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Pedepar:

1. lucepTaliis nmpucBsYeHa BIOCKOHAJIEHHIO TATOMOP(OJIOTIYHOI AiarHOCTUKY TOJIMNiB TOBCTOI KUIIKU 3
BM3HAUEHHSIM ONTUMAJIbHUX AiarHOCTUYHUX MOP(OJIOTiYHUX KPUTEPIiB MPOTrHO3yBaHHS ix nepebiry. BupimeHnHs
[IOCTaBJIEHO]I 33/1a4i Ta OGIPYHTYBaHHS OTPUMAHUX PE3yJIbTATiB 6YJI0 JOCATHYTO 3aBIASKH KOMILJIEKCY Cy4aCHUX
METOJiB OCTIiI>KEHHSI MOJIINIO3HOTO YPasKEHHS TOBCTOI KUIIKU: TiCTOJIOTIYHUX, TICTOXIMIYHUX (OKMCHIOBAJIbHA
mopugikanis 6i1kiB, GyHKIiOHaNIbHA aKTMBHICTb KEJIUXOINOAiOHUX KIIITUH), IMyHOTiCTOXiMiYHUX (BU3HAYEHHS
CTaTyCy MIiKpOCaTeJliTHOI HeCTabiNbHOCTI, MPOi(epaTMBHOI AKTUBHOCTI) i CTATUCTUYHOI 0OpOOKM IM(PPOBUX AAHUX.
Hamu npoBesneHO peTpOCIeKTUBHUI aHAai3 apxiBHOro 6iomciliHoro marepiany 3a nepiog 2005-2016 pp.
(koHCyIbTaliMHI BUCHOBKY Kadepy NaToJoriyHoi aHaToMii Ta cyioBoi MeauiuHy JIbBiBCbKOT0O HalliOHaJIbHOTO
MEJMYHOro yHiBepcuTeTy iMmeHi Jlanuia l'anunpkoro mono 825 Nosino3Hux ypakeHs y 760 nauieHTiB) o
BCTAHOBJIEHHS YaCTOTH, CTPYKTYPH, CTaTEBO-BiKOBOTO PO3IOIiy, & TAKOK BU3BHAUEHHSI MOPQOJIOTiYHUX

