AHOTANIA

3onomyxina O. JI. KiiHiko-eKkcnepuMeHTAJIbHE OOIPYHTYBAaHHS 3aCTOCYBAaHHSHA
JIKYBAJIbHO-TIPOPVIAKTUYHOI0 KOMIUIEKCY Yy THTIOHO3QJEKHUX TMNAIEHTIB 3
XPOHIYHUM TE€HEPAJi30BAHMM MAPOJOHTHTOM HAa TJi XPOHIYHOIO TrimepanuIHOrO
racTpury. — Ksanidikaiiiina HaykoBa mpaiisi Ha paBax pyKOIucy.

Jucepraliis Ha 3100yTTS HAYKOBOI'O CTyNEHs AOKTOpa (pitocodii 3 ramysi 3HaHb 22 —
Oxopona 3710poB’s 3a crieniayibHicTIO 221 — Ctomaronoris. — Onecbkui HalllOHaTbHUN
mennunui yHiBepcuteT MO3 Vkpainu, Oneca, 2021.

HuceprariiiHa poO0oTa MPUCBSIYEHA MIIBUIIEHHIO €(PEKTUBHOCTI MPOQUIAKTUKHU Ta
JIKyBaHHS XPOHIYHOTO TeHepaslizoBaHoro maponoHTUTy (XITI) y TIOTIOHO3aIEeKHUX
NaIi€HTIB Ha TI1 XpOHIYHOTO rinepanuadoro ractputy (XIT), acormiiioBaHoro 3
Helicobacter pylori (H.pylori, Hp) umisixom oOrpyHTyBaHHsS Ta PO3pPOOKH JIKYBajlbHO-
npodinakruanoro komrekcy (JIIK).

MeTor0 po6oTH € miaBUIIEHHS edeKTUBHOCTI mpodinakTuku 1 jikyBaHHsS XITI y
TIOTIOHO3AJIC)KHUX TaiieHTiB Ha 11 XI' T muisxom obrpynTyBanss 1 po3pooku JITIK.

JUist [OCATHEHHS TIOCTaBJICHOI METH Ta BHUPINICHHS 3aBAaHb JOCTIIKEHHS
npoBoAwiuCch y 2 etanu. Ha I-My ertami — excnepumenmanvhe 6uueHHs BIIACTUBOCTEU
PO3p00JICHOTO TeNI0 «ATTlicaH» B YMOBaX MOJICIIOBaHHS MAPOJIOHTUTY HA TJI1 BIITBOPECHHS
rineparyIHoro TaCTPUTY Ta IHTOKCUKAIIT TIOTFOHOBUM TUMOM. EXCIIepUMEHT IPOBEACHO Y
2 eranu: [ eman — BUBYEHHS 3MiH B TKaHWHAX MapoJoHTa Ha 32 6inux nrypax JiHii Bictap
000X craTel, 2-MICAYHOTO BIKY, CTaJHOTO PO3BEACHHS, SKI yTPUMYBaluCsi Ha
cTanaapTHOoMy parioHi BiBapito OHMeny Ta po3nonisieHi Ha 4 TPynu B 3aJI€KHOCTI Bif
BiITBOpIOBaHOi Mojeli. I1apoIoHTUT MOIeNOBaIN 3a MPUHIMIIOM <IraTypHOI MOJET»,
BIITBOPEHHS TIOTIOHOMAJIIHHS — MUIIXOM OKYPIOBAaHHS TIOTIOHOBUM JIUMOM Y CIIeIiabHIN
MJTACTHKOBIA TEPMETHYHIN KaMmepi. YpaKeHHS NUTyHKOBO-KuiikoBoro Tpakry (LLIKT) y
IIypiB IHAYKYBAJIA JIOJaBaHHAM areTaTy aMOoHit0 2 I/J1 10 MUTHOT Boau mpoTsarom 10 mHiB,
gyepe3 3 aHi micis gyoro BBoamiH per os 0,4 mi cycnen3ii H.pylori 5.108 KYO/mut nBivi Ha
JeHb TpoTAroM 7 pAHiB. ['imepanuaHuil TacTpUT BIATBOPIOBAIM IIUISIXOM OJIHOPA30BOIO
BBeJICHHS 5% pPO34YMHY OIITOBOT KUCIIOTH 13 paXyHKY 4 MJI/KT Macu uepe3 30H[ 3a 5 AHIB 10

novyatky pociipkeHHs. Ha [l emani BuBYamu e(EKTUBHICTh MICIIEBOTO BIUIUBY



PO3pOOIEHOTO TEMI0 Ta refo mopiBHAHHA Ha 40 mrypax Takoro X BiKy, CTaTi, pO3BEICHHS
Ta pAaLlOHy XapyyBaHHSA, fKI CKJIamM 5 rpyn mo &8 wHIypiB y KOXHIA. BinrBopeHHs
MapOJOHTUTY Y MOEAHAHHI 3 TIIEPAalUIHUM FaCTPUTOM B YMOBAX 1HTOKCHKAILI11 TIOTFOHOBUM
IMMOM BHSIBWIO TIOPYIIEHHS B TKaHWHAX MApOJOHTA: MiJBUIICHHS MIKPOOHOTO
0OCIMEHIHHS (32 aKTUBHICTIO ypea3u), IHTEHCU(DIKALI0 MEPEKUCHOIO OKUCICHHS JIMiIiB
(ITOJI) (3a BMicToM MasnioHoBoro fianbaeriay (MJIA), po3BUTOK 3amalieHHs (3a aKTUBHICTIO
enacta3y) Ha TN 3HWKEHHS Hecneuu(piuHOTO aHTUMIKPOOHOTO 3aXUCTy (aKTHBHOCTI
JT301MMY) 1 MPUTHIYEHHS aHTHOKCUAAHTHOTO 3axucTty (AO3) (aKTMBHOCTI KaTasla3u).
Po3poOnenuii reis B TKAHMHAX NapoAOHTa I1ypiB HopMai3ye npouecu [10J1, 3anobiraroun
3aMajieHHI0 1 KOHTaMiHAIli MaTOreHHOI MIKPO(IIOpOI0, BIJHOBIIOE CTAH MICIIEBOTO
IMYHHOTO 3aXHUCTy. Y LIypIB, SIKUX JIKYBaJIU PO3POOJIEHUM rejieM, Y MOPIBHSAHHI 3 TPYIOI0
IIypiB, SKUM 3aCTOCOBYBAJM T'elb MOPIBHSHHS, BHSBWIO B TKaHWHAX MAapOJOHTA OibII
BUPA3HUIA MPOTH3AMAIbHUN, AHTHUMIKPOOHWH, aHTHOKCHIAHTHUN eQeKTH, 10 Haaalo
MOJKJIUBICTh PEKOMEHIyBaTH pO3pPOOJIEHUI Teib HJs 3aCTOCYBaHHS B MPAKTUYHIN
CTOMATOJIOTi.

