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Ha mopeni kKapunHomu nereHi Jibloic NokasaHo edeKTUBHICTb KOMOGiIiHOBaHOro
3acTocyBaHHS XimioTepanii Ta BakLMHOTepanii 3 BUKOPUCTaHHAM KCEHOFeHHOT
eMOpioHanbHOT BaKLWMHW, po3po6iieHoT B IHCTUTYTi ekcrnepyMeHTaribHOT NaTonorii,
oHkororii i pagiobionorii im. PE€. KaBeubkoro HAH Ykpainu. NigibpaHo ontumans-
HY cXemy KomGiHOBaHOT Tepanit, L0 BKNoYa€e BBeAeHHS A OKCOpYybiLuHYy o npo-
BeJleHHs onepaTUBHOIo BUAANEHHS NMyXJ/IMHU, @ BaKLMHW — Y paHHIA TepMiH nicns
onepaLii, o 3abe3neuye 3pocTaHHs iHAeKCy iHriGiLiT meTacTazyBaHHA Ao 98%.
BcTaHOBRNEHO, L0 NpY 3acToCyBaHHi KOMGIHOBaAHOTrO NiKyBaHHS y TBAPUH Ha KiHeLb
eKcnepumMeHTy BiaMivanu NiaBULLLEHY LLUTOTOKCUYHICTb NiMGOLMTIB | 3SHMKEHHS
piBHS HaKonuyeHHs IgG Ao GiNKOBUX eKCTPaKTIB i3 KNITUH FOMONOriYHOT NYXANHN.

AKTYaJIbHOIO MPOOJIEMOIO TIPY KOMII-
JIEKCHOMY JIIKyBaHHI XBOPUX OHKOJIOTIYHOTO
podiITIo € ITUTOCYTIPECisl, SIKY BUKITMKAE 3a-
CTOCYBAHHSI ITPOTUITYXJIMHHUX IIUTOCTATUKIB
a00 ioHi3yrouoro BUIMpoMiHioBaHHS. BoHa
He TUTbKY 3aBaXKa€ IOCSITHEHHIO MAKCUMaJTb-
HOI e(heKTUBHOCTI MPOTUITYXJIMHHOI Tepartii,
aye 1 y 6araTboX BUIAIKaX MPU3BOIUTH
JI0O BUHUKHEHHS YCKJIAJHEHb, 1110 CTAHOB-
JISITH 0€3MOCepPeHIO 3arpo3y ISl KUTTS
xBoporo. Tomy ocoOsIMBY yBary NpuaIsiioTh
JOCHIKEHHAM 3 BUKOPUCTAaHHSIM KOMOi-
HOBAHUX CXeM creludiyHoi afanTuBHOI
iMyHOTepanii Ta NPOTUITYXJIMHHUX IIpe-
napatiB — ximioimyHorepamnii (XIT) [1—4].
Lle nmop’s13aH0, MO-TIEpIIe, 3 MOXKIUBICTIO
eJliMiHauil i BIUIMBOM XiMiorpenapatiB
iMyHOCYIIpeCUBHUX (haKTOpiB, TIO-Apyre,
3 {HJYKIII€0 TaK 3BAaHOI IMyHOTEHHOI 3a-
ruoesTi MyXJIMHHUX KIITUH [5—7].

V NOKIIIHIYHUX Ta KJIIHIYHUAX BUIPO-
OyBaHHSIX TIPOJEMOHCTPOBAHO YCIIiX Yy 3a-
CTOCYBaHHI KOMOiHAIlii TTPOTUITYXJIMHHUX
BakuuH ([1B) 3 ximioTepanierw s no-
CSITHEHHSI CUHEPTIYHOTO e(eKTy, HaBIiTh
KOJIM /1032 Ta CXeMa BBEJCHHSI BiITIOBITHUX
areHTiB IoTpedyBaIu oNTUMizallii [2, 4, 8, 9].
[TokazaHo, 1110 JesiKi penapaTu (JIoKcopy-
6itH — Dox, mkiiodocdamin) iHIyKyoTh
iMyHOJIOTIUHY 3aruodesib NyXJIMHHUX KITi-
THH |3, 6, 7, 10], DotieTakce miaBUIILY€E eKC-
MPECito MyXJIMHOACOLIIOBAHUX aHTUTEHIB,
koMIuiekciB HLA-TienTuaiB, TaKUM YMHOM
CEHCHUOLTI3YI0YM MyXJIMHY J0 iHAYKOBAaHOTO
BakIMHOO T-KIiTHHOrO KijiHry [11].

