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2. Multifactoriality of gout: immunological and metabolic interactions with comorbidity and their role in disease
progression

Pedepar:

1. Incepranifina po60Ta IPUCBIYEHA BUPIIEHHIO aKTyaJIbHOI IPOOJIEMU CYy4YaCHOI MEUIIMHY — TEOPETUYHE
y3araJlbHEHHS 1 HOBE BUPIIIEHHS aKTyaJIbHOT'O HAyKOBOTO 3aBAAHHS y rajy3i KJIiHIYHOI MeAVULIMHY 040 ONTHUMIi3arii
MEHEeH)KMEHTY Ial[ieHTIB i3 [10arpoio LUIJISXOM BCTAHOBJIEHHS MYJIbTU(AKTOPHOCTI iMyHOJIOTIYHUX Ta
MeTaboJliYHMX B3a€MOIiN 3 KOMOPOiAHICTIO, ix poJli y mporpecyBaHHi 3axBopioBaHHs. HabyJsio nogansuoro

BMBYEHHS CTPYKTypU KOMOPOITHOCTI y MALieHTIB i3 MOAarpolo, sika IpefCcTaBleHa JUCMETa001iYHIM, CEPLIEBO-



CYyIMHHUM, IIJTyHKOBO-KUIIKOBUM, HUPKOBUM, JIETEHEBUM MaTEPHAMMU Ta Jienpecielo. [JoBeleHO BUCOKY
nomupeHicTb Komop6imHocTi 3rimHo mMRDCI Ta nmokaszaHo, mo 45,59 % nanieHTiB i3 nogarpot manyu mRDCI 3-4.
BcraHogsneHi cyrresi acouiaii Bumoro mRDCI i3 6inbmnm IMT, HiokuuM ¢isnyHuM QyHKLIioHyBaHHAM 32 HAQ-DI,
3HIDKEHHSIM SIKOCTI XKUTTS 32 SF-36, BUILIOI0 aKTUBHICTIO MIOAATPY, TUCIIIMITEeMIYHUMU 3MiHAMUY, TIIEPYPUKEMIEIO
(I'Y), smenmennsam plIK®, knipency CK ta go6osoi ekckpeuii CK. IIpogemoncTposano, mo mRDCI npu nogarpi 6ys
IIOB'SI3aHUM i3 XPOHIYHUM CUCTEMHUM 3alajleHHSIM, 00yMOBJIEHUM MiBULIIEHUMU LUPKYIIOYUMU PiBHSIMU
nposananbpHux 1J1-6, 1JI-8, 1JI-1n, 1enTrHy Ta 3HMKEHOI0 KOHLEHTpaLielo npoTusananbHoro 1JI-10, aguioHeKkTrHy Ta
criBBigHOWEHHS A /JI. [loBemeHo, o nrcbaiaHc aAUIOKiHIB OyB MTOB'SI3aHUH 3 iHTepJIelKiHOBUM Ipodinem y
Nal€eHTIB i3 107arpoo, IpuIYoOMy, 3MEHIIEHHS CIiBBiTHOmeEHHs A /JI aconioBanocs 3i 36ibLII€HHSIM CUPOBAaTKOBUX
piBHiB IJI-6 Ta 1JI-8, a Takox 3meHmenHsam 1JI-10. Ha nmonysn4unii ykpaiHCbKMX NALi€HTIB i3 10Jarpoo oKa3aHo, 1o
40,3 % xBOpUX i3 MOZArpoI0 Mayu cepeHiil cTymiHb TspKKocTi COVID-19, 28,7% — nerkuit nepeoir, 21,7% — BaXXKuUi
nepeoir, a 9,3% - KpuTUuHUi nepeo6ir. KoncraToBaHo, 10 AeTepMiHaHTaMU TSKYOro KiliHiuHOTrO nepebiry COVID-
19 6ynu Bume 3HaueHHss MRDCI Ta HEKOHTPOJILOBAaHUUI cupoBaTKoBUil piBeHb CK. BcTaHOBIIEeH] JOCTOBIpHI
IIPEJVKTOPU PO3BUTKY KOMOPOiNHOCTI, a caMe: 3aTPMMKA BCTAHOBJIEHHS! 1iarHO3y 110Jarpa, TPYUBajliCTb, aKTUBHICTh
nojarpu, 4actora KoHTpoJto piBHs CK y KpoBi 3a octanHiu pik, HAQ-DI, ITK3 3a SF-36, IMT, pIlIK®, cupoBaTkosi
piBui XC JITTHT, CPB, 1J1-6, 1JI-8, Ta cniBBigHOMmeEHHS A /JI, 1110 JO3BOJINJIO 3aIIPOTIOHYBATH OPUTiHAJIbHY

MaTeMaTU4HYy MOJIeJIb /111 IPOTHO3YBaHHS IPYIl PU3UKY KOMOPOiIHOCTI y XBOpUX i3 IoAarpoto.

2. The dissertation is devoted to the solution of the actual problem of modern medicine - the theoretical
generalization and innovative solution of an actual scientific task in the field of clinical medicine regarding the
optimization of management patients with gout by establishing the multifactorial nature of immunological and
metabolic interactions with comorbidity and their role in disease progression. Further investigation of the
comorbidity structure in patients with gout has revealed conditions related to dysmetabolic, cardiovascular,
gastrointestinal, renal, pulmonary patterns, and depression. A high prevalence of comorbidity according to mRDCI
was demonstrated and showed that 45.59 % of patients with gout having an mRDCI score of 3-4. Significant
associations were established between greater mRDCI and higher BMI, lower physical functioning assessed by
HAQ-DI, reduced quality of life according to SF-36, increased gout activity, dyslipidemic changes, hyperuricemia,
decreased eGFR, reduced renal clearance of UA, and daily urine UA excretion. We have been also to establish that
mRDCI in gout is associated with chronic systemic inflammation characterized by elevated circulating levels of
pro-inflammatory cytokines (IL-6, IL-8, IL-1g, leptin), decreased concentration of anti-inflammatory cytokines (IL-
10, adiponectin), and the A /L ratio. The adipokine imbalance was found to be related to the interleukin profile in
gouty subjects, and a decrease in the A /L ratio was associated with increased serum levels of IL-6 and IL-8, as well
as a decrease in IL-10. In the population of Ukrainian patients with gout, it has been shown that 40.3 % of gouty
subjects had a moderate severity of COVID-19, 28.7 % had a mild course, 21.7 % had a severe course, and 9.3 % had
a critical course. It was observed that higher values of mRDCI and uncontrolled serum UA levels were
determinants of a more severe clinical course of COVID-19. Significant predictors of comorbidity development
were identified, including delayed diagnosis of gout, disease duration, gout activity, frequency of serum UA
monitoring in the preceding year, HAQ-DI, MCS of SF-36, BMI, eGFR, serum LDL-C levels, CRP, IL-6, IL-8, and the
A/L ratio. These findings allowed to propose original mathematical model for predicting the comorbidity risk
groups in gouty subjects.
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