AHOTAIIS

Kpasuenxo A.B. TlonepemxeHHs yCKIaAHEHb HA €Talll XipypriYHOTO JIKyBaHHS
1 peabumiTalii reHepaai30BaHOIO IMAPOJOHTUTY, AaCOIIHOBAHOIO 13 TMEPCUCTYHOYOIO

reprecBipycHoro iHbekIiero — KBamidikariiiina HaykoBa Ipalisd Ha IpaBax pyKOIUCY.

Huceprariisi Ha 3100yTTS HAayKOBOTO CTyIEHsS JOoKTopa (inmocodii B ramysi
3HaHb 22 OxopoHa 310poB’s 3a cnerianbHicTio 221 Ctomarosorisa. — HarioHanpHMA
yHIBEepcHUTET 0XOpoHH 3710poB’st Ykpainu imei I1. JI. lllynuka, MO3 Ykpainu, Kuis,

2021.
3MmicT aHOTaAWiIl

JucepraiiiiiHa poOoTa NPUCBSIYEHA MONIYKY BUPIIICHHS OJHIET 13 aKTyaJIbHUX
po0JIeM Cy4acHO1 CTOMATOJIOTIT — NpOo(IIaKTHUIll BUHUKHEHHSI YCKIIaTHEHb Y BUTJISIL
MaHI(ECTHUX TPOSABIB IeprnecBipycHOi IH(EKLIi Yy MOPOKHHHI POTa MAIIEHTIB 13
XPOHIYHUM T'€HEPAII30BaHUM NapoJOHTUTOM Il cTymneHsi Ba)KKOCTi, aCOLIMOBAHUM 13
MIEPCUCTYIOUOI0 TEPIIECBIPYCHOIO 1H(EKINE NUIIXOM PO3POOKH 1 3aCTOCYBaHHS
HOBHUX CXEM MEIUKaMEHTO3HOTO JIIKyBaHHS MPHU MPOBEJCHHI 3aKPUTOTO KIOPETAKY.

Metow poGoTm € miABUIICHHS €(PEKTUBHOCTI JIIKYBaHHS XPOHIYHOTO
reHepai30BaHOr0 MapoAoHTUTY Il CTyrmeHs Ba)XKOCTi, acOIIHOBAHOTO 3 XPOHIYHOIO
MEPCUCTYIOUOI0 TePIIECBIPYCHOIO 1H(EKITIEI0, MIJIXOM YAOCKOHAIEHHS J1arHOCTUKU,
JMIKyBaHHS Ta TPO(PUIAKTUKM BUHUKHEHHS YCKJIQJHEHb Yy BUTIIAI MaHI(ECTHUX
MpOsIBIB  TeprecBipycHOi 1H(EKUli y MNOpOXXHUHI pOTa TNAalIEHTIB Ha eTai
XIpypriyHOTO JiKyBaHHS 1 peaOuTiTalli 13 3aCTOCYBaHHSIM BIJIACHO PO3pOOJICHHUX,

HAyKOBO OOTPYHTOBAaHUX MEIUKAMEHTO3HUX CXEM.

3aBIaHHSA 1OCJI/IKEHHA
1. BuzHauutu 4YacTOTy BHUSIBICHHS MOHO- Ta acoliioBaHux (opm BipyciB
cimeiictBa Herpesviridae (BIII'1,2; IIMB; BEB) y TkaHuHax napojoHTa MaIi€HTIB i3
XPOHIYHUM TEHEpai30BaHUM  TepriecacoliiioBanuM mapoaoHtutom Il crymens
BAXKKOCTI Ta JOCIIIUTH KJIIHIKO-T1a00paTOpHI OCOOIMBOCTI MEepediry 3aXBOPIOBAHHS

y 3aJIeKHOCTI B1Jl iX MOHO- Ta acOLIMOBaHUX (HOPM.



2. BuzHaunTH CTaH MICIIEBOTO Ta 3arajbHOTO IMYHITETY Y OCI0 13 XpPOHIYHUM
reHepaai3oBaHUM napogoHTUTOM Il cCTymeHss BaXKOCTi, acoIliiOBaHHM 13
MIEPCUCTYIOUOIO TePIIECBIPYCHOO 1H(PEKITIETO.

3. Po3pobutu MemmkaMeHTO3HY cXeMmy Teparii 1 Mpo(iIaKTUKH BUHUKHEHHS
YCKJIQJTHeHb Y BUTJISIII MaHI(eCTHUX TPOSIBIB IeprecBIpyCHOI 1HMEKINIT Y MOPOXKHUHI
poTa Malli€HTIB Ha €Talli XIPYpriyHOro JIKyBaHHsS 1 peaOumTamii 3 ypaxyBaHHSAM
acoliioBaHOi reprecBipycHOI 1H(EKIII].

4. TlpoBecTH KIIHIKO-TA0OPATOPHY OIIHKY 3alpOTIOHOBAHOT MEJIMKaMEHTO3HO1
CXeMHU y 0ci0 13 XpOHIYHUM T€HEpaNi30BaHUM NapoAOHTHUTOM Il cTymeHs BaXKKOCTI,
acoIllfiOBaHUM 13 TEPCHUCTYIOUOIO TepIeCBIpyCHOIO 1H(MEKIIED Ta MOPIBHATH i
e(DEeKTUBHICTD 13 TPAAUIIHHUMHU CXEMEMU MEIMKaMEHTO3HO1 Teparii.

5. BrnpoBaguTu B MpPaKTHYHY AISUIBHICTH PO3pPOOJIEHY MEIUKAMEHTO3HY CXEMY
Tepanii 1 Tpo(iIaKTUKY BUHUKHEHHS YCKJIAJHEHb Y BUIJIAI MaHI()ECTHUX TMPOSBIB
reprecBipycHol 1H(QEKLli y NOpOXHUHI pOTa MAIlEHTIB Ha €Tall XIPypridyHoro
JKyBaHHS 1 peabuTiTallii 3 METOI0 MOAANIBIIOTO YHUKHEHHs peruanBis ['Bl.

JlocnmipkeHHsT BUKOHYBAJIOCh BIATOBIHO JI0 TPHUHIUIIB HAJIEKHOT KIIIHIYHOT
MPAKTUKH 13 JOTPUMAHHSAM CyYaCHUX MPUHIIUIIB O10€TUKU Ta JOKAa30BOT MEIUIIMHU
Ta 3 yBarow 10 BuUMOT KoHpiaeHIiiHOCcTi. PoboTa € dpparmentom HJIP « Kuniniko-
nabopatopHe OOTPYHTYBaHHS 3aCTOCYBaHHS CyYaCHUX MEIMYHHMX TEXHOJIOTIH B
KOMIUIEKCHOMY  JIIKyBaHHI ~ Ta  peaOumiTamii  OCHOBHMX  CTOMATOJOTTYHUX

3aXBOPIOBaHb» HOMEP nepxkaBHOI peectpartii 0117U006451.

Ha migcraBi mornuOieHOro BUBYEHHS 3pYIICHb NEAKHUX JIAHOK KIITUHHOTO Ta
TYMOPQJIBHOTO IMYHITETY, JMHAMIKA OlOXIMIYHMX MapKepiB 3amajieHHs TKaHUH
napoJioHTa OyJjia poBeJieHa MOPiBHSJIbHA OIlIHKA €()eKTUBHOCTI 3alpPONOHOBAHUX 1
TpagUIlIHHUX CXeM MEIUKAMEHTO3HOTO JIKYyBaHHS TMAIlIEHTIB 13 XPOHIYHUM
reHepanizoBanuM  napogoHturoM Il cTymens  BaxkocTi 0e€3  CymyTHbBOI
reprecBipycHoi  iH(eKIIi Ta MaIlle€HTIB 13  XPOHIYHUM  TE€HEpali30BaHUM
napomoHTUTOM Il CTymeHss BaXKOCTi, acOIIHOBaHUM 13  TEPCUCTYIOYOIO
reprecBipyCcHOIO 1H(]EKIIETO.

Ha mnepmomy eram gOCHiKEHHS MPOBOJIMJIOCS  ONpalllOBaHHA Ta

peTpocneKTUBHUN aHani3 174 amMOynaTopHUX KapT MAII€HTIB, SKUM MPOBOJUIIOCH



xipypriune nikyBanHs I ctynens I'Tl y Biui Bix 35 10 60 pokiB y BUTIISIAL 3aKPUTOTO

1 BIIKPUTOTO KIOPETAXKY Y AUISHII YOTUPHOX 3YyOIB.

Ha npyromy erami mgochipkeHHS JUIsl BU3HAYCHHS OCOOIMBOCTEH KIIIHIYHOTO
nepediry XpoHIYHOTO TeHEepalli30BaHOro NMapoJoHTUTY Il cTymeHs BaxkocTi y ocio,
BKJIIOUEHUX Y JOCIIDKEHHS OYyJI0 MPOBEICHO KOMIUIEKCHE KIIIHIKO-PEHTTEHOJIOTIUHE
OOCTE)XEHHS 3a 3arajlbHONPUHHATOI cXeMor 3rigHo «IIpoTokomiB HamaHHSA
MeIMYHOI JomoMoru 3i cmenianbHocTi «Cromarosorisi TepaneBTHYHa», MO3
VYkpainu» (2007). Otpumani JaHi 3aHOCHIM JO CHEIalIbHO PO3pOOIEHOT

1HIMBIAyaJIbHOI KapTH TaIli€HTA.

