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Pedepar:

1. Y nuceprauii HaBeJeHO TEOPETUYHE OOIPYHTYBAHHS Ta BUPILIEHHS aKTyaJbHOTO 3aBJAHH4, SIKE MOJISITaE y
nigBUIIeHHI e(DeKTUBHOCTI JIiKyBaHHS NALli€HTIB i3 XPOHIYHUMU PaHaAMU HIXKHIX KiHIIBOK IIPU LIyKPOBOMY J1iabeTi
IIJIIXOM 3aCTOCYBaHHS ariikaliil ayTosioriyHoro niasMiHoreny (Pg) B KOMIIIEKCHOMY XipypriuHOMY JliKyBaHHi. B
JOCJIiZIPKEHHI BKJIIOYEHi pe3yJsibTaTh O6CTeXKEeHHsI Ta JIiKyBaHHS 45 NallieHTiB i3 XpOHIYHUMU paHaMU Ha TJIi
HelponaTuyHoi GpOpMU CUHIPOMY IiabETUYHOI CTOIH, 5IKi MaIu paHoBi fedekTu nioelo Bix 3 1o 30 cm2 BikoM
Bizg 48 mo 81 poky. [NanienTiB 6ys10 po3zineHo Ha ABi rpyny — OCHOBHY Ta KOHTPOJIbHY. JlocinKyBaHa rpymna
BKJItoYasia 20 NalieHTiB, SIKUM Ha IOAATOK JO CTaHIapTHOI CXeMH JIiKyBaHHS [iabeTUYHUX paH 3aCTOCOBYBaIU
micueBo anikatii 3 ayrosnoriunum Pg Ha #insHKY ypaskeHHs npotsirom 20 z1i6. KoHTposibHa rpyna BKIo4ana 25
NallieHTiB 3 XPOHIYHMMU [1iabeTUYHUMU PaHaMHU, SIKUM ITPOBOAWIIACH CTaHAAPTHA 3arajbHONPUIHSITA CXema

XipypriqHoro JiiKyBaHHSI i3 3aCTOCYBaHHSIM PaHOBHUX [TIOKPUTTIB, aHTHUCENTUKIB, Ma3bOBUX I10B130K. Pe3ysbraTu



3aCTOCYBAHHS ayTOJIOTIYHOrO Pg nocigpKyBany Ta aHali3yBaaiu 32 IMHAMIKOIO 3MiH aKTUBHOCTI LIUTOKMHIB Ta
[IpOaHTioreHHUX PaKTOPIB y 3pa3Kax TKAHWH XPOHIUYHMX PaH y MallieHTiB OCHOBHOI I'PyIy Ta KOHTPOJIBHOI IPyIIH .
Kpurepigamu KIliHIYHO] yCHIIHOCTI XipypriYHOro JIiKyBaHHS BBOKQJIUCh: HASIBHICTDb 3alajIbHOI peakii TKaHUH Ta
OUUIIEHHS PAaHOBOI IOBEPXHIi, 3MEHIIEHHS 60JIbOBUX BiT4YTTiB, [10SIBY IPAHYJISILiIIHOI TKAHWHU Ta PETPAKLis IO
paHu, TEpMiHM IIOBHOT'O 3aKPUTTS PAHOBOI IIOBEPXHI, KiJIbKICTh XipypriYHUX BTPY4YaHb, YaCTOTa BUHUKHEHHS
iHdexuUiiHO-3ananbHUX yCKIaAHeHb, Ha nepuiomy etani guceprauiiiHoi po60TH 6yJ10 IPOBENEHO AOCTiIKEeHHS
(aKTOpiB aHrioreHe3y Ta aKTUBHOCTI IPOTea3 y AiabeTHYHUX paHax Ta NOPiBHSIHHS JaHUX NOKa3HUKIB B TOCTPUX
niabeTnyHUX paHaX. Byso BCTaHOBIEHO, 1[0 €KCIIPECisl LEeHTPaJIbHOTO PETYJIATOPA riOKCisi-acoliiioBaHUX MPOLECiB
daxTop inmykoBaHuii rinokcieto 1-anpda (HIF-10) B giabeTnyHux paHax 6ysa nigsuiieHa y 4,4 pasza MopiBHIHO 3
3HAUYEHHSIMU B TOCTPUX paHax. HaToMicTb, BecTepH-0J10T eHpoTenianbHoro gakropa pocty cynauH (VEGF) 3i 3pa3skis
HOPMAaJIbHOi Ta BUPa3KOBOi TKAHUH JEMOHCTPYIOTh CJIiZJOBi KiJIbKOCTI I1bOro ()akTOpy POCTY Y BUINAJKY Aiabe TUYHOI
panu. JlaHi IOKa3HVKY CBiZYMUIIM 3a Pi3KO BUPAKEHY TillOKCil0 B TKaHMHAX paH. Pasom 3 TuM, Excnpecis
PEryJsITOpiB, 110 NPOTUiI0Th aHrioreHedy Ta VEGF 3milnye aHrioreHHuii 6anaHc y 6ik ctany imemii. [TokasaHo, 1110
3arajibHMM BMICT aHTIOCTaTUHY y [iabeTUYHUX XPOHIYHMX paHax MepeBUILyBaB y 2,5 pa3u NOPiBHSHO i3 TOCTPUMU
panamu. 11i pe3ynbTaTi 03HA4aIOTh, L0 AHTIOT€HHA BiATIOBiAbL Y€pEe3 MiABUIIEHHS PETYIIALIl yTBOPEHHS
aHrioctaTvHy NMpU3BOAUTH 10 3HIWKeHHS ekcrpecii VEGF y TkaHuHax. Y 1jpoMy [OCiIKeHH] 6yJ10 IIpoBeeHo
IIOPiBHSIHHS aKTUBHOCTI MaTPUKCHUX MeTasomnpoTeinas (MMP) y oci6 3 rocTpumu (onepauiiHUMK) paHaMmu Ta
XPOHIYHMMM paHaMU NIpU LyKPOBOMY ZiabeTi y XBOPYX Ha LyKpoBuUI AiadeT. JKesatnHoBa 3umorpadis rnokasasna,
1110 TOCTpPi PaHU MICTSITh CJiIOBI KiJIbKOCTi aKTUBHOI i30popmu MMP-9, Tozi gk ninBuieHHs akTuBHOCTI MMP-9

BH3HAYeHa 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-1n), 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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