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1. 3acTrocyBaHHS iHTi6ITOPiB MATPUKCHUX METAJIONPOTEIHA3 y KOMIUIEKCHOMY JIIKyBaHHi XBOPUX Ha
reHepasi3zoBaHUM MapOJOHTUT

2. The use of matrix metalloproteinase inhibitors in the complex treatment of patients with generalized
periodontitis

Pedepar:

1. MeTa nnpeACTaBlI€HOTO JUCEPTALIMHOTrO AOCTiIKEHHS — MiJBUIIEHHS €(EKTUBHOCTI KOMIIJIEKCHOTO JIiKyBaHHS
reHepasizoBaHOro MAPOAOHTUTY UIJIIXOM 3aCTOCYBaHHSI iHTiOITOPiB MaTPMKCHUX MeTasonporeinas. Ha nepmomy
eTari BUKOHaHHS po6oTu ob6creskeHo 90 ocib Bikom 32-45 pokiB, cepe sikux 30 - 3 iHTaKTHUM NTapogoHTOM, 30 - i3
XPOHIYHUM IUQY3HUM KaTapaJbHUM TiHTiBITOM i reHepasnizoBaHUM [IapOJOHTUTOM IIOYATKOBOrO cTyneHs Ta 30 - i3

XPOHIYHMM reHepaizoBaHUM NMapomoHTUTOM I-1I cTyneHs TsKKoCTi. OLiHIOBA/IM CTaH IAPOJOHTA 33 KJIIHIYHMMU



iHmeKcaM Ta MOKa3HMKOM MiHepasbHOi MiIbHOCTI KiCTKOBOI TKAHWHMU LieJiell 332 JaHUMU KOMITI0TepHOi Tomorpadii.
3a mornomoroi MeTony iMyHopepMEeHTHOTO aHaslizy BU3HAYaIy B POTOBiH pifuHi BMiCT MaTpUKCHUX
meTasomnpoTeinaz MMII-2, MMII-3, MMII-8, MMII-9, MMII-13, TkaHuHHOTO iHri6iTOpYy MeTanonporeinas TIMP-1,
iHTepselKiHiB-10, -6 1 -4, aKTUBHICTb MapKepiB KiCTKOBOrO MeTab0J1i3My — TapTPATPE3UCTEHTHOI KUCJIOI Ta
KiCTKOBOI JIyxKHOi ¢ocdaras, ocTeokanburuHy. Ha Ipyromy erarti JOCTiIpKEHHS 17151 3iCTaB/I€HHS
iIMYHOTICTOXiMIYHUX ITOKa3HUKIB €KCIIpecii MapKepiB aronTo3y Ta 3alajeHHs B TKAHMHAX MapriHajabHOTO
[IaPOJIOHTA B HOPMI Ta [IpY IPOrpeCcyBaHHi NaTOJIOrIYHOro pouecy 6yJ1o 3anydeHo 40 ocib BikoM 32-45 pokis,
cepeq, akux 30 XBOPUX 13 XPOHIYHUM reHepasli3oBaHUM NapoJOHTUTOM I-II cTyneHs TsKKocCTi Ta 10 KiliHIYHO
310pOBUX 0Ci6. [17151 MOpdOIOTriYHOrO JOCiIKEHHSI BUKOPUCTOBYBAJIM OiOINTATH SICEH, sIKi dikcyBanu y 4 % po34uHi
HelTpasnbHOro ¢GopMasiny NpoTsrom Jobu i 3anusanu y napadis. ictosoriusi 3pisu ToBmwuHOW0 4,0-6,0 MKM
HAHOCWUJIY Ha a[ir€3UBHi IpegMeTHi ckesbLs. [lics ix nenapadinizauii Ta perigpaTanii npoBoaNUIN AEMAaCKyBaHHS
aHTUTEeHIB y nuTpatHomy 6ydepi 3 pH 6,0 npu 121°C npotsrom 8 XBUIMH. AKTUBHICTb €HIOT€HHOI 1IepOKCUA3U
IIpUTHiYyBaau 3 % epeKkucoM BOJHIO NpoTarom 20 XBUIMH. [HKy6allito 3pi3iB IpoBOAUIN 3 IEPBUHHUMU
AQHTUTIJIaMU Y BOJIOTUX Kamepax npu 23-25°C npotsirom 30 XxBUIKH. BUBYany HUTOMNIa3MaTUYHY €KCIIPecito
mapkepiB COX-2, kacnia3u-3 Ta iHTpaHyKJIeapHy eKcrnpecito mapkepiB MMII-1 Ta p21 (y 3anasnpHOMY iHGinbTparti), p
53 ta Bcl-2 (B sceHHOMY ermiTerii). Ha TpeTboMy eTari BUKOHaHHS OCTIiIPKEHHS TPpOoBeieHa KliHiYHa arpoobaris
KOMIIJIEKCHOTO JIIKyBaHHS, JOTIOBHEHOTO iHri6iTOpaMy MaTPUKCHUX MeTasoNnpoTeiHas, ceper, 60 XBopux i3
IV(pYy3HUM TiHTiBITOM Ta reHepasi30BaHUM NAPOJOHTUTOM XPOHIYHOrO Nepeoiry, IKUx 6yJ10 po3LileHo Ha ABi
piBHO3HauHi rpynu no 30 oci6 (0OCHOBHY Ta 3icTaBjIeHHs]). Y XBOPUX i3 TPYIM 3iCTaBI€HHS 3aCTOCOBYBAIN
METaJIONpPOTEIHA3 JOKCUIIMKIIIHOM Y CyOaHTUMIKpPOOOMY [103yBaHHi 1o 20 Mr 2 pa3u Ha JieHb [IPOTIroM 3 MicsLiB.
EQexTuBHICTb JIiKyBaHHS OLIiHIOBAJIM B HAUOIDKUMM Ta BifjasieHui TepMiH (dYepes 1 pik) 3a JaHUMU KITiHiKO-
PEHTTEeHOJIOTIYHOTO 0O6CTEKEeHHSI, KOMITI0TepHOi ToMorpadii, 6i0XiMiYHOTO JOCTiIKEHHSI POTOBOI PiTUHY Ha BMICT
MaTpUKCHUX MeTasionporeinas-8 ta -9 (MMII-8, MMII-9), a Tako>X iMyHOriCTOXiM{4YHOTO BUBYEHHS OiONTATIB ICEH
040 LUTOIIa3MAaTUYHOI eKcIpecii MaTpUKCHOI MeTanomnpoTeinazu-1 (MMII-1). OTxe, BUXOIS4M 3 TOTO, 10
aKTMBHICTb MaTPUKCHUX METAJIONPOTEIHA3 XapaKTepu3ye Nepeoir 3arnajbHOro Npolecy B TKAHMHAX MAapPOJOHTA,
3HIDKEHHS iX piBHS 32 JaHUMU 6i0XiMiYHMX Ta IMYHOTiCTOXIMIYHUX IOCTII>KEeHb Y TPYILi 3iCTaBI€HHS OBOAUTD
Kpallly IpOTU3aNabHy [il0 po3p06JI€HOr0 JiKyBaHHS 00 3al06iraHHs IPOrpecyBaHHs TeHEPali30BaHOTO
napofoHTUTy. OTPUMMAaHI pe3yJIbTaTy JO3BOJISIIOTh PEKOMEHAYBAaTH 3aCTOCYBAHHS iHI6ITOPiB MAaTPUKCHUX
METaJIONPOTEIHA3 B SIKOCTI MPODiIaKTUYHOTO [TaTOT€HETUYHOTO 3aCO0Y [1Jis JIIKYBaHHS XBOPUX i3 XPOHIYHUM
nepe6irom riHriBiTy Ta reHepali3oBaHUM IIAPOJOHTUTOM I109aTKOBOI CTaii [AJ1s IPUTHiYeHHS 3analbHOi JJaHKU

