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Pedepar/aHoTanis:

1. Incepranist NpUCBs4Y€HA BOOCKOHAJIEHHIO METO/IB JIiIKyBaHHS paH Ta NPO()ilIaKTUKU paHOBUX

yckyagHeHb. IIpoBeeHi fOCiIpKeHHS CBigYaTh PO YiTKy 3aKOHOMipHICTh aKTUBHOCT] 6a30BUX NATOT€HETUYHUX
MexaHi3MiB, sKi y pi3Hi ¢pasu paHOBOro npotiecy 3abesneyyoTh 0CaiN0BHICTb I1epebiry pernapaTuBHOI pereHepatii
Ta iX FeHETUYHY JIETEPMIHOBAHICTb. Y 3B 3Ky 3 I[UM, TIPU [IPOBEJIM aHaJIi3 FEHETUYIHOI 1€ TEPMIHOBAHOCTI
IapaMeTpiB JOCJIiIPKyBaHMX MEXaHi3MiB paHOBOTO IPOLIECY 3aJIEKHO Bifl BapiaHTiB nojaiMop@dizmy rena MMP-1. 3a
pe3yJibTaTaMy FreHeTUYHuX gociuimkens 1G/2G-1607 rena MMP-1 nanientu 6ynu posnogineHi Ha 3 rpynu: 1 rpyna
(8 mauieHnTiB) - Hocii 1G/1G Bapianty; 2 rpyna (6 nauieHTis) — Hocii 1G/2G BapianTy; 3 rpyna (13 nauienTis) — Hocii
2G/2G Bapianty. JlocigpKeHHs] TPOBOAMIIM B IMHAMILli i3 BpaXyBaHHSIM (a3 paHOBOTO NIPOLIECY: OUMIIEHHS PaHU
(mepi 4 o6u); pO3BUTKY TpaHyJIsILiil (5- 7 1o6M) ; pOpMyBaHHS CIIOJYYHOTKAHUHHOIO pyOLs Ta emniTesisanii panu (

3 8- 10- i mo6u). BctanosseHo, 1o 1151 a3y OYMILEeHHS! paHU XapakTepHa BUCOKA aKTUBHICTh IPOLIECiB



