O0Js1ikoBa KapTKa aucepTaii

I. 3arasbHi BimOMOCTI
Jep>kaBHHH 00J1iIKOBHI HOMep: 0822U100925
Oco06J1uBi TO3HAYKH: BinKkpura

JaTa peectpamnii: 08-09-2022

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Muponuyk HOsis BanepiiBHa

2. Myronchuk Yuliia Valeriivna

KBasmigikamis:

InenTudikarop ORCHID ID: He sactocosyerbcs

Bupg, pucepranii: nokrop dinocodii

IIIu¢p HayKOBOi CIENiaIbHOCTI: 222

Ha3zBa HayKoBOi creniaJIbHOCTI: Menuuuna

Tany3b / rajysi 3HaHb:

OcBiTHBO-HayKOBa IMporpama 3i creniaJbHOCTI: He 3acTocoByeThCH
Jara 3axucTy: 07-09-2022

CneniasbHICTh 3a OCBITOIO: [leniaTpis

Micue po60oTH 34,00yBava: 3anopisbkuii Iep>kaBHUIl MEIUYHUIA YHIBEPCUTET
Kopg 3a €IPIIOY: 02010741

Micue3HaxoaKeHHS: npocnekT MasKkoBCbKoro, 6y/1. 26, M. 3anopixoks, 3anopisbKuil p-H., 3anopizbka o611,
69035, Vkpaina

dopma BaacHOCTI:
Cdepa ynpaBiriHHS: MiHiCTepPCTBO OXOPOHH 3/10POB's YKpaiHu
Imentudikarop ROR: He zacrocoyerbcs

CeKTop HayKH: He 3aCTOCOBYETHCS



I11. BizomMocTi mIpo aucepraiiiro
IIudp cnenianizoBaHoi BYEHOI pagH (pa30Boi Cleliagi30BaHOi BYE€HOI pazu). [1d 17.600.051
TloBHe HaiMeHYBaHHSI IOPHUAHUYHOI OCOOH: 3anopi3bKuii Nep>KaBHUI MEIMYHUIA YHIBEPCUTET

Kopg 3a €IPIIOY: 02010741

Micue3Haxoa>KeHHS: npocnekT MasKoBCbKOro, 6y/1. 26, M. 3anopixoks, 3anopisbKuil p-H., 3anopizbka o611,
69035, Vkpaina

dopma BaacHOCTI:
Cdepa ynpaBJIiHHﬂ: MiHicTepcTBO OXOPOHM 300POB 'Sl YKpaiHu
InenTugikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

IV. BizomocTi n1po nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IloBHe HaiMeHYBaHHSI IOPHUAHUYHOI OCOOH: 3anopi3bKuii Nep>KaBHUI MEIMYHUIA YHIBEPCUTET
Kopg 3a €IPIIOY: 02010741

Micue3Haxoa>KeHHS: npocrekT MasKkoBCbKoro, 6y/1. 26, M. 3anopixoks, 3anopisbkuil p-H., 3anopizbka o611,
69035, Vkpaina

dopma BaacHOCTI:
Cdepa ynpaBJIiHHﬂ: MiHicTepcTBO OXOPOHM 30POB 'Sl YKpaiHu
InenTudgikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

V. BimoMocTi npo gucepraniio
MoBga gucepraiiii:
Koau TemaTHYHHX PYOPHK: 76.29.53.05

Tema gucepranii:
1. TlaToreneTyHe OOI'PYHTYBAHHS iIMyHOKOPEKIii y KOMIUZIEKCHOMY JIIKyBaHHi JiTe€ii 3 HOBUMU BUTIAJKaMu1

3aXBOPIOBAHHSI Ha TYOEPKYJIbO3

2. Pathogenetic substantiation of imunocorection in complex treatment of children with new cases of tuberculosis

Pedepar:

1. Incepraujiiina po60oTa IpUCBsSIYeHa NiiBUIIEHHIO e(PeKTUBHOCTI aHTMMiKoOakTepianbHOi Tepanii (AMBT) y niteii 3

HOBMMH BUIIaJIKAMU 3aXBOPIOBAaHHS Ha TyOepKysb03 (TH) migxom BUBYEHHS NMHAMIKM iIMyHOJIOTIYHMX 3MiH Ta

aKTMBHOCTI criel(idyHOro NpoLuecy 3 po3pooKoI0 4OJATKOBOTO JIiKyBaHHS, CIIPSIMOBAHOTO HA KOPEKLIII0

