAOMIOBHIY CUHAPOM YCiX
CTYIIEHIB TSKKOCTI criocTepiraBcst y 22-30 % mauieHTiB, siKi oTpuMyBaniu KoMOiHOBaHe JTiKyBaHHS 3
KarmenuTabiHOM.

MertaaHani3 gaHux, oTpuMaHux Bif noHap 4700 marieHTiB y xoni 14 KiHIYHUX AOCTIAXKEHbD,
IIPOEMOHCTPYBAB, 110 NOJIOHHO-IIIIOIIOBHUY CUHAPOM YCiX CTYIIEHIB TAKKOCTI IIPYA 3aCTOCYBaHHI
KamenuTa0iHy y pexkuMi MoHOTeparii abo KoMOiHOBaHOTO JTiKyBaHHS 3 Pi3HUMHU CXeMaMu
XiMioTeparil Ipu pi3HUX MOKa3aHHIX AJIS 3aCTOCYBaHHS (pak 000[J0BOI KUIIIKK, KOJIOPEKTANIbHUN pak,
pak IUIyHKa, pak MOJIOYHOI 3a71031) BUHUKaB ¥ 43 % (2066) marfieHTiB y cepeguboMy depe3 239 OHiB
IiCJIs TOYaTKY JiKyBaHHS KameruTtabinom (95 % [II 201-288). 3 migBuIleHUM PU3UKOM PO3BUTKY
IOJIOHHO-TTIJONIOBHOT0 CHHAPOMY IIPH BCiX JOCHiIXKeHUX KOMOIHAIlSX CTaTUCTUYHO OOCTOBIpHO OyIu
TIOB’s13aHi HACTYIHI KOBapiaHTH: 30ilbIIeHHS IT0YATKOBOI 103K KaneuuTabiny (y rpamMax), 3MeHIIeHHS
KyMYJISITHBHOI mo3u KanenuTabiny (0,1*Kr), 36inbIeHHS BifTHOCHOI iHTEHCUBHOCTI 103U Y IepiiIi 6
TUXKHIB JTiKyBaHHS, 301/IbIIIEHHS TPUBAJIOCTI JIiIKyBaHHS (THUXKHi), 30iblIeHHS BiKy MallieHTa (IpUpicT
Ha 10 pokiB), XKiHOYa CcTaTh, HOOPHUI MOYATKOBUY 3arajibHUM cTaTyc maijieHnTta (0 mpotu = 1).

Hiapes.

BunukHeHHS miapel mig yac Teparmii kanenutabiHoM criocTepiranu y Matizke 50 % XBOPUX.

3a pe3ynbTaTaMy MeTa-aHali3y faHUX, OTPUMaHUX Bif OinbuI Hixk 4700 marieHTiB y xomi

14 kniHiYHUX OOCiIXKEHb, 3 MABUIIIEHUM PU3UKOM PO3BUTKY Miapel pH BCiX JOCITigXKEHUX
KoMOiHalisIX CTaTUCTUYHO JOCTOBIPHO OyNM MOB’s13aHi HACTYIIHI KOBapiaHTH: 306inbIIeHHS T0YaTKOBOI
no3u KarenuTabiny (y rpamax), 30iiblIeHHST TPUBAJIOCTI JTiKyBaHHS (THXKHi), 30ibIIeHHS BiKy
natienTa (mpupict Ha 10 pokiB), KiHoYa cTaTh. 3i 3HUKEHHIM PU3UKY PO3BUTKY Aiapei CTaTUCTHYHO
IOCTOBiIpHO Oy/M IOB’s3aHi HACTYIIHI KOBapiaHTU: 3pOCTaHHS KyMYJISTUBHOL 03U KanenuTabiHy
(0,1*kr) Ta BifTHOCHOI iHTEHCUBHOCTI 103U Y IePIIi 6 TUKHIB JIiKyBaHHS.

KapodiomokcuyHicmb.