VY nocnimxenns 0yno BkiodeHo 139 mamientiB 13 XI'TI I ctynens TsxkkocTi (
3a kiacu@ikaiiero 3axBoproBaHb napojonta M.d./lanuneBcekoro 1994), rnubuna
MapoIOHTANBHUX KHUIICHb y SKUX HE MepeBuiryBaia 4,2 MM. i3 PO3MOAUICHHIM Ha
Ipyny B 3aJIEKHOCTI BiJ HAsBHOCTI a00 BIACYTHOCTI B aHaMHE3l MEPCUCTYHOYOi
repriecBipycHoi iHdexki. Jlo [ rpynu (rpynu nopiBHsHHS) yBiknia 61 ocoba 13 XI'TI
II cTtynmenss Ge3 o3HaK 1 HAasIBHOCTI B aHaMHe3l repnecBipycHoi iHGekmii. o II
(ocHOBHOT) Tpymnu yBiknwIo 78 ocid y skux Oyia maiarHocToBaHa nepcuctyroda ['BI
(BIII'-1,2, BEB, IIMB). B 3aneXHOCTI BiJl BAKOPUCTAHUX CXEM MEIUKAMEHTO3HOTO
JIKYBaHHS KOKHA 13 TPYI, 1 OCHOBHA, 1 Tpyna MOPIBHAHHS OyJlIM PO3AUICHI HA JBI
niarpynu A 1 B. JlonatkoBo Oyio 3amydeno 20 oci0 i3 iHTaKTHUM MapoJOHTOM 1 06e3
O3HAK 3aXBOPIOBaHb CIM30BOI OOOJOHKH TMOPOXHHHH POTA, SIKI 3BEPHYIUCH 0

KJTIHIKY JIJIs1 JIIKYBaHHSI HEYCKIIATHEHOTO Kapiecy.

BukopucroByroun MUKIUCHUIUTIHAPHUN MiAXiA, Mepe]] MOoYaTKoM JIIKYyBaHHS
JUTSI KOXKHOTO XBOpOro OyB CKJajeHuil 1iaH komriuiekcHoro jikyBanHs XI'TI II
CTYINEHS TSKKOCTI, 3 YypaxXyBaHHSM MOJAJbIIOT y4yacTl CTOMATOJIOTIB CYMiIXKHHX
cneniagbHocTel. KoHcepBaTMBHE JIIKyBaHHA TMOYMHANM 13 caHalli pPOTOBOI
MOPOKHUHU, BUJAJIEHHS 3yOiB 3a MOKa3aHHSIMH, IIMHYBaHHS PyXOMHUX 3yOiB, Ta
JETaNbHOrO  1HCTPYKTaXy IO Tiri€Hi POTOBOI MOPOXKHUHU 3  MiAOOpOM
IHAMBIAYalbHUX TITIEHIYHUX 3aco0iB. VY TMepiie BiJBIIyBaHHS YCIM HallleHTaM
MIPOBOJIMBCSI CKEWIIIHT 1 TONIPYBaHHSA TOBEPXOHb 3yOiB 1 KOPEHIB Ha BEpXHIN 1

HWDKHIN 1IeJIeTax 3T1IHO 3arajIbHONPUUHATUX MPaBUIL.

Ha mpomy erami JOCHIIPKEHHS MPOBOAWIMCH O10XIMIYHI Ta 1MYHOJIOT14HI



JOCTIKEHHS POTOBOI  PIAWHU TAII€HTIB, BKIIOYEHUX JO JOCHIDKCHHS 13
BU3HAYEHHSIM 1i KUJIbKICHOTO CKJIaJy 1 BMICTY B Hii ricTamiHy, cepoToHIHY Ta SIgA,
CUPOBATKU KpPOBI 3 METOIO OLIHKHU JESKUX MOKA3HUKIB KIITUHHOTO 1 TyMOPaJIbHOIO
IMyHITETY Ta HasBHOCTI 1 TUTpiB aHTUTLN Kkinacy 1gG ta IgM nmo BIIT'1,2, IIMB Ta
BEb y cupoBarmi kposi mamieHTiB i3 XI'TI Il crtymens, acomiiioBaHuM 13

MEPCUCTYIOUOIO TEPIIECBIPYCHOIO 1H(DEKIIIEIO.

3akputnuii kropetax npoBoauscs naimieHtaMm 13 XTI Il cTymens TspkkocTi 3a
3aralbHONPUMHATOI0 MeTOAUKO. [licis BTpydaHHS MNPOBOIMIOCH IMYHOJOTIUHI
JOCIIJKEHHS! TPAHYJISIIMHUX TKaHWH, BIJIYYEHHUX IM1J] 4ac MPOBEACHHS 3aKPHUTOTO

KIOpCTAXYy.

BuBYeHHS MICIIEBOTO TyMOPaJIbHOTO Ta KIITUHHOTO IMYHITETY TKaHUH
MapoJOHTa MPOBOJIUIOCS IUISIXOM JOCIIPKEHHSI BMICTY IIUTOKIHIB Ta CYONOIYJISIIINA
T-mM@pouMTIB y BWIYyYEHUX TpaHYJSIIAHUX TKAaHMHAX NapoOJOHTAa y TNAalll€HTIB

ocHoBHOI (II) rpynu Ta rpynu nopisustaHSA (1).

Hactynauit eran OyB NpUCBSYEHHUM MOCIIKEHHIO €(EKTUBHOCTI  CXEeM
MEJMKAaMEHTO3HOTO JIIKYBaHHS XPOHIYHOTO TEHEpalTi30BaHOTO MapoaoHTuTy Il
CTYNEHs y 0Cl0, HE OOTSKEHUX CYMyTHBOIO TeprecBipycHO 1Hpekuiew. Takox
IPOBOJWIACH TOPIBHAJIbHA OIIHKAa €(EKTHUBHOCTI 3alpolOHOBAaHOI CXEMU Yy
HaOMMKYl Ta BiAJAJICHI TEPMIHM TICIS MPOBEACHHS 3aKPUTOTO KIOPETAXKy 3 METOIO
BUOOpY TIpynu TOPIBHAHHS JUIsl OLIHKA €(QEeKTHUBHOCTI CXEeM JIKyBaHHS,
3anponoHoBanux i namieHTiB 13 XI'TI I crynens, acoiiiioBaHOro i3 XpOHIYHOIO

MEPCUCTYIOUOI0 IePIECBIPYCHOIO 1HPEKIIIELO.

3 MeTor OIIHKA €(QEeKTUBHOCTI 3alpONOHOBAaHMX CXEM JIIKYBaHHS 1
NOMEPEKEHHS!  MOXJIMBOCTI ~ YTBOPEHHS ~ aHTHMOIOTUKOPE3UCTEHTHHX  ILITaMiB
MapoIOHTANBHOI (hJtopu OyJI0 TPOBEACHO MOPIBHSHHS CIIBCTaBHOCTI CTaHIAPTHOI
cXeMHu  MenukaMeHTo3Hoi Tepamii (Cxemal), sKa  3aCTOCOBYEThCS  JUIS
MEIMKAMEHTO3HOTO CYMPOBOAY 3aKPUTOTO KIOPETAXKY 1 CXeMH MEAMKAMEHTO3HOTO
JKyBaHHS, 10 HE Tependayana MiCIIEBOro 3acToCyBaHHs aHTHOIOTHKIB (Cxema 2).
Jlist uporo maiieHTH rpynu nopiBHAHHS (61 ocoba), y SKUX HE crocTepiranocs
nepcuctenilii ['BI, mopiBusuus 6ynu po3aiieni Ha aBi miarpynu A (30 oci6) 1 B (31

oco0a). TpuBaIiCTh KJIIHIYHOTO CIIOCTEPEIKEHHS CTaHOBWIA 1 piK 13 KOHTPOJbHUMU



TOYKaMu o0cTexeHb: 3 mo6a, 7100a, 90 noba micis BTpydaHHs, 6 Ta 12 MicsIIiB.

