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2. Prediction and prevention of recurrent respiratory diseases in young children with laryngopharyngeal reflux

Pedepar:

1. Incepralist npUCBsY€Ha IUTAaHHSM MiJBUIIEHHS €(PEeKTUBHOCTI NPOoPiNakTUKU PEKYPEHTHUX PECIipaTOpHUX
3axBOpIoBaHb (PP3) y miTeill paHHBOTO BiKy 3 JJapuHrogaprHreanbHuM pediaokcom (JIOP) misxoM BU3HAUYEHHS
iH(pOpMaTUBHUX MPOTHOCTUYHUX MTPEIUKTOPIB HA MifICTaBi BUBYEHHS KIIiHIKO-71a00PaTOPHUX Ta PYHKLIOHAIBHUX
ITOKa3HUKIB. [I71s1 TOCATHEHHSI [10CTaB/IeHOi MeTH OYJIY MIOCJiJOBHO BUKOHAHI HACTYIIHI 3aBAaHHS: BUBYMTH KJIiHIKO-
aHaMHEeCTUYHi XapaKTEePUCTUKHU AiTell paHHbOrO BiKY 3 JJapuHrodaprHreasbHUM pedIIIoKCOM Ta IIpoaHasi3yBaTy ix
pecnipaTopHy 3aXBOPIOBaHICTh; IPOBECTU JOOOBUI MOHITOPUHT PiBHS IENICUHY B PiIXHI POTOBOI IOPO>KHUHMU Ta
BCTAHOBUTH LMPKaTHI pUTMU MOTO KOHLEHTPALil 17151 yAOCKOHaNeHHs AiarHoctuky JIOP y niteit paHHbOrO BiKYy;
IIPOAHAJIi3yBaTU B3a€MO3B'SI3KA MK KJIiHiYHUMU nTposBamu JIQP y iTeil paHHBOTO BiKy, KOHLEHTPALIi€IO IETICUHY
Ta iHTepJIelKiHy-8 B CEKPETi pOTOBOI IIOPOKHUHU; BUBYMTH acoljallii MK JIAKTa3HOIO HEJLOCTATHICTIO Ta
inTeHcuBHicTO JIOP; BcTaHOBUTU OCOBIMBOCTI MiKpOGiOTH IOPOXKHUHY POTA Y IiTeH paHHBOTO BiKy 3 JIOP Ta

OLiHUTY e(PEeKTUBHICTh BUKOPUCTAHHS ITPOQiaKTUYHUX KYPCiB IIpenapary, o MicTuTh mraM S. salivarius K12;