Kniniuni 0ocnioscenns BKIIOYATU  KJI1HIKO-TA0OpATOPHI JOCHIKEHHS: KIIHIYHI
(ckapru martieHTiB, 30ip aHaMHe3y, OMUTyBaHHS (TecT darepcTpomMa), OrJisjl, BU3HAUCHHS
TIriEHIYHUX 1 TTAPOJOHTAIIBHUX 1HJIEKCIB); (YHKIIIOHAJBHI (YJIBTPa3BYKOBE JOCIIIKEHHS
(Y3AI') xpoBOTOKY TMapoaoHTa, BHU3HaueHHs pH poToBOi piaWHU 1 MIBUIKOCTI
CIIMHOBHUUICHHA); OloxiMiuHi (mBuakui ypeasnuit tect (ILIYT) 3 marepiamoMm 3 poToBOi
nopoxuuan (PIT); Buznauenus nokasaukiB [IOJI — MJIA, nmienoBux kon'toratr (JIK);
depmentiB  AO3 — karanasum, cynepokcuaaucmytasu (COJl); aHTHOKCHIAHTHO-
npookcuganTHoro iHgekcy (AIIl) (3a CHiBBIZHOIIEHHSM AaKTUBHOCTEW KaTamasu 1
koHreHTparii MJIA); moka3HWKa MICIEBOT PE3UCTEHTHOCTI — JI30IMMY; Mapkepa
MIKpoOHOTO 00CiMEeHIHHS — ypeasu; cTyneHs nuc6io3y (CJI) (cniBBimHOIIEHHS BITHOCHHUX
aKTUBHOCTEH ypeasH 1 JI301MMY); MapKepa 3anajeHHs Ta JeCTPYKIIi TKaHUH — eJlacTa3u);
MOJIEKYJISIpHO-0ioorivuni  (momiMepasHa mnanioroBa peakiis (IIJIP) s Bu3HaueHHs
MapoJOHTONATOTeHHUX MikpoopraHismiB Ta iHdekmii H.pylori PIT); cratmctmuni (mis

00pOOKU OTPUMAHUX PE3YIBTATIB AOCIIIKEHHS).



1 eman xnA1HIYHUX JOCHIIXEHBb — 00cTexkeHHs 90 maifieHTiB (46 40JI0BIKIB 144 KIHKH),
BIKOM Bia 25 10 44 pokis, skl ckianu 3 rpynu. I[lepma (ocHoBHA) rpyna — 48 mauieHTiB,
xBopux Ha XI'TI mouaTtkoBoro, I crynens na i XI'T, acomiiioBanoro 3 H.pylori, 3i craxem
TIOTIOHOTIATIIHHA 5-7 POKIB 1 KUTBKICTIO BUKYpEeHUX Iurapok Big 15 mo 20 Ha no0y. pyra
rpyna (rpyna nopiBasiHHs) — 22 nauienTu 13 XI'TI modatkoBoro, I crynens na tm XIT,
acormiiioBanoro 3 H.pylori, 6e3 mkimmmBoi 3Buuku. Tpers (koHTpodbHA) rpyma — 20
3I0POBHUX OCi0, SIKi HE MaJli y aHaAMHE3l COMaTHYHHMX 3aXBOproBaHb, marosorii PIT Ta
mkimBuX 3BU4ok. B 1 1 Il rpymax mikap-racTpoeHTEpOJOr BCTAaHOBJIIOBAB J11arHO3
XPOHIYHOTO TacTpUTy, acoiliiioBanoro 3 H.pylori (tum B), 3 migBHIIEHOI CEKPETOPHOIO
dyHKII€IO (TIIEPCEKPETOPHUT).

B pesynbTaTi AOCHIIKEHb Yy TAali€HTiB | Tpynmu BHSIBICHO TSKKHH 3amajibHO-
JECTPYKTUBHHH TPOIEC B TKAHWHAX MAPOJIOHTA, SIKUH CYIPOBOYKYBABCS TIOTAHUM CTaHOM
ririeau PII 3a mokasnukamu iHgaekcy OHI-S ta cTanoM TKaHWH Mapoj0HTA 32 MOKA3HUKAMU
PI Ta PMA. VY xyp11iB cTyIiHb KPOBOTOUYMBOCTI MAPOIOHTATIBHOI KUIIIEH] OYB 3HIKCHHUH Ha
15,3 %, y mopiBHSIHI 3 TAKUMHU, XTO HE MaJUTh, 110 MOSCHIOBAIOCH Ba30OKOHCTPUKTOPHOIO
ni€r0 HIKOTHHY. 3a TectoM darepctpoma cepell TIOTIOHO3AJIECKHUX MaiieHTiB 43,8% — 3
HU3BKHUM, 33,3% — 3 cepenHiM T1a 22,9% — 3 BUCOKUM PIBHEM HIKOTHHOBOT 3aJI€KHOCTI.

