O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iIKOBHI HOMep: 0418U004109
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peecrtpamnii: 12-11-2018

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Tkayenko [laByo Bosnogumuposuy

2. Tkachenko Pavlo

KBasmigikamis:

InenTudikarop ORCID ID: He 3acrocosyerbcs
Bup, pucepranii: kanguzaar Hayk
AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIIn¢dp HayKoOBOi cHeniaJIbHOCTI: 14.03.02

Ha3Ba HayKoBOIi creniaJbHOCTI: [TaTosoriyna aHaToMmis

T'anyss / ramysi 3HaHB. He 3aCTOCOBYETHCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs

JaTa 3axHcTy: 10-10-2018

CreniaJbHICTh 32 OCBIiTOXO: 7.12010001

Micue po60oTH 34,00yBava: KomyHanbHe HEKOMEPLLiiiHE MiIPUeMCTBO XapKiBChKoi 061acHoi pagy "O6sacHa

KJIiHIYHA JikapHs"

Kopg 3a €IPIIOY: 02003563

Micue3Haxoa KeHHs: 61058, m. Xapkis, mpocr. HezanexHocri, 13

dopma ByracHOCTI:

Cdepa yIIpaBJ'IiHHﬂ: MiHiCTepCTBO OXOPOHU 3I0POB'S YKpaiHu

InenTudgikarop ROR: He zacrocosyerscs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT

IIIudp cnenianizoBaHoi BYU€HOI pagH (Pa30Boi Cleliaai30BaHOI BYEHOI pazu): [l 64.600.03
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' 0COO0MH: XapkiBCbKa MEMYHA aKANEMIs TTICISOUIITIOMHOL OCBITH
Kopg 3a €IPTIOY: 01896872

Micue3HaxoO KeHHS: 61176, m. Xapkis, Bys1. Kopuariniis, 58

dopma ByracHOCTI:

Cdepa yIIpaBJIiHHﬂZ MiHicTepCTBO OXOPOHM 3[0POB'd YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

V. BizomocTi npo gucepraniio
MoBga guceprariii:
Koau TemaTHYHHUX PYOPHK: 76.03.49, 76.03.49

Tema gucepranii:
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2. Morphological characteristics of prostate cancer stroma and its diagnostic and prognostic value

Pedepar:

1. Incepraujiiina po60Ta IpUCBSIY€HAa BUPilIEHHIO NPO6IeMU YIOCKOHAJIEHHSI MOP(OJIOTiYHUX KPUTEPIiB IPOTHO3Y i
IvepeHLiaTbHOI IiarHOCTUKY paKy NepeamMixypoBoi 3as103u (PI13) misxoM gocaigpkeHHs: MOPOIIOTiYHAX
0Cco6sIMBOCTEN, iMyHOTicTOXiMiyHMX MapKepiB (II'’X) mapkepiB i 3HaY€HHSI CTPOMAIbHOTO KOMIIOHEHTY Yy (POPMYBaHHi
arpecuBHoOro ¢peHotuiy nyxJauHu. OCHOBY KJIiHIKO-MOPQOJIOTIYHUX Ta MOJIEKYJIIPHO-0i0JIOTTYHUX AOCIIKEHb
IyceprauiiiHoi po6otyu ctaHoBuaM 112 Bunaakis PI13, 25 Bunankis HoAyISIpHOI rinepnasii nepegmixypoBoi 3a103u
(HTTI3) i 25 BUnaaKiB npocTaTU4YHOI iHTpaeniTenianbHOi Heomnazii ([1TH). BusiBneHo, 1m0 B CTPYKTYpi XipypriuHoi
natosorii I13 XapkiBcbkoro periony 3a 2011-2015 pp. (7280 Bunagxis) pak cTaHOBUTb 19,6 % (886 Bunakis) Ta 58,1 %
(1608 /2766) Bin 3araibHOI KiIbKOCTI 6io11Ciil. B mucepTaniiiniilt poboTi Ha MifiCTaBi AOCIIIPKEHHS] CTPOMMU Ta 3
ypaxyBaHHSIM KOMIIEKCY KJIiHIKO-MOp@oJoriyHuX (HaKkTopiB BUAiNEeHI MOPQOIOriuHi AudepeHiiiHO-iaTHOCTUYHI
kputepii PI13, HI'TI3 Ta I1IH, a Tako>X KpUTepii BipOrinHOi arpeCcUBHOI MOBEAIHKY, CIIPUATIMBOIO IIPOTHO3Y Ta Ti, 10
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Me3seHnximanbHoi Tpancdopmauii (EMT) PII3 ta ii mporHoctuyHoro 3HadenHs. [TokasaHo, mwo PI13 3a cymoro Imicona
(CT') 8 B Hal16inbIIil Mipi MAIOTH NOSBY eKCIIpecii BIMEHTHHY pakoBuX KJiTuH (p < 0,01), a PI13 i3 CI" 9-10
aCoOLI0I0THCH i3 BTPATOIO eKcIpecii E-kafrepuHy; TakoX I0BEAEHA 3aJI€KHICTh MIXK €KCIIPECi€l0 IMX MapKepiB Ta
IIPUHAJIEXKHICTIO 10 rpyn pu3uKy PI13. BusiByieHa CIisIbHICTh MOJIEKYISIPHO-6i010riyHMX NposiBiB EMT i possb B ii
npoueci TGF-B. JloBenena 3anydenicte CD68+ kiituH ctpomu y npouecu EMT i peanisauii arpecuBHOro ¢peHOTUILY
PIT3. Kpurepisimu cripusitausoro nporHosy PI13 e: HU3bKuil piBeHb IpocTaTUYHOTO crienudiyHoro antureny (I[1CA)
KpoBi (1o 10 Hr/Mi1), HU3bKa NpoJtidpepaTuBHa akTUBHICTD (Ki-67 1o 1 %), BincyTHiCTh necMonasii. lo kpurepiis
HECIPUSTIUBOrO NPOTrHO3Yy - piBeHb [ICA 6inbimnii 3a 20 Hr /MJ1, 36inblIeHHS npostidepaTrBHOi akTUBHOCTI (Ki-67
6inpie 1 %), IlX nposisu EMT, 36inbleHHS KiIbKOCTi MiKPOCYAUH i 3MEHILIeHHs iX 7101, BUCOKUH PiBEeHb
iHginpTpanii makpodaramu (CD68). He MaioTh BAroMoro mporHOCTUYHOTO 3HAYEHHSI: BiK Ialli€HTIB, BUpakKeHa
IleCMOILIa3sis, ekcnpecist yurtokepatuny 8 /18, TGF-B, ’TMA-a, VEGF, cTyniHb BUPaXX€HOCTi iMyHOKJIITUHHOI
indinprpanuii i1 abcomoTtHe yncao CD3+, CD8+, CD4+, CD20+ kyiTuH. [ nudepeHniaabHoI IiarHOCTUKYA MixX
nobposikicHoto natosorieto I13 i PI13 1ocToBipHUM KpUTEPieM € JOCiKeHHs MapKepy p63 i
BMCOKOMOJIEKYJIIPHOTO LIUTOKepaTuHy HMW.

