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Pedepar:

1. Incepraujiiina po60Ta IPUCBIY€HA BUBYEHHIO KJIIHIYHUX OCOGIMBOCTEN NIepeoiry, AiarHOCTUYHIN L[iHHOCTI
6iomMapKepiB /17151 IiarHOCTUKY CEIICUCY Ta BUBHAYEHHIO FeHETUYHUX NIPEIMKTOPIB PO3BUTKY OCTAHHBOTIO y AiTei
BikOM BiJ 1 Micsug 1o 18 pokis. [TocTaBieHa MeTa LOCATHYTA LIJIIXOM BU3HAYEHHS 11arHOCTUYHOI LIIHHOCTI PiBHS
CPB, TNF-n, IIKT i IICII Ta posni ogHoanenpHoi myTalii reHa TNF-o B Touni 308. Pisens [ICII Ta IIKT kopesoe i3
BaXKKICTIO I1epediry cerncucy, o 4o3BoJIsie BAKOPUCTOBYBATH iX [JIs1 OLIIHKYM BaXKKOCTI CTaHy. ByJio IoBenieHo, mo
HaNOi/IBIIOI0 YYTIMBICTIO Ta crienuivHICTIO IJ1s1 NiarHOCTUKY PO3BUTKY 6akTepiaspHOi iHdeKii Ta cerncucy
Bosiofiie came [1CII, 110 OGI'PyHTOBYE BUKOPUCTAHHS MOT0 PiBHS [J1s1 PaHHbOI AiarHOCTUKY reHepasisanii
6akTepianbHOi iHdeKii. 3amileHHs ryaHiny Ha anaHiH B To4li 308 reny TNF-o B 5 pasiB mifgBuilye puauk po3BUTKY
CEICUCY Y AiTeN Ta i3 CTAaTUCTUYHO 3HAYMMOIO Pi3HULEIO MiBuILye piBeHb cuHTe3y TNF-0, 110 nartoreHeTu4Ho

MOSICHIOE NIPUYVHY PO3BUTKY F€HETUYHOI CXUJIBHOCTI O PO3BUTKY CEINICUCY NPU JaHil MyTaljil y IiTew.



2. The thesis is devoted to the study of clinical features of the course, the diagnostic value of biomarkers for the
diagnosis of sepsis and the determination of genetic predictors of the latter in children aged 1 month to 18 years.
The goal was studied by determining the diagnostic value of the levels of CRP, TNF-g, procalcitonin, presepsin and
the role of the single-site mutation of the promoter site of the TNF-o gene at point 308. We carried out a
bacteriological study of various biological fluids (blood, liquor and urine), wound fluids, smears from the mucous
membranes (nose, throat), washes from tracheobronchial tree, drainage tubes, peripheral and central catheters in
the children of the main group and the comparison group. In sepsis detection of a causative agent was seen in 24
children (51.0 %), in the comparison group - 10 children (14.7 %), which coincides with the data of the literature.
Not large number of cases of purulent pathogen isolation in children with localized purulent infection in
comparison with the group of children with sepsis is due to a single examination from one environment, while in
the case of sepsis the bacteriological examination was carried out from several environments and several times.To
diagnose sepsis from laboratory biomarkers we used a determination of the level of CRP (47 children from the main
group and 68 groups of comparison), procalcitonin (31 children with sepsis, 54 children with localized bacterial
infection and 30 children from the control group), TNF-o (31 children - the main group, 54 children - the
comparison group and 30 children - the control group) and the level of presepsin (16 children with sepsis, 14
children with localized bacterial infection and 26 children from the control group). Thus, in localized bacterial
infections, the level of CRP, TNF-n, PTC and presepsin was: 28.3 mg / L CI 95 % [22.4-34.2], 186.5 pg / ml CI 95 %
[163.1-209, 9] 0.86 ng / ml CI 95 % [0.77-1.03] and (m) 313.5 pg / ml (IQR 208-376 pg / ml), respectively. In case of
sepsis indicators of CRP, TNF-g, PCT and presepsin were significantly higher (44.7 mg / L CI 95 % [35 -54.3], 280.3
pg / ml CI 95 % [243.9-316 7], 4.06 ng / ml CI 95 % [2.34-5.69], (m) 1887.5 pg / ml (IQR 505.5-3702.5 pg / ml)) and
the difference was statistically significant compared to those with localized bacterial inflammation. In this case,
the highest specificity (96 %) and sensitivity (97 %) were detected in presepsin for the diagnosis of bacterial
infection and 92 % of sensitivity and 93 % of specificity for the differential diagnosis of sepsis and localized
infection. The replacement of guanine by alanine in the promoter site of the TNF-o gene at the 308 point increases
the risk of sepsis in children at 5 times. We found that the substitution of guanine for alanine increases the level of
synthesis of TNF-m: in children with genotype 308 G / G, its level was 201.9 pg / ml [CI 95% 168.6-235.2 pg / ml],
with the allele variant at the 308 G / A point was 460.6 pg / ml [95% 379.2-541.9 pg / ml], the difference was
statistically significant (p <0.001), and between these indicators there is a direct medium-strength correlation link
(r-0,66, p = 0,0002), which explains the pathogenetic cause of the development of genetic predisposition for the
development of sepsis in this mutation in children.
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