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HaunionanbHuii iHcTUTYT paKy, Kuis

orngaa HAYKOBO-MNPAKTUYHOIO
CEMIHAPY «MPO®ITAKTUKA

TA NIKYBAHHS YCKJIAOHEHDb
XIMIOTEPAMII (TEMATOTOKCUYHICTb)»
ANA OHKOJIOrIB, AKI MPOBOAATD
XIMIOTEPAMIIO

MNpoBeneHHs cyyacHoi ximioTepanii (XT) Ao3BoNUNO CyTTEBO NIABULLMUTU LLUAHK
XBOPUX OHKOJOTiYHOro Npodinto Ha oayXaHHs. MpoTe HeraTMBHUM HadNiAKOM iH-
TeHcudikauii XT € 36inbLueHHS KinbKocTi NoGiYHMX edeKTiB NPOTUNYXIMHHNX JliKap-
cbKUx 3aco6GiB. MigTBEpAXKEHHAM aKTyanbHOCTI L€l TeMy crano nposegeHHs y Kuesi
y KBiTHi 2014 p. oapa3y ABOX ceMiHapiB, NPUCBAYEHUX NUTaHHAM NPOMINaKTUKN
Ta nikyBaHHs pisHUX nobiuHunx edekTiB XT. Ha nepLuomy cemiHapi «MeankameHTO3Hi
ypakeHHs neviHKK, iHAyKoBaHi XimioTepanieio», sknii BipOyBcs 16 KBiTHS, Nig erifoto
HauioHanbHoro iHCTUTYTY paky, Oynu BUCBiTNEHi HaNGINbLL akTyasbHi NUTaHHS rena-
TOTOKCMYHOCTI. PoA3MHKOIO ceMiHapy CTano 1oro npoBegeHHs y chopmari Tenemocry,
K 06'egHaB oHKororiB Ta remartonoris Kuesa, JIbBoBa, [loHeLbKa, XapkoBa, 3amno-
pixoks, [IHinponerpoBcbka, MonTtasn, Opecn, Yixropopa, BiHHnwy, JlyraHcbka Ta Yepkac.
Janmkect npucBsiYeHNI BUCBITNIEHVM Y AOMNOBIAAX KITIOYOBUM NUTaHHSM PO3BUTKY,

I.O. I'ybapena, K.C. ®inoHeHkKo,
0O.M. Anexcuk

Adpeca:
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npodinakTMkn Ta nikyBaHHS renaTtoToKCMYHOCTI.

IpoBeaeHHs cydacHoi ximioTeparrii (XT)
JIO3BOJIJIO CYTTEBO THABUIIATH HIAHCH XBO-
PYIX OHKOJIOTTYHOTO TIPOIIIIO Ha OTyXKaHHSI.
INarienTy 31 3MOSIKICHUMU HOBOYTBOPEHHSIMU
OaraTboX JIOKaTi3allill, siKi paHile BBaKaIUCS
HEBWIIKOBHUMMU, HHI MOXKYTb PO3paxoByBaTH
Ha CYTTEBUU YCIIiX y nojoiaHHi paky. Ilin-
BUIIIEHHST eekTuBHOCTI cydyacHoi XT mo-
CSITHYTO 3aBJISIKM iHTeHCHpiKallii pexuMiB
JlikyBaHHsI. [1poTe HeraTMBHUM ii HaCJTiIKOM
€ 301IbIIEHHS KiJTbKOCTI MOOIYHMX eheKTiB
MPOTUIYXJIMHHMX JIiKapCchkuX 3aco0iB. Ha-
SIBHICTb YCKJIamHEeHb X T MOXe CTaTH 3aBajioin
B JIOCITHEHHI MaKCHMAaJIbHOI JIIKYBaJILHOT il
3aCTOCOBYBAHUX PEXMMIB, a OTKe, ITTAaHHS
MPOMITAKTHKY Ta CBOEYACHOTO YCYHEHHSI TOK-
cnuHuX nposiBiB X T cTae oHUM i3 HAOLTBIIT
AKTYaJIbHYX JUIST OHKOJIOTIiB YKpaiHU Ta CBITY.

ITinTBEpIKEHHSIM 1ILOTO CTAJIO TIPOBE-
neHHst y Kuesi y kBiTHi 2014 p. onpasy aBox
CceMiHapiB, MPUCBIYCHUX IIPOOIEMaM IIPo-
iTaKTUKY Ta JIKyBaHHS Pi3HUX NMOOIYHUX
edpexTiB XT. HanepiroMy ceMinapi « Meayka-
MEHTO3Hi ypaXkeHHSI IeYiHKH, IHIyKOBaHi Xi-
MioTeparicro», IKUi BiIOyBcs 16 KBITHSL, Gyiio
BUCBITJIEHO HAUOIIbII aKTyalbHi MUTAHHS
XiMioTepaneBTUYHOI renatoTrokcuaHocTi (I'T).
OO0roBopeHHs1 NMpoBe/IeHoO TIix erioro Hario-
HasibHOTO iHCTUTYTY paky (HIP). Ponzunkoro
ceMiHapy cTaB iforo hopMmar TeJIeMocTy, SIKHiA
00’eTHaB OHKOJIOTIB Ta remMarosoriB Kuena,
JIbBOBa, JloHelbKa, XapKoBa, 3aropixcks,

uinponerposcbka, IoiraBu, Onecu, Ykro-
pona, Binnwui, JTyranceka Ta Yepkac.

Y npsmomy BKItoueHHi 3 Pumy (Itatist)
JIOKTOP MeJUYHUX HayK BpyHo Binuenui
(Bruno Vincenzi) 3 YHiBepcUTETCHKOTO TOC-
nitano bioMenuko (Campus Bio-Medico
University), 0/ivH i3 IpOBiTHMX crietiaticTis
yranysi BupyeHHs I'T, moninuscst Halicyyac-
HilIUMY 3HAHHSIMU Ta BJIACHUM JIOCBiZIOM
y 1Iili ITapYHi 3 YKPATHCHKUMMU JTIKApsSIMU.

