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Tema gucepranii:
1. EpHTpOLLHTapHa i ﬂeﬁKOL{MTapHa JIaHKH CUCTEMU I'€eMOCTa3y B HOpMi Ta MEeXaHi3MHU ix IOPYLIEHD IIPpU

raCTpajbHUX BYPpa3Kax

2. Erythrocyte and leukocyte links of hemostasis in norm and mechanisms their disturbances at gastric ulcers

Pedepar:

1. O6'eKT BOCIiIKEHHS: MEXaHi3MU reMOoCTa3y B HOpMi Ta ITpU BUPa3KOBill XBOpo6i.MeTa LOCHiIyKeHHs: BUBHAaYEHHS
MEXaHi3MiB y4acTi epUTPOLUTIB i JIEKOLMTIB y 3TOPTaHHI KPOBi B HOPMi Ta aToreHesi BUpa3KoBOi XBOPOOHU
ITyHKa. MeToau IoCinKeHHs: eKCIIepUMEeHTaIbHE MOJIeJII0BaHHS BUPA30K LUIYHKA; r1aTogiziosorivHi,
remMoKoaryJsLiiiHi, remaTosorivsi, 6ioxiMmivyni, papmakosioriysi, Mikpob6iosoriuHi, Mop¢oJIoriuHi Ta

cratuctuyHi. TeopeTnyHe i NpakTUYHEe 3HAaUYE€HHS OTPMMAHUX PE3yJIb—~TaTiB: pOO0Ta HAJIEXUTb [0
(PyHIOAMEHTaJNIbHUX JOCTiIXeHb, Ofep>KaHi JaHi JOBOASTh y4aCTb €PUTPOLIUTIB i JIEGMKOLUTIB Y CUCTEMi T€MOCTA3y B
HOPMI Ta P BUPa3Li IUIYHKA i B 11iJIOMy PO3IIKAPIOIOTH YSBJIEHHS PO MEXaHi3MHU 3rOPTaHHS KPOBi Ta MaTOreHe3
BMPa3KOBOi XBOPOOU LIUIyHKA. Pe3ybTaTi pO60TH MOXYTh CJIYTyBaTH NIaTOT€HETUYHUM OOI'DYHTYBAaH—HSIM
BKJIFOYEHHS] aHTUOKCUIAHTIB 10 KOMILJIEKCHOI CX€MHU JIiKyBaHHSI BUPa3KOBOi XBOPOOU LIJIyHKA. 30KpEMa, I0KA3aHO,
1I0 MEJIAKCEH Ma€e BUCOKY IIPOTUBUPA3KOBY aKTUBHICTS (17,5) i MO3UTHBHO BILJIMBA€ HA PENapaTHBHi IPOLLECH

CJIM30BOi OG0JIOHKY IIJTYHKA 32 PaXyHOK BiZJHOBJIEHHS KiJIbKOCTI 6iJIKiB, HOpMaJiizallii BMiCTy x0JjleCTepoJty,



