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Pedepar:

1. Incepranifina po60Ta IpUCBIY€HA ONTUMI3allii 1iarHOCTUYHOTO Ta JIiKyBaJIbHOT'O aJIFOPUTMY ITPU FOCTPiii
pecripaTopHiii naTosorii y fiteil 3 ypaxyBaHHSIM HalOi/IbIl 3HAYyLIIMX [IATOT€HETUYHNAX MEXaHi3MiB, 30KpeMa
3anajbHoi Bianosizni praniamy, crany AOC, iMyHOEHIOKpHMHHUX acolliallili, BitTaMiHHO-MiHepabHOTro 3a6e31e4eHHs
Ta MeTaboJiuyHoi aganTauii. Po3risganacs sarajbHa rpyna 3anajbHAX XBOpob pecrnipaTopHoro Tpakry (J06, 106.8,
106.9) 3 miarHO30M rocTpe pecripaTopHe 3axXBOploBaHHs (['P3) 6akTepiiHOrO MOXOIKEHHS Ta BKJIIOYAJIA JIOKAJIbHE
3anajbHe YPaKeHHS BEPXHIX AMXaJIbHUX IIJISIXIB 3 IPecTaBIeHHsIM rocTporo ¢apunrity JO2 (68,0%), roctporo
opoHnxity, J20, J20.9 (22,0%) roctporo tonauiuity J03, J03.9 (10,0%). [lns ouinky GyHKIiOHATIBHOIO CTAaHY XBOPUX i3
I'P3 6ys10 371iliCHEHO KJIiHIYHO-/1a00paTOPHE Ta iHCTPYMEHTa/IbHE 0O0CTeXXeHHs1. [10Ka3HUKY 3aMajibHOI BifIIOBii
IUTSY0rO OPraHi3My NPE3eHTYIOTh [I0KA30Bi MiABUILEHHS PiBHIB LIUTOKIHIB 3 JOCTOBIPHMM [1€PEBAKAHHAM

IIOPIBHSIHO 3 JaHVMU KOHTPOJIbHOI Ipymu Aiteit: piBeHs 1n-1 6yB nminpuuiennii y 12,5 pazis, 11-2 -y 20 pasis, In1-4 -y



