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Pedepar:

1. PoboTa npucBsiueHa BU3HAYEHHIO poJli afire3BHUX IPOTEiHIB 32 YMOB HOPMaJIbHOI'O PO3BUTKY Ta IPU
(YHKIiOHAJIBHUX IIOPYLUIEHHSX B OpraHi3amMi ccablliB. JJOCiI)KEHO eKCIIPeCiio HEMPOHAIBbHOTO NPOTEiHy KIIITUHHO]
agresii N-CAM1 nig yac po3BUTKy Ta cTapiHHs TKaHUH. [y mporeiny N-CAMI1 focClifi>KeHO eKCIIPECiIo N0AaTKOBUX
€K30HiB B CKeJIETHMX Ta CEPLEeBMX M's13aX LIypa Iif], YaC IIOCTHATAJIBHOrO PO3BUTKY. Buznaueno MPHK, mo
BiITIOBifAIOTh 32 CUHTE3 i30opm npoTeiny N-CAM1 y ckesleTHUX Ta ceplieBUX M's13ax. [TokasaHo, 110 mif, yac
[IOCTHATAJIbHOTO PO3BUTKY CKEJIETHUX Ta CEpLeBUx M'a3iB excripecis MPHK, mo konyioTs npotein N-CAM1
3HIDKYETBCS, a Iif] 4ac CTAPiHHA — MiIBUILYETbCS. JJOCIIIKEHO EKCIIPECiio TonaTKoBuX €k30HiB B MPHK nporteiny

N-CAM1y ckeneTHUX Ta CEPLEBUX M's13aX IIiJl 4ac [IOCTHATAJIbHOTO PO3BUTKY. BCTaHOBJIEHO, 1110 €KCIIPEeCis Iux