BcranoBneHo, 1110 HU3bKi JO3M 3a3Ha-
YEHUX ITPEeTapariB MOXKYTb ITiIBUIILYBATHU T€~
paneBTUYHY e(hbeKTUBHICTD AESKMX BAPiaHTIiB

[1B sx y Mul111eit 3 MOICTBHUMU ITyXJTMHAMU,
TaK i B OHKOJIOTIYHMX XBOPHX, 3@ PaXyHOK
3MeHIeHHs Kinbkocti T-cympecopis [3,
9, 12—14]. BaroMuM OOIpYHTYBaAaHHSIM IS
po3pobku cxem XIT crana igest KOPOTKO-
yacHoi jerviettii perysastopaux CD4*CD25*
FoxP3 T-niMbo1uTiB 3a 70MTOMOTOI0 HU3b-
KUX 103 ukjJodocdaminy, 1110 3HAYHO
noJtinrye TepaneBTuuHuit edpexr 1B [15].
Y KJAiHIYHUX JOCHIJAXEH-
HsX M. von Mehren Ta cniiBaBropiB [16]
M0KAa3aHo, 110 MAIEHTH, Ki MOMepeIHbO
OTPUMYBAJIM XiMiOTEpaIlito, CTatoTh OLTBIIT
yyTuBrUMHU 10 Ail [1B. BBaxkatots, 1110 3Ha-
YHO KpalloMy pe3yJIbTaTy MOXe CIPUSITH
BaKIIMHAaIlig Malli€HTIB 31 3MEHIIIEHUM
3a paxyHok Jii xiMmionpenapary o6’eMoM
ryxuHu [17]. 3a janumu S. Wang Ta criiBaB-
TopiB [ 18], 1ist HU3BKYMX 103 XiMioITpenapariB
Ma€ iCTOTHIIINI BILUIMB HA MIKPOOTOUEHHS
MyXJUHU 32 paxyHOK aHTUAHTIOTEHHOTO
e(exTy, HiX Ha posTihepaTUBHY aKTUBHICTh
MYyXJIMHHUX KTiTHH. OTXe, Mepexia 10 Kili-
HiYHMX BUTIpOOYBaHb cxeM XIT oOMexkeHwit
HU3KOI0 HEBUPILLIEHUX TTUTaHb, TTOB’I3aHUX
i3 BIZICYTHICTIO OOI'PYHTOBAHUX PEXHUMIiB
i HeJloCTaTHIM PO3YMiHHSIM MEXaHi3MiB
IHIYKIIii ONTUMaIbHOT IMYHHOI BifITIOBI/Ii.
Po3pobka ontumanbHUX 103, CXEM
Ta PeXUMIiB 3aCTOCYBAHHS BiITUM3HSHUX
1B rmpu KOMIUIEKCHOMY BUKOPUCTAHHI 3 Xi-
MioTpernapaTamMy 3 METOIO TIOTePeKEHHSI
peuMIMBIB I MeTacTa3iB Ta MOKPALLIEHHS
SIKOCTi XUTTS OHKOJOTIYHUX XBOPUX €,
0e3yMOBHO, IIPIOPUTETHUM HATTPSIMKOM CY-
YacHOI MeIMYHOT HayKH i CTaHe IMOIITOBXOM
JIO CTBOPEHHSI OUIbLI e(DEKTUBHUX METO/IIB
JIiIKyBaHHS MAlli€HTIB 3 OHKOJIOTIYHUMU
3axBoproBaHHsAMU. Lle BKasye Ha JOLLIb-




HICTb PO3POOKM Ta TIOAAIBIINX TOCTIIKEHb
takux pexumiB XIT, Koau 3acTocyBaHHS
GiorpenapaTiB i IIUTOCTATUKIB CIIPUSITUME
JIOCATHEHHIO CHEPTi3MYy IXHbOI [il.

3 ypaxyBaHHSM IIbOI'O METOIO J1O-
cliKeHHs O0ysno po3pobutu cxemy XIT
Ha OCHOBi KCEHOT€HHOI MPOTUITYXTUHHOT
BakimHu (KITB), cTBOpeHOI Ha OCHOBI eMO-
piOHAJIBHUX MPOTEIHIB KYPKH, ajl I0BaHTa
MiKpoOHOTO rmoxokeHHs [19] Ta HU3bKUX
o3 Dox, i tocaiauTu ii aHTMMeTacTaTUuHYy
Ta IMyHOMOIY/TI0I04Y €(DeKTUBHICTb.

ExcriepuMeHTH TIPOBEICHO Ha MUIIIAX
ninii C57BI (cam1ii BikoM 2,5 Mic Ta Macoio
tina 20—22 r po3BesieHHs BiBapito [HcTUTYTY
eKCIIePUMEHTAIbHOI I1aTOJI0Tii, OHKOJIOT1
i pamioGionorii im. P.€. KaBeubkoro HAH
Ykpainu). Yrpumanus TBapuH i podora
3 HUMU 3IiMCHIOBAJIMCS BifIIOBiIHO 10 3a-
TaJIbHONIPUIHATAX MIXKHAPOIHUX TTPAaBUI
MIPOBEACHHSI JOCIIXKEHb Ha eKCIIepUMEH -
TaJbHUX TBAPUHAX. SIK eKCTIepUMEHTAIbHY
MOJieJIb BUKOPUCTOBYBAJIU KaplMHOMY
sereni JIvioic (KJLJT).