Caolo gonosins b. BinueHii po3nouas
3 OIJISIY OCOOIUBOCTEN (DYHKIIIOHYBaHHS
MEYiHKU Y NaIi€HTIB 3 OHKOJIOTIYHUM 3a-
XBOPIOBAHHSIM Ta (haKTOPiB PUUKY POZBUTKY
TEeYiHKOBOI TOKCUYHOCTI. H13Ka YMHHUKIB,
TOB’SI3aHMX i3 HASIBHICTIO 3TIOSIKICHOTO YTBO-
PeHHs1, Moxe BIUTMBaTH Ha po3BUTOK I'T. Tak,
YpaXeHHS MEYiHKU MyXJIUHOI0, HAsIBHICTH
3aXBOPIOBAHb INEYiHKM, iH(eKIil, apaHeo-
IUIACTUYHMX CUHJIPOMIB, PO3BUTOK TPOMOO3Y
BOpIiTHOT BeHu, npoBefaeHHs XT Ta npuitoMm
TIpernapariB Tepartii CyrpoBOIy MOXYTh TPU-
3BECTU JIO BUHMKHEHHS 1posiBiB ['T.

O1iHky ¢akTopiB pU3UKY IOSIBU
I'T cain nmpoBoauTu 1e ao novyarky XT:
11e MOXe JOMOMOTTH CIIPOTHO3YBAaTH PO3-
BUTOK YCKJIQJIHEHb, CTIPUYUHEHUX TaKUM
JIIKYBaHHSIM, a OTXe, CBOEYACHO TpU3HA-
yutu npodinaktuayHy tepanio. Cepen
HaWOITbII BUBYUEHUX UMHHUKIB PUSUKY
BapTO BUALTUTH:

® TOKCUYHUIA TOTEHIIiaJI pernaparis;
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® YypaXXeHHS MEeYiHKH IyXJIMHOIO;
® HasBHICTb 3aXBOPIOBAHb IMEYiHKU, OCO-
OJIMBO BipyCHHUX I'€TIaTUTIB;
® CUCTEMHI CYITyTHi 3aXBOPIOBaHHS;
HasIBHICTDb HIKIVTUBUX 3BUYOK (TIOTIO-
HOIIAJIIHHS Ta BXUBAHHS aJTKOTOJIIO);
OXUPIHHS, ITOXWINH BiK, KiHOUYA CTATh;
MPUITOM 3HAYHOI KUIBKOCTI MeanKa-
MEHTO3HMX 3aCO0IB.
Benuke 3HayeHHS MalOTh T€HETUYHI
¢akTopH, SKi 3yMOBIIOIOTH OCOOJIUBOCTI
MeTaboIIi3My Jlikapchbkux 3aco0iB. Hetro-
JIABHO BYEHUMU OYyJI0 BU3HAUEHO POJIb TIO-
niMopddismy aneneit HLA (human leucocyte
antigen — JIOJACHKUI JICHKOLIMTApHUI aH-
TUTEH) B iHayKil po3BuTKy I'T y maiieHTiB
oHKoJtoriyHoro Tpodimo (Spraggs C. et al.,
2011), omHaK ITPOrHOCTUYHA HIHHICTH ITbOTO
JIOCTI/IKEHHSI TTIOKM 1110 OOMEXeHa.

Y HacTymHiil YacTUHI CBOEI 10TOBI-
ni b. BiHueHI1i TiepeiiioB 10 BUCBITICHHS
PI3HUX BU/IIB i MEXaHi3MiB ypaXKeHHsI eUiHKU
mig yac nposeneHHst XT. Bimomo, 1110 BracHe
OHKOJIOTIYHE 3aXBOPIOBAHHS 3/laTHE He-
CTIPUSITIIMBO BIUIMBATH HAa (DYHKITIOHYBaHHS
KJTITUH TIEYiHKU 332 PaxXyHOK IiIBUIICHHS
PIBHS LIUTOKIHiB, BUBLJTBHEHHS 3HAYHOI KiJTb-
KOCTi BUTbHUX paiKaliB Toio. Tak, 1ekiibka
POKiB TOMY OITy0JIiIKOBaHO JaHi eKCTIepUMEH-
TAJIBHOTO JOCITIIKEHHSI, 110 IIPOIEMOHCTPY-
BaJIM iHriOyBaHHs 1tmroxpomy P450 i Brutu-
BOM OHKOIIATOJIOT, 1110 B CBOIO Yepry Moxe
CIIPUUYMHUTUA MEIMKAMEHTO3HE YPAXEHHSI
nevinku (Charles K.A. et al., 2006). Oxpim
TOTO, MPOJEMOHCTPOBAHO, IO TIPOAYKILis
inTepaeikiny (IL)-6, akuit moB’a3aHui
3 PO3BUTKOM rocTpoi (hasu 3araieHHs, MOXe
MOJIYJIIOBAaTH aKTUBHICTh ITUTOXpoMy P450.
Cepen iHwmx wisixis po3sutky I'T Bapro
BUIUTUTH TENATONETIONSIPHUN HEKPO3, XO-
JIecTas, CTearos, IyKTaabHui (idpo3.

[lonoBinay Haraias, 110, KPiM HAXOUTBII
BIIOMUX MapKepiB ypaXXeHHS TEYiHKH,
SIK-TO piBEHb TpaHcaMiHa3, JIyXHoi docda-
Ta3u, raMMma-IiyraMinTpancdepasu Ta Oiti-
pyOiHy, — CJ1i/l BpaXOBYBaTH TakKi [TapaMeTpH,
SIK TinepTpodist MewiHKY, 3HKEHHS PiBHST
aTL0YMiHY CHPOBATKM KPOBI, iIHTEHCUBHICTH
KPOBOTOKY Y BOPiTHil1 BeHi Toro. Heobxin-
HO TaM’siTaTH, 110 y 6m3bKo 3% mallieHTiB
AHOMAJIBHVMU € BUXIi/IHI ITOKa3HUKU TpaHCa-
miHa3. CITiBBIHOIICHHST PIBHIB ITiIBUILIEHUX
ananiHamiHoTpaHcdepasu (ATAT) TaryKHOI
ocarazu BU3HAYAE TUIT YPaKEHHS TIEYiHKH.
Tak, y BUIIaaKy, KOJIX 1Ie CITiBBiTHOIIEHHS
>1:5, MOXHa CTBEPKYBATH TPO TeraTolie-
JIOJISIPHUM THTT, Y MeXax Bin 1 : Smo 1:2 —
3MillIaHWi1, a TTPY ITOKa3HUKY <1 : 2 — xoJec-
TATUYHUH TUTT YPaKEHHS TTeUiHKU.

