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1. BiyiyB oxifgHOro MaseiMify Ha CTaH IeYiHKHU Ta KUIIEYHUKY IIypiB y HOPMI Ta 32 yMOB XiMiYHO-iHIyKOBaHOTO

KaHLEePOreHe3y TOBCTOI KALIKY

2. The influence of the maleimide derivative on the condition of the normal rat liver and bowel and with chemical-
inducted carcinogenesis of the colon

Pedepar:

1. O6‘eKT: eyiHKa, TOHKA Ta TOBCTA KUIIKY, KPOB, ceva L1ypiB 3a ymoB BinBy MI-1Tta IMT, a Takox aii MI-1 Ha doHi
JIMI'-iHayKOBaHOrO KaHLepOreHe3y TOBCTOI KMIIKW. MeTa:BUBYEHHS BIIJIMBY IIOXiHOrO MajeiMifly Ha CTaH OpraHiB
IJTyHKOBO-KUIIKOBOTO TPAKTy iHTaKTHUX IIypPiB Ta 32 yMOB XiMiYHO-iHAYKOBAaHOT'O KaHLIEPOT€HE3Y TOBCTOI KUILKY;
BUBYEHHS €(PEeKTUBHOCTI MOXiJHOTO MaseiMify y 3anobiraHHi po3BUTKYy JIMI'-iHAyKOBaHOroO paKy TOBCTOI KUIIKM.
Mertonu: ricTos0TivHI JOCimKEeHHS IeYiHKY, TOHKOI Ta TOBCTOI KMIIOK, MOP(OMETPpUYHUN aHaJi3, aHai3
PO3IOBCIOJIXEHOCTI IyXJIMH TOBCTOI KUILIKY, MiPaXyHOK iX KiJIbKOCTI Ta Mo, 6i0xiMiuyHi METOM, CTATUCTUYHUN
anasi3. Pesyspratu: BcraHoBi€HO, 10 MI-1 He BUK/IMKae IeCTPYKTUBHUX 3MiH Yy ITE€YiHIi Ta KUIIEeYHUKY. JIMI’

IIPU3BOJUTH 10 3HAYHUX MOPPO-(PYHKLIOHATIBHUX 3MiH Y IediHLli, SIKi 00yMOBJIEHHI aKTUBHUM MeTab01i3MOM



KaHleporeHy. Yepes 6 TWXHIB mnicsg BinMminu IMI y nevinuji BifoyBaoThCs MPOLECH BiAHOBIEHHS. Y TOBCTIN KALIL
IOMTI mpu3BOIUTh He JIULIE 10 PO3BUTKY IIYXJIMH, ajle 1 BIIJIMBA€ Ha CTaH Bciel cr30Boi 060510HKU. MI-1 3ayeskHO
Bifl 031 Ta TPUBAJIOCTi BBEJ,EHHS YaCTKOBO UM IIOBHICTIO 3a1106irae 3miHaMm, BUkjiMkaium JIMI' y nedinui ta
KAIIEeYHUKY. MI-1 3MeHIIye KiJIbKiCTh Ta 3arajibHy IUIONLY IyXJIMH TOBCTOI KMIIKK BUKIMKaHuX JIMI'. Hai6inbmy
edexruBHicTh MI-1 1posiBuB y npsamiit kumui. MI-1 3ano6irae i okucaum nomkoaxkenHsam JHK, sike Buxiukae JIMT,
Ta IE€PEeLIKOJKae PO3BUTKY OKUAATUBHOTO CTPeCy y nevini mypis. HoBusHa: Bniepiue onucano mopgo-
(YHKUiOHAJIBHUI CTaH M€YiHKM, TOHKOI Ta TOBCTOI KAIIKY L1yPiB MiCJIsi KOPOTKOTPUBAJIOro (5 TUXKHIB) Ta
IOBrorpusasuoro (20 Ta 26 TV>KHIB) BIIJIMBY MOTEHLITHOTO NIPOTUITYXJIMHHOTO IIPENapaTy HOBOTO MOXiHOTrO
masneiminy MI-1 - iHri6iTopa HU3KY NPOTEiHKIHA3 CUTHAJIPHUX KackaaiB. OnrcaHo Mopdo-(pyHKLiOHATbHUI CTaH
[I€YiHKY, TOHKOI KMIIKY Ta OTPYUMAaHO JOJATKOBi IaHi 010 TiCTOJIOTii TOBCTOI KUIIKY 332 YMOBY PO3BUTKY 1,2-
IMMETWIIT IPAa3UH-1HIYKOBAHOTO KOJIOPEKTAJIbHOTO PaKy y mypiB. BcTaHOBI€HAa YaCTKOBA IPOTEKTHUBHA Aid MI-1 Ha
po3BUTOK JIMI'-iHIyKOBaHMX ITyXJIMH TOBCTOI KUILIKY LIYPiB, & TAKOX BUSBJIEHO BiJHOBJIEHHS MOP(O-
(dYHKLiOHAJIBHOTO CTaHy MEYiHKY Ta KULIEYHUKY IyPiB 32 yMOB 3acTocyBaHHs MI-1 Ha ¢oHi KaHIIepOoreHHOi 1ii
IMT. TTokazano, mo MI-1 3H1Kye piBeHb oKMcHUX Mopudikauiit JTHK, 36inbmenuit npu IMI'-ingykoBaHOMY
NyXJINHHOMY pocTi.Cpepa BUKOPUCTaHHS: Pe3ysibTaTi HOCIIIKEHDb € MiAIPYHTSIM IJ1s1 IOJAJIbIIOTO MTOUIYKY Ta
CTBOPEHHS HOBUX NPOTUNYXJIMHHUX NIPENApaTiB TapreTHoI Jii. [icTo0riyHi 3MiHN, BUSIBJIEH] B CETMEHTAX TKAaHUH
TOBCTOI KAIIKH, HE YPAKEHUX MTyXJIMHHUM POCTOM ("yMOBHO 3[I0POBii1" TKaHUHI) P PO3BUTKY XiMiYHO-
iHIYKOBAHOrO KaHL€pOreHe3y, MOXKYTb OyTH BUKOPUCTAHI 3 AiarHOCTUYHOIO METOI0. Pedynbratn gucepratii
BIIPOBAJKEHI B HABYAJIbHUI Npolec 6iosoriyHoro ¢pakynbreTy KuiBCbKOro HaljioHaJIbHOTO YHiBEpCUTETY iMeHi
Tapaca llleByeHKa.

