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1. Y nuceprauiiiziili po60Ti HaBe[leHO TEOPETHYHE y3araJbHEHHS Ta HOBE BUPIIIEHHS aKTyaJIbHOI'O HayKOBOTI'O
3aBJaHHS BHYTPIlIHbOI MEINLIMHYU — Y OCKOHAJIEHHS MiIX0iB 10 JIiKyBaHHS NaLieHTiB 3] CT€aTOTUYHOI0 XBOPOOOIO
IIE€YiHKH, aCOLiN0BaHOIO 3 MeTabomiuHoI0 nucdyHkuieo (MACXII), Ha nmifcTaBi MOPiBHAIBHOI OLIIHKY BILIUBY
JiparayTyuny Ta ganariido3nHy Ha CTPYKTYPHO-(QYHKLiIOHAJIBHUI CTaH Ie4iHKYU, MeTaboJiuHuM Tpodib i
PO3PaxyHKOBUI CepLEeBO-CyIMHHUI pU3UK. AKTyasIbHICTb pOOGOTU 3yMOBJIEHA BUCOKOIO NomupeHicTio MACXII Ta ii
TiCHUM B3a€MO3B'I3KOM i3 CUCTEMHOI0 METab0JIiYHOI0 JUCPYHKIi€I0. 3aXBOPIOBAHHS YaCTO NOEIHYETHCS 3
O>KUPIHHSM, iHCYJIIHOPEe3NCTEeHTHICTIO, yKPOBUM AiabeTom 2 tury (LI12), aTeporeHHOI0 AUCilifeMielo Ta

apTepianbHOIO rinepTeHsielo, 1o GopMye HeCIPUSITAUBUYN KapaiomeTaboniyHuil npodins. KiiHiuHe 3HaueHHSs