OkpiM BKasaHUX KapaianbHUX MOOIYHMX peakiii, Oyau 3apeecTpoBaHi HACTYIIHI OGIYHI peakiii 3
yactoToio MeHIe 0,1 % mpu MoHOTeparii KanenutabiHOM Ha OCHOBi 06’€IHAHOTO aHalli3y JaHUX 3
Oe3mneky, oTpuMaHuX Bif 949 mallieHTiB - y4acHUKIB 7 KITiHIYHUX OOCHiAXeHb (2 - dha3u 11T i

5 - ¢a3u Il mpu MeTacTaTUUHOMY KOJIOPEKTATBHOMY PaKy Ta METACTaTUYHOMY pPaKy
MOJIOYHOI 3a/1031): KapfioMionarTisi, ceplieBa HeJOCTaTHICTh, IIIYHOYKOBi €KCTPaCUCTOJIH,
paInToOBU JIeTaJlbHUY HACIIIOOK.

Enueganonamis.

OkpiM yka3aHux Mo6iYHUX peakiliii, MOHOTepallig KamenuTaOiHOM Ha OCHOBi 00’€JHAHOTO aHaJi3y
maHUX 3 0e3MeKy, OTPUMAaHUX ¥ XOfi 7 KIiHIYHUX HOCTiAXkKeHb, acollifoBanach i3 BAHUKHEHHIM
eHLledarnonarii 3 yactoroio MeHure 0,1 %.



KoHnmakm i3 nodpibHeHumu abo po3pizaHumu mabsemkamu KaneyumaobiHy.

Y pasi KkoHTakTy 3 nofgpibHeHUMHU ab0 po3pizaHuMU TabneTKaMu KanenuTabiHy MOBifOMIISIN IIPO
HaCTynHi mo6iuHi peakiril: mompa3HeHHs o4yel, HAaOPSK ouel, BUCHUII Ha IIKipi, TOJI0OBHUM Oifb,
mapecTesis, miapes, HygoTa, IOJPa3HeHH IIJTyHKa Ta OII0BaHHS.

ITobiuHi peakuii 8 ocobausux 2pynax navieHmis.

ITauieHmu aimHb020 8iKY. Y Tali€HTiB BikOM = 60 pPOKiB, IKi OTPEMyBaIl MOHOTEPAIIi0
KanelurabiHoM Ta KOMOiHOBaHe JIiKyBaHHS KaneluTa0iHOM Ta HOIeTaKCesioM,
CIIOCTepiraBcs MiiBUINEHNY PU3UK YACTOTH BUHUKHEHHS MOOIYHUX peakiiil 3 Ta 4 CTymneHs
Ta CepPHO3HUX MOOIYHUX peaklliil, OB A3aHUX i3 JIIKyBaHHSM, IIOPiBHSHO 3 MalliEHTaM# BiKOM
<60 pokiB. Y 0inbII0] KiMbKOCTI MallieHTiB BikoM = 60 poOKiB, SKi 0OTprMyBaiIu KOMOiHOBaHe
JiKyBaHHS KanenuuTabiHOM Ta [0IleTaKCeJIOM, CIIOCTepiranocs Oinbil paHHE MPUITUHEHHS
JMiKyBaHHS BHACJIMOK MO0IYHUX peaklliii MOPiBHAHO 3 MallieHTaMu BikoM <60 pOKiB.

MerTa-aHani3 ganux Bif O6inbir HixK 4700 malfieHTiB - y4acHUKIB 14 KIiHIYHUX OOCTiAXKEHb
IIPOJIEMOHCTPYBAB, 10 Y JOCIIIXKeHHIX ycix KoMOiHaIii 3 BikoM (36inmbineHHs Biky Ha 10 poOKiB)
CIIOCTepiranu CTaTUCTUYHO JOCTOBipHE 30i/IbIlIeHHS PU3UKY PO3BUTKY JOTOHHO-IiAONIOBHOTO
CHHIPOMY Ta Jiapei, a TaK0XK 3HUKEHHS PU3UKY PO3BUTKY HEUTPOIIEHI.

