O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iKOBHI HOMep: 0420U102294
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peecrtpamnii: 18-12-2020

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. [Tuporosa Jlrogmuia BitasiiBHa

2. Pyrogova Liudmyla Vitaliivha

KBasmigikamis:

InenTudikarop ORCID ID: He 3acrocosyerbcs
Bup, pucepranii: kanguzaar Hayk
AcnipaHTypa//IOKTOpPaHTypa: Hi

IIndp HaykoBOi creniagbHOCTI: 03.00.20
Ha3zBa HayKoBOIi cIeniaJIbHOCTI: BiotexHonoris

T'anyss / ramysi 3HaHB. He 3aCTOCOBYETHCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs

JlaTa 3axHCTYy: 14-12-2020

CnenianbHICTB 32 OCBITOIO: BeTepuHapHa MEUIMHA

Micue po6oTH 3400yBayva: Incrutyr 6ioximii im. O. B. ITananina HaujonanbHoi akazemii Hayk Ykpainu

Kopg 3a €IPIIOY: 05417288

Micue3HaxoaKeHHS: ByJI. JleoHTOBUYa, 6yA. 9, M. KuiB, KuiBceka 0671, 01030, Ykpaina

dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujonasnbHa akaziemis HayK YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Iudp cnenianizoBaHoi BYEHOI pagH (pa30Boi CIeliaJai30BaHOi BYEHOI pazu): [l 26.240.01

IloBHe HaiMeHYBaHHSI IOPHUAUYHOI 0COOH: IHCTHTYT 6ioximii im. O. B. ITananina HaujonanbHoi akazemii

HayK YKpaiHu

Kopg 3a €IPIIOY: 05417288

Micue3HaxoaKeHHS: ByJ1. JleonTOBUMYa, 6yx. 9, M. Kuis, Kuiscbka 0611., 01030, Vkpaina
dopma BaacHOCTI:

Cdepa ynpaBiiHHS: Haujonanbna akaziemist Hayk Ykpainu

InenTugikarop ROR: He zacrocosyerscs

IV. BizomocTi nipo nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IloBHe HaiMEeHYBaHHSI IOPHUAHUYHOI OCOOH: IHCTUTYT 6ioximii im. O. B. ananina HaujonanbHoi akazemii
HayK YKpaiHu

Kopg 3a €IPIIOY: 05417288

Micuesnaxo,szeHHﬂ: ByJL. JleonToBMYa, 6yz. 9, M. Kuis, Kuicbka 0611., 01030, Ykpaina

dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujonasnbHa akajiemis HayK YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs

V. BimomocTi npo gucepraniio
Moga guceprariii:
Koy TeMaTHYHHX PYOPHK: 34.15.47

Tema guceprauii:
1. ®opmyBaHH4 i rinposi3 ¢piOpHHOBOTO 3ryCcTKy B I171a3Mi KPOBI JIIOVHY 32 [IaTOJIOTIYHMX CTaHIB Ta 3a Jii

€K30TeHHUX (aKTopiB.

2. Formation and hydrolysis of the fibrin clot in blood plasma at pathological conditions and under the action of
exogenous factors.

Pedepar:

1. TInporosa JI.B. @opmyBaHHs i rigposis Gi6prHOBOro 3ryCcTKy B I1J1a3Mi KPOBI JIIOAUHMU 32 NaTOJIOTIYHUX CTaHiB Ta
3a Jii ex3oreHHux ¢akropis. - Pykonuc. Jluceprauis Ha 30006YyTTsI HAYKOBOTO CTYIE€HS KaHIMUaTa 6i0JI0rYHUX HayK
3a crenianpHicTio 03.00.20 - 6ioTexHoorid. - IHcTuTyT 6ioximii iM. O.B. ITannagina HAH Ykpainu, Kuis, 2020.
IuceprauiiiHa poboTa MprCBsYeHa pO3poOLi METOAY aHali3y CTaHy CUCTEMU FéMOCTa3y, SIKUil J03BOJIsIE BUBHAUNTHU
piBeHb aKTHBallii, B3aeMO/i i 3B'13Ky KOMIIOHEHTIB CUCTEMU I'eMOCTa3y B Ipoleci GopMyBaHHS Ta rifipoisy
(pi6pUHOBOrO 3TyCTKY B IJIa3Mi KPOBI JIIOAVHM 32 [ESIKUX [aTOJIOTiH, IOB'I3aHUX 3 IOPYIIEHHSIM CUCTEMU
reMoCTasy, Ta 3a il aHTUTPOMOOTUYHUX areHTiB. JoCiIpKeHHs IPOBOIMIIY B IJ1a3Mi KPOBi IOHOPIB Ta Nalji€eHTiB,

XBOpUX Ha iHpapKT Miokapay, iHCYJIbT, CTEHO3 a0PTU, CTEHOKApPJil0, XPOHIYHY XBOPOOY HUPOK Ta MAalli€eHTiB 3i



