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Pedepar:

1. Inceprauiiina po60Ta IPUCBAYEHA AOCTIIKEHHIO MEXaHi3MIiB PO3BUTKY Pi3HUX (PEHOTUIIIB
snapuHrodapuHreanbHoro pedokcy (JIOP) y Mosonux 4010BiKiB yepe3 KOMILJIEKCHE 3iCTaBIeHHS KIliHiKO-
MOPQOJIOTIYHUX, IMyHOJIOTTYHUX, 610XIMIYHUX Ta BereTaTUBHUX MapKepiB y NIOeJHAHHI 3 aHali30M KOMOPOiTHUX
CTaHiB BEPXHiX AuxanbHuX 1usaxiB (BAI) Ta TpaBHOro KaHasny. Ha nifgcrasi BcebiyHOro aHasnizy naroresesy JIOP B
Y0JIOBIKiB BiKOM 18-44 poKH, 110 BKJIIOYAB OL[iHKY aHTPOIIOMETPUYHNUX JAHUX, BepUQIKaLlilo KIIiHIYHMX (PEHOTUIIB,
BVBYEHHS €HJIOCKOIIIYHOI KAPTHHY Ta [TIOKA3HYKIB BPOJKEHOTO IMYHITETY, a TAKOX 3 YPaXyBaHHSIM CYITyTHIX
3aXBOPIOBaHb, 0COOJIMBOCTEN BEI€TaTUBHOTO CTATyCy ¥ 6i0XiMIiYHOIO CKJafy CIMHU, Oyj10 C(POPMOBAHO aATOPUTM
IiarHocTuky (peHoTuniB JIOP, 3acHOBaHMI HA KOHKPETHUX €TiONAaTOT€HETUYHNX KPUTEPisiX. B IpoBeeHOMy
IocinkeHi 6yJ10 32CTOCOBAaHO KOMIJIEKCHUM MiAXin, 1o oxortoBaB naTodisiosorivxi, 3arajbHOKIIIHIYHI,

iHCTpyMeHTasIbHi, 6i0XiMiYHI METOIY Ta CTaTUCTUYHUI aHaJi3. [IpOTOKO JocinKeHHs 6y0 po3pobIeHO



