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1. Inceprauiiina po60Ta NpUCBSY€HA ONTUMI3alii AiarHOCTUYHOTrO Ta JIiKyBaJIbHOTO aJTOPUTMY IIPU TOCTPii
pecnipaTopHiii narosorii y miteil 3 ypaxyBaHHSM Haii6iibll 3HaUyIUX IaTOT€HETUYHUX MEXaHi3MiB, 30Kpema
3anajbHOi BiAnosizi pranismy, crany AOC, iMyHOEHIOKPMHHUX acoliallill, BiTaMiHHO-MiHEpaJbHOTO 3a6€31e€YeHHs
Ta MeTabosivyHoi ajanTanii. Po3risganacs 3arajpHa Tpyla 3anajbHUX XBOpob pecriipaTopHoro Tpakry (J06, 106.8,
106.9) 3 miarHo30M roctpe pecripaTopHe 3axBopioBaHHs (['P3) 6akTepiiHOro MOXOKEHHS Ta BKJII0YAJIa JIOKAJIbHE
3arajbHe YPaKEeHHS BEPXHIX AMXaJIbHUX IJISIXIB 3 IPeCTaBIeHHIM rocTporo ¢papusrity JO2 (68,0%), roctporo

6poHxiry, J20, J20.9 (22,0%) roctporo Tonauuity J03, J03.9 (10,0%). [l oLiHKY (PYHKIIOHATBHOTO CTaHY XBOPUX i3