PerenbHuit aHami3 JAuUHAMIKKA TITIEHIYHUX 1 MapOJOHTOJOTIYHHMX 1HJICKCIB,
MOKA3HUKIB KUIBKICHOTO CTaHy SICEHHOI PITUHM Ta BMICTY B HIii TiCTaMiHy 1
CEpPOTOHIHY, TOKAa3HUKIB KJIITHHHOTO Ta TyMOPAJbHOTO IMYHITETY MAaIll€HTIB
niarpyna A 1 miarpynu B mokaszas, 110 3Ha4Y€HHS aHAJOTIYHHMX MMOKa3HUKIB y 000X
OiArpynax MpU TMOPIBHSAHHI HE Malld CTaTUCTUYHO 3HAYYIIOl PI3HMIN MPOTATOM
yChOTO TEPMIHY CIIOCTEPEKEHHs. Y maIrieHTiB | rpynu  BijMiuaBcs HE3HAYHHM
NPUPICT 3HAYEHb TITIE€HIYHUX Ta MAPOJOHTOJOTIYHHUX MOKA3HUKIB Yy MOPIBHIHHI 13

noka3zHukaMu Ha 90 100y micis MPOBEASHOTO 3aKpUTOTo KtopeTaxy (p>0,001).

Buknukae mikaBicTh Te, 1m0 Yy 4depe3 6 MicdliB y miarpym A, sika Oyna
npoiikoBana 3a Cxemoro 1, ska BkIOyanma B cebe MICLIEBE 3aCTOCYBaHHS
aHTUOIOTUKIB OUIBIIICTh 1HJEKCIB MaJld CTaTUCTUYHO 3HAUYIIUN MPUPICT BITHOCHO
aHaJIOTTYHUX 3Ha4eHb Ha 90 moOy micis 3akpuroro kroperaxy (p<0,001). Ha namry
JIYMKY, 1I€ CBIIYUTH MPO TE, IO y MOPOKHUHI POTAa TAaKUX MAII€HTIB 3'IBUIIUCS
aHTUOIOTUKOPE3UCTEHTHI IITaMH MAapOJOHTOMATOTEHHOI MIKpOQIopH, SKa MOXKE

BUKJIMKATH 1 HiI[TpI/IMYBaTI/I 3anaJlbHUM IIponeccC y TKaHnHax I1apoJOHTa.

VY miarpyni B, sika Oyna mposikoBaHa 3a Cxemoro 2, HaBNAKH, 1HAEKCHA
nuHaMika Oyra O1IbII MO3UTUBHOIO 1 3HAYEHHS MEPEBAKHOT KIIBKOCT1 TOKa3HUKIB HE
Majii CTaTUCTUYHO 3HAUYYIIOI PI3HMIN 13 MOKa3HUKaMH Ha 90 100y micist 3aKpUTOro

kropetaxy (p>0,05).

[Tamientam o0ox miarpyn | rpynu Oyna mpoBeaeHa mpodeciiiHa TririeHa
POTOBOI TOPOXKHHWHMU Ta HaJaHI PEKOMEHJaIlli BIIHOCHO TIT€HIYHOrO AOTJISAAY 3a

POTOBOIO IOPOKHHUHOIO.

UYepes 1 pik nuHAMIKA TITIEHIYHUX Ta MapOJOHTOJIOTIYHUX 1HACKCIB Makke He
BIJIPI3HSJIACH BiJ] MOKA3HUKIB, 1110 MaJIM MICII€ PU OTJISIA1 MAllIEHTIB yepe3 6 MICSIIIB.
[IpupicT 3Ha4YeHb MOKA3HUKIB y 000X MIATpymnax HE MaB CTATUCTUYHO 3HAUYIIOL
pizaumi (p>0,05). yns mpoBeneHHs MOBTOPHOI MPOIEAYPH 3aKPUTOTO KIOPETAXKY
NoKa3aHb He OyJo y ’koaHoro mnarmieHTta | rpynu. PeHTreHonoriyHi AOCHIIKEHHS
MamieHTiB 000X miArpym [ rpymu mokaszaid, mo Ha OpTOMAaHTOMOTpamMax y ITUX

MAaIl€HTIB HETaTUBHUX 3MIH y BUIJISAI HApOCTaHHA JECTPYKTUBHUX SIBUII HE



CIIOCTEPIrasoch.

OTxe, MOpiBHSUIbHA OIlIHKA €(EKTUBHOCTI JIIKYBaHHS MAaIll€EHTIB MIATPYNU A,
SKe TMPOBOJIMUJIOCH 13 3aCTOCYBAHHSIM TPATUIINHOI CXeMHU MEIUKAaMEHTO3HOT Teparii 13
BKJTFOUEHHSIM aHTHO10THKIB JIJIs1 MicIieBOro 3actocyBanHsa Cxemu 1 1 miarpynu B, mis
JiKyBaHHS SKUX Oyna 3actocoBana Cxema 2 jana 3MOTY CBIYUTH, PO CIIBCTABHICTb
X CXEM, OCKUIbKH pe3yJbTaTH iX 3aCTOCYBaHHS HE MaJld CTATHCTHYHO 3HAYYIIO1
PI3HHIII.

Ha 3akimouHoMy ertami JOCHIKEHHS MPOBOAMIIACH MOPIBHSUIBHA OIlIHKA
e(EeKTUBHOCTI CXEM MEIUKAMEHTO3HOTO JIKyBaHHS TMAIllEHTIB 13 XPOHIYHUM
reHepaai30BaHuM mHapoJoHTHUTOM Il cTymeHs, acoliiioBaHUM 13 MEPCUCTYIOUOIO
reprecBipycHoro  iH($ekIiewn. B 3agekHOCTI Bl BHKOPUCTAaHOI  CXEMHU
MEIUKAMEHTO3HOTO JiKyBaHHs maiieHTH ocHoBHOI (II) rpymu (78 ocib) Oynu

po3auieni Ha Bi miarpynu: marpyna All( 41 oco6a) ta miarpyna BII (37 oci0).

Jnsa migrpynu Al Oyma 3ampononoBana Cxema 3, ska mnependavana
3aCTOCYBaHHS po3uuHy (¢iTokommuiekcy  «Jlkepeno-I» mepen  BTpy4aHHSIM
KOMIIJIEKCHO, KypcoM 21 nenb. Metoro npusHaueHHs (itokoMmiiekey «Jlxeperno-I»
OyJ0 3amno0iraHHs BUHUKHEHHIO MaHI(ECTHUX MpOsBIB repHecBIPyCHOI MaTOJOr Yy
MOPOKHUHI poTa marieHTiB Ha ertanax JjikyBaHHi XITI cepemnboro crymnens
TsokkocTl. ns miarpynu BII (37 oci6) Oyna 3anpononoBana Cxema 2, sxa Oyna
e()EeKTUBHOIO JIJIs1 MEIMKAMEHTO3HOTO CYNPOBOAY MalieHTiB miarpynu B I rpynu 1 He
nependavyana 3acTOCYBaHHS po34yHMHY (iTokomIuiekcy «Jlxepeno-I» Ta micieBoro
3aCTOCYBaHHS aHTUO10THKIB.

TpuBadicCTh KIIIHIYHOTO CIOCTEPEKEHHS CTaHOBWJA | pIK 13 KOHTPOJIBHUMH

TOYKaMu o0cTexeHb: 3 106a, 7100a, 90 noba micis BTpydaHHs, 6 Ta 12 MicsIIiB.

Y pa3l BUHMKHEHHS YCKJIQJHEHb Y BUIVISAI MaHI(ECTHUX TPOSBIB
reprecBipycHoi 1H(eKIli y HalWOMMKUMA TEPMIH MICs 3aKPUTOTO KIOPETAXKY LUM
XBOpUM OyB MpHU3HAUYCHHM 1HO3MH mpaHoOekc Ta 5% JiHIMEHT uukiIodepoHa
MicueBo 1-2 pa3u Ha 100y y BUTJISI aruliKalliil Ha MICIE YpasKeHHS.

[Ticns mpoBeeHHsI PETPOCIEKTUBHOTO aHaji3y ICTOPiii XBOPOOM MAllI€HTIB y
Bimi Bim 35 g0 60 pokiB, sikuMm mpoBoauiioch JikyBanus Il crymenst I'TI, Oymo

BusBieHo, mo 60,34% oci6 mamu HociiictBo I'BI. Ili mani Oynu oTpumani mpu



MoMepeIHbOMY aHaMHE31 1 B MOJaJbLIOMY HiATBep/pkeHl pesynpratamu [1JIP,
NpUYOMY KIJIBKICTh BIPYCOHOCIIB TiepeBakajia y BIKOBIM rpymi 35-45 pokiB.
VYckiagHeHHsT Michs ONepaTUBHUX BTPy4YaHb Y BUIIIAI MaHI(QECTHHX MpPOSIBIB
reprecBipycHoi iH(MEKIi y BIpyCOHOCIIB CcTaHOBIATH 57,89% mpu mpoBemeHHI
3aKpPUTOrO KIopeTaxy 1 72, 92% npu npoBeJeHH]1 BIIKPUTOTO KIOPETaXy. 3aro€HHs
micasionepamiiaux pad y mnamieHTiB 13 ['BI takox Oymo momoBxkeHO y yaci 3a
paxyHOK YCKJaJHEHHS MaHI(ECTHUMU TIPOSIBAMU TeprecBipycHOi iHGekuii y
IpPOMIKKaX MDK eTalaMd JIIKyBaHHS Ta OYIKYBaHHSAM eMiTeNi3alii eJIeMEHTIB

YPAKEHHS.