IMYHOJIOTIYHUX 3MiH Ta 3BHI)KEHHSI aKTUBHOCTI crienudivyHoro npouecy. [ BuBYeHHs e(PeKTUBHOCTI 3aCTOCYBaHHS

IMYHOKOPUTIYIOUO]I Teparlii y KOMIIJIEKCHOMY JIiKyBaHHi, CIIPSIMOBAaHOi Ha KOPEKIil0 3MiH iMyHOJIOTIYHOI

PEaKTUBHOCTI OpraHi3my, IPOBOJMJIOCh IPOCIIEKTUBHE NOCJiIKEHHS KJIiHIYHUX, 1ab0paTOPHUX (IMyHOJIOTIUHI,



6i0XiMiuHi) Ta pEHTTE€HOJIOTIYHMX OCOOIMBOCTEN crienn(ivHOro npouecy y 79 niteil 3 HOBUMHU BUIIAJKaMU
3axBopioBaHHs Ha TB. [JocimkeHHs ckiananocs i3 3-X dparmeHTiB. [lepimii dparMeHT HOCITiIsKeHHs TPOBOIVBCS
IJIs: BABYEHHS Y JiT€H 3 HOBUMU BUIIaIKAMHU 3aXBOPIOBaHHA Ha T xapakrepy iMyHOJIOTiYHOI peaKTUBHOCTI
Opratizmy 3a NOKa3HMKaMM LUTOKiHOBOro npo@imnto (IL-2, IL-6, IL-4, IL-10) i piBHsiMu imyHor06yiHiB (Ig E, A, M,
G); BUBYEHHS aKTUBHOCTI crienn(iyHOro npouecy 3a JaHUMU [MOKa3HUKA HEONTEPUHY; BU3HAUYE€HHS HAaNOibLI
iHpopMaTUBHUX [AialrHOCTUYHUX i IPOrHOCTUYHUX [TOKA3HUKIB iMyHOJIOTIYHUX 3MiH. [I7151 HOCSTHEHHS Liiei MeTu
0yJs10 c)OPMOBAHO 2 IPYNU [OCIIiI)KEHHS: OCHOBHY TPYITy CIIOCTEPEKEHHSI CKJIaIu 28 fiTeil 3 HOBUMU BUINAIKaMK
3axBoploBaHHs Ha TB, y rpyny nopiBHAHHS yBiiimayn 30 NpakTUYHO 3[0POBUX AiTel. 3a BIKOM Ta CTATTIO rpynu 6yiu
criBcTapiyieHHi. [Ipyruii pparMmeHT JOCinKeHHs IPUCBsIYeHOo BUBYEHHIO B poueci AMBT (1a nmoyatky AMBT, no
3aBepiienHIo I® AMBT Ta no 3asepienH:o [1O AMBT) y fiTeii 0OCHOBHOI rpynu criocTepeskeHHs (28 niTeil 3 HOBUMU
BUIAJIKaMU 3aXBOPIOBaHHA Ha TE) iMyHOJIOrYHMX 3MiH 3a IOKa3HMKAaMU LUTOKIHOBOTO npodito (IL-2, IL-6, IL-4,
IL-10) i piBHsiMu imyHOr106Y71iHIB (Ig E, A, M, G), Ta MOHITOPUHTY aKTUBHOCTI crieliM(iYHOrO NPOLEeCy 3a JaHUMU
NIOKa3HMKa HeonTepuHy. TpeTiil pparMeHT JOCiI)KeHHS TPOBOAUBCS [1J1s1 BUBUEHHS Y JIiT€l 3 HOBUMU BUIIaIKAMU
3axBOPIOBaHHs Ha TB BIJIMBY Ta €pEKTUBHOCTI 3aCTOCYBaHHS iIMyHOKOPUTYI04Oi Teparii y KOMIIJIEKCHOMY
JiKyBaHHI. [I0Ka3HKMKY iMyHOJIOTTYHOI pEaKTUBHOCTI OpraHi3mMy Ha TJIi iIMyHOKOPEKLil y KOMIIZIEKCHOMY JIiIKyBaHHI
BUBYasucs Ha nnoyatky AMBT Ta no 3aBepuieHH!o [1O AMBT. [I7151 1p0r0 y JOCTiIKeHHs 6yJ10 BKIIIOYEHO 51 IUTUHY 3
HOBMMH BUIIaJIKaMU 3axBopioBaHHs Ha T 3 iMyHos0riyHMMY 3MiHaMU, SKUX 0yJI0 pO3NOJiNeHo Ha 2 rpynu: 26
XBOPHX JiTeH, sIKi y KOMIUIEKCHOMY JIiKyBaHHi Ha T/1i AMBT oTprMyBaTH iMyHOMOZYJIITOP a30KCUMEPY 6pomin
(ocHOBHa rpyna) Ta 25 XBOpUX JiTeH, siKi orpumyBaTu auie AMBT (koHTposbHa rpyna). pynu 6ysin ineHTr4Hi Mixx
