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Pedepar:

1. O6‘eKT: MOpPO>KHSI, 060/10Ba, NPsSIMa KUILIKY I1ypiB 32 yMoB BIuBy JIMT, 111, 5-®V Ta ix KoMmbiHawiil. MeTa:BUBYE€HHS
CTaHy KMILIEYHMKA WIyPiB IpU Jii MOXiAHOTO OUTiAPOMIIPOJy Ta OLiHKA MOro BIUIMBY IIPY 3aCTOCYBaHHI y pasi
PO3BUTKY iHIYKOBAHOIO 1,2-IMMETUTiAPa3uHOM PaKy TOBCTOTO KMIIEYHUKA Y TIOPIBHAHHI 3 TpaAULiHHUM
aHTHMHEOIIaCTUYHUM Ipernapatom 5 ¢propypanuiaom. Metonu: rictosoriusi, MoppomeTpuyHi, 6ioxiMivHi i MeTonu
CTaTUCTUYHOTO aHasizy. Pesynbratu: BcranosneHo, mo [I1 npu pisHux Tepminax aii (10 AHiB, 7 TXKHIB, 27 TUXKHIB)
BYKJIMKA€ HE3HAUHI IOPYLIEHHS KaliJIIPHOTO KPOBO- i TiIM(OTOKY y CJIM30Bill 000JIOHL] BCiX BifAiiB KMIIEYHUKA,
IpUrHiveHHs1 QyHKLIOHATIbHOI aKTUBHOCTI CJIM30BOi 000JI0HKK 060110B0i i psimoi Kuiok (10 gHiB i 27 TXHIB).

