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Pedepar:

1. ¥ puceprauii HaBe€HO HOBE BUPILIEHHS aKTYaJIbHOIO HAYKOBOT'O 3aBIAHHS, SIKE I10JISITA€ Y MiIBULIEHH]
eeKTUBHOCTI JIiKkyBaHHS XBOPUX Ha HEAJIKOTOJIbHY KUPOBY XBOPoOy nedinky (HAJKXIT) Ta iHCyniHOpe3UCTeHTHICTh
(IP) mnsixoM po3po6KY NATOT€HETUYHO OOI'PYHTOBAHOI'O METOY JIIKyBaHHS Ha OCHOBI BUBYEHHSI OCOOJINBOCTEN
KJIiHIYHMX MEXaHi3MiB iX PO3BUTKY, IpoLeCiB (pi6pO3yBaHHS NEYiHKY, IOPYLUIEHHS JIMiJHOTO OOMiHy Ta 3MiHU PiBHS
JIEITVHY y CUPOBATLi KPOBi IIUX NalieHTiB. Bu3HaueHo xapakTepHi 0CO6IMBOCTI KIIiHIYHOTO r1epebiry ¢ioposy
neyvinku y nauieHTis 3 HAJKXII y noenHaHHi 3 IP, 1110 103B0JIsSI€ TOIIMOUTY PO3YMiHHS IaTOTeHe3y 11bOro CTaHy, Ta
IOBEJEHO, 10 HE3aJIEXKHO Bifl MAacH Tijla KJIIOYOBUM €TiOJIOTIYHUM (PaKTOPOM IIPOrpecyBaHHs (Pidpo3y y MallieHTiB
i3 HAXKXII e nopyueHHs JlinifiHOro 06MiHy. BcTaHOBIIEHO, 1110 1ii MOPYLIEHHS MAIOTh TICHUI KOPEJISLiTHUNI 3B'SI130K 3

IP, crynenem ctearosy Ta cragisimu ¢idposy rnediHky. BukopucraHo npsmi ta HenpsiMi Mapkepu pi6bposy, a Takox



MeToAMKy enacrtorpadii 3cyBHoi xBuJi (point Shear Wave Elastography, pSWE) nnsa crpatudikatiii cragiit ¢pioposy
3aJIeKHO Bif HasIBHOCTI KoMop6inHoi IP. BusiBieHo noCTOBipHi KopeawiiiHi 38'13ku Mik iHmekcamu FIB-4, NFS,
FibroTest Ta ganumu pSWE-enacrorpadii, a Takoxx Steatotest Ta gaHuMU cTeaToMeTpii y nauieHTis 3 IP, mo
3abe3nedye NiArpyHTS 17151 6i7IbIll TOYHOTO BU3HAYEHHSI CTafil Ppibpo3y Ta cTeaTo3y Ta MPOTrHO3yBaHHS H1OT0
nepeobiry. Po3mmpeHo HayKOBi ysBJIEHHS I0/0 IAaTOT€HETUYHOTO 3HAYE€HHSI JICTITUHY i 110r0 poJi sSIK IpeAuKTopa
dopmMyBaHHS Ta [porpecyBaHHs (pi6po3y y MallieHTiB i3 HeaJIKOroJIbHO XHUPOBOIO XBOPOOOIO MEYiHKY Ta
iHCyJ1iIHOpEe3UCTEHTHICTIO. [IOBEIE€HO 0r0 3B’130K 3 OCHOBHUMMU I10Ka3HUKAMU YPaKEHHSI II€YiHKM, IapaMeTpaMu
JIiNiZorpamMu Ta CTylIeHEM MeTa0O0JIiYHUX NTOPYLIEHb, @ TAKOXK IIOKa3HUKaMu ej1acTorpadii ediHky, o CBiTIUTb
IIPO MOr0 KJII0UOBY POJIb Y IporpecyBaHHi ¢ibposy. Kpim Toro, yrToyHeHO MeXaHi3MU BIIUBY JIEITUHY Ha PO3BUTOK
IHCYJIIHOPE3UCTEHTHOCTI, MOTr0 y4acTh y IIpoLecax 3allajeHHs, CTEaTO3y, 110 BU3HAYAE JICNITUH SIK BayKJIMBUNI
MapKep [iarHOCTUKY, IPOTHO3yBaHHS Ta MOHITOPUHTIY Tepaii y NalieHTiB i3 gaHow narosorieo. O6IpyHTOBAHO Ta
IOBeJeHO BUILY e(eKTUBHICTb TEPANIeBTUYHOI IPOTpaMHy, SIKa BKJII0UYae KOMOiHALiI0 HEeMeIMKaMeHTO3HOi Tepartii,
YIXK Ta meTdopMiHy AJ1s iKyBaHHS NallieHTiB i3 noegHaHuM nepebirom HAXKXII Ta IP. 3acTocyBaHHs Lijei cxemu
Teparii Cipusso 3HWKEHHIO KJIiHIYHUX [IPOSBIB 3aXBOPIOBAaHHS, HOpMasli3allii akTUBHOCTI HETIPSIMUX MapKepiB
NOIIKOIKEeHHS NediHKU (AJIAT, AcAT), mocTynosiii crabisnizaii piBHS JIENTHHY, 3MEHIIEHHIO >KOPCTKOCTI I€4iHKOBOI
napeHximu (repexin 3i crazii F2 no F1 3a ganumu pSWE) Ta penykuii ctynens creatosy (nepexip, i3 S2 go S1).
3aIpoIoHOBaHM TePAleBTUYHUM IMiIXi[ BiKpUBae HOBI niepcreKTusy y jikyBaHHi HAJKXII, cipusiodn He snine