AHTHMETACTaTUYHY Ji0 KOMOIHOBAaHUX
cxeM KITB 3 Dox mocmimkyBany y MULiei
3 MiHIMaJbHOIO 3aJMINKOBOIO ITYXJIMH-
Hoto xBopo6oio. KJIJI nepemenioBaiu
(110 2,5 « 10° KJ1iTHH) Yy OAYIIEYKY 3aHbOT
KiHLiBKH, Ha 20-Ty 100y MMiCJISI LBOTO Y BCiX
TBapuH MiI HApKO30M (TioIeHTaJl HATPilo
110 60 MKT ITiIIITKIpHO) BUAAJISLTA [TEPBUHHY
MYXJIMHY HUISIXOM BiICiKaHHS TUCTATbHOTO
Bipi3Ka ypaxkeHoi KiHIIiBKH 3 TTOINepeIHiM
HaKJIaJaHHSIM JIiratypy (XipyprigHe Buma-
neHHs nyxanHu — XBIT).

CdopmoBani Taki mociigHi rpynu:
1 — KoHTpOoJb IyXsiuHHOTO pocty (KITP) —
tBapunu 3 XBIT; 2 (Dox + XBIT) — tBapu-
HU, sIKi oTpuMyBaii DoX /10 TIpoBe/IeHHSI
XBIT; 3 (XBIT + Dox) — TBapuHu, fKi
otpumyBaiu Dox micag XBIT; 4 (XBIT +
KIIB) — TBapuHm, Ki OTpUMYBaIN KCe-
HoBakuuHy micias XBIT; 5 (Dox + XBIT +
KIIB) — tBapunu, sKi orpumyBayn Dox
1o nipoBeneHHs XBI1 Ta kceHOBaKIIHY —
nicas Hporo; 6 (XBIT + Dox + KIIB) —
TBapuHHU, ki micyst XBIT orpumyBanu Dox
Ta KceHoBak1uHy; 7 (KI1B + XBIT + Dox +
KTIB) — TBapuHU, SIKi OTpUMYBaJIN KCEHO-
Bak1uHy 10 XBIT Ta Dox i KceHOBaKUIMHY
micst XBIT.

Dox BBOAMAM TpUYi, BHYTPIillIHBO-
OUEPEBUHHO, 3 iHTEpBAJIOM 48 TO]1 i3 pO3-
paxyHky 0,04 Mr/TBapuHy Ha OJHE BBE-
sieHHs (2,0 Mr/kr); mumiam 2-i ta 5-i rpy-
N — B HEoa ' IOBAHTHOMY pexkuMi, Ha 14;
16 Ta 18-Ty 100y €KCIIEPUMEHTY; MUIIIAM
3; 6 ta 7-iTpyI — B a1 lOBAHTHOMY PEXUMi
Ha 22; 24 Tta 26-Ty 100y (2; 4 Ta 6-TY 100y
niicsis XBIT). KITB rorysasu 3rigao 3 [19]
i BBoAWIM Tpuyi 1o 0,3 Mt miAmKipHo:
muiiam 4-ita 5-i rpyn Ha 3; 5 ta 9-1y 100y
nicist XBIT, munram 6-i ta 7-1 rpyn — 1mo-
YUHalouM 3 3-1 100U IMicasa 3aBepIieHHS
BBeaeHHsT Dox (9; 11 it 15-Ta ao6a micis

XBIT). ¥V nepepaxyHky Ha OiJIOK cymapHa
1032 BaKLIMHU Ha BEChb KypCc CTaHOBUJIA
1 Mr/TBapuny. Muiri 7-1 rpynu, Kpim
Toro, oxepxyBaiu KIIB no BumaneHHs
nyxiuHy (Ha 14; 16 ta 18-ty mo0y micis
niepemeruieHHst KJIJT), Tomy 3araibHa 1o3a
KCEHOBAKIIMHY CsTajia 2 MT/TBapuHYy.

AHTUMETACTaTUYHUH eheKT OlliHIOBa-
s Ha 23-T10 100y micyis XBIT (43-14 no6a,
BinmmoBigHo, micas npuinerienHs KJLT)
3a [MOKa3HUKaMU KiJTbKOCTi Ta 00’eMy
MeTacTasiB y JIEreHsX: YacToTa MeTacTasy-
BaHHs (%); cepeitsl KiJbKiCTh MeTacTa3iB
Ha | mMuIiy; cepenHiii 06’eM MetacTasiB
Ha 1 mumy. Iamgekc iHridinii Mmertacrasy-
BauHs (IIM) pospaxoByBaiu 3a hopmMyJI010:

A, * B.—A, * B

IIM = —“—A‘Z—Bj—”— + 100%,

e A, i A, — KiTBbKICTh TBApUH 3 MeTacTa-
3aMM B KOHTPOJIBHIH i TOCHiAHI rpynax;
B, i B, — cepenns KiJbKicTh MeTacTasiB
TBapUH KOHTPOJILHOI Ta JTOCIiAHOI TPYII.