BiIMOBIHO 10 aKTyaJIbHUX MXKHAPOAHUX CTAHAAPTIB fiarHocTuku JIQP. ApxiTekTypa poboTu nepepdayasa Tpu
IIOCJIiIOBHI eTanu [Jis [lepexoly Bifl Cy0'eKTUBHUX CKapr NallieHTiB 10 06'eKTHBHOI Bepudikalii peHoTuIIis
3axBOPIOBaHHS. [lepiunil, CKpMHIHrOBUM, 6a3yBaBCsl HA BUKOPUCTAHHI Ba/lilOBaHUX iHCTPYMEHTIB (ONUTYBaJIbHUKHU
Reflux Symptom Index (RSI) Ta Reflux Symptom Score-12 (RSS-12)) Ta mkanu The Hospital Anxiety and Depression
Scale (HADS). Ipyruii, niarHoCTUYHUM, 6a3yBaBCs HAa IIPOBEIEHH] BiZle0€HIOCKOIIil Ta CTPO6GOCKOii Ha 06J1aiHaHH]
exkcneptHoro kinacy (Karl Storz, MedStar UE 3000). 3actocyBanns mkany RSA (Reflux Sign Assessment)
3abesneyunso nu@posisalio BidyanbHux o3Hak JIOP, miHiMisyloun cyb'ekTuBi3M focignuka. Tperiit, etan
Bepudikaliii, mosAraB y AeTaJbHOMY aHali3i NaTOT€HETUYHUX MapKepiB, BKJIIOYAIOYM NTIOKa3HUKU BEr€TaTUBHO]
perymsuii (BCP), 6ioximito cinnau Ta iMyHHU# cTaTyc. JocinkeHHs HiTpO3aTUBHOIO i OKCUIATUBHOTO CTPECY
(piBens HiTpuTiB (NOOO), akTUBHICTb CUHTa3u okcuny a3oTy (NOS), cynbdrigpunshi rpynu (-SH), kap6oHinu 6inkiB
(anbperin-Ta keTroHeHinrinpasoHis (AQI' /KOPT')) 103B0NNIIO OLIHUTY MOJIEKYJISIPHI MEXaHi3MU MOMKOAKEHHS
C/IM30BOI Ta afanTaliiiHi pe3epsu opranismy. AHasiz BCP 6ys1o 3asy4eHo 5K iHHOBaLiltHMI MEeTOZ, OLIiHKY POJIi
aBTOHOMHOI HepBOoBOi cuctemu (AHC) y dopmyBanHi ¢penorunis JIOP. HaykoBa HoBu3HA. KiliHiuHe BOCTiIKEHHS 3
KOMIIJIEKCHOIO BepHuQiKallielo Ta NOPiBHSAJIBHUM aHaJIi30M KJIiHIKO-MOPQOJIOriyHMX, 6]0XiMIYHUX, IMYHOJIOTIUYHHUX i
BereTaTuBHUX MposBiB JIOP, 103BOMNIIO BCTAHOBUTU (PEHOTUIN PE(DIIIOKCY Y YOJIOBIKiB MOJIOZOTO BiKy Ta
BM3HAYUTHU HMOT0 3B'SI30K i3 KOMOPOiiHOIO naTosorieto BepxHix Binninis IIIKT. Briepine po3po6ieHo Ta HAyKOBO
OGI'PYHTOBAHO MYJIbTUAUCLIMILIIHADHUI aIropyuTM JiarHocTuku JIPP y 40710BiKiB MOJI0I0TO BiKY (18-44 pokm),
3aCHOBAHUI Ha KOMIIJIEKCHOMY I1O€JJHAHHI KJIiHIKO-MOP(OJIOriYHUX, iIMyHOJIOTIYHUX Ta BET€TaTUBHUX MapKepiB.
Briepine BusiBJieHO Ta onmcaHo GeHOMEH «peryasTopHoro 36igHenHs» AHC y nanienTis i3 JIOP. JloBeneHo, 110
XPOHIYHUM pedIIIoKC BUCTYIIae PAKTOPOM «KOPCTKOI» LieHTpaizallii yrpaBsiHHs CepLeBUM PUTMOM (IIiABULIEHHS