crabinizatlii, a 1 perpecy naToJIOriYHUX 3MiH II€4iHKU.

2. The dissertation presents a novel solution to an urgent scientific problem — enhancing the effectiveness of
treatment in patients with NAFLD and IR by developing a pathogenetically substantiated treatment approach. This
is achieved through an in-depth study of the clinical mechanisms underlying disease progression, liver fibrosis
processes, lipid metabolism disturbances, and changes in serum leptin levels in these patients. The characteristic
features of the clinical course of liver fibrosis in patients with NAFLD combined with IR have been determined,
allowing for a deeper understanding of the pathogenesis of this condition. It has been proven that, regardless of
body weight, the key etiological factor in fibrosis progression in NAFLD patients is lipid metabolism dysfunction.
These metabolic disturbances have been found to have a strong correlation with IR, the degree of steatosis, and
the stages of liver fibrosis. The both direct and indirect fibrosis markers, as well as the point Shear Wave
Elastography (pSWE) technique, have been used to stratify fibrosis stages depending on the presence of comorbid
IR. Significant correlations have been identified between the FIB-4 index, NFS, FibroTest and pSWE elastography
data and Steatotest and steatometry data in patients with IR, providing a basis for more accurate staging of fibrosis
and predicting its progression. Scientific understanding of the pathogenic significance of leptin and its role as a
predictor of fibrosis formation and progression in patients with NAFLD and insulin resistance has been expanded.
Its association with key indicators of liver damage, lipid profile parameters, the degree of metabolic disturbances,
and liver elastography findings has been established, highlighting its pivotal role in fibrosis progression. The
mechanisms of leptin's influence on insulin resistance development, its involvement in inflammation and steatosis
processes, have been clarified, identifying leptin as an important marker for diagnosis, prognosis, and therapy
monitoring in patients with this pathology. The superior effectiveness of a therapeutic program combining non-
pharmacological treatment, ursodeoxycholic acid, and metformin for managing NAFLD with concomitant IR has
been substantiated and proven. The application of this treatment regimen resulted in a reduction of clinical
manifestations, normalization of indirect liver damage markers (ALT, AST), gradual stabilization of leptin levels,
decreased liver parenchymal stiffness (transition from stage F2 to F1 according to pSWE), and a reduction in
steatosis severity (transition from S2 to S1). The proposed therapeutic approach opens new prospects for NAFLD
treatment, contributing not only to stabilization but also to regression of pathological liver changes.
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Bnacue IIpizBume Im's [10-6aTbKOBI Omemyk Onekcanzipa MuxarinisHa
rOJIOBH pagH

BaacHe IlpizBume Im'st ITo-6aTbKOBI Omemyk Onekcanyipa MuxatinisHa
rOJIOBYIOYOTO Ha 3acCiiaHHi

BiznoeigansHHUH 3a MiATOTOBKY Jleanprochka H.M.

00JIIKOBHX JOKYMEHTIB

PeectpaTop YkpIHTEI

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZITIOBiZaJIbHUM 3a PeeCTpalLio HayKoBoi IOpuenko TeTsHa AHaTosiiBHA

OisIJIBHOCTI




