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KOMOPOigHNI 3 MeTab0JIiYHO aCcOLili0BaHOIO KUPOBOIO XBOPOOOIO N1eUiHKU

2. The impact of targeted antiviral therapy on clinical, laboratory, and immune parameters in patients with COVID-
19 and comorbid metabolic associated fatty liver disease

Pedepar/anoTanis:

1. Inceprauiiina po60Ta IpUCBIYeHa KOMIIJIEKCHOMY OCJIiZIP)KEHHIO BIUIMBY TapreTHOI IIPOTUBIPYCHOI Teparii Ha
KJIiHIKO-/1a60paTOpPHi, iMyHHI Ta MOJIEKYJISIPHO-TE€HETHUYHI TOKa3HUKU Y nanieHTis 3 COVID-19, komop6igHum 3
MeTab0JIiYHO aCOLiOBAaHOIO JKUPOBOIO XBOP06010 nedinku (MAXKXII). BcranosseHo, mo HasgBHiCTb MAXKXII y
nanieHTiB 3 COVID-19 He € camocTiiiHUM (HaKTOPOM PU3UKY TSPKKOTO IIepediry 3aXxBOPIOBaHHY, a ii BIIJINB
OIIOCEPEKOBAHMI {HIIMMU CYNIyTHIMU MeTab0iYHUMU PaKTOpamH, 110 CIIPOCTOBYE paHillle icHyloui rinotesu. Y
Koropti nauieHTis 3 MAJKXII ouiHeHO e(peKTUBHICTb TApreTHOI IPOTMBIPYCHOI Teparii

HipMaTpesnBipoM /pUTOHABIPOM, 11O MiATBEPAUIIO IOT0 BUCOKY KJIiHIYHY €(DEeKTUBHICTb, HE3aJIEXKHO Bill HAsIBHOCTI

1iei CyIyTHBOI NATOJIOTIi, @ TAKOXK MI0Ka3aJIo MOro epeBaru B CKOpOYEHHI TepMiHy TrocCIiTasni3alii Ta moKpalieHHi



KJIiHIYHUX NTOKA3HUKIB. JIOCIIiI)KE€HO BIJIMB OJHOHYKIeoTUIHUX nosiMopdizmiB (OHII) renis IFNAR2, ACE2, OASI ta
OAS3 na k1iHiKO-71a60paTOPHi MOKA3HUKY Ta AUHAMIKY iXHiX 3MiH y nanienTis 3 COVID-19 ta MAJKXII. BusiBieHo,
1110 TIeBHi asiesi acolifioBaHi 3 MeHIl 260 GibII CIIPUSTIVBUM NepebiroM 3aXBOPIOBAHHSI Ta BifIOBIAII0 HA
JIIKyBaHH#, 110 BilKDUBA€ HOBI NIEPCIEKTUBY [J15 TIEPCOHAII30BaHOI MEAULMHU. Briepie B yKpaiHChKil MOIyJILil
mociinkeHo ekcrpeciio reHiB AHR, FFAR2, FXR ta TGRS y nauientis 3 COVID-19, mo 103B0IMI0 BCTAHOBUTH IXHIO
POJIb y IATOTE€HE3] 3aXBOPIOBAHHS Ta BUSIBUTY HOBi B3a€MO3B'S3K1. 30KPEMA, BIIEpLIE [I0Ka3aHO, 10 3HMKEHA
ekcrpecisg AHR y naunienTis 3 MAJKXIT acouitoeTscd 3 MiABUILIEHMMU I0OKA3HMKAMU KOAryJislii, o BKa3ye Ha 10T0
MOXKJIMBY POJIb Y PO3BUTKY TPOMOOTHYHUX YCKJIQIHEHb. BUsIBIIEHO, 10 3HIDKeHA ekcripecis FXR Ta TGRS koperioe 3

TSDKKICTIO Iepe6iry 3aXBOPIOBAaHHS, @ TAKOXK 3 [TOKa3HUKAMU CUCTEMHOTO 3allajleHHs Ta MeTaboIi3My.

2. The dissertation is devoted to a comprehensive study of the impact of targeted antiviral therapy on the clinical,
laboratory, immune, and molecular-genetic parameters in patients with COVID-19 comorbid with metabolic
associated fatty liver disease (MAFLD). It has been established that the presence of MAFLD in patients with COVID-
19 is not an independent risk factor for a severe disease course; rather, its impact is mediated by other
concomitant metabolic factors, which refutes previously existing hypotheses. In a cohort of patients with MAFLD,
the efficacy of targeted antiviral therapy with nirmatrelvir /ritonavir was evaluated, confirming its high clinical
effectiveness regardless of the presence of this comorbidity, and demonstrating its benefits in reducing
hospitalization time and improving clinical outcomes. The impact of single nucleotide polymorphisms (SNPs) in the
IFNAR2, ACE2, OAS], and OAS3 genes on clinical and laboratory parameters and their dynamic changes in patients
with COVID-19 and MAFLD was investigated. It was found that certain alleles are associated with a more or less
favorable disease course and treatment response, opening new perspectives for personalized medicine. For the
first time in the Ukrainian population, the expression of AHR, FFAR2, FXR, and TGR5 genes in COVID-19 patients
was studied, allowing the determination of their role in disease pathogenesis and the identification of new
interrelationships. Notably, it was shown that reduced AHR expression in MAFLD patients is associated with
elevated coagulation parameters, indicating its potential role in the development of thrombotic complications. It
was discovered that reduced expression of FXR and TGRS correlates with disease severity, as well as with

indicators of systemic inflammation and metabolism.
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