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Pedepar:

1. Incepralito NpUCBsIYEHO PO3POOLi CUCTEMU PAHHBOI IiarHOCTUKM OP(PaHHUX CMAJTKOBUX META00IiYHUX
3axBopoBaHb (OCM3) Ha BCix piBHSIX HaJJaHHS MEIUYHOI TONIOMOrH. Briepiie B YKpaiHi BCTAHOBJIEHA YaCTOTA Ta
CTPYKTypa MaKpOMOJIEKYJISIPHUX Ta MikpoMoseKyisspHux OCM3. BcTaHOBIIEHO, 1110 YaCTOTa HANOIIbII [TOMUPEHUX
J1i30COMHUX XBOPOO HAaKOMMWYEHHS B YKpaiHi BUSIBUJIACS HWXKYOIO, HDK B iHIIMX KpaiHax CBiTy. BusHaueHo
MOJIEKYJISIPHO-TEHETUYHY CTPYKTYpy Hakbinbim nomupeHnx OCM3 B YkpaiHi. [IpoBeneHo gocimkeHHs
eEeKTUBHOCTI CeJIeKTUBHOTO CKPUHIHTY Ha xBopoby Pabpi ceper 4400 XBOpUX 3 XPOHIYHOIO HUPKOBOIO
HEJIOCTATHICTIO 3 yCiX LIeHTPiB XPOHIYHOro Hiasnizy YKkpainu. BcTaHOBIEHO, 110 €(PeKTUBHICTb CKPUHIHTY Oysa
HU3bKOIO i cTaHoBuma 0,045% Ha BigMiHy Bifi aHAJIOTTYHUX NOCTiIKeHb. CTPYKTypa BCTAHOBJIEHUX T€HETUYHUX
BapiaHTiB reHy GLA xapakTepusyBajach BUCOKMM MOTiMOpP(}i3MOM: He [1aTOJIOTiuHi BapiaHTy reHy CTaHOBUJIN
myTauii p.Asp313Tyr (36 /82%), Ta p.Serl126Gly(5/11%), myTaLisiMy HeBU3HaY€HOro 3Ha4yeHHs ctaHoBuiu p.GlyllArg