Pesynpratn Y3/II' Tkanun mapomonTa B | Tpymi BusiBHIM 30UIbIIEHHS 1HIEKCY
nysbcarii 'ocminra Pi ta 3Hmwkenns inaekcy Ilypcens Ri, 110 BigoOpaskae HU3BKHIA TOHYC
CTIHOK CYJIMH Ta PO3IIMPEHHS CTIHOK apTepioil; 3HKECHHS MBUIKOCTI CIMHOBUIUICHHS Ta
pH potoBoi pinunu. bioximiuni mapkepu PII B I rpymi Oynu ripmi Hix y I-i#1 rpymi:
aKTHBHICTHh KaTajasu, jJizouumy Ta 3HadeHHs AlIIl mwxui (Ha 32,6%, 42,6% 1 50,9%
BinmosingHO), BMicT MJIA, JIK, COJ] (Ha 38%, 46,2% 1 36,7% BinmoBigHO), aKTUBHICTH
ypeasu (Ha 47,5%), enactasu (Ha 72,8%) — 3nauyHo Buiri. CJI y KypIiiiB 3pocTaB y MOpiBHSHI
3 TPYTOIO MOPIBHSHHS Ta KOHTPOJt0. Y narieHTiB | rpymu pesyneratu [1JIP-anani3zy BusiBuB
HaWBHUIUMH pIBEHb MApPOJOHTONATOreHIB Ta mnomupeHus H.pylori (62,5%), mo
y3ropkyBanioch 3 ganumu LIYT 3 matepianom 3 PII (70,8%).

Ha /I emani xniHIYHUX JOCHIIKEHb BU3Hadaiu eheKTUBHICTh 3acTocyBaHHs JIIIK,
SAKUWA BKJIIOYAaB: po3poOJieHHil renb (HaHOoCWIM Ha sicHa y kuibkocTi 0,05-0,2r), BruiuB

ynbTpadoHodope3y (dactora konuBanb 830 kl'1, inTeHcuBHicTh 0,4 Bt/cM2 vy
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IMITYJILCHOMY PEXKHMi, €KCIO3UIII€I0 5 XB., OAUH pa3 Ha A00y, 3arajibHUM KypcoMm 10
MpoIIeAYp Yepe3 JIeHb), CAaMOCTIIHI aruIiKailii reJro TOHKUM IapoM, 2-3 pa3u Ha 100y uepes
piBHI IPOMIDKKHM 4acy, MICJs MpUHoOMy X1 Ta ririeHiuHux 3axofiB PII, excrosuuiero 15
XBWIMH; MPU3HAYEHHS MPoOIOTHYHOro mpemnapary no 1 mactunui 2 pasu Ha 100y (1-a
MacTUJIKA MICHs CHiAaHKy Ta ririenu PII, 2-a mactunka nepen cHoMm, miciis mpuiomy ki Ta
ririeniyaux 3axo/iB PII, 1o moBHoro po3cmoktyBanHs y PII, 3a 2 ronunu 10 abo uepes 2
TOJIMHU MICIIs NPUOMY aHTUO10THKIB Ta yepe3 30 XBUIIMH MICHS arIiKallii relito, BIPOI0BK
2 TWXHIB); MPU3HAYEHHS aHT10POTEKTOPHOro npemnapaty no 1 tadxerui 1000 mr Ha 100y,
miJ] 9yac CHiIaHKY, BIpo1oBxk 6 micaiiB. JITIK npuznauanu paszom 3 6azoBoro teparniero XTI
noyaTtkoBoro, | crynens. [IpodinakTuaHuii Kypc UIsl JaHOI KaTeropii XBOPUX — B PEKUMIi
JikyBaHHs 3 pa3u Ha pik. B 3anexxHocTi Bir oOpaHoro crnocoOy JiKyBaHHS NalieHTH | rpynu
posnonuieHi Ha 1Bl miarpynu. Y miarpymi ['l1.1, n=24 xpim 6a3oBoi Tepamii XITI
npusHavanu JIIIK, xBopum apyroi nigrpynu (I'1.2, n=24) kpim 6a3oBoi tepamii XI'TI —
npouenypu yibTpadoHodopesy 3 mianedo. [lamienram II rpynu (n=22) okpim 6a3oBoi
tepanii XI'TI npuznauyanu JIIIK. EdexkTuBHICTh JiKyBaHHS OIliHIOBaIM oapa3y micis JITIK
Ta BOPOJOBXK 18 MICAIIB BiJl MOYATKy TEPANIEBTUYHOTO BTPYYaHHS. Y TAII€HTIB MiATPYITH
I'1.1, cran ririenn PII, 3rimHo mokasnuka iHaexkcy OHI-S, mokpamuBes Bxe Ha 7 100y
JiKyBaHHS Ta 30epiraB IO3WTUBHY JAWHAMIKY Y BiIJaJieHI CTPOKH CIIOCTEPEKCHHS.
ITokasnuku iHAekciB PI, PMA Ta iHAeKCY KpOBOTOUYHMBOCTI OYJIM y MO3UTHBHIA JUHAMIIII,
SK Y HAMOJIMKY1, TaK 1y BignanaeHi ctpok. [amientn nigrpymum ['1.2, Maiu MEHII BUPaKEHY
MO3UTUBHY nuHaMiKy 3a nokasHukamu OHI-S, PI, PMA Ta iHmekcy KpOBOTOYMBOCTI SIK Yy
HAaWOMIKYl, TaK 1 y BiamaneHi CTpoku crocTepexxeHHs. Pesynapraté Y31 KpoBOTOKY
napojoHTa B miarpymnax ['1.1 ta I'1.2 micis nikyBaHHS KOHCTaTyBaJH MOBUTHHI MMO3UTHUBHI
smind: iHAekc Piy migrpymi I'1.1 3am3uBcs Ha 20,2% Ta iHgexc Ri 30umbmmBes Ha 42,2% y
MOPIBHSAHHI 13 TaKMMU 10 JikyBaHHsA. Uepe3 6 Ta 18 micsamiB iHaekc Ri qocsar mokasHUKIB
HOpMH, a iHaekc Pi — muimre yepes 18 micsami. Y miarpymi I'1.2 ingexc Pi 6e3mocepeHb0
TICIIS JTIKYBaHHS 3aJIMITUBCA 0€3 3MiH, B TOH dac sk iHaekc Ri 3pic Ha 34,5% y nopiBHSHHI
3 MOKA3HUKOM [0 JIIKyBaHHs. Jluiie yepe3 18 micAliB B 1iil miArpymi NOKa3HUKU AOCSTIN
3Ha4eHb HOpMU. [T0Ka3HUKM MIBUAKOCTI CIMHOBUAUICHHS Ta pH poTOBOI piiHM B MiArpyMi