Pa3oM 3 TUM BIIJIMB IAHOI CIIOJIYKY € MEHIINMM IIOPiBHSIHO 3 BIVIMBOM IIPOTUITYXJIMHHOIO IIpenapary 5-



dropypauuiny (5 OY). Ilpu cymicHiii gii 3 5-@V, a Takox Ha Tii iHAyKTOpa oKcupaTusHoro ctpecy CoCl2, 11
3MeHmye TokcuyHi edpextu 5-OV i CoCl2 y noposkHii Ky, B TOU e Yyac B 06010Bill i MpsMii KUIIKaxX
3aJIMIIAIOTHCS JOMiHYIOUMMU edeKTU ocTaHHIX. [IpotunyxnunHi edextu JI1 BiporiiHO He Bipi3HSIOTHCA Bif,
edexTiB 5-DY, 0611Bi CIIOTYKY BIVIMBAIOTH [I€PEBAXKHO HA PICT MyXJIMH 3 €K30(ITHUM TUIIOM pOCTY. 1 BrIyiuBae
6ipIN MAAHO HA YMOBHO 370POBY (6€3 IyXJIMH) CIM30By 000JIOHKY KHIIEeYHMKA IOPiBHIHO 3 5-DY, a TaKOX cIipusie
4acTKOBil HopMastizauii Mopdo-dyHKIIOHaNBHOIO CTaHy CIM30BOi 060JI0HKM 000/10BOi i psiMoi Kumok. ITpu
cyMicHil 3 5-@V nii Ha TBapuH 3 JIMI'-iHIyKOoBaHMM pakoM [I1 3MeHIIye TOKCUYHUI BIIMB 5-OY Ha CM30By
0060J10HKYy 00010B0i Knku. HoBu3sHa: Briepue onncano Mopdo-(pyHKLiOHAIbHUI CTaH MOPO>XKHBOI, 000L0BOI Ta
IIPSIMOI KUIIOK LIyPiB miciisg KopoTrkovyacHoro (10 aHiB) Ta TpuBasoro (7 Ta 27 TV>KHIB) BIJIMBY IOTEHLiITHOI HOBO{
IIPOTUIIYXJIMHHOI CIIOJIYKU - NOXifHOTro purigponipoy ([I1). OTpuMaHo [oAaTKOBi JaHi o0 riCTOJIOTi] KULlIeYHUKa
IypiB 32 YMOB Jiii MOMKXPEHOro NPOTUITYXJIMHHOTO ITpenapary 5-QTopypauuiy i IokasaHo, 1o Bus [I1 Ha
KMALIEYHUK L1YPiB € Gi/bIlI AJHUM IOPIiBHSIHO 3 BILIMBOM 5-QVY. BcTaHOBIEHO NPOTUNYXIMHHY Lito 1 mpu JIMI'-
iHIyKOBaHOMY KaHIlieporeHesi TOBCTOro KUIleYHMKa 1ypiB, aHaJIoTiuny Iii 5 dropypauusny. Briepuie BcTaHOBIEHO
BigHOBJIEHHSI MOP()O-(PYHKIIOHATBHOIO CTaHy KUIIEYHMKA LIyPiB 32 YMOB 3aCTOCyBaHH4 [I1 Ha TJi OKCUIATMBHOTO
cTpecy, XeMO-iHAyKOBaHOTO KaHIePOTeHesy i Ipu cyMicHiil aii 3 5 propypauusom. BcTaHOBIEHO 3a/1€5KHOCTI MixK
[TOKa3HUKaMU MTyXJINHHOT'O POCTY i POCTOBUX IIPOLIECIB Y IPUJIETJIiN o MyXJIMH TKaHKHiI 06070B0oi kuiku. Chepa
BUKOPHUCTaHHs: Pe3ysbTaTy JOCHiIKeHb € OOTPYHTYBAHHSM [OL{JIbHOCTI IIO/1aJIbIIOrO BUBYEHHS CIIOJIYK TapreTHO]
Iii, 30KpeMa MOXiIHUX AUTiLPONipoIly, i CTBOPDEHHS HOBMX IIPENAparTiB Ha IX OCHOBI. Pe3ysbTaTty aHanisy
riCTOJIOTIYHUX AOCIIIKEHb YMOBHO 340POBOI TKAHMHU TOBCTOI'O KMIIEYHYKA 33 YMOB PO3BUTKY X€MO-iHIIyKOBaHOTO
KaHIleporeHe3y MOXyTb OyTH BUKOPUCTaHI [1J1s1 pO3pOOKU KPUTEPIiB Y KIIiHIYHINM paKTULli AJ1s1 IiarHOCTUKU
IepelpakoBUX CTaHiB, IpY IPU3HAYEHHI JKyBaJIbHUX 3aX0/IiB Ta JJI1s1 OLiIHKY €(pEeKTUBHOCTi TPOBEIEHOT0

JIIKYBaHHSL.

2. Subject: Rat jejunum, colon and rectum under DMH, D1, 5-FU and their combinations influence. Objective: To
examine the state of rat intestine under the influence of dihydropyrrol derivative and to evaluate its effect when
used under 1,2-dimethylhydrazine-induced colon cancer compared with widespread antineoplastic drug 5-
fluorouracil. Methods: Histological, morphometrical, biochemical, and methods of statistical analysis. Results: It
was found that D1 at different periods of exposure (10 days, 6 weeks, 27 weeks) causes: minor violations of the
capillary blood and lymph circulation in the intestine tunica mucosa, inhibition of colon mucosal cells functional
activity under 10 days and 27 weeks impact. But less expressive D1 effects compared with the anticancer drug 5-
fluorouracil (5-FU) ones were revealed. Under the action with 5-FU, as well as with oxidative stress inducer CoCl2,
D1 partially eliminates the toxic effects of the latters in the jejunum, while 5-FU and CoCI2 effects are still
dominated in the colon and rectum. Antitumor effects of D1 comparable to those of 5-FU were observed, the D1
influence mainly on the exophytic tumors were found. D1 also carries more gentle effects on the relatively healthy
intestinal tunica mucosa compared with 5-FU ones, as well as partially normalizes the morpho-functional state of
the colon tunica mucosa. When combined with 5-FU, D1 partially eliminates the toxic effects of 5-FU in the colon
tunica mucosa under DMH-induced colorectal cancer condition. Novelty: For the first time the morpho-functional
state of rat jejunum, colon and rectum was described after short-term (10 days) and long-term (7 and 27 weeks)
exposure of potential new anticancer compound dihydropyrrol derivative (D1). The additional data on the histology
of rat intestine under the influence of common anticancer drug 5-fluorouracil was obtained. More gentle effect of
D1 on rat intestine compared to 5-FU one was shown. It was found that antitumor effect of D1 under rat bowel
DMH-induced carcinogenesis is similar to 5-FU one. Repair of rat intestine morpho-functional state after D1
application under oxidative stress, chemo-induced carcinogenesis and combined action of 5-fluorouracil was
established. Correlations between parameters of tumor growth and growth processes in surrounding tissue were
revealed. Area use: Obtained results are the justification for further investigation of target compounds, in
particular dihydropyrrol derivatives, and design of new drugs based on them. The results of histological analysis of
surrounding tissue under chemo-induced colon carcinogenesis may be used to develop criteria in clinical practice
for the diagnosis of precancerous conditions, in the appointment of medical interventions and to evaluate the
effectiveness of the treatment.