3POCTaHHS PiBHS TPUALMIIIIILEPOITY Ta TOJ0BHUX Gocdoainiais - pochaTuanmiiHO3UTOIY i
docdaruguneTaHosaMiny — B KIIITUHAX CJIM30BOi 000J0HKM ITyHKA.HaykoBa HOBM3HA OTPUMaHUX PE3YJIbTaTiB:
Briepiue npoBeieHO BMBYEHHS Ta JOBEIEHA 30ATHICTD LiJIMX €PUTPOLIMUTIB aKTHBi3yBaTU BHYTPIlIHE
TPOMOOIIJIACTUHO-YTBOPEHHSI B yMOBax Ae(pilnuTy TPOMOOLUTAPHOrO (pakTopa 3, sika 30epiraeTbcs, Ha BiIMiHY Bif
31aTHOCTI TPOMOOLIUTIB, i IIpU 3HMXKEHil akTuBaLjii pakTopa Xaremana. BctaHOBIEHO, 0 aKTUBI3yIOYMl BILIIUB
L[i/INX €ePUTPOLIATIB Ha BHYTPIllIHE TPOMOOIJIACTHHOYTBOPEHHS [IOB'SI3aHU 13 HAsIBHICTIO B HUX
TPOMOOIIJIACTUHOBOTO (PaKTOPa €PUTPOLIUTIB, SIKMH € IiKO-JINONPOTEeifoM 3 MOJIEKYJISIPHOIO Macoo 17540-22590,
30cepepKeHu y CTpoMi epuTpouuTiB y dpakuii D i Mae BiactrBocTi dakropa 3 TpoMbouuTiB. BcranoBneHui
MeXaHi3M BKJIIOYEHHS TPOMOOIITIAaCTUHOBOTO PaKTOPa EPUTPO-LUTIB y MPOLeC TPOMOOIIIACTUHOYTBOPEHHS, IKUH
noJisirae y 30epekeHHi ciajlonpoTeiny 30BHIIIHbOIO Mapy MeMOPaHU KJIITUHY, 1O Biflirpae pojib CBOEPiTHOTO
[ocepeHMKa MiX TPOMOOIIJIACTUHOBUM (PAaKTOPOM €PUTPOLUTIB i aKTUBOBA-HMUMHU (PAKTOPAMU 3rOPTAHHS IIJIa3MHU.
B cTpomi epuTtpouuTiB y ¢paxiii A BUsiBI€Hi BUCOKOMOJIEKYJISIPHI cTpoMaribHi 6inku (167 900), siKi IPpUCKOPIOIOTh
nepeTBopeHHs ¢ibprHoreHy y QpiobpuH i 3a 6i010riuyHOI0 Hieto HaranyoTh GakTop 2 TpPOM—-00LUTIB. Yiepiue
BCTAaHOBJIEHUI MEXaHi3M y4aCTi EpUTPOLM—TIiB Y CUCTEMI T'€MOCTa3y, KW [10JIArae B aKTUBALlil €HJOreH—~HOI
docdoninasu A2, necrabinisauii JiNigHUX CTPYKTYp MEMOPAH €PUTPOLIATIB, HAKOIIMYEHHI BiIbHUX KMPHUX KHACJIOT,
3MiHi KiJIbKiCHUX CIiBBiTHOIIEHb OKpeMUX Ppakiiil y ckiani pocdoutimniznis, BTpaTi KIITUHHUMA MeMOpa-HaMy
xoJiectepuHy. JloBeieHo, o ¢ocosiniay BHYTPIIHBOTO apy MEMOPaHU epUTPOLUTIB: PpocdaTruauIeTaHoI-aMiH
i pocaTuanICeprH — NPUCKOPIOIOTS, a GocPoiniay 30BHIIIHbOI CTOPOHU 6iommapy: cinromiesin i pocarugumn-
XOJIiH — TaJIbMyIOTb IIPOLIEC 3TOPTaHHS KPOBi. [IoKa3aHo, 110 JIENKOLUTH 6EPYTh aKTUBHY y4aCTh y PeaKiisx
KJIITUHHOI arperatii i BXoAsTh IO CKJIafly IepBUHHOI reMOCTaTUYHOI IIPOOKY, 3[JaTHI aKTUBI3yBaTH KOAryJIsILiitHII
reMOCTa3 32 PaXyHOK HasIBHOCTI B HUX TPOMOOIIJIACTUYHOT0, aHTUT€NIapUHOBOTrO i Ppi6prHCTabiNi3yBabHOIO
(akTopiB. Yiepie BUBYEHO NPOLIECU BiIbHOPAAUKAJILHOIO OKUCHEHHS JIMifliB B @pUTPOLUTAX, aKTUBHICTb
