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Banvoa O.B. KiiHiKO-eKCIIEpUMEHTAJIbHE OOTPYHTYBaHHSA MPOQITaKTUKH
OCHOBHHMX CTOMATOJIOTIYHUX 3aXBOPIOBaHb y JMdiTeH 3 OpPOHXIabHOIO aCTMOI0. —
Kpanidikamiitna HaykoBa mparisl Ha IpaBax PyKOIUCY.

Hucepramisi Ha 3700yTTA CTyHeHs AOKTOpa ¢inocodii 3a CHEmiadbHICTIO
14.01.22 — crtomaromnoris. — JlepkaBHa yctaHoBa «lHCTHTYT cTOMaronorii Ta
mienenno-nuieBoi xipyprii HAMH VYkpainny», Oneca, 2021.

[luTaHHA TIOEMHAHWX YPAKCHb TMOPOKHUHU pOTa Ta OpPraHiB JUXaHHS
3aiiMalOTh BAXKIIMBE MicCIle B AUTSAYiM cTOMATONOrii. AJepridyHi 3aXBOPIOBAHHS
CHOPUSIOTh PO3BUTKY CTOMATOJIOTIYHOI MATOJIOT1I, CTBOPIOIOTh HECIPHUSATIUBI YMOBH
JUISL TBEPJIMX TKAHUH 3yO1B 1 TKaHUH MapoaoHTa. OAHUM 13 BHJIIB TAKOI COMAaTUKH €
OponxianbHa actMa (BA), mo sBiIseTbes 06araroakTOPHOIO MATOJOTIE 3
F€HETUYHUM KOMIOHEHTOM. CTepoigHa Tepamis JIKyBaHHS OpOHXIaJbHOI acTMHU
CTBOPIOE JOJATKOBI HETAaTUBHI PU3UKH JI TBEPAUX TKAaHWH 3yOIB 1 TKaHUH
napogoHTy. Tomy po3poOka NpodUIaKTHUHUX 3aXOdIB MPH CTOMATOJIOTIYHOMY
JIKyBaHHI JiiTel 3 BA € akTyallbHUM 3aBJaHHSM CY4aCHOI CTOMATOJIOT].

B mormmbneHux KIIHIYHUX JOCTIKEHHSAX Opajau ydacTh JITH BikoMm 6-10
POKIB 3 OpOHXiaJIbHOK acCTMOIO (J1larHO3 BCTAaHOBJIIOBAB MEJiaTp), HAMPABICHUX Ha
CTOMATOJIOTIYHE JIIKyBaHHA (OCHOBHA Tpyma — 25 ocib, rpyma mopiBHSHHS — 22
ocobu). JliTasM rpynu TOPIBHSHHA TPOBOJMIACS CaHalllsl TOPOXHUHU poTa 1
npodeciiiHa ririeHa. [[iTH OCHOBHOI IpynH OAATKOBO OTPHMMYBAjd BIPOAOBK |
MICSIISl 3a IHCTPYKIIE€H 2 pa3d Ha PIK JIKyBaJbHO-TPOMIUIAKTHYHUA KOMILIEKC
(JITIK), mro BKJIrOUaB MiciieBo arumikaiii remro «KBepTymigon» (Ha Hiv), SIKAA MICTUTD
010()1aBOHOI]] KBEPUETUH, MPEOIOTHK 1HYJIH, IMyHOCTUMYJISTOP IMYJOH 1 LUTpaT
KaJIbIIifo, 1 per os mpemnapat «JIekBin» (1 Taba. 2 pa3u Ha ACHB MICHS MPUHOMY 1XKi),
10 MICTUTB J0AaTKOBO jJeruTuH (po3podka Y «ICLIJIX HAMH VYkpainny).

Ha nepmromy erari ekciepuMeHTy OyJio MPOBENCHO MOPIBHUIBHE BU3HAYCHHS
MapOIOHTONPOTEKTOPHOI /i1 KOMIUIEKCHUX MYKO30aAre3uBHUX TemiB «KBepTyminy
(KBEpLUTHUH, 1HYIIH, UTpaAT Kaiblito) U «KBepTymiaon» (KBEpTYJiH, IMYJIOH), SKi

HAHOCUJIM Yy BWIJISAl arulikauid [rypam BOpoJoBX 14 nHiB mogHs Ha (¢oHi
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«IIpennizonony». IIpu bomy BUBUaIHCA 010XIMIYHI MTOKA3HUKH KPOB1, TOMOTE€HATIB
SICEH Ta KICTKOBUX TKaHUH ITypIB.

Ha ngpyromy erami eKCHEpHUMEHTAIBHHX JOCHIKEHb OYB ampoOOBaHMit
KOMIUIEKC mpemnapartiB «KBeprymigon» wmiciieBo (opaibHi arikarii) 1 «JIekBiH» per
os (50 mr / kr mypu) Ha (OHI MOAENHOBAaHOrO IMyHOAEe(IUTY. [lochmimkeHHs
IPOBOAWIIMCS Ha Oummx 1mrypax (27 ocobun) miHii Bicrap. Ilpu mpomy Takox
BUBYAINCH O10XIMIYHI NMOKa3HUKU KpPOB1, TOMOTEHATIB SICEH Ta KICTKOBHUX TKaHHH
IIYypIB.

B imiHIIl Ha pi3HUX eTamax CIOCTEPEKEHHS TMPOTSATOM 2 POKIB IpHU
BUKOPHCTaHHI KOMIUIEKCY mpenapariB «KBepTynigoH» MicleBO (OpasibHi ariikarii) 1
«JIekBiH» per os ouiHIOBaNIWCH y AiTed 3 BA cran TBepaux TKaHUH 3yOiB, CTaH
TKaHWH TapOJIOHTY, TIT€HIYHUN CTaH POTOBOI MOPOKHUHM, 010XIMI4HI Ta 610¢i13UUHI1
MMOKa3HUKU POTOBOI PIAMHU, GYHKIIOHATBHUI CTaH MIKPOKAIMUIIPHOTO pycia TKaHUH
HapoJOHTy Ta Oap'epHOro 3aXUCTy CJIM30BOI MOPOKHHUHU poOTa, a TaKOXK
JICHCUTOMETPUYHI MTOKa3HUKH SIKOCTI KICTOK, €JIEKTPOMETPUYHI MOKA3HUKU TBEPIUX
TKaHHUH 3y0IB Ta PE3UCTEHTHICTh eMalll 3y01B Ha KUCJIOTHE MOJIPa3HEHHS.