€K30HiB 11oB’13aHa royioBHUM 4YMHOM 3 MPHK poamipom 5,2 Ta 2,9 k6. [TokazaHo, 0 1ogaTkoBuil ek30H VASE, nis
s;koro xapaktepHa ekcripeciss B MPHK N-CAMI1 cepueBux M's13iB, B CKEJIETHUX M'SI3aX ITPAKTUYHO HE BU3HAYABCSI.
3po671eHO BUCHOBOK PO TKaHMHOCIEUU(IUHY eKCIIPECilo 1IbOro €K30HY. JJOCIiIKeHOo NoinenTUIHNNA CKIaf,
isoopm npoteiny N-CAM1 y ceplLieBUX Ta CKEJIETHUX M's13ax 1ypiB. [loka3aHo, 10 KiJIbKiCTh aAr€3UBHOTO MIPOTEIHY
N-CAM1 B cepuieBuX Ta CKeJIETHUX M13aX 3MiHIOETHCS BifI[IOBIIHO O BiKy TBAPUHU: 3HIDKYETHCS TIifL 4ac
ITIOCTHATAJIbHOTO PO3BUTKY Ta MiIBUILYETHCS Iif] 4aC CTapiHH4, 10 CBiAYUTD [IPO 3aJIy4€HHS LIbOTO MIPOTEiHy 10
KOMIIEHCATOPHUX MEXaHi3MiB, 5IKi MAIOTh MiClle y M'3ax IIifi 4yac cTapiHHA ccaBliB. JloCiIpKeHO eKcipecito N-
KaIrTepUHOBOTO MOJINENTULY B TKaHMHAX mypa. Ha Bigminy Bin N-CAMI1 He BUABIIEHO CYTTEBUX 3MiH B €KCIIPECii
MPHK kaarepuHoBOTO IIPOTEiHY i 4ac IOCTHATaJIbHOTO PO3BUTKY CKEJIETHUX Ta CeplLieBUX M'3iB 1ypa. [lokasaHo,
10 KaJlbllifi-3a71€>XHa afre3is B TKAHMHAX CCaBLIiB peasizyeTbCsl 3aBJIIKU IEBHOTO HA60PY 6JIN3bKOPOIUHHUX
Ka[IF€PUHIB, IPUYOMY KOXKEH 3 AOCJIIIPKyBaHMX KaJrepUHIiB Ma€e crienu(iyHui TKAaHMHHUN PO3M0Lia. BUKopuctaHHs
MoieJli BUPOOJIEHHS YMOBHOTO pedJieKCy NaCMBHOIO YHUKHEHHS He T10Ka3ajlo KpUTU4YHOI posi nporeiny CDH2 B
npolieci HaBYaHHS. BusiBsieHo, 10 6J10KyBaHHS KaJrepUHOBUX IIPOTEIHIB 3a OIIOMOT0I0 aHTUTIJ B CTPYKTypax
rinokamiIly Ta KOpY rojIOBHOTO MO3KY He € KDUTUYHUM [17151 GOPMYyBaHHSI HaBUKY y JOCJiHUX TBapuH. [lokasaHo,
1110 KOMIIOHEHTH [1J1a3MiHOT'€H /T171a3MiHOBOI CUCTEMU CTBOPIOIOTh MOAYJIIOI0YMI BIIJIUB HA a/Ir€3MBHI B3aeMO/Iii MK
TpombonuTaMu. Lys-1iazmiHoreH, Ha BigMiny Bin Glu-dopmu, cTBoploe iHribyBasbHMI BIJIMB Ha arperariiio
TPOMOOLUTIB, iHAyKOBaHy ADP, TpoM6iHOM Ta KojlareHoM. [TokasaHo, 1o iHrioyBanbHui edekT Lys-dpopmu
3MMOT€HY OIocepenKoBaHul LBS oro KpuHIIOBUX CTPYKTYp. He BusiBIeHO iHribyBasbHOrO BIUIUBY Lys-
[I71a3MiHOT€HY Ha aJire3UBHi KOHTAKTH, 110 3a6e3nedyioTbes riaikonpoTteinom GP Ib-1X-V ta pakropom ¢on
Binnebpanpny. BctaHOBIEHO, 110 Lys-Tis1a3MiHOTeH NepelKopKae nepedyioBi akTUHOBOTO LIUTOCKEJIETY
TPOMOOLUTIB, CTUMYJIbOBAHUX TPOMOIHOM Ta KOJIAr€HOM, 1J0 MOXKe OyTH OJIHUM i3 MEXaHi3MiB aHTHarperauiiHoi ta
AHTHUCEKPETOPHOI Aii Lys-nsa3MiHOreHy, OCKiJIbKA BCTAaHOBJIEHO, 10 NONEepeHs iHKy0alis KJIiTUH 3 Lys-
I171a3MiHOT€HOM Ta HaCTYIIHOIO aKTHBalli€lo TPOMOGIHOM IIPU3BOAUTD [0 3HIDKEHHS KiJIbKOCTi P-cenekTuBHUX
TpOMOOLUTIB. [loBEIEHO MO II0I0UUI BIIMB Lys-Iy1a3MiHOr€HY Ha €KCIIOHYBaHHS aiT€3UBHOTO [IPOTEiHY
BITPDOHEKTHHY Ha II0BEPXHi aKTMBOBAHUX TPOMOOLIMTIB. 3alIpONIOHOBAHO MeXaHi3M 6iBaJIEeHTHOrO 3B's13Ky Lys-
IIJIa3MiHOT€HY 3 TIOBEPXHEBUM PELIENITOPOM Ta BITDOHEKTUHOM, SIKA BUBIJIbHMBCS 3 abga-TpaHyJl BHACIILOK
TpoMOOLMTAapHOI akTHBallii. TakMM YMHOM, IOBEJIEHO, 110 B OPraHi3mi ccaBliB PYHKIiIOHAJIbHI 3MiHM B TKAHMHAX Ha
[I€BHUX €TallaxX PO3BUTKY IOB'I3aHi 3i 3MiHaMu B eKcripecii criennpiyHuX aAre3uBHUX NPOTEiHiB. ANre3nBHI
B3aeMOJii MK TpOMOOLIMTaMU, SIKi 3a6€31e4yI0Th (PYHKLiOHAIbHE IPU3HAYEHHS LIUAX KIIiTHUH, PETYJIOI0TbCS

eJleMeHTaMU I1J1a3MiHOTeH /TIIa3MiHOBOI crcTemu.