BU3HAYUTU iHPOPMATUBHI KJIiHIKO-71a00PaTOPHi Ta (PyHKIIOHAIbHI IPEAUKTOPU [IPOrHO3yBaHHs PP3 y niteit
paHHbOro Biky 3 JIOP msxom nodyoBu JIOTiCTUYHOI perpeciiiHoi Mmozesti 3a pe3yJibTaTaMy KaTaMHECTUYHOTO
CIIOCTEPEKEHHS. [IJIs1 HOCSATHEHHS IOCTABJIEHOI METH Ha IIEPUIOMY €Talli IPOBEIEHO KIIiHIKO-aHAMHECTUYHE
obcrexxeHHs 620 nitelt BiKoM Bif, 1-ro Micss 10 2-X POKiB METOJ0M BUNAAKOBOi BUGipku. Ha apyromy eramni, nicis
BU3HAYEHHS BiIIIOBIHOCTI KPUTEPISIM BKJIIOUEHHS Ta BUKJIIOYEHHS, IIPOBEIIEHO AEeTallbHE KIIiHIKO-aHAMHECTUYHE Ta
J1a6opaToOpPHO-PYHKIiOHAJIbHE AOCTiIpKeHHs 155 fiTell 3 CUHAPOMOM 3pUTYBaHHS, SIKi YBIMIIM 10 OCHOBHOI IPyIu.
B sixocTi rpynu nopiBHsAHHS ob6cTexxeHo 30 niTeit 6€3 CMHAPOMY 3puryBaHHs. Ha TpeTboMy eTari npoBesieHo
nocJligkeHHs 36 IiTell 3 OCHOBHOI rpyny, siki cpopmysanu PP3 B katamHe3i. B po60Ti Biiepiie BUBYEHO J0OOBI
LMPKaJHi pUTMU aKTUBHOCTI IIETICUHY B PiiHi pOTOBOI IOPO>KHUHY Ta BU3HAYEHO ONTUMAaJILHE TIOPOTOBE
3Ha4€HHS Moro piBHA 115 piarHoctuku JIOP y nitTeil paHHBOTO BiKy Ta BCTAHOBJIEHO HAsIBHICTh [IPUXOBAHUX €I1i301iB
pedmokcey. Tak, cepefHbOI000BE 3HAUEHHSI PiBHS MEIICUHY IIiJl 4aC MOHITOPUHTY CTaHOBuUJIO (Me) 446,8
(267,9-534,7) nir /M1, 3MiHIOBaJIOCh IPOTSITOM 1,006U, 6YJI0 MAaKCHMAJIbHUM IIiCJIsl 3pUTYBAHHS, ajie BipOTiHO He
pi3HMIIOCH 3 Mpo6aMy HaTIeceplie Ta Yepe3 rofuHy micss rogyBaHHs (439,4 (257,7-615,3) ir /mi, 514,0 (281,8-581,2)
nr/mi, 422,9 (247,1-525,2) ir /M BignosigHo, p>0,05), [0 CBiAYUTb PO HASIBHICTb MPUXOBAHUX €I1i301iB PeIIIoOKCY
IIPOTSrOM 100U. PiBeHb NENICHMHY caMe HaTuieceple OyB BipOTiIHO BUIIMM Y IiT€H, IKi MalOTh BUCOKY iHTEHCHUBHICTb
JIQP (= 7 6aniB 3a pediokc-aHKeTO). BudHaueHo, 110 came HaTlieceplie piBeHb MeNCUHY Y piluHi poTOBOi
IIOPOKHMHU 2443,4 1T /MJ1 MO>KE€ BUKOPUCTOBYBATUCS [J1s1 CKPUMHIHTOBO] fiarHocTuku JIOP y niTeil paHHbOro BiKy 3
4yTIUBICTIO 66,7 %, cnenudivynicTio — 80,0 %, NPOrHOCTUYHOIO L[iHHICTIO MO3UTUBHOTO pe3ysbTaTy — 75,0 % Ta
IIPOTHOCTUYHOIO LiHHICTIO HETaTUBHOTO Pe3ybTaTy — 72,7%. Hamu npoanasizoBaHO €e(eKTUBHICTb Ta
PEKOMEHJI0BaHO O BUKOPUCTAaHHS Ha NMPaKTUlli JIiKyBaJIbHUX Ta NPOQiNlaKTUYHUX KypCiB IIpernapary, B CKIajli IKOro
e mram S. salivarius K12, y miteit 3 JIOP, mo cipusie BiiHOBJIEHHIO €y6iOTUYHOTO CTaHy MiKpPOOiOTH POTOBO]
MIOPO>KHMHU, 3MEHIIEHHIO €Mi30/iB pecnipaTopHUX 3axBoproBaHs (3 3,9 (1,2) no 2,4 (1,1); p<0,05) Ta ix TpuBasnocTi (3
1,5 (0,1) micsauis go 1,0 (0,5) micsuis, p<0,05). Ha nifcrasi 6araTodakTOpHOTO MigX04y 10 OLiHKU PU3UKY PO3BUTKY
PP3 nHai6inbll BATOMUMMHU IPOTHOCTUYHUMU NPEAUKTOPAMU BUSIBUIIMCSL: TIOYATOK 3pUTyBaHHS Hicis 6 Mic. (I=1,76),
nepioguyHui Kaesb Ta,/abo OCUILIICTb rosocy 6e3 o3Hak ['P3 (1=1,58), BisuHru NpoTsArom nepuux ABOX POKiB
KuTTs 6€3 o3Hak ['PBI (I=1,36), 1/I-8 >426,0 rir /mn (1=3,53), 1akTa3Ha HegoCTaTHICTD (I=2,24) Ta nencux Hatue > 500
nr/mi (1=1,04). B po6oTi no6yzoBaHO Ta 3alIPOIIOHOBAHO 3pYYHi IPOrHOCTUYHI MIKaIU Jj1s1 Pi3HUX €TalliB HalaHHS
MEANYHOI JONIOMOTH, 110 [103BOJISIOTh BULISITU IPYIY AiTell paHHBOTO BiKy 3 JIOP, ki noTpebyioTh NOranubdaeHoro
00CTEeXEHHS i TPOBeAEeHHs NPOQiaKTUYHUX 3aX0iB, OJ1s1 SMEHILIEHHS YaCTOTH peclipaTOpPHUX iH(eKLil Ta