I'l.1 y HaitOnukui Ta BiiJlajieHl CTPOKHU CIIOCTEPEKEHHS TaKOK OyJM Kpalll y MOpIBHSHHI



13 marpynoto I'l1.2. bioxiMiuHi Mapkepu mnokaszanu, mo po3podsenuid JIIIK y xBopux
miarpynu I'l.1 cnpusas Hopmanizauii npouecis [1OJI (piBers MIA Ta JIK 3HMKYyBaBcs) Ta
AO3 (akTuBHICTH KaTasna3u miasBuinyBanach, COJl 3HMKyBanacs), HopMaiizauii MiclieBO1
HecnenupiyHOoi PE3UCTEHTHOCT! (MIABUIIEHHS AaKTUBHOCTI JI30IMMY), YHOBLILHEHHIO
3anajgbHO-IECTPYKTUBHUX TMPOIECIB 3a aKTHUBHICTIO €J1acTa3u, 3HIKEHHIO MIKPOOHOTO
oOCIMEHIHHS, IO Kopentoe 3 mokazHukamu CJ Ta akTUBHOCTI ypea3u. PesynbpTaTn
010XIMIYHUX JOCIIJIKEHb Y BIIJJAIEH1 CTPOKHU 30€epirajiu MO3UTUBHY TMHAMIKY MTOPIBHSHO 3
MOKa3HUKaMU N0 JiKyBaHHS. XBopi miarpynu ['1.2 BOpomoBk JIKyBaHHS HE MajH
J0CTaTHBOI HOpMai3alii 6ioxiMiyHuX MapkepiB. 3actocyBanHs JIIIK B migrpyni I'1.1 Oyno
e(eKTUBHUM Yy KOPOTKI 1 BIJQJICHI CTPOKHU CHOCTepekeHHs 3a pesynbratamu IYT y
nopiBHsHI 3 miarpynor I'1.2. Onpa3sy micis aikyBaHHA Hp-TO3UTHBHA peakxilis BUSBIISBCS
y 45,8% ob6cTexenux, uepes 6 micsiiB —y 41,7% ta yepe3 12 micsiis — nuiie y 33,3% ocio.
PesynpraTu [1JIP-ananizy B miarpynui ['1.1 micns nikyBaHHS MOKa3aidd 110 MOLIUPEHICTh
H.pylori PIT cknagana 25,0%, y nmarientiB miarpynu ['1.2 — 37,5% oci6 Ta y namienTis 11
rpynu — 22,7%. YV mnamientiB miarpynua ['1.1 3meHmIyBanuch KUTBKICTh Ta BiICOTOK
NapoJOHTONATOTEHIB Y MapOAOHTAIbHUX KHUIIEHSX 3a mokazHukamu [1JIP-ananizy Ta
criocTepirajiach OUTBII BUpa3Ha MO3UTUBHA JMHAMIKA CTaHy TKaHUH ITapOJIOHTa y MAIli€HTIB
IpyIU MOPIBHSHHS MPHU 3acTOCyBaHHI 0a30B0i1 Teparrii 1 JITIK, mo 06yMoBieHO BIACYTHICTIO
HETaTUBHOTO BIUTMBY TIOTIOHOIAJIIHHS HA €(PEKTUBHICTD JIIKYBaHHS.

HaykoBa HOBM3Ha OTPUMAHMX pe3yJbTaTiB: BIepIIEe BHUBYABCS OJHOYACHHUI
BIUMB TIOTIOHONANIHHS 1 XI'T, acoriiioanoro 3 H.pylori, Ha cTaH TKaHWH MapoJOHTa Ta
BITuB 3arpornonoBanoro JIIIK y miei kareropii XBopux Juisi JiKyBaHHS 1 PO ITaKTUKU
XI'TI mouatkoBoro, | cTymeHs; Brepile BU3HAYEHO 3MIHM B TKAaHMHAX MApOJOHTa TpU
MOJICITIOBaHHI JaHWX KOMOPOIMHMWX MATOJOTIH y MIypiB Ta BHBYCHO BIACTHBOCTI U
e(eKTHBHICTH PO3POOJICHOTO TEII0 Ha BIITBOPEHUX MOJICTISIX; YTOYHEHO HAYKOBI JIaH1 I0/10
HasBHOCTI iH(pekii Helicobacter pylori.

