O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHUH 00J1iIKOBHH HOMeP: 0409U000543
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peecrtpaunii: 12-02-2009

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:

1. Cragnuk Bitaniii BitanifioBuy

2. Stadnyk Vitalij Vitalijovych

KBasmigikamis:

InenTudikarop ORCHID ID: He sactocoyerbcs

Bup, pucepranii: kanguzaar Hayk
AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIIndp HaykoBOi cneniagabHOCTI: 03.00.04

Ha3Ba HayKoBOIi CcIeniaJIbHOCTI: Bioximis

T'asy3p / rasysi 3HaHB. He 3aCTOCOBy€THCS
OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs
Jata 3axucTy: 20-01-2009

CneniasipbHICTB 3a OCBITOIO:

Micue po6oTH 3400yBayva: Iucrutyr 6iosorii TBapun YAAH
Kopg 3a €IPIIOY: 30995014

Micue3Haxoa KeHHS: 79034, m.JIbBiB, By1.B.CTyca, 38
dopma BaacHOCTI:

C(l)epa praBJIiHHﬂ: YKpaiHcbKa arpapHa akazemis Hayk

ImenTudikarop ROR: He zacrocoyerbcs




I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT

Iudp cnenianizoBaHoi BYEHOI pagH (Pa30Boi CleliaJai30BaHOi BYEHOI pazu): [l 35.368.01
IloBHe HaiMEeHYBaHHSI IOPHUIHUYHOI 0COOH: [ncTuTyT Giosorii TBapun HAAH

Kopg 3a €IPIIOY: 30995014

Micue3HaxoaKeHHSI: By Bacuna Ctyca, 38, M. JIbBiB, JIbBiBCchbka 0671, 79034, Vkpaina

dopma ByracHoCTI:

Cdepa ynpaBiiHHS: HaujonasnbHa akazemis arpapHux HayK YKpaidu

InenTudikarop ROR: He zacrocosyerscs

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

IloBHe HaliMEeHYBaHHS IOPHUAHUYHOI 0COOM: IHcTUTyT Giosorii TBapuH YAAH

Kopg 3a €IPIIOY: 30995014

Micue3Haxoa KeHHs: 79034, m.JIbBiB, Bys1.B.CTyca, 38

dopma ByracHOCTI:

Cdepa yIIpaBJIiHHﬂZ YKpaiHCbKa arpapHa akazemis Hayk

InenTudikarop ROR: He zacrocosyerscs

V. BizomocTi npo gucepraniio
MoBga guceprariii:
Koau TeMaTHYHHX PYyOPHK: 31.27.25
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1. BioximiyHi 0CO6JIMBOCTI NIPiOH-NIPOTEiHY 32 HOPMU Ta MATOJIOTii

2. The biochemical characteristics of prion-protein in normal conditions and pathology

Pedepar:

1. luceprariis nmprucBsYeHa BUBYEHHIO 6i0XiMiYHMX 0CO6IMBOCTEN (Pi3i00TiYHOTrO Ta MaTOJIOTIYHOTO MPiOH-
IpoTeiHiB i ixHixX i30popM 32 HOpMU Ta IIpY NPIOHHUX iIHPEKLISIX y TBAPUH. 3'COBaHO 6i0XiMi4HiI 0COBIMBOCTI
(isiosioridHoro npioHa ta 1oro i30(popM y pisHUX CTPYKTYpPHO-(PYHKIiOHATBHUX Bifl[ifIax FOJIOBHOTO MO3KY BEJIUKOI
poraroi xy06u i mypiB. ¥ TKaHMHAX FOJIOBHOTO MO3KY BEJIMKOI pOraToi xy100u BIeplIe BUSBJIEHO Pl JOLATKOBUX
isodopm @isiosoriyHoro npiona. Bcranosneno, mwo npu Hetumnosiit popmi (FAE BPX) ry6uacrononioHoi
eHuedasonartii BesMKoi poratoi xyfo061 NaTosoriYHMi IPiOH HAKONUYYETHCS B OJIMBHOMY SIPi JOBracTOro MO3KY i
Mae iHTpaHeMpPOHAJIbHUIN TUII NE€TI03UTYBAHHS, TOi sIK TUNoBa popma I'E BPX xapakTepusyeTbcsl BilKIaAeHHSIM
arperaris [1aTOJIOTIYHOTO MPiOHa B MDKKJIITUHHOMY CEPEIOBUILi OP3aJIbHOTO S7Ipa JOBraCTOro MO3KY.
BcraHoBIIEHO, 1110 IpenapaTy relapyHy Ta IEHTOCaH N0oJIicybdaTy 34aTHI 3HWKYBaTU piBeHb (i3iosiorivHoro
IIpioHAa y TKAHMHAX LEHTPaJIbHOI HEPBOBOI CUCTEMHU JIAOOPATOPHUX TBapUH. JlOCIIiIPKEHO MeXaHi3M B3aeMOfii
¢diziosnorivHOro peKOMO6iHaHTHOTO IIPiOHA Ta MEHTOCAH MoJicysbedary in vitro. BussieHo, o 11 B3aEMOZIS €