Kpim Toro, y nmitedt 3 BA nis OWmIHKM 1HAWBIAYalbHOI YYTIMBOCTI 10 il
(dakTOpiB 30BHINIHBOTO CEpeoBUINA Oyiau MPOBEACHI MOJICKYJISPHO-TEeHETHYHI
JOCIIKEHHSI HAa KJIITUHAX OyKanbHOro emitenito. [[st oOrpyHTyBaHHS J1KyBaJbHO-
npOo(UTAKTUYHUX 3aXOMAIB CYMPOBOJY KOMIUIEKCHOTO CTOMATOJIOTIYHOTO JIKYyBaHHS
niteit 3 BA Oyno mpoBeeHO Ha TBapuWHAX AOCTIIHKEHHS CTaHy Hecneuu(iuHoro i
CHEU(IYHOrO IMYHITETy y IIypiB pI3HOI CTaTi, BIKYy 1 MacH, sSKi OTPUMYBaJU
KOPTUKOCTEPOIM 1 Y SKMX BUHHUKIM 3alaJibHO-TUCTPO(dIUHI MPOLIECH B CIU30BIH
000JIOHIII MOpOXXKHMHU poTa. CraH cnenuiyHOro IMYHITETY OIIIHIOBAIM 34
miMponrTapHUM 1HACKCOM, KU OyB B 3 pa3u HUXKYE, HIK B IHTaKTHIN rpymi. CTaH
HecnenupIYHOro IMYHITETY TBapUH OIIHIOBABCS 3a aKTHBHICTIO JII301IMMY, BMICTOM
HEUTPOPLTIB 1 MPOAYKTIB MEPEKUCHOTO OKHUCIICHHS JIMiAIB (AKTUBHICTh JI30IUMY B
cupoBartiii KpoBi Oyna B 1,5 pa3u HmKYe, HIXK B IHTaKTHIN TPyIIi, a B IEHiHI — B 2,2

pasmu).



[lopiBHSIZIbPHE  BU3HAYEHHS  MApPOJOHTONPOTEKTOPHOI  Jii  KOMIUIEKCHUX
MyKo30aare3iBHuX TemiB «KBeptymnin» 1 «KBepTymigon» y mypiB, sSKi OTpUMYBIH
MPEAHI30JI0H, ToKa3ano, mo JiMpouutapauii iHAeKe mig giero «KBepTymimoHa»
30UIBIIMBCA B 5,6 pa3iB BIIHOCHO TPYIIH, IO OTpUMYyBaja TUIbku «IIpemHizonon», B
TOM yac, sk mia giero «KBepTysiHa» 1eil MoKa3HUK 301IbIIYBABCS JIMIIE B 2 pasH.
[HI11 TTOKA3HUKM JICMKOIUTApHOI (DOPMYIH KpOBI HIypiB (JEHKOUTH, HEUTpOodinH,
JTIMQOIUTH, MOHOLIUTH, €03UHO(D1IH), 1110 oTpuMyBaiH «IIpeaHi30710HY, TaKOX OYyIn
KpaluMu B IpyIi, M0 oTpuMyBajia «KBepTyiigoH», B MOPIBHSAHHI 3 TPYIOIO, SKIA
naBanu «KBepTyminy.

[IpoBeneHi nocaiKeHHs 010XIMIYHUX MMOKa3HUKIB SICEH MOKa3alid, 10 y IIypiB
mig  BrumBoM  «lIpenHi30m0HY»  cmocTepiraigoch 30uIblIeHHS BmicTy MJIA,
AKTUBHOCTI €JIacTa3u, 3pOCTaHHSI aKTUBHOCTI ypeas3u, CTyNeHs AucOio3y, 3HUKEHHS
BMICTY TIaJypOHOBOi  KHCJOTH, aKTHBHOCTI  JII30LIMMY, AHTHOKCHJIAHTHO-
npookcuaantHoro inaekcy (AIIl). IMpodinaktuuni ammikarii remo «KBepTymigoH»
CHpUSUTM OUTHIII BUPAKEHOMY TMOJIMIICHHIO OKpPeMHX O10XIMIYHUX ITOKAa3HUKIB B
SCHAX LIypiB y NOPIBHSIHHI 3 resieM «KBepTyminy.

bioximMiyH1 TMOKa3HMKKA KICTKOBOI TKAHWHM IIMYypiB, IO BIIOOpaKarOTh CTaH
MIHEpPAJIbHOTO 1 OpPraHIYHOrO KOMIIOHEHTa (BMICT OUIKa, Kajblil0, AKTUBHICTb
ayxHoi (JI®) ta xucnoi (K®) docdaras, enacrasu, 3arajibHa NPOTEOJITUYHA
aKTUBHICTh, MIHEpANI3yIOUHil 1HACKC, aTpodis aabBEOJISIPHOTO BIIPOCTKA), TAKOX
CBIJIYaTh MPO ICTOTHUI HeratTuBHUI BIUIMB Ha HuX «lIpemHizonony». Il BrimBoM
ditorenert «KBeptymin» 1, ocobmmBo «KBepTymimoH», crocTepiragacs IMOMITHA
HOpMaJTi3allisi MOKa3HHUKIB KICTKOBOI TKAHMHHU MapOJOHTY IIYypiB, 3HMKEHHS aTpodii
aJIbBEOJISIPHOT KICTKU 1X HUYKHBOT IIEJICTIN.

