O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHUH 00J1iKOBHI HOMeP: 0507U000673
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peectpamuii: 12-12-2007

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. ly6inina BnagseHa 'enHaziiBHa

2. Dubinina Vladlena Gennadiyivna

KBasmigikamis:

InenTudikarop ORCID ID: He 3acrocosyerbcs

Bup, pucepranii: nokrop Hayk

AcnipaHTypa//IOKTOpPaHTypa: Hi

IIIndp HayKoBOi creniaIbHOCTI: 14.01.01

Ha3Ba HayKOBOIi CIeIiaIbHOCTI: AKylEePCTBO Ta MHEKOJIOTis

T'asy3p / rasysi 3HaHB. He 3aCTOCOBy€THCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs
Jata 3axucry: 07-12-2007

CreniaJbHICTh 32 OCBiTO¥O: 7.110101

Micue po60oTH 34,00yBava: Oznechkuii 1ep>kaBHUIl MEIMYHUIA YHIBEPCUTET
Kopg 3a €IPIIOY: 02010801

Micue3HaxoaKeHHS: 65082, Ykpaina, M. Ogieca, npos. BanixoBceku, 2
dopma BaacHOCTI:

Cdepa ynpaBiriHHS: MiHiCTEPCTBO OXOPOHH 3L40POB's

ImenTudikarop ROR: He zacrocoyerbcs




I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT

IIudp cnenianizoBaHOi BYEHOI pagH (pa30Boi CIeNiali30BaHOi BY€HOI pagH): [ 26.613.02
IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:

Kop 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma ByracHoCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

IV. BimomocTi Ipo niznpueMcTBO, YCTaHOBY, OpraHi3alliio, B sIKi# 0yJ10
BHKOHAHO JHCEPTaIlilo

IIoBHe HaﬁMeHyBaHHﬂ lOpI/I,ZLH‘IHO'l' 0COOH: OpechKuit JIep>KaBHUM MEIVYHUIN YHIBEPCUTET
Kog, 3a €EJIPIIOY: 02010801

Micue3HaxoaKeHHs: 65082, Vkpaina, M. Ofieca, IpoB. BasixoBchbKuit, 2

dopma ByracHOCTI:

Cdepa ynpaBiriHHS: MiHiCTEPCTBO OXOPOHU 310POB'S

InenTudikarop ROR: He zacrocosyerscs

V. BizomocTi npo gucepraniio
MoBga guceprariii:
Koau TeMaTHYHHUX PYyOPHK: 76.29.48

Tema gucepranii:
1. HpOI‘HOBYBaHHH i paHHA rU‘iaI‘HOCTI/IKa NNyXJIMHHUX 3aXBOPIOBAHb eHII,OMeTpiF[.

2. Prognosis and early diagnosis of tumorous diseases of the endometrium.

Pedepar:

1. TlpencraByiena po6oTa nprcBsiieHa HiiBULIeHHIO e(DeKTUBHOCTI iHINBiNyanbHOI IPOQIiIaKTUKY i IPOrHO3YBaHHS
BUHMKHEHHS NIYXJIMHHUX 3aXBOPIOBAHb €HIIOMETPIs ¥ >KiHOK 31 CIIaIKOBOIO €TepMiHaLli€lo i XBOPHX 3
BepUQiKOBAHOIO N1ATOJIOTI€I0 €HAOMETPIs Ta GOPMYBAHHIO TEOPETUYHOI 623U 117151 BIIPOBAI)KEHHS MOJIEKYJISIPHO-
reHeTUYHUX METOZIB SIK QyHIAMEHTY MOJIeJli 3arajbHOI CUCTeMU PaHHbOI IiarHOCTUKHU i TPOQiNaKTUKU
OHKO3aXBOPIOBaHb. BUsB/IeH] NOpYyIIEHHS HA TEHETUYHOMY, XPOMOCOMHOMY, TKAHUHHOMY Ta CUCTEMHOMY PiBHAX
JaJI1 MO>KJIMBICTD PO3IJISiIATH YXJIMHHI 3aXBOPIOBAaHHS €HIIOMETPIs SIK JU3PETYJIsLifHY AaTOJIOrI0, a Blieplie
3aIPOIOHOBAHI NOKJIIHIYHI AiarHOCTUYHI KPUTEPIi iX po3BUTKY ((pparisnibHi caiiTh, MiKpocaTesliTHa HECTa0iIbHICTb,
iHTeKC MyxJIMHHOI PEaKTUBHOCTI, aKTUBHICTh TKAHNHHOI NO-CHHTa3H, CTaH PelerTOPHOro anapaTy eHIoMeTpis)
IIOTIMOJIIOIOTH YSIBJIEHHS [P0 MEXaHi3MU KaHLepOTreHe3y i MOKyTh BUKOPMCTOBYBATHCS B CII€lliali30BaHUX
KJIIHIYHUX 3aKiafax. €E4MHOI0 MOKIIMBICTIO iHIMBINyabHOTO [IPOTHO3YBAaHHS BUHUKHEHHS i BapiaHTa PO3BUTKY
IyXJIMHHUX 3aXBOPIOBAaHb €HJIOMETPIsl € po3poodKa i BrposamkenHs JJHK-6iounna, mo BKIOYae reHu, 3alikaBjeHi y

dhopmMyBaHHi Ta PO3BUTKY ITYXJIMHHOI I1aTOJIOTii €HIOMETPisl.