Jep>kaBHHHM peecTpauiiiHuii Homep [iP:

IIpiopuTeTHHH HaNIpSIM PO3BUTKY HayKH i TEXHIKH:
CrpareriyHu# NpiopHTETHHUI HAIIPSIM iHHOBaLLiHHOI AiSJILHOCTI:
IlizcyMKu JOCIiAKEHHS:

ITy6ostikamii:

HaykoBa (HayKOBO-TE€XHiYHa) MPOAYKILis:
ConiasibHO-€KOHOMIYHA CIIPSIMOBaHICTh:

OxopoHHi gokymeHTH Ha OIIIB:

BrnpoBaaykeHHS pe3yJIbTaTiB AHCEpTalii:

3B's130K 3 HAYKOBUMH T€MaMH:

VI. BizomocCTi Ipo HayKOBOr0 KEPiBHHKA/KEPiBHHUKIB (KOHCYJIbTaHTA)

BiacHe IIpi3Buie Im'sa I1o-6aTbKOBI:
1. Pubanbuyenko Bonogumup KopHhilioBuy

2. Rybalchenko Volodymyr Kornijovych

KBasigikamis: 1.6.1., 03.00.02
InenTudikarop ORCID ID: He 3acrocosyetscs
HoparkoBa indopmamist:

IloBHe HallMeHYBaHHS IOPHIHNYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma BaacHOCTI:

Cdepa ynpasstiHHS:

Imentudikarop ROR: He zacrocoyerbcs

VII. BizomocTi npo odiliiHUX OTIOHEHTIB Ta pelleH3€HTiB
OdiuiiiHi OTIOHEHTH
Baacwue IlpizBumie Im'a Ilo-6aTbKOBI:

1. KeitHuupka -PrxoBa Tetsana IOpiiBHa

2. KeiTHunpKa -Puxosa TetsHa IOpiiBHa
KBasigikanis: 1.6.1., 03.00.11
InenTudgikarop ORCID ID: He 3acrocosyerbcs

JoparkoBa iHpopmamist:



TloBHe HaliMeHYBaHHS IOPHIHNYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma ByracHOCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

Baacue IlpizBuuie Im's I1o-6aThbKOBI:
1. binbko Haniss MuxaiiiBHa

2. binbko Hagmis MuxainiBHa

KBasmigikamis: n.mezn.u., 03.00.01
InenTudikarop ORCID ID: He 3acrocosyetscs
JopaTrkoBa indpopmamnist:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kop 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma BaacHOCTI:

Cdepa ynpasiiHHS:

ImenTudikarop ROR: He zacrocosyerbcs

PeuenseHTu

VIII. 3aKkJIr04Hi BiZoMOCTi
BiiacHe IIpizBuie Im's ITo-6aTbKOBI
TOJIOBH paju

BiiacHe IIpi3Buine Im'sa ITo-6aTbKOBI
roJIOBYIOYOro0 Ha 3acigaHHi
BignoBigasibHHUI 3a HiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTparop

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZIOBiZaJIbHUM 3a peecTpallilo HayKOBOi

OisIIBHOCTI

MipouHudyeHko Mukosa CTenaHoBUY

MipowmHndyenko Mukosia CrenaHoBrAY

IOpuenko T.A.