18 pasis, -6 - B 5 pasis, 11-10 - y 7 pasis, IOH-o - y 9,6 pazis, ®HII-0 -y 26 pasis, HeontepuH - B 10,4 pa3u. [laHi
3arajibHOi iIMyHHOI BifIlIOBifi CBiAYaTh NPO MiABUILEHHS PiBHA [gM y BCiX rpymnax, IpruyoMy MOPIiBHSHO 3
KOHTPOJIbHOIO TPYIIOIO Liel MoKa3HuUK 3pic y 3,9 pasis. Pisens IgG ninpumennii y 15 pasis. [IpuBepranu yBary piBHi
JIENITVHY, SIKUI 3HaXOOVBCS HA BEPXHil MeXi pedepeHTHUX BenndnH, piBeHb TTI' - Ha HWXKHIN Mexi pedepeHii Ta
HE3Ha4yHe NepEBAKAHH 3Ha4eHb piBHA C-nentug,. HaliBuine 10CTOBIpHE MiABUIIEHHS CIIOCTEPIrasaocs 3a piBHEM
KopTusony (y 2,1 pasu, pl&lt;0,01, p2&It;0,01), nocToBipHe 3HWKeHHS piBHA [TIO, OPiBHAHO i3 JaHUMU KOHTPOJIbHO]
rpynu (pl&lt;0,01; p2&It;0,01) Ta pepepeHTHUMU BeJIMUYMHAMY, BiTaMiH B 12 — y 1,2 pasuy, Bitamin D 3 - y 2 pasy,
aCKOpOiHOBa KMCJIOTA — TAKOX y 2 pa3u Ta, HWXK4Ye pe(pepeHTHUX 3Ha4eHb MalbKe y 2 pa3u — BiTaMiHu D3,
C.HaykoBa HOBM3HA OTPUMAaHUX pe3yJbTaTiB: BUsBI€HO 3aKOHOMIPHOCTI PO3BUTKY iH(EKLIHOro NpoLecy y OiTel 3
I'P3 na ¢oHi nigBuIneHHs PiBHIB UUTOKIHIB Ta rinositaminoay (Bitamidis B 12, C, D 3)). PiBui In1-1 6ysin nigBuineHi y
12,5 pasuy, In-2 -y 20 pasiB, I1-4 - y 18 paszis, In1-6 - B 5 pasis, [n1-10 - y 7 pasis, IOH-0 - 9,6 pasu, ®HII-o - 26 pasis,
HeontepuH - 10,4 pa3u. JJocimpKeHHs BUSBUIIO 3HIKEHHS PiBHIB BiTaMiHiB [TIOPIBHAHO i3 KOHTPOJIbHOIO IPYIIOI0
niteit: Bitamin B 12 - y 1,2 pasy, Bitamin D 3 - y 2 pa3u Ta C — TakoX y 2 pa3u HuxK4ye pepepeHTHHUX 3HaueHb.
Briepiue nipu gocigpkeHHi MikpobioMa pecnipaToOpHOro TakTy BUAineHO 114 mTaMiB YMOBHO-TIaTOTEHHUX
MikpoopraHi3miB 3 nepeBakaHHsaM mTamiB Escherichia coli (37,0%) Ta Staphylococcus aureus (21,0%). Takox npu
6ioxiMiuHOMY JocCiKeHHi 3pa3kiB Oysu BUsBJIeHi rpynu ¢depMeHTiB, 30Kpema Liykpasa (1=69), Mmanbraza (1=87),
Jlakronepokcyuaasa (n-89). Bnepiue nokasaHo 3aKOHOMIpPHOCTI MeTa00JIiuHOI afamnTarlii 1icjis ONTUMi30BaHOTO
JIiKyBaHHS1, 30KPEMA, HAaSIBHICTb KOPEJISLIIHUX 3BS13KiB JIENITUHY [IPE3€HTOBAHO B [I03UTUBHOMY TaHMEMi 3 PiBHIMU
IIIOE, sk MapKepa 3anajeHHs. BcTaHOBI€eHO KOpesIsLiiiHi B3aeMo3ps13ku BMicTy Cu ta IQH-0 3 Bitaminom D 3 .
[TpogemoHcTpoBaHO nuHaMiuHi 3MiHM gaHux AOC npu BUKOPUCTAaHHI ONITUMI30BaHOI Teparlii, a came: 3HiBeJIbOBaHi
B3a€MO3B’13KHU 32 piBHsIMU Fe, BiZIbHOrO TUPOKCHHY, aiUNOHEKTHHY. CriocTepiraBcsi CMHEprism fiii koptusoay i3 I'TIO
(r=0,35, p=0,006) Ta cymnpecii - Ha 3HayenHs IgE (r=-0,28, p=0,03), ackop6iHOBa KMCJIOTA [TPE3EHTyBaIa TO3UTHBHI
B3a€MOBIIJIMBY Ha 3HAYE€HHS ITpo3ananpHux [1-6 Ta I1-2 (r=0,27, 0,26, BignosinHo npu p=0,04-0,05), piBeHb
BiTaminy D 3 npeacTaBsieHO [103UTUBHUMU B3a€MO3B'a3KaMu i3 3HaueHHsmu IOH-o (r=0,30), nentuny (r=0,38) ra Cu
(r=0,32). Bnepie oTprMaHO HOBI JaHi 3a Pe3yJbTaTaMU €JIEKTPOHHOI MiKpOCKoii 3ilIKpiOy CIM30BOi 060JI0HKU
Hazo(apeHriaabHOI 30HM, SIKi TPeICTaBIIeH] JIOKai3alielo KOKOBOi (JIOpH SIK y eMiTesliaJbHUX KJIiTUHAX, TaK i B
[03aKJIITUHHOMY apea’i, pyyHallii spa emniTelionnTa 3 yTBOPEHHSIM 3Ha4HOI KiJIbKOCTI HYyKJI€0J1, KITITUHHOTO
IeTpUTY, iepudepruiHe BUTOHUEHHS 6a3abHO-KJIITUHHOI MeMOpaHy. Ha OCHOBI OTpUMaHUX AaHUX, po3pobJieHi
MaTeMaTHU4Hi MOZEeJIi J03BOJISIOTh BUSHAYMTH 30alaHCyBaHHS iHAMBiAyanbHOI HUTOKIHOBOI Ta aAUIIOKIHOBOI
BiamoBini Ha BruB iHeKLiliHOTO pecnipaTopHOro 30ynHuKa. Kimtovosi cinoBa: I'P3 (rocTpuil ¢papuHrit, roctpuit
TOH3UJIT, TOCTPUI OPOHXIT), TUTOMOPGOJIOTIYHE TOCiIKEHHS, MapKepU 3amasbHoi BifNIOBifi, aHTUOKCUAHTHA