aHTHOKCUJAHTHUX GEepMEHTIB epUTPOLIUTIB IIPU eKCIIepUMeHTalbHIN Bupa3Lj miyHka 3a Okabe. [TokazaHo, o
aKTHUBallisl IEPEKVCHOTO OKMCHEHHS JIiMiZliB B €pUTPOLMTAX, 3HDKEHHST aKTUBHOCTI OCHOBHUX aHTUOKCUJAHTHUX
(PepMEHTIB €pUTPOLIUTIB, NIEPLI 32 BCE KaTajla3! Ta BiIHOBJIEHOTO IJIyTaTiOHY, 3yMOBJIIO€ IiABUILICHHS arperauiiHoi
AKTMBHOCTI, 3HVKE€HHS IEPOKCU~HOI PE3UCTEHTHOCTI i 31aTHOCTi €PUTPOLMTIB 10 1e(POpMyBaH—H, 301/IbIIEHHS
B'SI3KOCTi €pUTPOLMTAPHOI CyclieHsii Ipy BUpaslii MyHKa. Briepine Ha Mopesli XpOoHiYHOI BUpa3Ky IIyHKa
[IaTOr€HETUYHO OOI'PYHTOBAHO 3aCTOCYBAHHS aHTUOKCUAAHTY — MEJIAKCEHY — JJIs1 JIIKyBaHHSI BUPa3KoBOi XBOPOOMU.
BcTaHOBJIEHMI MEXaHi3M MO0 penapaTUBHOI i, 00YMOBJIEHNI rajlbMyBaHHSIM PO3BUTKY HEKPOTUYHUX MIPOLIECIB Y
CJIM30Biil 000JIOHLIi IIJTYHKA, & ITPX BUHUKHEHH] IePeKTy — CTUMYJIIOBAHHSIM 3arO€HHS 110 TUILY PECTUTYLI — 3
IIOBHUM BiIHOBJIEHHSIM CJIM30BOi OO0JIOHKH 32 PaXyHOK: BilHOBJIEHHS KiJIbKOCTI 6i/IKiB 3 MOJIEKYJISIPHOIO Macolo 89,
95 ta 99 kJla y 3aranbHiil (ppakuii KIiTHH, yTBOPEHHS HOBOI (ppakLii 6ijKiB 3 MOJIEKYJISIPHOIO Macoo 36 k/Ia,
HOpMasti3alii BMiCTy XxosecTepoJy, 36i/IbIIeHHs PiBHS TPUALMIITIIILEPOJTY Ta TOJIOBHUX Gpakiiil pocdonininis —
docdarupuninosurony i pocaTuauaeTaHosIaMiHy — B KIITUHAX CJIM30BOi 000JIOHKU LIJIyHKA. [laToreHeTH4HO
OOI'PYHTOBAHO IOJABAaHH [IO CTAaHIAPTHOI Tepallii MeJlakCeHy B KJIiHil[i XBOPUM 3 BUPa3KOBOIO XBOPOOOIO LIJIYHKA,
IO crpusie Oibll WBUAKOMY PYOLIIOBAaHHIO BUPa3Ku Ta nonepemxkye ii peyunuBysanHs. CTyiHb BIPOBAIKEHHS:
pe3yJIbTaTy poOOTH BIPOBA—Ke—Hi B HaBYaJIbHUI NpoleC Ha Kadepax naTosiorivHoi ¢isiosorii BiHHULbKOTO
HalliOHAJIBHOT'O MEIUYHOrO yHiBep-cUTeTy iM. M.I. [luporosa, 3anopi3bKoro n1ep>kaBHOr0 MeIUY—HOTO
yHiBepcUTETY, ByKOBMHCBKOIO AEP>KaBHOIO MEIMYHOTO YHIBEPCUTETY, [JOHELbKOrO HalliOHAIbHOTO MEIUYHOTO
yHiBepcuTeTy iM. M. I'opbkoro, BIIH3Y «YkpaiHcbka MmeguyHa CTOMATOJIOTUHA akaaeMis (M. [TonTasa), IBaHo-
dpaHKiBCHKOTO HalliOHAJILHOT'O MEIMYHOTO YHiBepcuTeTy, HarjionanbHoro ¢papmalieBTUYHOrO YHIBEPCUTETY; Ha
kadenpi 3aranpHoi Ta KiiHiyHOi natodiziosnorii iM. B.B. ITlinBucoip-koro Ofecbkoro Aep>XaBHOro MEAUYHOTO
yHiBepcureTy. Cdepa (ramysb) BAKOPUCTAHHS: MeIULMHA, TaTO(i3i07I0Tis], raCTPOEHTEPOJIOTis.