KpiM TOTO, B €KCHEpHMEHTI y MIypiB 3 MPEIHI30JOHOBUM IMYHOAC(IITUTOM
OyJ0 MPOBEACHO  JOCHIKEHHS  JIKYyBaJIbHO-NMPO(QUIAKTUYHOT  e(EeKTHUBHOCTI
MOETHAHOTO 3acTOCyBaHHS mpenapaTiB «Kseprymigon» (ammikarmii MicieBo) 1
«JIexBiH» per os, M0 MICTUTh JOJATKOBO JeHUTHH. Ilif BIZIMBOM MpO(DiIAKTHKH B
JedKonuTapHii (popMyi KpoBi IIypiB 1ICTOTHO 30UIbIINAJIACS YacTKa JIM(OIUTIB Ha

57,6%, a KUIbKICTh MOHOLMTIB 30UIbIIMIACS A0 PIiBHA IHTaKTHHX IIypiB. B



pe3yabTari 3amoOiraHHs 3MINIEHHIO B JIGMKOUUTAapHIM ¢dopmym IIypiB 3
IPEAHI30JI0HOBUM IMyHOAEMIIUTOM JIMQpOIUTApHUH 1HAEKC 301IbIIKUBCS B 2,6 pasu.
VY cuposariii KpoBi TBapuH mia Aiero Bukopuctanoro JIIIK, 30inpmunacs akTHBHICTb
J30LIMMY, aKTUBHICTh KaTalla3W, 3MEHILIWJIAcs aKTHUBHICTb ypea3u ejlacTa3u, BMICT
MHIA. TIlpu upomy 30umbmmBcs  iHAekc  Alll, 3HU3MIacs  aKTHBHICTD
ananiHaminoTpancdepasu (AJIT) mo piBHSA 370pOBHX TBAapHH, II0 BKAa3ye TaKOX Ha
renaTonpOTeKTOPHY €(PEeKTUBHICTh JOCIIKYBAHOTO JIIKYBaJIbHO-MPODUIAKTUYHOTO
KOMILJICKCY.

Hamu Oyna mpoBeieHa oOliHKa (YHKIIIOHAJIBHOI 3HAYYIIOCTI JEJICIiHHOTO
nommoppizmy rena gerokcukamii GSTM1 N / del (+) / (0), rena maTpukcHOi
Mmetanonpoteinazu MMP9 8202A> G (rs11697325) 1 rena peuentopa Bitaminy D
VDR T352C (rs10735810) y miteit 3 OpoHXiaJbHOI acTMOIO0 Ta BIUIMBY Ha
3aXBOPIOBAHHS MOPOXKHUHU poTa. JlochipkeHHs ToKa3aiu, o0 po3BUTOK bA y mitei
3 HyJb0BUM reHotunoM rena GSTMI1 B 5,6 pas3u Buie, HiX y JiTel 3 TOBHOIIIHHO
GyHKIIOHATFHUM — ajielieM. AHalmi3 nomiMopdizMy JOBXHHH  PECTPUKLIMHUX
dparmentiB (RFLP) nna Taq I B nes'stomy ek3oni rena VDR anamizyBaniu 3a
JIOTIOMOTOI0 ToJIiMepa3Hoi JaHIrorosoi peakiii ([1JIP) 3 moganbmuM pecTpuKIiiHUM
posuierienHsiM Taq [ 1 renb-enekrpodope3om. AlienbHI BapiaHTU ModiMopdizMy
rena VDR y nite#t 3 BA B Hamomy gociniipkenHi npeactasiieri B 25% TT (Hopma), B
17% CC (mytanthi) 1 58% cknagatots rerepo3urotu (TC). Po3moaisn TeHOTHUINB B
koHTpoabHIA rpyni 20,0%, 30,0% 1 50% nna TT, CC 1 CT BignosigHo. Yactotu
aneneit cranoBmwn 54,0% 1 46,0% nnsa T 1 C aneneit B rpymi 3 BA; 46,0% 1 55,0% B
KOHTPOJIbHINA TpyMi, 10 JAEMOHCTPY€E HE3HAUHUN 3B'I30K MK MOIIUPEHICTIO OLIbII
gactoro anens (T) 1 BA. Ockinbku peuentop Bitaminy D (VDR) koopaunye
MeTa0o0J1i3M KICTKH 1 IMyHOJIOTIYHI peakIlii, a pe30pOIlisi aIbBEOJIIPHOTO BIAPOCTKA €
OCHOBHOIO OCOOJIMBICTIO 3aXBOPIOBAHb MAPOJIOHTY, TO T€HETUYHUU MOJIMOPPI3M
VDR rparoTs poiib 1 B CXUIBHOCTI 10 EPIOJOHTHUTY. Pe3ynbTaTtu mokazanu, o JiTu
3 OpOHX1AJILHOIO ACTMOIO MalOTh 3MiHM B TosniMopdi3mi reda VDR, 1o npusBoasars i

J0 3MIHH CTOMATOJIOTIYHOTO CTaTycCy.
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AnenpHui  momMopdizM  TEHIB HEOOXITHO BpaxoByBaTHU B  IPoOIIECi
dbopMmyBaHHS Tpyn AITEH JUIsl TPOBEICHHS aiekBaTHOI Tepamii npu BA 1 3anmanbHUX
3axBoproBaHHsax mapoaoHTy. ['en VEGF mos's3anmii 3 ¢enorunom BA 1 Bimirpae
JIOMIHYIOUY POJIb, SK B MIATPUMAaHHI 3JI0pPOB'S IMApOJOHTA, TaK 1 MPH XPOHIYHUX
3amajbHUX 3aXBOPIOBaHHAX MapogoHTy. I[lomimopdizm rena IL-4 BrumBae Ha
IIUTOKIHU, IO PEryJIolTh IMyHHI BIJANOBiAI, fKi Oe3mOCepeaHbO IIOB'S3aHl 3
PO3BUTKOM Kapiecy 1 nepiooHTUTy. Hamu Oyso mpoBeieHo OIiHKY (YHKITIOHATBHO1
3Ha4ymocTi noiaiMopdizmy -634G / C reHa BaCKyJIOEHIOTENAIBHOTO (PAKTOPY POCTY
VEGFA (rs 2010963), nmosnimopgizmy C-589T rena IL-4 (rs2243250) y niteit 3 BA Ta
BIUTMBY Ha 3aXBOPIOBAHHA MOPOKHMHU poTa. bylno BCTaHOBIEHO, IO cepen
oOcrexxeHux marieHTiB 1o mnommMopdpizmy C634G rema VEGF mnepeBaxaroTh
romo3urotu no aneni G. Yactora manoro renotuny cepen aiteit 3 BA cknama 58%,
Toal K B KOHTposbHIM rpymi — 40%. Ilpum npomy 33% miteli 3 BA mamm
rerepo3urot o mnomimopdizmy C634G rena VEGFA. Yacrtora anens G B
npoMoTopHOi obmnacTi -634 rena VEGF B Hammomy nocunikenHi cranoBuia 75%.