[Ticns Bepudikaiii AlarHO3y XPOHIYHOI acOLIMOBAHOI TepHETUYHOI 1H(EKIIIT
OyJI0 BCTAaHOBJICHO, 110 JieTKa (hopMa MpOTIKaHHS reprecBipycHoi iHekiiy 57,58%
XBOpHUX Yy BiKOBIi rpymi 35-45 pokiB; 33,33% xBopux y y BiKOBi#l rpymi 46-55 poxkis;
38,89% - y BikoBi#t rpymi 56-60 pokis. CepennboTskka hopma I'Bl —y 39,39 %
MaLI€HTIB, BIKOBOI rpynu 35-45 pokiB —y 55,56 % mnaiieHTiB BikoBOi rpynu 35-45
POKIB, a y BikoBI# rpymi 55-60 pokiB — y 61,11 % mnarmientiB. Tspkka mana micie
Tk y 1 ( 3,03%) mamienTa BikoBoi rpynu 35-45pokiB ta'y 3 (11,11 %) nauieHTis
y BIKOBI rpymi 46-55 pokiB. TICHOTO KOpEMSAIIHHOTO 3B S3Ky MDK BIKOM Ta
KJIIHIYHOIO (hopMmoro npoTikanHs nepcuctyrodoi ['BI y marmienTi 13 XI'TI 1T ctynens

TSOKKOCTI BHSIBIICHO He OyJo (r = 0,3).

[Tpu mocmimxeHHI CUpPOBATKU KPOBI Ha HAasgABHICTH aHTHUTLN kiacy 1gG ta IgM mo
BIIT'1,2, IMB ta BEB, antutina kinacy 1gG go BIIT'1,2 B cupoBatiii kpoBi Oynu
BUSBJICHI Y 66 (84,61%) mariieHTiB, mpudaoMy BUCOKI TUTpU aHTUTLA (Bix 1:1600 mo
1: 6400) mamu mictie y 62 (79,5%). Arturina kinacy 1gG no [IMB Oynu BusBIeHI y
cupoBatii kpoBi y 56 (71,79%) xBopux, NMPUYOMY THUTPU AHTUTII OynmH [emio
HukYuMH . AxTuTina knacy |gG no BEbB Oynu BusiBieH1 y cupoBartill KpoBl y 27
(34,61%), ane Bucokux TuTpiB HEe Manu. Ockubku narieHTH 13 XI'TI II crynens Ha
MOMEHT JOCIIKEHHSI Majii Tepioji pemicii reprecBipycHoOi iH(EKIi, TO aHTUTiIa
kiacy IgM no BIIT'1,2, ta IIMB, mo Oynu BUSBICHI MiA 4Yac JJOCIIIKEHHS
CUPOBATKHU KpoBi BUCOKUX TUTPiB HEe Manu. [lo BED anturin knacy IgM BusiBneno He

Oys1o0.

byno BuBueHo 65 3pa3KkiB TpaHyJIALIMHOI TKAaHWHHU, BHIYYEHOI MpH



MPOBEJCHHI 3aKPUTOT0 KIOPETaXxy Y Mall€HTIB OCHOBHOI IPyNH 1 MAIl€HTIB TPYIU
NOpiBHSAHHSA Ha HasBHICTH 4u BiacyTtHicth BIIT'1,2 ; [IMB Ta BEB. I'BI Oyna
BusBieHa Yy 48 (73,84%) Bumankax TOCHIIKEHHS 3pa3KiB IPaHYISIIHHOT TKAHUHH.

BipycHnoi in¢ekuii BusBieno ne 6yioy 17 (26,15%) 3pa3kax.

MomnoBipycHa iH(dekmis Oyna BusiBieHa y 14 (29,17%) 3paskax, acoriiioBana

repriecBipycHa iH(ekiis Oyna Bussiena y 34 (70,83%) 3paskax.

VY mamieHTiB OCHOBHOI Tpynu MpU MOHOIH(EKINl, HE3aJeKHO BiI THUILY BipycCy
(BIII" 1 Ta 2 tuny, LIMB, BEB) 1 He3anexno Big tutpy 1gG, Oyn0 KOHCTaTOBaHO
sumwkeHHs Bmicty CD3+ ,CD4,+CD16+ 1 CD 22+ , mera0osiuyHa akTUBHICTb
HEUTpOPUIIB 32 JAHMMH CIOHTaHHOTO Ta 1HAYKoBaHoro HCT- TecTy, 3pocTaHHs
pieas CD8+ (p<0,05). [Toka3HUK iMyHOPETYJISTOPHOIO IHIACKCY OyB HI)KYUM Bij
aHAJIOTTYHOTO TOKa3HWKA TAIIEHTIB 13 KOHTPOJIbHOI rpynu Ha 34,95% (p<0,05)
[Toxasuuku Bwmicty IgA,IgG Ta IgM B cupoBarmi KpoBi XBOPHX BiJAIOBiIaIH
3HaueHHIo 1o rpymi. Piens LIK GyB BiporigHo Bumum (Ha 34,97%) 3a moka3HUK Y

0ci0 13 3JI0pOBUM MApOJJOHTOM.

[Tpu momiBipycHii iHGEKIT MOKa3HUKU TAIIEHTIB OCHOBHOI T'PYIHU 13 HU3BKUM
piBaeM IgG mipu BincyTHOCTI IJM B crpoBaTIli KpOBi Ta aHTHTEHIB BIPYCIB y KPOBi Ta
POTOBIi pinuHi BigHOCHO piBHIB IgA , IgM Ta IgG cTanoBwIM BEeNMUMHU, TPAKTUYHO
imeHTraH1 cepeauiM no rpymi. [linBumenns smicty LK y cupoBaTii kpoBi y oci6 11
rpynu 13 MOMIBIPYCHOK I1H(EKII€0 BIPOTIIHO MEPEBUINYBAJO 3HAYEHHS LIOTO
noka3Huka B rpymi nopiBHsHHS (P<0,05). ITigsuiienns 3uadens L[IK B cuposatii
KpOBI1 MO€IHYBAJIUCS 31 3HMKEHHsIM noka3sHukiB HCT-Tecty.

[Ipu momiBipycHii 1H}ekIii 13 Bucokumu tutpamu 1gG, nHasBaicTio IgM Ta
HasBHICTIO aHTHTCHIB B CJIMHI Ta KpoBi BigcoTkoBuii BMict CD3+, CD4+, CDI16+ 1
CD22+ nimdouuntiB OyB 3HMKEHUN y MOPIBHSAHHI 13 MOKa3HUKAMHU KOHTPOJBHOT
rpynu ( p<0,05). Pieear CD8+nimdonutiB nepeBUIyBaB gaHi MO0 KOHTPOJIbHIN TpyIi
Ha 43,76% ( p<0,05). 3HaycHHS IMYHOPETYJISATOPHOIO IHIACKCY OYJI0 3HHKCHHM
BIJJTHOCHO TIOKa3HHMKA KOHTPOJIbHOI rpynu y 2,1 pasu ( p<0,05). 3HUKEHHS
nokasHukiB HCT-tecty moemaHyBanmocsi i3 BIpOTIIHUM IiJIBUIEHHSM 3HAaYC€HHSIMH
HIK B cupoBatii kpoBi. CupoBarkoBuil piBeHb |gG 3poctaB 10 HAUOIBIIMX MO

rpyni 3HaueHb 1 craHoBuB — 31,18+1,7 r/a., cupoBarkoBa koHueHtpauis IgM He



MEepPEBUIIyBaJIa CEPEAHBOTPYIOBUX 3HA4YeHb, BMICT IJA BiporigHMX 3MiH HE MaB,

OCKUJIbKH HE 3aJIe)KaB BiJl KIJTBKOCTI [IUPKYJIFOIOUHUX B KPOBI MIPOTUBIPYCHUX aHTUTLIL.
[Toka3HMKHM KIITHHHOTO Ta TymMopalibHOro iMyHiTety xBopux 13 XI'TI II cTtymens

P NEPCUCTEHIIT TBOX a00 TPHOX BIPYCiB, HE MaJlM CTATUCTUYHO 3HAUYIIOT PI3HUII

Mix co6oro (p>0,001).