0COOIMBOCTEN IOJIIIIO3HUX YPKEHb TOBCTOI KNIIKKU. TakoX IpoBeieHe IIPOCIeKTUBHE JOCIIiIKeHHSI



aToMOp(QOJIOTIYHUX, Y TOMY YUCJIi IMYHOTICTOXIMIYHUX, OCOOJIMBOCTEN BUIAIKIB BIIeplIe AiarHOCTOBAHUX
II0JIiII03HUX HOBOYTBOPIB TOBCTOI KULIKY 3 6€3CUMIITOMHUM I1epebiroM Ha IIoTOYHOMY Marepiasi 200 aBToIICii,
nposeneHux Ha 6asi K3 JIOP JIOIIAB. Vci 64 nosino3Hi ypakeHHs TOBCTOI KUIIKY 3 6€3CMMIITOMHUM I1epebirom
OyJi1 pO3MOAiNeHi Ha OKPEMi rpynH, 0 BKJIIOYAJIM TiNepIIaCTUYHi NIOJINY, aIeHOMY 3 HU3bKUM i BUCOKAM
CTyIlleHeM AMcIasii Ta ageHokapurHoMu. Ha mincrasi cyyacHux MOp@dOJIOTiYHNUX IOCTIiIKeHb BCTAHOBJIEHO, 1110
rineprylacTUYHi [0JIiNK Ta aleHOMU 3 HU3bKUM CTYIIEHEM IKCIIa3ii 3a HasIBHOCTI B HUX AedeKTiB 6i/KiB pemnapatiii
JHK e mpekypcopamy po3BUTKY KOJIOPEKTAJIIbHOTO PAKy LIJIIXOM MiKpocaTesiTHOI HecTabiIbHOCTI, B TOM 4ac K
aJleHOMM 3 BUCOKMM CTYII€HEeM [MCIIa3il IpoAeMOHCTPYBay 36epekeHy ekcrpeciio 6inkis MSH2, MSH6, PMS2 ta
MLH]I. AneHoMU 3 BUCOKUM CTyIIE€HEM JHCIIasii HabyBaloTh 3/105KiCHOCTI IIJIIXOM XPOMOCOMHOI HeCTabiIbHOCTI.
Ha mimcTaBi BUKOHaHUX JOCIIIPKEHD BIIEPIIE BUCYHYTO TllOTE3yY, 0 MAKCMMAJIBHUI PU3UK MIKPOCATEJIITHOI
HeCTabiIbHOCTI MOXKe MaTH MicClle Y XBOPHX 3 TNepIylacCTUdHUMU MOJIiNaMu Ta aIecHOMaMU 3 HU3bKUM CTYIIEHEM
IuCIIasii. Bnepie 1okasaHo, 110 IyXJIMHHA [IPOrPeCis aleHOM Pi3HOTO CTYIIEHS AVCILIA3il He € MOCiLOBHOO i He
000B'S1I3KOBO [TIPOXOAUTD BCi CTaAii Iepexony 3 AUCIa3ii HU3bKOTO CTYIEHs IO IUCILIa3ii BUCOKOrO CTyIeHs i
nizHimle g0 MasirHisanii. JJonoBHEHO HayKOBi JaHi PO NOLMPEHHS, JIOKali3allilo Ta KJIiHiKo-MOP(OJIOriuHi
BapiaHTH MOJINO3HUX YPaXKeHb TOBCTOI KUIIKU 3 6€3CMMITOMHUM Iepebirom B oci6 pizHoro Biky i crari. Ha mimcrasi
IIPOBEEHUX JOCiI)KeHb BCTAHOBJIEHO, 1[0 iIMyHOTiCTOXiMiYHe BU3HAYEHHS 6inKiB cuctemu penapauii JHK crinbHO
3 OL{HKOIO KJIiHiIKO-MOP(OJIOTiUHNAX 0COOJIMBOCTE MMOJINO3HOrO YPaKeHHSI TOBCTOI KUIIKY A€ MifICTaBU [JIs
IIPOrHO3YBaHHS iX nepeoiry.

2. The thesis is devoted to the improvement of the pathomorphological diagnosis of colon polyps with the
definition of optimal diagnostic morphological criteria to predict their course. The solution to the problem and the
substantiation of the obtained results was achieved due to a set of modern diagnostic techniques of polypoid
lesions of the colon: histological, histochemical, immunohistochemical and statistical processing of digital data. To
achieve the aim and solve the tasks set in the thesis, the following studies were conducted: a retrospective analysis
of archive biopsy materials for the period of 2005-2016 to determine the rate, structure, sex-age, and
morphological features of polypoid lesions of the colon and a prospective study of pathomorphological and
immunohistochemical features of cases of newly diagnosed polypoid neoplasms of the colon with an asymptomatic
course on the current materials of 200 autopsies, conducted on the basis of the Communal Facility of Lviv Regional
Council "Lviv Pathology Bureau". The results of the prospective study revealed that hyperplastic polyps with
asymptomatic course compared with conventional hyperplastic polyps in the study of archive biopsy materials
were more often located in the proximal areas of the colon, characterized by the spread of serration to a
considerable depth of crypts, partially including basal divisions, but not at all depth, deformation of crypts,
pathological branching and dilation of basal areas, secretion of a significant amount of mucus. Some neoplasms
had a topographical change in the proliferation of enterocytes with the shift in the surface areas of crypts, higher
proliferative activity of enterocytes, and a greater ratio of the indexes of the upper and lower parts of the crypts
Ki-67 accounting for 0.82+0.18, in comparison with the conventional polyps with Ki-67 = 0.27+0.08 and in
individual cases, Ki-67=0.51+0.12 meaning a disturbance of the topography of the proliferative compartment. The
study of microsatellite instability of hyperplastic polyps enabled to determine the absence in some cases of MSH2,
MSH6, PMS2 and MLHI protein expression, which validates the formulation of the concept of carcinogenesis of
colorectal cancer associated with hyperplastic polyps and, accordingly, an adverse course of hyperplastic polyps.
Except for hyperplastic polyps, manifestations of microsatellite instability were established to occur in the
adenomas with low-grade dysplasia. In the group of adenomas with minimal dysplasia, the results of the
immunohistochemical study of gene expression of the mismatch repair system of mismatched nucleotides
demonstrated their decrease and polymorphism. In typing of MLH1 and PMS2, only 30 % of the epithelial cells of
the structural elements were positive, whereas typing of MSH6 showed up to 60% of positive results and MSH2 -
100%. Thus, microsatellite instability and reduced gene expression of the mismatch repair system of mismatched
nucleotides (MLH1 and MSH2) further determine the severity of the clinical course of adenomas with low-grade
dysplasia and the adverse outcome. Evaluating the status of microsatellite instability and proliferative activity in
the group of adenomas with high-grade dysplasia, we established the significant expression of genes of mismatch