HuTtorokcuyny aktuBHicTh (LITA)
simporttutis (JIir), Mmakpodaris (M), a a-
KOX aHTUTINIO3aIeXKHY MTOTOKCUYHICTh
(A3L) BkazaHux eheKTOpiB BU3HAYAIU
in vitro 3a gonomoroo MTT-tecty [20]
Ha 23-Ti0 106y nicast XBII. dx xiitu-
HU-MillleHi BUKOPUCTOBYBaIN KJIIiTUHU
KJI. Brutus cupoBatku kposi (CK) anari-
3yBaJIM 3a iHgeKcoM noteHitoBanHs (11T):

1T = [(A3L yymp — LU TApymg)/
HTAnymgl * 100%

TakoX T0CTiIKYBaIU [IPOTUITYXTUHHY
uurorokcnyHicTs CK Ta BU3Hauamu Meto-
oM iMYHO(EPMEHTHOTO aHaji3y piBeHb
HakonmyeHHs IgG 10 6iTKOBUX eKCTPaKTiB
i3 kit KJJI.

CraTucTUYHY 0OpOOKY pe3ybTaTiB
MPOBOJMIIY 3a 3araJlbHOTIPUNHATUMU
MeTOo/laMU BapialliliHoi cratuctuku. Pe-
3yAbTaTU JIOCTIIKEHHS T0JaHo IK MEm,
e M — cepejiHe apudmeTrnaHe 3HaYSHHS,
m — Horo cTaHjaapTHa noxuoxa. Po3oix-
HOCTI OLliHIOBaJIU sIK BiporiaHi mpu p<0,05.
Po3paxyHku Ta mo0yaoBy rpadikis Bu-
KOHYBaJIM 3 BUKOPUCTAHHSAM TIPUKIAHOT
niporpamu OriginLab.

Y Xo/li eKCIIEpUMEHTY BUSIBICHO BU-
COKY aHTUMETacTaTU4YHY e(peKTUBHICTh
NEeSIKUX TOCTIIKEHUX CXEM BBEICHHS
KIIB Ta/a6o Dox ( ). Taxk, 3a-
CcTOCOBaHi B sIKOCTi MoHoTepanii Dox
y HU3bKill 1031 800 KCeHOBAKILIMHA YMHWIU

ICTOTHUH TaabMyBaJIbHUN e(eKT Ha PO3-
BUTOK METACTa3iB y JIeTeHsIX TBAPUH, SKILO
ix BBomuu micasg XBIT (3-14 i 4-ta rpynu
TBapuH). [1pr IbOMY KiJIbKiCTh MeTacTa3iB
MOPIBHIHO 3 KOHTpoJeM (1-1r1a rpymna)
3MeHIwiacsd B 3,21 2,9 pasza, I1IM crano-
BUB 68,69 i 80,84% Binnosigno. CepeHiii
00’eM MeTacTa3iB y MUIIIEH, 1110 OIEePKyBa-
s Dox, 6yB B 6,4 paza MEHIIIIM [TOPiBHSIHO
3 aHAJIOTIYHUM ITOKa3HUKOM Y KOHTPOJIBHUX
tBapuH (5,53+3,88 135,59+13,92 mm?/TBa-
puny; p<0,05), ajte yacToTa MeTacTa3yBaH-
Hsl IIpY 1[bOMY OyJ1a ogHaKoBoIo (88,0%).
[Tpu BukopucranHi B MoHopexumi KITB
MeTacTasu y JIereHsx peectpyBaiu y 50%
MHUIIIEH, aJle iXHill 00’ €M IIPaKTUYHO He Bijl-
Pi3HABCS Bill TAKOTO B KOHTPOJII.

MaxkcumanbHa peantizallis aHTUMeTa-
CTaTUYHOTO eeKTy Majia Miclie BHACiIOK
3acTocyBaHHs KoMOiHauii Dox 1o mpoBe-
neHHs XBI1, a KceHOBaKIIMHY — TTiCJIsT HbO-
ro (5-ta rpymna). Y 11boMy BUITaKy 4acTOTa
MeTacTasdyBaHHs 3HYDKyBasacs o 20%,
KIJTbKICTh METaCTaTUYHUX BY3JIiB y JIETEHSIX
TBapuH 3MeHIyBaacs y 17 pasis, [IM cra-
HoBUB 98,69%, 06’ €M MeTacTasiB TaKoOX OYB
miHiMaabHuM (p<0,05).

[Mpu npoBemenHi XIT micas BumagieH-
HsI TYXJIUMHU (6-Ta Tpyrna) MO3UTUBHUI
edexT KoMOiHOBaHOI CXeMU Bil3Hayagu
y 3MEHIIEeHHI KiIbKOCTI MuUlllell 3 MeTa-
crazamu y jereHsx no 50% rta TeHueHil
IO CKOPOYEHHSI CepeIHbOI KiJTbKOCTI MeTa-
crasis (B 1,7 pasa); [IM cranosus 67,16%,
a00’eM MeTacTasiB BipOTiTHO He BiIpi3HSB-
51 Bill KOHTPOJBHOTO MTOKA3HUKA.