cucTeMa, MeTaboJIiuHa ajanTartis, IiTy.

2. The dissertation is devoted to the optimization of the diagnostic and treatment algorithm for acute respiratory
pathology in children, taking into account the most significant pathogenetic mechanisms, in particular the
inflammatory response of the organism, the state of the antioxidant system, immuno-endocrine associations,
vitamin-mineral support, and metabolic adaptation. The general group of inflammatory diseases of the respiratory
tract (JO6, 106.8, 106.9) was considered, with a diagnosis of acute respiratory disease (ARD) of bacterial origin and
included local inflammatory lesions of the upper respiratory tract with the presentation of acute pharyngitis, J02
(68.0%), acute bronchitis, J20, J20.9 (22.0%), acute tonsillitis J03, J03.9 (10.0%). In order to assess the functional
state of patients with acute coronary syndrome, a clinical, laboratory and instrumental examination was carried
out. Indicators of the inflammatory response of the children&#39;s body present an indicative increase in the
levels of cytokines with a significant predominance in comparison with the data of the control group of children:
the level of IL-1 was increased by 12.5 times, IL-2 - by 20 times, IL-4 - by 18 times, IL -6 by 5 times, IL-10 by 7 times,
o-IFN - 9.6 times, TNF-o - 26 times, neopterin - 10.4 times. The data of the general immune response indicate a 3.9-
fold increase in the level of IgM by group and in comparison with the data of the control group. The level of IgG is
increased by 15 times. Attention was drawn to the level of leptin, which was at the upper limit of the reference, the
level of thyroid stimulating hormone (TSH) - at the lower limit of the reference, and a slight predominance of the
values of the C-peptide level. The highest significant increase was observed in the level of cortisol (2.1 times,



pl&lt;0.01, p2&It;0.01), a significant decrease in the level of glutathione peroxidase (GPO) compared to the data of
the control group (p1&lt;0.01; p2&lt;0.01) and reference values. The studied levels of vitamins showed a decrease in
values compared to the control group of children: vitamin B 12 - 1.2 times, vitamin D 3 - 2 times, ascorbic acid -
also 2 times, and vitamins D 3, Care below the reference values almost 2 times.The scientific novelty of the
obtained results: revealed regularities of the development of the infectious process in children with acute
respiratory infections against the background of increased levels of cytokines and hypovitaminosis (vitamins B 12 ,
C, D 3). IL-1levels were increased by 12.5 times, IL-2 - by 20 times, IL-4 - by 18 times, IL-6 - by 5 times, IL-10 - by 7
times, IFN-no - by 9.6 times, TNF-o - by 26 times, neopterin - by 10.4 times. The studied vitamin levels presented a
decrease compared to the control group of children: vitamin B 12 - by 1.2 times and vitamin D 3 - by 2 times, C -
also 2 times below the reference values. -for the first time, when studying the respiratory tract microbiome, 114
strains of opportunistic microorganisms were isolated, with the predominance of Escherichia coli (37.0%) and
Staphylococcus aureus (21.0%). Also, during biochemical analysis of the samples, groups of enzymes were
identified, in particular, sucrase (p=69), maltase (p=87), lactoreoxidase (p-89); for the first time, the patterns of
metabolic adaptation after optimized treatment were shown, in particular, the presence of correlations of leptin
was presented in a positive tandem with ESR levels, as a marker of inflammation. Correlations of Cu and IFN-o
content with vitamin D 3 were established; demonstrated dynamic changes in AOS data when using optimized
therapy, namely, leveled relationships in the levels of Fe, free thyroxine, adiponectin. Synergism of the action of
cortisol with GPO (r=0.35, p=0.006) and suppression - on the values of IgE (r=-0.28, p=0.03) was observed,
ascorbic acid presented positive mutual influences on the values of pro-inflammatory IL-6 and IL-2 (r=0.27, 0.26,
respectively at p=0.04-0.05), the level of vitamin D 3 is represented by positive relationships with the values of
IFN-o (r=0.30), leptin (r=0.38) and Cu (r=0.32); for the first time, new data were obtained based on the results of
electron microscopy of a scraping of the mucous membrane of the nasopharyngeal zone, which are represented by
the localization of coccal flora, both in epithelial cells and in the extracellular area, destruction of the epitheliocyte
nucleus with the formation of a significant number of nucleoli, cellular detritus, and peripheral thinning of the
basal cell membrane. Mathematical models were developed based on the obtained data. Keywords: acute
respiratory infections (acute pharyngitis, acute tonsillitis, acute bronchitis), morphological study, inflammatory
response markers, antioxidant system, metabolic adaptation, children.