[Ticnst mpoBeneHHs 3aKPUTOTO KIOpeTaxy y marieHTiB miarpynu All 3aroenns
MOBEPXHI JUISHKK BTpy4aHHs BiaOynocs dyepe3 5+1,26 ni06 micis NpoOBEIEHHS
MaHImyJsAIii y narienTiB marpynu BIl — gepe3 6 £2,18 mi6. YckinagueHHs y BUTIISI
MaH1(eCTHUX MPOSBIB TePIECBIPYCHOI 1HPEKINT Ha CIM30Bi1M 00OJOHIN MOPOKHUHU
pota BUHUKIH Yy 2 (4,88%) mamientiB miarpynu All 1 11(29,73%) namienTtiB miarpymnu
BII. Takum XxBOpHM NpU3HAYABCS 1HO3UH NPAHOOEKC  SIK IMyHOMOTYJTFOFOUM I

3aci0 13 MPOTUBIPYCHOIO aKTHUBHICTIO.

Y  HalOnwxk4l  TEpPMIHM  MICJIsSI MPOBEACHHS  3aKPUTOrO  KIOPETAXKY
croctepiraiach MO3UTHUBHA JUHAMIKA MOKA3HUKIB TITE€HIYHUX 1 MAPOJAOHTOJIOTTYHUX
1HIEKCIB, KUIBKOCTI SICEHHOI PIAMHU 1 BMICTY B HIA TICTaMiHy 1 CEpPOTOHIHY Yy
OutbmocTi marieHTiB o6ox miarpyn Il rpymm, xowa mnokaszuuku miarpynu  All
MEePEBUIYBAIM aHAIOTIYHI mokasHuku  miarpynu BII (p<0,05) i He w™amm

CTaTUCTHYHO 3HAYYIIOT Pi3HUII 13 TOKa3HUKaMu Tpynu nopiBHsHHES (p>0,05).

[loka3HUMKHM KIITUHHOTO IMYHITETY, B MEpPEBaXKHIA OUIBLIOCTI, 3POCIU
MOPIBHSHO 13 aHAJIOTIYHUM MOKa3HUKOM J10 JikyBaHHs (p<0,001), npuyomy mpupict
3HAUYCHHS MOKa3HWKIB y miarpymni All y gekinpka pasiB NepeBHUIIYBaB aHAJIOTI4HI
sHadeHHs  miarpynu BII (p<0,05) i 3a cBoiMH 3HaYeHHSMH HaOJIMKAIHACSA [0
MOKA3HUKIB TPyNHu TMOpiBHSAHHA. BincotkoBa kinbkicte CD 8+, maBmaku, momipHO
sumsmwiachk (p<0,001), i ckiama CTATUCTUYHO 3HAUYIIY PI3HUIO MK MiATpynaMu
ocHoBHoi rpynu (p<0,05). Ilo BigHOIICHHIO [0 TPYNU TMOPIBHSIHHSA MPUPICT
nokasnuka miarpynu All He OyB cratuctuuno 3HauyrmM (p>0,05), xoua y miarpymi

BII Bin MaB Biporigny pizaumo (p<0,05).

O1iHKa TUHAMIKU [MOKa3HUKIB TYMOPAJIbHOTO IMYHITETY BKa3asia Ha MO3UTUBHI
3pYIIEHHS Yy JAHOrO KOHTHUHICHTY TAII€HTIB Yy HaWOMMKYl TEpMIHU MICHs
MPOBEJECHHS 3aKpUTOro KropeTaxy. Tak mokazHuku kKoHueHTpauii SIgA y poTosiii

pIIMHI  BIPOTIAHO 3pPOCJIM TMOPIBHSHO 13 aHAJOTIYHMM IMOKa3HUKOM JO IOYaTKy



JikyBaHHS 'y o0ox miarpymnax II rpymnu (p<0,001), npuuomy nepeBHILEHHS 3HAYCHb
nokazHuka miarpynu All Oyno cTaTUCTMYHO 3HAYYIIMM TIO0 BiJHOIICHHIO O
miarpynu BII i go rpynu nopiBusuus (p<0,05). [Tokasuuku IgA, 1gG ta Ig M ta L{IK
y CHpPOBAaTIll KpOBI TMAIll€HTIB 3HU3WINCH y o000ox miarpynmax Il rpymu (i3
NepeBaKaHHSAM BIJICOTKY 3HW)KEHHA y miarpym All), mo ckiano cTaTUCTHYHO
3HAUYIIy PI3HUIIO 13 aHAJIOTIYHUM TOKa3HUKOM 10 JikyBaHHS (p<0,001) i mix

niarpynaMmu ocHoBHOI rpymu (p<0,05).

V BimjaneHi TepMiHM TICIIs TPOBEICHHS 3aKpUTOro KropeTaxy y 58 (74,35%)
namieHTiB 00ox niarpyn Il rpynu cnocrepiranack KiiHiuHa kapTuHa pemicii. Cnabko
BUpaXEH1 03HAKH 3alajbHOTOo mpoliecy Oynu BusiBieH1 y 20 (25,64%) naifieHTiB: y 6
(7,69%) i3 migrpymu All i y 14 (17,95%) — i3 migrpynu BIL. Ingexkc BOP y takmx
namieHTiB craHoBuB 24,04+0,83 mporu 61,8+1,92 no mikyBaHHS, IO CKJIAIajIo0

CTATUCTUYHO 3Hauylny pi3Huilio (61,1%) mixx mokazaukamu (p<0,001).

VY mnamientiB 060x miarpyn Il rpynu BigMiyaBcs HE3HAYHUI MPUPICT 3HAYEHB
TITi€EHIYHUX Ta NapOAOHTOJOTYHUX MOKA3HUKIB Y MOPIBHSIHHI 13 TOKa3HUKaMu Ha 30

I[O6y TTICIIS IMPOBCACHOI'O 3aKPUTOI'0 KIOPCTAXKY.

VY miarpyni All, sika 6yna nposiikoBaHa 3a CxeMoro 3, 1HAEKCHa JuHaMiKa Oysa
outbm mo3utuBHOW0. Jleski mokazuuku (OHI-S; TIK; BEIT) He manu cratucTuyHO
3HAYYIIOl PI3HMIN i3 aHAIOTIYHMMH TOKa3HHKaMu Tpymnu mopiBHsAHHS (p>0,05).
[Ipupict mnokazuukiB PMA, PEIl 1 YC BiporigHO mepeBUIIyBaB 3HAYEHHS
aHAJIOTIYHMX TIOKA3HMKIB Tpynu TmopiBHAHHA Ha: 15,53%, 5,76% Tta 10,88%

BignosigHo (p<0,05).

VY miarpymi BII, sxa Oyna mposikoBana 3a CxeMoro 2, HaBIaKH, 1HIEKCHA
auHaMika Oyjna MEHII MO3UTUBHOIO 1 MPUPICT 3HAYEHb MEPEBAXKHOI KIIBKOCTI
MOKA3HMKIB MaB CTaTUCTHUYHO 3HAYYLly PI3HMUILIO SK 13 Moka3Hukamu Ha 30 100y
micns 3akputoro kroperaxy (p<0,001), tak i 3 NMOKa3HMKaMH TPYIH MOPIBHIHHS
(p<0,05). Cratuctuuno 3Hauymioi pizHuii Mix nokazaukamu PMA, BEII, PEI] Ta
YC y miarpym All 1 BII BusBneno e 6yno (p>0,05). Mix nokazaukamu OHI-S Ta
IIK y migrpynax II rpynu cnoctepiranacek pizHuus npupocty y 15,97% ta 4,49%

BIIITIOBIIHO.



[Tpotsirom mporo mepioay crocTtepexens y mamieHTiB Il rpynu manidectHi
nposisu ['BI cioctepiranuce: y miarpyni All 'y 6 (14,64%) oci0, 13 uux y 2 (4,88%) 13
TsKKOI0 QopMmoto mipotikanHsa ['BI 1y 4 (9,76%) — 13 cepeqHbOTSKKOIO; Y HMIATPYII
BIl -y 17 (45,95%) ocib, i3 HuxX y 2 (5,41%) 13 TspKKOIO popMoOI0 mpoTikanHs ['Bl 1y
15 (40,54%) — i3 cepe AHBOTAKKOIO.

[Mamientam 060x miarpym Il rpynu O6ymna npoBeneHa npodeciiiia ririena
POTOBOT MOPOKHUHHU Ta Ha/IaH1 PEKOMEH/1allil BITHOCHO TIT€HIYHOTO AOTJISTY 3a
poTtoBoto nopoxuuHoto. [lamientam miarpynu All nogatkoBo Oyno mpu3HAYEHO
MOBTOPHUH Kypc diTokomIuiekcy «Jxepeno-I»

Yepes 1 pik quHamika napojgonTonoriyaux inaekcie PMA, I1K, BEII, PEI] ta
UC maitxe He BIIPI3HAIACH BlJ] aHAJOTTYHUX MOKA3HUKIB, 10 MaJIA MICIE TTPU OTJIsAII
namieHTiB yepe3 6 MicsiiB. [Ipupict 3HaUeHb IMX MOKA3HUKIB y 000X MIArpynax He

MaB CTaTUCTUYHO 3Hauyw1o0i pi3HUL (p>0,05).