Hapasti b. BingeHiri repeiiiios 10 06roBo-
PEHHSI TOKCUYHOTO ITOTEHLIiaTy XiMioTeparieB-
THIHUX 3ac00iB. [o XiMiorperiaparis, 110 Xa-
PpaKTepU3YIOThCs HaitbutbIowo I'T, Hanexarsb
reMImTabiH, KanenuradiH, Gayopoypar,
LIMCIUIATUH, OKCATIIATHH, iMaTHHIO Ta iH. Ko-
2KEH i3 TiperiapaTtiB Mae cBOI 0COOIMBOCTI Mexa-
HizMmy po3ButKy I'T Ta i mpostsiB. Haituacrire
YpakeHHSI ITeYiHKU ITPOSIBIISIIOTHCS TTPH Tepartii
OKCaJliIIaTHHOM, ipUHOTEKAHOM, TeMIIMTa0i-
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HOM, (hIIyOpOoypaiyioM Ta JOKCOPYOILITHOM.
Haiisekui ypaskeHHS TIeYiHKU PO3BUBAIOTHCS
TIpK JIIKYBaHHi 11a30maHiooM (HaBiTh MOXYTh
Oyt (haTaIbHUMH), a TaKOX TediTHHIOOM,
ipMHOTEKAHOM Ta OKCaiIUiaTUHOM. Tepartist
KareriuTabinoMy y 20% BUMAIKIB YCKIATHIO-
etbest I'T, sika mposIBIISETHCS TiBUILIEHHSIM
TpaHcamiHa3 i 6utipy6iny. I'T dyopoypatmty
TIOB’sI3aHa 3 OOCTPYKILIEI0 CHHYCOITaThHUX
KaniisipiB abo AujaTallitHUM CUHAPOMOM.
Teparnist reMiturabinom y 60%BuIIanKiB MOXe
OyTH acolliffoBaHa 3 MiIBUIICHHIM DiBHS
acrnaptatamiHorpaHcdepasu (AcAT), AnAT
Ta 6iipy6iny (Carlini P. et al., 2006). [TposiBu
I'T mig yac JiKyBaHHSI OKCATIJIATUHOM Tpa-
IUITIOTECSE Mavike y 80% BUTIAIKIB.

Hayzeryaiino nikaBoro o3nakoio I'T —
HOBUM MapKepoM IIbOT0 YCKJIAIHEHHS —
e crteHoMerantist. M.J. Overman ta criiBaBTo-
Uy JOCIIKeHHi, oryostikoBaHoMy y 2010 p.,
3a3HAYWIM, 1110 TIPU 1IbOMY BiIOYBA€THCS
cHHYcoinaibHe ypaxeHHs oprana. Koiu
Take ypaxeHHs nocsirae 50%, po3BUBAETHCS
TPOMOOLIMTOIIEHis, SIKY BXe TicJist 12 Mic riep-
CHUCTEHIIIT CTuTeHoMeraii peectpytots y 13%
XBOPUX. 3a CBITUEHHSIM aBTOPIB JOCTIIKEHHSI,
SIKIIO T/ yac morepenHix KypeiB XT BUHM-
kana I'T, mopansiue nposeseHHs X1 Takox
MOKE CYITPOBODKYBATHUCS TOKCUYHUMHU TTPO-
sIBAMU 3 OOKY TIeUiHKU.

ITpodinakruka posutky I'T, Ha mym-
Ky b. Binuenui, nokasana ycim martieHTam,
110 OTPUMYIOTh JIiIKyBaHHSI OKCAJTITIaTHHOM.
¥ petrru xBopux tepartito I'T ¢iin po3moun-
HaTW MPH ITABUILIEHHI PiBHS TpaHcaMiHa3s.
Cepe mpernaparis, siKi MOXKHA 3aCTOCOBYBaTH
it ipodinakTiky Ta aikysaHHs I'T, aBrop
Ha3BaB aJleMeTiOHiH, N-aneTuIucTeit,
npernapaTu eceHIiaabHuX (Gocdodimiais.
Yrim 6e33arnepeyHumM JTiiepoM, eheKTUBHICTh
SIKOTO JTOBEJACHO Y YMCIEHHUX KIiHIYHUX
JOCTIIKEHHSIX, € afeMeTioHiH. Lleit mpema-
par Mae JEKilbKa MeXaHi3MiB TTO3UTHBHOTO
BIUIMBY Ha OpraHi3M JiofauHu. Cepej Hux:

® BiTHOBJICHHS PiBHSI IJIyTaTiOHY;
® [TOTIePEIKEHHS YIIKOIXKEHHS MeEMOpaH
TEIaTOLMTIB;
® HopMaJTizallisi MPOHUKHOCTI MeMOpaH
TeTIaTOLIUTIB;
® [[OTepe/IKEHHS PO3BUTKY MIE4iHKOBOT
eHIedasonarii mpu UUpPO3i MeYiHKuU.
3aBAgKY 1IbOMY Peali3yIOThCs IETOKCH-
KaliltHWii, aHTMOKCUTAHTHUH, XOJIepeTHy-
HUIA, XOJMeKIHETUYHUIA, aHTUICTIPECUBHUIA,
HEUPOIIPOTEKTOPHUNA Ta pereHepaTUuBHUN
ebexru. Tak, y gociimkenHi B. Vincenzi
et al. (2011) Ha mpUKJIAI TALIEHTIB 3 KOJIO-
PEKTaIbHUM pakoM, siki orpumyBaiu XT,
MOKAa3aHo, 110 Y XBOPUX, SIKUM JIIKYBaHHS
TIPOBOIMIM Ha (hOHI BBEJCHHS aIeMETiOHi-
Hy, Bil3HaueHO HWX4Mi piBeHb ['T, MeHIIi
intepBain Mix Kypcamu XT (11% ripotn 47%
y IOCTi/IKYBaHil Ta KOHTPOJIBHIH Ipyriax Biji-
TIOBITHO) Ta peIyKIlito 103 XiMioliperaparinB
(3% miportu 18% BimNoBinHO).