Jep>kaBHH# peecTpanifinuii Homep JiP: 01170007148 0122U200611

IIpiopuTeTHHI HanIPsAM PO3BHTKY HayKH i TeXHIKH: Hayku npo KUTTA, HOBi TEXHOJIOTIi NPO(iNAKTUKY

Ta JIiKyBaHHS HAUIOIUPEHIIINX 3aXBOPIOBAHb
CrpareriyHu# NpioOpUTETHUHN HANIPSIM iHHOBaILiHHOI AiSJIBHOCTI: He 3aCTOCOBYETHCS
Hi,ucyMKH IOCJIiA>KEHHSI: TeopeTuyHe y3arajabHEHHs i BUPilleHHs BOXXJIMBOI HayKOBOI TpoGieMu

Iy6sikaii:

¢ 1. Horlenko OM, Pikina IYu, Prylypko LB, Derbak MA, Debretseni OV, Debretseni KO, et al. Inflammatory
response and metabolic adaptation in children with acute respiratory pathology. Wiadomosci Lekarskie.
2023;76(3):540-7.

¢ 2. T'opnenko OM, IlikiHa I}O. MeTabosiyHa nucaganTallis Ta OKCMIATUBHUN CTpPeC y AiTell — NaToJI0riYHUM
IIATTEPH NIPU PeCipaTOPHUX 3aXBOPIOBAaHHSIX. [Ipo6yiemu KIiHIYHOI NefiaTpii: HayK.-IIPaKT. >KypHaJl OJ1st
neniaTpiB Ta JiKapiB 3arajbHOI IPAKTUKYU — ciMeriHoi Mepuuuau. 2023;59(1):6-15.

¢ 3. T'opnenko OM, IlikiHa [1O. Posb pecrnipaTopHOoro Mikpo6iomy npu 3anasbHiil NaToJIOrii BEPXHIX AUXaTbHUX
msixiB. [Tpo6siemMu KitiHivHOI neniaTpii: HayK.-MPaKT. XXypHa [jis eJiaTpiB Ta JliKapiB 3arajbHOI IPAKTUKHU —
cimeiiHoi MenunuHU. 2023;60(2):87-92.

¢ 4. Ilikina [10. MeTta6osniuHa aganTanist Ta OKCUIATUBHUM CTPeC y IiTell Ipu pecrnipaTopHil aTosorii, misxu
kopekuii. [Ipobsemu KiiHiyHOI nefiaTpii: HayK.-IIpakT. )XypHaJl JJ1s1 efiaTpis Ta JliKapiB 3arajbHOI IPAKTUKK —
cimeitHoi MmepunuHU. 2023;61(3):68-76.