3arno6iraHHs pO3BUTKY iX PEKypEeHTHOro nepeoiry

2. The dissertation is devoted to issues of increasing the effectiveness of prevention of recurrent respiratory
diseases (RRD) in young children with laryngopharyngeal reflux (LPR) by determining informative prognostic
predictors based on the study of clinical, laboratory and functional indicators. To achieve the set goal, the
following tasks were successively performed: study of clinical and anamnestic characteristics of LPR among young
children with regurgitation syndrome and establishment of its association with other respiratory and
gastrointestinal disorders; studying the effect of lactase deficiency (LD) on the intensity of LPR and determining
the informativeness of diagnostic methods of LD in young children; conducting daily monitoring of pepsin level in
oral fluid and determining circadian rhythms of its activity to improve diagnosis of LPR in young children; study of
the relationships between the activity of pepsin, pro-inflammatory cytokines and oral microbiome in young
children with LPR; determination of informative clinical and laboratory predictors of RRD prediction in young
children with LPR by building a logistic regression model based on the results of catamnetic observation and
assessment of the feasibility of using a respiratory probiotic for the prevention of RRD. In order to achieve the set
goal, at the first stage, a clinical and anamnestic examination of 620 children aged from 1 month to 2 years was
conducted using a random sampling method. At the second stage, after determining compliance with the inclusion
and exclusion criteria, a detailed clinical, anamnestic, and laboratory-functional study was conducted for 155
children with vomiting syndrome who were included in the main group. As a comparison group, 30 children
without regurgitation syndrome were examined. At the third stage, a study was conducted of 36 children from the
main group who developed RRD in catamnesis. In the work, for the first time, the daily circadian rhythms of pepsin



activity in the oral cavity fluid were studied and the optimal threshold value of its level was determined for the
diagnosis of LPR in young children, and the presence of hidden episodes of reflux was established. Thus, the
average daily value of the pepsin level during monitoring was (Me) 446.8 (267.9-534.7) pg/ml, it changed during the
day, it was maximal after vomiting, but it probably did not differ with samples on an empty stomach and one hour
after feeding (439.4 (257.7-615.3) pg/ml, 514.0 (281.8-581.2) pg/ml, 422.9 (247.1-525.2) pg/ml, respectively, p>0.05),
which indicates the presence of hidden episodes of reflux during the day. The level of pepsin on an empty stomach
was probably higher in children with a high intensity of LPR (= 7 points according to the reflux questionnaire). It
was determined that the fasting pepsin level in the oral cavity fluid >443.4 pg/ml can be used for the screening
diagnosis of LPR in young children with a sensitivity of 66.7%, specificity — 80.0%, predictive value of a positive
result — 75.0 % and the predictive value of a negative result — 72.7%. The paper confirmed that LPR in young
children induces a disturbance in the state of the microbiota of the oral cavity, which is characterized by an
increase in the number of colony-forming units of gram-negative strains (in particular, K. pneumonia, E. coli, P.
vulgaris). The frequency of identification of strains of S. viridans, as a representative of normal microflora, was
probably lower in children with RRD, which also had a relationship with the concentration of pepsin in the oral
fluid of young children (R=0.61, p<0.05 ). Based on a multifactorial approach to assessing the risk of developing
RRD, the most significant prognostic predictors were: the onset of regurgitation after 6 months (I=1.76), periodic
cough and/or hoarseness without signs of ARD (1=1.58), wheezing during the first two years of life without signs of
ARD (I=1.36), IL-8 >426.0 pg/ml (1=3.53), lactase deficiency (I=2.24) and fasting pepsin > 500 pg/ml (I=1.04). In the
work, convenient prognostic scales for various stages of medical care have been constructed and proposed, which
allow to single out a group of young children with LPR who need in-depth examination and preventive measures to
reduce the frequency of respiratory infections and prevent the development of their recurrent course.
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