[Toka3HUKU KITBKOCTI SICEHHOI PIIMHU Ta BMICTY TiCTaMiHY 1 CEpOTOHIHY B Hiii
TAaKOX MOMIPHO 3pOCTalM Yy MOPIBHAHHI 13 aHAJOTIYHUM IMOKa3HUKOM Ha 90 moOy
IPOTATOM YChOTO TEPIOAy CIOCTEpekeHb y o6ox miarpymnax Il rpymu (p<0,001), i
MaJIi CTATUCTUYHO 3HAYYILY PI3HUINO K MK nokasHukamu miarpymn All 1 BII, tak 1
rpynu nopiBasiHHES (p<0,05), X04a MO BiIHOMICHHIO 10 AHAIOTIYHUX 3HAYEHb BMICTY
CEpPOTOHIHY y siCeHHIN pimuui mamieHtiB Il rpynmu mo mikyBaHHS, crmocrepirajiach

MO3UTHUBHA JTUHAMIKA.

Crnocrepiranocsi TakoK OMipHE KOJIMBaHHS BifcoTKoBOro Bmicty CD 3+, CD
4+, CD 16+ ta CD 22+ i3 36inpmieHHsM yepe3 6 MICSIIB 1 3MEHIIIEHHAM yepe3 | pik.
KonuBaHHs 3HAaUY€HHS IMYHOPETYJISATOPHOIO 1HIAEKCY depe3 pik OyJo BipOTiIHUM
Timpku y miarpymi All (p<0,001). BigmiHHICTS 3HAYEHHS MHUX MOKAa3HUKIB SK MIX
nigrpynamu All 1 BII, Tak 1 rpymnoro mnopiBHSHHSA Oyja CTaTUCTHUYHO 3HAYYIIOO
(p<0,05). TMokazamku HCT- TecTty HEe MaimM CTaTUCTUYHO 3HAYYIIOI PI3HHII MIX
niarpynamu All 1 BII 1 rpynoro nopiBasiHHS yepe3 6 micsanis (p>0,05). Ilpote, yepes
1 pik BigOysoCs 3HMKEHHSI 1IbOTO Moka3Huka: y miarpymni All mva 5,52% (p<0,001), y
niarpyni BII — wa 5,49% (p<0,001).

[Toxasnuku SIQA y poTOBiM pimuHI Yepe3 6 MICSIIB HEBIPOTIHO 3POCIH

(p>0,001), a uepe3 1 pik 3HM3MIKCH (p>0,001). ¥V BigHOIIEHHI A0 TPYIH HOPIBHSHHS



PI3HHIIS IIHOTO MOKA3HUKA TAKOXK HE OyJia CTAaTUCTUYHO 3Hauytoro (p>0,05).

Pienp IgA, 1gG Ta IgM Tta IIK y cupoBatii kpoBi mamieHTiB | rpymnu

3HIDKYBABCS IPOTATOM YChOTO Tiepiony cnioctepeskerss (p<0,001).

[TamieaTn miarpynu All, myis MeauKaMEeHTO3HOTO JIIKyBaHHS sSKHX Oyna
3anponoHoBaHa Cxema 3, Many MEHIIMNA BIJCOTOK CKapr Ta YCKJIaJHEHb Y BHIJISL
MaHipecTHux mposBiB ['BI y mnopoxHuHI poTra y HaWOIMXKYI TEPMIHH IMICIIA
JIKyBaHHS, KOPOTIIl TEPMIHH 3arO€HHS MOBEPXHI AUISHKH BTPYYaHHs, HIXK MaIi€HTH
niarpynu BIl, nins MmearkaMeHTO3HOTO JIIKyBaHHS sIKUX Oylia 3anpornoHoBana Cxema
2. JluHaMmika TITI€HIYHUX Ta TAPOJOHTOJIOTIYHUX I1HJEKCIB IPOTATOM YChOTO
Meploly CIOCTEPEXKEHD y LI MIArpymi OyJa OUIbII MO3UTUBHOIO.

[Toxa3HUKH KIJIBKOCTI SICEHHOI PIAMHY Ta BMICTY B Hiii T1CTaMiHy 1 CEpOTOHIHY
Tex Oynu BiporigHo Kpamumu y miarpym All mo BimHomenHto ao miarpynu BII 1
HAOJIMKAIMCh TIO CBOIM 3HAYEHHSM JI0 TIOKa3HUKIB TPYIH MOPIBHIHHS.

JluHaMika TIOKa3HMKIB KIITHHHOTO 1 TYMOPAJIbHOTO IMyHITETY y miarpym All
TEX BUSBIsIA OUIBII MO3WUTUBHI TEHACHIT 10 HOpMam3auii, HbK y miarpyni BII
IOPOTATOM YChOTO MEPIOly CIIOCTEPEkKEHb 1 HE MaJla CTATUCTUYHO 3HAYYIIOI Pi3HMUIII
13 aHAJIOTIYHUMH TTOKa3HUKAMHU TPYIIH MOPIBHSHHS.

[IpoBiBLIM MOPIBHAJIBHY OLIIHKY €(peKTUBHOCTI JiKyBaHHs namieHTiB 13 XTI 11
CTYNEHs Ba)XKOCTi, acoliiioBaHuM 13 nepcuctyrodor ['Bl, Moxna 3pobOutu
BUCHOBOK, 1m0 Cxema 3, sika mependayaia 3aCTOCYBaHHS PO3YMHY (PITOKOMILIEKCY
«[xepeno-I» nepen BTpydyaHHSIM KOMIUIEKCHO, KypcoM 21 JieHb 1 TICis TPOBEICHHS
3aKPUTOTO KIOPETaXy arulikaiii Ha YpaKeHY IUITHKY PO3YHHY (PITOKOMIUIEKCY

«xepeno-I» nmpotarom TkHs Oyna 011k ePeKTUBHOMO, HIXK Cxema 2.

KurouoBi ciioBa: XxpoHiuHMiI — reHepanizoBaHuii mapogoHTUT Il crymens
BaXXKOCTI, MMEPCUCTYyIO4a TeprecBipycHa i1H(MEKIIs, 3aKpUTHI KIOpETaX, SCEHHa
piauHa, KIITUHHHUNA Ta TYMOPAJbHUI IMYHITET, MOHOBIpYCHA 1H(DEKIIis, MOMIBIpyCHA

1HDeKis.



ABSTRACT

Kravchenko A.V. Prevention of complications during surgical treatment and
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Content of abstract

The thesis paper is devoted to the search for a solution to one of the modern
dentistry urgent problems, the prevention of complications in the form of clinical
manifestations of herpesvirus infection in the oral cavity of patients with chronic

generalized periodontitis (CGP) of the 11™

grade associated with persistent
herpesvirus infection

Aim — improving of the treatment efficacy for chronic generalized periodontitis
of the 11"’ grade associated with chronic persistent herpesvirus infection by improving
the diagnosis, treatment and prevention of complications seen as clinical
manifestations of herpesvirus infection (HVI) in the oral cavity of patients at the
stage of surgical treatment and rehabilitation with the use of science based drug

regimens of the own design.

Study objectives
1. To determine the detection frequency of mono- and associated forms of the
Herpesviridae family viruses (HSV1, 2; CMV; EBV) in the periodontal tissues of

patients with chronic generalized herpes-associated periodontitis of 11"

grade and to
investigate the clinical and laboratory features of disease course depending on their
mono- and associated forms.

2. To determine the state of local and systemic immunity in persons with CGP of

the 11" grade associated with persistent herpesvirus infection.



3. To develop a drug therapy regimen and prevention of complications seen as
clinical manifestations of herpesvirus infection in the oral cavity of patients at the
stage of surgical treatment and rehabilitation, taking into account associated HVI.

4. To perform a clinical laboratory assessment of the proposed drug regimen in
patients with CGP of 11" grade associated with persistent HVI and to compare its
efficacy with traditional drug therapy regimens.

5. To implement the developed drug therapy regimen and prevention of the
complications observed as clinical manifestations of the patients' oral HVI, into
practice activity at the stage of surgical treatment and rehabilitation in order to further
avoid of HVI recurrence.

The studies have been carried out in accordance with Good Clinical Practice
requirements in compliance with modern principles of bioethics, evidence-based
medicine and confidentiality criteria. The work is a fragment of the R&D "Clinical
and laboratory substantiation of the use of modern medical technologies in the
complex treatment and rehabilitation of major dental diseases", state registration No.
0117U006451.

