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V. BizomocTi npo gucepraniio
MoBga guceprariii:
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Tema gucepranii:
1. TIporHo3yBaHHS KJIiHIYHOTO NEPEBIry ypoTesialbHOro paKy Ce40BOro Mixypa 3a JOIIOMOTOI0 MOJIEKYJISIPHOTO Ta

IMYHOTICTOXIMIYHOTO aHaJIi3y PEryJIATOPIB KIITUHHOTO LUKIIY.

2. Prediction of urothelial bladder cancer clinical course by molecular and immunohistochemical analysis of cell-
cycle regulators.

Pedepar:

1. luceprauisa nprucBa4YeHa IUTAaHHIO IIPOrHO3YBaHHS KIiHIYHOIO IIPOTIKaHHS YPOTENiaIbHOTO PaKy CE40BOTO
MiXypa 3a JOIIOMOTOI0 BUBYEHHS [TOIIKOKEHD PETYJISITOPIB KJIITUHHOIO IMKJIY B KJIITUHAX MyXJIMHY. BuB4anucs
nomkoaxeHHs: reHiB INK4A /ARF, INK4B, p53, CCND1, CDK4, MDM2 Ta 3miHu excrpecii npoTeiniB pl4ARF,
P16INK4A, p21Wafl, p27Kipl, pRb, MDM2, a TakoxX Mapkepa KliTUHHOI npoJidepauii Ki-67. BctaHoB€HO, o y
IyXJIMHAX NaliJIIPHOrO TUIY 4acTille 3ycTpidaeTbes ammrigikanis rena CCNDI, Bumuil piBeHb eKcIpecii HUKIIiHy
D1i nporeinis pl6INK4A, p21Wafl, p27Kipl ta HuK4nii iMyHOTiCTOXIMIYHMI iHIIEKC TPOTeiHy P53 MOPIBHSIHO 3
HeMnamnijispHUMU. BusiBieHo, 1o KiIiTMHHA NpoJtidepaliis NanijispHUX [IyXJIVH [10B'93aHa 3 IIOIKOAKEHHSIM IPOTeiHy
P53, a HenmamniNIpHUX MyXJIMH - 31 3HIKEHHIM ekcrpecii npoteiny p21Wafl /Cipl.ITokasaHa BiiMiHHICTb B
IIPOTHOCTUYHUX (PaKTOPaX MK MyXJIMHAMU MAIliJIIPHOTO Ta HENAMIJISIPHOTO TUIlY. BCTaHOBJIEHA LiHHICTD

romMo3uroTHux pesenii rena INK4A /ARF ta 3HM>KeHHS eKcrpecii poTeiny pl4 1J1s IpOrHo3yBaHHS peLyIuByBaHHS



IIyXJIMH Y XBOPMX HaMaIMJISPHUI PaK CEY0BOro Mixypa. Y Ll rpyImi XBOPUX 3HUKEHHS eKCIpecii mpoTeiny pl4 pasom
3i cTafi€ero NyxXJaMHU € He3ale>KHUMU IPOrHOCTUYHUMU (DaKTOpaMy IPOrPeCcyBaHHs, a pa3oM 3i CTylieHeM
KJIITUHHOI aTUIIil MyXJIMHU - 3arajbHOr0O BMKMBAHHS XBOPUX. HaTOMICTb, y XBOPHUX 3 HENAMIJIIPHUM TUIIOM ITyXJIUH
IIPOrHOCTMYHUM (PAaKTOPOM IIPOrPECYBAHHSI € BTpaTta eKcrpecii mpoTteiny p27, a 3araJbHOr0O BUKMBAHHS - €KCIIpecis
nporeiny Ki-67.

2. Thesis is devoted to the prognostication of clinical course of urothelial bladder cancer. Molecular alteration of
INK4A /ARF, INK4B, p53, CCND1, CDK4, MDM2 genes and alteration pl4ARF, p16INK4A, p21Wafl, p27Kipl, pRb,
MDM2 and Ki-67 protein expression were studded by molecular and immunohistochemical methods accordingly.
CCND1 gene amplification and higher level of proteins p16INK4A, p21Wafl, p27Kipl and cyclin D1 expression were
observed in papillary tumor in comparison with sessile. Cell proliferation was related with p53 immunoreactivity
for papillary and with p21Wafl /Cipl expression for sessile tumors. Difference in prognostic factors between
papillary and sessile tumors was shown. Deletions of INK4A /ARF gene and loss of pl4ARF protein expression was
described as recurrence prognosticator for papillary tumors. The loss of pl4ARF expression with the tumor stage is
the independent prognosticator of progression, and with grade - overall survival of patients with papillary
urothelial bladder cancer. Otherwise, loss of protein p27Kipl expression is a progression prognosticator and Ki-67

protein is prognosticator of overall survival for patients with sessile tumor.
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