IIpakTuyHe 3HA4YeHHH pE3YyIbTATIB JOCHKCHHS TONSITaE 'y  po3poOil,
obrpyHtyBaHHi 1 BrnpoBamkeHHl JIIIK Ta cmocobi Moro BHUKOPUCTaHHS JI MICIIEBOTO
JNIKyBaHHS Ta NPO(IIAKTUKKA 3aXBOPIOBAHb TKAHWH NApPOJOHTAa Y TIOTIOHO3AJEKHUX

MAIi€HTIB Ta Y MAIIEHTIB, sIKi He MajsaTh, 3 XI'T', acomiioBanum 3 H.pylori. {o ckmamy JITIK



BXOJIUTh Tellb «ArmicaH» (MaTeHT Ha KOpUCHY Mojeinb Ykpainu Nel21919, mareHt Ha
KopucHy wmonenb Ykpainu Nel30112), npoGioTmyHuil mnpemapaT KOMOIHAIll IITaMmiB
Lactobacillus reuteri Ta aHriompoTeKTOpPHHIA Tpemapar MIKPOHI30BaHOI OYUIICHOT
(d1aBoHOITHOT PpaKIIii.

BucHoBkwu.

VY auceprauifiHiii poOOTI MPEACTAaBICHO TEOPETUYHE Y3arajbHEHHS Ta HAYKOBO-
NPAKTUYHE PIlICHHS aKTyaJbHOTO 3aBJaHHS CY4YaCHOI CTOMATOJIOTii — TIiJBHUIECHHS
edexkTuBHOCTI JiKyBaHHs Ta npodurakTuku XI'Tl y TIOTIOHO3aNeKHUX Malli€eHTIB HA Tl
XI'T, acomiiioBanoro 3 H.pylori, nuisxom KiiHIKO-eKCIIEPUMEHTAILHOTO OOTPYHTYBAHHS 1
po3pobku JITIK.

1. BusiBieHO OLTBII TSHKKHHA 3aNaIbHO-ECTPYKTHBHUHN TpoIiec (3a TOKa3HUKaMHU
KJTIHIKO-JIa00paTOpHUX 1 PYHKITIOHATIBHUX JOCITIPKEHB) Y TIOTIOHO3JIC)KHUX TAIlIEHTIB 13
XI'T, acomitioBanum 3 H.pylori, y mopiBHsHHI 3 maIlleHTAMH 3 1IEHTHYHOIO KOMOPOiTHOO
naToJIoTi€r0, ajie 0€3 IIKIJIUBOI 3BUUKH, III0 O0OYMOBJICHO HASBHICTIO Y JaHUX MAIlIEHTIB
(dbakTOpy pU3UKYy — TIOTIOHOIIAJIIHHSI.

2. B nmporeci excrnepuMEHTaIbHOTO MOJENIOBAHHS MApOJOHTHTY Ha Tl
rinepanyaHoro TacTPUTY TPH  IHTOKCHKAIl TIOTIOHOBUM JIMIMOM  BiOYBa€ThCs
MOTCHI[IFOBAHHS BIUIMBY JIBOX HECHPHATIMBUX YWHHHKIB, SKI BUKJIMKAIOTh 3HAYHI 3CYBH
CTPYKTYPHO-METa0OIIYHUX IMOKA3HHUKIB 3aMalIbHUX PEakiliii B TKAaHWHAX SCEH 1 CHPOBATIII
KpOBI.

3. B ymoBax ekcmepuMeHTy y IypiB 3 BILATBOPEHMM MApPOJOHTHUTOM Ta
rinepaluIHAM TacCTPUTOM IIPU IHTOKCHKAIll TIOTIOHOBUM JHMOM pO3pOOJICHUIN Telb
MOKa3aB MICIIEBY 3aXHCHY Ji0 Ha TKAHWHU IapOJIOHTA, CTUMYIIOIOYN Hecmenudiuny
PE3UCTEHTHICTh Ta KOPETYIOYH ITUTOKIHOBY PETYIIAIII0, MPOSBISIOUM aHTUMIKPOOHMIA,
AHTUOKCHJIAHTHUH €(EeKTH, CIpHIB eliMiHaIlll 3amaJbHOrO MpOIeCy, IO Ja€ MiJCTaBy
PEKOMEHIyBaTH JI0 3aCTOCYBaHHS pO3poOJieHMid 3acid M1 mpodUTaKTUKU Ta JIIKyBaHHS
XTI'TI y TIOTIOHO3AJIE)KHUX XBOPUX 3 KUCIOTO3aIeKHUMU 3axBoproBaHHsmu [IIKT.

4, s npodinaktuku 1 aikyBanHs XI'II y TroTIOHO3an€KXHUX MAIlEHTIB Ha Tl
XIT, acomifioBanoro 3 H. pylori, 3anpomonoBanmii JIIIK, skwii ckiagaerbes i3

3aCTOCYBaHHS PO3POOJIEHOIO T'ellI0 SIK Y TOEAHAHHI 3 YIBTPaPOHOPOPE30M, TaK 1y BUTIISIAL



aruTikaIiii Ha sicHa; Ipo0iOTHYHOTO MpenapaTy koMOiHamii mramis Lactobacillus reuteri ta
AHTIOMPOTEKTOPHOrO TMpernapary MIKPOHI30BaHOI OYHUIEHOi (hJIaBOHOITHOT (pakiiii.
[IpodinakTuunmii Kypc sIBJIsIB COOOI0 MPUIOM KOMILJIEKCY MPENapaTiB B peKUMI JIIKyBaHHS
3 pa3u Ha piK (aHT10MPOTEKTOPHUHN IIpenapaT 3riJHO 3 IHCTPYKIIEIO IO 3aCTOCYBaHHS ).