(1/2,3%), p.Leu394Pro (1/2,2%). B po6oTi gocuigxysanachk iHGpOpMaTUBHICTb Ta ONITUMAJIbHI 3HaYeHHS 6ioMapKepiB
FGF21 ta Heontepuny. ITokazaHo, mo FGF21 € Haii6inbi iHpOpMaTUBHUM [J1s1 iarHOCTUKY OpPraHiYHUX aluaypii
HDK MITOXOH/IpiaJIbHMX 3aXBOPIOBaHb. BCTaHOBJIEHO, 110 HEONITEPUH MOKE BUKOPUCTOBYBATUCD Y J1JIs1 BUBHAYEHHS
(popMyBaHHS HEMPOHONIATUYHOTO BapiaHTy y nauieHTiB 3 MIIC II Tuny, xsopo6oio ['olle Ta HepOHONATUYHUX
BapiaHTax Jli30COMHUX XBOPOO, 1110 MO>K€ BUKOPUCTOBYBATUCh 7151 BUOOPY Tepailii. 151 iHTerpoBaHoi OLiHKK
KJIiHIKO-/1a60paTOPHUX JaHUX NAli€HTiB 3 MyJIbTUCUCTEMHOIO KJIiHIYHOIO KaPTUHOIO Ta 3 METOI0 ONTHMI3allii
IiaTHOCTMKY MITOXOH/PiaJIbHUX 3aXBOPIOBAHb NOCJIiIKyBaslach iHPOPMATHBHICTb Ta BU3HAYaJI0Ch OIITUMAJIbHE
3HQUEHHS CIIPOLIEHOI WKaX JiarHocTUYHUX KpuTepiis (IIJKM3). locifgkeHHs: HEMPOIMyHHHUX PeaKLiil y
Nali€HTIiB 3 HEPOHOMATUYHNMHY Ta HE HEMPOHOIATUYHYMM JIi30COMHMMU 3aXBOPIOBAHHSIMY BCTAHOBUJIO
CTATUCTUYHO 3HAYYIi BiIMIHHOCTI BCiX IIOKa3HUKIB F'yMOPaJIbHOTO iMYHITETY y MallieHTiB 3 HEPOHONIATUYHUMU Ta
He HepOHONAaTUYHUMU (POPMaMU Bif TPy NOPIBHSIHHS, IO CBiIYMIIM PO IIE€PEBaKaHHS MIPOLECIB ypaKeHHS
KJIITUHHYX €JIEMEHTIB. BUABJI€H] 3MiHU [03BOJISAIOTL OLIIHUTH CTYIIiHb YPAKEHHS HEPBOBOI CUCTEMU | MAIOTh
3HAYEHHS IIPU BUPIllleHH] IUTaHHS o0 BUOOPY Teparii. Briepiie B YkpaiHi BcTaHOBIEHO, 10 y 34% naljieHTiB 3
rinepdeHinanaHiHeMIi€IO € YYTJIMBAMMU JIO CAlPOIITEPUHY JUTIIPOXIOPULY Y NalieHTiB B po60oTi BU3HAU€HO BILJIMB
reHo-(PEeHOTUINIOBUX OCOOIMBOCTEN Ha €(PEKTUBHICTh (PEPMEHTHO 3aMiCHOI Teparlii y nauieHTiB 3 XBopo6oto 'omie Ta
MyKoroJicaxapuno3amu 1 ta 2 Tumis. [TokazaHo, mo edpeKTUBHICTD Takoi Teparii y naunieHTis 3 xsBopoboio ['oute He
3aJIeKUTh Bifi reHoTuIy nauieHTa. @3T cyTTeBO BIIMBAa€ HA NIOKA3HUKY KIIiHIYHOTO cTaHy nauieHTis 3 MIIC B
3aJIEXKHOCTI Bifl TUIYy 3aXBOPIOBaHHs. [I0Ka3aHo, 1[0 KOMILJIEKCHA OLliHKa e(peKTuBHOCTI O3T 3 BUKOPUCTaHHSIM
MOHITOPMHIOBUX [MOKA3HUKIB KJIiHIYHOTO, 6i0XiMIiYHOTO Ta (PYHKI[iOHAJIBHOTO CTaHy, MOXKe OYyTY BUKOPUCTAHA IJIs
nojabuioi Moaudikallii naToreHeTUYHOro JIiKyBaHHS Lijei rpynu 3axBoproBaHb. Ha nifictasi BUBHaU€HUX
iHpopmaTuBHUX GiOMapKepiB, iIHTErPOBAaHUX [iarHOCTUYHI IIKaJI Ta KJIiHIKO-71a60paTOPHUX [TOKa3HUKIB,
3aIIPOIIOHOBAHI CXEM €TalliB [iarHOCTUYHUX Ta JiarHOCTMYHO-JIIKYBaJIbHUX 3aXO/iB 171 XBOPUX 3 IiL03POI0 Ha

OCM3 pJ1s1 BCixX piBHIB HaJJaHHSI MEIMYHOI JOTIOMOTHY Ta PO3PO6JIEHO KOHIENIIiI0 PAHHBOI TIarHOCTUKY HANOi/IbII

2. The dissertation is devoted to the elaboration of the orphan inherited metabolic diseases (OIMD) early diagnosis
system at all levels of medical care. For the first time in Ukraine, the frequency and structure of macromolecular
and micromolecular OIMD have been established. It is established that the frequency of most common lysosomal
storage diseases (LSD) in Ukraine was lower than in other countries. The molecular genetic structure of the most
common OIMD in Ukraine was determined. The research of the selective screening effectiveness for Fabry disease
among 4400 patients with chronic renal stage from all centers of chronic dialysis in Ukraine was carried out.
Screening efficiency was found to be low. The informativeness and optimal values of biomarkers FGF21 and
neopterine were investigated. FGF21 has been shown to be more informative for the diagnosis for organic
academies than mitochondrial diseases. It has been established that neopterin can be used to determine the
formation of neuronopathic forms in patients with LSD. There were statistically significant differences in changes
in neuroimmune reactions in patients with neuronopathic and non -neuronopathic LSD, which can be used in the
choice of treatment. It has been shown that the effectiveness of ERT in Gaucher patients does not depend on the
genotype and significantly affects the clinical status of MPS patients depending on the forms of disease. Based on
the results, the most common orphan’s inherited metabolic diseases early diagnosis concept for all levels of
medical care was worked out and proposed algorithms for diagnostic and diagnostic-therapeutic measure for
patients with suspected OHMD for implementation of personalize treatment.
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