OriHka 4aCcTOTH HApODKEHHS ajeliB 1 TeHOTHMIB 1o mojimopdizmy C-589T
rena IL-4 cepen miteit 3 BA 1 3m0poBuX AiTell mokaszana, 0 YaCTKa TOMO3UTOTHOTO
reHotunny C / C craHoButh 58% BHMNAAKIB, 10 BUIIE, H)K Y KOHTPOJIbHIM TpYIIi.
I'ereposurotanii C / T 1 romo3urotauii T / T reHoTunu 3ycrpiyanucs piaiie y JiTen
3 BA — 33% 1 8% BignoBigHO. Y 3M0pOBUX AITEH JMaHi BeMWYMHU cKiIanaaroTh 40% i
10% BignoBigHO. OTpUMaHI pe3yibTaTH HEOOXIJHO BPAaXOBYBaTH MPHU IPOBEIEHHI
aZIeKBaTHOI Tepamii as aited 3 BA Ta 3ananbHUMU 3aXBOPIOBAHHIMU MApOJIOHTY.

[Tpupict kapiecy 3a ingekcom KIIB3 B rpyni nopiBHAHHS 32 2 pOKM OLIBII HIXK
B 2 pa3u TEpeBUINyBaB Il MOKAa3HUK B OCHOBHIN Tpymi, mo otpumyBasa JIITK.
Kapiecnipodinaktnyna eheKTUBHICT MPU IBOMY 32 2 POKH CIIOCTEPEKEHHS CKJIaja
56,5 %. Y nmiteit ocHoBHOI rpymnu, mo onepxysana JIIIK, ingekc PMA% uepes 6
MicsIiB 3MeHmuBces B 1,68 pasu, a yepe3 1 pik — B 2,1 pasu. Y Toii ke yac B rpymi
MOPIBHSIHHSA, 1110 OTPUMYBaJla TUTbKU 0a30BY Teparito, JaHUH 1HAEKC 3MEHIITYBaBCs B
1,3 1 B 1,1 pa3iB BIANOBIAHO B TOPIBHSHHI 3 BUXIAHUM CTaHOM. [HJIEKC

KpOBOTOYMBOCTI B OCHOBHIM Ipymi 3a 1 pik crocTepekeHb 3MeHIuBcs B 3,1 pas3u, B
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TOW 4ac, K B TPyIl MOPIBHAHHS BiH JIOCTOBIPHO HE 3MIHMBCA. I[loka3HUK mpoou
[unnepa-Tucapesa (II-IT) yepe3 1 pik crocrepexeHb B OCHOBHIM TpyIl JITEH
3MeHIuBcs B 1,13 pa3u B MOpiBHSAHHI 3 BUXIJHUM CTaHOM, B TOH 4ac, SiK B Tpyrmi
MOPIBHSHHS BIH HaBMAKH JCIIO 301IBIIUBCA. Y JITEH OCHOBHOI I'PYIH BXkKe uepes 6
MICSIIIB CITOCTepekeHb iHaekc Silness-Loe 3menmmBes Ha 29%, a yepe3 1 pik — Ha
34% B mopiBHsIHHI 3 BUXiIHUM cTaHoM. [Hnekc Stallard B ocHOBHIi Tpymi uepe3 6
MicAiiB 3MeHIMBCs Ha 32,3%, a yepe3 1 pik — Ha 39,2%. YV rpymni nopiBHSHHSA Yyepes
6 MicsamiB iHaekc Silness-Loe 3MeHmmuBest Ha 12%, a depe3 1 pik cnocTepexeHHs
NPaKTUYHO HE BIJPI3HABCS BIJl IMOYATKOBOro craHy. IHmekc Stallard B rpymi
MOPIBHSIHHS 4epe3 6 wicAliB 3MeHImMBesS Ha 24%, a depe3 1 pik 3piBHSBCS 3
MOKa3HUKAMH BUXITHOTO CTaHYy.

[TouaTkoBe Oi0XIMIYHE JOCTIHPKEHHS BUSBHIIO B POTOBIN piauHi giTei 3 BA B
MOPIBHSIHHI 3 HOPMOKO 3HAYHE 3HIXKEHHS aKTHUBHOCTI Ji301UMY (HecmnerudiuHuii
AHTUMIKpOOHUI 3axuCT), ypea3u (CTymiHb OOCIMEHIHHS TOPOKHUHH pOTa),
30utbieHHs: piBHA MJIA, aktuBHOCTI enactasu, [Ipu3HadYeHHS KOXHI MIBPOKY
JTKYBaJIbHO-TIPO(1IAKTUYHOTO KOMIUIEKCY AITAM 3 BA OCHOBHOI Tpynu CHpPHUSIIO
CTIMKIM HOpMasTi3allii B pOTOBIH pi/iMHI BKa3aHUX 010XIMIYHHMX MTOKA3HUKIB.