Crix 3a3HaYUTH, 1O YCKIATHEHHS
OCTaHHBOI KOMOIHOBAHOI CXeMU IILJIIXOM
nonatkosoro BsejaeHHsS KIIB Ha doni
poCTy NepBUHHOI MyXJiuHu (7-Ma Tpyria)
He TOoKpallyBajo pe3ybTaTH, a, HaBIla-
KUY, TIPU3BOMIIO OO Pi3KOTO IMOTipIIeHHS
KUJIBKICHUX Ta 00’€MHUX XapaKTepPUCTUK
MeTtacTa3yBaHHs (BiinmoBiaHO Yy 2 Ta 3,5 pa3a
MOPiBHAHO 3 KOHTPOJIEM), IO MOXHA PO3-
LIHIOBATH K BipOTiIHY CTUMYJISIIIIO MeTa-
cTazyBaHHS. AHAJIOTIYHY KapTUHY CTIOCTe-
pirajau TakoxX Ipu cxemi 3 He0a 1 IOBAHTHUM
pexumoM BBeaeHHs: Dox (2-ra rpyrna) —
meTacTaszu oynu y 100% TtBapuH, a ixHiit
cepejiHiit 06’eM Maiixe y 6,5 pasa riepeBu-
IIyBaB [MOKa3HUK Yy KOHTPOJIbHUX HEJKO-
BaHUX OIEPOBAHUX MUIIICH.

OTXe, ONTUMAJIbHOIO BUSIBUIACSI KOM-
OiHOBaHa cxeMa, IO TMepeadavyae BBe-
nenHs Dox po XBII, a KIIB — muinam

Moka3Hukn aHTUMeTacTaTUYHOT eeKTMBHOCTI pidHMX cxeM 3acTocyBaHHs KMB Ta/abo Dox

y MuLeit 3 Xipypriuxo BuaaneHoto KJ1J

Yacrora

Ne XapaktepucTuka

— rpynH MeTacTasy-

BaHHA, %

1 KMP (XBM) 88

2 Dox+ XBN 100

3 XBM + Dox 88

4 XBN+KMB 50

5  Dox+ XBI +KINB 20

6  XBI+ Dox + KrB 50

7 KMB + XBI + Dox + KINB 100

Kinekicte 06’eM meTacTasis
MeTacrasis, 1M, % 3 ’
MM3/TBapUHYy
LUT./TBapUHY
10,38+3,17 35,59+13,92
25,0+10,64 +173,7 230,67+136,68
3,25%1,09* -68,69 5,53£3,88*
3,5%1,96* -80,84 31,26+18,54
0,6+0,6* -98,69 0,036+0,036*
6,0£3,1 -67,16 27,57+16,21
20,43+5,24 +123,66 124,95+54,53

*p<0,05 nopiBHAHO 3 NOKA3HUKOM KOHTPONbLHOT rpynu (XBIT).
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13 MiHIMaJTBHOIO 3AJIUIIIKOBOIO ITyXJINHHOIO
xBopoOo1o (y panHiit Tepmin micas XBIT).
MoxHa 3po0UTH BUCHOBOK B ITaHOMY
BUITAAKY Ipo cuHeprizM mii Dox Ta KITB
(5-Ta Tpymna), ToMy 110 e(eKT BiJ 3acTO-
CyBaHHS KOXHOIO 3 HUX OKPEMO B aHAJIO-
TiyHUX yMoBax (2-ra i 4-ta rpynu) 3HaYHO
rocTyraBcs eheKTy Bifl BUKOPUCTAHHS TIIET
KOMOIHOBaHOI CXEMU.

IIporunyxjMHHA iMyHHAa BiANOBiIb
3aJIEKUTh BiJ OYHKIIIOHYBAaHHS SIK CIIe-
mudivyaoi (uurorokcuyni T-mimboriur
Ta TUIA3MATUYHI KIITUHM ), TaK i TPUPOITHOL
JtlaHku imyHiTeTy (Md). 3acTocyBaHHS KOM-
oinosanoi XIT (5; 61 7-ma rpynn) iHinioBa-
JIO 3MiHM B IMyHHOMY CTaHi ITyXJIMHOHOCIIB,
a caMe — JOCTOBIpPHO MPU3BOIWIIO JO aK-
TuBamii LITA JIi: IUTOTOKCUYHII iHIEKC
(LUI) cranoBuB BigmoBiguo 53,20+3,21;
62,15+4,37 ta 62,95%2,71% mopiBHAHO
3 IHTAaKTHUMM TBapuHaMK ab0 KOHTPOJIb-
HUMU MUILIAMU 3 BUAAJIEHOIO MYXJTUHOIO
(38,20£2,05141,94+1,45%) (1201, 2).