MACXII Bu3Ha4aeThCA HE JIMLIE PU3MKOM IIPOrPECYBAHHS IEYIHKOBUX 3MiH, ajle 11 BUCOKOIO YaCTOTOIO
[103aNeYyiHKOBUX YCKJIAHEHD, CEPE, IKUX NIPOBiJHE MicClle [OCialoTh CEPLEBO-CYIVMHHI 3aXBOPIOBaHH4. [y
KiJIbKiCHOI cTpaTudikalii ceplieBo-CyquHHOTO PU3UKY 3aCTOCOBYIOTh Pi3Hi 6araToakTopHi IPOrHOCTUYHI MO,
SIKi BiIpi3HSAIOTHCS 32 HAOOPOM BKJIIOUYEHUX ITPEIUKTOPIB Ta IPOrHO30BaHUMH KiHIIEBUMU TOYKaMU. BojHovac
OiNbLIICTh TAKMX AJITOPUTMIB He BPaXOBYye 6€3M0CEPEAHbO HASIBHICTb Ta BUPAKEHICTh CTEATOTUYHOTO YPasKE€HHS
neyvinku. JJonatkoy iHdopMmallito Ipo cepLieBO-CYAUHHUN CTAaTyC MOXKe HaJlaBaTy BU3HA4Ye€HHS N-KiH1LeBOrO
(dparmeHTa MO3KOBOro HaTpitypetnuHoro nponentuay (NT-proBNP), ogHak 10ro B3a€MO3B'sI3KU 31 CTPYKTYpHO-
(PyHKIiOHaTIbHYUM CTaHOM MEYiHKY, MeTabO0JIiYHUMHU MOPYUIEHHSIMU Ta PO3PAXyYHKOBUM CEPILI€BO-CYAUHHUM
pHU3UKOM Y nauieHTis i3 MACXII 6e3 KJIiHiYHUX [TPOSIBIB CEpLieBOi HELOCTAaTHOCTI 3aJIMILAIOTHCS HELOCTAaTHbO
BU3HauYeHUMHU. [lepcriekTMBHUM HanpsimoM JiikyBaHHsE MACXII e 3acTocyBaHHs (papMaKoJIOriYHUX 3aC00iB, 3aTHUX
OJIHOYACHO BIUIMBATU HA JEKiJIbKA CKJIAJOBUX MeTaboJ1iuHOoi aucyHKii. Cepes HAX 3HAUHUM iHTepeC CTAaHOBJISATh
aroHiCTU pelenTopa IMI0KaroHonoAioHoro nentuay-1ta iHribitopy HaTpiii3anexXHOro KOTpaHCIOpTepa III0K03U 2
tuny. Jliparnytuy, i ganarsidsio3nH MaloTh Pi3Hi MeXaHi3MHu [iii, TpoTe 06uBa IpenapaTy XapakTepru3yoThCs
CIIpYSTIMBUMMU IJIKEMIYHUMU, META00JIIYHUMH Ta CEPLEBO-CYJMHHUMU €(peKTaMH, a HAKOIWY€EHi [1aHi CBiA4aTh
TaKOX IIPO iX NOTEHLiMHUI [TO3UTUBHUM BIJIMB HA CTEATOTUYHE YPAK€HHS Ie4iHKU. BOIHOYAC KiJIBKICTh IPSIMUX
MOPiBHAJIBHUX JOCiIPKEHD LIMX [IpenapariB y Mekax ofHiei nonysnaunii nanienTis i3 MACXII 3annmaeTscs
00ME>KEHO0I0, 0COOJINBO 10/I0 KOMILJIEKCHO] OIiHKM I1€4iHKOBUX, METa0O0JIiYHUX Ta CepLeBO-CyIMHHUX 3MiH. MeTa
OOCJTiIKEeHHS — yIOCKOHAJIMTY MiAX0Y [0 JiKyBaHHS MalLli€HTIB 3i CTEATOTUYHOIO XBOPOOOIO IIE€UiHKY,
acoLiI0BaHOIO 3 META00IYHOI0 AUCQYHKIIIEI0, IISIXOM MOPIBHSIbHOI OLIHKY BILIMBY JIipariayTUay Ta
Janariio3uHy Ha IMHAMIKy CepleBO-CyJVHHOIO PU3UKY, CTPYKTYpHO-(QYHKIIOHAJILHUM CTaH MeYiHKU Ta
MeTabosiyHu npodink. [ fOCATHEeHHS TOCTaBlIeHOI METY BU3HAYEHO TaKi 3aBIAHHS TOCiIKeHHS: 1.
OxapakTepu3yBaTu CTPYKTYPHO-(QYHKIIOHAJbHUIN CTaH MeYiHKY, MTOKa3HUKY BYTJIEBOJHOTO i JIiMifHOrO 06MiHy Ta
PO3paxyHKOBUIA CEPLEBO-CYIMHHUI PU3MK Y NalieHTiB i3 MACXII 3aj1€5XHO Bif], XapaKTepy NOPYIIEHb BYIJIEBOLHOTO
0OMiHY Ta OLiHUTH OCOGJIMBOCTI iX IIECTUMICSIYHOI [MHaMIKU y nauieHTiB i3 11J12 Ta iHcys1iHOpe3ncTeHTHICTIO 6e3
2. 2. Busuutu piBeHb NT-proBNP y nauieHTiB i3 MACXII Ta OL[iHUTH 10TO B3a€MO3B'SI3KU 31 CTPYKTYpHO-
(yHKLiOHAIbHUMU OKa3HMKAMU TI€4iHKHY, iHCYIIHOPE3UCTEHTHICTIO Ta PO3PaXyHKOBUM CEPLIEBO-CYIUHHUM
pusukoM. 3. OLiHUTHU ceplLieBO-CYAUHHUIN pU3KK y nauieHTiB i3 MACXII 3a mkanamu Globorisk, Framingham Risk
Score, ACC/AHA ASCVD Risk Calculator, PROCAM ta WHO CVD risk chart. 4. locnigutu Ta MOpiBHSTY BILJIUB
JliparayTyny i ganariipyio3uHy Ha CTPYKTYPHO(YHKLIOHAJIbHMN CTaH ME€4iHKY, TOKa3HUKU JIMiZHOTO i
BYIJIEBOJHOTO O6MiHY y nanienTiB i3 MACXII. 5. [locniguTy Ta NOPIiBHATH BIUIMB JliparayTyuny i janariidio3uHy Ha
IMHAMIKy pO3PaxyHKOBOTO CEPLIEBO-CYIMHHOIO PU3UKy Ta piBHA NT-proBNP y npoueci mecTumicsI4HOro
JliKkyBaHHS NanieHTiB i3 MACXII. 6. Po3po6uTu NpakTUyYHi peKOMEHALlil MO0 OLiHKUA CepLeBO-CYAUHHOTO PU3UKY
Ta IudepeHLiiioBaHOro 3aCTOCYBAHHS JliparayTUay i ganarai¢o3uny y nauieHTis i3 MACXII 3 ypaxyBaHHSIM
0Cco6IMBOCTEN iX Ie4iHKOBOI, MeTabOoJIiYHOI Ta ceplLieBOCYAMHHO] BifiloBifi. MaTepianu Ta MeToau [OCiIKeHHS!.
JuceprauiiiHe NOCTiIKEHHS] BUKOHAHO y (POpMaTi IPOCIEKTUBHOTO PaHIOMi30BaHOTO BiIKPUTOTO NapajesIbHOTo
MOPIBHSIIIBHOTO JOCHiIXeHHs. Ha ertani ckpuHiHry 6ys10 3amy4eHo 121 nanienra 3 MACXII BikoM Bif, 26 1o 67 pOKiB.
YrponoB:x criocTepeskeHHs 6 nanieHTiB BUbyu 3 LOCiIKeHHs, TOMY Bci nepenbadeni eranu 3aBepiuniu 115 ocib,
BKJIIOUEHUX [0 OCTAaTOYHOrO aHaJli3y. Jlo KOHTPOJIbHOI IPyIH YBillLIKM 36 NalieHTiB, 1o rpynu IA — 41 nanieHr, no

rpynu IB — 38 nauieHTis.