BA Mo)xe MaTtu ICTOTHUM BIUIMB 1 HAa OUIBIIICTH O10(I3MUHUX TPOLECIB B
OpraHi3Mi, siki HEraTUBHO BIUIMBAIOTh, B TOMY YHCJIl, 1 HA CTOMATOJOTIYHHUM CTaTyC
nmiteii. Hamu Oyna mnpoBeneHa B TPOLECT  KOMIUIEKCHOTO CTOMATOJIOTTYHOTO
JIKYBaHHS CIEKTPOKOJIOPUMETPHUYHA OLIHKA 3aMaJIEHHs CJIM30BOi MapOJOHTY y AiTel
3 BA 3 Bukopuctanusm po3umHy Tmpobu III-II, sika cBimuuiaa n0po HUBBKY
e(eKTUBHICTh (DYHKIIIOHYBaHHS 3aXMCHO-0ap'epHOI CUCTEMU TialypOHOBA KHCIIOTA -
riajJypoHijia3a 1 HasBHICTh TJIIKOT€HY, IO CYIPOBOJKYE 3amajbHI MPOIECH B
TKaHWHAX  TmapojoHTta. Ilim  ;mier0  JIIKyBadbHO-TIPO(DIIAKTUYHUX  3aXO/IIB
npodapboByBanHs siceH po3unHoMm I-IT y nmiteit ocHOBHOI rpymu uepe3 MiBPOKY
3MEHIIMIIOCS B 00acTi MoB»)uH XBiIb 460 HM Ha 1,29 pasu, a uepe3 1 pik — B 1,41
pasu, 10 XapaKTepU3y€e 3MEHIICHHS MPOHUKHOCTI CIM30BOI SICEH Jyisi OapBHHKA.
3MeHIIIeHHs] y JIITe OCHOBHOI Ipymnu MpodapOOBYyBaHHS SCEH B 00JacTi JIOBXKHUH

XxBWIb 660 HM uepe3 6 MicAwiB 1 yepe3 1 pik CBIIYUIO MPO 3MEHIIEHHS MpPU IBOMY
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KOHIIEHTpAIlll TJIKOTeHy B SICHAX 1, OT)K€, 3MEHILEHHS CTYIEHs 3alaJbHOr0 MPOIeCy
B Hux. [IpoBenene Hamu y aiteil 3 BA cHexkTpoKOJIOpUMETPUYHE TOCHIIKEHHS
(GyHKITIOHATBHOI TimepeMii TKaHUH MapoJOHTA, 1[0 BUHUKAE MiA AI€I0 KyBaJIbHOTO
HaBantaxkenus (OKH), mnokasano, mo vy OUIBIIOCTI JiTel cHocrepiraiocs
cria3MyBaHHS KaliIsipiB sSICEH 3aMicTh oro 30utbineHHs. [IpoBenena yepes 6 MicsIiB
OIliIHKa KOJIPHUX KOOPJMHAT SICEH Yy JITe OCHOBHOI rpynu 3 BA 1o 1 micid
pernamenToBaHoro Hedizionoriunoro JXXH cBig4aTh mpo Te, 10 y IITeH MpaKTUIHO
3HHMKJIO CIIa3MyBaHHSI KaMUJIAPIB 1 CIIOCTEPIranocs 301IbIIEHHS KPOBOTOKY B HUX, IO
ABJISIE COOOI0 BXKE€ HOpMaJbHY (h1310JI0T1UHY peakiiito. Y TpyIi MOPIBHAHHS MOAI0HUX
3MiH npu ¢apOyBanHi siceH po3unHoM III-II Ha pi3HUX eTanmax KOMIUIEKCHOTO
CTOMATOJIOTIYHOTO JIIKYBaHHS, a TaKOX NOJIMNIIEHHA (YHKIIOHAIBHOTO CTaHy
MIKpOKANUISIPHOTO pyciia MPOTITOM POKY, IPAKTUYHO HE CIIOCTEPIranocs.
[Topymenns, siki € ckiaagoBuMu BA, jexaTh B OCHOBI MEXaHI3MYy PO3BUTKY
0aratbOX TMATOJIOTIYHMUX TMpoIeciB B opraHizmi. [IpoBeaeHi JaeHCUTOMETPUYHI
JTOCITI/DKCHHSI KICTKOBHUX TKaHWH fiTed 3 BA cBimuarh mpo Te, MIBHUAKICTH
yIbTPAa3BYKOBOI XBWJII B I'ATKOBIM KicTUl Oyfia, B CEpEeIHbOMY, HUKYE
CepeIHbOCTATUCTUUHOT HOPpMHU. T0oOTO BA MOCUTBH CyTTEBO BIUIMHYJA HA 3arajibHy
MIHEpai3alliio KICTKOBUX TKaHUH JiTed. [IpoBeneHi 2 pa3u Ha pik B OCHOBHIN rpyIii
KOMIUIEKCHI ~ JIIKYBaJIbHO-IPO(MUIAKTUYHI 3aX0AM dYepe3 1 piKk Mpu3Benad 10
301IbIIICHHS TTOKA3HUKA MIBUIKOCTI MOIIMPEHHS yibTpa3BykoBoi xBuimi (SOS), 1o
CBIIUMTh MPO TEBHE MOKpAILECHHS MiHepati3alii KICTKOBUX TKAHMH TpPHU LbOMY.
[Toka3uuk 3aracanHst yabTpa3BykoBoi xBuii (BUA) B m'sTKOBIH KiCTI[i Ha pI3HHX
yacToTax aiTe 3 BA BHUSBUBCS y AIT€W HMXKYUM 32 HOPMY, 110 CBIIYUTH MPO MEBHI
3MIHM TIpU I[bOMY B CTPYKTYpl KICTKOBUX TKAaHMH, IOB'SI3aHUX 3 OCTEONEHIEI0 1
octeornopo3oM. [IpoBeneHHs JiKyBalbHO-TIPO(PUIAKTUYHUX 3aXO0JIB 2 pa3u Ha PIK
MPU3BEJIO A0 30UIBIICHHS 3a PIK CIOCTEPEKEHb Y JIITEH B OCHOBHIM TPy 1HIEKCY
BUA, mo CBIZYUTH TaKOX MPO MEBHE MOJIMIIEHHS CTPYKTYPH KICTKOBUX TKaHWH.
[npexc skocTi KicTKH, M0 € moxigHoro BeauunHoro Big SOS 1 BUA, 3Hmkenwuii B
MIOYaTKOBOMY CTaHI1 B MOPIBHSIHHI 3 HOPMOIO, 30UIBIIMBCS B PE3YyJIbTaTi MPOBEICHUX