5. Horlenko OM, Pikinal Yu, Prylypko LB, Kossey GB, Derbak MA, Tomey Al, et al. Respiratory microbiome and

its relationship with inflammatory markers. Wiadomosci Lekarskie. 2023;76(11):2413-19.

¢ 6. Horlenko OM, Pikina I Yu, Prylypko LB, Kossey GB, Roshko IH, Brych VV, et al. Dynamic indicators of acute
respiratory diseases treatment in children after correction. WiadomosciLekarskie. 2024;77(3):543-50.

e 7.T'opnenko OM, Ilikina I}O. 3MiHM J1TaHOK TOMEOCTAa3y B AiTeH i3 TOCTPOIO PECHIPATOPHOIO MATOJIOTIE€I0 BEPXHIX
IVIXaJIbHUX MIJISIXIB Mifl BIVIMBOM JIiKYBaHHS. 3100yTKY KJIiHIYHOI i ekcriepruMeHTanbHOI MeIULIHU: HayK.~
IpaKT. XypHas. 2024;58(2):55-63.

¢ 8. Horlenko OM, Pikina IYu, Prylypko LB, Kossey GB, Pushkarenko OA, Boisak IM, et al. Dynamic indicators of

the antioxidant system in children with acute respiratory pathology depending on the therapy scheme.

Wiadomosci Lekarskie. 2024;77(10):1928-1937.

HaykoBa (HayKOBO-T€XHiYHa) MIPOAYKILis:

ConiaJIbHO-€EKOHOMIYHa CHpﬂMOBaHiCTb: TIOJIIIIEHHS SIKOCTI )XUTTS Ta 34,0POB'Sl HACEJIEHHS],

e EeKTUBHOCTI AiarHOCTUKY Ta JIiKyBaHHS XBOPUX

OxopoHHi gokymeHTH Ha OIIIB:

BrnipoBagykeHHs pe3yJIbTaTiB AHCEPTalii: BiposamkeHo

3B'A130K 3 HAYKOBHMH TeMaMH: 01170007148 0122U200611

VI. BizomocCTi Ipo HayKOBOr0 KEPiBHHKA /KEPiBHUKIB (KOHCYJIbTaHTA)

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Topnenko Onecs MuxansuiBHa

2. Olesia M. Horlenko

KBasigikamnis: n.men.n., npodecop, 14.01.02
InenTudikarop ORCID ID: 0000-0002-2210-5503
JoparkoBa iHdpopmamnist:

TloBHe HaliMEeHYBaHHSI IOPHUAUYHOI 0COOM: [lepkaBHUi BUIIVII HABYAJIbHUI 3aK/Iaj] "Y)KTOPOZCHKHIA

HalliOHAJILHUH YHiBEpCUTET"

Kopg, 3a €IPIIOY: 02070832

Micue3HaxoaKeHHS: By [TiripHa, 6y, 46, Ykropon, Yropogckkuii p-H., 88000, Vkpaina
dopma ByacHOCTI: [lepxkasna

Cdepa ynpaBriHHS: MiHicTepCTBO OCBIiTH | HayKy YKpaiHu

InenTudikarop ROR:

VII. BizomocTi npo odinifiHHX ONIOHEHTIB Ta PELeH3€HTiB
OdiuiiiHi OIOHEHTH
Baacwue IlpizBumie Im's Ilo-6aTbKOBI:

1. KosockoBa Osiena KocTsiHTHMHIBHA



2. Olena K. Koloskova

KBasigikamis: n.men.n., npodecop, 14.01.10

ImenTudikarop ORCID ID: 0000-0002-8878-7041

JoparkoBa iHdopmamist:

IloBHe HaﬁMeHyBaHHﬂ IOpI/I,I[H‘IHOi 0COoO0M: ByKOBMHCBKU Iiep>KaBHUN MEAMYHUIN YHIBEPCUTET
Kopg 3a €IPIIOY: 02010971

