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Pedepar:

1. B pucepTauiiiniil poboTi 3 METOIO YO,O0CKOHAJIEHHS NaTOMOP(OJIOTiYHOTO IPOrHO3YBaHHA aJJeHOM i 3y04acTux
HOBOYTBOPEHb AMCTAJIbHOI TOBCTOI KAIIKY Ta arPECUBHOTO Nepebiry KOJIOPEKTAIbHOTO PAKY JOCIiIPKEHO:
iMyHorictoxiMmiuHi napameTtpu nposidepaliii Ta anomnroay (3a excrpecieo Ki-67, p53, kacnazu-3), HeoaHrioreHesy
(3a excripeciero VEGF-A, VEGFR-1, VEGFR-2, CD34), ekcripecii MapkepiB cToBOypoBux KiiTuH (CD44, ALDHI,
EpCAM) B 6ionciiHOMy MaTepiaJjli TOBCTOKMIIKOBYX IOJIMIB i B oNlepalillHOMy MaTtepiai KOJIOPEKTalbHO]
aJleHOKapLUUHOMY; iMyHOTiCTOXIMIUHI MapamMeTpH eniTesiasbHO-Me3eHXiMaIbHOTO IIepexony (3a ekcrpecieto E-
Kanarepuny, o-karesiny, CK-20, BimeHTuHY, 0-SMA) i MyiuHOBOTO peHOTHUIY (32 ekcrpecieto MUCI, MUC2, MUC4,
MUCSAC, Cdx-2) B onepauitHoMy mMartepiai KoJopeKTalbHOI aZleHOKapLIMHOMU; MOJIEKYJISIPHO-T€HEeTUYHi
napaMeTpy TPaHCKpUILiAHOI akTuBHOCTI reHiB Ki-67, TP53, KRAS, CDH1, CTNNBI B onepaniiiHoMy maTepiani

KOJIOPEKTaJIbHOI aJleHOKapLUUHOMU. [IpoBeieHni1 NOPiBHSJIbHMI aHaJi3 JaHUX, OTPUMAHUX [JIs1 KOKHOTO OKPEMOTO



riCTOJIONIYHOIO Pi3HOBUA TOBCTOKMIIKOBOTO I10JIIMA i3 PI3HUM CTYIIEHEM BUPA3HOCTI AUCIUIACTUYHMX 3MiH, 1171
IIOJIiMIiB 3 AMCIIJIa3i€l0 BUCOKOTO CTYIIEHS Ta BUCOKOAM(DEePEeHiH0BaHO] KOJIOPEKTaIbHOI aZleHOKAPLIHOMY, [1JIs1
KO>KHOI OKPEMOI CTaflii pO3BUKY KOJIOPEKTAIBHOI aIEeHOKapLMHOMHU, a TAKOX [JIs1 HEMETACTaTU4YHOI Ta
METAaCTaTUYHOI KapLIMHOMU. B3HaueHo, 1o NpoBiIHY poJb B IporpecysanHi ageHoM JTK Bigirpae nucnasis 3
IiIBUIIEHHSM piBHS Nposidepatii Ta anonTosy eniresio, a Takox excnpecii EDCAM Tta kinbkocTi ALDH1+ KiTiTHH.
[TpoBigHy poJsb B IporpecyBaHHi 3youactux yrBopens ITK Bimirpae nucrnasis 3 nigBuieHHsSIM piBHS nposidepariii
Ta aloITO3y €MiTeJlilo, B rinepjacTUYHUX N0JIiNax — i 30i/beHHs KinbkocTi MikpocynuH. High-grade noninu JTK
BigpisHstoTecs Bif G1 KPA nocToBipHO HMXKYMMU ITOKa3HUKaMu ekcripecii p53, VEGF-A, CD44, ALDH], 3y6uacri
YTBOPEHHS — i HWXKYUM piBHEM ekcnpecii Ki-67. [Ipu nporpecyBanHi KPA Bin [ no IV cragii 3pocTtae ekcripecis
MPHK KRAS, TP53 i ekcripecis p53, 3umxyetbcs ekcipecis MPHK Ki-67 i excripecis Ki-67. Takox 3HUKYIOTbCSI
excnipecig MPHK CDHI1 i ekcripecig E-kagrepuny, inmarotbes nigsuimeHnmu ekcnpecis MPHK CTNNBI i ekcripecis
o-kareHiny. OJHO4YaCcHO 3HMXKYeThCA ekcrpecisa CK-20, 3pocTae ekcripecis BiMeHTuHy i 0-SMA. MertacratnyHa KPA
BiZIpi3HSETHCS Bil HEMETaCTaTUYHOI TOCTOBIpHO BUIMMU noka3zHuKamu ekcripecii MPHK KRAS, MPHK TP53 i p53,
VEGF-A, VEGFR-2, BimeHTHHY, 0-SMA, MUC1, EpCAM, CD44, ALDHI1 KiiiTuHaMu CTPOMHU; IOCTOBIPHO HAKYMMU
nokasHukamu ekcrpecii MPHK reny Ki-67 i Ki-67, E-kagrepuny, CK-20, MUC2, MUCA4.