JTIKYyBaNbHO-IPOITAKTUYHUX 3aXOJIB B OCHOBHIA Tpymi TMAalli€HTIB 3a piK
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criocTepekeHb. B Tpymi MOpiBHSHHS BIJANOBIAHI TOKAa3HUKH JOCTOBIPHO HE
3MIHIOBQJIUCh.

CrabinbHicTh pH pOTOBOI piHY € OAHUM 3 TOKA3HUKIB PiBHS HecTeU(iuHOT
PE3UCTEHTHOCTI B OpPraHi3Mi 1 B TOPOKHUHI poTa 30kpema. KonuBanus BeanunHu pH
(ApH) B okpemux mpobax € MpeICTaBHUIBKOIO XapaKTEPUCTHKOIO HECTaOUTbHOCTI
roMeope3icy 1 He3/IaTHOCTI OpraHi3My MIATPUMYBATH KHUCJIOTHO-TY>KHY PIBHOBAary B
OpoKHUHI poTa. HaBeneHi naHi cBigyaTh mpo Te, 1o y aiteit 3 BA 6a3zoBa Teparris,
MpOBEJICHAa B TPYIl MOPIBHSIHHSA, OyJia HE CIPOMOXXHA 3HU3UTHU JIOCUTHh BEIUKHUMI B
MOYaTKOBOMY CTaH1 JOBIpYMA 1HTEpBaJ KOJMBAaHb BeMIWYMHU pH B okpemux mpobdax.
Y Toi e uyac, 3ampolOHOBaHAa KOMIUIEKCHA NPO(UIAKTUKA YCKIAIHEHb IpH
CTOMATOJIOTIYHOMY JIIKyBaHHI nited 3 BA po3Bonmia 3HM3uTH BenuunHy ApH B
OCHOBHIH rpymi B 1,8 pa3u Bxe uepe3 6 MIcCsIB, SKa 3ajIdIlanacs Ha [[bOMY PiBHI 1
yepe3 1 pik. HasgBHicTh 3HauHUX KonMBaHb BennuuHU pH potoBoi pinunu (ApH) €
OJIHUM 3 (paKTOPIB PU3UKY BUHUKHEHHS Kapiecy 3yOiB.

3anmpoBa/pkeHuid 'y giTed 3 OponxanmbHOO actMmoro JIIIK maB momiTHUI
MO3WTUBHUM BIUIMB TakKOX Ha SKICTb emam 3yOiB, B TNepuly 4epry, Ha ii
KUCIIOTOPE3UCTEHTHICTh, & TaKOX Ha EJIEKTPOMETPUYHUN TMOKAa3HUK emalli 3yOiB
(3HM3WIAach KOJMipHAa Hacu4ueHicTh 3yOiB npu TEP-tecti Ta enexTpuyHa MpOBIIHICTD
emMaii).

KarouoBi caoBa: gitTh, OpoHXiaJibHa acTMa, TEHETUYHI TMOPYIICHHS,

npodiIaKTUKA CTOMATOJIOTTYHUX 3aXBOPIOBAHb.
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The issues of combined lesions of the oral cavity and respiratory organs occupy
an important place in pediatric dentistry. Allergic diseases contribute to the
development of dental pathology, create unfavorable conditions for hard tissues of
teeth and parodontal tissues. One of the types of such somatics is bronchial asthma
(BA), which is a multifactorial pathology with a genetic component. Steroid therapy
for the treatment of bronchial asthma creates additional risks for hard tissues of teeth
and parodontal tissues. Therefore, the development of preventive measures in the
dental treatment of children with BA is an urgent task of modern dentistry.

Children 6-10 years old with bronchial asthma (the diagnosis was established
by a pediatrician), who were sent for dental treatment (main group - 25 people,
comparison group - 22) took part in in-depth clinical studies. Children of the
comparison group underwent oral hygiene and professional hygiene. Children of the
main group additionally received the treatment-and-prophylactic complex for 1
month according to the instructions 2 times a year, which included topical
application of the "Kvertulidon™ gel (for the night), which contains the bioflavonoid
"Kvercetin", the prebiotic "Inulin”, the immunostimulant "Imudon™ and calcium
citrate, and per os preparation "Lekvin" (1 tablet 2 times a day after meals),
additionally containing "Lecithin" (development of the SE "ISMFS NAMS").

At the first stage of the experiment, a comparative determination of the
parodontoprotective effect of the complex mucosoadhesive gels "Kvertulin®

(quercetin, inulin, calcium citrate) and "Kvertulidon" (quertulin, imudone) was
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carried out, which were applied in the form of applications to rats for 14 days daily
on the background of "Prednisolone”.

At the second stage of experimental studies, a set of drugs "Kvertulidon"
topically (oral applications) and "Lequin™ per os (50 mg / kg rats) were tested on the
background of simulated immunodeficiency. The studies were carried out on white
rats (27 animals) of the Wistar line. At the same time, the biochemical parameters of
blood, homogenates of gums and bone tissues of rats were also studied.

In the clinic, at different stages of follow-up for 2 years, using a complex of
drugs "Kvertulidon" topically (oral applications) and "Lequin® per os, the state of
hard dental tissues, the state of parodontal tissues, the hygienic state of the oral
cavity, biochemical and biophysical indicators of oral fluid, functional state of the
microcapillary bed of parodontal tissues and barrier protection of the oral mucosa, as
well as densitometric indicators of bone quality, electrometric indicators of dental
hard tissues and resistance of tooth enamel to acid irritation.