A comparative efficacy evaluation of the proposed and traditional drug

treatment regimens for 11"

grade CGP patients without concomitant HVI and patients
with same condition associated with persistent HVI was performed on the basis of in-
depth study of some cell and humoral immunity shifts and dynamics of the
inflammation biochemical markers for periodontal tissues as well.

At the first stage of the study, a processing and retrospective analysis of 174

outpatient records for the patients who received surgical treatment for [1™

grade
generalized periodontitis (GP) at the age of 35 to 60 years in the form of subgingival
debridement and open flap debridement (OFD) of the four teeth area.

A comprehensive clinico-radiological examination was carried out according to
the generally accepted scheme in accordance with the "Protocols for the medical care
provision in the specialty "Therapeutic dentistry”, Ministry of Health of Ukraine"
(2007) have been performed at the 2™ stage of the study in order to determine the

characteristics of the clinical course of 11" grade CGP in the persons included to the



study. The obtained data were entered into a specially developed individual patient
card.

139 patients to with 11" grade CGP (according to the classification of
periodontal diseases by M.F. Danilevsky, 1994) were enrolled to the study, the depth
of their periodontal pockets did not exceed 4.2 mm, with the distribution into groups
depending on the presence or absence of persistent herpesvirus in the history. Group |

1" grade CGP without signs and

(comparison group) consisted of 61 people with |
history of herpesvirus infection. Group Il (main) group included 78 people who were
diagnosed with persistent CGP (HSV1, 2; CMV; EBV). Depending on the used drug
treatment regimens each group has been divided into two subgroups A and B. In
addition, 20 people with intact periodontal disease and no signs of diseases of the oral
mucosa were recruited, who asked to the clinic for the treatment of uncomplicated

caries.

A comprehensive 11"

grade CGP treatment plan was drawn up for each patient
before starting treatment using an interdisciplinary approach taking into account the
further participation of trained dentists. Conservative treatment began with oral
sanitation, splinting of mobile teeth, tooth extraction according to indications and
detailed instructions on the oral hygiene with the selection of individual hygiene
products. All patients underwent scaling and polishing of teeth and root surfaces
according to generally accepted rules on both jaws at the first visit.

At this stage the biochemical and immunological tests of the oral fluid of study
subjects were carried out with its quantitation, and determination of histamine,
serotonin and slgA content; evaluation of some indices of cellular and humoral
immunity, the presence and titers of 1gG and IgM antibodies to HSV1, 2, CMV and
EBV in the blood serum of patients with 11" grade CGP associated with persistent
HVI.

Subgingival debridement was performed with 11"

grade CGP patients according
to the generally accepted method. After intervention, immunological studies were
carried out of granulation tissues removed during the mentioned debridement.

The study of local cell and humoral immunity of periodontal tissues was

carried out by investigation of the T-lymphocytes and cytokines subpopulations in the



removed periodontium granulation tissues in patients of the main (I1) group and the
comparison group (1).
The next stage has been devoted to the study of drug treatment regimens

I"? grade CGP in subjects without concomitant herpesvirus infection. In

efficacy for |
addition, a comparative assessment of the proposed scheme efficacy in the near and
long term after the subgingival debridement was carried out to select a comparison
group for evaluation the treatment regimens efficacy proposed for patients with 11™
grade CGP associated with chronic persistent HVI.

To evaluate the efficacy of the proposed treatment regimens and to prevent the
emergence of antibiotic-resistant strains of the periodontal flora, a comparison was
made between the standard drug therapy regimen (Regimen 1) which is used to
accompany of subgingival debridement, and the drug treatment regimen without
topical antibiotic use (Regimen 2). For this aim the comparison group patients (61
people) who did not have HVI persistence were divided into two subgroups — A (30
subjects) and B (31 subjects). The duration of clinical observation was 1 year with
examination checkpoints 3 days, 7 days, 90 days after the intervention, 6 and 12
months.

Careful analysis of the dynamics of hygienic and periodontal indices, the assay
of the gingival fluid and the content of histamine and serotonin in it, indices of cell
and humoral immunity of subgroups A and B patients showed that these indices in
both subgroups did not have a significant difference during the entire observation
period. There was a slight increase in the values of hygienic and periodontal indices
in group | patients, as compared to the same values on the 90" day after subgingival
curettage (p > 0.001).

Interestingly that after 6 months the most indices had a statistically significant
increase as related to similar values on day 90 after debridement (p < 0.001) in
patients of subgroup A who were treated according to Regimen 1 with topical
antibiotics. We think this fact to be shown that antibiotic-resistant strains of
periodontal pathogenic microflora have appeared in the oral cavity of such patients,
this microflora can cause and maintain the inflammatory process in the periodontal

tissues.



On the contrary, in patients of subgroup B who were treated according to
Regimen 2, the index dynamics was more positive and almost all indices did not have
the significant difference from those on the 90" day after subgingival debridement (p
> 0.05).

Patients of both subgroups of group I underwent professional oral hygiene and
were given recommendations regarding oral hygienic care.

After 1 year the dynamics of hygienic and periodontal indices almost did not
differ from those that took place in 6 months. The indices value gain in both
subgroups was not significant (p > 0.05). None of the patients of group | had
indications for repeated subgingival debridement. X-ray studies of patients of both
subgroups in group | showed that no negative changes, as an increase in destructive
phenomena were observed on their orthopantomograms.

As a result, a comparative evaluation of the treatment efficacy of subgroup A
patients which Regimen 1 and subgroup B patients (Regimen 2) made it possible to
evidence about comparability of these Regimens since the results of both ones did not
have a significant difference.

The comparative assessment of the drug treatment regimens efficacy in patients
with 11" grade CGP associated with persistent HVI has been carried out at the final
stage of study. Depending on the used regimen of drug treatment the patients of the
main (1) group (78 subjects) were divided into two subgroups: subgroup A (41
subjects) and subgroup BII (37 subjects).

Regimen 3 was proposed for subgroup All, this scheme provided an
application of phytocomplex solution "Dzherelo-1" before the intervention, a course
of 21 days. The purpose of the prescription of such phytocomplex was to prevent the
emergence of clinical manifestations of oral herpesvirus pathology of patients at the
stages of moderate grade CGP treatment. For subgroup Bll (37 subjects), Regimen 2
was proposed, this scheme was effective for medication support for subgroup Bl
patients and did not provide the use of phytocomplex "Dzherelo-1" solution and
topical use of antibiotics.

The duration of clinical observation was 1 year with checkpoints: 3 days, 7

days, 90 days after intervention, 6 and 12 months.



In case of complications as HVI clinical manifestations inosine pranobex was
prescribed to these patients as soon as possible after subgingival debridement.

After a retrospective analysis of the case histories of patients aged 35 to 60 years
who were treated for 11" grade GP, it was found that 60.34% of the subjects were
HVI carriers. These data were obtained earlier and later confirmed by PCR results,
along with this the number of virus carriers prevailing in the age group of 35-45
years. Complications after surgical interventions as HVI clinical manifestations in
virus carriers are 57.89% during subgingival debridement and
72.92% during open flap debridement. In addition, the healing of postoperative
wounds in patients with HVI may be longer due to the complication of HVI clinical
manifestations in the intervals between treatment stages and the expectation of
affected elements epithelialization.

It was found after verification of the chronic associated HVI diagnosis that the
mild form of HVI was in 57.58% of patients in the 35-45 age group, in 33.33% of
patients in the 46-55 age group, in 38.89% of patients in the 56-60 age group. A
moderate HVI form is observed in 39.39% of patients, in 55.56% of patients in the
35-45 age group, and 61.11% of patients in the 55-60 age group. Severe HVI form
had only 1 (3.03%) patient of 35-45 years group and 3 (11.11%) patients of 46-55
years group. No close correlation was found between age and the clinical course of
persistent HVI in patients with 11" grade CGP (r = 0.3).

In the blood serum study for the presence of 1gG and IgM antibodies to 1600 to
1:6400) were in 62 (79.5%). IgG antibodies to CMV were detected in 56 (71.79%)
patients, and the antibody titers were slightly lower. IgG antibodies to EBV were
detected in 27 (34.61%) patients, but there were no high titers. Since patients with 11"
grade CGP at the time of the study had a period of HVI remission, IgM antibodies to
HSV1, 2 and CMV detected during the blood serum study did not have high titers.
IgM antibodies to EBV were not detected.

65 samples of granulation tissue removed during subgingival debridement
procedure in patients of the main group and patients in the comparison group for the
presence or absence of HSV1, 2, CMV and EBV have been studied. HVI was
detected in 48 (73.84%) cases of examination of granulation tissue samples. No viral



infection was detected in 17 (26.15%) samples.

