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Pedepar:

1. Y puceprauii HaBe[IeHO TEOPETUYHE OOIPYHTYBAHHS Ta BUPIIIEHHS aKTyaJbHOTO 3aBJAHH4, SIKeE MOJISIrae y
nifBUIEeHHI eeKTUBHOCTI JIIKyBaHHS Mali€HTIB i3 XpPOHIYHUMU paHaMU HWKHIX KiHIiBOK IIPY LIyKPOBOMY JiabeTi
IIJIIXOM 3aCTOCYBaHHS amtiKaliil ayToJIorivHoro miaasMiHoreny (Pg) B KOMIIJIEKCHOMY XipypriuHOMY JIiKyBaHHi. B
IOCJIiIPKEHHI BKJIIOYEH] pe3ysIbTaTh OOCTEXKEHHsI Ta JIiKyBaHHS 45 NallieHTiB i3 XpOHIYHUMU paHaMU Ha TJIi
HeliponaTtrnyHoi GopMU CUHIPOMY AiabeTHYHOi CTOIH, SIKi MaJii paHoBi AedeKTu momelo Bif 3 1o 30 cM2 BikoM
Bizg 48 no 81 poky. INanjienTiB 6ys10 po3ziseHO Ha ABi IPyNy — OCHOBHY Ta KOHTPOJIbHY. JloCcinKyBaHa rpymna

BKJIIovasa 20 MarjieHTiB, SKUM Ha OJATOK 4O CTaHAAPTHOI CXeMHU JIiKyBaHHS [iabeTUYHUX PaH 3aCTOCOBYBAIU



MicueBo amnikauii 3 ayronoriyHum Pg Ha [insgHKy ypakeHHs npoTsarom 20 1i6. KoHTposibHA rpyna BKiodasna 25
MAallieHTiB 3 XPOHIYHUMU [iabETUIHMMU PaHAMU, SIKMM ITPOBOAMIIACh CTAaHAAPTHA 3arajlbHONIPUMHSATA CXeMa
XipypriyHoro JiKyBaHHS i3 3aCTOCYBaHHSIM PaHOBHUX [TIOKPUTTIB, aHTUCENTUKIB, Ma3bOBUX I10B5130K. Pe3ysbratu
3aCTOCYBaHHS ayTOJIOTIYHOro Pg mocigyKyBaiu Ta aHali3yBaju 3a JUHAMIKOIO 3MiH aKTMBHOCTI LUUTOKUHIB Ta
IIPOAHTioreHHMX (aKTOPiB y 3pa3Kax TKAHUH XPOHIYHUX PaH y NallieHTiB OCHOBHOI IPyNU Ta KOHTPOJIbHOI IPYNH .
Kpurepigamu KiliHI4YHO] yCHIIHOCTI XipyprivHOro JIiKyBaHHS BBO)KQJIUCh: HASIBHICTDb 3alajIbHOI peaklii TKaHUH Ta
OUUIIEHHS PAaHOBOI IOBEPXHI, 3MEHIIEHHS 00JIbOBUX BiTUyTTiB, [105BY IPAHYJISILiIIHOI TKAHWHU Ta PETPaKLis IO
paHy, TEPMiHM IIOBHOT'O 3aKPUTTS PAHOBOI IIOBEPXHI, KiJIbKICTh XipypriYHUX BTPY4YaHb, YaCTOTA BUHUKHEHHS
iHdekuifiHO-3ananbHNX yCKIaAHeHb. Ha nepuiomy etamni guceprauiiHoi po60oTu 6yJI0 IPOBEeHO AOCTiIKeHHs
(axTOpiB aHrioreHe3y Ta aKTUBHOCTI [IPOTea3 y AiabeTHYHUX paHax Ta IOPiBHSIHHS JaHUX IIOKA3HUKIB B TOCTPUX
IiabeTnyHUX paHax. byso BCTaHOBJIEHO, 1[0 €KCIIPECis LEHTPAJILHOTO PETYJISITOPA rIOKCisi-acoLi10BaHUX NPOLECIB
¢dakrop ingykoBaHuii rinokcieto 1-anbda (HIF-10) B niabeTnyHux paHax OyJia migBuileHa y 4,4 pasa MopiBHSHO 3
3HaUYEHHSIMU B TOCTPUX paHax. HaToMicTb, BecTepH-0J10T eHpoTeianbHoro gakropa pocty cynuH (VEGF) 3i 3pa3skis
HOPMAaJIbHOi Ta BUPa3KOBOi TKAaHUH JE€MOHCTPYIOTh CJIiZIOBi KiJIbKOCTIi I1bOro ()aKTOpy POCTY Y BUINAJKY JiabeTUYHOI
panu. JlaHi IOKa3HMKU CBiZYMIIN 3a Pi3KO BUPAKEHY TillOKCil0 B TKaHMHAX paH. Pazom 3 TuM, Excripecis
PEryJsITOPIB, 10 NPOTULiIOTh aHrioreHedy Ta VEGF 3mintye aHrioreHHuii 6ananc y 6ik ctany imemii. [TokazaHo, 1m0
3arajibHMM BMICT aHTiOCTaTUHY Y [iabeTUYHUX XPOHIUHMX paHax NepeBUlllyBaB y 2,5 pa3u IOPiBHSHO i3 TOCTPUMU
panamu. LIi pe3ynbTaTi 03HAa4alOTh, O AHTIOT€HHA BiATIOBiAb Y€pE3 MiABUIIEHHS PETYIIALil yTBOPEHHS
aHrioctaTvHy NMpU3BOAUTH A0 3HIWKeHHs ekcripecii VEGF y TkaHuHax. Y 11poMy [OCiIKeHH] 6yJ10 IIPOBeeHO
IIOPiBHSIHHS aKTUBHOCTI MAaTPUKCHUX MeTasompoTeinas (MMP) y oci6 3 rocTpumu (onepauiiHuMK) paHaMmu Ta
XPOHIYHMMU paHaMU NIpU LIyKPOBOMY ZiabeTi y XBOPYX Ha LIyKpoBuI AiadeT. JKesatnHosa 3umorpadis rnokasasa,
1110 TOCTPi pPaHU MICTSTh CJiIOBI KiJIbKOCTi aKTUBHOI i30popmu MMP-9, Tozi gx nifBuiieHHs akTuBHOCTI MMP-9