2. The presented work deals with increase of efficacy of individual prevention and prognosis of development of
tumorous diseases of the endometrium in women with hereditary determination and patients with verified
pathology of the endometrium and formation of the theoretical base for introduction of molecular-genetic
methods as a foundation of the model of the general system of early diagnosis and prevention of oncological
diseases. It is established that the most influential risk factors of development and progressing of tumorous
pathology of the endometrium are considered to be metabolism disturbance, complicated genealogical history,
trauma of the uterine mucous membrane in the past history as well as dysfunction of the system "pituitary-
ovaries-thyroid-uterine". There is high or moderate activity of NO-syntase in the endometrium of practically
healthy women while activity of this enzyme is weak and tracy in most cases in hyperplastic processes of the
endometrium; it is tracy or practically absent in atypical hyperplasia of the endometrium and cancer of the uterine
body. Expression of estradiol receptors in the mucous membrane of the uterine body in the patients of
reproductive age is reliably reducing (p<0.05) in progressing of the tumorous process from the norm to atypical
hyperplasia of the endometrium. Expression of progesterone receptors in the endometrium tissue of the patients
of reproductive age is reliably reducing (p<0.05) during progressing of the tumorous process from the norm to
atypical hyperplasia of the endometrium. Changes in the system of cellular immunity in different tumorous
transformation of the endometrium do not give characteristic distinctions and go not reflect severity of the
disease but correlations of fractions of immunocompetent cells are significant for evaluation of the disease
prognosis. The proposed index of tumour-specific reactivity (ITSR) is a quotient of division the percentage content
of natural killers (NK) and T-cells (in the numerator) and percentage contents of Tx(in the denominator). The
comparative analysis of the immune response in patients with tumorous diseases of the endometrium showed that
ITSR average meaning in a group of patients with tumors statistically reliably (p=0.0053) exceeded ITSR for a group
of the examined patients who did not have a diagnosed tumor. A group of patients with oncological pathology have
average relative contents of cells with the phenotype CD3+CD8+ (T-suppressors/cytotoxic cells) and general
percentage of lymphocytes exceeding the same indices for patients with non-oncologic profile and patients of the
control group. The presence of endometrium tumor correlated with increased amount of NK-cells in blood and
reduction of relative content of T-helpers compared with control. In group of patients with the complicated family
oncologic anamnesis the uterine cancer incidence rate is reliably (15.8 %) higher than the tumorous pathology of
another localization incidence rate. The level of spontaneous chromosome aberrations in patients with the
glandular hyperplasia is reliably lower (7.1 %) than in patients with atypical hyperplasia (29.9 %) and
adenocarcinoma of the endometrium (26.5 %). On the ground of the carried out research of metaphase plates of
peripheral blood lymphocytes of patients with different types of tumorous transformation 30 sites of chromosome
fragility were revealed. There were found four sites of fragility 1q2.5-4.1; 2q2.4-31; 4q1.5; 5q1.4 in the chromosome
apparatus of patients with atypical hyperplasia and adenocarcinoma of the endometrium both with complicated
family oncologic history and without it while one site 17q2.2 was only in patients with complicated family oncologic
history that was evidence of genetic determination and polygenic nature of tumorous pathology of the
endometrium. The molecular-genetic studies give evidence of changes in the groups of oncogenes, genes-
suppressors, genes of steroid receptors and steroid genesis and genes of the detoxication system. The
comparative analysis of sanogenetic profile of patients with atypical hyperplasia and adenocarcinoma of the
endometrium did not reveal reliable discrepancies between the groups. The sanogenetic profile of practically
healthy women was reliably (p<0.05) higher than that in other studied groups. There were revealed disturbances at
the genetic chromosome, tissue and systemic levels that gave a possibility to consider tumorous diseases of the
endometrium as disregulation pathology, and proposed preclinical diagnostic criteria of their development (fragile
sites, microsatellite instability, index of tumour reactivity, activity of NO-syntase, state of the receptor apparatus
of the endometrium). They deepen conceptions of cancerogenesis mechanism and may be applied in specialized
clinical institutions. The only possibility of individual prognosis of occurance and development variant of the
tumorous process of the endometrium is application of DNA-biochip that combines all possible genes that effect
the occurance and development of tumorous of the endometrium.
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