C00010 BiKOM, CTaTTIO, 33 IIpU3HaYeHUMU pesxxumamu AMBT Ta TspKkicTio cnietudiyHoro npotecy. V giteil 3 HOBUMU
BUIIaJIKaMU 3aXBOPIOBAaHHS Ha TyOEpKyJbO3 Ha MTOYATKY JIiKyBaHHS OCOOJIMBOCTSIMU XapaKTepy iMyHOJIOTTYHO]
PEaKTUBHOCTI OpraHi3My Ta akTMBHOCTI CIELM((PIYHOro NPOLECy € BUPAKEHNN N1cOalaHC PO~ Ta MPOTU3ANaIbHUX
LIMTOKIHIB y 6iK ITpo3amnajybHUX IUTOKIHIB 3 IepeBakaHHSAM Ta BUCOKOIO akTuBHicTIO Thl-Tuny xiituHHOI Binnosizi
IMYHITETY, 10 NPOSBISAETHCA JOCTOBIPHUM MiIBUIIEHHAM BMicTy IL-2 y 3,8 pa3u, sHkeHHAM BMicTy [L-4 y 3,1 pa3u
ta IL-6 y 13,2 pasu, nigsumeHHsam Koedinienty IL-2 /IL-10 y 8 pazis, 3pocranHsm piBHiB Ig E y 1,5 pasu, Ig Ay 1,3
pasuy, Ig G y 1,2 pa3u Ta HeontepuHy y 2,2 pa3u. BupasHicTe MicLieBOi peakuii Ha mernseHHs BakuuHow bBIDK npsmo
IIOB'sI3aHa 3 piBHSAMU y cuposartii kposi IL-2 (r=0,402; p<0,05) ta Ig E (r=0,670; p<0,001). [To 3aBepiueHHIO
OCHOBHOTO KypCY aHTUMiKOOaKTepiasbHOI Tepartlii y IiTeil 3 HOBUMU BUIIQJKaMU 3aXBOPIOBAHHS Ha TyOEPKYJIbO3
36epiraeTbCsi BUpXKEHUI quchasaHC po- Ta IPOTU3aNalbHUX HUTOKIHIB y 6iK po3anaabHUX LUTOKIHIB 3
IIepeBa’kaHHIM Ta BUCOKOIO akTHBHIiCTIO Thl-Tury KIiTHHHOI BifIIOBifi iMyHITETY, IO IPOSBIISETHCS LOCTOBIPHO
BHCOKMMMU II0Ka3HMUKamu piBHIO IL-2 (y 3,4 pa3u BULMI NIOKa3HUKA 300pOBUX 0cCib), koediuienty IL-2 /1L-10
(3poctanns y 13 pasis), Ig A (3anumaeTbcst BumuM y 1,5 pasn), Ig G Mmae TeHAeHIIio 10 [0 NifgBullleHHs Y 1,2 pasy, y
71,4 % Bunagkis nigpumeHHs y 1,9 pasu piBHIO HeonTepuHy. JJOIOBHEHO HAYKOBi IJaHi CTOCOBHO OCOGIMBOCTEN
XapakTepy iMyHOJIOTYHOI peakTHBHOCTI OpraHi3aMy Ta aKTUBHOCTI crieliidyHOro poLecy y AiTeil 3 HOBUMU
BUIIaJIKaMU 3aXBOPIOBAaHHS Ha TyOEpKyJbO3 Ha MTOYATKY JIIKYBaHHSI Ta 10 3aBE€PIIEHHIO OCHOBHOI'O KYPCY
aHTHUMiKoOaKTepiasbHOI Teparnii. BcTaHOBIEHO Hal6ibII iHPOPMATUBHI AiarHOCTUYHI Ta IPOTHOCTUYHI TOKa3HUKA
IMYHOJIOTIYHYX 3MiH Ta aKTUBHOCTI CrienPiuHOro NpoLecy y OiTell 3 HOBUMH BUIIAIKaMU 3aXBOPIOBAHHS Ha
Ty6epKyJ1b03. OOIpyHTOBaHA JOLiJIbHICTh 32CTOCYBaHHS IMyHOMOYJISITOPA a30KCUMEPY OPOMiZly y KOMILJIEKCHOMY
JIiKyBaHHi JjiTell 3 HOBUMU BUIIQKaMU 3aXBOPIOBaHHS Ha Ty6epKyJbo3. OOIPyHTOBaHA [IOLiIbHICTb 3aCTOCYBAHHS
iMyHOMOY ISITOpA a30KCUMEPY 6POMifly Y KOMIIEKCHOMY JIiKyBaHHi AiTeil 3 HOBUMU BUIAJKaMU 3aXBOPIOBAHHS Ha
TyO€pKyJIbO3, 1[0 JO3BOJIS€E MiABUIIUTY €(PEKTUBHICTD JIiKyBaHHS iTell 3 HOBUMM BUIAZKaMU 3aXBOPIOBAHHS Ha
TyOEPKYJIbO3.