2. Thesis is devoted to improvement of the morphological criteria of prognosis and differential diagnosis of
prostate cancer (PC) by studying the morphological features, immunohistochemical markers, and significance of
the stromal component in the molded aggressive phenotype of tumor. The basis of morphological and molecular
studies thesis have made histological specimens of 112 cases of PC, 25 cases of nodular prostatic hyperplasia (NPH),
25 cases of prostatic intraepithelial neoplasia (PIN). It was found that in the structure of surgical prostate
pathology of the Kharkiv region for 2011-2015 (7280 cases) cancers make up 19,6 % (886) and 58,1 % (1608 /2766) of
the total number of biopsies. In thesis based on a study of the stroma and with taking into account the complex of
clinical and morphological features is defined morphological criteria of PC, NPH, and PIN and feathers of probable
aggressive behavior, favorable prognosis and do not affect the clinical course. Supplemented scientific data about
the features and prognostic value of epithelial-mesenchymal transformation (EMT) in PC. It is shown that PC with
Gleason score (GS) 8 mostly have the appearance of vimentin expression in cancer cells (p < 0.01), while PC with
GS 9-10 associated within creased expression of E-cadherin; also it is proved the relationship between expression
of these markers and accessoring to risk groups of PC. It is shown the unity of molecular biology features of EMT
and role in its process TGF-B. It was proved the involvement of CD68+ cells in the process of EMT and in
realization of the aggressive phenotype of PC. The favorable morphological prognostic criteria of PC are: low level
of PSA in blood (less than 10 ng/ml), low proliferative activity (Ki-67 less than 1 %), absence of desmoplasia. The
signs of possible aggressive clinical behavior of PC include level of PSA more than 20 ng/ml, increase of
proliferative activity (Ki-67 more than 1 %), immunohistochemical evidence of EMT, increase in number of
microvessels and decrease their area, high level of infiltration by macrophages (CD68+). Do not have a significant
predictive value: age of patients, pronounced desmoplasia, expression of cytokeratin 8 /18, TGF-B, SMA-alpha,
VEGF, degree of immune-cell infiltration and absolute number of CD3+, CD8+, CD4+, CD20+ cells. For differential
diagnosis between benign prostate pathology and PC the reliable criteria are the investigation of p63 and high
molecular weight cytokeratin HMW.
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