O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHUH 00J1iKOBHI HOMeP: 0419U002985
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peecrtpamuii: 18-06-2018

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. bapsinceka Okcana FOpiiBHa

2. Barvinska Oksana Yu.

KBasmigikamis: 03.00.15

InenTudikarop ORCID ID: He 3acrocosyerbcs
Bup, pucepranii: kanguzaar Hayk
AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIIndp HaykoBOi ceniaIbHOCTI: 03.00.15
Ha3Ba HayKOBOIi CIeniaJIbHOCTI: [eHeTnka

T'anyss / ramysi 3HaHB. He 3aCTOCOBYETHCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs

JaTa 3axHcTy: 30-05-2019

CreniaJbHICTh 32 OCBITOXO: 6iosoris, 6.070400

Micue po6oTH 3400yBava: HaujonanbHa quTsya crienjanizoBana ikapHs «OXMaTauT»

Kopg 3a €IPIIOY: 01994089

Micuesnaxo,szeHHa: ByJ1. YopHoBoza 28 /1, m. Kuis, Kuis, 01135, Ykpaina

dopma BaacHOCTI:

C(l)epa ynpaBJIiHHﬂ: MiHicTepCTBO OXOPOHM 37I0POB's YKpaiHU

ImenTudikarop ROR: He zacrocoyerbcs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Iudp cnenianizoBaHoi BY€HOI pagH (pa30Boi Cleliagai30BaHOi BYEHOI pagu): [l 26.562.02

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH: [lepkaBHa ycTaHOBa "HauioHaIbHMIA HAYKOBUI LEHTP

pagiauinHoi MegunyaM HalioHanbHOI akagemil MeIu4YHMX HayK YKpainu"

Kopg 3a €IPIIOY: 04837835

Micue3HaxoaKeHHS: By lOpis Innenka, 53, m. Kuis, Kuicbka 0611., 04050, Ykpaina
dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujonanbHa akazieMis MEIMYHUX HAyK YKpaiHu

InenTugikarop ROR: He zacrocosyerscs

IV. BizomocTi nipo nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IToBHE HaﬁmeHyBaHHﬂ ropn,rmqﬂoi 0COOM: HaujoHasbHa MeIMYHA aKafeMist miCISIUIIIOMHOI OCBITH
imeHi I1. JI. Illynuka

Kopg, 3a €IPIIOY: 01896702

Micuesnaxo,r.perHﬂ: ByJL. JlJoporoxuipka, 9, M. Kuis, KuiBceka 06i1., 04112, Vkpaina

dopma BaacHOCTI:

Cdepa ynpaBriHHS: MiHicTepPCTBO OXOPOHH 3/10POB's YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs

V. BimomocTi npo gucepraniio
Moga guceprariii:
Koy TeMaTHYHHX PYOPHK: 34.23

Tema guceprauii:
1. OnTumisanis ceseKTUBHOTO CKPUHIHTY CIIaJKOBUX [IOPYIIEHb METa00J1i3My aMiHOKUCIIOT Ta allUJIKAPHITHUHIB y
niTen
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Pedepar:

1. Inceprauiiina po60Ta NPUCBSIYEHA AOCTIIKEHHIO 6i0XiMiYHUX Ta MOJIEKYJIIPHO-TEHETUYHUX OCOOJIMBOCTEN
Nali€eHTIB 3 CIaIKOBUMH NOPYLIEHHSIMU 00MiHy amiHOKUCOT Ta auuikapHiTuHIB (CIIOAA) 3 BUKOPHUCTaHHIM
METO[IiB TaHAeMHOi Mac-crekrpomeTtpii, [1IP® ananidy Ta cukBeHyBaHHs 3a CeHrepoM. BcranosneHo, 1o
6iosioriyHa Bapiallisg aMiHOKHACJIOT Ta alMJIKAPHITHHIB y CYXUX IIJISIMAax KPOBi HOBOHAPOIKEHUX Ta BiKOBMX IPyIax
niTei Bin 7 gHiB 1o 18 pOKiB 3ameXXuTh Bif TEPMiHy recraliii, Biky Ta cTaTi fiTel, o HeoOXigHO BpaxOByBaTH I1pU
iHTepnperTalii pe3ysbTaTiB cesleKTUBHOro ckpuHiHry CITOAA. ¥V nanji€eHTiB 3 ypaskeHHSIM [I€4iHKU 6YJI0 BCTaHOBJIEHO
crieyudivni npodini aMiHOKMCIOT Ta alMIIKapHITUHIB (TUpO3uH i MeToHiH; CO, C2, C3, C16, C18:1, C18:2; C14, Cl4:1,
C14:2), sixi MOXXYTb OyTH BUKOPUCTAHI 17151 MOHITOPUHTY CTaHy MEYiHKU Y 1UX oci6. [Iis1 ontrmizatii 1a60paTopHOi

