O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iKOBHI HOMep: 0824U001816
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peectpamuii: 06-05-2024

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Tonota TeTsna BikTopiBHa

2. Tetiana Holota
KBasmigikamis: 228
InenTudgikarop ORCID ID: 0000-0001-6816-7438
Bupg, pucepranii: nokrop dinocodii
AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIIndp HayKOBOi cHeliaIbHOCTI: 228
Ha3zBa HayKoBoi creniasibHOCTI: [Texiatpis

T'anyss / ranysi 3HaHb!

OcBiTHBO-HayKOBa IIporpama 3i crneniajgbHOCTI: 228 Ilegjatpis

JlaTa 3axHCTy: 18-06-2024

CnenianbHICTD 32 OCBiTOMO: [Teniarpis

Micue po6oTu 3400yBaya: ***INCORRECT INFORMATION***lep>kaBHa ycTaHOBa "THCTUTYT neiarpii,

akymepcTsa i rinekodiorii imeHni akagemika O. M. JIyk'sHoBoi HanioHanbHOI akagemMii MeIMYHUX HayK YKpaiHp"

Kog, 3a €IPIIOY: 02012022

Micue3Haxoa KeHHS: sy [1. Maiit6opoau, Kuis, 04050, Vkpaina

dopma ByacHOCTI: Jlepxasna

Cdepa ynpaBiriHHS: HaujoHanbHa akaieMis MEIMYHUX HayK YKpaiHu

InenTudikarop ROR:



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
IIudp cnenianizoBaHoi BY€HOI pagH (Pa30Boi Cleliali30BaHOI BYEHOI pazu). ID5459

IToBHE HafIMCHyBaHHﬂ IOpH,qu‘IHOi 0COo0H: ***INCORRECT INFORMATION***[lep>kaBHa yCTaHOBA
"[ncTuTyT nepiaTpii, akymepcTsa i rinekoJsiorii iMeHi akagemika O. M. JIyk'ssHoBoi HanioHasibHOI akazgemii Megu4Hux

HayK YKpaiHn"

Kog, 3a €IPIIOY: 02012022

Micue3Haxoa KeHHS: sy [1. Maiit6opoau, Kuis, 04050, Vkpaina
dopma BiracHOCTI: JlepxasHa

C(l)epa yIIpaBJIiHHﬂ: HaujonanbHa akageMiss MEIUYHUX HAYK YKpaiHU

InenTudikarop ROR:

IV. BizomocTi nIpo niznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

TloBHe HaliMeHYBaHHSI IOPHUAHUYHOI 0COOH: ***INCORRECT INFORMATION***lep>kaBHa yCTaHOBa
"[HcTUTYT NepiarTpii, akymepcTsa i rinekosiorii imeni akagemika O. M. JIyk'sHoBoi HanionanpHOI akagemii Megm4Hmx

HayK YKpaiHn"

Kopg 3a €IPIIOY: 02012022

Micue3Haxoa KeHHs: sy [1. Maitbopoau, Kuis, 04050, Vkpaina
dopma BracHOCTI: JlepxasHa

C(l)epa yIIpaBJIiHHﬂ: HaujjonanbHa akageMis MEIUYHUX HAYK YKpaiHU

InenTudikarop ROR:

V. BizomocTi npo gucepraniio
MoBga auceprTaliii: Vkpaincoka
Koau TeMaTHYHHUX PYyOPHK: 76.29.47

Tema guceprarii:
1. OnTumisanist AiarHOCTUKY CIAIKOBUX XBOPOO OOMiHYy PEYOBMH Y HOBOHAPOIKEHUX 1 AiT€H ePLIOro POKY >KUTTSL.