3aXBOPIOBAHHSAMMU Ta30CTETHOBOTO cyrioby (3TCC), siIKy aHasi3yBaIn y IBOX €KCIIEPUMEHTAJIbHUX CUCTEMAaX: B
nepiifi - nponec GopMyBaHHS i rigpoizy pibpuHOBOTO 3rycTKYy iHilitoBanu AUTY-peareHToM, 110 aKTUBYE
BHYTPIIIHIN IJISIX 3CiaHHS KPOBI, i XapakTepusyBasiy 3a NapaMeTpaMu reMoCTaTuyHoro noteHujany (311 -
noreHuian 3ciganns, 3I'TI - 3aranbHUIl remocTaTuyHU notexuian, OI1 - Gi6pUHOMTUYHNI MOTEHIIias) Ta OKPEMUX
IiITHOK TypOiguMeTpUYHOI KpuBOi (0 — sar-nepiog, V1 - mBUOKICTb JaTepasnbHOi acouianii nporodiopui, H -
MaKCHMaJIbHa MYTHICTb 3rycTKy, L — yac HaniBisucy 3ryctky, V2 — MBUIKICTb rifpoiizy Gpi6puHOBOrO 3rycTKy). Y
IPYTiil — CTaH CUCTeMU reMOCTa3y B I171a3Mi KPOBi BU3HAYaJIM 32 KOHIIEHTPALliIMUA MOJIEKYJISIPHUX MapKepiB -
(dpibpuHOreny, po3unHHOro ¢ibpuny, nporeiny C, D-nuMepy Ha MOMEHT ii 3a60py y nauieHTiB. byJio 3HalIeHO, o
BiJHOLIEHHs MOTeHLiay 3cigaHHs no dibpuHosiTuyHOro norexuiany (3I1/®I1) e BasxIMBUM [TOKa3HUKOM OajlaHCy
MiX aKTUBHICTIO KOaryJsiiiiiHoi Ta GiOpHUHOITUYHOI IAHOK T€éMOCTa3y Ta € BAXJIMBUM IIOKA3HUKOM [1JIs1 OLiHKU
HaIpSIMKY 3MiHU B CTaHi CUCTEMU F€MOCTa3y I1J1a3MU KPOBI nauieHTa. [IopiBHAIBHAN aHAi3 BEJIMYMH I1apaMeTPiB
reMOCTaTUYHOTrO MOTEHLiay, TypoifuMeTpHUYHOI KpMBO] i KOHLIEHTPALlill MOJIEKYJIIPHUX MapKepiB [10Ka3as, 10
AaKTUBHICTh CUCTEMU I'€MOCTa3y Y KiHOK 3 XPOHIYHMMU 3aXBOPIOBAHHSIMU HUPOK BUIIA, HIX Y YOJIOBIKIB..
BcTaHOBJIEHO, 10 Y XBOPUX Ha XPOHIYHY XBOPOOY HUPOK 3 MiIBULIEHHSIM KOHLIEHTpalii po3unHHOTO Pi6pUHY
3pOCTae CuJla KOpPeJIsLifiHOTO 3B’13KY [I0 CUJIBHOTO Ta Jy>Ke CUJIbHOTO MiXX KOHLIeHTpaljieto nporeiny C Ta
KoHLeHTpauieio ¢pibpuHoreny (-0,73), norenuianom 3ciganHs (-0,81) Ta ¢pibprHOIiTUYHNM nToTeHIianoM (-0,93), mo
CBiUMTb IIPO iCHYBaHHS YiTKUX KOPEJISLIMHUX 3B's13KiB MK CICTEMaMU 3CilaHHs KpoBi, pibprHOi3Yy i
AQHTUKOATYJISIHTHOIO cucTeMolo npoTeiny C i € nepcrnekTUBHUM JJ1s1 pO3pOOKY METOiB TPOrHO3yBaHHS CTAHY
CHUCTEMU TeMOCTa3y. BCTaHOBJIEHO, [0 KOHLEHTPALlisl PO3UMHHOTrO (PiOpUHY Mae CI1abKUil piBeHb KOPEJSLIHOrO
3B'SI3Ky 3 Takolo D umMepy i He € NIpSIMUM MONIEPEIHUKOM OCTaHHBOTO. 3alIPONIOHOBAHO TiNOTE3Y PO YyTBOPEHHS
($i6pUHOBUX MIKPO3TYCTKIB y I171a3Mi KPOBi K HEOOXiHOTO TPOMIKHOTO JIaHIIOTra [ aKTUBaLlii GiOpUHOIITUYHOI
cucreMu i yrBopeHHst D-gumepy. 3aCToCyBaHHS yIOCKOHA/IEHOTO HAMU METOly TeMOCTAaTUYHOTO NOTEHLIay JJ1Is
aHaJli3y Oii aHTU3ropTalouMX areHTiB Ha CUCTEMY F€MOCTa3y IJIa3MU KPOBi JOHOPIB JI03BOJIMB BCTAHOBUTH, 1110
Kajstikc[4]apeH C-145 iHribye yTBopeHHs (GiOpUHOBOrO 3ryCTKY 3i 30€pe>KeHHSIM JUHAMIYHOI PiBHOBaru Mixx
KOaryJsiiiiHo0 Ta (GiOpUHOJITUYHOIO JJAHKAMUA CUCTEMU IeMOCTa3y. byJio TaKoK CTaHOBJIEHO, 1O FeNlapUH 3MiHIOE
CTPYKTYPY (iOpMHOBOTO 3ryCTKY B IJIa3Mi KPOBI, 10 IPUCKOPIOE Aito cucteMu ¢ibpuHoizy. Kio4osi ciosa:
¢dibpuHoreH, rnosimepusanis QiopuHy, 3arajbHUM reMOCTaTUYHUM [TOTEHIias, po3uuHHU ¢ibpuH, D-numep,
nporein C.

