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V. BimomocTi npo guceprauiio

Mosga guceprarii:
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Tema gucepranii:

1. Bitamin K-3anexHi 617Ky cUCTEMU 3CiJaHHS KPOBi 32 IOPYIIEHHS FEMOCTA3y

2. Vitamin K-dependent proteins of coagulation system during haemostasis disorders

Pedepar:

1. luceprarnio IpUCBSIYEHO 3'CyBaHHIO POJIi BiTaMiH K-3ajie;KHUX [IPOTEIHIB IIpU [TOPYLIEHH] [IPOLeCY 3CiTaHHA
KPOBIi, BU3HAUYEHHIO iX (PYHKIiOHAIBHOI aKTUBHOCTI, 110 BiIKPUBA€ HOBI LIJISIXY [1J151 BUBUEHHSI T€MOCTAaTUYHOI Aii
HOBUX HAaHOKOMIIO3UTHHUX IIPENapariB, CTBOPEHHS HOBUX TE€CT-CUCTEM [1JIs1 BUSIBJIEHHS 3arpo3u Tpombodiii Ta
KOHTPOJII0 €(pEeKTUBHOCTI Teparii aHTUKoaryJastHTaM{ HeNpsMoi Aii Ta renaTonpoTeKTopaMu. Briepiue 3'sscoBaHO
MEXaHi3M reMOCTaTUYHOI [1ii BUCOKOAKUCIIEPCHOTO AMOKCUAY KPEMHIIO, 110 10JIAIra€ y IOoCUIeHHi akTuBallii pakropy
X 3aBSIKY 3a7y4€HHIO (PaKTOPiB BHYTPILIHBOTO IIJISIXY CUCTEMU 3CiJaHHS KPOBi. JJOCiI>)KeHO CTaH CUCTEMU
3CimaHHS KPOBI IypiB IpU MeAMKAaMEHTO3HOMY rernaTtuTi. Briepiue rokasaHo, o BU3HaYeHHs PyHKLIiOHAJIbHO]
aKTUBHOCTI BiTamiH K-3asie>kHUX IPOTEIHIB € ClI0COO0M BU3HAUEHHSI CTYIIEHIO YPAKEHHS II€YiHKU Ta KOHTPOJIIO
epeKTUBHOCTI fjii rernaronporekTopis. [lokazaHo, 110 NEPCIEKTUBHUM METOJOM KOHTPOJIIO 3HKEHHS
[IPOKOAryJsSIHTHOTO MOTEHIIjaly CUCTEMU IeMOCTa3y IPU Teparlii aHTaroHicramu BiTaMiHy K € BU3HaY€eHHS BMICTY

(dYHKIIOHAJIBHO aKTUBHOI'O IIPOTPOMOIHY Ta OLIiHKA CIIiBBiIHOIIEHHS (PYHKLiOHAJIbHO aKTUBHUX popM i PIVKA-



¢opm npoTpombiHy. [TokazaHO NPIMONPONOPLINHY 3a7€KHICTh MiXK 3HIDKEHHSIM aKTUBHOCTI poTteiny C Ta
PO3BUTKOM TPOMOOTHYHUX YCKIIaAHEHb. [JoBeIeHO, 110 aJITOPUTMU JIabOPaTOPHOI AiarHOCTUKU TpoMbodimii
ITIOBMHHI BKJII0YAaTU JOJATKOBI TECTH, 4Ki JO3BOJISIIOTh BU3HAYATH CTYIIiHb aKTUBAllil CUCTEMU 3CiJTaHHS KPOBI i

BMiCT /QyHKIiOHa/JIbHY aKTUBHICTb BiTaMiH K-3ajy1€5KHUX POTEIHIB.

2. The objects of the PhD-thesis were study of the role of vitamin K-dependent haemostatic proteins during the
pathologies of blood coagulation; determination of their functional activity; investigation of new haemostatic
nanomaterials that acts mainly on them; construction of novel test-systems for the diagnostics of thrombophilia,
monitoring of indirect anticoagulants therapy and antihepatotoxicity therapy. The experimental model based on
activating enzymes from the snakes' venoms was developed. It allowed us to study the action of exogenous factors
on different stages of coagulation and the activation of individual factors in the whole system. Using the developed
system we clarified the mechanism of haemostatic action of silica nanoparticles that consists in selective
activation of coagulation factor X through intrinsic pathway coagulation proteins. This finding is promising for the
development of haemostatic agents of localized action. Coagulation system of rats with drug-induced hepatitis
was studied. It was shown for the first time that determining of the activity of vitamin K-dependent haemostatic
proteins could be promising way to monitor antihepatotoxicity therapy. The determining of functionally active
prothrombin and PIVKA-prothrombin as well as their correlation rate was shown to be a promising method to
control the oppressing of procoagulant haemostasis during indirect anticoagulants which are vitamin K-
antagonists. The protein C activity drop in was shown to be in direct proportion to thrombotic events. We also
proved that algorithms of the diagnostics of thrombophilia have to include additional tests that allow clarifying the
rate of haemostasis over-activation and contain /activity of vitamin K-dependent haemostatic proteins.
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