2. Optimizing the diagnosis of hereditary metabolic diseases in newborns and children in the first year of life.

Pedepar:

1. MeTa nucepTaniiiHoi po60TU — ONTHUMIi3yBaTH AialrHOCTUKY CIIAZKOBUX XBOPOO 00MiHYy peuoBuH (CXOP) y
HOBOHAPO)XEHUX i [liTel NIepIIOro poKy XKUTTS LJISIXOM BU3HAY€HHS peepeHTHUX iHTepBaiis — mapkepiB CXOP,
[IPOBEIEHHS KIIiHIKO-1a60paTOPHUX, 6i0XiMiYHUX 3iCTaBJI€Hb, PO3POOKOIO aJITOPUTMY MEIUKO-IiarHOCTUYHOTO
cynposony. CXOP Hanesxats o rpynu oppaHHUX 3aXBOPIOBaHb. Maiike TpeTHHa BUNAAKIB CMEPTI JiTell nepumoro
POKY >KUTTS B YKpaiHi [10B’s13aHa 3 HasIBHICTIO HEPO3Ii3HAHOTO CIIaJJKOBOrO META00JIiUHOT0 3aXBOPIOBAHHS, Cepe],
aKkux 10% «HeBU3HAYEHUX CTaHiB», 15% «CTaHiB, 110 BUHUKAIOTh Y NIepUHATaIbHUN NIepion», 8% «CUHIPOMY
panToBoi cMepTi HEMOBJIAT». Ha CbOrofHIIIHIN IeHb BiCYTHI YiTKi MeXi 3Ha4eHb MapKepHUX pedoBuH CXOP nia

yKpaiHChKUX Aitel. lucepraniiiHa po6oTa IpUCBSIY€Ha BUPIIIEHHIO SNy 3aBllaHb, SIKi [10JIraly y BCTAHOBJIEHHI