5. JoBeneno, mo 3actocyBaHHs 3anporoHoBaHoro JIIIK y TiOTIOHO3aJIeKHUX
narientie i3 XI'TI mouarkoBoro, I crymens wa Tmi XI'T, acomiiioBanoro 3 H.pylori,
BUSIBWJIOCS €PEKTUBHUM y KOPOTKI 1 BiJIaJIEH]I TEPMIHHM CIIOCTEPEKEHHS 32 Pe3ysIbTaTaMU
KJIIHIYHOTO OOCTEXEHHs (IOKpAIIeHHs TIr€EHIYHOrO CTaHy Ta KIIHIYHOTO CTaHy TKaHWUH
NapoJ0HTa), (PYHKIIOHAIBHOTO JOCIIKEHHS (HOpMalli3alis MIKpOLMPKYJIALIl TKaHUH
napoJoHTa, (PI3UKO-XIMIYHUX BIACTUBOCTEH POTOBOI PIAMHU), O10XIMIYHOTO JOCIIIHKEHHS
(mopmanizaris  I1OJI-AO3  OGamancy, MicieBoi Hecnenu@iuHOi  PE3UCTEHTHOCTI,
CHOBUIBHEHHS 3aMalibHO-IE€CTPYKTUBHUX MPOIIECIB, 3HWKEHHSI MIKPOOHOTO OOCIMEHIHHS
PII), momnekynsapHO-010JIOTTYHOTO JOCHIPKEHHST (3HUKEHHS KUIBKOCTI 1 MPOIEHTY
BUSIBJICHHS ITAPOJIOHTOINATOTCHIB) Ta 3HWKCHUMH TIOKa3HUKaMu moruperocti H. pylori (3a
nannvu  IIIYT Tta IlJIP-amanizy). Otxe, oTpuMaHi pe3yJbTaTH JdarOTh IIiJCTaBU
pexomenayBatu nanuii JIIIK mis BopoBapkeHHs B Cy4yacHY CTOMATOJIOTIYHY MPaKTHUKY
II0JI0 3aCTOCYBaHHs Yy AaHoi Kareropii xBopux. JloBemeno, mo 3actocyBanus JIIIK y
NaIlie€HTIB, sKi He nansATh, 13 XI'II mouyarkoBoro, I ctynens na T XI'T, acomiiioBanoro 3
H.pylori, nposiBuB Oinbll BUPa3HU# MMO3UTHUBHUI JIIKYBaJbHO-MPOPLIAKTHUHUN €PEKT Y
MOPIBHSAHHI 3 TIOTIOHO3AJIC)KHUMHU TAIllEHTAMU 3 1ICHTUYHOI KOMOPOIIHICTIO, IO
MOSICHIOETHCS BIJICYTHICTIO MIKIUTMBOTO BIUIMBY TIOTIOHOMAJIHHS Ha PE3yJIbTaTHUBHICTD
3aCTOCOBAHUX JIIKYBaJbHUX 3aXO/IiB.

Kniouosi cnosa: XpoHIYHWI TeHEpai30BaHUN MapOJOHTHUT, TIOTIOHOMATIHHSA,
XpoHIuHWHK Timepanumauid ractpur, Helicobacter pylori, wmikporupkymnsmis TKaHUH
MapoJI0OHTa, JIKyBaHHA, Mpo(diTakTHKa, aminpoayKTH, O0i0(hJIaBOHOIAN, MTPOOIOTHUKH,

ynbpTpadoHodopes, eKCIEPUMEHTAbHI TBAPUHH.

ANNOTATION
Zolotukhina O.L. Clinical and experimental substantiation of the use of

treatment and prophylactic complex in tobacco dependent patients with chronic



8

generalized periodontitis associated with chronic hyperacid gastritis. — Qualifying
scientific work written as a manuscript.

Thesis for the degree of Doctor of Philosophy in the field of knowledge 22 — Health
care by specialty (221 — Dentistry). — The Odessa National Medical University of the
Ministry of Health of Ukraine, Odessa, 2021.

The thesis deals with increasing the effectiveness of prevention and treatment of
chronic generalized periodontitis (ChGP) in tobacco dependent patients with chronic
hyperacid gastritis (ChHG) associated with Helicobacter pylori (H.pylori, Hp) by
substantiating and developing the treatment and prophylactic complex (TPC).

The aim of the work is to increase the effectiveness of prevention and treatment of
ChGP in tobacco dependent patients associated with chronic hyperacid gastritis by
substantiating and developing the TPC.

In order to achieve the aim of the study, experimental studies were conducted in 2
stages. At the first stage the properties of the developed “Apisan” gel for oral care under
conditions of periodontitis reproduction against a background of simulated hyperacid
gastritis and tobacco intoxication were studied. The experiment was performed in 2 stages.
The 1st stage — study of changes in periodontal tissues on 32 white Wistar rats of both
sexes, two months of age, herd breeding, which were kept on the ONMedU vivarium the
standard diet. All the animals were divided into 4 groups depending on the reproduced
model. Modeling of periodontitis was performed by the “ligature model” principle.
Reproduction of smoking was carried out by fumigation with tobacco smoke in a special
plastic sealed chamber. Gastrointestinal lesions in rats were induced by the addition of
ammonium acetate 2 g/l to drinking water for 10 days, after 3 days followed by per os
administration 0.4 ml suspension of Helicobacter pylori 5.108 CFU/ml twice a day for 7
days. Hyperacid gastritis was reproduced by a single injection of 5% acetic acid solution at
the rate of 4 ml/kg body weight through a tube 5 days before the start of the experiment. At
the second stage of the experiment the efficacy of the developed gel and the comparison gel
local usage was studied on 40 Wistar rats of the same sex, age, breeding and diet, and were
divided into 5 groups by 8 rats each. Periodontitis reproduction combined with hyperacid

gastritis and tobacco intoxication revealed disorders in the periodontal tissues: increase in
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bacterial contamination (by urease activity), lipid peroxidation (LP) intensification (by
malonic dialdehyde level (MDA), inflammation development (by elastase activity) against
a background of decrease of non-specific antibacterial defence (lysozyme activity) and
antioxidant defence inhibition (catalase activity). The developed gel in periodontal tissues
of rats normalizes lipid peroxidation processes, prevents inflammation and pathogenic
micriflora contamination, reactivating local immune defence. The rats treated with the
developed gel as compared with the comparison gel gel had in periodontal tissues more
pronounced anti-inflommatory, antibacterial and antioxidant effects, which makes us to
recommend the developed gel usage in the dental clinical practice.