2. The thesis describes the peculiarities of expression of adhesive proteins in mammalian tissues under
physiological state and pathology. It was investigared the expression of cell adhesion protein N-CAM1 at the
developing and aging tissues. It was determined the expression of minor exons of N-CAMI in skeletal and heart
muscles in rats at the different steps of the postnatal age. The classes of m-RNA that are responsible for synthesis
of N-CAMI1 isoforms in skeletal and heart muscles were determined. It was found that m-RNA expression of N-
CAM1 was decreased during postnatal development, but increased at the aging tissues. The expression of minor
exons was investigated in rat skeletal and heart tissue at postnatal development and aging. It was found that this
expression was related with m-RNA of 5.2 and 2.9 kb. It was shown that VASE exon, which was expressed in heart,
was practically absent in skeletal muscle. It was made the conclusion about tissue specific expression of this minor
exon. The expression of N-CAMI isoforms in skeletal and heart muscles was determined at all ages. There was no
correlation between the m-RNA expression and the proportion of polypeptide isoforms of N-CAMI in skeletal and
heart tissue. Quantification of N-CAM1 protein, which was determined by enzyme-linked immunosorbent assay,
showed that the amount of this protein was changed according to the animal’s age: there was a down regulation
during postnatal development but the increase during aging in skeletal and heart muscles. It was concluded that
N-CAM1 was involved in the compensatory mechanisms that took place in muscles during the aging of mammals.
The expression of N-cadherin in rat tissues was investigated. Unlike N-CAM1 expression, there were no significant
changes in N-cadherin m-RNA expression at all ages of skeletal and heart rat tissues. The classes of m-RNA which
are responsible for N-, E- and P-cadherin expression in brain, liver, kidney, lung, heart and skeletal muscles were



determined. We concluded that each of the investigated cadherins was characterized by tissue-specific
distribution. The analysis of N-cadherin polypeptide isoforms in rat tissues showed the presence of the main
isoform with molecular mass 130 kDa. The crucial role of of N-cadherin in memory formation was not shown on
the model of passive avoidance in rats. The blocking of cadherin proteins with specific antibodies in brain and
hippocampus structures did not lead to disruption of memory formation in animals. It was shown that components
of plasminogen/plasmin system made a modulating effect on adhesive interaction between platelets. Lys-
plasminogen unlike Glu-form showed an inhibitory effect on platelet aggregation induced by ADP, thrombin and
collagen. It was determined that inhibitory effect of Lys-plasminogen was mediated by LBS of its kringle
structures. Lys-plasminogen had no inhibitory effect of on the adhesive contacts which were mediated by GP Ib-
IX-V and von Willebrand factor. Lys-plasminogen caused the negative influence on actin rearrangement in
platelets stimulated by thrombin or collagen. It could be one of the possible mechanisms of antiadhesive and
antisecretory action of Lys-plasminogen because, as it was shown, the preliminary incubation of platelets with
Lys-plasminogen followed by thrombin stimulation led to the decrease of P-selectin-positive platelets in
preparations. Lys-plasminogen had a modulating effect on vitronectin exposure on the surface of activated
platelets. We proposed the mechanism of bivalent interaction of Lys-plasminogen with a surface platelet receptor
and vitronectin that was released from alpha-granules due to platelet activation. So, it was proved that functional
changes in tissues of mammalian organisms are related with the changes of the expression of specific adhesive
proteins. Adhesive interactions between platelets, which provide the functional destination of these cells, are
modulated by the components of plasminogen /plasmin system.
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