rPaHMYHUX PiBHIB KOHLIEHTpaLiil MapkepHUX aHasiTiB 31 CXOP g KOropTu yKpaiHChKUX HiTel, 3iCTaBJIeHHI
IPaHUYHUX PiBHIB KOHLIEHTpPALlil MAPKEPHUX aHAJIITIB Cepesi NOHOMEHNX i IepeyacHO HAPOIKEHUX HiTel Ta y
IpyIli Iepes4acHo HapOIKeHUX [iTeil B 3a/Ie’KHOCTI Bif Macu Tija, yJOCKOHaJIEHHI METOOUKHY 3a60py KalilspHOi
KPOBi B HOBOHAPO/KEHUX [1JIs1 TPOBELEHHS PO3MKUPEHOr0 HeoHaTanbHoro ckpuHinry (PHC), po3po6ui Ta
BIIPOBAJI)KE€HHI KJIiHIKO-giarHoCcTU4HOro anroputmy i CHEKLIST MennyHOoro cynpoBoly HOBOHAPOKEHUX i3
nino3poto Ha CXOP. PeTpocnieKTUBHO CeJIeKTUBHO B po6oTy 6yJ10 BiibpaHo 399 gmitel, 10 BiflloBiganu Kpurepiam
BKJIIOYEHHS. KpuTepisiMu BKJIIOYEHHS B JOCJIIKEHHS OyJIU: NiTH, HApoIpKeHi Bliponosxk 2020-2022 pp. B 1Y «ITTAT
im. akag. O.M. Jlyk’ssHoBoi HAMH Vkpainu», recrauiitinii Bik (I'B) 26-42 TvkHi; HeOHaTalbHUN NIEPiOf; OTPUMAHHS
Io6poBinbHOI iHPOPMOBaHOi 3rofiy Bif 6aThKIB/OMIKYHIB NaljieHTa 6paTu yyacTh y fociinxkenHi. Byno chopmoBaHo
IociigKyBaHi rpynu: I rpyny ckianu 339 NpakTU4HO 3[,0POBUX JOHOLIEHUX AiTEN 3 MACOIO Tijla ITPY HAPOJKEHI
>2500 r, y II rpyny BBiiinum 60 nepegyacHoO HAPOAKEHUX AiTel, sIKi 3aJ71eXKHO BiJj MacH Tijla IPU HApOKeHH
posnoginsnack Ha 2 niarpynu: 1o 1A niarpynu ysiiuio 39 HeMOBJIAT 3 MaJIOl0 Macoo Tijia py HapompKeHHi (MMT,
1500-2499 r), o IIb rpynu - 21 guTHHA 3 Ay>KEe MaJIOK0 Macolo Tisla npu HapoakeHHi (IMMT, <1499 r). 3a6ip
KalliJIspHOI KPOBi Ha TeCT-KapTKu AJis nnposeneHHsa PHC 3pificHIOBaBCS y JOHOLIEHUX OiTel Ha 48-72 rOIVHI KUTTH,
Ta Ha 7-11 106y y nepefyacHO HapoIKeHUX. B pe3ysnbTaTi BUKOHAHHS IUCEPTalLiiiHOTO NOCIiI)KEHHS BIleple
BCTaHOBJIEHO pedepeHTHi iHTepBanu 77 fiarHocTruyHuX aHasiTiB 31 CXOP njs KoropTu yKpaiHChbKUX AiTei, sKi
3HAXOJIWJIUCh B [iana3oHi Bif, 2,5 1o 97,5 mpoleHTUi 15 KOXKHOTO TTOKa3HUKA cepefi 300POBUX AiTel.
BcraHoBIIEHO, 0 3HaYeHHS 39 NOKa3HUKIB cepe, Pyl OOCTEXXEHUX AiTel 3anexars Big macu Tina (p<0.001).
BpaxoByiouu BiporigHy BiMiHHICTb I0Ka3HUKIB pe)epEeHTHUX iHTepBaJliB 110 3a3Ha4eHUM aHasitam (Big p<0.001 go
p<0.0001) y nepepyacHO HapOIKEHUX AiTel Bif, JOHOIIEHUX HOBOHAPOKEHUX JIOLJIbBHO PO3p0oOUTH pedepeHTHi
iHTepBany 6e3nocepeHbO 1 IepeYacHO HapOIKEHUX JiTeH, 110 € IPeIMETOM [10JAbIINX AOCHIIKEHD. Y 38
nepenyacHo HapomkeHux aitelt (63,3%) Oysia HeoOxigHICTb IPOBeNleHHS pe-TecTiB. KpiM Toro, y rpymni nepeayacHo
HapomxeHux fiter 3 IMMT BinxuieHHs AiarHOCTUYHUX aHajliTiB Bigmivasnocs no 26 aHasitam CXOP (34%), npoTtu
20 pianoctuyHux aHaniTiB CXOP (26%) y piteit 3 MMT. HaituacrTiile fiarHOoCTOBaHa BiIMiHHICTb aHAJIITiB:
C18:2/C16, C14:1/C16, C5/C8 IS, C18:1/C16, C5 /C3, siki IOTEHLi1HO BifIOBifaOTh 32 OPYIIEHHS OOMiHY XUPHUX
KMCJIOT Ta OpraHivuHi auuaypii. I1ig yac npoBeieHHS HEOHATAJILHOTO CKPUHIHTY KOKEH TpeTil 3pa3ok (120 Bunankis
3a00py KamiisIpHOi KPOBi Ha TeCT-KapTKy) OyB BiiOpakoBaHUI1 Ha IIpeaHaJliTUYHOMY eTarli. Kpim Toro, BCTaHOBJEHI
3aKOHOMIPHOCTI y N1epeyacHO HapOKEHUX JiTel OyJIY MiAIPYHTSIM JONOBHEHHS METOAMKY 3a00py KalliJIIpHOI
KPOBi Ha TeCT-KapTK4 Iif, yac nposegeHHs: PHC. Po3pob6sienuil i BNpoBaJKeHUH KIIiHIKO-4iarHOCTUYHUI aJITOPUTM
i CHEKLIST menu4yHOro cynpoBoly HOBOHaPOKEHUX i3 Mifno3poto Ha CXOP n03B0IMB IPU OTPUMAaHIi TO3UTUBHUX

Pe3yJIbTaTiB CKOPOTUTH TEPMIHU iarHOCTUYHOTrO nowmyky CXOP 3 3 1o 1 micsngs.

