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KUIIKOBOI'O TUITY

2. Molecular-immunohistochemical characterization of hyperplastic polyps and intestinal-type gastric

adenocarcinoma

Pedepar:

1.V npuceprauii Bu3Ha4€Ho, 10 NPOBiIHY poJib B iporpecysanHi [T Bifirpae nuciasis emnitesito 3 MigBULIEHHSIM
piBHs itoro nposidepauii, akymyssauii p53, nigpumenHsm ekcrpecii Cdx-2, MMP-2. TIporpecyBanss I'TIII moxke
3aBepuryBatruch po3BUTKoM AKIIKT, 110 XxapakTepusyeThCsl BUIIMMU PiBHSMU Npostidepaii, akymysisuii pS3,
ariontosy, excripecii MUC2 i Cdx-2, MMP-2 i TIMP-1 pakoBumu KJIiTUHAMU Ha TJIi 3BHMKEHUX PiBHIB ekcripecii HuMu
MUCI1 i MUCSAC, piBH# anonTo3y cTpoMasbHUX KiiTHH. HeinBasusHa AKIIKT, B nopiBasiHHI 3 HCOI,
XapakrepusyeTbcs 3HIKeHHAM ekcnpecii MPHK KRAS, mo kopestoe 3 ninpuinenumu piBHsaMu excnpecii EGFR i
HER-2 /neu, 3umwxennsam ekcrnpecii MPHK CDHI, 1m0 kopeoe 3 HU3bKUM piBHEM ekcrpecii E-kanrepuny,

nigsumeHHsIM excrpecii MPHK CTNNBI, 1m0 Kopestoe 3 BUCOKAM PiBHEM €KCIIPECii 0-KaTeHiHy Ta BU3HAYa€ aKTUBHY



posb Wnt/n0-KaTeHiHOBOrO CUTHAJILHOTO LIUISIXY B 3HWKEHHI MDKKJIITMHHOI afresii Ha paHHIN cTafii pO3BUTKY
kapuuHomu. InBazuBHa AKIIKT Binpi3Hs€eThCS Bifl HEiHBa3UBHOI MifgBuileHoo excnpecieio MPHK KRAS, mo
KopeJitoe 3 nigsuieHumu pisHsamu excnpecii EGFR i HER-2 /neu. Takum unHOM, BUCOKa akKTUBHICTb KRAS i
aKTUBYIOUMX CUTHAJIB (PYHKIIOHATIbHO MIOB’I3aHUX POCTOBUX (PAKTOPiB MAaKCUMAJIbHO Peali3yeTbCsl HA iHBa3MBHIlN

cragii nporpecyBanns AKIIKT.

2. In the dissertation it was revealed that gastric hyperplastic polyps are characterized by the average proliferation
level and the low apoptosis level of epitheliocytes, the low proliferation level and the average apoptosis level of
stromal cells, the tendency to express gastric mucins and also by the low levels of cells stromolytic activity. The
leading role in gastric hyperplastic polyps progression is played by epithelial dysplasia with the increasing levels of
proliferation, p53 oncoprotein accumulation and Cdx-2 expression and also by the increased expression of MMP-2
by epithelium and stromal cells, that is countervailed by the increased expression of TIMP-1 by stromal cells.
Progression of gastric hyperplastic polyps may lead to the development of intestinal-type gastric adenocarcinoma.
Intestinal-type gastric adenocarcinoma is characterized by the average levels of proliferation and apoptosis of
cancer cells, the low levels of proliferation and apoptosis of stromal cells, the average levels of gastric-type and
intestinal-type mucins expression and also by the low MMP-2 and TIMP-1 expression levels by cancer cells and the
average expression levels of these markers by stromal cells. In comparison with gastric hyperplastic polyps it’s
characterized by the higher levels of cell proliferation, p53 accumulation, apoptosis, expression of intestinal
phenotype markers and stromolytic activity of cancer cells against the background of the reduced levels of stromal
cells apoptosis and gastric-type mucins expression. Non-invasive intestinal-type gastric adenocarcinoma, in
comparison with non-changed gastric mucosa, is characterized by the higher levels of cell proliferation, p53
accumulation and apoptosis of cancer cells, against the background of the reduced level of gastric-type mucins
expression by cancer cells, expression of intestinal-type mucins by cancer cells and expression of stromolytic
activity markers by stromal cells. Moreover, it's characterized by the decreased transcriptional activity of KRAS
gene, that correlates with the increased EGFR and HER-2 /neu expression levels, the decreased transcriptional
activity of CDHI1 gene, that correlates with the low E-cadherin expression level, the increased transcriptional
activity of CTNNBI gene mRNA, that correlates with the high o-catenin expression level. The latter determines an
active role of Wnt/n-catenin signaling pathway in reducing intercellular adhesion at early stage of the carcinoma
development. Invasive intestinal-type gastric adenocarcinoma differs from non-invasive one by the higher levels of
apoptosis markers expression, the lower frequency of MUC5AC expression and the higher median of Cdx-2
expression, the higher frequency of MMP-2 and the lower level of TIMP-1 expression by cancer cells, and also by
the higher frequency and level of MMP-2 expression by stromal cells. The latter indicates a leading role of stromal
cells in intestinal-type gastric adenocarcinoma progression. Moreover, invasive intestinal-type gastric
adenocarcinoma differs from non-invasive one by the increased KRAS gene mRNA expression, that correlates with
the increased levels of EGFR and HER-2 /neu expression, and also by the greater correlation between the KRAS
gene mRNA and HER-2 /neu expression levels. Thus, high KRAS activity and activating signals of functionally
related growth factors are maximally realized at invasive stage of the carcinoma progression.
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