crienudivHOI0, BUCOKOA(DIHHOIO Ta 3yMOBJIIOETHCS B3AEMOIi€I0 CYIb(PATHUX IPYII IIEHTOCAH I0JIicyibdaTy 3



3a/IMIIKaMu aprininy 148 ra 151 noninentugHoro jaHuiora npioxa. Kio4dosi cioBa: npioH-nporeiH, isodpopmu

npioHa, remnapuH, NeHTocaH noJjicysnedar, rydyactonoioHa enuedanonartisi BEJIMKOI poratoi Xxymoou.

2. The thesis is devoted to investigation of the biochemical particularities of cellular and pathological prions and
their isoforms in normal conditions and in the animal prion infections. The biochemical features of the cellular
prion and its isoforms have been established in different structural and functional parts of cattle and laboratory
rats brain. It was showed that the highest level of this protein expression is observed in medulla oblongata,
olfactory tract and olfactory bulb. In other parts of cattle cerebrum, namely in epiphysis, brain hemispheres,
inferior colliculus and cerebellum cellular prion protein is also expressing, but its level is lower approximately on
30-60% in comparison with medulla oblongata and parts of olfactory tract. Consequently, cellular prion is
expressing not only in medulla oblongata but also in other parts of cerebrum which means that these parts of brain
can also take part in the pathogenesis of prion diseases. In brain tissue of cattle were detected for the first time
the additional isoforms of cellular prion which have intermediate position between di- and deglycosilated prion
isoforms. It was shown, that in a case of atypical form of BSE, pathological prion accumulates in olive nucleus of
brainstem in diffuse manner. Typical form of BSE was characterized by granular accumulation of prion aggregates
in intercellular space of dorsal nucleus of brainstem. It was decided to make a search of preparations which are
able to decrease a level of cellular prion with out side effects, and in the same time depriving pathological prion of
substrate for replication. Were chosen two compounds - heparin and pentosan polysulfate, as they are able to
interact with cellular prion in vitro. Speaking about the influence of these compounds on cellular prion in vivo we
must mark that there is no such reference data. The results of our investigations show that injections of heparin
and pentosan polysulphate cause decrease of cellular prion level in forebrain, brainstem and spinal cord of tested
animals. It was set that type of PrPc isoforms expression after PPS treatment changes in forebrain, were take place
decrese of deglycosylated form of cellular prion as a result of decrease of level of diglycosilated PrPc and also in
the brainstem, were PPs causes expression of monoglycosylated form of cellular prion, which could not be
detected in normal condirions. In the same time we found out that injection of PPS causes considerable increase of
copper and zinc level in tested tissues when activity of Cu/Zn-SOD does not change. Heparin in concentrations 1
and 50 mg/kg/day does not cause changes in the maintenance of copper and zinc, and in activity of Cu/Zn-SOD.
Although injections with heparin in dose 300 mg/kg/day leads to the decrease of Cu/Zn-SOD activity but has no
influence on levels of copper and zinc. Molecular mechanism of interaction between cellular recombinant prion
and pentosan polysulphate has been investigated. It was detected, that this interaction is specific, has high-affinity
and is provided by non-covalent binding sulphate groups of pentosan polysulphate with Argl48 and Argl51 amino
acid residues in prion polypeptide chain. These results can explain the inhibiting effect of pentosan polysulphate
on prion protein expression in vivo. Key words: prion protein, isoforms of prion, heparin, pentosan polysulphate,
bovine spongiform encephalopathy.
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