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Pedepar:

1. Incepraist NpUCBsY€HA MiIBULEHHIO €(EKTUBHOCTI JIIKyBaHHS Ta NPOQPLNIaKTUKKU aTOMIYHUX XBOPOO (AX) y miTen
LJISIXOM MPeAMKLii pO3BUTKY pi3HMX (PEHOTUIIB aTOMIYHOro Mapiny (AM) y niTeil Ha OCHOBi pO3pOOKM iHTErpaIbHUX
nepcoHi(ikoBaHUX Mojiesiel IpeIUKATUBHOI IiarHOCTHKY, sIKi 6a3yI0ThCsl Ha BU3HaYeHHi SNV reHis, aconifioBanux
3 arorielo, 3arajabHOro iMmyHorso6yiny E (IgE) Ta HOBITHIX XeMOKiHOBMX 6i0MapKepiB. 3riHO IOCTABJIEHUX 3aBJJaHb
IOCIiIKEHHS, BIIepIle B YKpaiHi BCTAaHOBJIEH] CTPYKTYpa 3yCTPi4albHOCTI, acoujallii Ta BILJIMB TEHOTUITHUX
BapiantiB C/C, C/T, T/T SNV rs7927894 reny FLG, A/A, A/G, G/G SNV rs11466749 reny TSLP, C/C, C/T, T/T SNV
rs7216389 reny ORMDL3, nauieHTamMm ocCHOBHOI rpynu - TakoxX Ha A/A, A/G, G/G SNV rs10052957 ta SNV C/C,
C/G, G/G rs41423247 reny hr-NR3C1 Ha pusuku po3Butky MO®, OO® Tta [TOD aroniuHoro mapmy y giteid. Takox



OyJii BU3HAYEHi FeHOTUIIHI BapiaHTH, sIKi BU3HAYAIOTh acoljiallii Ta BIJINB IPUYMHHUX TeHOTuUIiB SNV rs7927894
reny FLG, SNV rs11466749 reny TSLP, SNV rs7216389 reny ORMDL3, SNV rs10052957 ta rs41423247 reny hr-NR3Cl
Ha PU3KUKU PO3BUTKY MOHOOPTraHHUX, OJIIFOOPTaHHOIO Ta M0JiopraHHuX GEeHOTHUIIIB aTOMiYHOTO Mapily OAuH
BiJHOCHO OHOTO. BCTaHOBJIEH] CTPYKTypa 3yCTPivaJbHOCTI, acouiallii Ta BIJIMB IPUYMHHUX KOMOiHALill TEHOTUIIIB
SNV C/T rs7927894 FLG + SNV A /A rs_11466749 TSLP, SNV C/T rs7927894 FLG + C/T rs_7216389 ORMDL3, SNV
C/T rs7927894 FLG + T /T rs_7216389 ORMDL3 Ha pu3uKu pO3BUTKY NOJIiOpPraHHMX GEHOTUIIIB aTOIIYHOTO MapuLy
y niteil. Bnepiie B YKpaiHi 6y/iu npoBefieHi JOCTiIKEHHS CTPYKTypU 3yCTPidabHOCTI, IOPOTOBMX KOHLIEHTpallii,
acoujaniil Ta BIJIMBY HA PU3UKU PO3BUTKY MOHOOPIaHHMUX, Ta NOJIIOPraHHMX (PEHOTUIIIB aTOIIYHOTO MapIly
6ioMapKepiB: HOBITHIX XeMOKiHIiB KyTaHHOTO T-KJIiTHHHO aTpakTyouoro xeMokiny (CTACK/CCL27), TumycoMm Ta
aKTuBalliero peryaboBaHoro xemokiny (TARC/CCLI17) Ta pyTuHHOro 3aranbHoro imyHorso6ysiny E (IE). Pozpo6ieni
Ta 3alIPONOHOBAHI y MPAKTUKY OXOPOHU 3[0POB’s iHTerpasbHi 6a/bHi Mozesi nepcoHipikoBaHOi IpeAuKIii pUsnKy
po3BUTKY ¢eHOTUMNIB AM y ziTei, sKi BKIo4anu B cede AiarHocTuyHi koedinientu (JIK) HacTynHUX IpeAUKTOPiB: BiK
1o 8 abo 1o 11 pokiB, Hoci#icTBO reTepo3urotHoro reHotuny C/T SNV rs7927894 FLG, HOCiiiCTBO TOMO3UTOTHOI'O
rerotuny T/T SNV rs_7216389 ORMDL3, noporosi cupoBatkosi piBHi CTACK /CCL27 23658,45 rir/mi Ta > 4308,8
IIr /MJI, TIOPOTOBi CUPOBATKOBI piBHi 3arasibHOro IgE 2173 MO /M1, 2213 MO /M. Knacudikalliss pu3uKy pO3BUTKY
denoTtuniB AM 6a3yeTbcs Ha cymi [JK mpeJuKTopiB 32 HACTYITHUMU PIBHSIMU: Iy>K€ HU3bKUMN, HU3bKUM, HiIBULIEHU,