Hanpukiniii BUCTYIy 10TOBiZay Haro-
JIOCUB, TIIO CKPYITYJIbO3HA OLiHKA (DaKTOpiB
PU3KMKY po3BUTKY I'T ay»e BaxivBa U1s Ipo-
THO3yBaHHSI yekJIaaHeHb X T Ta pu3HaYeHHsT

Xumn panua coJimaHbIX onyxone|7|

podTAKTUYHOTO JIIKYBaHHSI, 110 JACTh
MOXJIMBICTH CBOEYACHO Ta Y TIOBHOMY 00CSI3i
TPOBECTH 3arlJIaHOBaHE XiMiOTepareBTuuHe
JIIKYBaHHS, a OTKe, JOCATTH OT0 O4iKyBaHOI
edexkTuBHOCTI. BU3HaYeHHST TpaaMIiHIX
MapkepiB I'T He1OCTaTHBO JUIS ITOBHOLIIHHOL
JIarHOCTUKY TOKCUYHUX YPaKeHb TICUIHKIU.
AJleMeTIOHIH Ha ChOTO/IHI € HANOLIbII eeK-
TUBHUM TIperiapaToM ISl MpodinakKTuKu
Ta JiikyBaHHsg I'T.

[Ticis 3aBepllieHHST AOTIOBIMI JliKapi ycix
PETIOHIB, 1110 OpaJiv yIacTh Y TeJIEKOH(bEPEHIIil,
3MOIJIY TTOCTABUTY HAraJIbHi MUTAHHS JOKTO-
py b. Binuentii. O6roBopeHHs1, i1 yac IKOro
€KCIIePT Ha/IaB BUYEPITHI Bi/IMOBI/li Ta KOMEHTa-
pimono I'T XT, TprBasio noHa rofuHy.

KepiBHUK HayKOBO-AOCTITHOTO Bimmi-
snenHs XT conigaux myxnud HIP, nokrop
MeanuyHuX HayK JIiw6os AuapiiBia CuBak
PO3IJISTHYJTa TIPUYMHU, MEXaHI3MU PO3BUTKY,
npodinakTuky Ta JikyBanHs I'T. [JoroBimau
HaroJiocuaa Ha ToOMy, IO XiMionpernaparu
MaloTh HEBUCOKY CEJIEKTUBHICT, 1110 CTIPUSIE
PO3BUTKY Pi3HUX TUTIB TOKCUYHOCTI. [ToOiuHi
edextt XT MOXyYTh 3HAYHO BIUIMBATH Ha iH-
TEHCHBHICTB JIIKyBaHHSI, a OTXe, i Ha foro
e(heKTUBHICTh. 3a JAaHUMU KJIHIYHUX J0-
cmimkens, I'T Bunukae y 10—80% Bumaikis.

PizHi rpyru nperiapatiB MOXKYTb MaTH Pi3Hi
MEXaHi3M1 TOKCUYHOTO BIUIMBY Ha IEYiHKY.
3oKpema, aikiayoui areHTH (1ukinodoc-
damin, ihochamin, x10paMOyIIIIT) MOXKYTh
TIPU3BOJUTU 10 PO3BUTKY LIEHTPOJIOOYIISAP-
HOTO 200 TIEPUITOPTAIILHOTO TTOMIKOKEHHST,
BUKJIMKaATH xojiecta3. Ha ¢doHi xonecrasy
MOXE PO3BUBATHCS 3artalieHHsI. AHTUMETa-
GomiTH ((ryopoyparini, 6-MepKarToImypyH,
MeTOoTpeKcaT, TeMIIUTabiH) acolifioBaHi
3 BEHOOKJIIO3ifHOIO XBOPOOOIO, XOJIECTa30M
TaTIPSIMUM LIMTOTOKCUYHUM TTOLITKO/KEHHIM
rernaTouuTiB. [ToXiaHi HITPO30CEUOBMHM
BUKJIMKAIOTh BUCHAXEHHST BHYTPILITHBOTIC-
YiHKOBMX 3aIlaciB IJTyTaTioHY, 110 B CBOIO
Yyepry IMiJBUIIYE PU3MK OKHUCIIOBATHHOTO
ypaXKeHHS TeUiHKK. 3aCTOCYBaHHS TPOTH-
IyXJIMHHUX aHTUOIOTUKIB (TOKCOPYOITINH,
OJICOMILIIH, MITOMIIIMH TOILIO) ITPU3BOANTE
JI0 TTOLTKO/KEHHSI MeMOPaH reraTolUTIiB
Ta yTBOPEHHS BUTBHUX paauKaiiB. IHTephe-
POHM Ta IHTEPJIEHKIHU IHAYKYIOTh AKTUBALIIIO
T-xisepiB Ta UUTOKIHIB, a TAKOX YUHATH
MPSIMY TOKCUYHY [Ii10 Ha KJIITUHU TTEYiHKU.
l'opMoHasnpHe JiKyBaHHS (TaMOKCcHUbEH,
AHTHAH/IPOTEHU) MOXE CIIPUYMHUTH PO3-
BMTOK XoJsiectasy. TapreTHa teparisi B HU3LIi
BUIIAJIKIB aCOLIOETHCS 3 CUHYCOINATBHOIO
nunaranieio (King P.D. et al., 2001).

[liara3oH KJIHIYHKX ITPOSIBIB MeIKaMEH-
TO3HMX YPaXkeHb MeYiHKY Pi3HOMAHITHUIL: Bil
HEBEJIMKOTO [MiIBUILIEHHST PIBHS aMiHOTpaHC-
depas, siKe He CYIPOBOIKYETHCS POZBUTKOM
KJIIHIYHOI CUMITTOMATHKM, 10 CTPIMKOT'O PO3-
BUTKY TEIATUTIB i IUpo3y rreuiHku. KotiHiuHi
mposiBu I'T MOXYTb OyTH CXOKUMHM 3 TAKUMHU
Maike yciX 3aXBOPIOBAHb ITEUiHKHU.