I'P3 6ys10 37ilicHEeHO KIIiHiYHO-/1a60paTOpPHE Ta iHCTpyMEeHTalbHE 0OCTeXXeHHs. [I0Ka3HUKY 3amaibHOi BifgnoBini
IUATSIYOrO OPraHi3My NPE3EHTYIOTh [1I0KA30Bi MiABUIIEHHS PiBHIB IUTOKIHIB 3 JOCTOBIPHUM [1€PEBAKAHHSAM
IIOPiBHSIHO 3 JaHUMU KOHTPOJIbHOI Ipynu Aiteil: piBeHs 1n-1 6yB ninpuuennii y 12,5 pazis, 11-2 - y 20 pasis, In-4 - y
18 pasis, 11-6 - B 5 pasis, 1-10 - y 7 pasis, IOH-o - y 9,6 pasis, ®HII-0 -y 26 pasis, HeontepuH - B 10,4 pa3u. JaHi
3arajibHOi IMyHHOI BifI[IOBIifli CBiAYaTh PO MiABUILEHHS PiBHA IgM y BCiX rpymnax, Ipru4oMy MOPIiBHAHO 3
KOHTPOJIbHOIO TPYIIOI0 Liel MoKa3HuUK 3pic y 3,9 pasis. Pisens IgG ninBumenuii y 15 pasis. [IpuBepranu ysary piBHi
JIENITUHY, SIKUI 3HAXOAVBCS Ha BEPXHill MexXi pedepeHTHUX BeInunH, piBeHb TTI" - Ha HUXKHIN Mexi pedepeHuii Ta
HE3Ha4yHe NePEBAXKAHH 3Ha4eHb piBHA C-nentug,. HalBuine 1OCTOBIpHE MiABUIIEHHS CIIOCTEPIrasaocs 3a piBHEM
KopTusony (y 2,1 pasu, pl&lt;0,01, p2&It;0,01), nocTosipHe 3HKeHHS piBHA [TIO, NOPIBHAHO i3 TaHUMU KOHTPOJIBHO]
rpynu (pl&lt;0,01; p2&I1t;0,01) Ta pepepeHTHUMU BeJIMUYMHAMY, BiTaMiH B 12 — y 1,2 pasuy, Bitamin D 3 - y 2 pasy,
aCKOpOiHOBAa KMCJIOTA — TAaKOX y 2 pa3y Ta, HWXK4Ye pe(pepeHTHUX 3Ha4eHb MalbKe y 2 pasu — BiTaMiHu D3,
C.HaykoBa HOBU3Ha OTPUMAHUX Pe3yJIbTaTiB: BUsBI€HO 3aKOHOMIPHOCTI PO3BUTKY iH(QEKLIHOTO Mpoliecy y AiTel 3
I'P3 Ha ¢oHi nigBuIneHHs PiBHIB LUTOKIHIB Ta rinoBitaminoay (BitTamidis B 12, C, D 3)). PiBui In1-1 6ysu nigBuieHi y
12,5 pasuy, In-2 -y 20 pasiB, I1-4 - y 18 paszis, [n1-6 - B 5 paszis, [1-10 - y 7 pasis, IOH-n - 9,6 pa3u, ®HII-o0 - 26 pasis,
HeontepuH - 10,4 pa3u. JJocmimKeHHs BUSABUIIO 3HIKEHHS PiBHIB BiTaMiHiB ITIOPIBHAHO i3 KOHTPOJIbHOIO IPYIIOI0
niteit: Bitamin B 12 - y 1,2 pasy, Bitamin D 3 - y 2 pa3u Ta C — TakoX y 2 pa3u HiK4Ye pepepeHTHHUX 3HaueHb.
Briepiue ripu gocigpkeHHi MikpobioMa pecnipaToOpHOro TakTy BuZineHo 114 mTaMiB YMOBHO-TIATOTEHHUX
MIKpOOPpraHi3MiB 3 nepeBakaHHsaM mwrtamiB Escherichia coli (37,0%) Ta Staphylococcus aureus (21,0%). Takox npu
6ioxiMidYHOMY JOCTiIKEeHH] 3pa3KiB OyJv BUSBJIEH] rpynu (epMeHTIB, 30KpeMa Lykpasa (11=69), manbrasa (n=87),
JlakTornepokcyuaasa (n-89). Bnepiue nokasaHo 3aKOHOMIpHOCTI MeTab0JIiuHOI afamnTarlii micjis ONTUMi30BaHOTO
JIiKyBaHHS1, 30KPEMA, HasSIBHICTb KOPEJISLIIHUX 3BS13KiB JIENITUHY [IPE3€HTOBAHO B [I03UTUBHOMY TaHMEMI 3 PiBHIMU
IIIOE, sk MapKepa 3anajeHHsl. BcTaHOBJIeHO KOpesIsiLiiiHi B3aeMo3p’s13ku BMicTy Cu ta IQH-0 3 Bitaminom D 3 .
[TpogemoHcTpOoBaHO nuHaMiuHi 3MiHU gaHux AOC npu BUKOPUCTAaHHI ONITUMI30BaHOI Teparlii, a came: 3HiBeJIbOBaHi
B3a€MO3B’13KHU 32 piBHsIMU Fe, BiZIbHOrO TUPOKCHHY, aiUNOHEeKTHUHY. CriocTepiraBcsi CMHeprism fiii koptusoay i3 I'TIO
(r=0,35, p=0,006) Ta cynpecii - Ha 3HaueHHs IgE (r=-0,28, p=0,03), ackop6iHOBa K1CJIOTa NIPE3eHTyBaIa NO3UTUBHI
B32€MOBIIJIMBY Ha 3HAY€HHS ITpo3ananpHux -6 ta I1-2 (r=0,27, 0,26, Bignosinno npu p=0,04-0,05), piBeHb
BiTaminy D 3 npencTaBsieHO [103UTUBHUMU B3a€EMO3B'13KaMu i3 3HaueHHs MU [OH-o (r=0,30), nentuny (r=0,38) ra Cu
(r=0,32). Bnepie oTprMaHO HOBIi [IaHi 32 pe3y/bTaTaMU €JIEKTPOHHOI MiKpocKoii 3ilIKpiby CIM30BOi 060JI0HKU
Ha3ogapeHriaJbHOI 30HH, SIKi IPEICTaBJIeHi JIOKaJli3alli€lo KOKOBOI (PJIOpH SIK Y elliTeslialbHUX KITUHAX, TaK i B
MO3aKJIITUHHOMY apea’i, pyyHallii sapa emniTeslionyTa 3 yTBOPEHHSIM 3Ha4HOI KiJIbKOCTI HyKJI€0J1, KIIITUHHOTO
IeTpUTy, nepudepruyHe BUTOHUEHHS 06a3aIbHO-KJIITUHHOI MeMOpaHy. Ha OCHOBI OTpUMaHUX AaHUX, po3pobJieHi
MaTeMaTU4Hi MOZEJi J03BOJISIIOTh BUSHAYUTH 30aJIaHCYBaHHS iHAUBiAyalbHOI HUTOKIHOBOI Ta aAUIIOKiHOBOI
BiZNOBizi Ha BIJIMB iH(EKLiHOro pecnipaTopHoro 30ynHuKa. Kio4osi cyioBa: I'P3 (roctpuil papuHrit, roctpuil
TOHBWJIIT, TOCTPUI OPOHXIT), HTUTOMOPQOJIOTiYHE NOCiIPKeHHS, MapKepH 3aMajibHOi BifTIOBIi i, aHTHOKCHUIAaHTHA

cucTeMa, MeTaboJTiuHa ajanTailis, 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&lt;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-no
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 peectpanifiHuii Homep JiP: 01170007148 0122U200611