repair system of mismatched nucleotides, which explains the traditional way of carcinogenesis of colorectal cancer
through the sequence of adenoma-adenocarcinoma (due to chromosomal instability and the accumulation of
mutations in oncogenes and tumor suppressor genes) and is a conventional concept of colorectal cancer. It was
determined that tubular adenomas mostly located in the distal colon and characterized by an average proliferative
activity (Ki-67 from 33 to 44 %) were dominant in the group of adenomas with low-grade dysplasia. At the same
time, the Ki-67 ratio in the upper and lower zones in tubular adenomas increases up to 1.4-2.1 in comparison with
the proliferative activity of enterocytes in asymptomatic hyperplastic polyps, where the Ki-67 ratio was 0.82+0.18.
The shift of the proliferation zone in the tubulovillous adenomas was even more pronounced, where the Ki-67 rate
reached 2.49. The proliferative tumor cells were located predominantly in the villi, and the index of proliferative
activity ranged from 40 % to 75 %, with an average value of 58.45 %. Ki-67 rate further increases and reaches 2.65
in adenomas with signs of high-grade dysplasia. The study of the functional capacity of goblet cells in adenomas
with low-grade dysplasia showed accumulation of secretory products of intense blue (alcian blue) stain in cells
with intact production of mucus, indicating an increase in the content of glycosaminoglycans in the mucin.
However, it was investigated that goblet cells practically disappear in the adenomas with high-grade dysplasia;
only occasionally they can be detected with alcian-blue stain. In the immunohistochemical study of proteins of the
mismatch repair system for the detection of colorectal cancer with microsatellite instability, one adenocarcinoma
of a moderate degree of differentiation (G2) was diagnosed in our materials, which accounted for 12.5 %, and is
consistent with data in the literature. On the basis of modern morphological studies, it was first established that in
the presence of defects in DNA repair proteins, hyperplastic polyps and adenomas with low-grade dysplasia are
precursors to the development of colorectal cancer through microsatellite instability, while adenomas of high-
grade dysplasia demonstrated sustained expression of MSH2, MSH6, PMS2, and MLH1 proteins. Adenomas with
high-grade dysplasia become malignant through chromosomal instability. Based on the given study, for the first
time, a hypothesis has been put forward that the maximum risk of microsatellite instability may occur in patients
with hyperplastic polyps and adenomas with low-grade dysplasia. It has been shown for the first time that the
tumor progression of adenomas with various degrees of dysplasia is not consistent and does not necessarily pass
all stages of transition from low- to high-grade dysplasia and then to malignancy. The scientific data on
distribution, localization and clinical morphological variants of polypoid lesions of the colon with the
asymptomatic course in patients of any age and gender were supplemented. Based on the results of the study
conducted, it was established that the immunohistochemical detection of the proteins in the DNA repair system
together with the evaluation of the clinical and morphological features of the polypoid lesions of the colon enables
to predict their course.
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