2. The dissertation aims to optimize the diagnosis of hereditary metabolic diseases (HMDs) in newborns and
infants during their first year of life. This will be achieved by establishing reference intervals for HMD markers,
conducting clinical-laboratory and biochemical comparisons, and creating an algorithm to support medical-
diagnostic procedures. HMDs belong to the group of orphan diseases. Almost a third of the cases of death of
children in the first year of life in Ukraine are associated with the presence of an unrecognized HMD, including
10% of «unspecified conditions», 15% of «conditions occurring in the perinatal period», 8% of «sudden infant death
syndrome». To date, there are no clear limits of the values of markers of HMDs for Ukrainian children. The
dissertation is devoted to the solution of the main scientific task, which was to establish the limit levels of
concentrations of marker analytes of 31 HMDs for a cohort of Ukrainian children. Current tasks included
comparing the limit levels of concentrations of marker analytes 31 HNDs for full-term and premature children,
comparison of the limit levels of concentrations of marker analytes 31 HMDs in the group of premature children
depending on body weight, improving the technique of taking capillary blood from newborns for early neonatal
screening, development and implementation of a clinical diagnostic algorithm and CHECKLIST for medical support
of newborns with suspicion of HMDs. Retrospectively, 399 children who met the inclusion criteria were selected
for the study. The criteria for inclusion in the study were: newborns during 2020-2022 at the SI «Institute of
Pediatrics, Obstetrics and Gynecology named after Academician O. M. Lukyanova of the National Academy of
Medical Sciences of Ukraine», gestational age (GA) 26-42 weeks; neonatal period; obtaining voluntary informed



consent from the patient's parents/guardians to participate in the study. The research groups were formed: the
first (I) group consisted of 339 practically healthy full-term children with a birth weight of >2500 g, which
corresponded to 85% of the studied newborns, the second (II) group included 60 preterm babies. Depending on
body weight, newborns were divided into 2 subgroups. The IIA subgroup included 39 babies with low birth weight
(LBW, 1500-2499 g), and the IIB group - 21 children with very low birth weight (VLBW, <1499 g). During neonatal
screening, blood samples were taken on test cards at 48-72 hours of life for full-term babies and at 7-11 days for
premature babies. As a result of the dissertation research, the reference intervals of 77 diagnostic analytes of 31
HMDs for a cohort of Ukrainian children were established for the first time, ranging from 2.5 to 97.5 percentiles for
each indicator among healthy children. It was established that the values of 39 indicators among groups of
examined children depend on body weight (p<0.001). Considering the likely difference in the indicators of the
reference intervals for the specified analytes (from p<0.001 to p<0.0001) in premature babies from full-term
newborns, it is advisable to develop reference intervals directly for premature babies, which is the subject of
further research. Thirty-eight prematurely born children (63.3%) need retested retests. In addition, in the group of
premature babies with VLBW, the deviation of diagnostic analytes was noted for 26 HMD analytes (34%) against 20
HMD diagnostic analytes (26%) in children with LBW. The most frequently diagnosed analyte differences are
C18:2/C16, C14:1/C16, C5/C8 IS, C18:1/C16, and C5/C3, potentially responsible for fatty acids disorders and
organic acidurias. Every third sample (120 cases of capillary blood sampling on test cards) was rejected during
neonatal screening at the preanalytical stage. In addition, the established regularities in premature babies were the
basis for supplementing the technique of taking capillary blood on test cards during expanded neonatal screening
(ENS). The developed and implemented clinical-diagnostic algorithm and CHECKLIST for medical support of
newborns with suspicion of HMDs made it possible to reduce the period of diagnostic search for HMDs from 3 to 1
month if positive results were obtained.
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rOJIOBH pajgu

ByiacHe Ilpi3Bume Im's ITo-6aThKOBI [appin Oner ['enHaniioBUY
TOJIOBYIOYOTO Ha 3acCiaHHi

BiamoBigaibHUH 32 MiZTOTOBKY Kpamnina JI.B.
00JIiIKOBHX JOKYMEHTIB

PeeCTpaTop FOpuenko TetsHa AHaToJiiBHA

KepiBHuKk Bigginy YKpIHTEI, mo €
BiZIIOBiZaJILHUM 32 peecrpauiro HayKOBO'l' Opuenko TersiHa AHaTOJIiBHA

OisiIBHOCTI