In addition, molecular genetic studies on buccal epithelial cells were carried
out in children with BA to assess individual sensitivity to the action of environmental
factors. To substantiate therapeutic and prophylactic measures to accompany the
complex dental treatment of children with BA, a study of the state of nonspecific and
specific immunity in rats of different sex, age and weight, treated with corticosteroids
and in which inflammatory and dystrophic processes arose in the oral mucosa, was
carried out on animals. The state of specific immunity was assessed by the
lymphocyte index, which was 3 times lower than in the intact group. The state of
nonspecific immunity of animals was assessed by the activity of lysozyme, the
content of neutrophils and lipid peroxidation products (the activity of lysozyme in the
blood serum was 1.5 times lower than in the intact group, and in the liver - 2.2 times).
The study of biochemical parameters in the buccal mucosa of rats showed that
“Prednisolone” significantly increased the markers of inflammation of
malondialdehyde (MDH), elastase and the degree of dysbiosis (more than 3 times).

Comparative determination of the periodontoprotective effect of the complex

mucosoadhesive gels "Kvertulin™ and "Kvertulidon™ in rats receiving prednisolone
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showed that the lymphocyte index under the action of "Kvertulidon" increased 5.6
times relative to the group receiving only "Prednisolone™, while under the influence
of "Kvertulin" this indicator increased only 2 times. Other indicators of the leukocyte
blood count of rats (leukocytes, neutrophils, lymphocytes, monocytes, eosinophils)
receiving "Prednisolone” were also better in the group receiving "Kvertulidon"
compared to the group receiving "Kvertulin®.

The conducted studies of the biochemical parameters of the gums showed an
increase in the MDH content, elastase activity, an increase in urease activity, the
degree of dysbiosis, a decrease in the content of hyaluronic acid, lysozyme activity,
antioxidant-prooxidant index (API) in rats under the influence of "Prednisolone".
Prophylactic applications of the "Kvertulidon" gel contributed to a more pronounced
improvement in certain biochemical parameters in the gums of rats in comparison
with the "Kvertulin™ gel.

Biochemical parameters of rat bone tissue, reflecting the state of the mineral
and organic component (content of protein, calcium, activity of alkaline (ALP) and
acidic (AP) phosphatases, elastase, general proteolytic activity, mineralizing index,
atrophy of the alveolar process), also indicate a significant negative impact on them
by "Prednisolone™. Under the influence of phytogels "Kvertulin® and, especially
"Kvertulidon”, there was a marked normalization of the parodontal bone of rats,
reducing atrophy of the alveolar bone of their mandible.

In addition, in an experiment in rats with prednisolone immunodeficiency, a
study of the therapeutic and prophylactic efficacy of the combined use of drugs
"Kvertulidon" (topical application) and "Lequin" per o0s, containing additional
lecithin. Under the influence of prophylaxis, the proportion of lymphocytes in the
leukocyte blood count of rats significantly increased by 57.6%, and the number of
monocytes increased to the level of intact rats. As a result of the prevention of
displacement in the leukocyte count of rats with prednisone immunodeficiency, the
lymphocyte index increased 2.6 times. In the blood serum of animals under the

influence of the used treatment-and-prophylactic complex, the activity of lysozyme
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and catalase increased, the activity of urease and elastase, the content of MDH
decreased.

We assessed the functional significance of the deletion polymorphism of the
detoxification gene GSTM1 N / del (+) / (0), the matrix metalloproteinase gene
MMP9 8202A> G (rs11697325) and the vitamin D receptor gene VDR T352C
(rs10735810) in children and the effect on bronchial asthma and influence on
diseases of the oral cavity. Studies have shown that the development of BA in
children with a null genotype of the GSTML1 gene is 5.6 times higher than in children
with a fully functional gene. Restriction fragment length polymorphism (RFLP)
analysis for Taqg I in exon 9 of the VDR gene was analyzed by polymerase chain
reaction (PCR) followed by Taq | restriction digestion and gel electrophoresis. Allelic
variants of VDR gene polymorphism in children with BA in our study are represented
in 25% of TT (normal), in 17% of CC (mutant) and 58% of heterozygotes (TC). The
distribution of genotypes in the control group was 20.0%, 30.0% and 50% for TT, CC
and TC, respectively. Allele frequencies were 54.0% and 46.0% for T and C alleles in
the group with asthma; 46.0% and 55.0% in the control group, which shows a small
relationship between the prevalence of more frequent alleles (T) and BA. Since the
vitamin D receptor (VDR) coordinates bone metabolism and immunological
responses, and alveolar resorption is a major feature of periodontal disease, VDR
genetic polymorphisms play a role in the tendency to periodontitis. The results
showed that children with bronchial asthma have changes in the VDR gene
polymorphism, leading to a change in dental status.

Allelic polymorphism of genes must be taken into account in the process of
forming groups of children for adequate therapy for BA and inflammatory
periodontal diseases. The VEGF gene is associated with the BA phenotype and plays
a dominant role in maintaining both parodontal health and chronic inflammatory
parodontal disease. IL-4 gene polymorphism affects cytokines that regulate immune
responses, which are directly related to the development of caries and periodontitis.
We evaluated the functional significance of the -634G / C polymorphism of the
vasculoendothelial growth factor gene VEGFA (rs 2010963), the C-589T
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polymorphism of the IL-4 gene (rs2243250) in children with BA and the impact on
oral diseases. It was found that among the examined patients for the C634G
polymorphism of the VEGF gene, homozygotes for the G allele predominate. The
frequency of this genotype among children with BA was 58%, while in the control
group - 40%. At the same time, 33% of children with BA had heterozygotes for the
C634G polymorphism of the VEGFA gene. The frequency of the G allele in the
promoter region -634 of the VEGF gene in our study was 75%.