BUCOKUH, AYy>K€ BUCOKUIL.

2. The dissertation is devoted to increasing the effectiveness of treatment and prevention of atopic disorders (AD)
in children by predicting the development of different phenotypes of the atopic march (AM) in children based on
the development of integral personalized predictive diagnostic models which are composed of detecting the SNV
of genes associated with atopy, total immunoglobulin E (IgE) and new chemokine biomarkers. According to the
objectives of the study, for the first time in Ukraine, the structure of incidence, associations and the impact of
genotypic variants C/C, C/T, T/T SNV rs7927894 of the FLG gene, A/A, A/G, G/G SNV rs11466749 of the TSLP
gene, C/C,C/T, T/T SNV rs7216389 of the ORMDL3 gene, in patients of the main group - alsoon A/A, A/G, G/G
SNV rs10052957 and C/C, C/G, G/G SNV rs41423247 of the hr-NR3Cl1 gene on the developmental risks of MOPh,
OOPh and POPh of the atopic march in children were established. There were also detected the genotypic variants
that determine the associations and impact of the causal genotypes SNV rs7927894 of the FLG gene, SNV
rs11466749 of the TSLP gene, SNV rs7216389 of the ORMDL3 gene, SNV rs10052957 and rs41423247 of the hr-NR3C1
gene on the risks of developing mono-organ, oligo-organ and poly-organ phenotypes of atopic march related to
each other. The structure of incidence, associations and the impact of causal combinations of genotypes SNV C/T
rs7927894 FLG + SNV A /A rs_11466749 TSLP, SNV C/T rs7927894 FLG + C /T rs_7216389 ORMDL3, SNV C/T
rs7927894 FLG + T /T rs_7216389 ORMDL3 on the developmental risks for poly-organ phenotypes of the atopic
march in children were established. For the first time in Ukraine, studies for the serum biomarkers were
conducted on the incidence structure, cut-off concentrations, associations and impact on the risks of developing
the mono-organ and poly-organ phenotypes of the atopic march: novel chemokines, the cutaneous T-cell
attracting chemokine (CTACK /CCL27), thymus and activation regulated chemokine (TARC /CCL17) and routine
total immunoglobulin E (IgE). Integral point score models of personalized prediction of the AM phenotypes
developmental risk in children were developed and proposed to the healthcare practice, which included diagnostic
coefficients (DCs) of the following predictors: age up to 8 or up to 11 years, the carriage of heterozygous genotype
C/T SNV rs7927894 FLG, homozygous genotype T /T SNV rs_7216389 ORMDLS3, cut-off serum levels of
CTACK/CCL27 =3658,45 pg/ml and > 4308,8 pg/ml, cut-off serum levels of total IgE >173 IU /ml, >213 IU/ml. The
classification of the AM phenotypes developmental risk is based on the sum of the predictors’ DC at the following
levels: very low, low, elevated, high, very high.
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