Y HacTymHilt yacTUHi CBO€I AOTIOBI-
ni JILA. CuBak mepeitnuia 1o Kiacudikanii
ypaXeHb MeUYiHKM 3TiIHO 3i 1IKaJI0l0 TOK-
cuyHOCTI BeecBiTHROI opraHizallii OXopoHU




310poB’s, sika Bumisie 4 crynens ['T. Bona
Harosiocuia, o npu po3Butky I'T ITI—IVcry-
TIEHST BUPAXXEHOCTi, KOJIM KOHCTATYIOTh 3HAYHE
TOTIPIIIEHHST CAMOTIOUYTTSI, BUHMKAE 3arpo3a
IUISL XKUTTST XBOPOTO, 3’SIBJISIIOTHCSI TTOTpeOu
KOIITOBHOTO CUMITTOMaTUYHOIO JIIKYBaHHS,
BIICTPOUYBaHHSI IPUAOMY a00 3HIDKEHHSI 103
XimMiorpenaparis.

Hapani gomnoBigay nepeinia 10 BU-
CBITJIEHHSI OCHOBHUMX 3aB/IaHb YCYHEHHS
nposgiB I'T. JIikyBaHHsS Mae BKJIIOUATH 3a-
XOJIM BIUTMBY Ha BCi IATOJIOTIUHI TIPOIIECH,
SIKi BAHUKAIOTh y TIEUiHIIi, a came:

® 11poiJIaKTUKY PYWHYBaHHS reraTou-

TiB LIJSIXOM cTaOilizallii ix MmemMopan

iTornepekKeHHS HaKOTIMYCHHS JIiITi/IiB

B iX IIUTOILIA3Mi,

® SHIDKEHHS CTYTIEHS 3aalbHUX Ta iMy-

HOJIOTIYHUX peaklliii Ta HopMaJizaliiio

OKHCHO-BiTHOBHOTO OajlaHCy B Tera-

TOLINTAX;

® [IpUTHIYEHHS HaJAMipHOI MPOIYKITil

KOJIAT€HOBUX BOJIOKOH HIJISIXOM BIUIUBY

Ha Tipoliecu ¢ibporeHesy.

Hapas3i st mostitiiie HHS (yHKIIIT ITedin-
KM 3aCTOCOBYIOTH IPerapary MpupojHOro
TTOXO/IKEHHST — eCeHIlialbHi hochoiminm,
aMiHOKUCIIOTH Ta iX JepUBaTH, BiTaMiHM,
BiTaMiHOTIOMIOHI Ipernapary ToIo. AJie BU-
1e3raJlaH M BUMOTaM HalOUIbIIIE BiIITOBI A€
IeraToNpOTeKTOPHUIA TIperiapaT ajleMeTiOHiH.
VY Bunankax Tskkoi I'T MoxIuBe mipu3Ha-
YEHHS [TIOKOKOPTUKOCTEPOITIB.

AIIEMETIOHIH sIBJIsIE 0000 hiziomoriy-
HUM MeTabOoJIiT, JeilluT SIKOTO Bi3HAYAIOTh
ITPU BCiX MATOJOTIYHUX CTaHAaX MEeYiHKH,
Y TOMY YHCITi IPU MeAMKaMeHTO3Hil [Ty XBo-
PUX OHKOJIOTIYHOTO TIPOdiTIo. ATEMETIOHIHY
BJIACTMBA BUCOKA ILIBUJIKICTD BiIIOBIIi Ha Te-
parito. 3a nanumu G. Fiorelli (1999), ipu 3a-
CTOCYBaHHi aJIeMETIOHIHY TIEUiHKU B 100OBIii1
11031 800 MT BHYTPIITHHOBEHHO BITPOIOBK
15 nuiB y natienTis (n=640) 3 LIpo30M GioXi-
MiYHa BiJ[ITOBI/Ib Ha TEPAITilo BXe Ha 7-My 100y
Oysia BinMiueHa y 43% XBOpUX, a TS 3aKiH-
JyeHHs1 Kypey — y 62%. Kpim toro, y 69% ocio
TIPOBEJICHE JIIKYBAHHS BUK/IMKAJIO 3MEHILICHHST
acTeHi3allii Ta cBepOiHHS LIKIpH.

Y BinKpuUTOMY paHIOMi30BaHOMY J0-
CJIIKEHHI, B IKOMY OpaId y4acThb Malli€HTH
3i CTeaTOrenaTuToOM, TI0Ka3aHo, 10 TP 3a-
CTOCYBaHHI aZeMETIOHIHY YIIPOIOBX 4 Mic
TIepopaIbHO B 1000BMX 103aX 1200 ado 800 Mr
(y 3 mpuifomMu) BiIIOBITHO, 1O KiHIIA Kypcy
e(EeKTUBHICTB Tepartii BUSIBUJIACS 3iCTaBHOIO.
VY 1ot camuil yac y rpyIi Nali€HTiB, y SKUX
3aCTOCOBYBIM ajieMeTioHIH y 1031 1200 mr,
KJIiHIYHUE edekT HacTaBaB mBuaLie. [Jo-
cATHYTHI edeKT 30epiraBcst B 000X rpymnax
TIPOTSITOM 6 MiC ITiCIIsI 3aKiHIEHHSI JIIKYBaHHS,
110 CBIIYUTD PO TIPOJIOHTOBAHY JIil0 Tpe-
rapary.

Hacawmkinenp JI.A. CuBax 11ie pa3 Haro-
JIOCHJIA Ha BaSKJIMBOCTI BYUACHOTO BUSIBJICHHST,
MTPO(iTaKTUKY Ta PaHHBOTO JIiKyBaHHS ['T.

KepiBHUK HayKOBO-IOCIIIHOIO BiIli-
JIEHHS a1’ IOBaHTHUX MeToiB JlikyBaHHsI HIP,
Kauauaat MeaqmaHux Hayk Tanda Qaekcan-
npiBaa I'ybapeBa nipencraBuia pesysibTaTu

HayKOBO-JIOCIITHOI pOoOOTH, MPOBEAECHOT
y 2011-2013 pp. Ha 6a3i HAaYyKOBO-AOCITITHNX
Bi/lIJIEHb a7’ TOBAHTHUX METOJIB JIiKyBaHHS
ta XT cominnux myxiuH HIP.