IIpiopuTeTHHI HaAaNIPAM PO3BHTKY HayKH i TEeXHIKH: Hayku 1po KUTTA, HOBi TEXHOJIOTIi NPO(iNaKTUKY

Ta JIiKyBaHHS HAUINOMUPEHIIINX 3aXBOPIOBAHb
CrpareriyHui NpiopUTETHUI HANIPSIM iHHOBaILiHHOI AiSIJIBHOCTI: He 3aCTOCOBYETHCS
ITizcyMKH AOCIiAKEHHS: TeopeTndHe y3arajbHEHHS | BUPIlleHHS BAK/IMBOI HAYKOBOI IIPOGIeMU

ITy6ostikamii:

¢ 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 OKCMIATUBHU CTpPeC y AiTel — NaToJI0riYHUM
IIATTEPH IIPU peClipaTOPHUX 3aXBOPIOBAaHHSIX. [Ipo6yiemMu KIiHIYHOI eiaTpii: HayK.-IIPaKT. >KypHaJl OJ1st
nepniaTpiB Ta JiKapiB 3arajbHOI IPAKTUKYU — ciMeriHoi MepuuuHu. 2023;59(1):6-15.

¢ 3. T'opnenko OM, ITikiHa [1O. Posb pecripaTopHOoro mMikpo6iomy rnpu 3anasbHiii aTOJIOrii BEPXHIX AUXaTbHUX
msixiB. [Tpo6siemMu KitiHiuHOI neniaTpii: HayK.-MpaKT. XXypHas [jis efiaTpiB Ta JliKapiB 3arajbHOI IPAKTUKHU —
cimeitHoi MepunuHU. 2023;60(2):87-92.



e 4. Tlikina [}O. MeTabosiuHa afganTallis Ta OKCUIATUBHUI CTPeC y IiTell MpU pecnipaTOpHiil NaToJor i, msxu
Kopekuii. [Ipo6iemu KiiHiYHOI neniaTpii: HayK.-IIPaKT. XXypHaJI IJ1sl efiaTpiB Ta JiiKapiB 3arajbHOI IPAKTUKU —
cimeitnoi MmeguunHu. 2023;61(3):68-76.

e 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 [}O. 3MiHM J1TaHOK rOMEOCTAa3y B AiTEH i3 TOCTPOIO PECHIPAaTOPHOIO MATOJIOTIE€I0 BEPXHIX
IVXaJIbHUX MIJISIXIB Mif BIVIMBOM JIiKyBaHHSL. 3M00YTKY KJIiHIYHO] i eKcriepruMeHTaabHOI MeIULIHU: HayK.~
IIpaKT. XXypHai. 2024;58(2):55-63.

e 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 )KUTTS Ta 3[,0POB'SI HACEJIEHHS,

e eKTUBHOCTI [AiarHOCTUKY Ta JIiKyBaHHS XBOPUX

OxopoHHi gJokymeHTH Ha OIIIB:

BrnpoBaaKeHHS pe3yJIbTaTiB AHCEPTalii: BuposamkeHo

3B'A30K 3 HAYKOBHMH TeMaMH: 01170007148 0122U200611

VI. BizomocCTi Ipo HayKOBOr0 KepPiBHHKA /KEPiBHUKIB (KOHCYJIbTaHTA)

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

2. Olesia M. Horlenko

KBasidikanis: n.men.n., npodecop, 14.01.10
InenTudikarop ORCHID ID: 0000-0002-2210-5503
JoparkoBa inHdpopmamnist:

IloBHe HaliMEeHYBaHHS IOPHUAHUYHOI 0COOM: [lepskaBHUI BULIMIT HABYAJIbHUI 3aK/Ia "YKIOPOZCHKHIA

HalliOHaJIbHUH YHiBEpCUTET"

Kopg 3a €IPIIOY: 02070832

MicuesnaxomerHﬂ: ByJL. IligripHa, 6ya. 46, Yxropon, Yxropoacbkuil p-H., 88000, Ykpaina
dopma BracHOCTI: JlepxaBHa

Cdepa ynpaBiriHHS: MiHicTepcTBO OCBIiTH | HAayKu YKpaiHu

InenTudikarop ROR:

CeKTOop HayKH:. YHiBEPCUTETCHKUI

VII. BinomocrTi npo odiniliHuX OIIOHEHTIB Ta PEI€H3E€HTIiB

OdiuiiiHi OTIOHEHTH



Baacwue IlpizBumie Im's Ilo-6aTbKOBI:
1. KosnockoBa Osnena KocTIHTUHIBHA

2. Olena K. Koloskova

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

ImenTudikarop ORCHID ID: 0000-0002-8878-7041

JoparkoBa iHdopmamist:

IToBHE HaﬁMeHyBaHHﬂ IOPUOHUYHOL 0COOH: ByKOBMHCBHKUII [IepKaBHUI MEIUYHUIA YHIBEPCUTET
Kopg 3a € IPIIOY: 02010971

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

dopma BracHOCTI: /lepxaBHa

Cdepa ynpaBiriHHS: MiHiCTePCTBO OXOPOHY 310POB ' YKpaiHu

InenTudikarop ROR:

CeKTop HayKH: YHiBepCUTETCHKUI

Baacue IlpizBuuie Im's Ilo-6aTbKOBI:
1. AbatypoB OnexkcaHgp €BreHOBUY
2. Oleksandr Y. Abaturov

KBasidikamis: n.menn., npodecop, 14.01.10

Inmentudikarop ORCHID ID: 0000-0001-6291-5386

JoparkoBa iHdpopmamist:

IToBHE HaﬁMeHYBaHHﬂ IOPUIUYHOL 0COOH: J[HINPOBCHKUIA ep)KaBHUIA MEUYHUIA YHIBEPCUTET

Kog, 3a €EIIPTIOY: 02010681

Micqesﬂaxon)KeHHﬂ: ByJI. Bononumupa Beprancekoro, 6yz. 9, Jxinpo, [JHinposcbkuii p-H., 49044, Ykpaina
dopma ByacHOCTI: Jlepxasna

Cdepa ynpaBJIiHHﬂ: MiHicTepcTBO OXOPOHM 300POB 'Sl YKpaiHu

InenTudikarop ROR:

CeKTop HayKH: YHIBEpCUTETCHKUI

Penensentu

BiacHe IIpisBuie Im'sa I1o-6aTbKOBI:
1. ToBT-KopinHceka MapianHa IBaniBHa

2. Marianna I. Tovt-Korshynska
KBasidikamis: n.men.n., npodecop, 14.01.27
ImenTudikarop ORCHID ID: 0000-0002-8763-334X

JonaTkoBa iHdopmalist:



IIoBHe HaﬁMeHyBaHHﬂ IOpPI,uH‘{HOi 0COOM: Jlep>kaBHUY BUILUI HaBYAJIbHUM 3aKJIa[ "YKTOPOIChKUN

HalliOHAJIbHUY YHiBEpPCUTET"

Kopg, 3a €IPIIOY: 02070832

MicueSHaxo,q)KeHHﬂ: ByJL. [ligripHa, 6ya. 46, Yxropon, Yxropoacbkuit p-H., 88000, Ykpaina
dopma BracHOCTI: JlepxasHa

Cdepa yIIpaBJIiHHﬂ: MiHicTepcTBO OCBiTH 1 HayKU YKpaiHu

InenTudikarop ROR:

CeKTOop HayKH: YHIBEPCUTETCHKUI

Baacwue IlpizBume Im'a Ilo-6aTbKOBI:
1. binak Bonogumup Muxannosud

2. Volodymyr M. Bilak

KBasidikanis: k.men.n., mouent, 14.01.10
ImenTudikarop ORCHID ID: 0000-0002-2045-8460
JoparkoBa iHdpopmamist:

IIoBHe Haff'lMeHyBaHHﬂ lOpI/I,ZLH'{HO'l' 0COOM: Jlep>kaBHUI BUILIUI HABYAJIbHUM 3aKJIA[ "YKTOPOIChKUN

HalliOHaJIbHUH YHiBEpCUTEeT"

Kopg, 3a €IPIIOY: 02070832

Micuesnaxo,q)!(eHHH: ByJL. IligripHa, 6ya. 46, Yxropon, Yxropoacbkuil p-H., 88000, Ykpaina
dopma BracHOCTI: JlepxasHa

Cdepa praBJIiHHﬂ: MiHicTepcTBO OCBiTH 1 HayKU YKpaiHu

InenTudikarop ROR:

CeKTop HayKH: YHiBepCHTETChKUI

VIII. 3aKkJII04Hi BiZoMOCTi

Biacue IlpizBuie Im'sa ITo-6aTbKOBI Jlemko Osbra IsaniBHa

roJIOBH pagu

Bnacue IpizBume Im's I10-6aTbKOBI Jlemko Orbra IaniBHa

roJIOBYIOYOTO Ha 3acigaHHi

BiamoBizasibHHU 32 MiATOTOBKY Cabos Bikropist IBaHiBHa

00JIIKOBHX JOKYMEHTIB

Peectparop VYkpIHTEI



KepiBHuk Bigginy YKpIHTEI, mpo €
BiZITIOBiZAIBHUM 3a peecTpallilo HayKoBoi IOpuenko TeTsHa AHaTosiiBHA

IisiIbHOCTI




