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Pedepar:

MeTabosiyHoro cunapomy (MC) Ha piBHI BUnasKoBoi nomnyssniiHoi Bubipku (BI1B), KOMIIJIEKCHOTO aHai3y
IIypHMHOBOrO MeTaboiamy (I[IM) i CTpyKTypu yprHOBOTO AUCMETA00J1i3My Y XBOPUX Ha LyKpoBui giabert (1111) 1ta 2
Tuy, i 38’a3Ky I'Y 3 incyniHope3uctenTHicTio (IP) Ta BUpa3HiCTIO Cyryi060BOro CUHAPOMY y XBOPUX Ha IIEPBUHHY
XxpoHivyHy nogarpy (ITXIT) mpencTaBieHO TeOPETUYHE y3araJlbHEHHS Ta HOBE BUPIlIEHHS aKTyaJlbHOI HAyKOBO-
IIPaKTUYHOI IPOGJIEMH AiabeTOoJIOri, a caMe: pO3IIMPEHHS YSIBIEHHbD 100 1ibHOCTI iHTerpauii ['Y B Knacrep
(axkTOpiB pUBKKY NMOPYLIEHb [MIOKO3HOTO romeocTtasy (I1I'T), mos’sa3anux 3 MC, Ha piBHi BIIB, mexaHi3MiB

dopmyBanHs 'Y y xBopux Ha LIJ1 1 Ta 2 Tumis Ta ii BIIMBY Ha KIIiHIYHMI [1epebir 3aXxBOPIOBaHHS i PO3BUTOK MiKpO- i