2. The dissertation presents a theoretical generalization and a novel solution to an important scientific problem in
internal medicine — improvement of treatment approaches in patients with metabolic dysfunction-associated
steatotic liver disease (MASLD) based on a comparative assessment of the effects of liraglutide and dapagliflozin on
the structural and functional state of the liver, metabolic profile, and calculated cardiovascular risk. The relevance
of the study is determined by the high prevalence of MASLD and its close relationship with systemic metabolic
dysfunction. The disease is frequently associated with obesity, insulin resistance, type 2 diabetes mellitus (T2DM),
atherogenic dyslipidemia, and arterial hypertension, resulting in an unfavorable cardiometabolic profile. The
clinical significance of MASLD is determined not only by the risk of progression of liver abnormalities but also by
the high incidence of extrahepatic complications, among which cardiovascular diseases occupy a leading position.



Various multifactorial prognostic models are used for quantitative cardiovascular risk stratification and differ in
the predictors included and the clinical endpoints predicted. At the same time, most of these algorithms do not
directly account for the presence or severity of steatotic liver involvement. Measurement of N-terminal pro-B-
type natriuretic peptide (NT-proBNP) may provide additional information on cardiovascular status; however, its
relationships with the structural and functional state of the liver, metabolic abnormalities, and calculated
cardiovascular risk in patients with MASLD without clinical manifestations of heart failure remain insufficiently
defined. A promising direction in the treatment of MASLD is the use of pharmacological agents capable of
simultaneously affecting several components of metabolic dysfunction. Among them, glucagon-like peptide-1
receptor agonists and sodium-glucose cotransporter 2 inhibitors are of particular interest. Liraglutide and
dapagliflozin have different mechanisms of action; however, both drugs are characterized by favorable glycemic,
metabolic, and cardiovascular effects, while accumulated evidence also indicates their potential beneficial impact
on steatotic liver involvement. At the same time, the number of direct comparative studies of these drugs within a
single population of patients with MASLD remains limited, particularly with regard to a comprehensive assessment
of hepatic, metabolic, and cardiovascular changes. The aim of the study was to improve treatment approaches in
patients with metabolic dysfunction-associated steatotic liver disease through a comparative assessment of the
effects of liraglutide and dapagliflozin on the dynamics of cardiovascular risk, the structural and functional state of
the liver, and the metabolic profile. The following study objectives were defined to achieve this aim: 1. To
characterize the structural and functional state of the liver, parameters of carbohydrate and lipid metabolism, and
calculated cardiovascular risk in patients with MASLD depending on the type of carbohydrate metabolism
disorder, and to assess the characteristics of their six-month dynamics in patients with T2DM and insulin
resistance without T2DM. 2. To investigate NT-proBNP levels in patients with MASLD and assess their
relationships with structural and functional liver parameters, insulin resistance, and calculated cardiovascular risk.
3. To assess cardiovascular risk in patients with MASLD using the Globorisk, Framingham Risk Score, ACC/AHA
ASCVD Risk Calculator, PROCAM, and WHO CVD risk chart. 4. To investigate and compare the effects of liraglutide
and dapagliflozin on the structural and functional state of the liver and on lipid and carbohydrate metabolism in
patients with MASLD. 5. To investigate and compare the effects of liraglutide and dapagliflozin on the dynamics of
calculated cardiovascular risk and NT-proBNP levels during six months of treatment in patients with MASLD. 6. To
develop practical recommendations for cardiovascular risk assessment and differentiated use of liraglutide and
dapagliflozin in patients with MASLD, taking into account the characteristics of their hepatic, metabolic, and
cardiovascular response. Materials and methods. The dissertation study was conducted as a prospective,
randomized, open-label, parallel-group comparative study. At the screening stage, 121 patients with MASLD aged
26 to 67 years were enrolled. During follow-up, 6 patients withdrew from the study; therefore, 115 participants
completed all scheduled stages and were included in the final analysis. The control group included 36 patients,
group IA included 41 patients, and group IB included 38 patients.
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