Y tBapuH, sxi micag XBIT orpumy-
BaJIM BakIMHY a60 Dox B MOHOpexXuMi
(3-1a i 4-Ta rpynu), LTA Jl; Oyia 6,113b-
KOIO 10 KOHTPOJIBHUX TTOKa3HUKiB. LlikaBo,
o goxaBaHHs ayrojoriunoi CK mo Tecry
3 BusHavyeHHd LUTA JIi npusBoauio
JIO TIPOTHJIEXKHOTO eeKTy: B YCiX rpyrnax
3 kombiHoBaHuM BBeneHHsM KITB Ta Dox
11 CYIPOBOJIXKYBAJIOCS 3HUKEHHSIM ITUTO-
TOKCUYHOCTI (B 1,4—2,2 pa3a), mpu MOHO-
teparii KI1IB a6o Dox, HaBnaku, 1momioHo
110 KoHTposrbHOI rpyniu (XBIT), criocrepira-
stocst 3poctang L. LikaBo, 1110 y Mutieit
3 HaliKpaluMu MOKa3HUKaMU aHTUMeTa-
craTuaHoOTO edekry, ki onepxxyBanu KI1B
B MOHOpeXuMi (4-Ta rpyrna) adbo B KoMOi-
Hauii 3 Dox (5-Ta rpyna) (1us. ),
npotwiexHuit BrmuB CK Ha L[TA Jlir 6yB
MaKCHMaJIbHO BupaxkeHuM — II1 craHoBuB
+88,271—119,02%.

JociifXeHHsT aKTUBHOCTI TIepuTOHE-
alpHUX M y MuIieir 3a3Ha4eHUX Tpyn
He I10Ka3aJo BiporiJHOi 3MiHUM MTOKa3HU-
KiB ix LITA 1OpiBHSIHO 3 KOHTPOJBHUMU
rpynamu (KITP Ta iHTakTHi TBapuHM)
(ta0:1. 3). JomaBaHHS 10 TECTY ayTOJIOTIYHOT
CK B TaKkOMy BHUITaKy CYITPOBOIXKYBAIOCS
OJIHAKOBOIO TEHICHIIEIO O TIABUIIEHHS
HUTA Mo gk y 4-i1 i 5-1f rpynax MuIiei
3 HaiiBuuum 1IM (111 30,78 i 21,13%),
Tak i B iHTakTHUX Muieit (39,02%). Ane
B IiJIOMY pe3yabTaTu BUBYeHHS A3LL
Mo® npakTUYHO He BiApi3HSIMCS B YCix
JOCTTIIXKEHUX TPYTIax.

Bimomo, 1110 B mpotieci mporpecyBaHHS
3JI05IKiCHUX HOBOYTBOPEHb YacTo BifOyBa-
€THhCS TOPYIIEHHS PiBHOBAaru KJIITMHHOI
Ta TYMOPaJIbHOI BilIIOBI/i, 1110 TPU3BOIUTH
IO CYTTEBUX 3MiH iMYHHUX peakiuiii. Tak,
CJIi BiI3BHAYUTH, 1110 Pe3yJbTaTH AOCITi-
mxeHHs LITA CK y Mutiieit 1oCmiiHuX rpyI
30BCIM He 30irajiucs 3 ogepKaHUM aHTU-
MeTacTaTUYHUM edekroMm (pric. ).

Ilpu ouwiHUi HUTOTOKCUYHOCTI
CK 3’9coBaHO, 1110 TTOPIBHSIHO 3 KOHTPOJIb-
Hoto rpynoo (XBII) BiporigHo minBuiie-
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HOI0 BOHa Oysia B 2-11 Ta 3-11 rpymax TBapuH,
gKi onepxyBanu Dox B Heoa' loBAHTHOMY
a00 a/’IOBAHTHOMY PEeXMMax, MpHU 1bO-
My BinOyBaBCS NMPOTHICKHUN eheKT

00 XapaKTePUCTUK MeTacTa3yBaH-
Ha (IIM=+173,7 i —68,69%), T00TO
CTUMYIIig abo, HaBIMaku, iHTiOiig
MeracTtasyBaHHsg. KpiM Toro, HU3BKY

g 2. LutoTokenuHicTs Jlw y MTT-TecTi y Muwe 3 xipypriyto BuaaneHoto KJJ1, wo ogepxysanu

KB ta/abo Dox

XapakTtepucTuka rpynu
KNP (XBM)
Dox + XBI
XBIM + Dox
XBN + KNB
Dox + XBI + KMNB
XBM + Dox + KMNB
KMNB + XBIM + Dox + KNB
IHTaKTHI MWL

N2 rpynu

O~NOoO TS WN =

LTA Jy (L), % A3LL My (LH), % I, %
41,94%1,45 90,6=0,72 116,03
50,76+3,90 88,61+2,57 74,58
40,77+1,35 45,72+1,8 12,13
40,29+1,63 75,866,71 88,27
53,2043,21*  24,29+6,63 -119,02
62,15+4,37*  38,64+5,64 -37,83
62,9542,71*  44,23+4,07 -42,34
38,20%2,05 36,39+2,60 —4,98

*p<0,05 nopiBHAHO 3 NOKA3HUKOM KOHTPOSIbHOI rpynu (XBIT).