2. Subject: liver, small and large bowel, blood, urine of rats under the influence of MI-1 and DMH, and MI-1 action
on the background of DMH-induced colon carcinogenesis. Objective: To examine the influence of the maleimide
derivative on the state of the gastrointestinal tract of intact animals and with chemically induced colon
carcinogenesis, to study of the effectiveness of the maleimide derivative in the prevention of the development of
DMH-induced colon cancer. Methods: A histological study of liver, small and large bowel, morphometric analysis,
analysis of the development of colon tumors, counting their number and area, biochemical methods, statistical
analysis. Results: MI-1 does not cause destructive changes in the liver and bowel. DMH action results in significant
morphological and functional changes in liver metabolism that stipulates active carcinogens. After 6 weeks after
withdrawal of DMH in the liver there are processes of recovery. In colon DMH action not only results in tumor
development, but also affects on the mucosa. Depending on dose and duration of the introduction MI-1 partially or
completely prevents the changes caused by DMH in the liver and bowel. MI-1 reduces the number and total area of
colon cancer caused by DMH. The greatest efficiency of MI-1 demonstrated in the rectum. Also MI-1prevents
oxidative DNA damage and the development of oxidative stress in rat liver which were caused by DMH. Novelty:
For the first time it was investigated the morpho-functional state of liver, small and large intestine of rats after
short-term (5 weeks) and long (20 and 26 weeks) effects of potential new antitumor drug maleimide derivative MI-1
- protein kinase inhibitor. We describe the morpho-functional state of liver, small intestine and received additional
information on colon histology on the development of 1,2-dimethylhydrazine-induced colorectal cancer in rats. It
is established the partial protective effect of MI-1 on the development of DMH-induced colon tumors in rats, and
also the recovery of morpho-functional state of liver and bowel of rats with use of MI-1 on the background of the
DMH carcinogenic. It was shown that MI-1reduces oxidative DNA modifications, increased by DMH-induced
tumorogenesis. Area use: Research is the foundation for further search and development of new anticancer drugs
with target action. Histological changes that were found in segments of colon tissue, not affected by tumor growth
("conditionally healthy" tissue) in the development of chemically-induced carcinogenesis, can be used for
diagnostic purposes. Results of the thesis are introduced into the educational process Biological Faculty of Kiev
National Taras Shevchenko University.
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