[IEPOKCUIHOTO OKMCHEHHS Ha TJli IOMiPHOTO 3pOCTaHHS aKTMBHOCTI (PE€pMEHTIB aHTUOKCUAAHTHOTO 3aXUCTY.
dibpuHOMITUYHA aKTUBHICTB y 1110 a3y HU3bKA, 110 BiloOparkae NpoLeCH rinepKoaryJisiii, BIaCTHBI 3al1aJlbHOMY
Ipolecy, a IPOTEOTiTUYHA aKTUBHICTb - BUCOKA, OCOOJIMBO [I0 HU3bKO- Ta BUCOKOMOJIEKYJIIPHUX CTPYKTYP, 11O
3YMOBJIEHO IIOTPEOOIO JIi31Cy HEKPOOIOTUYHUX CTPYKTYP Y paHi. BussieHo, mo y nepuiil ¢pasi paHOBOro npouecy
napameTpy NEPOKCUIHOTO OKMCHEHHS Yy NallieHTiB-HociiB 2 G/2G-1607 Bapianty renHa MMP-1 6y7u BiporigHo
BUIIMMM 32 Taki y nauieHTiB-HociiB 1G/1G ta 1G/2G BapianTis. [Ipu iboMy HallHIDKYi TapaMeTpy CKJIaJl0BUX
AHTUOKCUJAHTHOI cucTteMu 6ysu y HociiB 2G/2G BapiaHTy, 11O € CBiAYE€HHSIM HasIBHOTO Y HUX AucbajiaHCy ITpo- Ta
AHTUOKCUJAHTHOI CUCTEM, SIKE CJIyTy€e BATOMUM YMHHMKOM IOLIKOMAKEHb. 1] MPU3BOAUTh 10 IPOrPECYBAaHHS
3anasibHO-IECTPYKTUBHUX IIPOLIECIB Y PaHi, 3aTPUMYy€E TEPMIHU ii OUMIIEHHS, IEPEMKOI’KAE€ YTBOPEHHIO
rpaHyJIALiNHOI TKAaHUHU. Y 3B'SI3KY 3 [[UM, iCHY€ HEOOXIHICTh BKIIIOYEHHS Y KOMILJIEKCHE JIIKYBaHHS TaKUX MAli€HTIB
iHTeHcuBHOI aHTUOKCUAHTHOI Teparnii. [TokazHuku COA y nepuiiit ¢pasi paHOBOTrO mpolecy 6y1r HaUBUIUMU Y
HociiB 2G/2G BapiaHTY, BipOriJHO IEpPEeBUILYI0UM aHAJIOTIYHUI TIOKa3HUK y HociiB 1G /2G Bapianty. [Ipu pomy
C®A 3pocraia nnepeBaxHo 3a paxyHoK OPA, y Toii yac, sk HPA 6yna nocuts HU3bKO10. Lle Moxke 6yTH CBiTueHHSIM
HagMipHOi aKTMBHOCTI y TaKUX MalLli€eHTiB 3aropTajIbHOI CUCTEMH, IIPOLECiB TPOMOOYTBOPEHHSI, SIKE MOXKE
IIPU3BECTH 0 NOPYLIEHHS KPOBOIIOCTAYaHHS TKAHMH, illleMii Ta porpecyBaHHsI HEKPOOIOTUYHUX MIpoLecib. Lie
noTpebye BifTIOBIIHOI KOpeKIIii TpoLeciB reMoCTasy LJISIXOM IIPU3HAYeHHS TaKUM IallieHTaM
HV3bKOMOJIEKYJIIPHUX IENIapUHIB Ta aHTHMArperaHTiB. BaxkyMBy poJib y IpoLiecax OYMIEHHs PaHy Biflirpae cucrema
poreoJiidy. Hamu BUsiBI€HO, 0 Nepiii ¢pasy paHOBOro NPOLEeCy NPOTEOITUYHA aKTUBHICTD 10
HU3bKOMOJIEKYJISIPHUX CTPYKTYP OyJia HaiiBULIO y HociiB 2G/2G BapiaHTy, a HAHWKYOIO - y HociiB 1G/2G
BapiaHty. lle, y Liiomy, Bio6pa’kae BUPa’KeHiCThb 3allajlbHO-AECTPYKTUBHUX NpoLeciB y paHi. [IpoTeositnyna
aKTUBHICTb JJO BUCOKOMOJIEKYJISIPHUX CTPYKTYP y NepLiil gazi paHoBOro npolecy 0ysa HaiBuma y Hocii 1G/1G
BapiaHTy, HallH>KYa - y HOCIiB 1G /2G BapianTy. Hac/igkoM LbOro € HasIBHICTb CyTTEBUX NPOSIBIB €HJOTOKCUKO3Y,
10 nnotpebye BinnoBigHOi KopekLii. Y npyriit ¢asi paHOBOro MpolLiecy Baromy poJib Bizirpae Gpi6bpuHomiTHIHA
aKTUBHICTb, sIKa 3ab6e31edye yMOBU 17151 GOPMYyBaHHS TPaHyJIsALiMHOI TKAaHMHU. BcTaHOBIIEHO, 1110 HAalBUII
napamerpu COA cnioctepiranucsk y nauieHris - HociiB 1G/2G BapianTy. ClliBCTaBJIgI04M e NTOKA3HUK i3
KJIIHIYHUMU MaKPOCKOITIIYHMMHU XapaKTEPUCTUKAMU PAHU i MIKDOCKOIIIYHMMHU O3HAKaMU POCTY I'PaHyJIALIN Ta
HEOBACKYJIOT€HE3y, MOXKHA JOIyCTUTH, 110 3pOCTaHHS (iOPUHOJIITUYHOI aKTUBHOCTI € CIIPUSTIVMBUM YMHHUKOM
LMX NPOLECiB. BaXaMBoO, 0 BUCOKi apameTpy GibprHOJII3Y Y Alli€HTIB 1iiei rpyny 3yMOBIIEHI IIEPEBAKHAM
3pocranHsaM HOA, gka 1os's3aHa i3 361/1bIIEHHAM KiJIbKOCTI Pi3HUX 6i0JI0TIYHO aKTUBHUX PEYOBUH, SIKi B3AEMOIOTH
i3 rerrapyHOM i IIPOSIBIISIIOTH PiIOPUHOMITUYHY aKTUBHICTh. XapaKTePHO, IO OiJIbIIICTh i3 HUX YTBOPIOIOTHCS UU
aktuBytoTbcst MMIL. ¥V HociiB 1G /1G BapiaHTy i, ocobnuBo, 2G/2G BapiaHTy QiOpUHOJITUYHA aKTUBHICTb Yy el
nepiop 6yJs1a CyTTEBO HIDKUOIO, 11O € MifiCTaBOO [JIs1 3aCTOCYBAaHHS Y TAaKUX Nalli€HTiB HU3bKOMOJIEKYJIIPHUX
rernapuHiB Ta aHTUArperaxTis. Y ¢asi popmMmyBaHHS CIIOIyYHOI TKAHUHMU Ta emniTesi3alii paHu NpoBifgHy poJib
Biflirpae 36ay1aHCOBaHiCTb CKJIAJOBUX IIPOTEOJIITUYHOI aKTUBHOCT], sIKa HarpaBjieHa Ha GOpPMYyBaHHS KOMIIOHEHTIB

CIIOJIyYHOI TKAaHVHMU.