Cmame.

MerTa-aHani3 gaHux Bif moHap 4700 maiieHTiB - ydacHUKIB 14 KTiHIYHUX OCTiAXKEeHb IpU 00’ eqHaHHI
IaHuX YCiX OOCHiAKEeHb IPOAEMOHCTPYBaB, 1110 XKiHOYa CTaTh CTaTUCTAYHO AOCTOBIPHO MOB’'A3aHa 3
MigBUIIEHUM PU3UKOM PO3BUTKY HOJIOHHO-IIIOMIOBHOTO CHHAPOMY Ta Hiapel, a TaK0XK 3HUKEHHSIM
PU3UKY PO3BUTKY HEUTPOIIEHII.

ITauieHmu 3 nopyweHHAM PYHKUil HUPOK.

Y nmaiieHTiB 3 MOpyIIeHHSIM (QYHKIIl HUPOK [0 OYaTKY JiKyBaHHS, IKi OTpEMyBaid MOHOTEPAIIi0
KarmenuTa0iHOM (3 IPUBOMY KOJIOPEKTAIBHOT'O PaKy), CIIOCTePiranocs migBUINEeHHS YaCTOTH MOGIYHUX
peakuin 3 i4 CTyneHs, 0B’ sI3aHUX i3 JIIKyBaHHAM, [IOPiBHSHO 3 Nalll€HTaMu 3 HOPMaJIbHOI
¢byHK1ieo HUPOK (36 % - y nauieHTiB 6e3 nopyureHHs QyHKHII HUPOK (N=268), 41 % - y nalieHTiB 3
HUPKOBOIO HEIOCTATHICTIO 1eTKoro cTtyneHs (N=257) ta 54 % - y nallieHTiB 3 IOMipHOK HUPKOBOIO
HepocTaTHiCTIO (N=59)). V maifieHTiB 3 TOMipHOI0 HUPKOBOI HEJOCTATHICTIO YacCTillle BUHKUKAJa
HeoOXimHiCTh y 3HUKeHHi mo3u (44 %) mopiBHsHO 3 33 % Ta 32 % marfieHTiB 663 HUPKOBOI
He[IOCTaTHOCTI Ta HUPKOBOIO HEeIOCTATHICTIO JIETKOT0 CTYIIeHs BiAIIOBIAHO, Ta YacTille
CIlocTepiranacs mepegdyacHa BigmiHa nikyBaHHS (Y 21 % marfi€eHTiB mif yac nepIumx gBOX KypCiB)
NOPiBHSAHO 3 5 % Ta 8 % y mallieHTiB 3 BiACYTHICTIO MOPYyIIeHHS QYHKII HUPOK Ta HUPKOBOIO
HEJOCTaTHICTIO JIETKOTO CTYyTIEHS.

Tepmin npudamHocmi.

3 pPOKH.

YMmoBH 30epirannsi.

30epiratu npu TeMiepatypi He Buine 30 2C y HeOOCTYIIHOMY OJIsl giTe# MicCIi.



VYnaxoBka.

o 10 tabneTok y 6mictepi; mo 6 6mictepiB (mist mo3yBauHs 150 mr) a6o mo 12 6icTepis (s
no3yBanHs 500 Mr) y mayiyi 3 KapToHY.

Kareropis Bigmycky.

3a peLenToM.

BupoOHHUK.

Pewmenika JITno

Micue3HaxoIKeHHsI BUPOOHHKA Ta ajipeca Micls IpoBaJIXKeHHs HOro Tis/IbHOCTI.

ByJ. AxapHoH, Jlimacon Ingactpian EcteiT, 6ymiBis 5-TopMOHU Ta KOPTUKOCTepoinu, Oymisms 10-
aHTUHEOIIaCTUYHi Ta iIMyHOMOZOYNI0I04i Ipenapaty, Jlimacon, 3056, Kinp



