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

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI 0COOM: [HcTuTyT Gioximii im. O.B.MTanazina HanjionanbHoi Akamemii
Hayk Ykpainu
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IV. BizomocTi nipo nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10

BUKOHaHO JHUCEPTALil0

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI 0COOH: [ncTuTyT 6ioximii im. O.B.Mamazina HAH Vkpainu
Kopg 3a €IPIIOY: 05417288
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dopma By1acHoCTI:
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V. BimomocTi npo guceprauiio

Mosga guceprarii:

Koau TemaTHYHHUX PyOpHK: 31.27.15

Tema gucepranii:

1. Jlokanisanist caiiTiB B cynepcnipaJbHOMY KOHEKTOPI MOJIeKy1U (iOpUHY, sIKi 6€pYTh y4aCThb B JIaT€PaIbHIl
acomianii mpotodi6pun

2. Localization of the sites in coiled-coil connector of fibrin molecule which are involved in the protofibrils lateral
association

Pedepar:

1. DocnimkeHo JoKasisaliio caifTiB B cynepcrnipaabHOMy KOHEKTOPI MOJIEKY N (i6pUHY, SIKi 6€pPyTh y4acTh B
JlaTepasbHiil aconiauii npotodibpusi, BCTAHOBJIEHO MEXaHi3M €KCIIOHYBaHHS CalTy B AiisHIi Bbetal21-138 npu
nepeTBOpeHHi QiopuHOreHy B GiOpUH i 3'1cOBaHO PYHKIiOHANBHY POJIb CTPYKTYPHUX 3MiH B CyIE€PCIipajbHOMY
KOHEKTOpi Mosiekyau ¢piopuHy. ExcionyBaHHs caiity Bbetal21-138 He nos's3aHa 3 BigganeHHsam alphaC-perioHis Bif,
OCTOBY MOJIEKYJIY B IIpoLieci noyimepusauii. EkcrionyBanHs caiity Bbetal21-138 B cynepcnipaibHOMY KOHEKTOPI
BiZOyBaeThCsI IpY NepeTBOPeHHI pibpuHOreHy B GiOpUH BHACJITOK BifllenyieHHs QiOpUHONENTUAIB A i yTBOPEHHS
MoHoMepHoro ¢ibpuny desA. I[TokazaHo 3MmiHy KoH@opMmalii alpha-cnipani ginsuku Bbetal21-138 npu
nepeTBOpeHHi QibpuHoreny y ¢iopuH. JIo ekcrioHyBaHHs caiTy Bbetal21-138 npusBoguTh B3aemozist pioprHOreHy 3

aroJIsipHUM caiiToM TPoMOiHy Ta BifuerneHHs ¢iopruHonentuis A. IIpoBeneHo 6ibLI TOUHY JIOKAJIi3aLlilo CanTy,



SKUI1 6epe y4acTb B JlaTepaslbHill acouiauii npotodibpun ¢pibpuHy, B Mexxax AinsiHkU Bbetal21-138. [TokasaHo, mo
caiiT po3TalmoBaHuM B OinsHLI Bbetal26-135, sixa Hane>xxuTts mwapHipHili obsacti Mmosiekyiu ¢ibpuHy. Busisieno, mo
B IJISIHLI gamma69-77 mapHipHoi 06/1acTi MosieKyin PiOpUHY 3HAaXOJUThCS CaiT, IKMI TaKoX Oepe y4acThb B
JlatepasbHiil aconiauii nporogiopun ¢pidpuny. Ilpyu nepeTsBopeHHi QiOpUHOreHy B MOHOMEPHUM QibpuH desA B
WapHipHil ginguui cynepcnipaabHoro koHekropa Aalpha91-103, Bbetal26-135 Ta gamma69-77 popmyeTbCst HOBA
CTPYKTYpa, sIka HeoOXifiHa 117151 3[iiCHEHHS [I0aJIbLIOTO IIPOLieCy JlaTepasbHOI acouianii npotodidbpus. 3a3HaueHa
YacTHHA cynepcripat MoXe po3risgaTUCh K CalT, 0 3aJy4eHui B JaHUH Mpoliec.

2. It was shown that exposition of the Bbetal21-138 site is not associated with removing of alphaC-regions from the
bulk of the molecule during fibrin polymerization. It was established that the exposition of the Bbetal21-138 site in
coiled-coil connector occurs at fibrinogen to fibrin transformation as a result of the cleavage of fibrynopeptides A
by thrombin and the formation of fibrin desA monomer. It was first shown the changes of the alpha-helix
conformation of the Bbetal21-138 site during fibrinogen to fibrin transformation. This structural rearrangement is
that the inflected Bbetal21-138 site is straightened and exposed towards the solvent due to the changes of the
interactions between amino acid residues in pairs of alpha-beta, alpha-gamma and beta-gamma chains. Blocking
of the fibrin Aalpha20-78 region by monoclonal antibody II-5c inhibits the exposition of Bbetal21-138 site. This fact
allowed us to suggest that the interaction of fibrinogen with thrombin apolar site and cleavage of the
fibrynopeptides A leads to the exposition of the Bbetal21-138 site. The site involved in the lateral association of
fibrin protofibryls was localized more exactly in the Bbetal26-135 locus belonging the hinge zone of fibrin
molecule. It has been found that the other constituent of the hinge zone of fibrin molecules gamma69-77 is also
involved in the fibrin protofibryls lateral association. These data suggest that during fibrinogen to fibrin conversion
in the hinge zone of coiled-coil connector Aalpha91-103, Bbetal26-135, and gamma69-77 the new fibrin structure is
formed which is necessary for the process of protofibryl lateral association. This part of fibrin coiled-coil is
considered as the site that is involved in this process.
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Penensentu

VIII. 3ak1104Hi BiZOMOCTI
BaacHe IlpizBuiie Im's ITo-6aTbKOBI
TOJIOBH pagu

Biiacue IIpizBuie Im's I1o-6aTbKOBi
TOJIOBYIOYOTO Ha 3acCiiaHHi
BignoBigasibHUI 3a MiATOTOBKY

00JIiIKOBHX JOKYMEHTIB

PeecTpaTtop

KepiBHuk Bigainy YKpIHTEI, mpo €
BiZINOBiZaJIbHUM 32 peeCcTpallilo HayKOBOi
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Kocrepin Cepriit OnekcifioBud

Kocrepin Cepriit OnexciiioBud

IOpuenko T.A.