2. The dissertation is devoted to the improvement of wound treatment methods and prevention of wound
complications. The conducted studies indicate a clear pattern of activity of basic pathogenetic mechanisms, which
in different phases of the wound process ensure the sequence of the course of reparative regeneration and their
genetic determinism. In this regard, an analysis of the genetic determinism of the parameters of the studied
wound process mechanisms depending on the variants of the MMP-1 gene polymorphism was conducted.
According to the results of genetic studies of 1G /2G-1607 of the MMP-1 gene, patients were divided into 3 groups:
1 group (8 patients) - carriers of the 1G/1G variant; 2 group (6 patients) - carriers of the 1G/2G variant; 3 group (13
patients) - carriers of the 2G/2G variant. The studies were conducted in dynamics taking into account the phases
of the wound process: wound cleansing (first 4 days); development of granulations (5-7 days); formation of
connective tissue scar and wound epithelialization (from the 8th to the 10th day). It was established that the
wound cleansing phase is characterized by high activity of peroxide oxidation processes against the background of
a moderate increase in the activity of antioxidant defense enzymes. Fibrinolytic activity in this phase is low, which
reflects the processes of hypercoagulation inherent in the inflammatory process, and proteolytic activity is high,



especially for low- and high-molecular structures, which is due to the need for lysis of necrobiotic structures in
the wound. It was found that in the first phase of the wound process, the parameters of peroxide oxidation in
patients carrying the 2 G/2G-1607 variant of the MMP-1 gene were significantly higher than those in patients
carrying the 1G/1G and 1G/2G variants. At the same time, the lowest parameters of the components of the
antioxidant system were in carriers of the 2G/2G variant, which is evidence of the imbalance of the pro- and
antioxidant systems in them, which serves as a significant factor in damage. This leads to the progression of
inflammatory and destructive processes in the wound, delays its cleansing, and prevents the formation of
granulation tissue. In this regard, there is a need to include intensive antioxidant therapy in the complex treatment
of such patients. SFA indicators in the first phase of the wound process were the highest in carriers of the 2G/2G
variant, probably exceeding the similar indicator in carriers of the 1G/2G variant. At the same time, SFA increased
mainly due to FFA, while NFA was quite low. This may be evidence of excessive activity in such patients of the
wrapping system, processes of thrombus formation, which can lead to impaired blood supply to tissues, ischemia
and progression of necrobiotic processes. This requires appropriate correction of hemostasis processes by
prescribing low-molecular heparins and antiplatelet agents to such patients. The proteolysis system plays an
important role in wound cleansing processes. We found that in the first phase of the wound process, proteolytic
activity towards low-molecular structures was highest in carriers of the 2G/2G variant, and lowest in carriers of
the 1G/2G variant. This, in general, reflects the severity of inflammatory and destructive processes in the wound.
Proteolytic activity towards high-molecular structures in the first phase of the wound process was highest in
carriers of the 1G/1G variant, and lowest in carriers of the 1G/2G variant. The consequence of this is the presence
of significant manifestations of endotoxicosis, which requires appropriate correction. In the second phase of the
wound process, fibrinolytic activity plays an important role, providing conditions for the formation of granulation
tissue. It was found that the highest parameters of SFA were observed in patients - carriers of the 1G/2G variant.
Comparing this indicator with the clinical macroscopic characteristics of the wound and microscopic signs of
granulation growth and neovasculogenesis, it can be assumed that the increase in fibrinolytic activity is a favorable
factor in these processes. It is important that the high parameters of fibrinolysis in patients of this group are due
to the predominant increase in NFA, which is associated with an increase in the number of various biologically
active substances that interact with heparin and exhibit fibrinolytic activity. It is characteristic that most of them
are formed or activated by MMP. In carriers of the 1G/1G variant and, especially, the 2G/2G variant, fibrinolytic
activity during this period was significantly lower, which is the basis for the use of low molecular weight heparins
and antiplatelet agents in such patients. In the phase of connective tissue formation and wound epithelialization,
the leading role is played by the balance of the components of proteolytic activity, which is aimed at the formation

of connective tissue components,.
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