BM3HAYeHa B JiabeTUYHUX BUpa3KaX.

2. The thesis presents the solution of a relevant challenge which will improve the treatment efficacy of patients
with chronic diabetic wounds using autologous plasminogen (Pg) in comprehensive surgical treatment. The study
includes the data of examination and treatment of 45 patients, aged from 48 to 81 years, with chronic wounds
associated with neuropathic diabetic foot syndrome, with wound defects ranging from 3 to 30 cm? in size. The
sample formed two groups - a main group and a control group. The main group included 20 patients who, in
addition to the standard treatment scheme for diabetic wounds, were locally administered autologous Pg on the
affected area for 20 days. The control group included 25 patients with chronic diabetic wounds, who underwent
the standard accepted scheme of surgical treatment with wound dressings, antiseptics, and ointment dressings.
The effect of autologous plasminogen (Pg) was studied and analyzed by the changes in cytokine activity and
proangiogenic factors in tissue samples of chronic wounds in patients of the main and control group. The criteria
for clinical success of surgical treatment were considered as: the presence of an inflammatory reaction in tissues
and the cleansing of the wound surface, reduction in pain, the appearance of granulation tissue and retraction of
the wound area, the terms for complete closure of the wound surface, the number of surgical interventions, and
the occurrence of infectious-inflammatory complications. In the first stage of the study, the angiogenesis factors
and the activity of proteases in diabetic wounds were emphasized, with the comparison of these indicators in
acute diabetic wounds. The author established that the expression of the central regulator of hypoxia-associated
processes, hypoxia-inducible factor lalpha (HIF-1o), in diabetic wounds increased by 4.4 times compared to the
values in acute wounds. Meanwhile, western blot analysis of the vascular endothelial growth factor (VEGF) from
samples of healthy and ulcerative tissues showed trace amounts of this growth factor in diabetic wounds. These
characteristics indicated a sharply pronounced hypoxia in the wound tissues. At the same time, the expression of
regulators counteracting angiogenesis and VEGF shifts the angiogenic balance towards ischemia. The total content
of angiostatin in diabetic chronic wounds exceeded that in acute wounds by 2.5 times. These results mean that the
angiogenic response, through the increased regulation of angiostatin formation, leads to a decrease in the tissue
VEGF expression. The study compares the activity of matrix metalloproteinases (MMPs) in individuals with acute
(surgical) wounds and trophic feet ulcers in patients with diabetes. Gelatin zymography showed that acute wounds



contain trace amounts of the active isoform of MMP-9, whereas an increase in MMP-9 activity characterized
diabetic ulcers.
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