Evaluation of the frequency of occurrence of alleles and genotypes for the C-
589T polymorphism of the IL-4 gene among children with BA and healthy children
showed that the proportion of the homozygous C / C genotype is 58% of cases, which
Is higher than in the control group. Heterozygous C / T and homozygous T / T
genotypes were less common in children with BA - 33% and 8%, respectively. In
healthy children, these values are 40% and 10%, respectively. The results obtained
should be taken into account when conducting adequate therapy for children with BA
and inflammatory parodontal diseases.

The increase in caries according to the DMFT index in the comparison group
for 2 years was more than 2 times higher than that in the main group receiving the
treatment-and-prophylactic complex. Caries-prophylactic efficiency in this case for 2
years of follow-up was 56.5%. In children of the main group, who received the
treatment-and-prophylactic complex, the PMA% index after 6 months decreased by
1.68 times, and after 1 year - by 2.1 times. At the same time, in the comparison group
receiving only basic therapy, this index decreased by 1.3 and 1.1 times, respectively,
compared with the initial state. The bleeding index in the main group for 1 year of
observation decreased by 3.1 times, while in the comparison group it did not change
significantly. The indicator of the Schiller-Pisarev (Sh-P) test after 1 year of
observation in the main group of children decreased by 1.13 times compared to the
initial state, while in the comparison group, on the contrary, it slightly increased. In
children of the main group, after 6 months of observation, the Silness-Loe index
decreased by 29%, and after 1 year - by 34% compared to the initial state. The
Stallard index in the main group decreased by 32.3% after 6 months, and by 39.2%
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after 1 year. In the comparison group, after 6 months, the Silness-Loe index
decreased by 12%, and after 1 year of observation, it practically did not differ from
the initial state. The Stallard index in the comparison group after 6 months decreased
by 24%, and after 1 year it was equal in terms of the initial state.

The initial biochemical study revealed in the oral fluid of children with BA
compared with the norm a significant decrease in the activity of lysozyme
(nonspecific antimicrobial protection), urease (the degree of contamination of the oral
cavity), an increase in the level of MDH, and elastase activity. Prescribing every six
months of treatment and prevention complex for children with BA of the main group
contributed to the stable normalization of these biochemical parameters in the oral
fluid.

BA can have a significant impact on most biophysical processes in the body,
which negatively affect, including the dental status of children. During the treatment-
and-prophylactic complex, we carried out a spectrocolorimetric assessment of
inflammation of the parodontal mucosa in children with BA using a Sh-P sample
solution, which indicated the low efficiency of the functioning of the protective-
barrier system hyaluronic acid - hyaluronidase and the presence of glycogen, which
accompanies inflammatory processes in periodontal tissues. Under the influence of
therapeutic and prophylactic measures, the staining of the gums with the Sh-P
solution in children of the main group in six months decreased in the wavelength
region of 460 nm by 1.29 times, and after 1 year - by 1.41 times, which characterizes
a decrease in the permeability of the gingival mucosa for the dye. A decrease in gum
staining in the 660 nm wavelength range in children of the main group after 6 months
and after 1 year indicated a decrease in the concentration of glycogen in the gums
and, consequently, a decrease in the degree of the inflammatory process in them. A
spectrocolorimetric study of functional hyperemia of parodontal tissues, which occurs
under the influence of chewing load (CL), carried out by us in children with BA,
showed that in most children spasm of the gingival capillaries was observed instead
of its increase. After 6 months, the assessment of the color coordinates of the gums in

children of the main group according to BA before and after the regulated non-
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physiological CL indicates that spasm of capillaries practically disappeared in
children and an increase in blood flow in them was observed, which is already a
normal physiological reaction. In the comparison group, there were practically no
such changes in gum staining with Sh-P solution at various stages of complex dental
treatment, as well as improvement in the functional state of the microcapillary bed
during the year.

Disturbances that are components of BA underlie the mechanism of
development of many pathological processes in the body. Conducted densitometric
studies of the bone tissues of children with BA indicate that the speed of the
ultrasound wave in the heel bone was, on average, below the average statistical norm.
That is, BA had a very significant effect on the general bone mineralization of
children. Complex therapeutic and prophylactic measures, carried out 2 times a year
in the main group, after 1 year led to an increase in the rate of the speed of ultrasound
(SOS), which indicates a certain improvement in bone mineralization in this case.
The broadband ultrasound attenuation (BUA) in the calcaneus at different frequencies
in children with BA turned out to be below normal in children, which indicates
certain changes in the structure of bone tissues associated with osteopenia and
osteoporosis. Carrying out therapeutic and prophylactic measures 2 times a year led
to an increase in the BUA index in children in the main group per year, which also
indicates a certain improvement in the structure of bone tissues. Bone quality index,
which is a derived value from SOS and BUA, is reduced in the initial state as
compared to the norm, increased as a result of the treatment and prophylactic
measures taken in the main group of patients for a year of observation. In the
comparison group, the corresponding indicators did not change significantly.

The stability of the pH of the oral fluid is one of the indicators of the level of
nonspecific resistance in the body and in the oral cavity in particular. Fluctuations in
pH (ApH) in individual samples are representative characteristics of instability to
homeoresis and the inability of the body to maintain acid-base balance in the oral
cavity. The data presented indicate that the basic therapy carried out in children with

BA in the comparison group was not able to reduce the interval of fluctuations in the
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pH value in individual samples, which was quite large in the initial state. At the same
time, the proposed complex prevention of complications in the dental treatment of
children with BA made it possible to reduce the ApH value in the main group by 1.8
times after 6 months, which remained at this level after 1 year. The presence of
significant fluctuations in the pH of the oral fluid (ApH) is one of the risk factors for
dental caries.

The treatment-and-prophylactic complex that was introduced in children with
bronchial asthma had a noticeable positive effect also on the quality of the tooth
enamel, primarily on its acid resistance, as well as on the electrometric index of the
tooth enamel (the color saturation of the teeth during the TER test and the electrical
conductivity of the enamel decreased).

Key words: children, bronchial asthma, genetic disorders, prevention of dental
diseases.
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