PoGoTa Oyia mpucBsiueHa BUBYEH-
HIO TIPOTHOCTUYHUX (PAKTOPIiB PO3BUTKY
yekiagaenb XT y XBOpHMX Ha pak TpyaHol
sano3u (PI'3), po3po0iii 3axoaiB ix 3aro-
OiraHHs Ta JiKyBaHHS 3 ypaxyBaHHIM KJTi-
HiKO-71a00paTOPHUX YMHHMKIB IMPOTHO3Y
TokcuuHocti. 3a ii cnoBamu, XT oTpu-
My10Th 85,4% manienrok i3 PI'3. Huui
Haknomupeninioo cxemoto XT € cxema
FAC (dayopoypanui, 10KCOpPyOilluH,
mukiodocdamin), 1Mo 3a TOKCUIHICTIO
3icTaBHa 3 OUIbIIiCTIO cxeM XT, sgKi 3a-
CTOCOBYIOTH B OHKOJIOTii. Bimomo, 1110 Tok-
CUYHICTh KOHCePBAaTUBHOTO JTikyBaHHs PI'3
CYTTEBO TIABMUIIYETHCS 3i 30UIBITEHHIM
KIUTBKOCTI OTPUMYBaHMX IIperiapatiB, OqHaK
PiBeHb 00’ €KTUBHOI BiIITOBII Ha JIIKYBaHHST
MpY NpU3HAYeHHI 6araTOKOMIIOHEHTHUX
cxeM 3poctae. Ha mymKy mociinHuKiB,
BU3HAYECHHS TIPOTHOCTUYHUX (HaKTOPiB
pU3UKY PO3BUTKY ToKcuuHocTi XT, sKi
JIO3BOJISITH i1 CIIPOTHO3YBATH, MOXKE CYTTEBO
TIOJIITIITUTY PEe3YJIbTaTU JIIKYBaHHS.

Y nocnigxeHHs OYyJI0 BKJIIOUYEHO
146 xBopux Ha PI'3 y I-1V cranii Bi-
KoM Bix 27 mo 72 pokiB (cepenHiii Bik
49,819,8 poky). Ycim nanieHTKaM nposejie-
HO 4—6 kypciB XT 3a cxemoto FAC (ycworo
778 xypciB). [TposiBu Tokcuunocti XT j10-
caimKyBaau Ha 7-i, 14-iiTa 21-ii JeHb KOX-
Horo kypcy XT 3a kputepismu NCI-CTC
V3.0 (National Cancer Institute — Common
Toxicity Criteria Version 3.0). ITpoBeneHo
MoHa 2 TUC. KOMIUIEKCHUX JOCITIIKEHb.

Y pesyibrari 6aratoakTopHOTO aHa-
JIi3y BUBHAYEHO, IO cepe]] OCHOBHUX TH-
niB TokcuuyHocTi XT Oysiu remMarosioriuia
(1,6%), racrpointectunanvta (74,3%),
KapiaioBackyusipHa (9,8%) Ta nediH-
koBa (16,1%). JloMiHyBaJIu TPOSBU
nomipHoro I—II cryneHss TOKCMYHOCTI.
OxpiM KkIriHiKO-J1abopaTopHUX (hakTo-
piB PU3UKY, TAKOX BUBYEHO TeHETUYHI

XMMI/IOTepaﬂI/ISI COJINAHDbIX onyxone|7|

YUHHUKHU, Y TOMY UMCJIi TEHOTUIIU FeHiB
GSTPI ta MTHFR.

BusiBuiiocs, 110 racTpoiHTecTUHAIb-
Ha TokcnuHicth (I'IT) vacTinme BuHMKAaIa
y xBopux BikoM <50 pokis (100% mopis-
HAHO 3 66% y manieHTiB y Bini >50 poKis;
p<0,001). KapnioBackyssipHy TOKCUUHICTb
(KBT) i3 Oi1bI1010 YaCTOTOIO Big3Havyaiu
B oci6 BikoM >50 pokiB (90% mopiBHSIHO
3 16% y xBopux Bikom <50 pokis; p<0,001).
IMeuinKoBa TOKCUYHICTb pO3BUHYIIacs y 26%
xBopux i3 I-I1 cramiero Tay 77% — 3 111-1V;
KBT — y 42 ta 84% nailieHTiB BilMOBiIHO
(p<0,001). TTewiHKOBa TOKCUYHICTh BUHUKJIA
y 21% XBOpPUX i3 CYIyTHBOIO TATOJIOTIEIO
ta 77% — 6e3 uei; KBT — y 41 ta 74% narii-
enriB BimmoBixHo (p<0,001). I'l' T peecrpysamm
y 50% xBopuX, siKi orpumau <3 Kypcis XT,
Ta 'y 87% ocib, sIKUM IIPOBeIeHO >3 KypciB
XT (p<0,001). KBT Bunukia y 44 ta 79%
xBopuXx BinrnosigHo (p<0,001). ¥ mauieHris,
axi Oynu Hocigsmu G/G reHorumy reHa
GSTP1,TIT posBunystacsty 88,9% nopiBHIHO
3 XBOPUMU, SIKi Oystut HocisiMu reHoTuIy A/G
(41,9%) ta A/A (46,9%) (p<0,04). I'enorumn
reHa MTHFR GyB 1oB’s13aHMiA i3 pO3BUTKOM
KBT i remarosoriunoi TokcuyHocti. KBT
3apeecTpoBaHo y 36,5% XBOpUX i3 TEHOTU-
nom T/T i C/T ta 9,1% — i3 reHOTUIIOM
C/C (p<0,01). I'emaroyoriyHy TOKCUYHICTh
Bim3HaueHo y 20% Talli€HTiB i3 TeHOTUIIOM
C/Tta3% — i3 C/C (p<0,04).