2. Pyrogova L. V. Formation and hydrolysis of the fibrin clot in blood plasma at pathological conditions and under
the action of exogenous factors. - Manuscript. Thesis for the PhD degree in the biological sciences for specialty
03.00.20 - biotechnology. - Palladin Institute of biochemistry of the National Academy of Sciences of Ukraine,
Kyiv, 2020. The research is dedicated to the development of a method of the haemostasis system analysis that
would allow to determine the level of activation, interaction and interconnection of the system’s components in
the process of formation and hydrolysis of the fibrin clot in human blood plasma under certain pathologies
associated with haemostasis disregulation and under the action of antithrombotic agents. The study was
performed in blood plasma of donors and patients which had myocardial infarction, stroke, aortic stenosis,
stenocardia, chronic renal disease and hip replacement therapy, analyzed in two experimental setups. The first one
targeted the process of formation and hydrolysis of the fibrin clot. The process was initiated by the APTT reagent
which activates the intrinsic pathway of blood clotting cascade and is characterized by the parameters of the
haemostatic potential (clotting potential (CP), fibrinolytic potential (FP) and overall hemostatic potential (OHP))
and certain segments of the turbidity curve (o - lag-period, V1 - speed of lateral protofibril association, H -
maximum turbidity of clot, L - half-lysis time, V2 - clot hydrolysis speed). The second setup included evaluating
the haemostasis system by such molecular markers as fibrinogen, soluble fibrin, protein C and D-dimer at the time
of blood collection. The ratio of the clotting potential to fibrinolytic potential (CT /FP) was found to be an
important marker of the balance between the coagulation and fibrinolysis and an important parameter of the
overall direction of change in the patient’s haemostasis. Comparative analysis of the values of the haemostatic
potential, turbidity curve and concentrations of molecular markers showed that the activity of the haemostasis

system in women with chronic renal disease is higher than in men. In patients with chronic renal disease, protein



C concentration became highly anti-correlated with fibrinogen (-0,73), clotting potential (-0,81) and fibrinolytic
potential (-0,93). This suggests the existence of strong correlational links binding together the clotting cascade,
fibrinolysis and the anticoagulant system of protein C and is a promising target of developing prognostic methods
to evaluate haemostasis. Soluble fibrin was found to be only weakly correlated with D-dimer and not its direct
antecedent. We offer a hypothesis about the formation of fibrin microclots in blood plasma as a necessary
intermediate chain for the activation of fibrinolytic system and the formation of D-dimer. Application of the
improved method of hemostatic potential to the analysis of anticlotting agents’ effect on the donors’ hemostatic
system allowed us to establish that calix[4]arene C-145 inhibited the formation of the fibrin clot without unsettling
the dynamic balance of the coagulational and fibrinolytic parts of the haemostasis. Also, heparine was shown to
change the fibrin clot’s structure in plasma, thus accelerating fibrinolysis Key words: fibrinogen, fibrin
polimerization, total haemostatic potential, soluble fibrin, D-dimer, protein C.

Jep>kaBHHHM peecTpaniiiHuii Homep JiP:

IIpiopuTeTHHH HANIPpSIM PO3BHTKY HayKH i TEXHIKH!
CrpareriyHuii npiopUTEeTHHH HaNIPSIM iIHHOBALLiHHOI Ais1JIbHOCTI:
ITizcyMKH BOCTiI>KEeHHS:

Iy6sikaii:

HaykoBa (HayKOBO-TE€XHiYHa) IPOAYKILis:
ConiasiIbHO-€KOHOMIYHA CIPSIMOBAaHICTh:

OxopoHHi gokymeHTH Ha OIIIB:

BrnpoBaa>KeHHS pe3yJIbTaTiB AHCEpPTaILii:

3B's130K 3 HAYKOBUMH T€MaMH.

VI. BizomocCTi Ipo HayKOBOr0 KepiBHHKA /KEPiBHUKIB (KOHCYJIbTaHTA)

Baacwue IlpizBume Im'a Ilo-6aTbKOBI:
1. MakoroHeHko €Bred MutpohaHoBUY

2. Makogonenko Yevgen Mitrofanovich

KBasidikanis: 1. 6. 1., 03.00.04
Imentudikarop ORCID ID: He zacrocosyerbcs
JoparkoBa iHdpopmamist:

TloBHe HaliMEeHYBaHHS IOPHIHYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma ByracHOCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs



VII. BigomocTi npo odinilfiHuX ONOHEHTIB Ta PELeH3€HTIB
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