2. Test object: hemostasis mechanisms in health state and in peptic ulcer.Goal of the study: investigation of
mechanisms of erythrocyte and leukocyte participation in blood coagulation in health state and in stomach
ulcer.Investigation methods: experimental modeling of peptic ulcers; pathophysiological, hemocoagulational,
hematological, biochemical, pharmacological, microbiological, morphological, and statistical methods.Scientific
novelty of the obtained results. Ability of intact erythrocytes for activation of internal thromboplastin formation in



the conditions of platelet-derived factor 3 deficiency has been studied and proven for the first time. This ability,
unlike similar ability of platelets, is preserved in the conditions of decreased activation of Hageman factor. We
have established that activating effect of intact erythrocytes on internal thromboplastin formation is related to the
presence of thromboplastin factor of erythrocytes, presenting a glycolipoproteid of molecular weight 17,540~
22,590, located in D fraction of erythrocyte stroma, and possessing properties of tissue thromboplastin (factor III)
of platelets. The mechanism of inclusion of thromboplastin factor of erythrocytes into thromboplastin formation
process has been established; it consists in preservation of cellular membrane external layer sialoproteid, acting as
a certain mediator between thromboplastin factor of erythrocytes and activated plasma coagulation factors. High
molecular stromal proteins (167,900), accelerating fibrinogen transformation into fibrin and resembling factor 2 of
platelets by their biological effect, were found in fraction A of erythrocyte stroma. Mechanism of erythrocyte
participation in hemostasis system, consisting in activation of endogenous A2 phospholipase, destabilization of
erythrocyte membrane lipid structures, accumulation of free fatty acids, change in quantitative ratios between
separate fractions in phospholipid composition, and cholesterol loss by cellular membranes, has been determined
for the first time. Phospholipids of internal layer of erythrocyte membrane, phosphatidylethanolamine and
phosphatidylserine, have been proven to accelerate blood coagulation process, while phospholipids of outer
biolayer side, sphingomyelin and phosphatidylcholine, have been proven to inhibit blood coagulation. Active
participation of leukocytes in cellular aggregation reactions and their inclusion into primary hemostatic plug has
been shown; leukocytes are able to activate coagulation hemostasis due to the presence of thromboplastin, anti-
heparin, and fibrin-stabilizing factor in them. The processes of free-radical lipid oxidation in erythrocytes and
activity of antioxidant enzymes in erythrocytes in Okaba’s experimental peptic ulcer were studied for the first
time. Activation of lipid peroxidation in erythrocytes and decrease in activity of basic erythrocyte antioxidant
enzymes, catalase and reduced glutathione, has been shown to determine the increase of aggregative activity,
decrease of peroxide resistance and erythrocyte ability for deformation, as well as increase of erythrocyte
suspension viscosity in peptic ulcer. Application of antioxidant Melaxen in treatment of peptic ulcer has been
pathogenetically substantiated for the first time on the model of chronic peptic ulcer. The mechanism of its
reparative effect, based on inhibition of necrotic processes development in stomach mucous tunic and stimulation
of recovery according to restitution type in case of defects has been established, which included complete
restoration of mucous tunic due to restoration of number of proteins of molecular weight 89, 95 and 99 kDa,
formation of new protein fraction of molecular weight 36 kDa, normalization of cholesterol content, increase of
triacylglyceride level and basic prospholipid fractions level, phosphatidylinositol and phosphatidylethanolamine, in
cells of stomach mucous tunic. Melaxen inclusion into standard therapy of patients with peptic ulcers has been
pathogenetically justified - this treatment promotes rapid scarring of ulcer and prevents its
recurrence.Theoretical and practical value of the obtained results. This study belongs to basic investigations. The
obtained results prove erythrocyte and leukocyte participation in hemostasis system in health state and in
stomach ulcer, and generally broaden the concepts of blood coagulation processes and pathogenesis of peptic
ulcer. The results of the study can be used as pathogenetic justification of antioxidant inclusion into complex
scheme of peptic ulcer treatment. In particular, high antiulcer activity of Melaxen (17.5) and its positive effect on
reparation processes in stomach mucous tunic due to restoration of protein quantity, normalization of cholesterol
content, increase of triacylglyceride level and basic prospholipid fractions level, phosphatidylinositol and
phosphatidylethanolamine, in cells of stomach mucous tunic has been shown. Implementation degree: the thesis
results were implemented in academic activity in the departments of pathological physiology of National
Pharmaceutical University, Kharkov; “Ukrainian Medical Dental Academy” HSEU, Poltava; Zaporozhie State Medical
University; Donetsk National Medical University; N.I. Pirogov Vinnitsa National Medical University; Bukovina State
Medical University, Chernovtsi; Ivano-Frankovsk National Medical University; V.V. Podvysotsky department of
general and clinical pathophysiology of Odessa State Medical University.
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