[lono mevinkoBoi Tokcuunocti XT,
TO 3’sicyBajiocs, 0 CTATUCTUYHO JIO-
CTOBIPHO Ha ii PO3BUTOK BILIMBAIOTH TaKi
daxTopu, gk BiK mauieHTKH >S50 pokiB
(r=0,37; p<0,05); HaAgBHICTh XPOHIYHUX
XBOPOO TMeYiHKM Ta )KOBYOBUBITHUX LIIXIB
(r=0,32; p<0,05); obcsir orepeIHbOTO CIie-
iaJIbHOTO JIIKYBaHHSI, Y TOMY YHUCJIi TIPO-
BeneHHst >3 kypciB XT (r=0,39; p<0,05);
inimianeamii piseHs ATAT (r=0,41; p<0,05),
AcAT (r=0,39; p<0,05) Ta 3arasibHOTO OiJIi-
py6iny (1=0,45; p<0,05) (pricyHoK).

Ha ocHOBi 111X (hakTOPiB BU3HAYEHO TPYITY
XBOPHX i3 BACOKUM PU3UKOM I1POSIBIB TOKCHY-
Hocti XT. Y wilt rpyni yactora BAHUKHEHHST

OcHoBHa rpyna
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PucyHok. MposiB1 TOKCUHYHOCTI Y AOCAIAXYBaHUX rpynax
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Tabnuus.

Anroput™ npodinakTuku Ta nikysaHHs I

O3Haku

JlikyBaHHS

MifBuMILEHHS PiBHSA CUPOBATKOBUX

EceHuianbHi docdoninian no 2 kancynu 2—4 pasu Ha AeHb

AnAT, AcAT <5 HopM, HOpManbHWii pi- [0 HopMani3alii piBHS BioXiMiYHUX NOKA3HUKIB, ane He MeH-

BeHb binipybiny e 2 TMx
MifBuMILEHHS PiBHSA CUPOBATKOBIX
AnAT, AcAT <5 HopM, pieHb Ginipybi-
Hy BUWMiA y 21,5 pasa

>2 mic
MMiaBULLEHHS PIBHS CMPOBATKOBMX
ANAT, AcAT y >5 pasis abo HasiBHICTb

03Hak Hy’s Rule*

HAM [1031.

MNpeprisonon 30 Mr/poby — 1-i TwxaeHs, 20 Mr/noby —

2-it TuxaeHb; 10 Mr/noby — 3-i TxaeHb. Ypcone3okeixo-
nesa kucnota 10—15 mr/kr/noby 3 1-ro TUXHS BNPOAOBX
Binmina XT. Mpeatizonod 60—30 mMr/no6y 3 NOCTYNOBUM 3HUXEH-

AnemeTioHiH 400 Mr BHYTpiLIHbOBEHHO 5 A6, noTim 400 Mr 2 pasu

Ha 106y per 0s Ao HopMani3aui GioXiMiYHUX NOKA3HWKIB

*Mpasuno [as — NPOrHOCTUYHWIA IHAMKATOP TAXKOrO MEAMKAMEHTO3HOTO YPAXEHHS NEYiHKM.

Ta CTYIiHb TOKCMYHUX eheKTiB Oy 3HAUHO
putnumu. Tak, T'IT 3apeectposato y 80,5%
pumankis, ['T — y 45,9%, KBT — y 39,2%,
a reMaToJIOrYHy TOKCHUHICTb — Y 36,5%.
I KOXHOTO 3 BHUAIB TOKCUYHOCTI
PO3pOOIIEHO aTTOPUTM MPODITaKTUKU TOK-
CUYHUX TIPOSIBIB Ta JIIKyBaHHS YCKIaTHEHb.
TakuM YMHOM, B OCHOBY ajlTOPUTMY TTPO-
dinaktTuku Ta JgikyBanHs ['T nokiageHo
BIUTMB Ha pi3Hi MeXaHi3Mu ii po3BUTKY (Ta-
Onuiist). [TauieHTIiB rpyITy BUCOKOTO PU3UKY
po3ButKy I'T paHmoMi3oBaHO Ha /Bi TUIKU:
Ti, 110 OTPUMYBAIU MPOMIIAKTUIHE JTiKy-
BanHs I'T (nocnigna rpyma), Ta Ti, 1o iioro
HE OTPUMYBATH (KOHTPOJIbHA IPYTIA).
3acTocyBaHHS BKa3aHOTO ajJrOpUTMY
npodinaktuku I'T y pocnianii rpymi go-
3BOJIMJIO 3HAYHO 3HU3UTHU PiBeHb MPOSIBIB

I'T. Tak, B ocHOBHiif rpyni nposisu I'T BU-
saBieHo y 39,2% niporu 75,0% y KOHTPOJIb-
Hiit (p<0,05). Kpim Toro, cTyIiHb NposBiB
TOKCUYHOCTi BOCHOBHIM I'pYITi OYB HIKUNM,
t0o6TO III cTymins I'T, npu sikomy HeoOXis-
HOIo OyJ1a O peayKilis 103 XiMioIpenaparis,
PEECTPYBAIM BUKJIIOUHO B KOHTPOJIbHIH
rpymi (n=7; 12,9%; p<0,05).

Buacininox 3HUXEHHS TOKCUYHOCTI
XT Oyna 3a0e3reyeHa MOXJIUBICTb YHUK-
HYTH peayKllii 103 Ipenaparis Ta BiATepMi-
HyBaTH nofabiiri Kypcu XT. ¥V cykyrnHocTi
3 TIPOBEJCHHSIM MPOGBITAKTUYHOTO JiKY-
BaHH$ Ta 3HIKEHHSM DiBHS iHIIUX BUJIB
TOKCMYHOCTI B JOCJiIHIN rpyni Baajocs
OTPUMATH BUILIMI piBeHb 00’ €KTUBHUX Bill-
nosineii Ha teparito (47,7% nopiBHSIHO
329,4% y KOHTPOJILHIM IpyTIi).

TTincymoBytoum cBoto 1010Bib, I.O. I'y-
GapeBa I11e pa3 MiaKpec/IuIa, 10 3aCTOCYBaH-
Hs TPOiTaKTUYHOT TeraToTPOITHOI Tepartii
JIO3BOJISIE 3HAYHO 3HU3UTH PU3UK PO3BUTKY
I'T yxBopux, 1110 orpumytots X T, nornepenu-
TH PO3BUTOK MOCTXIMIOTEparIeBTUIHUX 3MiH
Y CTPYKTYpi MeYiHKu, MOKPALIUTH MepeHe-
ceHHsa XT Ta sIKiCTb XUTTSI XBOPOro. A 1ie,
B CBOIO Uepry, J03BOJISIE JOTPUMATHCS IHTEH-
CHBHOCTI 3aIJITaHOBAHOI Teparlii, a 3HaUUTb,
JIOCSITTH BUILIOT €(heKTUBHOCTI JTIKyBaHHSI.