2. In the thesis, in order to improve pathomorphological prognosis of adenomas and serrated lesions as well as the
prognosis of colorectal cancer aggressiveness the following parameters were investigated: immunohistochemical
parameters of proliferation and apoptosis (based on Ki-67, p53, caspase-3 expression), neoangiogenesis (based on
VEGF-A, VEGFR-1, VEGFR-2, CD34 expression), stem cell markers expression (CD44, ALDH1, EpCAM) in colonic
polyps biopsies and colorectal adenocarcinoma surgical material; immunohistochemical parameters of epithelial-
mesenchymal transition (based on E-cadherin, o-catenin, CK-20, vimentin, 0-SMA expression) and mucin phenotype
(based on MUC1, MUC2, MUC4, MUC5AC, Cdx-2 expression) in colorectal adenocarcinoma surgical material;
molecular-genetic parameters of Ki-67, TP53, KRAS, CDH1, CTNNBI transcriptional activity in colorectal
adenocarcinoma surgical material. Comparative analyzes of the data obtained for each histological type of colonic
polyps with different degrees of dysplasia, for high-grade colonic polyps and well-differentiated colorectal
adenocarcinoma, for each stage of colorectal adenocarcinoma progression, as well as for non-metastatic and
metastatic carcinoma were carried out. In the thesis, it was established that epithelial dysplasia with increased
proliferation and apoptosis levels, as well as increased EpCAM expression and increased number of ALDH1+
epitheliocytes and stromal cells play a key role in the progression of conventional adenomas of the distal colon.
Epithelial dysplasia with increased proliferation and apoptosis levels plays a key role in the progression of serrated
lesions of the distal colon, augmented by the increased number of microvessels in hyperplastic polyps exclusively.
It was shown that high-grade conventional adenomas of the distal colon differ from G1 colorectal adenocarcinoma
by significantly lower p53, VEGF-A, CD44 expression indexes, as well as significantly lower ALDH1 expression by
stromal cells; serrated lesions differ by significantly lower Ki-67, p53, VEGF-A, VEGFR-2 expression indexes, as well
as significantly lower CD44 and ALDH]1 expression by stromal cells. During the colorectal adenocarcinoma
progression from the Ist up to the IVth stage, transcriptional activities of KRAS and TP53 genes increase, whereas
transcriptional activity of Ki-67 gene decreases, immunohistochemical p53 and Ki-67 expression indexes change
accordingly. During the progression, transcriptional activity of CDH1 and E-cadherin expression level decrease,
while transcriptional activity of CTNNB1 and o-catenin expression level keep elevated. At the same time, indicators
of epithelial-mesenchymal transformation appear: CK-20 expression level decreases, vimentin and o-SMA
expression levels increase. During the colorectal adenocarcinoma progression from the Ist up to the IInd stage,
MUCI, VEGF-A, VEGFR-2, CD44 expression levels increase, as well as ALDH1 expression by stromal cells, whereas
MUC2 and MUC4 expression levels decrease. The colorectal adenocarcinoma progression from the IInd up to the
IlIrd stage differs by the elevation of Cdx-2 and EPCAM expression levels, while the progression from the IIIrd up
to the IVth stage differs by the elevation of EPCAM expression level and ALDH1 expression level by both cancer
cells and stromal cells. Metastatic colorectal adenocarcinoma differs from non-metastatic one by significantly
higher mRNA KRAS, mRNA TP53 and p53, VEGF-A and VEGFR-2, vimentin, 0-SMA, MUC1, EpCAM, CD44 expression
levels, as well as higher ALDH1 expression by stromal cells; and by significantly lower mRNA Ki-67 and Ki-67, E-



cadherin and CK-20, MUC2 and MUC4 expression levels.
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