MaKpOCYAVHHUX yCKJIaJJHEHb HA MiAIPYHTI BCTAaHOBJIEHHS 3B's13KiB ['Y 3 mposiBamu [P, nucdyHKiielo BicuepanbHOi
SKMPOBOi TKAaHWHU, [IapamMeTpaMu IJIF0KO3HOro romeoctasy (I'T), XpOHIYHOIO CUCTEMHOTO 3aajieHHs i aKTUBHICTIO
[I€PEKMCHOT0 OKUCJIEHHS JIiMifliB OGIPYHTYBaHO MiX0H [0 NalieHT-OpieHTOBaHOI Kopeklii I'Y Ta BTOpuHHOI i
TPETMHHOI NPOPiNIaKTUKK nojgarpu y xsopux Ha LIJ1 1i 2 Tumny 3 ypaxyBaHHSIM MOZYJIIOI0YOTO BIUIMBY BiKOBOTO
¢dakropy, abgoMiHanbHOrO OXXUPiHHS, [P, HagBHOCTI AiabeTyHOi XBOpo6U HUPOK ([IXH) i BUCOKOTrO
KappioBacKyJsipHoro pusuky (KBP). BcranoBsieHo KiiHiK0O-6i0XiMidYHUMI IaTepH, IPUTaMaHHMI XBOopyM Ha 1]]] 2
THUITy 3 BUCOKUM PiBHEM aKTMBHOCTI KCAHTMHOKCHJIA3U KPOBi. 3'1COBaHO NaToreHeTnyHe 3HaveHHs [IXH y
dpopmysanHi I'Y y xBopux Ha 11]] 1 Tuny. JloBeieHO NaTOr€HETUYHY POJIb MOPYIIEHHS IJIOMEPYJISIPHOI (inbTpauii y
3HIDKEHHI peHasIbHOI eKCKpeliii ceyoBOi KUCIIOTH, 110 NOsICHIOE GOPMYBAHHS TilepIPOLyKTUBHO-
TiMOEKCKPETOPHOTO i rinoekckpeTopHoro tutis I'Y y xBopux Ha 11]] 1 Tumly, Ta 3HM>KEHHS KaHaJIbLieBOi CeKpelii
CEYOBOi KUCJIOTU BHACJIIOK TYOYJIOiIHTEPCTULIAJIbHOTO MOMKOIKEHHS y popMyBaHHi ['Y y xBopux Ha LI]] 2 Tuny.
OuiHeHo NMpOrHoCTUYHY 3Ha4yILLiCTh HucTaTuHy C 9K Mapkepa nokiiHiyHoi cranii JIXH y xBopux Ha LJ] 2 Tumy 3 I'Y.
BupnineHo KiiHiYyHI eHOTUNN KOMOPOIAHOCTI, sIKi BiToOpaskal0Th 0COOGIMBOCTI TAaTO(Di3i0I0TiUHMX TPOIIECiB, 0
JieXXaTh B OCHOBI po3BUTKY ['Y y npencraBHukiB BIIB, siKi MOXKyTh 6yTH BUKOPUCTaHi A1 ctparudikarii oco6 3 'Y B
TPYyIY PU3UKY 3 METOIO 3aCTOCYBaHHS NALliEHT-OPi€HTOBAaHMX 3aXO0[liB IEPBUHHOI i BTOPMHHOI IPOQPiNaKTUKN
[I0/Iarpy B MomyJsLii. Po3mypeHo ysaBieHHs, o0 NPUIMHHO-HACHIIKOBOro 3B'13Ky MiX I[P i ['Y y xBopux Ha LI,
1110 MO>Ke OyTH BUKOPUCTAHO [1J1s1 pO3p0o0OKU Iporpam no mogudikanii criocody xuttsi, kopekuii IP i I'V ta ninbopy
aJleKBaTHUX PEKMMIB iHCyJIiHOTEpaIlii i TepopasbHOI LyKPO3HIKYBAJIbHOI Teparlii. BcTaHoBieHO 3Ha4eHHd ['Y gK
BUKJIIOUHO (PAKTOPY PU3MKY iHIMIEHTY [10AArPU, a HE CyPOraTHOTO MapKepy A ii giarHocTuku. JloBeieHO
MTO3UTUBHUM BIIJIMB CBOEYACHOI i afieKBaTHOI Kopekuii I'Y i xponiuyHoro 3anasnenHs y xsopux Ha [1XI] Ha TpaguuinHi
(daxTopu pusuKy i 3HKeHHs1 KBP. O6rpyHTOBaHO [OLi/BbHICTh OLIIHKY KOMIIOHEHTIB MC nopsyp 3 oninkomw 10-
piunoro KBP B pyTUHHIH KIIiHiYHI} MpakTyLi s crpatudikanii xsopux Ha I1XI1, ski noTpebyoTs Mogu@ikariii
CI1ocoby XXUTTH i/a60 nudepeHnifioBaHux MigxoniB 10 MeoUKaMeHTO3HOTO JIiKyBaHHsI. Bifi6bpaHo knactep
PO3paxyHKOBUX iHJIEKCiB 3 HAl6iIbIIMM BHECKOM B BapiabesIbHiCTb CUPOBAaTKOBOI KOHLIEHTpPallii CEe40BOi KMCJIOTH,
SKi MOKYyTb BUKOPMCTOBYBATHCS B PYTHMHHIN KJIIHIYHIN IPAaKTULL IJ14 OUiHKY BUpa3HOCTi IP y xBopux Ha LIJ1 11 2
tuny 3 ['Y, 9Ki 3Hauyle KOPENIOITh 3 KJIACUYHUMU «IHCYJIIHOBUMU» iHAEKCcaMH i mapaMeTpaMu ctany [IM.
3anpornoHOBaHO CHHEPriyHy KOMOiHallil0 MarHilo OopoTaTy Jerinpary, MEHaXiHOHY-7 Ta XoJieKaabludepoy, sKa
[IPOSIBJISiE€ YPAT3HMKYBaJIbHY aKTUBHICTb, CIIPUSE 3HIKEHHIO PiBHSA iHCysIiHEMIi, BuUpa3HOCTi IP, aTreporeHHoro
NOTEHIjajly IJIa3MU Ta [OKPALIEHHIO CTaHy IVIKEMIYHOTO KOHTPOJIIO i MOXKE BUKOPUCTOBYBATUCS B KOMILJIEKC]
3aX0[iiB, nepenbdadeHux AJ1s1 BTOpMHHOI nnpodinaktuxu ['Y i noparpu y xBopux Ha L1]1 2 tumny. [JoBeneHo, mo y
xBopux Ha I1]] 2 tuny i3 cynytHboto I'V citif HafgaBaTu nepeBary LyKpO3HWKyBaJIbHUM JIIKAPCbKUM 3aC00aM 3
BTOPUHHOIO YPaT3HMKYBaJIbHOIO aKTHUBHICTIO (METQOPMiH, iHri6iTOpY HATPI3a1€KHOTO KOTPAHCIIOPTEPaA IJII0KO3U
2 1 aHasIOT TJIIOKAroHOMNOAI6GHOro nentuny-1), Bucokui npodine 6e3neKu IK1X J0BeeHO B 6ararbox KIIiHIYHNX
IOCTiIKeHHsX. BUKoprcTaHHS MeTabosiyHO HENUTPaIbHUX MTOXiTHMX OPOTOBOI KUCJIOTY (MarHisg opoTar) HaJae

IOJATKOBI KJIiHiHI i MeTabos1iyHi nepeBaryu B KOMIJIEKCHIi Teparii y xBopux Ha 11]] 2 tuny 3 cynyTtsHboto I'Y.