[IaTOJIOTIYHOTO IIPOLIECY.

2. The aim of the presented research is to improve the effectiveness of complex treatment of generalized
periodontitis by using matrix metalloproteinase inhibitors. At the first stage of the work, 90 persons aged 32-45
years were examined, including 30 persons with intact periodontal tissues, 30 patients with diffuse catarrhal
gingivitis and generalized periodontitis of the initial degree and 30 ones with chronic generalized periodontitis of
I-1I severity. Periodontal status was assessed using clinical indices and bone mineral density according to
computed tomography data. The method of enzyme-linked immunosorbent assay (ELISA) was used to determine
the concentration of matrix metalloproteinases MMP-2, MMP-3, MMP-8, MMP-9, MMP-13, tissue inhibitor of
metalloproteinases TIMP-1, interleukins-1n, -6 and -4, bone metabolism markers - tartrate-resistant acidic
phosphatase and bone alkaline phosphatase, osteocalcin - in the oral fluid. At the second stage of the research, for
comparison of immunohistochemical indexes of expression of markers of apoptosis and inflammation in the
tissues of the marginal periodontium in normal conditions and during the progression of the pathological process,
40 persons aged 32-45 years were studied. They were 30 patients with chronic generalized periodontitis of I-1I
severity and 10 clinically healthy persons. For morphological examination, gingival bioptates were used, which
were put into 4% solution of neutral formalin for a day and poured into paraffin. Histological sections with a
thickness of 4.0-6.0 microns were applied to adhesive slides. After their deparaffinization and rehydration,
antigens were demasked in the citrate buffer with pH 6.0 at 121 ° C for 8 minutes. The activity of endogenous



peroxidase was suppressed with 3 % hydrogen peroxide for 20 minutes. It was studied cytoplasmic expression of
markers COX-2, caspase-3 and intranuclear expression of markers MMP-1 and p 21 (in inflammatory infiltrate), p
53 and Bcl-2 (in gingival epithelium). As a result of treatment, a significant reduction in the level of MMP-8 and
MMP-9 in the oral fluid of patients of both groups was achieved (p o 0.05). In patients of the base group, in contrast
to the comparison, these results were the same in the distant term (p > 0.05). When assessing the cytoplasmic
expression of MMP-1 in epithelial and stromal cells after treatment, zero result was in 96.7% of patients in the base
group and in 80.0% - in the comparison group, and after 1 year - in 90.0% vs 63.3% respectively. It was important
that the differences between the base and comparison groups were most observed for patients with gingivitis and
generalized periodontitis of initial stage without destructive processes in periodontal tissues. It suggests the
greatest effectiveness of the proposed treatment in the early stages of pathological process. Thus, based on the
fact that the activity of matrix metalloproteinases characterizes the course of the inflammatory process in
periodontal tissues, a decrease in their level according to biochemical and immunohistochemical studies in the
base group against the comparison indicates a better anti-inflammatory effect of the developed treatment to
prevent the progression of generalized periodontitis. The obtained results allow recommending the use of matrix
metalloproteinase inhibitors as a preventive pathogenetic treatment for the patients with chronical course of
gingivitis and generalized periodontitis of the initial stage, to inhibit the inflammatory component of the
pathological process.
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