2. The dissertation is devoted to improving the effectiveness of antimycobacterial therapy (AMBT) in children with
new cases of tuberculosis (TB) by studying the dynamics of immunological changes and activity of a specific
process with the development of additional treatments to correct immunological changes and reduce specific
process activity. To study the effectiveness of immunocorrective therapy in complex treatment aimed for
correcting changes in immunological reactivity of the organism, a prospective study of clinical, laboratory
(immunological, biochemical) and radiological features of a specific process in 79 children with new cases of TB



was conducted. The study consisted of 3 fragments. The first part of the study was conducted: to study the nature
of the body's immunological reactivity by indicators of cytokine profile (IL-2, IL-6, IL-4, IL-10) and immunoglobulin
levels (Ig E, A, M, G) in children with new cases of TB ; to study the activity of a specific process according to
neopterin; to determine the most informative diagnostic and prognostic indicators of immunological changes. To
achieve this goal, 2 groups for the investigation were formed: the main research group consisted of 28 children
with new cases of TB, the experimental group included 30 apparently healthy children. The age and sex of the
groups were collated. The second part of the investigation is devoted to the study of immunological changes in
cytokine profile (IL-2, IL -6, IL-4, IL-10) and levels of immunoglobulins (Ig E, A, M, G) in the process of AMBT (at the
beginning of AMBT, at the end of IP AMBT and after SP AMBT) in children of the main observation group (28
children with new cases of TB), and monitoring the activity of a specific process according to neopterin. The third
part of the investigation was conducted to study the exposure and the effectiveness of immunocorrective therapy
in complex treatment in children with new cases of TB. Indicators of immunological reactivity of the organism
against the background of immunocorrection in complex treatment were studied at the beginning of AMBT and
after SP AMBT. For these purposes, 51 children with new cases of TB with immunological changes were included in
the study, which were divided into 2 groups: 26 sick children who received immunomodulator azoximer bromide
in combination treatment on the background of AMBT (main group) and 25 sick children who received only AMBT
(control group). The groups were identical in age, sex, prescribed AMBT regimens, and severity of the specific
process. In children with new cases of tuberculosis at the beginning of treatment, the features of the
immunological reactivity of the body and the activity of a specific process is a significant disbalance of pro- and
anti-inflammatory cytokines towards proinflammatory cytokines with predominance and high activity of Thl-type
cellular immune response, which appears by significant increase of IL-2-contents by 3,8 times, a decrease in IL-4
by 3,1 times and IL-6 by 13,2 times, an increase in the ratio of IL-2 / IL-10 by 8 times, an increase in Ig E levels by
1,5 times, Ig A by 1,3 times, Ig G by 1,2 times and neopterin by 2,2 times. The manifestation of the local response to
BCG vaccination is directly related to serum levels of IL-2 (r = 0,402; p <0,05) and Ig E (r = 0,670; p <0,001). At the
end of the main course of antimycobacterial therapy in children with new cases of tuberculosis there is a
pronounced disbalance of pro- and anti-inflammatory cytokines towards pro-inflammatory cytokines with
predominance and high activity of Thl-type cellular immune response, manifested by significantly high IL-2 levels,
4 times higher than healthy individuals), the ratio of IL-2 / IL-10 (increase 13 times), Ig A (remains 1,5 times higher),
Ig G tends to increase 1,2 times, in 71,4% of cases increased neopterin levels by 1,9 times. Scientific data on the
features of the immunological reactivity of the organism and the activity of a specific process in children with new
cases of tuberculosis at the beginning of treatment and at the end of the completion course of antimycobacterial
therapy were supplemented. The most informative diagnostic and prognostic indicators of immunological changes
and activity of a specific process in children with new cases of tuberculosis have been established. The expediency
of using the immunomodulator azoximer bromide in the complex treatment of children with new cases of
tuberculosis is substantiated.
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