SI ta IC), 1m0 poOUTh OpPraHi3M Bpa3JMBUM /10 30BHIllIHIX HaBaHTaXXeHb i MPU3BOAUTH 10 BUCHAXKEHHS afanTaliliHuX
pesepsiB (y 13,19 % Bunaaxis). Yiiepiie BCTaHOBJIEHO KOPEJIALINHNMI 3B'SI30K MDK MOJIEKYJIIPHUMU MapKepaMu
HITPO3aTUBHOTO CTpecCy B cyuHi (mipBuueHHs aktuBHOCTI NOS, koHueHTparii NOon, Kap6oHisiB 6ifkiB) Ta CTynieHeM
€HJIOCKOIIYHUX 3MiH 32 IKajo0 RSA, 1110 103B0JINIIO 06'€KTUBI3YBATH OLIiHKY I1OIIKOJ)KEHHS CJIM30BOi 000JIOHKM Ha
IO KJIiHiYHOMY piBHi. [I[pakTryHe 3Ha4Y€HHS] OTPUMAHUX Pe3yJIbTaTiB. POO0OTA € KIIiHIYHUM JOCIiIPKEHHSIM
PEe3YJIbTaTH SIKOTO PO3LIMPIOIOTh HAYKOBI YSBJIEHHS PO IIATOT€HETUYHI 0COGJINBOCTI €TiONnaToreHeTHYHUX
MexaHi3MiB po3BUTKY JIDP. [IpakTryHe 3HaUY€HHS OTPMMaHUX Pe3yJIbTaTiB [10JISITa€ y BIIPOBAI)KEHH] CICTEMHOTO
niaxony 0o BeleHHs nauieHTis i3 JIOP niis nigBUILEHHS TOYHOCTI AiarHOCTUKYU Ta €(PEKTUBHOCTI JIiIKyBaHHS yepes3
IepCcoHai3alLio TepaneBTUYHOI cTparerii. OCHOBHUMU aCIIEKTaMU NIPAKTUYHOTO 3aCTOCYBAHHS € OITUMi3alis
IiarHOCTUYHOTO MTPOTOKOJTy. AITOpUTM AiarHocTuKy JIOP rnoBrHeH 6a3yBaTHCs Ha Bi3yaJibHIl OLHII CIM30BO]
000JIOHKM 3 BUKOPUCTAHHAM MIKanu RSA y rnoeHaHHi 3 onuTyBanbHuKamu RSI Ta RSS-12, mo 3a6e3neunts
00'€KTMBHUI MOHITOPUHT CTaHy NallieHTa B AuHaMili. JIoLiIbHO BIPOBAJUTU METOJ, «LXU(PPOBOro (PEHOTUITYBAHHSI»
nauieHrTis i3 JIOP nposenenHsm BCP 1151 paHHbOTO BUSIBJIEHHS MALi€HTIB i3 IPYNY PU3UKY «3pUBY afanTalii» Ta
BYaCHOI Kopekuii Teparii 151 ocib i3 BUpa)keHUM PeryyiaTOpHUM cTpecoM (Bucokuii SI) Ta BucHaxxeHHs M AHC,
3anobirady nepexony XBOpoby y BaKKy I€KOMIIEHCOBaHy (popmy. BuzHaueHHs piHiB NOon, aktuHOCTi NOS Ta
[IOKa3HMKIB OKCUAATUBHOI MoauQiKalii 6iJIKiB y CJIMHI pEKOMEHIYEThCS SIK HEiHBa3MBHUI METOJ, OLiHKY CTYIIEHS
MOIIKOKEeHHS TKaHUH. [I7151 MiBUIIEeHHS IPUXWIbHOCTI NallieHTa [0 JIiKyBaHHS (KOMIJIA€EHC) Ta [TOKpalleHHs
3arajyipHoi siKkocTi XXUTTs (QoL), 1m0 foBeneHo Kopessiieo Mix JIQP Ta piBHEM TPUBOXKHOCTI 1 «kaHLepodo6ii» (3a
mkaso HADS), HeoOXiiHO BKJIIOUUTU [ICUXOTEPANEBTUYHY MiITPUMKY 200 M'SIKy C€IaTUBHY Tepallilo 10