Clinical trials included clinical and laboratory examinations: clinical (complaints of
patients, anamnesis, Fagerstrom test), examination, determination of hygienic and
periodontal indexes, functional (blood flow ultrasound), determination of oral pH and
salivation, biochemical (urease test (RUT) with material from oral cavity, LP determination
— MDA, dienic conjucates (DC), AOD — catalase, superoxide dismutase (SOD),
antioxidant-prooxidant index (API) (by correlation of catalase activity and MDA
consentration); indicators of local resistance — lisozyme, bacterial contamination markers
— urease, disbiosis level (DL) (correlation of urease and lysocime relative activity); marker
of tissue inflammation and tissue disruction — elastase); molecular-biologic (polymerase
chaine reaction (PCR) for determination of periodontal microorganisms and oral infection
H.pylori), statictical (for data obtained processing).

At the first stage we studied 90 patients (46 men and 44 women), aged 25 to 44 years,
were examined, which were divided into 3 groups. The first (main) group consisted of 48
patients with primary, first-degree ChGP on the background of ChHG associated with H.
pylori, with a smoking experience of 57 years and the number of smoked cigarettes from
15 to 20 per day. The second group (the comparison group) included 22 patients with
primary, first-degree ChGP having a history of concomitant ChHG associated with H.
pylori, but without the bad habit of smoking. The rest 20 patients were the third (control)
group of healthy individuals who had no oral pathology, comorbid somatic diseases and bad

habits. A gastroenterologist diagnosed chronic gastritis associated with Helicobacter pylori
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(type B), with increased secretory function (hypersecretory) in the patients in the 1 and 2
groups.

The study revealed in patients of the 1st group a severe inflammatory-destructive
process in periodontal tissues, which was accompanied by poor condition of the oral cavity
by OHI-S index and state of periodontal tissues by indicators of periodontal index (PI) and
papillary marginal alveolar (PMA) index. In smokers the level of bleeding of periodontal
pocket was decreased by 15.3 % as compared with non-smokers, which was explained by
vasoconstictory effect of nicotine. By Fagerstrom test among tobacco-dependent patients
43.8 % had low, 33.3 % — average and 22.9 % — high level of tobacco dependence.

Ultrasound examination of periodontal tissues in the 1st group revealed increase in
Gosling Pi index and Pourcelot Ri index, which proves a low level of the vascular walls tone
and delation of arteriols walls, decrease in salivation speed and the oral pH. Biochemical
markers of the oral cavity in the 1st group were worse as compared to the 2nd group: catalase
activity, lysozyme and APl values were lower (by 32.6%, 42.6% and 50.9%,
correspondingly), and the level of MDA, DC, SOD (by 38%, 46.2% and 36.7%
correspondingly), urease activity (by 47.5%), elastase (by 72.8%) — much higher. DL in
smokers increased in the groups of comparence and control. PCR showed that patients of
the 1st group had the highest level of periodontal pathogens prevalence of oral H.pylori
(62.5%) which corresponded to (rapid urease test) RUT data with oral cavity material
(70.8%).

At the second stage of clinical trials we studied effectiveness of the proposed TPC,
which included: the developed gel (applied on the gums in amount 0.05-0.2 g, effect of
ultraphonophoresis at oscillation frequency 830 kHz, intensity 0.4 W/cm? in a pulse mode
with 5 minutes exposure, once a day, a total course of 10 procedures every other day.
Patients were also prescribed gel by applications on the gums during 15 minutes with a thin
layer in amount 2-3 times a day at regular intervals, after meals and oral hygiene.
Prescription of probiotic drug by 1 pastil 2 times a day (the 1st pastil after breakfast and oral
cavity hygiene, the 2nd pastil before bedtime, after meals and oral hygienic measures, up to
complete dissolving in the oral cavity, 2 hours before or 2 hours after taking antibiotics and

30 minutes after application of gel, within 2 weeks); appointment of angioprotective drug 1
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tablet of 1000 mg per day, during breakfast, for 6 months. TPC was prescribed together with
the basic therapy of the initial, | degree ChGP. The preventive course for this category of
patients — in the treatment regimen 3 times a year. Depending on the chosen method of
treatment, patients of group | were divided into two subgroups. In 1st subgroup (G1.1,
n=24), TPC was prescribed along with the basic therapy of ChGP, patients of the second
subgroup (G1.2, n=24) in addition to the basic therapy of ChGP — ultraphonophoresis
procedures with placebo were prescribed. Patients of group Il (n=22) in addition to basic
therapy of ChGP, TPC was prescribed. The effectiveness of treatment was evaluated
immediately after the treatment and within 18 months from the start of therapeutic
intervention. In patients of subgroup G1.1, the state of hygiene of oral cavity, according to
the OHI-S index, improved by the 7th day of treatment and maintained a positive trend in
the long-term follow-up. Indicators of PI, PMA and bleeding index had positive dynamics,
both at the near and long term. Patients of subgroup G1.2 had less pronounced positive
dynamics in terms of OHI-S, PI, PMA and bleeding index both at the near and long term.
Ultrasound results of periodontal blood flow in subgroups G1.1 and G1.2 after treatment
showed slow positive changes: Pi index in subgroup G1.1 decreased by 20.2% and Ri index
increased by 42.2% compared to those before treatment. After 6 and 18 months, the Ri index
reached normal levels, and the Pi index — only after 18 months. In subgroup G1.2, the Pi
index remained unchanged immediately after treatment, while the Ri index increased by
34.5% compared to the pre-treatment indicator. Only after 18 months in this subgroup the
indicators reached normal values. Indicators of salivation rate and pH of oral fluid in
subgroup G1.1 in the short and long term were also better compared to subgroup G1.2.
Biochemical markers showed that the developed TPC in patients of subgroup G1.1
contributed to the normalization of LP processes (levels of MDA and DC decreased) and
AOD (catalase activity increased, SOD decreased), normalization of local nonspecific
resistance (increased lysozyme activity), slowing of inflammatory processes by elastase
activity, reduction of microbial contamination, which correlates with indicators of DL and
urease activity. The results of biochemical studies in the long term maintained a positive
trend compared to pre-treatment indicators. Patients of subgroup G1.2 during treatment did