Orxe, MiJ 4yac ceMiHapy OyJ10 BUCBIT-
JIGHO NMWUTaHHS MaroreHesy, (hakTopis pu-
3uKy po3Butky I'T. KoxkeH i3 qomoBinauis
IPOIEMOHCTPYBAB BUKJIIOUHY BaXJIUBICTb
npodinakTuku Ta jJikyBanus I'T, 1o B 11i-
JIOMY MOXe BIUIMHYTH Ha €(heKTUBHICTh
JIIKYBaHHSI XBOPOTO OHKOJIOTTYHOTO MPO-
Gbinro. AKTUBHICTb ayAUTOPIl, 1110 Mossiraia
y 3HAYHil KiJIbKOCTi NMUTaHb 32 TEMaMU
JIOTIOBiIeiT, OOTOBOPEHHI TEMU CeMiHapy,
MpOiTIOCTpYBaia BUCOKY 3alliKaBJIEHICTh
OHKOJIOTIB i FeMaTOoJIOTiB acneKTamMu mpodi-
JlakTUKU Ta JikyBauHs I'T. Takum yuHOM,
3a pe3yJibTaTaMu CeMiHapy MiATBEPIKEHO
aktyajnbHicTb TeMu ['T y maiieHTiB 3 OHKO-
MATOJIOTIEIO SIK OJIHOTO 3 HAMOLIBII YacTHX
Ta cepiio3Hux yckinaaHeHb XT, a Takox
3HauUHYy NOTpeOy y MpOoBeJeHHI aHAJIOTiu-
HUX 3aXO[liB Ta MOIUOJEHH] 3HaHb LI0J0
BEJICHHS TMAlli€HTIB, SIKi MAlOTh MPOSBU
XiMioTepaneBTUIHOI TOKCUYHOCTI.

i

0630p Hay4HO-MPaKTUYECKOro ceMnHapa

«lMpodurnakTuka n ne4eHne oCNoXXKHEHNN

XyumMuoTepanum (renatToToKCUYHOCTb)»

AN OHKOJOroB, KOTopble MPOBOAAT XMMMoTepanuio

A.A. Iybapesa, E.C. Quaonenko, E.M. Anexcuk

HauywnoHanbHbIi M(HCTUTYT paka, Knes

Pesiome. I1poBeneHue coBpemMenHoit xumuorepanuu (XT)
MO3BOJIMJIO CYIIECTBEHHO ITOBBICUTD ITAHCHI O0JIBHBIX OHKOJIOTH-
YyecKkoro mpoduJisi Ha BbI3AOpoBIeHUe. BripoueM, oTpriaTebHbIM
nocieactTsueM uHteHcubrkayu XT sBisieTcs: yBeJTnyeHre Kou-
YyecTBa M0OO0YHBIX 3 (HEKTOB TPOTUBOOITYXOJIEBBIX JIEKAPCTBEHHBIX
cpeacTs. [loaTBepkaeHeM aKTyalbHOCTH 3TOM TEMBbI CTAJIO MPOBE-
nenue B Kuese Baripesie 2014 r. cpasy AByX CEeMUHAPOB, TIOCBSIIICH-
HBIX BOIIPOCaM ITPOMUIAKTUKH U JICUEHUsT PA3IMIHBIX TOOOYHBIX
apdexro XT. Ha nepsom cemunape «MeankaMeHTO3HBIE TO-
paXeHus NeYeHU, MHAYLIMPOBAHHbIE XUMUOTEPpANIUEil», KOTOPBIN
cocrosuics 16 anpesist moa aruaoil HalmoHajibHOTO MHCTUTYTA
paka, ocBelleHbl HauboJiee akTyalbHble BOITPOCHI TEMATOTOKCUY -
HOCTH. VI3IOMUHKOI ceMrHapa CTajlo ero nposeaeHue B popmare
TeJIeMOoCTa, KOTOPbI 00BEIMHII OHKOJIOTOB 1 remaTtosioros Kuesa,
JIpBoBa, JloHeuka, XappkoBa, 3aropoxbs, JHENponeTpoBcka,
TMonrael, Onecesl, Yxropoaa, Bunnuusl, Jlyrancka u Yepkacc.
JlaiipkecT nocBsIeH NpecTaBlIeHHBIM B 10KIa1aX KIFOUeBBIM BO-
NpocaM pa3BUTHSI, TPOMUIAKTUKHI U JIEYEHUsI TeITaTOTOKCUYHOCTH.

Kniouesble c10Ba: XMMUOTEpanusl, TeraToTOKCUYHOCTD, 1TPO-
dwrakruka, jedenue, AcAT, AnAT.
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The digest of scientific-research workshop

«Prophylaxis and treatment of chemotherapy

complications (hepatotoxicity)» for oncologists,

which are conducting chemotherapy

H.O. Hubareva, K.S. Filonenko, O.M. Aleksyk

National Cancer Institute, Kyiv

Summary. Modern chemotherapy (CT) significantly increases
the chances of oncological patients to be cured. Thus negative
point of modern CT is elevated number of side effects. This topic
is very actual, what was confirmed by two workshops dedicated
to the prophylaxis and treatment of CT complications, held in Kyiv
in April 2014. The first Workshop held on April, 16 under the aegis
of National Cancer Institute «Liver injury after chemotherapy». The
special thrill of the workshop was television space bridge between
the oncologists of Kyiv, Lviv, Donetsk, Kharkiv, Zaporizhzhya,
Dnipropetrovsk, Poltava, Odessa, Uzhgorod, Vinnytsya, Lugansk
and Cherkassy. The key topics of the development, prophylaxis and
treatment of liver toxicity are presented in the digest.

Key words: chemotherapy, liver toxicity, prophylaxis, treatment,
AST, ALT.