3araJjibHOTO IPOTOKOJIY JIIKYBaHHSI.

2. The dissertation is devoted to investigating the mechanisms underlying the development of different
phenotypes of laryngopharyngeal reflux (LPR) in young men through a comprehensive comparison of clinical-
morphological, immunological, biochemical, and autonomic markers, combined with an analysis of comorbid
conditions of the upper respiratory tract (URT) and the digestive tract. Based on a comprehensive analysis of LPR
pathogenesis in men aged 18-44 years - including assessment of anthropometric parameters, verification of
clinical phenotypes, evaluation of endoscopic findings and innate immunity indices, and consideration of
comorbidities, autonomic status characteristics, and the biochemical composition of saliva - an
etiopathogenetically grounded diagnostic algorithm for LPR phenotypes was developed. The study employed an



integrated approach encompassing pathophysiological, general clinical, instrumental, biochemical methods, and
statistical analysis. The study protocol was designed in accordance with current international standards for LPR
diagnostics. The study architecture comprised three sequential stages enabling a transition from patients’
subjective complaints to objective verification of disease phenotypes. The first (screening) stage was based on
validated instruments (the Reflux Symptom Index (RSI) and Reflux Symptom Score-12 (RSS-12) questionnaires) and
the Hospital Anxiety and Depression Scale (HADS). The second (diagnostic) stage relied on videoendoscopy and
stroboscopy using expert-class equipment (Karl Storz, MedStar UE 3000). Use of the Reflux Sign Assessment (RSA)
scale provided digitization of visual LPR signs, minimizing investigator subjectivity. The third (verification) stage
consisted of an in-depth analysis of pathogenetic markers, including autonomic regulation indices (heart rate
variability, HRV), salivary biochemistry, and immune status. Assessment of nitrosative and oxidative stress (nitrite
level (NOuan), nitric oxide synthase (NOS) activity, sulfhydryl groups (-SH), and protein carbonyls (aldehyde and
ketone phenylhydrazones (AFPH /KFPH)) enabled evaluation of molecular mechanisms of mucosal injury and the
organism’s adaptive reserves. HRV analysis was incorporated as an innovative method to assess the role of the
autonomic nervous system (ANS) in shaping LPR phenotypes. Scientific novelty. The clinical study, involving
comprehensive verification and comparative analysis of clinical-morphological, biochemical, immunological, and
autonomic manifestations of LPR, enabled identification of reflux phenotypes in young men and determination of
their association with comorbid pathology of the upper gastrointestinal tract. For the first time, a multidisciplinary
diagnostic algorithm for LPR in young men (18-44 years) was developed and scientifically substantiated, based on
an integrated combination of clinical-morphological, immunological, and autonomic markers. The phenomenon of
ANS “regulatory depletion” in patients with LPR was identified and described for the first time. It was
demonstrated that chronic reflux acts as a factor of “rigid” centralization of cardiac rhythm control (increased SI
and IC), rendering the organism vulnerable to external loads and leading to depletion of adaptive reserves (in
13,19% of cases). For the first time, a correlational relationship was established between molecular markers of
nitrosative stress in saliva (increased NOS activity, NOoo concentration, and protein carbonyls) and the severity of
endoscopic changes according to the RSA scale, enabling objective assessment of mucosal injury at the preclinical
level. Practical significance of the findings. This clinical study expands scientific understanding of pathogenetic
features and etiopathogenetic mechanisms of LPR development. The practical significance lies in implementing a
systemic approach to the management of LPR patients to improve diagnostic accuracy and treatment effectiveness
through personalization of therapeutic strategies. Key practical applications include optimization of the diagnostic
protocol. The LPR diagnostic algorithm should be based on visual assessment of mucosa using the RSA scale
combined with the RSI and RSS-12 questionnaires, ensuring objective longitudinal monitoring. It is advisable to
introduce “digital phenotyping” of LPR patients through HRV assessment for early identification of individuals at
risk of “adaptation breakdown” and timely therapy adjustment in patients with pronounced regulatory stress (high
SI) and ANS exhaustion, thereby preventing progression to severe decompensated disease. Determination of
salivary NOuno levels, NOS activity, and indices of oxidative protein modification is recommended as a non-invasive
method for assessing the extent of tissue damage.
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1. Kocrenko Birtaniit OnekcaHnpoBuy

2. Vitaly Kostenko

KBasigikanis: n.men.n., npodecop, 14.03.05

InenTudgikarop ORCID ID: 0000-0002-3965-1826

JoparkoBa iHdpopmamnist:

ITloBHe HaiMEeHYBaHHSI IOPHUAHUYHOI OCOOM: [10/ITaBCHKMIA iEPXKABHUI MEAMYHMI yHIBEPCUTET
Kopg 3a €IPIIOY: 43937407

Micuesnaxo,rm(eunﬂ: ByJL. llleB4yeHKa, [losraBa, [lonraBeekuit p-H., 36011, Ykpaina

dopma ByracHoCTI:

Cdepa yIIpaBJIiHHﬂ: MiHicTepCcTBO OXOPOHM 3[0POB'd YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

Penensentu

Baacwue IlpizBumie Im'a Ilo-6aTbKOBI:
1. Tanimap>xi €BreH IBaHOBUY

2. Haidarzhi Yevhen 1.

KBastidikamis: k.men.n., mouenrt, 14.01.03
InenTudgikarop ORCID ID: He 3acrocosyerncs
JoparkoBa iHdpopmamuist:

IloBHE HaliMEeHYBaHHS IOPUAHYHOL 0COOH: 3anopisbkuii iep>kaBHUI MeIUKO-(hapMaIeBTUIHUI

yHiBEpCUTET

Kopg 3a €IPIIOY: 45030873

Micue3Haxoa>KeHHS: 6ynbeap Mapii [Ipumauenko, 3anopixoks, 3anopisbkuil p-H., 69035, Ykpaina
dopma BracHOCTI: JlepxasHa

Cdepa ynpaBriHHS: MiHiCTEPCTBO 0XOPOHY 3140POB's YKpaiHu

InenTudikarop ROR:

VIII. 3aKkJII04Hi BiZoMOCTi
BaacHe IlpizBume Im's [10-6aTbKOBI Boponriosa Jlosita JieoHinisua

rOJIOBH pagu



BaacHe IlpizBume Im's I10-6aTbKOBI Boponriosa Jlosita JleoninisHa

TOJIOBYIOYOTO Ha 3acCiiaHHi

BigmoBimasabpHUI 3a Hi,ILI‘OTOBKy Tkauenko Okcana BosnonumupiBHa
00JIiKOBUX JOKYMEHTIB

Peec'rpa'rop Opuenko TersiHa AHaToJIiBHA

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZIIOBiZaJIbHUM 32 peEeCTpallilo HAayKOBOIi IOpuenko TeTsHa AHatosiiBHA

OisSIIBHOCTI