niarHoctuky CITOAA 6yy10 BCTAaHOBJIEHO KpUTEPii po3MesKyBaHHS [IEPBUHHUX Ta BTOPUHHUX 3MiH PiBHS TUPO3UHY,



nenuuny, C3 Ta 3anponoHoBaHe Hose criBBigHOmeHHS (C1I60H+CI80OH+C18:10H) /(C0+C2)<0,025 n1s1 IiarHOCTUKU
i3ospoBaHOTrO NediuuTy NOBroJjaHIorosoi 3-rinpokcuanun-KoA nerinporenasu (JJ1-3-TAJl). V nanienTis 3
isosmpoBanuM gediuutrom [J1-3-TAJ] 3 Ykpainu yactka MmaxkopHoi myTaii ¢.1528 G>C B reni HADHA cTaHOBUTb
94,4%. Cniextp myTtauiii B reni GCDH y 5 nauieHTiB 3 I71yTapoBoIo anufemieto [-ro Tumy npeacraBaeHui 4
ONKMCAHUMU MiCEHC MYTalisIMU Ta OJHi€I0 HOBOIO MIATOT€HHOIO NepedynoBoto - p.D396G, Bci myTauii BusBieHi B 10,
11 Ta 12 ex3oHax. V 4 nauieHTiB 3 i30BajsiepiaHOBOIO alliieMielo CIIeKTp MyTalliil B reHi IVD 6yB nnpencTaBieHuit
nBoma onucanumu: p.R53P, p.V38Gfs*20 Ta nsoma HoBuMHU MyTauismu: p.S133C i ¢.49dupTGTGGCG. ¥V 5 nanjieHTiB
3 YKpaiHu 3 i3071b0BaHOI0 METUJIMAJIOHOBOIO auufeMiero 6yso ineHTrudikosano 3 myrauii B reni MUT (ofHa 3 HUX
HoBa — P.R326G) Ta 2 onmcani myTanii B reHi MMAA. fIK nificyMoK IpoBenieHoi po6oTu 6yin po3pobieHi anropuTmMu
J1abopaTOPHOI NiarHOCTUKMU NaljieHTiB 3 nifgo3poto Ha CITOAA, mo nigsuniuio eeKTUBHICTh 06CTEXEHHS JaHO]
rpyIM NalieHTiB.

2. The dissertation is devoted to the study of biochemical and molecular genetic peculiarities of patients with
inborn errors of amino acids and acylcarnitines metabolism (IEAA) using methods of tandem mass spectrometry,
RFLP analysis and Sanger sequencing. It has been established that the biological variation of amino acids and
acylcarnitines in the dry blood spots of newborns and age groups of children from 7 days to 18 years depends on
the gestation term, age and gender of children, which must be taken into account when interpreting the results of
selective screening of IEAA. In patients with liver failure, specific profiles of amino acids and acylcarnitines
(tyrosine and metionin; CO, C2, C3, C16, C18:1, C18:2, C14, C14:1, C14:2) were found, which could be used for
monitoring the state of liver in these patients. To optimize the laboratory diagnosis of IEAA, the criteria for
distinguishing between primary and secondary changes in the level of tyrosine, leucine, C3 were established and
new ratio (C160H + C180H + C18: 10H) / (CO + C2) <0,025 for the diagnosis of isolated deficiency of long-chain 3-
hydroxyacyl-CoA dehydrogenase (LCHAD) was proposed. In patients with isolated deficiency of LCHAD from
Ukraine, the part of major mutation c.1528G> C in the HADHA gene is 94.4%. The spectrum of mutations in the
GCDH gene in 5 patients with glutaric acidemia type 1is represented by 4 described missense mutations and one
new pathogenic rearrangement - p.D396G, all mutations were identified in 10, 11 and 12 exons of GCDH gene. In 4
patients with isovaleric acidemia, the spectrum of mutations in the IVD gene was represented by two described:
p-R53P, p.V38Gfs*20 and two novel mutations: p.S133C and c.49dupTGTGGCG. A total of 3 mutations in the MUT
gene (one of them new - p.R326G) and 2 mutations in the MMAA gene have been identified in 5 patients with
isolated methylmalonic acidemia from Ukraine. As a result of the study, algorithms for laboratory diagnosis of
patients with suspected IEAA have been developed, which improved the effectiveness of the examination of this
group of patients.
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