LutoTokcuyHicte M B MTT-TecTi y Muwei 3 xipypriyHo BuaaneHoto KJ1J1, wo ogepxysanm

KNB ta/a6o Dox

N2 rpynu bocnipHi rpynu LTA Mo (LII), %  A3L (L), % In, %
1 Knp 29,60+5,16 34,75+3,60 17,40
2 Dox + XBN 36,86+3,01 38,91£3,07 5,59
3 XBI + Dox 33,24+5,58 35,72+2,69 7,44
4 XBM + KNB 28,80+1,13 37,67£2,20 30,78
5 Dox + XBI + KMNB 28,49+1,72 34,52+1,48 21,13
6 XBM + Dox + KNB 26,57+2,03 29,22+4,12 9,99
7 KMB + XBIM + Dox + KMB 32,41+6,18 29,35£2,95 -9,46
8 IHTaKTHI MU 23,45+1,87 38,46+2,05 39,02
B KNP
50
@ Dox + XBnN
45 1 x B XBI + Dox
40 - @ XBIM + KMNB
35 A N @ Dox + XBM + KINB
30 0O XBM + Dox + KMNB
N B KMB + XBIM + Dox + KINB
= 25 1 B |HTakTHI MU
20 A
15 A
10 A
5 -
0 |
43-1a poba nicns nepewennenHs KNl
Puc. LTA CKy muweli 3 xipypridyHo BuaaneHoto KJ1J1, wo opepxxysann KrNB ta/
abo Dox
*p<0,05 nopiensano 3 KIIP

| KNP

0.8 -

06 -

3HayeHHA eKCTUHKLIT
492 HMm, onT. oa. (TvTp CK 1:20)

0.4 A

D
o
N

@ Dox + XBI

| XBI + Dox

@ XBIN + KMNB

Dox + XBI + KINB

O XBIM + Dox + KMNB

@ KIB + XBM + Dox + KINB
B [HTaKTHI MWW

43-Ta poba nicns nepewennerns KJl

>. 2. PiBeHb HakonnyeHHst IgG no 6inkoBux ekcTpakTiB 3 knituH KIU18 CKy MuyLuen 3 xi-
pypriyHo B1aaneHoto KJJ1, wo onepxxysanu KIMNB Ta/a6o Dox

*p<0,05 nopieusno 3 KITP




nuutotokcuuHicts CK cmoctepiranu
SK Y MUIIIEH 3 MaKCUMaJIbHUM aHTUMeTa-
CTaTUYHUM e(heKToM (4-Ta Ta S5-Ta TPyNu;
[IM=-80,84 i —98,69%) npu kombi-
HoBaHoMy BBeJeHHI KIIB Ta Dox, Tak
i B 7-#1 rpymi 3i cTUMYJIALIEIO MeTacTasy-
Banasa (IIM=+123,66%).

lono pe3ynbrartiB piBHS HAKOTTUYEH-
Hs1 1gG 10 OiNKOBMX €KCTPAKTIB i3 KIITUH
KJJT y CK mociimHux TBapuH ( ),
TO Ha 23-TI0 100y micst XBIy Beix mocin-
HUX Ta KOHTPOJBbHUX Muleit 1—7-1 rpym,
He3aJIeXXHO Bia cxeM BBeaeHHs1 KITB ta/a6o
Dox, cniocrepiraiu oro migBUILEHHS T10-
PiBHSIHO 3 iHTaKTHUMHU TBapUHaMU, aje
TUIBKK Y MUIIEH 3 MAKCUMAJIbHUM aHTH-
MeTacTaTUYHUM edekToM (5-Ta rpyna;
Dox + XBIT + KIIB) 1ieit nokasHuk OyB
BIPOTIIHO HYDKYMM 32 TaKUil y rpymi omne-
pOBaHMX KOHTPOJbHUX TBapuH (XBII).
To6To B 1IbOMY BHIIAIKy Ha MOMEHT aHa-
J1i3y aHTUMETaCTaTUYHOTO e(eKTy MOXHa
KOHCTAaTyBaTH, 110 YUM ebeKTUBHIIIa
Tepartisi, TUM HWXYUIL piBEHb TECTOBAHUX
IgG no aHTUTeHIB TOMOJIOTIYHOT TYXJTUHU.

Taxum yMHOM, 3a pe3yiabTaTaMM J0-
CJIJKEHbh MU MOXEMO CTBEep/KyBaTH,
1o crenudivHa NTpOTUNYXIMHHA iIMYHO-
Tepanist Ha ocHoBi KI1B € nieBum i nocutsb
NEePCNeKTUBHUM METOJ0M TajlbMyBaHHS
PO3BUTKY METACTa3iB 370SIKICHOT ITyXJIMHH.
[TinBuieHHsT e(HEKTUBHOCTI KCEHOTEHHOT
BaKI[MHOTEpaIlii HbOro TUIY MOXe OyTH
3a0e31e4YeHO 32 PaXyHOK TOIATKOBUX BILTH-
BiB, a caMe HU3bKUX 7103 Dox. Po3pobieHo
ONTUMAJIBHY CXeMy KOMOIHOBaHOI Tepalrril,
1110 BKJTIIOYac BBeAeHHs Dox 10 npoBeaeH-
Hst XBI1, a KI1B — y panHiit TepMmiH miciis
XBIT (Mu111aM i3 MiHIMaJIEHOIO 3JIUILIKOBOIO
MyXJIMHHOIO XBOPO0OI0), sika 3abe3reuye
3pocranHs [IM 1o 98%. Toxibuuit ebexr

I'B. Jludenko!, I.C. Jlucosenxo’, I 1l. [lomebns’, E.I. lllnak’,

Ha MOMEHT aHasi3y aHTUMEeTacTaTUYHOI
nii (23-1a moda micist mpoBenerHs XBIT;
43-1s noba nicaa nepeuwerieHus KJIJI)
CYMPOBOIKYBABCS TMiBUILIEHHIM LIUTOTOK-
cryHocTi JI11 Ta 3HUKEHHSAM PiBHS HAKOIHU -
yenHs1 IgG 10 GI7IKOBUX €KCTPAKTIB i3 KIIITHH
TOMOJIOTIYHOI ITyXJIMHMU.

