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V. BizomocTi npo gucepraniio
MoBga guceprariii:
Koau TeMaTHYHHUX PYyOPHK: 34.15.25

Tema gucepranii:
1. 3miHa excripecii reHiB y riiaJbHUX MyXJIMHAX TOJIOBHIO MO3KY JIIOJUHU

2. Gene expression changes in human glial tumors

Pedepar:

1. 3a monomorow Metony audepeHLiiHOI riopuansanii 'Tpug’ KJHK-6i61i0Tex romoBHOro Mo3Ky eMOpioHa JIoguHN
i HOBOHapoIPKeHOro 6yJ10 ieHTU(IKOBAHO 23 HYKJIEOTUHI IOCIIiOBHOCTI, €KCIIPECis SKUX 3MiHIOETHCS B
rJliaJIbHUX IMyXJIMHAX FOJIOBHOTO MO3KY JIIOJMHU. BUsIBIIeHa aKyMyJIsLlisl BACOKUX PiBHIB NOJiaieHiIbOBAaHUX
MiTOXOHApianbHUX i nuronnasmatndaux pPHK, a takox rerepoagucnepcHux PHK, mo mictars Alu-nnoBropu.
[TokazaHo nifBuUIeHHs eKcrpecii reHa TpaHckpuniiiinoro gpakropa dbpB (IHK-3B's13yBasipHOTrO 6is1Ka B) B
aCTPOLMTAPHUX NIYXJIMHAX Pi3HOTO CTYIEHS 3JI0KiCHOCTI. Biepiue onucaHo akTUBALLil0 B aHAIIJIACTUYHUX
actpouuTtomax reHa ZFM1/SF1. [TinBuiieHHS eKCIIpecii B aHaNIaCTUYHUX aCTpOLMTOMax reHa ld-4, akuii HajeXXuTb
IO POAVIHYU JOMiHAaHTHO-HETaTUBHUX PEryJsSITOPIiB KIITUHHOI AudepeHnianii i NO3UTUBHUX PEryJIsaTOPiB KIiTHHHOI
npoutipepaliii, Mo>ke BUKJIMKATU NOPYLIEHHS KJIITUHHOTO LIUKJy. 3HIDKEHHS eKcIlpecii reHa KysiHa-1B
aCTPOLMTAPHUX NYXJIMHAX Pi3HOTO CTyIEHS 3JI08KiCHOCTI, MOKJIMBO, IIOB's13aHe 3 IIOPYLIEHHSIMU Ha CTaflii Iepexony
kiiTuH 3 ¢pasu Gly ¢pasy GO. OTpumaHi naHi npo 3HayHe nifgBuieHHs ekcrpecii rena HC gp-39 BUHATKOBO B

aHaIUIaCTUYHUX aCTPOLMTOMAX i MyJIbTU(POPMHUX I71i061aCTOMAax CBifdaTh PO Ba’KJIMBY POJIb 1IbOTO IeHa B



IYXJINHHOMY IIpOLeCi IPU Nepexoi 4o 6inbi 3710s51KicHoro ¢penoruny. HC gp-39, Moxe 6yTH MOJIEKYJISIPHUM
MapKepoM IPU IOCIIiKeHH] 37105IKiCHOI ITporpecii acTpouTapHuX IJ1ioM Y1 PO3ITi3HABAHHI I1io61acToM cepef,
ITyXJIMH TOJIOBHOTO MO3KY JIIOIVHU. Briepine BUSBJIEHE iCTOTHE 3HVDKEHHS BMICTY 1 HaBiTh [MOBHA BifcyTHicTh MPHK
TSC-22 y nyxamHax TOJI0BHOTO MO3KYy. BusiBieHuil nos1iMop@ism eKcIpecii reHiB y pisHUX 3pa3Kax MyXJIMH OJHOTO i

TOTO 3K CTYIEHS 37I05IKICHOCTI Bifjo6pakae reTepOreHHiCTh MJISIXiB BAHMKHEHHS i mporpecii acCTpOLUTapHUX TTTiOM.

2. 23 nucleotide sequences with altered expression in glial tumors have been identified by differential hybridization
of arrayed human fetal brain and human postnatal brain cDNA libraries with total cDNAs probes of glioblastoma
multiforme and normal brain. Revealed accumulation of heterodispersed RNAs containing Alu-repeats and
polyadenylated mitochondrial and cytoplasmatic rRNAs. Increased expression of DNA-binding protein B (dbp B)
gene was revealed in the astrocytomas of different malignancy grades. High-level activation of ZFM /SF1 gene was
determined in anaplastic astrocytomas. The increased expression of Id-4 gene was found prevalently in the
anaplastic astrocytomas and it may be involved in cell cycle abnormalities. Decrease of the expression of cullin-1
gene in astrocytic tumors may be connected to the cell cycle breakage in phase Gl to GO. Significant increase of
HC gp-39 gene expression, found exclusively in high-grade astrocytomas, anaplastic astrocytoma and glioblastoma
multiforme, is the evidence of important role of this gene in the progression of astrocytomas to more malignant
phenotype. HC gp-39 may serve as molecular marker by the investigation of malignant progression of astrocytic
gliomas or the distinguishing of glioblastoma multiforme between brain tumors. Decreased content and even
complete absence of TSC-22 mRNA in human brain tumors, revealed by other authors inactivation of TSC-22 gene
in benign and malignant human salivary gland tumors, transcription repressor activity of TSC-22, negative
regulatory effect of TSC-22 on cell proliferation, all this strongly suggest the possible tumor suppressor role for
TSC-22 gene. The polymorphism of gene expression in different samples of same malignancy grade reflects the
heterogeneity of the pathways of the initiation and developments of astrocytic gliomas.
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