2. Having studied the prevalence of asymptomatic hyperuricemia (HU) and its relationship with components of the
metabolic syndrome (MS) at the level of a random population sample (RPS), a comprehensive analysis of purine
metabolism (PM) and the structure of purine dysmetabolism in patients with type 1 and 2 diabetes mellitus (DM), as
well as the connection of HU with insulin resistance (IR) and severity of joint syndrome in patients with primary
chronic gout (PCG), the research presents a theoretical generalization and a new solution to an actual scientific
and practical problem of diabetology. This includes the expansion of ideas about the density of HU integration into
the cluster of risk factors for glucose homeostasis (GG) disorders associated with MS at the level of a RPS, the
mechanisms of HU formation in patients with type 1 and 2 DM and their influence on the clinical course of the
disease and development of micro- and macrovascular complications on the basis of the established HU
connections with IR manifestations, dysfunction of visceral adipose tissue, parameters of GG, chronic systemic
inflammation as well as the activity of lipid peroxidation. Approaches to patient-oriented HU correction,
secondary and tertiary prevention of gout in patients with type 1 and type 2 DM have been substantiated, taking
into account the modulating effect of the age factor, abdominal obesity, IR, presence of diabetic kidney disease



(DKD) and high cardiovascular risk (CVR). The clinical and biochemical pattern characteristic of patients with type
2 DM with a high level of blood xanthine oxidase activity has been established in the research. The dissertation has
clarified pathogenetic significance of DKD in the formation of HU in patients with type 1 DM. The pathogenetic
role of impaired glomerular filtration in the reduction of renal excretion of uric acid (UA) has been proven,
explaining the formation of hyperproductive-hypoexcretory and hypoexcretory types of HU in patients with type 1
DM and a decrease in tubular secretion of UA due to tubulointerstitial damage in HU formation in patients with
type 2 DM. The study estimates the prognostic significance of cystatin C as a marker of the preclinical stage of
DKD in patients with type 2 DM with HU. The author has identified clinical phenotypes of comorbidity, which
reflect the features of the pathophysiological processes underlying the development of HU in representatives of
RPS. This can be used to stratify individuals with HU into risk groups for the purpose of applying patient-oriented
measures of primary and secondary gout prevention in the population. The understanding of the cause-and-effect
relationship between IR and HU in patients with DM has been expanded, which can be used to develop programs
for lifestyle modification, correction of IR and HU, and selection of adequate regimens of insulin therapy as well as
oral hypoglycemic therapy. The value of HU was established as a risk factor for the gout occurrence, not as a
surrogate marker for its diagnosis. Positive influence of timely and adequate HU correction and chronic
inflammation in PCG patients on traditional risk factors and reduction of CVR has been proven in the research. The
dissertation substantiates the expediency of assessing the components of MS together with the assessment of a
10-year CVR in routine clinical practice for the stratification of patients with PCG who require lifestyle
modification and /or differentiated approaches to drug treatment. A cluster of calculated indices with the greatest
contribution to the variability of the serum concentration of UA, which can be used in routine clinical practice to
assess the severity of IR in patients with type 1 and type 2 DM with HU, was selected, which significantly correlates
with classic "insulin" indices and parameters of the PM state. The research proposes synergistic combination of
magnesium orotate dehydrate, menaquinone-7 and cholecalciferol, which exhibits urate-lowering activity, helps
reduce the insulinemia level, IR expression, the atherogenic potential of plasma, and to improve the state of
glycemic control. It can be used in a set of activities provided for the secondary prevention of HU and gout in
patients on type 2 DM.The study has proven that patients with type 2 DM with concomitant HU should be
preferably given hypoglycemic therapy with secondary urate-lowering activity (metformin, sodium-glucose
transporter 2 inhibitor and analog glucagon-like peptide-1), the high safety profile of which has been proven in
many clinical studies. The use of metabolically neutral derivatives of orotic acid (magnesium orotate) provides
additional clinical and metabolic advantages in complex therapy in patients with type 2 DM with concomitant HU.
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