Ci1i1 3a3HAYUTH, 110 TIEPEXiJT 10 KITIHIY-
Hux BUnpodyBaHb cxeM XIT obmexeHuit
HU3KOI0 HEBUPIIIIEHUX [TUTAHb, [IOB’ I3aHUX
3 BiZICYTHICTIO OOIPYHTOBAHUX PEXUMiB
Ta HEJOCTAaTHIM PO3YMIHHSIM MeXaHi3MiB
IHAYKIIT ONTUMAaJIbHOI iIMyHHOI BiIMNOBIIi.
Lle Bka3ye Ha JOLUIBHICTH MOJATBITUX
JocITiKeHb Takux pexumiB XIT, koiu 3a-
CcTOCyBaHHSI OionpenapaTiB i TUTOCTATUKIB
CHPUITUME TOCATHEHHIO MO3UTUBHOTO
CHHEPTi3My IXHbOI [il.
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0.0. Krutz'?, O.P. Kuzmenko', O.P. Karpenko'

0.0. Kpyyv'?, O.11. Kysemenxo', O.11. Kapnenko'
"MHCTUTYT 3KCrIepuMeHTasIbHOM NaTosI0run, OHKOJIOrumn
u pagunobuonorum um. P.E. Kaseuxoro HAH YkpauHsl, Kues

2KuneBckuii HaunoHanbHbIli yuusepcuret um. Tapaca LLleB4eHko

Pesome. Ha mMoienu kapuimHOMBI JIeTKoro JIplorc 1mokKa3aHo
2¢GHEeKTUBHOCT KOMOMHUPOBAHHOTO TPUMEHEHUSI XMUMUOTE-
panuy ¥ BaKLIMHOTEPANTUU C UCIIOJIb30BAHUEM KCEHOTEHHOM
SMOpPUOHATBbHON BaKUMUHBI, pa3paboTaHHON B MHCTUTYTEe DKC-
MepUMEHTAIbHON NMATOJIOTUM, OHKOJOTHU U PaauoOUOIOTUY
uMm. P.E. Kaseukoro HAH Ykpanubl. OToOpaHO ONTUMAJIBHYIO
cxemy KOMOMHUPOBAHHOM Tepanuu, KOTOpast BKIIOYAeT BBEIEHUE
JIOKCOPYOUILIMHA 10 TTPOBEACHUST OTIEPATUBHOTO YIAJICHUS OITYXOJIH,
a BaKLIMHBl — B paHHME CPOKMU T0CJIE ONepaliu, YTo MPUBOIUT
K MOBBIIICHUIO HHIECKCA MHTUOUIINH METaCcTa3upoBaHus 10 98%.
[MokazaHo, yTo NpU MPUMEHEHUH KOMOMHUPOBAHHOTO JIEUSHHUs
y KMBOTHBIX Ha KOHEIl DKCIIEPUMEHTa OTMEYaIu MOBBIIICHHYIO
HUTOTOKCUYHOCTh TUMGBOIIUTOB U CHIKEHUE YPOBHS HAKOTIICHUS
IgG K 6eJIKOBBIM DKCTpaKTaM U3 KJIETOK TOMOJIOTUIHBIX OTTYXOJICH.

Kimouesble ciioBa: KCeHOTeHHAs! POTUBOOITYXOJIEBasi BaKIIMHa,
aHTUMeTacTaTryeckasi 2(pHeKTMBHOCTH, KOMOMHMPOBAHHAS TEPATIHSI.

'R.E. Kavetsky Institute of Experimental Pathology, Oncolongy
and Radiobiology of the NAS of Ukraine, Kyiv

2Taras Shevchenko National University of Kyiv

Summary. The efficiency of combined chemotherapy and
vaccinotherapy using embryonic xenogenic vaccine developed
in R.E. Kavetsky Institute of Experimental Pathology, Oncolongy
and Radiobiology of the NAS of Ukraine is demonstrated on Lewis
lung carcinoma model. The optimum scheme of combined treatment
includes the administering of doxorubicin prior to surgical removal
ofthe tumor, and the administering of vaccines at an early stage after
a surgery, due to which the index of metastasis inhibition increases
to 98%. It is established that the combined treatment of animals
at the end of the experiment provides the increased cytotoxicity
of lymphocytes and the reduced level of [gG accumulation in protein
extracts from the cells of homologous tumor.

Key words: xenogeneic anticancer vaccine, antimetastatic ef-
ficiency, combined treatment.
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