Micue3HaxoaKeHHS: roma TeatpanbHa, 6yz. 2, Yepnisui, 58002, Ykpaina

dopma BiracHOCTI: /lepxasHa

Cdepa yIIpaBJ'IiHHﬂ: MiHicTepcTBO OXOPOHM 30POB 'Sl YKpaiHu

InenTudikarop ROR:

Baacue IlpizBuuie Im's I1o-6aTbKOBI:
1. AbatypoB OsexkcaHgp €BreHOBUY

2. Oleksandr Y. Abaturov

KBasigikamis: n.men.n., npodecop, 14.01.10

InenTudikarop ORCID ID: 0000-0001-6291-5386

JopaTrkoBa indpopmanis:

IloBHe HafIMeHyBaHHH IOPUIUYHOL 0COOH: J[HINMPOBCLKMIl ep)KaBHMUI MEIUYHUIA YHIBEpCUTET

Kopg 3a €IPIIOY: 02010681

Micue3Haxoa>KeHHS: By/. Bosogumupa Bepnajcbkoro, 6y, 9, JHinpo, IHinpoBcbkuil p-H., 49044, Vkpaina
dopma ByacHOCTI: [lepxkasna

Cdepa ynpaBitiHHS: MiHicTepPCTBO OXOPOHU 3/10POB's YKpaiHu

InmenTudikarop ROR:

PeuenseHTu

BaacHe IlpizBume Im's I1o-6aTbKOBI:
1. ToBT-KopumnHceka MapianHa IBaniBHa

2. Marianna I. Tovt-Korshynska

KBasigikamis: n.men.n., npodecop, 14.01.27
InenTudikarop ORCID ID: 0000-0002-8763-334X
JopaTrkoBa iHdpopmamnist:

TloBHe HaliMEeHYBaHHSI IOPHUAHUYHOI 0COOM: [lepkaBHUI BUIIMII HABYAJIbHUI 3aK/Iaj] "YKTOPOZCHKHIA

HallilOHAJIbLHUH YHiBEPCUTET"
Kopg 3a €IPIIOY: 02070832

Micue3HaxoaKeHHS: ByJL. [ligripHa, 6yg. 46, Y>xropog, Y>kroponcbekuii p-H., 88000, Ykpaina



dopma BiracHOCTI: JlepxasHa
Cdepa yllpaBJIiHHﬂ: MiHicTepcTBO OCBiTH 1 HayKU YKpaiHu

InenTudikarop ROR:

Baacwue IlpizBume Im's Ilo-6aTbKOBI:
1. Binak Bosmogumup Muxainnosud

2. Volodymyr M. Bilak

KBasnigikanis: x.men.n., nouenr, 14.01.10
ImenTudikarop ORCID ID: 0000-0002-2045-8460

JonaTkoBa iHdopmalist:

IloBHe HaﬁMeHyBaHHﬂ lOpI/I,ZLH‘IHO'l' 0COOM: Jlep>kaBHUY BUILIUI HABYAJIbHUM 3aKJIa[ "YXKTOPOICBKUN

HalliOHaJIbHUH YHiBEpcUTeT"

Koz 3a €JIPIIOY: 02070832

Micuesnaxomxennﬂ: ByJL. [ligripHa, 6ya. 46, Yxropon, Yxropoacbkuil p-H., 88000, Ykpaina

dopma BracHOCTI: JlepxaBHa
Cdepa praBJIiHHﬂ: MiHicTepcTBO OCBiTH 1 HayKU YKpaiHu

InenTudikarop ROR:

VIII. 3akr04Hi BimoMocTi
BiiacHe IIpizBuie Im'sa ITo-6aTbKOBI
TOJIOBH paju

BiiacHe IIpizBuie Im'sa ITo-6aTbKOBI
rOJIOBYIOYOrO Ha 3acCifiaHHi
BinmoBigasbHUH 32 MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTpartop

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZIOBiZaJIbHUM 32 pEeECTpallil0 HAyKOBOi

OisIJIbHOCTI

Jlemko Ospra IBaHiBHA

Jlemko Ospra IBaniBHa

Cabos BikTopist IBaniBHa

VKpIHTEI

Opuenko Tetsana AHaTosiiBHA



