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IHCYIIHOPE3UCTEHTHICTIO

2. Liver Fibrosis Features in Patients with Non-Alcoholic Fatty Liver Disease and Insulin Resistance

Pedepar:

1.V npucepranii HaBeJeHO HOBE BUPIIIEHHS aKTyaJbHOTO HAyKOBOTO 3aBJIaHHS, SIKE I1OJISATa€ y MiJBULECHHI]
€(EeKTUBHOCTI JIiIKyBaHHS XBOPHX Ha HEAJIKOTOJIbHY KUPOBY XBOpoOy nedinky (HAKXIT) Ta iHCy1iHOPE3UCTEHTHICTD
(IP) m11xO0M pO3pOOKM MATOT€HETUYHO OOIPYHTOBAHOTO METOAY JIIKyBaHHSI HA OCHOBI BUBUEHHS OCOOJIMBOCTEN
KJIIHIYHUX MeXaHi3MiB iX pO3BUTKY, npoleciB pi6bpo3yBaHHS [1eYiHKY, IOPYLUIEHHS JiMifHOro OOMiHy Ta 3MiHU PiBHS
JIENITUHY y CUPOBATLi KPOBi IIUX NalieHTiB. Bu3HaueHo xapakTepHi 0CO6JIMBOCTI KJIiHiYHOTO r1epebiry ¢pioposy

neyiHky y nanieHTiB 3 HAXKXII y noenHanHi 3 IP, 1110 103B0OJIsI€ MOTIMOUTY PO3YMiHHS IATOTE€HE3Y 11bOTO CTaHy, Ta



IOBEZIEHO, 110 HEe3aJIEXKHO BiJj MACH Tijla KII0YOBUM €TiOJIOTiYHMM (PaKTOPOM NPOrpecyBaHHs (Pibpo3y y NalieHTiB
i3 HAJKXII € nopyiieHHs JinigHoro o6MiHy. BcTaHOBIEHO, 110 1i IOPYLIIEHHS MAalOTh TICHUI KOPeJISILiHU 3B'I30K 3
IP, crynneHem ctearo3y Ta cTagisiMu (idpo3y nediHkyu. BukopucraHo npsmi ta HenpsiMi Mapkepu (pi6bposy, a Takox
METOJUKy esiacTorpadii 3cyBHoi xBuili (point Shear Wave Elastography, pSWE) 1151 ctpatudikauii cranit pioposy
3aJIEXKHO Biff HassBHOCTI KoMOpo6inHoi IP. BusiBiieHo OCTOBipHI KOpeJsaLiiiHi 38'13ku MixX iHmexkcamu FIB-4, NFS,
FibroTest Ta manumu pSWE-enacrorpadii, a Takoxx Steatotest Ta JaHUMU cTeaToMeTpii y nauieHTis 3 IP, mo
3abesneyvye MiArPyHTS 17151 6i7bIl TOYHOTO BU3HAYEHHS CTafil Ppibpo3y Ta cTeaTo3y Ta MPOTrHO3yBaHHS HOro
nepeobiry. Po3mmpeHo HayKOBi ysBJI€HHS IO/I0 1aTOT€HEeTUYHOTO 3HAYE€HHSI JICTITUHY i 110r0 poJi sSIK IpeAuKTopa
dbopmMyBaHHS Ta IporpecyBaHHs (Pi6po3y y MalieHTiB i3 HeaJIKOroJIbHOI KHUPOBOIO XBOPOOOIO MEYiHKY Ta
iHCyJ1iIHOpe3UCTEHTHICTIO. [JOBEIEHO 0ro 3B’130K 3 OCHOBHUMU I10Ka3HUKAMU YPaKE€HHS IIeYiHKM, IapaMeTpaMu
JIinigorpamu Ta CTyleHeM MeTa0oJIiYHUX NTOPYLIEHb, @ TAKOXK IIOKa3HUKaMu ejacTorpadii nediHky, o CBiTYUTb
IIPO 10TO KJII0OYOBY POJIb y IporpecyBaHHi ¢pibpo3y. KpiM TOro, yTo4HeHO MeXaHi3MU BILJIUBY JIETITUHY Ha PO3BUTOK
IHCYJIIHOPE3UCTEHTHOCTI, MOTr0 y4acTb y IIpoLjecax 3alajeHHs, CTEaTO3y, 110 BU3HAYAE JICNITUH SIK BaXKJIMBUMI
MapKep [iarHOCTUKY, IPOTrHO3yBaHHS Ta MOHITOPUHTIY Tepallii y nalieHTiB i3 gaHo narosorieo. O6IpyHTOBAHO Ta
IIOBENIEHO BUILY €(DEKTUBHICTh TEPAIIEBTUYHOI NPOrpaMy, sIKa BKJII0Ya€e KOMOiHAllil0 HEMEIUKaMEeHTO3HOi Tepartii,
YIXK Ta meTdopMiHy A8 iKyBaHHS NalieHTiB i3 noegHaHuM nepebirom HAJKXII Ta IP. 3acTocyBaHH4 Lijei cxemu
Teparlii ClpusyI0 3HWKEHHIO KJIiHIYHUX MTPOSIBiB 3aXBOPIOBAHHS, HOpMaJli3allii aKTUBHOCTI HENIPSIMUX MapKepiB
MOLIKOAKEeHHs NediHKU (AJIAT, AcAT), nocTynosiii crabisnizatii piBHS JIENITHHY, 3MEHIIEHHIO >KOPCTKOCTI I1€4iHKOBOI
napenximu (nepexig, 3i cragii F2 no F1 3a nanumu pSWE) Ta penykuii ctynens crearosy (nepexig, iz S2 go S1).
3arnpoIroHOBaHM TepalleBTUYHUM MiXi[ BiKpUBae HOBI epcrnekTusy y jikyBanHi HAJKXII, cipusioyn He nuine

crabisnizallii, a 1 perpecy naToJIOriYHUX 3MiH II€4iHKHU.

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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Cdepa praBJIiHHﬂZ MiHicTepCTBO OXOPOHU 310POB 51 YKpaiHu

InenTudikarop ROR:

CeKTop HayKH: YHiBepCHTETChKUI

VIII. 3aKkJII04Hi BiZoMOCTi
Biacue Ipizsume Im's [10-6aTbKOBI Omemyk Onekcanzipa MuxatinisHa

roJIOBH pagu

ByacHe IlpizBume Im'st ITo-6aThKOBI Omneutyk Onekcanyipa MuxatinisHa

roJIOBYIOYOTO Ha 3acigaHHi

BiznoBigassHHU 3a MiATOTOBKY JleBannoscbka H.M.

00JIIKOBHX JOKYMEHTIB

Peectparop VYkpIHTEI



KepiBHuk Bigginy YKpIHTEI, mpo €
BiZITIOBiZAIBHUM 3a peecTpallilo HayKoBoi IOpuenko TeTsHa AHaTosiiBHA

IisiIbHOCTI