not have sufficient normalization of biochemical markers. The use of TPC in subgroup G1.1
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was effective in the short and long term follow up according to RUT results compared with
subgroup G1.2. Immediately after treatment, the Hp-positive reaction was found in 45.8%,
after 6 months — in 41.7% and after 12 months — only in 33.3% patients. The results of
PCR analysis in subgroup G1.1 after treatment showed that the prevalence of oral H.pylori
was 25.0%, in patients of subgroup G1.2 — 37.5% and in patients of group Il — 22.7%. In
patients of subgroup G1.1, the number and percentage of periodontal pathogens in
periodontal pockets decreased by PCR analysis and pronounced positive dynamics of
periodontal tissue condition was observed in patients of the comparison group with the use
of basic therapy and TPC, due to the lack of negative effects of smoking on treatment
efficacy.

Scientific novelty of the obtained results: for the first time the simultaneous effect of
smoking and ChHG associated with H.pylori on the condition of periodontal tissues and the
effect of the proposed TPC in this category of patients for the treatment and prevention of
primary, | degree ChGP; for the first time changes in periodontal tissues during modeling
of these comorbid pathologies in rats were determined and the properties and efficiency of
the developed gel on reproduced models were studied; scientific data on the presence of
Helicobacter pylori infection have been updated.

The practical significance of the results of the study lies in the development,
justification and implementation of TPC and the method of its use for local treatment and
prevention of periodontal diseases in tobacco-dependent patients and non-smokers with H.
pylori associated ChHG. The TPC contains “Apisan” gel (patent for a utility model of
Ukraine No. 121919, patent for a utility model of Ukraine No130112), probiotic preparation
of Lactobacillus reuteri strains combination and angioprotective drug of micronized
purified flavonoid fraction.

Conclusions

The thesis presents a theoretical generalization and scientific and practical solution of
the current problem of modern dentistry — increasing the effectiveness of treatment and
prevention of ChGP in tobacco dependent patients on the background of ChHG associated

with H.pylori, by clinical and experimental justification and development of TPC.
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1. A more severe inflammatory-destructive process (according to clinical,
laboratory and functional studies) was found in tobacco-dependent patients with H. pylori-
associated ChHG compared to patients with identical comorbid pathology, but without a
bad habit caused by a risk factor in these patients — smoking.

2. In the process of experimental modeling of periodontitis on the background of
hyperacid gastritis in tobacco smoke intoxication takes place potentiation of the influence
of two adverse factors that cause significant shifts in the structural and metabolic parameters
of inflammatory reactions in gum tissue and blood serum.

3. In the conditions of the experiment in rats with reproduced periodontitis and
hyperacid gastritis in tobacco smoke intoxication, the developed gel showed a local
protective effect on periodontal tissues, stimulating nonspecific resistance and correcting
cytokine regulation, promoting antibacterial, antioxidant effects, contributed to rapid
elimination of the inflammatory process, which gives grounds to recommend the use of the
developed agent for the prevention and treatment of ChGP in tobacco-dependent patients
with acid-dependent diseases of the gastrointestinal tract.

4, For the prevention and treatment of ChGP in tobacco-dependent patients on the
background of ChHG associated with H. pylori, proposed TPC, which consists of the use of
the developed gel in combination with ultraphonophoresis and in the form of applications
to the gums; probiotic preparation of of Lactobacillus reuteri strains combination and
angioprotective preparation of micronized purified flavonoid fraction. The prophylactic
course was the reception of a set of drugs in the treatment regimen 3 times a year
(angioprotective drug according to the instructions for use).

5. It is proved that the use of the proposed TPC and prophylactic course in
tobacco-dependent patients with primary, first-degree ChGP on the background of ChHG
associated with H.pylori, was effective in short and long-term follow-up of clinical
examination (improvement of hygienic and clinical condition of periodontal tissues),
functional study (normalization of microcirculation of periodontal tissues, physicochemical
properties of the oral fluid), biochemical study (normalization of LP-AOD balance, local
nonspecific resistance, slowing of inflammatory and destructive processes, reduction of

microbial contamination of the oral cavity), molecular biological research (reduction in the
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number and percentage of detection of periodontal pathogens) and reduced prevalence of
oral H. pylori (according to RUT and PCR analysis). So, the obtained results give grounds
to recommend this TPC for implementation in modern dental practice for the usage in this
category of patients. It has been shown that the use of TPC and prophylactic course in non-
smoking patients with primary, first-degree ChGP on the background of ChHG associated
with H.pylori showed a pronounced positive therapeutic and prophylactic effect compared
to tobacco-dependent patients with identical comorbidity, due to the lack of harmful effects
of smoking on the effectiveness of treatment measures.

Key words: chronic generalized periodontitis, smoking, chronic hyperacid gastritis,
Helicobacter pylori, periodontal microcirculation, treatment, prevention, bee products,

bioflavonoids, probiotics, ultraphonophoresis, experimental animals.
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