Monoviral infection was detected in 14 (29.17%) samples and associated HVI
was detected in 34 (70.83%) samples.

In the main group patients with monoinfection regardless of the virus type
(HSV1, 2, CMV and EBV) and regardless of the IgG titer, a decrease in the content
of CD3+, CD4+, CD16+ and CD 22+ is shown, the metabolic activity of neutrophils
according to spontaneous and induced nitroblue tetrazolium reduction test (NBT),
increase in CD8+ level (p <0.05). The value of immunoregulatory index was 34.95%
lower than in the control group (p <0.05). The values of IgA, IgG and IgM in the
patients’ blood corresponded to the value in the group. The level of circulating
immune complexes (CIC) was significantly higher (by 34.97%) in the subjects with
healthy periodontium.

In case of polyviral infection, the indices of main group patients with IgG low
level in the absence of IgM in the blood serum and viral antigens in the blood and
oral fluid relative to the levels of IgA, IgM and IgG, were almost identical to the
mean value in the group. The increase in the CIC content in the blood serum of group
Il subjects with polyviral infection significantly exceeded the value of this indicator
in the comparison group (p <0.05). The increase in the CIC level in the blood serum
was accompanied with a decrease in the NBT test values.

In case of polyviral infection with high IgG titers, the presence of IgM and the
antigens in saliva and blood, the content of CD3 +, CD4 +, CD16 + and CD22 +
lymphocytes was reduced as compared to the control group (p < 0.05). The level of
CD8 + lymphocytes exceeded the data of the control group by 43.76% (p < 0.05).
The value of the immunoregulatory index was 2.1 times lower than that of the control
group (p <0.05).

The decrease in NBT test scores was accompanied by a significant increase in
CEC values in the serum. The serum IgG level increased to the largest group values
and makes up 31.18 + 1.7 g/L, the IgM concentration in the blood serum did not
exceed the mean group values, there were no significant changes in the IgA content,
since it did not depend on the amount of circulating antiviral antibodies.

Parameters of the cell and humoral immunity of patients with 11" grade CGP



did not have the significant difference (p> 0.001) with persistence of two or three
viruses.

After subgingival debridement procedure in subgroup All patients the
intervention site surface healed 5 + 1.26 days after procedure, in patients of subgroup
BII — after 6 + 2.18 days. Complications in the form of HVI clinical manifestations
on the oral mucosa occurred in 2 (4.88%) patients of All subgroup and 11 (29.73%)
patients of BIl subgroup. These patients were prescribed inosine pranobex as
immunomodulatory agent with antiviral activity.

Shortly after the subgingival debridement the positive dynamics of hygienic
and periodontal indices, the amount of gingival fluid and content of histamine and
serotonin in it were observed in most patients of both group Il subgroups, although
the indices of the Al subgroup exceeded those of the BIl subgroup (p < 0.05) and did
not have a significant difference in comparison with the indices of the comparison
group (p> 0.05).

The parameters of cell immunity, in the vast majority, increased as compared
to those before treatment (p < 0.001), and the gain of indices value in the All
subgroup was several times higher than the similar values in the BIl subgroup (p <
0.05), and in their values approached to comparison group. On the contrary, a
percentage of CD 8 decreased moderately (p < 0.001), and made up a significant
difference between the subgroups of the main group (p < 0.05). In relation to the
comparison group. The gain of the All subgroup index was not significant (p> 0.05)
in relation to the comparison group, although had a significant difference (p <0.05) in
the All subgroup.

Dynamics evaluation of humoral immunity showed positive changes in this
population of patients in the near term shortly after the subgingival debridement. So,
the sIgA concentration in the oral fluid significantly increased in comparison with
similar indices before treatment in both group Il subgroups (p < 0.001), and the value
gains of the Al subgroup was significant in relation to the subgroup of SlI and to the
comparison group (p < 0, 05). The values of IgA, 1gG and Ig M and CIC in the serum
of patients decreased in both group Il subgroups (with a predominance of decrease

percentage in Al subgroup) which constituted the significant difference with the same



indicator before treatment (p < 0.001) and between subgroups of the main group (p <
0.05).

In the distant terms after subgingival debridement, 58 (74.35%) patients of
group Il both subgroups showed a clinical picture of remission. Weakly pronounced
signs of the inflammatory process were found in 20 (25.64%) patients: in 6 (7.69%)
from the Al subgroup and in 14 (17.95%) from the AIll subgroup. Bleeding on
probing (BOP) index in such patients makes up 24.04 + 0.83 versus 61.8 + 1.92
before treatment which constituted the significant difference (61.1%) between the
indices (p < 0.001).

The slight increase in the values of hygienic and periodontal indices as
compared to 90 days after subgingival debridement are noted in patients of both
group Il subgroups.

In the subgroup of Al which was treated according to Regimen 3, the index
dynamics was more positive. Some indices (OHI-S; PP; LEJ) did not have the
significant difference with those of the comparison group (p > 0.05). The gain in
PMA, REC and SIN indices significantly exceeded the value of similar indices in
comparison group by 15.53%, 5.76% and 10.88%, respectively (p < 0.05).

On the contrary, in the BII subgroup which was treated according to Regimen
2, the index dynamics was less positive and the values gain of the practically all
indices had the significant difference both with the indices on day 90 after
subgingival debridement (p < 0.001) and with the indices of the comparison group (p
< 0.05). There was no significant difference between the PMA, LEJ, PELl* and SIN
indices in the Al and VII subgroup (p > 0.05). Between the OHI-S and PP indices in
the group Il subgroups, there was a gain difference of 15.97% and 4.49%,
respectively.

During this study period, in group Il patients the HVI clinical manifestations
were observed: in the Al subgroup in 6 (14.64%) subjects which 2 (4.88%) with
severe HVI and 4 (9.76%) with moderate HVI; in the VII subgroup in 17 (45.95%)
subjects which 2 (5.41%) had severe HVI and 15 (40.54%) had moderate HVI

course.



Patients of both subgroups of group Il underwent professional oral hygiene and
were given recommendations regarding oral hygienic care. Patients of the Al
subgroup were additionally prescribed a repeated course of the Dzherelo-I
phytocomplex.

After 1 year the dynamics of periodontal indices PMA, PP, LEJ, REC and SIN
practically did not differ from similar indices occurred at the patients examination in
6 months. The values gain for these indices in both subgroups did not have the
significant difference (p > 0.05).

The quantity of gingival fluid and content of histamine and serotonin in this
fluid also increased moderately as compared to the same value on day 90 during the
entire observation period in both group Il subgroups (p < 0.001) and had the
significant difference between both indices of the Al and VII subgroups and the
comparison group (p <0.05), although a positive trend was observed in relation to
similar values of the serotonin content in the gingival fluid of patients of group Il
before treatment.

In addition, there were the moderate fluctuations in the percentage of CD 3+,
CD 4+, CD 16+ and CD 22+ — the enhancement in 6 months and the reduction in 1
year. Fluctuations in the immunoregulatory index value in one year were possible
only in the Al subgroup (p < 0.001). The difference in these indices value both
between the subgroups of All and VII and the comparison group was significant (p <
0.05). The values of NBT test did not have the significant difference between the
subgroups of All and VII and the comparison in 6 months (p > 0.05). However, in 1
year this indicator decreased: in the All subgroup by 5.52% (p < 0.001), in the All
subgroup — by 5.49% (p < 0.001).

The values of sIgA index in the oral fluid increased insignificantly in 6 months
(p > 0.001), and decreased in 1 year (p > 0.001). In relation to the comparison group,
the difference in this indicator was also not significant (p > 0.05). The level of IgA,
IgG and IgM and CIC in the serum of group | patients decreased throughout the
observation period (p < 0.001).

Patients of the All subgroup for whom drug treatment Regimen 3 has been

proposed had a lower complaints percentage and complications in the form of clinical



manifestations of the oral HVI in the earliest post-treatment period, short healing
times of the intervention site surface than patients of the BIl subgroup with Regimen
2. The dynamics of hygienic and periodontal indices during the entire observation
period in this subgroup was more positive.

Indices of gingival fluid amount and the content of histamine and serotonin
were also significantly better in the All subgroup in relation to the HII subgroup and
approached to the values of the comparison group.

The dynamics of cell and humoral immunity indices in the Al subgroup also
showed more positive tendencies towards normalization than in the VII subgroup
throughout the entire observation period and did not have significant differences with
those in the comparison group.

Comparative evaluation of the treatment efficacy for patients with 11" grade
CGP associated with persistent HVI showed that Regimen 3 with the combined use
of the phytocomplex Dzherelo-I solution before the intervention (course 21 days) and
after subgingival curettage procedure (application of the phytocomplex solution to
the affected area during one week) was more effective than Regimen 2.

Key words: chronic generalized periodontitis (CGP) of the 11™
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