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V. BimomocTi npo gucepraniio
Moga guceprariii:
Koau TemaTHYHHUX PYOPHK: 76.29.49.07

Tema guceprauii:
1. Tinokcisi-ingykoBanuii paxrop (HIF-1a) i rinokcisi-aconifioBani nponecy y paky IUTyHKa Ta iX 3B'SI30K 3
INNyXJIMHHUM POCTOM

2. Hypoxia-inducible factor (HIF-1a) and hypoxia-associated events in gastric cancer and their relation with tumor
growth

Pedepar:

1. Incepraliiio pucBsiYeHO JOCiIKeHHIO 3B's13KiB Mixk ekcripeciero HIF-1a, p53, minbHicTio MikpocyuH (ILIMC),
IpoJlipepaTUBHOIO AKTUBHICTIO NyXJIMHHUX KJIITUH Ta iHQinbTpallielo NyxJIMHHO-aCcoLil0BaHNMU MaKpodaramu
(TTAM) Tkanunu PIII m0nMHY Ta BIJIMBY LUX IIOKA3HUKIB HA Nepeo6ir 3axBoproBaHH. Y 93% xBopux nyxaunu € HIF-
la-no3uTHBHKMMY, IPU LbOMY ITyxJINHMU | cTafii, BucokogudepeHuiiosaHi, kateropii T1, 3a po3damipamu < 4CM MaloTh
HU3bKy KinbKicTe HIF-1a+ kitiTuH. BincyTHicTh Kopessnii Mixx ekcripecieto HIF-1a ta piBHeM rinokcii y PIII Bka3ye Ha
HasIBHICTb 1 HETIIOKCUYHUX MEXaHi3MiB iHAyKILil Iboro 6inka. BctaHoBneHo, mo excrpecis HIF-1a kopesoe 3
"HakonMueHHIM" 6iska p53. Kopensauis 3 IIMC cniocTepiraeTbes Julle B MyXJIMHAX 3 TOMIPHAM CTYIIEHEM €KCIIpecii

HIF-1a. Y nyx/i1Hax 3 BUCOKMM IpoJlipepaTUBHMAM I10TEHIIiaJIOM BUsIBJIEHa 0O€pHEHA KOPeJIsILisi MiX KiJIbKiCTIO



[PO-38+ knitun Ta IIMC. BcTaHOBI€HO, 110 B perioHapHuX JimdatuyHux Byssnax (PJIB) xBopux 3 kareropieto NO €
LIUTOKEPATUH-TIO3UTUBHI KJIIITUHU. BU3Ha4eHO, 0 KinbKicTb [IAM B MyxXJIMHI IPSIMO KOPEJIIOE 3 PiBHEM
BHYTPIIIHbONYXJIMHHOI rinokcii, excripecieto HIF-1a Ta HasiBHicTIO MeTacTazis B PJIB. Hecnipustiausuii nepeo6ir
3aXBOPIOBAHHSI BUSIBJIEHO Y XBOPUX, MYXJIMHU SIKUX € P53+, XapaKTepU3yI0ThCsl BUCOKOIO KisbKicTIo [TAM. OcTaHHS €
He3aJIeXKHUM (PaKTOPOM HECTPUSITIIMBOTO MPOrHO3Yy. bisbllla TpUBaIiCTh KUTTS Ma€e Micle y XBOpux sk 3 HIF-1a-

HETraTUBHUMU NyXJIMHAMU, TaK i pu rinepekcnpecii HIF-1a.

2. Dissertation is dedicated to the study of the interrelations between HIF-1a expression, p53, microvessel density
(MVD), proliferative activity of tumor cells as well infiltration of tumor-associated macrophages (TAM) in human
gastric cancer and their impact on the disease outcome. HIF-1a+ tumors were determined in 93% of patients.
Tumors on the I stage of disease, well-differentiated, category T1, as well as with size < 4cm were characterized by
small number of HIF-1a+ cells. Expression of HIF-1a did not correlate with level of hypoxia in gastric tumor, what
indicates the nonhypoxic mechanisms of this protein expression. It was determined the correlation between HIF-
la expression and p53 protein accumulation, but correlation with MVD has been seen in tumor only with moderate
level of HIF-1a expression. In tumor with high level of proliferative activity it was revealed negative correlation
between MVD and number of IPO-38+ cells. CK+ cells (tumor cells) were detected in lymph nodes (LN) in 24% of
patients with category NO. It was evaluated that number of TAMs in tumor correlates with level of intratumoral
hypoxia, HIF-1a expression as well as metastases in LN. It was revealed the unfavorable clinical outcome in patients
with p53+ tumors and tumors with high number of TAMs. More high survival of patients with HIF-1a- tumors as
well as tumors characterized by HIF-1a hyperexpression was observed. The number of TAMs was found to be as
independent factor of unfavorable prognosis of clinical outcome.
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